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Title of Study:  A Phase 3, Randomized, Double-Blind Study Comparing Upadacitinib (ABT-494) to 
Placebo and to Adalimumab in Subjects with Moderately to Severely Active Rheumatoid Arthritis Who 
are on a Stable Background of Methotrexate (MTX) and Who Have an Inadequate Response to MTX 
(MTX-IR) 

Coordinating Investigator:  Charles Birbara, MD 

Study Sites:  286 study sites located in 41 countries (Argentina, Australia, Belarus, Belgium, Bosnia and 
Herzegovina, Brazil, Bulgaria, Canada, Chile, Colombia, Croatia, Czech Republic, Estonia, France, 
Germany, Greece, Hong Kong, Hungary, Israel, Italy, Kazakhstan, Republic Of Korea, Latvia, 
Lithuania, Malaysia, Mexico, New Zealand, Poland, Portugal, Puerto Rico, Romania, Russian 
Federation, Serbia, Slovakia, South Africa, Spain, Taiwan [Province Of China], Turkey, Ukraine, United 
Kingdom, United States) 

Publications:  None 

Studied Period (Years): 

 First Subject First Visit:  01 December 2015 

 Last Subject Last Visit:  02 February 2018 (Week 26) 

Phase of Development:  3 

Objectives: 

The study objectives of Period 1 of this study are: 

1. To compare the efficacy of upadacitinib 15 mg once daily (QD) versus placebo, and versus 
adalimumab, for the treatment of signs and symptoms of rheumatoid arthritis (RA) in subjects with 
moderately to severely active RA who are on a stable background of methotrexate (MTX) and who 
have an inadequate response to MTX. 

2. To compare the efficacy of upadacitinib 15 mg QD versus placebo for the prevention of structural 
progression in RA subjects with moderately to severely active RA who are on a stable background 
of MTX and who have an inadequate response to MTX. 

3. To compare the safety and tolerability of upadacitinib 15 mg QD versus placebo, and versus 
adalimumab, in subjects with moderately to severely active RA who are on a stable background of 
MTX and who have an inadequate response to MTX. 

The study objective of Period 2 is to evaluate the long-term safety, tolerability, and efficacy of 
upadacitinib 15 mg QD in subjects with RA who have completed Period 1. 
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Objectives (Continued): 

The cutoff date for this clinical study report was 02 February 2018, when all subjects were expected to 
have completed their Week 26 visit (ranked key radiographic endpoints of the study).  Week 26 is the 
end of the placebo-controlled phase of the study, including data for multiplicity controlled analysis of 
primary and ranked key secondary efficacy endpoints.  This clinical study report presents data obtained 
through each subject's Week 26 visit of Period 1, with the exception of the following data that were not 
available prior to the data cutoff for this report:  all Week 26 data for 1 subject who missed their 
scheduled Week 26 visit and Week 26 radiographic data for 2 additional subjects. 

Methodology: 

This is a Phase 3 multicenter study that includes 2 periods.  Period 1 is a 48-week randomized, 
double-blind, parallel-group, placebo-controlled and active comparator-controlled period designed to 
compare the safety and efficacy of upadacitinib 15 mg QD versus placebo, and versus adalimumab, for 
the treatment of signs and symptoms of subjects with moderately to severely active RA who were on a 
stable dose of MTX and had an inadequate response to MTX.  Period 1 was also designed to compare 
the efficacy of upadacitinib 15 mg QD versus placebo for the prevention of structural progression.  
Period 2 is a long-term extension to evaluate the safety, tolerability, and efficacy of upadacitinib 15 mg 
QD in subjects with RA who had completed Period 1. 

The study duration was to include a 35-day screening period; a 48-week randomized, double-blind, 
parallel-group, placebo-controlled and active comparator-controlled treatment period (Period 1); a 
long-term extension period (blinded to sites and subjects until the last subject completes Period 1) (up to 
5 years) (Period 2); a 30‑day follow-up period (call or visit); and a 70-day follow-up call. 

Subjects who met eligibility criteria were to be randomized in a 2:2:1 ratio to one of three treatment 
groups: 

Group 1:  upadacitinib 15 mg QD (N = 600) 

Group 2:  placebo (N = 600) 

Group 3:  adalimumab (40 mg every other week [eow]) (N = 300) 

Subjects were to receive both oral study drug QD (either upadacitinib 15 mg or matching placebo) and 
subcutaneous study drug eow (either adalimumab 40 mg or matching placebo) until the study is 
unblinded.  At Week 26, all subjects receiving placebo were to be switched to upadacitinib 15 mg QD 
regardless of response. 

Subjects were to have been on oral or parenteral MTX therapy for ≥ 3 months, on a stable MTX dose for 
≥ 4 weeks prior to the first dose of study drug (15 to 25 mg/week; or ≥ 10 mg/week in subjects who are 
intolerant of MTX at doses ≥ 12.5 mg/week), and were to remain on a stable dose throughout the study; 
the MTX dose may have been decreased only for safety reasons.  In addition, all subjects were to take a 
dietary supplement of oral folic acid (or equivalent) throughout study participation.  Folic acid dosing 
and timing of regimen were to be followed according to the investigator's instructions.  Starting at the 
Week 26 visit (after Week 26 assessments were performed) and thereafter, initiation of or change in 
background RA medication(s) including corticosteroids, non-steroidal anti-inflammatory drugs, and 
acetaminophen/paracetamol was allowed as per local label.  Starting at Week 48 (after Week 48 
assessments were performed) and thereafter, initiation of or change in conventional synthetic 
disease-modifying anti-rheumatic drugs (csDMARDs) was allowed as per local label (restricted to oral 
or parenteral MTX, sulfasalazine, hydroxychloroquine, chloroquine and leflunomide, and restricted to 
concomitant use of up to 2 csDMARDs except the combination of MTX and leflunomide). 
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Methodology (Continued): 

Rescue therapy was to be offered to subjects who met the following criteria: 

Placebo: 

 Subjects who did not achieve a ≥ 20% improvement in tender joint count (TJC) and swollen 
joint count (SJC) at Weeks 14, 18, or 22 compared to Baseline were to be switched to blinded 
upadacitinib treatment. 

 At Week 26, all remaining subjects were switched to blinded upadacitinib treatment regardless 
of clinical response. 

Adalimumab: 

 Subjects who did not achieve a ≥ 20% improvement in TJC and SJC at Weeks 14, 18, or 22 
compared to Baseline were to be switched to blinded upadacitinib treatment. 

 At Week 26, all remaining subjects who did not achieve low disease activity (LDA) according 
to Clinical Disease Activity Index (CDAI) (LDA defined as CDAI ≤ 10) at Week 26 were to be 
switched to blinded upadacitinib treatment. 

Upadacitinib: 

 Subjects who did not achieve a ≥ 20% improvement in TJC and SJC at Weeks 14, 18, or 22 
compared to Baseline were to be switched to blinded adalimumab treatment. 

 At Week 26, all remaining subjects who did not achieve LDA according to CDAI (LDA 
defined as CDAI ≤ 10) at Week 26 were to be switched to blinded adalimumab treatment. 

An unblinded analysis was conducted when all subjects were expected to have completed their Week 26 
visit for the purpose of regulatory submission.  To maintain integrity of the trial and avoid introduction 
of bias, study sites and subjects will remain blinded for the duration of Period 1. 

Number of Subjects (Planned and Analyzed):  Planned:  1500 subjects; Analyzed:  1629 

Diagnosis and Main Criteria for Inclusion: 

Adult males and females enrolled in this study were at least 18 years of age with a diagnosis of RA for 
≥ 3 months who also fulfilled the 2010 American College of Rheumatology (ACR)/European League 
Against Rheumatism (EULAR) classification criteria for RA who have had an inadequate response to 
MTX treatment.  Local guidelines for MTX dosage may have applied.  Eligible study subjects were to 
have had ≥ 6 swollen joints (based on 66 joint counts) and ≥ 6 tender joints (based on 68 joint counts) at 
Screening and Baseline Visits, and high-sensitivity C-reactive protein level ≥ 5 mg/L (central lab, upper 
limit of normal [ULN] 2.87 mg/L) at Screening.  Subjects were also to have had the following at 
Screening:  ≥ 3 bone erosions on x-ray; or ≥ 1 bone erosion and a positive rheumatoid factor; or ≥ 1 bone 
erosion and a positive anti-cyclic citrullinated peptide autoantibody. 
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Diagnosis and Main Criteria for Inclusion (Continued): 

Subjects were excluded if they had prior exposure to any Janus kinase inhibitor (including but not 
limited to tofacitinib, baricitinib, and filgotinib) or adalimumab, or who had been treated with other 
biologic disease-modifying anti-rheumatic drug (bDMARD) therapy for ≥ 3 months who were 
considered inadequate responders (lack of efficacy) to bDMARD therapy as determined by the 
investigator.  Subjects were also excluded if they had a history of any arthritis with onset prior to age 
17 years or current diagnosis of inflammatory joint disease other than RA; and had laboratory values that 
met the following criteria within the screening period prior to the first dose of study drug:  serum 
aspartate transaminase (AST) > 2 × ULN; serum alanine aminotransferase (ALT) > 2 × ULN; estimated 
glomerular filtration rate by simplified 4-variable Modification of Diet in Renal Disease formula 
< 40 mL/minute/1.73 m2; total white blood cell count < 2,500/µL; absolute neutrophil count < 1,500/µL; 
platelet count < 100,000/µL; absolute lymphocyte count < 800/µL; and hemoglobin < 10 g/dL. 

Test Product, Dose/Strength/Concentration, Mode of Administration and Lot Number: 

Upadacitinib 15 mg extended-release tablets for oral administration (bulk lot number:  15-005420, 
15-005421, 15-005422, 15-005423, 15-006832, 15-006833, 16-005073, 16-005417, 16-005426, 
17-002015, 17-001973) 

Duration of Treatment:  Period 1:  48 weeks; Period 2:  up to 5 years 

Reference Therapy, Dose/Strength/Concentration and Mode of Administration and Lot Number:  
Adalimumab 40 mg/0.8 mL subcutaneous injection solution for subcutaneous administration (bulk lot 
number:  15-000609, 15-005080, 16-001720, 16-005133, 17-002006) 

Matching placebo for adalimumab, subcutaneous injection solution for subcutaneous administration 
(bulk lot number:  14-002885, 15-005865, 16-000470, 16-004292, 17-002248) 

Matching placebo for upadacitinib, tablet for oral administration (bulk lot number:  15-005362, 
15-006982, 16-003281, 17-002079) 

Criteria for Evaluation 

Efficacy: 

The primary endpoint for US/Food and Drug Administration (FDA) regulatory purposes is the 
proportion of subjects achieving ACR 20% (ACR20) response at Week 12.  The primary endpoint for 
European Union (EU)/European Medicines Agency (EMA) regulatory purposes is the proportion of 
subjects achieving clinical remission (CR) (based on Disease Activity Score 28 [DAS28] C-reactive 
protein [CRP] < 2.6) at Week 12. 
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Criteria for Evaluation (Continued) 

Efficacy (Continued): 

Ranked key secondary endpoints (upadacitinib versus placebo if not otherwise specified) for US/FDA 
regulatory purposes were:  1) change from Baseline in DAS28 (CRP) at Week 12; 2) change from 
Baseline in modified Total Sharp Score (mTSS) at Week 26; 3) change from Baseline in Health 
Assessment Questionnaire – Disability Index (HAQ-DI) at Week 12; 4) ACR 50% (ACR50) response 
rate at Week 12 (non-inferiority of upadacitinib versus adalimumab); 5) change from Baseline in Short 
Form-36 (SF-36) physical component summary (PCS) at Week 12; 6) proportion of subjects achieving 
LDA based on DAS28 (CRP) ≤ 3.2 at Week 12; 7) proportion of subjects achieving CR based on 
DAS28 (CRP) at Week 12; 8) proportion of subjects achieving LDA based on CDAI at Week 12; 
9) change from Baseline in morning stiffness (duration) at Week 12; 10) change from Baseline in 
Functional Assessment of Chronic Illness Therapy – Fatigue (FACIT-F) at Week 12; 11) ACR50 
response rate at Week 12 (superiority of upadacitinib versus adalimumab); 12) change from Baseline in 
Patient's Assessment of Pain at Week 12 (superiority of upadacitinib versus adalimumab); and 
13) change from Baseline in HAQ-DI at Week 12 (superiority of upadacitinib versus adalimumab). 

