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Geltungsbereich und Zweck

In Deutschland sind etwa 150 000 Einwohner an einer Colitis ulcero-
sa erkrankt. Fiir die meisten Patienten beginnt die Erkrankung wah-
rend der Schulzeit oder der Berufsausbildung und dauert wahrend
des gesamten Lebens an. Neben dem personlichen Leiden verur-
sacht die Erkrankung betrachtliche Kosten fiir die Gesellschaft. Viele
Patienten erhalten jedoch nach wie vor keine addquate Therapie. Die
Aktualisierung der zuletzt 2011 aktualisierten Leitlinie wird von den
beteiligten Fachgesellschaften daher als besonders wichtig erachtet.

Zielorientierung der Leitlinie

Ziel der Leitlinie soll sein, in der hausarztlichen, internistischen, chi-
rurgischen, padiatrischen und gastroenterologischen Praxis einfach
anwendbar zu sein. Die Behandlung besonders schwerer oder kom-
plizierter Falle, wie sie in Spezialambulanzen und spezialisierten Pra-
xen erfolgt, kann durch diese Leitlinie nicht abgebildet werden.

Die Themen ,Extraintestinale Manifestationen“ und ,,CED-
assoziierte Erkrankungen“ sowie ,,Schmerzen“ wurden in der letz-
ten Morbus-Crohn-Leitlinie von 2014 abgehandelt und sollten da-
her in der Colitis-ulcerosa-Leitlinie nicht erneut aufgegriffen
werden. ,Infektiologische Probleme* sowie das Thema ,Erndh-
rung“ wurden in der letzten MC-Leitlinie nicht fokussiert und soll-
ten daher in dieser Leitlinie gezielt aufgearbeitet werden.

Patientenzielgruppe sind Patienten mit Colitis ulcerosa jeden
Alters.
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Versorgungsbereich

Ambulant und stationar, hausarztlich, padiatrisch, internistisch,
chirurgisch und gastroenterologisch.

Anwenderzielgruppe/Adressaten

Die Leitlinie richtet sich an alle an der Diagnostik und Therapie
beteiligten Berufsgruppen (Allgemeinmediziner, Internisten, Kin-
der- und Jugendmediziner, Chirurgen, Gastroenterologen, Patholo-
gen, Fachassistenz CED) sowie Betroffene und Angehérige und Leis-
tungserbringer (Krankenkassen, Rentenversicherungstrager).

Zusammensetzung der Leitliniengruppe:
Beteiligung von Interessengruppen

Die Leitung der Leitlinientiberarbeitung erfolgte durch zwei
Hauptkoordinatoren (Axel Dignass, Frankfurt, und Torsten Ku-
charzik, Liineburg) in enger Abstimmung mit einer Steuergruppe
(» Tab.1).

Dartiber hinaus wurden fiinf Arbeitsgruppen (AGs) gebildet,
die jeweils von zwei Leitern geleitet wurden (> Tab. 2). Aufgrund
des Umfangs der zu bearbeitenden Themen wurde die AG Diag-
nostik von drei AG-Leitern geleitet. In den AGs wurden universita-
re und nichtuniversitire Arzte, Klinikirzte und niedergelassene
Arzte in einem ausgewogenen Verhiltnis eingesetzt. In den AGs
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» Tab.1 Steuergruppe.

Name Ort

B. Bokemeyer Minden

A. Dignass Frankfurt

B. Kaltz Berlin DCCV
T. Kucharzik Liineburg

S. Schreiber Kiel

B. Siegmund Berlin

haben neben Gastroenterologen und Chirurgen Péadiater, Patholo-
gen, Komplementdrmediziner, Erndhrungsmediziner, Fachassis-
tenzen CED (FACED) und Patienten (DCCV) mitgearbeitet.

Aus jeder AG haben alle Mitglieder an der Onlinebefragung
und fast alle Mitglieder an der Konsensuskonferenz teilgenom-
men.

Reprdsentativitdt der Leitliniengruppe:
Beteiligte Fachgesellschaften

DGVS (Deutsche Gesellschaft fiir Verdauungs- und Stoffwechsel-
krankheiten)

DGAV (Deutsche Gesellschaft fiir Allgemein- und Viszeralchirurgie)
DGCH (Deutsche Gesellschaft fiir Chirurgie)

GPGE (Gesellschaft fir padiatrische Gastroenterologie und
Erndhrungsmedizin)

KN-CED (Kompetenznetz Darmerkrankungen)

DCCV (Deutsche Morbus Crohn/Colitis ulcerosa Vereinigung)
FACED (Fachangestellte fiir chronisch entziindliche Darmerkran-
kungen)

DGEM (Deutsche Gesellschaft fir Ernahrungsmedizin)

DGP (Deutsche Gesellschaft fiir Pathologie)

DGK (Deutsche Gesellschaft fiir Koloproktologie)

Die Deutschen Gesellschaft fiir Allgemeinmedizin und Familien-
medizin (DEGAM) wurde zur Mitarbeit an der Leitlinie eingeladen,
konnte das Leitlinienvorhaben aber aufgrund personeller Engpas-
se nicht unterstiitzen. Auch die Deutsche Gesellschaft fiir Innere
Medizin e. V. (DGIM) wurde zur Mitarbeit an der Leitlinie eingela-
den, hat sich aber nicht beteiligen konnen.

Reprdsentativitat der Leitliniengruppe:
Beteiligung von Patienten

Direkte Mitarbeit von mehreren Vertretern der Deutschen Morbus
Crohn/Colitis ulcerosa Vereinigung (DCCV) e. V.
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Zustandigkeit

Vertreter der niedergelassenen Gastroenterologen, Kompetenznetz KN-CED

Koordinator, ALGK, DGVS

Koordinator, ALGK, ECCO
Kompetenznetz KN-CED, universitdre Gastroenterologie

ECCO, universitare Gastroenterologie, DGVS

Methodologische Exaktheit

Recherche, Auswahl und Bewertung wissenschaft-
licher Belege (Evidenzbasierung)

Vorgdngerversionen dieser Leitlinie sind die S3-Leitlinien Colitis
ulcerosa von 2011 und 2008. Aufgrund neuer methodischer An-
forderungen wurde vor Beginn der Uberarbeitung die anzuwen-
dende Methodik am 05.07.2016 im Rahmen einer Telefonkonfe-
renz innerhalb der Steuergruppe diskutiert und anschlieRend
konsentiert.

Die Suchstrategie der letzten Colitis-Leitlinie wurde von den
Koordinatoren zusammen mit den AG-Leitern tberarbeitet. Mit
der systematischen Literaturrecherche dieser Aktualisierung wur-
de die clinical guideline services usergroup (CGS) beauftragt, die
Literaturrecherche wurde von Frau Maria Kallenbach durchgefiihrt.
Zunachst erfolgte eine systematische Suche nach Leitlinien, die
nach dem Deutschen Instrument zur methodischen Leitlinienbe-
wertung (DELBI) bewertet und deren Empfehlungen bei ausrei-
chender methodischer Giite in einer Leitliniensynopse zusammen-
gestellt wurden.

Fiir Themengebiete von besonderer klinischer Wichtigkeit,
besonderer Strittigkeit oder besonders haufiger fehlerhafter
Anwendung wurden von den AG-Leitern Schlisselfragen definiert,
eine systematische Literaturrechere de novo durchgefiihrt und
Evidenztabellen erstellt. Die Literatur konnte bis zum Zeitpunkt
der Konsensuskonferenz erganzt werden. Empfehlungen, fir die
keine neue Evidenz vorlag, wurden unverdndert aus der alten
Leitlinie Gbernommen.

Die Aufgaben bei Literaturrecherche und Bewertung waren wie
folgt verteilt (» Tab. 3).

Recherche nach evidenzbasierten Leitlinien

Zunachst wurde zentral eine Suche nach existierenden Leitlinien
aus den letzten fiinf Jahren (2011-2016) in

= MEDLINE,

= Google,

= Guidelines International Network,

= National Guideline Clearinghouse,

= CMA Infobase,

= der UK National Library of Health,

= SIGN und

= Der New Zealand Guidelines Group
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» Tab.2 Mitglieder der Leitliniengruppe.

AG 1: Diagnostik

AG 2: Schub

AG 3: Remissionserhaltung

AG 4: Therapie- und CED-Assoziierte Infektionen

AG 5: Chirurgie/Pouchitis

AG 6: Komplementarmedizin und Erndhrung

Koordinatoren

! entschuldigte Mitglieder.

Leiter

KK-Teilnehmer

Leiter

KK-Teilnehmer

Leiter

KK-Teilnehmer

Leiter

KK-Teilnehmer

Leiter

KK-Teilnehmer

Leiter

KK-Teilnehmer
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R. Atreya, Erlangen (DGVS)
B. Bokemeyer, Minden (KN-CED, DGVS)
K. Herrlinger, Hamburg (DGVS)

D. Bettenworth, Miinster (DGVS)
M. Gotz, Tiibingen (DGVS)

U. Helwig, Oldenburg (DGVS)

L. Leifeld, Hildesheim (DGVS)

G. Moog, Kassel (DGVS)'

E. Rijcken, Miinster (DGAV/DGK)
F. Autschbach (DGP)

G. Baretton, Dresden (DGP)

I. Kanbach, Berlin (DCCV)
S.Buderus, Bonn (GPGE)'

P. Hartmann, Minden (FACED)

T. Kucharzik, Lineburg (DGVS, KN-CED)
B. Siegmund, Berlin (DGVS, KN-CED)1

J. Biining, Liibeck (DGVS)

R. Ehehalt, Heidelberg (DGVS)

W. Hauser, Saarbriicken (DGVS)

F. Hartmann, Frankfurt (DGVS)

K. Kannengiesser, Liineburg (DGVS)
K.-M. Keller, Wiesbaden (GPGE)

A. Liigering, Miinster (DGVS)

S.In der Smitten, Berlin (DCCV)

J. Zemke, Herne (FACED)

A. DignaB, Frankfurt (DGVS)
S. Schreiber, Kiel (KN-CED, DGVS)

C. Maaser, Liineburg (DGVS)

G. Rogler, Zirich (DGVS)'

S. Koletzko, Miinchen (GPGE)'
T. Ktihbacher, Hamburg (DGVS)
W. Kruis, K6In (DGVS)

P. Esters, Frankfurt (DGVS)

A. Stallmach, Jena (DGVS)’
N. Teich, Leipzig (DGVS)'

M. Reinshagen, Braunschweig (DGVS)
T. Andus, Stuttgart (DGVS)

0. Bachmann, Hannover (DGVS)

M. Bldker, Hamburg (DGVS)

C. Veltkamp, Heidelberg (DGVS)

P. Kienle, Heidelberg (DGAV/DGK)
A. Sturm, Berlin (DGVS)

S. Fichtner-Feigl, Freiburg (DGAV/DGCH/DGK)'
K. Fellermann, Libeck (DGVS)

E. Stange, Stuttgart (DGVS)

A. Kroesen, Kéln (DGAV/DGCH/DGK)

A. Pace, Neumiinster (DGVS)

B. Kaltz, Berlin (DCCV)

J. Langhorst, Essen (DGVS)
J. Stein, Frankfurt (DGVS)

H. Matthes, Berlin (DGVS)

D. C. Baumgart, Berlin (DGVS)'

J. Ockenga, Bremen (DGEM, DGVS)
J. Klaus, Ulm (DGVS)

C. Gross, Berlin (DCCV)

A. Dignass, Frankfurt (DGVS)
T. Kucharzik, Lineburg (DGVS)
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» Tab.3 Ablauf der Literaturrecherche und Bewertung.
Teilpunkt

Erstellen der Leitliniensynopse

Auswahl und Ergdnzung der Schliisselfragen unter Berticksichtigung der
Leitliniensynopse und Ubermittlung ans Leitlinienportal

Definition der Kriterien fiir die Literaturrecherche (Zeitraum, Studientyp,
Sprache)

Systematische Literaturrecherche, Titel- und Abstractscreening

Screening klarungsbediirftiger Abstracts, ggf. Erganzung von nicht
gefundener Literatur

Screening Volltexte

Bewertung nach Oxford, Erstellen der Evidenztabellen, Dokumentation
der Suche

mit den Stichworten (Leitlinie OR guideline) AND (“Colitis ulcerosa”
OR “ulcerative colitis”) durchgefiihrt.

Dabei fanden sich neben der deutschen Leitlinie die Leitlinien
der folgenden Organisationen: National Institute for Health and
Clinical Excellence, UK (NICE), World Gastroenterology Orga-
nisation (WGO), Toronto Ulcerative Colitis Consensus Group
(Toronto), European Crohn’s and Colitis Organisation (ECCO),
Franzosisches Expertengremium Inflammatory bowel disease
(IBD), Sydney Organisation und New Zealand Society of Gastroen-
terology.

Bei Durchsicht der NICE-Leitlinie zeigte sich, dass diese eng de-
finierte Fragestellungen abdeckt. Zudem ist die NICE-Leitlinie
durch eine grundsatzlich andere Struktur als Clinical Pathway ge-
staltet, weshalb eine Gegeniiberstellung mit den bisherigen Emp-
fehlungen der DGVS-Leitlinie in der Leitliniensynopse nicht mog-
lich war.

Zur Bewertung der methodologischen Qualitdt der identifizier-
ten Leitlinien wurde die Domédne 3 ,Methodologische Exaktheit
der Leitlinien-Entwicklung® (Kriterien 8 — 14) des Deutschen Leitli-
nienbewertungsinstruments (DELBI) verwendet. Das Ergebnis der
Bewertung ist in » Tab. 4 dargestellt.

Bei Durchsicht und Bewertung der identifizierten Leitlinien
zeigte sich, dass die folgenden Leitlinien als zusétzliche Evidenzba-
sis fiir die Aktualisierung der Deutschen Leitlinie dienen kénnen:
= The Toronto Consensus Group (2015): Clinical Practice Guide-

lines for the Medical Management of Nonhospitalized Ulcera-

tive Colitis,

= ECCO (2012): Second European evidence-based consensus on
the diagnosis and management of ulcerative colitis,

= NICE (2013): Ulcerative colitis: Management in adults, children
and young people.

Die ECCO-Leitlinie, die Toronto-Leitlinie und die DGVS-Leitlinie
wurden in einer Synopse gegeniibergestellt (Anhang A), um
Unterschiede sowie in der letzten DGVS-Leitlinie nicht behandelte
Themen zu identifizieren.
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Verantwortlichkeit

CGS
Steuergruppe, AG-Leiter

Steuergruppe, AG-Leiter

CGS

AG-Leiter oder von den AG-Leitern bestimmte Literaturverantwortliche

CGS unter Einbezug der AG-Leiter oder von den AG-Leitern bestimmte
Literaturverantwortliche

CGS

Systematische Literaturrecherche

Die systematische Recherche nach Literatur wurde in der Zeit vom
06.12.2016 bis zum 07.01.2017 in der Medline-Datenbank tber
die PubMed-Suchoberfldche durchgefihrt. Es wurden 4508 Such-
treffer aus Medline erzielt. Die Recherche in den Cochrane-Daten-
banken erfolgte vom 07.12.2016 bis zum 12.01.2017, wobei
1339 Treffer erzielt wurden. Eine Auflistung der Suchtreffer fiir
jede Recherche findet sich in » Tab. 5.

Aus den gesamten Suchtreffern wurden 359 Dubletten ent-
fernt, sodass 5488 Suchtreffer in der weiteren Literaturarbeit
beriicksichtigt wurden. Die Suchstrings und detaillierte Darstel-
lungen der Recherchen sind im Anhang B zur jeweiligen Schliissel-
frage dargestellt.

Auswahl der Evidenz

Folgende Einschrankungen wurden in der Recherche und Auswahl

der Evidenz vorgenommen:

= Deutsche und englische Veréffentlichungen,

= Systematische Reviews, Metaanalysen und randomisierte
kontrollierte Studien,

= Probandenstudien (keine Tierversuche) und verfiigbar im
Volltext,

= Veroffentlichung ab Juni 2009 bis zum Recherchedatum.

Der Recherchezeitraum schlieBt damit biindig an den Recherche-
zeitraum der vorherigen Leitlinienversion (2003 - 06.2009) an.
Weitere Ein- und Ausschlusskriterien ergaben sich aus dem
jeweiligen PICO-Schema der Schliisselfragen.

Die Auswahl der Evidenz erfolgte durch einen mehrstufigen
Screeningprozess. Im Titel-Abstract-Screening wurden die Such-
treffer durch Methodiker*innen der CGS anhand der Ein- und Aus-
schlusskriterien auf potentielle Relevanz gescreent. Von den 5488
Suchtreffern wurden als 1255 als potenziell relevant eingeordnet.
Sofern Literaturstellen fiir andere Schliisselfragen als relevant ein-
geschétzt wurden und sie in den zugehérigen Sammlungen nicht
enthalten waren, wurden sie diesen zugeordnet.
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» Tab.4 Ergebnis der Leitlinienrecherche und -bewertung.

Organisation Bewertung

NICE 2013 Hochwertige Leitlinie zu eng definierten
Fragestellungen

ECCO 2012 Evidenz- und konsensbasierte Leitlinie mit
moderater Berichtsqualitdt

Toronto 2015 Evidenz- und konsensbasierte Leitlinie mit
moderater Berichtsqualitdt

Frankreich 2016 ~Expertenstatement®, vergleichbar einer
deutschen S1-Leitlinie

WGO 2015 ~Expertenstatement®, vergleichbar einer
deutschen S1-Leitlinie

Sydney 2016 ~Expertenstatement®, vergleichbar einer
deutschen S1-Leitlinie

Neuseeland 2015 ~Expertenstatement®, vergleichbar einer
deutschen S1-Leitlinie

» Tab.5 Suchtreffer.

Literatursammlung Medline
AG 1 - Calprotectin Diagnostik 144
AG 1 - Eisenmangel Diagnostik 82
AG1-IEN 95
AG 1 - Uberwachungskoloskopie 187
AG 2 - 1,2 Pankolitis, Linksseitskolitis, Proktitis 520
AG 2 -3 steroid refraktarer Krankheitsverlauf 207
AG 2 -4 steroid abhdngiger Krankheitsverlauf 121
AG 2 -5 Therapieversagen Anti-TNF 167
AG 3 -1 Remissionserhaltung Aminosalicylate/Placebos 91
AG 3 -2 Remissionserhaltung topische Aminosalicylate/ 20

Glukokortikoide

AG 3 - 3 Remissionserhaltung E. Coli Mesalazin 10
AG 3 -4 Remissionserhaltung bei Nichtansprechen auf 55
Mesalazin

AG 3 -5 Remissionserhaltung Infliximab/Biosimilars 21
AG 3 -6 Remissionserhaltung bei Proktitis 103
AG 3 -7 Therapieziel 98
AG 4 - Infektionen 971
AG 5 - Chirurgie 94
AG 5 - postoperative Komplikationen 721
AG 6 - komplementare Verfahren 801

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Standardisierter Domanenwert
(DELBI-Domine 3)

0,57

0,38

0,48

Cochrane
Library

70
70
53
177
30
25
22
30
48
18

28

42
68
214
73
168
198

Stand der Hintergrund-
literatur

Recherche bis 15. November
2012 in Medline, Embase and
Central, Cinahl

Recherche bis Juni 2012 in
Medline und Central

Recherche bis Februar 2014 in
Medline, Embase and Central

Duplikate Ergebnis
24 190
0 152
9 139
50 314
9 541
18 214
9 134
8 189
34 105
3 35
1 12
14 69
1 22
12 133
8 158
60 1125
0 167
37 852
62 937

e185

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



& Thieme

Onford Centre for Evidence-Based Medicine 2011 Levels of Evidence

= 3 3 Fteps (Leval 5) |
%) 2%) 3%) 4%

ow common is the | and current random sample ematic review of surveys  Local non-random sample™® [Case-senes™* h'a
problem? rveys (or oensuses) that allow matching to local

jarcumst ances™*

s this dia gnostic or [Sysematic review [Indnidual cross sedtional Non-consecutive studies, or studies without [Gse-control studes, or  [Mechanism-based
monitoring test of cross sectional studies with =t udies with y applied reference standards™™ ['poor or non-independent freascning
sccurate? spplied refs lied reference standard and |reference standard™™
{ Diagnosic) st andard and blinding blinding
Wihat will happen iT mematic review linception cohort studies [Cohort study or contrel arm of randemized tnal™ |[Case-senes or case- h/a
hwve do not add a inception cohort studies lcontrol studies, or poor
ftherapy 7 lauality prognostic cohort
[(Prognosis) jstudy™*

oes this stematic review [Randcrizad tral Non-randomized controlled cohort/fallow -up [Cese-senas, case-contro [Mechamism-based
intervention help? randomized tnals or n-of-1 trials |or chservational study with ptudy == Istudies, or historically Feascring
(Trestment Benefits) [dramatic effect fcontrolled studies™
Wihat are the stematic review of r findividual d tnal Non-randomized controlled mhmt.-’fdhw—up Que-senes case-contrdl, + based
ICOMMON h ? als, C review or (exceptionally) observational ptudy (post rketing sur ) p lor hist y contralled feasoning
| Treatment Harms) fef mﬂ.d :mn&rﬂl studies, n- |study with dramatic effect here are sufficient numbers to rule cut @ Istudies™™

of-1 trial with the patiant you are
raising the question about, or
cbseryational study with dramatic
=ffact

Fommon harm. (For long-term harms the
Huration of follow-up must be sufficient. )

[ihat are the RARE [Sysematic review of randomized  [Randomized tnal

harms? 1als or n-of-1 trial jor (exceptionally) cbservational
[ Treatment Harms) st udy with dramatic effect
s this (early stematic review of randomized  |Randomized tral Non -randomized controlled cohort/fdlow-up [Cese-senes, case-contrd, Mechamism-based
detection) test als - lor histoncally controlled  Feasoning
wur(llw_'hill? studies™™
j(Screening)
* Level ml, be graded down on the basis of study quality, imprecision, indirectness { study PI CO does not match questi PICO), b ofi sistency between
tudi orb the ab effect size is very small; Level may be graded up if there is a large or very large !mct size.

* Asalways. a systematic review is generally better than an individual study.

How to cite the Levels of Evidence Table
QCEEM Levels of Evidence Working Group™. "The Coford 2011 Levels of Evidence™.

Oxford Cantre for Evidence-Based Madicine. http://www.cebm.net/index. aspx?o=5653

* OCEEM Table of Evidence Wnrmg Group = Jeremy Ho*n:n lain Chalmers (James Lind Library), Faul Glasciou, Trish Greenhalgh, Carl Heneghan, Alessandro Liberati, lvan Moschetti,

Bob Phllips Hazel Th and Mary Hodg

» Abb.1 CEBM Levels of Evidence 2011.

Zudem konnten Literaturstellen mit Kldrungsbedarf markiert
werden, wenn beispielsweise die thematische Relevanz fiir die
Leitliniengruppe unklar war. Dies betraf 97 Literaturstellen, Giber
deren Verbleib in der weiteren Literaturarbeit anschlieRend die
Arbeitsgruppen der Leitlinie entscheiden konnten. Konnte in
diesem Schritt der Kldrungsbedarf nicht aufgehoben werden,
wurde die Literaturstelle ausgeschlossen.

Zudem wurde das Rechercheergebnis durch die Leitliniengrup-
pe auf Vollstandigkeit Giberpriift und eventuell fehlende, relevante
Studien wurden hinzugefiigt. Die Literaturarbeit wurde (iber das
Leitlinienportal der CGS Usergroup durchgefiihrt. Die Literatur-
sammlungen waren der Leitliniengruppe zu jedem Zeitpunkt zur
Einsicht verfligbar.

Im letzten Schritt des Screenings wurden die Volltexte der aus-
gewadhlten Publikationen auf die Erflillung der o.g. Kriterien
Uberprift. Es wurden 173 relevante Literaturstellen identifiziert.
Detaillierte Informationen kénnen den PRISMA-Schemata im
Anhang B entnommen werden.

Von AG 6 - Komplementére Verfahren wurde parallel eine
eigene Suche nach Literatur durchgefiihrt. Die Details der Suche
sowie die Evidenztabellen der letztlich bewerteten Studien sind
im Anhang D beigefiigt.
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Bewertung der Evidenz

Die Literaturbewertung wurde nach der Evidenzklassifizierung des
Oxford Centre for Evidence-based Medicine 2011 (» Abb. 1) fiir
Interventions- und diagnostische Studien durchgefiihrt. Studien
mit methodischen Schwéchen und/oder bedeutsamer Heteroge-
nitdt wurden jeweils um ein Level herabgestuft. Abweichend von
Oxford 2011 wurden Systematische Reviews, die ausschlieRlich
auf Fallserien beruhten, mit Level 4 bewertet.

In der Literaturbewertung wurden systematische Ubersichtsar-
beiten und Metaanalysen priorisiert. Sofern RCT und Kohortenstu-
dien in Systematischen Reviews guter Qualitdt enthalten waren,
wurden diese nicht bewertet (im Schema mit Ausschlussgrund
»In hoherrangiger Veroffentlichung enthalten® gefiihrt). Dies gilt
analog fiir systematische Reviews zu gleichen Themen und Outco-
mes. Sofern sich mehr als die Halfte der eingeschlossenen Studien
iberschnitt, wurde nur das Review der hochsten Qualitdt und mit
jlingstem Veroffentlichungszeitpunkt beriicksichtigt.

Die 173 im Volltext-Screening ausgewdhlten Literaturstellen
wurden entsprechend dieser Systematik bewertet, wobei 37 Sys-
tematische Reviews sowie 17 RCT ausgeschlossen wurden. Aus-
schlussgriinde fiir diese nicht weiter beriicksichtigten Literatur-
stellen sind auf Anfrage im Leitlinienportal einsehbar.

Aus allen eingeschlossenen Literaturstellen wurden im néachs-
ten Schritt Daten extrahiert und in Form von Evidenztabellen
zusammengefasst. Neun Literaturstellen waren in mehr als einer
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Literatursammlung enthalten, sodass diese nur einmal bewertet
wurden.

Erstellung von Evidenztabellen

Aus allen eingeschlossenen Literaturstellen wurden im nédchsten
Schritt Daten extrahiert und in Form von Evidenztabellen im Leit-
linienportal zusammengefasst. Diese sind im Anhang C zu den je-
weiligen PICO-Schliisselfragen dargestellt.

Insgesamt wurden Evidenztabellen fiir 90 systematische
Reviews und 20 RCT erstellt.

Formulierung der Empfehlungen und
strukturierte Konsensfindung

Auf der Grundlage von Recherche, Auswahl und Bewertung wur-
den die Empfehlungen und Hintergrundtexte durch die AGs erar-
beitet und zundchst im E-Mail-Umlaufverfahren innerhalb
der einzelnen AGs abgestimmt. Bei der Uberfiihrung der
Evidenzstdrke in die Empfehlungsstdrke konnte der Empfehlungs-
grad gegeniiber dem Evidenzgrad aus den in » Abb. 2 angegebe-
nen Griinden auf- oder abgewertet werden.

Die Graduierung der Empfehlungen erfolgte auBerdem tber
die Formulierung soll, sollte, kann (» Tab.6).

Konsensverfahren

Alle Empfehlungen wurden zunéchst in einem Delphiverfahren
von allen Leitlinienmitarbeitern mithilfe einer 5-stufigen Entschei-
dungsskala abgestimmt (ja, eher ja, unentschieden, eher nein,
nein). Zu Empfehlungen, die nicht mit ja abgestimmt wurden,
musste ein begriindender Kommentar hinterlegt werden. Emp-
fehlungen, die zu iber 95 % mit ja/eher ja abgestimmt wurden,
konnten bereits zu diesem Zeitpunkt verabschiedet werden.

Die Kommentare und Anderungsvorschlige der Delphirunde
wurden von den AG-Leitern und den Koordinatoren gesichtet
und die Empfehlungen (iberarbeitet. In einer strukturierten, Kon-
sensuskonferenz unter unabhdngiger Moderation von Frau Dr.
Lynen stellten die AG-Leiter die Empfehlungen vor. Diese wurden,
ggf. nach inhaltlichen Riickfragen und der Formulierung von
Alternativvorschldgen, nach den Prinzipien der NIH-Konferenz
diskutiert und mittels TED-System abgestimmt, bis eine Konsen-
tierung erreicht wurde (>75 %). Drei Empfehlungen (2.9, 4.9,
6.2.9) wurden mit mehrheitlicher Zustimmung (>50 %) angenom-
men.

Diskutiert wurden:
= alle Empfehlungen, die in der Delphirunde weniger als 95 %

Zustimmung erhalten hatten,
= Empfehlungen, die inhaltlich verdndert wurden,
= Empfehlungen, die bereits in der Delphirunde verabschiedet

worden waren, aber aufgrund von Dopplungen oder zur

Verbesserung der inhaltlichen Stringenz der Leitlinie in den

Kommentar verschoben wurden,
= neue Empfehlungen.
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Evidenzgrad Empfehlungsgrad

Hach A
| - \ Starke Empfehlung

v

Matig > B
1} 4 Empfehlung
po—— > 0
m, v, v Empfehlung offen

t

Kriterien fir die Graduierung:

- Konsistenz der Studienergebnisse

- Klinische Relevanz der Endpunkte und Effekisidrken
- Nutzen-Risiko-Verhaitnis

- Ethische Verpflichtung

- Patientenpraferanz

- Anwer Umsetzbarkeit

» Abb.2 Schema der Empfehlungsgraduierung.

» Tab.6 Schema zur Graduierung von Empfehlungen.

Empfehlungsgrad Beschreibung Syntax

(nur S3)

A starke Empfehlung soll
Empfehlung sollte

C offen kann

» Tab.7 Einteilung der Konsensstarke.

Konsens % Zustimmung
starker Konsens >95

Konsens >75-95
mehrheitliche Zustimmung >50-75

kein Konsens <50

Empfehlungen, die in der Delphirunde nicht verabschiedet wur-
den und in den Kommentarteil verschoben wurden, wurden nicht
erneut abgestimmt.

Die Konsensusstdrke wurde gemaR » Tab. 7 festgelegt. Im
Anschluss an die Konsensuskonferenz erfolgte die finale Uberar-
beitung der Kommentare durch die AG-Leiter und die redaktio-
nelle Zusammenstellung der Leitlinie durch die Koordinatoren.

Statements

Als Statements werden Darlegungen oder Erlduterungen von
spezifischen Sachverhalten oder Fragestellungen ohne unmittel-
bare Handlungsaufforderung bezeichnet. Sie werden entspre-
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# Thieme

chend der Vorgehensweise bei den Empfehlungen im Rahmen
eines formalen Konsensusverfahrens verabschiedet und kénnen
entweder auf Studienergebnissen oder auf Expertenmeinungen
beruhen.

Expertenkonsens

Als Expertenkonsens werden Empfehlungen bezeichnet, zu denen
keine systematische Recherche nach Literatur durchgefiihrt wurde.
Teilweise wurde der Expertenkonsens auch angewandt, wenn nach
ausfiihrlicher Recherche keine Literatur vorlag. Diese Empfehlun-
gen adressieren z. Bsp. Vorgehensweisen der guten klinischen Pra-
xis, zu denen keine wissenschaftlichen Studien notwendig sind bzw.
erwartet werden konnen. Fiir die Graduierung des Expertenkonsen-
ses wurden keine Symbole verwendet; die Starke der Empfehlung
ergibt sich aus der verwendeten Formulierung (soll/sollte/kann)
entsprechend der Abstufung in » Tab. 6.

Externe Begutachtung und
Verabschiedung

Verabschiedung durch die Vorstande der heraus-
gebenden Fachgesellschaften/ Organisationen

Die Leitlinie wurde von allen beteiligten Fachgesellschaften be-
gutachtet und konsentiert. Eine methodische Begutachtung und
Freigabe erfolgte durch die AWMF.

Redaktionelle Unabhdngigkeit und Finanzierung der
Leitlinie:

Literaturrecherche, Konferenzen und Reisekosten wurden von der
DGVS finanziert. Eine finanzielle Beteiligung Dritter erfolgte nicht.
Mandatstrager und Experten arbeiteten ausschlieBlich ehrenamtlich.

Darlegung von und Umgang mit
Interessenkonflikten

Im Einklang mit dem AWMF-Regelwerk zum Umgang mit Interes-
senkonflikten haben alle Teilnehmer Erkldrungen auf dem ent-
sprechenden AWMF-Formular vor Beginn der Konsensuskonfe-
renz abgegeben (Anhang F). Die Interessenkonflikte wurden von
den Koordinatoren der Leitlinie und Frau Lynen gesichtet und der
Leitliniengruppe vor Beginn der Konsensuskonferenz prasentiert.
Die Mandatstrdger der Leitlinie gaben eine Vielzahl an Interessen-
konflikten an. Nach Einschatzung der Leitliniengruppe stellen die
interdisziplindre Besetzung der Leitliniengruppe (einschlieRlich
stimmberechtigter Patientenvertreter) und die systematische, ex-
tern durchgefihrte Literaturrecherche und Bewertung eine wich-
tige MaRnahme zum Ausgleich dieser Interessenkonflikte dar.
Mandatstrager mit personenbezogenen Zuwendungen (Zugeh6-
rigkeit zu Advisory Boards, Gutachter- und Vortragstatigkeit) wur-
den daher nach kritischer Bewertung durch die Leitliniengruppe
nicht von den Abstimmungen ausgeschlossen, wenn die Art der
Zuwendungen nicht einseitig (z. B. Zugehorigkeit zu mehreren
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» Tab.8 Zeitlicher Ablauf der Aktualisierung.

Mérz 2016 Ausschreibung in der ZFG

Mai 2016 Beauftragung der Koordinatoren
durch die DGVS

Juni 2017 Kick-off-Treffen Berlin

September 2016 Delphi-Verfahren

Juni 2017 Konsensuskonferenz Frankfurt

Advisory Boards) und die wissenschaftliche Expertise nicht ver-
zichtbar war. Finanzielle Zuwendungen, die ausschlieRlich wissen-
schaftlichen Institutionen zugeordnet werden konnten, fiihrten
nicht zu einer Stimmenthaltung (Drittmittel, Studienbeteiligung).
Mandatstrdger, deren Interessenkonflikte nicht vorlagen, oder
Mandatstrager mit Eigentiimerinteressen (z. B. Patente, Aktienbe-
sitz, Firmenzugehérigkeit) erhielten kein Stimmrecht. Nach Uber-
prifung aller Interessenkonflikte wurden keine Mandatstrager
ausgeschlossen.

Verbreitung und Implementierung

Konzept zur Verbreitung und Implementierung

Die Leitlinie wird neben der Zeitschrift fir Gastroenterologie im
AWMEF-Leitlinienportal (www.awmf.de) und auf der Homepage
der DGVS (www.dgvs.de) verdffentlicht. Eine englische Uberset-
zung, ein Patientenleitfaden durch die Gastroliga sowie die DCCV
(www.dccv.de) und ggfs. eine Kurzfassung sollen ebenfalls zur
Verfligung gestellt werden.

Giiltigkeitsdauer und Aktualisierungsverfahren

Der zeitliche Ablauf der Aktualisierung ist in » Tab. 8 dargestellt.
Die letzte Uberarbeitung dieser Leitlinienaktualisierung erfolgte
im Mai 2018. Die Giiltigkeit wird auf vier Jahre geschadtzt. Die
Uberarbeitung wird durch den Leitlinienbeauftragten der DGVS
initiilert werden.

Sollte es zwischenzeitlich wichtige Neuerungen in der Diagnos-
tik und Therapie der Colitis ulcerosa geben, die eine kurzfristige
Aktualisierung notwendig erscheinen lassen, entscheiden die Leit-
linienkoordinatoren gemeinsam mit einer Aktualisierungsgruppe
(B. Bokemeyer, P. Kienle, B. Siegmund, A. Stallmach) Gber die Not-
wendigkeit und die evtl. Inhalte einer Aktualisierung. Diese sollen
dann online im Leitlinienportal der AWMF und auf der Homepage
der DGVS veroffentlicht werden.

Anhdnge

= Anhang A: Leitliniensynopse

= Anhang B: Literaturrecherche

= Anhang C: Evidenztabellen

= Anhang D: Literaturrecherche und Evidenztabellen AG 6
= Anhang E: Ubersichtstabelle Evidenzgrundlage

= Anhang F: Interessenkonflikterklarungen
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DGVS (2011) Evidenzgrad|
Empfehlungs-

starke

Es soll eine endoskopische Einteilung ~ D/KKP
in die Proktitis (begrenzt auf das

Rektum), die Linksseitenkolitis (Aus-

dehnung bis zur linken Flexur) und

die ausgedehnte Kolitis erfolgen.

Das gleichzeitige Vorliegen einer Cl ++
PSC soll dokumentiert werden, da

dies die Uberwachungsstrategie

beeinflusst.

Die Anamnese soll eine detaillierte D/KKP
Erfragung Uber Art und Beginn der
Symptome, eine kiirzliche Reisea-

namnese, Nahrungsmittelunver-
traglichkeiten, Kontakte mit infek-

tiésen Durchfallerkrankungen und

die Medikamentenanamnese (insbe-

sondere bez. Antibiotika und nicht

steroidaler Antirheumatika) beein-

halten.

ECCO (2013)

ECCO statement 2A

The preferred classification is an endos-
copic classification as outlined in the
Montréal classification into ulcerative
proctitis (limited to the rectum), left-si-
ded colitis (up to the splenic flexure) and
extensive colitis, and by maximal extent
upon follow up [EL5, RG D].

ECCO statement 2C
A classification of UC according to age at
onset is of value [EL2; RG B].

Classification of UC according to the
concomitant presence of PSC is impor-
tant because it influences patients’ ma-
nagement (surveillance) [EL2; RG C].

ECCO statement 2 D

No evidence-based recommendation
can be made to implement the routine
clinical use of molecular markers (gene-
tic, serologic) for the classification of UC
patients [EL2, RG C].

ECCO statement 3A

Symptoms of ulcerative colitis are de-
pendent upon extent and severity of
disease, and most commonly include
bloody diarrhoea, rectal bleeding, and/or
rectal urgency. Nocturnal defaecation is
also often reported. Systemic symptoms
of malaise, anorexia, or fever are features
of a severe attack [EL5, RG D].

ECCO statement 3C

A full medical history should include
detailed questioning about the onset of
symptoms, particularly recurrent episo-
des of rectal bleeding or bloody diar-
rhoea, urgency, tenesmus, abdominal
pain, incontinence, nocturnal diarrhoea,

The Toronto Consensus
Group (2015)

Evidenzgrad|
Empfehlungs-
starkstarke

EL5
RGD

EL 2
RGB

EL2
RG C

EL2
RGC

EL5RG D

EL5RG D

Evidenzgrad|
Empfehlungs-
starke

L

ouIaI!



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

any
S

4Dy
qz13

aDd
qL13

4Dy
qz13

aDd
qz13

eIsHIels
-sbunjyaydw3y
|peibzusping

i

|euiwiopge “ybiay pue Jybram Apoq
‘a1nssaid poojq ‘a1njeladwia) Apoq ‘el
as|nd ‘buiaqg-jjam |esauab apnjpul pjnoys
uoneuwexa |eaisAyd Hn yam syuaed uj
@ € Wwawapls 03

‘(8 0¥ *qz73] 9quisw
Ajiwey 1syjoue ur DN buidojpasp 1oy s
U3 sasealdul DN 10 @D Jo A1oasiy Ajiwiey v

‘[a0¥ ‘q113] 34es A|qeqoud si s103
-IQIYul Z-X0D UM 1USWIeaI] Wis)Ioys

‘[a0¥ ‘qz713] on Bun
-BQJIDBXD 104 Sl PISEIIdUI YIIM pajeld
-0sse S| SQ|YSN dA1329]9s-UOU JO 3sn ay |

‘[97¥ ‘qz13] abe 1sbunoA e
ipuadde ,anJ3, 1oy pawiiogiad Ji A3u
-9A3s s3I buidnpal ul pue DN buidojaasp
Ajpuanbas-qns jsutebe uonaajo.d awios
apinoid 03 umoys uaaq sey sidIpuadde

uanold Abojo3siy 1o} Awozdadipuaddy
g€ uawaln)s 0103

‘[a oy “g13] paioid

-X3 9q p|noys Awo3dadipuadde snoiraid
pue D¥D jo A1o3siy Ajiwey ‘g Jo Aioasiy
Ajiwey ‘ao130e1d |ENX3S ‘Hqey bupjows
‘(sbnup Alojewiwiejjul-1jue |eploIa)s-uou
pue saoiqiue buipnjpul) uonRedIPaW
‘59SS3aU||1 SNO1IAJUI JLIIUD YHM JIBIUOD
‘S9DUBID|0JUI POOY ‘[9ARL] JUIIIY “SUOIIL]
-S9JIUBLL [BUIISIUI-BIIXD JO SIINJEI) pue

(€102) 0223

uajepyal Jaule ‘uoipjadsu| usjeue

-uad pun uajelo Jauld “pjut bunyd

-nsia3un ayd1uad.oy 9333|dwioy

aula ||os awodwiAs 1aydsyyizads

dHI/a  usalanyny wiaq pun asoubelpisiy 19g

"u9)jeyuIaq
UDINSSI[BUY PUN UDISI] ‘UISSIZSQY

uajeuensad yoeu a1mos (xus|en

19po/pun uabny ‘IneH ‘punjy) usu
-oneysayiue J9jeunsajuienxa |bzq

ai/a uabel4 asauLeuy P [0S UILIDHIAN

‘uajjeyuiaq uoissaidag

uapuaballIoA ‘AR JauIR Yoeu abeiy

31p pun 3saULLBUE|RIZOS pUn -Udl|IW

-B4 3Ip ‘9SaULIBURIAYDINEY 3P ‘SN}

-e3sydw| USp uIyI3IaM dsaueuy

+/a 3Ip 93)jos asoubelq 193131|qeID 19g

jlels

-sbunjyaydw3y
|peibzuaping

(L102) sAna

S1uIdT-SADA
yoeu [pudey

e191

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

SNSUasuo0) ojuo.ioj ayj

‘[0 “qz13] s1]02 219n8s Ul JudLIRAI}
0} 35u0dsal 3y} J031UOLLIO} SIB}IBLW |NJISN
3le (¥S3) 1.1 UOIILIUSWIPSS 91AJ0.Y])
-A13 pue ¢3¥D "uoljewiwejul J1Uojod Jo

a7y 19y1BW 9)BINDIE UE S| U3D9)0.d|ed |BI3eR
qc13 1€ Juawalbls 0JD3
‘[a 0y ‘73]

(d¥D) u19101d 9A13EAI-D pue ‘SaIpN)s uodl
‘SOWIAZUD J9AI| ‘$914|04329)9 ‘DUIUIEIID

‘BaJN WNI3s JuUNod poo|q ||ny e apndul

any p|noys suonebiasanul A1ojeioqe| [eniu|
S13 4€ Juawalbls ODD3

[a 0¥ ‘g13] |eass3ul ue 1a3e Ales

-$923U S| UOIeLLIUO0D |e2160j03sIYy pue
J1dodsopus ‘sisoubelp ay3 3noge 3gnop

SI 3133 YA "PIPNPX3 3q p|noys

9sned dA1323jul uy ‘sbuipuly |ea1bojolsiy

pue didodsopus |ed1dA3 pue ‘uonenjeAd

[B21UI]D “A103S1Y [BDIPAW JO UOIjeUIq

-wod e Aq payst|qe1sa aq pjnoys sisou

-belp ay] "9|qe|ieAe J0U SI SIH|0D dAIFRIID

any -|n jo sisoubelp ay3 1oy piepuels pjob v
“RE| 3€ Juawa)bis 01D

[a Dy ‘g713] aseasip aesop

-OW UIAS 10 pjitl YyHm sjuaried ul 3|qey
-lewiaiun 3q Aew uoijeujwexs [edi1sAyd
“JUSWIAA|OAUI JulOf 10 /pue upys ‘943 1oy
3232 pue ‘uof3dadsul |B1O ‘UoIIBUILIEXD
|e3031 [ebip ‘uondadsul [euerad ‘ssau
-19pua} pue UO[JUI]SIP 10} UOIJBUILLIEXD

DEISILIS
-sbunjyaydw3z

|peibzuaping (€102) 0003

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘uapsam uabozabuesay 1oy
-lewud|iydoiInaN 3.y ey} AMos pjiq

-IN|g ‘0S4 ‘d¥D uauuy aidesdy] ap

Jne suaydaidsuy saud yi3soubeiq

+/9 aydsIWaydIoqe| apuaia|baq alp 1n4

"1939weledaselsajoyd

pun uIseuIWESUEL] ‘UOIUNJUIBIN
‘Jleysneyuasiy ‘snieyssbunpunz

-Ju3 :udjjeyIud J33aWeleyd apuabjoy
SU3ISaPUILL P|IqIN|g WP Uagau

ap/a ||0s sji3soubeipioqet ajeniul 3l

‘uaplom
Jj0yJapaim [jeAlaiu] wi bunuuim

-9b3160j03sIH “pjul a1doysopud aip

ddi/a [los asoubeiq 1ap *|bzq [2j19m7 199

‘uaplam 393596 uspunyag

uayasibojolsiy pun uaydsidoysopua
‘uaydsIyeIbouos ‘usydSILBYD

-10qe| uaydsidAy pun bunydnsiay

-upn 13YdsIuly ‘@saullieuy UOA Uoi}

-BUIQUUOY| JaUI3 UIPOY WP 4N ||0S

adi/a £S0192|N SI3|0D) Jaula asoubeiq aiqg

*UDPIIM ISSBLID JNBIDASHIY UBLY LI
bigjewsbau pun ssoubelpisiy 1aq wn
-IpeIssielaqngd sep pun abuet ypim

-0 UoA bunppimiug alp ydijzies

/@ -nzjjos uaydijpuabn pun uiapury 1ag

‘uabjojsa usauonelsayIUB|
J13]eUNSIIUIRIXD JBpUabaIlIoA 1A9
Bbunjyoeag aip pun bunyansisjun

jels
-sbunjyaydwz

[pesbzusping (L102) sAna

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e192



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

any
SRE|

any
RE

DR
13

any
RE!

4Dy
qz13

eIsHIels
-sbunjyaydw3y
|peibzusping

‘[aDy ‘s3] aseasip jo Juaixa pue
sisoubelp ayj ysijqeisa 03 sainpadold pal
-19421d a3 a1e windal oy buipnpu sais

-doiq |e3uswbas pue ‘Adodsoa) ym A|q
-e194a.1d ‘Adodsouo|od ‘N padadsns 1o
HE juawa1b3s 0203

‘[a@ 0¥ ‘g13] passasse aq pjnoys sniels
SISO|N21agN3 pUB SASEISIP |BAIA SNOLIBA

0] SN3e3S UOIIeZIUNWIW] S,3UB1ed 4

‘[D DY ‘413 uoia4ul snuiroebaW0IAD
pue 3|pIp - Joy bunssy sspnpui siy |
‘9sdea1 A1030B1J31 10 319ASS JO SISED U

papuswiwodal st buisay [eiqo.oiw Jn jo
sisoubelp paysi|qeiss ue yum syusned uj
DE Juawabls 0113

‘[ oy *g13] peoiqe
[9AB1} U923l B 110dal oym sjuaiied 1oy

Alessadau aq Aew 53533 [003S [BUOIIPPY
4€ Juawaibls ODD3

‘[ DY ‘qz713] papuawiwodal i uixoy
3PP winipl3soD buipnppul esoylie
-Ip sno13aa4ul 10) bunsay |ed1bojoiqoidi
4€ JUaWwaInys 03

(€102) 0223

Bunyjueyi3 19p bunuyapsny aip pun
ua||93s Nz asoubeiq aip wn ‘usabjoyia
uanIuydsqewieq uajje sne uaisdoig
uaje3uaWbhas 31w 31doys0j03j03|| auId
Hbi/a ]|0S BSO1R2|N SI31|0D) JNE JYDBPIIA 199

‘uapIam

1z3nuab uapramydsag

uajeunsauloslseb 1ap uaydesin
13YdIjpunziua Iydiu bunzuaibqy

1Nz uuey |ynis

wi uipewud)iydolinan usjeye;}

+/g uoA bunwiwisag aaneluenb aiqg

‘ud3|eyulaq aisdoiquuieq Jap sne a1
-94203SIyunuw| Jauld ydi|gal|ydsula
316003sIH 31p 13pO IN|g WP Sne ¥Dd
dHhi/a -AIND 3UI? [0S 31asoubeig-AND 31a

‘uabjoye a1sdoig 3w sidoysopu]

Y2.NP YDI1|ZIBSNZ SIDIMUDBUUIXO]

WaAIEbau pun jnefaAsyayyuesy|
wasepelyaialdelays 19q ‘|ymis wi
SI9MUDBUUIXO] S[S13ILW ||0S 3PP

++[D wnipLasop) *|bzq ysoubeiq aiq

‘uab|oy19 snuiAaljebawolf) pun

UIX0] -3 DIJIP-WNIPLISO|D yne uab
-unydNsIauN AIsnpul yi3soubelq
ayasibojoiqonji aula aidelaty] usA
-1ssasddnsunwiw Jaure buniainisuay

-U JOA *MZq JneJIaA Walepeljalald

-BI9Y} 19q pUN qNYdS WIIIMYDS 139G

++/g ||0S BSO192|N S131|0D) 193191|qeID 199

‘uapJam 11ynyabydinp 19balig

1aydsidAysapuel *|bzq y13soubeiq

9puazuebia auls [|0S IsauLIRURISIY

ani/a 1apuaypaldsiud 3w uuaNe 199

"ub|0}13 UIXO]-3]PIP-WNIPLISO|D
aAISNP|Ul 1963113 350113}4Ul 9||9113)

-eq jne yisoubeiq aydsibojoiqouy
++/g -1W 3uIv [|os 313soubeipisiy 1ep 1ag

*UdPIaM UISSO|YDS

dja -absne jjos uomspyul jeUNSAIUI Ui
apels

-sbunjyaydw3y

|peibzuaping (LLoz) snoa

ce-oce
aidoysopug

S1uIdT-SADA
yoeu [pudey

e193

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

any
13

aoy
S

4Dy
€13

any
S

DEISILIS
-sbunjyaydw3z
|peabzuaping

[any ‘p13]

Ay1jeaow pue Aypiqiow aanesadorad
pasea.nul 03 pea| Aew yaiym bupjew-uo
s1D9p pake|ap Juanald 03
10} BLISILD S13AN PUB 3A0[RN] Bul
sjuaijed ||e 1oy pajueriem si [eydsoy o3
UOoISSIWPE S1eIpawW| "] J0j Wa1sAs ||
pasipiepue)s e asi|ealo} pue syuaned Hn
J0 3.1ed anoidwil 03 papualul ‘3|qeliSIp

S| wsAs buriods oidodsopus Jo/pue |ed
-1u]2 3dwis e jo uonelodiodul 3y “pasn
A]21eq a1e S2IpUI NS duInol Ajiep

uj sse20.1d uonepiea ajenbape ue o3
pa3123[gns uaaq Sey auou Inq ‘d|qe|ieAe
a1e DN ul AyAne aseasip 2idodsopus 1o
[pue |ed1ulp bulinseaw 1oy sjuaWINsy|
|€ Juawa1p3s 0J7

‘[@ny ‘g13] Awoida)

-02 buapisuod uaym 1o Hn A103oelal

- 10 Juapuadapplola)s o) 10 ‘dsdejal e e
91eridoudde sj Jusawssasseas d1dodsopul

‘[a0¥ ‘713l sw

-023IN0 JO 9AIDIPaId 3. uoIssiWal Ul JN
yum syuaned 1oy Adodsopus je sbuipuly
[€ Juawagnis 013

‘[@Dy “513] aanpadoud auy sy

e se Adodsoplowbis Aq pauwllijuod asea
-sip aAnRoe pue Aydesboipel jeuiwopge
9ARY PNOYS >2B1Ie 319A3S B UM Sjuaijed

(€102) 0223

"URIRIAIRRIO NZ 3)NB|IRAUIUSR]

pun uaJaizyiuenb nz usydaidsue

-91deIay | UIS Wn “uIds yd1aay|1y uuey
S9ZIpuIsIBIAID]Y J3Yasidoysopua

+/a 1apo/pun 1aydsiulp| bunpusmuy a1q

‘usplam Juynyabydinp

swiepuunq ssp LY S[@331W pun

(uaisdorg 31w) aidoyjsousponposyseb
-obeydosQ s|e13IW spjelijeunsay

-Uj013SED) URII[33IW pUnN U313qo Sap
souberq auls 93)jos uyotd snqIop

S3UI3 SSN|YISSNY WNZ pun siijod) Jap

+/a -ualaiziyissep| nz biynapuls Jydiu 1I9g

‘uauoney|l|dwoy uasQiyR4ul UOA

SsSN|YIssNy Wwnz pun bunyuesy uaa

-1ppje 1ap bunbieisag Inz uaynepap
uasepjeyasaidesayy 19q pun qnyds

Wd)NY[e WIIIMYIS 19q UIPIIM
11ynyabydanp uuey aidoysopug s

+/a -}lw uonen(eAs aydsidodsopua auig

‘uabjoysd

y21u bunydemiagnuwouiziey|

19p uu1bag winz siq uoIss|WY I3p

Ul BSOJIDN SI31|0D) I UURIIRY 139G

aHbi/a J|os aidoysojoy| abigewaunod aulg

(€ ;Pudey
4one nzialy ayals) ua||9Isnzisay

jels
-sbunjyaydwz

[pesbzusping (L102) sAna

4
IBNAIDIESHB UL

€7°z uyos) bunzuaibqy

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e194



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

‘[aoy ‘g1
pakojdwa aq Aew Aydesbouojod Y|\ 10

[/pue D ‘ewaus wnlieq 3seijuod 3|gnop
se yons ‘sainpadold buibew 9|qissod
10U SI UOJ0D 3Y3 Jo uopeqnjul didodsopua
uayp\ “3ybnos aq pjnoys uondo [ea1bins
e pue ue3aq pjnoys saisdoiq adiy Ny
"BUWIOUIDIRD [B12310|0D JO UoPIdsns 3y}

any 9s1el pjNoys DN Ul SISOUIS J1U0|0d Yde]
sT13 NE Juawagnis 0JD3
‘[09y ‘v13]

DN uanoud 1o paydadsns yym syuaned ul

JUIIX3 3seasIp a3 buissasse 10j anjeA 213
-soubelp e 33e13SUOWSP JOU Op d|qe|ieAe
Apuaiind ezep paywi| sy Abojouyday

b)Y Buiajons ue si Aydeibouojod [enyaip
713 W € Juawainis 0203

"[aD¥ ‘qz13] suonessdin dasp

pue buipas|q snosuejuods ‘Ajijiqery

Y |esodnuwl Jo 9duasald ay3 Aq pa3da|yal
qz 13 15399 9q Aew DN Jo AJ1aAas d1dodsopul

‘[aD¥ ‘qz13] 3uswanjonul

|B323. pUB UOIIBWIWE|JUI JO UOIIRDIBLLIDP

1832 Y1IM JUSWBA|OAUI D1UO|0D JU3N|JUOD

pue snonuijuod 9q 03 palapisuod ale JN

J0 sa1njeay 21dodsopua |nyasn Jsow 3y |

a7y "IN 10§ 21y123ds si 21n3eay d1dodsopua oN

qc 13 JI€ Juawialbls 0ODD3
LIRS
-sbunjyaydw3y

|pe1bzuaping (€L02) 0003

+/a

di/a

d/a

++/d

LIS
-sbunjyaydw3y
|peibzuaping

ua||esy2ung uabnniq (usjeuoly 9 uoa
qleytauul usposidy g <) uspualaialp
-1Z31 13pO (UBYIOAN 1 <) UBYISILOIYD
UoA U3B3IIIOA 199 UIBpUIY| 19q [|0S
£50192|N S131j0D) J3ula asoubeiq a1q

‘uabjoyIe syeibowojzueuosaiau
-beyy 1apo aieibowolaindwo) sj93
-Jw ysoubelq ayasibojoipes spual
-UN}19319M dU13 3|0s ‘35! Yd1IBow
1y21u 1831UbIQ JalepjuUN 350U

19p abessed aydsidoysopus auls sj[e4

‘uapJam 3j|93sab b1bnzsjo.b uones
-3dQ Inz bunpiayasiug alp ||0s asou
-935uo0|oy| Jaula 3eNubiq Jasepjun 19g

'uab|oy1a asouans Jap

yo1a1ag wap sne awyeujuaaisdolg
abigaibsne aula |jos “IsI brayoep
-1aAs3e3IUbI[eW BSOID|N S131|0D) 19q
950U3ISUO|OY| Juld U3l Sep eq

‘ulas usuoeidwoy|

JNe JYDBPIIA 19q 319puU0saqsul

pun s1a3snuwis||eyag sop bunsseyi3
INZ gNYDS USINYE UIIIMUDIS WIUID
91Mos asoubelpisig 19p 19q y13sou
-beiq 1ap |193pue3sag [|os alyelbouos
d||suIwopqge apuaso|yneydoy alg

(L102) sAna

0£7-62C
alnelped

8¢'c-9ct
950U3ISUO|0Y|

S1uIdT-SADA
yoeu [pudey

e195

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

any
SRE|

aoy
SRE|

vV DY
2113

4Dy
qL13

4Dy
qL13

DEISILIS
-sbunjyaydw3z
|peabzuaping

‘[any ‘g13] paurwexa

a1e 9jdwes yoea woly suodas a|d
-13{NW JeY3} papuaWIWodal | 3| “3odsuely
03 Jouid uoI3n|os JuajeAinbs ue 1o uj|
-BWI0J PaIayyNq ul uoisiawwl Aq Aj93elp
-9WwiWl paxiy 3q pjnoys sajdwes anssiy ||y

‘[a oy “g13] du3s =3
-P}90e Uk 10 ‘S93119ssed __m>>_u_3E ,m._m:_mu
-u0d Jualap buisn Aq sauop aq ued siy|

‘[vDy 2173] payiauapt aq ued uibrio
Jo uoibal ayy 1841 Aem e yons ul pajpuey
9q p|noys suoibal Jualayip wouly saisdoig

‘[@0¥ ‘q13] uswiieany jo adAy pue
uoneINp pue 3seasip Jo uoieinp ‘yuaed
9y3 Jo abe a3 buipnppur uonew.oul B3
-lulp Aq patuedwodde aq pjnoys saisdolg
gt Juawa1bls 01D3

‘[a0¥ “q173]

s9|dwes om3 Jo wnwiuiw e safjdwi 3|dn
-|NIAl “PauIBIqO 9q P|NOYS WN3|I 3y} pue
(wn3231 3y3 buipnppul) uojod 3y} punole
$91Is 9l woyy saisdoiq ajdiynw sijod
9AIRIID|N JO sisoubelp 3|qeljal e 104

Vi JuaWaibis 0JD7

(€102) 0223

‘UsapJIam Jydnsiajun (usgeebusqold
uajuuanab ul bunpuss-uig) swnpjpy

S9p ssn|yasuIg Ja3un Juswbasuojoy

Wwopa( pun Wnaj| U3|BUILLLISY WSP SNe
uswiyeu-juauaisdolg a|diynw us|jos

£S0132|N S0 J3ue asoubelpisig inz

“Jep BSOJIJ|N S0 JauId asoubeiq

Inz uiRsneg usbnydm usu 31s
uaisdoiqesoyn|y usydsidoysopus

++/g uoA bunyansisyun ayasibojoisiy a1q

‘uabjoy1s uaisdoiquaynis uoa

awiyeuju3 3w aidodsousp-onpoly
-sebobeydos() aula ||os buebsbunyd

-ns1jun uaydR|b Wi "udjjeyulRq
ualsdoiquajnis UoA awiyeujuT W
91d0350]03 03] duld ||0s BunyjueId

-WIBQ 3Y2IPUNZIua YasIuoiyd auis

JNe JydepIaA Jw uaydlpuabnf pun

di/a wiapuny 13q ysouberq sjeniul aiq

‘uapJam uabozab jydeiag ul 9sausn
UDSQIP[RJUI JAUIR SSN|YISSNY LDeu

jels
-sbunjyaydwz

[pesbzusping (L102) sAna

LE-LE
a1bojoyedolsiy

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e196



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

any
RE!

4Dy
[4E!

aDd
[4E!

4Dy
[4NE|

v DY
el 13

any
RE!

DR |
€1

eIsHIels
-sbunjyaydw3y
|peibzusping

‘[a oY 613] 3usnned pajeasjun ue ui
SI131]0 9A13RIID|N JO Sisoubelp e jo JnoAey
ul si jewixo.d 03 |e3sIp Wouy uoijewwe|jul
40 3ua1pelb Buisealdap e ym ‘uojod

ay3 buoje uonewWeUI JO UOIINGLIISI]

‘lany‘z

73] 9seasIp 9AIOE paysl|qeiss Ul 3in3edy
J1soubeip poob e si aseaudul |9 edoid
BUIWE| [BSODNWISURL) 3SNYIP ‘AnB3Y v

‘[a0y 21l

SI}1|0D DAI}BIID|N PAYSI|qeISD Ul dINJed)
d13soubelp poob e s sisojhoewse|d |eseg
D JUaW2]IDIS 0D)T

‘[a DY ‘z 13] aseasip paysi|

-qEe3Sa Ul SI131]02 dAIEII|N JO sisoubelp e
15966ns A3y *(10Wl0 Sy}aam ) aseasip
3y3 Jo uonN|oAs ay3 burnp 1s3e| Jead
-de adeyins |esoonuwi tejnbalil 1o snojjiA e
pue Aydouje |esoonw ‘uoi3103SIp |BIN3)
-1ya.e 3dAud 1o |esodonw peasdsapip

4 Juawa1nls 01DF

‘[v Dy ‘e1 73] uontoisip

|ean32931yd.e 3dAID 1o [esoonw peaidsap
-IM pue 3sealdul |93 elidold eujwe |es
-odnuwisuely asnyip ‘Aaeay ‘((jeadAiogns)
s3dA15 ay3 mojaq Jo (eridoud eujwe)

ay3 Jo Jued daap) punoue s|j90 ewse|d jo
9duasald se paulyap) sisolhoewseld [eseq
:Jo uofeulquiod 3y uodn paseq si s
-02 9AIIRIID|N PYSI|qeISa Jo sisoubelp v
I Jawa1D1s 0113

‘[a oY ‘s 73] seunjeay |euonippe
Buimoys Aq ‘synpe u1 Ajje1padsa sisoubelp
SAIIUIBP B YsI|qeIsa pue swiajqoid
Jnsoubelp |erzuaIRyIp 9Aj0s 03 djay

Aew |easaqul ue 193ye saisdoiq jeaday

‘[> oy *€ 131 @l Jo sisou

-beip ay3 1oy anjea aand1pald ybiy e sey
13su0 [eriul a3 1e sisoyhoewse|d |eseg
Dty JuaWaIDIs 0ID3

(€102) 0223

+[d

di/a

LIS
-sbunjyaydw3y
|peibzuaping

‘uapJam 31911amab
BunyuenpauLeg UsYIpUNZIU
-y2siuodyd uaja1zuajod Jauld usayd
-19Zy N4 S|B IXdJUO0Y WISIIP Ul Uuey|
950)Azowse|d Ua|eseq Jauld SIam
-U2eN 43 "uajyay aiydoseuaidAiy
[1n3pRYdIRURIALY J9p BuniQls sule
uuey| (U3Y20MA 9 - 7> Janeq) eso.
-92|N SI|OD I3UlS Winipejs|eiul wy

‘lewixold ydoeu [B3SIp UOA JudIpeID
Jap-uswyauqe ‘usabuniapueianiney
-WI3JYDS US[3ININIIS pun uay
-punzjua 1ap bunji1iaA aydIpRINU
-1I3UOY| ‘9||9z-|9zuI7 J3p syeyabuiznpy
S9P "Mzq UD||9Z1ayd3g UOA |yez

-Uy 19p UOIPNPIY “INX3[JUO|OY U}
-Uau J1ap [e3sip ualse|deIdy-||9zyiau
-Bd ‘BWOIISINBYWI|YDS USeseq i
9sojhzowse|d ‘a1ydoseuadAsy [iny
-yR1Yd1eudydAsy 1ap buniois Jaule
J1W uoneuIquioy| Ul (ud||9zewse|d
pun uaikzoydwiAq) bunpunziug
aydsiuoiyd 3jes-odnwiued asnyip
:puls ‘udjjos uapiam uabozabues

-9y BSOJ3I|N S131j0D) Jaul asoubelig
1nz uaisdoig uoa bunjia3inag Jap

19q 31p ‘ualRy aydsibojoyiedolsiy

(L102) sAna

S1uIdT-SADA
yoeu [pudey

e197

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

‘[aoy sl

95BISIP a3 JO AJIAI30R 9] JO UoIedIpUIl

any ue aAlb pjnoys 310dai Abojouyred ay
13 [ Juawaipis 0D3
‘[aoy sl

(nagi) payisseppun @g st wisy a|qesssad

93 USY] ‘JUNODIE O3UI U] AUB S NS
|ea1b0ojo3s1y pue didodsopus “d1bojoipes

‘[e21UlpD |[B 191JE PaIYISSe|d 3q 03 194 sey

1BY3 SR1j0d aAeY SjuRied USYAA “susw

-pads U0132395a1 03 PAJDLIISAI 3q PINOYs

any (D1) $12103 S1eUILLISISPUI WLIS] Y|
NE! i Juaweibis 013

‘[8 0¥ q173] |ea1dAy 30u

s1 Abojoyzed su3 J1 uaAs sisoubelp |eljual

-944Ip 33 Ul paJapISU0d aq sAkem|e p|noys

DN ‘s13j0d jo uofejuasald Jueliaqe

a7y ue yum sjuanied 1o ualpjiyd bunoA uj
qL13 dp Juawaibis 0IDF
‘[a DY “qz 73] -aseasip 3uad

a0y -saInb 10 aAndeUl Ul JUdsqe ale s|iydosy
qz 13 -nau |elpydaesul pue eridold eujwer

‘[ D¥ ‘qz 13] sijo2 jo sadAy 1ayz0

pUE SUOI3234Ul Ul 1NJD0 ABW SUOISI| S}
I9AIMOH "SI31|0D SAIIRIII|N INOARY (535
-s93sqe 3dA1d pue siidAid) sjiydosinau

90y |e1pyda 3dA1d peasdsapim Jo [eiauan

qc13 Hp Juawaibis 01DF
DALY
-sbunjyaydw3z

[peibzusping (€102) 0303

*(pedn 1syoy 19po 1sb

-Lipalu) uapiam 31ainpelb yasibojouyy
-edojsiy uajjos uaise|dsAg/N3I| ‘uab
-|0413 QHM 13p uauRIY uabnnb
010z 313S U3P YdeU [|0S BSOIID|N SI}
-110D J13p 13q uaise|dsAg [uaisejdoan

aHbi/a uajeljayydaesjul uoa asoubeiqg a1
*ualjeY3IUD JBNAIDESDUNp

-unzju3 uaydsibojoisiy Inz abessny

dhi/a au ||os punjaqaibojoyied 1a@

‘uabjoyte uauyds
-U31I3S 13PO -UdNIS Ul [|0S USGOId
di/a 13p bunyaqueyny ayasibojoisiy a1q

‘(Bun|pueyag
19p Janeq pun 11y yi3ewoidwAs
19p Janeq pun 1y ‘punyagaldoys

-opu3) uapiam jzuebia p|ig usayds

-1Uljy WNZ U3UOI3eWIO)U| YdINp pun

U19s 32UydIdZUURD uoeSI|eY 0T 3P

adi/a 'Z3q u3||0s uaqoud uaydsnidoiq a1q

‘uapJam 1613YdIs

-PnIq (24yef zL - oL sfe 1abunf)
uajuaned uaydsiielped 13q ||a1zads
U3]|0S PUN UILWWOMJOA BSOID|N
SI31]0D) 13P 13 USUUOY| J93snWpuny

aHbi/a -9g aydsibojoydiowr apusydiamqy
LIS

-sbunjyaydwz

[pesbzusping (L102) sAna

0L°€-8€
(Na1)
uaisejdoan ojelpyidaeju)

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e198



-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

"uolIssIWwal 939|dwod adnpul 03

Ade1ayy aulj-puodas se splos

-9]5021310D |B323l 3596bNns am

‘Adesayy ySy-S [e3231 03 puod

-s31 03 1B} oym sii3dold 1o

DN P3PIS-13| AR d3eIapoLl

+[3DIA 01 pjiw yum syuaned ujigp S

‘uoissiwal diewojdwAs
2onpul 03 Adesay) aulj-3siiy se
‘Aliep b | jo abesop e 3e ‘(ySy

-G) 91e|Ad1jESOUIWIE-G [BIDA
pUSWILLIOI3I IM ‘si313d0.d
SAI1BIID|N A} d)EIIPOLL

++/30Y 01 pjw yum sjuaned uj iy IS

jels

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

4Dy
qL13

4Dy
qL 13

4Dy
qL13

v DY
qL 13

JDY
IQE|

eIsHIels
-sbunjyaydw3y
|peibzusping

‘[a 0y ‘q13]

jusuwijesal] JO uoije|esss 104 palapisuod
9q pP|NOYS pue SUO|. 19313 UBL|} 9AI}IY4D
210w s| plo1a3s |ed1doy 1o uize|esaw
|10 y3Im aujzejesaw [ed1doy buiuiquiod)
VS JUaWaInIs 0J)3

a0y qu3l
9AI1D34J9 SS3| SI dUO|e BUIZB|RSAW |BIQ

‘[a Dy qL13] =An
-eulaj|e ue ole selaus Weoj auize|esa|\

Tvoy
‘q113] si3o041d aAde Ajp3es9poul 1o

P|iLW J0j JudWiea.} [erul pasidyald ayj si
Ajiep aouo Aloysoddns b | suizejesaw v
VG Juawwalpls 01D

‘[D DY ‘€13] sewsus ueyy pajels|oy
19}39q 9.E pue WNn3da1 Y3 03 A|PAI}IRY
alow bnup 1aAi9p Aew saroysoddng
VG Juawwalpls 0113

(€102) 0223

++/g

++/4

++D

++D

LIS
-sbunjyaydw3y
|peibzuaping

‘uaplam 3z3esabula

uajeledeld USpUIZIASIAL-YSY-SG
UOA 3QEN) UDJBIO I3p 13PO UIPI0IAIS
uaydsidoy Jw bunpuamueuize|es
-9\ U3JePjal Jap UoI3eUIqUIOY| 1P
J|os a1desayjouo|y J1ap uabesiap 19g

“1Bp dAI3RUIRYY dYdsiinad
-e13y3 d)uajeAinbe auld ua|23s A4ng|
-UIBUIZB[BSI\ PUN WINBYISUIZB|BSI|N

‘U3PJaM 3jdpueyaq
wnuoysoddns sje (p/bw gz =
uIapupy 19q) p/bur s < uale|
-Azijesouiwy-G 31w Isydeunz ||os sij
-11j0.d A1pje bigew siq 33yd13| aulg

‘uab|o}1a spunjeg

uaydsidoysopua "mzq uaydsidoys
-objew sap bunbiydisypniag 193un
J]os bunpiayasiajun 9saiqg -3t buny
-napag Jaydsinadesayy uoa abes
-sny 3salp ep ‘uabjoyts (NIIDH 19po
N31D7) spesbaise|dsAq ‘mzq -N3|

sap aqebuy 3w sjramal (,,ssew |
-eWouUape*” ‘\1V) alsejdsAg/N3| uab
-3Jewouape 1auld astamsbunyaizaq
Wouapy uaydsipesods waus 1apo
(Ssse|\ 19po uoise a3ua11zosse-alse|d
-sAQ) uoise1-\Tva uajuueuabos uay
-1311Zosse-3D Jauld uaydsimz bunp
-13y2s1a3un duld ||os dlse|dsAg /N3l
JIW UOISET U3UQRYID 13UIL 3|[B4 W]

‘usplam jjoyabuis bun|ivrinaqiemz
QUIIIXD BUIL 53335 ||0s 3lse|dsAg /N3
19pal asoubeiq Jaydsibojoisiy 19g

(L102) sAna

Er-1%
snjoid

S1uIdT-SADA
yoeu [pudey

e199

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



++[30 W

++/10 W

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

vV DY

qL 13

vV DY

el 13

vV DY

el

49y

qL13

Vv DY

qL13
‘uolssiwal 939|dwod
2onpui 03 Adesayy suljisiy
dAneuIde ue se ‘Ajiep b | jse

-9] 3e Jo 9besop e je ‘sewaud v Y

VSY-G PUSWILLIOIAL M ‘DN el 13

PapIs-143] dAI}OE d3RISPOW a7y

01 pjiw yum syusned uj iz 1S qL13
"uolssiw
-21 939|dwo> uejUIEW 03 Pa
-nuiuod aq Adeiayy swes ayy
pusWIWod3 am ‘si3d0.d 1o
DN PaPIS-1J3| AR )eI9pOLL
03 p|iw Jo uolssiwal 333|d

-WOD P3dNpUI-YSY-G [e3031 v DY

10 |e1o yum sjuaned uj :9 |§ qL 13

D5y

LAE!

DpeIsHIels

(s10z) dnoan -sbunjyaydw3

SNSU3SU0) 0JU0.10] YL |peabzuaping

“[v DY “qL13] sn1jod papis-y3|

ul 9Aljeulajje ue pue si3i3d0.d ul ssue
-US1UleW Ul 3ul| 3511 B3 S| VS-S [e309Y
86 JuawWaIbiS 03

‘[v DY ‘e1 73] prosa3s |eardoy
UBY] 2AI129)J9 210w S| duize|esaw [edido)

‘Adessyy ysyg |eaidoy snid

[B1O UBYY dAIIDAYD SS9 I [y DY ‘B[ 13]
sa3e|jAd1jesoulwwe |elo yum Adesayi-ouow
se ||am se [g DY ‘q113] auoje saje|-Adijes
-oulwe 10 sp1o1a)s ypm Adessyy |eaidoy
g5 Juawa1blS 013

‘[v DY ‘qL13] S9S0p papIAIp se aA13d3)
-J9 5B S1 YSYS Yum Buisop Ajiep 9uQ

g5 1uawa3p3s 0DD3

‘[v Dy ‘eL73] Aep/b gN suizejesauw [eio
yum pauiquiod [g 0¥ ‘qL13] Aep/b | ew
-9Ud e |Ad-1|BSOUILLIE UB Y}IM Paleal) 9q
Ajjeniur pjnoys A3119A3S 93e1apow—pjiw
4O S131|0D 9AIIRISD|N SAIIDE PapIS-1497

g5 Juawainis 0217

‘[v DY “q113] s1jod papis-1a)

Ul 9AIIRUIR)}[E U pue siH3d0.d Ul due
-USJUIBLL Ul dUI| 3511y 3Y3 SI YSY-G [3DY
VG Juawaibis 0IDD3

‘[> Dy ‘#13] sa1bojoiq

J1o/pue sjuessaiddnsounuiwil Ym Jusaw
-1ea.3 auinbas Aew snooud A10joelyay

(€102) 0223

++ \<

++ /4

jels
-sbunjyaydwz
|peabzuaping

‘uaplam usboz

-ab.10A uajtalple3al ydIu 13qnuabab
uajeledeld USPUSZIRSIAL-YSY-G UDY
-131|NULLI0J 1131PJEIAI UOA 3GED) 3|RI0
abijewus a1p uue| JIvYuIpaLYNZ
-U?judNed Ua19Y0lb 19p pun zualey
-peaidessy| ualsssaq Jap punibiny

‘uapJam uabozabion
a1desay3p1o1a3s uaydsidoy 1ap ||os
(P/6 1 2) uswineydS- 13po udyne|uIg
-VSY-G uoA bunpusmuy ajepal a1q

"wiesyIm Jabjuam 1aqe 3si

‘uspJam 1z19s9bule AjeUIR][E UUEY
(p/B € =) umeledelq uspuaziasialy
-YSV-G UOA 3qen ojeJo 3biuis|je sug

‘uaptam 3jppueyaq (p/b ¢ =) uajeled
-BlId USPU3Z19sI91-YSY-G US|eIo Jw
uoneuiquioy ut (p/6 | 2) uswneyds

13pO U3JNB|UIF UOA W04 Ul YSY

-G U3ep}al Jw el [jos ND 3bias

-Syul| 1amyds bigew siq ajydIs| aulg

(L102) sAna

8v-vy
03US319SSH Ul

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

€200



+301

++/30 W

++[30 W

+/3D IA

EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘uolIssIwal 933|dwod

2onpui 03 Adesay aulf-3siiy
IAIJBUIDY|E UB SE JUO|E YSV-G
|edo 1an0 uoijeledald ySy-
|BIO UB pUE [P3D31 B JO U0}
-euIquod ay3 3sabbns am ‘si3
-13001d puoAsq Juaxs asessip
Aue Jo DN 9A112e eIIpowW

01 pjiw yum syuaned uj iy 4S

‘uols

-siwal 933|dwiod dnpui 03 Ad
-BI3U3 dUI|-1S.1) dAIJRUID)|E UR
se ‘Aep/b ' pue 'z usamiaq
sabesop e ‘uoijesedaid ysy
-G |BJO UB pUSWILLIODAL 9M ‘S1}
-13001d puoAaq Juaixa aseasip
Aue Jo DN 9AnOE Aelspow

03 pjiw yum sjuaned uj ¢ S

"uolssiw

-21 919|dwo> uejUIEW 03 Pa
-nuuod 3q AdeJayy awes ayy
pusawwodal am ‘spi3dold 1o
DN P3PIS-1J3| AR )eIapoLLl
03 p|iw Jo uolssiwal 333|d
-W0d padnpul-ySYy-G [e123l
10 |e1o yum syuaned uj :g9 IS

*uoIssIwal 939|dwod adnpuj 03
Ade1ayy aulj-puodas se sploJ
-9150213102 |B323l 35966NSs am
‘Adesayy ysy-g [e3231 03 puod
-s31 0] |1ej oym sii3dold 1o
DN PIPIS-13] dA1IDE )eIpOoLl
01 pjiw yym syuaned uj :gf JS

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

v DY
qL13

v DY
el 13
v DY
qL13

4Dy
qL13

PR}
qL 13

eIsHIels
-sbunjyaydw3y
|peibzusping

[V D¥ ‘qL13] S3S0p PapIAIP S 3A13I34d
se 1 YSYS yum Buisop Ajiep 93uo

‘[v 0¥ ‘q113] pa1ess|or

J1 S91B1 UOISSILLIDL 9SBIDU| 0] SuiZe|esall
[e21d0o3 y3Im pauiquuiodaq pjnoys yaiym
‘[v Dy ‘eL 73] Aep/b ZN VSV-G [e10 yym
pa3eat3 aq Ajeul pjnoys A1I9ASS 3e1ap
-OW—P|ILW JO SIH[0D BAIIRIII|N SAISUIIXT
DG JUawa3pIs 0ID3

[g 0¥ ‘qL13]

Ade1ayy 21Wwa3sAs YIm Juswleal) an
-ISu3u| 10} uolssiwpe |eudsoy 1oy uoi3ed
-1pul ue Aj|ensn si SI31j0d papIs-343| 9IS
g6 Juawainis 0OD3

‘[ DY ‘qL13] auizejesaw o3 puod
-591J0U Op SI13|0D 3A132E Jo swolduwiAs Ji
9jeridoidde aue sp1013350213.10D JILWISAS
g5 Juawalbis 0D

(€102) 0223

++ [V

++ [

LIS
-sbunjyaydw3y
|peibzuaping

‘U3pJam 3jdpueyaq
USLWINBYDS- 19PO UIJNB|UIdUIZE|BSI|N
3w uoneuiquoy| ui p/b ¢z buni
-9150(] J3uId ul Jeledeld Uapuazlas
-191}-YSY-G US|BIO WUId JiLl ISydeu
-Nz ND a1amyds bigjew siq 3yd19)
3UID ||0s ||ejag wuyapabsne 19g

‘uaydaidsue aidesay
uueuab "9y - *4'fy 193Un 3p jne
IYdIU D J3p awoldwiAS a1p uuam

‘uapJam uauuobaq ||os (3usjea-inbe
-uojosiupaid p/Dy b%/bwi | - °0)
a1deIayIp101a3s ayIsIwRISAs aulg

(L102) sAna

0l'v-67%
||ejog Jauyapabsny

S1uIdT-SADA
yoeu [pudey

e201

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



++30 IA

++/30 1

++[301

++[30 A

jels

-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘Adesayy Ayipows 03

Pa3u ay] aUILWIRIBP 0] SHPIM
Z uiyum Adessyy uoidnp

-Ul p1019150213102 03 3suods
-a1 d13ewo3dwAs Jo yoe| 1oy
pajen|eAs aq DN Yyam sjuaijed
1By} PUSLILLOIAI I 19/ S

‘uolssiwal 939|dwod 3dnp

-Ul 03 UOI3E|NWIIO} Y/SY-G [B10
Jayjoue 03 buiydyms jsuiebe
PUSWILLIOIAI IM ‘YSY-G

|e10 03 puodsal 03 pajie} aney
oym DN yam syuaned uj :6 LS

‘uoIssiwal 933|dwod adnpui 03
Adeiay) suij-puodas se sploials
-02130D |BJO PUSWILLODAI M
‘Adesayy ySy- 03 puodsal

0] |IB} OYM D SAI}OE )RI3pOoLl
03 pjiw y3m syusned uj :z) IS

‘Adesayy Ayipows 03

Pa3U 33 SUILLIIIDP 03 SHIIM
8 01 7 ul Adesayy uononpul
VSV-G |e3oal/|elo 03 asuods
-a1 d13ewo3dwAs Jo yoe| 1oy
pa3en|eAd aq DN yim syuaned
JBU3 PUBLLILLIOIAI AN G S

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

any
S

PR}
qL13

PR}
€1
vV DY
E|
any
RE!

DEISILIS
-sbunjyaydw3z
|peabzuaping

aney (y/ww QEN ¥s3 ue 10 “1p/bgoLq
qH ‘D. 8'LEN J9n3y ‘wdq 06N elpledAyd
-e3) A3121x03 D1Ww)sAs Jo subis Aue pue
Kep[g z eaoyLielp Apoo|q yam sjuained
S juawaipiS 0DJ3

‘[> >y “‘q113] auizejessw 03 puods

-91 30U Op 131|102 9A130E Jo swoiduwiAs Ji
9jeridoidde aue sp1013350213.10D J1LWISAS
DG JuawWiabis 0D

‘[> 0y “€13] uorssiw

-91 JO UOIIINPUI J0) (SNLWIIOIIR] 10) ULl
-odsod1> 03 buipuodsau sjuaijed 1oy pue
[V DY ‘e173] 3uspuadap-ploials ale ey
syuaned ‘(@ DY ‘513] VSy-§ 03 JueIs|ojul
ale oym 10 3sop |ewydo Je ySy-g bupjey
15|1ym asdejau yusanbauly 1o Ajies pasus
-112dXa aney oym A3IA13oe 3seasip el
-9poul 03 pjiw YHMm sjuaned 1oy papuaw
-wod31 s| sauindoydedsaw [auridolyiezy
49 JUawaInIs 0IDI

(€102) 0223

++D

++ D

jels
-sbunjyaydwz
|peabzuaping

‘P/11e3y21n@ 261IN|q 9 S|e Jysw)

S33/ PUN SAO[NI] UOA USLIDILY|

SIp UBUUOY ND USAIPE ‘UIIIMYDS
I3uld uoniuydQ INZ :uomuyag

‘uayd
-a.dsue aidesay] a3uueuab g pun
9 — ¥’y 193un alp yne ydiu N3 49p

awo3dwAs 31p uuaM ‘UIpIam uau
-uobaq ||os (uajeainbeuojosiupald
Be] [ayaimabiadigy B3/bw | - 50)

a1deIayIp101a3s aydsIwRISAs aulg

(L102) sAna

SLy-LLY
bunuysp
-sny abigalaq ‘ND a1amydS

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e202



++/301

++[A0 N

++[10 H

+[A0 H

++[310 N

EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘Adesayy

AJipow 03 pasau 3y} SuIWLIISP
0] 9am 7| 03 § ul Adesayy
uondNpul 4N [-3Ue 03 asuods
-a1 d13ewo3dwiAs Jo yoe| 1o}
pajen|eAs aq DN Yym syuaijed
1B} PUSWILLIOIAI I (€T IS

"uolssiwal 919|dwod 9dnp

-ur 03 Adesayjououws se pasn
UBL] J9YIel 91BX3.110YIRW

1o aundoiyy e y3im pauiquiod
9q } puswiwodal am ‘Adesay
ANL-13ue buptes usym :1z 1S

*UOISSILLIDI 931}
-P101935013.102 939|dWwi0d 3dNnp
-ul 03 Adetayy 4N [-1Ue pusw
-LL0D31 9M ‘SPI013}5021310D 10
saurindoiyy 03 puodsal 03 |1}
oym DN yum syuaned uj 10z 1S

‘uolssiwal 919|dwod

2onpui 03 Adesay aull-3siiy
SAIJBUISY[E UE SB X|\IA SPIUO0S
-9pnq |e1o 3s9b6bns am ‘Juaxa
9seasIp Aue Jo D 91eIapow
03 pjiwi ymm syudnied uj :Gy IS

"uolssiwal 919|dwod 9dnp

-ul 03 Ade1ayy aulp3siiy se splol
-9150211102 [BIO PUSLILLIOIDI
9M D[ 9AIJOE 919AIS 03 93l
-apow yym syuaned uj [ [ IS

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

vV DY
SAE
DR
LAE!

9Dd
qL 13

eIsHIels
-sbunjyaydw3y
|peibzusping

‘9je1idosdde ale

[vDy ‘e173] sauindoiyy 3noyam 1o yam
Adeiayy 4N1-13ue buinuiauod pue [DNY
‘413] sunndojdedssw [sundoiyieze
UM uoissiwal bujuiejurewyjoq ‘syuabe
4N1-1ue o3 buipuodsai sjuaned u|

49 Juawa1biS 0DDF

‘[4 DY ‘q1L73] 3uswe

-913 SAISU]UI 104 UOISSIWPe |e3idsoy 1oy
uo11BDIpUl UB S| S[31]0D SAISUIIXD 919AS
a G WaWwagnIs 0JH3

‘la
0y ‘G73] 3uswW3Iea] dAISUIIUI 10§ [e3Idsoy
0] pajjiwpe 9q p|Noys pue Si3j0d 19AS

(€102) 0223

‘uaWWoy| z3esul3 wnz () snwijold
-] 19po (g) qewixiju| (g) v ulods
-0J21) 3w 3idelay | auld AljeuIs) e
uuey| 0s ‘uawwoy| abeuyur JydIU zuel
-9|03u| 19p0 UoMeYIpUIRIUOY| J3UID

+/1x31 's  punibyne aidelayipiolals auls 3|0

‘uaplam 3apueyaq (bej oid Jud)
-eAInbe-uojosiupald 3ydimabiadioy

by /bw | *g-z) aidesayiploss uas
-QUIA-B.IUI J3UIR Jjwi [|0s bunbijialag
UBLISILLRISAS JBUID UBLDIDZ W ND

++/9  13UIS qNYIS JISPUIJNEJISA JIMYIS UIg

‘uabjoyta usbunbuipag ualeuonels

193un 33j0s bunbijiv3ag usydsIw

-915AS 19UI9 USYDIDZ JIW D UIAIPIE

b) ‘uasamypds Jaurd bunjpueyag aig

‘uapJam 3apuamabue (y/ww g <
DSg ‘dlweuy ‘diplexAyde] Iagaly

jeIs
-sbunjyaydw3y

|peibzuaping (LLoz) snoa

S1uIdT-SADA
yoeu [pudey

e203

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



++[I0 N

++[30 IA

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

S13

DY

qc13

49y

qL13

DD

13

a9y

qL13

a9y

qL13
*UOISSILLIDI 931J-Pl031S021310D
939]dwod dnpuj 03 synsas bupl
-ojuow bnip sinadelsy) uo
paseq qewnzijopaa Jo Adesayy
4N1-13ue ssyjoue o3 buiyd
-1IMS pURWILWLIODAI am ‘Ades
-9y} 4N1-13ue ue o3 ain|iey Aiep
-u023s yum syuaned uj ;67 IS
*UOISSILLBI 931)-PlOJ
-915021310 933|dWod 3dNnpul
03 Adesay3 4N |-13Ue 1ayjoue 03
Buiyoyms 1ano gqewnzijopan
03 buiyojms puatiiodal am
‘Adesayy 4N J-13ue ue 03 ain|iey
Asewad yym syusnned uf :gz IS

4Dy

qc13

)1e1s)1els

(sLog) dnosy  -sbunjyajdwz

SNSU3SU0) 0JU0.10] YL |peabzuaping

[e2161ns ybnowje ‘[3 DY ‘qz13] snwijod
-840 [g DY ‘qL73] Adesayp 4NL Bue yam
pa3eas3 9q pjnoys aseasip A103oel)al plol
-9]s 9A3E Aj93R19pOoW Y3m syusizedinQ

DG Juawalbis 0DD3

-a1end

-oldde aq Aew [H DY ‘p13] snwijoloey 10
[ 0¥ ‘q113] qewxijyur 1o

‘[a Dy ‘qL13] un

-odsod1 13y yum Adelayy aui| puodas
3G JuawiablsS 0O

‘[a0¥ “qz13] Aep paiya
3y} puno.e Aj9A1323[qo passasse 353q
S| Sp1013)s SNOUAB.IIUI 03 dsuodsal ay |

35 Juawia3p3sS 0DD3

(€102) 0223

*(g) uapsam uabozab Jydenag ur an
-1jeussyje-aidesay] aydsibanuiyd auls
yane Jawiwi [jos bunpiayasjuaaid
-B19Y] 19p 19g ‘uapiam 3z3asabuia
(g) snuwijooe] 19po (y) qewix

-1l4u (V) v utodsopd) jjos aidelayy
-P10193S 9YISILLIISAS DUl Jne uayd

++[IX3] °S -a.dsuy wapuaydIRIsne JydIu 19g

‘uapJtam uabozabuesay (puny

-9ga1doyjsopu3 ‘punjaqjjeydseld|n

UBM-GH ‘|ynas wi usbunbuswiiag

-In|g ‘zuanbauyynis *g ‘z) 193aweley
21eqIaIAIRIGO pun pjig aydsiulp sep

ua||os alde1aylpIoIIS UAYISILLAISAS

dI/a  19p suaydaudsuy sap bun|ivyinag inz

‘uspJam Inainaq usbini

-1yD pun uabojossjusoiysebispury
/usbojo193ua01158D) UOA J19qIRUBW
-wiesnz 19bus uj ‘JnejIaA WaydsIxo}
W aua( 313puU0sSaqSUl ‘pun JydeM

n_v_v_\h_ -1aqn Alsualul Ua||0s uajualjed asaid
ayj4e3s

-sbunjyaydwz

[pesbzusping (L102) sAna

6L -9l
aidesaypiol
-91S aYIsIWRIsAsIERIRY

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e204



++/30 1

++[A0 N

++[30 H

EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

*uoIssIWal 939|dwod 3dnpul
03 Adessyjouow surindoiyy jo
9sn ay3 jsulebe puawiwodal
am DN yum syusned uj i/ S

"UOISSIWDL
991J-P1019350213.400 933|d
-Wo0d 32NpUl 03 qeWNZI|OpaA
puaWwwodal am ‘sardesay
4N1-nue o ‘ssunindoiy ‘spiod
39150213102 03 puodsal 0} |1e}
OUM D AL 3I9ASS 0] el
-apow yum sjuaned uj i€ IS

"UOISSIWIAI 931}
-p101335013.103 333|dwWwod 3dnp
-ul 03 Adelayy 4N [-3Ue pusaw
-WO0d31 3M ‘SPl013}S02(310D 10
saurindoiyy 03 puodsal 03 |ie}
oym DN yum suaned uj :oz 1S

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

DS
LAE!

DR

13
JDY
qz13

any
S

any
S

pRO)|
LAE!
4Dy
qL 13

any

eIsHIels
-sbunjyaydw3y
|peibzusping

‘[D 0¥ ‘$13] papuswiwiodasl st Awo0323|0d
‘Ade1ayy sbeajes Jo sAep / — 17 UIyIM JusW
-an01dwWl ou S 313Y3 §| *SPI0I)S SNOUIABLY

-u1 03 buipuodsai Jou D dAnRe ARIAIS

ym sjuaized ypm passnasip aq pjnoys

Awo0323|03 buipnpdul suondo Juswieal)

HS Juawa1bis 0DDF

IBLNRAE]
9jeridoidde osje s1 gewixijyul buinuiuod
qewixijjul 03 buipuodsas syuaized uj ‘19ns

-MOH *[€D¥ ‘qZ13] uoIsSIWaL ulejuleW
0] paJapisuod 3q pjnoys autindojdedssw
[sunidoiyieze ‘qewixijjul 1o uriodsopd

-1 SNOUIABIIUI ‘SPI0JI3]S SNOUIARIUI 0}
Buipuodsau s131102 319A9s yum syusiied uj
49 Juawia3blS 013

Tany
‘G13] Adetayy 4N 1-13UB Y3m adueUSjUIRW
sinoAej saulindolyy Jo aunjiey Joud ay |

49 Juawia3b3S ODD3

[a 0¥ ‘g13] pepuswiwod
-91 30U S| 31J2Uaq [BIIUI]D IBI|D B 9ASIL DR
J0U S0P Jey) Adeiayy |ed1pawl panuiuod)

*PaJapIsu0d 3q 0s|e pjnoys AL03d9|0d
ybnouyje [D DY ‘¢13] snwijoidey 1o [g DY
‘q173] Adetayy JNL 13ue yum pajessy aq
p|noys sautindoiyy 03 A1032e1J91 SI3110 A
-13B132|N 3AIIDE A|93BISPOL UM SJudlled
HS Juawa3pis 0JD3

a0y s3]
PaJapisu0d aq os|e p|nod Adelayy ploials
|esa3ualed 1oy uoissiwpe 1o suondo

(€102) 0223

U
SPUB3IsSNZ uaYIsIUIp sap Buniassaqiap

auIy| uabe] / - Ydeu uuaMm ‘uIds

}431ZIpul 0suaqa uuey| aidesay] aydsib

-IN4IYd 31Q "uapsam 1ynyabydinp aid

-eJ3Y | aydsibinaiyd auis [jos ‘urd buni
-93U23|YDSISASPUBISNZ SYISIUIP| dUID

ai/a aidesay] Jajuueusb uaqo Jajun 33|

‘uapIam
19u9bute aidessy | -urindoidedisyy
-9 auId 13po -uiidolyiezy aurd uuey|
+/9 a1desay auld jne uaydaidsuy yoen

jlels

-sbunjyaydw3y
|peibzuaping

(L102) sAna

S1uIdT-SADA
yoeu [pudey

e205

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

4Dy
[AE!
vV DY
L13

PR}
LAE!

DEISILIS
-sbunjyaydw3z
|peabzuaping

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

1|2 ‘UOISSIWI 9314-P10JIS UlRIUIELL 0}
s DN ut Adesayyy scueujuiew Jo [eob ay |
V9 Juawa1nis 01D

*[D DY ‘$13] 913uad 3s1jeIdadS B 3B palsp
-1su0d 9q Aew Adetayy [ed1paw aul| paiy L

(€102) 0223

19YUISIMQY PUIS UOISSILLIDY UYIS
-1UIP| 3P UILIDYIIY "UIPIIM JI31ULIP
yosidodjsopua pun yasiuip| uuey|

+/a ND 19p uolissiway 9ld :uoliuysq

*UIPJIM UIPIILLLIDA 93[0S
-la uaploido Jw aidessyiseneq aui3

‘uap1am JynypbydINp

uaploidQ 'jbb 1apo |oziweis|y Jw
aidesay3-ziawyds aydsiewojdwAs

aulp aidelay | JaydsLiojewWwIWR Ul

-1JUE Z3013 USZI3WYDSYdneg Usapual

-|BYUE 19q UUBY| U3JNEIIA USAIPDE

+/a -4asIuo1yd 19q pun qnyas UaINYe LW

"uapIam Jyny
-9byaunp aidelayjziswyds uayds

-irewoldwiAs 1aule bunyigjuig 1oa

J|os (usbuniis aydsiydAsd ‘usbuni

-01S 9|eunsajulollseb ajjpuoipjuny

‘aidesay | usydsLioleWWRj-ul

-I3Uy Jap uabunyaimuaga ‘3elAIe
-S]I3Y-y|uely|) 9SA|BUBZIDWIYDS 9}I3IZ

-UDIJJIP dUIT "UIDIYNE UIYIESIN
USUIPaIYISIaA SN bundjuelyi3 1ap

Hbi/a USIPEJS UIJ[B Ul UBUUQY| UZIIWIYIS

‘uapJam usuuobaq aidelayIplolals
9U2s1WasAs auld 93|0s 123959b

-u1d bunyjeytasuoissiway Inz ulind

Hh/a -01dedIs|N-9 19po utidoliezy paim

‘uapJam 31Ul dides

-93P10133S AYISIWIISAS BUID ||0S N1}
-ewoydwiAs 19p buniassag 1suls nz

++/9 B1bnz yd1u swyeusiepy asa1p 31yn4

‘uapJam Yoyt p/b € =

4ne buniaisoq 31p 3sY2eunz 3eUAIDY
19big/ewt s1q 1934219] JW SAGNYIS
ua)Nn3e SaUIR 3B Wi ||0S Jz3nu

-9b bunjjeylasuoissiway Inz jesed

++/9 -Bld S9pUaZz1asIal)-ySY-G Ul PAIAA
ayj4e3s
-sbunjyaydwz
[pesbzusping (L102) sAna

SLg-1'g
uoIssIwy

SCr-ey
aidesayzowyds

-0y
UoISSIWY J33UNn qnydS

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e206



++[IX3] °S

++ [0 W

EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

qewnuw

-1106 104 30OY qewnwijepe pue
qeuwixijjul 10y IOIA "UOISSILLII
939|dwod ujejuiew o3 Adesayy
4N.1-13UB Panui3uod puaLw
-woda1 am ‘Adessyy uondnpul
4N1-13ue 03 puodsals oym DN
Yum syuazed uj g JusLwRieIs

*UOISSILWL
939|dwod uiejurew o3 Aep (b z
1se9) Je jo Adeuayy |elo pa
-NUI3UOD PUILLIWIODAL IM ‘U]
-X3 9se3sIp AUe Jo DN SAnOe
9)eJapouwl 03 piW JO UOISSIWL
939|dwod padnpul-ySy-g

|e1o yym syuaned uj i/ JS

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

any
LAE!

4Dy
ez
4Dy
qL 13
any
RE!
any
RE!
any
RE
any
RE!
4Dy
qL13

any
RE

v DY
IE|

eIsHIels
-sbunjyaydw3y
|peibzusping

959y Jo asn pabuojoid ybnoyyje ‘qews
-IXI[Jul JO 3uLid-01U1eZe Y3IM JUaWIea]
JO uoneInp ayj 1oy uaAIb 3q ued uonep
-USLWILLIOD3I OU ‘9IU3PIAS Pajiwl| 01 ang

19 3UaWaAIDIS ODD

‘[ 0¥ ‘ez13]

uonuaAald Jadued pue ‘[g 0y ‘qL13]
JUaWIIRAL] ddUBURIUIRW JO AJR4eS ‘[

Ny ‘G13] 1.4 3UI3L Jsow ay3 bunp uo
-1ssiwal bupnpul 1oy pasn juswiean ‘(g
Ny ‘G13] Je]§ JUIDAI ISOW 3Y] JO AJIIAS
‘{a Dy ‘g13] 3uswIes]) SdURUSIUIRW
snoiaaid Jo aunjiey ‘[@ DY ‘g713] (sa!

-e|} Jo Aouanbauly) 9sinod aseasip ‘[g DY
‘q173] 3UIXa 3seasIp Aq pauIwIaIdP SI
DN Ul JUaLW3eal} 3 UBUSIUIEW JO 310y
09 JuawWa3p1s 0ID3

[a Dy ‘g13] 3uanxe
pa3iWi| Jo 3seasip yym syuaned may
e ul 9|qejdande s Adelayy JualiwIaly|

‘[v 0¥ ‘e 73] s3uaned |je 1oy
PopusWIWIOdal Sl jualieal] sdueuajule|p

g9 JuaWalbis 00D

[a Dy “z13] pauyap
Ajjedrdodsopua pue [v Dy “113] A]je2

(€102) 0223

++[V

LIS
-sbunjyaydw3y
|peibzuaping

‘uab

-|04J9 uae|AZI[ESOUIWY JIW ([BI33I
139po |e10) aidelsy ] spualjeyiasuo
-ISSILLIBI BUI [|0S BSOJII|N SNI|0D) 19

Jwwns

-9q uabunIapueIaA JaydIpuUNZIud
UB[Y34 SBP Y2INp PJIM UOISSILIDY
ayasidoy-sopua a1Qq "UIpIamYds

-9g U3|BUIISaIUIRIIXD 19PO U3jeun
-sa3ul ua1buIpaq ND 3Ip Y21np SulRy
pun |yms Wi Injg saseqydis uiy (p
[31ynis a3wioebun ¢ s) oylieiq uoa

(L102) sAna

S1uIdT-SADA
yoeu [pudey

e207

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

+[30 W

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘Buisop juanbayy

210W 13A0 Ajiepaduo 3sabbns
aM I JO uoissiwal 939|d
-W0D UleJUIBLL 10 3INPU] 0}
VSV-G [e40 Buisn usym 01 1S

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

v Dy
el 13

any
S

v DY
el 13

v DY
el 13

v Dy
SAE

v Dy
SE|

4Dy
qL13

vV DY
IE|

DEISILIS
-sbunjyaydw3z
|peabzuaping

-e13siulWpe Ajlep sawil-9a1y3 10 3JIM] Se
9A1303}43 SE J5e3)| 3 3q 03 UdA0.d UIq
Sey ySY-G JO uoielIsiuwpe Ajiep 9uQ
39 JuatalblS 013

‘[a 0y ‘s3]

|NJasn si yYSy-G [edidolFsasop 1aybiy
S95BD A0S Ul pue Adediyya 03 buipiodde
Aj|lenpIAIpul palojie] 9q Ued 3sop Y|
*UOISSILLIL UlBIUIRLL 0 JUSIDIYNS SI SISOP
PapIAIp ul 32am/b ¢ Juawieal) [e323l 104

‘[v 0¥ ‘eL13] Aep uad B 7| s1vSY-G
|10 JO 3SOP BAIID94J8 WNWUIW ay |

39 Juawia3p3S 0DD3

‘[v 0¥ ‘e 73] @d>ueuUaUIEW JO) UONEL
-edaud ySy-g d1y103ds Aue jo adloyd ayy
11oddns 03 92UapIAS 3SNQO. OU S| 1Y |

‘[v DY “eL713] 23349 aue YSY-G [e10
Jo suonjesedaud sjqe|ieAe JuaIBHIP Y3 ||V

‘suoseal A3121x03 10}

patiaja.d ate suoneledsid ySy-S |e1o 1ay
-0 ‘[v DY ‘e113] 212349 asow Ajybis
10 Ajlenba si suizejeseyns ybnoyl|y

39 Juawa1bIS 0203

‘[a DY ‘q173] 3uswiean 33
-UBUIJUIBW dUl| PUOIIS B SB pash aq ued
VSV-G |P1231 pUB [BJO JO UORRUIQLIOD Y/

‘[v o ‘eL73]

(]e3231 10 |B10) SPI0J3]S 10 YSY-G 03 bulp
-uodsal sjuaned ur JuaLIeaL} DdURU
-ulew aul| 3sd1 3y a1e spunodwod buju
-1e3U0D (YSV-G) 91e|AdIjESOUIWE-G |B10
@9 juawa1biS 02D3

‘[a oy ‘p13] p2
-p3u JI paJapIsu0d 3q Aew suopedipaw

(€102) 0223

‘uapJam uaqabab sqebjewuig ayd
+Iv -116e3 S|e uauuoy| ajeledeld auppzull

‘(8°qeL <) opinm uasaIMab
-UJBU JSYWESHIAA USIPNIS Ul AP 1N}
++/g ‘USPIIM 19PUSMIIA UISOQ UD)||0S ST

‘uapJtam 1iaidelayy

yosidoy Jewiid ujjos si3joy dje3sip

SIP punN sI3130ld 31Q "ua3ydL buny

-UeI}I3 J3p J33SNWIS||ejag WP Ydeu

++[V yois |jos uoneyijddy 1ap bapy 19Q

‘uapJam uaqabab dsys 1aqn
-uabab Bnziop 19p YSVY-G ||0S Zuaiz
-1JJ3 JaYD1|paIYISIAIUN JYIIU 13q S|1}

++|V -oldsbundimuaqga sap syydisabuy
jlels
-sbunjyaydwz
|peabzuaping (L102) sAna

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e208



++[30 A

++/30 1

++[310 IA

++[30 IA

EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘Adesayy Ayipows 03
PEENEIGEITEIELYQENEENY
71 03 8 ul Adesayy uordNp

-ul qewnzIjopaA 03 asuods

-a1 d13ewo3dwAs Jo yoe| 1oy
pa31enjeAs aq DN Yyam sjuaned
1B} PUSWIWIODAI 9N L€ IS

‘Buriojiuow bnup d13nadel
-3U3 Aq pautiojul g JN YIm
sjuaned 10} uoneziwndo asop
B3} PUSWILLIODAI I i/ Z IS

‘uo
-Isstwal 939]dwod ainydedal
03 3sop buiziwndo puswwod
-a1 am ‘Adelayy asueu3UIEW
4N1-13ue 03 asuodsal aso|
oym DN yum syuaned uj 19z IS

*UOISSILLIRL
939|dwod aA31yde 03 uonedly
-ISUdJUI 9SOP PUILLILIOIAI IM
‘Adesayy uopdnpul 4NJ-13ue

01 asuodsal [ewiidogns e aney
oym DN yum syuaned uj :6z7 IS

any

LAE!
pRD)|
qe13

eI} IeIS
(sLog) dnosy  -sbunjyajdwz
SNSU3SUO0) 0]U0I0] Y] |peibzusping

‘[@ oY ‘p13] 492ued Uo|0d JO YS1 Y}
Qonpal Aews siy3 duls [D DY ‘qeT3] wiis)
-buoj JusWwea} dULUIUIEW YSY-G dNU
-13U0D 03 SI UOI}EPULLILLIOIAI [elauab ay)

H9 juatwabis 0213

‘v 0y
‘e[ 73] 5399443 IPIS PaseaIdul Ou UM ‘uol}

(€102) 0223

++[V

++\u

++/4

LIS
-sbunjyaydw3y
|peibzuaping

"qeLwixijjul 19po uu
-ndojdedss|p-9 [unidolyiezy yw aid
-BI3Y] U ‘YSVY-G UOA SISO UDJeI0

19p bunyoyJ3 auld ‘uajejAzijesoury

3w d1desayy-suoneuiquIod| djeyad
[|e1o auid puls uoneeysa-aidesay |
USSISMUIJNIS INZ UIHAYDIBON

"UapJam 1a1jesa aidelay |
SPUS}|BYIISUOISSILLIDL AP ||OS USq
-NyYdS uaIdMYIs 1apo uabiyney 1ag

'sneJoA 31desayiqnyas auia Yyaanp
UOIP|NPUISUOISSILLIDY BUIS IS19NZ
12195 a1de1ay ] Spua)|BYIaSUOISSILWLID]
‘9IN3UIB BUIF 1IapIoys aidelayy
-qnyas aule pun 33u34ne aidelsy |
UIpUIYeYI-SuoISSIWL U3aubIab
J3uls 73043 gNYIS U1 UUBAM ‘Uaqabab
uuep 351 aidesay | uspualjeyla-suo
-1SSIWaJ 19p usbesisp ulg :uoniuyaq

‘uapJam 31ynyabydanp auyef

Z SUS1SapUILL UBIBJAZI|BS-OUILLY LU
a1desay | apuajeylasuoissiwl AP
|OS UOISSIWIRY J3P UBYIR1IT YoBN

(L102) sAna

S1uIdT-SADA
yoeu [pudey

e209

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘uapJam usbomabqe uonesadp auld
uabab ua||0s UISII- puN UIAYDI|
++/9 -bowaidesay | ussojuawesjipaw alq

*UOISSILLIDI 9314-P1013350D1310D
939|dwod 3dnpul 03 Adessys

4N.-13Ue Jayjoue 03 buiydms

13A0 qewnzijopan 03 buiyd

-}IMS puaWILLIOd3L am ‘Adesayy

4N1-13ue ue 03 ainjie Arewnd

++[A0 A Yyumsjuaned uj "8z Juswalels

'$109}
-J9 9s1anpe juedyiubis yym
pa3jemosse st asn pabuojoid
d193 pue uonedipul siyy 104
9A3D3443ul 31e A3Y) 3snedaq
uolssiwal 939|dwod ulejuiew
03 SPI0133502]310D |10 JO ‘uaplom
9sn ay3 jsurebe puawiwodal 3z33s9bu19 3yd1u Bunyjeyiasuo
++[A0 N oM ‘DN yum syuaned uj i) S ++[V -ISSILLRY INZ U||0S SPI0IISOY|11I0Y|
‘uoIssIw
-91 9339|dWod 3314-p1013350D
-1310 10§ passasse bulaq ajiym
Kep[b z 3ses) e jo uonesed
-a1d ySy-G |elo ue 353bbns am
‘SP1019}S02[310D [0 UO UOIS
-siwas d1jewoydwAs paasiyde
ey oym DN Yyiim syuaijed
+[30 1A OAIBU-YSY-G Pa3d9Jes U] :8 IS

‘uolssiwal 939|dwod
ulejuiew 1o 3dnpul 03 Ad
-BJ3yjouow 33eXa3033W JO "UapIam 3z39sabula JydIU Jayd
9sn ayj 3sutebe puawiwiodal ND 19p bunyjeyiasuoissiway Inz
++/307  9m ‘DN yum syuaned uj g IS -/g U3}||0S SNWIj0JOB] pPUn 1EX3II0YIB|N

QUCIITEY]
991Jp1013350213103 339|dwod
uiejuiew o3 Adesayy qewnzi|

-OpaA PaNUIIU0D PUIILLIOID]
M ‘qewnz|jopan 03 puodsal
++[3DN  oym DN yum syuaged uj :zg IS

EXTIA eISH}IRIS LIS
-sbunjyajdw3 (s10z) dnoan -sbunjyaydw3 -sbunjyayduw3 |1uIPPRT-SADA
[peibzuapiag SNSudsuo) ojuolop 3yl  [pesbzuspiag (€102) 0003 |peibzuaping (L102) sAna yoeu [pyudey

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e210



"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

/

‘lety

|e21ulpd e jo bupias ay3 apisyno

uolssiwal 9339|dwod ulejuiew

10 9dnpul 03 Jue|dsuedy [e1qold

-IW |e23y Jsurebe puawiwodal

++[307 9 DN yum susized uj g€ IS

*UOISSILLL
99.J-P1043}50213.102 333|dWwod

ulejulew pue adnpui 03 Ades

-9U3} 4N 1-[3UB pUSWILLIODI dM

‘Juapuadap p101a3s001310d e

++[A0 1A oym DN yum suaied uj :zz IS

"uolssiw
-9 9314-p1019150213.10D 339|d
-wo> ujejuiew o3 uondo ue se
Adesayjouow sunindoryy 3596
-bns am ‘sp1019350213.100 |B1O
uo uoissiwal d13ewoldwAs
PaASIYDE 9ABY OUYM D) YIM

+301 syuaned pa3daes Ul 18l IS

j4e1s
-sbunjyajduiz (sL0g) dnoin
|peibzusping SNSU3SUO0) 0]U0I0] Y]

vV DY
qL13

9Dy
qL 13

eIsHIels
-sbunjyaydw3y
|peibzusping

di/a
++[V
di/a
/
‘[v DY ‘qL 73] 92ueUSIUIRW 10§ YSY-G
0] DAIJRUIRY|R IAIFIDYD UB SI JISSIN 1]0d I
D9 JuaWaIbIS 01D +[1x3L °S
‘(9 ¥ ‘q173] surindojdedsaw
[sunidoiyieze yym pajeany aq pjnoys
95e3sIp JUapuadap-ploIals YIM suaied
4G JuaWa3blS 0ODF ++[V
jlels
-sbunjyaydw3y
(€102) 0003 [pesbzuaping

‘uapJam 113113do yd1bullp 3x3u0d|
uasguldizsipa3ul wi 19%613Yyd1d
-suolsnjsuel] 193z39s-ab310) 19q
|los bunin|g siepyelyaisidersyy a1q

“usplom
119119do uoneyipul||ejIoN S|e ||os
U013e10}194 3123pab Japo ala1y 3Ig

‘uapJam 1aynyab
-U2.Np JILLIOPI|030I0.1d dAIFRINE}S
-3l 3uId ||os uorjesadopiepuels s|y

‘uap
-19m 3z39s59bu1d (g) £#1SA 1eledeld
aydsioiqoud sep uiapury| 19q Japo
(V) £161 3|SSIN WIS 1103 eIydL
-9y2s3 auaboyiede 1ap uuey| uazejhd
-l|esoulwy UoA 33jyd1jbelianun 19g

‘uap
-1am 3z39s9bulid d|N-9/uridoiyiezy
Jewid jos 39y b1bueyqeplolals 19g

(L102) sAna

0cL-1L
a1bunuiyd
2z9-19
awsa|qo.d aydsibojonayul

S1uIdT-SADA
yoeu [pudey

e211

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

DHEIDLIS
-sbunjyaydw3z
|peabzuaping

(€102) 0223

++/d

difa

++\Q

++[D

dHhi/a

++/d

LIS
-sbunjyaydwz
|peibzuaping

-N|\ 3|BUBSUBI} 2IBPUNYIS dUIS UUBY|
AIJRUIRY|Y "USPIaM 323353buId ySy
-G saydsidoy uuey| eSOy NN Y
19U3sSe[aq Ul BSOIID|N SI3IP|0Ld 199

‘ulds wo ¢ sje 1abug)
JUDIU BSOYNUILINGYRY JUISSE|Iq 3P
||os abejueyonod uajeuros|i 13p Iag

‘uabjoysa buebiaqp) usjepiowbis
-0]fal WNZ SIq 3IWOIX3|0Y| 3IP 33||0S
3IWO|3|0x0P|0ld UabnivzIaIp Jop 199

‘uabjoyta abe] £
suaysapuiw iny aidessyisbuniyeuly
91131zab sulp Aiesadoeld uonelradp

J9AI[RI9 J0A ||0S (03ISy SaYIsIjoq
-e39W sayoy) buniyeusspbuepy 1ag

‘uapJam 11911ado by
-19ZI31p 31WO33|0%0I0.1d 3P 93||0S
oyisiy wanieradoad wayoysa 19g

‘uaplam 3191ado

ud|jos uabojoijuaoiysebiapury
S9UI9 UO[IR}NSUOY| pun UaYdesin
Ja1apue ssnjyassny yoeu aidesay|
J3enbepe Js3un usbunigisswing
-SU2eAA HW 3yd1puabn( pun tapury

‘usbemnzqe uonesadQ Jauls U
-Is1y a1p uabab uaibarelyssbunjpuey
-39 USAI}BAIISUO)| 1P UDYISIY 3P
puls 19qeq "uabjoya yasunmuajuany
-Bd 199 uuey| uoijesadQ 33 aulg

‘uaplom
11911ado |jos 3e31ubiq Ja1epjun asou
-9]5U0|0Y pUN ND HW UUNE( 199

‘uap

-1am 319119do uoneyipuisuoiesado
91N|0SQe S| 93||0S JNBJIIA Ja.epjel)
-as1a1desayy exyibojoig *pjui eassaid
-dnsunwiwj uoa z3esui3 z3ot3 uig
‘uaplom

1131ado yd1|burip uajjos gnyds
udjueuIw|Ny ualeplelyalatdessyy
SOJUILIEY|IPAW WU HW UJUIey

(L102) sAna

Q1uT-SADA
yoeu [pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e212



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

eIsHIels
-sbunjyaydw3y
|peibzusping

(€102) 0223

Jwep uap 3w buniepyny Ja3un
910330503 01d DAIIRINEISAI BUID
uuey uoneyipuisuonesddg Japuayd

-2.dsjua pun uapia||33si4 sajefal
+/a -OUB 3UYO BIEUILLIAIBPUI SI3I[0D) 199

‘uapJam uajoqabue uopzesado

U3U3}J0 INZ dAI3RUIRY|Y db13Iam

-U219|b s|e uuey| 91W03%3|0%0330.d

+/g aAnelne3sal aydsidoysosede| aiqg

‘uabjoy1a uarsdoiquaynis Jw

SWIN}YRY USUISSE|3q SIP 3]|0.J3U0Y|
aydsidoysopua audijIyel suls 93jj0s
UUBWILIBH YDBU SSN|LYISISAPUII]

-WwN}|RY W BWO3IS03|| wabipuels

-pu? 19q J3pO 350W0ISEUY J3|E])al

+/a -09|1 191UN WNRY WIUISSE|a] 19g

‘uapJam ua10qabue 3||e4 a19puosaq
1N} 9ARRWIY|Y 3Y21|bow s|e uue
+/a@ 203 YoeU PWIOISO3]| 9URUIIUOY| SeQ

‘UDPIIM U]

-yoydwia yasunmiapury wapuaburip

19q °g "Z3IM UIUOIIR|[9)SUOY| UM

-9bsne 1ny Inu uuey asowolseuy

-la 13[BP[R103]1 JIW SIWOP|R|0Y 3Id

‘uapJam Jydemiaqn yasidoysopua

a1yl usyjos aisejdoay Jajerpynda

-B1JU1 19PO WOoUIZIRY| LW311311ZoSse
-BS0J32|N-S131|0D Ydeu Japo siiydnod

+/a uaydsiuolyd Iaula 3w uajusiled

‘uapIam
11ynyabyd1np ua1juaz uvaISIeIZ
adi/a -ads anyep ul nu |jos a1binuiydyonod

‘usp
-19m 31ynyabydinp ejejusp eaury Jap

U 3SOLLIOISEUY JILU ILLIOINISOMNA

9139|dwoy| 3UId ||0S Swoulziey| ua)say

-lUBW S3UIS 43P0 3ise|doaN udjelayy

ai/a -1daenjul Jauld UoEYIpU| J3P 133U

‘upas |d1aibjoye
uawo3dwAS USRS 19q 31050

apels
-sbunjyaydw3y
|peibzuaping (LLoz) snoa

S1uIdT-SADA
yoeu [pudey

e213

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

4Dy
qL 13

PR}
S13
<D |
qz13
4Dy
qL 13

any

S
4Dy
2113
4Dy
qL13

any
SRE|

4Dy
2113

any
qe13
4Dy
2E|

DEISILIS
-sbunjyaydw3z
|peabzuaping

38 JuaWR3eIS +V

[D 0¥ ‘#13] syonod Aio3oeuyai d1uoayd
JO JUSWIIEIY BY3 10§ DAIIIDYD SI qEeWIXI|ju]
‘[a oy
‘qz13] aA13BUIS)E UB S| 9PIU0SIPN] [BIO
‘[4 DY ‘qL13] @A1D3YD SI So101qIIUR OM] ‘uapJam 3z39sabula aidel
J0 uofeuIquod e siiydnod djuolyd uj -9y 3YIS130IqIIUE 31I31UIGLIOY dUID
@ 8 Juawainis +[D  uuBy SBIYINOJ UaYISIUOIYD J3UIR 199

[a Dy ‘g73] syanodjo yuspuadapul
‘syusnied uj sjooas pinbi| Ajiep jo 1equinu
ay3 2dnpai Aew sbnip |eaoylieipuy

‘[g Dy 2173] upexojoid

-1 Buisn Juanbauly ss3] a1e 53123449 IpIS
‘[4 D¥ *q173] pauyep Apesp jou

sl Juaweal) Jjo Ayjepowwnuwido ayy
ybnoyje ‘uexopjoidid 10 sjozepiuoiiauw
03 puodsai sjuaned jo Ajiofew ay |

"uapuam 3z33sabula jozepiu
-0133\ Japo upexopjodi) ||os sIyd
18 JUaWAIDIS ++[V -nod udjnyje 19p aldelayewiiid s|y

"UIPJam Uasso|ydsabsne aydesin
a1eqapueyaq yasibaniiyd au
ani/a ]S SIHUINOG UYISILOIYD J3UID 19g

‘[a oY ‘g713] pa4inbaud jou si uoissIw
-3l |ea1ulpd 1334e Adodsoydnod suinoy

‘[a oy 2173

auel a1e buipas|q pue 1aAs4 110jW0dSIp
Jinj2d pue buidwiesd jeuiwopge ‘A>uabin
‘s]001s pInbi| Jo Jaquuinu paseadul ale si
-1yanod jo swojdwiAs Juanbauiy 3sow ay |
g8 Juawa1bIS 02D

[a oY “‘qe13] siyonod 1oy s1033ey djsu

9|qissod ale asn g|ySN pue Abojolas A}

-1sod yONY-d “I9sjows-uou e buiaq ‘(OSd

'3 °1) SUOIIPISDHUBL [BUIISIIUIRIIXD ‘DN

QAISUIXT *[g DY ‘BET1T] SaewIouqe |ed
-160jo3s1y pue 31dodsopus dislaldeIRYD ‘uabjoy1d
yam 1339603 ‘sworduwis jo ssuasald 91b0j03sIH pun aidoysopu3l il
ay3 salinbau siiyonod jo sisouberp ay ) 1313Weled 1ap bunbiydisyoniag
V8 JUaWa3nIs 0D ++[D  19p 493un ||os sBIyanod asoubeiq aiq

