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Background The benefit of direct oral anticoagulants (DOACs) versus vitamin K
antagonists (VKAs) on major bleeding was less prominent among atrial fibrillation (AF)
patients with polypharmacy in post-hoc randomized controlled trials analyses. Whether this
phenomenon also exists in routine care is unknown. The aim of the study is to investigate
whether the number of concomitant drugs prescribed modifies safety and effectiveness of
DOACs compared with VKAs in AF patients treated in general practice.

Study Design Adult, nonvalvular AF patients with a first DOAC or VKA prescription
between January 2010 and July 2018 were included, using data from the United
Kingdom Clinical Practice Research Datalink. Primary outcome was major
bleeding, secondary outcomes included types of major bleeding, nonmajor bleeding,
ischemic stroke, and all-cause mortality. Effect modification was assessed using Cox
proportional hazard regression, stratified for the number of concomitant drugs into
three strata (0-5, 6-8, >9 drugs), and by including the continuous variable in an
interaction term with the exposure (DOAC vs. VKA).

Results A total of 63,600 patients with 146,059 person-years of follow-up were
analyzed (39,840 person-years of DOAC follow-up). The median age was 76 years in
both groups, the median number of concomitant drugs prescribed was 7. Overall, the
hazard of major bleeding was similar between VKA-users and DOAGusers (hazard ratio
[HR] 0.98; 95% confidence interval [CI] 0.87-1.11), though for apixaban a reduction in
major bleeding was observed (HR 0.81; 95% Cl 0.68-0.98). Risk of stroke was
comparable, while risk of nonmajor bleeding was lower in DOAC users compared
with VKA users (HR 0.92; 95% Cl 0.88-0.97). We did not observe any evidence for an
impact of polypharmacy on the relative risk of major bleeding between VKA and DOAC
across our predefined three strata of concomitant drug use (p-value for interac
tion = 0.65). For mortality, however, risk of mortality was highest among DOAC users,
increasing with polypharmacy and independent of the type of DOAC prescribed (p-
value for interaction <0.01).
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Conclusion

van den Dries et al.

In this large observational, population-wide study of AF patients, risk of

bleeding, and ischemic stroke were comparable between DOACs and VKAEs, irrespec
tive of the number of concomitant drugs prescribed. In AF patients with increasing
polypharmacy, our data appeared to suggest an unexplained yet increased risk of
mortality in DOAGtreated patients, compared with VKA recipients.

Introduction

In atrial fibrillation (AF) management, stroke prevention with
anticoagulation is pivotal, as the risk of stroke is increased
fivefold in AF patients if left untreated.! For many years,
vitamin K antagonists (VKAs) have been the cornerstone
therapy in anticoagulation management. Recently, direct act-
ing oral anticoagulants (DOACs), also known as nonvitamin K
oral anticoagulants (OACs), became the preferred alternative.?
The original randomized trials on dabigatran, apixaban, rivar-
oxaban, and edoxaban all demonstrate that these drugs are as
effective in reducing stroke risk compared with VKAs, while
their risk of gastrointestinal bleeding is increased (except for
apixaban) and their risk of major bleeding and especially
intracranial hemorrhage decreased.*

Patients with AF often use multiple drugs, as most AF
patients are of high age and suffer from multiple comorbid-
ities.>® In two trials, post-hoc analyses examined the impact
of polypharmacy (defined as >5 concomitant drugs) on the
relative risk estimates of the DOACs rivaroxaban and apix-
aban versus warfarin on major bleeding, respectively. For
both DOACs the risk of bleeding increased when the number
of concomitant drugs prescribed increased. For apixaban
versus warfarin, the benefits of bleeding risk reduction
decreased when the number of drugs increased.’ For rivar-
oxaban, the reduced risk of major bleeding as compared with
warfarin even completely disappeared in patients using five
or more drugs, which was also shown in a systematic review
of these DOAC trials.>® Whether these trial results are
generalizable to patients with AF treated in routine care is
debatable. The proportion of eligible patients who actually
participates in randomized trials is often low (or unknown,
as in the DOAC trials) and more importantly, characteristics
of patients included in the trials often differ from the
characteristics of patients treated in routine care.'®1" This
makes the generalizability of trial data particularly question-
able in elderly patients, to whom DOACs nowadays are also
increasingly prescribed. As the use of multiple concomitant
drugs is generally the rule rather than the exception in the
elderly'? and because the number of concomitant drugs is
easy to assess by clinicians, it would be valuable to know
whether the number of concomitant drugs affects the safety
and efficacy of DOACs compared with VKA in routine care,
and, thus, whether this should be taken into account when
choosing either treatment strategy over the other.

With this study, we aim to investigate whether the relative
safety and efficacy of DOACs compared with VKAs are influ-
enced by the number of concomitant drugs prescribed to AF-
patients treated in routine practice. The United Kingdom
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Clinical Practice Research Datalink (CPRD) offers a unique
opportunity to quantify the influence of the number of
concomitant drugs prescribed on safety and efficacy outcomes
in a large number of AF-patients in daily practice, followed
over a long period of time.

Materials and Methods

Study Design and Data Source

This retrospective cohort study was performed using data
from the United Kingdom CPRD. This large, widely used, and
nationally representative dataset includes electronic health
care records from over 11.3 million patients (covering 6.9% of
the UK population) treated in general practice in the United
Kingdom."> Available data from routine clinical practice
include demographic characteristics, medical history, drug
prescriptions, clinical events, and hospital referrals. Drug
prescriptions are coded using the British National Formulary
(BNF) and clinical symptoms and diagnoses are recorded with
Read codes. The validity of the diagnoses recorded in CPRD was
demonstrated in previous studies.'*"> The study protocol was
approved by the CPRD ISAC Committee (ISAC protocol number
18_241R). This manuscript was written in accordance with the
STROBE guideline for reporting observational studies.'®

Study Population

~Fig. 1 shows the selection of the study population. Adult
patients with a first prescription of a DOAC or VKA during the
period of January 1, 2010 to July 1, 2018 were included. To
ensure that only new users were included, patients could not
have a prescription of the same OAC in the 12 months prior to
the date of the first prescription (index date). However,
patients were not necessarily OAC naive: the group of patients
with a first DOAC prescription could also include patients with
previous VKA use (i.e., switchers), and vice versa.

