
Legends of figures   Figure 1: Flow chart of patients through the study.   Figure 2: Genotype frequencies of TNFA gene polymorphisms and HLA DRB1 shared epitope (SE) among subjects with 50% response to ADA therapy according to the American College of Rheumatology (ACR) criteria (ACR50) (responders) and non responders at week 12 after treatment initiation. A. Shared epitope copy numbers (0, 1 or 2). B. Shared epitope carrier status. C. TNF -238 A/G genotypes; D. TNF -308 A/G genotypes; E. TNF -857 C/T genotypes  Figure 3: Haplotype combinations frequencies among ADA ACR50 responders and non responders at week 12. A. Comparison of the four main haplotypes of the TNF locus. B. Comparison of the GGC homozygous haplotype with all the other haplotypes. C. Comparison of the GGC homozygous haplotype with all the other haplotypes by treatment with ADA plus methotrexate (MTX), ADA plus any other disease-modifying antirheumatic drug (DMARD) or ADA alone (monotherapy).  Figure 4: Time course of ACR50 response according to treatment and GGC homozygous haplotype carrier status. A. Patients treated with ADA plus methotrexate (MTX); B. Patients treated with ADA plus any other disease-modifying antirheumatic drug (DMARD); C. Patients treated with ADA alone; other=other than GGC homozygous haplotype; W=week. 



Figure 1  6610 patients included in the ReAct study    1002 French patients    396 provided DNA samples N=8 non Caucasian Black = 4 American Indian = 1 Asian = 3 388 DNA samples analyzed   ACR50 response N=8 data missing  Pharmacogenetic study N=380 patients         



Figure 2   
A 

THE SHARED EPITOPE / ACR 50 RESPONSE35% 45% 40%65% 55% 60%0%20%40%60%80%100% SE-/SE- SE-/SE+ SE+/SE+RESPONDERS NON RESPONDERS
N=82 N=88P=0.31 N=156

B   
C   

TNF A-238G / ACR50 RESPONSE60% 40%60%40%0%20%40%60%80%100% GG AA/AGRESPONDERS NON RESPONDERS
N=342 N=22P=0.12

 D  
TNF A-308G / ACR50 RESPONSE46% 38%54% 62%0%20%40%60%80%100% AA OU AG GGRESPONDERS NON RESPONDERS
N=265 N=108P=0.15

  

THE SHARED EPITOPE / ACR50 RESPONSE35% 43%65% 57%0%20%40%60%80%100% SE- SE+RESPONDERS NON RESPONDERS
   P=0.19 N=82 N=244



Figure 2 (follow)   
E 

TNF A-857C / ACR50 RESPONSE39% 51%61% 49%0%20%40%60%80%100% CC TT/TCRESPONDERS NON RESPONDERS
N=299 N=62P=0.12



Figure 3   
A 71% 53% 47% 34%29% 47% 53% 66%0%20%40%60%80%100%

GGC/AGC(N=14) GGC/GGT(N=45) GGC/GAC(N=77) GGC/GGC(N=184)RESPONDERS NON RESPONDERS                                   B 50% 34%50% 66%0%20%40%60%80%100%
OTHER (N=162) GGC HOMOZYGOUS (N=184)RESPONDERS NON RESPONDERS   

C 38 60 32 48 29 3262 40 68 52 71 68020406080100 GGC homozygous Other GGC homozygous Other GGC homozygous OtherADA + MTX ADA + other DMARDs ADAmonotherapyRESPONDERS NON RESPONDERS  



Figure 4                             
010203040506070 W0 W2 W6 W12GGC Homozygous DMARDs+ Other / DMARDs +010203040506070 W0 W2 W6 W12GGC Homozygous MTX+ Other / MTX+P=0.01 P=0.006 P=0.13A B 

C 
P=0.01 P=0.006 P=0.13A B 

C 010203040506070 W0 W2 W6 W12GGC Homozygous ADA mono Other / ADA mono