Ranked key secondary endpoints (upadacitinib versus placebo if not otherwise specified) for EU/EMA 
regulatory purposes were:  1) change from Baseline in mTSS at Week 26; 2) proportion of subjects 
achieving LDA based on DAS28 (CRP) ≤ 3.2 at Week 12; 3) change from Baseline in DAS28 (CRP) at 
Week 12; 4) change from Baseline in HAQ-DI at Week 12; 5) ACR20 response rate at Week 12; 
6) proportion of subjects achieving LDA based on DAS28 (CRP) ≤ 3.2 at Week 12 (non-inferiority of 
upadacitinib versus adalimumab); 7) change from Baseline in SF-36 PCS at Week 12; 8) proportion of 
subjects achieving LDA based on CDAI at Week 12; 9) change from Baseline in morning stiffness 
(duration) at Week 12; 10) change from Baseline in FACIT-F at Week 12; and 11) proportion of subjects 
with no radiographic progression (defined as change from Baseline in mTSS ≤ 0) at Week 26. 

Primary and ranked key secondary endpoints were multiplicity adjusted for strong type I error control 
for US/FDA and EU/EMA regulatory purposes. 

Other key secondary endpoints (upadacitinib versus placebo) for US/FDA regulatory purposes were:  
1) ACR50 response rate at Week 12; 2) ACR 70% (ACR70) response rate at Week 12; and 3) proportion 
of subjects with no radiographic progression (defined as change from Baseline in mTSS ≤ 0) at 
Week 26. 

Other key secondary endpoints (upadacitinib versus placebo) for EU/EMA regulatory purposes were:  
1) ACR50 response rate at Week 12; and 2) ACR70 response rate at Week 12. 

Additional efficacy analysis included the following endpoints (upadacitinib versus placebo and 
adalimumab) at all visits in Period 1:  change from Baseline in individual components of ACR response; 
ACR20/50/70 response rates; change from Baseline in DAS28 (CRP) and DAS28 (erythrocyte 
sedimentation rate [ESR]); change from Baseline in CDAI and Simple Disease Activity Index (SDAI); 
proportion of subjects achieving LDA or proportion of subjects achieving CR based on DAS28 (CRP), 
DAS28 (ESR), SDAI, and CDAI criteria; change from Baseline in morning stiffness (severity and 
duration); proportion of subjects with change from Baseline in HAQ-DI ≤ –0.22; proportion of subjects 
with change from Baseline in HAQ-DI ≤ –0.3; and ACR/EULAR Boolean remission. 

Additional efficacy analysis included the following endpoints (upadacitinib versus placebo and 
adalimumab) at Weeks 12, 26, and 48 only:  change from Baseline in SF-36 PCS; change from Baseline 
in FACIT-F; change from Baseline in Work Instability Scale for Rheumatoid Arthritis; and change from 
Baseline in EuroQoL-5D-5L. 
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Criteria for Evaluation (Continued) 

Efficacy (Continued): 

Additional efficacy analysis included the following endpoints (upadacitinib versus placebo and 
adalimumab) at Weeks 26 and 48 only:  change from Baseline in mTSS; proportion of subjects with no 
radiographic progression (defined as change from Baseline in mTSS ≤ 0); and change from Baseline in 
joint space narrowing (JSN) score and joint erosion score. 

Pharmacokinetic: 

Blood samples for upadacitinib plasma concentrations were obtained throughout Period 1. 

Safety: 

Adverse events (AEs), physical examination, laboratory assessments, electrocardiogram (ECG), and 
vital signs data were assessed throughout the study. 

Statistical Methods 

Efficacy: 

Primary Endpoint:  Comparisons of the primary endpoint were made between the upadacitinib 15 mg 
QD group and the placebo group using the Cochran-Mantel-Haenszel test adjusting for stratification 
factor of prior bDMARD use (Yes/No).  For the primary analysis, non-responder imputation (NRI) was 
used.  Supportive analysis was also conducted on the Per Protocol Analysis Set.  The primary efficacy 
analyses were also performed in demographic subgroups including age, sex, weight, body mass index, 
race, and geographical region to assess the consistency of the treatment effect.  Additional subgroup 
analyses based on Baseline disease characteristics and stratification factors were also conducted. 

Secondary Clinical Endpoints:  For binary endpoints, frequencies and percentages were reported for each 
treatment group.  Similar analyses as for the primary endpoint were conducted.  Additionally, for 
ACR50 response rate, analysis was conducted to test the non-inferiority of upadacitinib versus 
adalimumab using the 95% confidence interval (CI) of treatment difference against a non‑inferiority 
margin of 10% for US/FDA regulatory purposes.  Similar non-inferiority analysis was conducted for 
LDA based on DAS28 (CRP) with a 10% margin for EU/EMA regulatory purposes.  Superiority of 
upadacitinib versus adalimumab was tested using the Cochran-Mantel-Haenszel test adjusting for 
stratification factor prior bDMARD use.  For the major RA continuous endpoints DAS28 and HAQ-DI 
change from Baseline, statistical inference was conducted using analysis of covariance (ANCOVA) 
coupled with Multiple Imputation (MI) for missing data handling.  Specifically, the ANCOVA model 
included treatment as the fixed factor, and the corresponding Baseline value and the stratification factor 
prior bDMARD use (Yes/No) as the covariates.  For other continuous endpoints, statistical inference was 
conducted using the Mixed Effect Model Repeat Measurement (MMRM) model with the main 
stratification factor being prior bDMARD use (Yes/No).  From both the MI and MMRM analyses, the 
least square (LS) mean and 95% CI were to be reported for each randomized treatment group; the LS 
mean treatment difference and associated 95% CI and p-value were to be reported comparing the 
upadacitinib group with the placebo group.  For change from Baseline in patient's global assessment of 
pain and change from Baseline in HAQ-DI, superiority of upadacitinib versus adalimumab was tested. 
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Statistical Methods (Continued) 

Efficacy (Continued): 

mTSS-Related Secondary Endpoints:  Linear extrapolation was used for all mTSS-related endpoints.  
Analysis based on As Observed (AO) data was also performed.  In the linear extrapolation analysis, the 
Week 26 data was imputed via linear extrapolation using x-ray data from the Baseline window and the 
Week 14 window for the following subjects:  subjects rescued to a different study drug at Week 14, 
subjects who prematurely discontinued study drug prior to Week 18, and subjects otherwise (i.e., not 
rescued to a different study drug at Week 14, not prematurely discontinued study drug prior to Week 18) 
missing x-ray data in the Week 26 window but have available x-ray data in the Week 14 window.  For 
proportion of subjects with no radiographic progression, frequencies and percentages were reported for 
each treatment group.  Similar analyses as for the primary endpoint were conducted, with the exception 
that linear extrapolation was used for imputation.  For change from Baseline in mTSS, statistical 
inference was conducted using the ANCOVA model with treatment and prior bDMARD use (Yes/No) as 
the fixed factors and the corresponding Baseline value as the covariates.  In the event that data severely 
deviated from the normal distribution, non-parametric analyses such as the Wilcoxon rank sum test may 
have been considered for treatment comparison.  From the linear extrapolation analysis, the point 
estimate and 95% CI were to be reported for each randomized treatment group; the point estimate, 95% 
CI, and p-value were to be reported comparing the upadacitinib group with the placebo group. 

Additional Clinical Efficacy Variables:  For binary endpoints, frequencies and percentages were reported 
for each randomized treatment group.  Similar analyses as for the primary endpoint were conducted.  For 
the primary analysis, NRI was used.  In addition, subjects who met the rescue criteria (based on joint 
improvement) at either Week 14, 18 or 22 were treated as non-responders at visits after rescue treatment 
switching.  For subjects who meet the rescue criteria (based on CDAI LDA) at Week 26, data after 
rescue treatment switching were overwritten by the last response prior to rescue.  AO data, regardless of 
rescue, were also summarized using frequencies and percentages.  For continuous variables, statistical 
inference was conducted using ANCOVA with treatment and prior bDMARD use (Yes/No) as the fixed 
factor and the corresponding Baseline value as the covariate.  For subjects who met the rescue criteria at 
either Week 14, 18, 22, or 26, data after rescue treatment switching was overwritten by Last Observation 
Carried Forward for the primary analysis.  AO data, regardless of rescue treatment switching, was also 
summarized using descriptive statistics. 

Additional mTSS-Related Efficacy Variables:  This clinical study report only presents results from 
TSS-related variables through Week 26.  For proportion of subjects with no radiographic progression 
and change from Baseline in mTSS, analyses are described above.  For change from Baseline in JSN 
score and joint erosion score, linear extrapolation analysis was performed as described above.  Analysis 
was repeated on AO data, regardless of rescue treatment switching or study drug discontinuation, for all 
mTSS-related efficacy variables. 

Pharmacokinetic: 

Individual upadacitinib plasma concentrations at each study visit were tabulated and summarized with 
appropriate statistical methods. 
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Statistical Methods (Continued) 

Safety: 

Safety analyses were based on treatments actually received.  The following 2 main sets of safety 
analyses were provided: 

1. Safety Analysis through Week 14 – safety data prior to availability of rescue therapy 

2. Safety Analysis through Week 26 (Censored at Treatment Switching) – safety data through 
Week 26, excluding safety data obtained after subjects received rescue therapy (i.e., switched 
treatment). 

Safety analysis through Week 26 (including data obtained after subjects switched from original 
randomized treatment to rescue therapy) was provided for select measures.  Safety was assessed by AEs, 
physical examination, laboratory assessments, ECG, and vital signs.  Frequency tables and lists of 
subjects with treatment-emergent AEs (TEAEs) by preferred term as in the Medical Dictionary for 
Regulatory Activities dictionary, by system organ class, by severity, and by relationship to the study 
drug as assessed by the investigator were provided.  The changes from Baseline in vital signs and 
laboratory values were examined.  Shift of laboratory values from Baseline to defined time points was 
tabulated.  Missing data were not imputed. 