Only patients with the diagnosis of AF, recorded ever
before the index date, were included. To study patients
with nonvalvular AF only, we excluded patients with a
prosthetic heart valve or a history of rheumatic mitral valve
stenosis. Patients needed to be enrolled in the database at
least 12 months prior to the index date to ensure that valid
baseline data were available. Follow-up ended when a
patient had the outcome of interest or when a patient was
censored (in case of death, moving out of the CPRD practice,
end of data collection of the CPRD practice, or end of study
period), or on the last day valid data were available (which-
ever occurred first). A separate dataset was created for each
outcome.
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97,554 adult
patients with
nonvalvular AF

van den Dries et al.

Excluded: 1,335 patients without

» 12 months of available data prior
to index date
A 4
96,219 patients
Excluded: 32,619 patients with a
» prescription of the index oral
anticoagulant in the 12 months prior
to the index date
A 4
63,600 patients
included
—» Rivaroxaban: 9,581
VKA DOAC »  Apixaban: 9,029
. lat 1 > .
42,424 patients 21,176 patients »|  Dabigatran: 2,189
> Edoxaban: 377
0-5 drugs: 0-5 drugs:

12,607 patients

6-8 drugs:
12,798 patients

29 drugs:
17,019 patients

Fig. 1 Flowchart showing selection of the study population.

Exposure
Treatment episodes, defined as series of subsequent OAC
prescriptions independent of dose changes, were con-
structed according to the method of Gardarsdottir et al, to
define current use and past use of OACs.!” A permissible gap
time, or grace period, of 60 days between the theoretical end
date of a prescription and the next prescription was allowed
for, as patients may have had tablets left due to nonadher-
ence or temporary discontinuation around invasive medical
procedures or, in VKA users, in case of too high international
normalized ratio (INR) values.

During the analysis phase, it appeared that a considerable
number of major bleeding events occurred shortly after the
end of a current use period. In fact, the incidence rate for major

6,872 patients

6-8 drugs:
6,214 patients

29 drugs:
8,090 patients

bleeding was higher in the period immediately following
apparent discontinuation than during exposure to VKA or
DOAC, which is highly improbable and is most likely explained
by exposure misclassification at the time of the recorded
outcome. If this follow-up time would indeed be classified as
nonexposed, a third of all bleeding events would have been
ignored. Moreover, this would have introduced a major source
of bias, as for almost all “unexposed” periods the last antico-
agulant used was a VKA, which seems reasonable given that
VKAs are more prone to stockpiling than DOACs due to the
varying dosage regimen. Therefore, we post-hoc reclassified
the first treatment period (maximum 91 days) after apparent
discontinuation to the last anticoagulant used for all analyses
(i.e., a “last measurement carried forward” approach).
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Outcome
The primary outcome was major bleeding, defined as a symp-
tomaticbleeding in one of the following critical areas or organs:
intracranial, intraspinal, retroperitoneal, intraocular, gastroin-
testinal, intra-articular, or intrathoracic. This definition was
chosen, as the definition of major bleeding recommended by
the International Society on Thrombosis and Hemostasis (ISTH)
18 s difficult to use because of missing information about
hemoglobin levels or blood transfusions in CPRD data.
Secondary outcomes were ischemic stroke, gastrointestinal
bleeding, nonmajor bleeding, and all-cause mortality. Ische-
mic strokes registered during the first month of DOAC or VKA
use were excluded, (i.e., a so called blanking or quarantine
period), because in those cases an ischemic stroke is probably
the first presentation of AF, when the anticoagulant had not yet
been started.'® Thus, in those cases the OACis initiated because
of the ischemic stroke and subsequent detection of AF, rather
than the occurrence of an ischemic stroke during follow-up.
Due to the possibility of late registration of the stroke in the GP
registry, counting these strokes as outcome events during
anticoagulation treatment would induce misclassification.'
Lists of the Read codes defining each outcome are provided in
the =Supplementary Material (Section 1).

Effect Modification

=Fig. 2 shows a graphical display of the relations between the
different variables in this study. The primary interest of this
study was to quantify the influence of the number of concom-
itant drugs prescribed on the safety and efficacy of DOACs
versus VKAs; thus, to quantify effect modification by the
number of concomitant drugs. This variable was constructed
by counting the total number of unique BNF codes prescribed
to each patient during each treatment period, excluding all
nonpharmacological prescriptions (for instance wound care
bandages, stockings, stoma/incontinence materials).

Confounding

A priori, we identified a separate set of possible confounders for
each outcome based on prior evidence. For the primary out-
come major bleeding, the following 17 patient characteristics
were included as possible confounders in the analyses: age, sex,
previous use of a different anticoagulant, alcohol abuse, liver
disease, chronic kidney disease, hypertension (treated or un-
treated), history of gastrointestinal bleeding, history of intra-
cranial bleeding, cardiovascular disease (defined as a history of
ischemic heart disease, peripheral artery disease, stroke, or
transient ischemic attack [TIA]), active cancer, peptic ulcer

DOAC vs. VKA Major bleeding

Confounders

Fig. 2 The relation between the exposure, primary outcome, effect
modifier (the number of concomitant drugs, primarily of interest in
this study), and confounders.
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disease, concomitant use of platelet inhibitors, nonsteroidal
anti-inflammatory drugs (NSAIDs), oral corticosteroids, proton
pump inhibitors, or selective serotonin reuptake inhibitors. The
confounders for the secondary outcomes are listed in the
=Supplementary Material (Section 2). None of the confound-
ing variables were possible intermediate variables in the
relation between the exposure and the outcome.