‘uapJam uajoqgabue
UluRIIEy WP U|ISKY USUIPUNGIIA

)lels
-sbunjyaydwz
(€102) 0003 [pe1bzuaping (LLoZ) sSAna

Vigltedli
snIydNod

SIUIPIRT-SADA
yoeu pudey)

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e214



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

4Dy
qL13

4Dy
qL13

4Dy
qL13

any
LAE!
4 DY
ez 13

PR}
qz13

eIsHIels
-sbunjyaydw3y
|peibzusping

[9 DY ‘g1 73] s3uaned sijod
9AIIRID|N Ul DYD 10J YSII |pUOIIPPE UB

13ju0d A31A130E Alojewwejyul Juasisiad
10 919A3S 210W pue JYD Jo A103s1y Ajiwey
e ‘sdAjod Asojewwepjui-3sod ‘(Dsd) siib
-uejoy) buiso1a)ds Alewilid JUBILLIOOUOD)

D6 JUIWIEIS

[a 0¥ “qL 73] 3usIx@ pue

UOfIEINp ISBISIP YHM PIBIDOSSE S| S131{0D
SAIIRID|N U] J3DUBD |B1I310[0D JO YSL 3y |

g6 JUaWaInIs

[a 0¥ ‘qL 13] uon

-e|ndod |e1suab sy 03 pasedwiod 1adued
|B3D310|0D JO ¥[SI1 pasea.dul ue aAey siji|
-0D 9AI3e132|n Buipuelsbuo| yum syuaned

V6 JUaWaIDIs
[any

‘713] A3ed19 umoys sey ySy-g [eaidol
‘(g DY ‘ez13] 3uanbauy atow si buipas|q

ybnoysje ‘swoipuAs yonod 3|qeii

Jo siyonod o3 Jejiwis swoydwiAs 3onpul
Aew (S11}4nd) UoIIEWILLIR|JUL $JND [BIDDY

48 JUaWaIDIS

>y

‘qz13] smyonod buizuanaid toy Adediyya
umoys osje sey (e1330eq | LOL x 6) E#1SA

‘[a DY ‘q 73] uorssiwas padnpul

-dnoiqiue bujuiejuiew 1oy A5ed1yys umoys
sey (SYyjuou g | 10 6 104 Sulel3s [el193deq §
JO LLOL x 8L) E#1SA UynmAdelayy ooiqold

(€102) 0223

Suasuoy|
11eIS/4/q ‘ez M3

HIENTGNEENTAN

HIENTOWENTEA Y|

di/a

LIS
-sbunjyaydw3y
|peibzuaping

“IYQUID IS
20U JSd UpURYRISq Yd1|z3esnzZ
J3ul 13q 15! pun JNBLISA Wi ]
uaydI|punzius 1ap bunbeidsny 1ap
2w Aisod 191210 ‘ue bunyuen}ig
13p Janeq Jap Hw 361935 oYisly seq

"BS0.32|N SIHP|0.d
J13p 139 3yoyJa branapuia 3ydIu pun
SIH|O3UDIISSHUIT 19G IYOUID ‘S13I|OD]

J1ajuyapabsne 13q Yooy 1s! oyjIsly seq

‘yoyss

BuniayjonaqjewioN Inz yo1v|biap
LW BSO.3D|N SIH|0D) LU Ud3UdIed 19q
35! OYISLILUOUIZIRY 3|E}R.10|03 S

‘uabjoysa bunyonsisqunjjouoy ayd
-Il1yel suls 33jj0s abejueydnod yoen

‘uaplom
3z39s9bule aidelay) ayasnoiqo.d
SUID UUBY| J[BYJISUOISSILLY WNZ

(L102) sAna

£8-18
axejAydold-woujziey|

sy

S1uIdT-SADA
yoeu [pudey

e215

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

-02 dUE||Id9AINS (DSd) sibuejoyd buisol
-92s Atewiid JUaLINDUOD Y3IM SIseD )

gDy eg1d Np JUaWainis

[@ oy ‘513] DN papis-1R| pu

DN AAISUIIXD Y30q Ul UOIIRISIJIUBLL IS}

9y} 1934e 1eaA Yybia ay3 woly (3si-moj)

s1eaA {7 — € A19A3 10 (ys-ybiy) siesh z- |

K193 :sjeasjul Adodsouojod due||1an

-1ns $31e301p 3)1o.d ysii |enpIAlpul 9y |

anysn 16 JUaWAIDIS

[4 ¥ ‘qz13] D¥D Jo A10y

-1y Ajiwe) pue ‘)Sd Jo 9dua.INdu0d ‘sdA|
-odopnasd ‘uonewweyjur |e3160j0351Y 10

/pue 21dodsopua A3LI9ASS ‘9seasIp JO U]

-X® U0 spuadap Ajuiew uonedyIens sy
"UOI1B]SIYIUBLL SI1) D] J914E SIe

-9A g 01 9 Ad02SOUO|0D DUB[IBAINS IS11)

9y3 10 Adodsouojod buluaaids a3 e pa

gDy -ulwialep aq p|noys 3iyoid sk YD 9y
qz 13 H6 JuaWaipis

[a Dy ‘ez13]

A1essadau jou si awwelboid Adodsou

-0]02 3JUB||I9AINS 1ejnbay e Ul uoisnpul

‘Wwn32al 3y 03 |ewixold uoewiwepjul

21dodso.niw 1o/pue 31dodsopus Jualind

10 SNOIA31d JO DUIPIAS INOYIIM WNFII

9y3 03 pajiwl| st AJAIOR 3SBISIP UIYMN

g0dez13 46 UaWaIDIS

[aDy 513l

9|yoad ysu [enpialpul s Juaijed ayy ssas

-se 0} JapJo ul swoydwiAs jo buiuuibaq

33 1914e S1EIA 8 — 9 INO PALLIED 3G P|NOD

Adodsouoj0d buiuaaids e ‘A3iAnoe asessip

a3 Jo aArdadsaLl DN Yam sjusied e uj

anysm| 36 JUaWaIDIS

[9 DY ‘e¢ 73] sisouboud
panosdwi buipuodsaulod e yum DY) Jo
uo[32339p Ja1j1ed Jwiad Aew Adodsouo)
-0D 9DUB||I2AINS 3SNEIAQ ‘INO PaLLIEd 3q

Y p|no> saidodsouo|od dn-moj|oy 1ejnbay

ee 13 @6 JUaWaInIs
DHEISILIS
-sbunjyaydw3z

[peibzusping (€102) 0303

++[D

++D

++D

++/d

jels
-sbunjyaydwz
|peabzuaping

-)uedy Jap uoa bibueyqeun uaid
-0)s0joxsbunydemiaq) a1p usj|os
‘1423539 DSd dule biezyd1s|b uuspm

‘uabjoy1s

yaI[yel z - | uonelsajiuewisiy yoeu
1ye[ *g| wap qe nD J3eIsip 1apo
19bn1assyul| 199 pun Jye[ *g wap

qe nD Ja3uyapabsne 19q uuep uay
-|jos uaidoysojoxysbunydemiaqn a1

‘uabjoyua dy13eWo]

-dwis 1ap uuibag yoeu aiye[ g susy
-sajeds s1ajsnuwis||ejag sap bunssey3
1nz 31d03|S0|0Y|||013U0Y BUID JBIAIE
-s)IaLpjueLy| Jap uoA bibueyqeun
uajualled-nD ud|[e 199 [|os aibaje.ls
-sbunydemiaqp) 1ap bunbapsa4 iz

‘uabjoyta ualdoysojodsbunydemiaqp)
abisiewabal uajjos ‘uuey usp

-1am pjuasab bunydemiaqn aydsid
-0)SOpUS 3UI3 Y2.np Je3ijeliowwou
-1Z1BY{UO|0Y| 91I31IZOSSES1YI0D AP BQ

(L102) sAna

8'8-1'8
aidoxsojoysbunydemiaqn

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e216



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

409 €1

4Dy
qL 13

anysii

anysil

eI} IeIS
(sLog) dnosy  -sbunjyajdwz
SNSU3SUO0) 0]U0I0] Y] |peibzusping

[8 DY “€13] pasn

si Adodsopua 3ybi| 931ym 4 pawioytad

9q p|noys uolss| 3|qisia Aue jo saisdoiq
pe3abuey pue (wd | A19ns ssisdoiq juelp
-enb) saisdoiq wopuel ‘AjRARRRUIRYY 16

‘[8 0¥ “q173] s3sidod

-sopus pauleJy Areridoldde Joy 3104
40 21npad0.d 3dUB||IBAINS 3} SI SIS
-doiq pa3abuey yum Adodsopuaowiolyd)
16 JU2WaAIDIS

[a Dy

‘G13] saisdoiq [esodnw uo uoewWwIWejjUl

pue eise|dsAp U9am1aq S)eulLWLIDS

-1p 03 3NJIIP 3SIMISYIO SI 31 9SNeISq ‘Uo
-ISSILLIDI U] S| SI131|0D SAIJRIID|N USYM paul
-10413d 353q sI @due||IvAINS J1d0Js0U0|0D
)6 JUaWADIS

[a@ DY *513] pasapisuod aq pjnoys Adod
-s0u0|02 1eadau Quasald si anpisal |edaky
J| *Ad02SOU0|0D 3DUE||ISAINS DAIIIDYD

10} [eRU3sSa s| uoneledaid jamoq poon
[6 JuaWainIs

[g DY ‘eg13] JusIX®

pue A31A10. 3seasIp Jo 3A13ads

-a.41 sisoubelp Jsd jo juiod ay3 wouy
Aj1eak 3no paitied aq pinoys saidodsouo)

(€102) 0223

‘uabjoy19 uaeaLy USBI||BYNE L)
-|e sne uaisdoig uaya1zab Jiw aidoys
+|v -OpU30WOIYD) U3 UUBY| AJEUI}Y

“usplom

USLLILLIOUIUS Udjealy uabjjjeyne

ua||e sne uaisdoig 9331zab yone sje

(w>o | 3y|e  susysspuiw) usisdolg
9)91zabun yomos usjjos ND 13q

++/9 a1doxsojoxsbunydemiaqn Jaus 199

*USPJIM UBILLIOUIUD
uauolseT uapyadsns yasidoysopua
++|V ua|je sne uajjos uaisdoig 321z

uuey|
u1as buaimyds usbuniapuelap usyds
-nnsejdoau 1aqnuabab usydipunzius

uoA bunzuaibqy aydsibojoydiowoy

-SIy 3Ip ep ‘uapsam usuuomab aseyd

Hbi/a -SUOISSILLRY 13p Ul u3|jos ualsdolg

"ya1apJoyIe bunjoyispaip aule

351 BuNZINWIYDSI9AISY 19g “UdpIaMm
11ynyabyainp wieq uassqnes wiaul

adi/a up uajjos ardoysojoysbunysemiaqn)

‘u1as buey

puaydiaisne [jos aidoxsojoysbunyd

-eMI9q[) 1P 199 3192sBnzdNYy

31p pun 3ssedsbue uoneniis aisp

-u0saq alp ue [jos ardoysojoysbunyd

++[D  -BMIaqq) J9p wneniaz sjueldab 1o

‘usb

-|0413 UOIIXRSIY BULO ND JBU 13q

am uaibazenssbunydemiaqn uayds
-1doysopua uayd19|b a1p s1bojeuy

++/D Ul U3J|0S 31WIOI3|0Y J3[EI0IGNS UIEN

‘uab|oy1a yo1ayel bunjjeisssou
-beig-2sd 1ap pjundysz wap qe ND
19p bunuyapsny pun Je3IAIESHRY

jeIs
-sbunjyaydw3y

|peibzuaping (LLoz) snoa

GL'8-6'8

S1uIdT-SADA
yoeu [pudey

e217

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

andsia

aDyec1d

4549l 13

gDy ec1d

DEISILIS
-sbunjyaydw3z
|peabzuaping

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

PaJ0jie] 353 S| 9DUB[|IDAINS PANUIFUOD 10
Aw0129|02 puswWodal 0] UOISIDEP 9y |
‘eise|dsAp apeib-moj Je|} 10} Aw0329|0d

JO S31JoUaq puE SSH JO DUB[E] 3] SSISSE

0] JUIIDIHNSUL S| AIUIPIAS JUILIND AY |
1 6 JUaWaInIS

(9 Dy

‘e 73] 49dued |B12310j0d

91MINJ 10 JUBJILIODUOD B JO YSH 3] JO
95ne23q ALLI0323]0D JO UOIEP-PUSLLILIOD
-a1 e sjuesiem eise|dsAp speib-ybiy 1ej4
S6 JUaWAIDIS

[ DY ‘qL 13] 3s1bojoyred puodas eu
-191x3 ue Aq pawuijuod aq pjnoys eise|d
-sAp apeub ybiy 1o apeib moj Jo dussald
06 JuaWa3pIs

(4 Dy

‘ez 73] s21sua3oeIRYD D1dodSOIDeW 11Dy
Aq |1|-BLWOUSPE-UOU pUE 9I|-BWOUIPE
Ul PIPIAIP 9q UBD SI310D SAIIRIID|N JO
JUS1X3 3] UIYIM BIIB U UILYIIM SUOISI)
pasiel d13se|dsAp 3)qisia Ajjeaidodsopul
CREELEI

(€102) 0223

"USPJaM U10q
-abue bunysemiaqn 1abiydsewbus
PUS$91|Y2SUB JIW USBUOIA € UOA q[BY

-13uul 3|jo13u0y| yasiadoig-yosidoys

-OpU? U3 Japo (UoneIpuISUOIIel

-9dQ 9A13B[31) S1LL03Y3|0X 001 dUId
1apamiua oyjistisieubijey sep Jaqn
Buniepjjny Yyoeu uajuaned Wap ||os

esoyn|\ Jaydejy ul disejdsAqg/N3I| uab

-1peub bupaiu ‘uanbiieisaq usbojoyy
-edzusl9)ay UBUISIXS UBUIB UY2INp

++/4  ‘uabninapuia Jau slPMUIEN WP Idg

‘uab|o}1a 31L1033(9]03/01301d

3UI3 [0S (g) SWouIZIeYouapy Sauld
19po (D) aisejdsAg/N3| uabipesbydoy
Ua1I11ZossesI|oy uab1leIsaq usb
-0]0Uj3ed USUIRIX UAUIL YdInp ‘uab
-1IN3PUIS JBUIS SI9IMUEN WP 199

++[1X3] °S

"UapIam Jyny
-9byd1np ualeUO\ € UOA gjeyiauLl

aidelay| uaydsLIoleWIWR[UIIIUR 1P
Bunuaiaisusju) yoeu +jbb 3jjo.3u0)
aydsidoysopua auld ||os alse|dsAg

++/9 /N3 uayd1 bely aurs usabaijlop 19g

‘uaptam jjoysbuis bun|ivyinaq

-}19mz aydsibojoyzed abibueyqeun

QUIIXI BUIL [|0s (N3I) ualsejdoan

++[V uaeldydariul UOA slPMUDEN I9g

‘uapJam 16|041an a1ba3enS
ab1uid||e sje 3yd1u qeysap |jos pun
3J31Ulyap PUIYDIDISNE JYDIU 3S] UIIS

-doig uaypizab 3w (uesst IDI4 “|gN)
a1doysopusowo.y) Ua||3NIA Usp
--Iv -UdSOQ|NeYD0Y 19p 1IaMUI|[A]S J12d

jels
-sbunjyaydwz

[pesbzusping (L102) sAna

02'8-91°8 awouiziny

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e218



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

40d449L13
4Dy
[4E!

aDyec1d

aDyec1d

4Dy
RIANE!|

eIsHIels
-sbunjyaydw3y
|peibzusping

saurindoiyy yum

uopuasaldowsyp jsuiebe 1o 1oy pusw
-0 03 9JUSPIAS JUSDINSUL SI 1Y |
‘[9 DY ‘q1L73] DSd Ym sjusned

03 uaAIb aq pjnoys pide d1joydAx0apos.in
U3IM uoijuarlidowayd 19dued |e32310]0D
‘[a 0¥ 23]

sjuaized DN [|e 10y paI3PISUOD 3q p|noys
pue sjuafed DN ul 195U |B}II0|0D

J0 9du3pPUI 3y} 3dNpal Aew spunod
-W0d VS-S YHm uonuasaidoway)

N 6 JUaWIDIS

[g ¥ ‘ez 73] ewouidied ‘snouoisyduis
10 ‘SNOUO.YD-BISW Y3IM uorzeldosse ybiy
9U3 Jo asned3aq sisAjeue Asdoiq uo pajday

-op eise|dsAp jo apelb ayj jo ssa|plebal
‘AW0323|02 B 06IdpUN P|NOYS SUOISI|
pasiel 3|1|-eLWOUIPe-UOU YIIM SJudlied
06 JudaWa}DIS

[a DY ‘ez 73] uoisa| pasies ayy ‘wouy
JUBISIP 1O ‘0] JU9IB[pPE. IBYIIS ‘UOj0D By}
Ul 319Yymas|o else|dsAp 1e|} Jo 9dU3pIAS
ou si a13y3 pue ‘uawidads ayj jo suib
-1ew ayj 1e eise|dsAp Jo 9ouasqe smoys
pasidxa A|913|dWwod 9q ued uoisa| 3y pa
-pinouad AwoldadAjod Aq pazean Ajpienb
-9pe 9 UBD SUOIS9| PasIel 3)1|-BLWOUIpY
d6 UaWaIDIS

[ DY 5 73] A|buipiodde pa

-1e3.] 9q p|NOYs pue sewouape dipelods
Se PaJapISu0d a1 JUILWIA|0AUI D160]0IsIY
10 21dodsounew Lim syuswbas syl 03
jewixo.d asuie Jeyy eise|dsAp yum sdAjod
¥ 6 JUaWaIDIS

[aDy ‘s3]
uoISSNOSIp |NJaled 133je |enplAlpul 3yl 03

(€102) 0223

+[d

++\m

LIS
-sbunjyaydw3y
|peibzuaping

-19M 3z39s9buia ajeiede.d 961
-VSY-G U3UUQY| SLLOUIZIBYUO|0Y Ud}
-1911z0Sse-s131|0D) sap axejAydold Inz

‘uabiaz NJ| auIey UOjOISIY

wi pun uaisdolg uauAWWIOUIUD
bungabwin 13p sne 321zab ui yais
UI9J0S ‘UIPIIM 1191Z3sal 139 d oy
Ai3e1ado 3suos 1apo ydsidoysopua
Isyd1bow usjjos ‘(g DY dyals) puis
121z1yissep| (V) ,SSew jij-ewou
-ope* s|e uabojoyied WOA 31p ‘uals
-ejdoa uajeljpydaelyul 3w usu
-0Ise7 auaqeya ‘93zuaibaq ieyds

(L102) sAna

2zc8-1c'8
uonpuaneldoway)

S1uIdT-SADA
yoeu [pudey

e219

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

404 qc13
404 qz13

40d49c13
204 qe1d

e3s DEISILIS
-sbunjyaydwz (s10¢2) dnoun -sbunjyaydw3z
|peabzuaping SNSU3SU0) 0JU0.10] YL |peabzuaping

gy

‘qz13] aA1Isuas 3sow ay) buiaq buibew
9dueu0sal daubew ‘sabueyd |edibojoip
-el d[3-su3oeleyd Aq paloddns si pue
‘spunoJb |e21b0j03-eWN3YI [BUOIFUSALOD
uo pasoubelp si ‘spijApuods buisojAyue
pue siiiji-o1oes buipnpul ‘spuylIe [eixy
‘[a DY ‘qz713] A31ande On yo Apuspuad
-apui syuiof jesayduad jo saquinu 1abie|
e buyoaye ‘iel-nonuehjod si || odA| A3
-IA1398 DN JO sawily Je Ajpande sjulof abue)
s31294je pue tejndiedned si | adAp iy ||

[8 D¥ ‘qz13] anjea onsouberp

40 30U S| SIYy3 DN 03 Pa3e|a. SIHLYIIE [eIXe
Ul pjuasaldal-19n0 si £zg VIH ybnoyyy
‘[D 0¥ ‘qe13] sy Jo swiioy dyads
19430 JO UOISN|IXd puUB $31N31e3) d1}
-S119]2e.1RYD U0 paseq spunoib |esjulp uo
Spew sI DN yum pajenosse Ayjedoiyie
pue siLy3le |exe-uou jo sisoubeiq

V1L Jusweiels

(€102) 0223

++\n_

++[V

++\u

NIENTNNENTT:A N}

++/D

+[v

jels
-sbunjyaydwz
|peabzuaping

‘uabjoy1s

U3 Jauayj0133q Jn3e bun|
-123sB1yny pun bunjsejpug am usw
-yeusjely aydsipewoiduwiAs apusya|b
-9q USUUQY| SHLIYIIY UINX e I3P 19g

‘uabjoyta buny

-uenpiapunin 19p bunjpueyag 1sp
uawiyey wi aidessy aip jjos bunb
-1]1319Q) U390 1911311Z0SSeqnys 1ag

‘uabjoy1

U3 Jaydsibojojewnayl
puaydaidsiua puagabpjiq yone
||e42g Wajeixe 19q pun bunyonsiay
-UN 3YISIUL ‘9SaUWRUY YdINp [|0S
Bunbijiaagyusjan Jap ssoubeiq a1q

‘uapalydsiaun ‘siuodul uaib
-|BJY3IY UOA W04 Ul 3SISW 13p ‘||B)
-a@yuaan uasaydiuad wap pun s339
-|SUBSLDY SIP ||BJog WSP USYISIMZ
PJIM S3 “JEP BSOID|N SI31[0D) Jap 13q
UOIBISJIUB|N S[BuUnSIIUIRIXD 15D
-ney aip 3|93 bunbyj3agyuaPD a1g

‘U9pJam 119pioyabyne zynydsusuuos
wauanbasuoy Nz pun uspIam 3yans
-193un Yasibojojewsap bigewabal
ua||os eAissaiddnsunwiw z suaissp
-ujw 1w aidesay | Jun udjURRd

‘uapIam
1z3959bulR a1nesjoydAxosaposin
SWIOU|ZIB)UO|OY| UD3IDIIZOSSe-SI31|0D)
saula axe|Aydold Inz uuey HSd
13UID SIDMUDBN UILDI|ZIBSNZ WIdg

(L102) sAna

L6-16
U |BUIISIIUIRIIXT

€8
ddnsunwiw)

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e220



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

DY
qL13

45449l 13
ansyvii
DR R AE|

JDd9e 1
4549l 13
aDdelL1d
40d449L13
aDyec1d

eIsHIels
-sbunjyaydw3y
|peibzusping

[8 D¥ “qL73] paysi|qelss [lam

SI sA|YSN 03 A1030e1)21 10 JURIS|0IUI DN
pue sijApuods buisojAyue yam syuained
1oy Adesayy 4N J-13ue Jo Aoediyge oy :g ||

‘[4 DY ‘eL13] srye jesaydy

-ad juajsisiad ui 3|01 e Sey duize|esey|ns
‘[@ DY ‘v13] A3y

-J2 os|e ale AdetayjoisAyd pue suoidaful
p10J33s |e207 sjuabe Alojewiweljul-nue
|BP10J315-UOU UJIM JUSLLIIRI] WLIDY 3I0YS
J0 3sn 10} 310ddns [e1auab si a1ay) DN 9
-139€ JO 32Uasqe a3 ul swolduwiAs Jualsis
-13d 104 [0y ‘G13] swoidwAs buiasj|
-91 Ul 9A1393}J9 Ajjewiou st DN buiApspun
9y3 Jo Juawieay spuylle jerdyduad uj
g1 | uawWa1DIs

932343 Ajjeulb

-1ew Ajuo 10 ‘9Andayaul A|jessusb ale [H
0¥ ‘qg713] aurdoiyzeze pue [g 0y ‘qL13]
91exanoyIPw ‘[g Ny ‘e 13] suizejeseyns
‘[g DY ‘qL713] 3|qissod 1 papione

159q SI SAIYSN Y3M Juawiieal) wisy
-buo| 3ey3 ueaw su1adU0d A324eS INq 196
-uo.3s ale sgIyYSN YIm pajerdosse ‘(g Dy
‘ez13] AdesayyoisAyd saisuajul jo 1noney
ul syuawinbue Ayiedouyile eixe uj :g | |

(€102) 0223

HIENTWENT:3He|

+[d

+/a

+/a

LIS
-sbunjyaydw3y
|peibzuaping

"U919.13JNe DSd Jau
3w swolpuAssbunddepiaqn saure
W04 Ul UUBY pun Bs0Ja2|N SRI0D) Jap
Bunyjueuyia319|bag suayas aule 3s!
spiedayunwiwiolny 91Qq ‘UajUAed
19p %01 - ¢ 199 1b3y| eSol=dN
-0D 13q DSd 1ap 113{BYyneH 31 “uue
U135 1J311Z0SSe BSOID|N SI
-19 Jiw a1p ‘bumjueny3 aseliqojeday
91spuaINapPaq a1p (JSd) shibuejoyd
9puaIaIS0I3PIs Jewilid 31p 1S YISIUIY

"uaplam
3|pueyaq usRdigyuy-0-4N1-RUe
W uauugy (suesojAyue sApuods)
aiyzedoiyyiejApuods aiepelyal
-a1deJay3 319MYIS 3P pun UIPHILIYY
-1eA|0d a1epjesyala1desay) D1amyds

‘uaplom
1z3959bUuId 1eX3130433\ UL UIP
Yy usssyduad usiemyds 19g (9

‘uaplom
1z39s9bula uize|esey|ns tewiid
J10s uspnuyy uatsyduad 19g (v

"UDPIIM 17395
-abu1d 3yd1u 19yd UB)|0S YYSN (O
‘uapIam

11ynyabydanp |jos aidelayiziawyds
inz uabunjyaydwz usuwabje
yoeu aidesay | aydsizebjeue auig (g
‘uabjoy1a aidesayjoisAyd aure

uuey ualbjelyily usaydsiuolyd 19g (v

(L102) sAna

86
3[|en 19ga]

S1uIdT-SADA
yoeu [pudey

e221

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

[> 0¥ ‘qeT3]

sased |eardAle ur nydjpy aq

ued Asdoiq {s19pJosip upjs d1y1dads 19yjo
JO UOISN|2X? 93U (JUSIX SWIOS 03) pue
$9.1N3e3} D13S1IJDBIRYD 1193 UO Paseq
‘spunoJb |ediul> uo apew si ggj Jo suon
-B}S9JIUBLL SNORUEIND 33 Jo sisoubelig

DEOXISINE] 41| JuswleIs

[g DY ‘ez13] uonejue|dsuely aje3IssaIBU

Keuw 9se3s|p J9AI| padueApY ‘[D DY ‘v13]

bupnuais 1o/pue uoneie|ip Aq sain3oLIs

JUBUIWIOP 38313 03 PIsN 3q p|noys

dD¥3 "Dsd ui sisouboud pue Abojo3siy Jou

Inq ‘[g DY ‘qL73] S3593 UORIUNY JAA| [BLU

a0y ez -louqe sanoldwi pioe d1j0Y2AXx03pos.n
a04qL 13 M1 | Juawa1pls

[v 0¥ ‘e113] ewoupied

|B123.10]02 pue BwouRIEd0IbUejOYD Yl0q
40 yjs1 3y3 saseaudul Ajjerueysqns sib
-uejoypd buisola|ds Atewild *[g DY ‘ez13]
siibuejoyd buisous|ds Aewid 1oy 3593
Jnsoubelp aulj-1s11y a3 se paysi|qelss
mou si Aydeiboibuejoyd asueuosal d13au
-bey *[g DY ‘ez13] s9sned aAI3IRul pue
aunuwiwi-o3ne d1y1ads Ajiauspi 03 Abojou
-95 pue ‘bujuueds puNoSeI|N YIM ‘s3sa)
uoppuny 1Al [ewlouqe Aq pajdwoud
sAemuzed A103ebi3sanul piepueis ay3
VDYEBLTI  SMO||OJ S131|0D SAIIEID|N LIIM UOIJRIDOSSE

a0y ez13 u1 s1apiosip Aleljiqoieday jo sisoubeiq

gnyezTd [ 11 Juawaipis
)le3syiels
-sbunjyaydw3z

[pesbzuspiag (€L02) 0003

“JYDIU URIRIISIXD I 1e\ 9YdsIBo)
-013S "yosiulpy 36]0413 asoubeiq a1q
“jne bunyjueuyi3 Jap qnyds uandje wi
U9sU3ZS310}4)3 3Ip UL} pusabaim
-13q() "(ua3uanled 19p % - L) wnsou
-oe1bueb ewiapokd pun (uajuaned
19p % 61 — 71) WNSoOpou ewayifi3

suasuoy/a puls usuone3sajiueWINeH aydsidA|

‘uaptam }ynidab uonejuedsuen

-13497 Jau1d 1yd1Boy 31p winiy
-uazsuopjejue|dsuel] Wwauld Ui ||os

++[V¥  DSd 19p ualpe3s uauanuydsabiio) uj

‘uaplam 1ynyab

-U24Np UISOUIS UAIEqYDIRLID pun

USWESYIIM [[2U0i}3|uny UOA 3idelay |

d/a 3Ydsidoxsopua auld ||0s Yd1jziesnz

‘uaptam 31ynyabydinp ainesjoydAk
-X09pos.in Hw 3idesayjianeq auR
+/g  91]|0s DSd Jaule bunjeisasoubelq qy

‘uaplom
1ynyabydinp puszuebis Hy3 aulw
[0S JYDBPIIA WAYISIUIP| LWIPUIYIS
-9G}104 19PO UR||e4 UdIepjuN 19g ‘U3b
-|0449 y3soubelq asewiid sje DY

++\U oulo __Om JSd aule U:._m ur_um_u\_w> 19g
9y4e1s
-sbunjyaydwz
|peabzuaping (LLoZ) sAna

nbH

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e222



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

andvia
andqend
and
LAE!
andsm

JD49e1d
any

S

+v 13

+

LAE!

JD¥9e 1
J20dqL 1
asyvii
any
S

eIsHIels
-sbunjyaydw3y
|peibzusping

[a Dy p13]

sased Jueysisal ul [nydjay aq Aew 4N ue
Buipnjpu Adesayy A103ejnpowounuuw)
‘[> DY ‘qg13] seInol 1wLsAs

pue |e21do3 y3oq asn 03 A1essadau aq Aew
11 pUe ‘Sp1033S Y3IM Paleal) S SIIdAN

‘[a@ Dy ‘p13] QIvSN 1o spiotass [ed

-1doy 03 puodsau Ajjensn pue juswie
-213 21Wa3sAs aunbas jou Aew spuapdsId
‘[a Dy ‘s3]

1s1bojowjeyjydo ue 03 paLiaal 3q pjnoys
SUOI3RISJIUBLL B[N0 UM SIUIIEY

111 JuaWwaInIs

[DD¥ q€73] vorenuiuodsip

ANL-Aue 10 4N 1-nue buiydims ‘a1exal
-oy3aw ‘sanbojeue g uiwelA ‘syuabe i
-Aj03e13)| [ed1do) ‘Adeuayyy prois)s [edidoy
9pNn|oul ABW 31 pUB S3SBISIP D1U0IYD JBLI0
Ul uoljewWejul upys |edixopeled wouy
uonejod-enxa uo Aj@11ua 3sow|e paseq
sl juawieal] [ DY §13] papuawLod
-a1 51 uoluido 313dxa 104 3sibojojewsap

e 0] |BLI9J3] ‘UIEYIIdUN S| SISOUBRIP UAYAN
*[#13] uonessad bnip uodn 3|qisianal
Ajlensn si pue 333}J3 bnup-ssep e si yarym
[#13] upjs 3y jo uonewwejul e31X
-opeied dnpul Ued JUaWILAL} 4N [-IUY
H1 | Juawa1pis

Doy

‘qe13] qewnuwijepe o [ 0y ‘qL13] qew
-IXiut “[@ DY ‘#13] stonqiyur uunauijed
|e10 10 |e21d0] ‘Sp1013)s DIWISAS Y3Im pa
-1ea.3 Aj|erul st wnsoualbueb ewiapoid
‘[a 0¥ ‘#13] paainbas Ajjensn

21 SP10133S JIWIISAS "SI31|0D) AR

-|n BulApapun ay3 Jo 3ey) uo paseq Ajje
-NSN S| WNSOPOU BWIYIAID JO JuaLuleal]
DINEIENTE TS

(€102) 0223

di/a

suasuoy|/a

LIS
-sbunjyaydw3y
|peibzuaping

uaydsidoy 31w uonesijexo] yoeu af
|OS SIISAN 31 "UIPIIM J[9pUBRYI(] BA
-1ssauddnsunwiw) 31w yone 466 ‘usp
-1013150%[110Y U3 ISILWDISAS 31U |[0S
SLBPIS 31 Uab|0}I3 USPI0ISOY
-1310)| UOA 3gen aydsidoy aIp ulap
-uos ‘uapJam 11a1desayy Yosiwa3sAs
Jyd1u sewid |jos siuRpisidy a1q "usap
-1am 11ynyabyaanp bunydnsisyun
ayasibojoweyiydo ‘aydijazieyoey
QUID [|0S BSOIID|N SI3I[0D) 19 UOIILIS)
-IUB\ 91B|NX|O JUID JNE JYIBPIIA 19g

*JNe BSOI9|N S11[0D W U3}
-Bd 19p % 6°TZ 'L 199 sRIsId]
9Ip pun sLRPIS AP (s1iPAd0p
-H1/s131) S19AN d10ud)ue AP UYL
USUOI1BISIJIUB|\ D[BUIISIIUIRIIXD S|V

‘uspJam 11ynyabyainp 3ydiu

|]os uonuaAIU| AYISIBINIIYD Bulg
‘uapJam 31ynyabydanp aid

-eJ3Y | 9Yds1I01e|NpOLLILNLLILLY 3UID
91J|0s ua|[e4 uduUAsIsalaIdelay U
‘uapJam Jydeiqab

UOISSILLIY Ul BSOI2|N S0 3Ip pun
usb|0y.3 a1delay3-p1oials 93491s0p
20y auIv jos wnsou-seibueb ew
-19poAd pun wnsopou ewsayiAig 199

(L102) sAna

uabny

S1uIdT-SADA
yoeu [pudey

e223

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

SNSU3sU0) 03U010] Y] |peibzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

‘515010d09150 UM uswom |esnedousw
D04 €T3 -1sod ul[a Dy ‘g13] sixefydoad 1oy @ uiw
DI NEAE] -BJIA pUB WNID|eD 3AIRI3L p|noys Adesay)
anysii P10133s J1Wa3sAs BuiAdal syuaned 13 ||

[> DY ‘p13] [eWIOU SI 31035 | 3y I UDAD
s15010d03350 10§ pa3eas} 3G p|NOYS SIUSN}
-ed pue aduedyiubis oi3soubold asian
-pe |BI3UBYISQNS JO S| 21NJoel) Jo A103s1y
bunsixa-ald *[D DY ‘13| papusawiwodal
3q p|Noys @ UILBYIA pUB WNID[ED YHM
JUBWIIRAIY ‘G" | — UBY] SS3| SI 91025 | 33}
J119/amoH “[D DY ‘qz13] st 323.1p 3|

BN RARE| sjuasaid 1nq ‘siso10doa)so a1nyny 10y
DY ¥ 13 Jastew disouboud e aq Aew ejuadoalsg
DI ISIANE] d | 3uawainis

[9 DY ‘qz713] Jusune

-91] 9AI9IA1 P|NOYS OYM pUuB 3INJDE1} 10}
ys1 abelae anoge e syusned sayuapl
s15010d03350 Jo 2duasald ay] *[g DY
‘qz13] suonew) juaLind buiaey spoyy
-awi d3soubelp 1ayio e [y DY ‘e|73]
Answoysusp suoq diydeiboipel uo gz—

4999z 13 UBL3 SS3] JO 31025 | B WIOJJ dpeW 353q

4239c13 s s3npe ui siso10doajso jo sisoubelq

vVDyeL1d [ | JUawWwainIs
eISH}IRIS

(sLoz) dnosn  -sbunpyaydwig
(€102) 0023

++[IX3] °S

++D

HIENIGVNENTEAN )

jels
-sbunjyaydwz
|peabzuaping

a1uadoaysQ Jop aidesay] a1g ‘usb
-|0J19 @ UIWB}IA pPUN WNiz|ey| 3w uo
-13N313sqNS auls ||0s uol3e|ipawiplol
-91S UaYISIWRISAS JaUID uswyey wyj

‘UISIIMJNE JBHAID e
-sbunpunzjuj ayssiuoiyd aud 19po

/pun uapinm 3pueyaq bisiiyiab
-UB| U3PIOJIIS UYDSIWIISAS HW 3Ip
‘uapJam 31ynyabydinp uajuaiied 19q
J]os 9s040d033sQ Jaula asoubelq inz
(vxa) bunssawajydipuaydouy| auij

Jyoyts buni

-9)|0Aq|BWLION J3p J3qnuabab yoey
-p*| BSOI9D|N S131|0D JW UJUSNed
194 35! USIN|BIJIYNH JSPO UaINPel)
-[9QUIM Iy OYISTY SeQ “JOA UJURIIR]
13][e % £9 - € 199 1631 a1uadoaiso
BUID ‘% 8L PUN / UBYISIMZ JH{UBMLIS
S0192|N S131|0D HW USJu31ed

19q 9s010doa)sQ Jauld J19xbyneH aig

‘uaplam Juynyabydinp

U3IY23UAS UOA axejAydold 1Nz a1mos
snwiseds sap aidesay |

1nz buniayiamiaua|jidng aure uuey|
ya1jzaesnz *(D) uspiam 1ynybydinp
UOIBISDYIUBI UIR|

-N|0 J3UID UI)||B4 USIUIISISI Ul UURY|
a1desay aaissarddnsunwiwi suig

"USpJam Jjapueyaq
USPI01331S0Y1310)] USYISIWIISAS 19p0

(L102) sAna

25010d02150

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e224



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

4D0d¢1d
SE)- AN E|

anysm

anysmi
anysm
DD NANE|

aDyec1d
404 qz13
andvia
andqend
40d49c13

eIsHIels
-sbunjyaydw3y
|peibzusping

WINJAS JO HWI| JaMO| 3Y3 ‘Uoijewwe)jul
J0 95uasald ay3 u| *Adua1d1yap U0l dulIP
9%91q uoljeinies ulRsuesy 1o 7/bow
0€q [9A3] UI3ILI9) WNIIS B UORWWEeJUI
J0 92U3PpIAS Aue Jnoyum sjusiied uj ‘uony
-BLWIWE|JUI JIUOJOD JO [9A3] 3Y3 Uo puad
-9p Aduad1yap uodl 10y eLRLId di3soubelq
N[ Juawalbls

[any ‘s3]

u1b110 paxiw Jo elwSeUe pue 3SeasIp Jlu

-014> JO ejwiseue .m_Ewmcm Jusaidljep-uodl
9B SI31]0D DAIRIID|N Ul BILLISEUR JO SULIO)
Jofew 3y *[@Dy ‘G13] BHAILD OHM

9y3 03 buipiodde paulyap si elwLeUY

W | JUaWwaInIs

[a Dy ‘g73] buipaalq jo st pas

-ea.1nul Ajlennuaiod sy3 3unodde ojul bupy
-3 [v 0y ‘e| 73] suondo Adesay3 d13oq
-WOJY3IUB Paysi|qelsa Mojjoy pjnoys agl
Ul WSI|0qWIa0qLLIOIY} SNOUIA JO Judawl
-1eau) “[@ DY ‘G13] passpisuod aq pinoys
(H4n 10 HAINT) uieday pue sixejAydoud
-0quIOJy3 [BDIUBYIIW L3Oq UM UOIFUIA
-21d ws||0qIL0qUIOIL) 10} YSII 3B Sjudl}
-ed u| *[D DY ‘23] s|o43u0d 03 pasedwod
DN yum syuaned ui pajqnop si Ajey
-10W paje[al pue S|soquuioJy3 JO dSH Y|
711 Juawaipis

‘[a 0¥ ‘ez13]

S3|es WNI3uoL3s Jo asn ay3 3oddns osje
B1Ep J9MAN [eNauaq Al [g DY ‘qz T3]
(Aep/b | N) wnipjedA1e3alp 93enbape buju
-1ejulew pue ‘[g Ny ‘¢713] ss9x3 |oyode
Buipione ‘[5 0y ‘qe13] bupjows buiddois
‘(4 D “‘qz713] asiosexa bulieag-3ybrom
31| JuawaIDIS

‘[> 0¥ “q £13] anjea jo Ajqeqoid

a.le sajeuoydsoydsiq 3nq 21n33s ss3| e
515010d03150 y3im sajew ul eleq ‘[D DY
‘qz13] $so| auoq 1ay1iny juanald 1o adnp
-91 9UIJIXO|eJ PUB ‘SIAIJBALISP SII PUB UlU
-0310|ed ‘sajeuoydsoydsiq jo asn tejnbai

(€102) 0223

"jne uauoneiidwoy aydsijoquia
-0qUIOJL] SIMOS SUIISUIBIN DUIDIS
-uaj|en Jabyney buniaxjonaqiewioN

1Nz y213|b1aA wi usbunyjuesyas|b
-9g U3[BUIISIUIRIIXS UOA 3UUIS Wi
U339.13 YD1[Z3BSNZ "USUOIRISIJIUBIN
192s160[0.1nau 31MOS URIBIN Jap ‘e
-a1|UBd S9p ‘USZI9H sap ‘@buni isp
{J21219g W USUOIIRISIJIUB 3[BUIISS)
-ulenxa 91633q Yyosnsinsey| a3a|u
-1J9p 1nb 19biuam yaou yoijziesnz se
1q16 BS0I32|N SI3I|0D 19q USUOILIS)
-1UBJ\| USJBUIISIIUIBIXD USYIBIULSP

suasuoy| Jae1s/q 1nb u33japueYaq USQO USP UIGAN

‘() uabjoya aidesayizeuoydsoydsiq
-OUIlWLY dUID ||0S UaINP|eld

W uualed 19g *(D) uabjoyis q uiw
-BJIA pUn Wwnizjey jw uoilninsqns
3Ip Y2.np |jos 35010d0a3sQ I9p pun

jeIs
-sbunjyaydw3y

|peibzuaping (LLoz) snoa

alwpuy

LZ’°6 Ud3foS

S1uIdT-SADA
yoeu [pudey

e225

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

[g0¥ ‘2 73]
uonejuaws|ddns uodl SnousARIIUl YHM
pauIquwiod 3q pjnoys juawiea.; syuabe

J1910douy3Ais Jo 3193)49 9y asiwndo
o] ‘'[9 DY ‘z 13] uonewuwejul JO [0J3UOD
pue Adelsy3 uoll snousAeljul jo a3ids ul
an0.dul JOU S0P BILLIDBUR UIYM ‘PAIp

andyz1l -1su0d 9q p|noys Adessy on3atodoiyiAig
aDd¢e€1d O [ Juawaipis
[a Dy ‘s3]

paJinbal s| asuodsal pides e a1aym sased

pa323J9s ul Juabe d13a10dosyikia ue yum

UOIIBUIGUIOD Ul PAI3PISUOD 3q p|NOYs

uoJi snouaAesu| *[y DY ‘73] uod |eso

03 9suodsal a3enbapeul 1o 9dueI3|03UI

pue ‘(1p/b 0°0 Lq uiqojbowaey) eiwseue

919A3S IPN|DUI U0l SNOUIARIIUI 10} SUO

-13edIpuUl ANjosqy [y DY ‘113] syuswid

-dns uoJi |elo ueyy pajela|oy 191319q pue

9AI303443 2l0oW S| uoJi snouaAeu| [

an¥s1d DY ‘p13] eiwaeue 3noyim AdusYSp Uoll
VDY BLTI  SI3I9Y3 UaYm patapisuod pue [y 0y ‘L 73]
voul1l 1u9sald S| elwdEUR ADUSIDIIP UOI USYM
any#13  pareniul 3q pjnoys uonejuswsa|ddns uod
S NIIRE| dl | uawaipls

[a 0¥ ‘+13] ABojonnse pue ejwiseue Jo

A3119A3s a3 ‘swojdwiAs uo Ajurew spuad

-9p juawiiealy o3 yoeoidde sy jewiou

MO|[3q [9A3] uiqojbowaey e yumsiuaized

||B 10} PaIapISUOD 9q p|NOYS JuWIedl|

andvia Ol [ JuawalbIs

[a ¥ ‘2 13] A st adv pue Aduap

-1J9p uol| 3NJ3 Jo uoleulquod e /6w
0019 pue 7/bow og Usam3aq si [A3] ULl
-19) WINIIS Y3 §| "% 91q UOIILINIES ULLID}
-suel) pue 7/Bow QLN URLLIRY WNISS B
91e (DY) 9SeasIp dIUOIYD JO eILLISEUE 10}
eLI931ID D13soubeip a3 ‘uonewwelyul Jo
9DUIPIAD [BIIUID 1O [BIILLIDYDOI] JO DU
-saud ay3 vl °[g DY ‘z13] 1/Bow oo S S
-03S UOJI [BUWIOU Y3IM JUIISISUOD UIILLIDY

EXTIA eISH}IRIS LIS
-sbunjyajdw3 (s10z) dnoan -sbunjyaydw3 -sbunjyayduw3 |1uIPPRT-SADA
[peibzuapiag SNSudsuo) ojuolop 3yl  [pesbzuspiag (€102) 0003 |peibzuaping (L102) sAna yoeu [pyudey

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...

e226



EXTIA
-sbunjyaydwz
|peibzusping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
Snsuasuo) ojuo.loj ayl

40d49c13

gDy ee1d

204 ¥ 13
aoyee1d
gDy ecd
4Dy ec1d

anyoazii

anysii

eIsHIels
-sbunjyaydw3y
|peibzusping

[ DY ‘gz 73] uoissiwal ur ujed
|BUILLIOPQE YIIM 3SOU3 pUB 3SBISIP dAIIOR
y3im sjuaned 133 buowe uoissaidap
ssasse Aliejnoiyled pinoys suepiuld

a0/ uawapls

[a DY “eg73] uossiwau
ul syuafied ul Jou INg ‘S|01IUOD PIseq-uo
-i3ejndod ul ueyj S131j03 SAIIRID|N SAI}OR

_._t>> mu:m_umn_ ul uowIwiod alow ale ._w_u
-10SIp [BIUSW pue SSaJISIp [BI160|0YdASY
D01 JuUaWwaInIs

[D 0¥ ‘P13 Jusw

-1B31] Y}IM 9DUSIBYPE UOU YJIM pajeld
-osse st A3aixuy *[g DY ‘eg13] ay) Jo A3
-llenb paje|al-y3jeay moj yiim pajeidosse
S| uoissaidaq "aseasip a3 Jo asdejau 1oy
10308} st ale [g DY ‘ez13] uoissaidap
pue [g Dy ‘ez13] ssa3s [ea1bojoydAsd
POAI9DI3 “DM JO 351N0D 3y3 uo 3oed

-w ue aAey Aew s1030e} |e2160jOYIASY
901 1UaWa1DIS

[@ Dy 2z73] 395u0 DN Jo4 sk 03 bupng
-113U0D $saNs |e1D0soYdAsd pue uoissaidap
‘A321XUB 10} 9UIPIAS SAISN|DUOD OU S| 3I3Y |

V0| JUaWwainls

[a@ Dy g 13] s3uswiean a0

||E 4O 2.n|ie} J0/pue anbije} pue ssauyeam
paje2.-BILISBUR JI9AIS AJIj1qeISUl DI
-eUAPOLLIRY Y3IM BILUSBUE 19A3S 9INJE
Se oNs ‘suolenyis [eaiul)d [eads Ao
03 P31l 9q P|NOYS UOISNySuel} poo|g
3 || JuaWa)pIs

(€102) 0223

‘UapJam 3apuamabue
uaidizunidaidelay ) usuajyoydws
URIUI[HIaT Ul dIp UY|os bunigls usA
-1ssa.1dap Jaud "Mzq sy sauld usb
-91|I0A 199 "UIPIIM JydNsiaun buni
-03S UdAISSaIdap Jauld 13po (SAy)
SWOIPUASWLIEPZIDY SAUID USb3III0A
SEP JNE U)|[0S ‘USUUQY| UIPIIM e
-19 uauoeyljdwoysHayduely| ‘Mzq
JBHAIRBSHIYPUBLY 31P Y2INp IYdIU
9YD[aM ‘UR||BJYIIN( 1IPO USZIIWIYDS
+/9 -Uoneg Uspuaj|eyue i uajuaned

"uaqey
je3enbsuaq@a alp pun jnepaAsHaY
-|UBIY| UBP JNe ssnjjuIg uaAiebau

SuasUO0Y| 1N|Ie3s/g usuld uauUQy uabunils ayIsIYdAsH

‘uayabusyurs bunisejpquioy
-dwAs J1aydsiydAsd 1931yaian yw

SUISUOY| J}IeIs/g uuey| JBHAIPBSHAYY UBLY dYOoY ul]

"uaqey eso1ad|n si3Ij0D
13p JNEJISA UIP Jne ssnjjuig usaieb
-3U U3UIR UBUUQY U3bUNIIS A1

HIENTGNEENTAN -je pun bunjsejaqssaus aappRIqNS

*BS0.32|N SI1310D Jap bunyaisiug aip
10} Y211yeSIN 31U puis uabunigls
aydsiyaAsd pun ssaig 1aydsibojoyd

Suasuoy| Jalel/g -Asd ‘assiubla1asuaga apualse|ag

jeIs
-sbunjyaydw3y

|peibzuaping (LLoz) snoa

01°0L - L'0L 1eWOSOydAsq

S1uIdT-SADA
yoeu [pudey

e227

Z Gastroenterol 2018; 56: e181-e459

Lynen Jansen P et al. S3-Leitlinienreport - Colitis...



]
=
2
=
=

e3s
-sbunjyaydwz
|peabzuaping

"sabejia sap Bunwwiisnz nw Inu BunbijeyainaA “uapeabiaiuniay yoneigas uayalugsiad wnz apinm uswnyod sasald

(sL0g) dnoin
SNsuasuo0) ojuoloj w—._._.

anysmi

4549l 13

404 qc13

asysmi

4049l 13

a4 9¢e 13

DEISILIS
-sbunjyaydw3z
|peabzuaping

[@ DY ‘g 73] suonesipur paulyep

104 paqudsald aq pjnoys sjediynadew.eyd
-0UdAsd *(3s1IBIYIASY ‘DUIDIPIN D13
-050UdAsq 104 3s1je12ads “Isidelsayjoydhsy)
sysijernads Aq apew aq 3s3q pjnoys pue 33
-ueq.msip |ea1bojoydAsd ay3 uo spuadap
poy3aw dinadesayioydAsd Jo adioyd ay |
HOL Juawalpls

[9 DY ‘qL 73] 51102 3An

-B19D|N YIIM pajerdosse 3| Jo Aijenb moj
pue siaplosip |ea1bojoydAsd 10y psjesip
-ul 91e suoluaAIRIUl D13NadelsyjoydAsd
DO 1uaWanls

‘(g DY “qe 73] pazesipur i Adessyoyd
-Asd puswiwiodal pue aled |ed1bojoydAsd
|BUOIPPE 10} Pa3u pue uoissaidap A3aix
-ue 10} syuaned uaa1ds pjnoys sueisAyd

401 JUaW2IDIS

[any
‘G 73] suoizerdosse juaned Jo IdUSIXD
9U3 JO pauwLIojul 9q p|NoYs syusiied :4 O

(4 Dy

‘qL 73] suoneyNsuod pasjuad-juaijed pue
Juswisbeuewyss buluiquiod Aq panold
-W| 9q U |043U0D 3SBISIP ,SJUSed 13 0L

‘(9 DY ‘qE713] MaAI3ul [eUOSIDd

e ybnouyy papinoid aq pjnoys aseasip
9y In0qe uoijeue|dxa pue UONeWLIO)
-ul [enpIAIpU| “sYIsIA 1ejnbas je d13oeld
[BJIUI]D Ul JUNODJE 01Ul USXE] 9q P|NOYS
sjuaijed Jo 3y1| Jo Ajjenb pajejauyljeay
pue seouanbasuod [enosoydAsd ay |
301 JuawWaIpIS

(€102) 0223

‘uapJam uajoqgabue bunzimsiay
-upn |e1zosoydAsd auld ||os ual|iey
++[V ualy! pun uaydijpuabnf pun uiapuryl

"Uaplam

1ynyebydinp aidelsyjoydAsd

auld |jos uabunigls uaydsiydAsd pun

++/g £S0.92|N S131|0D) JIW UUANE( 199

“uaseiw

-10jul JBP|UBLY 1! 13GN UAJUBIE]

9Ip pun ussiomuly ajfiylsqyss s1p

ani/a ne ug||0s 93z1y UspujRpuRYRq 31

"U9YD359q UIY1FBLLIOSOYIASY

"Mzq U93NadelayloydAsd 3w usuo
-e12do0)y| U3|0S BSOL3D|N SI3|0D HW

++/9 uajuared uoA bunjpueyag 1ap 19g

‘uapIam
1613yd1syPNIaq aidesay | 19p ul pun
1beuy19 usuonelNSUOY usYdIjIZIR
19q apjRdsy Jaydsiyizadssiyda|yasab
Bunbiyydisyoniag 19jun yone usjjos
1e11jenbsuaga] sauabozagsyiaypjuesy

++\m w__u _u_._: :m\_ou—v_mu_ w_m_NOmOr_U\Amn_
9y4e1s
-sbunjyaydwz
|peabzuaping (LLoZ) sAna

SIUIPIRT-SADA
yoeu pudey)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

e228



Anhang B: Literaturrecherche

Ubersicht

1.1
1.2
1.3
1.4

2.1
2.2
2.3
2.4

3.1
3.2
3.3
3.4
3.5
3.6
3.7

4.1
4.2
4.3
4.4

5.1
5.2

6.1
6.2
6.3
6.4

Recherchen zum Thema ,Diagnostik*
Eisenmangel

Calprotectin

Uberwachungskoloskopie

Intraepitheloale Neoplasien

Recherchen zum Thema ,Schub“

Proktitis/ Linksseitenkolitis/Pancolitis
Steroidrefraktdrer Krankheitsverlauf
Steroidabhangiger Krankheitsverlauf
Therapieversagen auf Biologika-Therapie
Recherchen zum Thema ,Remissionserhaltung®
Aminosalizylaten

Remissionserhaltung bei distaler Colitis Ulcerosa
E. coli Stamm Nissle 1917

Therapieversagen unter Mesalazin

Biosimilar Infliximab

Erhaltungstherapie bei Proktitis

Therapieziel

Recherchen zum Thema ,Infektionen“
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# Thieme

1. Recherchen zum Thema ,,Diagnostik*

1.1 Eisenmangel

1.1.1 Schliisselfrage

1.1 Wie und wann soll eine Diagnostik bzgl. eines Eisenmangels erfolgen?

Population: Personen mit CU/IBD

Interventions: Iron Defiancy Anemia (IDA), Ferric Maltol, IV Eisen Fer-Inject, Eisencarboxycartose
Comparisons: —

Outcomes: Hamoglobin, Ferritin, Transferrin —Sattigung, Retikulozyten Hb, Ferritinindex, Rezeptor, Erytrhocyten, CRP, Diagnostische Genauigkeit
(Sensitivitat, Spezifitat, positiver oder negativer pradiktiver Wert)

1.1.2 Recherche in PubMed (12.12.16)

AG 1 Diagnostik
1.1 Wie und wann soll eine Diagnostik bzgl. eines Eisenmangels erfolgen?

Nr. Query Treffer
#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43939
#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31861
#3 #1 OR #2 51006
#4 Diagnostic Techniques and Procedures[MeSH] OR Diagnos *[tiab] OR Screen *[tiab] OR Detect* [tiab] OR Test™ 14843771
[tiab] OR assay[tiab] OR indicat*[tiab] OR quantif*[tiab] OR search[tiab] OR analy*[tiab] OR method*[tiab] or
assess*[tiab] OR check™[tiab]
#5 Anemia, Iron-Deficiency[MeSH] OR (Anemi*[tiab] AND Iron-Deficien*[tiab]) OR IDA[tiab] OR Iron Com- 220223
pounds[MeSH] OR Iron[tiab] OR Ferri*[tiab] OR Ferrous*[tiab] OR FerInject[tiab] OR Ferric Carboxymaltose
[Supplementary Concept] OR ((Ferri*[tiab] OR Iron[tiab]) AND carboxymaltose|[tiab])
#6 #4 AND #5 143031
#7 #3 AND #6 332
#8 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized[tiab] OR 4216274
placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt]
OR Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis
[sb] OR Cochrane Database Syst Rev[Journal]
#9 animals[mh] NOT humans[mbh] 4271569
#10 #8 NOT #9 3672006
#11 #7 AND #10 Filters: German, English; Publication date from 2009/06/01 to 2016/12/12 82
1.1.3 Recherche in Cochrane (16.12.16)
Search Name: CU_AG1_1
Date Run: 08/12/16 14:26:55.879
ID Search Hits
#1 [mh "Colitis, Ulcerative"] or Ulcerative Colitis:ti,ab,kw 2115
#2 [mh "Diagnostic Techniques and Procedures"] OR Diagnos* OR Screen* OR Detect™ OR Test* OR assay OR indicat* OR 812320
quantif* OR search OR analy™ OR method™ or assess™ OR check*;ti,ab,kw
#3 [mh "Anemia, Iron-Deficiency"] or (Anemi* and Iron-Deficien™) or IDA or [mh "Iron Compounds"] or Iron or Ferri* or Ferrous™ 10187
or Ferlnject or ((Ferri* or Iron) and carboxymaltose); ti,ab,kw
#4 #2 and #3 8484
#5 #1 and #4 110
#6 #1 and #4 Publication Year from 2009, in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology Assessments 70
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1.1.4 Ergebnis und PRISMA Flow Chart
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# Thieme

1.2 Calprotectin

1.2.1 Schlisselfrage

1.2 Wann und unter welcher Rationale soll eine Calprotectin-Diagnostik durchgefiihrt werden?

Population: Personen mit CU/ IBD

Interventions: fecal calprotectin, fecal neutrophil marker, Screening, Differentialdiagnostik, Verlaufskontrolle, Homecare-Calpotectin
Comparisons: Keine

Outcomes: Calprotectin level, Diagnostische Genauigkeit (Sensitivitat, Spezifitat, positiver oder negativer pradiktiver Wert)

1.2.2 Recherche in PubMed (12.12.16)

AG 1 Diagnostik
1.2 Wann und unter welcher Rationale soll eine Calprotectin-Diagnostik durchgefiihrt werden?

Nr. Query Treffer

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43939

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31861

#3 #1 OR #2 51006

#4 Diagnostic Techniques and Procedures[MeSH] OR Diagnos *[tiab] OR Screen*[tiab] OR Detect*[tiab] OR Test* [tiab] 14843771
OR assay([tiab] OR indicat*[tiab] OR quantif*[tiab] OR search[tiab] OR analy*[tiab] OR method*[tiab] or assess*[tiab]
OR check*[tiab]

#5 Leukocyte L1 Antigen Complex[MeSH] OR Leukocyte L1 Antigen Complex[tiab] OR Calcium-Binding Myeloid Protein 3589

P8,14[tiab] OR Calgranulin[tiab] OR Calprotectin[tiab] OR Migratory Inhibitory Factor-Related Protein MRP[tiab] OR
Antigen L1[tiab] OR 27E10 Antigen[tiab] OR Leukocyte L1 Protein

#6 Leukocyte Elastase[MeSH] OR Leukocyte Elastase[tiab] OR Neutrophil Elastase[tiab] OR PMN Elastase[tiab] OR PMN 6433
Elastase[tiab] OR Granulocyte Elastase[tiab] OR Lysosomal Elastase[tiab] OR Neutrophil marker[tiab]

#7 #5 OR #6 9998

#8 #4 AND #7 7407

#9 #3 AND #8 559

#10 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized|tiab] OR placebo 4216274

[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic
Review([tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane
Database Syst Rev[Journal]

#11 animals[mh] NOT humans[mh] 4271569
#12 #10 NOT #11 3672006
#13 #9 AND #12 Filters: German, English; Publication date from 2009/06/01 to 2016/12/12 144
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1.2.3 Recherche in Cochrane (12.12.16)

Search Name: CU_AG1_2
Date Run: 12/12/16 15:50:06.860

ID

#1
#2
#3
#4
#5

#6
#7
#8

#9
#10

#11
#12
#13

Search

[mh “Colitis, Ulcerative”] or [mh ~ “inflammatory bowel diseases”]
Idiopathic Proctocolitis or Ulcerative Colitis or Colitis Gravis:ti,ab,kw
#1 or#2

[mh “Diagnostic Techniques and Procedures”]

Diagnos™ or Screen™ or Detect™ or Test™ or assay or indicat™ or quantif* or search or analy™ or method™* or assess™ or
check™:ti,ab,kw

#4 or #5
[mh “Leukocyte L1 Antigen Complex”]

Leukocyte L1 Antigen Complex or Calcium-Binding Myeloid Protein P8,14 or Calgranulin or Calprotectin or Migratory
Inhibitory Factor-Related Protein MRP or Antigen L1 or 27E10 Antigen or Leukocyte L1 Protein:ti,ab,kw

[mh Leukocyte Elastase]

Leukocyte Elastase or Neutrophil Elastase or PMN Elastase or PMN Elastase OR Granulocyte Elastase or Lysosomal
Elastase or Neutrophil marker:ti,ab,kw

#7 or #8 or #9 or #10
#6 and #11

#3 and #12 Publication Year from 2009, in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology
Assessments
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& Thieme

1.2.4 Ergebnis und PRISMA Flow Chart
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1.3 Uberwachungskoloskopie

1.3.1 Schlisselfrage

1.3 Wann und wie soll eine Uberwachungskoloskopie durchgefiihrt werden?

Population: Personen mit CU - kontrollierte Patienten

Interventions: Uberwachungskoloskopie (surveillance colonoscopy), Biopsie (Anzahl), Chromoendoskopie, virtuelle Chromoendoskopie (NBI, FICE,

i-Scan), random biopsy
Comparisons: Keine

Outcomes: RLD, Flat Adenoma, neoplasia/neoplasm, intraepithelial neoplasia IEN, dysplasia, DALM, ALM, cancer, grading risk of cancer, risk of

malignancy/malignancies

1.3.2 Recherche in PubMed (12.12.16)

AG 1 Diagnostik
1.3 Wann und wie soll eine Uberwachungskoloskopie durchgefiihrt werden?

Nr.

#1
#2
#3
#4

#5

#6

#7
#8
#9
#10

#11
#12
#13

Query

Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|tiab]
#1 OR #2

Diagnostic Techniques and Procedures[MeSH] OR Diagnos *[tiab] OR Screen *[tiab] OR Detect*[tiab] OR
Test*[tiab] OR assay[tiab] OR indicat*[tiab] OR quantif*[tiab] OR search[tiab] OR analy*[tiab] OR
method*[tiab] or assess™*[tiab] OR check*[tiab]

surveill*[tiab] OR monitor*[tiab] OR routine*[tiab] OR check-up[tiab] OR Screen*[tiab] OR random*
[tiab]

Colonoscopy[MeSH] OR Biopsy[MeSH] OR Colonoscop*[tiab] OR biops*[tiab] OR Chromoendoscop*
[tiab] OR Capsule Endoscopy[MeSH] OR Capsule Endoscop*[tiab] OR Virtual Endoscop*[tiab] OR
narrowed-spectrum endoscop*[tiab] OR narrow band imaging[tiab] OR flexible spectral imaging color
enhancement*[tiab] OR FICE[tiab] OR i-Scan digital contrast™*[tiab] OR I-SCAN[tiab] OR autofluorescence
imaging[tiab] OR AFI[tiab] OR confocal laser endomicroscop*[tiab]

#5 AND #6
#4 AND #7
#3 AND #8

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised[tiab] OR randomized|tiab]
OR placebo][tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic
Review[pt] OR Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab]
OR Meta-Analysis[sb] OR Cochrane Database Syst Rev[|ournal]

animals[mh] NOT humans[mh]
#10 NOT #11
#9 AND #12 Filters: German, English; Publication date from 2009/06/01 to 2016/12/12
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# Thieme

1.3.3 Recherche in Cochrane (12.12.16)

Search Name: CU_AG1_3
Date Run: 12/12/16 15:57:21.874

ID

#1
#2
#3
#4
#5

#6
#7
#8
#9

#10
#11
#12
#13

e236

Search

[mh "Colitis, Ulcerative'] or [mh ~'inflammatory bowel diseases']
Idiopathic Proctocolitis or Ulcerative Colitis or Colitis Gravis:ti,ab,kw
#1 or #2

[mh "Diagnostic Techniques and Procedures']

Diagnos™ or Screen™ or Detect™ or Test™ or assay or indicat® or quantif* or search or analy* or method* or assess* or
check™:ti,ab,kw

#4 or #5
surveill™ or monitor™ or routine™ or check-up or Screen™ or random *:ti,ab,kw
[mh Colonoscopy] or [mh Biopsy ] or [mh "Capsule Endoscopy']

Colonoscop* or biops* or Chromoendoscop* or Capsule Endoscop™* or Virtual Endoscop™ or narrowed-spectrum
endoscop® or narrow band imaging or flexible spectral imaging color enhancement™ or FICE or i-Scan digital contrast™
or I-SCAN or autofluorescence imaging or AFI or confocal laser endomicroscop*:ti,ab,kw

#8 or #9
#7 and #10
#6 and #11

#3 and #12 Publication Year from 2009, in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology
Assessments
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1.3.4 Ergebnis und PRISMA Flow Chart
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# Thieme

1.4 Intraepitheloale Neoplasien

1.4.1 Schlisselfrage

1.4 Wie sollte bei histologischer Diagnosestellung einer niedriggradigen, bzw. hochgradigen IEN vorgegangen werden?

Population: Personen mit CU mit niedriggradigen bzw. hochgradigen intra-intestinale Neoplasien
Interventions: Referenzpathologie (Inhouse oder extern), Therapie: Proktokolektomie, Kontrollen (Intervalle)
Comparisons: Keine

Outcomes: Diagnostische Genauigkeit (Sensitivitdt, Spezifitat, positiver oder negativer pradiktiver Wert), Krankheitsaktivitat, scores (MAYO, SCCAI,
PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing

1.4.2 Recherche in PubMed (12.12.16)

AG 1 Diagnostik
1.4 Wie sollte bei histologischer Diagnosestellung einer niedriggradigen, bzw. hochgradigen IEN vorgegangen werden?

Nr.

#1
#2
#3
#4

#5
#6
#7
#8

#9
#10
#11

Query

Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]
#1 OR #2

Carcinoma in Situ[MeSH:noexp] OR Adenocarcinoma in Situ[MeSH] OR Neoplasms[MeSH] OR
Intraepithelial Neoplas*[tiab] OR "IEN"[tiab]

Neoplasm Grading[MeSH] OR Classif*[tiab] OR Grad*[tiab] OR differential* [tiab] OR Scor*[tiab]
#4 AND #5
#3 AND #6

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized|tiab]
OR placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic
Review[pt] OR Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab]
OR Meta-Analysis[sb] OR Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#8 NOT #9
#7 AND #10 Filters: German, English; Publication date from 2009/06/01 to 2016/12/12

1.4.3 Recherche in Cochrane (12.12.16)

Search Name: CU_AG1_4
Date Run: 12/12/16 16:07:27.914

ID

#1
#2
#3
#4
#5
#6
#7
#8
#9
#10
#11

e238

Search

[mh "Colitis, Ulcerative"] or [mh ~'inflammatory bowel diseases"]

Idiopathic Proctocolitis or Ulcerative Colitis or Colitis Gravis:ti,ab,kw

#1 or #2

[mh ~"Carcinoma in Situ"] or [mh "Adenocarcinoma in Situ"] or [mh Neoplasms]
Intraepithelial Neoplas™ or "IEN":ti,ab,kw

#4 or #5

[mh "Neoplasm Grading']

Classif* or Grad* or differential* or Scor*

#7 or #8

#6 and #9

#3 and #10 in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology Assessments
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1.4.4 Ergebnis und PRISMA Flow Chart
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# Thieme

2. Recherchen zum Thema ,,Schub“
2.1 Proktitis/Linksseitenkolitis/Pancolitis

2.1.1 Schliisselfrage

2.1 Wie soll eine leicht-bis mittelgradig aktive Proktitis|/Linksseitenkolitis/Pancolitis behandelt werden?
2.2 Wie soll eine mittelschwere bis schwere Proktitis|Linksseitenkolitis| Pancolitis behandelt werden?

Population: Patienten mit Proktitis / Pancolitis, Linksseitenkolitis (leicht — mittelgradig bzw. mittelschwer - schwer)

Interventions:

Medikation: Antibodies, Infliximab, Infliximab biosimilar, Adalimumab, Ustekinumab, Eldelumab, Vedolizumab, Golimumab, biological therapy, Purines,
cyclosporine, tacrolimus, aminosalicylic acids, Sulfasalazine, AVX-470, AJIM300, steroids, Second generation steroids, Ozanimod, sphingosine-1-phosphate
(S1P), receptor targeting compounds, Budesonide MMX, Tofacitinib, Filgotinib, Etrolizumab, Phosphatidylcholine, CTP13, SB2, Methotrexate

Therapien: Leukapheresis, Fecal microbiota transplantation

Comparisons: -

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough level

2.1.2 Recherche in PubMed (07.12.16)

2.1 und 2.2 Wie soll eine leicht-bis mittelgradig aktive bzw. mittelschwere bis schwere Proktitis|Linksseitenkolitis| Pancolitis behandelt werden?

Nr. Query Treffer

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43939

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31861

#3 pancolitis[tiab] OR colitis[tiab] OR proctitis[tiab] 55581

#4 severe[tiab] OR severity[tiab] 3676851

#5 (#1 OR #2) AND #3 AND #4 4980

Interventionen

#6 "AVX-470" [Supplementary Concept] OR AVX-470[tiab] 4

#7 "CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13][tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsima[tiab] OR Fli- 1863
xabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar'[tiab] OR Biosimilar*[tiab]

#8 "Infliximab’[MeSH] OR infliximab[tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2, Monoclo- 12036
nal’[tiab] OR"cA2, Monoclonal Antibody'[tiab] OR "Remicade’[tiab] OR originator[tiab]

#9 "Adalimumab’[MeSH] OR Adalimumab|tiab] OR "D2E7 Antibody"[tiab] OR Humira][tiab] 5577

#10 Etrolizumab[tiab] OR "rhuMAD Beta7" [Supplementary Concept] OR "rhuMAb Beta7"[tiab] OR PRO145 223[tiab] 34

#11 Golimumab [Supplementary Concept] OR golimumab|tiab] OR Simponi[tiab] 679

#12 ("Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab] OR Rezipas ~ 38274
[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolithium*[tiab] OR monopotassium*
[tiab] OR monosodium*[tiab] Alumino*[tiab]) AND (Aminosalicyl* [tiab] OR ASA[tiab]))

#13 (Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosulfapyridine[tiab] 5772
OR Colo-Pleon[tiab] OR "Colo Pleon'[tiab] OR Pleon][tiab] OR "ratio-Sulfasalazine"[tiab] OR "ratio Sulfasalazine'[tiab] OR Ulcol[tiab]
OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR Pyralin*[tiab] OR Asulfidine[tiab] OR Azulfidin *[tiab])

#14 (Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesalazine[tiab] 3788
OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasaltiab] OR Asacol*[tiab] OR Ascolitin[tiab] OR Canasa[tiab] OR
Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab])

#15 Janus Kinases[MeSH] OR JAK* [tiab] OR "janus kinase'[tiab] OR janus-kinase[tiab] 24684

#16 Filgotinib[tiab] OR GLPG0634(tiab] 15

#17 Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR "CP 539
690,550"[tiab] OR CP690 550[tiab] OR "CP-690 550"[tiab] OR "CP 690 550"[tiab] OR "CP-690,550"[tiab]

#18 Glucocorticoids[MeSH] OR glucocorticoid *[tiab] OR "Glucocorticoid Effect*"[tiab] OR steroid*[tiab] OR corticoid*[tiab] OR 286312

((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab])

#19 Beclomethasone[MeSH] OR Beclomethason *[tiab] OR Beclometason *[tiab] OR ((Beclomethasone[tiab] OR Beclometason[tiab]) 3728
AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma'[tiab] OR "Beclo AZU"[tiab] OR Beclocort[tiab] OR Beclomet[tiab]
OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax|tiab] OR Beclovent[tiab] OR Beconase[tiab] OR Becloforte[tiab] OR
Becodisk[tiab] OR Becotide[tiab] OR Propaderm(tiab] OR Sanasthmyl[tiab] OR Becodisks[tiab] OR "Beconase AQ"[tiab] OR Bron-
chocort[tiab] OR Junik[tiab] OR Qvar[tiab] OR Aerobec*[tiab] OR Beclazone*[tiab] OR Ecobec[tiab] OR Filair*[tiab] OR "Nasobec
Aqueous'[tiab] OR Prolair[tiab] OR "Respocort[tiab] OR Ventolair[tiab] OR Vancenase[tiab] OR Vanceril[tiab] OR Aldecin[tiab]
OR Viarin[tiab] OR "Apo-Beclomethasone'[tiab]

#20 Dexamethasone[MeSH] OR Dexamethason*[tiab] OR Dexametason *[tiab] OR Hexadecadrol[tiab] OR Methylfluorprednisolone 63579
[tiab] OR Decameth|[tiab] OR Decaspray[tiab] OR Dexasone|[tiab] OR Dexpak|[tiab] OR Maxidex[tiab] OR Millicorten[tiab] OR
Oradexon[tiab] OR Decaject[tiab] OR Decaject*[tiab] OR Hexadrol[tiab]
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2.1 und 2.2 Wie soll eine leicht-bis mittelgradig aktive bzw. mittelschwere bis schwere Proktitis|Linksseitenkolitis| Pancolitis behandelt werden?

Nr.

#21
#22
#23
#24
#25
#26

#27

#28

#29
#30

#31

#32
#33

#34

#35

#36

Filter
#37
#38

#39
#40
#41

Query

Budesonide[MeSH] OR Budesonid *[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab]
Eldelumabl[tiab] OR Anti-IP-10][tiab]

Ustekinumab[MeSH] OR Ustekinumabtiab] OR Stelara[tiab] OR "CNTO 1275'[tiab] OR "CNTO-1275"[tiab] OR CNTO1275[tiab]
"Vedolizumab" [Supplementary Concept] OR Vedolizumab[tiab] OR Entyvio[tiab] OR MLN00O02[tiab]

"AJM300" [Supplementary Concept] OR AJM300[tiab] OR "Integrin alpha4'[MeSH] OR "Integrin alpha4'[tiab]
Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin*[tiab] OR Neoral[tiab] OR CyA-NOF[tiab] OR "CyA NOF'[tiab] OR
Sandimmun *[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab] OR "OL 27 400"[tiab] OR "OL
27 400"[tiab]

Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate[tiab]

Tacrolimus[MeSH] OR tacrolimus[tiab] OR Prograf*[tiab] OR "FR-900 506"[tiab] OR "FR 900 506"[tiab] OR FR900 506]tiab]
OR'FK-506'[tiab] OR "FK 506[tiab] OR "FK506"[tiab]

"Purines'[MeSH] OR Purin*[tiab]

Phosphatidylcholines[MeSH] Or phosphatidylcholin *[tiab] OR ((cholin*[tiab]) AND (phosphoglycerid|[tiab] OR glycero*[tiab]))
OR lecithin*[tiab]

"Leukapheresis"[MeSH] OR Leukapher*[tiab] OR Leukocytopher*[tiab] OR Leukopher*[tiab] OR Leukocytapher*[tiab] OR Lym-
phapher*[tiab] OR Lymphocytopher*[tiab] OR Lymphopher*[tiab] OR Lymphocytapher*[tiab]

Probiotics[MeSH] OR probiotic*[tiab]

"Receptors, Lysosphingolipid'[MeSH] OR ((sphingosin*[tiab]) AND (phosphat*[tiab] OR receptor*[tiab])) OR S1P[tiab] OR Oza-
nimod [Supplementary Concept] OR Ozanimod[tiab] OR RPC1063[tiab] OR Etrasimod|[tiab] OR APD334]tiab]

"Fecal Microbiota Transplantation"[MeSH] OR (Fecal[tiab] OR intestinal[tiab] OR microbiot*[tiab]) AND (Transplant*[tiab] OR
transfer*[tiab])) OR ((Transplantation*[tiab] OR transfer[tiab] OR Donor(tiab] OR Infusion[tiab]) AND (Feces|[tiab])

"Azathioprine’[MeSH] OR Azahtioprin*[tiab] OR Imurel[tiab] OR Imuran[tiab] OR Immuran[tiab] OR Azafalk[tiab] OR Azaimmun
[tiab] OR Azarek[tiab] OR Colinsan[tiab] OR Immunoprin[tiab] OR Imurek[tiab] OR Zytrim|tiab]

#6 OR #7 OR #8 OR #9 OR #10 OR #11 OR#12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22
OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35

#5 AND #36

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized|tiab] OR placebo][tiab] OR
drug therapy[sh] OR randomly([tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic Review|[tiab] OR
Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#38 NOT #39
#37 AND #40 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07

2.1.3 Recherche in Cochrane

Search Name: CU_AG1_1/2
Date Run: 12/01/2017

#1
#2
#3
#4
#5
#6

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees

MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees
colitis or pancolitis:ti,ab,kw (Word variations have been searched)
MeSH descriptor: [Proctitis] explode all trees

proctitis

(#1 or #2) and (#3 or #4 or #5) Publication Year from 2009
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& Thieme

2.1.4 Ergebnis und PRISMA Flow Chart

e242

Systematische Cochrane Library PubMed
Literaturrecherche n=30 n =520
Suchtreffer nach Entfernen von Dubletten
n =541
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Titel-/Abstractscreening Abstracts
n=32 n =509
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Intervention
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PICO:
n=3
Kein SR, MA, RCT:
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Kein Volltext:
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Nicht die gesuchte
Fragestellung:
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2.2 Steroidrefraktarer Krankheitsverlauf

2.2.1 Schliisselfrage

2.3 Welche Therapie soll bei steroidrefraktarem Krankheitsverlauf erfolgen?

Population: Patienten mit steroidrefraktdrer Colitis ulcerosa
Interventions:

Medikation: Antibodies, Infliximab, Infliximab biosimilar, Adalimumab, Ustekinumab, Eldelumab, Vedolizumab, Golimumab, biological therapy, Purines,
cyclosporine, tacrolimus, aminosalicylic acids, Sulfasalazine, AVX-470, AJIM300, steroids, Second generation steroids, Ozanimod, sphingosine-1-phosphate
(S1P), receptor targeting compounds, Budesonide MMX, Tofacitinib, Filgotinib, Etrolizumab, Phosphatidylcholine, CTP13, SB2, Methotrexate

Therapien: Leukapheresis, Fecal microbiota transplantation
Comparisons: —

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough level

2.2.2 Recherche in PubMed (07.12.16)

2.3 Welche Therapie soll bei steroidrefraktarem Krankheitsverlauf erfolgen?

Nr. Query

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]

#3 (steroid *[tiab] OR glucocorticoid *[tiab]) AND (refract™[tiab] OR resist*[tiab] OR unmanageable[tiab] OR obstinate|[tiab])

#4 (#1 OR #2) AND #3

Interventionen

#5 "AVX-470" [Supplementary Concept] OR AVX-470[tiab]

#6 "CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13][tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsimal[tiab]
OR Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar'[tiab] OR Biosimilar*[tiab]

#7 "Infliximab"[MeSH] OR infliximab[tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2,
Monoclonal'[tiab] OR"cA2, Monoclonal Antibody'[tiab] OR "Remicade’[tiab] OR originator|tiab]

#8 "Adalimumab’[MeSH] OR Adalimumab][tiab] OR "D2E7 Antibody"[tiab] OR Humira[tiab]

#9 Etrolizumab][tiab] OR "rhuMAD Beta7" [Supplementary Concept] OR "rhuMADb Beta7'[tiab] OR PRO145 223[tiab]

#10 Golimumab [Supplementary Concept] OR golimumab]tiab] OR Simponi[tiab]

#11 "Aminosalicylic Acids"[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab] OR
Rezipas[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid *[tiab] OR salt[tiab] OR monolithium*[tiab] OR mo-
nopotassium *[tiab] OR monosodium*[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA[tiab])

#12 Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosulfapyridi-
ne[tiab] OR Colo-Pleon[tiab] OR "Colo Pleon’[tiab] OR Pleon[tiab] OR "ratio-Sulfasalazine"[tiab] OR "ratio
Sulfasalazine'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR Pyralin*[tiab]
OR Asulfidine[tiab] OR Azulfidin*[tiab]

#13 Mesalamine[MeSH] OR Mesalamin *[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesalazine
[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR Ascolitin[tiab] OR Canasa
[tiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#14 Janus Kinases[MeSH] OR JAK*[tiab] OR "janus kinase'[tiab] OR janus-kinase[tiab]

#15 Filgotinib[tiab] OR GLPG0634(tiab]

#16 Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR "CP
690,550"[tiab] OR CP690 550[tiab] OR "CP-690 550°[tiab] OR "CP 690 550"[tiab] OR "CP-690,550"[tiab]

#17 Glucocorticoids[MeSH] OR glucocorticoid *[tiab] OR "Glucocorticoid Effect*'[tiab] OR steroid*[tiab] OR corticoid *[tiab]
OR ((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid*[tiab])

#18 Beclomethasone[MeSH] OR Beclomethason*[tiab] OR Beclometason*[tiab] OR ((Beclomethasone[tiab] OR Beclometason

[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma"[tiab] OR "Beclo AZU"[tiab] OR Beclocort[tiab] OR
Beclomet([tiab] OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax|tiab] OR Beclovent[tiab] OR Beconase][tiab]
OR Becloforte[tiab] OR Becodisk|[tiab] OR Becotide[tiab] OR Propaderm(tiab] OR Sanasthmyl[tiab] OR Becodisks|[tiab] OR
"Beconase AQ'[tiab] OR Bronchocort(tiab] OR Junik[tiab] OR Qvar[tiab] OR Aerobec™[tiab] OR Beclazone*[tiab] OR Ecobec
[tiab] OR Filair*[tiab] OR "Nasobec Aqueous'[tiab] OR Prolair[tiab] OR "Respocort'[tiab] OR Ventolair[tiab] OR Vancenase
[tiab] OR Vanceril[tiab] OR Aldecin[tiab] OR Viarin[tiab] OR "Apo-Beclomethasone'[tiab]
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# Thieme

2.3 Welche Therapie soll bei steroidrefraktarem Krankheitsverlauf erfolgen?

Nr.

#19

#20
#21
#22

#23
#24
#25

#26

#27

#28
#29

#30

#31
#32

#33

#34

#35

Filter
#36
#37

#38
#39
#40

Query

Dexamethasone[MeSH] OR Dexamethason*[tiab] OR Dexametason *[tiab] OR Hexadecadrol[tiab] OR Methylfluorpredni-
solone[tiab] OR Decameth[tiab] OR Decaspray|[tiab] OR Dexasone[tiab] OR Dexpak|tiab] OR Maxidex[tiab] OR Millicorten
[tiab] OR Oradexon|[tiab] OR Decaject[tiab] OR Decaject*[tiab] OR Hexadrol[tiab]

Budesonide[MeSH] OR Budesonid*[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab]
Eldelumab][tiab] OR Anti-IP-10[tiab]

Ustekinumab[MeSH] OR Ustekinumab|tiab] OR Stelara[tiab] OR "CNTO 1275"[tiab] OR "CNTO-1275"[tiab] OR
CNTO1275[tiab]

"Vedolizumab" [Supplementary Concept] OR Vedolizumab[tiab] OR Entyvio[tiab] OR MLN00O02[tiab]
"AJM300" [Supplementary Concept] OR AJM300][tiab] OR "Integrin alpha4"'[MeSH] OR "Integrin alpha4'[tiab]

Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin*[tiab] OR Neoral[tiab] OR CyA-NOF[tiab] OR "CyA NOF'[tiab]
OR Sandimmun*[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab] OR "OL 27
400"[tiab] OR "OL 27 400" [tiab]

Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate([tiab]

Tacrolimus[MeSH] OR tacrolimus[tiab] OR Prograf*[tiab] OR "FR-900 506'[tiab] OR "FR 900 506'[tiab] OR FRI00 506]tiab]
OR'FK-506"[tiab] OR "FK 506'[tiab] OR "FK506'[tiab]

"Purines'[MeSH] OR Purin*[tiab]

Phosphatidylcholines[MeSH] Or phosphatidylcholin*[tiab] OR ((cholin*[tiab]) AND (phosphoglycerid|tiab] OR glycero*
[tiab])) OR lecithin*[tiab]

"Leukapheresis'[MeSH] OR Leukapher*[tiab] OR Leukocytopher*[tiab] OR Leukopher*[tiab] OR Leukocytapher*[tiab] OR
Lymphapher*[tiab] OR Lymphocytopher*[tiab] OR Lymphopher*[tiab] OR Lymphocytapher*[tiab]

Probiotics[MeSH] OR probiotic*[tiab]

"Receptors, Lysosphingolipid"[MeSH] OR ((sphingosin*[tiab]) AND (phosphat*[tiab] OR receptor*[tiab])) OR S1P[tiab] OR
Ozanimod [Supplementary Concept] OR Ozanimod|[tiab] OR RPC1063[tiab] OR Etrasimod[tiab] OR APD334][tiab]

"Azathioprine’[MeSH] OR Azahtioprin*[tiab] OR Imurel[tiab] OR Imuran[tiab] OR Immuran[tiab] OR Azafalk[tiab] OR
Azaimmun([tiab] OR Azarek([tiab] OR Colinsan[tiab] OR Immunoprin[tiab] OR Imurek[tiab] OR Zytrim[tiab]

"Fecal Microbiota Transplantation'[MeSH] OR (Fecal[tiab] OR intestinal[tiab] OR microbiot*[tiab]) AND (Transplant*[tiab]
OR transfer*[tiab])) OR ((Transplantation*[tiab] OR transfer[tiab] OR Donor[tiab] OR Infusion[tiab]) AND (Feces[tiab])

#5 OR#6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR
#21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34

#4 AND #35

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised[tiab] OR randomized[tiab] OR placebo[tiab]
OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups|[tiab] OR Systematic Review[pt] OR Systematic Review
[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Database Syst
Rev[Journal]

animals[mh] NOT humans[mh]
#37 NOT #38
#36 AND #39 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07

2.2.3 Recherche in Cochrane (01.07.16

Search Name: CU_AG2_3
Date Run: 12/01/2017)

ID

#1
#2
#3
#4

e244

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees
MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees
((steroid* or glucocorticoid*) and (refract® or resist* or unmanageable or obstinate))

(#1 or #2) and #3 Publication Year from 2009
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2.2.4 Ergebnis und PRISMA Flow Chart
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# Thieme

2.3 Steroidabhdngiger Krankheitsverlauf

2.3.1 Schliisselfrage

2.4 Welche Therapie soll bei steroidabhdngigem Krankheitsverlauf erfolgen?

Population: Patienten mit steroid-abhangiger Colitis Ulcerosa

Interventions:

Medikation: Antibodies, Infliximab, Infliximab biosimilar, Adalimumab, Ustekinumab, Eldelumab, Vedolizumab, Golimumab, biological therapy, Purines,
cyclosporine, tacrolimus, aminosalicylic acids, Sulfasalazine, AVX-470, AJIM300, steroids, Second generation steroids, Ozanimod, sphingosine-1-phosphate
(S1P), receptor targeting compounds, Budesonide MMX, Tofacitinib, Filgotinib, Etrolizumab, Phosphatidylcholine, CTP13, SB2, Methotrexate

Therapien: Leukapheresis, Fecal microbiota transplantation

Comparisons: —

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough level

2.3.2 Recherche in PubMed (07.12.16)

2.4 Welche Therapie soll bei Steroid-abhdngigem Krankheitsverlauf erfolgen?

Nr. Query Treffer

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43.939

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31.861

#3 (steroid*[tiab] OR glucocorticoid *[tiab]) AND (depend*[tiab] OR addict*[tiab] OR rely*[tiab]) 35.794

#4 (#1 OR #2) AND #3 470

Interventionen

#5 "AVX-470" [Supplementary Concept] OR AVX-470[tiab] 4

#6 "CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13][tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsimal[tiab] ~ 1.863
OR Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar'[tiab] OR Biosimilar*[tiab]

#7 "Infliximab’[MeSH] OR infliximab([tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2, 12.036
Monoclonal'[tiab] OR"cA2, Monoclonal Antibody"[tiab] OR "Remicade"[tiab] OR originator|tiab]

#8 "Adalimumab’[MeSH] OR Adalimumab(tiab] OR "D2E7 Antibody"[tiab] OR Humira][tiab] 5.577

#9 Etrolizumab][tiab] OR "rhuMADb Beta7" [Supplementary Concept] OR "rhuMADb Beta7"[tiab] OR PRO145 223[tiab] 34

#10 Golimumab [Supplementary Concept] OR golimumab|tiab] OR Simponi[tiab] 679

#11 "Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab] OR  38.274
Rezipas[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolithium*[tiab] OR
monopotassium *[tiab] OR monosodium *[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA[tiab])

#12 Sulfasalazine[MeSH] OR Sulfasalazin *[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosulfapyri- ~ 5.772
dine[tiab] OR Colo-Pleon[tiab] OR "Colo Pleon’[tiab] OR Pleon|[tiab] OR "ratio-Sulfasalazine'[tiab] OR "ratio Sulfasalazi-
ne'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR Pyralin*[tiab] OR
Asulfidine[tiab] OR Azulfidin*[tiab]

#13 Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesalazine  3.788
[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa|[tiab] OR Asacol*[tiab] OR Ascolitin[tiab] OR Canasa
[tiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#14 Janus Kinases[MeSH] OR JAK*[tiab] OR "janus kinase'[tiab] OR janus-kinase[tiab] 24.684
#15  Filgotinib[tiab] OR GLPG0634[tiab] 15

#16 Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR"CP 539
690,550"[tiab] OR CP690 550(tiab] OR "CP-690 550"[tiab] OR "CP 690 550'[tiab] OR "CP-690,550"[tiab]

#17 Glucocorticoids[MeSH] OR glucocorticoid*[tiab] OR "Glucocorticoid Effect™"[tiab] OR steroid*[tiab] OR corticoid*[tiab] ~ 286.312
OR ((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab])

#18 Beclomethasone[MeSH] OR Beclomethason*[tiab] OR Beclometason *[tiab] OR ((Beclomethasone[tiab] OR Beclome- 3.728
tason[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma’[tiab] OR "Beclo AZU"[tiab] OR Beclocort[tiab]
OR Beclomet[tiab] OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax[tiab] OR Beclovent|[tiab] OR Beconase
[tiab] OR Becloforte[tiab] OR Becodisk[tiab] OR Becotide[tiab] OR Propaderm[tiab] OR Sanasthmyl[tiab] OR Becodisks
[tiab] OR "Beconase AQ'[tiab] OR Bronchocort[tiab] OR Junik[tiab] OR Qvar[tiab] OR Aerobec*[tiab] OR Beclazone*
[tiab] OR Ecobec][tiab] OR Filair*[tiab] OR "Nasobec Aqueous'[tiab] OR Prolair[tiab] OR "Respocort'[tiab] OR Ventolair
[tiab] OR Vancenase|[tiab] OR Vanceril[tiab] OR Aldecin[tiab] OR Viarin[tiab] OR "Apo-Beclomethasone'[tiab]
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2.4 Welche Therapie soll bei Steroid-abhdngigem Krankheitsverlauf erfolgen?

Nr. Query

#19 Dexamethasone[MeSH] OR Dexamethason *[tiab] OR Dexametason *[tiab] OR Hexadecadrol[tiab] OR Methylfluor-
prednisolone[tiab] OR Decameth[tiab] OR Decaspray|[tiab] OR Dexasone[tiab] OR Dexpak[tiab] OR Maxidex|[tiab] OR
Millicorten[tiab] OR Oradexon[tiab] OR Decaject[tiab] OR Decaject™[tiab] OR Hexadrol[tiab]

#20 Budesonide[MeSH] OR Budesonid *[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab]

#21 Eldelumab[tiab] OR Anti-IP-10[tiab]

#22 Ustekinumab[MeSH] OR Ustekinumab|tiab] OR Stelara[tiab] OR "CNTO 1275"[tiab] OR "CNTO-1275"[tiab] OR
CNTO1275]tiab]

#23 "Vedolizumab" [Supplementary Concept] OR Vedolizumab][tiab] OR Entyvio[tiab] OR MLN00O02[tiab]

#24 "AJM300" [Supplementary Concept] OR AJM300][tiab] OR "Integrin alpha4'[MeSH] OR "Integrin alpha4"[tiab]

#25 Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin*[tiab] OR Neoral[tiab] OR CyA-NOF|[tiab] OR "CyA NOF'[tiab]
OR Sandimmun*[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab] OR "OL 27
400"[tiab] OR "OL 27 400"[tiab]

#26 Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate[tiab]

#27 Tacrolimus[MeSH] OR tacrolimus[tiab] OR Prograf*[tiab] OR "FR-900 506"[tiab] OR "FR 900 506"[tiab] OR
FR900 506[tiab] OR'FK-506"[tiab] OR "FK 506"[tiab] OR "FK506"[tiab]

#28 "Purines'[MeSH] OR Purin*[tiab]

#29 Phosphatidylcholines[MeSH] Or phosphatidylcholin*[tiab] OR ((cholin*[tiab]) AND (phosphoglycerid[tiab] OR glycero*
[tiab])) OR lecithin*[tiab]

#30 "Leukapheresis'[MeSH] OR Leukapher*[tiab] OR Leukocytopher*[tiab] OR Leukopher*[tiab] OR Leukocytapher*[tiab]
OR Lymphapher*[tiab] OR Lymphocytopher*[tiab] OR Lymphopher*[tiab] OR Lymphocytapher*[tiab]

#31 Probiotics[MeSH] OR probiotic*[tiab]

#32 "Receptors, Lysosphingolipid’[MeSH] OR ((sphingosin*[tiab]) AND (phosphat*[tiab] OR receptor*[tiab])) OR S1P[tiab]
OR Ozanimod [Supplementary Concept] OR Ozanimod[tiab] OR RPC1063[tiab] OR Etrasimod|tiab] OR APD334(tiab]

#33 "Azathioprine’[MeSH] OR Azahtioprin*[tiab] OR Imurel[tiab] OR Imuran[tiab] OR Immuran[tiab] OR Azafalk[tiab] OR
Azaimmun([tiab] OR Azarek][tiab] OR Colinsan[tiab] OR Immunoprin[tiab] OR Imurek[tiab] OR Zytrim[tiab]

#34 "Fecal Microbiota Transplantation’[MeSH] OR (Fecal[tiab] OR intestinal[tiab] OR microbiot™[tiab]) AND (Transplant*[tiab]
OR transfer*[tiab])) OR ((Transplantation*[tiab] OR transfer[tiab] OR Donor[tiab] OR Infusion[tiab]) AND (Feces[tiab])

#35 #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20
OR #2171 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34

Suchzeitraum

#36 #4 AND #35

#37 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized[tiab] OR placebo
[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic
Review([tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Data-
base Syst Rev[Journal]

#38 animals[mh] NOT humans[mh]

#39 #37 NOT #38

#40 #36 AND #39 Filters: German, Englisch; Publication date from 2009/06/01 to 2016/12/07

2.3.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG2_4
Date Run: 12/01/17

ID

#1
#2
#3
#4

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees
MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees
(steroid™® or glucocorticoid*) and (depend* or addict™ or rely*):ti,ab,kw (Word variations have been searched)

(#1 or #2) and #3 Publication Year from 2009
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& Thieme

2.3.4 Ergebnis und PRISMA Flow Chart

Systematische Cochrane Library PubMed
Literaturrecherche n=22 n=121

4

Suchtreffer nach Entfernen von Dubletten
n=134

1

Screening Ergebnis nach dem —5 Ausgeschlossene
Titel-/Abstractscreening Abstracts

n=56 n=78

+

Ergebnis nach dem — Ausgeschlossene Intervention
Volitext-Screening Volitexte entspricht nicht

=2 =
: R PICO:

n=1
Kein SR, MA, RCT:
n=36
Kein Volltext:
n=5
Nicht die gesuchte
Fragestellung:
n=8
Population entspricht
nicht PICO:
n=4
RCT mit n <= 50:
ne=1i

1

Literaturbewertung Einbezogene Studien | == Ausgeschlossene
nach Literatur

Qualitatsbewertung n=0
n=2
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2.4 Therapieversagen auf Biologika-Therapie

2.4.1 Schliisselfrage

2.5 Wie sollen Patienten behandelt werden, die ein primares oder sekunddres Therapieversagen auf eine Biologika (anti-TNFalpha)-Therapie

zeigen?

Population: Patienten mit Colitis Ulcerosa und Therapieversagen auf anti-TNF-Therapie, primar oder sekundar
Interventions:

Medikation: Antibodies, Infliximab, Infliximab biosimilar, Adalimumab, Ustekinumab, Eldelumab, Vedolizumab, Golimumab, biological therapy, Purines,
cyclosporine, tacrolimus, aminosalicylic acids, Sulfasalazine, AVX-470, AJM300, steroids, Second generation steroids, Ozanimod, sphingosine-1-phos-

phate (S1P), receptor targeting compounds, Budesonide MMX, Tofacitinib, Filgotinib, Etrolizumab, Phosphatidylcholine, CTP13, SB2, Methotrexate

Therapien: Leukapheresis, Fecal microbiota transplantation
Comparisons: -
Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

2.4.2 Recherche in PubMed (07.12.16)

2.5 Wie behandeln wir Patienten, die ein primares oder sekunddres Therapieversagen auf eine Biologika (anti-TNFalpha)-Therapie zeigen?

Nr. Query

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]

#3 "Treatment Failure"[MeSH] OR "Treatment Failure”[tiab] OR (fail *[tiab] AND (Treat™[tiab] OR interven*[tiab])) OR
alternative[tiab] NOT "Complementary Therapies'[MeSH]

#4 "AVX-470" [Supplementary Concept] OR AVX-470[tiab]

#5 "CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13[tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsima
[tiab] OR Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar’[tiab] OR Biosimi-
lar*[tiab]

#6 “Infliximab'[MeSH] OR infliximab[tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2,
Monoclonal[tiab] OR"cA2, Monoclonal Antibody"[tiab] OR "Remicade"[tiab] OR originator|tiab]

#7 'Adalimumab’[MeSH] OR Adalimumab(tiab] OR "D2E7 Antibody"[tiab] OR Humira][tiab]

#8 Etrolizumab|[tiab] OR "rthuMAb Beta7" [Supplementary Concept] OR "rhuMADb Beta7"[tiab] OR PRO145 223[tiab]

#9 Golimumab [Supplementary Concept] OR golimumab[tiab] OR Simponi[tiab]

#10 #3 AND (#4 OR #5 OR #6 OR #7 OR #8 OR #9)

#11 (#1 OR #2) AND #10

Interventionen

#12 'Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid"[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA
[tiab] OR Rezipas[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolithi-
um*[tiab] OR monopotassium *[tiab] OR monosodium*[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA
[tiab])

#13 Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosul-
fapyridine[tiab] OR Colo-Pleon[tiab] OR "Colo Pleon'[tiab] OR Pleon[tiab] OR "ratio-Sulfasalazine"[tiab] OR "ratio
Sulfasalazine'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR
Pyralin*[tiab] OR Asulfidine[tiab] OR Azulfidin*[tiab]

#14 Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin *[tiab] AND (Monosodium][tiab] OR Salt[tiab])) OR Me-
salazine[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR Ascolitin
[tiab] OR Canasa][tiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#15 Janus Kinases[MeSH] OR JAK*[tiab] OR "janus kinase"[tiab] OR janus-kinase[tiab]

#16 Filgotinib[tiab] OR GLPGO634[tiab]

#17 Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus][tiab]
OR "CP 690,550"[tiab] OR CP690 550]tiab] OR "CP-690 550"[tiab] OR "CP 690 550"[tiab] OR "CP-690,550"[tiab]

#18 Glucocorticoids[MeSH] OR glucocorticoid*[tiab] OR "Glucocorticoid Effect™"[tiab] OR steroid *[tiab] OR corticoid*

[tiab] OR ((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab])
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# Thieme

2.5 Wie behandeln wir Patienten, die ein primares oder sekunddres Therapieversagen auf eine Biologika (anti-TNFalpha)-Therapie zeigen?

Nr.

#19

#20

#21
#22
#23

#24
#25
#26

#27

#28

#29
#30

#31

#32

#33

#34

#35

Filter
#36
#37

#38
#39
#40

e250

Query

(Beclomethasone[MeSH] OR Beclomethason*[tiab] OR Beclometason*[tiab] OR ((Beclomethasone[tiab] OR
Beclometason[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma"[tiab] OR "Beclo AZU"[tiab] OR
Beclocort[tiab] OR Beclomet[tiab] OR OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax|tiab] OR
Beclovent[tiab] OR Beconase[tiab] OR Becloforte[tiab] OR Becodisk[tiab] OR Becotide[tiab] OR Propaderm|tiab]
OR Sanasthmyl[tiab] OR Becodisks[tiab] OR "Beconase AQ'[tiab] OR Bronchocort[tiab] OR Junik[tiab] OR Qvar
[tiab] OR Aerobec*[tiab] OR Beclazone*[tiab] OR Ecobec|tiab] OR Filair*[tiab] OR "Nasobec Aqueous'[tiab] OR
Prolair[tiab] OR "Respocort'[tiab] OR Ventolair[tiab] OR Vancenase[tiab] OR Vanceril[tiab] OR Aldecin[tiab] OR
Viarin[tiab] OR "Apo-Beclomethasone"[tiab])

(Dexamethasone[MeSH] OR Dexamethason*[tiab] OR Dexametason*[tiab] OR Hexadecadrol[tiab] OR Methylflu-
orprednisolone[tiab] OR Decameth|[tiab] OR Decaspray[tiab] OR Dexasone[tiab] OR Dexpak|[tiab] OR Maxidex
[tiab] OR Millicorten[tiab] OR Oradexon[tiab] OR Decaject[tiab] OR Decaject*[tiab] OR Hexadrol[tiab])

(Budesonide[MeSH] OR Budesonid *[tiab] OR Pulmicort[tiab] OR MMX][tiab] OR Horacort[tiab] OR Rhinocort[tiab])
Eldelumab]tiab] OR Anti-IP-10[tiab]

Ustekinumab[MeSH] OR Ustekinumab([tiab] OR Stelara[tiab] OR "CNTO 1275"[tiab] OR "CNTO-1275"[tiab] OR
CNTO1275]tiab]

"Vedolizumab" [Supplementary Concept] OR Vedolizumab[tiab] OR Entyvio[tiab] OR MLN0002[tiab]
"AJM300" [Supplementary Concept] OR AJM300]tiab] OR "Integrin alpha4'[MeSH] OR "Integrin alpha4"[tiab]

Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin *[tiab] OR Neoral[tiab] OR CyA-NOF[tiab] OR "CyA
NOF'[tiab] OR Sandimmun *[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab]
OR "OL 27 400'[tiab] OR "OL 27 400'[tiab]

Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate[tiab]

Tacrolimus[MeSH] OR tacrolimus|[tiab] OR Prograf*[tiab] OR "FR-900 506"[tiab] OR "FR 900 506'[tiab] OR
FR900 506[tiab] OR'FK-506"[tiab] OR "FK 506'[tiab] OR "FK506"[tiab]

"Purines"[MeSH] OR Purin*[tiab]

Phosphatidylcholines[MeSH] Or phosphatidylcholin*[tiab] OR ((cholin*[tiab]) AND (phosphoglycerid[tiab] OR
glycero*[tiab])) OR lecithin*[tiab]

"Leukapheresis'[MeSH] OR Leukapher*[tiab] OR Leukocytopher*[tiab] OR Leukopher*[tiab] OR Leukocytapher*
[tiab] OR Lymphapher*[tiab] OR Lymphocytopher*[tiab] OR Lymphopher*[tiab] OR Lymphocytapher*[tiab]
Probiotics[MeSH] OR probiotic*[tiab]

'Receptors, Lysosphingolipid'[MeSH] OR ((sphingosin*[tiab]) AND (phosphat™*[tiab] OR receptor*[tiab])) OR S1P
[tiab] OR Ozanimod [Supplementary Concept] OR Ozanimod[tiab] OR RPC1063[tiab] OR Etrasimod|tiab] OR
APD334]tiab]

"Fecal Microbiota Transplantation"[MeSH] OR (Fecal[tiab] OR intestinal[tiab] OR microbiot*[tiab]) AND (Trans-
plant*[tiab] OR transfer*[tiab])) OR ((Transplantation*[tiab] OR transfer[tiab] OR Donor[tiab] OR Infusion[tiab])
AND (Feces|tiab])

#12 OR#13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR
#26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34

#11 AND #35

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised[tiab] OR randomized|tiab] OR
placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR
Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR
Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#37 NOT #38
#36 AND #39 Filters: German, Englisch; Publication date from 2009/06/01 to 2016/12/07
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2.4.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG2_5
Date Run: 12/01/17

ID

#1
#2
#3
#4
#5
#6
#7
#8
#9
#10
#11

#12
#13
#14
#15

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees

MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

MeSH descriptor: [Treatment Failure] explode all trees

("Treatment Failure” or (fail* and (Treat™ or interven*)) or alternative):ti,ab,kw (Word variations have been searched)

#3 or #4

MeSH descriptor: [Infliximab] explode all trees

MeSH descriptor: [Adalimumab] explode all trees

"2AVX-470" or AVX-470:ti,ab,kw (Word variations have been searched)

MeSH descriptor: [Biosimilar Pharmaceuticals] explode all trees

"CT-P13" or CTP13 or inflectra or SB2 or Remsima or Flixabi or Biosimilar*:ti,ab,kw (Word variations have been searched)

Infliximab or "MAb cA2" or "Monoclonal Antibody cA2" or "Antibody cA2, Monoclonal” or "cA2, Monoclonal Antibody" or Remicade or origi-
nator:ti,ab,kw (Word variations have been searched)

Adalimumab or "D2E7 Antibody" or Humira:ti,ab,kw (Word variations have been searched)
Etrolizumab or "rhuMADb Beta7" or "rhuMAb Beta7" or PRO145 223:ti,ab,kw (Word variations have been searched)
Golimumab or Simponi:ti,ab,kw (Word variations have been searched)

(#1 or #2) and #5 and (#6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14) Publication Year from 2009
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& Thieme

2.4.4 Ergebnis und PRISMA Flow Chart
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3. Recherchen zum Thema ,,Remissionserhaltung*

3.1 Aminosalizylaten

3.1.1 Schliisselfrage

3.1 Kann bei Patienten mit Colitis ulcerosa die Remission besser mit Aminosalizylaten als mit Placebo erhalten werden?

Population: Patienten mit Colitis ulcerosa (Remissionsphase)
Interventions: Aminosaliycylic acids, 5-ASA, Sulfasalazine
Comparisons: Placebo

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

3.1.2 Recherche in PubMed (07.12.16)

3.1. Kann bei Patienten mit Colitis ulcerosa die Remission besser mit Aminosalizylaten als mit Placebo erhalten werden?

Nr. Query

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|[tiab]

#3 remission[tiab] OR maintain *[tiab] OR "long term care'[MeSH] OR "long-term"[tiab] OR Care[tiab] OR continu*
[tiab] OR prolong*[tiab] OR surveil *[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil * [tiab] OR ((symptom *[tiab])
AND (free[tiab] OR absent[tiab] OR nonpresent][tiab]))

#4 (#1 OR #2) AND 3

Interventionen

#5 Placebos[MeSH] OR Placebo™[tiab] OR sham*[tiab] OR "sugar pill"[tiab] OR (inactive[tiab] AND (drug[tiab] OR
substance[tiab] OR medicine[tiab])

#6 "Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab]
OR Rezipas[tiab] OR Pamisyl[tiab] OR ((metal[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolithium *[tiab]
OR monopotassium *[tiab] OR monosodium *[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA[tiab])

#7 Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosul-
fapyridine[tiab] OR Colo-Pleon[tiab] OR "Colo Pleon"[tiab] OR Pleon[tiab] OR "ratio-Sulfasalazine[tiab] OR "ratio
Sulfasalazine'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR
Pyralin*[tiab] OR Asulfidine[tiab] OR Azulfidin*[tiab]

#8 Mesalamine[MeSH] OR Mesalamin *[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesa-
lazine[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR Ascolitin[tiab]
OR Canasaltiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#9 #6 OR #7 OR #8

#10 #5 AND #9

Filter

#11 #4 AND 10

#12 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|[tiab] OR randomized[tiab] OR
placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR
Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR
Cochrane Database Syst Rev[|ournal]

#13 animals[mh] NOT humans[mh]

#14 #12 NOT #13

#15 #11 AND #14 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07
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# Thieme

3.1.3 Recherche in Cochrane (12.01.2017)

Search Name: CU_AG3_1
Date Run: 12/01/17

#1
#2
#3

#4
#5
#6
#7

#8
#9
#10

#11
#12

#13
#14
#15
#16

e254

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees
MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

(remission or maintain™® or "long term care” or "long-term" or Care or continu™ or prolong™ or surveil* or monitor* or stable or stabil * or
((symptom*) and (free or absent or nonpresent))):ti,ab,kw (Word variations have been searched)

(#1 or #2) and #3
MeSH descriptor: [Placebos] explode all trees
Placebo® or sham* or "sugar pill" or (inactive and (drug or substance or medicine))

"Aminosalicylic Acid" or ASA* or Aminosalicyl™ or 5-ASA or Rezipas or Pamisyl or ((meta or para or acid* or salt or monolithium™* or
monopotassium™ or monosodium* Alumino*) and (Aminosalicyl* or ASA))

MeSH descriptor: [Aminosalicylic Acids] explode all trees
MeSH descriptor: [Sulfasalazine] explode all trees

Sulfasalazin* or Sulphasalazin* or Salicylazosulfapyridine or Salazosulfapyridine or Colo-Pleon or "Colo Pleon" or Pleon or "ratio-Sulfasalazine"
or "ratio Sulfasalazine" or Ulcol or Ucine or Azulfidine or Azulfadine or Salazopyrin or Pyralin® or Asulfidine or Azulfidin*

MeSH descriptor: [Mesalamine] explode all trees

Mesalamin™* or (Mesalamin* and (Monosodium or Salt)) or Mesalazine or Fivasa or Mesasal or Pentasa or Rowasa or Asacol* or Ascolitin or
Canasa or Salofalk or Claversal or Lixacol

#5 or #6

#7 or #8 or #9 or #10 or #11 or #12
#13 and #14

#4 and #15 Publication Year from 2009
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3.1.4 Ergebnis und PRISMA Flow Chart

Systematische Cochrane Library PubMed
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# Thieme

3.2 Remissionserhaltung bei distaler Colitis Ulcerosa

3.2.1 Schliisselfrage

3.2 Kann bei Patienten mit distaler Colitis ulcerosa die Remission besser mit topischen Aminosalizylaten als mit topischen Glukokortikoiden er-
halten werden?

Population: Patienten mit distaler Colitis ulcerosa (Remissionsphase)

Interventions: topische Aminosaliycylic acids, 5-ASA. Sulfasalazine, Mesalazin

Comparisons: topische Glucocorticoids, Beclometason, Dexamethason, Budenoside MMX, second generation steroids

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough
level

3.2.2 Recherche in PubMed (07.12.16)

3.2 Kann bei Patienten mit distaler Colitis ulcerosa die Remission besser mit topischen Aminosalizylaten als mit topischen Glukokortikoiden
erhalten werden?

Nr. Query Treffer
#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43939
#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31823
#3 distal[tiab] 193907
#3 remission[tiab] OR maintain*[tiab] OR "long term care'[MeSH] OR "long-term"[tiab] OR Care[tiab] OR continu*[tiab] 4338414

OR prolong™[tiab] OR surveil *[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil*[tiab] OR ((symptom *[tiab]) AND
(free[tiab] OR absent[tiab] OR nonpresent([tiab]))

#5 (#1 OR #2) AND #4 11145

Interventionen

#6 "Administration, Rectal'[MeSH] OR "Rectal administration’[tiab] OR Enema[MeSH] OR Enema*[tiab] OR Suppositories 35334
[MeSH] OR Suppositor*[tiab] or foam][tiab]

#7 Glucocorticoids[MeSH] OR glucocorticoid*[tiab] OR "Glucocorticoid Effect*"[tiab] OR steroid*[tiab] OR corticoid* 286312

[tiab] OR ((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab])

#8 Beclomethasone[MeSH] OR Beclomethason*[tiab] OR Beclometason *[tiab] OR ((Beclomethasone[tiab] OR Beclometa- 3728
son[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma"[tiab] OR "Beclo AZU"[tiab] OR Beclocort[tiab]
OR Beclomet][tiab] OR OR Beclorhinol[tiab] OR Becloturmant|[tiab] OR Sanasthmax[tiab] OR Beclovent][tiab] OR Beco-
nase[tiab] OR Becloforte[tiab] OR Becodisk|tiab] OR Becotide[tiab] OR Propaderm|tiab] OR Sanasthmyl[tiab] OR Beco-
disks[tiab] OR "Beconase AQ'[tiab] OR Bronchocort[tiab] OR Junik[tiab] OR Qvar[tiab] OR Aerobec*[tiab] OR Beclazone*
[tiab] OR Ecobec|[tiab] OR Filair*[tiab] OR "Nasobec Aqueous’[tiab] OR Prolair[tiab] OR "Respocort’[tiab] OR Ventolair
[tiab] OR Vancenase[tiab] OR Vanceril[tiab] OR Aldecin[tiab] OR Viarin[tiab] OR "Apo-Beclomethasone"[tiab]

#9 Dexamethasone[MeSH] OR Dexamethason *[tiab] OR Dexametason *[tiab] OR Hexadecadrol[tiab] OR Methylfluor- 63579
prednisolone[tiab] OR Decameth|tiab] OR Decaspray[tiab] OR Dexasone|[tiab] OR Dexpak|[tiab] OR Maxidex[tiab] OR
Millicorten[tiab] OR Oradexon[tiab] OR Decaject[tiab] OR Decaject*[tiab] OR Hexadrol[tiab]

#10 Budesonide[MeSH] OR Budesonid*[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab] 5519

#11 "Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab] 38724
OR Rezipas|[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolithium *[tiab]
OR monopotassium *[tiab] OR monosodium *[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA[tiab])

#12 Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosulfapyri- 5722
dine[tiab] OR Colo-Pleon[tiab] OR "Colo Pleon'[tiab] OR Pleon[tiab] OR "ratio-Sulfasalazine'[tiab] OR "ratio Sulfasalazi-
ne'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR Pyralin*[tiab] OR
Asulfidine[tiab] OR Azulfidin* [tiab]

#13 Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesala- 3788
zine[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR Ascolitin[tiab] OR
Canasa[tiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#14 (#7 OR #8 OR #9 OR #10) AND (#11 OR #12 OR #13) 7518
#15 #6 AND #14 194
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3.2 Kann bei Patienten mit distaler Colitis ulcerosa die Remission besser mit topischen Aminosalizylaten als mit topischen Glukokortikoiden
erhalten werden?

Nr.

Filter

#16
#17

#18
#19
#20

Query

#5 AND 15

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized|tiab] OR placebo
[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups|[tiab] OR Systematic Review[pt] OR Systematic
Review([tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Da-
tabase Syst Rev[Journal]

animals[mh] NOT humans[mh]
#17 NOT #18
#16 AND #19 Filters: German, Englisch; Publication date from 2009/06/01 to 2016/12/07

3.2.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG3_2
Date Run: 12/01/17

ID

#1
#2
#3

#4
#5
#6
#7
#3
#9
#10
#11
#12
#13

#14

#15
#16
#17
#18

#19
#20
#21

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees

MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

Treffer

81
4216274

4271569
3672006
20

(remission or maintain® or "long term care" or "long-term" or Care or continu™ or prolong* or surveil* or monitor* or stable or stabil* or

((symptom*) and (free or absent or nonpresent))):ti,ab,kw (Word variations have been searched)
MeSH descriptor: [Administration, Rectal] explode all trees

MeSH descriptor: [Enema] explode all trees

MeSH descriptor: [Suppositories] explode all trees

"Rectal administration" or Enema* or Suppositor* or foam

#4 or #5 or #6 or #7

MeSH descriptor: [Glucocorticoids] explode all trees

MeSH descriptor: [Steroids] explode all trees

glucocorticoid* or "Glucocorticoid Effect*" or steroid* or corticoid* or ((cortico® or hormone or generation) and steroid*)

MeSH descriptor: [Beclomethasone] explode all trees

Beclomethason™ or Beclometason™ or Beclamet or "Beclo Asma" or "Beclo AZU" or Beclocort or Beclomet or Beclorhinol or Becloturmant or
Sanasthmax or Beclovent or Beconase or Becloforte or Becodisk or Becotide or Propaderm or Sanasthmyl or Becodisks or "Beconase AQ" or
Bronchocort or Junik or Qvar or Aerobec* or Beclazone™ or Ecobec or Filair* or "Nasobec Aqueous" or Prolair or Respocort or Ventolair or

Vancenase or Vanceril or Aldecin or Viarin or "Apo-Beclomethasone”

Beclomethason* or Beclometason™ or Beclamet or "Beclo Asma" or "Beclo AZU" or Beclocort or Beclomet or Beclorhinol or Becloturmant or
Sanasthmax or Beclovent or Beconase or Becloforte or Becodisk or Becotide or Propaderm or Sanasthmyl or Becodisks or "Beconase AQ" or
Bronchocort or Junik or Qvar or Aerobec* or Beclazone™ or Ecobec or Filair* or "Nasobec Aqueous" or Prolair or Respocort or Ventolair or

Vancenase or Vanceril or Aldecin or Viarin or "Apo-Beclomethasone:ti,ab,kw (Word variations have been searched)
MeSH descriptor: [Budesonide] explode all trees
Budesonid™* or Pulmicort or MMX or Horacort or Rhinocort

MeSH descriptor: [Dexamethasone] explode all trees

Dexamethason™ or Dexametason™ or Hexadecadrol or Methylfluorprednisolone or Decameth or Decaspray or Dexasone or Dexpak or

Maxidex or Millicorten or Oradexon or Decaject or Decaject™ or Hexadrol
MeSH descriptor: [Cortisone] explode all trees

MeSH descriptor: [Prednisone] explode all trees

Dehydrocortisone or prednison™* or delta-Cortisone or Rectodelt or Sterapred or Ultracorten or Winpred or Apo-Prednisone or Cortan or
Cortancyl or Panafcort or Cutason or Decortin or Dacortin or Decortisyl or Deltasone or Encorton™ or Enkortolon or Kortancyl or "Liquid

Pred" or Meticorten or Orasone or Panasol or "Predni Tablinen" or Prednidib or Predniment or Pronisone or Sone
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# Thieme

#22

#23
#24
#25

#26
#27

#28
#29
#30
#31
#32

e258

Search

"Aminosalicylic Acid" or ASA* or Aminosalicyl* or 5-ASA or Rezipas or Pamisyl or ((meta or para or acid* or salt or monolithium* or mono-
potassium™* or monosodium™* Alumino*®) and (Aminosalicyl* or ASA))

MeSH descriptor: [Aminosalicylic Acids] explode all trees
MeSH descriptor: [Sulfasalazine] explode all trees

Sulfasalazin® or Sulphasalazin® or Salicylazosulfapyridine or Salazosulfapyridine or Colo-Pleon or "Colo Pleon" or Pleon or "ratio-Sulfasala-
zine" or "ratio Sulfasalazine" or Ulcol or Ucine or Azulfidine or Azulfadine or Salazopyrin or Pyralin* or Asulfidine or Azulfidin*

MeSH descriptor: [Mesalamine] explode all trees #27

Mesalamin™* or (Mesalamin* and (Monosodium or Salt)) or Mesalazine or Fivasa or Mesasal or Pentasa or Rowasa or Asacol* or Ascolitin or
Canasa or Salofalk or Claversal or Lixacol

#9 or#10 or #1171 or #12 or #13 or #14 or #15 or #16 or #17 or #19 or #20 or #21
#22 or #23 or #24 or #25 or #26 or #27

#28 and #29

#30 and #8

(#1 or #2) and #31 Publication Year from 2009
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3.2.4 Ergebnis und PRISMA Flow Chart
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# Thieme

3.3 E. coli Stamm Nissle 1917

3.3.1 Schliisselfrage

3.3 Kann bei Patienten mit Colitis ulcerosa die Remission mit E. coli Stamm Nissle 1917 genau so gut wie mit Mesalazin erhalten werden?

Population: Patienten mit Colitis ulcerosa (Remissionsphase)
Interventions: E Coli Nissle 1917

Comparisons: Mesalazin

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

3.3.2 Recherche in PubMed (07.12.16)

3.3 Kann bei Patienten mit Colitis ulcerosa die Remission mit E. coli Stamm Nissle 1917 genau so gut wie mit Mesalazin erhalten werden?

Nr.