Summary/Conclusions 

Efficacy Results: 

Through Week 26 of Period 1, upadacitinib at a dose of 15 mg QD was more effective than placebo and 
adalimumab in treating signs and symptoms of RA and in improving physical function in subjects with 
moderately to severely active RA who were on background MTX and had inadequate response to MTX; 
upadacitinib was also more effective than placebo in inhibiting structural progression.  The study met its 
primary endpoints at Week 12, with a highly statistically significantly greater percentage of subjects 
achieving an ACR20 response (US/FDA primary endpoint) and CR based on DAS28 (CRP) < 2.6 
(EU/EMA primary endpoint) in the upadacitinib group compared with the placebo group.  The study 
also met all multiplicity-controlled ranked key secondary endpoints with statistical significance in the 
upadacitinib 15 mg QD dose group compared with the placebo group.  All pre-specified, 
multiplicity-controlled ranked non-inferiority and superiority comparisons of upadacitinib versus 
adalimumab (change from Baseline in patient's global assessment of pain [superiority] and HAQ-DI 
[superiority]; proportion of subjects achieving LDA based on DAS28 [CRP] ≤ 3.2 [non-inferiority] and 
ACR50 response rate [non-inferiority and superiority]) were also achieved in favor of upadacitinib.  The 
other key secondary endpoints also achieved nominal statistical significance versus placebo.  Rapid 
onset of efficacy was noted with the upadacitinib dose achieving statistical significance versus placebo 
for all components of the ACR response beginning at Week 2 and for the majority of other efficacy 
variables as early as Week 2; improvement was sustained through Week 12 and was either maintained or 
further improved after Week 12. 

Pharmacokinetic Results: 

The observed upadacitinib concentrations were consistent with the predicted concentrations based on 
prior pharmacokinetic evaluations of upadacitinib.  Within 24 hours of dosing upadacitinib 15 mg QD, 
upadacitinib mean plasma concentrations ranged from 5.74 to 32.4 ng/mL. 
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Summary/Conclusions (Continued) 

Safety Results: 

In this blinded, placebo- and active comparator-controlled treatment period, continuous treatment with 
upadacitinib for up to 26 weeks at a dose of 15 mg QD was generally well-tolerated as assessed by the 
frequency of TEAEs, including serious AEs (SAEs), AEs leading to discontinuation of study drug, AEs 
of special interest (AESIs), clinical laboratory values, and vital signs values. 

Through Week 26, 4 deaths were reported:  1 subject in the adalimumab group died due to 
craniocerebral injury, 1 subject in the placebo group died due to sudden death (adjudicated by the 
external Cardiovascular Adjudication Committee [CAC] as cardiovascular death), 1 subject in the 
placebo group died due to pneumocystis jirovecii pneumonia, and 1 subject in the adalimumab group 
died due to left ventricular failure (adjudicated by the external CAC as cardiovascular death).  
Pneumocystis jirovecii pneumonia was the only event leading to death that was assessed by the 
investigator as having a reasonable possibility of being related to study drug.  No deaths were reported in 
the upadacitinib group. 

Through Week 14 (prior to availability of rescue therapy switch), no TEAEs were reported by ≥ 5% of 
subjects in any treatment group; only upper respiratory tract infection and nasopharyngitis were reported 
by ≥ 5% of subjects in any treatment group through Week 26 (censored at treatment switching). 

Through Week 14, the percentage of subjects with TEAEs leading to discontinuation of study drug was 
higher in the adalimumab group (16 subjects [4.9%]) compared with the upadacitinib (18 subjects 
[2.8%]) and placebo (12 subjects [1.8%]) groups.  The percentage of subjects with SAEs was 
comparable across all treatment groups (18 subjects [2.8%] in the upadacitinib group, 8 subjects [2.4%] 
in the adalimumab group, and 14 subjects [2.1%] in the placebo group).  In general, SAEs were observed 
evenly across treatment groups.  Similar results were observed through Week 26 (censored at treatment 
switching):  TEAEs leading to discontinuation (20 subjects [6.1%] in the adalimumab group versus 
23 subjects [3.5%] in the upadacitinib group and 15 subjects [2.3%] in the placebo group) and SAEs 
(24 subjects [3.7%] in the upadacitinib group, 14 subjects [4.3%] in the adalimumab group, and 
19 subjects [2.9%] in the placebo group). 

Through Week 14, the percentage of subjects with AESIs was generally comparable across treatment 
groups, with the exception of hepatic disorders, neutropenia, and creatine phosphokinase (CPK) 
elevation, which were reported in a higher percentage of subjects in the upadacitinib group compared 
with the adalimumab and placebo groups; and serious infections, which were reported in similar 
percentages in the upadacitinib and adalimumab groups, but higher than the placebo group.  Similar 
results were observed through Week 26 (censored at treatment switching). 

Through Week 14, serious infections were reported by 10 subjects (1.5%) in the upadacitinib group, 
4 subjects (1.2%) in the adalimumab group, and 5 subjects (0.8%) in the placebo group.  Nonserious 
herpes zoster was reported by 5 subjects (0.8%) in the upadacitinib group and 1 subject (0.3%) in the 
adalimumab group.  The opportunistic infections reported were esophageal candidiasis (1 subject in the 
upadacitinib group), oral candidiasis (2 subjects in the upadacitinib group and 1 subject in the 
adalimumab group), and pneumocystis jirovecii pneumonia (2 subjects in the placebo group).  
Treatment-emergent malignancies were reported in the adalimumab and placebo groups only and 
included 2 basal cell carcinomas (1 subject each in the adalimumab and placebo groups) and 1 cervical 
carcinoma in the placebo group.  The 2 events of basal cell carcinoma were reported on Day 48 and 
Day 59, and the event of cervical carcinoma was reported on Day 82, relative to the first dose of study 
drug.  None of these malignancies were considered by the investigator to have a reasonable possibility of 
being related to study drug.  No subject in any treatment group had treatment-emergent lymphoma. 
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Summary/Conclusions (Continued): 

Safety Results (Continued): 

Through Week 14, adjudicated major adverse cardiovascular event (MACE) were reported in the 
adalimumab and placebo dose groups only and included non-fatal stroke (1 subject in the adalimumab 
group), cardiovascular death (1 subject in the placebo group), and non-fatal myocardial infarction 
(2 subjects in the placebo group).  Adjudicated venous thrombotic events included deep vein thrombosis 
(1 subject in the upadacitinib group) and pulmonary embolism (3 subjects in the adalimumab group and 
1 subject in the placebo group).  All adjudicated cardiovascular events were considered by the 
investigator as having no reasonable possibility of being related to study drug, with the exception of 
pulmonary embolism in 1 subject in the adalimumab group. 

Through Week 26 (censored at treatment switching), serious infections were reported by 12 subjects 
(1.8%) in the upadacitinib group, 5 subjects (1.5%) in the adalimumab group, and 5 subjects (0.8%) in 
the placebo group.  From Week 14 to Week 26, 2 additional subjects in the placebo group reported 
nonserious herpes zoster while subjects were on their original randomized treatment.  Opportunistic 
infections reported included oral candidiasis (1 subject in the upadacitinib group and 1 subject in the 
placebo group) and fungal esophagitis (1 subject in the placebo group).  No additional malignancies 
were reported.  One additional adjudicated MACE of cardiovascular death (1 subject in the adalimumab 
group) and 1 additional adjudicated venous thrombotic event of pulmonary embolism (1 subject in the 
upadacitinib group) with known risk factors was reported.  Both adjudicated cardiovascular events were 
considered by the investigator as having no reasonable possibility of being related to study drug. 

For both the through Week 14 and through Week 26 (censored at treatment switching) analysis sets, the 
majority of hepatic disorders were mild to moderate in severity and were largely hepatic enzyme 
elevations.  They were more frequently reported by subjects in the upadacitinib group compared to the 
adalimumab and placebo groups.  Overall, the upadacitinib group had a higher percentage of subjects 
with an AESI of neutropenia or CPK elevation compared with the adalimumab and placebo groups.  No 
subject discontinued study drug due to a TEAE of blood CPK increased.  Through Week 14, no subject 
discontinued study drug due to a TEAE of neutropenia; 1 subject discontinued study drug (upadacitinib) 
from Week 14 through Week 26 while on their original randomized treatment. 

In general, group mean values for key hematology variables (hemoglobin, hematocrit, lymphocytes, 
neutrophils, platelets, and immunoglobulin [Ig]M and IgG) were within the normal reference range at 
Baseline and at all visits for all treatment groups for both the through Week 14 and through Week 26 
(censored at treatment switching) analysis sets.  While the percentage of subjects with Grade 3 decreases 
in neutrophil values was comparable across groups, 3 subjects (all in the upadacitinib group and all 
during the first 14 weeks of the study) had Grade 4 decreases in neutrophil values; 2 of the 3 subjects 
reported an infectious TEAE (tooth abscess, urosepsis) that had resolved just prior to the onset of 
neutropenia.  The percentage of subjects with Grade 3 decreases in hemoglobin values were comparable 
in the upadacitinib (16 subjects [2.5%]) and placebo (18 subjects [2.8%]) groups, but slightly lower in 
the adalimumab group (4 subjects [1.2%]); similar finding were observed for Grade 4 decreases through 
Week 14 (4 subjects [0.6%] in both the upadacitinib and placebo groups, and 1 subject [0.3%] in the 
adalimumab group) and Grade 3 decreases through Week 26 (censored at treatment switching) 
(24 subjects [3.7%] in the upadacitinib group and 19 subjects [2.9%] in the placebo group versus 
6 subjects [1.8%] in the adalimumab group).  Through Week 26 (censored at treatment switching), the 
percentage of subjects with Grade 4 decreases in hemoglobin values was comparable among all 
treatment groups (5 subjects [0.8%] in the upadacitinib group, 2 subjects [0.6%] in the adalimumab 
group, and 6 subjects [0.9%] in the placebo group). 
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Summary/Conclusions (Continued): 

Safety Results (Continued): 

Through Week 14, Grade 3 increases in blood CPK values were reported in the upadacitinib and placebo 
groups only and were reported in a similar percentage of subjects (3 subjects [0.5%] in the upadacitinib 
and 2 subjects [0.3%] in the placebo group).  Grade 4 increases in blood CPK values were reported in 
1 subject in the upadacitinib and 1 subject in the adalimumab group.  Through Week 26 (censored at 
treatment switching), Grade 3 increases in blood CPK values were reported by 5 subjects (0.8%) in the 
upadacitinib group, 3 subjects (0.5%) in the placebo group, and 1 subject (0.3%) in the adalimumab 
group; from Week 14 through Week 26, 1 additional subject (upadacitinib group) reported Grade 4 
increases in blood CPK while on their original randomized treatment.  No subject with Grade 3 or 
Grade 4 increases in blood CPK values discontinued study drug due to an increased CPK value or had 
rhabdomyolysis, and all subjects were asymptomatic with the exception of a subject from the 
upadacitinib group who had a single Grade 3 increase in blood CPK value during the first 14 weeks of 
the study that was associated with transient muscle weakness. 

