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Zusammenfassung







Hintergrund: Bei verschiedenen chromosomalen Störungen wird ein erhöhtes Risiko für eine Juvenile Idiopathische Arthritis (JIA) vermutet. Vor allem bei Patienten mit einem Morbus Down (Trisomie 21) und einer JIA besteht darüber hinaus eine Unsicherheit bezüglich der geeigneten Therapie mit DMARDs, weil auch das Risiko bezüglich einer AML erhöht ist.




Methode: In einer retrospektiven Fall-Kohorte eigener Patienten wurde das typische Verteilungsmuster und die Entzündungsaktivität bei Patienten mit Trisomie 21 und JIA (T21-JIA) sowie deren Ansprechen und Nebenwirkungen von MTX im Vergleich zu JIA-Patienten mit seronegativer polyartikulärer JIA (SNP-JIA) untersucht.




Ergebnisse: Die elf eingeschlossenen T21-JIA Patienten (6 weibl./5 männl.) hatten bei Diagnosestellung JIA ein mittleres Alter von 6 Jahren (1–13 Jahre). 9 T21-JIA Patienten (82%) hatten einen polyartikulären Verlauf und wurden mit MTX behandelt. T21-JIA Patienten hatten bei Diagnosestellung eine signifikant höhere Anzahl aktiver und schmerzhafter Gelenke (T-21 JIA 19,9 (± 10,9) vs. SNP-JIA 15,5 (± 6,5)) und präsentierten sich in 7 von 10 (70%) Fällen als SNP-JIA (gemäß ILAR-Klassifikation, erwartet: 13–15%). Ein T21-JIA Patient hatte eine systemische, einer eine persistierende- und 2 eine extended oligoartikuläre JIA. Im Verlauf entwickelten 81% der T21-JIA Patienten Gelenkskontrakturen. Kein T21-JIA Patient hatte im Verlauf eine Uveitis. Das Ansprechen auf MTX und die Frequenz von unerwünschten Arzneimittelwirkungen (UAW) war bei T21-JIA Patienten mit denen einer gematchten Vergleichstichprobe vergleichbar.




Schlussfolgerung: T21-JIA Patienten zeigen gehäuft einen polyartikulären Verlauf mit einer höheren Anzahl betroffener Gelenke und ausgeprägteren Bewegungseinschränkungen im Erkrankungsverlauf. Das Ansprechen und die UAW einer MTX-Therapie bei Patienten mit T21-JIA entspricht dem von JIA-Patienten mit einem normalen Karyotyp. Auch bei anderen chromosomalen Aberrationen namentlich Turner- (Monosomie XO), Klinefelter- (Poly-X, XXY) und Di George Syndrom (del 22q11.2) wird ein erhöhtes Risiko für das Auftreten einer JIA vermutet.
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Abstract




Rationale: Various chromosomal disorders have been suspected to increase the risk of juvenile idiopathic arthritis (JIA). In addition, especially in children with Down syndrome (trisomy 21), there is uncertainty regarding treatment with DMARDs as these patients are also at a higher risk of developing AML.




Methods: In a retrospective case series of our own patients, we evaluated the typical distribution pattern and inflammatory activity of patients with trisomy 21 and JIA (T21-JIA) and their response to methotrexate as well as adverse drug reactions as compared to other patients with seronegative polyarticular JIA (SNP-JIA).




Results: Eleven T21-JIA patients were included in the study (6 female/5 male) with a median age at diagnosis of 6 years (range 1–13 years). 9 T21-JIA patients (82%) had a polyarticular course of arthritis and were treated with methotrexate. T21-JIA patients had a significantly higher total joint count of active and painful arthritis at the time of diagnosis (T-21 JIA 19.9 (± 10.9) vs. SNP-JIA 15.5 (± 6.5)). 7 out of 10 (70%) T-21-JIA patients presented with SNP-JIA, which is above the expected frequency (expected percentage according to the ILAR classification: SNP 13–15%). One T21-JIA patient had systemic, one had persistent and 2 had extended oligoarticular JIA. During the follow-up period, 81% of T21-JIA patients developed joint contractures. Notably there was no T21-JIA patient with JIA-associated uveitis. Response rates to methotrexate and frequency of adverse drug reactions (ADR) were comparable between T21-JIA patients and a matched comparative sample.