Statistical Analysis

All variables regarding exposure, confounding (except for sex
and alcohol abuse), and the number of concomitant drugs
prescribed were treated as time-varying variables and
updated either when the exposure status changed, or every
90 days if the exposure remained unchanged. Incidence rates
were reported as the number of events per 100 person-years.
Cox proportional hazard regression models were used to
estimate hazard ratios and their 95% confidence intervals
when comparing DOACs with VKA. The proportional hazards
assumption was assessed visually by plotting the scaled
Schoenfeld residuals.?’ We used multivariable Cox regres-
sion to adjust for potential confounders mentioned above. To
address the effect of the total number of concomitant drugs
prescribed and answer our primary research question, we
created three strata of the number of concomitant drugs
prescribed: 0 to 5, 6 to 8, and 9 or more drugs. These cut-offs
were chosen as they provided the most equal distribution of
the number of patients across the strata. Next, to test for
statistically significant effect modification, we included the
continuous variable “number of concomitant drugs x OAC
treatment” as an interaction term in the multivariate Cox
regression model to derive the p-value for interaction. In case
of few events compared with the number of confounding
variables adjusted for, Firths correction (a penalized regres-
sion technique), with Wald confidence intervals and p-
values, was applied to mitigate possible small sample
bias.?! Additionally, we investigated whether the results
for major bleeding differed when separately comparing
apixaban, rivaroxaban, and dabigatran to warfarin.

We performed four sensitivity analyses for the primary
outcome (major bleeding). First, we analyzed the data without
reclassifying any unexposed periods, so without our post-hoc
defined “last measurement carried forward” approach. Sec-
ond, we excluded patients who had other indications for OAC
(for instance pulmonary embolism or knee/hip replacement
surgery) registered within 3 months before and after the index
date to ensure that AF was indeed the reason the anticoagulant
was started. Third, we excluded prescriptions from the variable
“number of concomitant drugs prescribed” which we regarded
to be less relevant (first all topical drugs and second
all incidental prescriptions, see =Supplementary Material
(Section 3), for an overview of the BNF chapters that were
excluded in the sensitivity analyses). Finally, we reclassified
the strata of number of concomitant drugs used to 0 to 5 drugs,
6 to 9 drugs, and 10 or more drugs used.

A p-value of 0.05 or lower (or a 95% confidence interval
not including a hazard ratio of 1) was considered statistically
significant. All analyses were performed using R version 3.4.4
and R Studio version 1.1.442.%2 The package “survival”
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(version 2.38) was used for all Cox models, and the package
“coxphf” (version 1.13) for Firths correction.?324

Results

Baseline Characteristics
In total, 63,600 AF patients were included (67% of patients
using a VKA and 33% using a DOAC at cohort entry), contrib-
uting to a total of 146,059 person-years of follow-up for the
primary outcome major bleeding. Median follow-up time
was 2.0 years for VKA patients and 1.1 years for DOAC
patients. Patients were exposed to a VKA during 106,219
person-years of follow-up (73%) and to a DOAC during 39,840
person-years of follow-up (27%). Rivaroxaban accounted for
48% of follow-up time exposed to DOAC, apixaban for 38%,
dabigatran for 13%, and edoxaban for 4%. Baseline character-
istics per stratum are shown in =Table 1. At baseline, 19,479
patients (31%) used zero to five concomitant drugs, 19,012
patients (30%) used six to eight concomitant drugs, and
25,019 patients (39%) used nine or more concomitant drugs.
In both DOAC and VKA users, median age was 76 years
(interquartile range [IQR] 68-82) and the median number of
concomitant drugs prescribed was seven (IQR 5-10). The
prevalence of comorbidities increased among patients using
more concomitant drugs and was similar for VKA and DOAC
patients, although heart failure and coronary artery disease
were more prevalent in patients using a VKA than in DOAC-
users at baseline (unstratified proportions 13.5 vs. 11.7% and
26.3 vs. 23.6%, respectively). Consequently, B blocking
agents, diuretics, angiotensin converting enzyme inhibitors/
angiotensin Il receptor blockers and digoxin were more often
used in the VKA group. In the 6 months prior to the index
date, more VKA patients used antiplatelet therapy than DOAC
patients. In the first treatment period after the index date
however, most antiplatelet drugs had been discontinued but
still more VKA patients used concomitant antiplatelet ther-
apy compared with DOAC patients (23.4 vs. 12.7%). The
unstratified baseline characteristics for DOAC and VKA users
and the baseline characteristics per DOAC per stratum are
shown in the =~Supplementary Material, Section 4 (~Tables
A1 and A2).

Primary Outcome

The incidence rate of major bleeding was 0.92 per 100
person-years in VKA users, and 0.98 in DOAC users. This
was 0.84, 1.12, and 0.83 per 100 person-years for apixaban,
rivaroxaban, and dabigatran users, respectively. =Fig. 3
shows the incidence rates stratified to the number of con-
comitant drugs. For both DOAC and VKA users, the incidence
rate for major bleeding was highest in the stratum of 0 to 5
concomitant drugs. The adjusted HRs differed slightly among
the strata but did not show a clear trend toward a benefit or
harm of DOACs versus VKA with an increasing (or decreasing)
number of concomitant drugs prescribed. Likewise, the p for
interaction was not statistically significant (p = 0.65), indi-
cating no effect modification by the number of concomitant
drugs prescribed. When comparing DOAC use to VKA use in
the unstratified analysis, the crude HR for major bleeding

van den Dries et al.

was 1.02 (95% CI 0.91-1.15). After adjustment for all con-
founders, the HR changed only marginally and indicated no
difference in major bleeding risk between DOACs and VKA
(adjusted HR 0.98; 95% C1 0.87-1.11).