Through Week 14, the percentage of subjects with Grade 3 increases in ALT values was higher in the 
upadacitinib group (16 subjects [2.5%]) compared with the adalimumab (4 subjects [1.2%]) and placebo 
(9 subjects [1.4%]) groups.  Similar results were observed through Week 26 (censored at treatment 
switching):  (25 subjects [3.8%] in the upadacitinib group versus 4 subjects [1.2%] in the adalimumab 
group and 13 subjects [2.0%] in the placebo group).  Through Week 14, the percentage of subjects with 
Grade 3 increases in AST values was comparable across treatment groups (10 subjects [1.5%] in the 
upadacitinib group, 4 subjects [1.2%] in the adalimumab group, and 3 subjects [0.5%] in the placebo 
group).  Through Week 26 (censored at treatment switching), the percentage of subjects with Grade 3 
increases in AST values was highest in the upadacitinib group (13 subjects [2.0%]), followed by the 
adalimumab group (4 subjects [1.2%]), and the placebo group (4 subjects [0.6%]).  Through Week 14, 
the percentage of subjects with Grade 4 increases in ALT values was comparable among treatment 
groups (3 subjects [0.5%] in the upadacitinib group, 2 subjects [0.6%] in the adalimumab group, and 
1 subject [0.2%] in the placebo group).  Similar results were observed through Week 26 (censored at 
treatment switching):  (3 subjects [0.5%] in the upadacitinib group, 2 subjects [0.6%] in the adalimumab 
group, and 2 subjects [0.3%] in the placebo group).  Grade 4 increases in AST values were reported in 
2 subjects (0.3%) in the upadacitinib group and 1 subject (0.3%) in the adalimumab group (all during the 
first 14 weeks of the study). 

Through Week 26 (censored at treatment switching), Grade 3 increases in serum creatinine values were 
infrequent and reported in only 1 subject in the upadacitinib group and 1 subject in the adalimumab 
group (both during the first 14 weeks of the study); no subject in any treatment group had a serum 
creatinine increased value that was Grade 4.  Through Week 14, treatment with upadacitinib resulted in 
mean increases from Baseline in low-density lipoprotein-cholesterol (LDL-C), high-density 
lipoprotein-cholesterol (HDL-C), and total cholesterol compared with adalimumab and placebo; 
however, the ratios of total cholesterol:HDL-C and LDL-C:HDL-C remained unchanged from Baseline 
through Week 14 for the upadacitinib, adalimumab, and placebo groups.  Similar results were observed 
through Week 26 (censored at treatment switching). 

Mean changes from Baseline through Week 14 in vital signs (systolic blood pressure, diastolic blood 
pressure, pulse, respiratory rate, temperature) in the upadacitinib group were small and not considered to 
be clinically meaningful.  Similar results were observed through Week 26 (censored at treatment 
switching). 
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Summary/Conclusions (Continued): 

Safety Results (Continued): 

Through Week 26 (after treatment switching), no death, malignancy other than nonmelanoma skin 
cancer, gastrointestinal perforation, renal dysfunction, active/latent tuberculosis, adjudicated MACE, or 
adjudicated venous thromboembolic event was reported after treatment switching.  The following select 
AESIs were observed after switching and up to Week 26:  3 serious infections (sepsis and cellulitis 
[1 subject each on upadacitinib], and pneumonia [1 subject on adalimumab]), 1 opportunistic infection 
(esophageal candidiasis [1 subject on upadacitinib]), 2 herpes zoster (1 subject on upadacitinib and 
1 subject on adalimumab), and 1 malignancy (basal cell carcinoma [1 subject on upadacitinib]).  The 
basal cell carcinoma was considered by the investigator to have no reasonable possibility of being 
related to study drug. 

Conclusions: 

Through Week 26 of Period 1 for Study M14-465, superiority was consistently demonstrated for 
upadacitinib 15 mg QD versus placebo and adalimumab in treating signs and symptoms of RA and in 
improving physical function in subjects with moderately to severely active RA who were on a stable 
background of MTX and had an inadequate response to MTX.  Upadacitinib was also more effective 
than placebo in inhibiting structural progression using both linear extrapolation and AO analyses.  The 
safety of upadacitinib was generally comparable to adalimumab.  The benefit-risk profile of upadacitinib 
15 mg QD is assessed as favorable based on the efficacy and safety results through Week 26 of the 
study. 

Date of Report:  28Aug2018 
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Protocol Changes 

At the time of the data cutoff for this clinical study report (02 February 2018), the original 

protocol (30 September 2015, 9 subjects enrolled) had 5 global amendments, 

9 country-specific amendments, and 2 global administrative changes.  The majority of 

changes to the protocol were responses to regulatory feedback, clarifications, and editorial 

changes. 

Administrative Change 1 (17 December 2015) was written to correct study visits for 

blood samples for exploratory research and validation studies.  Administrative Change 2 

(28 September 2017) was written to make a minor administrative correction. 

The amendments, number of subjects enrolled under each amendment, country-specific 

protocol changes, and substantial protocol changes were as follows: 

● Amendment 1 (11 December 2015, 13 subjects) 

○ Changed the duration of Period 1 from 52 weeks to 48 weeks. 

○ Added the following:  a long-term extension period (Period 2); stable dose 
of MTX requirements; that csDMARD background therapy other than 
MTX is not allowed during Period 1; rescue criteria; study visits for rescue 
therapy; discontinuation procedures; follow-up procedures; contraception 
recommendations and pregnancy testing; requirement for a 12-lead ECG 
and physical exam at Week 48; international normalized ratio (INR) reflex 
and follicle stimulating hormone (FSH) to laboratory tests; instructions for 
chest x-ray requirements; use of an external DMC; the Summary of 
Product Characteristics as the reference document for adalimumab SUSAR 
reporting; an interim analysis after completion of the Week 26 visit and 
Week 48 visit; and a definition for screen failure. 

○ Updated the following:  primary, secondary, and other efficacy variables; 
x-ray study visits; procedures for laboratory samples during the screening 
period; hsCRP value requirement at Screening; contraception 
requirements; randomization stratification; assumptions used to determine 
sample size; and AST and ALT specific toxicity management guidelines. 
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○ Clarified the following:  washout requirements for rituximab; prior 
bDMARD therapy and washout periods; AEs to be assessed at Screening; 
randomization scheme; language regarding independent joint assessors; 
hsCRP level requirement; the AE collection period; site monitoring, 
archiving, and sponsor support provided to sites; and exploratory 
research/validation studies. 

○ Added the following exclusion criteria:  females who are considering 
becoming pregnant during the study or for approximately 150 days after 
the last dose of study drug; males who are considering fathering a child or 
donating sperm during the study or for approximately 90 days after the last 
dose of study drug; and subjects who are considered inadequate responders 
to bDMARD therapy as determined by the Investigator, have a history of 
gastrointestinal (GI) perforation or a history of associated GI diseases, have 
conditions that could interfere with drug absorption, have a history of 
demyelinating disease, have received an organ transplant, or had clinically 
relevant or significant ECG abnormalities. 

● Amendment 2 (08 January 2016, 509 subjects) 

○ Corrected study visits for blood samples for exploratory research and 
validation studies. 

○ Clarified the primary endpoint and key secondary endpoints for the EU. 

● Amendment 0.01 (Canada only) (13 January 2016, 2 subjects) 

○ Updated text to reflect revisions implemented with global protocol 
Amendment 1 (11 December 2015). 

○ Updated absolute neutrophil count and absolute lymphocyte count specific 
toxicity management guidelines. 

○ Added text that non-investigational product (standard of care) must be 
obtained commercially. 

● Amendment 2.02 (Korea only) (23 March 2016, 0 subjects) 

○ Removed "chloroquine" as a potential background csDMARD and true 
abstinence as a highly effective method of birth control for both males and 
females. 
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● Amendment 3 (01 April 2016, 785 subjects) 

○ Updated rescue therapy criteria at Week 26. 

○ Clarified that starting at Week 48, subjects who failed to show at least 20% 
improvement in TJC and SJC compared to Baseline at 2 consecutive visits 
should discontinue study drug treatment. 

○ Clarified subpopulation requirements for patients with prior exposure to 
bDMARDs. 

● Amendment 2.01 (France only) (15 April 2016, 2 subjects) 

○ Updated text to reflect revisions implemented with global protocol 
Amendment 2 (08 January 2016). 

○ Updated study activities table to include serum pregnancy text at central 
lab for Baseline Visit and revised 30-Day follow-up Visit header by 
removing "Call." 

○ Removed text references and descriptions of Period 2. 

○ Clarified that subjects who develop any malignancy will be discontinued. 

○ Clarified pregnancy test performed on women of childbearing potential as 
target group. 

● Amendment 3.01 (Korea only) (21 April 2016, 7 subjects) 

○ Updated text to reflect revised rescue therapy. 

○ Removed "chloroquine" as a potential background csDMARD and true 
abstinence as a highly effective method of birth control for both males and 
females. 

○ Clarified the following:  that starting at Week 48, subjects who failed to 
show at least 20% improvement in TJC and SJC compared to Baseline at 
2 consecutive visits should discontinue study drug treatment; 
subpopulation requirements for patients with prior exposure to bDMARDs; 
and that the duration of contraception after discontinuation of the 
csDMARD should be based on the local label. 

● Amendment 0.01.01 (Canada only) (26 April 2016, 6 subjects) 

○ Updated text to reflect revisions implemented with global protocol 
Amendment 3 (01 April 2016). 



 Upadacitinib (ABT-494) 
M14-465 Clinical Study Report – Week 26 
R&D/17/1354 

 

 

16 

● Amendment 4 (11 January 2017, 291 subjects) 

○ Added the following:  that oral traditional Chinese medicine is prohibited; 
requirement to perform pregnancy testing if FSH results are consistent with 
pre-menopausal status; and local country requirements for Canada, Hong 
Kong, Korea, Malaysia, Singapore, and Taiwan. 

○ Removed blood samples for assay of adalimumab and for assay of 
anti-adalimumab antibodies. 

○ Updated the following:  the key secondary endpoints list to match new 
emphasis on head-to-head comparison of upadacitinib to adalimumab; the 
list of additional endpoints; text to allow concomitant medication 
modifications at Week 26; required duration of contraception to reflect 
new data obtained from chronic animal toxicology studies and that 
additional local contraception requirements may apply; pregnancy and 
sperm donation waiting periods following oral study drug administration; 
and clinical laboratory tests to remove creatine kinase-muscle/brain, and 
add minimum residual B-cell panel, antinuclear antibodies/dsDNA (reflex) 
antibodies, and human immunodeficiency virus (HIV) testing. 

○ Specified the pregnancy reporting period required for oral and 
subcutaneous study drug. 