Conclusion: T21-JIA patients frequently have a higher joint count of active arthritis at the time of diagnosis and a decreased range of motion in the course of disease, but there is no difference in response to methotrexate and adverse drug reactions compared to patients with a normal caryotype. Patients with other chromosomal aberrations, especially Turner (monosomy XO), Klinefelter (poly-X, XXY) and Di George syndrome (del 22q11.2), are suspected to have an increased risk for JIA as well.







[bookmark: N10AB2]
Schlüsselwörter

Juvenile idiopathische Arthritis - 
Morbus Down - 
Di George Syndrom - 
Klinefelter Syndrom - 
Turner Syndrom




[bookmark: N10AC8]
Key words

Juvenile idiopathic arthritis - 
down syndrome - 
Di George syndrom - 
Klinefelter’s syndrom - 
turner syndrom



 

[bookmark: ]

[bookmark: N11090]
	
References


	
[bookmark: R2015-11-0414-0001]1 Balestrazzi P, Ferraccioli GF, Ambanelli U et al. Juvenile rheumatoid arthritis in Turner’s syndrome. Clinical and experimental rheumatology 1986; 4: 61-62 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0002]2 Dacre JE, Huskisson EC. Arthritis in Down’s syndrome. Annals of the rheumatic diseases 1988; 47: 254-255 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0003]3 Di Rocco M, Buocompagni A, Picco P et al. Spectrum of clinical features associated with interstitial chromosome 22q11 deletions. Journal of medical genetics 1998; 35: 346 author reply 347 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0004]4 Stern R, Fishman J, Brusman H et al. Systemic lupus erythematosus associated with klinefelter’s syndrome. Arthritis and rheumatism 1977; 20: 18-22 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0005]5 Schmidt F, Kapellen TM, Wiegand S et al. 
Group DP-WS, Diabetes BCN
. Diabetes mellitus in children and adolescents with genetic syndromes. Experimental and clinical endocrinology & diabetes: official journal, German Society of Endocrinology [and] German Diabetes Association 2012; 120: 579-585 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0006]6 Gruters A, Liesenkotter KP, Zapico M et al. Results of the screening program for congenital hypothyroidism in Berlin (1978–1995). Experimental and clinical endocrinology & diabetes: official journal, German Society of Endocrinology [and] German Diabetes Association 1997; 105 (Suppl. 04) 28-31 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0007]7 Kabelitz M, Liesenkotter KP, Stach B et al. The prevalence of anti-thyroid peroxidase antibodies and autoimmune thyroiditis in children and adolescents in an iodine replete area. European journal of endocrinology/European Federation of Endocrine Societies 2003; 148: 301-307 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0008]8 Roizen NJ, Magyar CI, Kuschner ES et al. A community cross-sectional survey of medical problems in 440 children with Down syndrome in New York State. The Journal of pediatrics 2014; 164: 871-875 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0009]9 Mathis D, Benoist C. Aire. Annual review of immunology 2009; 27: 287-312 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0010]10 Gimenez-Barcons M, Casteras A, Armengol Mdel P et al. Autoimmune Predisposition in Down Syndrome May Result from a Partial Central Tolerance Failure due to Insufficient Intrathymic Expression of AIRE and Peripheral Antigens. Journal of immunology 2014; 193: 3872-3879 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0011]11 Nisihara RM, Skare TL, Silva MB et al. High positivity of anti-CCP antibodies in patients with Down syndrome. Clinical rheumatology 2007; 26: 2031-2035 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0012]12 Herring JA. Cervical instability in Down's syndrome and juvenile rheumatoid arthritis. Journal of pediatric orthopedics 1982; 2: 205-207 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0013]13 Juj H, Emery H. The arthropathy of Down syndrome: an underdiagnosed and under-recognized condition. The Journal of pediatrics 2009; 154: 234-238 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0014]14 Olson JC, Bender JC, Levinson JE et al. Arthropathy of Down syndrome. Pediatrics 1990; 86: 931-936 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0015]15 Padmakumar B, Evans Jones LG, Sills JA. Is arthritis more common in children with Down syndrome?. Rheumatology 2002; 41: 1191-1193 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0016]16 Sherk HH, Pasquariello PS, Watters WC. Multiple dislocations of the cervical spine in a patient with juvenile rheumatoid arthritis and Down’s syndrome. Clinical orthopaedics and related research 1982; DOI 37-40 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0017]17 Yancey CL, Zmijewski C, Athreya BH et al. Arthropathy of Down’s syndrome. Arthritis and rheumatism 1984; 27: 929-934 