Secondary Outcomes

Of the secondary outcomes, effect modification by the num-
ber of concomitant drugs prescribed was observed only for
the outcome all-cause mortality, with an adjusted HR of 1.52
(95% CI 1.41-1.64) with DOAC use versus VKA use in the
highest stratum, compared with an adjusted HR of 1.10 (95%
C11.02-1.18) in the lowest stratum (p for interaction <0.01).
Overall, the mortality rate was almost 30% higher among
DOAC users compared with VKA users (unstratified adjusted
HR 1.29; 95% CI 1.23-1.35).

For the other outcomes, the number of concomitant
drugs prescribed did not modify the effect of DOACs versus
VKA (p-values for interaction varied between 0.28 and 0.93).
However, in addition to the increased mortality risk, the
unstratified analyses also showed an increased risk of gas-
trointestinal bleeding (adjusted HR 1.20; 95% CI 1.01-1.42)
with DOAC use vs. VKA use. Interestingly, in this real-world
data we did not observe a reduction with DOAC use com-
pared with VKA use for intracranial bleeding, both in the
unstratified and stratified analyses (adjusted HR [unstrati-
fied)\] 0.88; 95% CI 0.70-1.10). Also, for ischemic stroke and
nonmajor bleeding, no major differences were seen when
comparing DOAC and VKA use (see =Fig. 3 for details).

The stratified and unstratified results comparing rivarox-
aban, apixaban, and dabigatran to VKA separately for the
primary outcome major bleeding, are shown in =Table 2.
Results for edoxaban are not shown, as the exposure time
and the numbers of events were too small to provide reliable
results. For all three DOACs, no effect modification by the
number of concomitant drugs prescribed was observed for
major bleeding (p for interaction 0.67 for apixaban, 0.89 for
rivaroxaban, and 0.13 for dabigatran). The unstratified
results revealed a statistically significant reduction of major
bleeding risk with apixaban only. When comparing the three
different DOACs separately to VKA for the outcome mortality,
statistically significant effect modification was observed for
all three DOACs. The observed overall increased mortality
risk with DOACs was not driven by one of the DOACs in
particular, as we observed similar increased mortality risks
for the three different DOACs when compared with VKA
(data not shown). For the outcomes ischemic stroke, gastro-
intestinal bleeding and intracranial bleeding, the limited
number of events did not allow for further stratification
comparing the different DOACs to VKA.

Sensitivity Analyses

Results of the first sensitivity analysis, in which the first period
after apparent discontinuation of the anticoagulant was not
reclassified to being exposed to the last anticoagulant used, are
shown in the =Supplementary Material, Section 5
(=Table A3). In agreement with the main analysis, no signifi-
cant effect modification by the number of concomitant drugs
prescribed was observed. The unstratified adjusted HR of 1.14

TH Open  Vol. 4 No. 4/2020

e421



e422 A Population-Based Cohort Study in Routine Care

van den Dries et al.

Table 1 Baseline characteristics per stratum of the number of concomitant drugs prescribed

Stratum 1 (0-5 drugs) Stratum 2 (6-8 drugs) Stratum 3 (>9 drugs)