○ Clarified the following:  rescue therapy; central imaging; re-screening labs 
and Premature Discontinuation Visits for subjects who prematurely 
discontinue from study drug; exceptions for administering live vaccines; 
that all remaining subjects who had not been previously rescued and have 
not reached LDA will be rescued at Week 26; pregnancy testing; HIV 
testing; independent joint assessor; tuberculosis (TB) test; TB prophylaxis, 
x-rays of the hands and feet, and chest x-ray; that ECG will be performed 
at the final visit of Period 1 only if the subject does not enter Period 2 or if 
the subject discontinues from the study; the pharmacokinetic analyses that 
will be conducted; the difference in AE collection period for oral and 
subcutaneous study drug; conditions under which study drug would be 
interrupted with respect to type of surgery; statistical analysis details; and 
assumptions used for sample size determination. 
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○ Made the following updates to inclusion criteria:  updated MTX dosing 
information; updated requirements for stable doses of NSAIDs, 
acetaminophen, oral corticosteroids, or inhaled corticosteroids; included 
discontinuation requirements for oral traditional Chinese medicine; and 
clarified pregnancy testing requirement. 

○ Made the following updates to exclusion criteria:  updated Exclusion 
Criterion 8 to include chronic and invasive infections and added HIV 
infection definition; updated follow-up period from 90 days to 30 days in 
Exclusion Criterion 7; updated Exclusion Criterion 11 to clarify that the 
70-day follow‑up period pertains to the subcutaneous study drug; and 
updated Exclusion Criterion 21 to reflect normal reference range in the 
elderly population. 

● Amendment 4.01 (China only) (12 January 2017, 0 subjects) 

○ Added MTX dosing requirements for China and hepatitis B virus (HBV) 
exclusionary requirements for China. 

● Amendment 4.02 (France only) (31 January 2017, 1 subject) 

○ Updated text to reflect revisions implemented with global protocol 
Amendment 3 (01 April 2016) and global protocol Amendment 4 
(11 January 2017). 

○ Clarified that the duration of contraception after discontinuation of the 
csDMARD should be based on the local label. 

● Amendment 4.03 (Canada only) (13 March 2017, 4 subjects) 

○ Revised contraceptive requirements. 

● Amendment 4.02.01 (France only) (20 September 2017, 0 subjects) 

○ Added a long-term extension period (Period 2) (72 weeks). 

● Amendment 5 (01 December 2017, 0 subjects) 

○ Defined key secondary endpoints as ranked. 

○ Implemented a supplemental eCRF for thrombotic events. 

○ Added management language for subjects with Hepatitis B core antibody 
positive and negative HBV DNA at Screening and laboratory values during 
the study which may indicate active hepatitis. 
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○ Updated the following:  safety collection requirements for subjects that are 
treated with commercial adalimumab after end of study treatment; 
csDMARD language to enable unbiased comparison of investigational 
product to active comparator up to end of Period 1; text to align with 
permitted background corticosteroid requirements; herpes zoster vaccine 
language for subject safety prior to and after study drug; duration of 
contraception recommendations for males; study procedures to include 
rifapentine as an excluded medication; to allow a pulmonologist to perform 
an assessment of the chest x-ray; x-ray time points for subjects that 
prematurely discontinue from study drug but continue in the study; adverse 
events of special interest (AESIs) that will be monitored during the study 
to align in content and presentation with the current version of the product 
safety statistical analysis plan; and local country requirements for Canada. 

○ Clarified the following:  that the long-term extension period is blinded 
until the last subject completes Period 1; TJC/SJC improvement 
requirements starting at Week 48 to remain on study drug; requirements for 
contraception for females if child-bearing potential status changes during 
the course of the study; the frequency of the Latent TB Risk Assessment 
Form completion; that an annual ECG is required for all subjects; 
indeterminate QuantiFERON-TB test results; that annually is considered 
every 48 weeks; requirements for recording lab abnormalities as AEs; 
efficacy variables; that starting at Week 48, at least 20% improvement in 
both SJC and TJC compared to Baseline is required to remain on study 
drug; who will remain blinded at study time points; that subjects should 
discontinue study drug for an ECG abnormality that is considered 
clinically significant with reasonable possibility that the event is related to 
study drug; toxicity management for ALT, AST, INR, serum creatinine, 
and elevated creatine phosphokinase (CPK) values; imputation method and 
safety analysis details; and that for CPK and serum creatinine, National 
Cancer Institute (NCI) Common Terminology Criteria (CTC) grading will 
be used. 

 

The original protocol, protocol amendments, and administrative changes not incorporated 

into a previous amendment are provided in Appendix 16.1__1. 
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The protocol changes described in the amendments and administrative changes did not 

affect the interpretation of the results of the study. 
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List of Investigators and Sites 

Investigator Name Site Name/Post Office Address 

Abello Banfi, Mauricio Centro Integral de Reumatologia del Caribe SAS - Circaribe SAS 

Calle 71 #41 - 46 Piso 4 Consultarios 405 - 406 y Piso 5 

BARRANQUILLA-ATLANTICO, 080002 

Colombia 

Abrahamovych, Orest Lviv regional municipal STI clinic No. 1 

7 Chernihivska Str. 

LVIV, 79010 

Ukraine 

Abril, Annette Arthritis Associates of Kingsport 

Three Sheridan Sq 

KINGSPORT, TN 37660 

United States of America 

Akar, Servet IZMIR, 35360 

Turkey 

Izmir Katip Celebi Universites Tip Fakultesi 

Ataturk Egitim ve Arastirma Hastanesi Poliklinik 1. 

Kat F2058 Numarali Oda, Karabaglar 

Akatova, Evgenia Moscow State University of medicine and dentistry  

20/1, Delegatskaya str. 

MOSCOW, 127473  

Russian Federation 

Alina, Asel Karaganda State Medical University 

41-43 Erubaeva str.  

KARAGANDA, 100008 

Kazakhstan 

Aliste Silva, Marta Sociedad Medica del Aparato Locomotor 

Office 1409, Region Metropolitana 
Guardia Vieja 255 

PROVIDENCIA-SANTIAGO, 7510186 

Chile 
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Investigator Name Site Name/Post Office Address 

Ally, Mahmood University of Pretoria 

Prinshof Medical Campus, Faculty of Health Science 

Room 2-54 Pathology Building 

Dr. Savage Rd 

PRETORIA, GT 0002 

South Africa 

Alvarez, Analia Centro de Educación Médica e Investigaciones Clínicas 

Galvan 4102 

BUENOS AIRES, CP1431 

Argentina 

Amital, Howard Internal Medicine B  

Tel Hashomer 

RAMAT GAN, 5262100 

Israel 

Arriagada Herrera, Maria Sonia Clínica Alemana de Osorno 

Hermanos Philippi 1480 

OSORNO, 5311092 

Chile 

Baraf, Herbert The Center for Rheumatology and Bone Research 

Suite 306 

2730 University Blvd West 

WHEATON, MD 20902 

United States of America 

Baraliakos, Xenofon Rheumazentrum Ruhrgebiet 

St. Elisabeth Gruppe GmbH 

Katholische Kliniken Rhein-Ruhr 

Claudiusstr. 45 

HERNE, 44649 

Germany 

Baranauskaite, Asta Hospital of Lithuanian University of Health Sciences Kaunas 

Reumatology 

Eiveniu St 2 

KAUNAS, LT-50009 

Lithuania 
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Investigator Name Site Name/Post Office Address 

Baravalle, Marcos Instituto Médico Strusberg 

1st floor 

Av. Emilio Olmos 247 

CORDOBA, X5000EDC 

Argentina 

Batalov, Anastas UMBAL ""Kaspela"" 

Rheumatology Clinic 

64, Sofia Str. 

PLOVDIV, 4001 

Bulgaria 

Baumert, Carlos Centro de Investigacion Clinica del Sur 

Portales 287 

TEMUCO, 4781156 

Chile 

Belhorn, Linda Triangle Orthopaedic Associates 

120 William Penn Pl 

DURHAM, NC 27704 

United States of America 

Bennett, Ralph Arizona Arthritis & Rheumatology Research 

Suite 170 

4550 East Bell Rd 

PHOENIX, AZ 85032 

United States of America 

Berman, Alberto Centro Médico Privado de Reumatología 

Lavalle 506 

SAN MIGUEL DE TUCUMAN, 4000 

Argentina 

Bessette, Louis Groupe de recherche en rhumatologie et maladies osseuses 

Suite 101 

1200 Ave de Germain-des-Pres 

QUEBEC CITY, QC G1V 3M7 

Canada 

Bhat, Anupama Sierra Rheumatology 

Suite 1201 

151 North Sunrise Ave 

ROSEVILLE, CA 95661 

United States of America 
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Investigator Name Site Name/Post Office Address 

Bilusic, Marinko Poliklinika Bonifarm 

Hondlova 2/10 

ZAGREB, 10000 

Croatia 

Birbara, Charles Clinical Pharmacology Study Group 

25 Oak Ave 

WORCESTER, MA 01605 

United States of America 

Blanco Alonso, Ricardo Hospital Universitario Marqués de Valdecilla 

Servicio de farmacia 
Edificio Valdecilla Sur, Planta 2, Pasillo 2 

Avda. Valdecilla, s/n 

SANTANDER, 39008 

Spain 

Bojinca, Violetta Spitalul Clinic Sfânta Maria 

Clinical de Medicina Interna si Reumatologie  

Sector 1 

Bd. Ion Mihalache, No. 37 - 39 

Bucuresti, 011172 

Romania 

Bozic-Majstorovic, Ljubinka Klinicki centar Banja Luka 

University Clinical Centre of the Republic of Srpska 

Dvanaest beba bb 

BANJA LUKA, 78000 

Bosnia and Herzegovina 

Breedt, Johannes Netcare Jakaranda Hospital 

Suite 101, Jakaranda Hospital  

213 Middelburg St 

PRETORIA, GT Muckleneuck 0002 

South Africa 

Bruskova, Livia Reumacentrum 

Reumatologicka ambulancia 
Hrncirikova 194/5 

PARTIZANSKE, 95801 

Slovakia 
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Investigator Name Site Name/Post Office Address 

Bugdayci, Nazli Istanbul Üniversitesi Cerrahpasa 

training and Research hospital 

Kocasinan Merkez Mah. Karadeniz Cad. No:48, 

Behcelievler 

ISTANBUL, 34147 

Turkey 

Bugrova, Olga Orenburg State Medical University 

Ulitsa Sovetskaya 6 

ORENBURG, 460000 

Russian Federation 

Bunch, Tina Austin Regional Clinic 

Suite 300 

6811 Austin Center Blvd 

AUSTIN, TX 78731 

United States of America 

Burnette, Michael BayCare Medical Group 

Research Department 

1st Floor 

4612 N. Habana Ave 

TAMPA, FL 33614 

United States of America 

Bushan, Naga Arthritis and Osteoporosis Associates 

5220 80th St 

LUBBOCK, TX 79424 

United States of America 

Carrio, Judith Centro de Enfermedades del Higado y Aparato Digestivo 

Laprida 970 - Rosario 

SANTA FE, 2000 

Argentina 

Cauceglia Melazzi, Ana CCBR Brasil – Centro de Pesquisas e Analises Clínicas Ltd 

Rua Mena Barreto, nº33, Botafogo 

RIO DE JANEIRO, RJ 22271-100 

Brazil 
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Investigator Name Site Name/Post Office Address 