#1
#2
#3

#4

Query

Colitis, Ulcerative[MeSH] OR “inflammatory bowel diseases'[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]

remission[tiab] OR maintain*[tiab] OR "long term care'[MeSH] OR "long-term"[tiab] OR Care[tiab] OR continu*
[tiab] OR prolong*[tiab] OR surveil *[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil*[tiab] OR ((symptom*
[tiab]) AND (free[tiab] OR absent[tiab] OR nonpresent]tiab]))

(#1 OR #2) AND 3

Interventionen

#5

#6

#7

#8

#9
#10
Filter
#11
#12

#13
#14
#15

€260

"Escherichia coli'[MeSH] OR , Escherichia coli“[tiab] OR E.coli[tiab] OR Nissle[tiab] OR 1917[tiab] OR ECN[tiab] OR
"E coli"[tiab] OR "Diffusely Adherent Escherichia coli'[tiab] OR "Diffusely Adherent E. coli*[tiab] OR "Enteroinvasive
Escherichia coli’[tiab] OR "Enteroinvasive E. coli'[tiab] OR "Alkalescens-Dispar Group'[tiab] OR "Enteroaggregative
Escherichia coli'[tiab] OR "EAggEC"[tiab] OR "Enteroaggregative E. coli'[tiab]

"Aminosalicylic Acids"[MeSH] OR "Aminosalicylic Acid"[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA
[tiab] OR Rezipas[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid*[tiab] OR salt[tiab] OR monolit-
hium*[tiab] OR monopotassium*[tiab] OR monosodium *[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR
ASA[tiab])

Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazo-
sulfapyridine[tiab] OR Colo-Pleon]tiab] OR "Colo Pleon"[tiab] OR Pleon[tiab] OR "ratio-Sulfasalazine'[tiab] OR
"ratio Sulfasalazine'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR
Pyralin*[tiab] OR Asulfidine[tiab] OR Azulfidin*[tiab]

Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR
Mesalazine[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR
Ascolitin[tiab] OR Canasal[tiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#6 OR #7 OR #8
#5 AND #9

#4 AND #10

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized|tiab] OR
placebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review|[pt]
OR Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis
[sb] OR Cochrane Database Syst Rev[|ournal]

animals[mh] NOT humans[mh]
#12 NOT #13
#37 AND #40 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07
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3.3.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG3_3
Date Run: 12/01/17

#1
#2
#3

#4
#5

#6
#7
#8

#9
#10

#11
#12
#13
#14
#15
#16
#17
#18
#19

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees
MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

(remission or maintain® or "long term care" or "long-term" or Care or continu™ or prolong™ or surveil* or monitor™ or stable or stabil* or
((symptom™*) and (free or absent or nonpresent))):ti,ab,kw (Word variations have been searched)

(#1 or #2) and #3

"Aminosalicylic Acid" or ASA* or Aminosalicyl* or 5-ASA or Rezipas or Pamisyl or ((meta or para or acid* or salt or monolithium* or
monopotassium™ or monosodium* Alumino®) and (Aminosalicyl™ or ASA))

MeSH descriptor: [Aminosalicylic Acids] explode all trees
MeSH descriptor: [Sulfasalazine] explode all trees

Sulfasalazin* or Sulphasalazin* or Salicylazosulfapyridine or Salazosulfapyridine or Colo-Pleon or "Colo Pleon" or Pleon or "ratio-Sulfasalazine"
or "ratio Sulfasalazine" or Ulcol or Ucine or Azulfidine or Azulfadine or Salazopyrin or Pyralin* or Asulfidine or Azulfidin* #9

MeSH descriptor: [Mesalamine] explode all trees

Mesalamin™ or (Mesalamin* and (Monosodium or Salt)) or Mesalazine or Fivasa or Mesasal or Pentasa or Rowasa or Asacol* or Ascolitin or
Canasa or Salofalk or Claversal or Lixacol

#5 or #6

#7 or #8

#9 or #10

#11 or #12 or #13

MeSH descriptor: [Escherichia coli] explode all trees

Escherichia coli or E.coli or Nissle or 1917 or ECN or "E coli" or EAggEC
#15 or #16

#14 and #17

#4 and #18 Publication Year from 2009
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& Thieme

3.3.4 Ergebnis und PRISMA Flow Chart
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3.4 Therapieversagen unter Mesalazin

3.4.1 Schliisselfrage

3.4 Wie kann bei Patienten mit Colitis ulcerosa, die auf Mesalazin nicht addquat ansprechen, die Remission erhalten werden?

Population: Patienten mit Colitis ulcerosa (Remissionsphase)
Interventions: Azathioprin, anti TNFa Antikorper (Infliximab, Adalimumab, Golimumab) oder Vedolizumab
Comparisons: -

Outcomes: Krankheitsaktivitdt, scores (MAYO, SCCAI, PUCALI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

3.4.2 Recherche in Pubmed (07.12.2016)

3.4 Wie kann bei Patienten mit Colitis ulcerosa, die auf Mesalazin nicht addquat ansprechen die Remission erhalten werden?

Nr. Query

#1 Colitis, Ulcerative[MeSH] OR “inflammatory bowel diseases'[MeSH:noexp]

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]

#3 remission[tiab] OR maintain*[tiab] OR "long term care"[MeSH] OR "long-term'[tiab] OR Care[tiab] OR continu*[tiab]
OR prolong*[tiab] OR surveil *[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil*[tiab] OR ((symptom *[tiab]) AND
(free[tiab] OR absent[tiab] OR nonpresent]tiab]))

#4 "Aminosalicylic Acids'[MeSH] OR "Aminosalicylic Acid'[MeSH] OR ASA*[tiab] OR Aminosalicyl*[tiab] OR 5-ASA[tiab]
OR Rezipas[tiab] OR Pamisyl[tiab] OR ((meta[tiab] OR para[tiab] OR acid *[tiab] OR salt[tiab] OR monolithium *[tiab]
OR monopotassium*[tiab] OR monosodium *[tiab] Alumino*[tiab]) AND (Aminosalicyl*[tiab] OR ASA[tiab])

#5 Sulfasalazine[MeSH] OR Sulfasalazin*[tiab] OR Sulphasalazin*[tiab] OR Salicylazosulfapyridine[tiab]OR Salazosulfa-
pyridine[tiab] OR Colo-Pleon][tiab] OR "Colo Pleon’[tiab] OR Pleon|[tiab] OR "ratio-Sulfasalazine'[tiab] OR "ratio
Sulfasalazine'[tiab] OR Ulcol[tiab] OR Ucine[tiab] OR Azulfidine[tiab] OR Azulfadine[tiab] OR Salazopyrin OR Pyralin *
[tiab] OR Asulfidine[tiab] OR Azulfidin*[tiab]

#6 Mesalamine[MeSH] OR Mesalamin*[tiab] OR (Mesalamin*[tiab] AND (Monosodium[tiab] OR Salt[tiab])) OR Mesa-
lazine[tiab] OR Fivasa[tiab] OR Mesasal[tiab] OR Pentasa[tiab] OR Rowasa[tiab] OR Asacol*[tiab] OR Ascolitin[tiab]
OR Canasaltiab] OR Salofalk[tiab] OR Claversal[tiab] OR Lixacol[tiab]

#7 "Treatment Failure"[MeSH] OR "Treatment Failure"[tiab] OR (fail* [tiab] AND (Treat*[tiab] OR interven *[tiab])) OR
alternative[tiab] NOT "Complementary Therapies'[MeSH]

#3 (#1 OR #2) AND 3

#9 (#4 OR #5 OR #6) AND #7

#10 #8 AND #9

Interventionen

#11 'Receptors, Lysosphingolipid'[MeSH] OR ((sphingosin*[tiab]) AND (phosphat™[tiab] OR receptor*[tiab])) OR S1P
[tiab] OR Ozanimod [Supplementary Concept] OR Ozanimod[tiab] OR RPC1063[tiab] OR Etrasimod|tiab] OR
APD334]tiab]

#12 ("CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13[tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsima
[tiab] OR Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar’[tiab] OR Biosimilar*
[tiab])

#13 ("Infliximab"[MeSH] OR infliximab[tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2,
Monoclonal[tiab] OR"cA2, Monoclonal Antibody'[tiab] OR "Remicade"[tiab] OR originator|tiab])

#14 "Adalimumab’[MeSH] OR Adalimumab(tiab] OR "D2E7 Antibody"[tiab] OR Humira][tiab]

#15 etrolizumab[tiab] OR "rhuMAb Beta7" [Supplementary Concept] OR "rhuMAb Beta7'[tiab] OR PRO145 223]tiab]

#16 golimumab [Supplementary Concept] OR golimumab[tiab] OR Simponi[tiab]

#17 "vedolizumab" [Supplementary Concept] OR Vedolizumab][tiab] OR Entyvio[tiab] OR MLN0002][tiab]

#18 Janus Kinases[MeSH] OR JAK™ [tiab] OR "janus kinase'[tiab] OR janus-kinase[tiab]

#19 Filgotinib[tiab] OR GLPG0634(tiab]

#20 Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR

'CP 690,550"[tiab] OR CP690 550[tiab] OR "CP-690 550"[tiab] OR "CP 690 550"[tiab] OR "CP-690,550"[tiab]
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# Thieme

3.4 Wie kann bei Patienten mit Colitis ulcerosa, die auf Mesalazin nicht addquat ansprechen die Remission erhalten werden?

Nr. Query

#21 Glucocorticoids[MeSH] OR glucocorticoid*[tiab] OR "Glucocorticoid Effect™"[tiab] OR steroid*[tiab] OR corticoid*
[tiab] OR ((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab])

#22 Beclomethasone[MeSH] OR Beclomethason *[tiab] OR Beclometason *[tiab] OR ((Beclomethasone[tiab] OR
Beclometason|[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma'[tiab] OR "Beclo AZU"[tiab] OR
Beclocort[tiab] OR Beclomet[tiab] OR OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax[tiab] OR
Beclovent[tiab] OR Beconase[tiab] OR Becloforte[tiab] OR Becodisk|[tiab] OR Becotide[tiab] OR Propaderm(tiab] OR
Sanasthmyl[tiab] OR Becodisks[tiab] OR "Beconase AQ"[tiab] OR Bronchocort[tiab] OR Junik[tiab] OR Qvar|[tiab] OR
Aerobec*[tiab] OR Beclazone*[tiab] OR Ecobec|tiab] OR Filair*[tiab] OR "Nasobec Aqueous'[tiab] OR Prolair[tiab]
OR "Respocort'[tiab] OR Ventolair[tiab] OR Vancenase[tiab] OR Vanceril[tiab] OR Aldecin[tiab] OR Viarin[tiab] OR
"Apo-Beclomethasone"[tiab]

#23 Dexamethasone[MeSH] OR Dexamethason*[tiab] OR Dexametason *[tiab] OR Hexadecadrol[tiab] OR Methylfluor-
prednisolone[tiab] OR Decameth][tiab] OR Decaspray|[tiab] OR Dexasone[tiab] OR Dexpak[tiab] OR Maxidex|tiab]
OR Millicorten[tiab] OR Oradexon[tiab] OR Decaject|[tiab] OR Decaject*[tiab] OR Hexadrol[tiab]

#24 Budesonide[MeSH] OR Budesonid*[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab]

#25 Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin*[tiab] OR Neoral[tiab] OR CyA-NOF[tiab] OR "CyA
NOF'[tiab] OR Sandimmun*[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab]
OR "OL 27 400"[tiab] OR "OL 27 400°[tiab]

#26 Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate[tiab]

#27 Tacrolimus[MeSH] OR tacrolimus[tiab] OR Prograf*[tiab] OR "FR-900 506"[tiab] OR "FR 900 506'[tiab] OR
FR900 506[tiab] OR'FK-506"[tiab] OR "FK 506"[tiab] OR "FK506"[tiab

#28 "Purines’[MeSH] OR Purin*[tiab]

#29 Phosphatidylcholines[MeSH] Or phosphatidylcholin*[tiab] OR ((cholin*[tiab]) AND (phosphoglycerid[tiab] OR
glycero*[tiab])) OR lecithin*[tiab]

#30 "Leukapheresis'[MeSH] OR Leukapher*[tiab] OR Leukocytopher*[tiab] OR Leukopher*[tiab] OR Leukocytapher*
[tiab] OR Lymphapher*[tiab] OR Lymphocytopher*[tiab] OR Lymphopher*[tiab] OR Lymphocytapher*[tiab]

#31 "Fecal Microbiota Transplantation'[MeSH] OR (Fecal[tiab] OR intestinal[tiab] OR microbiot*[tiab]) AND (Transplant®
[tiab] OR transfer*[tiab])) OR ((Transplantation*[tiab] OR transfer[tiab] OR Donor[tiab] OR Infusion[tiab]) AND
Feces[tiab])

#32 Probiotics[MeSH] OR probiotic*[tiab]

#33 #11 OR#12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25
OR #26 OR #27 OR #27 OR#28 OR #29 OR#30 OR #31 OR #32

Suchzeitraum

#34 #10 AND #33

#35 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized[tiab] OR placebo

[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Syste-
matic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Coch-
rane Database Syst Rev[Journal]

#36 animals[mh] NOT humans[mh]
#37 #35 NOT #36
#38 #34 AND #37 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07
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3.4.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG3_4
Date Run: 12/01/17

ID

#1
#2
#3

#4
#5
#6
#7

#8
#9
#10

#11
#12

#13
#14
#15
#16

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees
MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

(remission or maintain® or "long term care" or "long-term" or Care or continu™ or prolong™ or surveil* or monitor™ or stable or stabil* or
((symptom*) and (free or absent or nonpresent))):ti,ab,kw (Word variations have been searched)

(#1 or #2) and #3
MeSH descriptor: [Treatment Failure] explode all trees
"Treatment Failure" or (fail* and (Treat™ or interven™)) or alternative:ti,ab,kw (Word variations have been searched)

"Aminosalicylic Acid" or ASA* or Aminosalicyl™ or 5-ASA or Rezipas or Pamisyl or ((meta or para or acid* or salt or monolithium* or
monopotassium™ or monosodium* Alumino*) and (Aminosalicyl* or ASA))

MeSH descriptor: [Aminosalicylic Acids] explode all trees
MeSH descriptor: [Sulfasalazine] explode all trees

Sulfasalazin™ or Sulphasalazin* or Salicylazosulfapyridine or Salazosulfapyridine or Colo-Pleon or "Colo Pleon" or Pleon or "ratio-Sulfasalazine"
or "ratio Sulfasalazine" or Ulcol or Ucine or Azulfidine or Azulfadine or Salazopyrin or Pyralin® or Asulfidine or Azulfidin*

MeSH descriptor: [Mesalamine] explode all trees

Mesalamin® or (Mesalamin® and (Monosodium or Salt)) or Mesalazine or Fivasa or Mesasal or Pentasa or Rowasa or Asacol* or Ascolitin or
Canasa or Salofalk or Claversal or Lixacol #13

#5 or #6

#7 or #8 or #9 or #10 or #11 or #12
#13 and #14

#4 and #15 Publication Year from 2009
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& Thieme

3.4.4 Ergebnis und PRISMA Flow Chart
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3.5 Biosimilar Infliximab

3.5.1 Schliisselfrage

3.5 Kann bei Patienten mit Colitis ulcerosa die Remission mit Biosimilar Infliximab genauso gut erhalten werden wie mit Originator Infliximab?

Population: Patienten mit Colitis ulcerosa (Remissionsphase), Nichtansprechen auf Mesalazin
Interventions: Azathioprin, anti TNFa Antikorper (Infliximab, Adalimumab, Golimumab) oder Vedolizumab
Comparisons: —

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

3.5.2 Recherche in Pubmed (07.12.2016)

3.5 Kann bei Patienten mit Colitis ulcerosa die Remission mit Biosimilar Infliximab genauso gut erhalten werden wie mit Originator Infliximab?

Nr. Query

#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]

#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|[tiab]

#3 remission[tiab] OR maintain *[tiab] OR "long term care'[MeSH] OR "long-term"[tiab] OR Care[tiab] OR continu*
[tiab] OR prolong*[tiab] OR surveil *[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil *[tiab] OR ((symptom *
[tiab]) AND (free[tiab] OR absent[tiab] OR nonpresent([tiab]))

#4 (#1 OR #2) AND 3

Interventionen

#5 "CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13[tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsima
[tiab] OR Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar[tiab] OR Biosimi-
lar*[tiab]

#6 "Infliximab’[MeSH] OR infliximab|[tiab] OR "MAb cA2"[tiab] OR "Monoclonal Antibody cA2"[tiab] OR "Antibody cA2,
Monoclonal'[tiab] OR"cA2, Monoclonal Antibody'[tiab] OR "Remicade"[tiab] OR originator[tiab]

#7 #5 AND #6

Filter

#8 #4 AND #7

#9 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|[tiab] OR randomized[tiab] OR pla-
cebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR
Systematic Review([tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR
Cochrane Database Syst Rev[|ournal]

#10 animals[mh] NOT humans[mbh]

#11 #9 NOT #10

#12 #8 AND #11 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07
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# Thieme

3.5.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG3_5
Date Run: 12/01/17

ID Search

#1 MeSH descriptor: [Colitis, Ulcerative] explode all trees

#2 MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees

#3 (remission or maintain™ or "long term care" or "long-term" or Care or continu™ or prolong™ or surveil* or monitor* or stable or stabil* or

((symptom™) and (free or absent or nonpresent))):ti,ab,kw (Word variations have been searched)

#4 (#1 or #2) and #3

#5 MeSH descriptor: [Infliximab] explode all trees

#6 MeSH descriptor: [Biosimilar Pharmaceuticals] explode all trees

#7 infliximab or "MAb cA2" or "Monoclonal Antibody cA2" or Remicade or originator
#8 "CT-P13" or CTP13 or inflectra or SB2 or Remsima or Flixabi or Biosimilar*

#9 #5 or #7

#10 #6 or #8

#11 #9 and #10

#12 #4 and #11 Publication Year from 2009

e268
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3.5.4 Ergebnis und PRISMA Flow Chart
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# Thieme

3.6 Erhaltungstherapie bei Proktitis

3.6.1 Schliisselfrage

3.6 Wie sollte die Erhaltungstherapie bei Proktitis durchgefiihrt werden?

Population: Patienten mit Proktitis
Interventions: Erhaltungsttherapie
Comparisons: —

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, toxic megacolon, Trough

level

3.6.2 Recherche in Pubmed (07.12.2016)

3.6 Wie kann die Erhaltungstherapie bei Proktitis durchgefiihrt werden?

Nr.

#1
#2
#3

#4

#5
Filter
#6

#7
#8
#9

Query

Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases"[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]

remission[tiab] OR maintain*[tiab] OR "long term care'[MeSH] OR "long-term"[tiab] OR Care[tiab] OR
continu*[tiab] OR prolong*[tiab] OR surveil*[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil *[tiab] OR
((symptom *[tiab]) AND (free[tiab] OR absent([tiab] OR nonpresent]tiab]))

"Proctitis'[MeSH] OR proctitis[tiab] OR proctitides[tiab] OR ((rectal*[tiab] OR rectum][tiab] OR rectum
[MeSH]) AND (inflammat*[tiab] OR inflammation[MeSH])

(#1 OR #2) AND #3 AND #4

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised[tiab] OR randomized|tiab]
OR placeboltiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups|[tiab] OR Systematic
Review[pt] OR Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR
Meta-Analysis[sb] OR Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#6 NOT #7
#5 AND #8 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07

3.6.3 Recherche in Cochrane (12.01.17)

Search Name: CU_AG3_6
Date Run: 12/01/17

ID

#1
#2
#3
#4
#5
#6
<#7

e270

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees

MeSH descriptor: [Inflammatory Bowel Diseases] explode all trees
maintenance or remission

MeSH descriptor: [Proctitis] explode all trees

rectal or rectum and inflammation

#4 or #5

(#1 or #2) and #3 and #6 Publication Year from 2009
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3.6.4 Ergebnis und PRISMA Flow Chart
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# Thieme

3.7 Therapieziel

3.7.1 Schliisselfrage

3.7 Sollte bei endoskopischer Remission und fehlenden Zeichen einer Entziindung bei klinischen Beschwerden eine Therapiemodifikation

erfolgen?

Population: Patienten mit Colitis ulcerosa, endoskopische Remissionsphase, keine Anzeichen von Entziindung, aber klinische Symptome
Interventions: Therapiemodifikation

Comparisons: keine Therapiemodifikation
Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events

3.7.2 Recherche in Pubmed (07.12.2016)

3.7 Sollte bei endoskopischer Remission und fehlenden Zeichen einer Entziindung bei klinischen Beschwerden (z. B. Durchfall) eine Therapie-
modifikation erfolgen?

Nr.

#1
#2
#3

#4
#5

#6
Filter
#7

#8
#9
#13

Query Treffer
Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]) 43939
(Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab]) 31861
remission[tiab] OR maintain*[tiab] OR "long term care'[MeSH] OR "long-term'[tiab] OR Care[tiab] OR continu*[tiab] 4338414
OR prolong*[tiab] OR surveil*[tiab] OR monitor*[tiab] OR stable[tiab] OR stabil *[tiab] OR ((symptom *[tiab]) AND

(free[tiab] OR absent[tiab] OR nonpresent|[tiab]))

((endoscop™[tiab] OR colonosc*[tiab]) AND remission[tiab]) OR (inflammation[tiab] AND (absence][tiab])) 15358
symptoms[tiab] OR diarrhoe[tiab] OR "Abdominal Pain"[MeSH] OR "abdominal pain‘[tiab] OR cramp*[tiab] OR 795 841
"Muscle Cramp'[MeSH] OR "Gastrointestinal Hemorrhage'[MeSH] OR "rectal bleeding’[tiab]

(#1 OR #2) AND #3 AND #4 AND #5 223
randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised][tiab] OR randomized[tiab] OR pla- 4214861
cebo[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR

Systematic Review[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR

Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh] 4271569
#7 NOT #8 3670593
#6 AND #9 Filters: German, English; Publication date from 2009/06/01 to 2016/12/07 67

3.7.3 Recherche in Cochrane (12.01.2017)

Search Name: CU_AG3_7
Date Run: 12/01/17 15:35:08.270

ID

#1
#2
#3
#4
#5
#6
#7
#3
#9

e272

Search

MeSH descriptor: [Colitis, Ulcerative] explode all trees

maintenance or remission

signs or symptoms or diarrhea or pain or cramp or rectal bleeding
MeSH descriptor: [Signs and Symptoms, Digestive] explode all trees
MeSH descriptor: [Diarrhea] explode all trees

MeSH descriptor: [Abdominal Pain] explode all trees

MeSH descriptor: [Gastrointestinal Hemorrhage] explode all trees
(urge or sudden) and (defec* or stool) or tenesmus

(#1 and #2) and (#3 or #4 or #5 or #6 or #7 or #8) Publication Year from 2009
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3.7.4 Ergebnis und PRISMA Flow Chart

Systematische Cochrane Library PubMed
Literaturrecherche n=68 n=98
Suchtreffer nach Entfernen von Dubletten
n=158
Screening Ergebnis nach dem Ausgeschlossene
Titel-/Abstractscreening Abstracts
n=34 n=124
Ergebnis nach dem _} Ausgeschlossene Kein SR, MA, RCT:
Volitext-Screening Volitexte n=27
n=4 n=30
Nicht die gesuchte
Fragestellung:
n=2
Outcomes nicht
relevant:
n=1
Literaturbewertung Einbezogene Studien | w=jp Ausgeschlossene Unzureichende
nach Literatur Qualitét:
Qualitatsbewertung n= P )

n=3
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# Thieme

4. Recherchen zum Thema ,,Infektionen“

4.1 Schliisselfrage

4. Welche diagnostischen Verfahren sind effektiv zur Prophylaxe, Identifikation und Therapie von Infektionen?

Population: Untersuchte Personen mit CU, Neugeborene, die in der Schwangerschaft TNF-AK ausgesetzt waren

Interventions: Immunosuppression, immunosuppressive, immunocompromised, CMV, EBV, Azathioprin, clostridium difficile, Cotrimoxazol, PCP-Pro-
phylaxe, tuberculosis, herpes zoster, viral, vaccination, FMT, complications, hepatitis, pneumonia, salmonella, campylobacter, shigella, norovirus, rota
virus, opportunistic infections, prevention, Stuhldiagnostik bei Diarrhoe unter Immunsuppression, Kombinationstherapien

Comparisons: —

Outcomes: Krankheitsaktivitat, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events, diagnostische Genauigkeit
(Sensitivitdt, Spezifitat, positiver oder negativer pradiktiver Wert)

4.2 Recherche in PubMed (04.01.2017)

Welche diagnostischen Verfahren sind effektiv zur Identifikation von Infektionen?

Nr. Query Treffer
#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 44221
#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis[tiab] 31976
#3 #1 OR #2 51230
#4 Infection[MeSH] OR infect* [tiab] 1840822
#5 Campylobacter[MeSH] OR Campylobacter(tiab] OR ShigellajlMeSH] OR Shigella[tiab] OR Opportunistic Infections 135155
[MeSH] OR Salmonella[MeSH] OR Salmonella[tiab]
#6 Viruses[MeSH] OR Virus*[tiab] OR Viral*[tiab] OR Norovirus[MeSH] OR Norovirus*[tiab] OR Rotavirus[MeSH] OR 1062286
Rotavirus*[tiab] OR HepatitisfMeSH] OR Hepatiti*[tiab]
#7 Cytomegalovirus[MeSH] OR Cytomegalovirus*[tiab] OR CMV|[tiab] OR HCMV/[tiab] OR (Salivary[tiab] AND Gland[tiab] 47803
AND Virus *[tiab]) OR "Human Herpesvirus 5'[tiab] OR HHV 5][tiab]
#8 Clostridium[MeSH] OR Clostridi*[tiab] OR C. difficile[tiab] 41558
#9 Vaccination[MeSH] OR Vaccinat™[tiab] OR Immunization *[tiab] 208422
#10 Epstein-Barr Virus Infections[MeSH] OR Epstein-Barr Virus*[tiab] OR Herpesvirus 4[tiab] OR EBV Infection *[tiab] 43102
#11 Herpes zoster[MeSH] OR Zona][tiab] OR Zoster([tiab] OR Shingles[tiab] 30010
#12 Tuberculosis[MeSH] OR Tuberculos*[tiab] 226901
#13 Pneumonia[MeSH] OR Pneumonia™*[tiab] OR Lung Inflammation|[tiab] 173702
#14 #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 2859044
#15 #3 AND #14 6378
#16 randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|[tiab] OR randomized[tiab] OR placebo 4245232

[tiab] OR drug therapy[sh] OR randomly([tiab] OR trial[tiab] OR groups|[tiab] OR Systematic Review[pt] OR Systematic
Review][tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane
Database Syst Rev[Journal]

#17 animals[mh] NOT humans[mh] 4285703
#18 #16 NOT #17 3697620
#19 #15 AND #18 Filters: German, English; Publication date from 2009/06/01 to 2017/01/04 971
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4.3 Recherche in Cochrane (04.01.2017)

Search Name: CU_AG4
Date Run: 04/01/17 09:23:35.69

ID

#1
#2
#3

#4

#5

#6
#7
#8
#9
#10
#11
#12
#13

Search

[mh "Colitis, Ulcerative"] or Ulcerative Colitis:ti,ab,kw
[mh Infection] or infect*:ti,ab,kw

[mh Campylobacter] or Campylobacter or [mh Shigella] or Shigella or [mh "Opportunistic Infections"] or [mh Salmonella] or
Salmonella:ti,ab,kw

[mh Viruses] or Virus* or Viral* or [mh Norovirus] or Norovirus* or [mh Rotavirus] or Rotavirus* or [mh Hepatitis] or
Hepatiti*:ti,ab,kw

[mh Cytomegalovirus] or Cytomegalovirus* or CMV or HCMV or (Salivary and Gland and Virus*) or "Human Herpesvirus 5"
or HHV 5:ti,ab,kw

[mh Clostridium] or Clostridi* or C. difficile:ti,ab,kw

[mh Vaccination] or Vaccinat™ or Immunization *:ti,ab,kw

[mh "Epstein-Barr Virus Infections"] or Epstein-Barr Virus* or Herpesvirus 4 or EBV Infection *:ti,ab,kw
[mh "Herpes zoster"] or Zona or Zoster or Shingles:ti,ab,kw

[mh Tuberculosis] or Tuberculos *:ti,ab,kw

[mh Pneumonia] or Pneumonia* or Lung Inflammation:ti,ab,kw

#2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11

#1 and #12 Publication Year from 2009, n Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology
Assessments
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& Thieme

4.4 Ergebnis und PRISMA Flow Chart

Systematische Cochrane Library PubMed
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5. Recherchen zum Thema ,,Chirurgie/ Pouchitis“

5.1 Chirugie

5.1.1 Schliisselfrage

5.1 Wie sollte das chirurgische Vorgehen einer Proktokolektomie am besten gestaltet sein?

Population: CU-Patienten mit Indikation zur Proktokolektomie

Interventions: High-volume-Zentren, laparoskopische Proktokolektomie, primar mit Stoma, darmnahe Rektumresektion
Comparisons: Spezialisierte Zentren, Krankenhduser der Regelversorgung? offene Proktokolektomie, primdr ohne Stoma, Resektion in der TME-Schicht
Outcomes: Mortalitdt, Quality of Life, Morbiditat, Komplikationsrate, Pouchitis, Pouchfunktion, Poucherhalt.

5.1.2 Recherche in PubMed (13.12.2016)

5.1 Wie sollte das chirurgische Vorgehen am besten gestaltet sein?

Nr.

#1
#2
#3
#4

#5
#6
#7
#8
#9
#10
#11
#12
#13
#14
#15
#16

#17
#18
#19
#20
#21
#22
#23
#24
#25
#26

#27
#28
#29

Query

Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|[tiab]
#1 OR #2

Digestive System Surgical Procedures[MeSH] OR Surg*[tiab] OR Proctocolectomy, Restorative[MeSH] OR Proctocolectom*
[tiab] OR Coloproctectom *[tiab] OR Colonic Pouches[MeSH] OR (Colon*[tiab] AND (Pouch[tiab] OR Pouches][tiab]))

Hospitals, High-Volume[MeSH] OR Hospitals, Low-Volume[MeSH] OR (Volume[tiab] AND Hospital *[tiab])
Hospitals, Special[MeSH] OR (Special * [tiab] AND Hospital*[tiab])

Hospitals, General[MeSH] OR (General[tiab] AND Hospital *[tiab])

#5 AND (#6 OR #7)

#6 AND (#5 OR #7)

#7 AND (#5 OR #6)

Open(tiab] AND (Minimally Invasive Surgical Procedures[MeSH] OR (Minimal*[tiab] OR Surg*[tiab]) OR Laparoscopi*[tiab])
Surgical Stomas[MeSH] OR Stoma*[tiab]

((Mesorectal *[tiab] OR Mesenterial *[tiab]) AND (Excision*[tiab] OR Extirpation *[tiab])) OR TME[tiab]
(Rectum[MeSH] OR rectal*[tiab] OR rectum][tiab]) AND (eversion *[tiab] OR resect*[tiab])

#13 AND #14

"Endoscopic Mucosal Resection"[MeSH] OR Mucosectom *[tiab] OR Mucotom *[tiab] OR (Endoscopic™*[tiab] AND (Mucosa*
[tiab] OR Mucous*[tiab]) AND (Resect*[tiab] OR Dissect™[tiab]) OR Strip Biops*[tiab]

Anastomosis, Surgical[MeSH] OR Surgical *[tiab] Anastomos *[tiab]
Surgical Stapling[MeSH] OR Stapl*[tiab]

Hand*[tiab] AND (Stitch*[tiab] OR Sew*[tiab] OR Sutur*[tiab])
#17 AND #18

#17 AND #19

#16 OR #20 OR #21

#8 OR#9 OR #10 OR #11 OR #12 OR #15 OR #22

#3 AND #4

#23 AND #24

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized[tiab] OR placebo][tiab] OR

drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic Review[tiab] OR
Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#26 NOT #27
#25 AND #28 Filters: German, English; Publication date from 2009/06/01 to 2016/12/13
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Treffer

43939
31861
51066

1836782

26244
107014
103290
3738
13923
14456
96461
149941
3368
76248
1511
4757

32532
14581
4385
2302
872
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3672006
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# Thieme

5.1.3 Recherche in Cochrane (16.12.2016)

Search Name: CU_AG5_1
Date Run: 16/12/16 15:14:49.883

#1
#2
#3
#4
#5
#6
#7
#8
#9
#10
#11
#12
#13
#14
#15
#16
#17
#18

#19
#20
#21
#22
#23
#24
#25
#26
#27

e278

Search

[mh "Colitis, Ulcerative"] or [mh ~'inflammatory bowel diseases']

Idiopathic Proctocolitis or Ulcerative Colitis or Colitis Gravis:ti,ab,kw

#1 or #2

[mh "Digestive System Surgical Procedures'] or [mh "Proctocolectomy, Restorative"] or [mh "Colonic Pouches']
Surg* or Proctocolectom™ or Coloproctectom™ or ((Colon* or lleal*) and (Pouch or Pouches));ti,ab,kw
#4 or #5

[mh Hospitals, High-Volume] or [mh "Hospitals, Low-Volume'] or (Volume AND Hospital*):ti,ab,kw

[mh "Hospitals, Special'] or (Special* AND Hospital *):ti,ab,kw

[mh "Hospitals, General'] or (General AND Hospital*):ti,ab,kw

#7 and (#8 or #9)

#8 and (#7 or #9)

#9 and (#7 or #8)

Open and ([mh "Minimally Invasive Surgical Procedures"] or (Minimal* or Surg*) or Laparoscopi*):ti,ab,kw
[mh "Surgical Stomas"] or Stoma*:ti,ab,kw

((Mesorectal* or Mesenterial*) and (Excision™ or Extirpation™)) or TME

([mh Rectum] or rectal or rectum) and (eversion™ or resect®)

#15 and #16

[mh "Endoscopic Mucosal Resection"] or Mucosectom ™ or Mucotom™ or (Endoscopic* and (Mucosa™ or Mucous™) and
(Resect™ or Dissect™)) or Strip Biops *:ti,ab,kw

[mh "Anastomosis, Surgical'] or Surgical* Anastomos *:ti,ab,kw
[mh "Surgical Stapling"] or Stapl*:ti,ab,kw

Hand* and (Stitch* or Sew™ or Sutur®):ti,ab,kw

#19 and #20

#19 and #21

#18 or #22 or #23

[or #10-#14, #17, #24)

#3 and #6

#25 and #26 Publication Year from 2009, in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology
Assessments
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Hits

1350
2300
2530
14024
170997
176024
589

827

387

13

16
13976
14185
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1190
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143
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28252
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5.1.4 Ergebnis und PRISMA Flow Chart

Systematische Cochrane Library PubMed
Literaturrecherche n=73 n=294

!
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4
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# Thieme

5.2 Postoperative Komplikationen

5.2.1 Schliisselfrage

5.2 Wie konnen postoperative Komplikationen bei Patienten mit Proktokolektomie vermieden| versorgt werden?

Population: CU-Patienten mit Proktokolektomie (und akuter Pouchitis)

Interventions: Probiotics, antibiotics, Immunsuppressiva, Biologika

Comparisons: -

Outcomes: Mortalitdt, Quality of Life, Morbiditat, Lokalseptische Komplikationen, Pouchitis, Pouchfunktion, Poucherhalt.

5.2.2 Recherche in PubMed (15.12.2016)

5.2 Wie konnen postoperative Komplikationen bei Patienten mit Proktokolektomie vermieden|versorgt werden?

Nr.

#1
#2
#3
#4

#5

#6
#7
#8

#9

#10

#11

#12
#13
#14
#15
#16
#17
#18
#19
#20
#21

#22

e280

Query

Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp]
Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|[tiab]
#1 OR #2

Digestive System Surgical Procedures[MeSH] OR Surg*[tiab] OR Proctocolectomy, Restorative[MeSH] OR Proctocolectom*
[tiab] OR Coloproctectom *[tiab] OR Colonic Pouches[MeSH] OR ((Colon*[tiab] OR lleal*[tiab]) AND (Pouch[tiab] OR Pouches
[tiabl))

Postoperative Complications[MeSH] OR complication*[tiab] OR "adverse effects" [Subheading] OR complications[Subheadin-
g] OR Pneumonia[MeSH] OR Pneunomi*[tiab] OR Inflammation[MeSH] OR Inflammation*[tiab] OR Anastomotic Leak|MeSH]
OR Leak*[tiab] OR Abscess[MeSH] OR Abscess[tiab] OR PouchitisfMeSH] OR Pouch lleitis[tiab] OR Intestinal Obstruction
[MeSH] OR Obstruct*[tiab] OR lleus[tiab] OR Incisional Hernia[MeSH] OR ((Incisional * [tiab] OR Postoperative|[tiab]) AND
Hernia*[tiab])

#4 AND #5
treatment™[tiab] OR "therapy" [Subheading] OR Probiotics[MeSH] OR Probiotic*[tiab]

Therapeutics[MeSH] OR Anti-Bacterial Agents[MeSH] OR Therap*[tiab] OR Anti-Bacterial *[tiab] OR Antibacterial*[tiab]
Antibiotic*[tiab] OR Bacteriocidal *[tiab] OR Bacteriostatic*[tiab] OR Ciprofloxacin[MeSH] OR Ciprofloxacin[tiab] OR Metroni-
dazole[MeSH] OR Metronidazol*[tiab] OR Trichopol[tiab] OR Flagyl[tiab] OR Metrogyl[tiab] OR Vancomycin[MeSH] OR
Vancomycin *[tiab] OR Vancocin*[tiab]

"Receptors, Lysosphingolipid'[MeSH] OR ((sphingosin*[tiab]) AND (phosphat™*[tiab] OR receptor*[tiab])) OR S1P[tiab] OR
Ozanimod [Supplementary Concept] OR Ozanimod|tiab] OR RPC1063[tiab] OR Etrasimod[tiab] OR APD334][tiab]

"CT-P13"[Supplementary Concept] OR "CT-P13"[tiab] OR CTP13][tiab] OR inflectra[tiab] OR SB2[tiab] OR Remsima][tiab] OR
Flixabi[tiab] OR "Biosimilar Pharmaceuticals'[MeSH] OR "Pharmaceuticals, Biosimilar’[tiab] OR Biosimilar*[tiab]

"Infliximab’[MeSH] OR infliximab([tiab] OR "MAb cA2’[tiab] OR "Monoclonal Antibody cA2'[tiab] OR "Antibody cA2, Mono-
clonal'[tiab] OR"cA2, Monoclonal Antibody"[tiab] OR "Remicade’[tiab] OR originator[tiab]

'Adalimumab’[MeSH] OR Adalimumab(tiab] OR "D2E7 Antibody"[tiab] OR Humira[tiab]

etrolizumab][tiab] OR "rhuMAb Beta7" [Supplementary Concept] OR "rhuMAb Beta7"[tiab] OR PRO145 223[tiab]

"AVX-470" [Supplementary Concept] OR AVX-470][tiab]

golimumab [Supplementary Concept] OR golimumab[tiab] OR Simponi[tiab]

"vedolizumab" [Supplementary Concept] OR Vedolizumab][tiab] OR Entyvio[tiab] OR MLN0002][tiab]

Ustekinumab[MeSH] OR Ustekinumab|[tiab] OR Stelara[tiab] OR "CNTO 1275"[tiab] OR "CNTO-1275"[tiab] OR CNTO1275[tiab]
Eldelumab][tiab] OR Anti-IP-10][tiab]

Janus Kinases[MeSH] OR JAK*[tiab] OR "janus kinase'[tiab] OR janus-kinase[tiab]

Filgotinib[tiab] OR GLPGO634[tiab]

Tofacitinib [Supplementary Concept] OR tofacitinib[tiab] OR tasocitinib[tiab] OR Xeljanz[tiab] OR Jakvinus[tiab] OR "CP
690,550"[tiab] OR CP690 550[tiab] OR "CP-690 550"[tiab] OR "CP 690 550"[tiab] OR "CP-690,550"[tiab]

(Glucocorticoids[MeSH] OR glucocorticoid*[tiab] OR "Glucocorticoid Effect*"[tiab] OR steroid*[tiab] OR corticoid *[tiab] OR
((cortico*[tiab] OR hormone[tiab] OR generation[tiab]) AND steroid *[tiab]))

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Treffer

43939
31861
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1841044

4797577
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5.2 Wie konnen postoperative Komplikationen bei Patienten mit Proktokolektomie vermieden|versorgt werden?

Nr.

#23

#24

#25

#26
#27

#28

#29
#30
#31

#32

#33
#34

#35
#36
#37

#38
#39
#40

Query

Prednisone[MeSH] OR "Cortisone"[MeSH] OR Dehydrocortisone[tiab] OR prednison*[tiab] OR delta-Cortisone[tiab] OR
Rectodelt[tiab] OR Sterapred[tiab] OR Ultracorten|[tiab] OR Winpred[tiab] OR Apo-Prednisone[tiab] OR Cortan[tiab] OR
Cortancyl[tiab] OR Panafcort[tiab] OR OR Cutason[tiab] OR Decortin[tiab] OR Dacortin[tiab] OR Decortisyl[tiab] OR Deltasone
[tiab] OR Encorton*[tiab] OR Enkortolon[tiab] OR Kortancyl[tiab] OR "Liquid Pred"[tiab] OR Meticorten[tiab] OR Orasone[tiab]
OR Panasol[tiab] OR "Predni Tablinen"[tiab] OR Prednidib[tiab] OR Predniment[tiab] OR Pronisone[tiab] OR Sone[tiab]

(Beclomethasone[MeSH] OR Beclomethason *[tiab] OR Beclometason*[tiab] OR ((Beclomethasone[tiab] OR Beclometason
[tiab]) AND Dipropionate[tiab])) OR Beclamet[tiab] OR "Beclo Asma’[tiab] OR "Beclo AZU"[tiab] OR Beclocort[tiab] OR Beclo-
met[tiab] OR OR Beclorhinol[tiab] OR Becloturmant[tiab] OR Sanasthmax([tiab] OR Beclovent[tiab] OR Beconase[tiab] OR
Becloforte[tiab] OR Becodisk[tiab] OR Becotide[tiab] OR Propaderm[tiab] OR Sanasthmyl[tiab] OR Becodisks[tiab] OR "-
Beconase AQ'[tiab] OR Bronchocort([tiab] OR Junik[tiab] OR Qvar[tiab] OR Aerobec*[tiab] OR Beclazone*[tiab] OR Ecobec
[tiab] OR Filair*[tiab] OR "Nasobec Aqueous'[tiab] OR Prolair[tiab] OR "Respocort[tiab] OR Ventolair[tiab] OR Vancenase|tiab]
OR Vanceril[tiab] OR Aldecin[tiab] OR Viarin[tiab] OR "Apo-Beclomethasone’[tiab])

Dexamethasone[MeSH] OR Dexamethason*[tiab] OR Dexametason*[tiab] OR Hexadecadrol[tiab] OR Methylfluorprednisolone
[tiab] OR Decameth[tiab] OR Decaspray[tiab] OR Dexasone[tiab] OR Dexpak|[tiab] OR Maxidex[tiab] OR Millicorten[tiab] OR
Oradexon[tiab] OR Decaject|[tiab] OR Decaject*[tiab] OR Hexadrol[tiab]

Budesonide[MeSH] OR Budesonid *[tiab] OR Pulmicort[tiab] OR MMX[tiab] OR Horacort[tiab] OR Rhinocort[tiab]

Cyclosporine[MeSH] OR cyclosporin*[tiab] OR Ciclosporin*[tiab] OR Neoral[tiab] OR CyA-NOF[tiab] OR "CyA NOF'[tiab] OR
Sandimmun*[tiab] OR CsA-Neoral[tiab] OR "CsA Neoral" OR CsANeoral[tiab] OR "OL 27 - 400"[tiab] OR "OL 27 400°"[tiab] OR
"OL 27 400"[tiab]

Tacrolimus[MeSH] OR tacrolimus[tiab] OR Prograf*[tiab] OR "FR-900 506"[tiab] OR "FR 900 506"[tiab] OR FR900 506]tiab]
OR'FK-506'[tiab] OR "FK 506'[tiab] OR "FK506"[tiab]

Methotrexate[MeSH] OR Methotrexate[tiab] OR Amethopterin[tiab] OR Mexate[tiab]
"Purines"[MeSH] OR Purin*[tiab]

"Azathioprine"[MeSH] OR Azahtioprin*[tiab] OR Thiopurin*[tiab] OR Imurel[tiab] OR Imuran[tiab] OR Immuran[tiab] OR
Azafalk[tiab] OR Azaimmun[tiab] OR Azarek[tiab] OR Colinsan[tiab] OR Immunoprin[tiab] OR Imurek[tiab] OR Zytrim[tiab]

6-Mercaptopurine[MeSH] OR 6-Mercaptopurin*[tiab] OR Mercaptopurin*[tiab] OR "1,7-Dihydro-6H-purine-6-thione"[tiab]
OR 6-Thiohypoxanthin*[tiab] OR 6-Thiopurine[tiab] OR Thiopurin*[tiab] OR Leupurin[tiab] OR Purimethol[tiab] OR "BW 57 -
323H'[tiab] OR "BW 57 323H"[tiab] OR "BW 57 323H"[tiab] OR Purinethol[tiab] OR "Puri-Nethol"[tiab] OR "Puri Nethol'[tiab]

"AJM300" [Supplementary Concept] OR AJM300][tiab] OR "Integrin alpha4'[MeSH] OR "Integrin alpha4"[tiab]

#7 OR#8 OR#9 OR#10 OR#11 OR#12 OR#13 OR#14 OR#15 OR#16 OR#17 OR #18 OR OR #19 OR #20 OR #21 OR #22 OR
#23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33

#6 AND #34
#3 AND #35

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised|tiab] OR randomized[tiab] OR placebo(tiab] OR
drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups|tiab] OR Systematic Review[pt] OR Systematic Review[tiab] OR
Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Database Syst Rev[Journal]

animals[mh] NOT humans[mh]
#37 NOT #38
#36 AND #39 Filters: German, English; Publication date from 2009/06/01 to 2016/12/15
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# Thieme

5.2.3 Recherche in Cochrane (16.12.2016)

Search Name: CU_AG5_2
Date Run: 16/12/16 15:15:55.428

ID

#1
#2
#3
#4
#5
#6
#7
#3

#9

#10
#11
#12
#13

#14

#15

#16

#17

#18

#19

#20

#21

#22
#23
#24

e282

Search

[mh "Colitis, Ulcerative'] or [mh ~'inflammatory bowel diseases’]

Idiopathic Proctocolitis or Ulcerative Colitis or Colitis Gravis:ti,ab,kw

#1 or #2

[mh "Digestive System Surgical Procedures"] or [mh "Proctocolectomy, Restorative'] or [mh "Colonic Pouches"]
Surg® or Proctocolectom™ or Coloproctectom™ or ((Colon™ or lleal*) and (Pouch or Pouches));ti,ab,kw

#4 or #5

Any MeSH descriptor with qualifier(s): [Adverse effects — AE, Complications - CO]

[mh "Postoperative Complications'] or [mh Inflammation] or [mh "Anastomotic Leak"] or [mh Abscess] or [mh Pneumonia] or [mh
Pouchitis] or [mh "Intestinal Obstruction"] or [mh "Incisional Hernia']

complication™ or Inflammation™ or Pneunomi* or Leak™ or Abscess or Pouch lleitis or Obstruct™ or lleus or ((Incisional* or Post-
operative) and Hernia™)

#7 or #8 or #9

#6 and #10

Any MeSH descriptor with qualifier(s): [Therapy - TH]

[mh Probiotics | or [mh Therapeutics] or [mh "Anti-Bacterial Agents "] or [mh Ciprofloxacin ] or [mh Metronidazole ] or [mh Van-
comycin |

treatment™ or Probiotic* or Therap™ or Anti-Bacterial* or Antibacterial* Antibiotic* or Bacteriocidal* or Bacteriostatic* or Cipro-
floxacin or Metronidazol* or Trichopol or Flagyl or Metrogyl or Vancomycin* or Vancocin*:ti,ab,kw

[mh "Receptors, Lysosphingo lipid"] or [mh "Biosimilar Pharmaceuticals"] or [mh Infliximab] or [mh Adalimumab] or [mh Usteki-
numab] or [mh "Janus Kinases'] or [mh Glucocorticoids] or [mh Prednisone] or [mh Cortisone] or [mh Beclomethasone] or [mh
Dexamethasone] or [mh Cyclosporine] or [mh Tacrolimus] or [mh Methotrexate] or [mh Purines] or [mh Azathioprine] or [mh 6-
Mercaptopurine] or [mh "Integrin alpha4']

((sphingosin®) and (phosphat™ or receptor™)) or S1P or Ozanimod or RPC1063 or Etrasimod or APD334 or CT-P13 or CTP13 or
inflectra or SB2 or Remsima or Pharmaceuticals, Biosimilar or Biosimilar® or Flixabi or infliximab or MAb cA2 or Monoclonal Anti-
body cA2 or Antibody cA2, Monoclonal ORcA2, Monoclonal Antibody or Remicade or originator or Adalimumab or D2E7 Antibody
or Humira or etrolizumab or rhuMAb Beta7 or PRO145 223 or AVX-470 or golimumab or Simponi or Vedolizumab or Entyvio or
MLNO0002 or Ustekinumab or Stelara or CNTO 1275 or CNTO-1275 or CNTO1275 or Eldelumab or Anti-IP-10 or JAK™ or janus ki-
nase or janus-kinase or Filgotinib or GLPG0634 or tofacitinib or tasocitinib or Xeljanz or Jakvinus or CP 690,550 or CP690 550 or
CP-690 550 or CP 690 550 or CP-690,550 or glucocorticoid* or Glucocorticoid Effect™ or steroid* or corticoid™ or ((cortico® or
hormone or generation) and steroid *);ti,ab,kw

Dehydrocortisone or prednison* or delta-Cortisone or Rectodelt or Sterapred or Ultracorten or Winpred or Apo-Prednisone or Cor-
tan or Cortancyl or Panafcort or Cutason or Decortin or Dacortin or Decortisyl or Deltasone or Encorton™ or Enkortolon or Kortancyl
or Liquid Pred or Meticorten or Orasone or Panasol or Predni Tablinen or Prednidib or Predniment or Pronisone or Sone;ti,ab,kw

Beclomethason™ or Beclometason™ or ((Beclomethasone or Beclometason) and Dipropionate) or Beclamet or Beclo Asma or Be-
clo AZU or Beclocort or Beclomet or Beclorhinol or Becloturmant or Sanasthmax or Beclovent or Beconase or Becloforte or Beco-
disk or Becotide or Propaderm or Sanasthmyl or Becodisks or Beconase AQ or Bronchocort or Junik or Qvar or Aerobec™ or Becla-
zone™ or Ecobec or Filair* or Nasobec Aqueous or Prolair or Respocort or Ventolair or Vancenase or Vanceril or Aldecin or Viarin or
Apo-Beclomethasone:ti,ab,kw

Dexamethason™ or Dexametason™ or Hexadecadrol or Methylfluorprednisolone or Decameth or Decaspray or Dexasone or Dex-
pak or Maxidex or Millicorten or Oradexon or Decaject or Decaject™ or Hexadrol or Budesonid* or Pulmicort or MMX or Horacort
or Rhinocort:ti,ab,kw

cyclosporin® or Ciclosporin™ or Neoral or CyA-NOF or CyA NOF or Sandimmun* or CsA-Neoral or CsA Neoral or CsANeoral or OL
27 -400 or OL 27 400 or OL 27 400 or tacrolimus or Prograf* or FR-900 506 or FR 900 506 or FR900 506 ORFK-506 or FK 506 or
FK506 or Methotrexate or Amethopterin or Mexate or Purin *:ti,ab,kw

Azahtioprin® or Thiopurin® OR Imurel or Imuran or Immuran or Azafalk or Azaimmun or Azarek or Colinsan or Immunoprin or
Imurek or Zytrim or 6-Mercaptopurin® or Mercaptopurin® or 1,7-Dihydro-6H-purine-6-thione or 6-Thiohypoxanthin® or 6-Thio-
purine or Thiopurin* or Leupurin or Purimethol or BW 57 -323H or BW 57 323H or BW 57 323H or Purinethol or Puri-Nethol or
Puri Nethol or AJM300 or Integrin alpha4:ti,ab,kw

{Moss, #12-#21]}
#11 and #22

#3 and #23 Publication Year from 2009, in Cochrane Reviews (Reviews only), Other Reviews, Trials and Technology Assessments
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5.2.4 Ergebnis und PRISMA Flow Chart
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# Thieme

6. Recherchen zum Thema ,,Komplementarmedizin und Erndhrung
6.1 Schliisselfrage
6. Welche komplementarmedizinischen Verfahren sind effektiv zur Behandlung der CU?

Population: Personen mit CU

Interventions:

Complementary therapies (complementary medicine, alternative medicine, alternative therapies, complementary and alternative medicine, complemen-
tary and alternative therapies, naturopathy): phytotherapy, phytochemicals, herbs, herbal medicine, balm, passiflora, curcumin, boswellia serrata, aloe
vera, glycyrrhiza, belladonna, frankincense, calendula, tormentill, helminths, caraway, myrrh, chamomile, coffee, turmeric, plantago ovata, ginger, nico-
tine, Trichuris suis ovata, Passionflower, peppermint oil, hydrotherapy, biofeedback, massage, warming, chronotherapy, light, acupuncture, acupressure,
chinese medicine, ayurvedic medicine, kampo

Nutrition: Vitamins, nutritional supplement, Supplements, dietary

Exercise: movement, relaxation, pmr, breathing exercises, autogenic training, yoga, lifestyle modification, tai chi, gigong, hypnosis, hypnotherapy, me-
ditation, balneotherapy, antroposophic, aromatherapy, imagery, homeopathy, mindfulness

Comparisons: Standardtherapie, keine Therapie

Outcomes: Krankheitsaktivitdt, scores (MAYO, SCCAI, PUCAI), Quality of life (IBDQ, SIDQ), mucosal healing, adverse events

6.2 Recherche in PubMed (13.12.2016)

Welche komplementdrmedizinischen Verfahren sind effektiv zur Behandlung der CU?

Nr. Query Treffer
#1 Colitis, Ulcerative[MeSH] OR "inflammatory bowel diseases'[MeSH:noexp] 43939
#2 Idiopathic Proctocolitis[tiab] OR Ulcerative Colitis[tiab] OR Colitis Gravis|tiab] 31834
#3 #1 OR #2 50979

Komplementarmedizinische Verfahren

#4 Complementary Therapies[MeSH] 195947

#5 Complementary Therap*[tiab] OR Complementary Medicine[tiab] OR Alternative Medicine[tiab] OR Alternative 19378
Therap*[tiab] OR Naturopathic[tiab] OR Naturopathy([tiab]

#6 Phytotherapy([tiab] OR Aromatherapy|[tiab] OR Phytochemical *[tiab] 14537

#7 Herb* [tiab] therap*[tiab] OR Herb*[tiab] medicine[tiab] OR balm[tiab] OR passiflora*[tiab] OR passiflora[MeSH] OR 227198

Passion[tiab] Flower™*[tiab] OR Curcumin[MeSH] OR curcumin(tiab] OR Turmeric[tiab] OR Curcuma[MeSH] OR Curcu-
ma ™ [tiab] OR Boswellia[MeSH] OR Boswellia[tiab] OR Aloe[MeSH] OR Aloe[tiab] OR Glycyrrhiza[MeSH] OR Glycyrrhiza
[tiab] OR Liquorice*[tiab] OR Licorice*[tiab] OR Atropa belladonna[MeSH] OR Belladonna*[tiab] OR frankincense[MeSH]
OR Frankincense[tiab] OR Olibanum([tiab] OR Calendula[MeSH] OR Calendula*[tiab] OR PotentillafMeSH] OR Tormentil*
[tiab] OR Septfoil[tiab] OR Helminths[MeSH] OR Therapy with Helminths[MeSH] OR Helminth*[tiab] OR Parasitic
Worm *[tiab] OR Aschelminthe*[tiab] OR Nematomorpha*[tiab] OR Gordius[tiab] OR Helminthic Therap*[tiab] OR
Carum[MeSH] OR Carum*[tiab] OR Caraway*[tiab] OR Ajowan *[tiab] OR Commiphora[MeSH] OR Commiphora[tiab]
OR Myrrh[tiab] OR Chamomile[MeSH] OR Camomile*[tiab] OR Chamomile[tiab] OR Coffee[MeSH] OR Coffee[tiab] OR
Caffeine[MeSH] OR Caffein*[tiab] OR Plantago[MeSH] OR Plantago*[tiab] OR Plantain*[tiab] OR Ginger[MeSH] OR
Ginger*[tiab] OR Zingiber[tiab] OR Nicotine[MeSH] OR Nicotine[tiab] OR Trichuris[MeSH] OR Trichur*[tiab] OR Tricho-
cephalus|tiab] OR Mentha piperitalMeSH] OR Mentha piperita*[tiab] OR Peppermint*[tiab]

#8 Hydrotherapy[MeSH] OR Hydrotherap*[tiab] OR Whirlpool* [tiab] 19156
#9 Biofeedback, Psychology[MeSH] OR Biofeedback*[tiab] OR Myofeedback*[tiab] 11123
#10 Massage[MeSH] OR Massage*[tiab] 11176
#11 Hot Temperature[MeSH:noexp] OR Heat[tiab] OR Hot Temperature*[tiab] OR Warming|tiab] 247455
#12 Chronotherapy[MeSH] OR Chronotherap*|[tiab] 1468
#13 Phototherapy[MeSH] OR Phototherap*[tiab] OR Light therap*[tiab] 35568
#14 Acupuncture[MeSH] OR Acupuncture Therapy[MeSH] OR Acupuncture[tiab] 24567
#15 Acupressure[MeSH| OR Acupressure[tiab] OR Shiatsu[tiab] OR Shiatzu[tiab] 1021
#16 Medicine, Chinese Traditional[MeSH] OR (Chinese[tiab] AND Traditional[tiab] AND Medicine*[tiab]) OR Kampo[tiab] OR 26771
Kanpo([tiab]

#17 (Ayurvedic[tiab] OR Siddha[tiab] OR Hindu[tiab]) AND medicine[tiab] 1294
#18 #4 OR#5 OR #6 OR #7 OR #8 OR#9 OR#10 OR#11 OR#12 OR #13 OR #14 OR #15 OR #16 OR #17 756558
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Welche komplementarmedizinischen Verfahren sind effektiv zur Behandlung der CU?

Nr.

Erndhrung
#19

#20

#21

#22
Exercise
#23

#24

#25

#26
#27
#28

#29
#30
#31
#32
#33
#34
#35
#36
#37
#38

#39
#40
#41

Query

Diet, Food, and Nutrition[MeSH] OR Nutri*[tiab] OR Diet*[tiab]
Vitamins[MeSH] OR Vitamin*[tiab]

(Food[tiab] OR Diet*[tiab]) AND Supplement*[tiab]

#19 OR #20 OR #21

Exercise[MeSH] OR Sport[MeSH] OR Exercise[tiab] OR Sport*[tiab] OR Physical Fitness[tiab]
Movement[MeSH:noexp] OR Movement[tiab] OR Relaxation[MeSH] OR Relaxation Therapy[MeSH] OR Relaxation[tiab]

Autogenic Training[MeSH] OR "Autogenic Training'[tiab] OR (progressive[tiab] AND muscle[tiab] AND relaxation[tiab])
OR "PMR'[tiab]

Breathing exercise™[tiab] OR "Respiratory Muscle Training"[tiab]
Yoga[tiab] OR Tai Ji[tiab] OR Tai Chi[tiab] OR Tai-ji[tiab] OR Qigong|tiab] OR Qi gong|tiab] OR Meditation[tiab]

(Life Style[MeSH] OR Health Behavior[MeSH] OR Lifestyle[tiab] OR Life Style[tiab] OR Health Behaviour*[tiab] OR Health
Behavior*[tiab]) AND (change[tiab] OR modi*[tiab] OR intervention*[tiab])

Hypnosis[tiab] OR Hypnoses[tiab] OR Hypnotherap*|tiab]

Balneology[MeSH] OR Balneology[tiab] OR Balneothera*[tiab]

Anthroposophy[MeSH] OR Anthroposoph*[tiab]

Imager*[tiab] OR (Directed[tiab] AND Reverie[tiab] AND Therap*[tiab])

Homeopath*[tiab] OR Homoeopath*[tiab]

Mindfulness[MeSH] OR Mindfulness|tiab]

#23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34
#18 OR #22 OR #35 - Interventionen gesamt

#3 AND #36

randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomised[tiab] OR randomized[tiab] OR placebo
[tiab] OR drug therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic
Review|[tiab] OR Systematic[sb] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sb] OR Cochrane Data-
base Syst Rev[Journal]

animals[mh] NOT humans[mh]
#38 NOT #39
#37 AND #40 Filters: German, English; Publication date from 2009/06/01 to 2016/12/13
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# Thieme

6.3 Recherche in Cochrane (13.12.2016)

Search Name: CU_AG6
Date Run: 13/12/16 10:05:59.610

ID

#1
#2

#3

#4

#5

#6
#7

e286

Search

[mh "Colitis, Ulcerative"] or Ulcerative Colitis:ti,ab,kw

[mh "Complementary Therapies'] or Phytotherapy or Aromatherapy or Phytochemical* or Herb* therap™ or Herb*
medicine or balm OR passiflora® or passiflora OR Passion Flower™ or curcumin or Turmeric or Curcuma* or Boswellia or
Aloe or Glycyrrhiza or Liquorice™ or Licorice* or Belladonna* or Frankincense or Olibanum or Calendula® or Potentilla or
Tormentil™ or Helminth* or Parasitic Worm™ or Aschelminthe® or Nematomorpha™ or Gordius or Helminthic Therap* or
Carum™ or Caraway™ or Ajowan* or Commiphora or Myrrh or Camomile* or Chamomile or Coffee or Caffein* or Planta-
go™* or Plantain™ or Ginger™ or Zingiber or Nicotine or Trichur* or Trichocephalus or Mentha piperita® or Peppermint™:ti,
ab,kw

Hydrotherap* or Biofeedback® or Massage™ or Warming or Chronotherap® or Phototherap* or Light therap* or
Acupunctureor Acupressure or Shiatsu or (Chinese and Traditional and Medicine™):ti,ab,kw

[mh "Diet, Food, and Nutrition"] or Nutri* or Diet* or [mh Vitamins] or Vitamin™ or ((Food or Diet*) and Supplement*):ti,
ab,kw

[mh Exercise ] or [mh Sport ] or Exercise or Sport™ OR Physical Fitness or [mh Relaxation | or [mh "Relaxation Therapy '] or
Relaxation or [mh "Autogenic Training"] or Autogenic Training or (progressive AND muscle AND relaxation) or "PMR" or
Breathing exercise™ or "Respiratory Muscle Training" or Yoga or Tai Ji or Tai Chi or Tai-ji or Qigong or Qi gong or Meditation
or (([mh "Life Style "] or [mh "Health Behavior '] or Lifestyle or Life Style or Health Behaviour® or Health Behavior*) and
(change or modi* or intervention*)) or Hypnosis or Hypnoses or Hypnotherap™ or [mh Balneology] or Balneology or
Balneothera™ or [mh Anthroposophy ] OR Anthroposoph® Imager* or (Directed and Reverie and Therap*) or Home-
opath* or Homoeopath* or [mh Mindfulness ] or Mindfulness:ti,ab,kw

#2 or #3 or #4 or #5

#1 and #6 Publication Year from 2009, in Other Reviews, Trials and Technology Assessments
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6.4 Ergebnis und PRISMA Flow Chart
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# Thieme

Anhang C: Evidenztabellen

AG 1: Wie und wann soll eine Calprotectin-Diagnostik durchgefiihrt werden?

Bewertungsvorlage:
Oxford SR

Holtman, G.A. et al. Noninvasive Tests for Inflammatory Bowel Disease: A Meta-analysis. Pediatrics. 137. 2016

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 19
diagnostic studies

(14 cohort studies and

5 case-control studies)
Databases: Medline,
Embase

Search period: inception
- Sept. 2014

Inclusion Criteria: (1) the
study population consis-
ted of children with gas-
trointestinal symptoms
suggestive of IBD; (2) one
of the following diagnos-
tic tests was investigated:
signs, symptoms, markers
(blood, fecal, or urinary),
or ultrasonography (3)
the reference standard for
IBD was endoscopy, inclu-
ding histopathology and/
or clinical follow-up (4)
the target condition was
IBD (5) the study design
provided information
about the association
between tests of interests
and the presence or ab-
sence of IBD (6) the study
report, or the subsequent
data requested, enabled
the construction of a 2x2
table. for the 2x2
Exclusion Criteria: (1)
studies including healthy
control subjects and/or
patients with known I1BD
were excluded

e288

Population

Intervention:

2806 children with
gastrointestinal symp-
toms (age range: 3
months-21 years), of
whom 1265 had IBD.
None of the studies
was conducted in
nonreferred children.
Noninvasive Tests:
Symptoms and Signs,
Blood Markers, Fecal
Markers, Urinary Mar-
kers, Ultrasonography,
Combinations of Tests
Comparison: -

Outcomes|Results

Primary: Diagnostic
accuracy

Secondary: -

Results: Symptoms and
Signs: Sensitivity and speci-
ficity varied substantially
between studies for all
symptoms (8 studies).
Highest positive likelihood
ratio of 2.6 (1.7 - 4.0) for
Rectal bleeding.

Blood Markers: Pooled
sensitivities for CRP with
and without 2 outliers were
0.63 (0.51-0.73) and 0.57
(0.46 - 0.66), respectively,
and pooled specificities
were 0.88 (0.80-0.93) and
0.84 (0.77-0.89).

Platelet count: The pooled
sensitivities with and with-
out studies with a cutoff
value <400 x 10/L were
0.55 (0.36-0.73) and 0.45
(0.28 - 0.63), respectively
the specificities were 0.88
(0.81-0.93) and 0.91
(0.87-0.94).

Hemoglobin: Age/gender-
specific cutoff values show-
ed increase in pooled sensi-
tivity from 0.37 (0.24 -
0.52) to 0.56 (0.46 - 0.65).
Pooled specificity not af-
fected: 0.90 (0.83 - 0.94)
and 0.87 (0.77-0.93).
Fecal Markers: FCal exhibi-
ted a pooled sensitivity
and specificity of 0.99
(0.92-1.00) and 0.65
(0.54-0.74), and 1.00
(0.86-1.00) and 0.69
(0.63 - 0.74), respectively,
after exclusion of 2 case-
control studies.

Urinary Markers: One study
found that measurement of
urinary excretion of cellobio-
se/mannitol with a cutoff of
0.023 had a sensitivity and
specificity of 0.41 (0.22 -
0.61) and 0.67 (0.41-0.87),
respectively.
Ultrasonography: The
sensitivity of bowel wall
thickness >3 mm and seve-
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Methodical Notes

Funding Sources: No external
funding.

COI: The authors have indicated
they have no potential confl icts
of interest to disclose.

Study Quality: High Risks of Bias
regarding Patient Selection in 9
studies (6 unclear). High Risks of
Bias regarding Index Test in 3
studies (10 unclear). High Risks
of Bias regarding Reference
Standard in 8 studies (9 unclear).
High Risks of Bias regarding
Flow and Timing in 10 studies

(8 unclear). Low Applicability
Concerns.

Heterogeneity: Heterogeneity
explored regarding explanations
(differences in study design or
cutoff value) but not presented
in 12, Chi- Square-Test or Forest
Plot. Analyses with and without
outliers.

Publication Bias: Not investiga-
ted.

Notes: Oxford LoE 1 for valida-
ting diagnostic studies.
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ral other parameters meas-
ured by using ultrasono-
graphy (2 studies) in chil-
dren with gastrointestinal
symptoms ranged from
0.78 to 1.00, and specificity
ranged from 0.55 to 0.74.
Combinations of Tests:
Highest specificity (0.96) of
combination for hemoglo-
bin and ESR.

Author’s Conclusion: In
children whose pediatrician
is considering an endosco-
py, symptoms are not
accurate enough to identify
low- risk patients in whom
an endoscopy can be avoi-
ded. FCal, CRP, and albumin
findings are potentially of
clinical value, given their
ability to select children at
low risk (negative FCal test
result) or high risk (positive
CRP or albumin test result)
for IBD.

Degraeuwe P.L. et al. Faecal calprotectin in suspected paediatric inflammatory bowel disease. ] Pediatr Gastroenterol Nutr. 60. 339 - 346. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: MA with

9 cohort studies
Databases: MEDLINE,
EMBASE, the Database of
Abstracts of Reviews of
Effects (DARE) of the
Centre for Reviews and
Dissemination, the
MEDION database of the
University of Maastricht
Search period: Inception
to April 2012

Inclusion Criteria:

(1) Only cohort studies
evaluating the diagnostic
performance of FC con-
centration in paediatric
patients; (2) FC measure-
ment and reference
standard available for all
of the paediatric partici-
pants (or a follow-up
period long enough to
exclude IBD); (3) suffi-
cient data to calculate

2 %2 tables

Exclusion Criteria: -

Population

Intervention: Faecal
calprotectin (FC) as-
sessed in 853 pediatric
patients. Age range:
0.9-19.9.
Comparison: -

Outcomes|Results

Primary: Test accuracy
Secondary: -

Results: Sensitivity for
diagnosing IBD: 0.97 (95 %
C10.92-0.99)

Specificity: 0.70 (0.59 - 0.79)
FC cutoff level: At an FC
cutoff level of 50 mg/g
there would be 17 % (95 %
Cl 15 - 20) false-positive
and 2% (1 - 3) false-nega-
tive results (based on pa-
tient-level pooled analysis
of 742 patients from 8 di-
agnostic accuracy studies).
Regression modelling iden-
tified FC concentration and
age as independently asso-
ciated with the diagnosis of
IBD.

Author’s Conclusion: In
high- prevalence circums-
tances, FC can be used as a
noninvasive biomarker of
paediatric IBD with only a
small risk of missing cases.
To quantify the individual
patients’ risk, we developed
a simple prediction model
based on FC concentration
and age. Although the deri-
ved prediction rule cannot
substitute the clinical diag-
nostic process, it can help in
selecting patients for en-
doscopic evaluation.
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Funding Sources: P.H. was
funded by a Medical Research
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a research grant from MSD,
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COI: A.S.D. reports conflicts of
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other authors report no conflicts
of interest.

Study Quality: Well-known
shortcomings in the quality and
reporting of diagnostic research
led to exclusion of nearly half of
the paediatric accuracy studies
because they used a case- con-
trol design known for introdu-
cing spectrum bias. None of the
studies prespecified a target val-
ue for sensitivity, specificity, pre-
dictive accuracy, and a minimal
acceptable lower confidence li-
mit, enabling sample size calcu-
lation.

Heterogeneity: Q=1133.20,
df=8.00, p=0.0012=99.29
[99.14-99.45].

Between-study differences were
shown for age and FC concentra-
tion. The prevalence of IBD va-
ried from 51 % to 84 %, and the
false-positive rate ranged from
0% to 29 % suggesting dissimilar
study entry criteria.

Publication Bias: Publication
bias was assessed by Deeks’
funnel plot asymmetry test for
small study effect/publication
bias. The nonsignificant slope
(P=0.62) indicates that no bias
was found.

Notes: Oxford LoE 1 for valida-
ting diagnostic studies.

Mosli, M.H. et al. C-Reactive Protein, Fecal Calprotectin, and Stool Lactoferrin for Detection of Endoscopic Activity in Symptomatic Inflammatory

Bowel Disease Patients: A Systematic Review and Meta-Analysis. Am ] Gastroenterol. 110. 802 - 819 quiz 820. 2015

Evidence level|
Study Types

Evidence level: 1
Study type: MA of 18
prospective cohort
studies, 1 retrospective
analysis
Databases: MEDLINE,
EMBASE, the Cochrane
Library, ISI Web of Knowl-
edge
Search period: Inception
to 6 November 2014
Inclusion Criteria: -
Cohort and case-control
studies that evaluated the
diagnostic accuracy of
serum CRP, FC, and SL for
assessment of endoscopic
disease activity.
= Patients with previous-
ly diagnosed UC or CD
presenting with symp-
toms suggestive of
endoscopically active
disease

€290

Population

Intervention: Serum
CRP, FC, and SL asses-
sed in 2102 IBD pa-
tients (1069 UC,

1033 CD)
Comparison: 397
controls, who were eit-
her patients with IBS or
healthy volunteers.

Outcomes|Results

Primary: TP, TN, FP, FN,
sensitivity, specificity, and
positive and negative likeli-
hood ratios

Secondary: -

Results: Fecal Calprotectin
for UC: Sensitivity: 0.88
(0.84-0.92)

Specificity: 0.79, 95 % Cl:
0.68-0.87.

Pooled positive and nega-

tive likelihood ratios for UC:

4.2 (95% Cl 2.8-6.4) and
0.15(95% C1 0.11-0.20).
Stool Lactoferrin for IBD:
Sensitivity: 0.82 (95% Cl
0.73-0.88)

Specificity: 0.79 (95% Cl
0.62-0.89)

C-Reactive Protein for IBD:
Sensitivity: 0.49 (95 % Cl
0.34-0.64)

Specificity: 0.92 (95% Cl
0.72-0.98)

Author’s Conclusion: This
systematic review indicates
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rio Ministry of Health and Long-
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= All studies regardless of
publication status or
language.

Exclusion Criteria: -

that serum CRP, FC, and SL
are potentially useful diag-
nostic tools that might aid
in triaging patients with an
established diagnosis of IBD
for endoscopic evaluation
when they present with
symptoms of active disease.
However, their utility is
highly specific to the clinical
context. Larger studies are
needed to further characte-
rize these biomarkers and
determine their optimal ap-

plications in clinical practice.
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cor), Millennium Pharmaceuti-
cals (now Takeda), Novartis, Pfi-
zer, Procter and Gamble Pharm-
ceuticals, Shire Pharmaceuticals,
and UCB Pharma. Payments for
lectures including service on
speakers’ bureaus are from Ab-
bott Laboratories, Bristol Meyers
Squibb, and Janssen (previously
Centocor). All of these financial
activities are outside the submit-
ted work. B.G.F.: discloses that
he has received Grants or Re-
search Support from Abbott/
AbbVie, Amgen, Astra Zeneca,
Bristol-Myers Squibb (BMS),
Janssen Biotech (Centocor), |n]/
Janssen, Roche/Genentech, Mil-
lennium, Pfizer, Receptos, Santa-
rus, Sanofi, Tillotts, UCB Pharma
has consulted for Abbott/ Abb-
Vie, Actogenix, Albireo Pharma,
Amgen, Astra Zeneca, Avaxia
Biologics Inc., Avir Pharma,
Axcan, Baxter Healthcare, Biogen
Idec, Boehringer-Ingelheim, Bris-
tol-Myers Squibb, Calypso Bio-
tech, Celgene, Elan/Biogen, En-
Gene, Ferring Pharma, Roche/
Genentech, GiCare Pharma,
Gilead, Given Imaging, GSK,
Ironwood Pharma, Janssen
Biotech (Centocor), |n]/Janssen,
Kyowa Kakko Kirin, Lexicon, Lilly,
Merck, Millennium, Nektar,
Novonordisk, Pfizer, Prometheus
Therapeutics and Diagnostics,
Protagonist, Receptos, Salix
Pharma, Serono, Shire, Sigmoid
Pharma, Synergy Pharma,
Takeda, Teva Pharma, TiGenix,
Tillotts, UCB Pharma, Vertex
Pharma, Warner- Chilcott, Wy-
eth, Zealand, Zyngenia is a spea-
ker for Abbott/AbbVie, |n]/Jans-
sen, Takeda, Warner-Chilcott,
UCB Pharma is a member of the
scientific advisory board of
Abbott/ AbbVie, Amgen, Astra
Zeneca, Avaxia Biologics, Bristol-
Myers Squibb, Celgene, Cento-
cor, Elan/Biogen, Ferring, Jn)/
Janssen, Merck, Novartis, Novon-
ordisk, Pfizer, Prometheus Labo-
ratories, Protagonist, Salix Phar-
ma, Takeda, Teva, TiGenix,
Tillotts Pharma AG, and UCB
Pharma an

Study Quality: 3 studies inclu-
ded a small number of healthy
controls that did not undergo
colonoscopy. Low risk of partial
or differential verification or in-
corporation bias among studies.
Heterogeneity: Substantial dif-
ferences between studies in cli-
nical and endoscopic end point

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



criteria and test cut-off points.
Sensitivity for CU: Q=39.56,
df=15.00, P=0.0012=62.08
(41.54 - 82.62). Specificity:
Q=67.59, df=15.00, P=0.00
12=77.81(67.32 -88.30)
Publication Bias: No statistically
significant risk of publication bias
was observed for all three bio-
markers (CRP: coefficient =
-19.34,P=0.117 95 % Cl: -44.96
to 6.27, FC: coefficient=
-9.712078,P=0.08595% Cl:
-20.86 to 1.43, and SL: P=0.277
95 % Cl: -63.49 to 21.81) Oxford
LoE 1 for validating diagnostic
studies.

Lin, J.F. et al. Meta-analysis: fecal calprotectin for assessment of inflammatory bowel disease activity. Inflamm Bowel Dis. 20. 1407 - 1415. 2014

Evidence level|
Study Types

Evidence level: 1

Study type: MA of

13 prospective studies
Databases: Medline,
Web of Science, Cochrane
Library, EMBASE

Search period: ?-Dec.
2013

Inclusion Criteria:

(1) Study evaluated FC for
monitoring IBD activity
(2) An endoscopic scoring
system was used as refe-
rence standard to assess
inflammatory activity

(3) Study provided suffi-
cient details to construct
a 2-by-2 table.

Exclusion Criteria:

(1) Pediatric patients
with IBD

Mao, R. et al. Fecal calprotectin in predicting relapse of inflammatory bowel diseases:

1894 -1899. 2012

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 6
prospective studies
Databases: MEDLINE,
EMBASE, Web of Science,
Cochrane Database
Search period: ? - Au-
qust 2011

Inclusion Criteria: (1)
prospective studies about
using FC in predicting IBD
relapse (2) FC level for

Population

Intervention: FC diag-
nostic and endoscopic
evaluation. 1471
patients with IBD

(744 UC 727 CD)
Comparison: -

Population

Intervention: Fecal
Calprotectin assess-
mentin 672 IBD
patients (UC: 318 CD:
354)

Comparison: -

Outcomes|Results

Primary: Diagnostic Accu-
racy of FC for disease activity
Secondary: -

Results: Sensitivity in CU:
0.88 (95% C10.85-0.91)
Specificity in CU: 0.82 (95 %
C10.77-0.86)

Author’s Conclusion: The
FC test is a reliable marker
for assessing IBD disease
activity and may have
greater ability to evaluate
disease activity in UC than
CD.

Outcomes|Results

Primary: Predictive Capa-
city of Fecal Calprotectin in
IBD Relapse IBD
Secondary: -

Results: Sensitivity for CU:
0.77 (95% C1 0.67 - 0.85)
Specificity for CU: 0.71
(95% C1 0.64-0.77)

PLR for CU: 2.47 (95 % CI
1.92-3.19)

NLR for CU: 0.36 (95 % ClI
0.24-0.53)
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Methodical Notes

Funding Sources: B. Nie and B.
Jiang were co-corresponding
authors of the article. Supported
by the NanFang Hospital Fund for
Distinguished Young Scholars,
Grant 2013JQO03.

COI: The authors have no con-
flicts of interest to disclose.
Study Quality: Only 1 study
with representative spectrum.

1 study without acceptable refe-
rence standard, 1 study without
acceptable delay between tests,
1 study did not avoid differential
verification.

Heterogeneity: Moderate Hete-
rogeneity.

Sensitivity-Anaylses: Q-Value
15.07 (P=0.0351, 12=53.5%)
Specificity-Anaylses: Q-Value
20.91 (P=0.0039, I2=66.5 %)
Publication Bias: Funnel plot
indicated asymmetry Deeks’ test
showed statistically nonsignifi-
cant value (P=0.425), indicating
no publication bias

Notes: Oxford LoE 1 for valida-
ting diagnostic studies.

a meta-analysis of prospective studies. Inflamm Bowel Dis. 18.
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Methodical Notes

Funding Sources: Not stated
COl: Not stated

Study Quality: One study used
an old method assay (Roseth) to
investigate FC. Due to the limited
number of included studies, study
quality scores (QUADAS) were not
taken into account for meta- ana-
lysis.

Heterogeneity: Q-Value for
Sensitivity: 3.47 (P=0.32)
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predicting IBD relapse
was measured at remis-
sion (3) estimates of diag-
nostic accuracy (such as
sensitivity or specificity)
(4) the identification of
relapse is based on clinical
activity indices or endos-
copic findings (5) studies
were conducted in hu-
man, nonpediatric popu-
lations

Exclusion Criteria: —

DOR for CU: 7.70 (95% CI
3.93-15.09)

AUC: 0.78 (SEM: 0.04)
Author’s Conclusion: In
conclusion, the current evi-
dence suggests a potential
role for FC in predicting
relapse of quiescent IBD.
Although the overall test
performance including sen-
sitivity and specificity is not
as high as expected, meas-
uring FC levels at clinical
remission can be used to
predict IBD relapse due to
its simplicity and noninvasi-
veness.

Q-Value for Specificity: 3.22
(P=0.36)

PLR for CU: 2.94 (P=0.40) NLR
for CU: 3.08 (P=0.38) DOR for
CU: 3.60 (P=0.31)

Publication Bias: Significant po-
tential for publication bias: Egger
test showed significant result
(P<0.05).

Notes: Oxford LoE 1 for valida-
ting diagnostic studies.

Jellema, P. et al. Inflammatory bowel disease: a systematic review on the value of diagnostic testing in primary care. Colorectal Dis. 13. 239 - 254. 2011

Evidence level|
Study Types

Evidence level: 2 Study
type: MA of 24 primary
diagnostic studies (13 co-
hort studies, 10 [nested]
case-control studies, 1
study with both designs)
Databases: PubMed,
Embase

Search period: ? to
February 2009

Inclusion Criteria:

(1) studies with popula-
tions consisting of adult
patients consulting a phy-
sician because of nonacu-
te gastrointestinal symp-
toms; (2) primary care or
open- access clinics set-
ting; (3) studies carried
out in an outpatient pop-
ulation with a prevalence
of IBD of 25% or less;

(4) cohort design and
case- control designs in
which control subjects
were diagnosed with the
irritable bowel syndrome
or in whom organic gas-
trointestinal disease was
excluded (5) studies using
colonoscopy, histology,
barium enema and/or
clinical follow up to diag-
nose I1BD

Exclusion Criteria:

(1) case-control study
designs with healthy
control subjects or
control subjects with a
specific disease; (2) stud-
ies for which no two-by-
two table could be ex-
tracted or reconstructed
(including case series
consisting solely of IBD

e294

Population

Intervention: (i) signs
and symptoms (inclu-
ding alarm symptoms),
individual or in combi-
nation (including
symptom- based clas-
sification systems)

(ii) blood and faecal
tests (iii) abdominal
ultrasonography

No. of included pa-
tients not reported on
study or overall level.
Comparison: Not
reported.

Outcomes|Results

Primary: Diagnostic per-
formance: Results for IBD
Secondary: -

Results: Symptoms: No
pooled result due to high
heterogeneity.

Blood and faecal tests:
CRP: Highly variable perfor-
mance. Sensitivity from

0.55 (cut-off 5mg/l) to 1.00

(cut-off 2.3 mg/l), Specifici-
ty from 0.42 (cut-off 6 mg/
1) to 0.90 (cut-off 5 mg/l).
ESR: Sensitivity from 0.56
(cut-off not reported) to
0.78 (cut-off 15 mm/h).
Specificity from 0.75 (cut-
off not reported) to 0.96
(cut-off 10 mm/h).
Calprotectin: Sensitivity from
0.61 (cut-off 60 mg/kg) to
1.0 (varying cut-off level
ranging 10 mg/l-170 ug/q).
Specificity from 0.71 (cut-
off 50 pg/g) to 1.0 (varying
cut-off level ranging 15 ug/g
-90pg/qg)
Ultrasonography: Pooled
estimate for sensitivity:
0.73 (95% C1 0.65-0.80).
Pooled estimate for specifi-
city: 0.95 (95% C1 0.91 -
0.97).

Author’s Conclusion: -
Although calprotectin and
ultrasonography showed
consistent and promising
findings, none of the stud-
ies was performed in pri-

mary care. To assist primary

care physicians in diagnos-
tic decision making, we
urgently need high quality
studies performed in pri-
mary care.
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Methodical Notes

Funding Sources: This study
was supported by a grant
(no.945-06-001) from The Net-
herlands Organization for Health
Research and Development
(ZonMw), The Hague, The
Netherlands.

COl: Not stated.

Study Quality: Potential sources
of bias most frequently identified
related to selection of study par-
ticipants, appropriateness of re-
ference standard and differential
verification bias. The following
aspects were poorly described
(score ‘unclear’): time between
index and reference test and
withdrawals. Generally, seven
studies performed well, receiving
a positive assessment of at least
8 of 11 QUADAS items.
Heterogeneity: Only stated as
substantial and reason for refrai-
ning from certain subgroup ana-
lyses.

Publication Bias: Not

Oxford LoE 2 for validating diag-
nostic studies. Search strategy
only available on request.
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patients); (3) studies
written in languages ot-
her than English, Dutch,
German or French;

(4) reviews, editorials,
case reports; (5) studies
using sigmoidoscopy as
the single reference test

Whitehead WE (2006)
Aliment Pharmacol Ther

Menees, S. B. et al. A meta-analysis of the utility of C-reactive protein, erythrocyte sedimentation rate, fecal calprotectin, and fecal lactoferrin to
exclude inflammatory bowel disease in adults with IBS. Am ] Gastroenterol. 110. 444 -454. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 12
prospective diagnostic
cohort studies
Databases: Medline
(1950 to March 2014),
EMBASE (1947 to March
2014), Cochrane library
(1993 to March 2014),
Web of Science (1900 to
March 2014), and Pub-
Med (1950 to March
2014).

Search period: Inception
- March 2014

Inclusion Criteria: (i) hu-
man studies in adults that
compare CRP, ESR, fecal
calprotectin, or fecal
lactoferrin with confirmed
diagnosis of IBD with IBS
or healthy control (HC)
subjects (ii) studies that
utilize the enzyme-linked
immunosorbent assay for
fecal calprotectin, not the
point of care testing (iii)
used Manning or Rome
Criteria for IBS diagnosis
(iv) provided sufficient
data (studies must give
medians and either confi-
dence intervals for the
median, interquartile ran-
ges, or ranges).

Exclusion Criteria: If the-
re were multiple papers
published based on the
same or overlapping data
sets, then only the paper
with the highest number
of subjects, the most de-
tailed results, and the
longest follow-up time
was included.

Population

Intervention:
N=2145:1059 IBD,
595 IBS, and 491 HC.
The IBD, IBS, and HC
cohorts were 52.7 %,
29.9%, and 53.5%
male, respectively. The
mean age for the IBD,
IBS, and HC cohorts
was 40.7 (£ 13.3), 40.0
(£18.2), and 38.7
(£13.8) years,
respectively.
Comparison: -

Outcomes|Results

Primary: Utility of
C-reactive protein (CRP),
erythrocyte sedimentation
rate (ESR), fecal calpro-
tectin, and fecal lactoferrin
to distinguish between pa-
tients with IBS and inflam-
matory bowel disease (IBD)
and healthy controls (HCs).
Secondary: -

Results: C-reactive
protein: A CRP level of
>1.7mg/dl hasa>52%
predictive probability of
IBD. Levels >2.7 mg/d| have
more than a 90 % likelihood
of IBD. A CRP of 0.5 pre-
dicted a 1% or lower likeli-
hood of IBD.

Erythrocyte sedimentation
rate: An elevated level of
ESR was not predictive of
IBD and did not discrimina-
te IBD patients from those
with IBS or HCs.

Fecal calprotectin: ForIBD,
as the level of fecal calpro-
tectin increases, so does the
likelihood of IBD with the
maximal predictive value of
78.7 % at 1000 p [g. Howe-
ver, a patient with a level of
<40 p g/g has a 1% chance
or less of having IBD. On the
other hand, a low or high
level of fecal calprotectin
could not completely
exclude IBS.

Fecal lactoferrin: In IBD,
the maximal predictive likeli-
hood of disease for fecal
lactoferrin was 20.4 % at
1810 pg/g. A level of 10 ug/g
had a 2 % probability of IBD.
Author’s Conclusion: CRP
and calprotectin of <0.5 or
40, respectively, essentially
excludes IBD in patients
with IBS symptoms. The
addition of CRP and calpro-
tectin to symptom-based
criteria may improve the
confident diagnosis of IBS.
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Methodical Notes

Funding Sources: This study
was supported by Division of
Gastroenterology, University of
Michigan Health System.

COl: Potential competing inte-
rests: William D. Chey is a con-
sultant for Salix Pharmaceuticals.
Stacy Menees, Corey Powell, Ja-
cob Kurlander, and Akash Goel
declare no conflict of interest.
Study Quality: Overall, the ap-
plicability of the included studies
was fair for the aim of the pres-
ent study. The areas called into
question through the QUADAS
tool included the representative
spectrum of the diagnostic stud-
ies as 8 of the 12 had recruited
patients with the target disor-
ders (IBS and IBD) and HCs. For
seven studies, some participants
received verification of their
diagnosis of IBD using a different
reference standard. Five of the
studies did not have clear se-
lection criteria described nor was
the selection of who received the
index test random. Finally, there
were unclear data for the delay
between the tests, blinding of
the reference test, and details
regarding whether the reference
standard was independent of the
index test.

Heterogeneity: For CRP IBD,
IBS, and HC groups, the 12 statis-
tic was 76.4 %, 94.6 %, and 0 %,
respectively.

Publication Bias: Not investiga-
ted.

Notes: Oxford LoE 1 for explora-
tory diagnostic studies.
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# Thieme

Boon, G.]. et al. Are faecal markers good indicators of mucosal healing in inflammatory bowel disease?. World ] Gastroenterol. 21. 11469 -480. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: SR of 362
Databases: Medline
Search period: ? - Fe-
bruary 2015 (Inclusion cri-
teria: 1990 and February
2014)

Inclusion Criteria:

(1) Studies assessing
mucosal inflammation by
endoscopic and/or histo-
logical means and com-
pared these findings to
faecal marker concentra-
tions in IBD patient co-
horts; (2) Articles publis-
hed between 1990 and
February 2014; (3) Publi-
cation in English
Exclusion Criteria:

(1) Comparisons of faecal
biomarker concentration
between patients with
IBD and controls or other
disease group; (2) Use of
serum biomarkers; (3)
Heterogeneous study po-
pulation; (4) Assessment
of post-operative disease.
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Population

Intervention: No expli-
cit information on
overall sample size:
Studies comprised
variable numbers of
study participants,
considered CD (15-164
participants) or UC
(12-152 participants)
separately or as a com-
bined group (11-252
participants). 8 Studies
with pediatric popula-
tion.

Comparison: Faecal
markers concentrati-
ons: 33 studies on fea-
cal calprotectin, 13
studies on faecal lacto-
ferrin, 1 study on
S100A12.

Outcomes|Results

Primary: Ability of FC to
determine endoscopic
disease activity

Secondary: -

Results: Available data do
not indicate the optimal ro-
les of markers. Wide range
of correlation between fae-
cal markers and endoscopic
disease activity across all
markers: r values ranging
from 0.32 to 0.87, P values
ranging from <0.0001 to
0.7815). Few studies eval-
uated faecal calprotectin
and/or faecal lactoferrin
and their relationship with
endoscopic disease activity
showing inconsistent
results.

Author’s Conclusion: Fu-
ture studies should report
the results of faecal inflam-
matory markers in the con-
text of mucosal healing with
clear validated cut offs.
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Methodical Notes

Funding Sources: No specific
funding was obtained for this
study.

COLl: There is no relevant conflict
of interests for the authors con-
tributing to this study.

Study Quality: No systematic
selection or assessment of study
quality. No statement of inclu-
ded study types. Widely hetero-
geneous study populations.
Heterogeneity: High due to
inconsistent cutoff values, in-
flammation scores, study popu-
lations.

Publication Bias: Not investiga-
ted.

Notes:

Bibliographical search only in
MEDLINE. No detailed informa-
tion on search query.

Exclusion criteria “heterogene-
ous study population” not elabo-
rated. Insufficient information on
selection process. No assess-
ment of study quality.
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AG 1: Wie und wann soll eine Eisenmangel-Diagnostik durchgefiihrt werden?

Bewertungsvorlage:
Oxford SR

Avni, T. et al. Treatment of anemia in inflammatory bowel disease-systematic review and meta-analysis. PLoS One. 8. €75 540. 2013

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 9 RCT
Databases: MEDLINE,
CENTRAL, The Cochrane
Library, NLM gateway,
American Society of Gas-
troenterology, www.con-
trolled-trials.com, www.
clinicaltrials.gov, www.cli-
nicaltrials.nci.nih.gov.
Search period: MEDLINE:
1/1966 - 1/2013, Confe-
rence proceedings: 2007
onwards

Inclusion Criteria: (1)
Randomized controlled
trials; (2) Comparison of
any treatment for anemia
in patients with IBD; (3)
No restriction on publica-
tion status (published,
conference proceedings,
or unpublished), trial
years or language
Exclusion Criteria: -

Population

Intervention: 973 pa-
tients (395 CD, 578
CU) Range of median
age: 26-46 60.8%
Women. Oral vs. IV
iron preparations, ESAs
versus placebo
Comparison: -

Outcomes|Results

Primary: Hemoglobin
response

Secondary: Disease severity
scores (Inflammatory Bowel
Disease Questionnaire
(IBDQ) scores, The Harvey-
Bradshaw Simple Index sco-
res (HBSI), Crohn’s Disease
Activity Index (CDAI) diary
card and UC) iron indices
(ferritin concentration and
transferrin saturation (TSAT),
Hb levels or absolute change
in Hb level at the end of fol-
low- up red blood cell trans-
fusion requirements, inflam-
matory markers CRP levels)
number of patients with tre-
atment failure adverse ef-
fects (AEs) (severe AEs, AEs
leading to discontinuation
and by involved organ), QOL
scores, and mortality.
Results: IV versus oral
iron:

Hemoglobin response: IV iron
associated with higher rate
of achieving a 2 g/dl increase
in Hb concentration in com-
parison to oral iron RR 1.25
(95% C11.04-1.51,12=2%,
4 trials), risk difference: 0.13
(number needed to treat:
7.69). After exclusion of

1 trial with unclear risk for
bias: RR 1.21 95% CI 1.01 -
1.46,12=0%, 3 trials.

Iron indices: IV iron treat-
ment superior to oral iron
preparation:

WMD =107.5ng/mL (95 %
Cl124.7-190.2,12=99%,
random effects model).
Clinical parameters: No sig-
nificant effects by IV iron
regarding CRP levels (WMD
0.35mg/l,95% CI-1.51 -
2.42,12=75%, random
effects model) or Disease
activity indexes (for UC, CAI
score, WMD: 0.45 points,
95% Cl1 0.82-1.71,

12 =88 %, random effects
model). No data on QoL or
all-cause mortality.

Adverse events: No increase
in SAEs with IV iron
(RR=1.0395% Cl0.4-2.6.
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Methodical Notes

Funding Sources: The authors
have no support or funding to
report.

COI: The authors have declared
that no competing interests
exist.

Study Quality: Allocation gene-
ration was adequate (low risk for
bias) in 6 trials allocation conce-
alment was adequate in 5. One
trial was double blinded. In 5 tri-
als, the primary outcome was
analysed by intention to treat.
Heterogeneity: Low to high
heterogeneity due to different
interventions, inclusion and
exclusion criteria and follow-up
time, the clinical outcomes (Hb
response, disease severity scores
and AEs)

Publication Bias: Not investi-
gated.

Notes: Thorough search for
unpublished/grey literature.
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# Thieme

12=41%). Decrease in AEs
that required discontinuati-
on of intervention with IV
iron (RR=0.13,95% Cl
0.05-0.38,12=0%) and
decrease in gastrointestinal
AEs (RR 0.25, 95 % Cl 0.06 —
0.95, 12=61%, random ef-
fects model). Increase in
nonserious transfusion re-
action (RR 3.07,95% Cl
1.23-7.6,12=30%).

ESAs versus placebo:
Hemoglobin response: ESA
administration associated
with non-significant increa-
se in achieving a 2 g/dl in-
crease in HB levels: RR 1.99
(95% C10.56-7.14,

12=87 %, random effects
model). No data available
for clinical outcomes.

Iron indices and Hb level: Hb

levels increased with ESA by

aWMD of 2.32g/L (95% Cl
1.33-3.32,12=63 %). Ad-
verse Events: Statistically
insignificant effect for
transfusion reactions to
ESAs: RR 3.21 (95% CI
0.54-19.11).

Author’s Conclusion: Tre-
atment for anemia in IBD
should include IV iron and
not oral iron replacement,
due to improved Hb re-
sponse, no added toxicity
and no negative effect on
disease activity.

Filmann, N. et al. Prevalence of anemia in inflammatory bowel diseases in european countries: a systematic review and individual patient data meta-
analysis. Inflamm Bowel Dis. 20. 936 -945. 2014

Evidence level|
Study Types

Evidence level: 2

Study type: MA of 6?
Databases: PubMed,
Embase

Search period: January
2007 - May 2012
Inclusion Criteria:

(1) Original full- paper
publications from Europe
that evaluated the preval-
ence of anemia in patients
with IBD.

Exclusion Criteria:

(1) reviews, letters to the
editor, abstracts; (2) data
from countries outside
Europe, data of children,
or of in-hospital patients;
(3) patient data does not
include any laboratory
tests showing anaemia
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Population

Intervention: 2192
IBD patients with as-
sessment of anemia
Comparison: -

Outcomes|Results

Primary: Prevalence of
anemia

Secondary: -

Results:

Overall prevalence of ane-
mia in IBD patients: 24 %
(95% Cl, 18-31)

Overall prevalence of severe

anemia in IBD patients:
2.75%(95% Cl, 1.4-4.5)

Prevalence of anemia in CU-

patients: patients 21 %
(95% Cl, 15 -27).

Iron deficiancy in IBD:
57.32 % of anemic patients
had transferrin saturation

below 16 % or serum ferritin

below 30 mg/L (patients in
remission)/below 100 mg/L
(patients during active
disease)

Literature/References
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Methodical Notes

Funding Sources: Not stated.
COI: The authors have no rele-
vant conflicts of interest to
disclose.

Study Quality: Selection of in-
cluded study samples with high
risk of bias regarding representa-
tivity of study population. High
prevalences of anemia in studies
from Greece (42 %) and Italy
(37 %) partly explained by the
differing health care systems.
Heterogeneity: Stated as high
but not quanitified.

Publication Bias: Not investiga-
ted.

Notes: Last search ended 2 ye-
ars before publication. Search
query likely missed relevant pu-
blications. German data set to
different research question and
only available as additional sup-
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Author’s Conclusion: In
summary, the present me-
ta-analysis with individual
patient data from 6 studies
with overall 2192 patients
revealed a homogeneous
prevalence of anemia of
around 24 % patients with
IBD in Europe.

plement document included wit-
hout comprehensive description
of reasons for inclusion. No qua-
lity assessment of these data
possible due to missing informa-
tion on all characteristics. Study
design of included studies not
stated.

AG 1: Wie sollte bei histologischer Diagnosestellung einer niedriggradigen, bzw. hochgradigen IEN vorgegan-
gen werden?

Bewertungsvorlage:
Oxford SR

lannone, A. et al. Chromoendoscopy for surveillance in ulcerative colitis and Crohn’s disease: a systematic review of randomized trials. Clin Gastro-

enterol Hepatol 2016

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 10 RCT
Databases: MEDLINE,
EMBASE, Cochrane Cen-
tral Register of Controlled
Trials

Search period: Inception
-Sep 2016

Inclusion Criteria:

(1) Randomized controlled
trials which compared
chromoendoscopy with
other endoscopic tech-
niques for the surveillance
of dysplasia in people with
ulcerative colitis and
Crohn’s disease; (2) Stud-
ies enrolling patients with
a long course of ulcerative
colitis or Crohn’s disease
(more than 8 years) and
measuring the efficacy of
chromoendoscopy and
compared interventions
Exclusion Criteria: (1)
Trials comparing endos-
copic techniques different
from chromoendoscopy;
(2) Trials evaluating sur-
veillance data in general
population and hereditary
polyposis syndromes in
the analyses

Population

Intervention: 1500
participants with IBD.
Comparison: 3 trials:
chromoendoscopy vs.
standard- definition
white light endoscopy:
497 patients with UC 2
trials: chromoendos-
copy vs. high-definiti-
on white light endos-
copy: 313 patients
with UC 4 trials: chro-
moendoscopy vs. nar-
row band imaging: 475
patients, 440 with UC
1 trial: chromoendos-
copy vs. both high- de-
finition white light en-
doscopy and i-SCAN:
225 patients without
classification.

Outcomes|Results

Primary: Of direct evi-
dence: all-cause mortality,
colorectal cancer-related
mortality and time to
interval cancer

Secondary: Of indirect evi-
dence: No. of patients diag-
nosed with one or more
dysplastic lesions, No. of
dysplastic lesions detected
by targeted biopsies, test
sensitivity and specificity
(using histological exami-
nation as reference stan-
dard), procedural time
Results: All-cause mortali-
ty, colorectal cancer-relat-
ed mortality and time to
interval cancer: No trial
reported relevant data.
Number of patients diag-
nosed with one or more
dysplastic lesions: Higher
likelihood with chromoen-
doscopy compared to Mor-
phological subtypes of
dysplastic lesions: No
statistically significant dif-
ferences in the likelihood of
detecting non-polypoid or
polypoid dysplastic lesions
between chromoendosco-
py and other techniques
(RR=1.26,95% Cl 0.56 -
2.81 and RR=0.65, 95 %Cl
0.21-1.97).

Histological subtypes of
dysplastic lesions: No sta-
tistically significant diffe-
rences.

Number of dysplastic lesi-
ons detected by targeted
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Methodical Notes

Funding Sources: All authors
declare no financial, professio-
nal, or personal conflict.

COl: All authors declare no fi-
nancial, professional, or personal
conflict.

Study Quality: Random sequen-
ce generation adequate in 3 trials,
unclear in the other 7. Allocation
concealment inadequate in 2 stu-
dies, unclear in the other 8. 4 tri-
als with adequate and 6 trials with
unclear blinding of participants +
investigators + outcome assess-
ment. Per protocol-analysis in 4
studies and not reported in 6.
Withdrawal of randomly assigned
participants from analyses <10 %
in 2 trials,>10% in 2 trials, not
reported in 6.

Heterogeneity: Number of
patients diagnosed with one or
more dysplastic lesions:
Chi2=9.75,1°=0%
Morphological subtypes of dys-
plastic lesions: Moderate hete-
rogeneity in detection of non-
polypoid (Chi?=3.84, 12=48 %)
and polypoid (Chi?=5.85,

12=66 %) dysplastic lesions
Procedural time: High hetero-
geneity (Chi’=106.31, I2=97 %)
Publication Bias: Not investiga-
ted.

Notes: Search query presented
in Supplement (not available).
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# Thieme

biopsies: No statistically
significant differences.
Procedural time: Signifi-
cant longer time of proce-
dure comparing chromoen-
doscopy to other techniques
(4 trials, 623 participants,
MD =8.91 minutes, 95 % Cl
1.37-16.45).

Test sensitivity and speci-
ficity:

Chromoendoscopy: Test
sensitivity ranging from

63 % to 100 %, Specificity
from 90 % to 98 %.
Standard-definition white
light endoscopy and narrow
band imaging: Test sensiti-
vity between 50 % to 80 %
and between 50 % to 100 %.
High-definition white light
endoscopy: Test sensitivity
from 94 % to 100 %, Specifi-
city of 85 %.

i-SCAN: Sensitivity: 72 %,
Specificity: 92 %.

Author’s Conclusion: In
surveillance of inflammato-
ry bowel diseases, chromo-
endoscopy identifies more
patients with dysplasia only
when compared to stan-
dard- definition white light
endoscopy. It is associated
with longer procedural time
with no direct evidence of
effect on preventing all-
cause/cancer-specific mor-
tality or time to interval
cancer.

Subramanian, V et al. Meta-analysis: the diagnostic yield of chromoendoscopy for detecting dysplasia in patients with colonic inflammatory bowel
disease (Structured abstract). Alimentary Pharmacology and Therapeutics. 33. 304-312. 2011

Evidence level|
Study Types

Evidence level: 2

Study type: MA of 6

(2 RCT, 4 prospective co-
hort)

Databases: Pubmed
(1965 - February 2010),
Embase (1974 -February
2010), Ovid (1965 -Fe-
bruary 2010), CINAHL
(1982 -February 2010),
Zetoc (1993 - February
2010), Ingenta (1991 -Fe-
bruary 2010)

Search period: -
Inclusion Criteria:

(1) prospective inclusion
of patients with colonic
inflammatory bowel
disease; (2) surveillance
colonoscopy and compa-
rison of CE with standard

e300

Population

Intervention: Four
studies with UC pa-
tients (over 8 years
duration, in remission),
1 study pancolitis pa-
tients (over 5 years
duration), 1 study with
extensive UC and CD
(involving more than
one third of the colon).
No details on age/ sex.
WLE followed by CE:
259 patients

CE compared to diffe-
rent controls: 700 pa-
tients

267 patients random-
ized 1:1 to WLE or CE
Comparison: -

Outcomes|Results

Primary: Incremental yield
(1Y) of detecting any dys-
plastic lesions

Secondary: Differences in
proportion of lesions de-
tected by targeted biopsies,
differences in proportion of
flat lesions detected, diffe-
rences in proportion of dys-
plastic lesions detected by
random biopsy alone (miss
rates), time taken for the
procedure

Results: Pooled IY of CE
over WLE for the detection
of any grade of dysplasia on
a per patient basis: 7 %
(95%C13.2-11.3, no
P-value).

Differences in proportion of
lesions detected by targe-

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Kiesslich R 2003 Gastroen-
terology

Matsumoto T 2003 Am |
Gastroenterol

Rutter MD 2004 Gut
Hurlstone DP 2005 Endos-
copy

Kiesslich R 2007 Gastro-
enterology

Marion JF 2008 Am |
Gastroenterol

Methodical Notes

Funding Sources: Declaration of
funding interests: None.

COl: Krish Ragunath has receiv-
ed research funding from Olym-
pus (Keymed, UK). Subramanian
conceived the study, abstracted
data, data analysis and manu-
script preparation. Mannath abs-
tracted data, data analysis and
manuscript preparation. Ragu-
nath and Hawkey were involved
in critical review and editing of
the manuscript.

Study Quality: 1 study with
unclear description of selection
criteria. 3 studies with unclear
description of reference stan-
dard. All studies without or
unclear description of uninter-
pretable/intermediate test
results. All studies without or
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WLE; (3) sufficient infor-
mation to allow calculat-
ion of yield of dysplasia
(and 95 % CI’s); (4) publis-
hed as a full journal arti-
cle; (5) any language
Exclusion Criteria: —

Wanders, L.K. et al. Cancer risk after resection of polypoid dysplasia in patients with longstanding ulcerative colitis:

enterol Hepatol. 12. 756 - 764. 2014

Evidence level|
Study Types

Population

Evidence level: 1

Study type: SR of 10
cohort studies
Databases: MEDLINE
(1966-February 2012)
EMBASE (1986-February
2012), PubMed (February ~ up.322 patients with
2011-February 2013), reliable diagnosis of
The Cochrane library (?) UC.

Search period: - Comparison: —
Inclusion Criteria: (1)

Follow-up studies with

histologically proven ulce-

rative colitis and defined

Intervention: 376 pa-
tients with inflamma-
tory bowel disease
(IBD) who had resect-
ed polypoid dysplasia
and follow-

ted biopsies: pooled increa-
se in targeted dysplastic
(low or high grade) lesion
detection of CE over WLE:
44% (95 % Cl 28.6-59.1,
no P-value).

Detection of flat lesions:
pooled increase in flat dys-
plastic (low or high grade)
lesion detection of CE over
WLE: 27 % (95% Cl 11.2 -
41.9, no P-value).

Miss rates: pooled reduc-
tion in dysplastic lesions
detected by random biopsy
alone of CE over WLE: -40 %
(95% Cl -52.8 to -27, no
P-value).

Duration of the procedure:
pooled weighted difference
in means between CE and
WLE: 11 min (95 % CI 10 min
15sto 11min43s, no
P-value).

False positive results: Only
data with CE available. No
pooled analyses.

Author’s Conclusion: In
summary, CE is superior to
WLE for dysplasia detection
in patients with colonic IBD
undergoing surveillance
colonoscopy. 1Y of CE over
WLE is 7 % for all dysplastic
lesions, primarily due to
increased yield of targeted
biopsies from visualisation
of additional lesions by CE.
As this analysis was desig-
ned to evaluate the yield of
CE and WLE, it is not clear
whether these results will
translate into superior
patient outcomes with CE.
Randomised controlled tri-
als are needed to clarify this
issue.

Outcomes|Results

Primary: CRC risk after
resection of polypoid
dysplasia

Secondary: -

Results: Average duration
of colitis before first de-
tection of polypoid dysplas-
tic lesion: 15.7 years (range,
0-57).

Pooled CRC incidence: 5.3
(95%Cl,2.7-10.1) per
1000 years of patient fol-
low-up

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Blonski W (2008) Scand |
Gastroenterol

Goldstone R (2011) Gastro-
intest Endosc

Jess T (2006)Inflamm Bowel
Dis

Kisiel |B (2012) Inflamm
Bowel Dis

Medlicott SA (1997) Am |
Gastroenterol

Odze RD (2004) Clin Gas-
troenterol Hepatol
Pekow JR (2010) Inflamm
Bowel Dis

unclear description of with-
drawals.

Heterogeneity: Pooled IY: Mode-
rate heterogeneity (Cochran’s
Q=8.1,P=0.14 and I?’=38 %).
Lesions detected by targeted
biopsies: moderate heterogenei-
ty (Cochran’s Q=9.1, P=0.1 and
12=45.03 %)

Detection of flat lesions: low
heterogeneity (Cochran’s Q=1,
P=0.8 and I°=0%)

Miss rates: low heterogeneity
(Cochran’s Q=3.3, P=0.3 and
2=9.3%).

Duration of the procedure: low
heterogeneity (Cochran’s
Q=2.8,P=0.4and I°’=0%).
Publication Bias: Detection of
any dysplasia: Excluded by Eg-
ger’s regression asymmetry test
(P=0.53, intercept=-0.99 and
95% Cl: -5.02 to 3.03)

Yield of any dysplasia from tar-
geted biopsies: Excluded by
Egger’s regression asymmetry
test (P=0.93, intercept=-0.23
and 95% Cl: -7.3 t0 6.8)
Detection of flat lesions: Excluded
by Egger’s regression asymmetry
test (P=0.18, intercept=1.44 and
95% Cl: 1.6 to 4.5)

Miss rates: Excluded by Egger’s
regression asymmetry test
(P=0.9, intercept=-2.7 and
95% Cl: =11.4 to 10.9).

Duration of the procedure:
Excluded by Egger’s regression
asymmetry test (P=0.96, inter-
cept=0.05 and 95 % Cl: -4.3 to
4.4)

Notes: Oxford LoE 2 for valida-
ting diagnostic studies. Tho-
rough search strategy. Simple
pooled analyses of data without
being weighted.

a meta-analysis. Clin Gastro-

Methodical Notes

Funding Sources: Not stated.
COl: These authors disclose the
following: Evelien Dekker receiv-
ed research funding and equip-
ment on loan from Olympus.
Simon P.L. Travis received con-
sulting fees from Abbott, Asahi-
Kasei, Bristol- Myers Squibb,
Cosmo Technologies, Coronado
Biosciences, Ferring Pharmaceu-
ticals, Genentech, Genzyme
Corp, GlaxoSmithKline, Janssen,
Lexicon Pharmaceuticals, Merck
Research laboratories, Millenni-
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polypoid lesions and
raised lesions that were
removed by polypectomy;
(2) Clearly defined follow-
up and outcomes (CRC,
HGD, or DALM at colecto-
my and/or surveillance)
Exclusion Criteria:

(1) studies with data only
on CRC in colitis; (2) stud-
ies focused on only flat
LGD as primary outcome
(defined as endoscopical-
ly normal mucosa or non-
polypoid lesions); (3)
studies with inadequate
follow-up data (outcome
data in the subgroup of
patients with polypoid
dysplasia during follow-
up to at least CRC were
not documented in the
studies)

Pooled CRC + HGD inci-
dence: 7.0 (95 % Cl, 4.0 -
12.4) per 1000 patient
years

Pooled all dysplasia inci-
dence:65 (95 % Cl, 54 -78)
per 1000 patient years
Author’s Conclusion: In
conclusion, the risk estima-
te of developing CRC after
resection of polypoid dys-
plasia in colitis is low with
narrow Cls, providing sup-
port for the strategy in
recent guidelines, and is
approximately one-third of
previous estimates for flat
dysplasia. However, the rate
of development of any form
of dysplasia is 10-fold high-
er than the CRC rate, ne-
cessitating close endosco-
pic follow-up of patients
where this strategy is un-
dertaken.

Rozen P (1995) Gastro-
enterology

Rubin PH (1999) Gastro-
enterology

Vieth M (2006) Gut

um Pharmaceuticals, Nisshin
Kyorin Pharmaceuticals, Novar-
tis, Novo Nordisk, NPS Pharma-
ceuticals, PDL Biopharma, Pfizer,
Procter and Gamble, Santarus,
Schering Plough, Shire Pharma-
ceuticals, Sigmoid Pharma Ltd,
Tillotts Pharma AG, TxCell SA,
UCB Pharma, and Warner Chil-
cott UK Ltd research grants from
Abbott, Genentech, GlaxoSmith-
Kline, Janssen, Novartis, Pfizer,
Procter and Gamble, Shire Phar-
maceuticals, and UCB Pharma
payments for lectures/speakers
bureaus from Abbott, Janssen,
Ferring Pharmaceuticals, and
Warner Chilcott and holds no
stock/stock options. James E.
East is on the Advisory board at
Cosmo Pharmaceuticals and is a
speaker for Abbott Laboratories.
The remaining authors disclose
no conflicts.

Study Quality: 1 study with
potential selection bias, 3 studies
with compromised comparability,
medium quality for outcome/
exposure for all studies.
Heterogeneity: CRC rate:
Q-Value: 6.0 (9 degrees of
freedom, P=0.74), 12=0.0 %.
CRC/HGD: Q-Value: 10.9

(9 degrees of freedom, P=0.28),
12=17.3 %. All dysplasia rate:
Q-Value: 45.4 (9 degrees of
freedom, P<0.001), 1°=80.2 %.
Publication Bias: Publication
bias was examined by funnel
plots. No evidence of publication
bias was found for CRC, CRC/
HGD and all dysplasia outcomes.
Notes: Search query likely miss-
ed relevant publications.

Broek, F ] et al. Systematic review of narrow-band imaging for the detection and differentiation of neoplastic and nonneoplastic lesions in the colon
(Structured abstract). Gastrointestinal Endoscopy. 69. 124 - 135. 2009

Evidence level|
Study Types

Evidence level: 2
Study type: MA of 16
studies (14 RCT, 2 Cohort)
Databases: Pubmed,
EMBASE

Search period: ? - April
3,2008

Inclusion Criteria: Not
described in detail, only
studies in English were
obtained.

Exclusion Criteria: Not
described.
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Population

Intervention: RCT :

NBI: 537 patiens
Cohort: NBI: 102
patients
Comparison: RCT:
WLE: 536 patients
Cohort : WLE: 102
patients

Outcomes|Results

Primary: Detection
Secondary: Differentiation
Results: Detection: No
consistent or significant
results.

Differentiation: Sensitivi-
ty: 92% (95 % Cl, 89-94)
Specificity: 86 % (95 % Cl,
80-91) Overall accuracy:
89% (95 % Cl, 87-91)
Author’s Conclusion: In
conclusion, this systematic
review evaluated all availa-
ble evidence on the diag-
nostic value of NBI with
respect to the detection of
colon neoplasia/adenomas

Literature/References

Rastogi A (2008) Gastro-
intest Endosc

Machida H (2004) Endoscopy
Su MY (2006) Am ] Gastro-
enterol

Chiu HM (2007) Gut
East JE (2007) Gastrointest
Endosc

Hirata M (2007) Gastro-
intest Endosc

Tischendorf |] (2007)
Endoscopy

Katagiri A (2008) Aliment
Pharmacol Ther

Methodical Notes

Funding Sources: Not stated.
COl: The following authors re-
port no disclosures relevant to
this publication: J.B. Reitsma, E.
Dekker. The following authors
have disclosed actual or poten-
tial conflicts: F.|.C. van den Broek
is supported by an unrestricted
educational grant from Olympus
Inc, Hamburg, Germany. W.L.
Curvers is supported by an unr-
estricted research grant from
Astra Zeneca, the Netherlands.

P. Fockens has received a research
grant from Olympus Inc. Tokyo,
Japan. The department of Gas-
troenterology and Hepatology
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and the differentiation
between neoplastic and
nonneoplastic colon polyps.
NBI is a relatively new tech-
nique that has extensively
been studied in the last few
years as it has become
commercially available all
over the world. Until now,
NBI has failed to demons-
trate an improved detection
of neoplasia in the colon,
and therefore its use in
routine clinical practice will
likely not improve the yield
of neoplasia. The value of
NBI for differentiating neo-
plastic from nonneoplastic
colon polyps has proven to
be associated with high
sensitivity and specificity in
experienced hands. Results
on differentiation with NBI
seem comparable to results
achieved with chromoen-
doscopy however, future
research should focus on
defining learning curves,
interobserver variation,

and validation in general
practice.

of the Academic Medical Centre
Amsterdam has been provided
with loan endoscopic equipment
by Olympus Inc, Tokyo, Japan.
Study Quality: Low or unclear
quality regarding patient selec-
tion in 6 of 8 studies.

Low or unclear quality regarding
possibility for replication of the
index test and reference stand-
ard in 5 of 8 studies.

Low or unclear quality regarding
applicability of results in daily
practice in 7 of 8 studies.
Heterogeneity: Not investiga-
ted

Publication Bias: Not investiga-
ted

Notes: Execution of search not
presented comprehensively:
Different strategy for PubMed
and Embase. Presented search
results not possibly retrieved
with search query (too few).

No description of inclusion/
exclusion criteria. Heterogeneity
not investigated.

AG 1: Wie und wann soll eine Uberwachungskoloskopie durchgefiihrt werden?

Bewertungsvorlage:
Oxford SR

lannone, A. et al. Chromoendoscopy for surveillance in ulcerative colitis and Crohn’s disease: a systematic review of randomized trials. Clin Gastro-

enterol Hepatol 2016

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 10 RCT
Databases: MEDLINE,
EMBASE, Cochrane Cen-
tral Register of Controlled
Trials

Search period: Inception
-Sep 2016

Inclusion Criteria:

(1) Randomized controlled
trials which compared
chromoendoscopy with
other endoscopic tech-
niques for the surveillance
of dysplasia in people with
ulcerative colitis and
Crohn’s disease; (2) Stud-
ies enrolling patients with
a long course of ulcerative
colitis or Crohn’s disease
(more than 8 years) and
measuring the efficacy of

Population

Intervention: 1500
participants with IBD.
Comparison: 3 trials:
chromoendoscopy vs.
standard- definition
white light endosco-
py:497 patients with UC
2 trials: chromoendos-
copy vs. high-definiti-
on white light endos-
copy: 313 patients
with UC

4 trials: chromoendos-
copy vs. narrow band
imaging: 475 patients,
440 with UC

1 trial: chromoendos-
copy vs. both high-
definition white light
endoscopy and i-SCAN:
225 patients without
classification.

Outcomes|Results

Primary: Of direct evi-
dence: all-cause mortality,
colorectal cancer-related
mortality and time to inter-
val cancer

Secondary: Of indirect evi-
dence: No. of patients diag-
nosed with one or more
dysplastic lesions, No. of
dysplastic lesions detected
by targeted biopsies, test
sensitivity and specificity
(using histological exami-
nation as reference stan-
dard), procedural time
Results: All-cause mortali-
ty, colorectal cancer-relat-
ed mortality and time to
interval cancer: No trial
reported relevant data.
Number of patients diag-
nosed with one or more
dysplastic lesions: Higher

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Kiesslich R (2003) Gastro-
enterology

Kiesslich R (2007) Gastro-
enterology

Feitosa F (2011) Inflamm
Bowel Dis

Pellisé M (2011) Gastroin-
test Endosc

Bisschops R (2012) Gastro-
intest Endosc

Freire P (2014) Inflamm
Bowel Dis

Mohammed N (2015) Gas-
trointest Endosc

lacucci M (2016) Gastro-
enterology

Park SJ (2016) Gastro-
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Watanabe K (2016) Gastro-
intest Endosc

Methodical Notes

Funding Sources: All authors de-
clare no financial, professional, or
personal conflict.

COl: All authors declare no fi-
nancial, professional, or personal
conflict.

Study Quality: Random sequen-
ce generation adequate in 3 trials,
unclear in the other 7. Allocation
concealment inadequate in 2 stu-
dies, unclear in the other 8. 4 tri-
als with adequate and 6 trials with
unclear blinding of participants +
investigators + outcome assess-
ment. Per protocol-analysis in 4
studies and not reported in 6.
Withdrawal of randomly assigned
participants from analyses <10 %
in 2 trials,>10% in 2 trials, not
reported in 6.

Heterogeneity: Number of
patients diagnosed with one or
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chromoendoscopy and
compared interventions
Exclusion Criteria:

(1) Trials comparing
endoscopic techniques
different from chromoen-
doscopy; (2) Trials evalua-
ting surveillance data in
general population and
hereditary polyposis syn-
dromes in the analyses

likelihood with chromoen-
doscopy compared to Mor-
phological subtypes of
dysplastic lesions: No sta-
tistically significant diffe-
rences in the likelihood of
detecting non-polypoid or
polypoid dysplastic lesions
between chromoendosco-
py and other techniques
(RR=1.26,95% Cl 0.56 -
2.81 and RR=0.65, 95 %Cl
0.21-1.97).