VKA DOAC VKA DOAC VKA DOAC

(n=12,607) | (n=6,872) | (n=12,798) | (n=6,214) | (n=17,019) | (n=8,090)
Female 4,715 (37.4) | 2,639 (38.4) | 5,654 (44.2) | 2,700 (43.5) | 8,204 (48.2) | 4,099 (50.7)
Age, median (IQR) 73 (65-80) 2 (65-80) 76 (69-82) 76 (69-84) 7 (71-83) 9 (72-85)
N. conc. drugs, median (IQR) | 4 (3-5) 4 (3-5) 7 (6-8) 7 (6-8) 1(10-14) 11 (10-14)
Previous use of different OAC | 1 (0.0) 312 (4.5) 2 (0.0) 315 (5.1) 2 (0.0) 495 (6.1)
Comorbidities/risk factors
Hypertension 5,806 (46.1) | 3,102 (45.1) | 8,604 (67.2) | 4,166 (67.0) | 12,585 (73.9) | 5,890 (72.8)
Heart failure 813 (6.4) 365 (5.3) 1591 (12.4) | 661 (10.6) | 3,322 (19.5) | 1,462 (18.1)
Diabetes 804 (6.4) 475 (6.9) 1833 (14.3) | 1,038 (16.7) | 5,152 (30.3) | 2,449 (30.3)
Prior TIA or ischemic stroke 1,661 (13.2) | 957 (13.9) 2,413 (18.9) | 1,224 (19.7) | 3,547 (20.8) 1,889 (23.3)
Prior VTE 509 (4.0) 145 (2.1) 534 (4.2) 163 (2.6) 953 (5.6) 323 (4.0)
Coronary artery disease 1,408 (11.2) | 733 (10.7) 3,012 (23.5) | 1,415 (22.8) | 6,744 (39.6) 2,854 (35.3)
Presence of malignancy 403 (3.2) 217 (3.2) 426 (3.3) 244 (3.9) 730 (4.3) 334 (4.1)
Chronic kidney disease 1,662 (13.2) | 826 (12.0) | 2,914 (22.8) | 1,320 (21.2) | 5,416 (31.8) | 2,478 (30.6)
Prior major bleeding 344 (2.7) 226 (3.3) 548 (4.3) 302 (4.9) 1,083 (6.4) 545 (6.7)
Peptic ulcer disease 534 (4.2) 289 (4.2) 807 (6.3) 409 (6.6) 1,432 (8.4) 712 (8.8)
Alcohol abuse 847 (6.7) 667 (9.7) 942 (7.4) 663 (10.7) | 1,387 (8.1) 921 (11.4)
Active smoking 1,070 (8.5) 605 (8.8) 1,040 (8.1) 550 (8.9) 1,475 (8.7) 814 (10.1)
Prior use of drugs affecting bleeding risk
Antiplatelet therapy 5,937 (47.1) | 2,341 (34.1) | 7,745 (60.5) | 3,159 (50.8) | 12,045 (70.8) | 4,979 (61.5)
NSAIDs 625 (5.0) 212 (3.1) 838 (6.5) 252 (4.1) 1,435 (8.4) 486 (6.0)
Corticosteroids 420 (3.3) 241 (3.5) 866 (6.8) 422 (6.8) 3,081 (18.1) | 1,474 (18.2)
SSRI 424 (3.4) 263 (3.8) 720 (5.6) 409 (6.6) 1,971 (11.6) | 1,121 (13.9)
CYP3A4/P-gp inhibitors 884 (7.0) 368 (5.4) 1,260 (9.8) 463 (7.5) 2,806 (16.5) 1,063 (13.1)
CYP3A4/P-gp inducers 32(0.3) 14 (0.2) 7 (0.4) 1(0.3) 159 (0.9) 65 (0.8)
Proton pump inhibitors 2,521 (20.0) | 1,478 (21.5) | 4,392 (34.3) | 2,370 (38.1) | 9,376 (55.1) | 4,715 (58.3)
Other cardiovascular drugs®
Beta blocking agents 5,798 (46.0) | 2,596 (37.8) | 6,946 (54.3) | 2,963 (47.7) | 9,270 (54.5) | 4,001 (49.5)
Diuretics 2,873 (22.8) | 1,240 (18.0) | 5,434 (42.5) | 2,168 (34.9) | 10,025 (58.9) | 4,090 (50.6)
ACE inhibitors/ARB 4,096 (32.5) | 2,021 (29.4) | 7,155 (55.9) | 3,247 (52.3) | 11,437 (67.2) | 4,857 (60.0)
Calcium channel blockers 2,864 (22.7) | 1,582 (23.0) | 4,764 (37.2) | 2,197 (35.4) | 7,404 (43.5) | 3,278 (40.5)
Digoxin 772 (6.1) 192 (2.8) 1,241 (9.7) 345 (5.6) 2,463 (14.5) 755 (9.3)
Statins 3,858 (30.6) | 2,160 (31.4) | 6,754 (52.8) | 3,315(53.3) | 11,367 (66.8) | 5,164 (63.8

Abbreviations: ACE, angiotensin converting enzyme; ARB, angiotensin Il receptor blockers; CYP, cytochrome P450; DOAC, direct oral anticoagulant;
IQR, interquartile range; NSAID, nonsteroidal anti-inflammatory drugs; OAC, oral anticoagulant; P-gp, P-glycoprotein; SSRI, selective serotonin

reuptake inhibitors; TIA, transient ischemic attack; VTE, venous thromboembolism.
Note: All values are expressed as n (%), unless otherwise specified.

?Other (i.e., non cardiovascular) drug classes not shown.

(95% CI1.01-1.30) showed an increased risk of major bleeding
with DOACs compared with VKA, whereas no difference was
observed in our main analysis.

Absolute and relative effects in the second, third, and fourth
sensitivity analyses were very similar to our main analyses and
again did not show signs of effect modification by the number
of concomitant drugs on major bleeding (data not shown).
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Discussion

This large, population-based cohort study yielded four prin-
cipal findings. First, no effect modification by the number of
concomitant drugs was observed for the risk of major
bleeding when comparing DOACs to VKAs, suggesting that
major bleeding risk is comparable between DOACs and VKAs
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VKA DOAC

Incidence rate Incidence rate Interaction Adjusted HR

(n. events) (n. events) p value (95% CI)
Primary outcome
Major bleeding
0-5 drugs 1.39 (440) 1.29 (154) —— 0.87 (0.72 to 1.05)
6-8 drugs 0.69 (230) 0.85 (102) —— 1.10 (0.86 to 1.40)
9 or more drugs 0.76 (312) 0.84 (133) —a— 1.07 (0.86 to 1.32)
Unstratified 0.92 (982} 0.98 (389) L3 0.65 0.98 (0.87 to 1.11)
Secondary outcomes
Ischemic stroke
0-5 drugs 0.78 (247) 0.84 (99) —— 1.10 (0.86 to 1.40)
6-8 drugs 0.63 (211) 0.82 (97) —— 1.21 (0.94 to 1.55)
9 or more drugs 0.87 (356) 0.95 (149) —— 0.98 (0.80 to 1.20)
Unstratified 0.77 (814) 0.88 (345) 4 0.75 1.06 (0.93 to 1.21)
Intracranial bleeding
0-5 drugs 0.46 (146) 0.40 (48) — 0.86 (0.61 to 1.20)
6-8 drugs 0.22 (74) 0.26 (31) —_— 1.04 (0.67 to 1.61)
9 or more drugs 0.21 (89) 0.19 (31) e 0.86 (0.57 to 1.32)
Unstratified 0.29 (309) 0.27 (110) < 0.78 0.88 (0.70 to 1.10)
Gastrointestinal bleeding
0-5 drugs 0.63 (201) 0.71 (85) —a— 1.01 (0.78 to 1.32)
6-8 drugs 0.29 (98) 0.45 (55) —- 1.40 (1.00 to 1.97)
9 or more drugs 0.35 (143) 0.49 (78) —a— 1.33 (1.00 to 1.77)
Unstratified 0.41 (442) 0.54 (218) ’ 0.28 1.20 (1.01 to 1.42)
Non-major bleeding
0-5 drugs 4.43 (1285) 4.40 (490) E 3 0.92 (0.83 to 1.02)
6-8 drugs 5.76 (1738) 5.45 (598) B 0.89 (0.81 to 0.98)
9 or more drugs 7.34 (2669) 7.29 (1044) &) 0.96 (0.89 to 1.03)
Unstratified 5.96 (5692) 5.85(2132) & 0.93 0.92 (0.88 to 0.97)
Mortality
0-5 drugs 8.17 (2611) 9.61 (1157) || 1.10 (1.02 to 1.18)
6-8 drugs 2.38 (806) 3.57 (435) - 1.42 (1.26 to 1.60)
9 or more drugs 4.43 (1843) 7.45 (1203) B 1.52 (1.41 to 1.64)
Unstratified 4.90 (5260) 6.92 (2795) 0 <0.01 1.29 (1.23 to 1.35)