Celis, Juan Quantum Research Stgo 

Off. 505, 5th Floor 

General del canto 105 

SANTIAGO, 7500588 

Chile 

Chalem Choueka, Monique Fundacion Instituto de Reumatologia Fernando Chalem 

Calle 73 # 20A-27 

BOGOTA-CUNDINAMARCA, 111211 

Colombia 

Cheng, Tien-Tsai Linkou Chang Gung Memorial Hospital 

No.123, DAPI Rd. Niaosong District 

Kaohsiung City 833  

Taiwan 

Cheung, Tsang Tommy Queen Mary Hospital 

Clinical Trials Center 

8/F Clinical Pathology Building 

102 PokFuLam Rd 

POKFULAM, HONG KONG,  

Hong Kong 

Ching, Daniel Timaru Medical Specialists 

28 Carlisle Pl 

TIMARU, 7910 

New Zealand 

Chistyakov, Valeriy Novaya Clinica 

Building 19, Block 2 

295 Strelkovoj Divizzii St 

PJATIGORSK, 357519 

Russian Federation 

Churchill, Melvin Physician Research Collaboration 

Suite 120 

3901 Pine Lake Rd 

LINCOLN, NE 68516 

United States of America 

Ciernik, Silvia Reumatologicka ambulancia 

ALBAMED s.r.o Andreja Hlinku 64 

ZVOLEN, 960 01 

Slovakia 
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Investigator Name Site Name/Post Office Address 

Combe, Bernard Centre Hospitalier Régional Universitaire de Montpellier 

Service d'Immuno-Rhumatologie - Pole Os et articulations 

371 Ave du Doyen Gaston Giraud 

MONTPELLIER, 34295 Cedex 5 

France 

Correa, Maria de los Angeles Consultorios Reumatológicos Pampa 

1A 

La pampa 1548 

CABA, CP1428 

Argentina 

Cortes-Maisonet, Gregorio GCM Medical Group 

1826 Fernandez Juncos Ave 

SAN JUAN, 00909-3004 

Puerto Rico 

Costa, Jose Unidade Local de Saúde do Alto Minho - Hospital Conde de Ber 

Servico Farmaceuticos 

Largo Conde de Bertiandos 

PONTE DE LIMA, 4990-041 

Portugal 

Covarrubias-Cobos, Jose Unidad Reumatologica Las Americas; S.C.P. 

Calle 56 numero 344 

depto 29, entre C/ 35 y Av. Perez Ponce Colonia Centro, Merida 

YUCATAN, 97000 

Mexico 

D'Souza, Beryl Hospital Tuanku Jaafar 

Klinik Perubatan 

Jalan Rasah, Negeri Sembilan 

SEREMBAN, 70300 

Malaysia 

Damjanov, Nemanja Clinical Center of Serbia 

Institute of Rheumatology 

69 Resavska 

BELGRADE, 11000 

Serbia 
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Investigator Name Site Name/Post Office Address 

Dayal, Nimesh Advanced Clinical Research of Orlando 

1550 Citrus Medical Court  

Ocoee, FL 34761 

United States of America 

DeJesus, Alex Private Practice - Dr. Alex De Jesus 

Suite 135 

7959 Fredricksburg Rd 

SAN ANTONIO, TX 78229 

United States of America 

Dhar, Rajat Kiran Atlantic Coast Rheumatology 

442 D Commons Way 

TOMS RIVER, NJ 08755 

United States of America 

Dore, Robin Private Practice - Dr. Robin Dore 

Suite 201 

12791 Newport Ave 

TUSTIN, CA 92780 

United States of America 

Drescher, Edit Vital Medical Center 

Jozsef Attila utca 17. 

VESZPREM, 8200 

Hungary 

du Plooy, Maria Wits Donald Gordon Medical Centre 

CMJAH Clinical Trial Site 

Area 477, Green Block, Level 7, C. Maxeke Academic Hosp. 

Jubilee Rd Parktown 

JOHANNESBURG, GT 2193 

South Africa 

Dubinsky, Diana Fundación Sanatorio Guemes 

Research Department 4th Floor 

Ciudad Autonoma de 

Francisco Acuna de Figueroa 1228 

BUENOS AIRES, C1180AAX 

Argentina 
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Investigator Name Site Name/Post Office Address 

Dudek, Anna Centrum Medyczne AMED 

ul. Gen. J. Zajaczka 9B/U1 

WARSAW, 01-518 

Poland 

Durez, Patrick Cliniques Universitaires Saint-Luc 

Oncology 

Ave Hippocrate 10 

BRUSSELS, 1200 

Belgium 

Dvorak, Zdenek Arthromed 

Revmatologicka ambulance 

Rokycanova 2798 

PARDUBICE, 530 02 

Czechia 

Edwards, William Low Country Rheumatology 

2860 Tricom St 

CHARLESTON, SC 29406 

United States of America 

Elkayam, Ori The Tel Aviv Sourasky Medical Center 

6 Weizmann St 

TEL AVIV, 6423906 

Israel 

Ellis, Graham Helderberg Clinical Trials Centre 

7G and H Arun Place 

Sir Lowrys Pass Rd 

SOMERSET WEST, WC 7130 

South Africa 

Enriquez-Sosa, Favio Edmundo Clinstile 

Colima No.406, Col. Roma Norte 

CIUDAD DE MEXICO, C.P. 06700 

Mexico 

Everding, Andrea MVZ Rheuma 

MVZ fur Rheumatologie u. Autoimmunmedizin Hamburg GmbH 
4.OG 

Monckebergstr. 27 

HAMBURG, 20095 

Germany 
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Investigator Name Site Name/Post Office Address 

Fazekas, Katalin Clinical Research Units Hungary - CRU 

Csabai kapu 42. 

MISKOLC, 3529 

Hungary 

Fernandez, Benidecto Private Practice - Dr. Eloy Roman 

Suite 300 

5801 NW 151 St 

MIAMI LAKES, FL 33014 

United States of America 

Fleischmann, Roy Metroplex Clinical Research Center 

Suite 810 

8144 Walnut Hill Lane 

DALLAS, TX 75231 

United States of America 

Flint, Kathleen Columbia Arthritis Center 

1711 Saint Julian Pl 

COLUMBIA, SC 29204 

United States of America 

Flores Alvarado, Diana Elsa Hospital Universitario Dr. Jose Eleuterio Gonzalez 

Universidad Autonoma de Nuevo Leon, Rheumatology 
Department 

Mitras Centro Monterrey 

Gonzalitos 235 Norte 

NUEVO LEON, 64020 

Mexico 

Fracassi, Elena A.O.U.I di Verona Policlinico G.B. Rossi 

U.O.C di Reumatologia 

Piazzale L.A Scuro 10 

VERONA, 37134 

Italy 

Freeman, Pamela Rheumatology Associates of Central Florida 

Suite 30 

3160 Southgate Commerce Blvd 

ORLANDO, FL 32806 

United States of America 
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Investigator Name Site Name/Post Office Address 

Freire Gonzalez, Mercedes Complexo Hospitalario Universitario da Coruña - Hospital Un 

Servicio de Reumatologia 

6a planta 

Xubias de Arriba 84 

A CORUNA, 15006 

Spain 

Gaal, Janos Kenezy Gyula Korhaz es Rendelointezet Klinikai Farmakologiai 

Reumatological Osztaly 

Bartok Belu u. 2-26 

DEBRECEN, 4031 

Hungary 

Galatikova, Dagmar Revmatologicka ambulance 

Zahradni 979/16 

BRUNTAL, 79201 

Czechia 

Garcia Garcia, Conrado Hospital de Jesús Nazareno 

Unidad de Investigacion de las Enfermedades Reumaticas S.A. de 
C.V., Av. 20 de Noviembre N° 82, Piso 4, Col. Centro, 
Delegacion Cuauhtemoc, C.P. 06090, Mexico D.F.  

Garcia Meijide, Juan Clínica Gaias - Santiago 

Servicio de Reumatologia 

Rua do Pintor Xaime Quesada, 2-4 

SANTIAGO DE COMPOSTELA, 15702 

Spain 

Garcia, Jose Precision Research Organization 

14390 Commerce Way 

MIAMI LAKES, FL 33016 

United States of America 

Garmish, Olena SI ""National Scientific Centre"" Institute of Cardiology 

The M.D. Strazhesko Istitute of Cardilogy National Academy of 
Medical Sciences of Ukraine 

Department of Noncoronary Myocardium Diseases and 
Rheumatology 

5 Narodnoho Opolchennya St. 

KYIV, 03680 

Ukraine 
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Investigator Name Site Name/Post Office Address 

Gaylis, Norman Arthritis & Rheumatic Disease Specialties 

Suite 200 

21097 NE 27th Court 

AVENTURA, FL 33180 

United States of America 

Geneva-Popova, Mariela MHAT ""Trimontium"" 

Department of Internal Diseases 

Tzar Boris III, Obedinitel Blvd. 126 

PLOVDIV, 4003 

Bulgaria 

Gharib, Suzanne West Virginia Heart and Vascular Institute 

Suite 100 

4610 Kanawha Ave SW 

SOUTH CHARLESTON, WV 25309 

United States of America 

Glogowska-Szelag, Joanna Silmedic 

Poland 

ul.Sikorskiego 30 lok 70 

40-282 Katowice  

Gnylorybov, Andriy Rheumatology Clinic modern Revmotsentr 

Department of Clinical Research 5, Spaska Str. 

KIEV, 04070 

Ukraine 

Goecke, Analisse Prosalud 

Gatica y Cia Ltda 

Oficina 21 

Hernando de Aguirre 194, Providencia, 

SANTIAGO, 7500000 

Chile 

Gonzalez-Paoli, Julio St. Anthony's Hospital 

Suite 207 

1201 5th Ave North 

ST. PETERSBURG, FL 33705 

United States of America 
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Investigator Name Site Name/Post Office Address 

Goodman, Leslie Diagnostic Group 

Diagnostic Group Integrated Health Systems, PLLC 

3282 College St 

BEAUMONT, TX 77701 

United States of America 

Gordillo, Jorge Investigaciones Medicas SSMSO 

Av Concha y Toro 3459, Puente Alto 

SANTIAGO, 8207257 

Chile 

Gornisiewicz, Marcin Rheumatology Consultants 

Suite 200, Colony Park 

4707 Papermill Dr 

KNOXVILLE, TN 37909-1907 

United States of America 

Greenwald, Maria Advances in Medicine and Desert Medical Advances 

Suite A-6 

72855 Fred Waring Dr 

PALM DESERT, CA 92260 

United States of America 

Grunina, Elena Nizhny Novgorod City Clinical Hospital Number 5 

Nesterov St 34 

NIZHNIJ NOVGOROD, 603005 

Russian Federation 

Gupta, Ramesh Private Practice - Dr. Ramesh C. Gupta I 

Suite 409 

6005 Park Ave 

MEMPHIS, TN 38119 

United States of America 

Hall, Stephen Emeritus Research 

291 Wattletree Rd 

MALVERN EAST, VIC 3145 

Australia 

Halter, Dale Houston Institute for Clinical Research 

Suite 720 

7777 Southwest Fwy 

HOUSTON, TX 77074 

United States of America 
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Investigator Name Site Name/Post Office Address 

Hauptvoglova, Marianna Reumatologická ambulancia Reum 

Reumatologicka ambulancia, Reum hapi s r.o. 