Histological subtypes of
dysplastic lesions: No sta-
tistically significant diffe-
rences.

Number of dysplastic lesi-
ons detected by targeted
biopsies: No statistically
significant differences.
Procedural time: Signifi-
cant longer time of proce-
dure comparing chromoen-
doscopy to other techniques
(4 trials, 623 participants,
MD =8.91 minutes, 95 % Cl
1.37-16.45).

Test sensitivity and speci-
ficity:

Chromoendoscopy: Test
sensitivity ranging from

63 % to 100 %, Specificity
from 90 % to 98 %.
Standard-definition white
light endoscopy and narrow
band imaging: Test sensiti-
vity between 50 % to 80 %
and between 50 % to 100 %.
High-definition white light
endoscopy: Test sensitivity
from 94 % to 100 %, Specifi-
city of 85 %.

i-SCAN: Sensitivity: 72 %,
Specificity: 92 %.

Author’s Conclusion: In
surveillance of inflammatory
bowel diseases, chromoen-
doscopy identifies more
patients with dysplasia only
when compared to standard-
definition white light endos-
copy. It is associated with
longer procedural time with
no direct evidence of effect
on preventing all- cause/
cancer-specific mortality or
time to interval cancer.

more dysplastic lesions:
Chi?=9.75,1°=0%
Morphological subtypes of dys-
plastic lesions: Moderate hete-
rogeneity in detection of non-
polypoid (Chi?=3.84, 12=48 %)
and polypoid (Chi?=5.85,

12=66 %) dysplastic lesions
Procedural time: High hetero-
geneity (Chi?=106.31, 12=97 %)
Publication Bias: Not investiga-
ted.

Notes: Search query presented
in Supplement (not available).

Omata, F. et al. Image-enhanced, chromo, and cap-assisted colonoscopy for improving adenoma/neoplasia detection rate: a systematic review and

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.

meta-analysis. Scand ] Gastroenterol. 49. 222 - 237. 2014

Evidence level| Population Outcomes|Results Literature/References Methodical Notes

Study Types

Evidence level: 2 Intervention: Image- Primary: Adenoma/neo- van den Broek F] (2008) Gut ~ Funding Sources: Not stated.
Study type: MA of 42 enhanced endoscopy plasia detection rate van den Broek FJ (2009) Clin ~ COI: The authors report no
RCT, 6 RCT with CU (IEE), autofluorescence ~ Secondary: - Gastroenterol Hepatol conflicts of interest. The authors
patients imaging (AFI), flexible
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Databases: MEDLINE,
EMBASE, Cochrane library
Search period: ? - June
2012

Inclusion Criteria: (1)
Full papers written in
English

Exclusion Criteria:

(1) Non- randomized
studies; (2) Non- parallel
back-to- back studies

spectral imaging color
enhancement (FICE),

i- scan, narrow band
imaging (NBI), chro-
moendoscopy (CE),
and cap-assisted
colonoscopy (CAC).

No description of study
populations available.
Comparison: -

Results: In 3 of 14 NBI
studies conducted in chro-
nic UC patients, the pooled
estimate of RR was 1.32
(95% ClI: 0.66 - 2.66)
(Fixed-Effects-Model, FEM).
In 2 of 9 CE studies con-
ducted in chronic UC
patients using methylene
blue, the pooled estimates
of RR was 2.39 (95 % Cl:
1.18 - 4.84) (FEM).
Author’s Conclusion: In
conclusion, neither AFI,
FICE/i-scan, NBI nor CAC
can confidently claim to
improve ADR over stan-
dard/high-definition white
light endoscopy. CE may
improve ADR. For surveil-
lance of intraepithelial neo-
plasia (low- and high-grade
dysplasia) in chronic UC pa-
tients, CE using methylene
blue is effective, while NBI is
not. Additional RCTs for
more efficient adenoma/
neoplasia detection using
IEE modalities, such as AFI,
FICE/i-scan, and NBI, with
brighter light are expected
in the future.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Takeuchi Y (2010) Gastro-
intest Endosc

Kuiper T (2011) Gastro-
enterology

Rotondano G (2012) Int |
Colorectal Dis

Pohl | (2009) Gut
Aminalai A (2010) Am |
Gastroenterol

Cha JM (2010) Dig Dis Sci
Chung S (2010) Gastro-
intest Endosc

Hong SN (2012) Gastro-
intest Endosc

Dekker E (2007) Endoscopy
Rex DK (2007) Gastroe-
nterology

Adler A (2008) Gut

Inoue T (2008) | Gastro-
enterol

Kaltenbach T (2008) Gut
Adler A (2009) Gastro-
enterology

Paggi S (2009) Clin Gastro-
enterol Hepatol

Sabbagh LC (2011) BMC
Gastroenterol

Rastogi A (2011) Gastroin-
test Endosc

Gross SA (2011) Endoscopy
Boparai KS (2011) Endoscopy
van den Broek F| (2011)
Endoscopy

Ignjatovic A (2012) Am |
Gastroenterol

Ikematsu H (2012) ] Gastro-
enterol

Brooker |C (2002) Gastro-
intest Endosc

Hurlstone DP (2004) Gut
Lapalus MG (2006) Endos-
copy

Le Rhun M (2006) Clin
Gastroenterol Hepatol
Stoffel EM (2008) Cancer
Prev Res

Kiesslich R (2003) Gastro-
enterology

Kiesslich R (2007) Gastro-
enterology

Park SY (2008) Scand |
Gastroenterol

Pohl ] (2011) Gut

Kondo S (2007) Am |
Gastroenterol

Harada Y (2009) Gastro-
intest Endosc

Lee YT (2009) Am | Gastro-
enterol

Tee HP (2010) World |
Gastroentero

Takeuchi Y (2010) Gastro-
intest Endosc

Dai | (2010) ] Dig Dis
Hewett DG (2010) Gastro-
intest Endosc

alone are responsible for the
content and writing of the paper.
Study Quality: The quality of
studies was assessed in terms of
both allocation sequence and
concealment of allocation. Of
the 42 studies, 17 used compu-
ter-generated random numbers
for randomization concealment
of allocation was reported in 28
of 42 studies. Regarding quality
of colonoscopy, overall adenoma
detection rate was >30% in 27
studies and cecal intubation rate
was >95 % in all studies in which
randomization was performed
before cecal intubation.
Heterogeneity: NBI studies:
12=0%

CE studies: I°’=0%

Publication Bias: Egger’s test
suggested publication bias or
small study effect only in the
meta-analysis of 14 NBI studies
(p=0.026).

Notes: RR is not appropriate to
determine validity of diagnostic
tests.
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Prachayakul V (2012) Surg
Endosc

Rastogi A (2012) Gut

de Wijkerslooth TR (2012)
Gut

Subramanian, V. et al. Meta-analysis: the diagnostic yield of chromoendoscopy for detecting dysplasia in patients with colonic inflammatory bowel

disease. Aliment Pharmacol Ther. 33. 304-312. 2011

Evidence level|
Study Types

Evidence level: 2

Study type: MA of 6
studies (2 RCT, 4 pro-
spective cohort studies)
Databases: Pubmed
(1965 to February 2010),
Embase (1974 to February
2010) and Ovid (1965 to
February 2010), Cumula-
tive index to nursing and
allied health (CINAHL,
1982 to February 2010),
Zetoc (1993 to February
2010), Ingenta (1991 to
February 2010)

Search period: -
Inclusion Criteria:

(1) prospective inclusion
of patients with colonic
inflammatory bowel
disease; (2) surveillance
colonoscopy and compa-
rison of CE with standard
WLE; (3) sufficient infor-
mation to allow calcula-
tion of yield of dysplasia
(and 95 % CI’s); (4) publis-
hed as a full journal
article; (5) any language
Exclusion Criteria: -

e306

Population

Intervention: Four
studies with UC pa-
tients (over 8 years
duration, in remission),
1 study pancolitis pa-
tients (over 5 years
duration), 1 study with
extensive UC and CD
(involving more than
one third of the colon).
No details on age/ sex.
WLE followed by CE:
259 patients

CE compared to
different controls:

700 patients

267 patients random-
ized 1:1 to WLE or CE
Comparison: -

Outcomes|Results

Primary: Incremental yield
(1Y) of detecting any dys-
plastic lesions

Secondary: Differences in
proportion of lesions de-
tected by targeted biopsies,
differences in proportion of
flat lesions detected, diffe-
rences in proportion of
dysplastic lesions detected
by random biopsy alone
(miss rates), time taken for
the procedure

Results: Pooled IY of CE
over WLE for the detection
of any grade of dysplasia on
a per patient basis: 7 %
(95% Cl3.2-11.3, no
P-value).

Differences in proportion of
lesions detected by targeted
biopsies: pooled increase in
targeted dysplastic (low or
high grade) lesion detection
of CE over WLE: 44 % (95 % Cl
28.6-59.1, no P-value).
Detection of flat lesions:
pooled increase in flat dys-
plastic (low or high grade)
lesion detection of CE over
WLE: 27 % (95% Cl 11.2 -
41.9, no P-value).

Miss rates: pooled reduc-
tion in dysplastic lesions
detected by random biopsy
alone of CE over WLE: -40 %
(95% Cl -52.8 to -27, no
P-value).

Duration of the procedure:
pooled weighted difference
in means between CE and
WLE: 11 min (95 % CI 10 min
15sto 11min43s, no
P-value).

False positive results: Only
data with CE available. No
pooled analyses.

Author’s Conclusion: In
summary, CE is superior to
WLE for dysplasia detection
in patients with colonic IBD
undergoing surveillance
colonoscopy. 1Y of CE over
WLE is 7 % for all dysplastic
lesions, primarily due to in-
creased yield of targeted

Literature/References

Kiesslich R (2003) Gastro-
enterology

Kiesslich R (2007) Gastro-
enterology

Rutter MD (2004) Gut
Matsumoto T (2003) Am |
Gastroenterol

Hurlstone DP (2005) Endos-
copy

Marion JF (2008) Am |
Gastroenterol

Methodical Notes

Funding Sources: Declaration of
funding interests: None.Declara-
tion of funding interests: None.
COl: Krish Ragunath has received
research funding from Olympus
(Keymed, UK). Subramanian con-
ceived the study, abstracted data,
data analysis and manuscript pre-
paration. Mannath abstracted da-
ta, data analysis and manuscript
preparation. Ragunath and Haw-
key were involved in critical review
and editing of the manuscript.
Study Quality: Quality of inclu-
ded studies rated gith QUADAS
(2 studies with rating of 12/14, 4
with 11/14). 1 study with unclear
description of selection criteria.
3 studies with unclear descripti-
on of reference standard. All
studies without or unclear des-
cription of uninterpretable/inter-
mediate test results. All studies
without or unclear description of
withdrawals.

Heterogeneity: Pooled IY: Mo-
derate heterogeneity (Cochran’s
Q=8.1,P=0.14 and I°’=38 %).
Lesions detected by targeted
biopsies: moderate heterogenei-
ty (Cochran’s Q=9.1, P=0.1 and
12=45.03 %)

Detection of flat lesions: low
heterogeneity (Cochran’s Q=1,
P=0.8and 2=0%)

Miss rates: low heterogeneity
(Cochran’s Q=3.3, P=0.3 and
2=9.3%).

Duration of the procedure: low
heterogeneity (Cochran’s
Q=2.8,P=0.4and I?°=0%).
Publication Bias: Pooled IY: Pu-
blication bias excluded by funnel
plot and regression asymmetry
(P=0.53, intercept=-0.99 and
95% Cl: -5.02 to 3.03).

Lesions detected by targeted
biopsies: excluded by funnel plot
and regression asymmetry
(P=0.93, intercept=-0.23 and
95% Cl: -7.3 t0 6.8)

Detection of flat lesions: excluded
by Egger’s regression asymmetry
test (P=0.18, intercept=1.44 and
95% Cl: -1.6 to 4.5)
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biopsies from visualisation
of additional lesions by CE.
As this analysis was desig-
ned to evaluate the yield of
CE and WLE, it is not clear
whether these results will
translate into superior
patient outcomes with CE.
Randomised controlled tri-
als are needed to clarify this
issue.

Miss rates: excluded by Egger’s
regression asymmetry test
(P=0.9, intercept=-2.7 and
95% Cl: -11.4 to 10.9).

Duration of the procedure: exclud-
ed by Egger’s regression asymme-
try test (P=0.96, intercept=0.05
and95% Cl: -4.3to 4.4).

Notes: Oxford LoE 2 for valida-
ting diagnostic studies. Tho-
rough search strategy. Simple
pooled analyses of data without
being weighted.

Meyer, R. et al. Combining aneuploidy and dysplasia for colitis’ cancer risk assessment outperforms current surveillance efficiency: a meta- analysis.

Int ] Colorectal Dis. 2016

Evidence level|
Study Types

Evidence level: 2

Study type: MA of 11/12
studies (3 retrospective,
8 prospective, 1 follow-up
study)

Databases: PubMed
Search period: ? - Jan
2016

Inclusion Criteria:

(1) surveillance studies;
(2) assessment of ploidy
status; (3) assessment of
risk by rating neoplastic
mucosal changes for indi-
vidual cancer risk during
disease development
Exclusion Criteria:

(1) studies on patients af-
ter colectomy; (2) studies
on inflammatory bowel
diseases other than UC

Population

Intervention: Assess-
ment of DNA aneu-
ploidy and dysplasia in
surveillance colonos-

copy
Comparison: -

Outcomes|Results

Primary: OR for detection
of dysplasia and aneuploidy
and occurrence of UC-asso-
ciated carcinoma (UCC)
Secondary: -

Results: OR for detection
of dysplasia and occurrence
of UCC: OR 4.93 (95 % Cl
1.61, 15.11) OR for detec-
tion of aneuploidy and
occurrence of UCC: OR 5.31
(95% CI C1 2.03, 13.93)

OR for combined assess-
ment of dysplasia plus
aneuploidy and UCC occur-
rence: OR 8.99 (95% CI
3.08, 26.26)

Author’s Conclusion: In
conclusion, our meta- analy-
sis revealed that aneuploidy
is an equally effective
parameter for UCC risk
assessment as dysplasia.
Strikingly, the combined
assessment of dysplasia and
aneuploidy is superior
compared to applying each
parameter alone. Thus, de-
tection of dysplasia and/or
aneuploidy will indicate
high-risk patients affording
timely follow-up.
Conversely, patients with
normal findings on DNA
content and histopatho-
logic evaluation can be
examined less frequently.
Thus, aneuploidy assess-
ment should become part
of consensus guidelines as
complementing risk para-
meter.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature|References

Choi WT (2015) Hum
Pathol

Sjoqvist U (2004) Antican-
cer Res

Habermann | (2001) Scand |
Gastroenterol

Holzmann K (2001) Dis
Colon rectum

Lindberg JO (1999) Br | Surg
86

Karlen P (1998) Gastro-
enterology

Befrits R (1994) Dis Colon
rectum

Rubin CE (1992) Gastro-
enterology

Lofberg R (1992) Gastro-
enterology

Rutegard ] (1989) Dis Colon
rectum

Rutegard ] (1988) Dis
Colonpotential rectum
Notes: Lofberg R (1987)
Gut

Methodical Notes

Funding Sources: This study
was conducted in connection to
the North German Tumor Bank
of Colorectal Cancer (ColoNet),
generously supported by the
German Cancer Aid Foundation
(DKH e.V. #108 446). Riidiger-
Meyer is supported by a Mildred
Scheel postdoctoral scholarship
of the German Cancer Aid.

COI: The authors declare that
they have no conflicts of interest.
Study Quality: Quality of inclu-
ded study not investigated.
Heterogeneity: Test for hetero-
geneity not described.

6 studies with preselected pa-
tients for certain specific pheno-
types including the presence of
dysplasia and/or aneuploidy. 6
studies with patients chosen for
having UC for a certain duration
or extent. Different study de-
signs, surveillance periods, inter-
vals of colonoscopy, numbers of
biopsy sites, analysis methods
with regard to sample preparati-
on, staining, and evaluation cri-
teria. Yet, test for heterogeneity
not significant.

Publication Bias: Funnel plots
and rank correlation tests revea-
led no evidence for a publication
bias. Data not shown.

Oxford LoE 2 for exploratory di-
agnostic studies. Only one data-
base searched, relevant studies
possibly missed. No assessment
of study quality. Test for hetero-
geneity not described. Random-
Effects- Model despite low hete-
rogeneity not conclusive. Lind-
berg etal. 1999 included in 1 of 3
pooled analyses without expla-
nation. Huge calculated Cl for OR
for included studies. Overesti-
mation of effect probable.
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# Thieme

AG 1: Wie und wann soll eine Uberwachungskoloskopie durchgefiihrt werden?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Manes, G. et al. Colon Cleansing for Colonoscopy in Patients with Ulcerative Colitis: Efficacy and Acceptability of a 2L PEG Plus Bisacodyl Versus 4L
PEG. Inflamm Bowel Dis. 21. 213744. 2015

Population

Evidence level: 2

Study type: RCT

Number of Patient: 216 patients
randomized and included in ITT
analyses

Recruitung Phase: May - Dec
2013

Inclusion Criteria: (1) Adult out-
patients with ulcerative colitis
aged 18 to 85 years;

(2) colonoscopy with different
indications

Exclusion Criteria: (1) previous
major abdominal surgery,
previous colon resection, ileus,
intestinal obstruction, toxic
megacolon; (2) severe heart
failure (NYHA class Ill or IV), acute
cardiovascular disease, uncon-
trolled arterial hypertension
(systolic pressure >170 mm Hg,
diastolic pressure >100 mm Hg);
(3) severe liver cirrhosis (Child-
Pugh score C) or renal failure
(creatinine clearance, 30 mL/
min), ascites, phenylketonuria,
and glucose6phosphate dehydro-
genase deficiency; (4) Pregnant
or breastfeeding women

Intervention

Intervention: PEG-
BIS preparation for
colon cleansing: 108
patients randomized
and included in ITT
analyses. Surveillan-
ce colonoscopy in
52.8%

Mean age: 52.4

(SD 15.3).

Sex: 59.4 % male.
Comparison: 4L PEG
preparation for colon
cleansing: 108 pa-
tients randomized
and included in ITT
analyses.

Mean age: 48.7

(SD 13.6).

Sex: 60 % male.
Surveillance colonos-
copy in 34.3%

Outcomes|Results

Primary: Quality of overall colon cleansing
assessed by the endoscopist

Secondary: Quality of cleansing in right colon,
amount of bubbles in bowel lumen, patients’
acceptance, tolerability and compliance with
cleansing regimen, assessment of safety based on
severity of adverse events

Results: Quality of overall colon cleansing:
Adequate in PEGBIS: 81.5% and in 4L PEG: 75 %
(ITT, no Pvalue reported).

Following results presumably by PerProtocol-
Analyses:

Quality of cleansing: Assessed by Ottawa Bowel Pre-
paration Scale similar in groups for whole (4.7 £2.7
vs 5.2 +3.0) and right colon (1.7+0.8 vs 1.7+0.9),
no Pvalue reported.

Presence of bubbles: significantly higher in PEGBIS
group (76/106 patients, 71.7 %) as compared with
4L PEG group (38/105 patients, 36.2 %) (P <0.001).
Compliance: Poor (less than 75 % solution intake) in
2/106 patients in PEGBIS group, 15/105 patients in
the 4L PEG group (OR=0.11, 95 % Cl, 0.02 - 0.52,
P=0.002).

Tolerability and Safety: No or mild discomfort from
preparation intake in 83 % of patients with PEGBIS
and 44.8 % with 4L PEG (P <0.0001).

Acceptance: Willingness to repeat preparation by
94.3 % in PEGBIS group and 61.9% in 4L PEG group
(P <0.001).

Safety: No SAE in both groups.

Author’s Conclusion: In conclusion, our study
demonstrates that lowvolume PEG solution plus
bisacodyl may represent a valid alternative to
standard 4L PEG solution, with a better patient
compliance, tolerance, and acceptability these
factors may have a positive impact on the quality of
colonoscopy and may play an important role on
patients’ adherence to surveillance programs. The
study also demonstrates that the clinical characte-
ristics of the disease activity do not influence the
safety and efficacy of preparation. Finally, the study
confirms that several concepts regarding bowel
cleansing are true for both general population and
patients with UC: in particular, the time interval
from solution intake and colonoscopy is the most
important factor affecting quality of bowel clean-
sing and should be shortened to less than 6 hours.

Methodical Notes

Funding Sources: Not stated.

COI: The authors have no conflicts
of interest to disclose.
Randomization: Computer-
generated sequence. Treatment
allocation was concealed and was
accomplished at the screening visit
through nonresearch medical per-
sonnel.

Blinding: Endoscopistblinded: To
guarantee investigators’ blindness,
endoscopists entered into the en-
doscopic suite only after the nurse
had administered the above-
mentioned questionnaire. Patients
were instructed not to discuss their
preparation with the endoscopist.
Dropout Rate/ITT Analysis: PEGBIS
group: 2 excluded for major proto-
col violation. 4L PEG group: 2 ex-
cluded for major protocol violation,
1 excluded for incomplete data
report.

Notes: Investigators but not pa-
tients blinded. Secondary outcomes
patients dependent. Indication for
colonoscopy (surveillance) differed
significantly between groups.

Watanabe, T. et al. Comparison of Targeted vs Random Biopsies for Surveillance of Ulcerative ColitisAssociated Colorectal Cancer. Gastroenterology.

151.11221130. 2016
Population

Evidence level: 3

Study type: RCT

Number of Patient: 246 patients
randomized (124 target group,
122 random group), 221 patients
included in full analysis set (114
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Intervention

Intervention: Target
biopsy: 124 patients
randomized, 114
analyzed. Mean age:
50.7 (SD 13.9). Sex:
63 % male. Disease
extent (n): 44 left

Outcomes|Results

Primary: No. of neoplastic lesions detected in a
singe surveillance colonoscopy

Secondary: Proportion of surveillance colonos-
copic examinations in which neoplastic lesions are
detected out of all surveillance colonoscopic
examinations, examination time, No. of biopsies,
economic efficiency, incidence of examination

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: This study was
supported by a GrantinAid for
Scientific Research from the Minis-
try of Education, Culture, Sports,
Science, and Technology of Japan,
an Intractable Diseases, the Health
and Labour Sciences Research Grant
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target group, 107 in random
group)

Recruitung Phase: Oct 01, 2008
- Dec 31, 2010

Inclusion Criteria: (1) Patients
who are clinically and histologi-
cally diagnosed with UC;

(2) Cases in which the simple cli-
nical colitis activity index is 8 or
less; (3) Cases in which the activi-
ty index of Truelove and Witts is
mild; (4) Patients who under-
stand the main purpose of the
study and provide consent for
participation.

Exclusion Criteria: (1) Patients
with a history of tumors or colo-
rectal cancer associated with UC;
(2) Patients who are clinically
suspected of having a hemorrha-
gic diathesis or who present with
coagulopathy in examinations;
(3) Patients with renal dysfuncti-
on (serum creatinine level

[1.2 mg/dl); (4) Patients who are
pregnant or nursing; (5) Other
patients deemed ineligible for
registration by a physician.

sided colitis, 64 pan-
colitis, 6 other.
Comparison: Step
(random) biopsy:
122 patients rando-
mized, 107 analyzed.
Mean age: 48.5

(SD 13.6).

Sex: 70 % male.
Disease extent (n):
27 left sided colitis,
75 pancolitis,

5 other.

complications requiring special treatments, risk
factors of neoplasia

Results: Primary: Mean number of biopsy samples
with neoplasia in each surveillance colonoscopy
was 0.211 (24 of 114) in target group and 0.168
(18 of 107) in random group (ratio 1.251 [95% CI
0.679, 2.306]).

Secondary: Proportion of positive colonoscopies:
Not reported. Examination time: Significantly longer
in random group than in target group (41.7 vs 26.6
minutes P <0.001). No. of biopsies: Mean number of
biopsy samples in each colonoscopy significantly
larger in random group than in target group (34.8
vs 3.1 P <0.001). Economic efficiency: Not reported.
Complications requiring special treatments: None in
any group.

Risk factors: Duration of the disease positively asso-
ciated with neoplasia (OR 1.07 [95% CI 1.01, 1.13
p=0.02]).

Author’s Conclusion: In conclusion, a targeted
biopsy is as effective as a random biopsy for the
detection of neoplasia in surveillance for UC. Con-
sidering costeffectiveness, a targeted biopsy seems
to be more effective than a random biopsy. When
performing a targeted biopsy, it is recommended
that a random biopsy sample be taken from the
rectum. On the other hand, when performing a
random biopsy, obtaining biopsy specimens from
areas without any signs of present or past inflam-
mation can be omitted, which can reduce the
number of unnecessary biopsies and increase the
efficacy of the random biopsy.

from Ministry of Health, Labour and
Welfare of Japan and Grants by
JSCCR (to Toshiaki Watanabe). The
funder of the study had no role in
the study design, data collection,
data analysis, data interpretation,
or writing of the report.

COl: The authors disclose no
conflicts.

Randomization: Unique random
sequence generated by the Data
Center an stratified for facilities and
severity of UC, was sequentially
applied to each patient allocation.
Unclear allocation concealment.
Blinding: No blinding of re-
searchers or patients. Blinding of
pathologist would have been
possible.

Dropout Rate[ITTAnalysis: Full
analysis set analysis instead of ITT.
Notes: 2 groups are stated as
similar in baseline characteristics,
but no test described. No ITT-
analysis. Certain endpoints from
study protocol not reported. No
blinding of investigators.

Ogawa, T. et al. Evaluation of discomfort during colonoscopy with conventional and ultrathin colonoscopes in ulcerative colitis patients. Dig Endosc.

27.99105. 2015
Population

Evidence level: 3

Study type: RCT

Number of Patient: 86 patients
with CU randomized, 84 patients
analyzed

Recruitung Phase: Apr - Oct
2012

Inclusion Criteria: (1) Acceptable
indication was estimation for mu-
cosal inflammation by routine me-
dical examination; (2) Patients with
diagnosis of UC before colonos-
copy; (3) Patients who were able to
provide written informed consent
to total colonoscopy, basically wit-
hout sedation, and randomization;
(4) Patients aged > 18 years
Exclusion Criteria: (1) Indication
for detailed colonoscopy to survey
for colon cancer or dysplasia was
excluded; (2) No consent available;
(3) Patients who preferred to re-
ceive sedation/ analgesia from the
start; (4) Patients who had under-
gone prior partial colonic resecti-
on; (5) Patients who had known
stenosis or adhesions; (6) cases
with megacolon or toxic megaco-
lon; (7) clinically severe and/or ful-
minant UG; (8) Incomplete prepa-
ration before colonoscopy

Intervention

Intervention: Ultra-
thin flexible scope
(PCF PQ260

9.2 mm):43 patients
randomized, 42 pa-
tients analyzed. Age
(SD): 43.7 £14.1. Sex
(male/female): 31/
11

Comparison: Con-
ventional scope (PCF
Q260A 11.3 mm):

43 patients randomi-
zed, 42 patients
analyzed. Age (SD):
48.1£16.2. Sex (ma-
le/female): 30/12

Outcomes|Results

Primary: Patients’ rating of procedural discomfort:
Pain related to colonoscopy by visual analogue
scale (VAS)

Secondary: Cecal intubation time, rate of complete
intubation (to reach the cecum) and rate of proce-
dural complications

Results: Pain: Newscope group vs. conventional
scope group mean + SD, median (range) 19.3 £
16.9, 14 (0-62) vs. 32.0+21.6, 31.8 (0 - 100),
(P=0.005).

Cecal intubation rate (n, %): 41 (97.6%) in both
groups

Cecal intubation time (min, SD): Newscope group
vs. conventionalscope group 4.5+ 1.7 vs. 5.4+3.2
(P=0.57)

Complications: 0 in both groups

There was no patient who requested sedation
during the colonoscopy procedure.

Author’s Conclusion: The new ultrathin flexible
colonoscope PCFPQ260 applied to UC patients
was efficient to reduce patient discomfort. This
scope should improve patient tolerance of the
procedure and should potentially contribute to
establishing a better treatment strategy for
patients with active UC.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: Not stated. Both
colonoscope from Olympus.

COI: Authors declare no conflict of
interests for this article.
Randomization: Stratified permu-
ted block method.

Blinding: Patients, but not endos-
copists, were blinded to the type
of colonoscope used. All patients
reported the VAS score within 1h
after colonoscopy to a medical
assistant blinded to the type of
instrument used.

Dropout Rate[ITTAnalysis: No ITT
Analysis. 6 patients excluded for
poor bowel preparation listet as
excluded before randomization.
No description of assessment for
poor bowel preparation. 1 patient
without features of CU excluded in
each group.

Notes: Patients did not receive
sedation/analgesia from the start
but were provided with sedation if
desired. If outcomes result from
smaller diameter or increased flexi-
bility unclear.
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# Thieme

AG 2: Wie behandeln wir eine mittelschwere bis schwere Proktitis/Linksseitenkolitis/Pancolitis?

Bewertungsvorlage:
Oxford SR

Sherlock, Mary E et al. Oral budesonide for induction of remission in ulcerative colitis. Cochrane Database of Systematic Reviews. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta analysis
of 6 randomized studies
(total n=1808).
Databases: MEDLINE,
EMBASE, Cochrane Cen-
tral Register of Controlled
Trials, Cochrane Inflam-
matory Bowel Disease
(IBD) Group Specialised
Register and ongoing
trials were identified
using the registry link
http://ClinicalTrials.gov
Search period: Inception
to 28.04.2015

Inclusion Criteria: Ran-
domised trials evaluating
the use of oral budesoni-
de for induction of remis-
sion in ulcerative colitis.
Eligible trial designs inclu-
ded parallel arm, placebo-
controlled trials or trials
comparing two active
agents. Cross-over de-
signs were also eligible for
inclusion. Studies of hu-
man subjects, published
in all languages were con-
sidered. Studies published
in abstract format within
the past 3 years were
considered only if suffi-
cient outcome data could
be retrieved from the
abstract or following con-
tact with the authors. ar-
ticipants of all ages with a
confirmed diagnosis of
active UC, using a combi-
nation of clinical symp-
toms and signs, radiolo-
gic, endoscopic and
histologic criteria, were
eligible for inclusion in the
review. Acceptable acti-
vity indices included:
Ulcerative Colitis Disease
Activity Index (UCDAI),
the Clinical Activity Index
(CAI), the Powell-Tuck
Index, the Simple Clinical
Colitis Activity Index,
Beattie’s Colitis Symptom
Score, Lichtiger Symptom
Score for acute Ulcerative
Colitis, the Mayo Index,

e310

Population

Intervention: Oral
budesonide. All doses
and formulations of
budesonide as well as
different durations of
therapy were eligible
for inclusion.
Comparison: Control
(Placebo or an active
agent such as a tradi-
tional corticosteroid or
5-ASA product).

Outcomes|Results

Primary: induction of re-
mission of active ulcerative
colitis. Clinical remission
was defined by the primary
studies and was expressed
as the percentage of pa-
tients randomised (inten-
tion-to-treat analysis).
Secondary: clinical, endos-
copic and histologic impro-
vement as defined by the
authors; endoscopic muco-
sal healing, change in
disease activity index score,
quality of life;

Results: Primary:
Budesonide versus placebo
Data from three studies
(900 participants) were
combined in a meta-analy-
sis. The primary outcome
was a combined clinical and
endoscopic remission. Bu-
desonide-MMX® 9 mg daily
was superior to placebo for
inducing remission at eight
weeks. 15% (71/462) of
patients in the budesonide-
MMX® 9 mg group achieved
remission compared to 7 %
(30/438) placebo group (RR
2.25,95% Cl1 1.50 to 3.39).
A GRADE analysis indicated
that the quality of evidence
supporting the primary
outcome was moderate.

A pooled analysis of two
studies (440 participants)
suggests that a lower dose
of budesonide-MMX® 6 mg
was not superior to placebo
for induction of remission.
Eleven per cent (25/230) of
patients in the budesonide-
MMX® 6 mg group achieved
remission compared to 6 %
(13/210) of placebo pa-
tients (RR 1.80, 0.94 to
3.42). A GRADE analysis
indicated that the quality of
evidence supporting the
primary outcome was low
due to very sparse data.
Subgroup analysis: remission
rates according to concurrent
mesalamine use: In two study
populations, in which mesa-
lamine users where excluded
a priori, budesonide-MMX®

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1, 2010-August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON-105 529) and
the CIHR Institutes of Nutrition,
Metabolism and Diabetes
(INMD); and Infection and Im-
munity (I1l) and the Ontario Mi-
nistry of Health and Long Term
Care (HLTC3968FL-2010 - 2235).
COI: MES: Dr. Sherlock has re-
ceived fees for consultancy from
Abbvie Canada for attending an
advisory board meeting. All of
the fees received are outside the
scope of the submitted work.
AMG: Anne Marie Griffiths has
received fee(s) from Johnson and
Johnson for Board membership;
fee(s) from Janssen, Abbvie and
Ferring for consultancy; grants or
grants pending from Johnson
and Johnson and Abbive; lecture
fee(s) from: Abbvie and Merck
and payment for development of
educational presentations from
Ferring. All of these activities are
outside the submitted work.
AHS: Hillary Steinhart has receiv-
ed fee(s) from Janssen, Abbvie,
Shire, Pendopharm, Pfizer, and
Takeda for consultancy; and
lecture fee(s) from: Janssen,
Abbvie, Shire, Warner Chilcott,
Aptalis, and Takeda. His institu-
tion has received grants or
grants pending from Janssen,
Abbvie, Pfizer, Amgen, Takeda
and Actavis. All of these activities
are outside the submitted work.
JKM: None known. CHS: Dr. Cyn-
thia Seow has served as a con-
sultant and on advisory boards
for Janssen Pharmaceuticals,
Abbvie, Takeda, Actavis, and
Shire. She has a grant through
Janssen Pharmaceuticals. Dr.
Seow has also provided lectures
for Janssen Pharmaceuticals and
Warner Chilcott. All of these
activities are outside the submit-
ted work.

Study Quality: We assessed the
quality of included studies using
the Cochrane risk of bias tool. We
used the GRADE (Grading of Re-
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the Seo Index, the Truelo-
ve and Witt’s Severity
Index, and the Paediatric
Ulcerative Colitis Activity
Index and the Ulcerative
Colitis Endoscopic Index
of Severity (UCEIS)
Exclusion Criteria: There
were no exclusions based
on patient age or the
type, dose, duration
orformulationof budeso-
nide therapy.

9 mg patients achieved re-
mission in 18 % (41/232) of
patients compared to 6 % of
placebo patients. The relati-
ve risk was 2.89 (95 % Cl 1.59
to 5.25;), suggesting that
budesonide-MMX® may be
more effective in patients
who are not mesalamine-
refractory, which did not
change when sensitivity
analysis was applied.
Subgroup analysis: Remission
rates according to disease
location: A pooled analysis of
two studies (Sandborn 2012;
Travis 2014), shows that bu-
desonide-MMX® 9 mg daily
was significantly more effi-
cacious than placebo for
treatment of patients with
left-sided disease (289 pa-
tients) but not for patients
with extensive disease (145
patients). Among those with
left-sided disease 22 % (32/
145) of budesonide-MMX®
9 mg patients entered re-
mission com- pared to 8 %
(11/144) of placebo patients
(RR 2.98, 95% CI 1.56 to
5.67). Among those with
extensive disease 9% (8/85)
of budesonide-MMX® 9 mg
patients entered remission
compared to 3% (2/60) of
placebo patients (RR 2.41,
95% Cl 0.61 to 9.56).8.
Secondary:

Adverse Events: Budesonide
versus placebo A pooled
analysis of three studies
(971 participants) showed
no statistically significant
difference in the proportion
of patients who experienced
at least one adverse event.
45 %(217/485) of budesoni-
de MMX® 9 mg patients
experienced at least one
adverse event compared to
41 % (200/486) of placebo
patients (RR 1.09, 95 % Cl
0.95 to 1.26). A GRADE
analysis indicated that the
quality of evidence suppor-
ting this outcome was mo-
derate due to moderate
heterogeneity (12 =54 %).
Similar results were found
for the comparison budeso-
nide MMX® 6 mg versus pla-
cebo (2 studies, 512 partici-
pants). Sixty-one per cent
(154/254) of budesonide
MMX® 6 mg patients experi-
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commendations, Assessment,
Development and Evaluation)
criteria to assess the overall qua-
lity of evidence supporting the
primary outcome and selected
secondary outcomes.
Heterogeneity: Two authors in-
dependently evaluated the eligi-
ble studies for clinical and me-
thodological heterogeneity.

We used the Chi? test to assess
heterogeneity, with a P-value of
<0.10 considered statistically
significant. To estimate the
degree of heterogeneity across
studies, we used the I? statistic.
A value of 25 % is considered to
indicate low heterogeneity, 50 %
moderate heterogeneity and

75 % high heterogeneity.
Publication Bias: “We planned
to assess publication bias by
means of a funnel plot. However,
given that we identified only six
eligible studies, three of which
were not suitable for combined
analysis, a funnel plot was not
constructed.”

Notes: Due to differences of
study design, not all studies
could be used for the same
meta-analysis.
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e312

enced at least one adverse
event compared to 53 % of
placebo patients (RR 1.13,
95% C10.97 to 1.32). A
GRADE analysis indicated
that the quality of evidence
supporting this outcome
was very low due to a high
level of heterogeneity
(12=286 %) and sparse data.
Commonly reported adver-
se events include worsening
ulcerative colitis, headache,
pyrexia, insomnia, back
pain, nausea, abdominal
pain, diarrhoea, flatulence
and na- sopharynagitis.
Author’s Conclusion: -
Moderate quality evidence
to support the use of oral
budesonide-MMX® at a

9 mg daily dose for induc-
tion of remission in active
ulcerative colitis, particular-
ly in patients with left-sided
colitis. Budesonide-MMX®

9 mg daily is effective for
induction of remission in the
presence or absence of con-
current 5-ASA therapy. Furt-
her, budesonide-MMX® ap-
pears to be safe, and does
not lead to significant im-
pairment of adrenocorticoid
function compared to pla-
cebo. Moderate quality evi-
dence from a single study
suggests that mesalamine
may be superior to standard
budesonide for the treat-
ment of active ulcerative
colitis. Low quality evidence
from one study found no
difference in remission rates
between budesonide MMX®
and mesalamine. Very low
quality evidence from one
small study showed no
difference in endoscopic
remission rates between
standard budesonide and
prednisolone. Low quality
evidence from one study
showed no difference in re-
mission rates between bu-
desonide-MMX® and stand-
ard budesonide. Adequately
powered studies are needed
to allow conclusions regar-
ding the comparative effica-
cy and safety of budesonide
versus prednisolone, bude-
sonide- MMX® versus stand-
ard budesonide and bude-
sonide versus mesalamine.
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Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta-analysis
of 18 RCTs (n=1546)
Databases: Embase,
Medline OvidSP, Cochrane
Central Register of Con-
trolled Trials, Web of
Science, and Pubmed
Search period: x -
28.04.2014

Inclusion Criteria:

Study type: Randomized
controlled trials compa-
ring the efficacy of any
drug versus another acti-
ve therapy or placebo for
remission induction in
Ulcerative Proctitis (UP).
Population: Adults (16 ye-
ars or older), with a diag-
nosis of ulcerative colitis
limited to 20 cm from the
anal verge (i. e. ulcerative
proctitis) at endoscopy.
Studies were allowed to
investigate both patients
with a first presentation
and patients with a relap-
se of previously establis-
hed disease.

Intervention: Any drug
therapy be compared to
either another drug the-
rapy or placebo. All for-
mulations (e. g. oral, sup-
pository, enema) were
accepted. The duration of
treatment had to be at
least 4 weeks in induction
studies. Studies were
grouped based on the
type of treatment (i. e.
induction, maintenance)
and based on drug class
(e. g. 5-ASA, corticoste-
roids). Additionally, these
groups were further sub-
divided by drug formula-
tion (e. g. suppository,
enema).

Exclusion Criteria: 133
articles were excluded.
Due to the following
reasons.

Articles only published as
abstracts, uncontrolled,
non-randomized or retro-
spective studies. Also lack
specific proctitis group,
short time of treatment
(15 days-3 weeks), insuf-

Population

Intervention: 5-ASA,
corticosteroids, thio-
purines, anti-TNF-a
agents

Comparison: Other
interventions or
placebo.

Outcomes|Results

Primary:

Primary outcomes: Clinical
remission induction rate
and maintained clinical
remission rate.

Secondary:

Secondary outcomes: Endos-
copic remission and histo-
logical remission rates.
Results: Twenty-three
studies (1834 patients)
were included. Eighteen
trials investigated induction
and 5 studied maintenance
of remission.

Topical 5-ASA was signifi-
cantly superior to placebo
for induction (RR, 2.39;
95% Cl, 1.63-3.51) and
maintenance (RR, 2.80;
95% Cl, 1.21 - 6.45) of
clinical remission, regard-
less of dose or formulation.
Subgroup analysis of 5-ASA
suppositories also showed
superiority over placebo for
induction of clinical (RR,
3.07;95%Cl, 1.70-5.55)
and endoscopic remission
(RR, 2.64; 95% Cl,
1.85-3.77).

Author’s Conclusion: The
effectiveness of topical
5-ASA for inducing remis-
sion is confirmed. The abi-
lity of topical 5-ASA to in-
duce clinical remission was
clearly shown in several
placebo-controlled studies.
Patients receiving topical
5-ASA were 2.39 times
more likely to achieve clini-
cal remission than those
receiving placebo. No clear
dose response relationship
was found between topical
5-ASA and clinical remissi-
on, although only 2 studies
compared different 5-ASA
doses. Additionally, endos-
copic evaluations in 4 stud-

ies showed a clear benefit of

topical 5-ASA over placebo.
Histological remission rates
were assessed in only 2

studies and showed no clear

benefit of topical 5-ASA
over placebo.
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Methodical Notes

Funding Sources: n.a.

COl: The authors have no con-
flicts of interest to disclose.
Study Quality: “The risk of bias
was assessed independently by
each of the 2 primary reviewers,
according to the scheme de-
scribed in the Cochrane Hand-
book for Systematic Review of
Interventions.32 This assess-
ment involved judgment on
selection, performance, attriti-
on, and detection bias. The “Risk
of bias tool” in the pub- lically
available program RevMan 5.2
was used to report possible bias
in included studies.” Results for
quality of the included studies
are provided.

Heterogeneity: Where applica-
ble, studies were pooled using a
random- effect model, regard-
less of statistical heterogeneity.
Heterogeneity was tested using
the x2 test, the |- squared test,
and visual inspec- tion of forest
plots. If heterogeneity was pre-
sent, we attempted to investiga-
te the cause thereof (such as
methodological factors or the
outcome assessment). Given the
limited number of included stu-
dies, subgroup analysis or meta-
regression was not considered
useful. In the case of high hete-
rogeneity (12. 75 %), studies were
pooled only if the direction of
their results was consistent.
Publication Bias: n.a.

Notes: No investigation of publi-
cation bias. The authors rate the
majority of the included studies
to be poor with high risk of bias.
In addition the follow-up times
are short so mucosal healing is
likely to be underestimated. Also
most studies apparently use dif-
ferent scoring systems to define
clinical remission.
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ficient number of inclu-
ded participants, non-re-
porting of clinical remissi-
on rates, not drug related
intervention, not original
work articles.

Cohen, R D et al. Systematic Review: Rectal Therapies for the Treatment of Distal Forms of Ulcerative Colitis. Inflamm Bowel Dis. 21. 1719-1736.

2015

Evidence level|
Study Types

Evidence level: 2
Study type: Systematic
review of 48 studies.
Databases: PubMed
Search pe-

riod: 01.01.2004 -
31.12.2013 first search.
no restriction on second
search for clinical trials.
Inclusion Criteria: Arti-
cles were restricted to
those involving adult
humans and included
comparative studies,
meta- analyses, and
(systematic) reviews.
Exclusion Criteria: Clini-
cal studies of pouchitis or
cuffitis and case reports
were excluded from the
review.

e314

Population

Intervention:
Interventions: rectal
therapies: suppository,
foam, gel, and enema
formula- tions of 5-
ASAs, corticosteroids,
and non-5-ASA
agents, and provides
ratings for the quality
of the evidence.
Comparison: Placebo,
or different forms of
administration of the
same drug.

Outcomes|Results

Primary: Efficacy of the
treatment (induction or
maintenance).

Secondary: Safety outco-
mes: AE, drug-related AE,
AE causing discontinuation
of the drug treatment.
Results: The current litera-
ture supports the use of
rectal therapies for both
induction and maintenance
of remission in patients
with distal forms of UC.
Efficacy: A greater percen-
tage of patients with distal
forms of UC receiving
5-aminosalicylic acids or
corticosteroid rectal formu-
lations derived greater
therapeutic benefit after
treatment compared with
patients receiving placebo.
Most uncontrolled studies
of rectal therapies reported
that patients with distal
forms of UC had marked
improvement from baseline
after treatment.

Safety: The overall safety
profile of rectal therapies
was favorable. Treatment
with second-generation cor-
ticosteroids, such as bude-
sonide and beclomethasone
dipropionate, did not in-
crease the incidence of ste-
roid-related adverse effects.
Author’s Conclusion: Over-
all, most rectal therapies,
regardless of formulation,
were shown to be well tole-
rated and efficacious for
both the treatment of active
UC and for the maintenance
of UC remission. Avoiding
systemic corticosteroid
exposure by using non-ste-
roid-containing agents or
therapies with second-
generation corticosteroids,
such as budesonide and
BDP, should be emphasized
when selecting topical the-
rapies for patients with
these conditions.
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Methodical Notes

Funding Sources: n.a.

COI: R.D. Cohen—Speakers
Bureau: Abbvie, Entera Health,
Salix Pharmaceuticals, Shire PLC.
Consultant: Abbive, Cellgene,
Entera Health, Hospira, Janssen,
Prome- theus, Salix Pharmaceu-
ticals, Sandoz Biopharmaceuti-
cals, Shire PLC, Takeda, UCB
Pharma. S.R. Dalal has no con-
flicts of interest to disclose.
Study Quality: An adaptation of
the GRADE system was used to
determine the quality of evi-
dence for the efficacy of rectal
therapies for inducing or main-
taining UC remission. The quality
of the evidence was categorized
as “high,” “moderate,” “low,” or
“very low.”

Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Search for articles was
restricted to PubMed, and no
Mesh terms were applied and no
information how keywords are
linked through operators. Two
searches were performed, one
with restriction on publication
date, the second without. It is
possible that important articles
were missed. Inclusion criteria
were only vaguely defined. No
information on total n, study
characteristics or types. The
definition of remission differed
among studies.
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Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Ito, H et al. Direct comparison of two different mesalamine formulations for the induction of remission in patients with ulcerative colitis: a double-
blind, randomized study. Inflammatory bowel diseases. 16. 1567 - 1574. 2010

Population

Evidence level: 2

Study type: Randomized
placebo-controlled study, multi-
centric setup (53 centers in Japan)
Number of Patient: 229
Recruitung Phase: 2005 -2007
Inclusion Criteria: Outpatients
aged 16 - 64 years of age at the
time of informed consent, pa-
tients who had mild-to-moderate
active UC defined by UC disease
activity index (UC-DAI) of 3-8
and a bloody stool score of 1 or
greater.

Exclusion Criteria: 1) severe UC,
chronic continuous type UC or
acute fulminating type UC; oral
mesalamine more than 2.25g
daily, oral salazosulfapyridine
more than 4.5 g daily, mesala-
mine enemas, salazosulfapyridine
suppositories, corticosteroids
(oral preparations, enemas,
suppositories, injections and/or
remedies for hemorrhoidal disea-
ses) and/or cytapheresis within
14 days before the start of the
investigational drug; immuno-
suppressants within 90 days
before the start of the investiga-
tional drug; any other investiga-
tional drug within six months

Intervention

Intervention: Popu-
lation: 229 partici-
pants with mild to
moderate active UC,
84 with proctitis
Interventions:

= PH-dependent
release formula-
tion at 2.4 g/day
(pH-2.4 g) Mesala-
mine (Eudragit-S
(Asa- col 400 mg
tablet, Tillotts
Pharma AG, Zie-
fen, Switzerland,
supplied by ZERIA
Pharmaceutical,
Tokyo, Japan) or
PH-dependent
release formula-
tion at 3.6 g/day
(pH-3.6 g) Mesala-
mine (Eudragit-S
(Asa- col 400mg
tablet, Tillotts
Pharma AG, Zie-
fen, Switzerland,
supplied by ZERIA
Pharmaceutical,
Tokyo, Japan) or
Time-dependent
release formula-

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56

Outcomes|Results

Primary: Change in UC-DAI: Each patient recorded
the condition of their bloody stools, stool frequen-
cy and drug compliance in their diary and visited
the medical center every two weeks. Each compo-
nent of UC-DAI, except the mucosal appearance
score, was assessed at each visit. Colonoscopy was
performed at eight weeks or at withdrawal from
the study, and UC-DAI was calculated at that time.
Secondary: Remission was defined as patients with
a UC- DAI of 2 or less and a bloody stool score of

0 at the final assessment.

Efficacy: Efficacy was defined as remission or im-
provement. Improvement was defined as patients
with the decrease in UC-DAI by two points or more,
except patients who experienced a remission
Safety: To evaluate safety, clinical laboratory data
and vital signs were checked at the time of inform-
ed consent and four weeks and eight weeks after
enrolment (or upon withdrawal). The presence or
absence of adverse events (AEs) and adverse drug
reactions (ADRs) were recorded by investigators at
each visit.

Results: Primary: Change in UC-DAI: In the full
analysis set (n=225) the decrease in UC-DAIl in each
group was 1.5in pH-2.4g, 2.9in pH-3.6g, 1.3 in
Time-2.25 g and 0.3 in Placebo, respectively. These
results demonstrate the superiority of pH-3.6 g
over Time-2.25 g (P=0.003) and the non-inferiority
of pH-2.4 g to Time-2.25g.

Among the patients with proctitis-type UC, a
significant decrease in UC-DAI was observed in

:e181-e459

Methodical Notes

Funding Sources: n.a.

COLl: Drs. Ito, lida and Suzuki re-
ceived consulting fees from ZERIA
Pharmaceutical. Drs. Matsumoto
and Hibi received consulting fees
and grant support from ZERIA
Pharmaceutical. No other potential
conflicts of interest related to this
article were reported. This study
was made possible by the coopera-
tion of the many participants in the
study, the physicians in charge and
associated staff members. We
thank all of those involved in sup-
porting this study. In addition, the
authors thank Dr. Fumiaki Ueno of
Ofuna Chuo Hospital, Dr. Masahiro
Igarashi of the Cancer Institute
Hospital of JFCR and Dr. Haruhiko
Ogata of Keio University for the
members of independent image
assessment committee, Prof. Hideki
Origasa of the University of Toyama
for statistical advice, Prof. Ulrich
Mittmann and the staff of Tillotts
Pharma AG for scientific advice re-
garding the article and the planning
of the study, and Hayato Koyama of
ZERIA Pharmaceutical for review of
article and writing assistance.
Randomization: Treatment as-
signments were balanced according
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before informed consent; a histo-
ry of hypersensitivity to mesala-
mine or salicylate drugs, severe
cardiac disease, severe pulmo-
nary disease and/or severe hema-
tological diseases; severe hepato-
pathy, severe nephropathy and/
or malignant tumors; and preg-
nant or lactating participants.

tion at 2.25 g/day
(Time-2.25 g) Me-
salamine (Pentasa
250 mg tablet,
Nisshin Kyorin
Pharmaceutical,
Japan).
The investigational
drugs were adminis-
tered three times
daily for eight weeks.
Comparison: Place-
bo (Placebo) each
adminstered daily.

pH-2.4 g and pH-3.6 g as compared to Placebo,
but not in Time-2.25g.

Secondary: Remission: The proportion of patients
who experienced a remission was 30.3 % (Cl, 19.6 -
42.8)in pH-2.4g, 45.3 % (Cl, 32.9-58.2) in pH-
3.6, 28.6% (Cl, 17.9-41.3) in Time-2.25 g, and
9.4% (Cl, 2.0 -25.0) in Placebo. There were statis-
tically significant differences from Placebo in all
active-drug groups.

Efficacy was archived in 45.5 % (Cl, 33.2-58.1) in
pH-2.4g, 64.1% (Cl, 51.1-75.6) in pH-3.6 g,
49.2% (Cl, 36.4-62.1) inTime-2.25g, and 28.1%
(Cl, 13.8-46.7) in Placebo. There were significant
differences from Placebo in both pH-3.6 g and
Time-2.25g.

Safety: No differences were observed in the safety
profiles.

Author’s Conclusion: this is the first study to di-
rectly compare the efficacy and safety of two diffe-
rent mesalamine formulations for the induction of
remission in patients with UC. The results of our
study clearly showed superior efficacy of the
pH-dependent release formulation administered at
a dose of 3.6 g/day and superior characteristics of
this formulation to treat patients with proctitis-
type UC. However, it is unknown whether the for-
mulation is also efficacious in patients with more
severe UC because the subjects in this study were
patients with mild-to-moderate active UC. Mesala-
mine is considered safer than corticosteroids. Ac-
cordingly, further research will be necessary to fully
evaluate the role of mesalamine formulations for
the treatment of severe UC. If this is accomplished,
it is likely that mesalamine contributes to the im-
provement in the quality of life of patients with UC.

to the inflamed areas (proctitis-
type or others) and the severity of
the disease (range of UC-DAI at ini-
tial assessment: 3 -5 or 6 - 8) with
the use of a biased-coin minimizati-
on algorithm. Balance within each
medical center was also taken into
consideration. A person indepen-
dent from the study was in charge
of the random allocation. Seven
patients were assigned as a block as
follows: 2,2,2,1(placebo). The ran-
domization code was sealed and
stored until the blind was removed.
Blinding: Double blind study.
Dropout Rate[ITT-Analysis: No
intention treat analysis was perfor-
med, only per protocol and analysis
of the full analysis set (neither one
includes dropouts). “Concerning
the withdrawal cases, their adop-
tion was to be decided before the
blind was removed.”

Notes: No intention to treat analysis
was performed, instead full analysis
set (which is not standard procedure).
In total 4 dropouts were excluded
from analysis from 225 total (which
were not equally distributed across
study arms). Given the small
amount of total dropout the effect
on outcomes is possibly small. No
tests for group differences were
performed, but the characteristics
appear similar.

Crispino, P et al. Efficacy of mesalazine or beclomethasone dipropionate enema or their combination in patients with distal active ulcerative colitis.
Eur Rev Med Pharmacol Sci. 19. 2830 -2837. 2015

Population

Evidence level: 3

Study type: Randomized con-
trolled single blind study. Single
center in Italy.

Number of Patient: 120
Recruitung Phase: “A total of
120 patients (40 for each group)
were recruited in our Gastroente-
rology Outpatient Unit” no infor-
mation on the timeframe was
provided.

Inclusion Criteria: The inclusion
criteria were: age of at least 18
years, standard endoscopic and
histological diag- nosis of distal
UC (left-sided, procto-sigmoiditis
and proctitis), mild or moderate
disease activity assessed by the
modified Colitis Activity Index
(CAI): in particular the disease
was classified as mild if baseline
CAl was >4 but <8 and as mode-
rate if CAl >8 but <12, with pro-
ved endo- scopic activity accor-
ding to Baron et al criteria and
histological activity according to
Truelove and Richards criteria.
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Intervention

Intervention: Pa-
tient’s disease was
defined in activity if
CAIl >4, Baron >0
and Tru- elove and
Richards >0.
Intervention: Eligible
patients continued
oral treatment with
mesalazine 2.4 g/day
and were random-
ized to receive one of
the following topical
formulations for
eight weeks: Group
C, (Asalex® granular
form plus Clipper®)
enema, mixing 1.5g
of granular mesalazi-
ne and BDP enema
3mg/60 ml, every
night.

Comparison: Group
A, mesalazine 4 g/
60 ml every night as
retention enema or

Outcomes|Results

Primary: Complete remission: achievement of the
simultaneous clinical, endoscopic and histological
disease remission at eight weeks. Patients were
defined in complete remission when the CAl clinical
score resulted less than 4, there was an endoscopic
remission (presence of a mat mucosa, ramifying
vascular pattern clearly visible through- out, no
spontaneous bleeding, no bleeding to light touch)
and a histological remission (absence of active
inflammation into the mucosa, erosions or crypt
abscesses; the surface of glandular epithelial cells
was intact, even if general architecture of the mu-
cosa was disturbed, with glands appearing reduced
in number; oedema and fibrosis of the lamina pro-
pria with occasional foci of lympho- cytes found in
specimens).

Secondary: CAl score changes from the baseline
observation, to 4 and 8 weeks 25.

Efficacy: according to disease extension and drugs
tolerability.

Results: Primary: Complete remission: After eight
weeks, complete remission rates were of 52 %, 47 %
and 65 % respectively, in group A (topical Mesala-
zine), B (topical BDP) and C (both). The difference
between remission rates in the three treatment
groups was found statistically not significant. Re-
mission rates were the highest in ulcerative proc-

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: n.a.

COl: The Authors declare that there
are no conflicts of interest.
Randomization: Patients were
assigned to the treatment groups
based on a computer- generated
randomization scheme.

Blinding: This study was a single-
centre randomized investigator
blind trial.

Dropout Rate[ITT- Analysis: Inten-
tion-to treat analysis was perfor-
med.

Notes: Sample size is insufficient to
detect a significant difference in the
rate of clinical remission. The aut-
hor’s expected a difference of at
least 30 % and enrolled patients
accordingly. According to the
authors the stratification by inflam-
mation locus was not considered
before the start of the investigation.
No blinding of participants.
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Exclusion Criteria: patients with
steroid-refractory disease treated
with immunosuppressive agents,
disease extension beyond the
splenic flexure, presence of lesi-
ons in the proximal tract of the
colon, patients who underwent
topical steroids or mesalazine less
than three months before study,
patients intolerant to steroids or
mesalazine, pregnancy and lacta-
tion, concomitant diseases requi-
ring oral steroids or any other
severe systemic syndrome.

Group B, BDP 3 mg/
60 ml every

night as retention
enema;

(both are considered
standard treatments)

titis in all groups: A (57 %), B (67 %) C (86%). In
procto- sigmoiditis the remission rates reduced, to
A: 61%B:40% and C: 56 %. In left-sided colitis the
remission rates were A: 40 % B: 33% and C: 53 %.
Secondary: CAl score changes From baseline to 4
and 8 weeks the CAl score decreased significantly in
all the three groups (p<0.0001). Safety: All the 120
patients were analyzed to detect any adverse
events. No serious adverse event re- lated to the
study drugs was reported in patients of the three
treatment groups.

Author’s Conclusion: All the three combinations
achieved equivalent results in terms of symptoms
in inducing symptoms relief and mucosa healing in
distally active UC. The combination therapy with
BDP and mesalazine was not better that any agent
alone in inducing distal active UC remission.

AG 2: Welche Therapie soll bei Steroid-refraktarem Krankheitsverlauf erfolgen?

Bewertungsvorlage:
Oxford SR

Lv, R et al. Tumor necrosis factor alpha blocking agents as treatment for ulcerative colitis intolerant or refractory to conventional medical therapy:

a meta-analysis. PLoS One. 9. e86 692. 2014

Evidence level| Population

Study Types

Intervention: Anti-
TNF-a therapies (e. g.
adalimumab, certoli-
zumab, golimumab, or

Evidence level: 1
Study type: Systematic
Review and Meta Analy-
sis: 2122 participants

from 7 RCTs (8 trials) inflix- imab)
Databases: Pubmed, Comparison: Placebo
Embase, and the Cochrane  or other therapy.

Search period: published
between 1991 and July
20,2013

Inclusion Criteria: The
studies had to be ran-
domized controlled trials
(RCTs) comparing anti-
TNF-a therapies (e. g.
adalimumab, certolizu-
mab, golimumab, or infli-
ximab) with the adminis-
tration of a placebo or
other intervention, and
published in the English
language, (ii) the UC pa-
tients of any age included
had to have UC resistant
to conventional therapy
of corticosteroids and/or
immunosuppressive
agents, or refractory to
intravenous corticoste-
roids, and, (iii) the pa-
tients had to have been
given TNF-a blockers at
least twice and monitored
for at least 12 weeks after
the initial dose of TNF-a
blocker or control drug.

Outcomes|Results

Primary: Frequency of
clinical remission
Secondary: Frequency of
long-term mucosal healing,
steroid-free remission,
colectomy, serious side ef-
fects

Results: Frequency of clini-
cal remission of patients
treated with TNF-a blockers
was studied in 6 trials that
consisted of 1279 patients.
Of these 6 trials, 3 trials
were controlled by adminis-
tering a placebo. Patients
were treated with infliximab
in 2 of the trials and adali-
mumab in 1. No significant
heterogeneity was detect-
ed between these trials
(12=0%, p=0.57). A pooled
analysis using fixed-effects
models showed that the
TNF-a blocker was signifi-
cantly superior to placebo
for maintenance of clinical
remission (RR=2.29; 95 %
[1.73,3.03], Z=5.78,
p,0.00001)

Steroid free remission: 698
patients, reported disconti-
nued corticosteroid use and
sustained steroid-free re-
mission during their study.
Of these, infliximab treat-
ment efficacy was exami-
ned in 2 trials and adalimu-
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Literature|References

Armuzzi A, (2004) Euro-
pean Review for Medical
and Pharmacological
Sciences

Gavalas E, (2007) Hepato-
gastroenterology

Laharie D, (2012) Lancet
Ochsenkihn T, (2004)
European Journal of Gastro-
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Methodical Notes

Funding Sources: This study
was funded by National Natural
Science Foundation of China,
grant number [No. 81173240].
The funders had no role in study
design, data collection and ana-
lysis, decision to publish, or pre-
paration of the manuscript.

COI: The authors have declared
that no competing interests
exist.

Study Quality: “Overall, the
quality of the studies ranged
from moderate to high (Jadad
score 2 3). Two studies were ra-
ted at high risk of bias due to lack
of proper blinding control. All
data were analyzed in accord-
ance with the intention-to- treat
principle.”

Heterogeneity: “Heterogeneity
between studies was quantified
by calculating 12 where p,0.10
was determined significant.
Where there was evidence of
heterogeneity, a random- effects
model was used for pooling.
Otherwise, a fixed-effects model
was used.”

Publication Bias: “Due to an
insufficient number of studies to
produce a meaningful analysis,
funnel plots were not used to
investigate publication bias.”
Notes: Differences in co-thera-
py between individual studies,
and follow up times. Differences
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Exclusion Criteria: - mab in 1 trial. No heteroge- are also appearant in UC severity
Reviews, case reports and neity was detected when and definition of steroid- re-
abstracts that lacked suf- comparing the 3 trials fractory status.

ficient information to (1I2=4%, p=0.35). A pooled

determine if the above analysis utilizing fixed-

parameters were met effects models was con-

were excluded. ducted. It was shown that

the proportion of patients
who achieved steroid-free
remission was higher in
groups that received the
TNF-a blockers than in the
placebo treated groups
(RR=2.97;95% [1.77,
4.96], p,0.0001).

Mucosal healing was eval-
uated in 5 trials, consisting
of 1345 patients, to deter-
mine TNF-a blocker treat-
ment efficacy. Of these, 3
trials compared anti-TNF-a
agents with a placebo con-
trol. Patients were given in-
fliximab in 2 trials and ada-
limumab in the third trial.
No heterogeneity was
detected when comparing
these 3 trials (12=37 %,
p=0.20). A pooled analysis
using fixed-effects models
showed the TNF-a blocker
was significantly superior to
placebo for healing of the
mucosa (RR=1.89; 95%
[1.55, 2.31], p,0.00001)
The rate of colectomy was
only reported within 3 of
the included trials, which
evaluated a total of 863
patients. The data demon-
strated that more patients
in the placebo group (36/
244) than in the infliximab
group (46/484) had a co-
lectomy, as shown in Fig. 7.
This difference in colecto-
my rate is statistically sig-
nificant (RR=0.64; 95%
[0.43, 0.97], p=0.03, Figu-
re. 7), indicating the benefit
of infliximab treatment.
Data synthesis: Serious
side effects

Serious side effects were
reported in 6 of the trials,
consisting of 2088 patients.
Within these trials, the fre-
quency of serious side ef-
fects was 16.9 % in the anti-
TNF-a group, 20.0% in the
placebo group and 24.7 % in
cyclosporine group. Of the-
se, 4 trials administered a
placebo as a control and 1
used cyclosporine. Signifi-
cant heterogeneity was not
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detected when comparing
these trials (12=34%,
p=0.19). A pooled analysis
using fixed effects models
showed the occurrence of
serious side effects was
equivalent between TNF-a
and placebo receiving pa-
tients (RR=0.83; 95 %[0.69,
1.00], Z=1.98, p=0.05)
Author’s Conclusion: In
summary, this meta- analy-
sis has updated the UC tre-
atment field and demon-
strated that TNF-a blockers
were superior for patient
treatment as compared to
placebo. This conclusion
was based on increased
achievement of clinical
remission and mucosal he-
aling and reduction in the
need for colectomy, combi-
ned with no significant, se-
vere side effects. Using anti-
TNF-a also spares patients
the effects of corticosteroid
treatment, which is used
when the patients have re-
fractory UC nonresponsive
to conventional treatment.
Additionally, infliximab and
cyclosporine are compara-
ble when used as rescue
therapy in acute severe
steroid- refractory UC, alt-
hough, more randomized
trials are needed to further
evaluate the efficacy of
these agents. So, in se-
lected patients with mode-
rate to severe active ulcera-
tive colitis who have failed
to respond or are poorly
responsive to standard
pharmacologic forms of
treatment with corticoste-
roids and immunosuppres-
sive agents, therapy with an
anti-TNF-a agent may be
considered. In addition, it
may be necessary to iden-
tify biomarkers that indica-
tive of patients who will
respond to the TNF-a inhi-
bitor.

Komaki, Y et al. Pharmacologic therapies for severe steroid refractory hospitalized ulcerative colitis: a network meta-analysis. ] Gastroenterol Hepa-

tol 2016

Evidence level| Population

Study Types

Intervention: 421 ste-
roid refractory partici-
pants with acute UC.
Interventions were

Evidence level: 2
Study type: Network
meta analysis (8 RCTs,
421 participants).

Outcomes|Results

Primary: Clinical response,
severe adverse events.
Secondary: colectomy free
rate
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Literature|References
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Ogata H, (2012) Inflamm
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Methodical Notes

Funding Sources: n.a.

COI: One author was supported
by the Pediatric Oncology Re-
search Fellowship of the Chil-
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Databases: MEDLINE,
Google Scholar, EMBASE,
Cochrane Central Register
of Controlled Trials.
Search period: 1993 -
November 2015
Inclusion Criteria: “Only
randomized controlled
trials evaluating the effi-
cacy of pharmacologic
therapy of UC that com-
pared outcomes between
intervention and control
arms were included. Con-
trol arms were placebo or
alternative treatments.
There were no restrictions
regarding age, sex, and
duration of study. We
imposed no geographic
or language restrictions
and articles in languages
other than English or Ja-
panese were translated if
necessary.”

Exclusion Criteria: Stud-
ies that reported events
on neither treated nor
control groups were
excluded from analysis.

Cyclosporin, Inflixi-
mab, Tacrolimus.
Comparison: Placebo
or alternative treat-
ment (Cyclosporin, In-
fliximab, Tacrolimus).

Results: Clinical response:
The rank of probability of
efficacy interpreted by
SUCRA (surface under the
cumulative ranking) was
Infliximab (SUCRA=0.79,
95% CI=0.53-1.05), cy-
closporine (SUCRA=0.77,
95% Cl=0.39-1.14), ta-
crolimus (SUCRA=0.43,
95% Cl=-0.12-0.99) and
placebo (SU-
CRA=6.67"10"-3, 95 %
Cl=-=6.4"10"-3-0.02).
Colectomy free rate: The
relative effect of efficacy
(number of patients expe-
riencing colectomy free) are
analyzed by the network
meta-analysis. The rank
probability of efficacy inter-
preted by SUCRA was as
follows infliximab (SU-
CRA=0.74,95% Cl=0.47 -
1.01), cyclosporine (SU-
CRA=0.59,95% Cl=0.17 -
1.01), tacrolimus
(SUCRA=0.53,95%
Cl=0.25-0.80) and place-
bo (SUCRA=0.13, 95 %
Cl=-0.033-0.29).

Severe adverse events:
The network of all treat-
ment comparisons analyzed
for severe adverse events
leading to discontinuation
was performed. The rank
probability of risk interpret-
ed by SUCRA was as follows
(No.1 is the worst); inflixi-
mab (SUCRA=0.91,95%
Cl=0.79-1.04), tacrolimus
(SUCRA=0.71,95%
Cl=0.21-1.20), cyclospo-
rine (SUCRA=0.33,95%
Cl=-0.24-0.90) and pla-
cebo (SUCRA=0.040, 95%
C1=-0.020-0.10).
Author’s Conclusion: We
found that among the 3
pharmacologic treatments
and placebo, infliximab was
the most effective, followed
by cyclosporine, tacrolimus,
and placebo, though the
differences between the
three agents were small.

Sands BE, (2001) Inflamm
Bowel Dis

Jarnerot G, (2005) Gastro-
enterology

Aoki H, (2012) Gastroente-
rology

Bossa F, (2009) Dig Liver Dis
Laharie D, (2012) Lancet

dren’s Cancer Association of
Japan.

Study Quality: The Jadad score
and Cochrane Risk of Bias As-
sessment Instrument were used
to evaluate the methodological
quality of the RCTs
Heterogeneity: “We evaluated
the presence of heterogeneity
across trials of each therapy by
using the 12 statistic. An 12 value
of <25 % indicates low heteroge-
neity, 25 - 75 % moderate hete-
rogeneity, and >75 % high hete-
rogeneity. We also evaluated the
presence of heterogeneity across
trials of each therapy by using
the statistic Q (Q) and used a

P value of <0.10 as evidence of
statistically significant hetero-
geneity.”

Publication Bias: “To account
for the fact that each set of
studies estimates a different
summary effect, we created
comparison- adjusted funnel
plots with Stata software version
14 with studies that compared
active treatment versus placebo.
In the absence of small study
effects the comparison-adjusted
funnel plot should be symmetric
around the zero line”

Notes: The number of studies in
each Meta-Analyses was small
(1-2), which makes comparison
of efficacy more difficult.
Differences in assessing clinical
response (DAI, Lichtiger’s index,
Truelove-Witts score).

Differencs in study duration (2 -
14 weeks). The investigated out-
comes were not primary outco-
mes in all of the included studies.

Narula, N et al. Systematic Review and Meta-Analysis: Infliximab or Cyclosporine as Rescue Therapy in Patients With Severe Ulcerative Colitis
Refractory to Steroids. Am ] Gastroenterol. 111. 477 -491. 2016

Evidence level|
Study Types

Evidence level: 1
Study type: Systematic
Review and Meta Analysis:

e320

Population Outcomes|Results

Intervention: 1473
steroid refractory par-
ticipants in 16 Studies,
three RCTs and 13 non-

Primary: short-term symp-
tomatic response to therapy.
Secondary: Rate of co-

lectomy at 3 and 12 months

Literature/References

Laharie D, (2012) Lancet
Scimeca D, (2012) Paper
presented at the United

Methodical Notes

Funding Sources: None.

COl: Potential competing inte-
rests: Walter Reinisch has served
as a speaker, a consultant, and/or
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16 Studies (3 RCT, 13
non-randomized)
Databases: MEDLINE,
Embase, PubMed

Search period: 1950 to
September 2015
Inclusion Criteria: obser-
vational design (pro-
spective or retrospective
cohort or case-control)
or interventional design
(randomized or non-ran-
domized); (i) subjects
with acute severe UC
who had failed a course of
intravenous or oral ster-
oids prior to treatment
with a rescue therapy;
(i) IFX and cyclosporine
administered as rescue
therapies with outcomes
reported for both co-
horts; and (iv) subjects
not treated pre- viously
with IFX or cyclosporine
therapy during the same
presentation of acute
UC.a

Exclusion Criteria: Stud-
ies were excluded, if pa-
tients had already been
given IFX or cyclosporine
after failing the other res-
cue therapy during the
same presentation acute
severe UC.

randomized trials.
Treatment with Inflixi-
mab (IFX)
Comparison: Cyclo-
sporin A (CSA)

Results: Primary Therapeu-
tic Response: Eleven studies
reported therapeutic re-
sponse in 565 IFX and 648
CSA receiving participants.
The pooled OR for thera-
peutic response among
three randomized trials was
1.08 (95% C1 0.73-1.60,
x2=0.28,12=0%). The
pooled response rate in
randomized studies is

43.8 % for IFX and 41.7 % for
CSA. In non- randomized
studies, significantly higher
therapeutic response was
seen with IFX, with a pooled
OR 0f 2.96 (95% Cl 2.12 -
4.14,x2=6.50, 12=0%).
The pooled response rate in
non- randomized studies is
74.8% (IFX) and 55.4 %
(CSA), for an absolute risk
reduction of 19.4% and a
number needed to treat of
5 for IFX compared with
CSA. The median time of
evaluation of therapeutic
response was 3 months.
Secondary: Three month
colectomy: 10 studies +
reported colectomy rates
within 3 months (416 IFX
and 447 cyclosporine). Two
RCTs reported colectomy
rates at 3 months and
reported no difference bet-
ween the two groups (OR
1.00,95% C1 0.64-1.59,
x2=0.34,12=0%). The
pooled 3-month colectomy
rate among randomized
studies was 26.6 % (IFX) and
26.4 %(CSA). In non-ran-
domized studies the pooled
OR for 3-month colectomy
was 0.53 (95% C1 0.22 -
1.28,%2=22.73,12=69 %),
demonstrating no signifi-
cant difference between
the two groups. The pooled
3-month colectomy rate
among non- randomized
studies was 24.1% among
those receiving IFX and
42.5 % among those recei-
ving cyclosporine.

12 months colectomy rate:
12 studies reported 12-
month colectomy rates in
620 IFX and 649 CSA recei-
vers.

Three RCTs reported co-
lectomy rates at 12 months,
that did not differ between
the two groups (OR 0.76,

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

European Gastroenterology
Week 2012

Williams |G, (2004) paper
presented at the United
European Gastroenterology
Week 2014

Croft A, (2013) Aliment
Pharmacol

Daperno M, (2004) Dig
Liver Dis

Dean K, (2012) | Gastroen-
terol Hepatol

Govani S, (2014) Gastro-
enterology

Kim EH, (2015) Gut Liver
Lynch R, (2013), Aliment
Pharmacol Ther

Mocciaro F, (2012) ] Crohns
Colitis

Naves JE, (2014) Inflamm
Bowel Dis

Protic M, (2013) Gastro-
enterology

Radojcic M, (2014) ] Gas-
troenterol Hepatol

Sjoberg M, (2012) Inflamm
Bowel Dis

Yoshimura N, (2013) Gas-
troenterology

an advisory board member for
Abbott Laboratories, Abbvie,
Aesca, Amgen, AM Pharma,
Aptalis, Astel- las, Astra-Zeneca,
Avaxia, Bioclinica, Biogen IDEC,
Bristol-Myers Squibb, Cellerix,
Chemocentryx, Celgene, Cento-
cor, Danone Austria, Elan, Falk
Pharma GmbH, Ferring, Galapa-
gos, Genentech, Griinenthal,
Janssen, Johnson & Johnson,
Kyowa Hakko Kirin Pharma, Lipid
erapeutics, Millenium, Mitsubishi
Tanabe Pharma Corporation,
MSD, Novartis, Ocera, Otsuka,
PDL, Pharmacosmos, Pfizer,
Procter & Gamble, Prometheus,
Robarts Clinical Trial, Schering-
Plough, Setpointmedical, Shire,
Takeda, erakos, Tigenix, UCB,
Vifor, Yakult, Zyngenia, and 4SC.
Jean-Frederic Colombel has ser-
ved as a consultant, an advisory
board member, or a speaker for
Abbvie, Amgen, Bristol Meyers
Squibb, Celltrion, Ferring, Ge-
nen- tech, Giuliani SPA, Merck &
Co., Mitsubishi, Nestle Nutrition
Sci- ence Partners Ltd., P zer Inc.,
Prometheus Laboratories, Re-
ceptos, Takeda/Millenium Phar-
maceuticals Inc., UCB Pharma,
Vertex, and Dr August Wol
GmbH & Co. John K. Marshall has
received hono- raria from Jans-
sen, AbbVie, Aptalis, Astra-Zene-
ca, Ferring, Forest, Optimer,
Procter & Gamble, Shire, Takeda,
and Warner-Chilcott. The remai-
ning authors declare no conflict
of interest.

Study Quality: The quality of
randomized studies was evalu-
ated using domain-based risk of
bias tables as recommended by
the Cochrane Collaboration.

The quality of non- randomized
studies was assessed using the
Newcastle-Ottawa scale, a tool
that allows for quality appraisal
of non-randomized studies in
meta-analyses. The results from
the quality assessment are
provided in the Supplementary
Materials.

Heterogeneity: “We tested for
heterogeneity using the x2-test
and the 12-test. The 12-test des-
cribes the percentage of variabi-
lity in e ect estimates that is due
to heterogeneity rather than
chance, wherein an 12-test>50 %
suggests signi cant heterogenei-
ty. A random-e ects model was
used given the variation among
study designs, as this provides a
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95% C1 0.51-1.14,
X2=1.59,12=0%).

In non-randomized studies,
the 12-month colectomy
rate was lower for IFX, with
a pooled OR of 0.42 (95%
Cl,0.22-0.83, x2=30.94,
12=71%;).

The pooled rate of colecto-
my at 12 months in the non-
randomized studies was
20.7 % for the IFX group
compared with 36.8 % in the
CSA, for an absolute risk re-
duction of 16.1% and a
number needed to treat of 6.
Author’s Conclusion: In
conclusion, this meta-anal-
ysis does not find any defni-
tive preference with regard
to IFX and cyclosporine for
steroid-refractory acute se-
vere UC. Optimized dosing
of IFX requires 3-dose in-
duction and possibly higher
or more frequent doses
guided by therapeutic drug
monitoring, but more pro-
spective data are needed.
Observational data suggest
better treatment response
and lower risk of colectomy
at 12 months with IFX com-
pared with cyclosporine,
with comparable short-
term adverse events; how-
ever, this increase in appa-
rent benefit from observa-
tional studies may well
reflect residual confoun-
ding rather than true cau-
sality. Studies are ongoing
to determine how to maxi-
mize the therapeutic bene-
fit of IFX in the setting of
acute severe UC and pro-
spective studies comparing
dose-optimized IFX to
cyclosporine may provide
more definitive insight into
this debate.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

more conservative estimate than
a mixed-effects model.”
Heterogeneity was low between
RCTs and high between non-ran-
domized studies (1:69 and 71 %
for 3 and 12 month colectomy
rate).

Publication Bias: Symmetrical
distribution of the studies on the
plot suggests no publication bi-
as. Egger’s test similarly showed
no publication bias (Egger’s t
value=0.89, P value=0.39).
Notes: The effect favouring
infliximab in non- randomized
studies is potentially caused by
residual confounding.

No information on age or sex of
study participants. Medication
Regimen not uniform in the
compared studies (x mg/kg).
Additional influence through
concomitant medication (AZA,
Methotrexate, Thiopurine or
unclear)
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AG 2: Welche Therapie soll bei Steroid-refraktarem Krankheitsverlauf erfolgen?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Williams, ] G et al. Comparison Of iNfliximab and ciclosporin in STeroid Resistant Ulcerative Colitis: pragmatic randomised Trial and economic
evaluation (CONSTRUCT). Health Technol Assess. 20. 1-320. 2016

Population

Evidence level: 3

Study type: “open-label parallel-

group, pragmatic randomised

trial”, multicentric design (52 UK

hospitals)

Number of Patient: 270
Recruitung Phase: “Sixty-four
sites recruited patients to the

cohort and 52 of these recruited
participants to the trial. The first
site was activated in March 2010

with the first cohort patient re-

cruited in May 2010 and the first

trial participant randomised in
June 2010. We randomised the
last trial participant in February

2013 and completed follow-up in

February 2014.”
Inclusion Criteria: The study

included patients who had been
were admitted unscheduled with

severe colitis (by the criteria of

Truelove and Witts, a Mayo score

of at least 2 on endoscopic fin-

ding, or clinical judgement); who

then failed to respond to about
2 -5 days of intravenous hydro-

cortisone; and also had a proven

histological diagnosis of UC, in-

determinate colitis where clinical
judgement suggested a diagnosis
of UC rather than Crohn’s disease,
or symptoms typical of UC awai-

ting histology.

Exclusion Criteria: Study exclud-

ed patients: patients aged <18

years; from vulnerable groups or
unable to consent; with an enteric
infection or histological diagnosis

inconsistent with UC; who were

pregnant, lactating, or fertile but
unwilling to use contraception for

6 months after randomisation;

suffering current malignancy, ex-
cept for basal cell carcinoma; with

serious comorbidity, including
immunodeficiency, recent myo-
cardial infarction, heart failure,
acute stroke, respiratory failure,
renal failure, hepatic failure, or

severe infection; with known hy-
persensitivity to infliximab, ciclo-

sporin or polyethoxylated oils;

using tacrolimus or rosuvastatin;

whose English was poor in the
absence of local translator ser-
vices; needing emergency co-

lectomy without further medical

Intervention

Intervention: 270
participants of ste-
roid refractory parti-
cipants. Participants
were randomly assig-
ned to one group of
135, which received
either
a) 5mg/kg of intra-
venous infliximab
at 0,2 and 6
weeks or
b) 2 mg/kg/day of
intravenous ciclo-
sporin for 7 days
followed by
5.5 mg/kg/day of
oral ciclosporin
until 12 weeks
from randomiza-
tion n
Comparison: -

Outcomes|Results

Primary: QAS (quality adjusted survival): the area
under the curve (AUC) of scores derived from
Crohn’s and Ulcerative Colitis Questionnaires com-
pleted by participants at 3 and 6 months, and then
6-monthly over 1- 3 years, more frequently after
surgery.

Secondary: (a) Disease- specific QoL, measured by
the CUCQ. (b) and (c) Generic QoL, measured by
the SF-12.62 (d) Mortality. (e) Colectomies, both
emergency and planned. (f) AEs. (g) Readmissions,
including those for causes other than UC. (h) Mali-
gnancies. (i) Serious infections. (j) Renal disorders.
(k) Disease activity, using the criteria proposed by
Truelove and Witts.

Results: Primary QAS: No significant difference
between IFX and CSA in QAS [mean difference in
AUC/day 0.0297 favouring CSA, 95 % confidence
interval (Cl) -0.0088 to 0.0682; p=0.129];
Secondary: EQ-5D scores (quality-adjusted life-
year mean difference 0.021 favouring ciclosporin,
95% Cl -0.032 to 0.096; p=0.350);

Short Form questionnaire-6 Dimensions scores
(mean difference 0.0051 favouring ciclosporin,
95% CI -0.0250 to 0.0353; p=0.737).

colectomy rates: no statistically significant diffe-
rence in [odds ratio (OR) 1.350 favouring inflixi-
mab, 95 % Cl 0.832 to 2.188; p=0.223];

numbers of serious adverse reactions (event ra-

tio =0.938 favouring ciclosporin, 95 % Cl 0.590 to
1.493; p=0.788);

participants with serious adverse reactions (OR 0.660
favouring ciclosporin, 95 % Cl 0.282 to 1.546;
p=0.338);

numbers of serious adverse events (event ratio 1.075
favouring infliximab, 95 % CI 0.603 to 1.917;
p=0.807);

serious adverse events (OR 0.999 favouring inflixi-
mab, 95% Cl 0.473 to 2.114; p=0.998);

deaths (all three who died received infliximab;
p=0.247) or concomitant use of immunosuppres-
sants.

The lower cost of ciclosporin led to lower total NHS
costs (mean difference -£5632, 95 % Cl -£8305 to
-£2773; p<0.001).

Interviews highlighted the debilitating effect of UC;
participants were more positive about infliximab
than ciclosporin. Professionals reported advantages
and disadvantages with both drugs, but nurses
disliked the intravenous ciclosporin.

Author’s Conclusion: Total cost to the NHS was
considerably higher for infliximab than ciclosporin.
Nevertheless, there was no significant difference
between the two drugs in clinical effectiveness,
colectomy rates, incidence of SAEs or reactions, or
mortality, when measured 1 -3 years post treat-
ment. Further studies will be needed to evaluate the
efficacy and effectiveness of new anti- tumour ne-
crosis factor drugs and formulations of ciclosporin.
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Methodical Notes

Funding Sources: This project was

funded by the NIHR Health Techno-

logy Assessment programme and
will be published in full in Health
Technology Assessment; Vol. 20,

No. 44. See the NIHR Journals Libra-

ry website for further project infor-
mation.

COI: First author was a member of
the National Institute for Health
Research (NIHR) Efficacy and
Mechanism Evaluation Board from
2008 to 2011 and the NIHR Health
Services and Delivery Research

Researcher-Led Board from 2009 to

2014.

Randomization: Web-based adap-
tive randomisation algorithm.
Blinding: Blinding was possible
only for data analysts.

Dropout Rate[ITT- Analysis: High
dropout rates for follow ups: Only
13 % remained (17 out of 135 in
each group) participants partici-
pated in the last follow-up at 36
months. Similar amount of dro-
pouts in each group.

Intention to treat analysis was per-
formed: “This is a pragmatic trial,
and analysis will be by intention-to-
treat.”

Notes: Not a controlled, double-
blinded trial. Only clinicians were
blinded. This is likely to introduce
bias. However subjective scores (f.e
well-being) are more likely to be in-
fluenced than objective measures
(f.e. mortality).

Appearantly QoL outcome meas-
ures were completed by partici-
pants before steroid treatment and
subsequent randomization.

Large amount of losses to follow- up

(only 13 % remain after 36 weeks
follow-up).
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treatment; currently participating
in another clinical trial; treated
with either infliximab or ciclospo-
rin within 3 months of admission;
or showing any other contraindi-
cation to treatment with inflixi-
mab or ciclosporin.

Sandborn, W ] et al. Anti-CD3 antibody visilizumab is not effective in patients with intravenous corticosteroid-refractory ulcerative colitis. Gut. 59.

1485-1492. 2010
Population

Evidence level: 3

Study type: Multicentric, rando-
mised, double-blind, placebo-
controlled study conducted glo-
bally at 75 sites in 14 countries.
Number of Patient: 127 patients
with severly active UC despite
treatment with =5 days of intra-
venous corticosteroids.
Recruitung Phase: Pilot studies
with visilizumab, a humanised
monoclonal antibody to CD3,
suggest efficacy for corticoste-
roid-refractory ulcerative colitis
(UCQ). A placebo-controlled trial
was warranted.

Inclusion Criteria: gible patients
included men or women at least
18 years of age with a diagnosis
of ulcerative colitis for whom oral
corti- costeroid treatment had
failed or who were newly diag-
nosed and hospitalised and who
currently had severely active
intravenous corticosteroid-re-
fractory disease. Severely active
intravenous corticosteroid-re-
fractory ulcerative colitis was de-
fined by a modified Truelove and
Witts Severity Index score
(MTWSI, also known as the Lichti-
ger score)6 26 $10 points on or
after the fifth consecutive day of
intravenous corticosteroids (me-
thy- prednisolone $40 mg/day or
equivalent) and within 1 day be-
fore randomisation. In addition,
patients were required to have a
Mayo score26 27 of $10 points
and a Mayo sigmoidoscopy sub-
score of $2 points. The Mayo sco-
re was calculated on the day of
sigmoidoscopy by a blinded gas-
troenterologist, after a minimum
of three consecutive days (ie, on
or after the fourth consecutive
day) of intravenous corticoste-
roids. In addition to intravenous
corticosteroids, patients could be
receiving mesal- amine, azathio-
prine, 6-mercaptopurine, or
methotrexate.

Exclusion Criteria: Patients were
excluded from study participa-
tion if they had an ileostomy,
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Intervention

Intervention: Visili-
zumab intravenous
injection 5 mikro-
gram/kg for 2 days.
Comparison: Place-
bo nondescript.

Outcomes|Results

Primary: Induction of response on day 45 (MTWSI
score of <9 points)

Secondary: Remission (total Mayo score of <3
points, with no individual subscore >1 point),
Mucosal healing at day 45 (defined as an absolute
endoscopy subscore of #1 point), symptomatic
response at day 15, colectomy.

Results: Efficacy: At day 45, there were no signifi-
cant differences between the treatment groups in
the rates of response, remission or mucosal he-
aling. Similarly, at day 15 there were no significant
differences between the treatment groups in the
rates of symptomatic response. The median (95 %
Cl) time to symptomatic response was 11 (8 to 15)
days in the visilizumab group and 11 (8 to 30) days
in the placebo group. Disease progression occurred
in 26 % (22 of 84) of patients in the visilizumab
group and 33 % (14 of 43) of patients in the placebo
group. Of these patients, 19 in the visilizumab
group (23 %) and 11 in the placebo group (26 %)
received salvage treatment with an anti-tumour
necrosis factor agent (infliximab or adalimumab).
Colectomy: The proportions (95 % Cl) of patients
who under- went colectomy were 18% (10 % to

28 %; 15 of 84 patients) in the visilizumab group
and 7% (2 % to 19 %; 3 of 43 patients) in the placebo
group.

Safety: Adverse events occurred in 77 % of patients
in the placebo group and 96 % of patients in the vi-
silizumab group. Grades 2, 3 and 4 adverse events
occurred more frequently in the visilizumab group.
The proportions of patients with serious adverse
events were similar in the placebo and visilizumab
groups. One patient in the visilizumab group deve-
loped hepatic focal nodular hyperplasia. No patient
developed cancer and no patient died. The inci-
dence of infections was slightly lower in the placebo
group than in the visilizumab group.

Author’s Conclusion: The results of our study
show that visilizumab administered at a dose of 5
mikrog/kg for two consecutive days is not effective
in achieving symptomatic response at day 15;
response, remission, or mucosal healing at day 45;
prolongation of time to disease progression; or
corticosteroid discontinuation in patients with se-
vere intravenous corticosteroid- refractory ulcera-
tive colitis. The patients who received visilizumab
had a trend towards a greater rate of colectomy
and were more likely to experience signs and
symptoms of cytokine release, including cardiac
and vascular disorders, some of which were severe
and|or serious. Based on this unfavourable benefit
to risk profile identified during an interim analysis,
the trial was discontinued prematurely.
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Methodical Notes

Funding Sources: Supported by a
research grant from Facet Biotech
(previously PDL BioPharma), Red-
wood City, California, USA. COI: WS,
JFC, DH, LM, ST, SRT, GV and STa
have served as consultants and
received research support from PDL
BioPharma. PS and DCB have re-
ceived research support from PDL
BioPharma, MF and |NL are former
employees of PDL BioPharma.
Randomization: Centralized,
adaptive randomization method
Blinding: n.a.

Dropout Rate[ITT- Analysis: 18
out of 43 (Placebo group) vs 32 out
of 84 (control group)

Notes: Trial was stopped in progress
because the intervention had an in-
sufficient safety profile! “On 24
August 2007 an independent Data
Safety Monitoring Board reviewed
the interim efficacy and safety data
on 91 patients and recommended
that the trial be stopped because of
insufficient efficacy and an inferior
safety profile for visilizumab com-
pared with placebo.” Blinding pro-
cedures is not adequatly described
in all cases.

Analysis must have been carried out
prematurely ahead of schedule to
determine efficacy and safety of the
drug.

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



proctocolectomy or subtotal
colectomy with ileor- ectal anas-
tomosis, or required immediate
surgical, endoscopic, or radiolog-
ical intervention for massive ha-
emorrhage, perforation, sepsis,
intra-abdominal or perianal ab-
scess, or toxic megacolon.
Patients were also excluded if
they had had a positive Clostridi-
um difficile test within 10 days
before the first dose of study
drug, active medically significant
infections (particularly those of
viral aetiology such as cytomega-
lovirus colitis), any medically sig-
nificant opportunistic infection
within the past 12 months, vacci-
nation with a live virus within 6
weeks, or were seroposi- tive for
human immunodeficiency virus,
hepatitis B virus surface antigen,
or hepatitis C virus antibody.
Additional exclusion criteria in-
cluded significant renal, liver,
central nervous system, pulmo-
nary, vascular, gastrointestinal, or
endocrine conditions or laborato-
ry abnormalities (eg, white blood
cell count <2.53103/ml; platelet
count <1503 103/ml; haemoglo-
bin concentration <8 g/dl; creati-
nine $1.6 mg/dl; alanine amino-
transferase or aspartate
aminotransferase $2 times the
upper limit of normal; alkaline
phosphatase $1.5 times the up-
per limit of normal); a non-thera-
peutic level of a chronic anti-con-
vulsant drug within 4 days, or
medically significant cardiac
conditions, including a history of
myocardial infarction, coronary
artery disease, congestive heart
failure, or arrhythmias within
6months. Patients were also
excluded if they had a history of
lympho- proliferative disorder or
malignancy within the past 5 ye-
ars (except for non- melanoma
skin cancer or carcinoma in situ of
the cervix). Patient’s who had re-
ceived the first dose of inflix-
imab, or another anti-tumour ne-
crosis factor drug within 4 weeks
of randomisation or a subsequent
dose within 2 weeks of randomi-
sation, ciclosporin or tacrolimus
(FK506) within 2 weeks, or any
investigational treatment within
60 days, were excluded. Pregnant
and/or lactating women were
also excluded from study partici-
pation.
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AG 2: Welche Therapie soll bei Steroid-abhdangigem Krankheitsverlauf erfolgen?

Bewertungsvorlage:
Oxford SR

Chande, N et al. Methotrexate for induction of remission in ulcerative colitis. Cochrane Database Syst Rev. Cd006 618. 2014

Evidence level|
Study Types

Evidence level: 2 Study
type: Systematic review
of two RCTS, total n=101
Databases: MEDLINE,
EMBASE, the Cochrane
Central Register of
Controlled Trials, and the
Cochrane IBD/FBD. Re-
view papers on ulcerative
colitis, and references
from identified papers
were also searched in an
effort to identify additio-
nal studies. Abstracts
from major gastroenter-
ological meetings were
searched to identify re-
search published in abs-
tract form only.

Search period: x - June

26,2014

Inclusion Criteria: Ran-

domized controlled trials

comparing methotrexate
with placebo or an active
comparator were consi-
dered for inclusion.

P: Adult patients with

active ulcerative colitis

defined by a combination
of clinical, radiographic,

endoscopic and histologi-
cal criteria were included.

I: Methotrexate given by

any route. C:Placebo or

other standard treatment.

0: The number of pa-

tients achieving clinical

remission and complete
withdrawal from steroids
as defined by the studies
and expressed as a per-
centage of the number of
patients randomized.

Secondary outcomes

measures included:

a) Endoscopic remission
as defined by the
authors;

b) Clinical, histological or
endoscopic improve-
ment as defined by the
authors;

c) The occurrence of
adverse events;
and

d) Improvements in quality
of life as measured by a
validated instrument.
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Population

Intervention: Popula-
tion consisted of 101
steroid dependent pa-
tients with active UC.
Methotrexate given by
any route.
Comparison: Placebo
or other standard
treatment.

Outcomes|Results

Primary: The number of
patients achieving clinical
remission and complete
withdrawal from steroids as
defined by the studies and
expressed as a percentage
of the number of patients
randomized.
Secondary:
a) Endoscopic remission as
defined by the authors;
b) Clinical, histological or
endoscopic improve-
ment as defined by the
authors;
c) The occurrence of
adverse events; and
d) Improvements in quality
of life as measured by a
validated instrument.
Results: One study (n=67)
compared oral methotrexa-
te (12.5 mg/week) to place-
bo. The other study (n=34)
compared oral methotrexa-
te (15 mg/week) to 6- mer-
captopurine (1.5 mg/kg/
day) and 5-aminosalicylic
acid (3 g/day). The placebo-
controlled study was jud-
ged to be at low risk of bias.
The other study was judged
to be at high risk of bias due
to an open-label design. In
the placebo- controlled trial
two patients (7 %) were
withdrawn from the me-
thotrexate group due to
adverse events (leucopenia,
migraine) compared to one
patient (3 %) who had a rash
in the placebo group (RR
2.47,95%Cl0.23 to 25.91).
Adverse events experienced
by methotrexate patients in
the active comparator stu-
dy included nausea and
dyspepsia, mild alopecia,
mild increase in aspartate
aminotransferase levels,
peritoneal abscess, hypoal-
buminemia, severe rash and
atypical pneumonia. Aut-
hor’s Conclusion: Although
methotrexate was well- to-
lerated, the studies showed
no benefit for methotrexate
over placebo or active com-
parators. The results for ef-
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group (Sep-
tember 1, 2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Ill) and the Ontario
Ministry of Health and Long
Term Care (HLTC3968FL- 2010-
2235). Miss lla Stewart has
provided support for the IBD/
FBD Review Group through the
Olive Stewart Fund.

COI: Nilesh Chande has received
fees for consultancy from Ab-
bott/AbbVie and Ferring, fees for
lectures from Abbott and Jans-
sen, travel expenses from Merck
and has stock/stock options in
Pfizer, Glaxo Smith Kline, Proctor
and Gamble and Johnson and
Johnson. All of these financial
activities are outside the submit-
ted work.

The other authors have no
known declarations of interest.
Study Quality: “The methodo-
logical quality of the included
studies was evaluated using the
Cochrane risk of bias tool.”
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Poor overall evidence,
with 2 RCTs available with diffe-
rent comparators. One has a
sample size of only 32 besides
having three arms and a high risk
of bias. Both included original
articles would not have been in-
cluded in a literature search due
to their original publication date
(1996 and 2000).

Dissimilarities between the stud-
ies exist, but are not relevant
because they are not directly
comparable. Steroid- dependen-
ce was not defined a priori as an
inclusion criterion - the included
studies just happen to include
these patients.
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Exclusion Criteria: -
Missing placebo or active
comparator group.
Wrong study type: none-
RCT.

ficacy outcomes between
methotrexate and placebo,
methotrexate and 6-mer-
captopurine and methotre-
xate and 5- aminosalicylic
acid were uncertain.
Whether a higher dose or
parenteral administration
would be effective is un-
known. At present there is
no evidence supporting the
use of methotrexate for
induction of remission in
active ulcerative colitis.

AG 2: Welche Therapie soll bei Steroid-abhdangigem Krankheitsverlauf erfolgen?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Carbonnel, F et al. Methotrexate Is Not Superior to Placebo for Inducing Steroid-Free Remission, but Induces Steroid-Free Clinical Remission in a
Larger Proportion of Patients With UlcerativetColitis. Gastroenterology. 150. 380 - 388.e4. 2016

Population

Evidence level: 3

Study type: Double-blind, pla-
cebo-controlled trial. Multicentric
setup (26 european medical cen-
ters).

Number of Patient: 111
Recruitung Phase: 2007 - 2009
Inclusion Criteria: Adults youn-
ger than 75 years of age, diagno-
sed with UC for at least 6 months
and were steroid- dependent, as
defined by at least one unsuc-
cessful attempt to discontinue
steroids during the last 12 weeks
before inclusion. Steroid therapy
may have completely stopped if it
had been restarted within the last
90 days.

At inclusion, the daily dose of
steroids had to range between 10
and 40 mg prednisone or equiva-
lent. Patients could have active or
inactive disease at inclusion, as
defined by a Mayo Clinic score
(range 0 - 12, with higher scores
indicating more active disease) of
>2 or 2. At the beginning of the
trial, patients included had to
have inactive disease, but in
November 2009, due to slow
recruitment, an amendment allo-
wed inclusion of patients with
active or inactive disease. Patients
with a child- bearing poten- tial
were required to use an adequate
method of contraception throug-
hout the study.

Exclusion Criteria: Patients were
ineligible if they were initially
refractory to oral steroids (no

Intervention

Intervention: Steroid
dependent UC; parti-
cipants younger than
75 years, diagnosed
with UC for at least 6
months, at least one
unsuccesful attempt
to discontinue ste-
roids durng the last
12 weeks before
exclusion. At inclu-
sion the daily dose of
steroids ranges bet-
ween10 and 40 mg.
Intervention: Metho-
trexate parenteral:
intramuscularly or
subcutaneously
Comparison: Place-
bo, administered
parenteral: intramus-
cularly or subcutane-
ously

Outcomes|Results

Primary: Steroid- free remission at week 16, defi-
ned as remission with a Mayo score 2 with no item
>1 and complete withdrawal of steroids and no use
of another immunosuppressives (IS) or anti-TNF
therapy or colectomy.

Secondary: Steroid-free remission at week 24,
remission at week 16 and 24, endoscopic healing
(Mayo endoscopic subscore =0 or 1), clinical remis-
sion (defined as Mayo clinical subscore <2 with no
item > 1), all without ste- roids, IS, anti-TNF, or co-
lectomy at week 16 and/or 24 as well as adverse
events, either severe or not. Additionally, the pro-
portion of patients with CRP concentration <5 mg/L
and In- flammatory Bowel Disease Questionnaire
score =170 without steroids at week 16 were deter-
mined.

Results: Primary Steroid-free remission at week 16
was achieved by 19 of 60 patients given methotre-
xate (31.7 %) and 10 of 51 patients given placebo
(19.6 %) — a difference of 12.1% (95 % confidence
interval [CI]: 4.0 % to 28.1%; P 14.15).

Secondary: The proportion of patients in steroid-
free clinical remission at week 16 was 41.7 % in the
methotrexate group and 23.5 % in the placebo
group, for a difference of 18.1% (95% Cl: 1.1% to
35.2 %; P 1/4.04). The proportions of patients with
steroid-free endoscopic healing at week 16 were
35 % in the methotrexate group and 25.5 % in the
placebo group—a difference of 9.5% (95% Cl: 7.5 %
to 26.5%; P 14.28).

No differences were observed in other secondary
end points. More patients receiving placebo dis-
continued the study because of adverse events
(47.1 %), mostly caused by UC, than patients recei-
ving methotrexate (26.7 %; P 14.03). A higher pro-
portion of patients in the methotrexate group had
nausea and vomiting (21.7 %) than in the placebo
group (3.9%; P 1/4.006).

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: This study was
funded by the French Ministry of
Health (PHRC National), an anony-
mous patient treated by Prof Pierre
Michetti, the Association Francois
Aupetit, and the Société Nationale
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study sponsors were not involved in
the study design in the collection,
analysis, and interpretation of data.
COI: These authors disclose the fol-
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board for Genentech, Otsuka, Vifor,
and speaker for Hospira. Jean Frédé-
ric Colombel: served as consultant or
advisory board member for Abbvie,
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Squibb, Celltrion, Danone, Ferring,
Genentech, Giuliani SPA, Given Ima-
ging, Janssen, Immune Pharmaceu-
ticals, Medimmune, Merck & Co.,
Millenium Pharmaceuticals Inc.,
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Ltd., Pfizer Inc., Prometheus Labora-
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fi, Schering Plough Corporation,
Second Genome, Shire, Takeda,
Teva Pharmaceuticals, Tigenix, UCB
Pharma, Vertex, Dr. August Wolff
GmbH & Co.; and has served as
speaker for Abbvie, Falk, Ferring,
Janssen, Merck & Co., Nutrition Sci-
ence Partners Ltd., and Takeda.
Jérome Filippi: Abbvie, Astellas Phar-
ma Ferring, Given Imaging, Jansen,
MSD, and Takeda. Konstantinos H.
Katsanos: served as speaker for MSD
and Abbvie. Laurent Peyrin-Biroulet:
Consulting fees from Merck, Abbott,
Janssen, Genentech, Mitsubishi, Fer-
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improvement after 2 weeks of
40 mg prednisone), had received
anti-TNFs within 60 days before
enrollment, or had received azat-
hioprine, mercaptopurine, cyclo-
sporine, nonsteroidal anti-inflam-
matory drugs, cotrimoxazole, or
probenecid within 30 days before
enrollment. Other exclusion
criteria included indication for
colectomy, alcohol consumption,
chronic obstructive pulmo- nary
disease, renal failure, liver disea-
se, pregnancy or lactation, pa-
tients without efficacious contra-
ception, patients infected with
human immunodeficiency virus,
hepatitis B virus, hepatitis C virus,
a history of a malignant condi-
tion, obesity (defined by body
mass index >30 kg/m2), or
diabetes mellitus.
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Author’s Conclusion: In conclusion, our study fai-
led to show that parenteral methotrexate is benefi-
cial for induction of steroid-free remission in UC.
However, methotrexate induced clinical remission
without steroids at week 16 more frequently than
placebo, and was associated with better control of
disease- related symptoms. Additional studies are
required to define the potential benefit of metho-
trexate as a maintenance therapy.
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Pharma, HAC, Mayoli-Spindler; and
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travel grants: Abbvie, MSD, Ferring,
Takeda. Philippe Seksik: consulting
fees from Abbvie, Merck-MSD, and
Biocodex; grants from Biocodex;
sponsored travel from Merck-MSD
and Takeda. Walter Reinisch: served
as a speaker for Abbott Laboratories,
Abbvie, Aesca, Aptalis, Centocor,
Celltrion, Danone Austria, Elan, Falk
Pharma GmbH, Ferring, Mitsubishi
Tanabe Pharma Corporation, MSD,
Otsuka, PDL, Pharmacosmos, Sche-
ring-Plough, Shire, Takeda, Thera-
kos, Vifor, and Yakult; as a consul-
tant for Abbott Laboratories, Abbvie,
Aesca, Amgen, AM Pharma, Astellas,
Astra Zeneca, Avaxia, Bioclinica, Bio-
gen IDEC, Bristol-Myers Squibb, Cel-
lerix, Chemocentryx, Celgene, Cen-
tocor, Celltrion, Danone Austria,
Elan, Falk Pharma GmbH, Ferring,
Galapagos, Genentech, Griinenthal,
ICON, Inova, Janssen, Johnson &
Johnson, Kyowa Hakko Kirin Pharma,
Lipid Therapeutics, Medlmmune,
Millenium, Mitsubishi Tanabe Phar-
ma Corporation, MSD, Nestle, Nov-
artis, Ocera, Otsuka, PDL, Pharma-
cosmos, Pfizer, Procter & Gamble,
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Prometheus, Robarts Clinical Trial,
Schering-Plough, Setpointmedical,
Takeda, Therakos, Tigenix, UCB,
Vifor, Zyngenia, and 4SC; as an advi-
sory board member for Abbott La-
boratories, Abbvie, Aesca, Amgen,
AM Pharma, Astellas, Astra Zeneca,
Avaxia, Biogen IDEC, Bristol-Myers
Squibb, Cellerix, Chemocentryx,
Celgene, Centocor, Celltrion, Dano-
ne Austria, Elan, Ferring, Galapagos,
Genentech, Griinenthal, Inova, Jans-
sen, Johnson & Johnson, Kyowa Hak-
ko Kirin Pharma, Lipid Therapeutics,
MedImmune, Millenium, Mitsubishi
Tanabe Pharma Corporation, MSD,
Nestle, Novartis, Ocera, Otsuka,
PDL, Pharmacosmos, Pfizer, Procter
& Gamble, Prometheus, Schering-
Plough, Setpointmedical, Takeda,
Therakos, Tig

Randomization: Randomization
was centralized and balanced by
center. The 1:1 randomization se-
quence was generated independ-
ently of the investigators by the
Clinical Investigation Center of Lille
University Hospital, using a compu-
ter procedure, with a block size of 4.
The placebo and the active treat-
ment were numbered according to
the randomization code and then
distributed by Eurofins.

Blinding: Patients, caregivers, in-
vestigators, and data analysis per-
sonnel were unaware of the treat-
ment assignment. An independent
blinded observer supervised the
study and recorded any adverse
effects of treatment.

Dropout Rate[ITT-Analysis: All
analyses were performed on a full
intent-to-treat basis; patients with-
drawn before week 16 were consi-
dered as failures.

Notes: Broad confidence interval
with a possibility the effect could be
nil or point towards placebo being
superior: Difference between | and
C:12.1%95%Cl (-4 %; +28 %).
Higher amount of dropout in the
placebo group (51 % vs 33 % dro-
pout). Readings of endoscopic
images was not centralized, which
could introduce inter-rate bias.
Inclusion of patients regardless of
their UC activity status: “At the be-
ginning of the trial, patients inclu-
ded had to have inactive disease,
but in November 2009, due to slow
recruitment, an amendment allo-
wed inclusion of patients with
active or inactive disease.”
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AG 2: Welche Therapie soll bei Patienten erfolgen, die ein primdres oder sekundares Therapieversagen auf eine

Biologika (anti-TNFalpha)- Therapie zeigen?

Bewertungsvorlage:
Oxford SR

Feuerstein, ] D et al. Systematic review and meta-analysis of third-line salvage therapy with infliximab or cyclosporine in severe ulcerative colitis. Ann
Gastroenterol. 29. 341 -347. 2016

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta-Analysis
of 6 observational studies
Databases: Pubmed
Search period: 1960 -
01.01.2015

Inclusion Criteria: Any
article published and in-
dexed on PubMed that
assessed the use of in
iximab or cyclosporine as
third- line salvage therapy
following the initial failure
of intravenous corticoste-
roids and either in iximab
or cyclosporine. In order
to be included, the use of
the third- line agent had
to be within 60 days of
cessation of the prior
drug. Exclusion Criteria:
Articles not indexed on
PubMed, Abstracts only
presented at a medical
conference but not pu-
blished as a manuscript,
case reports of only a sin-
gle patient and review ar-
ticles were also excluded.
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Population

Intervention: Poupu-
lation:The mean age of
the patients was 42
and 43 % (13/30) of
patients were female.
The average duration
of disease was 6.7 ye-
ars and the majority of
patients (77 %, 23/30)
had extensive colitis.
Seventy-three percent
(22/30) of patients
were previously or
concomitantly on a
thiopurine or metho-
trexate.

Interventions: Cylco-
sporin (CSA) following
Infliximab (IFX) as third
line treatment or Infli-
ximab (IFX) following
Cylcosporin (CSA) as
third line treatment
(not reported here)
Comparison: -

Outcomes|Results

Primary: Our primary out-
comes were clinical remis-
sion and serious adverse
events associated with each
drug and in aggregate.
Secondary: Secondary
outcomes included clinical
response and 12 month
colectomy rates.

Results: Two studies asses-
sed salvage therapy with
CSA following IFX: There
was a mean of 20 days
(range 19-21) between
the last dose of IFX and
starting CSA.

Overall response and remis-
sion event rates were 60 %
(95% Cl43-78%) and 18%
(95%Cl 4-31%) respec-
tively at three months.

The 12-month colectomy
event rate was 57 % (95 %Cl
39-74%). No deaths
among patients occurred,
but 10% (3/30) of all the
patients developed an in-
fectious complication. Ot-
her complications included
renal and hepatic abnorma-
lities, fatigue, leg cramps,
weakness, cough, and pan-
creatitis. Serious adverse
event rate was 12 % (95 %Cl
0.01-23%), and total ad-
verse event rate was 31%
(95 %Cl 16 -47 %).
Author’s Conclusion: In
conclusion, third-line salva-
ge therapy with either CSA
or IFX is efficacious in some
patients but carries a signif-
icant risk of complications.
Importantly, 41 -57 % of
these patients will end up
requiring a colectomy
within 12 months. Future
studies are needed to
prospectively evaluate the
bene ts and risks of this
strategy compared to
colectomy.
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Literature/References

Leblanc S, (2011) Am |
Gastroenterol Maser EA,
(2008) Clin Gastroenterol
Hepatol

Methodical Notes

Funding Sources: n.a.

COI: Dr Adam Cheifetz: Consul-
ting from the following: Abbvie
Laboratories, Janssen Pharma-
ceuticals, UCB, Takeda, Given
Imaging, Prometheus Labs,
Pfizer

Study Quality: “Given the few
studies that were available on
this topic, all studies were inclu-
ded.”

Heterogeneity: Heterogeneity
was assessed by the Q and 12
statistics

Publication Bias: n.a.

Notes: Only PubMed Database
was searched, which can be
considered as a non-systematic
literature search. Quality of the
studies was not assessed due to
the small amount of literature
available to inclusion.

No investigation of publication
bias or small study effects.
Sample size is extremely small
with 33 participants in two
studies receiving CSA after IFX
treatment failure, which explains
broad confidence intervals for
effect estimates.
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Gisbert, ] P et al. Systematic review with meta-analysis: the efficacy of a second anti-TNF in patients with inflammatory bowel disease whose previous
anti-TNF treatment has failed. Aliment Pharmacol Ther. 41. 613 - 623. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review (8 cohort studies
on UC) and meta-analysis
(not in case of UC).
Databases: PubMed and
Embase

Search period: x - Octo-
ber 2014

Inclusion Criteria: Pro-
spective and retrospective
studies assessing the effi-
cacy of second-line anti-
TNF therapies in IBD pa-
tients, after failure or
intolerance to another
anti-TNF agent; Infliximab
(IFX), Adalimumab (ADA),
and|or Certolizumab Pe-
gol (CZP) as the first- and
second-line drugs; outco-
mes of interest were effi-
cacy of the switch stra-
tegy in terms of remission
and|or response to se-
cond-line therapy. Articles
published in any language
were included.

Exclusion Criteria: Any
study mixing different
kinds of first-line thera-
pies that could not be
separated were excluded.
Unspecified discontinua-
tion of the first antiTNF
also lead to study exclu-
sion. Reference lists from
the articles selected by
elec- tronic searching
were hand- searched to
identify further relevant
studies. If a study was
duplicated, the most
recent one fulfilling the
inclusion criteria was
included.

Population

Intervention: Second
anti- TNF drug, after
failure (primary and
secondary) or intole-
rance of primary anti-
TNF.

All 8 eight studies
identified investigated
the efficacy of treat-
ment with ADA, after
unsuccessful primary
treatment with IFX.
Comparison: -

Outcomes|Results

Primary: Percentage of
Remission/Response, de-
pending on the reason for
first line anti-TNF failure.
Secondary: Incidence of
severe AEs or SAEs related
to the second anti-TNF
given.

Results: Secondary: In UC
patients, AE rates ranged
from 20 % to 39 %, with
SAEs ranging from 0% to

7 %, and discontinuation of
therapy related to AEs
ranging from 0 % to 48 %.
Author’s Conclusion: The
efficacy of switching an
anti- TNF agent in CD pa-
tients largely depends on
the reason for switching.
Based on the present meta-
analysis, the remission rate
was higher when the reason
for withdrawing the first
anti-TNF agent was intole-
rance (61 %) than when it
was secondary failure (45 %)
or primary failure (30 %).

Literature|References

Afif W, (2009) Inflamm
Bowel Dis

Armuzzi A, (2013) Dig Liver
Dis

Baert F, (2014) Aliment
Pharmacol Ther
Garcia-Bosch O, (2013)

] Crohns Colitis

Oussalah A, (2008) Aliment
Pharmacol Ther
Peyrin-Biroulet L, (2007)
World | Gastroenterol
Sandborn WJ, (2012) Gas-
troenterology Taxonera C,
(2011) Aliment Pharmacol
Ther

Methodical Notes

Funding Sources: Declaration of
funding interests: None.

COl: Declaration of personal
interests: |P Gisbert and M Cha-
parro have served as speakers,
consultants and advisory mem-
bers for, and have received re-
search funding from MSD and
Abbvie. AC Marin and AG McNi-
choll: none.

Study Quality: n.a.
Heterogeneity: The I2 statistic
was used to assess the heteroge-
neity of the studies following the
recommendation of the Hand-
book for Systematic Reviews of
Interventions of The Cochrane
Collaboration, 8 as follows: 0 -
40 % not important heteroge-
neity; 40 - 75 % moderate hete-
rogeneity; 75 - 100 % conside-
rable heterogeneity.

Publication Bias: The publica-
tion/reporting bias was also
assessed by funnel plots only in
those analyses including more
than 10 studies.

(Not in the UC studies)

Notes: Search profile could have
been improved to include Mesh
terms, or Anti TNF in general.
Gray literature was not conside-
red. It is therfor possible that
relevant studies were missed.
Golimumab was not considered
in the search.

Importantly, there was no evalu-
ation of study quality. Despite
the discovery of eight studies
investigating UC and switch IFX
to ADA, no meta-analysis was
performed. Which brings up the
question if the selection criteria
should have been been more
stringent to allow for compari-
son. “as follow-up times were not
consistent and most authors did
not subdivide results regarding
the reason for switching. Conse-
quently, the heterogeneity in
study design prevented us from
pooling efficacy estimates
through a formal meta-analysis.”

Narula, N et al. Systematic Review: Sequential Rescue Therapy in Severe Ulcerative Colitis: Do the Benefits Outweigh the Risks?. Inflamm Bowel Dis.

21. 1683 -1694. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and meta-analysis
(1 prospective, 9 retro-

Population

Intervention: steroid
refractory population;

5 Studies on sequential

use of CSA upon IFX

Outcomes|Results

Primary: The primary out-
come was the short-term
symptomatic response to
therapy.
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Literature/References

Chaparro M, (2012),
Aliment Pharmacol Ther
Leblanc S, (2011), Am |
Gastroenterol

Methodical Notes

Funding Sources: n.a.

COIl: W. Reinisch has served as a
speaker, a consultant, and/or an
advisory board member for
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# Thieme

spective cohort studies,
314 participants in total)
Databases: MEDLINE,

non-response and 5
Studies on sequential
use of IFX upon CSA

Embase non-response and In-
Search period: 1950 to tervention: IFX, follo-
May 2014 wed by sequential CSA

Inclusion Criteria: obser-
vational design (pro-
spective or retrospective
cohort or case-control)
or interventional design
(ran- domized or
nonrandomized), (2) sub-
jects with acute severe UC
who had failed a course of
intravenous or oral ste-
roids before treatment
with a rescue therapy, (3)
subjects treated initially
with either IFX or a calci-
neurin inhibitor as rescue
therapy, (4) subjects were
subsequently treated with
IFX or a calcineurin inhibi-
tor during the same pre-
sentation of acute UC af-
ter failure of initial rescue
therapy, loss of response
to initial rescue therapy,
or adverse events attribu-
ted to initial rescue thera-
py, and (5) less than 3
months lapsed between
time of cessation of 1
rescue ther- apy and
commencement of the
second salvage therapy.
Exclusion Criteria: Some
studies did not report
failure of a rescue therapy
in previous UC flares or
report whether patients
were naive to previous
treatment with rescue
therapy but were not
excluded for that reason.
Where studies did not
provide sufficient infor-
mation, authors were
con- tacted to obtain
additional data.

Comparison: CSA,
followed by sequential
IFX or initial failed IFX
than Tacrolimus
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Secondary: Secondary
outcomes included the ra-
tes of remission, colectomy
at 3 and 12 months, adver-
se drug events, serious
infections, and mortality
during the observational
period.

Results: 314 patients un-
derwent sequential therapy
with a calcineurin inhibitor
and IFX. Most patients res-
ponded to third-line rescue
therapy (62.4 %; 95 % Cl,
57.0 %-67.8%; 196/314),
with remission in 38.9%
(122/314;95% Cl, 33.5 %-
443%).

The overall colectomy rate
was 28.3% (51/180; 95 %
Cl, 21.7%-34.5%) at 3
months and 42.3% (101/
239;95% Cl, 36.0 %-

48.6 %) at 12 months.
Adverse events were en-
countered by 23.0 % (55/
239;95%Cl,17.7 %~

28.3 %) of patients, inclu-
ding serious infections in
6.7 % (17/252;95% Cl,

3.6 %-9.8 %) and mortality
in 1% (3/314;95% Cl, 0%-
2.1%).

Author’s Conclusion:
When both corticosteroids
and initial rescue therapy
fail, a second salvage agent
can be considered. The risk
of sequential therapy in
steroid-refractory UC
seems lower than initially
reported. However, the
evidence is limited as data
from prospective controlled
trials are missing. The se-
quence of IFX followed by
calcineurin inhibitors, or
vice versa, appear to have
similar treatment outcomes
regarding avoidance of co-
lectomy and risk of adverse
events. Sequential rescue
therapy should only be per-
formed at specialized refer-
ral centers familiar with the
use of calcineurin inhibiti-
on. Early tapering of corti-
costeroids may help lower
the risk of serious infectious
complications. The optimal
time interval between res-
cue agents is not clear from
this systematic review, but
assessing for clearance of
initial drug used before ini-
tiation of a sequential the-
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Ordas I, (2013), Gastro-
enterology

Maser E, (2008), Clin Gas-
troenterol Hepatol

Manosa M, (2009), Diges-
tion

Yamamoto S, (2010), | Gas-
troenterol Hepatol
Herrlinger K, (2010), Ali-
ment Pharmacol Ther
Tsukamoto H, (2013), Eur |
Gastroenterol Hepatol
Takeuchi K, (2013), Gastro-
enterology

Minami N, (2014), Gastro-
enterology

Abbott Laboratories, AbbVie,
Aesca, Amgen, AM-Pharma,
Aptalis, Astellas, AstraZeneca,
Avaxia, BioClinica, Biogen Idec,
Bristol-Myers Squibb, Cellerix,
Chemo-Centryx, Celgene, Cen-
tocor, Danone Austria, Elan, Falk
Pharma GmbH, Ferring, Galapa-
gos, Genentech, Griinenthal,
Janssen, Johnson & Johnson,
Kyowa Hakko Kirin Pharma, Lipid
Therapeutics, Millennium, Mit-
subishi Tanabe Pharma Corpora-
tion, MSD, Novartis, Ocera,
Otsuka, PDL, Pharmacosmos,
Pfizer, Procter & Gamble, Prome-
theus, Robarts Clinical Trials,
Schering- Plough, Setpoint Me-
dical, Shire, Takeda, Therakos,
TiGenix, UCB, Vifor, Yakult, Zyn-
genia, and 4SC. J-F. Colombel has
served as a consultant, an advi-
sory board member, or a speaker
for AbbVie, Amgen, Bristol-
Myers Squibb, Celltrion, Ferring,
Genentech, Giuliani SPA, Merck
& Co., Mitsubishi, Nestle Nutriti-
on Science Partners Ltd., Pfizer
Inc., Prometheus Laboratories,
Receptos, Takeda/Millennium
Pharmaceuticals Inc., UCB Phar-
ma, Vertex, and Dr. August Wolff
GmbH & Co. J.K. Marshall has
served as a consultant, an advi-
sory board member, or a speaker
for AbbVie, Aptalis, AstraZeneca,
Celltrion, Cubist, Ferring, Forest,
Janssen, Optimer, Procter &
Gamble, Shire, Takeda, and War-
ner Chilcott. The remaining aut-
hors have no conflicts of interest
to disclose.