050 071 10 141 20
Favours DOAC Favours VKA

Fig. 3 Incidence rates per 100 person-years, interaction p-values and adjusted hazard ratios with 95% confidence intervals for primary

and secondary outcomes.

irrespective of the number of concomitant drugs prescribed.
Second, we encountered an unexplained higher rate of
mortality for DOAC-treated individuals versus VKA-treated
individuals which was more pronounced with increasing
number of concomitant drugs. Third, in this dataset we did
not observe a reduction of intracranial bleeding risk with
DOACs compared with VKA, while the risk of gastrointestinal
bleeding was increased. Finally, of the individual DOACs, only
apixaban significantly reduced major bleeding risk com-
pared with VKA.

Strengths and Limitations

The main strength of this study is the large size and richness of
the data in the United Kingdom CPRD, allowing for thorough
adjustment for multiple confounders and stratified analyses.
Furthermore, we assessed the data in a time-varying manner,
which better reflects the real-life situation in which patients
discontinue, start or switch drugs, or develop important

comorbidities during follow-up, instead of assuming all vari-
ables to remain unchanged throughout follow-up. This also
allowed us to identify and address exposure misclassification.

Nevertheless, the high validity of CPRD data notwithstand-
ing,'»" an important limitation is that misclassification can
still be present. Potential outcome misclassification includes a
delayed registration of bleeding events in CPRD after the
anticoagulant was stopped because of the bleeding. However,
McDonald et al previously showed that the under-recording
did not lead to bias.?> Furthermore, the presence of unmea-
sured confounding should be considered, although the impact
of such residual confounding might be limited as our extensive
adjustment for a total of 17 potential confounders did not
substantially change the hazard ratios. Another limitation is
that we had to rely on Read codes and had no additional
information on for instance HbA1c levels or echocardiographic
parameters, thereby preventing us from exploring different
levels of disease severity. Likewise, we did not have data on
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causes of death, hospital admissions, blood transfusion, or
hemoglobin levels, so the definition of major bleeding was
hard to match with definitions used in other studies, notably
randomized trials.'® Also, given the small number of certain
events in certain strata of the number of concomitant drugs,
our study was not designed nor powered to perform more
subgroup analyses. Although of clinical relevance, it is yet
unknown if inferences would be different across different
patient subgroups such as those with previous TIA/stroke,
coronary artery disease, or heart failure. This might be subject
to future research. Last, the follow-up duration was relatively
short, limiting the power for outcomes that occur infrequently
such as ischemic stroke.

Comparison with Existing Literature

Two smaller propensity score matched cohort studies, using
routine care data from the United States, have also investi-
gated whether the number of concomitant drugs modifies
bleeding risk of DOACs compared with VKAs.?%?” Martinez
and colleagues also did not find differences in the occurrence
of major bleeding between two polypharmacy cohorts com-
paring rivaroxaban to warfarin.?® Also in agreement with our
results was the study by Mentias and colleagues, who
observed a benefit on bleeding risk of apixaban compared
with warfarin only in the low polypharmacy group, and no
differences between apixaban, rivaroxaban, and warfarin in
the moderate and high polypharmacy groups.27

Further research solely consists of post-hoc analyses of
the ARISTOTLE trial that showed a statistically significant
effect modification (p for interaction 0.017) comparing
apixaban with VKA in strata of 0 to 5, 6 to 8 and >9
concomitant drugs,” and the ROCKET-AF trial that observed
a reduction in major bleeding risk in the stratum of O to 4
concomitant drugs, but an increased risk or inconclusive
difference in the higher strata.® The results of these two
studies were pooled in a systematic review to show signifi-
cant effect modification by polypharmacy, in which the
benefit of DOACs versus VKA on major bleeding disappeared
in patients with polypharmacy (pooled relative risk 0.59;
95% CI 0.45-0.76 with <5 drugs, vs. 0.95; 95% CI 0.65-1.39
with >5 drugs).® This review did not find signs of effect
modification by polypharmacy for the outcome stroke or
systemic thromboembolism, intracranial bleeding and—in
discordance with our results—neither for mortality.