Piestanska 24 

NOVE MESTO NAD VAHOM, 915 01 

Slovakia 

Herron Box, Emily DJL Clinical Research 

Suite 110 

10502 Park Rd, 

CHARLOTTE, NC 28210 

United States of America 

Heuer, Marvin Heuer M.D. Research 

Suite 104 

6001 Vineland Rd 

ORLANDO, FL 32819 

United States of America 

Hofman, Julio Centro de Osteopatías Médicas y Litíasis Renal (COMLIT) 

1860 

Azcuenaga 

BUENOS AIRES, 1128 

Argentina 

Hollander, Adrienne South Jersey Radiology Associates 

Suite 101 

2309 Evesham Road 

VOORHEES, NJ 08043 

United States of America 

Hsu, Ping-Ning National Taiwan University Hospital 

No. 7, Chung San South Rd 

TAIPEI CITY, 10002 

Taiwan 

Huff, John Arthritis & Osteoporosis Center of South Texas 

Suite 105 

14615 San Pedro Ave 

SAN ANTONIO, TX 78232 

United States of America 
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Investigator Name Site Name/Post Office Address 

Husarova, Viola REUMEX 

Reumatologicka ambulancia 

Zeleznicna 686/23 

RIMAVSKA SOBOTA, 979 01 

Slovakia 

Huynh, Doquyen Allergy and Rheumatology Medical Clinic 

Suite 420 

9850 Genesee Ave 

LA JOLLA, CA 92037 

United States of America 

Ibanez Zurlo, Leticia Cordis 

Espana 1067 

SALTA, CP4400 

Argentina 

Ilic, Tatjana Clinical Center Vojvodina 

Hajduk Veljkova 1 

NOVI SAD, 21000 

Serbia 

Ionescu, Ruxandra Spitalul Clinic Sfânta Maria 

Clinical de Medician Interna si Reumatologie  

Sector 1 

Bd. Ion Mihalache, No. 37 - 39 

Bucuresti, 011172 

Romania 

Irfan, Muhammad DM Clinical Research 

Suite 190 

13406 Medical Complex Dr 

TOMBALL, TX 77375 

United States of America 

Ivanova, Rayfa Semey State Medical University 

1 Sechenov Street 

SEMEY, 071400 

Kazakhstan 

Janer, Edgard Clinical Research of West Florida 

5115 North Armenia Ave 

TAMPA, FL 33603 

United States of America 
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Investigator Name Site Name/Post Office Address 

Jaraczewska-Baumann, Maria Poland 

Synexus Polska  

Oddzial w Poznaniu 

Ul. Glogowska 31/33 

Poznan, 60-702 

Jedrychowicz-Rosiak, Krystyna Mazowieckie Centrum Badan Klinicznych 

Zaklad Diagnostyki Obrazowej 

ul. Daleka 11 32 

GRODZISK MAZOWIECKI, 05-825 

Poland 

Jeka, Slawomir NZOZ Nasz Lekarz 

ul. Szczytna 20 

TORUN, 87-100 

Poland 

Jimenez Calabresse, Renato Centro De Investigaciones Clinicas V Region: CINVEC 

oficinas 503 & 602, 

AVDA Libertad 798, 

VINA DEL MAR, ZC:2520997 

Chile 

Jovic, Darko Klinicki centar Banja Luka 

University Clinical Centre of the Republic of Srpska 

Dvanaest beba bb 

BANJA LUKA, 78000 

Bosnia and Herzegovina 

Kadisa, Anda Riga East Clinical University Hospital 

Clinic of Internal Diseases 

Hipokrata St 2 

RIGA, LV-1038 

Latvia 

Kaine, Jeffrey Lovelace Scientific Resources 

Suite C 

411 Commercial Court 

VENICE, FL 34292 

United States of America 
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Investigator Name Site Name/Post Office Address 

Kakehasi, Adriana Hospital das Clínicas da Universidade Federal de Minas Gera 

2 Andar, Ala Leste, Sala 216 -Bairro Santa Efigenia 

Av. Professor Alfredo Balena, 110 

BELO HORIZONTE, MG 30130-100 

Brazil 

Kamalova, Rimma Republican clinical hospital named GG Kuvatova 

132, Dostoevskogo str. 

UFA, 450005 

Russian Federation 

Kang, Young Mo Kyungpook National University Hospital 

130 Dongduk-ro Jung-gu 

DAEGU, 41944  

South Korea 

Kapil, Sanjiv Omega Research Consultants 

609 North Charles Richard Beall Blvd 

DEBARY, FL 32713 

United States of America 

Keiserman, Mauro LMK Servicos Medicos 

Av. Carlos Gomes, 328 - conj. 1008-Bela Vista 

PORTO ALEGRE, RS 90480-003 

Brazil 

Kivitz, Alan Altoona Center for Clinical Research 

175 Meadowbrook Lane 

DUNCANSVILLE, PA 16635 

United States of America 

Kolasa, Renata Medica Pro Familia S.A. Oddzial w Krakowie 

Pradnicka 12 lok. 502 

30-002 Krakow 

Poland  

Kotha, Roshan Private Practice - Dr. Purushotham Kotha 

Research Department 

Suite 400 

8860 Center Dr 

LA MESA, CA 91942 

United States of America 
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Investigator Name Site Name/Post Office Address 

Kranicz, Agota Hévízgyógyfürdo és Szent András Reumakórház 

Reumatologia 

Dr. Schulhof Vilmos setany 1 

HEVIZ, 8380 

Hungary 

Krivoruchko, Natalya JSC National Scientific Medical Research Center 

42 Abylai Khan Ave 

ASTANA, 010009 

Kazakhstan 

Kull, Mart Medita kliinik 

Teguri 37b 

TARTU, 50107 

Estonia 

Kumar, Ramesh Ocean Rheumatology 

Ste 300 

413 Lakehurst Rd 

TOMS RIVER, NJ 08755 

United States of America 

Kuo, Chang-Fu Linkou Chang Gung Memorial Hospital 

No. 5, Fuxing St, Guishan Township 

TAOYUAN CITY, 333 

Taiwan 

Ladicka, Eva Leram 

Reumatologicka ambulancia  
Bernolakova 2476/34 

TOPOLCANY, 95501 

Slovakia 

Lai, Chien-Chih Taipei Veterans General Hospital 

No. 201, Sec. 2, Shipai Rd, Beitou District 

TAIPEI CITY, 11217 

Taiwan 

Lan, Joung-Liang China Medical University 

No. 2, Yude Rd, North District 

TAICHUNG CITY, 40447 

Taiwan 
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Investigator Name Site Name/Post Office Address 

Lawson, Jeffrey Innovative Clinical Research, LLC  

Suite 400 

3 St. Francis Dr 

GREENVILLE, SC 29601 

United States of America 

Lazaro, Maria Instituto de Asistencia Reumatologica Integral 

AVDA Del Libertador 1265, San Fernando 

BUENOS AIRES, CP1646 

Argentina 

Lee, Chang Keun Asan Medical Center 

Gastroenterology 

88 Olympic-ro 43-gil, Songpa-gu 

SEOUL, 05505 

South Korea 

Lee, Shin-Seok Chonnam National University Hwasun Hospital 

42 Jebong-ro, Dong-gu 

GWANGJU, 61469 

South Korea Republic of Korea  

Leon, Marc C.H.U. Ambroise Paré 

Rheumatology 
Blvd Kennedy 2 

MONS, 7000 

Belgium 

Levin, Robert Clinical Research of West Florida - Phase I Unit 

2147 Northeast Coachman Rd 

CLEARWATER, FL 33765 

United States of America 

Lidman, Roger Center for Arthritis and Rheumatic Diseases 

Suite A 

816 Greenbrier Cir 

CHESAPEAKE, VA 23320 

United States of America 

Mabaquiao, Arthur TriWest Research Associates 

Suite 201 

300 South Pierce St 

EL CAJON, CA 92020 

United States of America 
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Investigator Name Site Name/Post Office Address 

Majjhoo, Amar Shores Rheumatology P.C. 

29200 Harper Ave 

St. Clair Shores, MI 48081 

United States of America 

Malaise, Michel Centre Hospitalier Universitaire de Liege 

Domaine Universitaire de Sart Tilman B35 

Ave de l'Hopital 1 

LIEGE, 4000 

Belgium 

Maldonado Lopez, Maria Riesgo de Fractura Cayre IPS 

Carrera 12 # 98-38 

Bogota-Cundinamarca-Colombia, Postal Code 110221 

Manka, Viliam MEDMAN, s r.o., Reumatologicka ambulancia 

Thurzova 437/15 

MARTIN, 03601 

Slovakia 

Mannucci Walter, Pablo APRILLUS Asistencia e Investigacion Clinica 

Av. Corrientes 2554 

BUENOS AIRES, 1046 

Argentina 

Marinova, Natalia Diagnostic Consultative Centre "Focus 5 - LZIP"" 

15 Hristo Stanchev Str. 

SOFIA, 1463 

Bulgaria 

Marinovic, Ivanka Klinicki bolnicki centar Split - Križine 

Soltanska 1 

SPLIT, 21000 

Croatia 

Markovits, Doron Rambam Medical Center 

Rheumatology Department 

POB 9602 

6 Ha'aliya Ha'shniya St 

HAIFA, 3525408 

Israel 
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Investigator Name Site Name/Post Office Address 

Mazurek, Marcin NZOZ Reumed Lublin 

Zespol Poradni Specjalistycznych 

ul. Konrada Wallenroda 2F/4 

LUBLIN, 20-607 

Poland 

Mazurov, Vadim North-Western State Medical University n.a. I.I. Mechnikov  

41, Kirochnaya St 

ST. PETERSBURG, 191015 

Russian Federation 

McCarthy, Timothy Manitoba Clinic Medical Corporation 

790 Sherbrook St 

WINNIPEG, MB R3A 1M3 

Canada 

Megyaszai, Marta Revita Reumatológiai Rendelo 

Margit krt. 50-52. fsz. 9 

BUDAPEST, 1027 

Hungary 

Mehta, Chandrakant Private Practice - Dr. Chandrakant V. Mehta 

Suite 101 F 

949 Calhoun Pl 

HEMET, CA 92543 

United States of America 

Mekic, Mevludin Clinical Center University of Sarajevo 

Bolnicka 25 

SARAJEVO, 71000 

Bosnia and Herzegovina 

Mihailova, Anna ORTO klinika 

Bukultu St. 1a 

RIGA, LV-1005 

Latvia 

Miranda, Luis Instuto Portugues de Reumatologia 

Rua da Beneficencia, 7 

LISBON, 1050-034 

Portugal 
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Investigator Name Site Name/Post Office Address 

Miranda-Limon, Juan RM Pharma Specialists 

Amores 734 Colonia Del Valle 

MEXICO, D.F., 03100 

Mexico 

Mohan, Monika Advanced Rheumatology 

Suite 115 

4202 Collins Rd 

LANSING, MI 48910 

United States of America 

Mok, Chi Chiu Tuen Mun Hospital 

Pharmacy 

Ground Floor, Main Block 

23 Tsing Chung Koon Rd, New Territories 

TUEN MUN, 999077 

Hong Kong 

Molina Restrepo, Jose Reumalab: Centro Integral de Reumatología 

Reumalab S.A.S 

Consultorio 901 

Carrera 48 #19A-40 

MEDELLIN - ANTIOAQUIA, 05001000 

Colombia 

Morovic Vergles, Jadranka Klinicka bolnica Dubrava 

Odjel za klinicku imunologiju i reumatologiju 

6. kat 

Avenija Gojka Suska 6 

ZAGREB, 10000 

Croatia 

Mosesova, Nino Korolev Family Outpatient Clinic Number 4 

33, Stantsionnaya str., Moscow Region 

KOROLEV, TA 109044 

Russian Federation 

Myasoedova, Svetlana City Clinical Hospital No.4 

8, Shoshina str. 