Study Quality: “We used the
Grading of Recommendations
Assessment, Devel- opment and
Evaluation (GRADE) system to
determine the quality of evi-
dence. GRADE uses several do-
mains, including design, consis-
tency, precision, directness, and
publication bias, to rate the qua-
lity of evidence as high, modera-
te, low, or very low.”

“We downgraded the rating to
“very low” due to the risk of bias
in some of the observational
studies, mainly due to inclusion
of abstracts where the risk of bias
was largely unclear.”
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Inclusion criteria for sal-
vage therapy are heterogeneous,
as well as the time elapsed bet-
ween salvage therapies. Treat-
ment dosage of Cyclosporin A
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rapy may help minimize
toxicity associated with sal-
vage therapies. Regardless,
decisions about response to
rescue therapy should be
made in a timely manner, as
postoperative complicati-
ons are increased in those
who have prolonged medi-
cal therapy before colecto-
my. Certain situations re-
quire urgent colectomy,
such as refractory megaco-
lon, perforation, or severe
hemorrhaging, and use of
sequential rescue therapy
should be avoided in these
cases. More prospec- tive
controlled trials could furt-
her inform outcomes with
sequential rescue therapy
compared with urgent
colectomy in a setting of
failed medical management
and determine whether IFX
or calcineurin inhibitors
should be given first, or ad-
ministered as combination,
in patients with steroid-
refractory UC.

(CSA) and Infliximab (IFX) diffe-
red between studies. Study par-
ticipants received additional
medication during the sequential
rescue that was not the same in
all observed studies (thiopurines,
corticosteroids). No information
on gender or age. No forest plot
for evaluation of publication bias.
Overall quality of included stud-
ies is rated as very low.

AG 3: Kann bei CU Patienten die Remission besser mit Aminosalizylaten als mit Placebo erhalten werden?

Bewertungsvorlage:
Oxford SR

Feagan, Brian G et al. Oral 5-aminosalicylic acid for maintenance of remission in ulcerative colitis. Cochrane Database of Systematic Reviews.

10. Cd000 544. 2012

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta- Analysis
(38 studies, total
n==8127).

Databases: MEDLINE,
EMBASE and the Cochrane
Library.

Search period: inception
to January 20, 2012.
Inclusion Criteria:

Types of studies Prospec-
tive, randomized con-
trolled trials of parallel
design, minimum treat-
ment duration of six
months

Types of participants
Patients of any age with
mild-to- moderate ulcera-
tive colitis (UC) in remis-
sion defined by Truelove
and Witts

Population

Intervention: Popula-
tion: Patients of any
age with mild-to- mo-
derate UC in remission
(defined by Truelove
and Witts).
Intervention: Oral 5-
aminosalicylic acid
(5-ASA)

Comparison: Placebo,
Sulfasalazine (SASP),
different 5- ASA for-
mulation or dosing.

Outcomes|Results

Primary: Efficacy: Endos-
copic or Clinical relapse as
defined by the authors of
each study.

Secondary:

the proportion of pa-
tients who failed to
adhere with their
medication regimen
the proportion of pa-
tients who experienced
at least one adverse
event

the proportion of pa-
tients who withdrew due
to adverse events

the proportion of pa-
tients excluded or with-
drawn after entry
Results: 5-ASA versus
Placebo

Efficacy: 5-ASA was signifi-
cantly superior to placebo
for maintenance of clinical
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1,2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Ill) and the Ontario
Ministry of Health and Long
Term Care (HLTC3968FL-2010-
2235). Miss lla Stewart has
provided support for the IBD/
FBD Review Group through the
Olive Stewart Fund.

COl: Brian Feagan has received
lecture fee(s) from: GlaxoSmith-
Kline, Procter & Gamble Pharma-
ceuticals, Salix Pharmaceuticals
Inc, Shire Pharmaceuticals Inc,
Tillotts Pharma AG and Merck.
John MacDonald has served as a
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Types of interventions Trials
of oral 5-ASA therapy for
treatment of patients
with UC in remission
compared with placebo,
SASP sulphasalazine or
other formulations of
5-ASA were included.
Studies that compared
once daily 5-ASA treat-
ment with conventional
dosing of 5-ASA (two or
three times daily) and 5-
ASA dose ranging studies
were also included.

Types of outcome measures
Outcome measures inclu-
ded endoscopic or clinical
relapse, or early withdra-
wal, as defined by the
authors of each study.
Exclusion Criteria: Not
RCT, wrong treatment
duration, wrong compari-
son, wrong intervention,
pooled analysis.
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or endoscopic remission.

41 % of 5-ASA patients re-
lapsed compared to 58 % of
placebo patients (7 studies,
1298 patients; RR 0.69,
95% Cl 0.62 to 0.77). There
does not appear to be any
difference in efficacy
among the various 5-ASA
formulations. Thirty-eight
per cent of patients in the
5-ASA group relapsed com-
pared to 37 % of patients in
the 5-ASA comparator
group (5 studies, 457 pa-
tients; RR 1.01, 95% C1 0.80
to 1.28).

Adverse effects: Common
adverse events included
flatulence, abdominal pain,
nausea, diarrhea, headache,
dyspepsia, and nasopharyn-
gitis. There were no statisti-
cally significant differences
in the incidence of adverse
events between 5-ASA and
placebo, 5- ASA and SASP,
once daily and conventio-
nally dosed 5-ASA, 5- ASA
and comparator 5-ASA
formulations and 5-ASA
dose ranging studies.
Author’s Conclusion: It is
clear that oral 5-ASA prepa-
rations have yet to be prov-
en to be more clinically be-
neficial than SASP. Male
infertility is associated with
SASP and not with 5-ASA,
so 5- ASA may be preferred
for patients concerned
about fertility. 5-ASA thera-
py is more expensive than
SASP, so SASP may be the
preferred option where cost
is an important factor. 5-
ASA could also be offered to
patients who are intolerant
to SASP. Oral 5-ASA admi-
nistered once daily is as
effective and safe as con-
ventional dosing (twice or
three times daily) for main-
tenance of remission in
quiescent ulcerative colitis.
Once daily dosing does not
appear to enhance adhe-
rence in the clinical trial
setting. There does not ap-
pear to be any difference in
efficacy or safety between
the various formulations of
5-ASA. Patients with exten-
sive ulcerative colitis or with
frequent relapses may be-
nefit from a higher dose of
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Travis SPL, (1994) Gut
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consultant for Tillotts Pharma
AG. All of these financial activi-
ties are outside the submitted
work.

Study Quality: “We used the
GRADE approach for rating the
overall quality of evidence for
primary outcomes and selected
secondary outcomes of interest.
Randomized trials start as high
quality evidence, but may be
downgraded due to: (1) limitati-
ons in design and imple- menta-
tion (risk of bias), (2) indirectness
of evidence, (3) inconsistency
(unexplained heterogeneity), (4)
imprecision (sparse data), and
(5) reporting bias (publication
bias).” “The GRADE analysis indi-
cated that the overall quality of
the evidence for the primary
outcome for the placebo- con-
trolled studies (failure to main-
tain clinical or endoscopic remis-
sion) was high.”

Heterogeneity: “The presence
of hetero- geneity among stud-
ies was assessed using the Chi2
test (a P value of 0.10 was re-
garded as statistically significant)
and the I? statistic (Higgins
2003). If statistically significant
heterogeneity was identified, the
RR and 95 % Cl were calculated
using a random-effects model.
We conducted sensitivity analy-
ses as appropriate to investigate
heterogeneity. We also conduct-
ed sensitivity analyses excluding
studies with a high risk of bias.”
Heterogeneity was low (12=15 %)
in the meta analysis of the RR for
relapse of UC in the comparison
5- ASA vs placebo.

Publication Bias: Publication
biased was assessed by the
GRADE approach (see section
study on study quality).

Notes: Exclusion criteria not
specifically listed, but for every
excluded study.
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maintenance therapy. High
dose therapy appears to be
as safe as low dose and is
not associated with a higher
incidence of adverse
events. When selecting
among the various 5-ASA
formulations, physicians
and patients should consi-
der dose-response data,
adherence issues and price.

Lie, M R et al. Drug therapies for ulcerative proctitis: systematic review and meta-analysis. Inflamm Bowel Dis. 20. 2157 -2178. 2014

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta-analysis
of 18 RCTs (n=1546) for
induction and 5 studies
on maintenance (n=288)
Databases: Embase,
Medline OvidSP, Cochrane
Central Register of Con-
trolled Trials, Web of
Science, and Pubmed
Search period: x -
28.04.2014

Inclusion Criteria: Study
type: Randomized con-
trolled trials comparing
the efficacy of any drug
versus another active the-
rapy or placebo for remis-
sion induction in Ulcera-
tive Proctitis (UP).
Population: Adults (16 ye-
ars or older), with a diag-
nosis of ulcerative colitis
limited to 20 cm from the
anal verge (i. e. ulcerative
proctitis) at endoscopy.
Studies were allowed to
investigate both patients
with a first presentation
and patients with a relap-
se of previously establis-
hed disease.

Intervention: Any drug
therapy be compared to
either another drug the-
rapy or placebo. All for-
mulations (e. g. oral, sup-
pository, enema) were
accepted. The duration of
treatment had to be at
least 4 weeks in induction
studies. Studies were
grouped based on the
type of treatment (i. e.
induction, maintenance)
and based on drug class
(e.g. 5- ASA, corticoste-
roids). Additionally, these
groups were further sub-
divided by drug formula-

Population

Intervention: Popula-
tion: Adults (16 years
or older), with a diag-
nosis of ulcerative coli-
tis limited to 20 cm
from the anal verge

(i. e. ulcerative proc-
titis) at endoscopy.
Studies were allowed
to investigate both pa-
tients with a first pre-
sentation and patients
with a relapse of pre-
viously established
disease.

Intervention: 5- ASA,
corticosteroids, thio-
purines, anti- TNF-a
agents

Comparison: Other
interventions or pla-
cebo.

Outcomes|Results

Primary: Primary outco-
mes: Clinical remission
induction rate and main-
tained clinical remission
rate.

Secondary: Secondary out-
comes: Endoscopic remis-
sion and histological remis-
sion rates.

Results: Twenty-three
studies (1834 patients)
were included. Eighteen
trials investigated induction
and 5 studied maintenance
of remission.

Topical 5-ASA was signifi-
cantly superior to placebo
for induction (RR, 2.39;
95% Cl, 1.63-3.51) and
maintenance (RR, 2.80;
95% Cl, 1.21 - 6.45) of cli-
nical remission, regardless
of dose or formulation.
Subgroup analysis of 5-ASA
suppositories also showed
superiority over placebo for
induction of clinical (RR,
3.07;95%Cl, 1.70-5.55)
and endoscopic remission
(RR, 2.64;95% Cl, 1.85-
3.77).

Author’s Conclusion: The
effectiveness of topical 5-
ASA for inducing remission
is confirmed. The ability of
topical 5-ASA to induce cli-
nical remission was clearly
shown in

several placebo-controlled
studies. Patients receiving
topical 5-ASA were 2.39
times more likely to achieve
clinical remission than tho-
se receiving placebo. No
clear dose response rela-
tionship was found bet-
ween topical 5-ASA and
clinical remission, although
only 2 studies compared
different 5-ASA doses.
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Methodical Notes

Funding Sources: n.a.

COl: The authors have no
conflicts of interest to disclose.
Study Quality: “The risk of bias
was assessed independently by
each of the 2 primary reviewers,
according to the scheme de-
scribed in the Cochrane Hand-
book for Systematic Review of
Interventions. This assessment
involved judgment on selection,
performance, attrition, and de-
tection bias. The “Risk of bias
tool” in the publically available
program RevMan 5.2 was used to
report possible bias in included
studies.” Results for quality of
the included studies are provi-
ded.

Heterogeneity: Where applica-
ble, studies were pooled using a
random-effect model, regardless
of statistical heterogeneity.
Heterogeneity was tested using
the x2 test, the I-squared test,
and visual inspec- tion of forest
plots. If heterogeneity was pre-
sent, we attempted to investiga-
te the cause thereof (such as
methodological factors or the
outcome assessment).

Given the limited number of
included studies, subgroup anal-
ysis or meta-regression was not
considered useful. In the case of
high heterogeneity (12=75 %),
studies were pooled only if the
direction of their results was
consistent.

Publication Bias: n.a.

Notes: No investigation of publi-
cation bias. The authors rate the
majority of the included studies
to be poor with high risk of bias.
In addition the follow-up times
are short so mucosal healing is
likely to be underestimated. Also
most studies apparently use dif-
ferent scoring systems to define
clinical remission.
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tion (e. g. suppository,
enema).

Exclusion Criteria: 133
articles were excluded.
Due to the following
reasons.

Articles only published as
abstracts, uncontrolled,
non- randomized or re-
trospective studies.

Also lack specific proctitis
group, short time of tre-
atment (15 days-3
weeks), insufficient num-
ber of included partici-
pants, non-reporting of
clinical remission rates,
not drug related interven-
tion, not original work
articles.

Additionally, endoscopic
evaluations in 4 studies
showed a clear benefit of
topical 5-ASA over placebo.
Histological remission rates
were assessed in only 2
studies and showed no clear
benefit of topical 5-ASA
over placebo.

Marshall, John K et al. Rectal 5-aminosalicylic acid for maintenance of remission in ulcerative colitis. Cochrane Database of Systematic Reviews 2012

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta-Analysis
(9 RCTs, total n=484 par-
ticipants).

Databases: MEDLINE,
Cochrane Inflammatory
Bowel Disease and
Functional Bowel Disor-
ders (IBD/ FBD) Review
Group Specialized Trials
Register, Hand search of
five gastroenterologic
journals (Am ] Gastroen-
terol, Can ] Gastroenterol,
Gastroenterology, Gastro-
intest Endosc, Gut, Scand
] Gastroentero).

Search period: 1966 to
August 30, 2012
Inclusion Criteria: Types
of studies: RCT

Types of participants:
age= 12 years, UC disease
extent less than 60 cm
from the anal verge or
distal to the splenic flexu-
re, as determined by bari-
um enema or endoscopy.
Subjects were also ex-
pected to have been in
remission at the time of
randomization.

Types of interventions: At
least one treatment arm
was required to adminis-
ter rectal 5- ASA as an
enema, foam or supposi-
tory for a minimum dura-
tion of six months. Eligible
comparators were

e336

Population

Intervention: Popula-
tion: UC patients
(age=12 year) with
diseases extent less
than 60 cm from the
anal verge or distal to
the splenic flexure, as
determined by barium
enema or endoscopy
and in remission at the
time of randomization.
Intervention: Rectal
5-ASA (foam,
suppository, enema).
Comparison: Placebo,
oral 5-ASA.

Outcomes|Results

Primary: Remission: Symp-
tomatic, endoscopic or his-
tologic criteria.

Secondary: Time to relap-
se, change in

disease activity index (DAI)
Results: 62 % of patients in
the rectal 5-ASA group
maintained symptomatic
remission compared to 30 %
of patients in the placebo
group (4 studies; 301 pa-
tients; RR 2.22,95% CI 1.26
to0 3.90; 1>=67 %; P<0.01).
A GRADE analysis indicated
that the overall quality of
the evidence for the prima-
ry outcome was low due to
imprecision (i. e. sparse
data 144 events) and in-
consistency (i. e. unex-
plained heterogeneity).
Author’s Conclusion: The
limited data available sug-
gest that rectal 5-ASA is su-
perior to placebo and may
be as effective as oral 5-ASA
for maintaining remission
of mild to moderately active
uc.

Literature/References

Andreoli A, (1994) Ital |
Gastroenterol

Biddle WL, (1988) Gastro-
enterology

d’Albasio G, (1990) Dis
Colon Rectum

d'Albasio G, (1998) Am ] of
Gastroenterol

D’Arienzo A, (1990) Am | of
Gastroenterol

Hanauer S, (2000) Am ] of
Gastroenterol

Mantzaris GJ, (1994) Dis
Colon Rectum

Marteau P, (1998) Gut
Sutherland LR, (1987) Can |
Gastroenterol

Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group (Sep-
tember 1, 2070 -August 31,
2015) has been provided by the
Canadian Institutes of Health
Research (CIHR) Knowledge
Translation Branch (CON —
105529) and the CIHR Institutes
of Nutrition, Metabolism and Di-
abetes (INMD); and Infection and
Immunity (I1l) and the Ontario
Ministry of Health and Long
Term Care (HLTC3968FL- 2010 -
2235).

Miss Ila Stewart has provided
support for the IBD/FBD Review
Group through the Olive Stewart
Fund.
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has received research funds from
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zer, GSK and Millenium. Dr. Tha-
bane has no conflicts of interest.
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from Abbott, Shire and Procter &
Gamble, and has received re-
search funds from Abbott. Dr.
Newman has no conflicts of inte-
rest. Dr. Anand has no conflicts
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placebo and oral 5-ASA
formulations.

Types of outcome measu-
res: Continued remission
by clinical, endoscopic or
histologic criteria. Secon-
dary analyses included
time to relapse and
change in disease activity
indices (DAI). Subgroup
analyses by disease extent
and 5- ASA dose were also
planned.

Exclusion Criteria: Non
randomized trial, wrong
population (pancolitis,
total colitis), follow up
period too short.

Study Quality: “The methodo-
logical quality of each trial was
assessed using the Cochrane risk
of bias tool and the Jadad scale.”
A GRADE analysis indicated that
the overall quality of the evi-
dence for the primary outcome
was low due to imprecision (i. e.
sparse data 144 events) and
inconsistency (i. e. unexplained
heterogeneity).

Heterogeneity: Heterogeneity
was assessed using the Chi? test
and visual inspection of forest
plots. If no significant heteroge-
neity was identified (P>0.10 for
Chi?) a fixed-effect model (Man-
tel- Haenstzel) was used. If hete-
rogeneity was significant, a ran-
dom-effects model was used.
Publication Bias: Publication
bias was assessed using the
Cochrane bias tool. Risk of bias
due to selective reporting was
low in all studies.

Notes: Only PubMed database
was searched alongside Cochra-
ne database and journal records.
Heterogeneity was high in the
primary analysis of symptomatic
remission. Overall quality was
rated as low, therefor caution
should be advised in the inter-
pretation of the results.

Ford, A C et al. Efficacy of 5-aminosalicylates in ulcerative colitis: systematic review and meta-analysis. Am ] Gastroenterol. 106. 601-616. 2011

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta Analysis
(37 RCTs, 18 of which in
quiescent UC)
Databases: MEDLINE,
EMBASE, Cochrane cen-
tral register of controlled
trials, Cochrane Inflam-
matory Bowel Disease
Group Specialized Trials
Register

Search period: MEDLINE
(1966 to December 2010)
EMBASE (1984 to Decem-
ber 2010) Cochrane cen-
tral register of controlled
trials (Issue 4, October
2010).

Inclusion Criteria:

Study type: RCT
Population: Adult patients
(90 % =over 16 years old)
Intervention: 5-Aminosali-
cylic acid (5-ASA) Compa-
rison: Placebo or alterna-
tive dose of the same
5-ASA drug

Population

Intervention: Popula-
tion: Adult patients
(90 % =over 16 years
old)

Intervention: 5-Amino-
salicylic acid (5-ASA)
Comparison: Placebo
or alternative dose of
the same 5-ASA drug

Outcomes|Results

Primary: Efficacy of 5-ASA
drugs: UC relapse: endos-
copic evidence of any de-
gree of relapse, endoscopic
evidence and clinical as-
sessment as relapsed, clini-
cal assessment as relapsed,
recognized scoring system
as relapsed (e. g., Truelove
and Witt), or other author-
defined criteria for relapse.
UC remission: endoscopic
evidence of complete re-
mission (most stringent
definition available, e. g.,
complete mucosal healing),
endoscopic evidence and
clinical assessment as com-
plete remission, clinical as-
sessment as complete re-
mission, recognized scoring
system of complete remis-
sion (e. g., Truelove and
Witt), or other author-defi-
ned criteria for remission.
Secondary: Adverse ef-
fects, duration of therapy,
compliance with therapy

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Exclusion Criteria:
Wrong comparison, out-
come, intervention, po-
pulation or study type;
pooled analysis, duplicate
publication, data not ex-
tractable, review article

e338

Results: There were 11
RCTs comparing 5-ASAs
with placebo in preventing
relapse of quiescent UC,
with the RR of relapse of
0.65 (95% Cl 0.55-0.76;
NNT=4). Doses of 22.0g/
day appeared more effec-
tive than <2.0 g/day for
preventing relapse
(RR=0.79;95% Cl 0.64 -
0.97).

Author’s Conclusion: In
summary, this systematic
review and meta-analysis
has demonstrated a clear
benefit of 5- ASAs, particu-
larly mesalamine and sulfa-
salazine, over placebo in
both the induction of re-
mission of active UC and in
preventing relapse in quies-
cent UC. Increas- ing the
total daily dose of 5-ASA
used, to at least 2.0 g,
appears to both increase
the likelihood of achieving
remission and reduce the
risk of disease relapse.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Study Quality: Risk of bias was
assessed as described in the
Cochrane handbook (14), by
recording the method used to
generate the randomization
schedule, the method used to
conceal allocation, whether blin-
ding was implemented, what
proportion of patients comple-
ted follow- up, whether an in-
tention-to-treat analysis was
extractable, and whether there
was evidence of selective repor-
ting of outcomes.
Heterogeneity: I?was used as a
measure of heterogeneity. A
value <25 % was arbitrarily cho-
sen to represent low levels of he-
terogeneity. We also evaluated
heterogeneity using the x2 test
with P values <0.15 indicating
statistically significant heteroge-
neity. Where the degree of sta-
tistical heterogeneity was
greater than this between trial
results in this meta-analysis,
possible explanations were in-
vestigated using sensitivity ana-
lyses according to the dosage
and duration of therapy, compli-
ance with therapy, criteria used
to define remission or relapse,
duration of disease, proportion
with new-onset disease, and high
risk of bias and unclear risk of
bias vs. low risk of bias trials,
where trial reporting allowed
this. These were exploratory
analyses only, and may explain
some of the observed variability,
but the results should be inter-
preted with caution.

Publication Bias: There was sta-
tistically significant funnel plot
asymmetry (Egger test, P=0.02),
suggesting evidence of publica-
tion bias or other small study
effects.

Notes: Certain overlap of cited
literature with SR on oral 5-ASA
Feagan BG 2012 Cochrane Data-
base of Systemic Review (5/11).
Evidence of small study effect or
publication bias in particular.
Heterogeneity between trials in
regard to the preferred (efficacy
of 5-ASAs vs. placebo for both
induction of remission of active
UC and prevention of relapse of
quiescent UC.

Inconsequent definition of popu-
lation and illegibility criteria
(adults, 90 %> 16 years).
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Cohen, R D et al. Systematic Review: Rectal Therapies for the Treatment of Distal Forms of Ulcerative Colitis. Inflamm Bowel Dis. 21. 1719 - 1736.

2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review of 48 studies.
Databases: PubMed
Search period :
01.01.2004-31.12.2013
first search. no restriction
on second search for
clinical trials.

Inclusion Criteria: Arti-
cles were restricted to
those involving adult
humans and included
comparative studies,
meta- analyses, and
(systematic) reviews.
Exclusion Criteria: Clini-
cal studies of pouchitis or
cuffitis and case reports
were excluded from the
review.

Population

Intervention: Inter-
ventions: rectal thera-
pies: suppository, fo-
am, gel, and enema
formula- tions of 5-
ASAs, corticosteroids,
and non-5-ASA
agents, and provides
ratings for the quality
of the evidence.
Comparison: Placebo,
or different forms of
administration of the
same drug.

Outcomes|Results

Primary: Efficacy of the
treatment (induction or
maintenance).

Secondary: Safety outco-
mes: AE, drug-related AE,
AE causing discontinuation
of the drug treatment.
Results: The current litera-
ture supports the use of
rectal therapies for both
induction and maintenance
of remission in patients
with distal forms of UC.
Efficacy: A greater percen-
tage of patients with distal
forms of UC receiving 5-
aminosalicylic acids or cor-
ticosteroid rectal formula-
tions derived greater thera-
peutic benefit after
treatment compared with
patients receiving placebo.
Most uncontrolled studies
of rectal therapies reported
that patients with distal
forms of UC had marked
improvement from baseline
after treatment.

Safety: The overall safety
profile of rectal therapies
was favorable. Treatment
with second-generation
corticosteroids, such as
budesonide and beclome-
thasone dipropionate, did
not increase the incidence
of steroid-related adverse
effects.

Author’s Conclusion:
Overall, most rectal thera-
pies, regardless of formula-
tion, were shown to be well
tolerated and efficacious for
both the treatment of
active UC and for the main-
tenance of UC remission.
Avoiding systemic corticos-
teroid exposure by using
non-steroid-containing
agents or therapies with
second-generation corti-
costeroids, such as budeso-
nide and BDP, should be
emphasized when selecting
topical therapies for pa-
tients with these condi-
tions.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes
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Study Quality: An adaptation
of the GRADE system was used
to determine the quality of evi-
dence for the efficacy of rectal
therapies for inducing or main-
taining UC remission. The quality
of the evidence was categorized
as “high,” “moderate,” “low,” or
“very low.”

Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Search for articles was
restricted to PubMed, and no
Mesh terms were applied and no
information how keywords are
linked through operators. Two
searches were performed, one
with restriction on publication
date, the second without. It is
possible that important articles
were missed.

Inclusion criteria were only
vaguely defined. No information
on total n, study characteristics
or types. The definition of remis-
sion differed among studies.
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AG 3: Kann bei CU Patienten die Remission besser mit Aminosalizylaten als mit Placebo erhalten werden?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Gordon, G L et al. Once-daily Mesalamine Formulation for Maintenance of Remission in Ulcerative Colitis: A Randomized, Placebo- controlled Clinical
Trial. ] Clin Gastroenterol. 50. 318 - 325. 2016

Population

Evidence level: 3

Study type: Randomized place-
bo-controlled trial, multinational
(America and Russia)

Number of Patient: 257
Recruitung Phase: 2004 -2007
Inclusion Criteria: Patients>1 8
years, historically confirmed di-
agnosis of mild to moderate UC
(as deter- mined by either physi-
cian letter for newly or recently
diagnosed patients, or by medical
records for previously diagnosed
patients) in remission [defined as
having both a revised Sutherland
Disease Activity Index (SDAI)
rectal bleeding score of 0 and a
screening sigmoidoscopy score
of< 1 for mucosal appearance] for
>71 month, but not for >12
months, were eligible for enroll-
ment.

Additional criteria were UC flare
with symptoms occurring in the
previous 1 to 12 months that re-
quired therapeutic intervention
and no use of steroids or immu-
nosuppressive agents within 30
days of screening.

Exclusion Criteria: Exclusion
criteria included a history of aller-
gy or intolerance to aspirin, me-
salamine, or other salicylates; im-
paired immune function; positive
serology tests for HIV or hepatitis
B or C; any infectious, ischemic,
or immunologic disease with gas-
tro-intestinal involvement; un-
controlled, clinically significant
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Intervention

Intervention: Popu-
lation: 257 Patients
>18 years, historical-
ly confirmed diagno-
sis of mild to mode-
rate UC (as deter-
mined by either phy-
sician letter for newly
or recently diagno-
sed patients, or by
medical records for
previously diagnosed
patients) in remissi-
on [defined as having
both a revised Sut-
herland Disease Acti-
vity Index (SDAI)
rectal bleeding score
of 0 and a screening
sigmoidoscopy score
of< 1 for mucosal ap-
pearance] for 271
month, but not for
>12 months Inter-
vention: Mesalamine
granules 1.5g once
daily for 6 months.
Comparison: Mat-
ching placebo (4
capsules) once daily
for 6 months.

Outcomes|Results

Primary: Efficacy of remission maintenance: “Per-
centage of patients in UC remission at 6 months.
Relapse, or treatment failure, was defined as: (1)
revised SDAI scores >Z1 for rectal bleeding and 272
for mucosal appearance; (2) UC flare and/or initia-
tion of therapy previously used for the treatment of
UG; or (3) study discontinuation due to lack of effi-
cacy or UC-related adverse event (AE). Secondary
efficacy measures included the percentage of pa-
tients maintaining a revised SDAI of r2 with no in-
dividual component of the revised SDAI score of > 1
and a score of 0 for rectal bleeding at 6 months; the
percentage of patients with a change from baseline
in scores for stool frequency, rectal bleeding, and
physician’s rating of disease activity at 1, 3, and 6
months; the percentage of patients with a change
from baseline in mucosal appearance score at 6
months; the mean change from baseline in the re-
vised SDAI at 6 months; and duration of remission
(defined as the number of days between the start of
study drug and the day the relapse was first de-
tected, or early termination from the study, plus
1d).”

Secondary: “Safety assessments: included monito-
ring of AEs, clinical laboratory tests (eg, hematolo-
gy, blood chemistry, and urinalysis), and vital signs.
Compliance was evaluated for the safety popula-
tion and calculated with the following equation: %
compliance =[(number of capsules dispensed -
number of capsules returned)/(4*number of days
of exposure)] *100. Patients were considered com-
pliant to treatment if >70 % of the study drug was
administered.”

Results: Efficacy: A significantly greater percentage
of patients receiving mesalamine granules versus
placebo were in remission at 6 months (79.9 % vs.
66.7 %; P=0.03). A greater percentage of patients
receiving mesalamine granules maintained a revi-
sed Sutherland Disease Activity Index (SDAI)<r2
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Methodical Notes

Funding Sources: Supported by
Salix, a Division of Valeant Pharma-
ceuticals North America LLC,
Bridgewater, NJ. Technical editorial
and medical writing assistance was
provided, under the direction of the
authors, by Sophie Bolick, PhD,
Synchrony Medical Communicati-
ons LLC, West Chester, PA. Funding
for this support was provided by
Salix.

COI: G.L.G. is a consultant and on
the speakers’ bureau for, and has
received research grants from Salix,
a Division of Valeant Pharmaceuti-
cals North America LLC, Bridgewa-
ter, NJ. He is also a consultant to
and on the speakers’ bureau for
AbbVie; Aptalis; Janssen Pharma-
ceuticals Inc.; Prometheus Labora-
tories Inc.; sanofi-aventis US;
Takeda; UCB; and Warner Chilcott;
receives research grants from Abb-
Vie; Aptalis; Avaxia; Coronado; Cu-
bist; Dr Falk; Evoke; Ferring; Furiex;
GlaxoSmithKline; Hutchinson; Jans-
sen Pharmaceuticals Inc.; Lexicon;
Pfizer Inc.; Prometheus Laboratories
Inc.; Red Hill BioPharma; Revoge-
nex; sanofi-aventis US; Shire; Take-
da; Theravance; Tranzyme; UBC;
UCB; Ventrus; and Warner Chilcott.
S.Z. serves as a principal investiga-
tor on several studies sponsored by
Salix. He also is a consultant and
speaker for the company, holds
shares in the company, and is a re-
cipient of grants from the company.
In addition, he is a con- sultant,
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renal disease (2Z1.5 times the
upper limit of normal of serum
creatinine or blood urea nitrogen
levels); creatinine clearance levels
of <r60 mL/min; and >Z twice
the upper limit of normal for liver
function tests including alanine
aminotransferase (ALT/SGPT),
aspartate aminotransferase (AST/
SGOT), alkaline phosphatase, and
bilirubin. Concomitant use of im-
munosuppressants, anti-tumor
necrosis factor-a therapy, metho-
trexate, cyclosporine, cortico-
steroids, psyllium-containing
products, loperamide and opioids
or opiates for diarrhea, anticholi-
nergics or sucral- fate, rifampin,
spironolactone/furosemide,
lactulose, or similar agents that
lower stool pH, alternative or
comple- mentary treatments for
UC, and mesalamine products
was prohibited during the study.
At the initial screening visit,
patients were requested to dis-
continue prohibited medications,
including mesalamine products.

with no individual component of revised SDAI > 1
and rectal bleeding=0at 6 months (72.0 % vs.
58.1%; P=0.04). No significant differences bet-
ween groups were observed for change from base-
line to 6 months for total SDAI score or its compo-
nents (ie, stool frequency, rectal bleeding, mucosal
appearance, physician’s rating of disease). Mesala-
mine granules treatment resulted in a significantly
longer remission duration versus placebo (P=0.02)
and decreased patients’ risk of relapse by 43 %
(hazard ratio=0.57; 95 % confidence interval,
0.35-0.93; P=0.02).

Safety: Mesalamine granules were well tolerated,
and adverse events related to hepatic, renal, and
pancreatic function— potential concerns with long-
term treatment—occurred at a rate similar to pla-
cebo.

Author’s Conclusion: The results of this randomi-
zed, double-blind, placebo-controlled trial demon-
strated that treatment with mesalamine granules
1.5 g once daily for up to 6 months was efficacious
and well tolerated for the maintenance of UC re-
mission and provided significant protection from
UC recurrence.

speaker, and investigator for Gla-
xoSmithKline, Novartis, and Pfizer
Inc. S.S.is on the speaker’s bureau
for Abbott Corpo- ration. A.C.B., E.
B., C.P., and W.P.F. are former em-
ployees of Salix. G.R.L. is a consul-
tant to Abbott Corporation/AbbVie;
Alaven; Elan; Ferring; Hospira; Jans-
sen Orthobiotech; Millenium Phar-
maceuticals; Ono Pharmaceuticals;
Pfizer; Prometheus Labo- ratories
Inc.; Salix; Santarus Inc., previously
a wholly owned subsidiary of Salix;
Shire; Takeda; UCB; and Warner
Chilcott. He has received research
funding from Bristol-Myers Squibb;
Ferring; Janssen Orthobiotech; Pro-
metheus Laboratories Inc.; Salix;
Santarus Inc.; Shire; UCB; and War-
ner Chilcott. He has also received
honoraria (CME program) from
Ironwood and Luitpold Pharmaceu-
ticals Inc./American Regent Inc.
U.M. and R.P. declare that they have
nothing to disclose.
Randomization: Assignment was
randomized, but methods or se-
quence were not described. Only
that participants were assigned
intervention and comparison 2:1.
Blinding: Double-blind study.
Dropout Rate[ITT-Analysis: Dro-
pout rate was not equal in both
groups: n=45(27.7 %) and
n=36(38.7%) in mesalamine and in
the placebo group. All analyses
were carried out as ITT.

Notes: Randomization sequence
was not described. No tests for
differences in baseline group cha-
racteristics were performed. Results
may not apply to all UC patients
(only mild to moderate UC cases
were selected).

AG 3: Kann bei CU Patienten die Remission besser mit topischen Aminosalizylaten als mit topischen Glukokor-
tikoiden erhalten werden?

Bewertungsvorlage:
Oxford SR

Cohen, R D et al. Systematic Review: Rectal Therapies for the Treatment of Distal Forms of Ulcerative Colitis. Inflamm Bowel Dis. 21. 1719 -1736.

2015

Evidence level|
Study Types

Population

Evidence level: 2
Study type: Systematic
review of 48 studies.
Databases: PubMed
Search pe-

riod: 01.01.2004 -
31.12.2013 first search.
no restriction on second
search for clinical trials.

Intervention: Popula-
tion: Patients with ul-
cerative proctitis, ulce-
rative proctosigmoidi-
tis, or left-sided colitis
in remission or active
Interventions: rectal
therapies: suppository,
foam, gel, and enema
formula- tions of 5-

Outcomes|Results

Primary: Efficacy of the
treatment (induction or
maintenance).

Secondary: Safety outco-
mes: AE, drug-related AE,
AE causing discontinuation
of the drug treatment.
Results: The current litera-
ture supports the use of
rectal therapies for both
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# Thieme

Inclusion Criteria: Arti-
cles were restricted to
those involving adult
humans and included
comparative studies,
meta-analyses, and
(systematic) reviews.
Exclusion Criteria: Clini-
cal studies of pouchitis or
cuffitis and case reports
were excluded from the
review.

e342

ASAs, corticosteroids,
and non-5-ASA
agents, and provides
ratings for the quality
of the evidence.
Comparison: Placebo,
or different forms of
administration of the
same drug.

induction and maintenance
of remission in patients
with distal forms of UC.
Efficacy: A greater percen-
tage of patients with distal
forms of UC receiving 5-
aminosalicylic acids or cor-
ticosteroid rectal formula-
tions derived greater thera-
peutic benefit after
treatment compared with
patients receiving placebo.
Most uncontrolled studies
of rectal therapies reported
that patients with distal
forms of UC had marked
improvement from baseline
after treatment.

Safety: The overall safety
profile of rectal therapies
was favorable. Treatment
with second-generation
corticosteroids, such as
budesonide and beclome-
thasone dipropionate, did
not increase the incidence
of steroid-related adverse
effects.

Author’s Conclusion:
Overall, most rectal thera-
pies, regardless of formula-
tion, were shown to be well
tolerated and efficacious
for both the treatment of
active UC and for the main-
tenance of UC remission.
Avoiding systemic corticos-
teroid exposure by using
non-steroid-containing
agents or therapies with
second-generation corti-
costeroids, such as budeso-
nide and BDP, should be
emphasized when selecting
topical therapies for pa-
tients with these conditi-
ons.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Lamet M, (2005) Inflamm
Bowel Dis

Eliakim R, (2007) Aliment
Pharmacol Ther
Pokrotnieks |, (2000) Ali-
ment Pharmacol Ther
Aumais G, (2005) Drugs RD
Sutherland LR, (1987) Gas-
troenterology

Connolly MP, (2009) Diges-
tion

Cortot A, (2008) Am | Gas-
troenterol

Marteau P, (2005) Gut
Vecchi M, (2001) Aliment
Pharmacol Ther
2001;15:251 - 256
Hanauer SB; (1998)
Inflamm Bowel Dis
Campieri M, (1991) Gut
Sutherland LR, (1987) Dig
Dis Sci

Hammond A, (2004) He-
pato-gastroenterology
Hartmann F, (2010) Aliment
Pharmacol Ther

Biancone L, (2007) Dig Liver
Dis

Gionchetti P, (2005) ] Clin
Gastroenterol.

Lindgren S, (2002) Scand |
Gastroenterol

Hanauer SB, (1998) Gastro-
enterology

Danielsson A, (1993)
Aliment Pharmacol Ther
Danielsson A, (1992) Scand
] Gastroenterol

Cobden I, (1991) Aliment
Pharmacol Ther

Ginsberg AL, (1988) Ann
Intern Med

Gandolfo |, (1987) Dig Dis Sci
Selby WS, (1984) Digestion
Miner PB Jr, (2006) Aliment
Pharmacol Ther
2006;23:1403 - 1413
Miner PB Jr, (2006) Aliment
Pharmacol Ther
2006;23:1427 - 1434

van Deventer SJ, (2006)
Aliment Pharmacol Ther
van Deventer SJ, (2004) Gut
Ingram JR, (2005) Clin Gas-
troenterol Hepatol
Mahmood A, (2005)
Aliment Pharmacol Ther
Sinha A, (2003) N Engl
Med

Sandborn WJ, (1994)
Gastroenterology

Pedersen G, (2010) Am |
Gastroenterol

Miyata M, (2005) Dig Dis Sci
van Dieren |M, (2009)
Inflamm Bowel Dis

Pharma. S.R. Dalal has no con-
flicts of interest to disclose.
Study Quality: An adaptation of
the GRADE system was used to
determine the quality of evi-
dence for the efficacy of rectal
therapies for inducing or main-
taining UC remission. The quality
of the evidence was categorized
as “high,” “moderate,” “low,” or
“very low.”

Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Search for articles was
restricted to PubMed, and no
Mesh terms were applied and no
information how keywords are
linked through operators. Two
searches were performed, one
with restriction on publication
date, the second without. It is
possible that important articles
were missed. Inclusion criteria
were only vaguely defined.

No information on total n, study
characteristics or types. The
definition of remission differed
among studies.

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



AG 3: Kann bei CU Patienten die Remission mit E.Coli Stamm Nissle 1917 genau so gut wie mit Aminosalizylaten

erhalten werden?

Bewertungsvorlage:
Oxford SR

Losurdo, G. et al. Escherichia coli Nissle 1917 in Ulcerative Colitis Treatment: Systematic Review and Meta-analysis. | Gastrointestin Liver Dis. 24.

499 -505. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review and Meta- Analysis
(5 RCTs, 1 open label pilot
study)

Databases: PubMed,
MEDLINE, Science Direct
and EMBASE.

Search period: Inception
-06.2015

Inclusion Criteria: RCTs
Exclusion Criteria: Re-
view articles, experimen-
tal in vivo or in vitro
studies, abstracts

Population

Intervention: Popula-
tion: Adult population,
pediatric population
(1 study).
Intervention: Escheri-
chia coli Nissle 1917
(EcN)

Comparison: Mesala-
zine

Outcomes|Results

Primary: Rates for induc-
tion of remission, relapse of
ucC [%].

Secondary: Occurence of
side effects [%].

Results: Induction therapy:
EcN induced remission in
61.6 % of cases, while in the
control group (mesalazine)
the remission was achieved
in 69.5 % of cases, with a
mean difference of 7.9 %.
The pooled OR was 0.92
(95% C10.15-9.66,
p=0.93). A single study
showed a better perform-
ance of EcN than the pla-
cebo.

Maintenance therapy: A re-
lapse of the disease occurr-
edin 36.8 % in the EcN
group and in 36.1 % in the
control group (mesalazine),
with a mean difference of
0.8 %, OR=1.07, witha 95 %
Cl 0f 0.70-1.64 (p=0.74).
Side effects were compara-
ble (OR=1.44,95% Cl
0.80-2.59, p=0.22).
Author’s Conclusion: EcN
is equivalent to mesalazine
in preventing disease relap-
se, thus confirming current
guideline recommendati-
ons. EcN seems to be as ef-
fective as controls in indu-
cing remission and
therefore, its use cannot be
recommended as in one
study the comparison was
performed against placebo.
Further studies may be hel-
pful for this subject. ECN
1917 is a valid probiotic for
UC treatment and its use
could represent an effective
option even if indications
need to be better detailed
through new trials able to
provide a more reliable
support for a further meta-
analysis.
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Methodical Notes

Funding Sources: n.a.

COI: None to declare.

Study Quality: Finally, the Jadad
scale was selected in order to
evaluate the methodological
quality of eligible trials [23]. A
score 23 points indicated an
adequate quality of the trial.
Heterogeneity: “Heterogeneity
was assessed by using the x2 and
12 statistics. In particular, hetero-
geneity was considered to be
present if the x2 test delivered a
p<0.05 and, therefore, |2 statis-
tic was used to quantify the pro-
portion of heterogeneity bet-
ween the studies. In the
presence of heterogeneity, a
revision of included studies was
carried out to assess the main
reason explaining the phenome-
non and, therefore, the sub-
group analysis was performed.
Only if this attempt failed, a ran-
dom effects model was employ-
ed, otherwise a fixed effects
model was adopted.”
Publication Bias: “Additionally,
we provided funnel plots to de-
termine the risk of publication
bias: absence of signi cant publi-
cation bias occurred when sym-
metry in the graph appeared.”
Funnel plots .... “demonstrating
the symmetry of the study distri-
bution, thus excluding the possi-
bility of publication bias.”
Notes: Unclear definition of in-
clusion criteria. Differences in
study duration for maintenance
of remission limit comparability
(12 weeks - 9 months). Small

n =34 open label study does not
on pediatric patients should not
have been included. Funnel plots
for publication bias are usually
only applied if the number of
studies 210.
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# Thieme

AG 3: Wie kann bei CU Patienten die auf Mesalazin nicht ansprechen, die Remission erhalten werden?

Bewertungsvorlage:
Oxford SR

Bickston, Stephen | et al. Vedolizumab for induction and maintenance of remission in ulcerative colitis. Cochrane Database of Systematic Reviews

2014

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta-analysis
(4 RCTs, 606 patients)
Databases: PubMed,
MEDLINE, EMBASE and
CENTRAL

Search period: Inception
-15.06.2014

Inclusion Criteria: Types
of studies Randomized
controlled trials.

Types of participants Adult
patients (> 18 years of
age) with active or quies-
cent UC as defined by
conventional clinical, his-
tological or endoscopic
criteria were considered
for inclusion.
Interventions Vedolizumab
Comparison: Placebo or
control medication

Types of outcome measures
Proportion of patients
who failed to achieve
clinical remission and the
proportion of patients
who relapsed as defined
by the included studies.
Proportion of patients
who failed to have a clini-
cal response, failure to
enter endoscopic remis-
sion, failure to have an
endoscopic response, en-
doscopic relapse, disease-
specific quality of life, ad-
verse events, withdrawal
due to adverse events and
serious adverse events.
Exclusion Criteria: Poo-
led analyses, open label
studies.

e344

Population

Intervention: Popula-
tion: 606, Adult pa-
tients (> 18 years of
age) with active or
quiescent UC as defi-
ned by conventional
clinical, histological or
endoscopic criteria.
Intervention: Vedolizu-
mab independent of
dose.

Comparison: Placebo
or control medication.

Outcomes|Results

Primary: Proportion of pa-
tients who failed to achieve
clinical remission and the
proportion of patients who
relapsed as defined by the
included studies.
Secondary: Secondary
outcomes included the
proportion of patients who
failed to have a clinical
response, failure to enter
endoscopic remission, fai-
lure to have an endoscopic
response, endoscopic re-
lapse, disease-specific qua-
lity of life, adverse events,
withdrawal due to adverse
events and serious adverse
events

Results: Primary: Induction
data not summarized. Relap-
se of UC: After 52 weeks of
therapy, 54 % of vedolizu-
mab patients had a clinical
relapse compared to 84 % of
placebo patients (RR 0.67,
95% Cl1 0.59 to 0.77; 1 stu-
dy, 373 patients). GRADE
analyses indicated that the
overall quality of the evi-
dence for the primary out-
comes was high for induc-
tion of remission and
moderate for relapse (due
to sparse data 246 events).
Secondary: Adverse events:
There was no statistically
significant difference bet-
ween vedolizumab and pla-
cebo in terms of the risk of
any adverse event (RR 0.99,
95% Cl 0.93 to 1.07), or
serious adverse events (RR
1.01,95% Cl10.72 to 1.42).
There was a statistically sig-
nificant difference in with-
drawals due to adverse
events. Six per cent of
vedolizumab patients with-
drew due to an adverse
event compared to 11 % of
placebo patients (RR 0.55,
95% Cl1 0.35 to 0.87; 2 stu-
dies, 941 patients). Adverse
events commonly reported
across the studies included:
worsening ulcerative colitis,
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group (Sep-
tember 1, 2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Ill) and the Ontario
Ministry of Health and Long
Term Care (HLTC3968FL- 2010 -
2235). Miss lla Stewart has
provided support for the IBD/
FBD Review Group through the
Olive Stewart Fund.

COl: Stephen Bickston’s institu-
tion has received grant funding
from Janssen for the PREVENT
clinical trial. This activity is out-
side of the submitted work.
Brian Behm’s institution received
funding to be a site for the
GEMINI clinical trials.

Brian Feagan is an author of
three manuscripts that were
included in this review. He has
received fee(s) from Abbott/
AbbVie, Amgen, Astra Zeneca,
Avaxia Biologics Inc., Bristol-
Myers Squibb, Celgene, Centocor
Inc., Elan/Biogen, Ferring, Jn}/
Janssen, Merck, Novartis, Novon-
ordisk, Pfizer, Prometheus Labo-
ratories, Protagonist, Salix Phar-
ma, Takeda, Teva, Tillotts
Pharma AG, UCB Pharma for
Board membership; fee(s) from
Abbott/AbbVie, Actogenix, Albi-
reo Pharma, Amgen, Astra Zene-
ca, Avaxia Biologics Inc., Axcan,
Baxter Healthcare Corp., Boeh-
ringer- Ingelheim, Bristol- Myers
Squibb, Calypso Biotech, Celge-
ne, Elan/Biogen, EnGene, Ferring
Pharma, Roche/Genentech, Gi-
Care Pharma, Gilead, Given Ima-
ging Inc., GSK, Ironwood Phar-
ma, Janssen Biotech (Centocor),
JnJ/Janssen, Kyowa Kakko Kirin
Co Ltd., Lexicon, Lilly, Merck,
Millennium, Nektar, Novonor-
disk, Pfizer, Prometheus Thera-
peutics and Diagnos- tics, Prota-
gonist, Receptos, Salix Pharma,
Serono, Shire, Sigmoid Pharma,
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headache, nasopharynagitis,
upper respiratory tract
infection, nausea, and
abdominal pain.

Author’s Conclusion: Mo-
derate to high quality data
from four studies shows
that vedolizumab is supe-
rior to placebo for induction
of clinical remission and
response and endoscopic
remission in patients with
moderate to severely active
ulcerative colitis and pre-
vention of relapse in pa-
tients with quiescent ulce-
rative colitis. Moderate
quality data from one study
suggests that vedolizumab
is superior to placebo for
prevention of relapse in
patients with quiescent
ulcerative colitis. Adverse
events appear to be similar
to placebo. Future trials are
needed to define the opti-
mal dose, frequency of ad-
ministration and long-term
efficacy and safety of vedo-
lizumab used for induction
and maintenance therapy
of ulcerative colitis. Vedoli-
zumab should be compared
to other currently approved
therapies for ulcerative coli-
tis in these trials.

Synergy Pharma Inc., Takeda,
Teva Pharma, Tillotts, UCB Phar-
ma, Vertex Pharma, Warner-
Chilcott, Wyeth, Zealand, and
Zyngenia for consultancy; and
lecture fee(s) from: Abbott/Abb-
Vie, |n]/]anssen, Takeda, Warner-
Chilcott, and UCB Pharma.
Reena Khanna has received fee(s)
from AbbVie for Board member-
ship and fee(s) from Takeda for
consultancy. All of these activi-
ties are outside the submitted
work.

The other authors have no
known declarations of interest.
Study Quality: “The methodo-
logical quality of the included
studies was assessed using the
Cochrane risk of bias tool.” “All of
the studies were rated as having
a low risk of bias.”
Heterogeneity: Heterogeneity
is not an issue when the data is
from a single RCT (in case of
relapse/maintenance of UC).
Publication Bias: Disagreement
among authors regarding risk of
bias was resolved by consensus.
In future updates of this review
publication bias will be assessed
by examining the authors and
institutions involved, journal of
publication, funding sources,
and the affiliation of authors with
manufacturers.

Notes: Evidence for the outco-
me of interest (maintenance/
relapse of UC) was rated as
moderate, but the data is from a
single RCT (with 236 interventi-
ons and 126 controls). Current
version of the review article does
not include assessment of publi-
cation bias.

Timmer, A et al. Azathioprine and 6-mercaptopurine for maintenance of remission in ulcerative colitis. Cochrane Database Syst Rev Cd000 478. 2016

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review and meta-analysis
(7 studies, RCTs and 3
randomized controlled
open label, total n=302
patients)

Databases: MEDLINE,
EMBASE and Cochrane
Library.

Search period: Inception
-30.06.2015

Inclusion Criteria: Types
of studies: RCTs of at least
12 months duration.
Open label studies were
also considered.

Population

Intervention: Popula-
tion: 302 Patients in
whom azathioprine or
6-mercaptopurine
were used to treat UC
in remission, with or
without a preceding
period of induction of
remission. Remission
of ulcerative colitis was
defined as mild or
absent symptoms with
complete discontinua-
tion of corticosteroids,
irrespective of the use
of prophylactic medi-
cation, and continuing

Outcomes|Results

Primary: The primary out-
come was defined as failure
to maintain clinical or
endoscopic remission at 12
months from randomiza-
tion or later, i. e. clinical or
endoscopic relapse, or early
withdrawal from the study
as defined by the investiga-
tors. For studies where life
table analysis was used the
estimated probability of
relapse over time was to be
examined. Patients failing
to achieve clinical remission
during an induction phase
were considered treatment
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Types of participants:
Patients in whom
azathioprine or 6-mer-
captopurine were used to
treat UC in remission,
with or without a prece-
ding period of induction
of remission. Remission of
ulcerative colitis was defi-
ned as mild or absent
symptoms with complete
discontinuation of corti-
costeroids, irrespective of
the use of prophylactic
medication, and conti-
nuing evidence on sig-
moidoscopy of an uninfla-
med or grade 1 mucosa.
Types of interventions Oral
azathioprine or 6-mer-
captopurine for the treat-
ment of patients with UC
in remission. This inclu-
ded trials in which these
drugs were added to the
treatment of patients in
remission, withdrawal
studies and studies in
which there was more
than one phase (e. g. ac-
tive followed by mainten-
ance).

Comparison: Placebo, or
other active maintenance
therapies.

Types of outcome measu-
res: Failure to maintain
clinical or endoscopic
remission at 12 months
from randomization or
later; occurrence of any
adverse event and with-
drawal due to adverse
events.

Exclusion Criteria: Pa-
tients with chronic active
disease were not inclu-
ded.

e346

evidence on sigmoi-
doscopy of an uninfla-
med or grade 1 muco-
sa.

Intervention: Oral azat-
hioprine (AZA) or oral
6-mercaptopurine
(6MP).

Comparison: Placebo
or other maintenance
therapies f.e 5-amino-
salicylate (5-ASA).

failures to maintenance
therapy in an intention-to-
treat approach.

Separate analyses were
performed excluding these
cases.

Secondary: Secondary
outcomes included the
occurrence of any adverse
event (particularly opportu-
nistic infection, pancreati-
tis, bone marrow suppres-
sion, cancer and death) and
withdrawal due to adverse
events. Data were extracted
to investigate the influence
of the dose of azathioprine
or 6-mercaptopurine treat-
ment, the duration of pre-
vious azathioprine or 6-
mercaptopurine treatment
(for with- drawal trials), and
the effect of other concur-
rent therapies.

Results: Failure to main-
tain remission: AZA vs Pla-
cebo: AZA was significantly
superior to placebo for
maintenance of remission.
44% (51/115) of AZA failed
to maintain remission com-
pared to 65% (76/117) of
placebo patients (4 studies,
232 patients; RR 0.68, 95%
C1 0.54 to 0.86). A GRADE
analysis rated the overall
quality of the evidence for
this outcome as low due to
risk of bias and imprecision
(sparse data).

6MP and AZA vs 5-ASA sulfa-
salazine Two trials compar-
ed 6-mercaptopurine to
mesalazine, or azathioprine
to sulfasalazine showed sig-
nificant heterogeneity and
thus were not pooled. 50 %
(7/14) of 6-mercaptopurine
patients failed to maintain
remission compared to

100 % (8/8) of mesalazine
patients (1 study, 22 pa-
tients; RR 0.53,95% C1 0.31
to 0.90). 58% (7/12) of
azathioprine patients failed
to maintain remission com-
pared to 38 % (5/13) of sul-
fasalazine patients (1 study,
25 patients; RR 1.52,95%
C10.66 to 3.50).

Adverse events: When
placebo-controlled studies
were pooled with 5-ASA
studies to assess adverse
events, there was no signif-
icant difference between

Lynen Jansen P et al

Group through the Olive Stewart
Fund.

COI: Antje Timmer received
grants (paid to institution) from
Sanofi-Aventis, Bayer, Takeda,
Celgene, and Novartis for phar-
macoepidemi- ological studies
prior to 2014; and payment for
lectures from Abbott, Ferring,
The Falk Foundation, and MSD
Sharp. All of these activities are
outside the submitted work.
Petrease H Patton: None known.
Nilesh Chande has received fees
for consultancy from Abbott/
AbbVie, Ferring, and Actavis;
fees for lectures from Abbott,
travel expenses from Merck and
has stock/stock options in Pfizer,
Glaxo Smith Kline, Proctor and
Gamble and Johnson and John-
son. All of these financial activi-
ties are outside the submitted
work.

John WD McDonald: None
known. John K MacDonald: None
known.

Study Quality: Study quality
was assessed using the Cochrane
risk of bias tool. The risk of bias
was high in three of the studies
due to lack of blinding.
Heterogeneity: “The presence
of heterogeneity among studies
was assessed using the chi2 test,
a Pvalue of 0.10 was regarded as
statistically significant. The 12
statistic was used to quantify
inconsistency (Higgins 2003).
This statistic describes the per-
centage of the variability in
effect estimates that are due to
heterogeneity rather than sam-
pling error. A value greater than
50 % was considered evidence of
substantial heterogeneity. In the
presence of significant hetero-
geneity, pooled analysis was not
performed. If homogeneity was
likely (12 <0.03), pooled RR with
95 % confidence intervals were
calculated using a fixed-effect
model based on the method by
Mantel and Haenszel as a primary
analysis.”

High heterogeneity (P=0.03;
12=79 %) prevented the the
compared analysis of 6-MP to
5-ASA and AZA to sulfasalazine.
Publication Bias: “The number
of eligible trials was too small to
assess the occurrence of publi-
cation bias, or any bias arising
from differences in methodolo-
gical quality.”
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AZA and control in the inci-
dence of adverse events.
9% (11/127) of azathiopri-
ne patients experienced at
least one adverse event
compared to 2 % (3/130) of
placebo patients (5 studies,
257 patients; RR 2.82, 95%
C10.99 to 8.01).

Patients receiving AZA were
at significantly increased
risk of withdrawing due to
adverse events.

Eight per cent (8/101) of
AZA patients withdrew due
to adverse events compar-
ed to 0% (0/98) of control
patients (5 studies, 199 pa-
tients; RR 5.43,95% CI 1.02
to 28.75). Adverse events
related to study medication
included acute pancreatitis
(3 cases, plus 1 case on
cyclosporin) and significant
bone marrow suppression
(5 cases).

Deaths, opportunistic
infection or neoplasia were
not reported.

Author’s Conclusion:
Azathioprine therapy appe-
ars to be more effective
than placebo for mainten-
ance of remission in ulcera-
tive colitis.

Azathioprine or 6-mercap-
topurine may be effective
as maintenance therapy for
patients who have failed or
cannot tolerate mesalazine
or sulfasalazine and for pa-
tients who require repeated
courses of steroids.

More research is needed to
evaluate superiority over
standard maintenance the-
rapy, especially in the light
of a potential for adverse
events from azathioprine.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

In the risk of bias assessment for
the individual studies, 4 were
judged to be at low risk of repor-
ting bias, in 3 studies reporting
bias was unclear to the investi-
gators.

Notes: Inclusion of unblinded
trials introduces bias to the in-
vestigation. Overall n is small and
important comparisons between
interventions were prevented
due to heterogeneity.

The comparison of Azathioprin
with Placebo yields the most
meaningful results.
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AG 3: Wie kann bei CU Patienten die auf Mesalazin nicht ansprechen, die Remission erhalten werden?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Sandborn, W ] et al. Subcutaneous golimumab maintains clinical response in patients with moderate-to-severe ulcerative colitis. Gastroenterology.

146. 96 -109.e1. 2014
Population

Evidence level: 3

Study type: Multicentric, placebo
controlled, double blind, random-
ized withdrawal study. (251 cen-
ters)

Number of Patient: 464
Recruitung Phase: 2007 -2011
Inclusion Criteria: Extracted
from referenced article: “Eligible
patients had an established diag-
nosis of UC and moderate-to-
severe disease activity, defined as
a Mayo score of 6-12, with an
endoscopic subscore >2. No mi-
nimum disease duration was pre-
specified. Patients had an inade-
quate response to, or had failed
to tolerate, 1 or more of the fol-
lowing conventional therapies:
oral 5-aminosalicylates, oral cor-
ticosteroids, azathioprine (AZA),
and/or 6-mercaptopurine; or
were corticosteroid dependent.
Patients concurrently treated
with oral 5- aminosalicylates or
corticosteroids were to receive a
stable dose for at least 2 weeks
before baseline, and patients re-
ceiving AZA and/or 6- mercapto-
purine were to receive a stable
dose for at least 4 weeks before
baseline. Patients were required
to maintain stable doses of their
concomitant UC medications
during the study.”

Exclusion Criteria: Extracted
from referenced article: “Patients
with a history of, or at imminent
risk for, colectomy; who required
gastrointestinal surgery within 2
months before screening; had
colitis limited to 20 cm of the
colon (patients with ulcerative
proctitis often have rectal blee-
ding as the primary clinical mani-
festation of the disease, thus, the
utility of the Mayo score in this
patient population is less clear);
or had a history of colonic muco-
sal dysplasia or adenomatous
colonic polyps that were not re-
moved, were ineligible.

Patients were excluded if their
screening stool study was positive
for enteric pathogens or Clostri-
dium difficile toxin. Earlier use of
the following medications also
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Intervention

Intervention: Popu-
lation: 464 Patients
with established di-
agnosis of UC and
moderate- to-severe
disease activity, defi-
ned as a Mayo score
of 6-12, with an
endoscopic subscore
>2 with inadequate
response to, or had
failed to tolerate, 1
or more of the follo-
wing conventional
therapies: oral 5-
aminosalicylates,
oral corticosteroids,
azathioprine (AZA),
and/or 6- mercapto-
purine; or were cor-
ticosteroid depen-
dent

Intervention: Golimu-
mab (Simponi; Jans-
sen Biotech, Inc,
Horsham, PA) 50 mg,
or golimumab

100 mg every 4
weeks through week
52.

Comparison: Sub-
cutaneous placebo
every 4 weeks
through week 52.

Outcomes|Results

Primary: Primary: Maintenance of clinical response
through week 54 among golimumab- induction
responders. Patients were assessed for UC disease
activity using the Mayo score at weeks 30 and 54
and by partial Mayo score every 4 weeks (loss of
response was confirmed by endoscopy) to substan-
tiate that patients had maintained clinical response
at each visit. Therefore, patients who maintained
clinical response were considered to be in a state of
continuous clinical response through week 54.
Secondary: Secondary: The analysis population for
major secondary end points was golimumab- inducti-
on responders. Prespecified major secondary end
points were as follows: (1) clinical remission at both
weeks 30 and 54; (2) mucosal healing at both weeks
30 and 54; (3) clinical remission at both weeks 30 and
54 among patients who had clinical remission at
PURSUIT- M baseline; and (4) corticosteroid-free cli-
nical remission at week 54 among patients receiving
concomitant corticosteroids at PURSUIT-M baseline.
Results: Primary: Clinical response was maintained
through week 54 in 47.0 % of patients receiving

50 mg golimumab, 49.7 % of patients receiving
100 mg golimumab, and 31.2 % of patients recei-
ving placebo (P=.010 and P<.001 respectively>
Secondary: Clinical remission: At weeks 30 and 54,
a higher percentage of patients who received

100 mg golimumab were in clinical remission and
had mucosal healing (27.8 % and 42.4 %) than pa-
tients given placebo (15.6 % and 26.6 %; P=.004
and P=.002, respectively) or 50 mg golimumab
(23.2% and 41.7 % espectively).

serious adverse events Occurred in 7.7 %, 8.4 %, and
14.3 % among patients given placebo, 50 mg, or
100 mg golimumab, respectively; percentages of
serious infections were 1.9%, 3.2%, and 3.2 %, re-
spectively. Among all patients given golimumab in
the study, 3 died (from sepsis, tuberculosis, and
cardiac failure, all in patients who received 100 mg
goli- mumab) and 4 developed active tuberculosis.
Author’s Conclusion: both golimumab doses ad-
ministered as an every-4-weeks SC maintenance
regimen in patients with moderate- to-severe active
UC who were induced into clinical response with
golimumab were effective in maintaining clinical
response through 1 year. Further, patients receiving
the 100-mg golimumab dose achieved long- term
clinical remission and mucosal healing at both weeks
30 and 54, in addition to showing positive trends for
maintenance of clinical remis- sion through 1 year.
There was a positive relationship between the main-
tenance of clinical response and serum golimumab
concentration. Maintenance treatment with goli-
mumab resulted in an overall safety profile in this UC
population that was consistent with those reported
for other TNFa- antagonists and with golimumab in
other approved indications.
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Methodical Notes

Funding Sources: The study was
funded by Janssen Research & De-
velopment, LLC (Spring House, PA).
COI: The authors disclose the follo-
wing: William Sandborn has received
consulting fees from Abbott, Acto-
GeniX NV, AGI Therapeutics, Inc,
Alba Therapeutics Corp, Albireo, Alfa
Wasserman, Amgen, AM-Pharma
BV, Anaphore, Astellas, Athersys,
Inc, Atlantic Healthcare, Ltd, Aptalis,
BioBalance Corp, Boehringer- Ingel-
heim, Bristol-Myers Squibb, Celge-
ne, Celek Pharmaceuticals, Cellerix
SL, Cerimon Pharmaceuticals, Che-
moCentryx, CoMentis, Cosmo Tech-
nologies, Coronado Biosciences,
Cytokine Pharmasciences, Eagle
Pharmaceuticals, EnGene, Inc, Eli
Lilly, Enteromedics, Exagen Diag-
nostics, Inc, Ferring Pharmaceuti-
cals, Flexio Therapeutics, Inc, Fun-
xional Therapeutics, Ltd, Genzyme,
Corp, Gilead Sciences, Given Ima-
ging, GlaxoSmithKline, Human Ge-
nome Sciences, Ironwood Pharma-
ceuticals, Janssen Research and
Development, LLC, KaloBios Phar-
maceuticals, Lexicon Pharmaceuti-
cals, Lycera Corp, Meda Pharmaceu-
ticals, Merck Research Laboratories,
Merck Serono, Millenium Pharma-
ceuticals, Nisshin Kyorin Pharma-
ceuticals, Novo Nordisk, NPS
Pharmaceuticals, Optimer Pharma-
ceuticals, Orexigen Therapeutics,
Inc, PDL Biopharma, Pfizer, Procter
and Gamble, Prometheus Laborato-
ries, ProtAb, Ltd, Purgenesis Tech-
nologies, Inc, Relypsa, Inc, Roche,
Salient Pharmaceuticals, Salix Phar-
maceuticals, Santarus, Schering
Plough, Shire Pharmaceuticals, Sig-
moid Pharma, Ltd, Sirtris Pharma-
ceuticals, SLA Pharma UK, Ltd, Tar-
gacept, Teva Pharmaceuticals,
Therakos, Tilliotts Pharma AG, TxCell
SA, UCB Pharma, Viamet Pharma-
ceuticals, Vascular Biogenics, Ltd,
Warner Chilcott UK, Ltd, and Wyeth;
has received research grants from
Abbott, Bristol-Myers Squibb, Ge-
nentech, GlaxoSmithKline, Janssen
Research and Development, LLC,
Milennium Pharmaceuticals, Novar-
tis, Pfizer, Procter and Gamble, Shire
Pharmaceuticals, and UCB Pharma;
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precluded study participation:
biologic anti- TNF agent(s) natali-
zumab or other agents target- ing
the a-4 integrin, B-cell depleting
agents (rituximab), or T-cell de-
pleting agents (alemtuzumab,
visilizumab) within 12 months of
the first study-agent injection (or
continued B- or T-cell depletion
>12 months after completing
therapy with lymphocyte-deple-
ting agents); oral corticosteroids
at a dose >40 mg prednisone or
its equivalent per day; receipt of
cyclosporine, tacrolimus, siroli-
mus, or mycophenolate mofetil
within 8 weeks before the first
study agent injection; or use of an
investigational agent within 5
half-lives of that agent before the
first study agent injection.”
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has received payments for lectures/
speakers bureau from Abbott, Bris-
tol-Myers Squibb, and Janssen Re-
search and Development, LLC; and
holds stock/stock options in Entero-
medics. Brian Feagan has received
consulting fees from Millennium,
Merck, Janssen Research and Deve-
lopment, LLC, Elan/Biogen, Janssen-
Ortho, Teva Pharmaceuticals, Bris-
tol-Myers Squibb, Celgene, UCB
Pharma, Abbott, Astra Zeneca,
Serono, Genentech, Tillotts, Unity
Pharmaceuticals, Albireo Pharma,
Given Imaging, Inc, Salix Pharm,
Novonordisk, GlaxoSmithKline,
Actogenix, Prometheus Therapeu-
tics and Diagnostics, Athersys,
Axcan, Gilead, Nektar, Pfizer, Shire,
Wyeth, Zealand Pharm, Zyngenia,
glCare Pharma, Inc, and Sigmoid
Pharma; has received research
grants from Merck, Millennium, Til-
lotts, Abbott, Protein Design Labs,
Novartis, Janssen Research and De-
velopment, LLC, Elan/Biogen, UCB
Pharma, Bristol-Myers Squibb, Ge-
nentech, CombinatoRx, ActoGeniX,
and Wyeth; has received payments
for lectures/speakers bureau from
UCB, Abbott, Janssen Research and
Development, LLC; and has served as
a Scientific Advisory Board member
for Astra Zeneca, Elan/Biogen,
Merck, Celgene, Novartis, UCB Phar-
ma, Salix Pharmaceuticals, Abbott
Laboratories, Pfizer, Tillotts Pharma
AG, and Prometheus Laboratories.
Jean-Federic Colombel has served as
a consultant, advisory board mem-
ber, or speaker for Abbott Laborato-
ries, Bristol Meyers Squibb, Ferring,
Genentech, Giuliani SPA, Given Ima-
ging, Janssen Research and Deve-
lopment, LLC, Merck & Co, Millenium
Pharmaceuticals, Inc, Pfizer, Inc,
Prometheus Laboratories, Sanofi,
Schering Plough Corporation, Take-
da, Teva Pharmaceuticals, and UCB
Pharma (previously named Celltech
Therapeutics, Ltd). Walter Reinisch
has served as a speaker, consultant,
and|or advisory board member for
Abbott Laboratories, Aesca, Amgen,
Astellas, Astra Zeneca, Biogen IDEC,
Bristol- Myers Squibb, Cellerix, Che-
mocentryx, Celgene, Janssen Re-
search and Development, LLC,
Danone Austria, Elan, Ferring,
Genentech, Griinenthal, Johnson &
Johnson, Kyowa Hakko Kirin Pharma,
Lipid Therapeutics, Millenium, Mit-
subishi Tanabe Pharma Corporation,
MSD, Novartis, Ocera, Otsuka, PDL,
Pharmacosmos, Pfizer, Procter &
Gamble, Prometheus, Roba
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Randomization: Treatment alloca-
tion used an adaptive randomizati-
on procedure based on 3 factors:
(1) investigative site, (2) a 4-level
cross-classification of clinical remis-
sion status and corticosteroid use at
PURSUIT-M baseline, and (3) pre-
vious induction therapy (IV golimu-
mab 1 mg/kg, 2 mg/kg, or 4 mg/kg;
SC golimumab 100/50 mg, 200/
100 mg, or 400/200 mg).

Blinding: Double blind study
Dropout Rate[ITT-Analysis: -
Dropouts: “Among randomized
patients, 75.6 % (351 of 464) of pa-
tients completed the study through
week 54; more than 70 % of pa-
tients completed the study in each
group.” “456 of 464 randomized
golimumab-induction responders
were analyzed: 8 patients (1.7 %)
were excluded because of noncom-
pliance with good clinical practice
at three sites. 7 randomized pa-
tients were retrospectively exclud-
ed following identification of non-
compliance after acceptance of the
original manuscript for publication
in this journal.”

Notes: No tests for similarity were
performed to compare characteris-
tics of the randomized groups were
performed. 7 patients were retro-
spectively excluded following iden-
tification of noncompliance, which
is questionable.

AG 3: Kann bei CU Patienten die Remission mit Infliximab Biosimilar genau so gut erhalten werden wie
mit Originator Infliximab?

Bewertungsvorlage:
Oxford SR

Jacobs, | et al. Biosimilars for the Treatment of Chronic Inflammatory Diseases: A Systematic Review of Published Evidence. BioDrugs. 30. 525 - 570.

2016

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review Databases: MED-
LINE/MEDLINE In-Process
and EMBASE (searched
using the OVIDSP inter-
face), and ISI Web of
Science

Search period: Inception
-3.09.2015

Inclusion Criteria: Arti-
cles published in the
English language.
Exclusion Criteria: n.a.
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Population

Intervention: Popula-
tion includes: rheuma-
toid arthritis (RA),
ankylosing spondylitis
(AS), psoriatic arthritis
(PsA), psoriasis,
Crohn’s disease (CD),
and ulcerative colitis
(UC) patients.
Proposed biosimilars
for adalimumab, eta-
nercept, infliximab,
and rituximab.
Approved biosimilars
include infliximab CT-

Outcomes|Results

Primary: Evidence for
biosimilarity of originator
and biosimilar: Analytical
studies; Nonclinical studies;
PK/safety studies or preli-
minary safety/efficacy stu-
dies; Comparative safety/
efficacy studies; Post-mar-
keting/ observational stu-
dies.

Secondary: n.a.

Results: Several observa-
tional studies have been
reported for CT-P13 that
investigated the efficacy
and impact of switching
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support this manuscript was
sponsored by Pfizer Inc.
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the study was conducted.

SL s a full-time employee of En-
vision Pharma Group, who were
paid consultants to Pfizer in con-
nection with the development of
the SLR report that forms the
basis of this manuscript. He was
not compensated for his role in
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P13, SB2, and etaner-
cept SB4.
Comparison: Origina-
tor treatment.

from the biologic originator
to CT-P13 in patients with
UC or CD (n=336). In one
study of 110 patients with
CD or UG, the clinical re-
sponse to the treatment at
8 weeks was 87 % in pa-
tients who had not been
previously treated with an
anti-TNF agent and 67 % in
those who had switched
from another anti-TNF.
Another prospective study
in 90 patients with CD or UC
found decreases in scores of
disease activity after 6
weeks of treatment with
the biosimilar. One of these
observational cohort stud-
ies explored the use of CT-
P13 in pediatric patients
with CD (n=32). The results
of these studies should be
interpreted with a degree of
caution based on the un-
derlying limitations of the
study designs.

Following the launch of
CT-P13 in several major
European countries, health
economic studies have
emerged evaluating the
budget impact and cost
effectiveness (from a payer
or patient perspective) of
introducing the biosimilar
into the chronic inflamma-
tory disease market. Publis-
hed studies to date have
explored the potential cost
savings realized from sub-
stituting the originator with
CT-P13 for the treatment of
CD, UC, RA, AS, and PsA
across multiple European
countries. The totality of
evidence from these studies
points towards substantial
cost savings, with the
degree of budget impact
dependent on the rate of
interchangeability, patient
number, and eligibility of
treatment with the biosimi-
lar (i. e., whether patients
are treatment-naive or
treatment-experienced),
along with the acquisition
cost of the biosimilar. These
authors have attempted to
quantitatively demonstrate
that the introduction of a
biosimilar may provide
additional budget to treat
more patients (including,
for example, those with

Kierkus |, (2015) Gastro-
enterology
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the development of this manu-
script.

Study Quality: In accordance
with the Preferred Reporting
Items for Systematic Reviews and
Meta-Analyses (PRISMA) guideli-
nes, a validated tool matched to
the study type was used to assess
the strength/validity of the em-
pirical data for each individual
study. The assessment of the
quality of randomized controlled
trials (RCTs) was carried out
using recommendations from
the National Institute for Health
and Care Excellence (NICE) single
technology appraisal (STA)
manufacturer’s template and the
Jadad scoring system. The
Downs and Black instrument was
used to assess the quality of all
non-randomized studies.

As studies published as abstracts
in conference proceedings have
limited information, the Downs
and Black instrument was modi-
fied to include only the most
relevant qualifying parameters.
Heterogeneity: n.a.

Publication Bias: n.a.

Notes: 4 out 9 articles also
included in the SR by Radin et al.
2016. PICO questions, inclusion
and exclusion criteria, as well as
outcomes were only vaguely
defined. The scope of the article
is too ambitious, available evi-
dence is mostly observational,
and as a consequence the con-
clusion drawn from the evidence
can only be vague.
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earlier- stage disease) on an
annual basis, which could
potentially alleviate both
the short- and longer-term
cost burden among health-
care payers and providers.
Author’s Conclusion: -
While most agents display a
moderate to high degree of
similarity to their originator
in the published studies
identified, large discrepan-
cies persist in the overall
amount and type of data
available in the public do-
main. Significant gaps exist
particularly for intended
copies, reinforcing the need
to maintain a clear differen-
tiation between these mol-
ecules and true biosimilars.

Radin, M. et al. Infliximab Biosimilars in the Treatment of Inflammatory Bowel Diseases: A Systematic Review. BioDrugs 2016

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review (11 studies)
Databases: Medline,
EMBASE, Cochrane regis-
ter of controlled trials,
Scopus

Search period: 2012 -
09.2016

Inclusion Criteria: Clini-
cal study of IBD treated
with infliximab biosimilar,
more than 5 patients
included.

Exclusion Criteria: n.a.

e352

Population

Intervention: Popula-
tion: 435 UC patients
(127 switched and 308
naive).

Intervention: Infliximab
biosimilar Compari-
son: Originator anti
TNF-a Antibody
(switch patients)

Outcomes|Results

Primary: Efficacy
Secondary: Safety
Results: “Overall no signifi-
cant difference in efficacy
and safety between the
originator infliximab and its
biosimilar CT-P13 was ob-
served. When assessing the
safety of CT-P13, we found
that 9.2 % of patients expe-
rienced adverse effects

(4.1 % infusion-related
reactions and 4.3 % infec-
tions).”

Author’s Conclusion:
“Despite no trials addres-
sing the use of CTP-13 in
IBD in a randomized fa-
shion, the current literatu-
re, including observational
studies about the clinical
experience of CT- P13, is
promising. The analyzed
studies did not report a
significant difference in
terms of efficacy, safety
and immunogenicity when
comparing the clinical ex-
perience with CT-P13 with
the available literature data
on originator treatment in
IBD. However, some debate
is ongoing regarding inter-
changeability and immuno-
genicity.”

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: none.

COI: M. Radin, S. Sciscia, D. Roc-
catello and M.). Cuadrado decla-
re no conflicts of interest.

Study Quality: Heterogeneity:
n.a.

Publication Bias: n.a.

Notes: Evidence is based on
uncontrolled, retrospective
studies. Author’s claim no RCTs
have investigated treatment of
IBD comparing biosimilar with
originator. Differences in outco-
mes and length of treatments
between studies. No assessment
of the quality of primary studies.
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AG 3: Wie kann die Erhaltungstherapie bei CU Patienten mit Proktitis durchgefiihrt werden?

Bewertungsvorlage:
Oxford SR

Marshall, J.K. et al. Rectal 5-aminosalicylic acid for maintenance of remission in ulcerative colitis. Cochrane Database Syst Rev. 11. Cd004 118. 2012

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta-Analysis
(9 RCTS)

Databases: MEDLINE da-
tabase, Cochrane library,
Cochrane Inflammatory
Bowel Disease and
Functional Bowel Disor-
ders (IBD/ FBD) Review
Group Specialized Trials
Register and manual re-
view of bibliographies and
abstracts submitted to
major gastroenterology
meetings (1997 to 2011)
published in the following
Journals: Am | Gastroen-
terol; Can ] Gastroenterol;
Gastroenterology; Gas-
trointest Endosc Gut;
Scand | Gastroentero.
Search period: 1966 -
30.08.2012

Inclusion Criteria: Types
of studies randomized
controlled clinical trials
were eligible for inclusion.
Types of participants

Age= 12 years of age, UC
disease extent less than
60 cm from the anal verge
or distal to the splenic
flexure, as determined by
barium enema or endos-
copy. Subjects were also
expected to have been in
remission at the time of
randomization.

Types of interventions One
treatment arm was
required to administer
rectal 5-ASA as an enema,
foam or suppository for a
minimum duration of six
months. Eligible compa-
rators were placebo and
oral 5-ASA formulations.
Types of outcome measures
The principal outcome
measure was continued
remission by clinical,
endoscopic or histologic
criteria. Pre-planned se-
condary analyses included
time to relapse and
change in disease activity
indices (DAI). Subgroup

Population

Intervention: Popula-
tion: 484 patients with
UC in remission,

Age= 12 years of age,
UC disease extent less
than 60 cm from the
anal verge or distal to
the splenic flexure, as
determined by barium
enema or endoscopy.
Intervention: Rectal
5-ASA as an enema,
foam or suppository
for at least six months.
Comparison: Interven-
tion: Rectal Placebo as
and enema, foam or
suppository for at least
six months.

Outcomes|Results

Primary: Continued remis-
sion: by clinical, endoscopic
or histologic criteria.
Secondary: Time to relapse
and change in disease acti-
vity indices (DAI). Subgroup
analyses by disease extent
and 5-ASA dose were also
planned. Because of antici-
pated heterogeneity in the
definition of these outco-
mes, those of the original
authors were accepted.
Results: Primary: Continu-
ed remission: 62 % of pa-
tients in the rectal 5-ASA
group maintained sympto-
matic remission compared
to 30 % of patients in the
placebo group (4 studies;
301 patients; RR 2.22, 95%
Cl 1.26 t0 3.90; 1’=67 %;
P<0.01). A GRADE analysis
indicated that the overall
quality of the evidence for
the primary outcome was
low due to imprecision (i. e.
sparse data 144 events) and
inconsistency (i. e. unex-
plained heterogeneity).
Secondary: Adverse events:
There was no statistically
significant difference in the
proportion of patients who
experienced at least one AE.
16 % of patients in the rectal
5-ASA group compared to
12 % of placebo patients

(2 studies; 160 patients; RR
1.35,95% Cl 0.63 to 2.89;
12=0%; P=0.44). The most
commonly reported adver-
se events were anal irrita-
tion and abdominal pain.
No statistically significant
differences between rectal
and oral 5- ASA were iden-
tified for either symptoma-
tic or endoscopic remission
over a period of six months.
Rectal vs. oral 5-ASA: 80 % of
patients in the rectal 5-ASA
group maintained sympto-
matic remission compared
to 65 % of patients in the
oral 5-ASA group (2 studies;
69 patients; RR 1.24, 95%
C10.92 to 1.66; 1> =0%;

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1,2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and
Immunity (I1l) and the Ontario
Ministry of Health and Long
Term Care (HLTC3968FL- 2010 -
2235).

Miss lla Stewart has provided
support for the IBD/FBD Review
Group through the Olive Stewart
Fund.

COl: Dr. Marshall has received
honoraria for speaking and/or
consulting from Axcan, Aptalis,
Ferring, Shire, Warner-Chilcott,
Janssen, Abbott and Takeda, and
has received research funds from
Abbott, Janssen, Centocor, GKS,
Amgen and Pfizer.

Dr. Steinhart has received hono-
raria for speaking and/or consul-
ting from Aptalis, Shire, Janssen
and Abbott, and has received
research funds from Abbott,
Janssen, Centocor, Amgen,
Pfizer, GSK and Millenium.

Dr. Thabane has no conflicts of
interest.

Dr. Irvine has received honoraria
for speaking and/or consulting
from Abbott, Shire and Procter &
Gamble, and has received
research funds from Abbott.

Dr. Newman has no conflicts of
interest. Dr. Anand has no con-
flicts of interest.

Study Quality: The methodolo-
gical quality of each trial was as-
sessed using the Cochrane risk of
bias tool and the Jadad scale. We
used the GRADE approach for
rating the overall quality of ev-
idence for the primary outcomes
and selected secondary outco-
mes of interest. Six studies were
rated as low risk of bias. Three
studies were rated as high risk of
bias due to blinding (two open
label and one single-blind).
Heterogeneity: “Heterogeneity
was assessed using the Chi? test
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analyses by disease extent
and 5-ASA dose were also
planned. Because of anti-
cipated heterogeneity in
the definition of these
outcomes, those of the
original authors were
accepted.

Exclusion Criteria: n.a.

Lie, M.R. et al. Drug therapies for ulcerative proctitis

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta analysis
(23 studies total; 5 on
maintenance of remis-
sion, of which 4 double
blind studies, one with
unclear blinding)
Databases: Embase (in-
cluding Medline), Medline
OvidSP, Cochrane Central
Register of Controlled
Trials, Web of Science,
and Pubmed

Search period: inception
-28.04.2014

Inclusion Criteria: Types
of study: Randomized con-
trolled trials comparing
the efficacy of any drug
versus another active the-
rapy or placebo for remis-
sion induction or mainten-
ance of remission in UP.
Types of participants:
Adults (age 216 years),
with a diagnosis of ulcera-
tive colitis limited to

20 cm from the anal verge
(i. e. ulcerative proctitis)
at endoscopy, both first
presentation of UC and
patients with a relapse.
For maintenance of re-
mission studies, subjects
had to be in remission for

e354

Population

Intervention: Popula-
tion: (total n=288 for
maintenance); Adults
(age 216 years), with a
diagnosis of ulcerative
colitis limited to 20 cm
from the anal verge

(i. e. ulcerative procti-
tis) at endoscopy, both
first presentation of UC
and patients with a re-
lapse. For maintenance
of remission studies,
subjects had to be in
remission for at least

4 weeks prior to
enrollment.
Intervention: Any drug
therapy. All formulati-
ons (e. g. oral, supposi-
tory, enema). The du-
ration of treatment
had to be at least 4
weeks in induction
studies, and at least 3
months in maintenan-
ce studies. Studies
were grouped based
on the type of treat-
ment (i. e. induction,
maintenance) and
based on drug class

(e. g. 5-ASA, corticos-
teroids). Additionally,
these groups were
further subdivided by

P=0.15). A GRADE analysis
indicated that the overall
quality of the evidence for
the primary outcome was
low due to imprecision (i. e.
sparse data 50 events) and
high risk of bias (i. e. both
studies in the pooled analy-
sis were open label). 80 % of
patients in the rectal 5-ASA
group maintained endosco-
pic remission compared to
70% of patients in the oral
5-ASA group (2 studies; 91
patients; RR 1.14, 95% CI
0.90 to 1.45; 12 =0%;
P=0.26).

Author’s Conclusion: The
limited data available sug-
gest that rectal 5-ASA is
superior to placebo and
may be as effective as oral
5-ASA for maintaining
remission of mild to mode-
rately active UC.

Outcomes|Results

Primary: Clinical remission
for induction studies. Sus-
tained clinical remission for
maintenance studies.
Secondary: Endoscopic
remission rates, histological
remission rates, time to
relapse.

Results: Topical 5-ASA
Versus Placebo Three trials
(N=193) examined topical
5-ASA (suppositories, daily
dose 500 - 1000 mg) versus
placebo. Patients treated
with 5-ASA maintained
clinical remission in 65.5 %,
but in patients receiving
placebo, only 26.0 % main-
tained their remission. The
pooled RR of maintaining
clinical remission for all tri-
alswas 2.80 (95% Cl, 1.21 -
6.45; 1>=66 %; P=0.02)
using a random-effects
model. A subgroup analysis
(N=140) of the studies
examining 500 mg 5-ASA
suppositories showed a
57.7 % maintained clinical
remission rate for 5-ASA
compared with 26.1 % for
placebo. The pooled RR of
maintaining clinical remis-
sion with this dose of 5-ASA
was 2.52 (95% Cl, 0.64 -
9.86; 12 14 85%; P 1/4 0.18)

Literature/References

d’Albasio G, (1998) Am |
Gastroenterol

d’Arienzo A, (1990) Am |
Gastroenterol

Hanauer SB, (2000) Am |
Gastroenterol

Nilsson A, (1995) Am |
Gastroenterol

Travis SPL, (1994) Gut

and visual inspection of forest
plots. If no significant heteroge-
neity was identified (P>0.10 for
Chi?) a fixed-effect model (Man-
tel-Haenstzel) was used. If hete-
rogeneity was significant, a ran-
dom-effects model was used.”
Publication Bias: n.a.

Notes: No investigation of pu-
blication bias. GRADE evidence
quality was considered low for
the primary outcome due to
sparse data and unexplained
heterogeneity.

: systematic review and meta-analysis. Inflamm Bowel Dis. 20. 2157 - 2178. 2014

Methodical Notes

Funding Sources: n.a.

COl: The authors have no
conflicts of interest to disclose.
Study Quality: “The risk of bias
was assessed independently by
each of the 2 primary reviewers,
according to the scheme de-
scribed in the Cochrane Hand-
book for Systematic Review of
Interventions. This assessment
involved judgment on selection,
performance, attrition, and de-
tection bias. The “Risk of bias
tool” in the publically available
program RevMan 5.2 was used to
report possible bias in included
studies.” The studies included in
the analysis for maintenance
were of acceptable to high
methodological quality.
Heterogeneity: Where applica-
ble, studies were pooled using a
random- effect model, regard-
less of statistical heterogeneity.
Heterogeneity was tested using
the x? test, the I? test, and visual
inspec- tion of forest plots. If he-
terogeneity was present, we at-
tempted to investigate the cause
thereof (such as methodological
factors or the outcome assess-
ment).

Given the limited number of in-
cluded studies, subgroup analy-
sis or meta-regression was not
considered useful. In the case of
high heterogeneity (1>75 %),
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at least 4 weeks prior to drug formulation (e. g.
enrollment. suppository, enema).
Types of interventions: Any ~ Comparison: Another

drug therapy compared drug therapy or placebo.

to either another drug
therapy or placebo. All
formulations (e. g. oral,
suppository, enema) were
accepted. The duration of
treatment had to be at
least 4 weeks in induction
studies, and at least 3
months in maintenance
studies. Studies were
grouped based on the
type of treatment (i. e.
induction, maintenance)
and based on drug class
(e. g. 5-ASA, corticoste-
roids).

Additionally, these groups
were further subdivided
by drug formulation (e. g.
suppository, enema).
Primary outcomes: Clini-
cal remission for induc-
tion studies. Sustained
clinical remission for
maintenance studies.
Secondary outcomes
were endoscopic remis-
sion rates and histological
remission rates. For main-
tenance studies, time to
relapse was also conside-
red a secondary outcome.
Exclusion Criteria:
Studies that were only
published as abstracts,
Uncontrolled, non-ran-
domized or retrospective
studies.

using a random-effects
model.

Topical 5-ASA, Different
Doses One trial (N=76)
compared OD 500 mg 5-
ASA suppositories with BID
500 mg suppositories. The
maintained clinical remis-
sion rates were 72.5 % and
91.7 %, respectively, a sta-
tistically significant diffe-
rence in favor of the higher
5-ASA dose (P=0.03).

Oral SASP and Olsalazine One
study (N =69) compared a
daily dose of 1000 mg oral
SASP with 2000 mg oral
olsalazine. In this study, re-
mission was maintained in
69.0% and 58.1 % for the
SASP and olsalazine groups,
respectively, although this
difference was not statisti-
cally significant.

Author’s Conclusion: The
role of topical 5-ASA as first
line treatment for UP has
been confirmed in this re-
view, both for induction and
maintenance of remission.
Additionally, there is limited
evidence available for the
superiority of topical 5-ASA
compared with oral 5-ASA
in UP. As such, this review
will not change the first line
treatment for patients with
UP.

Because of the paucity of
studies examining other
drugs than 5-ASA, this re-
view cannot draw any con-
clusions on which drug is
the most optimal second
line therapy in UP. Similarly,
this review cannot reliably
assess the efficacy of corti-
costeroids, thiopurines,

or anti-TNFa therapy in
patients with UP.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

studies were pooled only if the
direction of their results was
consistent.

Publication Bias: No funnel
plots or tests were applied, only
the assessment of reporting bias
using the Cochrane handbook
for systematic review.

“The risk of reporting bias was
considered low because no stud-
ies reported post-hoc analyses.”
Notes: No investigation of publi-
cation bias. High heterogeneity
despite random effects models.
These are likely caused by diffe-
rences in medication study
length and small size of the indi-
vidual studies.
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AG 3: Welche Endpunkte sind als Therapieziel bei der Erhaltungstherapie von CU-Patienten geeignet.

Bewertungsvorlage:
Oxford SR

Shah, S. C. et al. Mucosal Healing Is Associated With Improved Long-term Outcomes of Patients With Ulcerative Colitis: A Systematic Review and
Meta-analysis. Clin Gastroenterol Hepatol. 14. 1245 - 1255.e8. 2016

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
review (13 studies obser-
vational and interven-
tional)

Databases: PubMed,
Cochrane Library CEN-
TRAL, Embase.

Search period: inception
- 05.05.2015.

Inclusion Criteria:

(1) observational (pro-
spective or post hoc
analysis of prospectively
obtained cohort) or inter-
ventional design (rando-
mized or non- randomi-
zed); (2) established
diagnosis of UC by accep-
ted criteria not in clinical
or endoscopic remission
at study outset; (3) no
prior colectomy; (4) clear
definition of MH; (5) at
least 1 endoscopic assess-
ment after initiation of UC
therapy performed bet-
ween 1 and 6 months
from study outset to
assess for MH (defined as
MH1); (6) follow-up clini-
cal and/or endoscopic
data available =52 weeks
from study outset.
Exclusion Criteria: Analy-
ses were excluded becau-
se of high risk of publica-
tion bias. Studies with
exclusively pediatric pa-
tients (<15 years), a diag-
nosis of Crohn’s disease,
indeterminate colitis, or
an unclear diagnosis of UC
were also excluded.

e356

Population

Intervention: Popula-
tion: 2073 UC

patient with active UC.
Intervention: no inter-
vention other than
continuation of current
prescribed.
Comparison: no com-
parison.

Outcomes|Results

Primary: Long term clinical
remission (CR): defined as
CR at 252 weeks and at
least 6 months after endos-
copic assessment for MH1.
Secondary: Long-term co-
lectomy-free rate, MH rate,
and CS-free CR rate at 252
weeks and at least 6
months after MH1 assess-
ment.

Results: We analyzed 13
studies comprising 2073
patients with active UC. Pa-
tients with MH1 had pooled
odds ratio of 4.50 for achie-
ving long-term (after at
least 52 weeks) clinical
remission (95 %Cl, 2.12 -
9.52), 4.15 for remaining
free of colectomy (95 % Cl,
2.53-6.81), 8.40 for achie-
ving long-term MH (95 % Cl,
3.13-22.53), and 9.70 for
achieving long-term corti-
costeroid-free clinical
remission (95 % Cl, 0.94 -
99.67), compared with pa-
tients without MH1. We
found no difference in out-
comes if patients achieved
MH1 while receiving biolo-
gic versus non-biologic
therapy.

Author’s Conclusion: Tar-
geting MH may be asso-
ciated with better long-
term outcomes compared
with targeting patient-re-
ported outcomes alone and
has been shown to be a
predictor of improved dis-
ease course and long-term
prognosis, consistent with
the results presented in this
meta-analysis of more than
2000 active UC patients. On
the basis of our findings and
in the absence of published
prospective RCTs, it seems
reasonable that achieving
MH should be the goal of
UC treatment, and interval
endoscopic assessment
should be performed after
initiating new therapies to
evaluate response and gui-
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Methodical Notes

Funding Sources: n.a.

COI: The authors disclose no
conflicts.

Study Quality: Quality assess-
ment was performed independ-
ently by two investigators by
using the Newcastle- Ottawa
Scale (NOS) for nonrandomized
studies and the Cochrane Risk of
Bias tool for RCTs, with discre-
pancies resolved by consensus.
For the NOS, studies scoring =7
(of 9) were considered high qua-
lity, consistent with other meta-
analyses. All nonrandomized
studies were high quality, and
the 2 RCTs had low risk of bias.
Heterogeneity: There was sig-
nificant heterogeneity among
the studies for the outcomes
long-term CR (chi?, P<0.00 001,
I2=85 %), MH rate (chi?,
P<0.00001, 12=85 %), and
CS-free CR (chi?, P<0.0001,
12=91 %), but not colectomy-free
rate (chi?, P=0.4, 1>=3%).
Publication Bias: “A funnel plot
generated for the primary out-
come suggested no publication
bias, as did Egger test

(t value=1.53, P=0.158).
However, publication bias may
still exist because of the number
of studies excluded as a result of
lack of access to additional data.”
Notes: Large amount of hetero-
geneity, due to differences in
study design, population, lenght,
medication (prior/concomitant)
and time of assessment of
Mucosal healing.
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de further therapeutic
management. Whether this
treat-to-target strategy
alters the natural disease
course of UG, including
prevention of dysplasia and
colorectal carcinoma, or
whether such a strategy is
favorable from a risk versus
benefit and cost- effective-
ness standpoint re- mains
to be evaluated with well-
designed prospective, clini-
cal trials.

Alrubaiy, L. et al. Systematic review of health-related quality of life measures for inflammatory bowel disease. ] Crohns Colitis. 9. 284 —292. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review.

Databases: MEDLINE,
EMBASE, and PsychoINFO.
Search period: Inception
-01.10.2013

Inclusion Criteria: Eng-
lish articles describing the
development and/or the
evaluation of one or more
measurement properties
[e. g. internal consistency,
reliability, validity, re-
sponsiveness] of the
HRQoL measures specific
for patients with IBD.
Articles were included if
they sought to assess

at least one domain of
quality of life in IBD.
Exclusion Criteria: n.a.

Population

Intervention: Popula-
tion: Patients with IBD
Interventions: Different
HRQolL scores specific
to IBD: IBDQ; SIBDQ;
IBDQ-9; RFIPC; EIBDQ;
IBD disability score,
IBD disability index,
SICC- IBD; CPWDQ; CD
burden.

Comparison: no
direct comparison.

Outcomes|Results

Primary: Identification of
disease-specific HRQoL meas-
ures IBD: For each question-
naire we identified the
dimensions of HRQol that
were assessed [e. g. social,
work, disease burden, etc.].
Measurement properties: we
assessed the measurement
properties of each HRQoL
measure using the quality
properties checklist propo-
sed by Terwee et al, which
were: [1] reliability [inclu-
ding internal consistency,
reliability, and measure-
ment error]; [2] validity
(including content validity,
structural validity and hy-
pothesis testing [construct
validity]); and [3] responsi-
veness.

Methodology qualities of the
HRQol measures The me-
thodological quality of the
original development stud-
ies for the included HRQoL
measures using the COS-
MIN [COnsensus-based
Standards for the selection
of health Measurement
Instruments] check-
list.23.24 The COSMIN
checklist assesses the me-
thodology quality of the
internal consistency, relia-
bility, measurement error,
responsiveness, content
validity, construct validity,
and factor analysis. Each
measurement property
methodology was assessed
against certain quality
standards and rated on a
4-point scale [1=poor,

2 =fair, 3=good, or 4=ex-
cellent]. The overall score
for the methodological
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Funding Sources: This work was
supported by the Welsh Clinical
Academic training [WCAT] sche-
me and is a collaboration bet-
ween Swansea University, Wales
Deanery and the Welsh Govern-
ment.

COI: None.

Study Quality: n.a.
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: This articles identifies
and compares HRQoL question-
naires specific to IBD regarding
criteria such as validity, consis-
tency.

Since these tests are applicable
to all forms of IBD (with the ex-
ception of 2 CD tests), as well as
activity stages, the investigated
population is not homogeneous.
This might affect several of the
outcomes. Many methods of SR
in the evidence table do not
apply to this type of articles
(heterogeneity, publication
bias), study quality of the pri-
mary cohort studies could have
been assessed. Case-control
studies were included therfor 3a
rating.
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quality of a certain property
is determined by taking the
lowest rating.

Level of credibility of the
HRQoL measures Levels of
the HRQoL measure estab-
lishment or use in literature:
Cohen’s criteria were used
to determine the level of
establishment of each
specific HRQoL measure.
Secondary: n.a.

Results: Identification of
disease-specific HRQoL meas-
ures IBD: 10 IBD-specific
HRQol measures that
covered different aspects
of patients’ lives were iden-
tified.

Measurement properties:
Internal consistency, con-
struct validity, and content
validity were the commonly
evaluated measurement
properties. Seven HRQoL
measures scored positive
for at least four of eight
measurement properties.
The majority of studies
were rated as ‘fair’ to ‘poor’
when assessing their me-
thodology quality.

Level of credibility of the
HRQoL measures The most
established HRQoL measure
in the literature was the
Inflammatory Bowel Dis-
ease Questionnaire [IBDQ].
Author’s Conclusion: To
our knowledge, this is the
first systematic review of
HRQoL measures in IBD that
systematically appraised
the measurement proper-
ties and the methodological
quality of the HRQoL meas-
ures using a robust and
standardized approach.
This facilitates good com-
parison between the HRQoL
measures on the quality of
their measurement proper-
ties. This review will better
guide the use of HRQoL in
various clinical and research
settings. It will also help
clinicians, researchers, and
the general public to better
assess the scientific litera-
ture on HRQoL in IBD. Seve-
ral new HRQolL measures
are emerging, and our stu-
dy showed that most of the
HRQol are supported by
evidence of at least one
type of reliability or validity
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and further validation stud-
ies might support their use.
The choice of HRQoL meas-
ure in future will depend on
the context for which it

will be used [for example,
social, disease burden,
disability, etc.]. Until then,
the IBDQ has the strongest
published evidence of relia-
bility and validity and it is
well established in the
literature.

Mosli, M.H. et al. Histologic evaluation of ulcerative colitis: a systematic review of disease activity indices. Inflamm Bowel Dis. 20. 564 - 575. 2014

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review (88 clinical studies
and 21 reviews)
Databases: MEDLINE,
EMBASE, PubMed, the
Cochrane Library
(CENTRAL), and DDW
Search period: Inception
-02.2013

Inclusion Criteria: All
studies that used histolo-
gical indices of disease
activity in patients with
UC; randomized and/or
controlled trials, case-
controlled studies, and
cohort studies were
included.

Exclusion Criteria: Case
reports, editorials, clinical
guidelines, commentary,
letters to the editor, mee-
ting reports.

Population

Intervention: Popula-
tion: UC patients
Intervention: Different
histological scoring
indices in UC: Truelove
and Richards, Matts
Score, Watts Score,
Keren Score, Friedman
Index, Gomes Score,
Saverymuttu Index,
Floren Index, Hanauer
Index, Odze Index,
Sandborn Index,
Scheppach/ D’Argenio
Score, Harpaz Index,
Initial Riley Score, Riley
Score, Modified Riley
Score, Geboes Score,
Chicago Score.
Comparison: n.a.

Outcomes|Results

Primary: Extent of use,
Level of validation.
Secondary: Results: After
systematically applying in-
clusion criteria, we identi-
fied 108 scientific articles
including 88 clinical studies
and 21 related clinical
reviews. Eighteen indices
of histological activity in
UC were identified and
reviewed.

Author’s Conclusion: In
summary, histopathology is
an important component of
UC assessment both in
clinical practice and for cli-
nical trials, with potential
long-term implications for
predicting remission rates,
future surgery, and mali-
gnancy risk. Currently, the
use of a partially validated
score such as the Geboes
score or the MRS seems
optimal for clinical research
purposes, but requires furt-
her validation. Ideally, im-
provements to current indi-
ces or development of new
indices will lead to stand-
ardized methods of histolo-
gical assessment that can
be employed in both clinical
practice and in clinical trials.
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AG 4: Welche therapeutischen Verfahren sind effektiv bei Vorliegen einer Infektion?

Bewertungsvorlage:
Oxford SR

Chilcott, Salix, and UCB Pharma,
and research grant support from
Robarts Clinical Trials.

Study Quality: n.a.
Heterogeneity: n.a.

Publication Bias: n.a.

Notes: No quality assessment of
primary studies. Unclear status
regarding severity or disease
activity or location.

Khan, K.]. et al. Antibiotic therapy in inflammatory bowel disease: a systematic review and meta-analysis. Am ] Gastroenterol. 106. 661 -673. 2011

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review + Meta Analysis
with 10 RCTs

Databases: Medline,
EMBASE, Cochrane
Central Register

Search period: 1966 -
2010

Inclusion Criteria: Ran-
domized controlled trials.
Adults (>90 %of patients
aged > 16 years) with
Crohn’ s disease (CD) or
ulcerative colitis (UC).
Compared antibiotic
therapy with placebo or
no therapy. Other inflam-
matory bowel disease
therapy allowed provided
this was the same in both
arms of the trial. Mini-
mum duration of therapy
of 7 days in trials repor-
ting induction of remissi-
on of active CD and UC
with maximum time point
to assess remission of 17
weeks. Did not specifi cal-
ly evaluate post-operative
CD patients. Minimum
follow-up of 6 months in
trials reporting preventi-
on of relapse of quiescent
CD and UC. Assessment of
failure of remission in
active CD/UC, or relapse
of disease activity in
quiescent CD/UC, at last
time point of assessment
in the trial according to a
predefi ned hierarchy.
Exclusion Criteria: -

Population

Intervention: Antimy-
cobacterial drugs, tra-
ditional broad-spect-
rum antibiotics,
antimycobacterial and
antibiotics in combina-
tion. The minimum
duration of therapy
that was eligible was
10 days. 702 patients
Comparison: Either
placebo or no inter-
vention 458 patients

Outcomes|Results

Primary: Outcome of inte-
rest: failure of remission in
active luminal Crohn’s dis-
ease (CD) or active ulcera-
tive colitis (UC), relapse of
disease activity in quiescent
luminal CD or UC. Hierarchy
of reporting of outcomes
used: Luminal CD remissi-
on: Crohn’s disease activity
index (CDAI) <150 (or other
validated index), endosco-
pic evidence of complete
remission (most stringent
definition available, e. g.,
complete mucosal healing),
clinical assessment of com-
plete remission, other aut-
hor-defined criteria for
remission.

Luminal CD relapse: CDAI
2150, endoscopic | radio-
logical evidence of relapse
(most stringent definition
available), other CDAI cu-
toff, clinical assessment as
relapsed, other author-defi-
ned criteria for relapse.

UC remission: endoscopic
evidence of complete re-
mission (most stringent
definition available, e. g.,
complete mucosal healing),
clinical assessment as com-
plete remission, recognized
scoring system of complete
remission (e.g., Truelove
and Witt), other author-defi
ned criteria for remission.
UC relapse: endoscopic
evidence of relapse, clinical
assessment of symptomatic
relapse, recognized scoring
system defining relapse,

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature|References

Afdhal NH, (1991) Dig Dis
Sci

Arnold GL, (2002) Inflamm
Bowel Dis

Burke DA, (1990) Aliment
Pharmacol Ther

Dickinson R}, (1985) Gut
Gionchetti P, (1999) Dig Dis
Sci

Graham DY, (1995) Gastro-
enterology

Leiper K, (2008) Aliment
Pharmacol Ther

Maeda Y, (2010) Br Surg
Mantzaris GJ, (1994) Am |
Gastroenterol

Mantzaris GJ, (2001) Scand |
Gastroenterol

Ohkusa T, (2005) Scand |
Gastroenterol

Ohkusa T, (2010) Am |
Gastroenterol

Prantera C, (1994) Am |
Gastroenterol

Prantera C, (2006) Aliment
Pharmacol Ther

Prantera C, (2010) Gut
Selby W, (2007) Gastro-
enterology

Steinhart AH, (2002)
Gastroenterology
Sutherland L, (1991) Gut
Thia KT, (2009) Inflamm
Bowel Dis

West RL, (2004) Aliment
Pharmacol Ther

Methodical Notes

Funding Sources: American
College of Gastroenterology
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tion by AstraZeneca, and has
received consultant’ s and spea-
ker’ s bureau fees from AstraZe-
neca, AxCan Pharma, Nycomed,
and Johnson and Johnson. The
remaining authors declare no
conflict of interest

Study Quality: Antibiotics for
induction of remission of CD:
only one low risk of bias trial.
Antibiotics for induction of re-
mission of UC: only one low risk
of bias trial.

It is therefore possible that the
trend to overall benefit seen with
antibiotics for UC and CD is an
artifact due to bias.
Heterogeneity: Antibiotics for
induction of remission of CD:
There was moderate heteroge-
neity between results ( 1> =44 %).
No statistically significant funnel
plot asymmetry.

Antibiotics for induction of
remission of UC: There was mo-
derate heterogeneity between
results (12=69%).

Statistically significant funnel
plot asymmetry, suggesting
publication bias or other small
study effects.

Antibiotics for maintenance of
remission in quiescent UC and
CD: no significant heterogeneity
between results (1°=0%)
Publication Bias: Th e main
limitation of the review is that
there were only four trials with
low risk of bias
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other author-defined
criteria for relapse.

Time of outcome assess-
ment: last time point of
assessment in the trial.
Denominator used: true
intention-to-treat analysis,
if not available then all
evaluable patients
Secondary: -

Results: Antibiotics for in-
duction of remission of CD:
We identified 10 RCTs in-
volving 1160 patients that
evaluated the efficacy of
antibiotic therapy at indu-
cing remission in CD. Pa-
tients tended to have
moderate CD. There was a
statistically significant ef-
fect of antibiotics to induce
remission in active CD
compared with placebo (RR
of active CD not in remissi-
on=0.85;95%Cl=0.73 -
0.99, P=0.03). A diverse
number of antibiotics were
tested either alone or in
combination. Difficult to
evaluate whether any
particular antibiotic was
effective in active CD.
Analysis of specific classes,
alone or in combination:
Fluoroquinolone: 2 Trials,

n =218, no statistically sig-
nificant effect (RR=0.86;
95% Cl=0.55-1.35. Hete-
rogeneity: 1 2=83%.
Macrolides: 3 Trials, n =269,
no statistically significant
effect (RR=0.76; 95%
Cl=0.42-1.36). Heteroge-
neity: 12=79%.
Metronidazole: no statisti-
cally significant effect
(RR=0.99;95% CI=0.83 -
1.18). Heterogeneity: |
2=0%.

Rifamycin: 4 trials, n=738,
statistically significant ef-
fect (RR=0.78;95%
Cl=0.67-0.91). Heteroge-
neity: 1 2=0%.
Clofazamine: 3 trials,

n =303, statistically signifi-
cant effect (RR=0.70; 95%
Cl=0.53-0.94). Heteroge-
neity: 12=0%.

Ethambutol: 1 trial, n =40,
no statistically significant
effect (RR=2.45;95%
Cl=0.28-21.62).
Antibiotics for induction of
remission of UC: 9 trials in-
volving 662 patients with

Notes: Cave: nur 4 Studien mir
niedrigem RoB.

Die Schlussfolgerungen der
Autoren sind sehr positiv in
Anbetracht der meist geringen
Patientenzahlen in Kombination
mit sehr moderater Studienqua-
litat pro Antibiotika-Klasse.
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active UC that gave remissi-
on as an outcome. Patients
with moderately active UC.
Overall, there was a statisti-
cally significant effect in
favor of antibiotics (RR of
active UC not in remissi-
on=0.64;95% Cl=0.43 -
0.96, P=0.03). The NNT
was 7 (95% Cl=4-25).
Antibiotics for maintenance
of remission in quiescent
UC and CD: 3 RCTs treating
186 patients with quiescent
CD. Statistically significant
effect of antibiotics in pre-
venting CD relapse com-
pared with placebo (RR of
relapse =0.62; 95 %
Cl=0.46-0.84). NNT was 4
(95% C1=3-10).

Perianal fistulae in CD: 3
RCTs, n=131, ciprofloxacin
or metronidazole, statisti-
cally significant effect
(RR=0.80;95% Cl=0.66 -
0.98). Heterogeneity:
12=0%.

Author’s Conclusion: Our
data suggest antibiotic the-
rapy may induce remission
in active UC and CD, as well
as prevent relapse in pa-
tients with quiescent CD.
This supports a number of
studies that suggest a bac-
terial origin for IBD. The
strongest effect was seen in
preventing relapse of CD
with an NNT of 4 (95 %
Cl=3-10) and all antibiotic
combinations studied had
some antimycobacterial
properties.

[...] However, the antibiotic
combinations were diverse
and this is only based on
three trials so there is cur-
rently insufficient data to
recommend antibiotic
therapy to a variety of sin-
gle antibiotics and antibio-
tic combinations were eva-
luated, so it is not possible
to recommend a specific
antibiotic therapy for IBD.
The exception to this is the
use of either ciprofl oxacin
or metronidazole for trea-
ting CD perianal fistulas.
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Nguyen, D.L. et al. Effect of Inmunosuppressive Therapies for the Treatment of Inflammatory Bowel Disease on Response to Routine Vaccinations:
A Meta-Analysis. Dig Dis Sci. 60. 2446 - 2453. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta Analysis
of 9 prospective case
series

Databases: MEDLINE/
PubMed, Cochranedata-
bases, CINAHL, Scopus,
Google Scholar,

Search period: - Novem-
ber 2014

Inclusion Criteria: Stud-
ies on adult IBD patients
that evaluated immune
response to various vac-
cinations while on immu-
nosuppressive therapy
compared to healthy
controls or IBD patients
not on immunosuppres-
sive therapies

Exclusion Criteria: -

e364

Population

Intervention: IBD pa-
tients with immune
response to various
vaccinations while on
immunosuppressive
therapy. N=945 pa-
tients.

Comparison: Healthy
controls or IBD pa-
tients not on immuno-
suppressive therapies,
n=529.

Outcomes|Results

Primary: Effect of immu-
nosuppressive therapy for
the treatment of IBD on re-
sponse to routine vaccina-
tions

Secondary: -

Results: Overall Rate of
Vaccine Response: a 60 %
lower chance of achieving
adequate seroprotection in
the group that received im-
munosuppressive therapies
compared to the group that
was not on immunosup-
pressive therapies (OR 0.41
95% Cl 0.30, 0.55,
p<0.001).

Vaccine Response to Anti-
TNF Monotherapy: 7 studies
(N=728). Nearly a 70 %
lower chance of achieving
adequate immune response
in the group on anti-TNF
monotherapy compared to
the group receiving no im-
munosuppressive therapy
(OR0.3295% Cl10.21, 0.49,
p<0.001).

Vaccine Response to Immu-
nomodulator Monotherapy:
6 studies (N =2890). Nearly
40 % lower chance of achie-
ving adequate response to
vaccinations among pa-
tients on immunomodula-
tory monotherapy compar-
ed to patients not on
mmunosuppressive therapy
(OR0.6395% Cl10.42, 0.95,
p=0.03).

Rate of Vaccine Response to
>2 Immunosuppressants:

7 studies (N=654). A65%
lower chance of achieving
adequate response to vac-
cinations among patients
on =2 immunosuppressive
therapies compared to pa-
tients not on immunosup-
pressive therapy (OR0.35
95% Cl 0.23, 0.54).
Patients on immunomodu-
lator monotherapy had a
twofold higher probability
of achieving adequate im-
mune response to vaccina-
tion, compared to patients
on anti-TNF monotherapy
(OR 1.92 95% Cl 1.30,
2.84).
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Author’s Conclusion: In
conclusion, IBD patients on
immunosuppressive thera-
py have a significantly lower
response to routine vacci-
nations. The greatest effect
is seen among patients on
anti-TNF and combination
immunosuppressive thera-
py. Routine monitoring of
vaccine titers post-vaccina-
tion is important to ensure
that adequate immunologic
response has been achieved
among IBD patients.

Shukla, T. et al. Antiviral Therapy in Steroid-refractory Ulcerative Colitis with Cytomegalovirus: Systematic Review and Meta- analysis. Inflamm Bowel

Dis. 21. 2718 -2725. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta Analysis
of Fifteen observational
studies

Databases: PubMed
(Medline), EMBASE, Web
of Science, Cochrane
Library, Google Scholar
Search period: January 1,
1948 - July 31, 2014
Inclusion Criteria: Co-
hort, case- control, and
case series studies with a
minimum of 5 patients.
(1) patients with UG;

(2) serum or tissue diag-
nosis of CMV; (3) reported
use of antiviral therapy;
(4) stratified colectomy
rates by antiviral treat-
ment exposure (exposed
and unexposed)
Exclusion Criteria:

(1) patient follow-up was
less than 3 months after
the diagnosis of CMV; (2)
colectomy rates were not
stratified by antiviral tre-
atment exposure; (3) the
diagnosis of CMV was
made exclusively from
colectomy specimens; (4)
studies that included
patients with CD.

Population

Intervention: Antiviral
Therapy, n=144
patients

Comparison: Without
antiviral therapy,

n =189 patients

Outcomes|Results

Primary: Risk of colectomy
compared for CMV-positive
patients treated with and
without antiviral therapy,
for the overall UC popula-
tion and in a subset of
patients refractory to CS.
Secondary: -

Results: ,n=333.43.2%
(n=144) treated with anti-
viral agents, 56.8 %
(n=189) not treated.

Risk of Colectomy in All Pa-
tients with UC with CMV: 15
studies. No difference in the
risk of colectomy between
patients treated with antivi-
ral therapy and those wit-
hout treatment (OR, 0.92;
95% Cl, 0.31-2.76).
Subgroup analysis: no sig-
nificant difference in the
risk of colectomy based on
the method of CMV diag-
nosis or geographical loca-
tion.

Risk of Colectomy in Pa-
tients with CS-Refractory
UC with CMV: 8 studies
(n=77 antiviral therapy,
n=62 not). Definition of
CS- refractory disease va-
ried. On meta-analysis, the
risk of colectomy was signi-
ficantly lower in patients
with CS-refractory UC
treated with antiviral
therapy than in patients not
treated with antiviral thera-
py (OR, 0.20; 95% Cl,

0.08 -0.49).

Subgroup analysis: method
of diagnosis of CMV.The risk
of colectomy was lower only
in patients in whom CMV
was diagnosed based on

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: -

Col: -

Study Quality: The quality of
evidence supporting the use of
antiviral therapy for decreasing
the risk of colectomy in all pa-
tients with UC with CMV was
graded as very low.
Heterogeneity: Risk of Colec-
tomy in All Patients with UC with
CMV: Moderate heterogeneity in
the overall analysis (12 =65 %)
Risk of Colectomy in Patients
with CS- Refractory UC with
CMV: No heterogeneity (12 =0 %)
Publication Bias: There was no
evidence of publication bias
based on visual examination for
funnel plot asymmetry (data not
shown) or on quantitative analy-
sis (P=0.35).

Notes: -
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# Thieme

H&E and/or IHC but not
based on tissue PCR. No
significant differences in
colectomy risk based on
geographical location.
Author’s Conclusion: In
summary, this study de-
monstrates that antiviral
therapy is not required for
all patients with UC with
CMV disease but may be
beneficial in a subgroup of
patients who are refractory
to CS. However, the quality
of evidence supporting co-
lectomy risk and antiviral
therapy was low and there-
fore insufficient to change
current clinical practice.
Further prospective con-
trolled trials will help to
confirm these findings and
to identify subgroups of
patients who might benefit
from antiviral therapy.

Kopylov, U. et al. Antiviral therapy in cytomegalovirus-positive ulcerative colitis: a systematic review and meta-analysis. World ] Gastroenterol.

20. 2695 -2703. 2014

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta Analysis
of 9 comparative pro-
spective and retrospective
cohort studies
Databases: Pubmed,
Embase and World of Sci-
ence. Manually scanned
the abstracts presented at
the following medical
conferences: DDW,
UEGW, ECCO for the years
2004-2012

Search period: |anuary
1966 and March 2013
Inclusion Criteria: Pro-
spective and retrospective
cohort studies comparing
outcomes of treated and
untreated CMV- positive
UC patients. For studies
involving mixed cohorts
(CD and UC), only the UC
data were analyzed.
Exclusion Criteria:

(1) Studies including less
than 4 patients in one or
more of the arms;

(2) Studies pertaining
exclusively to CD patients;
(3) Studies describing an-
tiviral treatment with an
antiviral agent other than
gancyclovir, valgancyclo-
vir or foscarnet; (4) Series

e366

Population

Intervention: Antiviral
treated CMV- positive
patients, 70 patients.
Comparison: Untrea-
ted CMV-positive pa-
tients, 106 patients.

Outcomes|Results

Primary: Rate of colecto-
my during the hospitaliza-
tion period or within 30 d of
diagnosis.

Secondary: Secondary

outcomes was colectomy

rate for the available follow-
up duration (3 mo since the
index hospitalization).

Results: 9 studies were

included, 4 studies were

prospective and 5 retro-
spective. n =176 patients.

Patients who had received

antiviral treatment had a

higher risk of requiring a

subsequent colectomy

(OR=2.40; 95 %Cl: 1.05 -

5.50;12=37.2%).

No significant difference

was found in the rate of

colectomy during follow-up
period (OR=1.43; 95 %Cl:
0.61-2.96;12=36.4%).

Subgroup analysis:

1. CMV diagnosis was ba-
sed on immunohistoche-
mistry (IHC) same trend:
(OR=3.41;95%Cl: 0.
39-29.83), 5 studies,
Heterogeneity
12=56.9 %.

2. only the prospective
studies (n=4) or studies
with moderate (n=3) vs
high risk of bias (n=6)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: -

col: -

Study Quality: Prospective and
retrospective cohort studies. The
overall quality of the studies was
moderate-low; no study met the
criteria for high quality.

Adverse effects were not clearly
reported in the majority of the
included studies.
Heterogeneity: The included
studies were heterogeneous with
regards to the severity of disease,
as well as the clinical severity
score employed

Publication Bias: -

Notes: -
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exclusively reporting
colectomy data, i.e. only
patients who reached the
outcome of colectomy,
were included. Patients
were excluded from the
analysis if they underwent
colectomy before gancy-
clovir treatment was con-
sidered or the results of
CMV assessment were
available.

showed the same trend,
but without reaching
statistical significance
because of small group
size and wide Cl.