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0018]18 Tudor RB. Letter: Psoriatic arthritis in a child with Down’s syndrome. Arthritis and rheumatism 1976; 19: 651 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0019]19 Shah N, Al-Ahmari A, Al-Yamani A et al. Outcome and toxicity of chemotherapy for acute lymphoblastic leukemia in children with Down syndrome. Pediatric blood & cancer 2009; 52: 14-19 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0020]20 Taub JW, Ge Y. Down syndrome, drug metabolism and chromosome 21. Pediatric blood & cancer 2005; 44: 33-39 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0021]21 Petty RE, Southwood TR, Manners P et al. International League of Associations for R. International League of Associations for Rheumatology classification of juvenile idiopathic arthritis: second revision, Edmonton, 2001. The Journal of rheumatology 2004; 31: 390-392 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0022]22 Minden K, Niewerth M. Juvenile idiopathic arthritis – clinical subgroups and classification. Zeitschrift fur Rheumatologie 2008; 67: 100 102-106, 108-110 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0023]23 Krumrey-Langkammerer M, Hafner R. Evaluation of the ILAR criteria for juvenile idiopathic arthritis. The Journal of rheumatology 2001; 28: 2544-2547 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0024]24 Spamer M, Georgi M, Hafner R et al. Physiotherapy for juvenile idiopathic arthritis. Zeitschrift fur Rheumatologie 2012; 71: 387-395 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0025]25 Barnhart RC, Connolly B. Aging and Down syndrome: implications for physical therapy. Physical therapy 2007; 87: 1399-1406 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0026]26 Buitenkamp TD, Mathot RA, de Haas V et al. Methotrexate-induced side effects are not due to differences in pharmacokinetics in children with Down syndrome and acute lymphoblastic leukemia. Haematologica 2010; 95: 1106-1113 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0027]27 Dollinger S, Krumrey-Langkammerer M, Haas JP. Trisomy 21 and Juvenile Idiopathic Arthritis: Are there differences in joint distribution patterns and response to Methotrexate?. Annals of the rheumatic diseases 2015; 74 (Suppl. 02) 966 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0028]28 Jorgensen KT, Rostgaard K, Bache I et al. Autoimmune diseases in women with Turner’s syndrome. Arthritis and rheumatism 2010; 62: 658-666 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0029]29 Zulian F, Schumacher HR, Calore A et al. Juvenile arthritis in Turner’s syndrome: a multicenter study. Clinical and experimental rheumatology 1998; 16: 489-494 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0030]30 Jimenez-Balderas FJ, Tapia-Serrano R, Fonseca ME et al. High frequency of association of rheumatic/autoimmune diseases and untreated male hypogonadism with severe testicular dysfunction. Arthritis research 2001; 3: 362-367 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0031]31 Seminog OO, Seminog AB, Yeates D et al. Associations between Klinefelter’s syndrome and autoimmune diseases: English national record linkage studies. Autoimmunity 2015; 48: 125-128 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0032]32 Sullivan KE, McDonald-McGinn DM, Driscoll DA et al. Juvenile rheumatoid arthritis-like polyarthritis in chromosome 22q11.2 deletion syndrome (DiGeorge anomalad/velocardiofacial syndrome/conotruncal anomaly face syndrome). Arthritis and rheumatism 1997; 40: 430-436 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0033]33 Verloes A, Curry C, Jamar M et al. Juvenile rheumatoid arthritis and del(22q11) syndrome: a non-random association. Journal of medical genetics 1998; 35: 943-947 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0034]34 Ehehalt S, Dietz K, Willasch AM et al. Baden-Wuerttemberg DI-G. Prediction model for the incidence and prevalence of type 1 diabetes in childhood and adolescence: evidence for a cohort-dependent increase within the next two decades in Germany. Pediatric diabetes 2012; 13: 15-20 





PubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0035]35 von Koskull S, Truckenbrodt H, Holle R et al. Incidence and prevalence of juvenile arthritis in an urban population of southern Germany: a prospective study. Annals of the rheumatic diseases 2001; 60: 940-945 





CrossrefPubMedGoogle Scholar





	
[bookmark: R2015-11-0414-0036]36 Mustalahti K, Catassi C, Reunanen A et al. The prevalence of celiac disease in Europe: results of a centralized, international mass screening project. Annals of medicine 2010; 42: 587-595 





CrossrefPubMedGoogle Scholar










 









    
  

  
    
      
        

      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 44.200.184.163
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  