The discrepancies between our study and the RCTs on the
effect modification of polypharmacy warrant several consid-
erations. Differences in outcome definitions and, more impor-
tantly, patient selection likely account for the fact that the
number of concomitant drugs modified the effect of DOACs
versus VKAs on major bleeding in trial data, but not in our
observational study. Nowadays, both the relatively fit and the
frail AF patients in primary and secondary care receive DOAC
treatment, whereas patients included in the DOAC trials were
likely to be more homogeneous and less frail. Studies show that
less than 50% of routine care AF patients would have met the
strict inclusion criteria of the DOAC trials.?2° Those patients
in the highest stratum of the number of concomitant drugs
prescribed are therefore more likely to be optimally treated for
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their many comorbidities, whereas the highest stratum in our
study could also include patients who receive too many drugs,
including contraindicated or interacting drugs. Likewise,
patients in the lowest stratum in the trials probably have little
comorbidity and do not need more medication, whereas
patients in the lowest stratum in our study can very well be
undertreated. On the other hand, although we observed no
effect modification, an interesting similar observation in our
study and in the previously mentioned observational studies
and RCTs is that a benefit of DOACs compared with VKAs
regarding major bleeding appears to be absent in patients with
polypharmacy.

The finding that the number of concomitant drugs modi-
fied mortality risk is more difficult to clarify as we did not
have information on the causes of death. Definite conclusions
cannot be drawn, though a possible explanation could be
residual confounding by (contra-)indication, in which clini-
cians prefer a DOAC over a VKA especially in patients with
many concomitant drugs (and multiple possible interactions
that would enhance fluctuating INR levels with VKA use) and
that these patients have the highest mortality risk.

In addition, our observation of higher incidence rates
among patients receiving fewer concomitant drugs requires
further exploration. One explanation may involve issues like
end-of-life discontinuation, though this was considered be-
yond the scope of the current study.

Clinical Implications and Suggestions for Further
Research

In our routine care study population, we did not observe
effect modification by the number of concomitant drugs
prescribed on major bleeding risk. In practice, this would
implicate that clinicians would not need to use the number of
concomitant drugs as a tool in deciding which anticoagulant
to prescribe in view of major bleeding risk. This study also
supports the findings of previous studies that there is no
clear benefit on major bleeding of DOACs compared with
VKAs in AF patients with polypharmacy, making DOACs an
equivalent but not necessarily preferable or superior alter-
native to VKAs in these patients.?%-?’

Further research in different routine care datasets or
pragmatic trials is needed to confirm our findings in which
also the cause of death may be an important outcome to
consider. Furthermore, as our study aimed to investigate the
influence of the total number of concomitant drugs used, we
did not study different drug classes. Individual (interacting)
drugs may certainly influence the (comparative) risk of
bleeding (e.g., antiplatelet use). Future research may focus
specifically on pharmacokinetic and dynamic interactions as
part of concomitant drug use in DOAC treatment. Last,
although one could regard the number of concomitant drugs
prescribed as a proxy for frailty, it remains uncertain wheth-
er DOACs are completely safe in frail elderly AF patients. A
high number of concomitant drugs could also indicate that
someone is adequately treated and not necessarily frail.
Therefore, studies comparing DOACs to VKA in frail patients,
like the FRAIL-AF trial, will have to be awaited before this
question can be answered.>?

van den Dries et al.

Conclusion

Major bleeding risk was comparable between DOACs and
VKAs, irrespective of the number of concomitant drugs
prescribed. Further research including an assessment of
the causes of death is required before drawing conclusions
on possible increased mortality risk with DOACs and effect
modification of the number of concomitant drugs concerning
mortality.

Authors’ Contributions

CJ.D., S.D., G.-].G., PS., and H.A.H. wrote the ISAC study
protocol. P.S. and R.P. prepared the dataset. C.J.D., R.P,, and
S.D. performed the analyses. K.G.M.M,, G.-].G. and A.W.H.
advised in interpreting the results. CJ.D. wrote the first
version of the manuscript. All authors participated in
revising the manuscript. H.A.H. is the guarantor.

Note
The study was conducted according to the principles of the
Declaration of Helsinki (latest version as adopted by the
64th WMA General Assembly, Fortaleza, Brazil, October
2013). Separate ethical approval from an NHS Research
Ethics Committee was not required.

The CPRD license agreement does not permit data
sharing; however, R scripts are available upon request.

Funding
None.

Conflict of Interest
None declared.

References

1 Wolf PA, Abbott RD, Kannel WB. Atrial fibrillation as an indepen-
dent risk factor for stroke: the Framingham study. Stroke 1991;22
(08):983-988

2 Kirchhof P, Benussi S, Kotecha D, et al;ESC Scientific Document
Group. 2016 ESC Guidelines for the management of atrial fibrilla-
tion developed in collaboration with EACTS. Eur Heart ] 2016;37
(38):2893-2962

3 January CT, Wann LS, Calkins H, et al. 2019 AHA/ACC/HRS Focused
Update of the 2014 AHA/ACC/HRS Guideline for the management
of patients with atrial fibrillation: a report of the American
College of Cardiology/American Heart Association Task Force on
Clinical Practice Guidelines and the Heart Rhythm Society in
Collaboration With the Society of Thoracic Surgeons. Circulation
2019;140:e125-e151

4 Ruff CT, Giugliano RP, Braunwald E, et al. Comparison of the
efficacy and safety of new oral anticoagulants with warfarin in
patients with atrial fibrillation: a meta-analysis of randomised
trials. Lancet 2014;383(9921):955-962

5 Alexander KP, Brouwer MA, Mulder H, et al;ARISTOTLE Investi-
gators. Outcomes of apixaban versus warfarin in patients with
atrial fibrillation and multi-morbidity: insights from the ARIS-
TOTLE trial. Am Heart ] 2019;208:123-131