3. comparing studies con-
ducted in Europe (n=4)
to those taken place in
Asia (n=3). Asia: No case
of colectomy during hos-
pitalization Europe: no
difference between the
two groups (OR=19.85;
95%Cl: 1.94-203.61;
and OR=0.81; 95 %Cl:
0.24 - 2.79 for studies
taken in Asia and in
Europe, respectively).

Author’s Conclusion: No

positive association bet-

ween antiviral treatment
and a favorable outcome
was demonstrated. These
findings should be inter-
preted cautiously due to
primary studies’ quality and
potential biases.

Cascio, A. et al. Cytomegalovirus pneumonia in patients with inflammatory bowel disease: a systematic review. Int ] Infect Dis. 16. e474 - e479. 2012

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review of 12 case reports
Databases: PubMed and
SCOPUS

Search period: -
Inclusion Criteria: Re-
ported detailed data on
patients with IBD who
presented with pneumo-
nia due to CMV. CMV
pneumonia was diagno-
sed in the presence of at
least: (1) positive radiolo-
gy or autopsy findings of
pneumonia, and (2) pp65
antigenemia and/or CMV
DNA in blood and/or
positive anti-CMV IgM
and IgG titers, and

(3) absence of other cause
of pneumonia.

In the presence of another
cause of pneumonia, the
detection of CMV inclusi-
on bodies/immunohisto-
chemical stain/culture in
biopsies/autopsy, or PCR
on bronchoalveolar lava-
ge(BAL) fluid was consi-
dered necessary.
Exclusion Criteria: -

Population

Intervention: IBD pai-
tents with CMV pneu-
monia n =13 patients

Comparison: -

Outcomes|Results

Primary: Risk factors treat-
ment Secondary: -
Results: Analysis: Female/
male ratio of 5.5:1. Disease
subtype: CD was the under-
lying disease in 77 % of the
cases. Eleven (85 %) pa-

tients were on treatment
with thiopurines (nine with

azathioprine and two with
6- mercaptopurine) when

they developed CMV pneu-

monia. The chest X-ray was
initially negative in two
patients. HLH was con-

textually present in six

cases, probably triggered
by the CMV infection.

Author’s Conclusion: CMV

pneumonia should always
be suspected in IBD pa-

tients who present with
fever and tachypnea, espe-

cially if the latter is worse-
ning and/or is associated

with dyspnea. Treatment

must be early and specific.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Funding Sources: -

Ccol: -

Study Quality: Case Reports
Heterogeneity: -
Publication Bias: -

Notes: -
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Anderson, ].L. et al. Systematic review: faecal microbiota transplantation in the management of inflammatory bowel disease. Aliment Pharmacol

Ther. 36. 503 -516. 2012

Evidence level|
Study Types

Evidence level: 4

Study type: Systematic
review (17 case series
articles)

Databases: MEDLINE;
EMBASE; CENTRAL (The
Cochrane Library); CI-
NAHL; Web of Science;
BIOSIS; SCOPUS; BIOMED
CENTRAL; NHS Evidence +
hand searching of jour-
nals: Gastroenterology;
Gut; Journal of Crohn’s
and Colitis; Inflammatory
Bowel Diseases.

Search period: Inception
-10.2011

Inclusion Criteria: Pa-
tients with IBD of any age;
intervention fecal micro-
biota transplantation,
with or without compara-
tor group; outcomes: any
relevant outcome. Any
RCT, non-randomised
controlled trials, uncon-
trolled trials, case series or
case reports of any study
duration.

English and foreign
language reports inclu-
ded.

Exclusion Criteria: Ani-
mal or in vitro studies.

e368

Population

Intervention: Patients:

41 patients, (27 CU
patients).
Intervention: Fecal
microbiota transplan-
tation (FMT).
Comparison: Any
comparator or none.

Outcomes|Results

Primary: Management of
IBD

Secondary: Managment of
C.difficile in IBD patients
Results: There were nine
case series/case reports of
patients receiving FMT for
management of their IBD,
and eight where FMT was
for the treatment of in-
fectious diarrhoea in IBD.
These 17 articles reported
on 41 patients with IBD (27
UC, 12 Crohn’s, 2 unclassi-
fied) with a follow-up peri-
od of between 2 weeks and
13 years. Where reported,
FMT was administered via
colonoscopy/enema (26/
33) or via enteral tube (7/
33). In patients treated for
their IBD, the majority ex-
perienced a reduction of
symptoms (19/25), cessa-
tion of IBD medications (13/
17) and disease remission
(15/24). There was resolu-
tion of C. difficile infection
in all those treated for such
(15/15).

Author’s Conclusion: De-
spite the relative paucity of
information specifically in
IBD, there is limited, weak
evidence that FMT has the
potential to be an effective
and safe treatment for IBD,
at least when standard tre-
atments have failed or are
unacceptable to the pa-
tient. Well-designed rando-
mised, controlled trials are
necessary to confirm the
positive findings from case
reports, to evaluate safety
and to develop optimal
protocols for the use of FMT
in IBD, prior to this beco-
ming a standard part of
clinical therapy.
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Methodical Notes

Funding Sources: The systema-
tic review was internally funded.
COI: KW has served as a speaker
for DDW, DDF and Danone, and
has received research funding
from Crohn’s and Colitis UK,
British Dietetic Association, He-
althcare Quality Improvement
Partnership and Californian Dried
Plum Board. KW is an employee
of King’s College London.

Study Quality: n.a.
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: No assessment of study
quality. Lack of primary literature
presented in the article, despite
thorough search. No separate
results for UC patients.
Variability and missing details in
the protocol of FMT regarding
preparation and administration.
Very limited evidence available.
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AG 4: Welche diagnostischen Verfahren sind effektiv zur Identifikation von Infektionen?

Bewertungsvorlage:
Oxford SR

Ford, A.C. et al. Opportunistic infections with anti-tumor necrosis factor-alpha therapy in inflammatory bowel disease: meta- analysis of randomized
controlled trials. Am ] Gastroenterol. 108. 1268 - 1276. 2013

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
Review and Meta Analysis
of 22 RCTs

Databases: Medline,
Cochrane, Embase
Search period: - Novem-
ber 2012

Inclusion Criteria: Ran-
domized controlled trials.
Adults (>90 %of patients
aged > 16 years) with
inflammatory bowel
disease. Compared anti-
TNF a therapies (adalimu-
mab, certolizumab, goli-
mumab, or infl iximab)
with placebo. Minimum
duration of therapy of

14 days. Opportunistic
infections (Mycobacteri-
um tuberculosis, oral or
esophageal candidiasis,
varicella-zoster virus in-
fection, herpes zoster in-
fection, Epstein-Barr virus
or cytomegalovirus in-
fection, Nocardia infecti-
on, Pneumocytsis jirovecii
infection, Mycobacterium
avium complex infection,
herpes simplex infection,
or other unspecifi ed op-
portunistic infections)
during randomized dou-
ble-blind treatment peri-
od reported in both arms
of the trial.

Exclusion Criteria: —

Population

Intervention:

n=4135 anti-TNFa
antibody treated pa-
tients with IBD.
Comparison: n=2919
patients with IBD
assigned to Placebo.

Outcomes|Results

Primary: Occurrence of
any opportunistic infection
with anti-TNFa, compared
with placebo. (Mycobacte-
rium tuberculosis, oral or
esophageal candidiasis,
varicella-zoster virus infec-
tion, herpes zoster infec-
tion, cytomegalovirus or
Epstein-Barr virus infection,
Nocardia infection, Pneu-
mocytsis jirovecii infection,
Histoplasma capsulatum
infection, Mycobacterium
avium complex infection,
herpes simplex infection, or
other unspecified opportu-
nistic infections)
Secondary: More serious
opportunistic infections
(excluding oral or esopha-
geal candidiasis and herpes
zoster infection), and de-
aths from opportunistic
infection

Results: n=39 (0.9 %) with
opportunistic infections
compared with n=9

(0.3 %)among the placebo
patients.

Among patients receiving
active therapy these inclu-
ded eight cases of Myco-
bacterium tuberculosis,
eight cases of herpes sim-
plex infection, six cases of
oral or esophageal candi-
diasis, six cases of herpes
zoster infection, two cases
of varicella-zoster virus in-
fection, two cases of cyto-
megalovirus or Epstein—
Barr virus infection, and one
case of Nocardia infection.
The RR of developing an
opportunistic infection was
significantly higher with an-
ti-TNF a therapy (2.05; 95 %
C11.10-3.85. The NNH
with anti-TNF o therapy to
cause one opportunistic
infection was 500 (95 % Cl
200-1567).

Subgroup analyses not sig-
nificant: CD compared to
UC, duration of therapy etc.
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Methodical Notes

Funding Sources: None.

COl: Alexander C. Ford has re-
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ved as a consultant to Merck,
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Study Quality: no information

given.

Heterogeneity: No statistically
signifi cant heterogeneity de-

tected between studies

Publication Bias: No evidence of

funnel plot asymmetry

Notes: no risk of bias table,

no information about study
quality

i.e.
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The RR of tuberculosis in-
fection was 2.52 (95 % Cl
0.62-10.21).

Author’s Conclusion: Anti-
TNF therapy doubles the
risk of opportunistic infec-
tions in inflammatory bowel
disease patients.

This underlines the impor-
tance of adherence to gui-
delines for their prevention
and management.

Shahidi, N. et al. Performance of interferon-gamma release assays in patients with inflammatory bowel disease: a systematic review and meta-

analysis. Inflamm Bowel Dis. 18. 2034 -2042. 2012

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic

Review and Meta Analyisis

of n=9 studies

Databases: Medline,

Embase

Search period: - June

2011

Inclusion Criteria: Stud-

ies that assess Interferon-

gamma release assays

(IGRAs)(QFT-2G, QFT-3G,

TSPOT.TB) to detect la-

tent tuberculosis infec-

tion (LTBI) in patients with

IBD

Exclusion Criteria:

Studies that

1. were not written in
English;

2. evaluated a noncom-
mercial, in-house or
older generation IGRA;

3. reported insufficient
data on desired out-
comes (e.d., no IGRA
outcomes);

4. lacked appropriate stu-
dy design (e. g., asses-
sed TB diagnostic tests
to decipher between
TB and IBD);

5. had fewer than 10 IBD
participants;

6. lacked IBD-specific
outcomes;

7. were review articles or
commentaries.

e370

Population

Intervention:
n=1309 IBD patients
Comparison: -

Outcomes|Results

Primary: Evaluating the
performance of IGRAs
(QuantiFERONTB Gold
[QFT-2G], QuantiFERON-TB
Gold In-Tube [QFT-3G] and
T-SPOT.TB) in individuals
with IBD

Secondary: -

Results: The pooled con-
cordance between the TST
and QFT-2G/QFT-3G was
85% (95 %Cl 77 %-90 %).
The concordance of the TST
and TSPOT.TB was 72 %

(95 % Cl 64 %-78 %). Studies
assessing agreement re-
ported more IGRA-/TST+
results versus IGRA+/TST-
results.

The pooled percentage of
indeterminate results was
5% (95 % Cl 2%-9 %) for
QFT-2G/QFT-3G. TSPOT.TB
showed similar results.
Both positive QFT-2G/QFT-
3G results (pooled odds ra-
tio [OR] 0.37,95% CI 0.16 -
0.87) and positive TST re-
sults (pooled OR 0.28, 95 %
C1 0.10 - 0.80) were signifi-
cantly influenced by IST
(both P=0.02).

Author’s Conclusion: -
While it remains difficult to
determine superiority bet-
ween the IGRAs and the
Tuberculin skin test TST,
both are negatively affected
byimmunosuppressive the-
rapy. Therefore, screening
prior to initiation of IST
should be considered.
Nevertheless, it is impera-
tive that all patients receive
screening prior to anti-TNF
therapy.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Arias M (2011) Gastro-
enterology

Belard E (2011) Inflamm
Bowel Dis

Del Tedesco E (2010)
Gastroenterology
Greveson K (2010) Gastro-
enterology

Guidi L (2010) Gastro-
enterology

Ministro P (2011) Gastro-
enterology

Papay P (2011) Inflamm
Bowel Dis

Qumseya BJ (2011)
Inflamm Bowel Dis
Schoepfer AM (2008) Am |
Gastroenterol

Methodical Notes

Funding Sources: -

Col: -

Study Quality: -
Heterogeneity: Agreement
Between IGRA and TST: signifi-
cant heterogeneity between
studies (12=74.5%, P=0.0015)
Proportion of Indeterminate
Results: significant heteroge-
neity between studies
(12=83.5%, P <0.0001)
Publication Bias: -

Notes: -
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Luther, ]. et al. Association between Helicobacter pylori infection and inflammatory bowel disease: a meta-analysis and systematic review of the

literature. Inflamm Bowel Dis. 16. 1077 - 1084. 2010

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic

Review and Meta Analysis

of 24 studies Databases:

MEDLINE, EMBASE, Goo-

gle Scholar, the Cochrane

Central Register of Con-

trolled Trials,—~ACP Jour-

nal Club, DARE, CMR, HTA

Search period: - March

2009

Inclusion Criteria:

1. H. pylori infection
diagnosed by serology
(IgG antibodyantibo-
dy), urea breath test
(UBT), fecal antigen
test (FAT), rapid urease
test (RUT), or histo-
logy;

2. inclusion of a control
group;

3. IBD and control groups
were similar in age,
sex, and from the same
catchment area;

4. studies of human;

5. data were reported
that were sufficient to
calculate H. pylori in-
fection rates in both
the IBD and control
groups.

Exclusion Criteria: Using

data from a previously

published study

Population

Intervention: H. pylori
infection in IBD,
n=5903 patients
Comparison: -
Controls, n=3001
patients.

Outcomes|Results

Primary: Relative risk (RR)
of H. pylori infection in IBD
versus controls

Secondary: -

Results: 24 studies met the
inclusion criteria (subjects
N=5903). 27.1 % of IBD
patients had evidence of

H. pylori infection, 40.9 % in
the control groups. RR 0.64
(95% CI: 0.54-0.75).
Subgroup analyses: trend
toward a greater effect for
CD (RR: 0.60, 95% Cl:
0.49-0.72) compared to
UC (RR: 0.75, 95 %Cl: 0.62 -
0.90).

Subgroup analyses to ex-
plain the observed hetero-
geneity. Data division based
on the method of H. pylori
diagnosis, method of IBD,
study location, study popu-
lation age. None explained
the observed heteroge-
neity. After separation into
CD and UC and re-analysis:
statistically significant re-
duction in the RR of H. py-
lori infection in CD patients
diagnosed with H. pylori by
non-serologic methods (RR:
0.71,95% Cl: 0.58 -0.87;
12: 54 %).

Author’s Conclusion:
These results suggest a
protective benefit of

H. pylori infection against
the development of IBD.
Heterogeneity among
studies and the possibility
of publication bias limit the
certainty of this finding.
Further studies investiga-
ting the effect of eradica-
tion of H. pylori on the
development of IBD are
warranted. Because envi-
ronmental hygiene and
intestinal microbiota may
be strong confounders,
further mechanistic studies
in H. pylori mouse models
are also necessary to furt-
her define the mechanism
of this negative association.
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Methodical Notes

Funding Sources: -
Col: -
Study Quality: prospective,

retrospective studies, case series

with control groups
Heterogeneity: There was

significant heterogeneity in the

included studies (12 V4 75.8 %).

Publication Bias: A possible bias
against small studies demonstra-

ting high RR.
Notes: -
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Romkens, T.E. et al. Cytomegalovirus in inflammatory bowel disease: A systematic review. World ] Gastroenterol. 22. 1321 -1330. 2016

Evidence level|
Study Types

Evidence level: 1
Study type: Systematic
Review of 52 non- ran-
domized studies
Databases: ubMed,
EMBASE, Cochrane
central register

Search period: - Decem-

ber 2014

Inclusion Criteria: All
types of evidence, obser-
vational studies, case-
control studies and retro-
spective studies
Exclusion Criteria: Non-
English literature, case
reports, case series with
n <10 cases and review
articles

Population

Intervention: Cyto-
megalovirus (CMV)in-
fection and intestinal
disease in inflammato-
ry bowel disease (I1BD),

diagnostics and preval-

ence of CMV in IBD.
Comparison: -

Outcomes|Results

Primary: (1) a list with all
used definitions of CMV
infection or CMV intestinal
disease in IBD patients;

(2) prevalence numbers to
assess the effect that the
applied definition has on
the reported prevalence of
CMV in IBD patients
Secondary: (1) prevalence
of CMV in subpopulations
as ulcerative colitis (UC),
Crohn’s disease (CD), ste-
roid refractory disease;

(2) prevalence of CMV in
different regions of the
world. Results: 21 different
definitions for CMV infec-
tion, 8 definitions for CMV
intestinal disease and 3
definitions for CMV reacti-
vation.

Prevalence numbers de-
pend on used definition,
studied population and
region. The highest preval-
ence for CMV infection was
found when using positive
serum PCR as a definition,
whereas for CMV intestinal
disease this applies to the
use of tissue PCR >10 co-
pies/mg tissue. Most pa-
tients with CMV infection
and intestinal disease had
steroid refractory disease
and came from East Asia.
Author’s Conclusion: We
detected multiple different
definitions used for CMV
infection and intestinal dis-
ease in IBD patients, which
has an effect on prevalence
numbers and eventually on
outcome in different trials.

Literature/References

52

Methodical Notes

Funding Sources: -

col: -

Study Quality: None of the in-
cluded studies was randomized
and most of the study designs
were single centre (n=42/50)
with more than half of them
using a retrospective design
(26/48). Some used blinding for
the reviewing pathologist (6/43)
or endoscopist (2/43).
Heterogeneity: -

Publication Bias: -

Notes: -

Skamnelos, A. et al. CD4 count remission hypothesis in patients with inflammatory bowel disease and human immunodeficiency virus infection: a
systematic review of the literature. Ann Gastroenterol. 28. 337 - 346. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic

Review of 13 case-control

studies, case series and

case reports

Databases: PubMed

Search period: - Sep-

tember 2013

Inclusion Criteria:

1. Studies irrespective of
study design that re-
cruited at least one

e372

Population

Intervention: Adoles-
cents presenting with
both IBD and HIV in-
fection, n=47 patients
Comparison: -

Outcomes|Results

Primary: CD4 count remis-
sion

Secondary: -

Results: 13 papers: 2 case-
control studies, 2 case se-
ries, and 9 case reports.

N =47 patients with IBD and
HIV infection (43 male; 27
with Crohn’s disease, 19
with ulcerative colitis, and 1
with indeterminate colitis).

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Bernstein CN (1991) Am |
Gastroenterol

Bernstein BB (1994) Am |
Gastroenterol
Bongiovanni M (2006) AIDS
Christ AD (1996) Scand |
Gastroenterol

Dhar JM (1984) BM|
James S (1988) Gastro-
enterology

Lautenbach E | (1997) Clin
Gastroenterol

Methodical Notes

Funding Sources: -

col: -

Study Quality: 2 case-control
studies, 2 case series, and 9 case
reports

Heterogeneity: -

Publication Bias: -

Notes: -
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group of adults or
adolescents presenting
with both IBD and HIV
infection regardless of
which diagnosis prece-
ded.

2. Studies including pa-
tients with a simulta-
neous diagnosis of IBD
and HIV infection

3. English language

Exclusion Criteria: Stud-

ies in which IBD was re-

ported as an HIV related
opportunistic infection,
and studies without
primary data.

CD4 count-related IBD
remission hypothesis:
Remission was described
for patients with IBD and
HIV infection in 5 studies.
Seven of the 9 case reports
reported no remission for
the patients while one case
report provided no data on
remission.

Four of the five studies with
cases presenting with re-
mission referred to the CD4
count related IBD remission
hypothesis.

However, only two of them
mentioned a CD4 count
cut-off point in relation to
CD4 count remission hypo-
thesis.

7 of the 9 case reports
argued against the CD4
count-related IBD remission
hypothesis. They described
an active IBD or IBD relapse
even when patients were in
severe immunosuppression.
Four case reports described
IBD as a new onset (event)
in an HIV-infected patient.
There is a paucity of data in
the literature to support or
reject the hypothesis that
CD4 count depletion may
induce remission of bowel
inflammation in IBD pa-
tients.

There is a trend supporting
the CD4 hypothesis and
most reports seem to sug-
gest that IBD might be less
aggressive in patients
infected with HIV.
Author’s Conclusion:
Current literature cannot
support or reject the CD4
count remission hypothesis
in IBD patients with HIV
infection. Prospective stud-
ies using uniform criteria on
IBD and HIV disease course
and CD4 counts are needed.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Liebowitz D (1986) | Clin
Gastroenterol

Pospai D (1998) Dig Dis Sci
Sharpstone D (1996) Eur |
Gastroenterol Hepatol
Sturgess | (1992) Gut 1992
Viazis N (2010) Inflamm
Bowel Dis

Yoshida E (1996) | Clin
Gastroenterol
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AG 4: Welche Verfahren sind effektiv zur Prophylaxe von Infektionen?

Bewertungsvorlage:
Oxford SR

Conway, R. et al. Methotrexate use and risk of lung disease in psoriasis, psoriatic arthritis, and inflammatory bowel disease: systematic literature
review and meta-analysis of randomised controlled trials. Bmj. 350. h1269. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta Analysis
of n=7 RCTs

Databases: PubMed,
Cochrane, Embase
Search period: - 9 Janua-
ry 2014

Inclusion Criteria: Dou-
ble blind randomised
controlled trials; patients
with psoriasis, psoriatic
arthritis, or inflammatory
bowel disease; studies in
English; studies consisting
of a minimum of two
arms, at least one recei-
ving methotrexate and

at least one not receiving
methotrexate; studies in-
cluding only adults (=18
years); trials of 12 weeks
or more duration; studies
of 50 patients or more;
studies reporting respira-
tory side effects for me-
thotrexate and compara-
tor groups separately
Exclusion Criteria: -

Population

Intervention: n=818
receiving methotrexate
Comparison: n=812
comparator treat-
ments (Placebo or
drug)

Outcomes|Results

Primary: Methotrexate
associated increased risk of
lung disease in adults with
psoriasis, psoriatic arthritis,
and inflammatory bowel
disease.

Secondary: -

Results: No association
between an increased risk
of total adverse respiratory
events compared with

comparator agents (relative

risk 1.03, 95 % Cl 0.90 to
1.17). n=3 studies with

n =343 CD patients (n=197

CD under Methotrexate,
n=147 controls) RR 1.07
(0.85 to 1.34)

Author’s Conclusion: Me-
thotrexate did not increase
the risk of respiratory ad-
verse events in the diseases

studies These results should

give doctors and patients
the confidence to consider
the use of this effective
treatment as part of the
shared decision making
process.

Literature/References

Feagan BG (2014) Gastro-
enterology

Feagan BB (2000) N Engl |
Med

Feagan BG (1995) N Engl |
Med

Gottlieb AB (2012) Br |
Dermatol

Kingsley GH (2012) Rheu-
matology (Oxford)

Reich K (2011) N Engl | Med

Saurat JH (2008) Br | Der-
matol

Methodical Notes

Funding Sources: no specific
funding

COl: All authors have completed
the ICMJE uniform disclosure
form at www.icmje.org/coi_di-
sclosure.pdf and declare: no
support from any organisation
for the submitted work; no fi-
nancial relationships with any
organisations that might have an
interest in the submitted work
in the previous three years; no
other relationships or activities
that could appear to have influ-
enced the submitted work. All
authors, external and internal,
had full access to all of the data
(including statistical reports and
tables) in the study and can take
responsibility for the integrity of
the data and the accuracy of the
data analysis.

Study Quality: low risk of bias
Heterogeneity: low
Publication Bias: funnel plot
suggested a low risk of bias
Notes: -

Lorenzetti, R. et al. Higher risk of tuberculosis reactivation when anti-TNF is combined with immunosuppressive agents: a systematic review of
randomized controlled trials. Ann Med. 46. 547 - 554. 2014

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review of n=40 RCTs,
n=7 RCTs dealing with
CD, n=1 RCT with UC
Databases: Medline,
Cochrane databases
Search period: |anuary
2010 - March 2012
Inclusion Criteria: RCTs
english language anti-TNF
used in more than one
disease, namely IFX, ADA,
and CERT that are applied
in RA, ankylosing spondy-
litis (AS), inflammatory
bowel diseases (IBD), pso-
riasis, and psoriatic arthri-
tis (PA).

Exclusion Criteria: <30
patients or with a follow-
up duration <12 weeks
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Population

Intervention: total
n=10100 CD patients
total n=1867, UC pa-
tients total n=728
(controls included)
Treatment: n=2 CD
trials: IFX

n=3 CD

trials: certolizumab
CERT

n=2 CD trial: inflixi-
mab IFX+ AZA
n=1UC trial: IFX
Comparison: total
n=4673 Treatment:
n=2 CD-Trials: Placebo
+ Azathioprine (AZA)
n=5CD

Trials: Placebo n=1 UC
Trial: Placebo

Outcomes|Results

Primary: The risk of TB in
the anti-TNF arms compar-
ed with control group, and
whether there was an asso-
ciation of such risk with
other variables, such as the
type of disease or concomi-
tant medications.
Secondary: -

Results: Overall, 26

(0.26 %) out of 10010 pa-
tients developed TB in the
active treatment group,
corresponding to an inci-
dence rate of 481 cases per
100000 patient-years. No
cases of TB were observed
in the 4673 patients recei-
ving placebo or placebo
plus immunosuppressive
therapy (OR 24.8; 95% Cl
2.4-133;P<0.01).

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Colombel JF (2010) N Engl |
Med

Lemann M (2006) Gastro-
enterology.

Present DH (1999) N Engl |
Med

Sandborn W] (2007) N Engl
] Med

Sandborn W] (2009) Gas-
troenterology

Schreiber S (2005) Gastro-
enterology

Targan SR (1997) N Engl ]
Med

Winter TA (2004) Aliment
Pharmacol Ther

Methodical Notes

Funding Sources: -
COI: The authors declare
no confl icts of interest.
Study Quality: low RoB
Heterogeneity: -
Publication Bias: -
Notes: —
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Stratifying for concomitant
therapy: Higher TB risk: not
significant: anti-TNF in mo-
notherapy (2/5769 vs 0/
4673; OR4;95% Cl 0.2 -
15.7; P <0.5) significant:
anti-TNF agents + MTX or
AZA (24/4241 vs 0/4673;
OR 54;95% CI 5.3 -288;
P<0.001)

Differentiating between
the two types of controls:
Higher risk:

Combination therapy vs
placebo alone (24/4241 vs
0/2941; OR 34;95% Cl
3.3-181;P<0.001)
Combination therapy vs
placebo plus immunosup-
pressive agents (24/4241 vs
0/1732; OR 20;95% Cl 2 -
107; P<0.001)
Differentiating combined
therapy and monotherapy:
TB risk higher (24/4241 vs
2/5769; OR 13.3;95% Cl
3.7-100; P<0.001), in the
former group an incidence
rate of 832 cases per
100000 patient-years and
of 91 in latter group.
Author’s Conclusion: TB
risk with anti-TNF agents
appeared to be increased
when these agents were
used in combination with
methotrexate or azathio-
prine as compared with
monotherapy regimen.

TB risk seemed to be higher
than placebo, even when
monotherapy is prescribed.

Luthra, P. et al. Systematic review and meta-analysis: opportunistic infections and malignancies during treatment with anti-integrin antibodies in
inflammatory bowel disease. Aliment Pharmacol Ther. 41. 1227 - 1236. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review and meta-analysis
(12 RCTs, 5 of which on
ua).

Databases: MEDLINE,
EMBASE, EMBASE Classic,
the Cochrane central re-
gister of controlled trials,
and the Cochrane IBD
Group Specialised Trials
Register.

Search period: Inception
-12.2014.

Inclusion Criteria: Study
type: RCTs Popoulation:
Adults (>90 % of patients
aged > 16 years) with

Population

Intervention: Popula-
tion: Intervention: Non-
qut specific (natalizu-
mab targeting inte-
grins containing the a4
subunit) or gut specific
(vedolizumab targe-
ting a4b7, and etroli-
zumab targeting a4b7
and aEb7) anti- inte-
grin antibodies.
Comparison: Placebo

Outcomes|Results

Primary: Occurrence of any
opportunistic infection or
malignancy with non-gut
specific or gut specific anti-
integrin antibodies. Inclu-
des infection by Myco-
bacterium tuberculosis, |C
virus oral or oesophageal
candidiasis, varicella-zoster
virus infection, herpes zos-
ter infection, cytomegalo-
virus or Epstein-Barr virus
infection, Nocardia infecti-
on, Pneumocytsis jirovecii
infection, Histoplasma
capsulatum infection,
Mycobacterium avium
complex infection, herpes
simplex infection or other

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Ghosh S, (2003) N Engl |
Med

Feagan BG, (2005) N Engl |
Med

Feagan BG, (2013) N Engl |
Med

Sandborn WJ, (2005) N Engl
] Med

Sandborn WJ, (2013) N Engl
] Med

Feagan BG, (2008) Clin
Gastroenterol Hepatol
Parikh A, (2012) Inflamm
Bowel Dis

Sands BE, (2014) Gastro-
enterology

Vermeire S, (2014) Lancet
Rutgeerts PJ, (2013) Gut

Methodical Notes

Funding Sources: None.

COl: Pavit Luthra: None. Laurent
Peyrin-Biroulet: has served as a
consultant to Merck, Abbott, and
UCB Pharma and received spea-
ker’s fees from Merck and Ab-
bott. Alexander C Ford: has re-
ceived speaker’s fees from MSD.
Study Quality: “This was perfor-
med independently by two in-
vestigators, with disagreements
resolved by discussion, and was
assessed according to methods
described in the Cochrane hand-
book. The method used to gene-
rate the randomisation schedule,
the method used to conceal allo-
cation, whether blinding was
implemented, what proportion
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inflammatory bowel
disease.

Intervention: Anti-integrin
antibodies with minimum
duration of therapy of 2
weeks.

Comparison: Placebo.
Outcome: Opportunistic
infections or malignancies
during randomised dou-
ble-blind treatment peri-
od reported in both arms
of the trial. Opportunistic
infections include: Myco-
bacterium tuberculosis,
JC virus, oral or oesopha-
geal candidiasis, varicella-
zoster virus infection,
herpes zoster infection,
Epstein—Barr virus or cy-
tomegalovirus infection,
Nocardia infection, Pneu-
mocytsis jirovecii infec-
tion, Mycobacterium
avium complex infection,
herpes simplex infection
or other unspecified op-
portunistic infections.
Exclusion Criteria: Single
infusion of anti-integrin
antibody, lack of compari-
son arm.

unspecified opportunistic
infections. compared with
placebo.

Secondary: n.a.

Results: 12 studies were
found eligible (four trials of
natalizumab, six of vedoli-
zumab and two of etrolizu-
mab). The RR of developing
an opportunistic infection
was not significantly higher
with non-qgut specific (2.34;
95% C1 0.05-108.72) or
gut specific anti-integrin
antibodies (1.55; 95 % CI
0.16-14.83). The RR was
generally higher in trials of
non-qut specific anti- inte-
grin antibodies with dura-
tion of therapy =52 weeks
(RR=15.00;95% Cl 0.86 -
261), but remained non-
significant. The RR of mali-
gnancy was not elevated
with non-qgut specific (1.57;
95% Cl 0.19-12.74) or gut
specific anti-integrin anti-
bodies (0.78;95% Cl 0.15 -
4.02).

Author’s Conclusion: Ab-

solute numbers of opportu-
nistic infections were higher

with anti-integrin antibo-
dies, but this difference is
not statistically significant.
There was no increased risk
of malignancy detected.
Long-term data in large
prospective cohorts are
needed to further assess
this issue.

Targan SR, (2007) Gastro-
enterology

Sands BE, (2007) Inflamm
Bowel Dis

of patients had incomplete out-
comes data, and whether there
was evidence of selective repor-
ting of outcomes were all recor-
ded. Studies were judged as low
risk of bias, if they were low risk
across all these domains.” Risk
of bias was low (4) and unclear
(8 studies).

Heterogeneity: “The value of I?
ranges from 0% to 100 %, with
0% representing no observed
heterogeneity, and larger values
indicating increasing heteroge-
neity. A value <25 %, accompa-
nied by a P value of >0.10 for the
chi® test, was arbitrarily chosen
to represent low levels of hete-
rogeneity.”

There was significant heteroge-
neity between studies (12=69 %,
P=0.07) in the primary analysis
for non gut specific anti-integrin
antibodies.

Publication Bias: “There were
too few studies containing the
events of interest to reliably as-
sess for evidence of publication
bias, or other small study
effects.”

Notes: Pooling of results from
UC and CD studies likely causes
bias and problems in reprodu-
cing the findings. Study quality
was unclear in 8 out of 12 stu-
dies. Despite the considerable
sample size the opportunistic
infection rates are low, which
naturally aggravates statistical
analysis and the presented
results are non- significant.

Narula, N. et al. Meta-analysis: peri-operative anti-TNFalpha treatment and post-operative complications in patients with inflammatory bowel
disease. Aliment Pharmacol Ther. 37. 1057 - 1064. 2013

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta Analysis
of 18 studies (n=17
retrospect cohort, n=1
prospect case-control)
Databases: MEDLINE,
Embase and PubMed
Search period: 1950 -
December 2012
Inclusion Criteria: (i) ob-
servational design (pro-
spective or retrospective
cohort or case control) or
treatment design (rando-
mised or nonrandomi-
sed); (i) association bet-
ween preoperative
treatment with any anti-
TNFa agent and post-ope-
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Population

Intervention: Post OP
infectious complcati-
ons: N =15 studies with
n =987 Patients under
anti- TNF-therapy
Comparison: Post OP
infectious complca-
tions: N=15 studies
with n=2257 controls

Outcomes|Results

Primary: Rate of subjects
experiencing infectious
complications within 30
days of surgery among
those receiving vs. not re-
ceiving TNFa inhibitor
Secondary: Rates of non-
infectious complications
and overall complications
Results: OR for infectious
post-operative complica-
tions was 1.56 (95 % Cl,
1.09 -2.24, Chi?
=30.92)p=0.006. The rate
of infectious complications
was 21.7 % compared to
14.5 % in the control group,

for an absolute risk increase

of 7.2 % and a number
needed to harm of 14.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Appau K (2008) | Gastro-
intest Surg

Bregnbak D (2012),
Crohns Colitis

Canedo ] (2011) Colorectal
Dis

Coquet-Reinier B (2010)
Surg Endosc

Eshuis E (2013) ] Crohns
Colitis

Ferrante M (2009) Inflamm
Bowel Dis

Kasparek M (2012) Inflamm
Bowel Dis

Kunitake H (2008) | Gastro-
intest Surg

Marchal L (2004) Aliment
Pharmacol Ther
Mascarenhas C (2012) Am |
Surg

Methodical Notes

Funding Sources: Declaration of
personal and funding interests:
None.

COl: Declaration of personal and
funding interests: None.

Study Quality: No RCTs, only
one prospective study.
Heterogeneity: Post OP in-
fectious complications: mode-
rate heterogeneity: I> =55 %
Publication Bias: No publication
bias.

Notes: -
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rative complications after
any surgical intervention
reported;

(i) similar outcomes re-
ported in a control group;
(iv) complications either
reported as infectious or
non-infectious, or listed
individually to allow clas-
sification by the reviewer.
Exclusion Criteria: -

Sensitivity analysis after
exclusion of one study with
the largest effect: (OR 1.49,
95% Cl 1.05 - 2.11)still sta-
tistically significant.

Studies limited to CD, sta-
tist significant increase in
infectious complications
(OR1.93,95% Cl 1.28 -
2.89). Studies limited to UC,
increase was statist not
significant.

Author’s Conclusion: Anti-
TNFa therapies appear to
increase the risk of post-
operative complications.
The increase in risk is small,
and may well reflect resi-
dual confounding rather
than a true biological effect.
Nevertheless, physicians
should exercise caution
when continuing biological
therapies during the peri-
operative period.

Mor | (2008), Dis Colon

Rectum

Nasir B (2010) | Gastrointest

Surg

Norgard B (2012) Aliment

Pharmacol Ther

Rizzo G (2011) Int | Colo-

rectal Dis

Schluender S (2007) Dis

Colon Rectum

Selvasekar C (2007), ] Am

Coll Surg

Syed A (2013) Am ] Gastro-

enterol

Waterman M (2012) Gut

Toussi, S. S. et al. Infections in children and adolescents with juvenile idiopathic arthritis and inflammatory bowel disease treated with tumor necrosis
factor-alpha inhibitors: systematic review of the literature. Clin Infect Dis. 57. 1318 - 1330. 2013

Evidence level| Population

Study Types

Evidence level: 3

Study type: Systematic
Review with n=39 studies
on pediatric pIBD, n=11
prospective, n=17 retro-
spective, n=11 case
reports/series

Databases: PubMed
Search period: 2000 -
2012

Inclusion Criteria: Eng-
lish Language Original
studies that evaluated
TNF- o inhibitor therapy
(infliximab, etanercept, or
adalimumab) in pediatric
(0-18 years) JIA or pIBD
patients

Exclusion Criteria: Stud-
ies that did not mention
collecting data on the
occurrence of infection or
that did not describe any
infection in the manu-
script.

Intervention: pro-
spective + retrospec-
tive studies n=1648
n=1407 Infliximab,
n=241 Adalimumab
Comparison: -

Outcomes|Results

Primary: Infection - inci-
dence, screening, preven-
tion

Secondary: -

Results: In pIBD patients
treated with either adali-
mumab or infliximab, the
incidence of mild infections
ranged from 3% (1/38) to
77 % (46/60), and from 0 %
(0/66) to 10% (6/60) for
serious infections

Author’s Conclusion: Pe-
diatric patients with JIA and
IBD can frequently develop
mild infections and, less
commonly, severe infecti-
ons when treated with infli-
ximab, etanercept, or adali-
mumab. Bacterial, viral, and
fungal infections were all
important etiologies of
serious infections.
Importantly, few pediatric
patients developed

M. tuberculosis, likely
owing to effective scree-
ning for latent tuberculosis.
Unfortunately, the majority
of the studies reviewed had
significant limitations,
making it difficult to ade-
quately assess the extent of
infections that occurred in
this cohort. This includes
limited information about

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature|References

39

Methodical Notes

Funding Sources: T.J.W. is a
Scholar of the Henry Schueler
Foundation and a Scholar of Pe-
diatric Infectious Diseases of the
Sharpe Family Foundation, and
receives support from the SOS
Kids Foundation (grant numbers:
R34HL117 352,
1R01AI103315-01A1).

COl: T.J.W.is aboard member of
iCo; has served as a consultant
for Astellas, ContraFect, Drais,
iCo, Novartis, Pfizer, Methylgene,
SigmaTau, and Trius; has receiv-
ed research grants for experi-
mental and clinical antimicrobial
pharmacotherapeutics from
Astellas, Novartis, Merck, Con-
traFect, and Pfizer. All other
authors report no potential
conflicts.

All authors have submitted the
ICMJE Form for Disclosure of
Potential Conflicts of Interest.
Conflicts that the editors consi-
der relevant to the content of the
manuscript have been disclosed.
Study Quality: he majority of
the studies reviewed had signifi-
cant limitations

Heterogeneity: -

Publication Bias: -

Notes: -
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the frequency, sites of in-
fection, and microbiology.
As mentioned, studies in-
cluded heterogeneous po-
pulations on concomitant
immunosuppressive thera-
py and were not designed
to effectively evaluate for
mild and/or severe infec-
tions.

Future prospective studies
with larger patient popula-
tions, more frequent follow-
up, and a more thorough
assessment of mild and
serious infections would
significantly help clinicians
better understand the
implications of starting a
patient with JIA or pIBD

on TNF-a inhibitors, and
ultimately help to improve
prevention strategies and
management.

Bultman, E. et al. Systematic review: steroid withdrawal in anti-TNF-treated patients with inflammatory bowel disease. Aliment Pharmacol Ther. 32.

313-323. 2010

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review (3 studies on UC,
2 RCTs 1 cohort study).
Databases: Medline.
Search period: Inception
-2009.

Inclusion Criteria: Eng-
lish publications; human
participants, Paediatric
or adult patients with
non- fulminant active UC
or active luminal CD. Pa-
tients received IFX treat-
ment either as induction
therapy (1 -3 infusions
within 10 weeks) or as
maintenance therapy (in-
duction therapy followed
by scheduled infusions),
or adalimumab (ADA) tre-
atment. Articles needed
to describe the effect of
anti-TNF on concomitant
steroid- usage with a
follow-up of at least 26
weeks. Patients in con-
trol-groups may have re-
ceived either placebo or
conventional medication,
or may have served as
their own control by
comparing steroid usage
before and after anti-TNF
therapy. Non-randomized
andor non- controlled tri-
als were included to ensu-
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Population

Intervention: Main-
tenance therapy using
Infliximab (in case of
UC), discontinuation of
corticosteroids.
Comparison: -

Outcomes|Results

Primary: Discontinuation
of corticosteroids (%) du-
ring Infliximab mainte-
nance therapy.

Secondary: -

Results: Overall, between
24 % and 38 % of the adult
patients treated with corti-
costeroids at baseline du-
ring infliximab maintenance
therapy were able to dis-
continue corticosteroids.
Of the adult patients not
treated with corticosteroids
at baseline, between 72 %
and 91 % stayed off steroids
without surgery during
follow-up.

Author’s Conclusion: In
conclusion, although con-
sensus on the definition of
corticosteroid- sparing is
lacking, it seems that up to
two-thirds of the patients
are still in need of conco-
mitant corticosteroid treat-
ment despite treatment
with infliximab. It seems
that in children with a shor-
ter duration of disease, the
corticosteroid-sparing is
higher compared with that
in the adult population. To
avoid combination therapy
with immunosuppressants
and thus to lower the risk of
severe infections, it may be
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Rutgeerts P, (2005) N Eng |
Med

Cucchiara S, (2008) Dig
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Methodical Notes

Funding Sources: None.

COl: C.J. van der Woude has
served as a speaker, a consultant
and an advisory board member
for Abbott Laboratories, Shire,
Schering- Plough and Centocor,
and has received research fun-
ding from Abbott Laboratories
and Schering-Plough.

We thank Centocor and Abbott
Laboratories for providing addi-
tional data.

Study Quality: The quality of
the studies was assessed by one
author. The risk for bias was ra-
ted by assessing sequence gene-
ra- tion, allocation concealment,
blinding, incomplete out- come
data and selective outcome
reporting.

Heterogeneity: n.a.
Publication Bias: n.a.

Notes: Only one database was
searched (Medline). Certain
search terms could have been
rephrased to included more
studies (f.e. steroid- sparing).
Selection, extraction and assess-
ment of study data and quality
was performed by a single inves-
tigator. Study quality was inves-
tigated but not reported, neither
as individual results nor as overall
quality. Outcome of steroid spa-
ring lacks consensus between
the studies. Results for pediatric
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re a broad overview about
the steroid-sparing effect
of anti-TNF.

Exclusion Criteria: Exclu-
sion criteria were: no full
paper available, no clear
distinction between UC
and CD patients, patients
with fistulizing disease or
fulminant colitis, anti-TNF
treatment schedule un-
known or episodic IFX
treatment.

necessary to introduce
biologicals earlier in the
course of disease.

studies should not be considered
due to sample size (n=8).

Wu, X.W. et al. Helicobacter pylori infection and inflammatory bowel disease in Asians: a meta-analysis. World ] Gastroenterol. 21. 4750 - 4756. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
Review and Meta Analysis
with n=10 case-control
studies

Databases: PubMed,
EMBASE, the Cochrane
Library

Search period: -June
2014

Inclusion Criteria: stud-
ies that (1) investigated
the relationship between
H. pylori infection and
IBD; (2) used a case-con-
trol, crosssectional, or
cohort design; (3) specifi-
cally included an Asian
population

Exclusion Criteria: stud-
ies that (1) used data
from a previously publis-
hed study; (2)included a
pediatric population.

Population

Intervention:
n=1299 IBD patients
Comparison: n=1817
controls

Outcomes|Results

Primary: H. pylori detec-
tion

Secondary: -

Results:

1.1BD

The pooled RR of H. pylori
infection rate in IBD pa-
tients compared to controls
was 0.48 (95 %Cl:0.43 -
0.54; P<0.001).

2. CD patients

Nine studies included 751
CD patients and 1696
controls.

The rate of H. pylori infec-
tion in CD patients was
21.3 % compared with

47.7 % in the control groups
(RR=0.43, 95%Cl: 0.37 -
0.50; P <0.001).

3.uc

Six studies included 548 UC
patients and 1025 controls
(Fig. 4). The rate of H. pylori
infection was 29.9 % in UC
patients vs 52.5 % in the
control groups (RR=0.55,
95%Cl: 0.48-0.64; P
<0.001).

Author’s Conclusion: The
H. pylori infection rate in
Asian IBD patients is signi-
ficantly lower than in non-
IBD patients, indicating that
infection protects against
the development of IBD.

Literature/References

Ando T (2008) | Gastroen-
terol Hepatol

Furusu H (2002) Hepato-
gastroenterology

Hong CH (2009) Korean |
Gastroenterol

Jin X (2013) Int | Med Sci
Matsumura M (2001) | Gas-
troenterol

Moriyama T (2005) Aliment
Pharmacol Ther

Pang Z (2009) Shijie Huaren
Xiaohua Zazhi

Song M| (2009) Korean |
Gastroenterol

Xiang Z (2013) World |
Gastroenterol

Zhang S (2001) ] Clin
Microbiol

Methodical Notes

Funding Sources: -

Col: -

Study Quality: case-control
studies

Heterogeneity:

1) IBD no significant heteroge-
neity (12=21%).

2) Crohns significant heteroge-
neity (12=43%).

3) UC no significant heteroge-
neity(12=0%).

Publication Bias: no statistically
significant evidence of publica-
tion bias (P=0.203).

Notes: -

Rokkas, T. et al. The association between Helicobacter pylori infection and inflammatory bowel disease based on meta-analysis. United European
Gastroenterol J. 3. 539-550. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Meta-Analy-
sis (33 cohort and case
control studies)
Databases: PubMed,
MEDLINE and Embase
Search period: Inception
-09.2014.

Population

Intervention: 4400
IBD patients (1940 UC
patients) and 4763
controls.
Comparison: -

Outcomes|Results

Primary: Association anal-
ysis between H.pylori in-
fection in IBD patients vs.
controls.

Secondary: Percentage of
H.pylori infection in IBD
cases and controls, sub-
group analysis for CD, CU.
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Methodical Notes

Funding Sources: This research
received no specific grant from
any funding agency in the public,
commercial, or not-for-profit
sectors.

COI: None declared. Study Qua-
lity: No assessment of individual
study quality was performed.
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# Thieme

Inclusion Criteria: -
Inclusion criteria were:
(1) published as full arti-
cle, (2) include data for
retrieval on the associa-
tion between H. pylori in-

fection and IBD in humans

and (3) H. pylori infection
was confirmed by serolo-
gy and/or histology and/
or urea breath test (UBT)
and/or rapid urea test
(RUT) and|or culture.
Exclusion Criteria: Stud-
ies that did not meet the
aforementioned criteria
and duplicate publicati-
ons were excluded. When
two papers reported the
same study, the publica-
tion that was more infor-
mative was selected.

Results: Overall 26.5 % of
IBD patients were positive
for H. pylori infection, com-
pared to 44.7 % of individ-
uals in the control group.
There was significant hete-
rogeneity in the included
studies (Q=137.2, df
(Q)=32,12=77%,
p<0.001) and therefore the
random-effects model of
meta-analysis was used.
The obtained pool RR esti-
mation was 0.62 (95 % con-
fidence interval (Cl) 0.55 -
0.71, test for overall effect
Z=-7.04,p<0.001). There
was no evidence of publica-
tion bias.

Subgroup analyses:
showed significant results
for both diseases, with a
greater effect for CD (0.38
(0.31-0.47), Z=-8.98,
p<0.001) when compared
to UC (0.53 (0.42-0.67),
Z=-5.39, p<0.001). Signifi-
cant heterogeneity in the
included studies for both
diseases; CD: Q=66.67,

df (Q)=27,12=59.5%,
p<0.001 and UC:
Q=55.33, df (Q) =21,
2=62%, p<0.001.
Author’s Conclusion: The
results of this meta-analysis
showed a significant nega-
tive association between H.
pylori infection and IBD that
supports a possible pro-
tective benefit of H. pylori
infection against the deve-
lopment of IBD.

Oberhuber G, (1997)
Gastroenterology

Parente F, (1997) Scand |
Gastroenterol

Wagtmans MJ, (1997)
Scand | Gastroenterol
D’Inca R, (1998) Dig Dis Sci
Duggan AE, (1998) Gut
Pearce CB, (2000) Eur |
Gastroenterol

Parente F, (2000) Am |
Gastroenterol

Matsumura M, (2001)
Gastroenterol

Parlak E, (2001) ] Clin
Gastroenterol

Vare PO, (2001) Scand |
Gastroenterol

Feeney MA, (2002) Eur |
Gastroenterol Hepatol
Furusu H, (2002) Hepato-
gastroenterology
Guslandi M, (2002) Hepa-
togastroenterology
Pascasio |M, (2003) Pediatr
Dev Pathol

Piodi LP, (2003) ] Clin Gas-
troenterol

Triantafillidis JK, (2003)
Hepatogastroenterology
Oliveira AG, (2004) ] Clin
Microbiol

Prénai L, (2004) Helico-
bacter

Oliveira AG, (2006) Helico-
bacter

Sladek M, (2007) Przegl Lek
Ando T, (2008) | Gastroen-
terol Hepatol

Lidar M, (2009) Ann N Y
Acad Sci

Song M|, (2009) Korean |
Gastroenterol
Garza-Gonzalez E, (2010)
Int ] Immunogenet
Pellicano R, (2010) Rev Esp
Enferm Dig

Varas-Lorenzo M| (2010)
Rev Esp Enferm Dig

Zhang S, (2011) J Clin
Microbiol

Jin X, (2013) Int ] Med Sci
Xiang Z, (2013) World |
Gastroenterol

Heterogeneity: Heterogeneity
between studies was evaluated
with the Cochran Q-test and it
was considered to be present if
the Q-test provided a p value of
less than 0.10. In addition I? sta-
tistic was used to measure the
proportion of inconsistency in
individual studies that could not
be explained by chance, with
12>50 % representing substantial
heterogeneity.

Publication Bias: The likelihood
of publication bias was assessed
by constructing funnel plots,
which were obtained by plotting
the log RRs vs SE of individual
studies. Their symmetry was
estimated by Egger’s regression
test and the Begg and Mazumdar
adjusted rank correlation test
whereas the adjustment for pu-
blication bias, i. e. calculation of
the number of studies missing
from the meta-analysis was esti-
mated using Duval and Twee-
die’s nonparametric “trim and
fill” rank-based method.

Notes: No assessment of indi-
vidual study quality was perfor-
med. Forrest plots do no display
sample sizes and weight of indi-
vidual studies. High amount of
heterogeneity between the
studies (Q=137.2, df (Q)=32,
12=77 %, p<0.001). This was
addressed and explored using
subgroup analyses, meta-regres-
sion by publication year,

and sensitivity analysis, but there
heterogeneity is still substantial.

Anderson, ].L. et al. Systematic review: faecal microbiota transplantation in the management of inflammatory bowel disease. Aliment Pharmacol

Ther. 36. 503 -516. 2012

Evidence level|
Study Types

Evidence level: 4
Study type: Systematic
review (17 case series
articles)

Databases: MEDLINE;
EMBASE; CENTRAL (The
Cochrane Library);

e380

Population

Intervention: Patients:
41 patients, (27 CU
patients). Intervention:
Fecal microbiota trans-
plantation (FMT).
Comparison: Any
comparator or none.

Outcomes|Results

Primary: Management of
IBD

Secondary: Managment of
C.difficile in IBD patients
Results: There were nine
case series/case reports of
patients receiving FMT for
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Literature/References
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Methodical Notes

Funding Sources: The systema-
tic review was internally funded.
COI: KW has served as a speaker
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has received research funding
from Crohn’s and Colitis UK,
British Dietetic Association,
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CINAHL; Web of Science;
BIOSIS; SCOPUS; BIOMED
CENTRAL; NHS Evidence +
hand searching of jour-
nals: Gastroenterology;
Gut; Journal of Crohn’s
and Colitis; Inflammatory
Bowel Diseases.

Search period: Inception
-10.2011

Inclusion Criteria:
Patients with IBD of any
age; intervention fecal
microbiota transplanta-
tion, with or without
comparator group; out-
comes: any relevant out-
come. Any RCT, non-ran-
domised controlled trials,
uncontrolled trials, case
series or case reports of
any study duration. Eng-
lish and foreign language
reports included.
Exclusion Criteria: Ani-
mal or in vitro studies.

management of their IBD,
and eight where FMT was
for the treatment of in-
fectious diarrhoea in IBD.
These 17 articles reported
on 41 patients with IBD (27
UC, 12 Crohn’s, 2 unclas-
sified) with a follow-up
period of between 2 weeks
and 13 years. Where repor-
ted, FMT was administered
via colonoscopy/enema
(26/33) or via enteral tube
(7/33). In patients treated
for their IBD, the majority
experienced a reduction of
symptoms (19/25), cessa-
tion of IBD medications (13/
17) and disease remission
(15/24). There was resolu-
tion of C.difficile infection
in all those treated for such
(15/15).

Author’s Conclusion: De-
spite the relative paucity of
information specifically in
IBD, there is limited, weak
evidence that FMT has the
potential to be an effective
and safe treatment for IBD,
at least when standard tre-
atments have failed or are
unacceptable to the pa-
tient. Well-designed rando-
mised, controlled trials are
necessary to confirm the
positive findings from case
reports, to evaluate safety
and to develop optimal
protocols for the use of FMT
in IBD, prior to this beco-
ming a standard part of
clinical therapy.

Wettstein A, (2007) United
European Gastroenterology
Federation

Borody TJ, (1989) Med |
Australia

Mellow M, (2010) Am |
Gastroenterol

Borody T, (2011) Am |
Gastroenterol

You D, (2011) Am | Gastro-
enterol

Borody T, (2011) Am |
Gastroenterol

Borody T, (2001) Probiotics,
Prebiotics and New Foods
Conference, Universita
Urbaniana, Rome

Vermeire S, (2012) Gastro-
enterology

Zainah H, (2012) Case Rep
Infect Dis

Borody TJ, (2003) | Clin
Gastroenterol

Bennet |D, (1989) Lancet
Angelberger S, (2012) In
ECCO Conference Abstracts
Watson |B, (2012) Gastro-
enterology

Neelakanta A, (2012)
Gastroenterology

Healthcare Quality Improvement
Partnership and Californian Dried
Plum Board. KW is an employee
of King’s College London.

Study Quality: n.a.
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: No assessment of study
quality. Lack of primary literature
presented in the article, despite
thorough search. No separate
results for UC patients. Variabi-
lity and missing details in the
protocol of FMT regarding pre-
paration and administration.
Very limited evidence available.

Dulai, P.S. et al. Risks of serious infection or lymphoma with anti-tumor necrosis factor therapy for pediatric inflammatory bowel disease: a syste-
matic review. Clin Gastroenterol Hepatol. 12. 1443 - 1451; quiz e88 - 89. 2014

Evidence level|
Study Types

Evidence level: 3

Study type: Systematic
review (5 RCTs, 7 case
series, 53 cohort studies).
Databases: MEDLINE/
Pubmed, Cochrane
Library, Web of Know-
ledge, Embase.

Search period: Inception
-2013.

Inclusion Criteria: Ran-
domized controlled trials,
cohort studies, or case
series; 5 or more conse-
cutive patients (to avoid
selection bias); published
articles or meeting abs-
tracts; treatment inclu-

Population

Intervention:
Population: 5528 Pa-
tients and 9516 years
of patient- years of fol-
low up. Pediatric (<18
years) and Adult pa-
tients (> 18 years).
Mean age 13.6£2.2
years, 56 % male. 11%
UC patients (608).
Intervention: Treatment
with anti-TNF therapy
(infliximab, adalimu-
mab).

Comparison: immu-
nemodulator therapy;
adult IBD patients.

Outcomes|Results

Primary: Absolute rate of
serious infection, lympho-
ma, and death.

Secondary: Rate of lympho-
ma with anti-TNF therapy in
pediatric IBD with the ex-
pected rate of lymphoma
among pediatric subjects
not exposed to anti-TNF
agents and adult IBD pa-
tients exposed to anti-TNF
agents.

Results:

Infection risk: The rate of
serious infections among
pediatric patients treated
with anti-TNF agents (352/
10000 Patient years follow
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Study Quality: n.a.
Heterogeneity: n.a.
Publication Bias: n.a.

Notes: No evaluation of study
quality, publication bias.
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# Thieme

ded infliximab (IFX) for
Crohn’s disease, ulcera-
tive colitis, or indetermi-
nate colitis, and/or adali-
mumab (ADA) for Crohn’s
disease; population of pe-
diatric patients (<18 y);
clearly reported adverse
outcomes and follow-up
evaluation. Studies inclu-
ding both adult (>18'y)
and pediatric patients
were included if pediatric
data were reported sep-
arately or if the median
age at anti-TNF initiation
was 18 years or younger.
Exclusion Criteria: eview
articles and case series
with fewer than 5 patients
were excluded. Given the
lack of a clear denomina-
tor at risk, studies repor-
ting on adverse event
registry databases were
excluded. Studies with in-
sufficient data for adverse
outcomes and follow-up
evaluation were excluded
only after attempting to
contact the primary
author(s).

e382

up (PYF) was similar to that
of pediatric patients who
received immunomodula-
tor monotherapy (333/
10000 PYF; standardized
incidence ratios (SIR), 1.06;
95 % confidence interval
[Cl], 0.83 - 1.36), but signi-
ficantly lower than the
expected rate for pediatric
patients treated with ste-
roids (730/10 000 PYF; SIR,
0.48;95% Cl, 0.40-0.58)
or adults treated with anti-
TNF agents (654/10 000
PYF; SIR, 0.54; 95 % Cl,
0.43-0.67).

Mortality: Five treatment-
related deaths occurred

(4 from sepsis and 1 from
arrhythmia).

Lymphoma: Two patients
developed lymphoma (2.1/
10000 PYF). This value was
similar to the expected rate
of lymphoid neoplasia in
the entire pediatric popula-
tion (5.8/100 000 PYF; SIR,
3.5;95% Cl, 0.35-19.6),
and lower than the popula-
tion of pediatric patients
receiving thio- purine mo-
notherapy (4.5/10 000 PYF;
SIR, 0.47;95% Cl, 0.03 -
6.44), and among adults
treated with anti- TNF
agents (6.1/10 000 PYF;
SIR, 0.34;95% Cl, 0.04 -
1.51).

Author’s Conclusion: Based
on a systematic review, the
risk of lymphoma was no
greater among children
with IBD who received anti-
TNF therapy than those
treated with other IBD the-
rapies or adults treated with
anti-TNF agents. The rate
of serious infection was
significantly lower among
pediatric patients with IBD
treated with anti-TNF
agents than those treated
with steroids, or adults with
IBD who received anti-TNF
therapy.
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AG 5: Ist das laparoskopische dem offenen Vorgehen bei der restaurativen Proktokolektomie vorzuziehen?

Bewertungsvorlage:
Oxford SR

Ahmed, Ali Usama et al. Open versus laparoscopic (assisted) ileo pouch anal anastomosis for ulcerative colitis and familial adenomatous polyposis.
Cochrane Database of Systematic Reviews 2009

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 11 tri-
als (1 RCT, 4 prospective
non- RCT, 6 non-RCT with
retrospective or not de-
scribed data- collection)
Databases: Cochrane
IBD/FBD Group Specialized
Trial Register, Cochrane
Library (including The
Cochrane Database of Sys-
tematic Reviews, Database
of Abstracts of Reviews of
Effects (DARE), The Coch-
rane Central Register of
Controlled Trials (CEN-
TRAL), Health Technology
Assessment (HTA) Data-
base, NHS Economic
Evaluation Database),
MEDLINE, EMBASE, ISI
Web of Knowledge (Web
of Science), Web casts of
the annual meetings of the
American Society of Colon
and Rectal Surgeons
(ASCRS)

Search period: 1990 -
April 2007

Population

Intervention: Overall:
607 patients (516 pa-
tients with UC and 89
with familial adenoma-
tous polyposis [FAP]).
Laparoscopic IPAA
(253 patients [41 %]):
Procedures started as
laparoscopic procedu-
re, with creation of any
kind of pneumoperito-
neum (by Veress need-
le or open introduc-
tion) or mechanical
abdominal wall lift, ir-
respective of the num-
ber of trocars used.
Laparoscopic- assisted
IPAA: Procedures in
which an additional
small incision laparo-
tomy was used (e.g.
Pfannenstiel or sub-
umbilical midline inci-
sion) to facilitate the
laparoscopic IPAA pro-
cedure. Age (range):
25 (12-61) - 32 (16-

Outcomes|Results

Primary: Mortality
Complications:
Intraoperative complications:
all complications occurring
and detected intraoperati-
vely, like small bowel perfo-
ration and severe intraoper-
ative bleeding.

Procedure specific complica-
tions: pouch failure, pelvic
sepsis, pouch fistula, anas-
tomotic leakage and
strictures.

Severe postoperative compli-
cations: e.g. intra-abdomi-
nal abscesses, bleeding,
sepsis, burst abdomen
(Platzbauch) and myocar-
dial infarction.

Total complications: total
number of all complications
per study.

Procedure specific complica-
tions: Pouch failure: pouch
excision or a non-functio-
ning pouch at 12 months
after IPAA procedure. Pelvic
sepsis: pelvic abscess, anas-
tomotic leakage or dehis-
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Methodical Notes

Funding Sources: Not stated.
COl: Declarations of Interest:
None.

Study Quality: Assessed with
modified MINORS. Differences
only in 3 items:

Prospective collection of data:
5 trials (45 %) scored ’ade-
quate’, 6 trials (55 %) scored
’unclear/ inadequate’,
Contemporary groups of ca-
ses and controls: 7 trials (64 %)
scored "adequate’ and 4 trials
(36 %) scored "unclear/inade-
quate’,

Baseline equivalence of
groups: 7 trials (64 %) scored
’adequate’, 4 four trials (36 %)
scored 'inadequate’.
Heterogeneity: No heteroge-
neity found apart in analyses of
operative time (Chi?=11.02,
p=0.01, 12=73%), blood loss
(Chi2=2.70, p<0.10, 2=63.0%),
time to bowel movement
(Chi2=6.74, p=0.03, 2=70%).
Publication Bias: Funnel plot on
total complications did not indi-
cate arguments for bias.
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Inclusion Criteria:

Types of studies

(1) Randomised clinical
trials and non-randomi-
sed controlled clinical tri-
als comparing open IPAA
versus LA-IPAA; (2) Direct
comparison of open IPAA
vs LA-IPAA, irrespectively
of randomisation, pro-
spective data collection,
number of patients or
language of the article
Types of participants:
Patients with UC or FAP
who underwent an IPAA
procedure

Types of Interventions:
Any type of open IPAA
compared to any type of
LAIPAA.

Types of outcome
measures:

Primary outcome measu-
res: Mortality and compli-
cations (except minor
complications).
Secondary outcome mea-
sures: All other outcomes
assessed in the compari-
son of the two operative
techniques. These inclu-
ded minor complications,
operative time, operative
blood loss, time to bowel-
movement, time to regu-
lar diet, hospital stay,
readmission rate, reopera-
tion rate, incision length,
cosmesis, functional out-
come (faecal and sexual
function) and costs.
Exclusion Criteria: Stud-
ies including mainly pa-
tients with other diseases
(unless data presented for
UC and FAP patients se-
parately). When multiple
studies have overlapping
patient populations, only
the most recent publica-
tion was included.

e384

69) years. Sex (M:F):
6:27 - 15:5.
Comparison: Open
IPAA (354 [59 %] pa-
tients): All other cases
than interventions
described as laparos-
copic. Age (Mean/ ran-
ge): 26 (9-61) - 39.6
(17.7) years. Sex (M:F):
6:27 -15:5.

cence or pelvic/perineal
wound infection. Pouch fis-
tula: any pouch related fis-
tula. Stricture: anastomotic
fibrosis necessitating dilata-
tion.

Functional outcome: Defeca-
tion frequency: times of
defecation per day, night or
per 24 hours. Mild faecal
incontinence: soiling or
spotting in underwear.
Severe faecal incontinence:
regularly severe leakage or
faecal loss or passive faecal
incontinence. Urge faecal
incontinence: inability to
defer defecation more than
15 minutes after first urge.
Sexual dysfunction: retro-
grade ejaculation, erection
disorder or dyspareunia.
Secondary: All other outco-
mes assessed: minor com-
plications, operative time,
operative blood loss, time
to bowelmovement, time to
reqular diet, hospital stay,
readmission rate, reopera-
tion rate, incision length,
cosmesis, functional out-
come (faecal and sexual
function) and costs.

Mild postoperative complica-
tions: e.g. including pro-
longed ileus, wound infec-
tions, urinary tract
infections, urinary reten-
tion, pleural effusion, late
incisional hernia, and deep
venous thrombosis. Other
postoperative complica-
tions were categorized
appropriately at first
encounter.

Results: Mortality reported
in the 9 trials including 232
patients in laparoscopic
group + 323 patients in
open group. 1 study with
one death in open group.
No statistically significant
difference.

Complications:
Intraoperative complications
reported in the 5 trials
including 130 patients in
laparoscopic group +230
patients in open group.

No statistically significant
difference.

Procedure specific complica-
tions reported in the 8 trials.
Differences not statistically
significant (RR=0.81; 95 %
Cl10.32,2.02).

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Notes: Last search ended 2 years
before publication. Most study
reported only short-term outco-
mes (6 studies until discharge,

1 study until 30 days, 1 study until
90 days, 1 study >12 months,

1 study with mean 16 months, 1
study >3 years). High risk of bias
due to inclusion of non-randomi-
sed studies.
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Severe complications report-
ed in 9 trials. Differences
not statistically significant
(RR=0.65;95% Cl 0.29,
1.48).

Minor complications report-
ed in 9 trials. Differences
not statistically significant
(RR=1.05;95% Cl 0.78,
1.47).

Total complications consis-
ted of sum of all complica-
tions in aforementioned
categories. No significant
differences (RR=0.91; 95 %
C10.73,1.14).

Operative time sufficiently
reported in 5 trials. RCT
showed increase in median
operative time from 133
(range 97 to 260) for open
IPAA to 214 (range 149 to
400) for laparoscopic
approach (p<0.001). Meta-
analysis of 4 non-RCTs
showed significantly longer
operative time in laparos-
copic group (weighted
mean difference

[WMD] =92 minutes; 95 %
Cl 53 to 130).

Blood loss sufficiently re-
ported in 3 trials. No signif-
icant difference in RCT and
pooled analyses of non-
RCT.

Time to bowel movement
reported by three non-RCTs
including 141 in laparosco-
pic group and 231 patients
in open group. Only pooled
data from sensitivity analy-
ses imputing data for me-
ans and SD from 2 trials
available. Significant shor-
ter time to bowel move-
ment in laparoscopic group
(WMD =-1.96 days; 95% Cl
-3.45, -0.46).

Time to regular diet reported
in 6 trials. No significant
difference in RCT and poo-
led analyses of non-RCT.
Hospital stay reported in 9
trials. No significant diffe-
rence showed in RCT. Poo-
led analyses of 4 non-RCTs
including 48 patients in the
laparoscopic and 40 in the
open group: Significantly
shorter hospital stay for la-
paroscopic procedure com-
pared to open technique
(WMD -2.66 days; 95% Cl
~4.28,-1.04).

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Readmission rate reported in
2 trials. Differences not
statistically significant.
Re-operation rate reported
in 7 trials. Differences not
statistically significant (RR
0.74;95% C10.32 to 1.71).
Incision length reported in
2 studies. Sensitivity analy-
sis with imputed data inclu-
ding 27 patients in laparos-
copic and 30 patients in
open group: significantly
shorter incision in laparos-
copic group (WMD -7.79
cm; 95 % Cl -9.68, -5.9).
Cosmesis reported in 2 stu-
dies. RCT showed signifi-
cant increase from mean of
14.7 points in open group
to 18.5 in laparoscopic
groups (SD not reported,
p=0.01). 1 Non-RCT re-
ported increase from a
mean of 16 (4.6) points in
the open to 19.8 (4.6) in the
laparoscopic group
(p=0.03).

Functional outcome:
Defecation frequency re-
ported in 4 trials. Pooling
data not possible due to
inconsistencies in reporting
of results.

Faecal incontinence reported
in 4 trials. Pooling data not
possible due to inconsisten-
cies in reporting of results.
Costs reported in 1 trial.
Operative costs significantly
higher in laparoscopic
group. No significant diffe-
rence in overall total costs
(including costs for hospital
stay, relaparotomies and
readmission, etc).

Author’s Conclusion: The
laparoscopic IPAAIs a safe
procedure, that could be
performed successfully in
centres experienced in lapa-
roscopic and restorative
pouch surgery. The laparos-
copic approach seems to be
associated with some short-
term advantages regarding
postoperative recovery, but
these advantages seem to
be limited and their clinical
significance is arguable. For
a complex operation like the
IPAA other outcomes, like
specific complications, long-
term functional outcome,
cosmesis and costs aremore
likely to influence the choice

Lynen Jansen P et al. S3-Leitlinienreport - Colitis

... Z Gastroenterol 2018;56: e181-e459
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of the operative technique.
This review have shown that
for cosmesis there are some
data favouring the laparos-
copic approach, but that the
evidence is still inconclusive
and more research is need-
ed before a general recom-
mendation can be made.
There is also some evidence
that costs, a crucial item in
today’s health care, may
not become a decisive item
in the decision between
open and laparoscopic IPAA.

Bartels S. A. et al. Systematic review and meta-analysis of laparoscopic versus open colectomy with end ileostomy for non-toxic colitis. Br ] Surg. 100.

726-733.2013

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 9
studies (6 cohort, 3 case-
matched studies)
Databases: MEDLINE
(PubMed), Embase
(Ovid), Cochrane Databa-
se of Systematic Reviews
and Central Register of
Controlled Trials (Wiley)
Search period: Inception
-Jun 122012

Inclusion Criteria: Not
described.

Exclusion Criteria: Not
described.

Population

Intervention: Total:
966 patients included.
4 studies included CD
and UC patients.
Mean age comparable
between groups in 6
studies, 3 studies with
significantly different
age at baseline. Other
baseline data relatively
homogeneous; sex did
not differ between
groups in any study,
baseline difference in
BMI in 1/7 studies that
detailed it. Duration of
(short-term) follow-up
30 days in 3 studies
and not defined in
remaining studies. 2
studies included only
patients who also had
completion proctecto-
my in a second stage.
Laparoscopic colecto-
my with end ileosto-
my: 421 patients.
Included Procedures:
(Sub)Total colectomy,
two- or three-stage
restorative proctoco-
lectomy, end ileosto-
my and mucous fistula,
sigmoidostomy. Inclu-
ded interventions:
Hand-assisted laparos-
copic surgery (i. a. via
Pfannenstiel incision),
straight laparoscopy,
single-incision laparos-
copic surgery, extrac-
tion via stoma site or
transrectally, extrac-
tion via 7-cm parame-
dian incision, extrac-
tion via hand port,

Outcomes|Results

Primary: Conversion rate:
defined as unplanned lapa-
rotomy or extension of the
initial extraction site, any
unplanned incision or a
planned incision longer
than 6 cm for specimen ex-
traction, a midline incision,
or no definition was given.
Secondary:

Duration of operation:
operating room time, time
from skin incision to wound
closure, or no definition was
provided.

Reoperation: further ope-
ration within 30 days after
the index operation or no
definition was given.
Wound infection: signs of
infection or purulent drai-
nage, requiring deliberate
opening of the wound or
antibiotic treatment, and a
positive culture or no defi-
nition was given.

lleus: absence of adequate
bowel function on day 5 af-
ter surgery, or the need to
insert a nasogastric tube
because of abdominal dis-
tension, nausea or emesis
after starting a liquid diet,
in the absence of mecha-
nical obstruction(imaging
studies or operation) or no
definition was given.
Gastrointestinal bleeding and
intra-abdominal abscess: not
defined in any of the studies
that reported on these out-
comes.

Length of stay: total post-
operative stay, hospital stay
including readmission for
complications, overall

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: Not stated.
COI: Disclosure: The authors
declare no conflict of interest.
Study Quality: Data collected
retrospectively in 7 studies. As-
sessment of the endpoints was
not unbiased (unblinded) in any
of the studies. Overall quality
stated as “average”, but results
of quality assessment with
MINORS not presented.
Heterogeneity:

Conversion rate: Not stated.
Duration of operation: No meta-
analysis possible due to conside-
rable variation in definitions and
statistical heterogeneity.
Reoperation: 1°=0%

Wound infection: Chi- Squa-
re=4.03, 6 df, P=0.67; 1°=0%
lleus: 12 =40 % Gastrointestinal
bleeding: 12=1%
Intra-abdominal abscess: Chi-
Square =0.04, 2 df, P=0.98;
12=0%

Length of stay: Chi- Square =0.85,
5df, P=0.97;1°=0%

Mortality: 12=0%

Publication Bias: Not investi-
gated.

Notes: No inclusion/ exclusion
criteria described. Combined
analyses of UC and CD patients
since 4 studies included CD and
UC patients. High risk of selecti-
on bias resulting from included
study types.

Overestimation of effect likely.
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suprapubic or left lo-
wer quadrant incision
or stoma site, extracti-
on via (5-cm) incision
in right iliac fossa, ex-
traction via incision in
right lower quadrant.
Comparison: Laparos-
copic colectomy with
end ileostomy: 545 pa-
tients.

length of stay, or no defini-
tion was given. Mortality:
death within 30 days after
index operation, and/or
death occurring in hospital,
or no definition was given.
Results:

Conversion rate: 9 studies
with 421 patients: 5.5 %
(95% Cl; 3.6, 8.4) for the
laparoscopic group.
Duration of operation: No
meta- analysis possible due
to considerable variation in
definitions and statistical
heterogeneity.

Reoperation: 8 studies with
918 patients: RR=0.83
(95% Cl; 0.51, 1.34;
P=0.44) in favour of lapa-
roscopic resection.

Wound infection: 7 studies
with 824 patients: RR=0.60
(95% Cl; 0.38, 0.95;
P=0.03, I>=0%) indicating
a significant difference in
favour of the laparoscopic
group. Risk difference =6 %
(95% Cl; 2,9). NNT=19
(95% ClI; 11, 70).

lleus: 7 studies with 824
patients: RR=0.83 (95 % Cl;
0.43,1.61; P=0.58).
Gastrointestinal bleeding: 5
studies with 367 patients:
RR=1.03 (95% Cl; 0.25,
4.24;P=0.97)
Intra-abdominal abscess: 3
studies with 186 patients:
RR=0.27 (95% Cl; 0.08,
0.91; P=0.04, 1>’=0%) in fa-
vour of laparoscopic resec-
tion. Risk difference=9.1%
(95%Cl; 1.6, 16.8). NNT=11
(95% Cl; 6, 63).

Length of stay: Data from 6
studies with 758 patients
available: Mean diffe-
rence =3.17 days (95 % Cl;
2.37,3.98; P<0.001,

12=0 %) favouring laparos-
copic surgery.

Mortality: 8 studies with 918
patients: RR=0.46 (95 % Cl;
0.07,3.07; P=0.42).
Author’s Conclusion:
Where the procedure can
be completed laparoscopi-
cally, there may be short-
term benefits over open
colectomy for colitis. These
results cannot be generali-
zed to critically ill patients in
need of an emergency sub-
total colectomy.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Evidence level|
Study Types

Evidence level: 2

Study type: SR of 16
controlled clinical studies
Databases: Medline
(PubMed)Embase, Web
of Science, Best Evidence,
Cochrane Database of
Systematic Reviews,
Database of Abstracts of
Reviews of Effectiveness,
Cochrane Controlled
Trials Register, Chinese
biomedical databases
CBM-disk and CNKI
Search period: Jan 1992
- May 2008

Inclusion Criteria: (1) All
controlled studies com-
paring laparoscopic sur-
gery with open surgery
for UC; (2) Patients with
different degrees and sta-
ges in each study; (3)
Studies which had been
published in full text; (4)
Trials primarily comparing
at least one of the follo-
wing outcomes on lapa-
roscopic surgery were
eligible: overall complica-
tion rate, peritoneal ab-
scess, anastomotic leaka-
ges, postoperative bowel
obstruction, wound in-
fection, bleeding amount,
mortality, operating time,
postoperative hospital
stay, postoperative fas-
ting time, and re-opera-
tion rate.

Exclusion Criteria:

(1) Studies that did not
provide statement of in-
formed consent, patient
selection, study design,
and measurement index;
(2) Studie only available as
abstract; Multiple publis-
hed reports from the
same study and incom-
plete studies.

Population

Intervention: Overall:
923 patients included.
When stated, no sig-
nificant differences
were found among
these trials in the follo-
wing aspects: age, sex,
weight index, diagno-
sis, clinical stage, and
surgical methods.
Laparoscopic surgery:
396 patients. No de-
tails on sex/ age
stated.

Comparison: Open
surgery: 527 patiens.
No details on sex/ age
stated.

Outcomes|Results

Primary: Safety in laparos-
copic surgery: Overall com-
plication rate, peritoneal
abscess, anastomotic leaka-
ges, postoperative bowel
obstruction, wound infecti-
on, bleeding amount, and
mortality

Secondary: Efficacy in la-
paroscopic surgery: Opera-
ting time, postoperative
hospital stay, postoperative
fasting time, and re-opera-
tion rate

Results: Overall complica-
tion rate: 12 studies with
833 patients: OR=0.65
(95% ClI; 0.49, 0.87,
P=0.004)

Peritoneal abscess: 6 studies
with 530 patients:
OR=0.59 (95 % Cl; 0.26,
1.30, P=0.19)

Anastomotic leakages: 6
studies with 503 patients:
OR=1.74 (95 % Cl; 0.55,
5.47; >P=0.34)
Postoperative bowel ob-
struction: 6 studies with 571
patients: OR=0.76 (95 % Cl;
0.42, 1.38;i>P=0.36) Inci-
sional infection: 7 studies
with 574 patients:
OR=1.05 (95 % Cl; 0.56,
1.95; i>P=0.88)

Bleeding amount: No meta-
analysis performed. Morta-
lity: No meta-analysis per-
formed.

Operating time: 5 studies
with 530 patients:

WMD =69.29 (95% Cl;
3.68, 134.91; i>P=0.04),
great and significant hete-
rogeneity.

Bowel function recovery: 5
studies with 163 patients:
OR=-0.87 (95% Cl; -2.24,
0.50; no i>P-value presen-
ted); great and significant
heterogeneity reported but
not presented.
Postoperative hospital stay:
7 studies with 175 patients:
WMD =-3.22 (95% Cl;
-4.20, -2.24;>P <0.01)
Postoperative fasting time:

5 studies with 162 patients:
WMD=-1.37 (95% Cl;
-2.15,-0.58 i>P <0.01)
Re-operation rate: 8 studies
with 635 patients:
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Methodical Notes

Funding Sources: Not stated.
COl: Not stated.

Study Quality: Quality of each
recruited trial was assessed
based on the Cochrane Quality
Criteria for RCT (not adequate),
including randomization, blind-
ness, assessment of compliance,
and the baseline similarity bet-
ween groups for important out-
comes. Results of quality assess-
ment not reported.
Heterogeneity:

Overall complication rate:
12=34.7%P=0.10

Peritoneal abscess: I>=not
presented. P=0.67

Anastomotic leakages: | = not
presented. P=0.80

Postoperative bowel obstruction:
I2=not presented. P=0.51
Incisional infection: 17 =not pre-
sented. P=0.39

Bleeding amount: No meta- anal-
ysis possible due to statistical
heterogeneity. I and P not re-
ported.

Mortality: No meta-analysis pos-
sible due to statistical heteroge-
neity. 1> and P not reported.
Operating time: 12=90.0 % P
<0.00001

Postoperative hospital stay: 1= 0%
P=0.97

Postoperative fasting time: 1>=0%
P=0.99

Re-operation rate: 12 =not presen-
ted. P=0.81

Publication Bias: Funnel plots
presented but not interpreted.
2/3 funnel plots futile due to lack
of studies.

Notes: All included studies
stated as “controlled clinical stu-
dies”. Last date of search ended
2 years before publication. Re-
sults of quality assessment not
stated. Authors refrained from
combination of data on mortality
and bleeding amount but pooled
data on operating time and
bowel function recovery with
great and significant heteroge-
neity. Some P- values and results
of heterogeneity-test not pre-
sented.
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OR=0.74 (95% Cl; 0.37,
1.46; i>P >0.05)

Author’s Conclusion: In
conclusion, laparoscopic
surgery for UC was at least
as safe as open surgery ac-
cording to less fasting time,
shorter hospital stay, and
lower overall complication
rate. Specific complications
such as peritoneal abscess,
anastomotic leakage, and
intestinal obstruction did
not differ between laparos-
copic group and open
group. However, clinical
value of laparoscopic sur-
gery for UC needed further
evaluation with more well-
designed and long-term
followup studies.

AG 5: Ist die darmnahe Rektumresektion der Resektion in der TME-Schicht {iberlegen?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Bartels, Sa et al. Short-term morbidity and quality of life from a randomized clinical trial of close rectal dissection and total mesorectal excision in ileal
pouch-anal anastomosis. The British journal of surgery. 102. 281 -287. 2015

Population

Evidence level: 2

Study type: Single-blind ran-
domized clinical trial (single
center in the Netherlands).
Number of Patient: 60
Recruitung Phase: Patients were
included between June 2007 and
August 2011.

Inclusion Criteria: Patients aged
over 18 years with American So-
ciety of Anesthesiologists fitness
grade | or II, scheduled for single-
or multiple- stage ileal pouch-
anal anastomosis (IPAA) in an
elective setting, were eligible for
the study.

Exclusion Criteria: n.a.

e390

Intervention

Intervention: All sin-
gle-stage procedures
were done hand-
assisted with pouch
creation via a Pfan-
nenstiel incision. In
two-stage procedu-
res, a midline or
Pfannenstiel incision
was used, depending
on the approach
(open or laparosco-
pic) of the emer-
gency colectomy. A
10-cm J-pouch was
created with a dou-
ble- stapled ileoanal
anastomosis. A de-
functioning ileosto-
my was created
selectively. All proce-
dures were perfor-
med by three experi-
enced colorectal
surgeons. After liga-
tion of the superior
rectal artery, TME
dissection was per-
formed in the areolar
avascular plane along
the mesorectal fascia
down to the pelvic
floor.

Outcomes|Results

Primary: The primary outcome was long-term
pouch compliance, determined by barostat measu-
rements; these results will be published at a later
stage.

Secondary: Secondary outcomes were 30-day or
in- hospital morbidity, QoL and pouch function in
the first year after surgery. Complications were
graded according to the Clavien-Dindo classifica-
tion of surgical complications. If a patient had
multiple complications, only the most severe com-
plication was graded. Anastomotic leakage was
considered to be present when diagnosed by CT or
during reintervention.

Results: 59 patients were included, (28 CRD and
31 TME). Baseline data were similar, except for
more previous abdominal surgery in the TME
group. Operating time was longer for patients ha-
ving CRD (195 min vs. 166 min for TME; P=0.008).
More patients in the TME group had a primary
defunctioning ileostomy (7 of 31 versus 1 of 28 for
CRD; P=0.055). Severe complications occurred
more frequently in the TME group (10 of 31 versus
2 of 28 for CRD). QoL was better in the CRD group
for several subscales of the questionnaires
measured at 1, 3 and 6 months after surgery. At
12 months, QoL was similar in the two groups for all
subscales.

Author’s Conclusion: CRD led to a lower severe
complication rate and better short-term QoL than
wide TME.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: The authors
thank P. van Koperen and M. Vlug
for their help in design of the trial
and patient inclusion. W.A.B. has
received an unrestricted research
grant from Ethicon EndoSurgery
(Europe).

COI: The authors declare no other
conflict of interest.
Randomization: “After giving
written informed consent, patients
were randomized in a 1:1 ratio
using sealed, opaque, sequentially
numbered envelopes by means of
block randomization (block sizes of
6 and 8).”

Blinding: All patients were blinded
for the type of dissection during the
entire study period. Medical staff
were not blinded.

Dropout Rate[ITT- Analysis: “All
analyses were carried out according
to the intention-to-treat (ITT) prin-
ciple”, but according to the flow
diagram one patient was excluded
due to the development of rectal
cancer.

Notes: No definition of exclusion
criteria. Not all patients were CU
patients, but also familial adeno-
matous polyposis and unspecified
IBD patients. No tests were perfor-
med to ascertain similarity of base-
line characteristics. ITT analysis
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Comparison: When
using the CRD tech-
nique, the superior
rectal artery was not
ligated. The meso-
rectum was left in
place and dissected
in the non- anatomi-
cal perimuscular
plane, thereby
preserving the me-
sorectal fat. The
dissection was per-
formed close to the
muscular tube of the
rectum using an
ultrasonic device.

does not include all patients that
were randomized.

AG 5: Soll die restaurative Proktokolektomie primar mit oder ohne Stoma operiert werden?

Bewertungsvorlage:
Oxford SR

Mennigen, R. et al. Morbidity of loop ileostomy closure after restorative proctocolectomy for ulcerative colitis and familial adenomatous polyposis:
a systematic review. ] Gastrointest Surg. 18. 2192 - 2200. 2014

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review (26 studies)
Databases: PubMed
Search period: Inception
-28.10.2011

Inclusion Criteria: pa-
tients with ileostomy
reversal after restorative
proctocolectomy for UC
or familial adenomato-
mous polyposis; sufficient
data extraction (calcula-
tion of exact number of
affected patients) is pos-
sible; one of the defined
outcome criteria is repor-
ted: (1. Demographic
data on study populati-
ons, such as age, gender,
and underlying disease 2.
Surgical details of ileos-
tomy reversal 3. Morbidi-
ty of ileostomy reversal,
including early complica-
tions and late complica-
tions 4. Mortality of ileos-
tomy reversal.)

Exclusion Criteria: Study
does not include patients
with ileostomy reversal
after restorative procto-
colectomy; defined out-
come criteria are not
reported, Double publica-
tion, data extraction is not
possible; Case reports

Lynen Jansen P et al. S3-Leitlinienreport - Colitis

Population

Intervention:
Population: Total
n=2724 patients with
ileostomy reversal
after restorative proc-
tocolectomy, the indi-
cation for restorative
proctocolectomy was
ulcerative colitis in
94.3%.

Intervention: non inter-
ventional study.
Comparison: non
interventional study.

Outcomes|Results

Primary: 1. Demographic
data on study populations,
such as age, gender, and
underlying disease (ulcera-
tive colitis or fa- milial ade-
nomatous polyposis). 2.
Surgical details of ileostomy
reversal (e. g., type of anas-
tomosis, need for laparoto-
my, and length of hospital
stay). 3. Morbidity of ileos-
tomy reversal, including
early complications (such as
redo operation, anastomo-
tic dehiscence at the stoma
closure site, postoperative
bowel obstruction, and
wound infection) and late
complications (stoma site
hernia and bowel obstruc-
tion later than 30 days after
ileostomy reversal). 4. Mor-
tality of ileostomy reversal.
Secondary: -

Results:

Details of Ileostomy Reversal
15 studies provided data on
the time interval between
proctocolectomy and ileos-
tomy reversal. The weighted
mean duration of fecal di-
version was 92 days, range
of reported means was 61 -
128 days. lleostomy reversal
technique, as reported in 8
publications was hand- sewn
anastomosis in 56.6 % and

... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: There was no
funding for this study.

COl: n.a.

Study Quality: n.a.
Heterogeneity: n.a.

Publication Bias: As a visual aid
to detect a possible publication
bias or system- atic heteroge-
neity of the studies, a funnel plot
of effect size (reported morbidity
of ileostomy reversal) against
study size (number of ileostomy
reversals included in the re-
spective study) was created. The
funnel plot shows a roughly
symmetric inverted funnel shape
which makes publication bias
unlikely. Reported morbidity
values of larger studies are close
to the average morbidity

(16.5 %), whereas smaller studies
report lower and higher values
without systematic preference.
Notes: Only one database was
searched. No assessment of
study quality!
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studies, Case series repor-
ting exclusively patients
developing complications
(morbidity 100 %); article
languages other than
English or German.

e392

stapler anastomosis in
43.4%. A laparotomy was
needed for stoma reversal in
8.0% as reported in six
publications.

Morbidity of lleostomy Rever-
sal: Early

Complications Overall mor-
bidity was 16.5 %; there was
no mortality. Postoperative
complications mandated
redo surgery in 3.0 % of
patients. Anastomotic
dehiscence at the stoma
closure site occurred in

2.0 %, postoperative bowel
obstruction in 7.6 %. Most
cases of postoperative
bowel obstruction could be
managed conservatively;
however, 2.9 % required
laparotomy for postopera-
tive bowel obstruction. The
rate of wound infection af-
ter ileostomy reversal was
4.0 %.Despite the routine
endoscopy and pouchogra-
phy before ileostomy rever-
sal, pouch- related septic
complications (including
dehiscence of the pouch-
anal anastomosis, pouch
fistula, and pelvic abscess)
developed early after stoma
reversal in 1.9% (as report-
ed in eight studies).
Morbidity of lleostomy Rever-
sal: Late

Complications Stoma site
hernias and bowel ob-
struction (developing later
than 30 days after ileosto-
my reversal) were studied
as late complications; they
occurred in 1.9 and 9.4 %,
respectively.In 3.5% of pa-
tients, the initial diagnosis
of ulcerative colitis was
revised to Crohn's disease
during follow-up (as report-
ed in nine stu-
dies).19,22,27 -
29,31,34,37,39 Although
this cannot be considered
as “surgical” late complica-
tion, Crohn’s disease led to
pouch failure at a later
stage in 2.4 % of patients in
these studies.

Author’s Conclusion: The
considerable morbidity of
ileostomy reversal after
restorative proctocolecto-
my reduces the benefit of
temporary fecal diversion.
However, ileostomy crea-

Feinberg SM, (1987) Am |
Surg

Harms BA, (1987) Surgery
Nasmyth DG, (1986) Br |
Surg

Metcalf AM, (1985) Annals
of surgery
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tion is still recommended,
as it effectively reduces the
total number of pouch-
related septic complicati-
ons, which in turn are the
main risk factor for bad
pouch function, impaired
quality of life, or even
pouch failure.

AG 5: Welche Faktoren beeinflussen das Risiko fiir Chirurgie und postoperative Komplikationen?

Bewertungsvorlage:
Oxford SR

Singh, S. et al. Postoperative Mortality Among Patients With Inflammatory Bowel Diseases: A Systematic Review and Meta-analysis of Population-

Based Studies. Gastroenterology. 149. 928 - 937. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 21
studies, 17 with UC pa-
tients (presumably cohort
studies)

Databases: Medline,
Embase

Search period: 1990 -
2015

Inclusion Criteria:

(1) Studies with original
data and population-ba-
sed estimates of postope-
rative mortality (defined
as those that studied the
entire population of a
defined region, used pro-
bability sampling, or re-
cruited from medical cen-
ters serving a population
of known size), (2) studies
reporting postoperative
mortality for intestinal
resection for either CD
and/or UC

Exclusion Criteria:

(1) Studies that reported
postoperative mortality
for only IBD (CD or UC not
distinguished)

Population

Intervention: 67.057
UC patients, no details
on sex/ age available.
Shortest follow-up:

1 year

Longest follow-up:

14 years

Comparison: -

Outcomes|Results

Primary: Risk of posto-
perative mortality
Secondary: -

Results: Postoperative
mortality was significantly
lower for elective (0.7 %;
95% Cl, 0.6 %- 0.9 %) vs.
emergent surgery (5.3 %;
95% Cl, 3.8 %-7.4%) for UC
(P <0.05). Risk of postope-
rative mortality in UC did
not decrease significantly
between 1990 and 2014
(group difference test not
decribed). Postoperative
mortality did not differ
between Europe and North
America for UC (group dif-
ference test not decribed).
Author’s Conclusion: Ba-
sed on a systematic review
and meta-analysis, post-
operative mortality was
high after emergent, but
not elective, intestinal re-
section in patients with UC
or CD. Optimization of ma-
nagement strategies and
more effective therapies are
necessary to avoid emer-
gent surgeries.
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Methodical Notes

Funding Sources: Supported by
a New Investigator Award from
the Canadian Institute of Health
Research and a Population He-
alth Investigator Award from Al-
berta-Innovates Health-Solutions
(G.K.), and by an Alberta Innova-
tes Health Solutions studentship
(A.F.). This research was suppor-
ted by the Alberta IBD Consor-
tium, which is funded by an Al-
berta Heritage Foundation for
Medical Research interdisciplina-
ry team grant (Alberta Heritage
Foundation for Medical Research
is now Alberta Innovates—Health
Solutions). The funders had no
role in the study design, data
collection and analysis, decision
to publish, or preparation of the
manuscript.

COI: These authors disclose the
following: Gilaad Kaplan has ser-
ved as a speaker for Janssen,
Merck, Schering-Plough, Abbott,
and UCB Pharma, has participa-
ted in advisory board meetings
for Janssen, Abbott, Merck,
Schering-Plough, Shire, and UCB
Pharma, and has received re-
search support from Merck,
Abbott, GlaxoSmith Kline, and
Shire; Remo Panaccione has ser-
ved as a speaker, a consultant,
and an advisory board member
for Abbott Laboratories, Merck,
Schering-Plough, Shire, Cento-
cor, Elan Pharmaceuticals, and
Procter and Gamble, has served
as a consultant and speaker for
Astra Zeneca, has served as a
consultant and an advisory board
member for Ferring and UCB, has
served as a consultant for Glaxo-
Smith Kline and Bristol Meyers
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Squibb, has served as a speaker
for Byk Solvay, Axcan, Janssen,
and Prometheus, has received
research funding from Merck,
Schering-Plough, Abbott Labo-
ratories, Elan Pharmaceuticals,
Procter and Gamble, Bristol
Meyers Squibb, and Millennium
Pharmaceuticals, and has rece-
ived educational support from
Merck, Schering-Plough, Ferring,
Axcan, and Janssen; Subrata
Ghosh has served as a speaker for
Merck, Schering-Plough, Cento-
cor, Abbott, UCB Pharma, Pfizer,
Ferring, and Procter and Gamble,
has participated in ad hoc advi-
sory board meetings for Cento-
cor, Abbott, Merck, Schering-
Plough, Proctor and Gamble,
Shire, UCB Pharma, Pfizer, and
Millennium, and has received
research funding from Procter
and Gamble, Merck, and Sche-
ring-Plough; Cynthia Seow has
served as a speaker for Janssen,
Warner-Chilcott, and Schering-
Plough, has participated in advi-
sory board meetings for AbbVie,
Janssen, and Takeda, and has
received research support from
Janssen; and Yvette Leung has
received research support from
and served as a speaker for Jans-
sen, and has participated in advi-
sory board meetings for Abbott,
Janssen, and Shire. The remai-
ning authors disclose no con-
flicts.

Study Quality: Assessed by
adapting guidelines for assessing
the quality of prevalence studies
and the Cochrane Collaboration
bias assessment used in Ran-
domized Controlled Trials - no
standard tool. Use of validated
criteria for disease diagnosis
unclear in 2 UC studies. Patient
retention >70 % not reported in
all but 1 UC study. Lost to follow-
up not reported in all but 1 UC
study. No objections regarding
definition of target population,
probability sampling or inclusion
of entire population, representa-
tion of target population with
study sample.

Heterogeneity:

Postoperative mortality in elective
surgery: 1°=0%, Q=5.3, df =6,
P=0.5121, not significant.
Postoperative mortality in emer-
gent surgery: 1°=85.5%, Q=41.5,
df=6, P <0.0001, significant.
Postoperative mortality 1999 and
Earlier: 12=85.3%, Q=47.5,
df=7, P<0.0001, significant.
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Postoperative mortality 2000 and
Later: 12=89.5%, Q=57.2, df=6,
P <0.0001, significant.
Postoperative mortality in Europe:
12=89.3%, Q=74.7,df=8, P
<0.0001, significant.
Postoperative mortality in North
America: 12=94.7 %, Q=94.1,
df =5, P<0.0001, significant.
Publication Bias: Begg and
Mazumdar rank correlation test
for asymmetry used to test for
presence of publication bias. Re-
sults only stated as “We did not
observe publication bias in any of
the analyses.”

Notes: Included study types not
clearly defined but presumably
cohort studies since “populati-
on-based” studies were inclu-
ded.

Peng, J.C. et al. The impact of Clostridum difficile on surgical rate among ulcerative colitis patients: A systemic review and meta- analysis. Saudi |

Gastroenterol. 21. 208 - 212. 2015

Evidence level| Population

Study Types

Intervention: Patients
with CDI: 366 patients
Comparison: Patients
with non-CDI: 2.109
patients

Evidence level: 1

Study type: SR of 5
studies (4 cohort study,

1 case-control study)
Databases: MEDLINE,
EMBASE, the Cochrane
Central Register of Con-
trolled Trials, ACP Journal
Club, DARE, CMR, HTA
Search period: Inception
to December 2013
Inclusion Criteria:

(1) Cohort or case-con-
trol studies involved a
comparison group that
lacked CDI; (2) patients
were given a primary di-
agnosis of UC; (3) diagno-
sis of CDI evaluated by
enzyme immunoassay of
stool for C. difficile toxin A
and B or C. difficile stool
culture; (4) studies eval-
uated surgical rate; (5)
studies reported an esti-
mate of relative risk or
odds ratio, accompanied
by a corresponding meas-
ure of uncertainty [ie,

95 % confidence interval
(C1), standard error,
variance, or P value].
Exclusion Criteria: (1)
Age was younger than 18
years; (2) patients had no
known history of IBD;

(3) outcome of interest
was not reported;

(4) incomplete data

Outcomes|Results

Primary: Risk for colecto-
my: Pooled weighted mean
of 1 study with 3 month
risk, 2 studies with 1 year
risk, 1 study with 3 year risk
and 1 study with 5 year risk
Secondary: -

Results: OR of surgical rate
in UC-CDI patients compar-
ed with controls: 1.76 (95%
Cl=1.36-2.28, P<0.0001)
Author’s Conclusion: In
summary, our analysis sug-
gested an association bet-
ween C. difficile infection
and surgical risks among UC
patients. Although no sig-
nificant heterogeneity was
found among the included
studies, the number of in-
cluded studies was small.
Therefore, the result should
be interpreted with caution
and further clinical studies
investigating the effect of
C. difficile infection on UC
patients are warranted. In
our analysis, we found CDI
increased the surgical rate
in UC patients. If it is found
that C. difficile does indeed
exacerbate UC, this will
have profound influence
not only on the way we
approach C. difficile testing,
but also on the way we ap-
proach the treatment of UC
patients complicated with
C. difficile.
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Methodical Notes

Funding Sources: Source of
Support: This work was sup-
ported by the National Natural
Science Foundation of China
(No.81000161 and
No.81170362).

COI: None declared.

Study Quality: All included
studies had NOS scores 27,
which were considered as high
quality. Not further elaborated.
Heterogeneity: No significant:
Chi2=8.15, df=4 (P=0.09);
12=51%.

Publication Bias: Assessed with
funnel plot (not appropriate):
Visual inspection of funnel plot
was symmetrical in distribution
indicating no significant publi-
cation bias.

Notes: Funnel plot not appro-
priate since less then 10 studies
included. Fixed- effects-model
marginally acceptable since bor-
derline significance regarding
heterogeneity. Calculation with
random-effects- model would
have been useful for comparison.
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Yang, Z. et al. Meta-analysis: effect of preoperative infliximab use on early postoperative complications in patients with ulcerative colitis undergoing
abdominal surgery. Aliment Pharmacol Ther. 36. 922 -928. 2012

Evidence level|
Study Types

Evidence level: 1

Study type: Systematic
review and Meta-Analysis
(13 observational studies)
Databases: PubMed and
Embase

Search period: Inception
-03.08.2012

Inclusion Criteria: i) po-
pulation: patients with UC
undergoing abdominal
operation; (ii) interven-
tion: infliximab treatment
prior to surgery; (iii) com-
parator: controls not re-
ceiving infliximab preope-
ratively; (iv) outcomes:
the primary outcome was
the total complication
rate in a short term after
surgery (usually 30 days).
Secondary outcomes
were the rate of infectious
and non-infectious com-
plications in the above
period.

Exclusion Criteria: Stud-
ies that did not contain
UC patients exclusively
(along with Crohn’s
disease patients).

Population

Intervention: Popula-
tion: 2933 UC patients
Internvention: Inflixi-
mab treatment prior to
surgery.

Comparison: No tre-
atment with Infliximab
prior to surgery.

Outcomes|Results

Primary: Total complica-
tion rate in a short term
after surgery (usually 30
days).

Secondary: Rate of in-
fectious and non- infectious
complications in the above
period.

Results: A total of 13 stud-
ies involving 2933 patients
were included in our Meta-
Analysis. There was no
significant association
between infliximab therapy
preoperatively and total
(OR=1.09, 95% Cl: 0.87 -
1.37, P=0.47), infectious
(OR=1.10,95% Cl: 0.51 -
2.38, P=0.81) and non-in-
fectious (OR=1.10, 95 % Cl:
0.76-1.59, P=0.61) post-
operative complications re-
spectively. Infliximab might
be a protective factor
against infection for the use
within 12 weeks prior to
surgery (OR=0.43,95% Cl:
0.22-0.83,P=0.01).
Author’s Conclusion: In
conclusion, preoperative
infliximab use does not in-
crease the risk of early post-
operative complications in
patients with UC under-
going abdominal surgery.
The current practice of
some doctors to delay ope-
ration and to discontinue
infliximab for 8 - 12 weeks
prior to elective surgery in
UC patients may not be
warranted. A globally mul-
ticentre prospective study is
required to confirm the fin-
dings of this meta- analysis.
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Methodical Notes

Funding Sources: Declaration of
funding interests: This study was
funded in part by the National
Natural Science Foundation of
China (grant no.81 172 062 and
81000 988). The funding source
had no role in the design and
conduct of the study; collection,
analysis, and interpretation of
the data; preparation or review
of the manuscript; or the deci-
sion to submit the manuscript
for publication.

COl: Declaration of personal
interests: None.

Study Quality: “The quality of
the study reports was evaluated
using the Newcastle-Ottawa
scale (NOS), which was develo-
ped to assess the quality of
nonrandomised studies with its
design, content and ease-of-use
directed to the task of incorpora-
ting the quality assessment in
the interpretation of meta- ana-
lytic results. The full score of NOS
is 9. Study with 7 or above on the
NOS was considered as high
quality.” “Only 7 out of 13 stud-
ies were considered as high-qua-
lity ones based on the NOS.”
Heterogeneity: “We assessed
heterogeneity using the Chi-
squared- based Q-test and the I?
measure of inconsistency. If sig-
nificant heterogeneity had a Q-
test P-value <0.10 or12>50%, a
random-effect model was repla-
ced.”

Publication Bias: Publication
bias was examined using the
Egger’s test as well as the funnel
plots. No publication bias was
found.

Notes: No use of Mesh terms in
the search strategy.

Selvagdi, F. et al. Effect of preoperative biologic drugs on complications and function after restorative proctocolectomy with primary ileal pouch
formation: systematic review and meta-analysis. Inflamm Bowel Dis. 21. 79 - 92. 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Systematic
review and Meta analysis:
(7 articles: 5 cohort stud-
ies (4 retrospective, 1
prospective), 2 retro-
spective case matched
studies) in the primary
analysis.

e396

Population

Intervention:
Population: Patients
undergoing IPAA for
UC. (162 receiving bio-
logicals, 468 controls).
Intervention: Infliximab
(IFX) treatment before
IPAA. (Other- than- IFX
agents were also eval-
uated for inclusion).

Outcomes|Results

Primary: Infectious IPAA-
related complications
within 30 days after surgery
with primary IPAA forma-
tion with loop ileostomy,
complications occurring
after ileostomy closure, and
function after IPAA perfor-
med while receiving biolo-
gic drugs or not.
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Methodical Notes

Funding Sources: n.a.

COI: The authors have no
conflicts of interest to disclose.
Study Quality: “We assessed
the quality with 2 scores: the
STROBE (STrengthening the Re-
porting of OBser- vational stud-
ies in Epidemiology) State-
ment,13 which has a similar aim
as the CONSORT Statement, but
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Databases: PubMed/
MEDLINE, Scopus, EMBA-
SE, Cochrane Database of
Systematic Reviews,
Google search.

Search pe-

riod: 01.2005-04.2014
Inclusion Criteria: Study
design: Prospective or re-
trospective cohort studies
Population: Patients un-
dergoing IPAA for UC
Intervention: Infliximab
(IFX) treatment Compari-
son: no Infliximab treat-
ment Outcome: Postope-
rative complications;
Studies mentioning pa-
tients with UC, indetermi-
nate colitis, and Crohn’s
disease were included
only if patients with UC
were identifiable. Studies
were evaluated for poten-
tial replication of data.
Studies were only inclu-
ded if adequate informa-
tion concerning both
treated groups was avai-
lable. In the case of dupli-
cate publication or similar
data from the same insti-
tutions, studies were
matched and data were
merged. Only studies
published as fulltext arti-
cle were included. Studies
evaluating the effects of
other- than- IFX agents
were evaluated for inclu-
sion. Articles published in
English, French, Spanish,
Dutch, or Italian were
included.

Exclusion Criteria: Expe-
rimental articles. Studies
in which the nutritional
and general health status
and concomitant medica-
tions and comorbidities
were not reported were
excluded from evaluation.

Comparison: No Infli-
ximab (IFX) treatment
before IPAA

Secondary: Secondary out-
comes were infectious and
noninfectious complicati-
ons after any type of surge-
ry for UC (subtotal colecto-
my or IPAA) in patients
receiving biologics or not.
Infectious complications
were classified as IPAA-
related and non-IPAA-relat-
ed complications. Infectio-
us IPAA-related complicati-
ons were those directly
related to ileoanal anasto-
mosis (i. e., anastomotic le-
ak, pelvic sepsis, abscess,
and fistula). We included all
anastomotic leaks of the
IPAA as local infectious
com- plications, even if not
classified as such by the
authors. Infectious non-
IPAA-related complications
were infectious complicati-
ons that are not specific of
pouch surgery (i. e., pneu-
monia and urinary tract in-
fection). When assessing
the complications of any
type of surgery, anastomo-
tic and (colo)rectal stump
leaks and sur- gical site in-
fection (SSI) were all classi-
fied as infectious complica-
tions, independently from
authors’ definition, when
possible.

Results: Patients receiving
IFX were more likely deve-
loping early (OR=4.12;
95% Cl, 2.37-7.15;
P<0.001) and post-ileosto-
my closure (OR=2.27; 95%
Cl, 1.27-4.05; P=0.005)
ileal pouch-anal anastomo-
sis—related complications.
Number needed to harm
was calculated to be 5 and
4, respectively. Having re-
ceived at least 3 IFX effusi-
ons increased the risk of
early complications (OR 14
9.59;95% Cl, 2.92 -31.44;
P 14 0.0002), whereas an
interval of, 12 weeks since
last effusion did not (OR 14
2.35;95% Cl, 0.98-5.64; P
14 0.06). Meta- analyses of
14 studies reporting on any
type of surgery found that
IFX showed a trend toward
higher total and infectious
complications, but no sig-
nificant differences were
observed. Biologics were
associated with lower surgi-
cal site infection (OR 14
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Eshuis EJ, (2013) ] Crohns
Colitis

Gu |, (2013) Dis Colon
Rectum

is designed for observational
studies, consisting of a checklist
covering 22 items under the
head- ings: title and abstract, in-
troduction, methods, results,
discussion, and other informati-
on. Study quality was classified
as high, accept- able, low, and
poor according to the STROBE.
Also, a personal score was used,
which is obtained by the sum of
the following variables: number
of patients (0 point, <10 patients
per group; 1 point, 11 -20 pa-
tients per group; 2 point, >20
patients per group), study nature
(prospective versus retrospective
1 versus 0 points), patient as-
sessment (0, poor; 1, acceptable;
2, good), disease and IPAA as-
sessment (0, poor; 1, acceptable;
2, good; 3, excellent), pouch-
related complication assessment
(0-1 point), follow-up, and out-
come description (0 -1 point).
Articles scored below 3 and tho-
se classified as “poor” with
STROBE were excluded from
evaluation.”

Heterogeneity: Heterogeneity
was assessed by means of x? test
for heterogeneity and I> measure
of inconsistency.

Publication Bias: n.a.

Notes: Risk of bias due to con-
comitant medication or alterna-
tive medication (CyclosporinA,
Adalimumab) in the included
studies. IFX alternatives are in-
cluded according to the inclusion
criteria, but they are not de-
scribed or listed before inclusion.
Consecutively the terms “biolo-
gical treatment” and “IFX” are
used somewhat interchangeably
in the manuscript, which is
imprecise. No investigation of
publication bias.
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0.67;95% Cl, 0.45-0.99; P
14 0.04).

Author’s Conclusi-

on: “When considering pa-
tients undergoing any type
of abdominal procedure for
UC, preoperative use of
biologics did not seem to be
associated with significant
increase of postoperative
complications, suggesting
that the influence of impor-
tant confounding factors
can hardly be removed.
However, early pouch-
specific complications and
complications occurring af-
ter ileostomy closure were
significantly higher in pa-
tients undergoing IPAA with
primary pouch formation
receiving IFX. This can be
attributed to adverse effect
by biologics themselves,
but a correlation between
recent biological therapy
and complications— possi-
bly due to a more severe
disease (e. g., clinically
masked by a partial respon-
se of the antibodies) rather
than an effect of the biolo-
gics themselves— cannot be
ruled out, at least in some
pa- tients. In any event, we
would suggest delaying the
pouch construc- tion in
patients who have received
biologics. The effects of
dose and the optimal inter-
val between the last effusi-
on and surgery need to be
further elucidated.

Billioud, V. et al. Preoperative use of anti-TNF therapy and postoperative complications in inflammatory bowel diseases: a meta- analysis. ] Crohns

Colitis. 7. 853 - 867. 2013

Evidence level|
Study Types

Evidence level: 2
Study type: Systematic
review and Meta-analysis

(21 observational studies,

including case control
studies).

Databases: MEDLINE
Search period: Inception
-01.2012.

Inclusion Criteria: -
Observational studies;
Adults (>50 % of patients
aged > 16 years); I1BD pa-
tients: Crohn’s disease,
ulcerative colitis, and/or
IBD unspecified; Patients
undergoing abdominal
surgery; Compared

e398

Population

Intervention:
Population: 4251 adult
IBD patients (>50 % of
patients aged > 16 ye-
ars); (Crohn’s disease,
ulcerative colitis, and/
or IBD unspecified) un-
dergoing surgery. 977
were treated with an-
ti_TNF,

Intervention: Non inter-
ventional studies:
Comparison of pre-
operative anti- TNF
treatment (Infliximab,
adalimumab or certoli-
zumab) before under-

Outcomes|Results

Primary: Early overall, in-
fectious, or non-infectious
postoperative complica-
tions.

Secondary: -

Results: 21 studies, contai-
ning 4251 subjects, report-
ed the prevalence of post-
operative complications
according to preoperative
anti-TNF treatment. Any
Postoperative complicati-
ons: Pooled prevalence n
was 21%, 35%, and 26 % in
Crohn’s disease (CD), ulce-
rative colitis (UC) or inflam-
matory bowel disease
unspecified (IBD-U). The
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Methodical Notes

Funding Sources: none.

COI: The authors declare the
following personal interests: VB
declares no conflict of interest.
ACF has received speaker’s fees
from Shire and MSD. EDT decla-
res no conflict of interest. |FC has
received consulting and lecture
fees from Abbott and Merck. XR
has received consulting and
lecture fees from Abbott and
Merck. LPB has received consul-
ting and lecture fees from
Abbott and Merck.

Study Quality: n.a.
Heterogeneity: Heterogeneity
between studies was assessed
using the I? statistic with a cutoff
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patients preoperatively
treated or not treated
with anti-TNF (Infliximab,
adalimumab or certolizu-
mab) Assessment of early
overall, infectious, or non-
infectious postoperative
complications (within 30
days postoperatively)
Exclusion Criteria: Stud-
ies investigating pediaritic
patients exclusively.

going abdominal
surgery.
Comparison: -

prevalence of any postope-
rative complication was in-
creased in IBD patients who
underwent preoperative
anti-TNF therapy (OR: 1.25;
95% Cl: 1.02-1.53). In CD
patients who underwent
preoperative anti-TNF the-
rapy (OR: 1.45;95% Cl:
1.03 -2.05). The confoun-
ding effect of concomitant
therapies could not be stu-
died. Infectious postopera-
tive complications. Pooled
prevalence was was 16 %,
17 %, and 15% in CD, UC/|
IBD-U and IBD. The preval-
ence of infectious postope-
rative complications was in-
creased in CD patients who
underwent preoperative
anti-TNF therapy (OR: 1.45;
95% Cl: 1.03 - 2.05). The
confounding effect of con-
comitant therapies could
not be studied.

Author’s Conclusion: In
conclusion, the present
study suggests that pre-
opera- tive anti-TNF therapy
could be associated with a
higher rate of overall post-
operative complications in
IBD patients, with an in-
creased risk of postopera-
tive infections in CD. UC
patients receiving preope-
rative anti-TNF treatment
do not seem to be at an in-
creased risk of experiencing
post-operative complicati-
ons. In the present study,
the confounding effect of
concomitant therapies
could not be studied. Furt-
her prospective studies
about the relationship bet-
ween anti-TNF and post-
operative complications,
able to control potential
confounding factor and
using homogeneous classi-
fication of postoperative
complications, are keenly
awaited before definitive
recommendations can be
made.
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of 50 %, and the x? test with a P
value <0.10, used to define a
statistically significant degree of
heterogeneity.

Publication Bias: We planned to
assess for the evidence of publi-
cation bias by applying Egger’s
test to funnel plots of Ors when a
sufficient number of studies
(more than ten) existed.

Notes: Only one database was
searched. No assessment of
study quality. Age definition for
adults seems arbitrary. Hetero-
geneity was assessed but funnel
plots were not shown. No overall
effect, weighting of studies or
heterogeneity tests are displayed
in the forest plots.
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AG 5: Welche Faktoren beeinflussen das Risiko fiir Chirurgie und postoperative Komplikationen?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

Oshima, T et al. Preoperative oral antibiotics and intravenous antimicrobial prophylaxis reduce the incidence of surgical site infections in patients
with ulcerative colitis undergoing IPAA. Diseases of the colon and rectum. 56. 1149 - 1155. 2013

Population

Evidence level: 3

Study type: Randomized non-
blinded clinical trial (single-cen-
ter).

Number of Patient: 200
Recruitung Phase: 01.01.2006 -
30.04.2009

Inclusion Criteria: 200 consecu-
tive patients with UC undergoing
elective IPAA were entered into
the study.

Exclusion Criteria: Subjects with

wound class 4, emergent surgery,

allergy to antibiotics, and given
antibiotics within 2 weeks before
surgery were excluded.

e400

Intervention

Intervention: Group
A: Combined use of
preoperative oral an-
tibiotics and intrave-
nous antimicrobial
prophylaxis.
Comparison: Group
B: Intravenous anti-
microbial prophylaxis
alone.

Outcomes|Results

Primary: Rate of overall surgical site infection (SSI)
according to intention-to- treat (ITT) analysis.
Secondary: Intervention: Clinical outcome per
protocol (PP)- based analysis; Rate of Clostridium
difficile (CD) toxin detected from stool in group A
compared pre- and post-surgery; occurrence of
CD-related disease.

Surgical procedure for both groups: All surgeries were
done with the open approach, and the incision was
made in the wall of the median lower abdomen. all
patients had restorative proctocolectomy with the
creation of an ileal J-pouch reservoir. ileal |-pouch
was made by using a linear stapler, the mucosal
surface was turned over to achieve complete
hemostasis, and the opened bowel was closed by
albert-lembert sutures with the use of absorbable
suture material (Vicryl 3 - 0). IPAA was performed
by using a transanal handsewn technique. the
wound was protected by an alexis wound retractor,
and the abdominal cavity was irrigated with

3000 ml of saline before closure. the gloves of all
participants in the surgery were changed every 2
hours. the peritoneum and fascia were sutured. the
wound was irrigated with 200 ml of saline solution
before closure. skin was closed with a stapler. intra-
peritoneal drains were inserted through a separate
incision.

Results: The incidence of overall surgical site in-
fection was significantly lower in group A (6/97
patients, 6.1 %) than in group B (22/98 patients,
22.4%) (p=0.0024). In multivariate analysis, the
administration of oral antibiotics (OR, 0.178; 95 %
Cl, 0.057-0.552; p=0.003) and ASA score >3 (OR,
5.343;95% Cl, 1.595-17.891; p=0.007) were in-
dependent risk factors for surgical site infection.
Author’s Conclusion: “Our study shows that a
combination of oral non- absorbable antibiotics and
intravenous antibiotics significantly lowers the inci-
dence of SSI compared with intravenous antibiotics
alone. We therefore recommend the use of oral
nonabsorbable antibiotics in addition to parenteral
anti-biotics and mechanical bowel preparation in
patients with UC undergoing IPAA.
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Methodical Notes

Funding Sources: none reported.
COL: n.a.

Randomization: Assignment was
randomized to group A or Biin 1:1
ratio. Randomization key|/scheme/
algorithm/sequence is not descri-
bed.

Blinding: No blinding was perfor-
med, open label study.

Dropout Rate[ITT-Analysis: ITT a-
nalysis was performed, in which the
dropouts (3/2 out of 100 in group
A/B) were NOT considered. Conse-
cutive protocol violations (6/7) in
group A/B were included in the ITT
analysis. 9% dropout in each group
taking the protocol violations in
account.

Notes: The open label design is the
major limitation. Blinding could
have been easily achieved by admi-
nistering an oral placebo with sim-
ilar appearance compared to the
oral antibiotics. The objective is not
entirely objective and observer bias
due to lack of blinding can potenti-
ally influence the outcome. Rando-
mization sequence is not described.
ITT analysis excludes patients lost to
follow up!
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AG 5: Welche Verfahren sind effektiv zur Behandlung einer Pouchitis?

Bewertungsvorlage:
Oxford SR

Singh, Siddharth et al. Treatment and prevention of pouchitis after ileal pouch-anal anastomosis for chronic ulcerative colitis. Cochrane Database of

Systematic Reviews 2015

Evidence level|
Study Types

Evidence level: 2

Study type: Sytematic
Review and Meta-Analysis
(13 RCTs, 2 for Meta-ana-
lysis).

Databases: MEDLINE,
EMBASE and the Cochra-
ne Library.

Search period: Inception
-10.2014.

Inclusion Criteria: Types
of studies: RCTs; placebo
or other treatment as
comparison

Types of participants: Adult
patients (age =18 years)
who had undergone IPAA
for chronic ulcerative coli-
tis and were at risk of, or
had developed acute or
chronic pouchitis. Pouchi-
tis was variably defined by
1) solely clinical criteria;
2) clinical criteria in com-
bination with endoscopic
and histologic criteria; or
3) PDAI.

Pouchitis was categorized
by disease activity, as
active (defined clinically
as the presence of mild-
to-severe symptoms or by
a PDAI >7) or in remission
(absence of symptoms or
by a PDAI <7), or by dis-
ease duration as acute
(symptom duration <4
weeks) or chronic (symp-
tom duration >4 weeks).
Types of interventions: 1.
Oral metronidazole

20 mg/kg/day, or 500 mg
twice daily; 2. Oral VSL#3
probiotic bacterial formu-
lation containing 300 bil-
lion bacteria per gram of
viable lyophilized bacteria
with four strains of Lacto-
bacilli, three strains of
Bifidobacterium and one
strain of Streptococcus
salivarius subspecies
Thermophilus; 6 g/day,

3 g/day, 3 g twice daily,

3 g once per day; 3. Bis-
muth carbomer foam
enemas containing

Population

Intervention: Popula-
tion: Adult patients
total n=517in 13 stu-
dies, age =18 years
who had undergone
IPAA for chronic ulce-
rative colitis and were
at risk of, or had deve-
loped acute or chronic
pouchitis. Pouchitis
was variably defined by
1) solely clinical crite-
ria; 2) clinical criteria in
combination with en-
doscopic and histolog-
ic criteria; or 3) PDAI.
Pouchitis was categori-
zed by disease activity,
as active (defined clini-
cally as the presence of
mild-to-severe symp-
toms or by a PDAI >7)
or in remission (absen-
ce of symptoms or by a
PDAI <7), or by disease
duration as acute
(symptom duration <4
weeks) or chronic
(symptom duration >4
weeks).

Types of interventions:
1. Oral metronidazole
20 mg/kg/day, or

500 mg twice daily; 2.
Oral VSL#3 probiotic
bacterial formulation
containing 300 billion
bacteria per gram of
viable lyophilized
bacteria with four
strains of Lactobacilli,
three strains of Bifid-
obacterium and one
strain of Streptococcus
salivarius subspecies
Thermophilus; 6 g/day,
3 g/ day, 3 g twice dai-
ly, 3 g once per day; 3.
Bismuth carbomer
foam enemas contai-
ning 513 mg bismuth
citrate (270 mg metal-
lic bismuth) comple-
xed with carbomer (a
synthetic high-mole-
cular weight polymer
of acrylic acid cross

Outcomes|Results

Primary: Clinical improve-
ment or remission of pouchi-
tis in patients with acute or
chronic pouchitis (treat-
ment of pouchitis);
Proportion of patients wit-
hout episodes of pouchitis
after IPAA (prevention of
pouchitis). The exact defini-
tion of improvement and

remission varied from study

to study limiting the ability
to make comparisons
across studies. However,
the definition of improve-
ment or remission used in
each study was used for
extraction of data from the
individual studies for the
purposes of this systematic
review.