6 Chen MA. Multimorbidity in older adults with atrial fibrillation.
Clin Geriatr Med 2016;32(02):315-329

7 Jaspers Focks |, Brouwer MA, Wojdyla DM, et al. Polypharmacy and
effects of apixaban versus warfarin in patients with atrial fibrilla-
tion: post hoc analysis of the ARISTOTLE trial. BMJ 2016;353:i2868

TH Open  Vol. 4 No. 4/2020

e425



e426 A Population-Based Cohort Study in Routine Care

8

]

TH Open

Piccini JP, Hellkamp AS, Washam ]B, et al. Polypharmacy and the
efficacy and safety of rivaroxaban versus warfarin in the preven-
tion of stroke in patients with nonvalvular atrial fibrillation.
Circulation 2016;133(04):352-360

Kim IS, Kim HJ, Yu HT, et al. Non-vitamin K antagonist oral
anticoagulants with amiodarone, P-glycoprotein inhibitors, or
polypharmacy in patients with atrial fibrillation: systematic
review and meta-analysis. ] Cardiol 2019;73(06):515-521
Rothwell PM. External validity of randomised controlled trials:
“to whom do the results of this trial apply?” Lancet 2005;365
(9453):82-93

Fanning L, llomadki ], Bell JS, Darzin§ P. The representativeness of
direct oral anticoagulant clinical trials to hospitalized patients with
atrial fibrillation. Eur ] Clin Pharmacol 2017;73(11):1427-1436
Staerk L, Fosbel EL, Gadsbgll K, et al. Non-vitamin K antagonist
oral anticoagulation usage according to age among patients with
atrial fibrillation: temporal trends 2011-2015 in Denmark. Sci
Rep 2016;6:31477

Herrett E, Gallagher AM, Bhaskaran K, et al. Data resource profile:
clinical practice research datalink (CPRD). Int ] Epidemiol 2015;44
(03):827-836

Herrett E, Thomas SL, Schoonen WM, Smeeth L, Hall AJ. Validation
and validity of diagnoses in the general practice research data-
base: a systematic review. Br ] Clin Pharmacol 2010;69(01):4-14
Khan NF, Harrison SE, Rose PW. Validity of diagnostic coding
within the general practice research database: a systematic
review. Br ] Gen Pract 2010;60(572):e128-e136

Vandenbroucke JP, von Elm E, Altman DG, et al;STROBE Initiative.
Strengthening the reporting of observational studies in epidemi-
ology (STROBE): explanation and elaboration. Epidemiology
2007;18(06):805-835

Gardarsdottir H, Souverein PC, Egberts TCG, Heerdink ER. Construc-
tion of drug treatment episodes from drug-dispensing histories is
influenced by the gap length. ] Clin Epidemiol 2010;63(04):422-427
Schulman S, Kearon CSubcommittee on Control of Anticoagula-
tion of the Scientific and Standardization Committee of the
International Society on Thrombosis and Haemostasis. Definition
of major bleeding in clinical investigations of antihemostatic
medicinal products in non-surgical patients. ] Thromb Haemost
2005;3(04):692-694

Vol. 4 No. 4/2020

19

20

21

22

24

25

26

27

28

29

30

van den Dries et al.

Friberg L, Skeppholm M, Terént A. Benefit of anticoagulation
unlikely in patients with atrial fibrillation and a CHA2DS2-VASc
score of 1. ] Am Coll Cardiol 2015;65(03):225-232

Hess KR. Graphical methods for assessing violations of the
proportional hazards assumption in Cox regression. Stat Med
1995;14(15):1707-1723

Firth D. Bias reduction of maximum likelihood estimates. Biometrika
1993;80(01):27-38

R Core Team. R: A language and environment for statistical
computing. Published online 2018. Available at: https://www.
r-project.org/. Accessed December 3, 2020

Therneau TM. A Package for Survival Analysis in S_. version 2.38.
Published online 2015. Available at: https://cran.r-project.org/
package=survival

Heinze G, Ploner M. Coxphf: Cox Regression with Firth’s Penalized
Likelihood. R package version 1.13. Published online 2018.
Available at: https://cran.r-project.org/package=coxphf
McDonald L, Sammon (J, Samnaliev M, Ramagopalan S. Under-
recording of hospital bleeding events in UK primary care: a linked
Clinical Practice Research Datalink and Hospital Episode Statistics
study. Clin Epidemiol 2018;10:1155-1168

Martinez BK, Baker WL, Sood NA, et al. Influence of polypharmacy
on the effectiveness and safety of rivaroxaban versus warfarin in
patients with nonvalvular atrial fibrillation. Pharmacotherapy
2019;39(02):196-203

Mentias A, Heller E, Vaughan Sarrazin M. Comparative effective-
ness of rivaroxaban, apixaban, and warfarin in atrial fibrillation
patients with polypharmacy. Stroke 2020;51(07):2076-2086
Desmaele S, Steurbaut S, Cornu P, Brouns R, Dupont AG. Clinical
trials with direct oral anticoagulants for stroke prevention in
atrial fibrillation: how representative are they for real life
patients? Eur J Clin Pharmacol 2016;72(09):1125-1134

Hdgg L, Johansson C, Jansson JH, Johansson L. External validity of
the ARISTOTLE trial in real-life atrial fibrillation patients. Cardi-
ovasc Ther 2014;32(05):214-218

Joosten LPT, van Doorn S, Hoes AW, et al. Safety of switching from
vitamin K antagonist to non-vitamin K antagonist oral anticoag-
ulant in frail elderly with atrial fibrillation: rationale and design of
the FRAIL-AF randomised controlled trial. BMJOpen 2019;9(12):
032488


https://www.r-project.org/
https://www.r-project.org/
https://cran.r-project.org/package&x003D;survival
https://cran.r-project.org/package&x003D;survival
https://cran.r-project.org/package&x003D;coxphf