Secondary: Adverse events
Results: Treatment of acute
pouchitis: The results of one
small study (16 partici-
pants) suggest that cipro-
floxacin may be more ef-
fective than metronidazole
for the treatment of acute
pouchitis. One hundred per
cent (7/7) of ciprofloxacin
patients achieved remission
at two weeks compared to
33 % (3/9) of metronidazole
patients. A GRADE analysis
indicated that the overall
quality of the evidence sup-
porting this outcome was
very low due to high risk of
bias (no blinding) and very
sparse data (10 events).
There was no difference in
the proportion of patients
who had at least one ad-
verse event (RR 0.18, 95 %
Cl1 0.01 to 2.98). Adverse
events included vomiting,
dysgeusia or transient
peripheral neuropathy.
There were no differences
between metronidazole
and budesonide enemas in
terms of clinical remission,
clinical improvement or
adverse events.

Adverse events included
anorexia, nausea, head-
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the IBD/FBD Review Group (Sep-
tember 1, 2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
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513 mg bismuth citrate
(270 mg metallic bis-
muth) complexed with
carbomer (a synthetic
high-molecular weight
polymer of acrylic acid
cross linked with poly
alkenyl polyether) admi-
nistered once nightly; 4.
Glutamine suppositories
containing 1g of L-gluta-
mine in a polyethylene
glycol base administered
twice daily; 5. Butyrate
suppositories containing
40 mmol sodium butyrate
in a polyethylene glycol
base administered twice
daily; 6. Ciprofloxacin
1000 mg daily; 7. Rifaxi-
min 400 mg orally three
times daily; 8. Lactoba-
cillus GG in two gelatine
capsules orally twice daily
versus microcrystalline
cellulose- only gelatin pla-
cebocapsules; 9. Budeso-
nide enema 2 mg/100 mL
at bedtime plus oral pla-
cebo tablets (Sambuelli
2002); 10. Allopurinol
100 mg twice daily; 11.
Tinidazole 500 mg daily;
and 12. Bifidobacterium
longum BB- 536.

Types of outcome measures
Proportion of patients
with clinical improvement
or remission of pouchitis
in patients with acute or
chronic pouchitis (treat-
ment of pouchitis), or the
proportion of patients
with no episodes of pou-
chitis after IPAA (preven-
tion of pouchitis). The
exact definition of impro-
vement and remission
varied from study to study
limiting the ability to
make comparisons across
studies. However, the de-
finition of improvement
or remission used in each
study was used for ex-
traction of data from the
individual studies for the
purposes of this systema-
tic review. The proportion
of patients who develo-
ped at least one adverse
event was a secondary
outcome.

Exclusion Criteria: Inclu-
sion criteria not met.
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linked with poly alkenyl
polyether) administe-
red once nightly; 4.
Glutamine supposito-
ries containing 1g of
L-glutamine in a poly-
ethylene glycol base
administered twice
daily; 5. Butyrate sup-
positories containing
40 mmol sodium buty-
rate in a polyethylene
glycol base administe-
red twice daily; 6. Ci-
profloxacin 1000 mg
daily; 7. Rifaximin

400 mg orally three ti-
mes daily; 8. Lactoba-
cillus GG in two gela-
tine capsules orally
twice daily versus mi-
crocrystalline cellulo-
se-only gelatin place-
bocapsules; 9.
Budesonide enema
2mg/100 mL at bedti-
me plus oral placebo
tablets (Sambuelli
2002); 10. Allopurinol
100 mg twice daily; 11.
Tinidazole 500 mg
daily; and 12. Bifido-
bacterium longum
BB-536.

Comparison: Placebo
or other medical treat-
ment.

ache, asthenia, metallic tas-
te, vomiting, paraesthesia,
and depression.

There were no differences
between rifaximin and p-
lacebo in terms of clinical
remission, clinical improve-
ment, or adverse events.
Adverse events included
diarrhea, flatulence, nau-
sea, proctalgia, vomiting,
thirst, candida, upper res-
piratory tract infection, in-
creased hepatic enzyme,
and cluster headache.
There was no difference in
clinical improvement bet-
ween Lactobacillus GG and
placebo.

The results of these studies
are uncertain due to very
low quality evidence.
Treatment of chronic pouchi-
tis: A pooled analysis of two
studies (76 participants)
suggests that VSL#3 may be
more effective than placebo
for maintenance of remis-
sion. 85 % (34/40) of VLS#3
patients maintained remis-
sion at 9 to 12 months
compared to 3% (1/36) of
placebo patients (RR 20.24,
95% Cl 4.28 t0 95.81). A
GRADE analysis indicated
that the quality of evidence
supporting this outcome
was low due to very sparse
data (35 events). Adverse
events included abdominal
cramps, vomiting and diar-
rhea. There was no diffe-
rence in effectiveness bet-
ween glutamine and
butyrate suppositories for
maintenance of remission.
There was no difference in
clinical improvement or
adverse event rates bet-
ween bismuth carbomer
foam enemas and placebo.
Adverse events included
diarrhea, worsening symp-
toms, cramping, sinusitis,
and abdominal pain. The
results of these studies are
uncertain due to very low
quality evidence.

Prevention of pouchitis: The
results of one small study
(40 participants) suggest
that VSL#3 may be more
effective than placebo for
prevention of pouchitis.
90% (18/20) of VSL#3 pa-
tients had no episodes of

Biotech, Inc.; Kalo- Bios Pharma-
ceuticals, Lexicon Pharmaceu-
ticals, Lycera Corp, Meda Phar-
maceuticals, Merck Research
Laboratories, Merck Serono, Mil-
lenium Pharmaceuticals, Nisshin
Kyorin Pharmaceuticals, Novo
Nordisk, NPS Pharmaceuticals,
Optimer Pharmaceuticals, Orexi-
gen Therapeutics Inc, PDL Bio-
pharma, Pfizer, Procter and
Gamble, Prometheus Laborato-
ries, ProtAb Ltd, Purgenesis
Technologies Inc, Relypsalnc,
Roche, Salient Pharmaceuticals,
Salix Pharmaceuticals, Santarus,
Schering Plough, Shire Pharma-
ceuticals, Sigmoid Pharma Ltd,
Sirtris Pharmaceuticals, SLA
Pharma UK Ltd, Targacept, Teva
Pharmaceuticals, Therakos, Til-
liottsPharma AG, TxCell SA, UCB
Pharma, Viamet Pharmaceuti-
cals, Vascular Biogenics Ltd,
Warner Chilcott UK Ltd and
Wyeth; research grants from
Abbott, Bristol- Myers Squibb,
Genentech, GlaxoSmithKline,
Janssen Pharmaceutical Research
& Development, LLC, Milennium
Pharmaceuticals, Novartis, Pfi-
zer, Procter and Gamble, Shire
Pharmaceuticals and UCB Phar-
ma; payments for lectures/spea-
kers bureau from Abbott, Bristol-
Myers Squibb and Janssen Phar-
maceutical Research & Develop-
ment, LLC; and holds stock/stock
options in Enteromedics.

Study Quality: Methodological
quality was assessed using the
Cochrane risk of bias tool as de-
scribed in the Cochrane Hand-
book for Systematic Reviews of
Interventions. Three studies
were judged to be of high quali-
ty. Two studies were judged to
be low quality and the quality of
the other studies was unclear.
The overall quality of the evi-
dence supporting the primary
and secondary outcomes was
evaluated using the GRADE ap-
proach. The evidence for all out-
comes was considered to be very
low.

Heterogeneity: Not described,
but Chi2and I was calculated.
12=0% and NS in the only Meta-
analysis.

Publication Bias: n.a.

Notes: Inclusion criteria section
already contain references to
articles. This section is oddly
specific suggesting post hoc de-
finition of incclusion criteria. No
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AG 5: Wie soll der Pouch bei der restaurativen Proktokolektomie gestaltet sein?

Bewertungsvorlage:
OXFORD Appraisal Sheet: RCT

acute pouchitis during the
12 month study compared
to 60 % (12/20) of placebo
patients (RR 1.50, 95 % Cl
1.02 to 2.21). A GRADE a-
nalysis indicated that the
quality of evidence suppor-
ting this outcome was low
due to very sparse data

(30 events). Another small
study (28 participants)
found that VLS# 3 was not
more effective than no
treatment for prevention of
pouchitis. Bifidobacterium
longum, allopurinol and
tinidazole were not more
effective than placebo for
prevention of pouchitis. The
results of these studies are
uncertain due to very low
quality evidence.

Author’s Conclusion: For
acute pouchitis, very low
quality evidence suggests
that ciprofloxacin may be
more effective than metro-
nidazole. For chronic pou-
chitis, low quality evidence
suggests that VSL#3 may be
more effective than placebo
for maintenance of remis-
sion. For the prevention of
pouchitis, low quality evi-
dence suggests that VSL#3
may be more effective than
placebo. Well designed,
adequately powered stud-
ies are needed to determine
the optimal therapy for the
treatment and prevention
of pouchitis.

investigation or discussion of
publication bias. Quality of the
evidence was judged to be very
low for all outcomes, mainly due
to sparsity of data. Only 2 of the
13 studies could be meta-ana-
lyzed together.

McCormick, P H et al. The ideal ileal-pouch design: a long-term randomized control trial of |- vs W-pouch construction. Dis. Colon Rectum. 55. 1251 -

1527. 2012
Population

Evidence level: 2

Study type: RCT

Number of Patient: 94 patients
(64 analyzed)

Recruitung Phase: May 1998 -
Jan 2003

Inclusion Criteria: All patients
with preoperative diagnosis of
ulcerative colitis who presented
to the 3 participating surgeons
for IPAA

Exclusion Criteria: Not descri-
bed.

Intervention

Intervention:
J-pouch: 49 patients
(26 men, 23 wo-
men); Mean age:
37.6 years; Mean
weight: 71.8 kg.
Designed with effe-
rent loop length of
20 cm. Creation of
enterotomy, pouch
was formed with 3
firings of 75-mm
linear stapler, blue

Outcomes|Results

Primary: Follow up after 1 year (85 % of the pa-
tients) and long-term follow-up after an average of
8.7 years after initial pouch functioning (68 % of the
patients).

Functional characteristics: stool frequency, noctur-
nal frequency, pad usage, incontinence nature and
frequency, antidiarrheal medication requirements,
subsequent complications/procedures, occurrence
of pouchitis.

Secondary: Quality of Life: Assessment made with
the Mayo Clinic validated instrument, incontinence
assessed by using a modified Wexner scoring
system.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: Not stated.

COl: Financial disclosure: None
reported.

Randomization: Randomization
process centralized in RBWH and
conducted by the use of batches of
sealed envelopes.

Blinding: Patients and data col-
lectors were blinded to pouch type
until analysis.

Dropout Rate[ITT- Analysis: No
ITT- analyses (30 participants
[31.9 % of study population] not
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e404

3.8- mm cartridge
(Ethicon), or 2 firings
of 100-mm stapler.
End of the ileum am-
putated with stapler
to close efferent limb
of the pouch. A
handsewn 2/0 prole-
ne pursestring used
to secure circular
stapler anvil in the
pouch, formation of
anastomosis with a
double- stapled
technique to the top
of the anal canal with
the use of a 29- or
33-mm circular cut-
ting stapler. No mu-
cosectomy was per-
formed, and none of
the patients had a
pre- or postoperative
diagnosis of high-
grade dysplasia low
in the rectum.
Comparison: -
W-pouch: 45 pa-
tients (21 men and
24 women); Mean
age: 36.6 years;
Mean weight:
68.3kg.

Constructed by using
4 limbs of terminal
ileum measuring 12,
12,10,and 12cm
from distal to proxi-
mal (Harms modifi-
cation). Each limb
opened on antime-
senteric border, con-
tinuous handsewn
full-thickness 3 -0
polydiaxanone sulfa-
te suture (Ethicon)
opposed each cut
limb edge, with ex-
ception of immedia-
te area of intended
circular stapler inser-
tion where interrup-
ted polydiaxanone
sulfate sutures used.
Final continuous
suture brought the
edge of the most
proximal and distal
limbs together clo-
sing the pouch with a
double- stapled
technique to the top
of the anal canal with
the use of a 29- or
33-mm circular
cutting stapler.

Results: Operation Details: Average operating
time for W-pouch was 215 minutes and 195 minu-
tes (no Cl stated, p<0.05) for |-pouch. 77 % of the
J-pouch group and 74 % of the W-pouch group with
defunctioning ileostomy, p = not significant (ns).
29-mm circular stapler used in 72 of cases, 33-mm
stapler used in 22 cases (no group distribution re-
ported). 81 % of patients with previous colectomy
(no group distribution reported, p =ns). No diffe-
rence in length of stay (no details reported).
Reversal: Removal of 3 pouches reported at long
term follow-up (2 in W-pouch group: 1 fistulas, 1
poor function; 1 in J-pouch group: 1 pelvic sepsis
postoperatively). No significant difference in leak
rates or postoperative complications between
groups.

Bowel Frequency: At 12-month assessment, W-
pouch group had median of 5 (interquartile range
(IQR) 4 - 6) bowel movements over a 24-hour pe-
riod, |-pouch group had a 24-hour frequency of 7
(IQR 6-8) (p<0.001). Daytime frequency at 1 year
in W-pouch group was 4 (IQR 3-5) and 6 (IQR 4 -
7) in the J-pouch group (p<0.001). Nocturnal fre-
quencywas 1 (IQR 1-1)in the W- pouch group and
1 (IQR 1-2) in the J-pouch group, p=0.190. At
long-term follow-up, W-pouch frequency over
24-hours was 6 (IQR 4-8) and 6.5 (IQR 5 - 8) in the
J- group frequency (p=0.36). Frequency of 5 in the
W- pouch group at daytime (IQR 3.5-6.5) and 5.5
(IQR 4-7) in the J-group (p =0.233). Nocturnal
frequency of 1 (IQR 0-1) in both groups
(p=0.987).

Urgency: No significant difference between
groups at either time point.

Pad Usage: No significant difference between
groups at either time point.

Incontinence: No significant difference between
groups at either time point.

Quality of Life: No significant difference between
groups at either time point.

Medication Usage: At long-term follow-up, use
of antidiarrheal medication more common in the
J-pouch group (34 % of patients with J-pouch and
17 % of patients with W-pouch were taking lopera-
mide, p<0.05). 9% of patients with J-pouch and 3 %
of patients with a W-pouch were taking codeine
phosphate (p =ns).

Postoperative Complications and Pouchitis:

3 episodes of postoperative pelvic sepsis in each
group, managed successfully with antibiotics and
drainage (1 patient in W-group lost pouch due to a
leak). Conservatively managed small-bowel ob-
struction orileus in 3 patients with |-pouch, 4 with a
W-pouch. 2 wound infections requiring drainage in
patients with a |-pouch, 1 patient with a W-pouch
had a pulmonary embolism. No statistical diffe-
rence between the groups regarding these compli-
cations. Long-term complications: 1 or more epi-
sodes of pouchitis in 53 % of patients with |-pouch
and 33 % of patients with W-pouch (p =ns).
Author’s Conclusion: This study demonstrates
that the W-pouch has lower daytime frequency in
comparison with the J-pouch at 1 year, but, in re-
gard to all other functional assessment parameters,
there are no differences between the groups and,
reassuringly, no variation in quality of life at this

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

analyzed). “Of the 30 patients that
were not followed up [...], 8 were
successfully contacted but did not
complete the questionnaire, 3 had
died, and the remaining 19 were
not traceable”.

Notes: Unclear, if groups were
similar at baseline: 5 more men in
J-pouch group, no p-value stated.
Only weight and age reported

(no significant differences). No ITT-
analyses (31.9 % of study popula-
tion not analyzed, deaths not ana-
lyzed but excluded). Long-term
complication data based on
patients’ own evaluations.
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time point. In the longer-term assessment, howe-
ver, even this disparity between the groups is ex-
tinguished, and there is no discernible difference
between the 2 pouch designs. We conclude that
this study compellingly demonstrates that the
J-pouch is the present ideal pouch design, because
it has been clearly shown to be easier to construct,
while having minimal functional disadvantages,
which are attenuated over time and which have no
significant impact on the patient’s quality of life.

AG 6: Welche komplementarmedizinischen Verfahren sind effektiv zur Behandlung der CU?

Bewertungsvorlage:
Oxford SR

Fujiya, M. et al. Probiotic treatments for induction and maintenance of remission in inflammatory bowel diseases: a meta-analysis of randomized

controlled trials. Clin ] Gastroenterol. 7. 1-13. 2014

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 20
RCTs (CU: 16 studies, CD:
5 studies, Pouchitis: 2
studies)

Databases: PubMed and
the Cochrane Controlled
Trials Register

Search period: 1997 to
August 2013 Inclusion
Criteria: 1) english
language

2)randomized controlled
studies

3) studies comparing
probiotics with standard
treatments used for IBD
or placebo

4) adult and pediatric
studies

5) High- quality RCTs
which scored three points
or more (in Jadad score)
Exclusion Criteria: Re-
views, case reports, and
abstracts and presenta-
tions of meetings

Population

Intervention: Probio-
tic treatment on pa-
tients with IBD (CU, CD
and pouchitis).

total number of pa-
tients: 1-Respoonse
rate: total of 362 pa-
tients (probiotic treat-
ments n =184, placebo
n=178 patients with
or without conventio-
nal therapies).
2-remission induction
rate: total of 230 pa-
tients (probiotic treat-
ments n=140 pa-
tients, placebo n=90
patients with or wit-
hout conventional
therapies).
3-maintenance the-
rapy: total of 638 pa-
tients (probiotic treat-
ments n=316
patients, n=322 pa-
tients standard the-
rapy (mesalazine))
Comparison: probiotic
treatment (Escherichia
coli, Lactobacillus,
VSL#3 and Bifidob-
acterium) vs conven-
tional therapy (mesala-
zine, balsalazide) or
placebo.

Outcomes|Results

Primary: 1) response rate
2) the remission induction
rate

3) maintenance therapy
for UC.

Secondary: relapse time
Results: 1) response rate
(5 studies): probiotic treat-
ment group was 51.1% (94/
184), placebo group was
28.7% (51/178). RR=1.81,
95% Cl: 1.40-2.35.

2) remission induction rate
(6 studies): probiotics the-
rapy group was 53.6 % (75/
140) vs.non-probiotics the-
rapy 38.9% (35/90).
RR=1.56, 95% Cl was
0.95-2.59.

3) maintenance of remis-
sion (5 studies): The total
relapse rate of the probio-
tics therapy group was
25.0% (84/336) and that in
the mesalazine group was
26.3% (88/334). RR=1.00,
95% Cl was 0.79-1.26.
Author’s Conclusion: In
summary, the present study
identified 20 high- quality
RCTs which investigated the
effects of probiotics on the
induction or maintenance
of remission in IBD. From
the results of the validation
of these RCTs, probiotic
treatment is a practical
option for UC patients as
both remission induction
and maintenance therapy,
but such treatment is not
effective in CD patients.
Because there were many

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Sood A (2009) Clin Gastro-
enterol Hepatol.

Tursi A (2010) Am ] Gastro-
enterol

Kato K (2004) Aliment
Pharmacol Ther

Oliva S (2012) Aliment
Pharmacol Ther

Furrie E (2005) Gut 2005
Rembacken BJ (1999)
Lancet

Tursi A (2004) Med Sci Mo-
nit

Miele E (2009) Am | Gastro-
enterol

Matthes H (2010) BMC
Complement Altern Med
Kruis W (1997) Aliment
Pharmacol Ther

Kruis W (2004) Gut

Zocco MA (2006) Aliment
Pharmacol Ther

Wildt S (2011) | Crohns
Colitis.

Methodical Notes

Funding Sources: n.s.

COI: The authors declare that
they have no conflict of interest.
Study Quality: Risk of bias for:
Random sequence generation:
8x low, 6x unclear Allocation
concealment: 8x low, 6x unclear
blinding: 4x high, 10 % low in-
complete outcome data:

1 x high, 13 xlow

selective reporting: low
Quality: Jadad score >=3.
Heterogeneity: 1) heterogenei-
ty of these five studies was very
low (P=0.43, 12=0%)

2) inter-study heterogeneity was
high (P=0.048, 12=58.4%)

3) inter-study heterogeneity was
very low (P

=0.7075, 12=0%),

Publication Bias: 1) low publi-
cation bias

2) low publication bias

3) low publication bias

Notes: -
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variations in the conditions
among the studies, future
studies on the value of
probiotic treatment in IBD
should consider the effects
of different probiotics and
different regimens, togeth-
er with the specific patient
populations which are most
likely to benefit from pro-
biotic treatment.

Garg, Sushil K et al. Helminth therapy (worms) for induction of remission in inflammatory bowel disease. Cochrane Database of Systematic Reviews

2014

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 2 RCTs
(1cUC, 1xCD)
Databases: Cochrane In-
flammatoryBowelDisease
and Functional Bowel Dis-
orders (IBD/FBD)Group
SpecialisedRegister; the
CochraneCentral Register
of Controlled Trials (CEN-
TRAL, The Cochrane Li-
brary); PubMed; EMBASE;
CINAHL; LILACS; Korea-
Med; IndMed; PakMedi-
Net; CAB Abstracts;Web
of Science; BIOSIS Pre-
views; CNKI; ISCTRN;
ClinicalTrials.gov; ICTRP;
and Google.

Search period: Inception
to July 2013.

Inclusion Criteria: 1) Ran-
domised controlled trials
using adequate or quasi
methods of randomisa-
tion were considered for
inclusion. Single-blind,
double- blind, triple-blind
or open label studies were
all eligible for inclusion.
2) patients with active UC
or CD, confirmed by a
combination of clinical,
endoscopic and histologi-
cal criteria.

3) exposure to a helminth
species or combination of
species not normally
found in humans.
Exclusion Criteria:

1) Helminth-derived
molecular products

e406

Population

Intervention: human
participants were ex-
posed to a helminth
species or combination
of species:

at any developmen-
tal stage of the pa-
rasite (eggs, cysts,
larvae, cercariae,
adult worms);

in any dose;

by any route (oral,
percutaneous,
other); and

for any duration of
exposure (hours,
days, weeks,
months).

We considered studies
where the intervention
was exposure to a hel-
minth species or com-
bination of species
not normally found in
humans.

UC Study: 54 patien-
tes: n=30, placebo
n=24)

Comparison: The
control group received
placebo (i. e. sham
helminth exposure),
no treatment or any
other active interven-
tion. Included study:
2500 T.suis eggs vs
placebo orally ad 2-
weeks interval for

12 weeks.

Outcomes|Results

Primary: The proportion of
patients who achieved clini-
cal remission as defined by
primary studies and
expressed as a percentage
of those participants ran-
domised to the intervention
(i. e. intention-to-treat ana-
lysis).

Secondary:

1. Clinical, histologic, en-
doscopic improvement
as defined by the aut-
hors.

2. Endoscopic mucosal
healing (endoscopic
remission).

3. Change in disease acti-
vity index score.

4. Quality of life.

5. Hospital admissions.

6. Requirement for intra-
venous corticosteroids.

7. Surgery.

8. Adverse events.

9. Study withdrawal.

Results: Induction of re-

mission at 12 weeks: There

was no statistically signifi-
cant difference in the pro-
portion of participants who
achieved clinical remission
at 12 weeks. Ten per cent

(3/30) of patients in the T.

suis arm achieved clinical

remission compared to

4.2% (1/24) of patients in

the placebo arm (RR 2.40,

95% Cl 0.27 to 21.63).

Clinical improvement at

12 weeks: no statistically

significant difference (43 %

(13/30) in T. suis group

achieved clinical improve-

ment compared to 17 % (4/

24) of placebo patients (RR:

2.60, 95 %Cl 0.97 to 6.95).

Histologic, endoscopic

improvement, Endoscopic
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Summers RW (2005)
Gastroenterology.

Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1, 2070 —August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Ill) and the Ontario
Ministry of Health and Long
TermCare (HLTC3968FL- 2010 -
2235).

Miss lla Stewart has provided
support for the IBD/FBD Review
Group through the Olive Stewart
Fund.

COI: PB is a scientific consultant
for Coronado Biosciences Inc, a
company involved in the deve-
lopment of Trichuris suis egg
therapy.

The other authors have no finan-
cial conflicts of interest and de-
clare that they do not have any
association with any manufactu-
rers or promoters of pharmaceu-
tical or helminth products, or
with any parties who may have
vested interests in the results of
this review.

Study Quality: Both included
studies used adequate methods
of randomization, blinding, and
allocation concealment and were
rated as low risk of bias for these
items.

Both studies were rated as low
risk of bias for incomplete outco-
me data, selective reporting and
other potential sources of bias.
Quiality of the evidence: quality
of the evidence low for the pri-
mary outcome (i. e. remission at
three months) due to serious
imprecision (GRADE).

Study withdrawal. There was no
statistically significant difference
in the proportion of patients who
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mucosal healing not repor-
ted.

Ulcerative Colitis Disease
Activity Index (UCDAI) at
12 weeks: The mean UCDAI
score was lower in the

T. suis egg group compared
to the placebo group after
12 weeks of treatment (MD
-1.40,95% Cl -1.75 to -
1.05). Frequency and na-
ture of adverse events: no
statistically significant
difference. Three per cent
(1/30) of patients in the

T. suis group experienced
an adverse event compared
to 12% (3/24) of placebo
patients (RR 0.27, 95% Cl
0.03 to 2.40).

Quality of life, Hospital
admissions and Surgery not
reported.

Author’s Conclusion: Cur-
rently, there is insufficient
evidence to allow any firm
conclusions regarding the
efficacy and safety of hel-
minths used to treat pa-
tients with IBD. The results
for our primary efficacy
outcomes in this review
come froma single trial in
patients with active ulcera-
tive colitis. The findings of
this study need to be inter-
preted with caution as they
are based on a small num-
ber of patients and the
overall quality of the evi-
dence was low. We do not
have enough evidence to
determine whether hel-
minths are safe when used
in patients with ulcerative
colitis and Crohn’s disease.
Further randomised con-
trolled trials are needed to
assess the efficacy and
safety of T. suis ova therapy
in ulcerative colitis and
Crohn’s disease. Trials
should be adequately
powered and should inclu-
de clinically relevant outco-
mes including mucosal he-
aling. These studies should
investigate different doses
and duration of T.suis treat-
ment. From the study on
ulcerative colitis patients,
and based on the clinical
improvement rates achie-
ved in the placebo group at
12 weeks, we estimate that
at least 91 participants per

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

withdrew before study comple-
tion.

One patient in each group dis-
continued treatment (RR 0.80,
95% Cl 0.05 to 12.14).
Heterogeneity: not possible
due to the study number
Publication Bias: funnel plot not
possible due to included study
number

Notes: -
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study arm would need to be
enrolled in any future study,
to detect a 20 % increase in
the proportion of partici-
pants with clinical improve-
ment from helminth thera-
py (assuming alpha error of
0.05 and power of 80 %).

To satisfy safety concerns,
there is a need for research
on helminths with little pa-
thogenic potential, which
would not be ablemultiply
in their human host or be
spread easily to other
people.

Garg, Sushil K et al. Curcumin for maintenance of remission in ulcerative colitis. Cochrane Database of Systematic Reviews 2012

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 1 RCT
Databases: 1. Cochrane
Central Register of Con-
trolled Trials;

2. Cochrane Inflammato-
ry Bowel Disease and
Functional Bowel Disor-
ders (IBD/FBD) Group
Specalised Trial Register;
3. Pubmed

4. MEDLINE

5. EMBASE

6. Ongoing trials were
identified using the regis-
try link http://ClinicalTri-
als.gov.

Search period: Inception
toJuly 11, 2012

Inclusion Criteria: 1) Par-
ticipants of any age

2) diagnosed with ulcera-
tive colitis as confirmed
by clinical and endoscopic
criteria

3) in remission at the time
of enrolment (as defined
by any activity index)

4) Any duration of follow-
up was allowed

Exclusion Criteria: -

e408

Population

Intervention: curcu-
min preparations to
placebo or other
agents

Total number of pa-
tients: n=89 (49 male;
45 patients to curcu-
min and 44 patients to
placebo) with quies-
cent ulcerative colitis,
defined by typical cli-
nical, radiographic,
endoscopic, and
pathological criteria.
The enrolled patients
were randomised to
either curcumin 2 g/
day (n=45) or placebo
(n=44). All patients
were receiving main-
tenance therapy with
sulfasalazine ormesala-
mine at entry and con-
tinued to receive these
medications throug-
hout the study.
Comparison: treat-
ment group received
curcumin at any dose
versus a comparison
group receiving pla-
cebo, no treatment, or
any other active inter-
vention were consi-
dered for inclusion.

Outcomes|Results

Primary: 1) proportion of
patients who experienced
clinical or endoscopic relapse
Secondary: 2) Frequency
and nature of adverse
events;

3) Changes in disease acti-
vity score (modified Mayo
Score);

4) Changes in the endos-
copy score (Mayo Score);
5) Time to relapse; and

6) Changes in laboratory
measures of inflammation
(haemoglobin, platelet
count, erythrocyte sedi-
mentation rate, and serum
albumin).

Results: 1) Relapse rate at
6 months: 4% curcumin vs.
18% (placebo) (RR 0.24,
95 %Cl 0.05 to 1.09;
P=0.06).

relapsed at 12 months: 22 %
curcumin vs. 32 % of place-
bo patients (RR 0.70, 95 %
C10.35to 1.40; P=0.31). A
total of nine

2) adverse events: seven
patients.

3) CAl at six months was
significantly lower in the
curcumin group compared
to the placebo group (1.0
+2.0 versus 2.2 +2.3;MD-
1.20, 95%Cl -2.14 to -
0.26).

4) The endoscopic index (El)
at six months was signifi-
cantly lower in the curcu-
min group than in the
placebo group (0.8 +0.6
versus 1.6+ 1.6; MD -0.80,
95% Cl -1.33 to -0.27).
5+6) not reported
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Hanai H (2006) Clinical
Gastroenterology and
Hepatology.

Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1,2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Ill) and the Ontario
Ministry of Health and Long
TermCare (HLTC3968FL- 2010 -
2235). Miss lla Stewart has
provided support for the IBD/
FBD Review Group through the
Olive Stewart Fund.

ACM is supported by NIDDK
(K23DK084 338) and the Dept of
Medicine, BIDMC.

COl: Dr. Vineet Ahuja was an in-
vestigator for RCTs of oral curcu-
min for induction of remission in
ulcerative colitis and rectal cur-
cumin enema for induction of
remission in ulcerative colitis. Mr
Sushil Kumar participated in the-
se studies as part of the research
team (studies unpublished as of
April 2011).

ACM has received grant support
from Proctor & Gamble, Salix and
Shire. He has acted on advisory
boards for Abbott, UCB and Salix.
He has received speaker’s hono-
raria from Abbott and Schering-
Plough.

The other authors have no
known declarations of interest.
Study Quality: low risk of bias.
They used adequate methods of
randomization, allocation conce-
alment, and blinding.

There were more dropouts in the
placebo group (n=5) than in the
curcumin group (n=2).
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Author’s Conclusion:
Curcumin may be a safe and
effective therapy for main-
tenance of remission in

quiescent UC when given as

adjunctive therapy along
with mesalamine or sulfasa-
lazine. However, further re-
search in the form of a large
scale methodologically
rigorous randomized con-
trolled trial is needed to
confirm any possible bene-
fit of curcumin in quiescent
ucC.

Three patients withdrew from
the study due to adverse events
(1 from the placebo group and 2
from the curcumin group). Attri-
tion bias, however, does not ap-
pear to be a serious limitation as
the total dropouts were only 7 %
and intention-to-treat analyses
were used.

Heterogeneity: Not applicable.
Publication Bias: n.s.

Notes: -

Nikfar, S. et al. Systematic review and meta-analysis of the efficacy and tolerability of nicotine preparations in active ulcerative colitis. Clin Ther. 32.

2304 -2315. 2010

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 5 RCTs
Databases: Scopus
(EMBASE), PubMed, Web
of Science, and the Coch-
rane Central Register of
Controlled Trials

Search period: 1966-Au-
gust 2010 Inclusion Cri-
teria: 1) studies assessing
the efficacy and tolerabi-
lity of nicotine

Exclusion Criteria:

1) Jada scor <3

2) pharmacokinetic stu-
dies, commentaries and
cross over studies

3) reviews, case studies,
uncontrolled trials, trials
that did not have institu-
tional review board ap-
proval, and trials publis-
hed in languages other
than English.

Population

Intervention: nicotine
preparations on remis-
sion of UC total num-
ber of patients: n=324
Comparison: 1) nico-
tine preparations vs.
placebo (3 studies

n =233 patients)

2) nicotine preparati-
ons vs. corticosteroids
(2 studies n=81 pa-
tients)

Outcomes|Results

Primary: Efficiacy, Tolera-
bility in remission
Secondary: -

Results: 1) Efficiacy: RR
(95% Cl) 1.40 (0.63-3.12)
P(NS)

1) Tolerability: Adverse
effects: RR (95 % Cl) 1.95
(1.38-2.78); P<0.001;
withdrawals: RR (95 % Cl)
3.44(0.71-16.71) P=NS
2) Efficiacy: RR (95 %
C1)0.74 (0.5-1.09) (PNS);
withdrawals due to AE: RR
(95% C1)2.28 (0.76 -6.83)
(P=NS)

Author’s Conclusion: The
findings from this meta-
analysis do not support the
efficacy or tolerability of
nicotine preparations for
induction of remission in
uc.

Literature/References

Sandborn WJ (1997) Ann
Intern Med

Pullan RD (1994) N Eng| |
Med

Ingram JR (2005) Clin
Gastroenterol Hepatol
Thomas GA (1996) Eur |
Gastroenterol Hepatol
Guslandi M (1998) Eur |
Gastroenterol Hepatol

Methodical Notes

Funding Sources: n.s.

COl: The authors have indicated
that they have no conflicts of in-
terest with regard to the content
of this article.

Study Quality: Jadad

Score: 1 study 5 points, 2 studies
three points and 2 studies 4
points.

Randomization: 1x 1 point, 4
studies 2 points.

Blinding: one study without blin-
ding, 3 studies with 1 point, one
study two points.

All described dropout rates.
Heterogeneity: The studies
were not statistically hetero-
geneous.

Publication Bias: n.s.

Notes: -

Langhorst, J. et al. Systematic review of complementary and alternative medicine treatments in inflammatory bowel diseases. ] Crohns Colitis. 9.

86-106. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 29
studies (26 RCTs and

3 non-randomized
controlled trials)
Databases: Pubmed|/
MEDLINE, Scopus, Coch-
rane central register of
controlled trials and
PsycInfo.

Search period: from in-
ception until March 12,
2014

Inclusion Criteria: 1] Ty-
pes of study designs: con-
trolled clinical trials, ran-

Population

Intervention: herbs
and botanicals: bos-
wellia serrata (n=4);
artemisia absinthium
(n=2);

andrographis panicu-
lata (n=2); and curcu-
min (n=2); and Tstudy
each on aloe vera, can-
nabis, germinated bar-
ley, Myrrhinil intest®,
plantago ovata, sily-
marin, sophora, super
evening primrose, and
wheat grass juice.

Outcomes|Results

Primary: induction or
maintenance of remission,
disease activity or symptom
severity, quality of life, or
psychological variables.
Secondary: Safety would
also be addressed.

Results: A total of: 26 RCT
and 3 CT for herbal medi-
cine, eg aloe-vera gel, an-
drographis paniculata, arte-
misia absinthium, barley
foodstuff, boswellia serrata,
cannabis, curcumin, eve-
ning primrose oil, Myrrhinil
intest®, plantago ovata, si-
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Methodical Notes

Funding Sources: This review
was supported by the Rut- und
Klaus- Bahlsen-Foundation.

COI: None declared.

Study Quality: Data on compli-
ance were not provided in almost
half of the trials. Blinding of par-
ticipants, providers, and outco-
me assessors was satisfactory in
trials on herbal medicine, but not
feasible in trials on behavioral in-
terventions. Finally, although the
drop- out rate in many trials was
acceptable, only the minority of
trials analyzed primary results in
an intention-to-treat analysis.
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# Thieme

domized controlled trials,
randomized controlled
cross-over trials, cluster
randomized trials. Studies
that investigated the
effects of therapies within
one group only [eg dosa-
ge-finding studies] were
not considered eligible.

2] Types of participants:
Studies of patients diag-
nosed with ulcerative
colitis and/or Crohn’s
disease were eligible, re-
gardless of age, condi-
tion’s duration or the
state [remission, active].
Studies were not included
if IBS was not the targeted
disease but was associ-
ated with the targeted
disease. No restrictions
regarding diagnostic
procedures were applied.
3] Types of interventions:
Studies that investigated
CAM therapies according
to the NIH definition16
were eligible. These inclu-
ded natural products such
as herbs, botanicals, or
helminthes; mind/ body
interventions such as
meditation, relaxation
techniques, stress ma-
nagement except for psy-
chotherapy, mindfulness-
based stress reduction,
comprehensive lifestyle
modification programs,
hypnosis, yoga, tai chi or
qgigong, fasting, traditio-
nal Chinese medicine
interventions, ayurvedic,
anthroposophic or
homeopathic therapies,
balneotherapy, acu-
puncture, acupressure
and cataplasm.

4] Types of outcomes:
Studies were eligible if
they assessed at least one
of the following out-
comes: induction or
maintenance of remis-
sion, disease activity or
symptom severity, quality
of life, or psychological
variables. Safety would
also be addressed.

5] Length of follow-up: No
restrictions regarding
length of follow-up were
applied.

6] Accessibility of data:
Studies were eligible only

e410

mind/ body medicine
(n=4): Lifestyle modi-
fication, Mindfulness-
based interventions,
Hypnotherapy, Rela-
xation training. acu-
puncture (n=2), and
trichuris suis ova
(n=1).

Total number of pa-
tients n=1927; Pa-
tients with either ulce-
rative colitis, Crohn’s
disease or inflamma-
tory bowel disease
[both UC or CD]
Comparison: Boswel-
lia vs mesalazin, sulfa-
salazin or placebo
Artemisia vs. standard
treatment or placebo
(+steroid or predniso-
lone), Andrographis vs.
placebo (+mesalamin)
Curcurmin vs. placebo
(+mesalamin or sulfa-
salazine) other vs.
mesalamin, sulfasalzin,
olive oil, 5- ASA-ste-
roids, mesalazin or pla-
cebo Mind and body
medicine vs. standard
care, usual care

lymarin, sophora, tormentil,
wheatgrass- juice and
wormwood; 1 RCT for tri-
churis suis ovata; 7 RCT for
mind/body interventions
such as lifestyle modifica-
tion, hypnotherapy, relaxa-
tion training and mindful-
ness; and 2 RCT in
acupuncture; were found.
Best evidence was found for
herbal therapy, ie plantago
ovata and curcumin in UC
maintenance therapy,
wormwood in CD, mind/
body therapy and self-inter-
vention in UC, and acu-
puncture in UC and CD.
Author’s Conclusion: Ad-
dressing the fact that IBD
are caused and upheld by
multifactorial processes,
which include genetic pre-
disposition, immune dysre-
gulation, barrier dysfunc-
tion and altered microbial
flora,83 - 85 as well as envi-
ronmental and lifestyle
factors, it seems plausible
that subgroups of patients
might benefit from a tailo-
red therapy with emphasis
on individually differing
modalities.

Whereas the various herbal
treatment approaches in
principle are using the same
pathogenetic paradigm as
conventional pharmacothe-
rapy, TCM/acupuncture
and, especially, mind/body
medicine widen the spect-
rum of therapy and add a
resource- orientated salu-
togenetic dimension to
introduce a multimodal
integrative treatment ap-
proach. Patients try to find
the most effective and
safest therapy for their dis-
order, including every avai-
lable option for treatment.
In this context, they are
likely to perceive CAM and
mainstream medicine as
equally available treatment
options, and to exercise
their freedom of choice on
their way to a consumer-
driven optimal treatment. A
more individualized multi-
modal treatment approach
and further high-quality
designs in health research
are warranted, to help tailor
the right individualized tre-
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The risk of bias was quite hetero-
geneous, from studies with a
high risk in almost all domains to
studies with no apparent risk of
bias in any domain. The most
critical domains for risk of bias
were random sequence genera-
tion and allocation concealment,
with one-third of the studies not
reporting adequate methods.
Heterogeneity: The possibility
of meta- analysis was considered
separately for every field of CAM
presented but could not be per-
formed due to heterogeneous
study designs and outcome
measures.

Publication Bias: The risk of bias
was quite heterogeneous.
Notes: Oxford LoE 1 for ran-
domized and non-randomized
controlled trials.
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if they were published as
full papers, and only Eng-
lish or German language
publications were consi-
dered eligible.

Exclusion Criteria: Mas-
sages and manipulative
therapies were beyond
the scope of this review
and not included.

Studies investigating pro-
biotics or omega-3 fatty
acids, fish oils, or essential
oils as well as vitamins and
minerals were also exclu-
ded.

atment modalities for IBD
patients, include salutoge-
netic approaches like MBSR,
and appropriate trials to
picture these.

Ling, W. et al. Common Mechanism of Pathogenesis in Gastrointestinal Diseases Implied by Consistent Efficacy of Single Chinese Medicine Formula:
A PRISMA-Compliant Systematic Review and Meta-Analysis. Medicine (Baltimore). 94. e1111. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 83 ran-
domized controlled stud-
ies (6 studies were post-
graduate candidate
thesis, and 77 journal
articles). All studies were
conducted in China. Ulce-
rative colitis was assessed
in 3 studies.

Databases: Chinese
National Knowledge Infra-
structure (CNKI), the Chi-
nese Science and Techno-
logy Periodical Database,
the Wanfang Database
and the PubMed.

Search period: ?-March
2014

Inclusion Criteria:

1) randomized controlled
trials stating the phrase
“randomization” (no res-
triction was imposed on
studies with respect to
blinding and type of
design such as parallel or
cross-over);

2) participants with
GERD, peptic ulcer,
duodenogastric reflux,
functional dyspepsia,
chronic gastritis, IBS, or
ulcerative colitis,

3) irrespective of age, sex,
ethnic origin, and geogra-
phy;

4) the patients were diag-
nosed using the latest
guideline by the year of
the study conducted;

5) intervention was SNS,
whereas control could be
western conventional
medicine,

Population

Intervention: treat-
ment of CU with SNS
(Si-Ni-San) (traditional
chinese medicine) To-
tal number of patients:
n=7763 patients
(4250 in SNS groups
and 3513 in control
groups) Only CU: 135
SNS group & 11 control
group.

Comparison: SNS (Si-
Ni-San) vs conventional
therapy (Sulfasalzin)

Outcomes|Results

Primary: clinical efficacy
defined by symptom relief
(normalization of Gl endos-
copies, radiology, and pa-
thology) according to the
latest specific guideline.
Secondary: common
mechanisms of patho-
genesis

Results: SNS showed high-
er efficacy rates than con-
ventional treatment
(OR=2.40,95% Cl=1.21-
4.75)

Author’s Conclusion: In
this study, we have used
synthesized clinical data of
the single TCM formula as a
tool indirectly to validate
the common mechanisms
of pathogenesis of Gl disor-
ders. The findings are posi-
tive for common Gl disor-
ders implicated by similar
pathogenesis. The present
study has limitations such
as inherited risk bias and
low quality of some inclu-
ded trials. Validation of our
findings warrants high-qua-
lity clinical studies based on
different geographic loca-
tions or using different the-
rapeutic agents.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Literature/References

Xu LD (2012) Jilin | Tradit
Chin Med.
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W Z. (2002) Chengdu uni-
versity of traditional chine-
se medicine

Methodical Notes

Quality: Randomization, blinding
and dropout rates were not men-
tioned in the 3 studies referring.
Jada score for each study was 1
(low quality). One study mentio-
ned advers effects (not further
specified).

Heterogeneity: P< 0.0001,

12 =32%.

Publication Bias: The funnel plot
demonstrated no apparent
asymmetry.
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# Thieme

6) English and Chinese
full- texts

Exclusion Criteria:

1) duplication (the same
data of patients with the
same authors published in
different journals);

2) information of diag-
nostic criteria, partici-
pants, interventions, or
outcomes were not defi-
ned;

3) observational studies,
reviews, and case series
reports;

4) studies not meeting
the inclusion criteria.

5) pregnant, lactating
women, and patients with
serious medical condi-
tions were excluded

6) studies with co-inter-
vention additional to SNS
were excluded if they
were given to both
groups.

Lu, C. et al. Association between 25(0OH)D Level, Ultraviolet Exposure, Geographical Location, and Inflammatory Bowel Disease Activity: A Systematic
Review and Meta-Analysis. PLoS One. 10. e0132036. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: SR and MA
(21 controlled clinical
trials)

Databases: PubMed,
Clinical Trials. gov, and
EBSCO databases

Search period: January 1,
2000 to November 1,
2014

Inclusion Criteria: 1) data
on vitamin D levels, sun
exposure, latitude, and
IBD with or without men-
tion of disease severity.
2) inflammatory bowel
disease, IBD, Crohn’s
disease, CD, ulcerative
colitis, UC, vitamin D

3) pediatric and adult
participants

Exclusion Criteria: pa-
pers that did not provide
original data, animal
studies, in vitro studies,
studies without a normal
control and studies focu-
sed on conditions af-
fected by vitamin D
metabolism.

e412

Population

Intervention: VD3,
sun exposure, latitude.
A total of 1832 Pa-
tients were included in
the SR (796 for CD,
275 for CU and 761 as
control).

Comparison: 1) asso-
ciation between CD
and vitamin D levels
2) relationship bet-
ween UC and vitamin D
levels.

3) In addition, eight
studies were used to
analyze dichotomous
exposure (vitamin D
deficiency) in CD of
which three studies
also referred to UC.

4) relation of vitamin D
and IBD activity.

Outcomes|Results

Primary: Vitamin D levels
in CD/CU patients vs control
Secondary: Crohn’s Dis-
ease Activity Index (CDAI)
Pediatric Crohn’s Disease
Activity Index (PCDAI)
Results: 1) Association of
CD with vitamin D: The
average 25(OH)D level in
CD patients < controls
SMD=0.26 nmol/L, 95%
Cl=0.09-0.42 nmol/L Wit-
hout children (131/796 CD
patients, 212/761 controls)
SMD =0.25 nmol/L, 95 %
C1=0.06-0.44 nmol/L,).
SMD between pediatric CD
and control nonsignificant.
2) vitamin D levels and UC:
UC patients < control

(SMD =0.5nmol/L, 95%
C1=0.15-0.85 nmol/L)
adult UC patients/ pediatric
UC patients nonsignificant
effects

3) CD patients were 1.95
times (OR=1.95,95%
Cl=1.48-2.57, more likely
to suffer vitamin D defi-
ciency than controls.

UC patients were 2.02
times (OR=2.02, 95 %
Cl=1.13-3.60)

4)patients with active CD
(CD Activity Index150) were

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: n.s.

COl: ns.

Study Quality: no randomiza-
tion, drop out rates not speci-
fied. Disease durations, years of
follow-up since diagnosis, and
surgical treatment were not in-
cluded due to the lack of data.
Heterogeneity: 1)CD and VD3:,
12=54.1%, P=0.01 wo children:
12=54.9%,P=0.018

2) CUand CD3:12=77.5%,
P<0.01

3) CD patients Probability to
suffer from VD3 deficiency:
12=0, P=0.866); CU patients:
12=0,P=0.773.

Publication Bias: no publication
bias was found under Egger’s
test (P=0.383).

Selection bias may exist because
the diagnostic criteria for IBD
were not stated.

Notes: Oxford LoE 1 for ran-
domized and non-randomized
controlled trials.
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more likely to have low
vitamin D levels.

Author’s Conclusion: We
have demonstrated that
vitamin D levels are lower in
IBD patients, suggesting
that vitamin D plays an
important role in the pa-
thogenesis of IBD. However,
we still do not know which
specific mechanism plays
the main role in this relati-
onship. Potential mecha-
nisms included the Rela-
tionship between IBD and
25(0OH)D Level. immune-
mediated mechanisms, the
anti-inflammatory action of
vitamin D, and gene regu-
lation related to vitamin D
levels.

Timmer, Antje et al. Psychological interventions for treatment of inflammatory bowel disease. Cochrane Database of Systematic Reviews 2011

Evidence level|
Study Types

Evidence level: 1

Study type: SR of 21
studies (RCT’s, QRST’s
and NRCT’s) The results of
9 studies could be used
for the subgroup analysis
for UC.3 studies reported
results solely for CD.
Databases: MEDLINE,
EMBASE, and CENTRAL.
For MEDLINE and EMBASE;
Lilacs, Psyndex, and Psy-
chinfo, Thieme, Karger,
Kluwer, Somed, Social Sci-
Search, Science direct.
Conference registers: con-
ferences: DDW 2009 and
2010, DGVS 2008 and
2009, P-IBD2009, EC-
C02009 and 2010, UEGW/
WCOG 2008 and 2009,
GPGE 2009 and 2010).
DARE, HTAD and NHS-EED
Search period: Inception
until (last performed in)
April 2010

Inclusion Criteria: 1) All
controlled clinical trials
(randomized (RCT), quasi-
randomized (QRCT) and
non randomized (NRCT)).
2) Follow up was to be

at least 2 months for
induction trials, and 6
months for maintenance.
3) Studies were included if
published in any form and
language.

4) Unpublished studies,
and studies published in
abstract form could be

Population

Intervention: Psycho-
logical interventions
(psychotherapy, educa-
tional interventions,
relaxation techniques
and combinations) as
supportive therapy for
inflammatory bowel
disease (ulcerative coli-
tis or Crohn’s disease,
or both, with or wit-
hout unclassified IBD or
indeterminate colitis.
Total number of pa-
tients: n=1745

Study size ranged from
21 patients to 532 pa-
tients. Most studies
were small (<50 pa-
tients).

There were two studies
performed in adoles-
cents.

Comparison: no treat-
ment, or any other
type of therapy, inclu-
ding other psychosoci-
al therapy, sham or
standard medical the-
rapy. Concomitant
medication was allo-
wed, if applied to both
groups.

Outcomes|Results

Primary: HRQL, coping/
stress management skills
and emotional status, in
particular depression and
anxiety ( after 6 or 12
months)

Secondary: Induction and
maintenance of remission,
time off work or school,
improvement of associated
psychopathology, adverse
events and trial withdrawal.
However, most of these
outcomes were not suffi-
ciently reported.
Secondary outcome assess-
ment was therefore res-
tricted to the comparison of
patients not in remission
over or at the respecified
time (short term 2 to 8
months, long term 9 to 18
months) and disease acti-
vity at follow up.

Results: In adults, psycho-
therapy had no effect on
quality of life at around 12
months (3 studies, 235 pa-
tients, SMD -0.07; 95 % Cl -
0.33 to 0.19), emotional
status (depression, 4 stu-
dies, 266 patients, SMD
0.03; 95% Cl -0.22 to 0.27)
or proportion of patients
not in remission (5 studies,
287 patients, OR 0.85; 95 %
Cl1 0.48 to 1.48). Results
were similar at 3 to 8
months.

In adolescents, there were
positive short term effects

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: Funding for
the IBD/FBD Review Group
(September 1,2010 - August 31,
2015) has been provided by the
Canadian Institutes of Health Re-
search (CIHR) Knowledge Trans-
lation Branch (CON - 105 529)
and the CIHR Institutes of Nutri-
tion, Metabolism and Diabetes
(INMD); and Infection and Im-
munity (Il1). Miss Ila Stewart has
provided support for the IBD/
FBD Review Group through the
Olive Stewart Fund.

COl: Giinther Jantschek (decea-
sed) was involved in studies in-
cluded in this review. Both he
and Gabriele Moser served as
coauthors on clinical practice
guidelines in IBD focusing on is-
sues of psychological therapy.
Study Quality: Quality of the
evidence: very low (GRADE).
The risk of bias was high for all
studies (especially for selection
bias, performance and detection
bias and reporting bias). None of
the studies applied blinding of
the patients or investigators
using any sham procedures, but
a few tried blinded outcome
assessment.

On average, 27 % of the treated
patients, and 29 % of the control
patients dropped out or were
lost to follow up (RR: 0.98; 95 %
C10.92 to 1.05).

Results based on HRQL suggest
small study bias.
Heterogeneity: There was no
evidence for statistical heteroge-
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# Thieme

included if sufficient
information was available
for the assessment

5) any age

6) Trials not separating
type of IBD were also
included.

Exclusion Criteria:

1) Trials with mixed popu-
lations, such as functional
bowel disease and IBD

of psychotherapy on most
outcomes assessed inclu-
ding quality of life (2 stu-
dies, 71 patients, SMD 0.70;
95% Cl 0.21 to 1.18) and
depression (1 study, 41 pa-
tients, SMD -0.62; 95 % Cl -
1.25 t0 0.01).

Educational interventions
had no effect on quality of
life at 12 months (5 studies,
947 patients, SMD 0.11;
95% Cl -0.02 to 0.24), de-
pression (3 studies, 378 pa-
tients, SMD -0.08; 95 % Cl -
0.29 to 0.12) and propor-
tion of patients not in re-
mission (3 studies, 434 pa-
tients, OR 1.00; 95 % C10.65
to 1.53). No adverse events
were reported in any of the
included studies.

Author’s Conclusion: The-
re is no evidence for effica-
cy of psychological therapy
in adult patientswith IBD in
general. In adolescents,
psychological interventions
may be beneficial, but the
evidence is limited. Further
evidence is needed to as-
sess the efficacy of these
therapies in subgroups
identified as being in need
of psychological interven-
tions, and to identify what
type of therapy may be
most useful.

neity or subgroup effects based
on type of disease or intensity of
the therapy.

Publication Bias: The results

of the linear regression test of
funnel plot asymmetry (Egger’s
Test) did not show evidence of
bias (t=0.5734, df=10,
P=0.579).

Notes: 4 of the included studies
reported incomplete data. This
studies were not included in the
pooled results.

Charlebois, A. et al. The Impact of Dietary Interventions on the Symptoms of Inflammatory Bowel Disease: A Systematic Review. Crit Rev Food Sci

Nutr. 56. 1370-1378. 2016

Evidence level|
Study Types

Evidence level: 2

Study type: SR of 12
cohort studies
Databases: MEDLINE
(OvidSP), EMBASE
(OvidSP) and CNIHL
Search period: ? - Sep-
tember 2012.

Inclusion Criteria:

1) adults diagnosed with
inflammatory bowel dis-
ease (either Crohn’s dis-
ease or ulcerative colitis),
2) clinical trial study
design,

3) an intervention that
involved dietary manipu-
lation using a reqular diet
(i. e. no formulas or sup-
plements used),

4) symptoms of IBD ob-
jectively measured before

e414

Population

Intervention:

1) low residue/low
fiber diets

2) exclusion diets,

3) other specific diets
Comparison: normal
vs dietary nutrition in
either CD or UC pa-
tients

Outcomes|Results

Primary: effects on disease
outcome— most notably
clinical response.
Secondary: Results: 1) low
residue/low fiber diets the-
re was no difference in out-
come between the groups.
2) exclusion diets: five trials
for exclusion diet category
—all of which showed sig-
nificant improvements in
symptoms post diet inter-
vention

3) There were five studies
that met our criteria which
did not fall under low fiber/
low residue or exclusion
diets, but that were instead
very specific and different
from one another. Among
the five, three assessed
symptom outcome of a diet
intervention in CD patients,

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: n.s.

COI: n.s.

Study Quality: Most of the
studies were randomized, but
not all (Grimstadt et al. (2011)
and Rajendran and Kumar (2010)
both no comparison group),
Croagh et al. (2007) retrospec-
tive).

Study quality: n.s.
Heterogeneity: n.s.
Publication Bias: n.s.

Notes: -
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and after the interven-
tion.

All studies were reviewed
by a registered dietician
(AC) and verified by a
senior gastroenterology
resident (GR).

Exclusion Criteria: Twen-
ty-one trials were exclud-
ed after screening titles
and abstracts—

1) 12 because they did
not involve a regular diet
(most used an elemental
diet)

2) 9 because they invol-
ved the use of dietary
supplements

3) one trial that was ex-
cluded due to not objecti-
vely measured symptoms
after the diet interven-
tion.

and two assessed similar
outcomes in patients with
ucC.

Author’s Conclusion: In
conclusion, our systematic
review evaluating dietary
manipulations on symp-
toms of IBD found 12 stu-
dies, most of which were
poorly controlled cohort
studies.

Nevertheless, we were able
to identify several potential
dietary manipulations
which may prove beneficial
for improving the symp-
toms of IBD. Further re-
search using more precise
methods of implementing
exclusion diets, as well as,
the low FODMAP diet are
two areas identified in this
review that show promise
for having therapeutic be-
nefits for patients with in-
flammatory bowel disease.

Wedlake, L. et al. Fiber in the treatment and maintenance of inflammatory bowel disease: a systematic review of randomized controlled trials. In-

flamm Bowel Dis. 20. 576 - 586. 2014

Evidence level|
Study Types

Population

Intervention: Oral
pharmacological fiber
supplement, food sup-
plement, or dietary
advice to increase or
decrease fiber intake
were eligible. Fiber
interventions were
required to meet the
acknowledged definiti-
ons of fiber and there-
fore included prebiotic
fibers. Synbiotic prepa-
rations containing a
named prebiotic fiber
complying with the
cited fiber definitions
were also eligible irre-

Evidence level: 2
Study type: SR of 23
RCT’s (Ten studies were in
patients with UC (6 open
label and 4 double blind
placebo controlled trials;
12 were in CD)
Databases: MEDLINE
(U.S. National Library of
Medicine); EMBASE (Else-
vier B.V., The Nether-
lands); CINAHL (CINAHL
Information Systems,
United States); CENTRAL
(The Cochrane Library,
Chichester, United King-
dom); Nutrition and Food
Sciences (CAB Internatio-
nal, United Kingdom); spective of probiotic
Web of Science (ISI species and strain(s)
Thomson Scientific, Uni- used.
ted Kingdom); and Sco- The 23 studies compri-
pus (Elsevier). sed 1296 patients of
Search period: ? - De- which 35 % were male.
cember 2012 Inclusion This included 447 pa-
Criteria: tients with UC (46 %
1) Open label, wholly or remission; 26 % active
partially blinded or place-  disease; 28 % “mixed”
bo-controlled nutritional disease activity), 829
interventional studies with CD (56 % remis-
2) Single or multicenter. sion; 23 % active; 21%
3) English or foreign mixed), and 20 with
language. pouchitis, all in remis-
sion. The methods
used to classify disease

Outcomes|Results

Primary: Clinical: remis-
sion, relapse, mortality,
morbidity, medication use,
symptoms, and quality of
life.

Physiological: gastrointes-
tinal inflammation inclu-
ding histology, inflamma-
tory and immunological
markers, microbiota, and
metabolic substrates.
Secondary: Presence or
absence of adverse events
related to interventional
substrate.

Results: Fiber supplemen-
tation had a positive effect
on disease outcomes in 3/
10 studies in UC and in the

sole pouchitis study. In con-
trast, none of the 12 studies
in CD showed a benefit with

5/12 studies reporting no
effect on disease outcomes
and 3/12 equivalence.
Despite this, a number of
studies reported favorable
intragroup effects on phys-
iological outcomes inclu-
ding fecal butyrate, fecal
calprotectin, inflammatory
cytokines, microbiota, and
gastrointestinal symptom
indices.
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Methodical Notes

Funding Sources: The systema-
tic review was internally funded.
COl: The authors have no con-
flicts of interest to disclose.
Study Quality: Serious adverse
events were inconsistently re-
ported and where reported were
unrelated to intervention. No
studies were terminated on
safety grounds. Most studies
clearly reported patient withdra-
wals (19/23). Few studies were
of high quality with only 17 % (4/
23) scoring the maximum 5
points, 26 % (6/23) 4 points, 22 %
(5/23) 3 points, 17 % (4/23) 2
points, and 17 % (4/23) 1 point
on the Jadad score.

For UC: 2x1 point, 1% 2 points,
3 x3 points, 3 x4 points and
1x5 points of Jadad score.
Heterogeneity: In view of the
variation in patient groups, stage
of disease (remission and active),
interventions, comparators, and
the definition and methods of
measuring outcomes, meta-
analysis of the studies were
deemed not possible.
Publication Bias: n.s.

Notes: Oxford LoE 2 for SR of
randomized and non- random-
ized controlled trials.

Database search terms, timefra-
mes, and host interfaces are de-
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# Thieme

4) Adult (inpatients or
outpatients) older than
18 years of age with

5) CD, UC, or pouchitis
in remission or relapse.
6) Original cohorts only
(i. e., excluding previous
or abbreviated reports
and abstracts of the same
patient group) to avoid
duplication of patient
numbers.

7) Oral pharmacological
fiber supplement, food
supplement, or dietary
advice to increase or
decrease fiber intake
Exclusion Criteria: Ani-
mal studies, reports com-
paring different doses of
fiber without any other
comparator group, non-
RCTs and

uncontrolled trials.

activity varied bet-
ween and within disea-
ses. Where employed
(16/23 studies), 10 dif-
ferent indices were
used. Use of concomi-
tant medications was
reported in 20/23 stu-
dies. Adult, older than
18 years.

Comparison: Fiber
supplements (17 stu-
dies) and dietary inter-
ventions (6 studies).
Comparator group of
either a placebo, no
dietary intervention,
an alternative dietary
intervention, or a
pharmacological inter-
vention (Mesalamine).

Author’s Conclusion: In
summary, this review has
demonstrated the potential
for the efficacy of fiber in
IBD. There is limited, weak
evidence of the effective-
ness of isphagula in main-
tenance of remission of UC,
germinated barley in active
UC, and inulin in the main-
tenance of remission in
pouchitis. Many within-
group effects were obser-
ved and given the paucity of
high-quality studies, these
within group observations
merit further exploration in
adequately powered and
controlled clinical trials.
Future studies should
consider measurement of
physiological outcomes to
further elucidate fiber’s
mechanism of action, ta-
king into account the pos-
sible confounding effect of
medication. It is recom-
mended that in patients
with IBD without overt risk
of obstruction, the restric-
tion of dietary fiber is unne-
cessary, but all patients
should be appropriately
monitored regarding their
tolerance to fiber intake.

tailed in Data, Supplemental
Digital Content 1, http://links.
lww.com/IBD/A354.

Cabre, E. et al. Omega-3 fatty acids and inflammatory bowel diseases - a systematic review. Br | Nutr. 107 Suppl 2. $240 - S252. 2012

Evidence level|
Study Types

Evidence level: 2

Study type: SR of 19
RCTs ( n=7 for active UC,
and n =4 for inactive UC;
active CD n=2, inactive
CDn=6)

Databases: MEDLINE via
PubMedq, EMBASEq, and
Latin American and Carib-
bean Heath Sciences Lite-
rature (LILACS).

Search period: From
inception to April 2011.
Inclusion Criteria:

1) studies regarding Fish
oils, Fatty acids, omega- 3
PUFA

2) both active and inac-
tive UC or CD, Total num-
ber of patients: n=555
(for UC-studies).
Exclusion Criteria:

1) Studies dealing with
conventional diets enri-
ched with fish foods were
not considered eligible
since the dose of omega-3

e416

Population

Intervention: Fish oil
or omega-3 PUFA the-
rapy in both active and
inactive UC or CD.
Comparison:

= liquid fish oil was
compared to sunflo-
wer oil as placebo,
fish oil capsules vs.
capsules with a mix-
ture of fatty acids
(mostly oleic acid)
sulfasalazine capsu-
les as comparator
instead of placebo
nutritional supple-
ment enriched with
omega-3 PUFA, pre-
biotics (fructooligo-
saccharides, Arabic
gum), and antioxi-
dant micronu-
trients, with a su-
crose-based place-
bo supplement
Olive oil, corn oil,
and sunflower oil.

Outcomes|Results

Primary: 1) remission rate
(for active patients) and

2) relapse rate (for patients
in remission) during the
observation period.
Secondary: 3) changein
disease activity scores (eit-
her clinical or endoscopic),
4) time to remission, time
to first relapse,

5) adverse events, hospita-
lization rate, steroid sparing
effect, disease activity at
the end of follow-up period,
and

6) quality of life

Results: Available data do
not allow to support the use
of omega-3 PUFA supple-
mentation for the treat-
ment of both active and
inactive inflammatory bow-
el disease. Negative results
are quite consistent in trials
assessing the use of omega-
3 PUFA to maintain disease
remission, particularly ulce-
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Methodical Notes

Funding Sources: There was no
specific funding for this work.
COl: The authors have no con-
flict of interest to declare.
Study Quality: Oxford Quality
score: 5 points: n=2, 4 points:
n=2, 3 points n=4, 2 points

n =4 Randomization and alloca-
tion concealment: 4 studies de-
scribed both adequate, one had
adequate randomization but
unclear allocation concealment,
and the other 6 trials didn’t de-
scribed any. Blinding: 3 studies
adequate, 2 unblinded, 6 not
described. ITT: 4 studies yes, 6
no, 1 unknown.

other bias: one study had a
significant higher drop out rate
in the active group, and a higher
CAl index in the active group.
Heterogeneity: n.s.
Publication Bias: n.s.

Notes: -
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PUFA is not clear in these
studies.

2) Papers reporting poo-
led results in UC and CD,
or in active and inactive
patients were also exclu-
ded.

3) Studies reporting only
surrogate outcomes, such
as serum/tissue levels of
cytokines, eicosanoids or
other inflammatory mar-
kers

rative colitis, and to a lesser
extent Crohn’s disease.
Trials on their use in active
disease do not allow to
draw firm conclusions
mainly because the hetero-
geneity of design (ulcera-
tive colitis) or their short
number (Crohn’s disease).
In most trials, the appro-
priateness of the selected
placebo is questionable.
Author’s Conclusion: In
summary, although the
available data are in general
discouraging, the present
systematic review does not
allow to make firm recom-
mendations about the use-
fulness of omega-3 PUFA in
IBD. Extra attention about
the manufacturing of pla-
cebo (perhaps using edible
mineral oil) should be paid
in future large-sized, high
quality trials.

Ge, ]. et al. Meat intake and risk of inflammatory bowel disease: A meta-analysis. Turk | Gastroenterol. 26. 492 - 497. 2015

Evidence level| Population

Study Types

Intervention: Meat
consumption Total
number of cases: UC:
2019, CD: 683, and
IBD: 160.

Evidence level: 1

Study type: MA of 9
studies (2 cohort and 7
case—control studies).
Databases: Pubmed and

EMBASE Comparison: low,
Search period: |uly 1966 medium and high
to July 2015 meat consumption in

Inclusion Criteria: 1) in-
flammatory bowel disea-
se, ulcerative colitis,
Crohn’s disease, and meat
consumption (including
red meat, processed meat,
white meat, poultry, beef,
pork, lamb, and goat).

2) without language limi-
tations

3) case-control or cohort
design

4) evaluation of the asso-
ciation between meat
consumption (including
total meat, red meat,
processed meat, and whi-
te meat) and IBD risk

5) the availability of odds
ratio, relative risk (RR),
and hazard ratio estimates
with 95 % confidence in-
terval (Cl) statistical data.
Exclusion Criteria: —

patients with UC, CD
or IBD.

Outcomes|Results

Primary: IBD, UC CD risk
Secondary: geographic
area, study design, and type
of meat consumed, esoph-
ageal cancer

Results: red meat con-
sumption and IBD risk:
significant association (RR:
2.37,95% Cl: 1.40-3.99).
white meat and IBD: no
significant association (RR:
1.20,95% Cl: 0.73-1.97)
processed meat and IBD: no
significant association (RR:
1.60, 95% Cl: 0.53 -4.78)
total meat intake and UC
risk: significant association
(RR: 1.47;95% Cl: 1.01 -
2.15) total meat intake and
CD risk: no association
(summary RR: 1.50, 95 % ClI:
0.98-2.28).

total meat consumption
and IBD risk (summary RRs:
2.92,95% Cl 1.59-5.34) in
cohort studies and total
meat consumption and IBD
risk (summary RRs: 1.33
95% Cl 1.02-1.72) in case-
control studies.

total meat consumption
and IBD risk in studies that
were conducted in Europe-
an populations: significant
association (summary RR:
1.61;95% Cl: 1.16-2.21)

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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Methodical Notes

Funding Sources: The authors
declared that this study has
received no financial support.
COI: No conflict of interest was
declared by the authors.

Study Quality: All studies inclu-
ded in this meta-analysis scored
six or higher in the Newcastle-
Ottawa Scale.

Randomization and dropout
rates n.s.

Heterogeneity: Meat consump-
tion and IBD risk: significant
heterogeneity UC (Q=29.98,
p=0.001, 12=66.6 %) and CD
(Q=11.51, p=0.074,
12=47.9%).

Meat consumption and IBD risk:
significant for case control stud-
ies (Q=30.51, p=0.010,
12=50.8 %) but not significant in
cohort studies (Q =3.44,
p=0.179,12=41.9%).

total meat consumption and IBD
risk in studies that were con-
ducted in European populations:
statistical heterogeneity
(Q=28.71, p=0.007,

12=54.7 %). no statistical hetero-
geneity in Asian studies
(Q=5.23, p=0.265, [2=23.5%).
significant evidence of heteroge-
neity among studies for esopha-
geal cancer (Q=45.31, p<0.001,
12=60.3%).
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total meat consumption
and IBD risk in Asian popu-
lations: significant associa-
tion (summary RR: 1.15,
95% Cl: 0.85-1.56).

The summary RRs for
esophageal cancer in the
highest versus lowest con-
sumption groups were 1.50
(95% Cl: 1.15-1.95) for to-
tal meat, 2.37 (95 % Cl:
1.40 - 3.99) for red meat,
1.60 (95% Cl: 0.53-4.78)
for processed meat, and
1.20 (95% Cl: 0.73-1.97)
for white meat.

Author’s Conclusion: The
results of this meta-analysis
indicate that high intake of
meat is associated with an
increased IBD risk. Further
cohort studies are warran-
ted to confirm this associa-
tion.

Publication Bias: No publication
bias as determined by either the
Egger’s test (p=0.245) or Begg’s
funnel plot (p=0.327).

Notes: -

Liu, X. et al. Dietary fiber intake reduces risk of inflammatory bowel disease: result from a meta-analysis. Nutr Res. 35. 753 - 758. 2015

Evidence level|
Study Types

Evidence level: 1

Study type: MA of 8
studies (2 cohort studies,
1 nested case-control
study, and 5 case-control
studies)

Databases: PubMed,
Embase, and Web of
Knowledge

Search period: ? - No-
vember 2014

Inclusion Criteria:

1) “inflammatory bowel
disease,” “ulcerative coli-
tis,” “Crohn’s disease,”
and “fiber”

2) observational studies
published as an original
article

3) the study of interest
was dietary fiber intake
4) the outcome of interest
was UC and/or CD

5) relative risks (RRs) or
odds ratio estimates (we
presented all results with
RRs in this study) with
their 95 % confidence in-
tervals (Cls) were availa-
ble or could be calculated
6) for dose- response ana-
lysis, the number of cases
and person- years for each
category of fiber must be
provided (or data must be
available to calculate
them). If data were the
same in more than 1

e418

Population

Intervention: dietary
fiber intake.

Number of cases: UC
n=972; CD n=834
Comparison: no com-
parison

Outcomes|Results

Primary: IBD risk (CU or/
and CD)

Secondary: -

Results: Dietary fiber inta-
ke: Among the 7 studies,

3 studies reported that die-
tary fiber intake could de-
crease the risk of CD, whe-
reas no association was
found in the other 4 studies.
The pooled RR with 95 % ClI
of CD for the highest vs lo-
west categories of dietary
fiber intake was 0.44

(0.29 - 0.69, Pfor signifi-
cance =.000)

Dietary fiber intake and UC:
Among the 8 studies, 1
study reported that dietary
fiber intake could decrease
the risk of UC, but the other
studies showed no signifi-
cant association. The sum-
mary RR with 95 % Cl of UC
for the highest vs lowest
categories of dietary fiber
intake was 0.80 (0.64 -
1.00, Pfor significan-
ce=.054)

Author’s Conclusion: The
present meta- analyses
confirmed that dietary fiber
intake may decrease the risk
of IBD. Given the increasing
prevalence of IBD and its
underlying threat to hu-
mans, the observed asso-
ciations between dietary

Literature/References

Nakamoto N (2005)
Inflamm Bowel Dis.

Reif S (1997) Gut.

Persson PG (1992) Epide-
miology.

Hansen TS (2011) | Crohns
Colitis.

Ananthakrishnan AN (2013)
Gastroenterology.

Amre DK (2007) Am ] Gas-
troenterol.

Hart AR (2008) Digestion.
Geerling BJ (2000) Am |
Gastroenterol.

Methodical Notes

Funding Sources: n.s.

COI: The authors report no
conflicts of interest.

Study Quality: No Randomiza-
tion due to study design. No
further details of study quality
specified.

Heterogeneity: fiber and CD:
12=56.1 %, Pfor heteroge-
neity =.034 fiber and CU:
12=48.0 %, Pfor heteroge-
neity =.062

Publication Bias: The visual in-
spection of the funnel plot and
Egger test showed no evidence
of publication bias for the analy-
sis of dietary fiber with CDrisk
(P=.705) and UC risk (P=.459),
respectively.

Notes: Limitations by the
author’s:

1.a meta-analysis of observatio-
nal studies is susceptible to recall
bias, which is inherent in the ori-
ginal studies, especially for case-
control studies. 2. the number of
cases and studies involved in this
meta-analysis was not large
enough. 3. diet assessment
methods differed among the
studies.

Oxford LoE 1 for MA.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459
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study, we included the
latest one or the one with
the largest number of
cases.

Exclusion Criteria:

1) 39 investigated the pa-
thogenesis, diagnosis, or
therapy of CD or UC;

2) 13 were systematic
reviews;

3) 11 did not provide RRs
or corresponding 95 % Cl
4) 6 explored the diet
effect on relapse of IBD.

fiber and IBD might have
clinical and public health
importance.

Barclay, A.R. et al. Systematic review: the role of breastfeeding in the development of pediatric inflammatory bowel disease. | Pediatr. 155. 421 - 426.

2009

Evidence level|
Study Types

Evidence level: 1

Study type: MA and SR of
7 studies (one only UC,
two only CD, four studies
both diseases (one ex-
cluded in parts of the
analysis, due to the lack of
data’s) (case control and
cohort studies).
Databases: Ovid databa-
ses Medline, Old Medline,
Cochrane Library, CAB
abstracts, Embase, Cinahl,
and ACP Journal Club
Database of Abstracts of
Reviews of Effectiveness,
Pubmed on NCBI.

Search period: Ovid da-
tabases Medline (1966-)a-
nuary 2008), Old Medline
1951 -1965, Cochrane
Library (1991- first quar-
ter 2008), CAB abstracts
1973 -2008, Embase
(1980-week 4, 2008),
Cinahl (1982- January
2008), and ACP Journal
Club Database of Abs-
tracts of Reviews of Ef-
fectiveness (1991-first
quarter 2008). Pubmed
on NCBI (1960s- January
2008)

Inclusion Criteria:

1) studies describing out-
comes for patients exclu-
sively <16 years old, early
onset with predominantly
<716 yearsold (>50% <16
years; all <21 years), or
when the data for pa-
tients <16 years old could
be extracted separately.
2) We reported breastfee-
ding for “any exposure,”
because definitions and

Population

Intervention: breast
feeding, mixed fee-
ding, or artificial fee-
ding. total number of
patients: n=657 (UC)
n=1014 (control)
Comparison: healthy
controls; The selection
of control subjects va-
ried between studies.

Outcomes|Results

Primary: early onset of CU/
IBD

Secondary: -

Results: Data for all IBD
showed a significant pro-
tective effect of breastfee-
ding (OR, 0.69; 95% CI,
0.51-0.94; P=0.02). There
was no significant protec-
tive effect from breast milk
exposure for the develop-
ment of UC alone (UC: OR,
0.72;95% Cl,0.51-1.02;
P=0.06)

After exclusion of one study

because of incomplete da-
tas, the following results
were calculated:

A significant protective
effect in all IBD and in UC
(IBD: OR,0.60; 95 % Cl,
0.39-0.91; P=.02; UC: OR,
0.61;95% Cl, 0.44-0.84;
P=.003) was shown in ME-
TA-analysis.

Author’s Conclusion: The
current evidence demons-
trates a possible protective
effect for breast milk in the
development of early onset

IBD. However, the quality of

existing data is generally
poor. These findings need
to be investigated in well-
designed prospective
studies.
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Study Quality: SIGN: 4 studies
rated “2 +”; 3 studies “2-".

2= case control and cohort stu-
dies, non randomized interven-
tions; +=well constructed me-
thods, low risk of confounding
bias; - = high risk of confounding
bias or non-causal relationship.
The potential for recall bias was
present in all the studies analy-
zed.

Of the 7 studies included in our
review, 2 failed to use standard
criteria; all 3 failed to describe
the criteria used. Only 2 studies
referenced published criteria for
diagnosis. Failure to use a recog-
nized diagnostic scheme decrea-
ses the accuracy of the study,
allowing both potential inclusion
of non-IBD cases and also mis-
classification between different
types of IBD.

Many of the studies highlighted
in this systematic review were
underpowered to answer the
study question, leading

to inconclusive results for CD or
UC. None of the included studies
in our systematic review de-
scribed an appropriate power
calculation to predict what num-
ber of subjects would be neces-
sary to detect a significant effect
of breastfeeding.
Heterogeneity: Before exclusi-
on: Heterogeneity for this data
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durations of feeding
practice are variable
Exclusion Criteria:

1) studies which did not
present original data on
breastfeeding and out-
comes in IBD

2) no early-onset data
separately

3) identified the mean
duration of breastfeeding
as opposed to “any expo-
sure” to breast milk, and
data on absolute exposu-
re could not be retrieved
for the population <16
years of age separately.

was moderate to high (12 values:
IBD, 71.4%; UC, 43.3 %).

After exclusion: The heteroge-
neity of studies was still high for
all IBD and CD, but not for UC
(12 values: I1BD, 73.1 %; UC, 0 %).
Publication Bias: n.s.

Notes: The MA combining these
results was hindered by the lack
of OR and Cls for exposure to
breast milk in 1 published study.

Ji, J. et al. Review of Clinical Studies of the Treatment of Ulcerative Colitis Using Acupuncture and Moxibustion. Gastroenterol Res Pract. 2016.

9248 589. 2016

Evidence level|
Study Types

Evidence level: 2

Study type: SR of 63
studies (58 in chinese and
5 in english language)
study type: journal arti-
cles and graduate student
degree dissertations (not
further specified)
Databases: Medline,
EMBASE, and the Cochra-
ne Library, China National
Knowledge Infrastructure
Database (CNKI), the
Chongqing VIP Chinese
Science and Technology
Periodical Database (VIP),
and the Chinese Biome-
dical Literature Database
(CBM).

Search period: |anuary 1,
1995, to December 31,
2015

Inclusion Criteria:

(1) Study subjects: pa-
tients with a definitive
diagnosis of UC were
included. There were no
restrictions on race, age,
or gender.

(2) Study design: RCTs of
UC treatment using acu-
puncture and moxibus-
tion were included.The
languages were limited to
Chinese and English.

(3) Intervention measures
of experimental groups:
experimental groups
mainly received acu-
puncture and moxibus-
tion therapy (including
filiform needle acu-
puncture, electroacu-
puncture, moxibustion,

e420

Population

Intervention: acu-
puncture and moxi-
bustion in UC patients
total number of pa-
tients: n=5404.
Comparison: n.s.

Outcomes|Results

Primary: 1) Use of diag-
nostic standards

2) Use of Acupuncture and
Moxibustion Therapy
Secondary: 3) Methods for
acupuncture and moxibus-
tion

4) Duration of treatment
Results: 1) Use of diagnos-
tic standards: consensus
opinions formulated by Chi-
nese industry associations
or expert committees
(n=8), the practical guide-
lines for the diagnosis and
treatment of inflammatory
bowel diseases of the World
Gastroenterology Organiza-
tion (n=1) and standards
from different types of tea-
ching materials books
(“1993 ulcerative colitis
diagnostic criteria from the
Taiyuan National confe-
rence on chronic nonin-
fectious intestinal diseases”
and the “2000 diagnostic
standards from the Cheng-
du conference on inflam-
matory bowel disease of the
Chinese Society of Gastro-
enterology, Chinese Medi-
cal Association.”)

2) Use of Acupuncture and
Moxibustion Therapy: 1.
acupuncture and moxibus-
tion therapy combined with
drug treatment (drugs are
either western medicine or
chinese medicine) and 2.
acupuncture andmoxibusti-
on alone or in combination.
3) Methods used: acu-
puncture, electroacu-
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Study Quality: study quality:
The quality of the methodology
and reporting of the included
articles was generally low. Six
studies reported follow- up con-
ditions. An evaluation the quality
of the 63 included articles using
modified Jadad scoring showed
that 3 articles represented high-
quality literature. Randomiza-
tion/blinding: Four articles re-
ported using blind methods;
however, the descriptions of
these methods in two articles
were unclear.

Dropout rates: Two studies
reported the numbers of cases
removed from the trials and the
reasons for removal.
ITT-analysis: Two trials perfor-
med an estimation of sample size
before the study.
Heterogeneity: n.s.
Publication Bias: 17 articles re-
ported methods for the genera-
tion of random sequences and 3
articles used proper allocation
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and cupping therapy)
alone or combined with
other treatment methods
(such as drug therapy). In
addition, needling me-
thods, acupoint selection,
and needle material were
not further classified. For
acupuncture and moxi-
bustion combined with
drug therapy, the drugs
administered to experi-
mental groups and con-
trol groups in the same
study should be consis-
tent. (4) There were no
restrictions on the inter-
vention measures used in
control groups.

(5) Literature with full
articles or abstracts that
provided sufficient infor-
mation was included.
Exclusion Criteria:

(1) study subjects and
intervention measures
that did not conform to
the inclusion criteria;

(2) RCTs without clear
diagnostic standards,
basic information on
subjects, or intervention
measure-related infor-
mation;

(3) series of observations,
case reports, expert ex-
periences, and descriptive
analyses without con-
trolled cases;

(4) literature with dupli-
cated detection or dupli-
cated publication.

puncture, moxibustion,
warm needling, acupoint
catgut embedding, acu-
point application, balance
cupping, and auricular
point sticking.

Author’s Conclusion: The
experimental design,
methods, diagnosis, treat-
ment, and efficacy assess-
ment should be improved
to provide high- quality evi-
dence for clinical decision-
making. With the methods
and results of medical re-
searches, the treatment
effect of acupuncture and
moxibustion on UC will

be better observed in the
future.
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concealment. The methods of

random allocation and allocation
concealment of the other trials

were not appropriate or were
unclear.

Notes: The study is a statistical
evaluation of methods used for

Moxibustion and acupuncture.
Because of that the results are
not directly valid for the key
question of the guideline.
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McCombie, A.M. et al. Psychotherapy for inflammatory bowel disease: a review and update. | Crohns Colitis. 7. 935 - 949. 2013 Evidence

Evidence level| Population Outcomes|Results Literature/References Methodical Notes

Study Types

Evidence level: 2 Intervention: psycho- Primary: depression, an- Keeper L (2011) Biological Funding Sources: Two of the
Study type: SR of 18 therapy or experimen- xiety, quality of life (QOL), research for nursing. included paper reported Re-
studies (6 xRCT, 1 CT, 1 tal cognitive therapy relapse frequency, hospita- Diaz Sibaja MA (2007) Rev search support by NIH or Non-
report of trial, 10 x not (group based pro- lizations, sick-leave days, Esp Enferm Dig. U.S. Gov't.

specified) grams, hypnotherapy, symptoms, fatigue, medi- Shaw L (1987) Pain Jun. COI: No author of this article
Databases: Psychinfo, cognitive behavioural cation adherence, and pain Wahed M (2010) Inflamm has a financial conflict of interest
Medline, Embase approaches, relaxa- measures. Bowel Dis. relating to the article.

Search period: 2010 - tion, stress manage- Secondary: - Garcia-Vega E (2004) Behav  Study Quality: Six studies re-
2012 (in addition all ment techniques, Res Ther. ported some form of blinding.

e422 Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



included and excluded
studies of Cochrane Re-
view 2011 were screened)
Inclusion Criteria:

1) involved IBD patients,
2) performed psychothe-
rapy (i. e. not just educa-
tion or self- manage-
ment),

3) had control groups,

4) were published in
English

5) involved more than one
session of psychotherapy,
6) used quantitative psy-
chological or disease-
related outcomes,

7) were published after
1980.

Exclusion Criteria: Abs-
tracts and studies which
were incomplete or had
inadequate reporting of
results.

study used social sup-
port, an individually
tailored behavioural
treatment, study used
nurse-led counselling,
and one study had
problem solving the-
rapy and solution focu-
sed therapy)

Patients with UC, IBD
or CD. Total number of
patients: n=924
Comparison: Control:
treatment as usual
(TAU), waitlist control
(WLC) or active atten-
tion control

Results: Psychotherapy
was found to have minimal
effect on measures of an-
xiety, depression, QOL and
disease progression alt-
hough shows promise in
reducing pain, fatigue,
relapse rate and hospitali-
sation, and improving me-
dication adherence. It may
also be cost effective.
Author’s Conclusion: Psy-
chotherapy for IBD has mi-
nimal effect on measures of
anxiety, depression, QOL
and disease progression. It
shows promise in reducing
pain, reducing fatigue, re-
ducing relapse and hospita-
lisation, improving medica-
tion adherence and may be
cost-effective. We suggest
that targeting patients who
are most likely to benefit,
matching the type if psy-
chotherapy to individual
patients and careful selecti-
on of treatment goals via
outcomes measures is a
way to progress the field.
We also recommend that
computerised CBT is eval-
uated given its high accep-
tability and low cost.

Larsson K (2003) Scand |
Gastroenterol.

Smith GD (2002) | Adv
Nurs.

Grootenhuis MA (2009) Eur
] Gastroenterol Hepatol.
Szigethy E (2007) | Am Acad
Child Adolesc Psychiatry.
Langhorst | (2007) Scand |
Gastroenterol.

Jantschek G (1998) Scand |
Gastroenterol.

Oliveira S (2007) Inflamm
Bowel Dis.

Deter H-C (2007) Inflamm
Bowel Dis.

Keefer L (2011) Behav Res
Ther.

Boye B (2011) Inflamm
Bowel Dis.

Hommel KA (2012) Eur |
Gastroenterol Hepatol.
Hommel KA (2011) | Pediatr
Gastroenterol Nutr.
Vogelaar L (2011) | Crohns
Colitis.

Keefer L (2012) Inflamm
Bowel Dis.

Dropout rates ranged from 0 % at
post- intervention to 50 %.

Six studies did not mention stan-
dardization of treatment, nine
studies used some form of stan-
dardization of treatment, and
four had the same therapist
deliver the therapy to all pa-
tients.

Heterogeneity: n.s.

Publication Bias: n.s.

Notes: -

AG 6: Welche komplementdrmedizinischen Verfahren sind effektiv zur Behandlung der CU?

Bewertungsvorlage:

OXFORD Appraisal Sheet: RCT

Kamali, M et al. Efficacy of the Punica granatum peels aqueous extract for symptom management in ulcerative colitis patients. A randomized,
placebo-controlled, clinical trial. Complementary therapies in clinical practice. 21. 141 - 146. 2015

Population

Intervention

Outcomes|Results

Evidence level: 2 Study type:
RCT Number of Patient: 78 pa-
tients were randomized. For anal-
ysis 29 patients were included in
the P.granatum group and 33 pa-
tients in the control group.
Recruitung Phase: January and
June 2014.
Inclusion Criteria:
a) age between 18 and 65 years,
b) diagnosis of UC by a gastroen-
terologist based on clinical
symptoms, endoscopic appea-
rance, and pathologic studies,
¢) Lichtiger Colitis Activity Index
(LCAI) score of 4-11 indica-
ting moderate disease activity
d) willingness to participate
Exclusion Criteria:

Intervention:
aqueous extract of
the P. granatum peel
(each 8 cc of the sy-
rup contained 6 g of
the dry peel to be
consumed daily for
four weeks).
Comparison: Place-
bo was prepared ba-
sed on USP simple
syrup formula adding
approved additives
(Amaranth) to look
and smell the same
as the P. granatum
syrup.

Primary: changes in LCAI score after treatment.
Secondary: Change in each of the symptoms in-
cluded in the LCAI and the treatment side effects.
Results: LCAI score: similarly reduced in both the
P. granatum (1.68+3.85, P=0.019) and placebo
groups (1.39+2.41, P %4 0.002). Clinical response:
higher with P. granatum compared with placebo at
week 4 (41.4% vs. 18.2 %, P=0.055), but not at
week 10 (48.3 % vs. 36.4%, P=0.441).

Side effects: urticaria in 2 (6.8 %) and 2 (6.4 %),
nauseain 2 (6.8%) and 1 (3.2 %), and increased ap-
petite in 2 (6.4 %) and 3 (9.6 %) of the P. granatum
and placebo groups respectively.

Author’s Conclusion: The P. granatum peel extract
seems effective in complementary management of
UC. Further studies in a larger sample of patients
are warranted.

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Methodical Notes

Funding Sources: This study was
derived from a thesis for PhD in
Traditional Medicine in the Shahid
Beheshti University of Medical Sci-
ences [grant number 155, approval
date Oct. 21 2013].

COI: None.

Randomization: Randomization
was done using computer genera-
ted random numbers.

Blinding: The P. granatum and pla-
cebo syrup were packed and alpha-
betically labeled in the same opa-
que and sealed bottles. Attending
physician, patients, principal inves-
tigators, and data analyzer were
blinded to the study arms. A co-in-
vestigator who was not involved in
patients' recruitment or allocation
or in outcome assessment was
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a) previous history of allergic
response or intolerance to
pomegranate compounds,

b) opium addiction,

) consuming 15 mg or higher
dosage of prednisolone per
day, cyclosporine, or anti-TNF
agents (e. g. infliximab)

d) pregnant women.

e) Patients with no appropriate
treatment compliance and
those experiencing disease
flare or severe side effects
were excluded from the trial.

aware of the drug codes and clea-
red it after data analysis.

Dropout Rate[ITT-Analysis: Sam-
ple sizewas determined considering
type | and Il error rates of 5% and
20 %, respectively. Minimum de-
tectable effect size (i. e. D of clinical
response) was considered to be of
30 % based on a similar herbal me-
dicine trial in UC patients. Sample
size was then calculated as 39 pa-
tients in each study group after
about 20 % dropout rate was consi-
dered.

During the 10-week study duration
16 patients dropped out of the study.
Notes: Oxford LoE for validating
cohort study.

Sharma, P. et al. Effect of Yoga-Based Intervention in Patients with Inflammatory Bowel Disease. Int | Yoga Therap. 25. 101 -112. 2015

Population

Evidence level: 2

Study type: RCT

Number of Patient: 100 patients
between 16 - 60 years who were
in the clinical remission phase of
the disease, were randomized.

60 patients with CU wer random-
ized (30 for each group: analyzed
yoga n =26, control n=25 pa-
tients)

Recruitung Phase: 2004 and
2008

Inclusion Criteria: (a) one or two
stools a day without blood,

(b) no fever,

(c) no tachy-cardia,

(d) hemoglobin normal or retur-
ning towards normal,

(e) erythrocyte sedimentation
rate (ESR) normal or returning
towards normal.

Patients with a CDAI score <150
were considered in remission
Exclusion Criteria: (a) IBD pa-
tients with other chronic diseases
like diabetes mellitus, hypertensi-
on, or cardiovascular diseases,
(b) any condition known to affect
the cardiovascular autonomic
functions such as chronic alcoho-
lism or smoking,

(c) patients who have undergone
any surgical intervention for IBD,
(d) pregnant women,

(e) patients on any drug regime
affecting autonomic functions,
(f ) patients on psychiatric medi-
cation

(g) patients who have practiced
yoga within at least one year
preceding the study.

e424

Intervention

Intervention: the
yoga group (yoga in-
tervention (8 weeks)
plus standard medi-
cal therapy): physical
postures, pranaya-
ma, and

meditation; 1- hour/
day in addition to
standard medical
therapy (UC, n=30;
CD, n=20).
Standard medical
therapy: mesalami-
nes and azathioprine,
along with multivita-
mins and calcium
supplements.
Comparison: con-
trol group (standard
medical therapy alo-
ne): UC, n=30; CD
n=20.

Outcomes|Results

Primary: cardiovascular autonomic functions,
serum eosinophilic cationic protein, interleukin- 2
soluble receptors, Speilberger’s State Trait Anxiety
Inventory (STAI) scores, and clinical symptoms
Secondary: -

Results: Fewer UC patients reported arthralgia.
The number of patients reporting intestinal colic
pain in the control group was higher. State and trait
anxiety levels were significantly reduced in patients
with UC (state yoga: 38.88 + 8.85 to 32.8 +£8.21
(p=0.01 control: 39.73 +8.58 to 39 +9.05 p=0.59)
and trait anxiety (Yoga 49.48 +8.7 to 41.24 £8.22
(p=0.001) and Control 44 +7.88 to 42.26 + 8.49
p=0.30)

No significant changes were observed in cardiovas-
cular autonomic functions, eosinophilic cationic
proteins, or interleukin-2 soluble receptors.
Author’s Conclusion: In IBD, treatment goals are
usually directed towards the management of di-
gestive and systemic symptoms. Outcome and
follow-up measures are typically based on clinical
symptoms, laboratory findings, and endoscopic
and histological features. However, since these ob-
jective measures may not necessarily correspond
with patients’ subjective experience of illness and
health outcomes, current trends point towards im-
proving general well-being and to reducing the dis-
ease associated concerns. This study suggests that
medical treatment plus yoga intervention is more
effective than medical treatment alone in reducing
the anxiety in patients with UC.
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Methodical Notes

Funding Sources: Central Council
for Research in Yoga and Naturopa-
thy (CCRYN), New Delhi, India.
COI: The authors declare that they
have no competing interests.
Randomization: Group as-
signment was determined by a ran-
domization scheme devised from
computer- generated random
number tables. The tables were
prepared by other researchers who
were not involved in the study. The
randomization schedule was con-
cealed in sequentially numbered,
sealed opaque envelopes. Partici-
pants were randomized by the
research assistant.

Blinding: -

Dropout Rate[ITT-Analysis: The
patient dropout rate was 10 % and
15% for UC and CD, respectively.
The dropout rate was not signifi-
cantly different between the groups
and was also not related to any
adverse events related to the inter-
vention.

Notes: -
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Langhorst, | et al. Randomised clinical trial: a herbal preparation of myrrh, chamomile and coffee charcoal compared with mesalazine in maintaining
remission in ulcerative colitis—a double-blind, double-dummy study. Alimentary pharmacology & therapeutics. 38. 490 - 500. 2013

Population

Evidence level: 2

Study type: Randomised, dou-
ble- blind, double-dummy, acti-
ve-controlled trial; multicentric
(2 German centers)

Number of Patient: 97
Recruitung Phase: 06.2008 -
07.2010.

Inclusion Criteria: Diagnosed
UC, verified by the defining
symptoms (rectal bleeding, diar-
rhoea), colonoscopy and histopa-
thology. All included participants
had to be aged 218 and <75 ye-
ars and in self-reported clinical
remission for at least 7 days and
at most 12 months prior to the
beginning of the study reported
retrospectively at the time point
of the screening visit.

Exclusion Criteria: Clinically
active disease (CAl >4) Rachmile-
witz infectious or chronic active
colitis, the current use of antibio-
tics, Escherichia coli Nissle or
ispaghula (Plantago ovata), a tre-
atment within the last 3 months
with biologicals or other immu-
nosuppressive drugs (azathiopri-
ne, methotrexate a.o.), complete
colectomy, relevant comorbidity
or pregnancy. Corticosteroids
had to be discontinued at least 7
days prior to the beginning of the
study.

Intervention

Intervention: Herbal
treatment: oral pre-
paration of 100 mg
myrrh 4*3 tablets per
day for 12 months,
70 mg chamomile ex-
tract and 50 mg cof-
fee charcoal (MYRR-
HINIL- INTEST; Repha
GmbH, Hannover,
Germany). It is regis-
tered as a traditional
medicinal product
and produced by a
contract manufac-
turer strictly in com-
pliance with GMP
(Good Manufacturing
Practice).

+Placebo Mesalazine
3*1 tablets per day
for 12 months.
Comparison: Mesa-
lazine, consisting of
eudragit L coated
5-aminosalicylic
acid; 3*1 tablets per
day for 12 months.
(Salofalk 500 mg; Dr
Falk Pharma GmbH,
Freiburg, Germany).
+Placebo herbal tre-
atment 43 tablets
per day for 12
months,

Outcomes|Results

Primary: Non-inferiority: of the herbal preparation
with regard to clinical disease activity evaluated by
the Clinical Colitis Activity Index (CAI) of Rachmile-
witz. CAl was assessed at baseline, 1,3,6,9,12
months and in case patients reported flares. A sco-
re of <4 indicated remission. Active disease was
defined with a score of >4. Non-inferiority test is
equivalent to a noncentral t-test on the level
a=0.05 resp.a=0.025 that the difference in the
expected mean values of CAl averaged over the 6
visits between herbal treatment and mesalazine is
less than 1.

Secondary: Relapse rate, relapse free time, safety
and faecal biomarkers: Lactoferrin (Lf; >7.25 ug/g
for elevated), Calprotectin (Cal; >50 ug/g for ele-
vated) and PMN-Elastase (PMN-e; >0.062 ug/g for
elevated). Further outcome criteria included mu-
cosal inflammation activity using the Comprehen-
sive Activity Index.

Results: Mean CAl demonstrated no significant
difference between the two treatment groups in
the intention-to-treat (P=0.121) or per- protocol
(P=0.251) analysis. Relapse rates in total were 22/
49 patients (45 %) in the mesalazine treatment
group and 25/47 patients (53 %) in the herbal tre-
atment group (P=0.540). Safety profile and tolera-
bility were good and no significant differences were
shown in relapse-free time, endoscopy and faecal
biomarkers.

Author’s Conclusion: The herbal preparation of
myrrh, chamomile extract and coffee charcoal is
well tolerated and shows a good safety profile. We
found first evidence for a potential efficacy non-
inferior to the gold standard therapy mesalazine,
which merits further study of its clinical usefulness
in maintenance therapy of patients with ulcerative
colitis.
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Methodical Notes

Funding Sources: This study was
funded in full by REPHA GmbH
Biologische Arzneimittel, Hannover,
Germany.

COl: J. Langhorst has served as a
speaker for Repha GmbH, Techlab
Inc, Falk Foundation and received
research funding from Techlab Inc.
U. Albrecht has served as a consul-
tant and an advisory board member
for Repha Gmbh. Rainer Stange has
served as a consultant for Steiger-
wald Arzneimittel GmbH, medico-
nomics GmbH and Klosterfrau
Vertriebsgesellschaft mbH and has
received research funding from
Repha and IFAG Basel AG.

A. Michalsen has served as consul-
tant for Heel, Hevert, Pascoe, Stei-
gerwald and for Repha, Casella as
advisory board member. G. Dobos
has served as a speaker for Schwabe
GmbH, Roche GmbH and received
research funding from Schwabe
GmbH. Special thanks to Mrs An-
nette Tengelmann, Mrs. Anna Hof-
stetter and Mrs Miriam Mohr for
their contribution to the study.
Randomization: “Randomisation
was carried out in concealed alloca-
tion on a computer-generated se-
quence in a double-blind manner in
blocks of four patients using 1:1
allocation to the two treatment
groups. Only complete blocks of
ran- dom numbers were used for
each centre. If patients were eligible
for study entry, they were assigned
to random numbers ( =treatment
numbers) in ascending order within
each centre according to the chro-
nological order of their randomisa-
tion and were given the cor-
responding study medication.”
Blinding: Double blind study.
Dropout Rate[ITT-Analysis: “All
analyses and the subgroup analy-
ses, except for the passage ‘per
protocol’, were performed in the
ITT population.” One participant
who was randomized was not inclu-
ded in the ITT analysis, because he
was only treatment compliant for 7
days.

Notes: ITT does not contain all
randomized participants.
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Sandborn, Wij et al. Andrographis paniculata extract (HMPL-004) for active ulcerative colitis. The American journal of gastroenterology. 108. 90 - 98.

2013
Population

Evidence level: 2

Study type: Multicenter, rando-
mized, double- blind, placebo-
controlled trial conducted in 52
centers in 5 countries (USA,
Germany, Romania, Ukraine,
Canada).

Number of Patient: 224.
Recruitung Phase: 02.2008 -
10.2009.

Inclusion Criteria: Age: > |east
18 years; confirmed diagnosis of
ulcerative colitis. Patients had a
Mayo Score of 4 - 10 points and
mildly to moderately active dis-
ease on sigmoidoscopy (endos-
copic subscore of at least 1) while
receiving either oral mesalamine
(or equivalent medications sulfa-
salazine, balsalazide, and olsala-
zine) for at least 4 weeks or no
medical therapy.

Exclusion Criteria: Patients with
Crohn’s disease or indeterminate
colitis, severe ulcerative colitis
(Mayo Score of 11 or 12 points,
toxic mega- colon, toxic colitis),
previous colonic surgery or pro-
bable requirement for intestinal
surgery within 12 weeks, enteric
infec- tion within 2 weeks, a his-
tory of tuberculosis, a positive
chest X-ray or tuberculin protein-
purified derivative skin test, ac-
tive infection with hepatitis B or
any infection with hepatitis C, in-
fection with human immunodefi-
ciency virus, cancer within 5 ye-
ars, inadequate bone marrow,
hepatic, or renal function, a his-
tory of alcohol or drug abuse that
would interfere with the study,
significant concurrent medical
diseases, allergy to plants in the
Acanthacea family, and women
who were pregnant or breast-
feeding were not eligible. Patients
receiving oral or rectal steroids
within 1 month, rectal mesala-
mine within 1 week, antibiotics
within 2 weeks, or azathioprine,
6- mercaptopurine, anti- tumor
necrosis factor agents, or im-
muno-suppressive therapy within
6 weeks were also excluded.

e426

Intervention

Intervention: Oral
capsules containing
Andrographis pani-
culata ethanol ex-
tract (HMPL-004;
Hutchison MediPhar-
ma Ltd., Shanghai,
China) at doses of
1200 mg or 1800 mg
for 8 weeks in three
divided doses. Oral
mesalamine was
continued at a stable
dose.

Comparison: Pla-
cebo, administered
in three divided
doses. Patients were
treated for 8 weeks
and followed
through week 12.
Oral mesalamine was
continued at a stable
dose.

Outcomes|Results

Primary: Clinical response at week 8. A colonoscopy
or flexible sigmoidoscopy was performed and the
Mayo Score was determined at weeks 0 and 8.
Clinical response was defined as a decrease from
baseline in the total Mayo Score by at least 3 points
and at least 30 % with an accompanying decrease in
rectal bleeding subscore of at least 1 point or a
absolute rectal bleeding subscore of 0 or 1 point)
Secondary: clinical remission at week 8, Mucosal
healing at week 8, time to partial Mayo Score response
(defined as the time point at weeks 2, 4, 6, or 8 at
which there was a decrease from baseline in the
partial Mayo Score by at least 2 points); change from
baseline in the partial Mayo Score at weeks 2, 4, 6, or 8;
and the mean change from baseline in the total Mayo
Score at week 8; Safety assessments on adverse events
were conducted through week 12. Clinical remission
was defined as a total Mayo Score of 2 points or lo-
wer, with no individual subscore exceeding 1 point
(12,13). Mucosal healing was defined as a decrease
from baseline in the endoscopy subscore by at least
1 point and an absolute endoscopy subscore of 0 or
1 point. Adverse events and concomitant medica-
tions were followed through week 12.

Results: Primary: Clinical response: 45 and 60 %

of patients receiving A. paniculata 1200 mg and
1800 mg daily, respectively, were in clinical respon-
se at week 8, compared with 40 % of those who
received placebo (P=0.5924 for 1200 mg vs.
placebo and P=0.0183 for 1800 mg vs. placebo).
Secondary: Clinical remission: 34 and 38 % of pa-
tients receiving A. paniculata 1200 mg and

1800 mg daily, respectively, were in clinical remis-
sion at week 8, compared with 25 % of those who
received placebo (P=0.2582 for 1200 mg vs.
placebo and P=0.1011 for 1800 mg vs. placebo).
Adverse events: developed in 60 and 53 % of patients
in the A. paniculata 1200 mg and 1800 mg daily
groups, respectively, and 60 % in the placebo
group.

Author’s Conclusion: Patients with mildly to mo-
derately active ulcerative colitis treated with

A. paniculata extract (HMPL-004) at a dose of
1800 mg daily were more likely to achieve clinical
response than those receiving placebo.
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Methodical Notes

Funding Sources: This work was
supported by a research grant from
Hutchison Medipharma Ltd.,
Shanghai, China.

COI: Dr Sandborn reports having
received consulting fees from Ab-
bott Laboratories, ActoGeniX NV,
AGl erapeutics, Inc., Alba erapeutics
Corporation, Albireo, Alfa Wasser-
man, Amgen, AM-Pharma BV, Ana-
phore, Astellas Pharma, Athersys,
Inc., Atlantic Healthcare Limited,
Axcan Pharma (now Aptalis), BioBa-
lance Corporation, Boehringer-In-
gelheim Inc, Bristol Meyers Squibb,
Celegene, Celek Pharmaceuticals,
Cellerix SL, Cerimon Pharmaceuti-
cals, ChemoCentryx, CoMentis,
Cosmo Technologies, Coronado
Biosciences, Cytokine Pharmasci-
ences, Eagle Pharmaceuticals, Eisai
Medical Research Inc., Elan Pharma-
ceuticals, EnGene, Inc., Eli Lilly,
Enteromedics, Exagen Diagnostics,
Inc., Ferring Pharmaceuticals,
Flexion erapeutics, Inc., Funxional
erapeutics Limited, Genzyme Cor-
poration, Genentech (now Roche),
Gilead Sciences, Given Imaging,
Glaxo Smith Kline, Human Genome
Sciences, Ironwood Pharmaceuti-
cals (previously Microbia Inc.), Jans-
sen (previously Centocor), KaloBios
Pharmaceuticals, Inc., Lexicon
Pharmaceuticals, Lycera Corpora-
tion, Meda Pharmaceuticals (pre-
viously Alaven Pharmaceuticals),
Merck Research Laboratories,
MerckSerono, Millennium Pharma-
ceuticals (subsequently merged
with Takeda), Nisshin Kyorin Phar-
maceuticals Co., Ltd., Novo Nordisk
A/S, NPS Pharmaceuticals, Optimer
Pharmaceuticals, Orexigen Thera-
peutics, Inc., PDL Biopharma, Pfizer,
Procter and Gamble, Prometheus
Laboratories, ProtAb Limited, Pur-
genesis Technologies, Inc., Recep-
tos, Relypsa, Inc., Salient Pharma-
ceuticals, Salix Pharmaceuticals,
Inc., Santarus, Schering Plough
Corporation (acquired by Merck),
Shire Pharmaceuticals, Sigmoid
Pharma Limited, Sirtris Pharmaceu-
ticals, Inc. (@ GSK company), S.L.A.
Pharma (UK) Limited, Targacept,
Teva Pharmaceuticals, Therakos,
Tillotts Pharma AG (acquired by
Zeria Pharmaceutical Co., Ltd.),
TxCell SA, UCB Pharma, Viamet
Pharmaceuticals, Vas- cular Bioge-
nics Limited (VBL), Warner Chilcott
UK Limited, Wyeth (now P zer). He
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has received lecture fees from
Abbott Laboratories, Bristol Meyers
Squibb, and Janssen (previously
Centocor). He has received research
support from Abbott Laboratories,
Bristol Meyers Squibb, Genentech,
Glaxo Smith Kline, Janssen (previo-
usly Cento- cor), Millennium Phar-
maceuticals (now Takeda), Novar-
tis, P zer, Procter and Gamble
Pharmaceuticals, Shire Pharmaceu-
ticals, and UCB Pharma. Dr Targan
reports having received consulting
fees from Amgen, Biogen, Esai,
GSK, Hutchison Medipharma, Lyce-
ra, Merck, Prometheus, Symbiotix,
Takeda Pharmaceutical and Zyn-
genia. In addition, he reports ha-
ving received research and mee-
ting/ travel support from Hutchison
Medipharma. He also reports
having received a grant for re-
searching the mechanism of action
for the drug published in this paper
from Hutchison Medipharma. Dr
Byers reports having received the
following from Hutchison Medi-
pharma: support for travel to mee-
tings for the study and other pur-
poses, receiving fees for review
activity related to data monitoring
and anal- ysis, and for writing and
reviewing the manuscript. Mr. Rutty
reports having received the follo-
wing from Hutchison Medipharma:
support for travel to meetings for
the study and other purposes,
receiving fees for review activity
related to data monitoring and ana-
lysis, and for writing and reviewing
the manuscript. In addition, he re-
ports Board membership for Steba
Biotech SA and reports consulting
for the following companies: Sche-
ring Corporation, Roche, Methylge-
ne, Steba Biotech SA, Aderans
Research Institute Inc., Stem Cell
eraputics, Genentech, Pearly era-
peutics, Sundise Chinese Medicine
Technol- ogy Development Corp.,
Endocyte, Inc, and Generon Corpo-
ration Ltd. Mr Rutty is an employee
of Everest Clinical Research Services
Inc. Dr Tang reports being an em-
ployee of Hutchison Medipharma
at the time of the clinical trial de-
scribed herein and during the draf-
ting of this manuscript. He is cur-
rently an employee of Generon
(Shanghai). Dr Mu reports being an
employee of Hutchison Mediphar-
ma. Dr Zhang reports being an em-
ployee of Hutchison Medipharma.
Randomization: “Randomization
was performed centrally using a
block randomization schedule stra-
tified by concurrent mesalamine
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use (yes or no) and country/geo-
graphic region (North East USA,
Mid-East USA, South East USA,
Western USA, Canada, Ukraine, and
Romania).”

Blinding: Double blind study, no
description of allocation conceal-
ment.

Dropout Rate[ITT-Analysis:
Missing data were handled using a
“worst case” intention- to-treat
analysis in which patients with any
missing component of the Mayo
Score were considered not to be in
clinical response, clinical remission,
or to have mucosal healing.

Notes: ITT analysis does not inclu-
de all patients that were random-
ized (one person was incorrectly
randomized).

Gong, Y et al. Efficacy and safety of Fufangkushen colon-coated capsule in the treatment of ulcerative colitis compared with mesalazine: A double-
blinded and randomized study. [German]. Deutsche Zeitschrift fur Akupunktur. 57. 20 - 21. 2014

Population

Evidence level: 3

Study type: Double-blinded,
randomized clinical trial, multi-
centric 13 centers in China.
Number of Patient: 320
Recruitung Phase: 2007 - 2009
Inclusion Criteria: Patients who
were 18 - 65 years of age at the
time of informed consent; who
had active UC defined by a Mayo
score of 6 - 12 points; and who
meet the Chinese pattern diag-
nosis of damp-heat accumulation
interior.

The damp-heat accumulation
interior pattern diagnosis can be
identified based on the co-exis-
tence of 3 major symptoms (diar-
rhea, mucous or bloody purulent
stools, abdominal pain) and at
least 2 secondary symptoms
(tenesmus, burning pain in anus,
fever, anorexia, dry or bitter
mouth, foul stools).

Exclusion Criteria: patients with
quiescent UC; patients with other
severe diseases; female patients
in pregnancy or lactation and
male patients with desire for pro-
creation; patients who showed
allergic reaction to the drug; who
had higher blood creatinine level,
or blood alanine transaminase
level higher than double of
normal; who took any other
investigational drugs within 3
months.
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Intervention

Intervention: Fu-
fangkushen colon-
coated capsule (FCC,
0.4 g/capsule, sup-
plied by Zhonghui
Pharmaceutical, Bei-
jing, China. Patch
No.20070301), and
placebos prepared
identical in color,
taste and consisten-
cy to the interven-
tion drug (supplied
by Zhonghui Phar-
maceutical, Beijing,
China). FCC is com-
posed of extracts of
Chinese herbal medi-
cine Radix Sophorae
Flavescentis (Kus-
hen), Radix Sangui-
sorbae (Diyu), Indigo
Naturalis (Qingdai),
Bletilla hyacinthina
reichb (Baiji), Radix
Glycyrrhizae (Gan-
cao).

All the extracts were
coated in a capsule
which ensures the
medicine to be relea-
sed in the colon.
Comparison: Huidi
mesalazine tablet
(HD, mesalazine en-
teric-coated tablets,
0.25 g/tablet, sup-
plied by Luling Phar-
maceutical, Jiamusi,
China. Patch
No.071006), and
placebos prepared

Outcomes|Results Methodical Notes

Primary: Patients were evaluated at weeks 0 and
8. The Mayo score was determined at weeks 0, 8.
Primary outcome Efficacy: Clinical response was
defined as a decrease from baseline in the total of China (2006BAI04A10) and Na-
Mayo score of at least 3 points and at least 30 %, tional ScienceFoundation of China
with an accompanying decrease in the subscore for ~ (No.30902 003).

rectal bleeding of at least 1 point or absolute sub- COl: n.a.

score for rectal bleeding of 0 or 1. Randomization: All eligible pa-
Secondary: Secondary outcome : Efficacy: Clinical tients were randomly allocated at a
remission was defined as a total Mayo score of 2 3:1 ratio into two groups. 240 pa-
points or lower, with no individual subscore excee- tients accepted FCC, 80 accepted
ding 1 point. HD treatment. The central rando-
Efficacy: Mucosal healing was defined as absolute mization system was adopted for
subscore for endoscopy of 0 or 1. the patient allocation, and the
Safety outcomes: are not described in the methods;  randomization code was sealed
results section lists the incidence of adverse events.  until the blind was removed.
Results: Primary: Efficacy Clinical response: At the Blinding: Double blind study.

8th week, 72.50 % of patients in FCC group (170 of ~ Dropout Rate[ITT-Analysis: “All
234) and 65.00 % of patients in HD group(52 of 80) efficacy analyses used intention-to-
had achieved a clinical response with no statistically ~ treat methods.” The exact number
significant difference (P>0.05). in these analyses is not provided,
Efficacy Clinical remission The proportions of not even in the prisma charts
patients who had a clinical remission was similar Notes: Inclusion criteria for pa-
(41.50 % in FCC group, 41.25 % in HD group, tients are not necessarily compa-
P>0.05) tible with conventional inclusion
Efficacy Mucosal healing: The rate at week 8 in the criteria “patients .. who meet the
two groups was similar and also without significant  Chinese pattern diagnosis of damp-
difference (55.13 % in FCC group, 55.00 % in HD heat accumulation interior. The
group, P>0.05). Mayo scores at week 8 showed no  damp-heat accumulation interior
statistically significant difference between the two pattern diagnosis can be identified
groups based on the co-existence of 3 major
Safety: No significant differences were observed symptoms (diarrhea, mucous or
between the safety profiles of the 2 groups bloody purulent stools, abdominal
(P>0.05). No severe AEs were reported in either pain) and at least 2 secondary symp-
group. The latent class analysis indicated that FCC toms (tenesmus, burning pain in
was superior applicable for the left hemicolon anus, fever, anorexia, dry or bitter
involved patients than HD. mouth, foul stools)” Only the names
Author’s Conclusion: FCC has a similar effect and of the ingredients in the TCM drug
safety in the treatment of active UC with TCM are known, not their dosage, which
damp-heat accumulation interior pattern at week 8 affects the reproducibility of the
compared compared with HD, a mesalamine ente-  experiment. Unequal allocation
ric-coated tablets, in achieving clinical response TCM:5-ASA 3:1 brings up questions

Funding Sources: This study was
supported jointly by the National
Eleventh Five Year Support Project
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identical in color,
taste and consisten-
cy to the comparison
drug (supplied by
Zhonghui Pharma-
ceutical, Beijing,
China).

and remission, mucosal healing. In addition, FCC s
superior to HD in treating patients with UC as the
inflamed area was the left hemicolon.

of the rationale and internal validity
of the study. Unclear how many
participants were included in the
ITT analysis set. Randomization se-
quence not specified. No mention
of conflicts of interest. Subgroup a-
nalysis not part of the hypothesis
and appears to be a post hoc analy-
sis. The 5-ASA group of patients
with left- sided colitis might also
lack statistical power (n=26).

Kyaw, Mh et al. A prospective, randomized, controlled, exploratory study of comprehensive dietary advice in ulcerative colitis: impact on disease
activity and quality of life. European journal of gastroenterology & hepatology. 26. 910-917. 2014

Population

Evidence level: 3

Study type: Prospective ran-
domized controlled study, non
blinded.

Number of Patient: 130
Recruitung Phase: n.a.
Inclusion Criteria: Patients aged
18 - 80 years with a confirmed
diagnosis of UC on the gastroen-
terology outpatient registers of
Leicester General Hospital and
Leicester Royal Infirmary, UK,
were eligible for inclusion.
Exclusion Criteria: Patients who
were unwilling or unable to pro-
vide informed

consent were excluded. Potential
participants were approached
either by letter or in person when
attending clinic appointments.
This was an exploratory study, as
recommended by the Medical
Research Council guidelines.

Intervention

Intervention: Parti-
cipants who were
assigned to the inter-
vention group were
provided dietary gui-
delines DMF in UC in
the form of an edu-
cational booklet ‘Diet
and Ulcerative Colitis®
(originally sponsored
by an educational
grant from Procter &
Gamble Pharmaceu-
ticals). This booklet
was developed and
published in 2007
with an aim to trans-
late research-based
dietary knowledge
into practical dietary
guidelines. The boo-
klet is now freely dis-
tributed by NHS IBD
services and publis-
hed by Warner Chil-
cott Pharmaceuticals.
Comparison: Pa-
tients in the control
group were given
‘Healthy Eating for a
Healthy Leicester-
shire” and assigned
to follow their usual
diet. This standard
booklet on healthy
eating, which was
normally used to
provide dietary advi-
ce to the general pu-
blic, was published
by the Leicestershire
Nutrition and Diete-
tic service.

Outcomes|Results

Primary: The simple clinical colitis activity index
and the UK inflammatory bowel disesase question-
naire (IBDQ).

Secondary: n.a.

Results: Overall, 112 patients completed the
study. Study participants were asked to complete
the IBDQ and SCCAI together with the Food Fre-
quency Questionnaire at 0, 6 and 24 weeks. At 24
weeks, there was a mean reduction in the Simple
Clinical Colitis Activity Index score in the interven-
tion group compared with an increase in the score
in the control group [-1.304 (P=0.0108) vs. 0.875
(P=0.0249)].

There was a mean increase in the IBDQ score in the
intervention group compared with a reduction in
the score in the control group [7.17 (P=0.126) vs. —
3.44 (P=0.205)]. A total of 69 % of patients in the
intervention group found the dietary advice signifi-
cantly or moderately helpful.

Author’s Conclusion: The study suggests that
there is likely to be a link between the dietary advi-
ce provided and symptomatic improvement. The
effect of diet may not occur through the addition or
the elimination of single nutrients; rather, each
food consumed combines many nutrients that
allow for a synergistic or an antagonistic action
when present in a certain composition.

Methodical Notes

Funding Sources: This study was
funded by an educational grant
from Warner Chilcott UK Ltd
through the charity GEAR
(Gastrointestinal Education And
Research).

COl: There are no conflicts of
interest.

Randomization: A computer-ge-
nerated randomization schedule
produced by SPSS 18.0 (IBM, Chica-
go, lllinois, USA) was used to assign
each patient to an intervention or a
control arm.

Blinding: No blinding

Dropout Rate[ITT- Analysis: There
were 10 and 8 dropouts out of 71
and 59 for Intervention and Control
groups. No ITT analysis was perfor-
med. “Because of lack of complete
data for relevant outcome meas-
ures in patients withdrawn from
study, a strict intention-to-treat
analysis was not feasible.”

Notes: ITT analysis was not perfor-
med and strictly speaking the 18
dropouts were not taken into
account. Outcomes were patient —
reported and subjective, therefor
they are especially likely to be influ-
enced by the lack of blinding. Inclu-
sion criteria do not specify a UC
severity or activity state.

Tang, T et al. Randomised clinical trial: herbal extract HMPL-004 in active ulcerative colitis — a double-blind comparison with sustained release me-
salazine. Alimentary pharmacology & therapeutics. 33. 194 -202. 2011

Population

Evidence level: 3

Study type: Double-blind
double-dummy randomized trial.
Multicentric

Intervention

Intervention:
HMPL-004 (Hutchi-
son Medipharma
Ltd., Shanghai,

Outcomes|Results

Primary: Clinical symptoms were assessed using
the Chinese Gastro- enterological Association
(CGA), 200 113 Standard for Diagnosis of UC
Symptom Score Paradigm. Mucosal healing was
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Methodical Notes

Funding Sources: This study was
funded in full by Hutchison Medi-
pharma, Ltd. The preparation of this
paper was funded in full by Hutchi-
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Number of Patient: 125
Recruitung Phase: 11.2005 -
11.2006

Inclusion Criteria: Male or fema-
le patients, 18 - 65 years of age,
with a diagnosis of mildly to mo-
derately active UC confirmed by
colonoscopy within 1 week of
study entry. Mild-to-moderately
active UC was defined as chronic
persistent or relapsing clinical
symptoms of bloody stool,
abdominal pain and distension.
Exclusion Criteria: Patients were
excluded from the study if they
were pregnant or lactating, had
stools positive for bacterial pa-
thogens, renal or hepatic disease,
a history of asthma, a bleeding or
coagulation disorder, severe UC,
or severe complications of UC,
Crohn’s disease, cancer, a history
of allergy or hypersensitivity to
aminosalicylates or any compo-
nent of the HMPL-004 products,
if they had received any medica-
tion for UC within 1 week of
study, including sulfasalazine,
mesalazine, steroids, and Chinese
herbal medicines, or if they had
participated in any clini- cal study
within 3 months. During study
participation patients were
prohibited from concomitant
medications for UC.
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China) 400 mg t.d.s.,
1200 mg/day. The
study material is
water-soluble, for-
mulated in single-
dose level hard gela-
tin capsules each
containing 1200 mg
Andrographis pani-
culata extract (APE),
which was manu-
factured under cur-
rent Good Manu-
facturing Practices
(cGMP) for 8 weeks +
Mesalazine placebo
Comparison: Mesa-
lazine Slow release
granules (Etiasa,
Ethypharm Indus-
tries, France, same as
Pentasa) 1500 mg t.
d.s., 4500 mg/day
for 8 weeks + HMPL-
004 placebo.

evaluated by colonoscopy and histopathology by
biopsy at baseline and at 8 weeks. Mucosal healing
was scored using the CGA colonoscopy paradigm
and histopathology was scored using the CGA his-
topathological paradigm. Colonoscopy scores at
baseline were compared with those obtained at the
completion of the 8-week study. There were two
primary efficacy endpoints, both based on the
clinical response. The ‘general evaluation” was cal-
culated by the percentage of the reduction of sum
scores after completion of study treatment com-
pared with the sum scores at the baseline. The
‘clinical evaluation’ was judged by the percentage
of patients attaining remission, partial remission, or
improvement at week 8. Remission meant all
symptoms disappeared, partial remission meant
reduction of 50 % of symptoms, and improvement
meant more than 25 % reduction in symptoms.
Secondary: Secondary endpoints were based on
colonoscopy findings. The first was the percentage
of patients showing remission (no inflammation),
partial remission (inflammation reduced by two
grades) or improvement (inflammation reduced by
one grade) in the mucosal appearance, and the se-
cond was the percentage of patients who showed
histological improvement on biopsy.

Results: Clinical remission and response were seen
in 21 % and 76 % of HMPL-004-treated patients, and
16 % and 82 % of mesalazine-treated patients. By
colonoscopy, remission and response were seen in
28 % and 74 % of HMPL-004-treated patients and
24 % and 71 % of mesalazine-treated patients,
respectively. There was no significant difference
between the two treatment groups.

Author’s Conclusion: In conclusion, in this Phase II
study, HMPL-004 had efficacy similar to slow
release mesalazine and was well tolerated in
patients with mildly to moderately active UC.
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son Medipharma, Ltd. Initial data
analyses were undertaken by Tom
Tang, who is an employee of Hut-
chison Medipharma Ltd. and Zhao-
Shen Li, who is an employee of
Changhi Hospital, Second Military
Medical University and received
funding from Hutchison Mediphar-
ma, Ltd. Secondary, efficacy analy-
sis was undertaken by Stephan R.
Targan, an employee of Cedars
Sinai Medical Center, William J.
Sandborn, an employee of Mayo
Clinic, Tom Tang, an employee of
Hutchison Medipharma Ltd., and
Vera S. Byers, an employee of Im-
munology Inc. and received funding
from Hutchison Medipharma, Ltd.
Writing support was provided by
Vera S. Byers, funded by Hutchi- son
Medipharma, Ltd.

COI: William J. Sandborn is a con-
sultant for both Hutchison Medi-
pharma and Salix Pharmaceuticals,
and has served as a consultant for
and received research funding from
Procter & Gamble Pharmaceuticals,
Inc. and Shire Pharmaceuticals. Dr.
Sandborn is an employee of Univer-
sity of California San Diego. Stephan
R. Targan is a consultant for Hut-
chison Medipharma, Prometheus
RxDX, Inc., Procter & Gamble, Elan,
Wyeth, Amgen, and Takeda Phar-
maceutical and is on the Board of
Directors for Prometheus RxDx, Inc.
Dr Targan is an employee of Cedars
Sinai Medical Center, Los Angeles,
California. Dr Targan owns stock in
Prometheus RxDx, Inc. Stephan R.
Targan et al. own patent US
7,662,569, B2, Methods of asses-
sing Crohn’s Disease patient phe-
notype by 12 serological response.
Randomization: No description of
the randomization sequence. “Eligi-
ble patients were randomised (in a
1:1 ratio) to receive either HMPL-
004 (Hutchison Medipharma Ltd.,
Shanghai, China) 400 mq t.d.s.,
1200 mg/day or mesalazine SR
Granules (Etiasa, Ethypharm Indus-
tries, France, same as Pentasa)
1500 mg t.d.s., 4500 mg/day in a
blinded double-dummy fashion.”
Blinding: Double-blind study.
Dropout Rate[ITT-Analysis: Not all
patients who were randomized
were included in the ITT analysis.
“All analyses were conducted in the
intent- to-treat (ITT) population.
The ITT population included all
patients who were randomised and
took one or more doses of study
medication.”

Notes: “The baseline characteris-
tics were similar in the two treat-
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Anhang D - Literaturrecherche und
Evidenztabellen AG 6

Literaturrecherche

Cochrane Suche 20.07.2016

#1

acupuncture or “acupuncture therapy” or acupressure or tcm or
“Chinese medicine” or “Chinese herbs” or Ayurveda or “ayurvedic
medicine” or kampo:ti, ab, kw (Word variations have been sear-
ched)

#2

MeSH descriptor: [Acupuncture] explode all trees

#3

MeSH descriptor: [Acupuncture Therapy] explode all trees

#4

MeSH descriptor: [Medicine, Chinese Traditional] explode all trees
#5

MeSH descriptor: [Drugs, Chinese Herbal] explode all trees

#6

MeSH descriptor: [Medicine, Ayurvedic] explode all trees

#7

mindfulness or relaxation or mbsr or “breathing exercise” or mo-
vement or “movement therapy” or “autogenic training” or yoga
or “tai ji” or “tai chi” or gigong or “qi gong” or hypnosis or hypno-
therapy or meditation or aromatherapy or imagery:ti,ab,kw
(Word variations have been searched)

#8

MeSH descriptor: [Mindfulness] explode all trees

#9

MeSH descriptor: [Relaxation] explode all trees

#10

MeSH descriptor: [Movement] explode all trees

#11

MeSH descriptor: [Autogenic Training] explode all trees

#12

MeSH descriptor: [Yoga] explode all trees

#13

MeSH descriptor: [Tai |i] explode all trees
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ment groups.” No tests were per-
formed to make certain this is the
case. This was a double blind double
dummy study, so it is likely. But
there is no description of allocation
concealment. Not all patients who
were randomized were included in
the ITT analysis. “All analyses were
conducted in the intent-to-treat
(ITT) population. Grading of the UC
severity and all outcomes were
performed using the Chinese Gas-
troenterologic Association scores,
which differ from more established
scoring systems (such as MAYO),
which has an influence on the
comparability of the results.

#

MeSH descriptor: [Qigong] explode all trees
#16

MeSH descriptor: [Hypnosis] explode all trees
#17

MeSH descriptor: [Aromatherapy] explode all trees

#18

MeSH descriptor: [Imagery (Psychotherapy)] explode all trees
#19

MeSH descriptor: [Meditation] explode all trees

#20

exercise or hydrotherapy or “hydro therapy” or “photo therapy” or
phototherapy or “light therapy” or chronotherapy or “chrono the-
rapy” or biofeedback or warming or massage or homeopathy or
homoeopathy:ti,ab,kw (Word variations have been searched)

#21

MeSH descriptor: [Exercise] explode all trees

#22

MeSH descriptor: [Breathing Exercises] explode all trees

#23

MeSH descriptor: [Hydrotherapy] explode all trees

#24

MeSH descriptor: [Phototherapy] explode all trees

#25

MeSH descriptor: [Chronotherapy] explode all trees

#26

MeSH descriptor: [Biofeedback, Psychology] explode all trees
#27

MeSH descriptor: [Massage] explode all trees

#28

MeSH descriptor: [Homeopathy] explode all trees

#29

phytotherapy or “phyto therapy” or phytochemicals or herbs or
“herbal medicine” or valerian or hop or kava or “kava kava” or pas-
siflora or passionflower or vitamins or nutrition or “nutritional
supplements” or “dietary supplements”:ti,ab,kw (Word variations
have been searched)

#30

MeSH descriptor: [Phytotherapy] explode all trees
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# Thieme

#31

MeSH descriptor: [Phytochemicals] explode all trees

#32

MeSH descriptor: [Herbal Medicine] explode all trees

#33

MeSH descriptor: [Valerian] explode all trees

#34

MeSH descriptor: [Kava] explode all trees

#35

MeSH descriptor: [Passiflora] explode all trees

#36

MeSH descriptor: [Vitamins] explode all trees

#37

MeSH descriptor: [Dietary Supplements] explode all trees

#38

“Complementary therapies” or “alternative therapies” or “com-
plementary and alternative therapies” or CAM or naturopathy:ti,
ab,kw (Word variations have been searched)

#39

MeSH descriptor: [Complementary Therapies] explode all trees

Psychinfo Suche 20.07.2016

#41

MeSH descriptor: [Naturopathy] explode all trees

#42

Enter terms for search #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8
or#9 or#10or#11 or#12or#13 or#14 or#15 or#16 or #17 or
#18 or #19 or #20 or #21 or #22 or #23 or #24 or #25 or #26 or
#27 or #28 or #29 or #30 or #31 or #32 or #33 or #34 or #35 or
#36 or #37 or #38 or #39

#43

“ulcerative colitis” or " “inflammatory bowel disease*” or UC:ti,ab,
kw

#44

MeSH descriptor: [ulcerative colitis] explode all trees

#45

MeSH descriptor: [inflammatory bowel disease] explode all trees
#45

Enter terms for searc#43 or #44 or #45

#46

Enter terms for searc#45 and #42

1 acupuncture.ab. or acupuncture.ti. or acupuncture.id. or acupuncture.sh.

tcm.ab. or tem.ti. or tcm.id. or tcm.sh.

N oo A WN

acupressure.ab. or acupressure.ti. or acupressure.id. or acupressure.sh.

acupuncture therapy.ab. or acupuncture therapy.ti. or acupuncture therapy.id. or acupuncture therapy.sh.

chinese medicine.ab. or chinese medicine.ti. or chinese medicine.id. or chinese medicine.sh.
chinese herbs.ab. or chinese herbs.ti. or chinese herbs.id. or chinese herbs.sh.

ayurveda.ab. or ayurveda.ti. or ayurveda.id. or ayurveda.sh. or ayurvedic medicine.ab. or ayurvedic medicine.ti. or ayurvedic medicine.id. or

ayurvedic medicine.sh. or kampo.ab. or kampo.ti. or kampo.id. or kampo.sh.

8 Tor2or3or4or5or6

9 mindfulness.ab. or mindfulness.ti. or mindfulness.id. or mindfulness.sh. or relaxation.ab. or relaxation.ti. or relaxation.id. or relaxation.sh. or
relaxation therapy.ab. or relaxation therapy.ti. or relaxation therapy.id. or relaxation therapy.sh.

10 mbsr.ab. or mbsr.ti. or mbsr.id. or mbsr.sh. or mindfulness based stress reduction.ab. or mindfulness based stress reduction.ti. or mindful-
ness based stress reduction.id. or mindfulness based stress reduction.sh. or breathing exercises.ab. or breathing exercises.ti. or breathing

exercises.id. or breathing exercises.sh.

1 movement.ab. or movement.ti. or movement.id. or movement.sh. or movement therapy.ab. or movement therapy.ti. or movement
therapy.id. or movement therapy.sh. or autogenic training.ab. or autogenic training.ti. or autogenic training.id. or autogenic training.sh.

12 yoga.ab. or yoga.ti. or yoga.id. or yoga.sh. or taiji.ab. or taiji.ti. or taiji.id. or taiji.sh. or tai chi.ab. or tai chi.ti. or tai chi.id. or tai chi.sh.

13 qi gong.ab. or gi gong.ti. or gi gong.id. or qi gong.sh. or gigong.ab. or gigong.ti. or gigong.id. or gigong.sh. or meditation.ab. or medita-

tion.ti. or meditation.id. or meditation.sh.

14 hypnotherapy.ab. or hypnotherapy.ti. or hypnotherapy.id. or hypnotherapy.sh. or hypnosis.ab. or hypnosis.ti. or hypnosis.id. or hypnosis.sh.

or imagery.ab. or imagery.ti. or imagery.id. or imagery.sh.

15 aromatherapy.ab. or aromatherapy.ti. or aromatherapy.id. or aromatherapy.sh. or aroma therapy.ab. or aroma therapy.ti. or aroma therapy.
id. or aroma therapy.sh. or exercise.ab. or exercise.ti. or exercise.id. or exercise.sh.

16 hydrotherapy.ab. or hydrotherapy.ti. or hydrotherapy.id. or hydrotherapy.sh. or hydro therapy.ab. or hydro therapy.ti. or hydro therapy.id.
or hydro therapy.sh. or photo therapy.ab. or photo therapy.ti. or photo therapy.id. or photo therapy.sh. or phototherapy.ab. or photothe-

rapy.ti. or phototherapy.id. or phototherapy.sh.

17 light therapy.ab. or light therapy.ti. or light therapy.id. or light therapy.sh. or lighttherapy.ab. or lighttherapy.ti. or lighttherapy.id. or light-
therapy.sh. or chronotherapy.ab. or chronotherapy.ti. or chronotherapy.id. or chronotherapy.sh. or chrono therapy.ab. or chrono therapy.ti.

or chrono therapy.id. or chrono therapy.sh.

18 biofeedback.ab. or biofeedback.ti. or biofeedback.id. or biofeedback.sh. or warming.ab. or warming.ti. or warming.id. or warming.sh. or
homeopathy.ab. or homeopathy.ti. or homeopathy.id. or homeopathy.sh. or homoeopathy.ab. or homoeopathy.ti. or homoeopathy.id. or

homoeopathy.sh.
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19

20

21

22

23

24
25
26

27

28

massage.ab. or massage.ti. or massage.id. or massage.sh. or phyto therapy.ab. or phyto therapy.ti. or phyto therapy.id. or phyto therapy.sh.
or phytotherapy.ab. or phytotherapy.ti. or phytotherapy.id. or phytotherapy.sh. or phytochemicals.ab. or phytochemicals.ti. or phytoche-
micals.id. or phytochemicals.sh.

herbs.ab. or herbs.ti. or herbs.id. or herbs.sh. or herbal medicine.ab. or herbal medicine.ti. or herbal medicine.id. or herbal medicine.sh. or
valerian.ab. or valerian.ti. or valerian.id. or valerian.sh. or hop.ab. or hop.ti. or hop.id. or hop.sh.

kava.ab. or kava.ti. or kava.id. or kava.sh. or kava kava.ab. or kava kava.ti. or kava kava.id. or kava kava.sh. or passiflora.ab. or passiflora.ti. or
passiflora.id. or passiflora.sh. or passionflower.ab. or passionflower.ti. or passionflower.id. or passionflower.sh.

vitamins.ab. or vitamins.ti. or vitamins.id. or vitamins.sh. or nutrition.ab. or nutrition.ti. or nutrition.id. or nutrition.sh. or nutritional sup-
plements.ab. or nutritional supplements.ti. or nutritional supplements.id. or nutritional supplements.sh. or dietary supplements.ab. or
dietary supplements.ti. or dietary supplements.id. or dietary supplements.sh.

complementary therapies.ab. or complementary therapies.ti. or complementary therapies.id. or complementary therapies.sh. or alterna-
tive therapies.ab. or alternative therapies.ti. or alternative therapies.id. or alternative therapies.sh. or “complementary and alternative the-
rapies”.ab. or “complementary and alternative therapies”.ti. or “complementary and alternative therapies”.id. or “complementary and
alternative therapies”.sh. or cam.ab. or cam.ti. or cam.id. or cam.sh.

naturopathy.ab. or naturopathy.ti. or naturopathy.id. or naturopathy.sh.
7or8or9or10or1lori12or13or14or150r16or17or18or19or20or21 or22or 23 or 24

“ulcerative colitis”.ab. or “ulcerative colitis”.ti. or “ulcerative colitis”.id. or “ulcerative colitis”.sh. or “inflammatory bowel diseases”.ab. or
“inflammatory bowel diseases”.ti. or “inflammatory bowel diseases”.id. or “inflammatory bowel diseases”.sh. or UC.ti. OR UC.ab. OR UC.sh.
OR UC.id.

randomized controlled trial.af. or randomized controlled trial.pt. or controlled clinical trial.af. or controlled clinical trial.pt. or double blind.
af. or single blind.af. or placebo.af. or randoms$.af. or systematic review.af. or systematic review.dt. or literature review.af. or literature
review.dt. or meta-analysis.af. or meta-analysis.dt.

25 and 26 and 27

Pubmed Suche 20.07.2016

Search

#11
#10
#9
#8
#7

#6
#5

#4

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Query

Search (#9 NOT #10)

Search ((animals[mh] NOT humans[mh]))
Search (#6 AND #7 AND #8)

Search (#1 or #2 or #3 or #4 or #5)

Search (randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo][tiab] OR drug
therapy[sh] OR randomly[tiab] OR trial[tiab] OR groups[tiab] OR Systematic Review[pt] OR Systematic Review][tiab]
OR Systematic Review[sh] OR Meta-Analysis[pt] OR Meta-Analysis[tiab] OR Meta-Analysis[sh] OR Cochrane Database
Syst Rev[Journal])

Search (“ulcerative colitis”[MeSH] OR “ulcerative colitis”[Title|Abstract] OR “UC”[Title|Abstract])

Search ("complementary therapies'[MeSH Terms] OR ("complementary’[Tiab] AND "therapies"[Tiab]) OR "comple-
mentary therapies'[Tiab] OR ("complementary[Tiab] AND "medicine"[Tiab]) OR "complementary medicine"[Tiab]) OR
("complementary therapies"[MeSH Terms] OR (“‘complementary”[Tiab] AND "therapies"[Tiab]) OR "complementary
therapies'[Tiab] OR ("alternative"[Tiab] AND "medicine’[Tiab]) OR "alternative medicine"[Tiab]) OR ("complementa-
ry"[Tiab] AND "and"[Tiab] AND "alternative"[Tiab] AND "medicine"[Tiab]) OR "complementary and alternative medici-
ne"[Tiab] OR (“complementary’[Tiab] AND "and’[Tiab] AND "alternative"[Tiab] AND "medicine"[Tiab]) OR "complemen-
tary and alternative medicine"[Tiab]) OR ("naturopathy’[MeSH Terms] OR "naturopathy’[Tiab])

Search ("phytotherapy’[MeSH Terms] OR "phytotherapy"[tiab]) OR ("phytochemicals"[MeSH Terms] OR "phytochemi-
cals"[tiab]) OR herbs[tiab] OR ("herbal medicine"[MeSH Terms] OR ("herbal“[tiab] AND "medicine"[tiab]) OR "herbal
medicine"[tiab]) OR ("valerian"[MeSH Terms] OR "valerian"[tiab]) OR hop[tiab] OR ("kava’[MeSH Terms] OR "kava"[tiab]
OR ("kava'[tiab] AND "kava'[tiab]) OR "kava kava"[tiab]) OR balm[tiab] OR ("passiflora"[MeSH Terms] OR "passiflo-
ra"[tiab] OR "passionflower"[tiab]) OR ("vitamins"[Pharmacological Action] OR "vitamins"[MeSH Terms] OR "vita-
mins"[tiab]) OR ("nutritional status"[MeSH Terms] OR ("nutritional”[tiab] AND "status”[tiab]) OR "nutritional sta-
tus"[tiab] OR "nutrition"[tiab] OR "nutritional sciences"[MeSH Terms] OR ("nutritional”[tiab] AND "sciences"[tiab]) OR
"nutritional sciences[tiab]) OR supplements[tiab] OR ("dietary supplements"[MeSH Terms] OR ("dietary"[tiab] AND
"supplements"[tiab]) OR "dietary supplements"[tiab] OR "supplementation"[tiab]) OR ("dietary supplements"[MeSH
Terms] OR ("dietary"[tiab] AND "supplements"[tiab]) OR "dietary supplements"[tiab] OR ("nutritional"[tiab] AND "sup-
plement’[tiab]) OR "nutritional supplement"[tiab] balm[tiab] OR ("passiflora"[MeSH Terms] OR "passiflora“[tiab]) OR
("curcumin’[MeSH Terms] OR "curcumin "[tiab]) OR ("Boswellia serrata’[MeSH Terms] OR " Boswellia serrata[tiab]) OR

e433

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



# Thieme

Search

#3

#2

#1

Scopus Suche 20.07.2016

FORMULAR

Query

("aloe vera'[MeSH Terms] OR "aloe vera“[tiab]) OR ("glycyrrhiza“[MeSH Terms] OR " glycyrrhiza“[tiab]) OR ("belladon-
na'[MeSH Terms] OR " belladonna*[tiab]) OR ("frankincense’[MeSH Terms] OR " frankincense"[tiab]) ("calendula’[MeSH
Terms] OR "calendula“[tiab]) OR ("Tormentill'[MeSH Terms] OR "Tormentill*[tiab]) OR ("helminths"[MeSH Terms] OR "
helminths "[tiab])OR ("caraway’[MeSH Terms] OR "caraway"[tiab]) OR ("myrrh"[MeSH Terms] OR "myrhh"[tiab]) OR
("turmeric’[MeSH Terms] OR "turmeric’[tiab]) OR ("plantago ovata’[MeSH Terms] OR " plantago ovata“[tiab]) OR
("ginger'[MeSH Terms] OR "ginger"[tiab]) OR ("Trichuris suis ovata"[MeSH Terms] OR " Trichuris suis ovata“[tiab]) OR
("passionflower"[tiab]))

Search ("exercise"[MeSH Terms] OR "exercise"[tiab]) OR (‘movement’[MeSH Terms] OR “movement”[tiab]) OR ("hy-
drotherapy'[MeSH Terms] OR "hydrotherapy"[tiab]) OR ("phototherapy’[MeSH Terms] OR "phototherapy"[tiab] OR
("light"[tiab] AND "therapy"[tiab]) OR "light therapy"[tiab]) OR ("chronotherapy’[MeSH Terms] OR "chronothera-
py'[tiab]) OR ("biofeedback, psychology'[MeSH Terms] OR ("biofeedback’[tiab] AND "psychology"[tiab]) OR "psycho-
logy biofeedback"[tiab] OR "biofeedback"[tiab]) OR ("lifestyle modification"[MeSH Terms] OR "lifestyle modificati-
on'[tiab]) OR warming[tiab] OR (‘massage’[MeSH Terms] OR "massage”[tiab]) OR (*homoeopathy"[tiab] OR
"homeopathy'[MeSH Terms] OR "homeopathy"[tiab])

Search ("mindfulness'[MeSH Terms] OR "mindfulness"[tiab]) OR ("relaxation"[MeSH Terms] OR "relaxation[tiab]) OR
pmr[tiab] OR mbsr[tiab] OR ("breathing exercises'[MeSH Terms] OR ("breathing"[tiab] AND "exercises"[tiab]) OR "bre-
athing exercises"[tiab] OR ("breathing"[tiab] AND "exercise"[tiab]) OR "breathing exercise"[tiab]) OR (("move-
ment'[MeSH Terms] OR "movement’[tiab]) AND ("therapy'[Subheading] OR "therapy"[tiab] OR "therapeutics'[MeSH
Terms] OR "therapeutics”[tiab])) OR ("autogenic training’'[MeSH Terms] OR ("autogenic’[tiab] AND "training"[tiab]) OR
"autogenic training"[tiab]) OR ("yoga'[MeSH Terms] OR "yoga"[tiab]) OR ("tai ji"[MeSH Terms] OR ("tai"[tiab] AND
"ji"[tiab]) OR "tai ji"[tiab]) OR ("tai ji"[MeSH Terms] OR (“tai"[tiab] AND "ji"[tiab]) OR "tai ji"[tiab] OR ("tai"[tiab] AND
"chi"[tiab]) OR "tai chi"[tiab]) OR ("qigong“[MeSH Terms] OR "qigong"[tiab]) OR ("qigong"[MeSH Terms] OR "qi-
gong'[tiab] OR ("qi"[tiab] AND "gong"[tiab]) OR "qi gong"[tiab]) OR ("hypnosis"[MeSH Terms] OR "hypnosis"[tiab]) OR
("hypnosis'[MeSH Terms] OR "hypnosis'[tiab] OR "hypnotherapy[tiab]) OR (“meditation"[MeSH Terms] OR "meditati-
on'[tiab]) OR (“aromatherapy'[MeSH Terms] OR "aromatherapy"[tiab] OR ("aroma"[tiab] AND "therapy"[tiab]) OR
"aroma therapy"[tiab]) OR ("imagery (psychotherapy)’[MeSH Terms] OR (“imagery"[tiab] AND "(psychotherapy)‘[tiab])
OR "imagery (psychotherapy)‘[tiab] OR "imagery"[tiab])

Search ("acupuncture'[MeSH Terms] OR "acupuncture’[tiab] OR "acupuncture therapy'[MeSH Terms] OR ("acupunctu-
re"[tiab] AND "therapy"[tiab]) OR "acupuncture therapy"[tiab]) OR ("acupressure"[MeSH Terms] OR "acupressure"[tia-
b]) OR "tcm"[tiab] OR ("chinese"[tiab] AND "medicine"[tiab]) OR "chinese medicine"[tiab] OR (("asian continental ance-
stry group’[MeSH Terms] OR ("asian"[tiab] AND "continental[tiab] AND "ancestry"[tiab] AND "group’[tiab]) OR
"chinese"[tiab]) AND herbs[tiab]) OR ("medicine, ayurvedic’'[MeSH Terms] OR ("medicine"[tiab] AND "ayurvedic"[tiab])
OR "ayurvedic medicine"[tiab] OR "ayurveda“[tiab]) OR ("medicine, kampo*[MeSH Terms] OR ("medicine"[tiab] AND
"kampo"[tiab]) OR "kampo medicine"[tiab] OR "kampo'[tiab])

therapy OR imagery ) AND DOCTYPE (ar OR re ) ) OR ( TITLE-
ABS-KEY (exercise OR hydrotherapy OR phototherapy OR "pho-
to therapy" OR "light therapy" OR chronotherapy OR "chrono

= History Search Identifier 16
History Search Terms ( ( TITLE-ABS-KEY ( "randomized con-
trolled trial" ) OR TITLE-ABS-KEY ( "controlled trial" ) OR TITLE-
ABS-KEY ( placebo ) OR TITLE-ABS-KEY ( "single
blind" ) OR TITLE-ABS-KEY ( "double blind" ) OR TITLE-ABS-
KEY ( "systematic review" ) OR TITLE-ABS-KEY ( "literature re-
view" ) OR TITLE-ABS-KEY ( "Meta-Analysis" ) OR TITLE-ABS-
KEY ("meta analysis") ) AND DOCTYPE (ar ORre ) ) AND ( TIT-
LE-ABS-KEY ("ulcerative colitis" OR "inflammatory bowel
diseases"” OR “UC”) AND DOCTYPE (ar ORre ) ) AND ( (TIT-
LE-ABS-KEY ( acupuncture OR "acupuncture therapy" OR
acupressure OR tcm OR "Chinese medicine” OR "Chinese
herbs" OR ayurveda OR "ayurvedic medicine" OR kam-
po ) AND DOCTYPE ( ar OR re ) ) OR ( TITLE-ABS-KEY ( mind-
fulness OR relaxation OR mbsr OR "breathing exerci-
se" OR movement OR "movement therapy" OR "autogenic
training” OR yoga OR "tai ji" OR "tai chi" OR gigong OR "qi
gong"ORhypnosisORhypnotherapyORmeditation ORaroma-
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therapy" OR biofeedback OR warming OR massage OR home-
opathy OR homoeopathy ) AND DOCTYPE (ar ORre ) ) OR -
( TITLE-ABS-KEY ( "Complementary therapies" OR "alternative
therapies" OR "complementary and alternative thera-
pies"ORcamORnaturopathy)ANDDOCTYPE(arORre))OR(TIT-
LE-ABS-KEY ( phytotherapy OR "phyto therapy" OR -
phytochemicals OR herbs OR "herbal medicine" OR -
valerian OR hop OR kava OR "kava kava" OR passiflora OR -
passionflower OR vitamins OR nutrition OR "nutritional
supplements" OR "dietary supplements" ) AND DOCTY-
PE(arORre)))

History Search Identifier 13

History Search Terms ( TITLE-ABS-KEY ( acupunctu-

re OR"acupuncturetherapy” ORacupressure OR tcm OR"Chi-
nese medicine" OR "Chinese herbs" OR ayurveda OR "ayurve-
dicmedicine"ORkampo ) ANDDOCTYPE (arORre))OR(TIT-
LE-ABS-KEY (mindfulness ORrelaxation OR mbsrOR "breath-
ing exercise" OR movement OR "movement

therapy" OR "autogenic training" OR yoga OR "tai ji* OR "tai
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chi" OR gigong OR "qi gong" OR hypnosis OR hypnothera-
pyORmeditationORaromatherapyORimagery)ANDDOCTY-
PE (arORre) ) OR ( TITLE-ABS-KEY ( exercise OR hydrothe-
rapy OR phototherapy OR "photo therapy" OR "light
therapy" OR chronotherapy OR "chrono therapy" OR bio-
feedback OR warming OR massage OR homeopathy OR ho-
moeopathy ) AND DOCTYPE (ar OR re ) ) OR ( TITLE-ABS-
KEY ( "Complementary therapies" OR "alternative thera-
pies" OR "complementary and alternative thera-

pies" OR cam OR naturopathy ) AND DOCTY-

PE (ar ORre ) ) OR ( TITLE-ABS-

KEY ( phytotherapy OR "phyto therapy" OR phytochemi-
cals OR herbs OR "herbal medicine" OR valeri-

an OR hop OR kava OR "kava kava" OR passiflora OR passion-
flower OR vitamins OR nutrition OR "nutritional supple-
ments" OR "dietary supplements" ) AND DOCTY-
PE(arORre))

History Search Identifier 12

History Search Terms TITLE-ABS-KEY ( "Complementary
therapies" OR "alternative therapies" OR "complementary
and alternative therapies” OR cam OR naturopa-

thy ) AND DOCTYPE (ar OR re )

History Search Identifier 11

History Search Terms TITLE-ABS-KEY ( phytothera-

py OR "phyto therapy" OR phytochemicals OR herbs OR "her-
bal medicine" OR valerian OR hop OR kava OR "kava ka-
va" OR passiflora OR passionflower OR vitamins OR nutriti-
on OR "nutritional supplements” OR "dietary

supplements" ) AND DOCTYPE (ar OR re )

10

TITLE-ABS-KEY ( exercise OR hydrotherapy OR photothera-
py OR "photo therapy" OR 'light therapy" OR chronothera-
py OR "chrono therapy" OR biofeedback OR warming OR
massage OR homeopathy OR homoeopathy ) AND
DOCTYPE (ar OR re )

9

TITLE-ABS-KEY(mindfulness or relaxation or mbsr or "bre-
athing exercise" or movement or "movement therapy" or
"autogenic training" or yoga or "tai ji" or "tai chi" or gigong
or "gi gong" or hypnosis or hypnotherapy or meditation or
aromatherapy or imagery) AND DOCTYPE(ar OR re)
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8

TITLE-ABS-KEY(acupuncture or "acupuncture therapy" or
acupressure or tcm or "Chinese medicine" or "Chinese
herbs" or Ayurveda or "ayurvedic medicine" or kampo) AND
DOCTYPE(ar OR re)

7

17

History Search Terms TITLE-ABS-KEY ( "ulcerative coli-

tis" OR"inflammatory bowel diseases" OR"UC") AND DOCTY-
PE (ar ORre)

6

(TITLE-ABS-KEY("randomized controlled trial") OR TITLE-
ABS-KEY("controlled trial") OR TITLE-ABS-KEY(placebo) OR
TITLE-ABS-KEY("single blind") OR TIT-ABS-KEY("double
blind") OR TITLE-ABS-KEY("systematic review") OR TITLE-
ABS-KEY('literature review") OR TITLE-ABS-KEY("Meta-
Analysis") OR TITLE-ABS-KEY("meta analysis")) AND
DOCTYPE(ar OR re)

Flow-Chart

Publikationen durch
Datenbanken

- 988 PubMed

- 748 Cochrane

- 926 Scopus

- 59 Psychinfo

GESAMT: 2721

!

nach Entfernung der
Duplikate 2053

|. Ausschluss nach Sichtung
der Titel: 1286

h 4

767
Abstracts Uberprift

Il. Ausschluss Sichtung der

Abstracts
725
b Drei Studien als Zusatz-Info
) SP— - Albrecht et al. (2014)
(€ Reviews, lzgj}m- 6 Open- - Langhorst et al. (2016)

- Scholmerich et al. (2017)
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EVIDENZTABELLE

» Tab.1 Characteristics of included primary studies on CAM

Author

Singla et al.
(2014)

Hanai et al.
(2006)

Lang et al.
(2015)

Langmead
et al. (2004)

Tang et al.
(2011)

Sandborn
etal. (2013)

Kamali et al.
(2015)

Ben-Arye et al.
(2002)

Tong et al.
(2010)

Biedermann
etal. (2013)

Patel et al.
(2013)
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No of
subjects,
no of groups

45, 2 groups

89, 2 groups

50, 2 groups

44, 2 groups

120, 2
groups

224, 3
groups

24, 2 groups

126, 3
groups

13, 1 group

50, 1 group

Study type Intervention Control

RCT Standardized curcumin prepa-  Placebo + oral
ration enema (NCB-02) + oral ~ 5-ASA
5-ASA

RCT Curcumin + sulfasalazine or Placebo + sulfa-
mesalamine; 2 g/day salazine or me-

salamine

RCT Oral capsules of curcumin; Placebo
2x3g/day

RCT Aloe vera gel; 2 x 100/day Placebo

RCT Andrographis paniculata Mesalamine
(HMPL- 2004); 3 x400 mg/day

RCT Andrographis paniculata ex- Placebo +
tract (HMPL-004) + mesala- mesalamine
mine;
3x1200 mg or 1800 mg/day

RCT Punica granatum peel extract; Placebo
6g/day

RCT Wheat grass (WG) juice; Placebo
100 ml/day

RCT Sophora colon soluble capsules; ~ Mesalamine
18 or 12x960 mg/day

Open pilot Bilberry (Vaccinium myrtillus) -

trial preparation; 4 x 40 g/day with
an average anthocyanin dose
of 840 mg/day

Non-ran- Oral administration of herbal -

domized ob-  drugs (Holarrhena antidysen-

servational terica, Ficus glomerata,

clinical study
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Results

N.s.: Disease activity (UCDAI), remission rate
(UCDAI <3) and endoscopic disease activity

Sign. improvements in favor of curcumin:
CAl, endoscopic index and recurrence rate
No serious adverse events

Sign. in favor of curcumin: clinical remission
(SCCAI), clinical improvement (SCCAI),
endoscopic remission

3 serious adverse events (n.s. between the
groups)

Sign. in favor of aloe vera: disease activity
(SCCAI) and histologic results

Sign. in favor of placebo: IBDQ

N.s.: remission, physician “s global assess-
ment, sigmoidoscopic examination, labo-
ratory testings

No serious adverse events

Sig. improvements in both groups: Clinical
efficacy (DAI), endoscopic efficacy, histo-
logic efficacy

Sig. differences in favor of HMPL: Clinical
response

N.s.: Clinical remission, mucosal healing,
MAYO score

Sign. Reduction in both groups: Lichtiger
Colitis Activity Index

Clinical response higher in favor of Punica
granatum at week 4 but not 10

Sig. differences in favor of WG: DA, rectal
bleeding, physician global assessment, pa-
tients’ retrospective evaluation, and abdom-
inal pain

N.s.: Stool frequency, sigmoidoscopic score,
mucus, abdominal bloating, number of
bowel movements

No serious adverse events

N.s.: Clinical efficacy, fibrocolonoscopic
examination, stool sample

63.4 % achieved remission (CAl)

Response rate (CAl) was 90.9 %

Sign. changes in favor of bilberry in Mayo
score, Short Inflammatory Bowel

Disease Questionnaire, and fecal cal-
protectin

N.s.: acute inflammatory activity as defined
by biopsy, serum markers (CRP, leukocytes,
neutrophil granulocytes, and thrombocy-
tes), electrolytes, markers of renal and liver
function

Reduction of: frequency of bowl-move-
ments, blood presence in stool, requirement
of conventional standard drugs, symptoms
(abdominal pain, weakness and weight loss)
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» Tab.1 (Fortsetzung)
Author No of
subjects,
no of groups
Huber et al. 16, 1 group
(2007)
Langhorst 97, 2 groups
etal. (2013)
Fernandez- 102, 3
Banares et al. groups
(1999)
Rastegar- 80, 2 groups
panah et al.
(2015)
Gupta, 1997 42, 2 groups
Gupta, 2001 30,2
groups;
Greenfield, 43, 3 groups
1992
Elsenbruch 60, 2 groups
et al. (2005)
Langhorst 60, 2 groups
et al. (2007)
Berill et al. 66, 2 groups
(2014)
Jedel et al. 55, 2 groups
(2014)

Study type

Open-label,
dose-escala-
ting study

RCT

RCT

RCT

Verum-con-
trolled
Open-label

Verum-con-
trolled
Open-label

RCT

RCT

RCT

RCT

RCT

Intervention

Cyperus rotundus, Mesua ferrea
and Symplocos racemosa) +
recto-colonic administration
of Ficus glomerata and Ayur-
vedic dietary advice

Tormentil extracts; 1200,
1800, 2400 and 3000 mg/day

4 tablets Myrrhinil intest®
(100 mg myrrh,70 mg cha-
momile extract and 50 mg
coffee charcoal) /3 times a
day + 1 tablet placebo/3 times
a day

Plantago ovata seeds (Psylli-
um); 20 g/day

Oral silymarin; 140 mg/day

Boswellia serrata gum resin
3 %350 mg daily for 6 weeks

Boswellia serrata gum resin
3x350 mg daily for 6 weeks

Super evening primrose oil
(SEPO), 12 x 250 mg daily
for 1 month, 6 x250 mg for
5 months; dietary fish oil

Life style modification; 6 h,
1 day a week for 10 weeks

Life style modification; 6 h,
1 day a week for 10 weeks

Multi-convergent Therapy;
6 x40-min sessions over
16 weeks

Mindfulness-Based
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Control

Mesalamine

Mesalamine or

Plantago ovata

seeds + mesala-
mine

Placebo

Sulfasalazine

Sulfasalazine

Olive oil

Waiting list con-
trol group [WL];
usual care

WL; usual care

Standard care

Attention con-
trol once weekly

Results

Improvement in haemoglobin, erythrocyte
sedimentation rate, erythrocytes and pus
cells in stool

No serious adverse events

CAl and C-reactive protein improved during
therapy with 2400 mg tormentil/day
Neither undegraded nor metabolized
tannins could be detected in patient sera

N.s.: Clinical Colitis Index (CAl), modified
CAl, endoscopic index, fecal markers, labo-
ratory measures (CRP, white blood cells,
hemoglobin)

10 (Myrrhinil) vs. 8 (mesalamine) serious
adverse events, no causal relation to therapy

Sign. improvements in favor of psyllium:
increase in butyrate concentrations
N.s.: maintenance of remission

No serious adverse events

Sign. improvements in favor of silymarin:
Hemoglobin, erythrocyte sedimentation
rate increase in butyrate concentrations, and
disease activity (DAI)

Not reported: Symptoms (abdominal pain,
diarrhea, fatigue, anorexia, joint or eye
complications)

N.s.: Remission, abdominal pain, sigmoidos-
copic examination. rectal biopsy, stool sam-
ple, grading of colitis, body weight, labora-
tory testing

N.s.: Remission, abdominal pain, sigmoidos-
copic examination. rectal biopsy, stool sam-
ple, grading of colitis, body weight, labora-
tory testing

N.s.: Stool frequency, rectal bleeding, relapse,
sigmoidoscopic score, histology, laboratory
Sign. in favor of SEPO: stool consistency

Sig. improvement in SF-36 Mental Health
Scale, Psychological Health Sum Score and
IBDQ Bowel Symptoms Scale after 10 weeks
in MBSR compared with WL

N.s.: Perceived stress, CAl, laboratory lym-
phocytes, TNF-a, catecholamine, cortisol,
prolactin, growth hormones

Sig. improvement in SF-36 physical functio-
ning after 3 months compared with WL

Sig. reduction of Psychological distress —
anxiety after 3 months in compared with WL
N.s.: CAl, medication change

N.s.: IBDQ, relapse, medication escalations,
perceived stress, coping, irritable bowel
symptoms

IBDQ: Sig. group difference in bowel
subscale and systemic subscale
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» Tab.1 (Fortsetzung)

Author

Mizrahi et al.
(2012)

Shaw et al.
(1987)

Gerbarg et al.
(2015)

Klare et al.
(2015)

Sharma et al.
(2015)

Cramer et al.
(2017)

Joos et al.
(2006)

Thomas et al.
(1995)
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No of
subjects,
no of groups

56, 2 groups

40, 2 groups

29, 2 groups

30, 2 groups
(UCand CD)

100, 2
groups (60
with UC, 40
with CD)

77, 2 groups

29, 2 groups

80, 2 groups

Study type

RCT

RCT

RCT (Pilot)

RCT (Pilot)

RCT (Pilot)

RCT

RCT

RCT

Intervention

Stress Reduction; 2.5 hours,
once weekly +45 min/ day
homework for 8 weeks

Relaxation training, 3 sessions

and CD for home practice

Relaxation 75 min weekly for
6 weeks

Breath-Body-Mind Workshop
(BBMW)

Moderate-intensity running
thrice a week for 10 weeks

Supervised Yoga daily for 60
minutes for one week & at
home for an additional seven
weeks + standard medical
therapy

Yoga

Acupuncture + moxibustion;
10 sessions in 5 weeks

Nicotine patches + standard

medical therapy for 26 weeks

Control

+ homework for
8 weeks

Waiting control
group, usual
care

Attention
control

Educational
seminar

control group
(not prescribed
any exercise)

standard medi-
cal therapy

Self-care

Control group
[CG]; Acu-
puncture at
non-acupunctu-
re points; 10
sessions in 5
weeks

Placebo +
standard medi-
cal therapy

Results

= N.s.: Disease status, inflammatory markers,
time to flare-up. severity of flare-up, mar-
kers of stress, perceived stress, depression,
anxiety, mindfulness, perceived health
competence

Sign. improvement in relax group but not
WC: Pain, anxiety, QOL, depression, mood,
stress

Sign. improvement in favor of relax group:
frequency of a pain episode, intensity of
present pain amount of pain relief experi-
enced

N.s.: duration of a pain episode

Unclear: McGill Pain Questionnaire, The Pain
and Distress Scale

N.s.: Anxiety, depression, disease acceptan-
ce, illness perception

Unclear: Inflammatory biomarkers, physiol-
ogical measures

Sign in favor of BBMW: Perceived Disability,
perceived stress

N.s.: total IBDQ, disease activity, body
weight, inflammation parameters

Sign. changes only in IBDQ social sub-scale
No adverse events

N.s.: Autonomic tone and autonomic reacti-
vity, immune markers, clinical symptoms
evaluation after one month

Sign. reduced levels of state and trait anxiety
Clinical symptoms evaluation after two
months: fewer participants reported ar-
thralgia in the yoga group. More patients in
the control group reported intestinal colicky
pain

Sign. in favor of yoga: SF36 Physical and
mental component summary, anxiety,
depression, positive affect, perceived stress,
self-efficacy

N.s.: Negative affect, body awareness, body
responsiveness, laboratory parameters

CAL. Sig. decrease after 5 weeks in TCM
compared with CG

Quality of life: Sig. increases after 5, 16 weeks
in TCM and CG compared with baseline
General well-being: Sig. increases after 5
weeks in TCM and CG compared with baseline
N.s: Serum markers of inflammation

N.s.: number of relapses between the
groups, severity of relapse between the
groups, blood pressure, heart rate, or any
hematologic or biochemical measurements
In both groups, the sigmoidoscopic and
histologic grades worsened

More side effects reported in the nicotine
group
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» Tab.1 (Fortsetzung)
Author No of
subjects,
no of groups
Thomas et al. 61, 2 groups
(1996)

Sandborn et al
(1997)

Pullan et al.
(1994)

Pagoldh et al.
(2013)

Summers
et al. (2005)

64, 2 groups

77, 2 groups

18, 2 groups

54, 2 groups

Study type

RCT

RCT

RCT

Prospective
randomized
open-label
study

RCT

Intervention

Nicotine patches for 6 weeks

Nicotine patches + standard
medical therapy for 4 weeks

Nicotine patches + standard
medical therapy for 6 weeks

Hyperbaric oxygen treatment

chamber (HBOT) 90 min/sessi-
on, 5 days/week, for 6 conse-
cutive weeks + standard care

Trichuris suis ova; 2500x at
2- week intervals for 12 weeks

Control

Prednisolone

Placebo +
standard medi-
cal therapy

Placebo +
standard medi-
cal therapy

Standard care

Placebo

Results

N.s.: sigmoidoscopic remission, St Mark’s
score, global clinical grade, blood in the stool,
abdominal pain, and sigmoidoscopic score
Sigmoidoscopic score in favor of prednisolone
Higher dropout rates and more side effects
in the nicotine group

Sign.: DAI overall, stool frequency, sigmoi-
doscopic findings, and physician global
assessment in favor of nicotine group
N.s.: histologic disease activity, rectal
bleeding, clinical remission

More adverse reactions in nicotine group

N.s.: stool consistency, presence of blood or
mucus, general well-being, sigmoidoscopy,
Sign. in favor of nicotine: global clinical as-
sessement, stool frequency, abdominal pain,
fecal urgency, histologic score

More frequent and severe adverse events in
nicotine group

N.s.: Mayo score, laboratory tests and fecal
weight, HRQOL, avoidance of colectomy and
evaluation of HBOT safety

N.s.: Remission, laboratory testings

Sign.: UCDAI, Clinical Colitis Activity Index in
favor of trichuris

Stool examination Negative for ova and
parasites

Note. RCT =randomized controlled trial; n.s. = not significant; sign. = significant; CG = control group; SF-36 = Short Form (36) Health Survey; IBDQ =inflam-
matory bowel disease questionaire; UCDAI = Ulcerative Colitis Disease Activity Index; DAl = disease activity index; CAl = Clinical Colitis Activity Index;

TCM = traditional chinese medicine.
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Anhang E: Ubersichtstabelle zur Evidenzgrundlage der Schliisselfragen

Nr.

AG1
2.1

2.2

2.3

2.4

2.5

2.6

2.7

2.8

2.9

2.10a
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Empfehlung

Diagnostik

Eine Klassifikation bezliglich der Ausdehnung der Erkrankung soll
erfolgen. Es soll eine endoskopische Einteilung in die Proktitis
(begrenzt auf das Rektum), die Linksseitenkolitis (Ausdehnung bis
zur linken Flexur) und die ausgedehnte Kolitis erfolgen.

Das gleichzeitige Vorliegen einer PSC soll dokumentiert werden,
da dies die endoskopische Uberwachungsstrategie beeinflusst.

Die Anamnese sollte eine detaillierte Erfragung Gber Art und Beginn
der Symptome, eine kiirzliche Reiseanamnese, Nahrungsmittelun-
vertrdglichkeiten, Kontakte mit infektiosen Durchfallerkrankungen,
Impfstatus, Raucheranamnese, Familienanamnese und die Medika-
mentenanamnese (insbesondere auch bzgl. Antibiotika und nicht-
steroidaler Antirheumatika) beinhalten. Weiterhin sollte die Anam-
nese Fragen bzgl. extraintestinaler Manifestationen (Mund, Haut,
Augen und/oder Gelenke) sowie nach perianalen Abszessen, Fisteln
und Analfissuren beinhalten.

Bei Erstdiagnose und bei Auftreten spezifischer Symptome sollen
eine komplette korperliche Untersuchung inklusive einer oralen und
perianalen Inspektion und die Beachtung eventuell vorliegender
extraintestinaler Manifestationen erfolgen. Eine rektale Untersu-
chung soll spatestens im Rahmen der Koloskopie durchgefiihrt.

Bei Kindern und Jugendlichen sollen zusatzlich die Entwicklung von
Gewicht, Lange und das Pubertdtsstadium bei Erstdiagnose und
regelmaRig im Krankheitsverlauf erfasst werden.

Die Diagnose einer Colitis ulcerosa soll auf dem Boden einer Kom-
bination von Anamnese, klinischer Untersuchung und typischen
laborchemischen, sonographischen, endoskopischen und histolo-
gischen Befunden gestellt werden.

Bei Zweifel bzgl. der Diagnose sollte die Endoskopie inklusive
HistologieGewinnung im Intervall (z. B. nach 3 - 6 Monaten)
wiederholt werden.

Die initiale Labordiagnostik sollte neben dem Blutbild mindestens
folgende Parameter enthalten: Entziindungsstatus, Eisenhaushalt
Nierenfunktion, Transaminasen und Cholestaseparameter.

Fiir die begleitende laborchemische Diagnostik eines Ansprechens auf
die Therapie konnen CRP und [ oder sowie fakale Neutrophilenmarker
als laborchemische Verlaufsparameter herangezogen werden.

Eine intestinale Infektion sollte bei Erstdiagnostik und bei einer
Schubsymptomatik im Verlauf ausgeschlossen werden.

Bei der Erstdiagnostik sollte eine mikrobiologische StuhIDiagnostik
auf bakterielle infektiose Erreger inklusive Clostridium difficileToxin
erfolgen.

Bei Patienten mit entsprechender Reiseanamnese sollte eine er-
ganzende Diagnostik bzgl. landestypischer Erreger durchgefiihrt
werden.

Bei etablierter Colitis ulcerosa soll bei schwerem Schub und bei
therapierefraktdrem Verlauf bzw. vor Intensivierung einer immun-
suppressiven Therapie eine mikrobiologische Diagnostik inklusive
Untersuchungen auf Clostridium difficileToxin und Cytomegalie-
virus erfolgen.

Die quantitative Bestimmung von fikalen Neutrophilenmarkern

(z. B. Calprotectin) sollte in der klinischen Differentialdiagnostik zur
Abgrenzung der Beschwerden gegentiber einer (funktionellen)
Reizdarmsymptomatik genutzt werden.

Experten- Leitlinien- DGVS 2011 De-Novo-
konsens adaptation’ Recherche
X
X
X
X
X
X

X

X

X

X

X

X

X

X
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Nr. Empfehlung Experten- Leitlinien- DGVS 2011 De-Novo-
konsens adaptation’ Recherche

2.13 Zur Verlaufsdiagnostik bei etablierter Colitis ulcerosa sollte die X X
quantitative Bestimmung von fakalen Neutrophilenmarkern im
Stuhl herangezogen werden.

2.14 Bei Verdacht auf Colitis ulcerosa sollte eine lleokoloskopie mit X
Biopsien aus dem term. lleum und allen Kolonsegmenten unter
Einschluss des Rektums (zumindest zwei Biopsien/Segment;
Einsendung in getrennten ProbengefdRen) unter Einschluss des
Rektums (Einsendung in getrennten ProbengefaRen) erfolgen,
um die Diagnose zu stellen und die Ausdehnung der Erkrankung
festzustellen.

2.15a Eine routinemaRige Koloskopie sollte bei Patienten mit Colitis ulce-  x
rosa in der Remission bis zum Beginn der Karzinomiiberwachung
nicht erfolgen.

2.15b Eine erneute endoskopische Diagnostik in der klinischen Remission X
kann zur Beurteilung des Therapieansprechens und unter Immun-
suppression oder biologischer Therapie unter dem Aspekt einer
Therapiedeeskalation erwogen werden.

2.16 Eine endoskopische Evaluation kann bei therapierefraktaren Ver- X
laufen zur Bestatigung der Aktivitat der Erkrankung und zum Aus-
schluss von infektiosen oder anderen Komplikationen durchgefiihrt
werden.

217 Bei nicht eindeutig zu klassifizierender Kolitis sollte eine Diagnostik ~ x
des oberen Gastrointestinaltraktes mittels Osophagogastroduode-
noskopie (mit Biopsien) und des mittleren Gastrointestinaltraktes
mittels MRT des Diinndarms und/oder abdomineller Sonographie
durchgefiihrt werden (Evidenzgrad IV, Empfehlungsgrad B).

2.18 Die hochaufldsende abdominelle Sonografie sollte Bestandteil der X
Diagnostik bei der Erstdiagnose und in der Verlaufsdiagnostik sowie
beim schweren akuten Schub zur Erfassung von Komplikationen
sein.

2.19 Da das Vorliegen einer Kolonstenose bei Colitis ulcerosa maligni- X X
tatsverddchtig ist, sollte eine ausgiebige Biopsieentnahme aus
dem Bereich der Stenose erfolgen und zusatzlich eine bildgebende
Diagnostik (z. B. CT, MRT) erfolgen.
Bei unklarer Dignitdt einer Kolonstenose soll die Entscheidung zur
Operation groRRziigig gestellt werden.

2.20 Die Diagnose einer Colitis ulcerosa sollte bei Kindern bei Vorliegen X
von chronischen (>4 Wochen) oder rezidivierenden (> 2 Episoden
innerhalb von 6 Monaten) blutigen Durchfallen nach Ausschluss
einer infektiésen Genese in Betracht gezogen werden.

2.21 Die initiale Diagnostik bei Kindern und Jugendlichen mit Verdacht X
auf eine chronisch entziindliche Darmerkrankung soll eine lleokolo-
skopie mit Entnahme von Stufenbiopsien aus dem term. lleum und
allen Kolonsegmenten beinhalten. Im gleichen Untersuchungsgang
sollte eine Osophagogastroduodenoskopie mit Entnahme von Stu-
fenbiopsien erfolgen.

2.22 Histopathologische Kriterien, die bei der Beurteilung von Biopsien X
zur Diagnose einer Colitis ulcerosa herangezogen werden sollten,
sind:
= diffuse panmukosale chronische Entziindung (Lymphozyten und

Plasmazellen) in Kombination mit einer Stérung der Kryptenar-

chitektur/ Kryptenatrophie,

Plasmozytose im basalen Schleimhautstroma

PanethzellMetaplasien distal der rechten Kolonflexur

= Reduktion der Anzahl von Becherzellen bzw. des Muzingehalts

der Einzelzelle,

kontinuierliche Verteilung der entziindlichen und strukturellen

Schleimhautverdnderungen, abnehmender Gradient von distal

nach proximal.
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2.23

2.24

2.25

2.26

2.27

2.28

2.29

2.30

2.31

2.32

2.33

2.34
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Empfehlung

Abweichende morphologische Befundmuster kénnen bei der Colitis
ulcerosa vorkommen und sollen speziell bei padiatrischen Patienten
berticksichtigt werden.

Der Pathologiebefund sollte eine Aussage zur histologischen
Entzlindungsaktivitdt enthalten.

Die Diagnose von intraepithelialen Neoplasien/Dysplasien bei der
Colitis ulcerosa soll nach den jeweils giltigen Kriterien der WHO
erfolgen IEN/Dysplasien sollen histopathologisch graduiert werden
in niedrigradig, hochgradig oder unklar (indefinite).

Bei histologischer Diagnose jeder IEN/Dysplasie sollte der Prozess
einer kompetenten (dokumentierten) pathologischen Zweitmei-
nung im Sinn eines VierAugenPrinzips sichergestellt sein.

Im Falle einer sichtbaren Lasion mit IEN/Dysplasie sollte eine Diffe-
renzierung durch den Endoskopiker der CEDassoziierten Neoplasien
in polypoide oder nicht polypoide Lasionen erfolgen, jeweils mit
Angabe des IEN/Dysplasiegrades (LGIEN oder HGIEN), da diese
Aussage von therapeutischer Bedeutung ist.

Da die kolitisassoziierte Kolonkarzinommortalitdt durch eine en-
doskopische Uberwachung gesenkt werden kann, sollten angepasst
an eine Risikostratifizierung Uberwachungskoloskopien erfolgen.

Zur Festlegung der Uberwachungsstrategie sollten bei allen CU-
Patienten unabhdngig von der Krankheitsaktivitdt eine Kontrollko-
loskopie mit Entnahme von zumindest zwei Biopsien aus jedem
Kolonsegment zusatzlich zu gezielten Biopsien zur Erfassung des
Befallmusters 68 Jahre nach Beginn der Symptomatik/Diagnose-
stellung erfolgen.

Wenn die Krankheitsaktivitat auf das Rektum ohne Nachweis einer
vorherigen oder aktuellen endoskopischen und | oder mikroskopi-
schen Entziindung proximal zum Rektum beschrankt ist, sollte die
Einbeziehung in ein regelméaRiges Uberwachungskoloskopie-
Programm nicht erfolgen.

Zur Kontrolle und um eine Ausdehnung der Colitis ulcerosa nicht zu
ibersehen, kann alle 5 Jahre eine Koloskopie-Kontrolle sinnvoll sein.

Bei Patienten mit Befall Gber das Rektum hinaus sollen regelméRige
Uberwachungskoloskopien ab dem 8. Erkrankungsjahr durchge-
fiihrt werden.

Die Uberwachungsstrategie sollte individuell abgestimmt werden
und eine Risikostratifizierung beriicksichtigen. Dabei sollte sich das
Intervall nach einer Risikostratifizierung richten. Nach dieser Risi-
kostratifizierung sollte bei Patienten mit einem hohen Risiko (Ste-
nose, [EN innerhalb der letzten 5 Jahre, ausgedehnte Kolitis mit
starker Entziindung oder erstgradigem Verwandten mit KRK <50].)
jahrlich und Patienten mit einem intermedidren Risiko (Kolitis mit
milder oder maRiger Entziindung, viele Pseudopolypen, erstgradi-
ger Verwandter mit KRK =250].) alle 13 Jahre und Patienten mit
einem niedrigen Risiko (es liegen keine der genannten Faktoren vor)
alle 4 Jahre eine Uberwachungskoloskopie durchgefiihrt werden.

Wenn gleichzeitig eine PSC besteht, sollten die Uberwachungskolo-
skopien unabhdngig von der Krankheitsaktivitat und Ausdehnung der
CU ab dem Zeitpunkt der PSCDiagnosestellung jahrlich erfolgen.

Die Uberwachungskoloskopie mit Biopsieentnahme sollte még-
lichst in der Remissionsphase durchgefiihrt werden, da die histo-
morphologische Abgrenzung von entziindlichen gegeniiber neo-
plastischen Veranderungen sonst schwierig sein kann.

Gezielte Biopsien sollten aus allen endoskopisch suspekten Ldsionen
entnommen werden. Die Uberwachungskoloskopie sollte in einem
sauberen Darm mit ausreichender Riickzugzeit erfolgen.
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Empfehlung

Die Uberwachungskoloskopie sollte als Chromoendoskopie mit
gezielten Biopsien ohne zusitzliche zufillige Biopsien als Uberwa-
chungsverfahren der Wahl durchgefiihrt werden.

Alternativ kann eine hochauflésende WeiRlichtEndoskopie (HDWLE)
mit gezielten Biopsien jeder sichtbaren Lasion ohne zusatzliche
zufallige Biopsien mit besonderer Sorgfalt und entsprechender
Riickzugszeit durchgefiihrt werden.

Falls die HDWLE Endoskopie nicht zur Verfiigung steht, sollen
zusdtzlich ungezielte Stufenbiopsien entnommen werden.

Der Stellenwert der hochauflésenden virtuellen Chromoendoskopie
(NBI, FICE, iScan) in Kombination mit gezielten Biopsien ohne zufdl-
lige Biopsien ist nicht ausreichend definiert und sollte deshalb nicht
als alleinige Strategie verfolgt werden.

Bei Vorliegen einer fraglichen IEN/Dysplasie sollte eine endoskopi-
sche Kontrolle ggf. nach Intensivierung der antiinflammatorischen
Therapie innerhalb von 36 Monaten durchgefiihrt werden.

Bei dem Nachweis einer endoskopisch nicht resektablen Lasion mit
IEN/Dysplasie oder eines Adenokarzinoms (B) soll wegen der hohen
Assoziation mit einem metachronen oder synchronen Karzinom
eine Proktokolektomie erfolgen.

Bei endoskopisch komplett resezierten polypoiden Lasionen mit
Dysplasie/IEN ohne weitere Dysplasien im (ibrigen Kolon kann als
Uberwachungsstrategie die Koloskopie in jahrlichen Abstinden
empfohlen werden.

Nach der kompletten endoskopischen Resektion von nicht-
polypoiden Lasionen mit Dysplasie/IEN ohne weitere Dysplasien im
{ibrigen Kolon sollte die endoskopische Uberwachung in jéhrlichen
Abstdnden durchgefiihrt werden.

Falls durch Zweitbefundung histologisch bestatigte IEN/Dysplasien
aus endoskopisch unauffalligen Arealen detektiert werden, sollte
eine erneute endoskopische Abklarung primar durch Chromoendo-
skopie mit hochauflésender WeiRBlichtEndoskopie (HDWLE) durch
einen in der Uberwachungskoloskopie erfahrenen Untersucher
erfolgen.

Falls IEN/Dysplasien aus endoskopisch unauffélligen Arealen detek-
tiert werden, sollte eine endoskopische und bioptische Kontrolle
durchgefiihrt werden. Bei bestétigten niedriggradigen IEN sollte
eine erneute endoskopisch/bioptische Kontrolle innerhalb von 3 -6
Monaten durchgefiihrt werden. Alternativ kann auch eine Prokto-
kolektomie mit dem Patienten diskutiert werden. Bei bestatigten
hochgradigen IEN soll eine Empfehlung zur Proktokolektomie
gegeben werden.

Polypen mit Dysplasien, die sich proximal zu den Segmenten mit
anamnestisch maximaler makroskopischer oder histologischer CU-
Beteiligung ergeben, werden als sporadische Adenome betrachtet
und sollten bei endoskopischer Resektabilitdt entsprechend behan-
delt werden.

Beim zusatzlichen Nachweis einer PSC kann zur Prophylaxe eines
Colitisassoziierten Karzinoms Ursodesoxycholsdure eingesetzt
werden.

Behandlung der aktiven Erkrankung inkl. Remissionserhaltung

Das primdre Ziel der Colitis ulcerosa Therapie ist das rasche Errei-
chen einer klinischen Remission und die Bewahrung einer lang-
fristigen steroidfreien klinischen und endoskopischen Remission.

Vor Einleitung einer antientziindlichen Therapie sollte eine Entziin-
dungsaktivitdt objektiv nachgewiesen werden.

Bei allen Patienten sollte nach erfolgreicher Schubtherapie eine
langfristige Remissionserhaltungstherapie durchgeftihrt werden.
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Empfehlung

Die Wahl und die Dauer der geeigneten Schub und Erhaltungsthera-
pie hangt von der Erkrankungsausbreitung, dem Erkrankungsverlauf
(Haufigkeit und Schweregrad der Erkrankungsschiibe), Ansprechen
und Nebenwirkungen auf vorangegangene Therapien, Schweregrad
des letzten Erkrankungsschubes, der remissionsinduzierenden Medi-
kation, der Sicherheit der remissionserhaltenden Therapie und dem
Potential einer Dysplasie und Krebspravention ab.

Die medikamentdsen Therapiemoglichkeiten und -risiken sollten
gegen eine operative Therapie abgewogen werden.

Eine leichte bis maRig aktive Proktitis soll zundchst mit Mesalazin
>1000 mg/d als Suppositorium einmal taglich behandelt werden.

Mesalazinschaum und Mesalazineinldufe stellen eine dquivalente
therapeutische Alternative dar.

Bei Versagen der Monotherapie sollte die rektale Mesalazin Anwen-
dung entweder mit topischen Steroiden oder mit einer oralen Gabe
von Mesalazin freisetzenden Préparaten kombiniert werden.

Eine leichte bis maRig schwere linksseitige CU sollte initial mit rek-
talem Mesalazin in Form von Einldufen oder Schaumen (=1 g/d)

in Kombination mit oralen Mesalazin freisetzenden Praparaten
(=3 g/d) behandelt werden.

Die rektale Anwendung von Mesalazin-Einldufen oder Schaumen
(=1 g/d) soll der topischen Steroidtherapie vorgezogen werden.

Bei oraler Gabe von Mesalazin freisetzenden Praparaten sollte die
einmal tdgliche Gabe vorgezogen werden.

Eine systemische Steroidtherapie (0,5 - 1 mg/kg KG/d Prednisolo-
naquivalent) soll begonnen werden, wenn die Symptome der CU
nicht auf die unter 4.4. - 4.6. genannte Therapie ansprechen.
Budesonid MMX 9 mg/d kann bei leichter bis maRig aktiver links-
seitiger CU bei unzureichendem Ansprechen oder einer Unvertrag-
lichkeit von 5-Aminosalizylaten freisetzenden Praparaten eingesetzt
werden.

Bei ausgedehntem Befall soll eine leicht bis maRig schwere CU zu-
nachst mit einem oralen Mesalazin freisetzenden Préparat in einer
Dosierung >3 g/d in Kombination mit Mesalazineinldufen oder -
schdaumen behandelt werden.

Eine systemische Steroidtherapie (0,5 - 1 mg/kg KG/d Prednisolo-
ndquivalent) soll begonnen werden, wenn die Symptome der CU
nicht auf die unter 4.4 -4.6 und 4.8 - 4.9 genannten Therapien
ansprechen oder bereits bei Diagnosestellung eine schwere Form
der Kolitis vorliegt.

Aminosalizylate sollen primar als remissionserhaltende Therapie
eingesetzt werden, wenn ein Ansprechen auf Aminosalizylate oder
Steroide besteht.

Der Weg der Applikation von Aminosalizylaten soll sich nach dem
Befallsmuster der Erkrankung richten. Die Proktitis und die links-
seitige Colitis sollten primar rektal therapiert werden.

Eine Kombination von oralen und rektalen Aminosalizylaten soll als
Zweitlinien- Erhaltungstherapie verwendet werden.

Zur Remissionserhaltung sollen Dosierungen der Aminosalizylate
verwendet werden, fir die klinische Wirksamkeit nachgewiesen
wurde (siehe Tabelle) [ELT, Empfehlungsgrad A].

Es soll bevorzugt eine tdgliche Einmalgabe verabreicht werden
[EL2, Empfehlungsgrad A].

Angesichts des Nebenwirkungsprofils bei vergleichbarer Effizienz
sollte Mesalazin der Vorzug gegeniiber SASP gegeben werden
(EL2, Empfehlungsgrad B).
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Empfehlung

Eine remissionserhaltende Therapie mit Aminosalizylaten sollte bei
Effektivitdt mindestens 2 Jahre durchgefiihrt werden

Eine Langzeittherapie mit 5-ASA sollte den CU-Patienten unter dem
Aspekt der Karzinompravention angeboten werden.

Bei erneuten Schiiben soll die remissionserhaltende Therapie
eskaliert werden.

Maglichkeiten zur stufenweisen remissionserhaltenden Therapiees-
kalation sind eine Dosiseskalation einer oralen/ rektalen Kombinati-
onstherapie mit Aminosalizylaten, eine Therapie mit Thiopurinen,
eine anti-TNF Therapie oder eine Therapie mit Vedolizumab.

Kortikosteroide sollen zur Remissionserhaltung nicht eingesetzt
werden.

Patienten mit einem schweren akuten Schub einer Colitis ulcerosa
sollten stationdr behandelt werden.

Die Behandlung sollte in enger Zusammenarbeit in einem interdis-
ziplindren Team incl. eines erfahrenen Abdominalchirurgen erfolgen.

Ein schwer verlaufender Schub einer Colitis ulcerosa soll mit einer
systemischen Steroidtherapie (z. B. 1 mg/kg KG Prednisolondqui-
valent pro Tag) behandelt werden.

Patienten mit einem schweren akuten Schub sollten eine Throm-
boseprophylaxe erhalten.

Zur Beurteilung des Ansprechens der systemischen Steroidtherapie
sollten das klinische Bild und objektivierbare Parameter (z. B. Stuhl-
frequenz, Blutbeimengungen im Stuhl, Hb-Wert, Ultraschallbefund,
Endoskopiebefund, CRP, Blutbild, Neutrophilenmarker) herangezo-
gen werden.

Patienten mit einer Colitis ulcerosa mit mittelschwerer bis schwerer
Krankheitsaktivitat, welche unzureichend auf die Behandlung mit
systemischen Steroiden ansprechen bzw. bei denen Kontraindika-
tionen oder Intoleranz vorliegen, sollen mit anti-TNF Antikérpern
oder Ciclosporin A (oder Tacrolimus behandelt werden.

Im Falle von Infliximab sollte vorzugsweise eine Kombinationsthe-
rapie mit einem Thiopurin eingesetzt werden. Bei der Therapieent-
scheidung sollte eine Proktokolektomie mit in Erwdgung gezogen
werden.

Patienten mit einer Colitis ulcerosa mit fulminanter Krank-
heitsaktivitdt, welche refraktar auf die Behandlung mit intravensen
Steroiden sind, sollten mit Infliximab (vorzugsweise als Kombina-
tionstherapie mit einem Thiopurin) (Evidenzgrad 2, Empfehlungs-
grad B) oder mit Ciclosporin A (Evidenzgrad 1, Empfehlungsgrad B)
oder Tacrolimus (Evidenzgrad 2, Empfehlungsgrad B) behandelt
werden. Eine Proktokolektomie sollte mit in Erwdgung gezogen
werden (Evidenzgrad 5, Empfehlungsgrad B). Starker Konsens

Tritt unter oben genannter Therapie eine klinische Zustandsver-
schlechterung ein, sollte eine Proktokolektomie durchgefiihrt wer-
den. Die Proktokolektomie kann ebenso indiziert sein, wenn nach
4 -7 Tagen keine Verbesserung des klinischen Zustands eintritt.

Nach Ansprechen auf eine Therapie mit Calcineurininhibitoren kann
eine Therapie mit Azathioprin/Mercaptopurin (EG ...) oder Vedoli-
zumab EG...) eingeleitet werden (EL korrigieren, Empfehlungsgrad B
fur Calcineurininhibitoren und EL korrigieren, Empfehlungsgrad A
fiir Vedolizumab), bei Ansprechen auf eine Therapie mit Anti-TNF-
Antikorpern sollen diese Therapie zur Remissionserhaltung fortge-
setzt werden (EL2, Empfehlungsgrad A).

Patienten mit einer steroidabhdngigen Colitis ulcerosa sollten mit
einem Thiopurin (EL 2) oder TNF-Antikorpern (EL 1) (im Falle von
Infliximab ggf. kombiniert mit einem Thiopurin [EL 2]) oder mit
Vedolizumab (EL 2) behandelt werden.
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Empfehlung

Patienten mit leichter bis mittelschwerer Colitis ulcerosa, die nicht
ausreichend auf eine Therapie mit Thiopurinen ansprechen, sollten
mit TNF-Antikorpern (EL 1) (im Falle von Infliximab ggf. in Kombi-
nation mit Thiopurinen (EL 2) oder mit Vedolizumab (EL 2) behan-
delt werden.

Patienten mit primdrem Versagen auf eine Therapie mit TNF-Anti-
korpern sollten mit Vedolizumab (EL 2) oder Calcineurininhibitoren
(EL 3) behandelt werden. Patienten mit mittelschwerer Colitis ulce-
rosa mit sekunddrem Versagen auf eine Therapie mit TNF-Antikor-
pern, sollten mit alternativen TNF-Antikorpern oder Vedolizumab
oder Calcineurininhibitoren behandelt werden. Eine Proktokolek-
tomie sollte in Erwdgung gezogen werden.

Nach Erreichen einer Remission sollte eine remissionserhaltende
Therapie mit Thiopurinen bei Patienten mit milder bis moderater
Erkrankungsaktivitdt eingesetzt werden, wenn friihe oder gehdufte
Schiibe unter einer optimal dosierten Therapie mit Aminosalizyla-
ten auftreten oder eine Unvertraglichkeit gegen Aminosalizylaten
besteht, wenn ein steroidabhangiger Erkrankungsverlauf besteht
oder wenn ein Ansprechen auf eine remissionsinduzierende
Therapie mit Ciclosporin oder Tacrolimus besteht.

Bei Patienten, die auf eine remissionsinduzierende Therapie mit
TNF-Antikorpern ansprechen, ist eine remissionserhaltende Thera-
pie mit TNF-Antikorpern mit oder ohne Thiopurinen sinnvoll [EL1].
Bei Patienten, die auf eine Induktionstherapie mit Vedolizumab
ansprechen, ist eine Remissionserhaltung mit Vedolizumab sinnvoll
[EL2].

Methotrexat, Ciclosporin und Tacrolimus sollten zur Remissionser-
haltung der Colitis ulcerosa nur in Ausnahmesituationen eingesetzt
werden.

Aufgrund fehlender Evidenz kann keine Empfehlung zur Dauer einer
Remissionserhaltung mit Thiopurinen, TNF-Antikérpern und Vedo-

lizumab gemacht werden. Eine langfristige Fortsetzung der Remis-

sionserhaltung wird aber haufig notwendig sein.

Der apathogene Escherichia coli Stamm Nissle 1917 kann in be-
griindeten Féllen als Alternative zu Aminosalizylaten eingesetzt
werden.

Ein therapeutisches Drug-Monitoring kann unter einer Therapie mit
Thiopurinen, TNF-Antikérpern und Vedolizumab durchgefiihrt wer-
den, wenn dadurch eine klinische Entscheidung unterstiitzt wird.
Unter einer Therapie mit Calcineurin-Inhibitoren sollen regelmaRig
Spiegelbestimmungen durchgefiihrt werden.

Bei einer Kombinationstherapie aus mehreren immunsuppressiv
wirkenden Medikamenten steigt das Risiko mit Hinzunahme jedes
weiteren Medikaments deutlich an. Altere Patienten, Patienten mit
Komorbiditdten, Patienten mit stattgehabten schweren Infektions-
krankheiten und Patienten mit Mangelerndhrung sind durch Infek-
tionen besonders gefdhrdet.

Bei Erstdiagnose bzw. spatestens vor Beginn einer immunsuppres-
siven Therapie sollte bei allen Patienten ein Infektionsscreening auf
Hepatitis B, Tuberkulose und EBV durchgefiihrt werden. Vor Einlei-
tung einer Therapie mit Biologika ist das Tuberkulose-Screening zu
aktualisieren.

Vor Beginn einer immunsuppressiven oder immunmodulatorischen
Therapie bei Colitis ulcerosa sollte eine gezielte Anamnese, eine
Rontgenaufnahme der Lunge und ein Interferon-gamma-Release-
Assay (IGRA) erfolgen, um eine aktive oder latente Tuberkulose-
Infektion auszuschlieRen.
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Empfehlung

Bei Erstdiagnose, spatestens aber vor Einleitung einer immunsup-
pressiven Therapie, sollte der Impfstatus tiberpriift und ggf. aktua-
lisiert werden. Nicht-Lebendimpfungen unter immunsuppressiver
Therapie gelten als sicher, wihrend Lebendimpfungen kontraindi-
ziert sind. Vor diesem Hintergrund sollten insbesondere Impfungen
gegen Pneumokokken und gegen Hepatitis B sowie gegen Influenza
und die pandemische Grippe in Analogie zu den Empfehlungen des
RKI zu ,Impfungen bei Immunsuppression“ durchgefiihrt werden.

Bei bekannter Colitis ulcerosa sollte bei schwerem akutem Schub,
atypischer Symptomatik, therapierefraktarem Verlauf und vor In-
tensivierung einer immunsuppressiven Therapie eine mikrobiologi-
sche Diagnostik inklusive Untersuchungen auf Clostridium difficile
erfolgen.

Die Diagnostik auf eine Clostridium difficile Infektion sollte zeitnah
durch ein sensitives Verfahren erfolgen.

In Abhéngigkeit von der Schwere des Krankheitsbilds werden fiir die
spezifische Primdrtherapie der CDI folgende Empfehlungen gegeben:
Bei leichter bis moderater Krankheitsauspragung und in Abwe-
senheit von Risikofaktoren fiir einen schweren Verlauf kann die
Therapie mit Metronidazol 3 x 400 mg/ Tag p. o. fiir mindestens
10 Tage erfolgen.

Bei schwerer Krankheitsauspragung oder bei Vorliegen von
Pradiktoren fiir einen schweren Verlauf sollte die Therapie mit
Vancomycin 4 x 125 -250 mg/Tag p. o. fiir mindestens 10 Tage
erfolgen.

BeimRezidiv und zusétzlichem Vorliegen von Risikofaktoren fiir
Komplikationen (Immunsuppression, Komorbiditdt, Notwendig-
keit einer zusatzlichen Antibiotikatherapie) kann der Einsatz von
Fidaxomicin 2 x 200 mg/Tag p. 0. erwogen werden.

Bei rezidivierender oder therapierefraktarer Clostridium difficile-
Infektion kann ein fdkaler Mikrobiom-Transfer durchgefiihrt
werden.

EBV-seronegative erwachsene Patienten sollten mdglichst nicht mit
Thiopurinen behandelt werden. Die Therapieentscheidung bei Kin-
dern stellt eine Sondersituation dar und erfordert eine Risikoabwa-
gung.

Bei einer EBV-(Re-)Infektion sollte eine immunsuppressive/ immun-
modulierende Therapie pausiert werden.

Bei einer EBV-assoziierten lymphoproliferativen Erkrankung sollte die
immunmodulatorische Therapie mit Azathioprin beendet werden.

Bei Patienten mit einem unzureichenden Ansprechen auf eine me-
dikamentose Therapie, insbesondere eine systemische Steroidthe-
rapie, sollte eine geeignete Diagnostik einer CMV-Neuinfektion
oder Reaktivierung durchgefiihrt werden.

Zur Diagnostik sollte ein immunhistochemischer CMV-Nachweis
aus endoskopisch gewonnen Proben und/oder ein molekularbiolo-
gischer Nachweis aus Gewebeproben oder ein molekularbiologi-
scher Nachweis aus Vollblut erfolgen.

Der alleinige CMV-Nachweis sollte keine Therapie begriinden. Die
Therapieindikation kann sich aus dem klinischen Kontext ergeben.
Die Akuttherapie sollte fiir mindestens 14 Tage durchgefiihrt
werden.

Bei klinisch schwerwiegendem Verlauf einer CMV-Krankheit, insbe-
sondere schwerer CMV-Colitis, Meningoenzephalitis, Pneumonitis
oder Hepatitis, sollte die begleitende Immunsuppression zumindest
bis zur virustatisch induzierten Restitutio pausiert werden. Bei allei-
niger intestinaler Symptomatik eines CU-Schubes mit CMV-Nach-
weis kann die Immunsuppression fortgefiihrt oder modifiziert
werden.
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Empfehlung

Bei nachgewiesener CMV-Erkrankung sollte bei Wiedereinfiihrung
bzw. Fortfiihrung oder Intensivierung der immunsuppressiven
Therapie eine Rezidivprophylaxe durchgefiihrt werden. Diese The-
rapie schlieft sich der Akuttherapie an (s. oben) und sollte fiir 4 -
8 Wochen durchgefiihrt werden.

Bei aktiver VZV-Infektion sollte eine Immunsuppression nicht
begonnen werden.

Bei florider VZV-Infektion wahrend einer immunsuppressiven The-
rapie sollte unverziiglich eine Therapie erfolgen. Falls moglich sollte
die immunsuppressive Therapie unterbrochen werden.

Bei Nachweis einer latenten Tuberkulose (LBTI) (Interferongamma-
release-Assay IGRA) soll eine chemopréventive Therapie mit Isonia-
zid nach RKI-Empfehlungen durchgefiihrt werden. Eine immun-
suppressive Therapie sollte frithestens 4 Wochen nach Start der
Chemopravention begonnen werden.

Bei Nachweis einer aktiven Tuberkulose ist eine Kombinationsthera-
pie gemaR den RKI-Empfehlungen einzuleiten. Eine immunsup-
pressive Therapie, insbesondere eine anti-TNF-Therapie sollte - bei
stets strenger Indikationsstellung - idealerweise erst nach Beendi-
gung der Tuberkulose-Therapie durchgefiihrt werden.

Eine Vakzinierung mit Lebendimpfstoffen (Rotavirus) soll bei Neuge-
borenen, deren Miitter in der Schwangerschaft mit TNF-AK behan-
delt wurden, fiir mindestens 9 Monate nicht durchgeftihrt werden.

Chirurgie

Als Standardoperation sollte eine restaurative Proktokolektomie
durchgefiihrt werden.

Die restaurative Proktokolektomie sollte in der Regel mit protek-
tivem lleostoma erfolgen, eine einzeitige Operation sollte nur
selektionierten Einzelféllen erfolgen.

Der J-Pouch sollte die Pouchkonstruktion der Wahl sein, da er am
einfachsten anzulegen ist und im Langzeitverlauf eine vergleichbare
Funktion aufweist wie andere Konstruktionen.

Die freie oder gedeckte Perforation soll als Notfallindikation
operiert werden.

Bei einer therapierefraktaren Blutung sollte bei fortgesetzter
Transfusionspflichtigkeit dringlich operiert werden.

Patienten mit einem medikamentds therapierefraktaren fulmi-
nanten Schub sollten dringlich operiert werden.

Ein trotz Einsatz von Immunsuppressiva und/ oder Biologika thera-
pierefraktdrer Verlauf sollte operiert

Bei Patienten mit CU und Kolonstenose, deren Dignitdt durch
weitere diagnostische MaBnahmen nicht sicher geklart werden
kann, sollte operiert werden.

Eine elektive Operation kann bei Patientenwunsch erfolgen. Dabei
sind die Risiken der konservativen Behandlungsstrategien gegen die
Risiken einer Operation abzuwégen.

Kinder und Jugendliche mit aktiver Colitis und Wachstumsstérun-
gen trotz addquater Therapie sollten nach Konsultation eines
Kindergastroenterologen und Ausschluss anderer Ursachen prok-
tokolektomiert werden mit pouchanaler Anastomose.

Bei erh6htem perioperativem Risiko, unter Berticksichtigung der
perioperativen Medikation, sollte die Proktokolektomie dreizeitig
operiert werden.

Experten- Leitlinien- DGVS 2011 De-Novo-
konsens adaptation’ Recherche
X
X
X
X
X
X
X
X
X
X X
X
X
X X
X
X
X
X

Lynen Jansen P et al. S3-Leitlinienreport - Colitis... Z Gastroenterol 2018; 56: e181-e459

Dieses Dokument wurde zum persénlichen Gebrauch heruntergeladen. Vervielfaltigung nur mit Zustimmung des Verlages.



5.1.12

5.1.13

5.1.14

5.1.15

5.1.16

5.1.17

5.1.18

5.1.19

5.1.20

5.1.21

5.1.22

5.1.23

Empfehlung

Bei Mangelernahrung (hohes metabolisches Risiko) sollte vor
elektiver Operation prdoperativ eine gezielte Erndhrungstherapie
fir mindestens 7 Tage erfolgen.

Bei der dreizeitigen Proktokolektomie sollte die Kolektomie bis zum
rektosigmoidalen Ubergang erfolgen.

Die Rektumresektion sollte bei benigner Operationsindikation,
wenn technisch maéglich, darmnah (mesorektumerhaltend) erfol-
gen, weil dadurch die Komplikationsrate einschlieRlich Nervenver-
letzungen verringert werden kann.

Bei der ileoanalen Pouchanlage sollte die belassene Rektummukosa
nicht langer als 2 cm sein.

Unter der Indikation einer intraepithelialen Neoplasie oder eines
manifesten Karzinoms im Rektum sollte eine komplette Mukosek-
tomie mit Anastomose an der Linea dentata durchgefiihrt werden.

Pouchchirurgie sollte nur in daftir spezialisierten Zentren durch-
gefiihrt werden.

Patienten mit einer chronischen Pouchitis oder nach Colitis-ulce-
rosa-assoziiertem Karzinom oder intraepithelialer Neoplasie sollten
jahrlich endoskopisch tiberwacht werden.

Die Kolektomie mit ileorektaler Anastomose sollte nur fiir ausge-
wadhlte Konstellationen wie z. B. bei Kinderwunsch empfohlen werden.

Das kontinente lleostoma nach Kock kann als mégliche Alternative
fiir besondere Fdlle angeboten werden.

Es sollte in dafiir spezialisierten Zentren durchgefiihrt werden.

Bei belassenem Rektum unter ileorektaler Anastomose oder bei
endstandigem lleostoma mit Rektumblindverschluss nach Hart-
mann sollte das Intervall der endoskopischen Kontrolle entspre-
chend der initialen OP-Indikation gewahlt werden. Die Durchfiih-
rung sollte der Empfehlung der allgemeinen koloskopischen
Nachsorge bei C. entsprechen.

In der elektiven Situation ist die laparoskopische restaurative
Proktokolektomie der offenen Operation mindestens gleichwertig,
in einigen Punkten tiberlegen.

Bei Frauen mit Kinderwunsch sollte bevorzugt minimal invasiv
operiert werden [Evidenzgrad: IlI].

Bei Colitis indeterminata ohne anorektales Fistelleiden und ent-
sprechender Operationsindikation kann eine restaurative Prokto-
kolektomie unter Aufklarung mit den damit verbundenen Risiken
dem Patienten angeboten werden.

Die Diagnose Pouchitis sollte unter der Beriicksichtigung der
Parameter Klinik, Endoskopie und Histologie erfolgen.

Bei einer chronischen Pouchitis sollte ein M. Crohn, eine chirurgi-
sche Komplikation oder eine Infektion ausgeschlossen werden.

Als Primartherapie der akuten Pouchitis sollen Ciprofloxacin oder
Metronidazol eingesetzt werden.

Bei Versagen der Monotherapie kann auch eine Kombination
eingesetzt werden.

Antibiotika-refraktare Verlaufsformen sollten mit oralem oder
lokalem Budesonid behandelt werden.

Weitere Therapieoptionen sind unter anderem Infliximab, Adalimu-
mab, Vedolizumab, Rifaximin, E. coli Nissle oder Calcineurininhibitoren.

Bei einer hdufig rekurrierenden oder einer chronischen Pouchitis
sollte intermittierend eine Monotherapie oder eine kombinierte
antibiotische Therapie mit Ciprofloxacin und/oder Metronidazol
eingesetzt werden.
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5.2.5

5.2.6

5.2.7

5.2.8

AG 6
6.1.1

6.1.4

6.1.7

6.2.1

6.2.2

6.2.3

e450

Empfehlung

Antibiotika-refraktdre Verlaufsformen sollten mit oralem oder
lokalem Budesonid behandelt werden.

Weitere Therapieoptionen sind unter anderem Infliximab, Adalimu-
mab, Vedolizumab, Rifaximin, E. coli Nissle oder Calcineurininhibitoren.

Zu VSL#3 liegen dltere Studien vor, die eine Wirksamkeit gezeigt
haben. Derzeitig ist dieses Praparat aber nicht in der urspriinglichen
Zusammensetzung verfligbar.

Bei Vorliegen von Risikofaktoren sollten jéhrlich eine endoskopische
Kontrolluntersuchung erfolgen. Andernfalls sollte bei Beschwerden
oder spdtestens alle 2 Jahre eine Pouchoskopie erfolgen.

Bei einer Cuffitis sollte initial ein Therapieversuch mit topischer
5ASA Applikation durchgefiihrt werden.

Bei therapierefraktarer Entziindung kann eine endoskopische
Mukosektomie oder Rest-Proktektomie erwogen werden.

Patienten mit einem irritablen Pouchsyndrom kdnnen wie Patienten
mit RDS behandelt werden. Es sollten alternative Ursachen in Erwa-
gung gezogen werden.

Komplementére Verfahren

Mit Ausnahme des Stillen gibt es keine Erndhrungsfaktoren, die zur
Risikominderung fiir ein CU empfohlen werden kénnten. Die Still-
dauer sollte mindestens 6 Monate betragen.

Patienten mit CU haben ein erhohtes Risiko fiir eine Mangelerndh-
rung. Sie sollten daher zum Zeitpunkt der Erstdiagnose und im wei-
teren Krankheitsverlauf auf das Vorliegen einer Mangelernahrung
untersucht werden.

Bei Patienten mit CU besteht ein erh6htes Risiko fiir einen Mikro-
ndhrstoffmangel. Sie sollten daher initial und im weiteren Krank-
heitsverlauf, wenn klinische Zeichen oder erhohte Risiken fiir einen
Mangel vorliegen, auf das Vorliegen eines Mangels an Mikronghr-
stoffen untersucht werden.

Eine spezielle enterale Erndhrungstherapie und/oder ausschlieRli-
che parenterale Erndhrung sollte als primare Therapie zur Remissi-
onsinduktion bei Colitis ulcerosa nicht durchgeftihrt werden.

Eine spezielle Diat oder Erndhrungstherapie zur Remissionserhal-
tung sollte nicht empfohlen werden.

Ein isolierter Mikrondhrstoffmangel sollte durch entsprechende orale
oder parenterale Supplemente behandelt werden. Eine generelle
Vitamin- oder Spurenelementsubstitution ist bei CU nicht sinnvoll.

Prdoperativ sollte bei schwerer Mangelerndhrung (vor elektiver
Operation prdoperativ eine gezielte Erndhrungstherapie fiir min-
destens 7 Tage erfolgen.

CU Patienten mit high output Jejuno- oder lleostomie sollten eng-
maschig im Hinblick auf Wasser- und Elektrolytbilanz tiberwacht
werden.

Patienten mit Pouch sollten regelmaRig auf das Vorliegen eines
Vitamin D-, B;,-, und Eisenmangels untersucht werden.

Alternativtherapien anstatt einer evidenzgesicherten Therapie
sollen abgelehnt werden.

Die Beurteilung naturheilkundlicher und komplementarmedizini-
scher Verfahren soll nach Kriterien einer evidenzbasierten Medizin
erfolgen.

Patient/inn/en sollen tiber die Anwendung komplementdrer Heil-
methoden befragt werden. Der behandelnde Arzt soll mit ihnen
iber ihre Griinde fiir die Anwendung komplementar-medizinischer
Verfahren zu sprechen.

Experten-
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Nr.

6.2.10

6.2.11

Empfehlung

Aufgrund des hohen Anteils an Patienten, die komplementdrmedi-
zinische Therapien anwenden, sollten Arzte sich iber diese Verfah-
ren informieren.

Achtsamkeitsbasierte Verfahren zur Stressreduktion kénnen kom-
plementdr zur Verbesserung der Lebensqualitdt eingesetzt werden.

Yoga kann komplementdr (zur Verbesserung der Lebensqualitat)
eingesetzt werden.

Akupunktur kann im leicht bis moderatem Schub komplementar in
der Therapie eingesetzt werden.

Plantago Ovata kann komplementar in der remissionserhaltenden
Behandlung eingesetzt werden.

Fiir die Therapie mit Curcumin komplementdr zu einem Aminosali-
cylat liegen Studien mit positiven Ergebnissen in der Remissionsin-
duktion sowie in der Remissionserhaltung vor. Curcumin steht in
Deutschland nicht als Arzneimittel zur Verfiigung.

Die Kombination von Myrrhe, Kamillebliitenextrakt und Kaffeekohle
kann komplementar in der remissionserhaltenden Behandlung ein-
gesetzt werden.

Weitere unkonventionelle Verfahren konnen aufgrund der unzurei-
chenden Datenlage nicht empfohlen werden.

! Siehe Anlage Leitlinienadaptation.
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Anhang F: Interessenkonflikt-Erklarungen - Tabellarische Zusammenfassung

1. Berater- bzw. Gutachtertdtigkeit oder bezahlte Mitarbeit in

einem wissenschaftlichen Beirat eines Unternehmens der
Gesundheitswirtschaft (z. B. Arzneimittelindustrie, Medizin-
produktindustrie), eines kommerziell orientierten Auftragsin-
stituts oder einer Versicherung

. Honorare fiir Vortrags- und Schulungstdtigkeiten oder bezahl-
te Autoren- oder Co-Autorenschaften im Auftrag eines Unter-
nehmens der Gesundheitswirtschaft, eines kommerziell orien-
tierten Auftragsinstituts oder einer Versicherung

. Finanzielle Zuwendungen (Drittmittel) fiir Forschungsvorha-
ben oder direkte Finanzierung von Mitarbeitern der Einrich-
tung von Seiten eines Unternehmens der Gesundheitswirt-
schaft, eines kommerziell orientierten Auftragsinstituts oder

4.

Eigentiimerinteresse an Arzneimitteln/Medizinprodukten
(z.B. Patent, Urheberrecht, Verkaufslizenz)

. Besitz von Geschaftsanteilen, Aktien, Fonds mit Beteiligung

von Unternehmen der Gesundheitswirtschaft

. Personliche Beziehungen zu einem Vertretungsberechtigten

eines Unternehmens der Gesundheitswirtschaft

. Mitglied von in Zusammenhang mit der Leitlinienentwicklung

relevanten Fachgesellschaften/ Berufsverbanden, Mandatstra-
ger im Rahmen der Leitlinienentwicklung

. Politische, akademische (z. B. Zugehérigkeit zu bestimmten

»Schulen®), wissenschaftliche oder personliche Interessen, die
maogliche Konflikte begriinden kénnten

. Gegenwartiger Arbeitgeber, relevante friihere Arbeitgeber der

einer Versicherung

N o b

e452

Andus, Tilo

nein

ja: Vortragshonorare

nein

nein
nein
nein

ja: Mitglied DGVS

nein

Stadt Stuttgart

Baretton, Gustavo

ja: Beratertatigkeit/Advisory Bo-
ards: Fa. Roche, Fa. Astra-Zeneca,
Fa. Pfizer

ja: Vortragshonorare: Fa. Roche,
Fa. Astra-Zeneca, Fa. Pfizer Schu-
lungstatigkeit: Fa. Roche Reise-
kosten: Fa. Roche

nein

Atreya, Raja

ja: Beratertatigkeit bei folgenden
Firmen: AbbVie, Ferring, InDex
Pharmaceuticals, Janssen-Cilag,
Philogen, Stelic Institute, Takeda
Pharma.

ja: Vortragstatigkeit im Auftrag
folgender Firmen: AbbVie, Falk
Pharma, Janssen-Cilag, MSD,
Takeda Pharma.

ja: Drittmittel fiir Forschungsvor-
haben: AbbVie, Takeda Pharma.

nein
nein
nein

nein

nein

Med. Klinik 1 Uniklink Erlangen

Baumgart, Daniel

ja: Wissenschaftliche Beratungs-
tatigkeit (kein Beirat) fiir AbbVie,
Merck (MSD), Takeda, Ferring,
Genentech (Roche Group), Pfizer,
BMS, Janssen, Dr. Falk, Biogen,
Foreward Pharma, Tigenix

ja: Wissenschaftliche Vortrage
auf Tagungen von wissenschaft-
lichen Fachgesellschaften fiir
AbbVie, Merck (MSD), Pfizer,
BMS, Takeda, Ferring, Genentech
(Roche Group), Janssen, Dr. Falk,
Biogen, Recordati, Tigenix

ja: Uneingeschrankte, extern
begutachtete Férdermittel fir
grundlagenwissenschaftliche
und klinische Forschung von Hi-
tachi, AbbVie, Shire und Janssen.

letzten 3 Jahre

Autschbach, Frank

nein

nein

nein

nein
nein
nein

ja: Mandatstrager der Deutschen
Gesellschaft fiir Pathologie fiir
die S3-Leitlinie Colitis ulcerosa

nein

SLK-Kliniken Heilbronn GmbH

Bettenworth, Dominik

ja: Beratertdgikeiten fiir Takeda,
Abbvie und Janssen.

ja: Vortrags- und Schulungstétig-
keiten fiir MSD, Abbvie, Falk,
Takeda.

nein

Bachmann, Oliver

ja: Advisory-Boards: Astellas,
Janssen, biogen, Takeda, Pfizer

ja: Vortragshonorare: Abbvie,
Falk, Immundiagnostik, Janssen,
MSD, Takeda Bezahlte Autoren-
schaften: BMS, Takeda

nein

nein
nein
nein

ja: DGVS-Mitglied

nein

Medizinische Hochschule
Hannover (Land Niedersachsen)

Blaker, Michael
ja: Advisory Board: MSD, Takeda

ja: AbbVie, Falk, Ferring, Janssen,
MSD, Olympus, Takeda

nein
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N o o

N oo o M

nein

nein

nein

ja: Deutsche Ges. fiir Pathologie
e.V. Bundesverband Dtsch.
Pathologen

nein

Universitdtsklinikum ,,Carl Gustav
Carus*“/Med. Fakultat, TU Dres-
den

Bokemeyer, Bernd

ja: Consulting Fee: Abbvie, MSD,
Shire, Ferring, UCB, Hospira,
Takeda, Movetis, Shield Thera-
peutics, Pfizer, Biogen, Janssen,
Hexal, Cellgene

ja: Speaking and Teaching:
Abbvie, Ferring, MSD, Merckle,
Falk, HLR, UCB, Shield Therapeu-
tics, Pfizer, Celltrion, Takeda,
Janssen, Mundipharma

ja: Grant/Research: Abbvie,
Ferring, UCB, Janssen, Takeda

nein

nein

nein

ja: bng, Kompetenznetz Darmer-
krankungen, DGVS

nein

Selbststdndig tétig in ,Gastroen-
terologische Gemeinschaftspra-
xis Minden*“ seit 1988 bis heute

nein
nein
nein

ja: Mitglied von DGVS, ECCO,
AGA, ASGE, DHV, Cochrane
Collaboration.

nein

Charité

Buderus, Stephan

ja: Mitglied des Milupa - Gutach-
tergremium ,Sduglings- und
Kleinkinderndhrung“ Medizinisch
wissenschaftliche Experten-Stel-
lungnahme zum aktuellen Stand
der Wissenschaft (September
2015) beziiglich des didtetischen
Managements von Sduglingsko-
liken mit iberm&Rigem Schreien
bei gestillten Sduglingen mit
Lactobacillus reuteri (DSM

17 938) (Auftraggeber Firma In-
fectopharm) Medizinisch-wissen-
schaftliche Beratung der Fimra
Hipp bei der Erstellung der Fach-
information zum Produkt ORS
200 (orale Rehydratiationslo-
sung) und zur Informationskarte
,Beratung kompakt“ -Leitlinien-
gerechtes Vorgehen zur oralen
Rehydration bei akuter Gastroen-
teritis im Kindesalter Empfehlun-
gen der ESPGHAN (2014)und
GPGE (2008)2

ja: Sonderheft ,,consilium padia-
trie* Der ibermaRig schreiende
Saugling 1/2014 Wissenschaft-
liche Vortragstdtigkeit zu padia-
trisch-gastroenterologischen
Themen wie nicht-IGe-vermittel-
te Nahrungsmittelallergie,
bauchschmerzen, Obstipation,
CED, Ernahrung und Erhnah-
rungstherapie mit Honorierung
durch AbbVie, Falk-Foundation,
Hipp, Infectopharm, MSD, NNI,
Norgine, Nutricia

nein

nein
nein
nein

ja: GPGE, DCGK], ESPGHAN, ECCO,
DGE-BV

nein

GFO-Kliniken Bonn, St. Marien-
Hospital
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nein
nein
nein

ja: Mitglied des Young-ECCO Ko-
mitee der europdischen Crohn
und Colitis Organisation (ECCO).

nein

Universitdtsklini-kum Minster
seit 10 Jahren

Biining, Jiirgen

ja: Adv. Board: fa. Janssen, Fa.
Takeda, Fa. MSD

ja: Vortrage: Fa. Takeda, Fa.
Abbvie; CED Service GmbH; Falk
Foundation

nein

nein
nein
nein

ja: DGVS

nein

Universitdtsklinikum Schleswig-
Holstein

nein
nein
nein

ja: DGVS, AGA

nein

Selbstandig

DignaR3, Axel

ja: Ferring, MSD, Abbvie, Takeda,
Janssen Cilag, Mundipharma,
Pfizer, Boehringer Ingelheim,
Hexal, Otsuka, Vifor, Pharmacos-
mos; Roche, Allergosan, Celgene

ja: Ferring, Falk Foundation, MSD,
Abbvie, Takeda, Janssen Cilag,
Tillots, Otsuka, Vifor, Immundi-
agnostik, Pharmacosmos, Aller-
gosan; Medice

nein

nein
nein
nein

ja: DGVS, ECCO, UEG, Chair
Guideline Task Force

nein

Agaplesion Markus Krankenhaus
Wilhelm-Epstein-Str. 4 60431
Frankfurt
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Ehehalt, Robert

ja: MSD, Abbvie, Ferring, Takeda,
Janssen, Pfizer

ja: Falk, Abbvie, MSD, Shield,
Ferring, Norgine, Ardeypharm,
Takeda, Janssen, Vifor, Pfizer,
Mundipharma

nein

nein
nein
nein

ja: BNG, Kompetenznetz Darm-
erkrankungen, DCCV, DGVS,
SWDGG, ECCO, AGA

nein

selbsténdig

Gross, Cordula

nein

nein

nein
nein

nein

nein

nein

nein

geringfiligig beschaftigt bei SQL
Projekt AG Dresden

Fellermann, Klaus

ja: Falkpharma

ja: Falkfoundation, Abbvie, MSD,
Takeda, Medac

ja: Studienschwester wird tiber
Studiengelder finanziert.

nein
nein
nein

ja: Mitglied DGVS, DGIM, DEGUM

nein

UKSH Campus Liibeck Bundes-
land SH

Hartmann, Franz

ja: advisory board Takeda,
AbbVie, Recordati

ja: Vortrags- u. Schulungstatig-
keit fiir AbbVie, Takeda, Janssen,
Falk Foundation, Recordati

nein
nein

nein

nein

ja: DGVS, AGA, Mitteldeutsche
Gastroenterologen Gesellschaft,
Deutsche Gesellschaft fiir Colo-
proktologie, BVGD

nein

MVZ Agaplesion Frankfurt
St. Marienkrankenhaus Frankfurt

Fichtner-Feigl, Stefan

Nein

Nein

Nein

Nein
Nein
Nein

Nein

Nein

Uniklinikum Freiburg
Hugstetter Str. 55
79106 Freiburg

Hauser, Winfried

nein

nein

nein
nein

ja: Ich besitze einige Mischfonds,
die Aktien von Unternehmen der
Gesundheitswirtschaft enthalten
kénnen. Ich wéhle die Misch-
fonds nicht unter dem Kriterium
des Vorhandenseins von Aktien
von Unternehmen der Gesund-
heitswirtschaft aus und tiberpri-
fe auch die Zusammensetzung
der Fonds nicht regelméaRig.

nein
ja: DGVS; Deutsche Schmerzge-
sellschaft; Deutsche Gesellschaft

ftir Psychosomatische Medizin
und Psychotherapie

nein

Klinikum Saarbriicken MVZ
Schmerzmedizin und seelische
Gesundheit Saarbriicken St. Jo-
hann
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Goetz, Martin

ja: Takeda, NPS (jetzt Shire),
MSD, Pentax, Boston-Scientific

ja: Cook, Boston-Scientific,
Pentax, MSD, AbbVie, NPS, Falk
Foundation Autorenschaften:
Elsevier, Springer, Schattauer

ja: Cook: Mukosale Heilung

ja: laufendes Verfahren
nein
nein

ja: DGVS AG Endoskopische For-
schung der DGVS Beirat Sektion
Endoskopie der DGVS Beirat DGE-
BV

nein

Universitdtsklinikum Tibingen st.
>3 |ahren

Helwig, UIf

ja: Wissenschaftlicher Beirat bei
AbbVie Beratung und Mitwirkung
der der Studien EPIC, TRUST CD
und TRUST UC

ja: Vortragshonorare erhalten von
AbbVie, Vifor, MSD, Pfizer, Mun-
dipharma, Shield, Ferring, Falk,
Takeda

nein
nein

nein

nein

ja: Mitgliedschaft: DGVS, BDI,
BNG, DGIM, BNFI

nein

selbststandig
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Herrlinger, Klaus

1 ja: Lokales Advisory Board der
Firma Janssen mit kritischer
Auseinandersetzung bzgl.
Effektivitdt, Toxizitat und Preis
von Ustekinumab zur Behand-
lung des Morbus Crohn.

2 ja: Honorare fiir diverse Vortrage
oder Moderatorentatigkeiten auf
unabhdngigen wissenschaftli-
chen Symposien. Niemals hat
aber eine Einflussnahme bzgl. der
Inhalte meiner Vortrage stattge-
funden. Ich habe niemals Vorla-
gen oder vorgefertigte Darstel-
lungen einer Firma verwendet.
Entwicklung einer Diaserie zur
Therapie der CED fiir die Firma
Janssen fiir interne Schulungs-
zwecke.Entwicklung von pro-
duktneutralen Schulungsmate-
rialien (Broschiiren) fiir Arzte und
Patienten zusammen mit der
Firma Falk. Jeweils keinerlei
inhaltliche Einflussnahme der
Firmen.

3 nein

nein
nein

nein

~N o b~

ja: Mitglied in der DGVS

8 nein

9 Asklepios Kliniken Hamburg

Kienle, Peter

1 ja: Beratertatigkeit fiir Aesculap,
Ethicon, Takeda

2 ja: Vortrage, Schulungen fiir
Aesculap, Ethicon, MSD, Abbvie,
Takeda

In der Smitten, Susanne

nein

nein

nein

nein
nein
nein

nein

nein

Deutsches Zentrum fiir Hoch-
schul- und Wissenschaftsfor-
schung (DZHW GmbH) Lange
Laube 12 30 159 Hannover

Koletzko, Sibylle

ja: Abbvie, Danone, Janssen,
Merck, MSD; Nestle Nutrition,
Boehringer Ingelheim, Biocodex,
Shire

ja: Abbvie, Danone, Hipp, Mena-
rini, MSD, Nestle, R-Biopharm,
Mead Johnen
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Kaltz, Birgit

nein

nein

nein

nein
nein
nein

ja: Mitglied und Mandatstrager
der DCCV

nein

Armbruster Engineering GmbH
Co KG, Bremen

Kroesen, Anton-J.

nein

ja: Vortragshonorare Fa. Falk, Fa.

Abwies, Fa. Roche

Keller, Klaus-Michael

ja: Beratung von Fa. Infectopharm
beziiglich der LGG-Studie (DIA-
LAGG) bei Gastroenteritis und
beziigl. LGG-Studie (PADLAGG)
zur Pravention von antibiotikaas-
soziierten Durchféllen bei Klein-
kindern

ja: Vortragshonorare bei Arztli-
chen Fortbildungen Fa. Abbott,
Danone, Falk, Essex, Hipp,
Humana, Infectopharm, Nestle,
Nutricia, Phadia

ja: Vortragshonorare bei Arztl.
Fortbildungen und Studiensup-
port (Fa. Infectopharm. Lactobac.
GG bei Durchfall und LGG zur
Prophylaxe von ATB-assoziierten
Durchfallen) und Fa. Euroimmun
(Studie zur Serodiagnostik der
Zoliakie)

nein

nein

nein

ja: Mitglied Gesellsch. PAxd. Gas-
tro und ErnAchrung (GPGE), Eu-
rop. Society for Ped. Gastro hepa-
tol Nutr (ESPGHAN). DGVS, Dt.
Gesellsch Kinder- ud JUgendme-
dizin (DGK]), Berufsverband Kin-
der- und JugendAxarzte (BVK|)

nein

DKD Helios Klinik Wiesbaden

Kruis, Wolfgang

nein

ja: Dr Falk Pharma Ferring
Deutschland Abbott Deutschland
Ardeypharm Deutschland Aller-
gosan Osterreich
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nein

nein
nein
nein

nein

nein

Universitdtsmedizin Mannheim

Kucharzik, Torsten

ja: Beratertatigkeit fiir folgende
Firmen: Abbvie, Biogen, Hospira,
Mundipharma, Dr. Falk Pharma
GmbH, Janssen, MSD Sharp &
Dome GmbH, Novartis, Takeda
Pharma GmbH, Wolff Pharma

ja: Abbvie, Dr. Falk Pharma
GmbH, Ferring Arzneimittel
GmbH, MSD Sharp & Dome
GmbH, Takeda Pharma GmbH

nein

nein
nein
nein

ja: DGVS, NDGG, DGIM, ECCO,
AGA

nein

Klinikum Liineburg

Liigering, Andreas

ja: Beratertatigkeit ftir Abbie,
Janssen, MSD, Takeda

ja: Vortragstatigkeit far fir
Abbie, Falk, Ferring, Janssen,
MSD, Takeda

nein

nein

ja: Nestle Nutrition, Mead
Johnson, BioGaia,

nein
nein
nein

ja: GPGE, ESPGHAN

nein

Klinikum der Ludwig Maximilians
Universtitat Miinchen

Kiithbacher, Tanja

ja: Adboard fiir MSD, Takeda,
Mundipharma, Janssen, Arena

ja: Abbvie, Takeda, MSD, Ferring,
Falk, Allmiral, Janssen, Arena,
Shire

nein

nein
nein
nein

nein

nein

UKSH und CAU zu Kiel

Maaser, Christian

ja: Beratertatigkeit Abbvie, MSD,
Takeda, Janssen

ja: Falk, Abbvie, Janssen, Takeda

ja: Abbvie

nein

nein

nein
nein
nein

ja: Deutsche Gesellschaft fiir
Allgemein- und Viszeralchirurgie

nein

Krankenhaus Porz am Rhein,
Urbascher Weg 19; 51149 Koln

Langhorst, Jost

ja: Medizinverlage Stuttgart;
Steigerwald Arzneimittelwerke
GmbH; Repha GmbH; CGC Ge-
sundheitsconsulting, Ferring
Arzneimittel GmbH

ja: Falk Foundation; MSD
Sharp&Dohme GmbH; Repha
GmbH biologische Arzneimittel;
Ardeypharm GmbH; Celgene
GmbH

ja: Steigerwald Arzneimittelwer-
ke GmbH, Falk Foundation; Tech-
Lab, Dr. Willmar Schwabe; Repha
GmbH biologische Arzneimittel

nein
nein
nein

ja: Leitlinienbeauftragter der Ge-
sellschaft fiir Phytotherapie und
der Deutschen Gesellschaft fir
Naturheilkunde, Deutsche Ge-
sellschaft fiir Gastroenterologie,
Deutsche Schmerzgesellschaft,
Deutsches Kollegium fiir Psycho-
somatische Medizin

ja: Leitlinienbeauftragter der Ge-
sellschaft fiir Phytotherapie und
der Deutschen Gesellschaft fir
Naturheilkunde, Deutsche Ge-
sellschaft fiir Gastroenterologie,
Deutsche Schmerzgesellschaft,
Deutsches Kollegium fiir Psycho-
somatische Medizin

Kliniken Essen-Mitte Knapp-
schafts Krankenhaus Am Dei-
melsberg 34a 45 276 Essen

Matthes, Harald

ja: Verwaltungsratsmitglied der
Weleda AG Schweiz

ja: Vortragstatigkeit fir Ardey-
pharm, Weleda und Falk-Foun-
dation.

nein

nein
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nein

nein
nein
nein

nein

nein

Evangelische Krankenhaus Kalk
gGmbH

Leifeld, Ludger

nein

ja: Vortragshonorare und Reise-
kosteniibernahme von Falk,
Abbvie, MSD, Fujinon

ja: Ubernahme von partiellen
Kosten der Studie Detect dyspla-
sia durch Olympus, tiberwiegend
jedoch durch ein Stipendium der
DCCV

nein
nein
nein

ja: wissenschaftlicher Beirat:
DGVS, NDGG, ALGK, DCCV

nein

St Bernward Krankenhaus,
Hildesheim

Moog, Gero

nein

nein

nein

nein
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nein
nein
nein
nein

MVZ Portlal10, Albersloher Weg
10, 48151 Miinster

Ockenga, Johann

ja: Fresenius Kabi GmbH, Advi-
sory Board zum Studiendesign
einer parenteralen Erndhrung bei
ontologischen Patienten

ja: Honorare fiir Vortrage von:
Abbvie, Abbott, Bayer, Baxter,
Braun, Bristal Myer Squibs, Frese-
nius, GHD, Nutricia, Roche,
GILEAD

nein

nein
nein
nein
ja: Mitglied der DGVS, DGEM,

Prasident der DGEM, Beirat
Gastro Liga

nein

Gesundheit Nord GmbH, Klini-
kum Bremen Mitte

Schreiber, Stefan

ja: Advisory Boards fiir AbbVie,
Celltrion, Falk Pharma, Ferring
Arzneimittel, Janssen, MSD,
Pfizer, Takeda

ja: Vortrdge fiir fir AbbVie, Cell-
trion, Falk Pharma, Janssen, MSD,
Pfizer, Takeda

nein

nein

ja: Aktienbesitz

nein

ja: DGVS Mitgliedschaft, ECCO

Mitgliedschaft, Vorstand Kompe-
tenznetz CED

nein
nein
nein
nein

Klinikum und MVZ am Klinikum
Liineburg

Pace, Andrea

nein

ja: Vortragshonorare: Abbvie,
MSD, Janssen, Takeda, Falk,
Advisory Board regional: Takeda,
Janssen, MSD

nein

nein
nein
nein

ja: DGVS-Mitglied

nein

FEK Neumiinster

Siegmund, Britta

ja: Abbvie, Falk, Janssen, MSD,
Takeda —> alle Honorare gingen
auf ein allgemeines Konto der
Charité

ja: Abbvie, Falk, Ferring, Janssen,
MSD, Merck, Pfizer, Takeda —>
alle Honorare gingen auf ein all-
gemeines Konto der Charité

ja: Hospira/Pfizer -> Gelder
gingen auf ein allgemeines Konto
der Charité

nein

nein

nein

ja: DGIM Vorstandsmitglied
DGVS ECCO member
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nein
nein
nein
nein

Gemeinschaftskrankenhaus
Havelhohe, Kladower Damm 221
14089 Berlin

Reinshagen, Max

ja: AbbVie, Takeda, Janssen,
Boehringer, MSD, Recordati

ja: AbbVie, Takeda, Janssen,
Boehringer, MSD, Bristol-Myers,
Falk-foundation

nein

nein
nein
nein

ja: DGVS, BVGD

nein

Klinikum Braunschweig

Stallmach, Andreas

ja: Abbvie, Astellas, Biogen, CSL
Behring, Janssen, MSD, Norgine,
Pfizer Pharma, Roche, Shield
Therapeutics, Shire, Summit
Therapeutics, Steigerwald,
Takeda

ja: Abbvie, Astellas, Falk Founda-
tion, Janssen, Mundipharma,
MSD, Recordati Pharma, Takeda

nein

nein
nein
nein

ja: DGVS, DGIM

nein
nein
nein
nein

nein

Rogler, Gerhard

ja: Gerhard Rogler war beratend
fiir Abbot, Abbvie, Augurix, Bo-
ehringer, Calypso, FALK, Ferring,
Fisher, Genentech, Essex/MSD,
Novartis, Pfizer, Phadia, Roche,
UCB, Takeda, Tillots, Vifor, Vital
Solutions und Zeller tatig;

ja: Gerhard Rogler erhielt Vor-
tragshonorare von Astra Zeneca,
Abbott, Abbvie, FALK, MSD,
Phadia, Tillots, UCB, und Vifor;

ja: Gerhard Rogler erhielt For-
schungsunterstiitzung von Ab-
bot, Abbvie, Ardeypharm, Augu-
rix, Calypso, Essex/MSD, FALK,
Flamentera, Novartis, Roche,
Takeda, Tillots, UCB und Zeller.

nein
ja: Pharmabiome AG, Ziirich
nein

ja: DGVS, SGG, ECCO, I0IBD

ja: Biindnis 90/ Die Griinen

Universitdt Zirich Universitats-
Spital Zurich

Stange, Eduard F.

ja: MSD, Takeda, Janssen Advisory
Board

ja: Honorare fiir VortrAzge von
Falk, Abbvie, MSD, Ferring,
Ardeypharm, Takeda, Janssen

nein
nein
nein

nein

ja: DGVS, DCCV,
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nein

Universitdtsklinikum Schleswig-
Hosltein (UKSH) Christian-Al-
brechts-Universitdt zu Kiel (CAU)

Stein, Jiirgen

ja: Fresenius-Kabi, Immundi-
agnostik, MSD, Pharmacosmos,
Takeda, Vifor

ja: Abbott, Falk, Fresenius-Kabi,
Immundiagnostik, MSD, Pharma-
cosmos, Shire, Takeda, Vifor

ja: Immundiagnostik, Vifor

nein
nein
nein

ja: DGVS, DA’GEM, DGIM

nein

DGD Kliniken Frankfurt-Sachsen-
hausen

Veltkamp, Claudia
nein

nein

nein
nein
nein
nein

ja: Mitglied DGVS

nein

Stadtmission Heidelberg

Klaus, Jochen

ja: Berater- bzw. Gutachtertatig-
keit oder bezahlte Mitarbeit in
einem wissenschaftlichen Beirat
fiir MSD, Takeda, Celltrion,
Jansen, Shield, Pfizer

ja: Honorare fiir Vortrags- und
Schulungstatigkeiten oder be-
zahlte Autoren- oder Co-Auto-
renschaften im Auftrag von
Abbvie, Falk, MSD, Takeda,
Jansen, Shield, Recordati

nein
nein

nein

nein

Charité - Universitatsmedizin
Berlin

Sturm, Andreas

ja: Advisory Board: Jansen, MSD,
Takeda, AbbVie

ja: Jansen, MSD, Takeda, AbbVie,
Falk

nein

nein
nein
nein

ja: ECCO, UEG, DGVS

nein

DRK Kliniken Berlin

Klose, Petra
nein

nein

nein
nein
nein
nein

ja: Deutsche Gesellschaft fiir
Naturheilkunde Gesellschaft fiir
Phytotherapie

nein

Kliniken Essen-Mitte Innere
Medizin Am Deimelsberg 34a
45276 Essen

Zemke, Jennifer

nein

ja: Vortragshonorare fiir AbbVie,
MSD, Takeda, Mundipharma

nein
nein

nein

nein

Universitatklinikum Jena

Teich, Niels

ja: Wissenschaftlicher Berater der
Firmen MSD, Jannsen und Takeda

ja: Honorare fiir Vortrags- und/
oder Schulungstatigkeiten fiir
AbbVie, MSD, Takeda, Vifor,
Ferring, Falk, Recordati

ja: Finanzielle Zuwendungen
(Drittmittel) ftr Forschungsvor-
haben von der Firma Ferring.

nein
nein
nein

ja: Mitglied der DGVS, des KN
CED und des BNG

nein

selbstandig

Hartmann, Petra
nein

nein

nein
nein
nein
nein

nein

nein

Gastroenterologische Gemein-
schaftspraxis Minden - PD Dr.
Bernd Bokemeyer und Kollegen
Uferstr. 3 32423 Minden

Kanbach, Inken

nein

nein

nein
nein

nein
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nein

Universitdtsklinik Tiibingen un-
tenstehende Adresse Idsst sich
nicht andern. Korrekt: Hap-
poldstr. 71a, 70469 Stuttgart

Lynen Jansen, Petra

nein

nein

nein

nein
nein
nein

nein

nein

DGVS

Esters, Philip
nein

ja: Vortrag Mundipharma,
allgemeine Aspekte CED, 2015

nein
nein
nein
nein

nein

nein

Agaplesion Markus Krankenhaus,
Medizinische Klinik I, Wilhelm
Epstein StralRe 4, 60431 Frankfurt
am Main

KannengieRer, Klaus

nein

ja: Vortragstatigkeiten zum
Thema Darmsonographie fiir
Abbvie Vortragstatigkeit Ultra-
schallworkshop im Auftrag der
CED Service GmbH/Kompetenz-
netz Darmerkrankungen

nein
nein

nein
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nein
nein
nein

Universitdtsklinik Ulm, Ulm

Rijcken, Emile

ja: St. 12/2015: Development of
a Simulation for Laparoscopic
Treatment of Inguinal Hernia.
3D-Systems - Simbionix Ltd.,
Golan House, Airport City, Israel

ja: Organisation eines OP-Work-
shops Chirurgie des oberen und
unteren Gastrointestinal-Traktes
- Anastomosen-Techniken am
23.-24.11.2015 und 23.-
24.11.2016, IRCAD, Strasbourg,
Frankreich in Zusammenarbeit
mit Medtronic Deutschland
GmbH Organisation des Sym-
psoiums ,,CED-Interdisziplinar.
Interaktiver Workshop Gastro-
enterologie Viszeralchirurgie®,
Miinster, 24.08.2016 in Zusam-
menarbeit mit Abbvie Kursleiter,
Referent und Tutor, Basiskurs
Laparoskopische Chirurgie, Aes-
culap Akademie, Bochum, 16.-
18.02.2016 und 06 -09.02.2017

nein
nein
nein
nein
nein
nein

Universitdtsklinikum Minster
(UKM) Klinik far Allgemein- und
Viszeralchirurgie Albert-Schweit-
zer-Campus 1, Geb. W1 48149
Miinster

nein
ja: FA-CED Vorstandsmitglied
nein

Gastroenterologische Gemein-
schaftspraxis Herne Dres. Felten,
Hinz, Mittrop, von der Ohe,
Wallner Wiescherstr. 20, 44623
Herne
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nein
nein
nein

derzeit: Studentin

nein
ja: DGVS, AGA, BDI
nein

Stddtisches Klinikum Liineburg
Klinik fiir Allgemeine Innere

Medizin und Gastroenterologie
Bogelstrale 1 21339 Liineburg
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