IVANOVO, 153005 

Russian Federation 
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Investigator Name Site Name/Post Office Address 

Mysler, Eduardo Organización Médica de Investigación (OMI) 

Uruguay 725, PB 

BUENOS AIRES, C1015ABO 

Argentina 

Nadashkevich, Oleg Lviv City Clinical Hospital #4 

Rheumatology Department 

3 Sventsitskoho Str. 

LVIV, 79011 

Ukraine 

Nami, Alireza Joint and Muscle Medical Care 

332 Lillington Ave 

CHARLOTTE, NC 28204 

United States of America 

Nayiager, Savithree Netcare St Augustine's Hospital 

Chelmsford Medical Centre 2 

Suite 22 

107 Chelmsford Rd 

DURBAN, NL 4001 

South Africa 

KwaZulu-Natal  

Neal, Nathaniel Valerius Medical Group and Research Center of Greater Long B 

Suite 104 

10861 Cherry St 

LOS ALAMITOS, CA 90720 

United States of America 

Neiman, Abigail Pioneer Research Solutions 

10700 Stancliff Rd 

HOUSTON, TX 77099 

United States of America 

Novak, Srdjan Klinicki Bolnicki Centar Rijeka 

Kresimirova 42, 

RIJEKA, 51000 

Croatia 
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Novosad, Libor L.K.N. Arthrocentrum, s.r.o 

Revmatologie 

L.K.N. Arthrocentrum, s.r.o 

Na Valech 1/184 148/1 

HLUCIN, 748 01 

Czechia 

Nowak, Nonna ClinicMed 

Stoleczna Str. 7/200 

BIALYSTOK, 15-879 

Poland 

Osokina, Natalia Perm Clinical Center of FMBA  

22, Kalinina str. 

PERM 614109  

Russian Federation 

Ostojic, Predrag Clinical Center of Serbia 

Institute of Rheumatology 

69 Resavska 

BELGRADE, 11000 

Serbia 

Pacheco-Tena, Cesar Francisco Investigacion y Biomedicina de Chihuahua S.C. 

Calle. 16 No. 1613, Col. Centro 

CHIHUAHUA, Chih C.P. 31000 

Mexico 

Park, Sung Hwan The Catholic University of Korea; Seoul St. Marys Hospital 

222, Banpo-daero, Seocho-gu 

SEOUL, 06591 

South Korea 

Park, Won The Catholic University of Korea; Seoul St. Marys Hospital 

222, Banpo-daero, Seocho-gu 

SEOUL, 06591 

South Korea 

Parsik, Eevi North Estonia Medical Centre Foundation 

Hospital Pharmacy 

Sutiste str 19 

TALLINN, 13419 

Estonia 
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Pavelka, Karel Revmatologický ústav Praha 

Na Slupi 4 

PRAGUE 2, 128 50 

Czechia 

Pavlova, Dace LTD M&M Centrs  

Gaujas St 11-6 

ADAZI, LV-2164 

Latvia 

Peric, Porin Medicinski Centar Kuna & Peric 

Crvenog kriza 35 

ZAGREB, 10000 

Croatia 

Perruquet, James CCHC New Bern Internal Medicine Specialists 

702 Newman Rd 

NEW BERN, NC 28562 

United States of America 

Petrikova, Alena CTCenter MaVe, s.r.o. 

Na Sibeniku 914/1 

Olomouc, 779 00 

Czechia 

Pinto, Patricia Centro Hospitalar de Vila Nova de Gaia/Espinho - Unidade I 

Servicos Farmaceuticos 

Rua Conceicao Fernandes, s/n 

VILA NOVA DE GAIA, 4434-502 

Portugal 

Platonov, Dmitry GBUZ Regional Hospital 

105, Peterburgskoye shosse 

TVER, 170036 

Russian Federation 

Ponce, Lucia Centro Medico de Reumatologia Limitada 

Portales 516; holandesa 0460 depto 1106 

TEMUCO, 4790928 

Chile 
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Porter, David Porter Rheumatology 

The Collingwood Center 

Level 1 

105 Collingwood St 

NELSON, 7010 

New Zealand 

Potts, Jennifer Netcare Greenacres Hospital 

Suite 224 

Rochelle Rd, Greenacres 

PORT ELIZABETH, EC 6045 

South Africa 

Povzun, Anton Saint Petersburg Research Institute Ambulance them. II Dzhan 

3A Budapeshtskaya Str. 

ST. PETERSBURG, 192242 

Russian Federation 

Pretorius, Maria Tiervlei Trial Center 

Karl Bremmer Hospital 

Basement Floor 
c/o Mike Pienaar Blvd & Frans Conradie Ave 

BELLVILLE, WC 7530 

South Africa 

Quagliato, Norberto Instituto Centralizado de Asistencia e Investigación Clíni 

Mendoza 2612 

ROSARIO, SANTA FE, 2000 

Argentina 

Quinteros, Ana Centro Integral de Reumatologia 

S.R.L 

3rd Floor 

Santiago del Estero 60 

SAN MIGUEL DE TUCUMAN, 4000 

Argentina 

Racek, Vlastimil Revmaclinic 

Poliklinika Zahradnikova 

Zahradnikova 2/8 

BRNO, 611 41 

Czechia 
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Investigator Name Site Name/Post Office Address 

Racewicz, Artur Osteo-Medic Bialystok 

ul. Wiejska 81 

BIALYSTOK, 15-351 

Poland 

Radominski, Sebastiao Centro de Estudos em Terapias Inovadoras 

Av. Agostinho Leao Junior, 306 Alto da Gloria 

CURITIBA, PR 80030-110 

Brazil 

Radunovic, Goran Clinical Center of Serbia 

Institute of Rheumatology 

69 Resavska 

BELGRADE, 11000 

Serbia 

Rahman, Proton St. Clare's Mercy Hospital 

Rheumatology, Eastern Health Authority 

SM126 

154 LeMarchant Rd 

ST. JOHN'S, NL A1C 5B8 

Canada 

Rajalingam, Shamala Hospital Putrajaya 

Department of Medicine 

Precint 7, Wilayah Persekutuan Putrajaya 

PUTRAJAYA, 62250 

Malaysia 

Raoof, Tooraj Private Practice - Dr. Tooraj Raoof 

#340/380 

16133 Ventura Blvd. 

ENCINO, CA 91436 

United States of America 

Rashkov, Rasho UMHAT 'Sveti Ivan Rilsky' 

Clinic of Rheumatology 

13, Urvich St 

SOFIA, 1612 

Bulgaria 
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Investigator Name Site Name/Post Office Address 

Reddy, Riteesha Arthritis Care and Diagnostic Center 

Suite 340 

8440 Walnut Hill Lane 

DALLAS, TX 75231 

United States of America 

Rehman, Qaiser Rheumatology Clinic of Houston 

Suite 240 

11307 FM 1960 West 

HOUSTON, TX 77065 

United States of America 

Rekalov, Dmytro Zaporizhzhia Oblast Clinic Hospital 

Rheumatology Department 

Municipal Institution "Zaporizhzhia Regional Clinical Hospital of 
Zaporizhzhia regional Council" 

10, Orikhivske Shose Str. 

ZAPORIZHZHIA, 69600 

Ukraine 

Rell-Bakalarska, Maria Rheuma Medicus ZakLad Opieki Zdrowotnej 

UL. Pruszkowska 6 

02-118 Warszawa  

Poland 

Rivera, Tania Rheumatology Center of San Diego 

STE 114 

215 S. Hickory St. 

ESCONDIDO, CA 92025 

United States of America 

Rojek-Margas, Bozena Malopolskie Centrum Kliniczne  

ul. Balicka 12a/5b 

Krakow, 31-007 

Poland 

Rojkovich, Bernadette Budai Irgalmasrendi Kórház 

Betegapolo Irgalmas Rend Reumatologiai Osztaly 

Arpad fejedelem utja 7. 

BUDAPEST, 1023 

Hungary 
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Rosman, Azmillah Clinical Research Centre 

Hospital Selayang 

Department of Medicine Level 4, Specialist Office, 

Lebuhraya Selayang-Kepong, Selangor Darul Ehsan 

BATU CAVES, 68100 

Malaysia 

Rybar, Ivan Slovak research center Team Member Thermium s r.o. 

Reumatologicka ambulancia 

Emila Bellusa 6 

PIESTANY, 921 01 

Slovakia 

Saaibi, Diego Inicio Medicity S.A.S 

Carrera 34 No. 46-50 

BUCARAMANGA-SANTANDER, 680003 

Colombia 

Saipov, Mamyrzhan Shymkent Regional Clinical Hospital 

Healthcare department of South-Kazakhstan region 4, Maily 
Kozha 

SHYMKENT, 160011 

Kazakhstan 

Salih, Abdelrazig Warrington Hospital 

Lovely Lane 

WARRINGTON, WA5 1QG 

United Kingdom 

Sapundzhiev, Lyubomir Multiprofile Hospital for Active Treatment Plovdiv 

Department of Rheumatology 

1A Perusthitza Str. 

PLOVDIV, 4002 

Bulgaria 

Sarzi Puttini, Piercarlo Ospedale Luigi Sacco 

U.O. Di Reumatologia 
Padiglione 16 Ambulatori 
Via G.B. Grassi, 74 

MILAN, 20157 

Italy 
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Investigator Name Site Name/Post Office Address 

Saulite-Kandevica, Daina Private Practice - Dr. Daina Saulite-Kandevica 

Cardiology and Rheumatology  

Aldaru Str. 20/24 

LIEPAJA, LV-3401 

Latvia 

Savio, Veronica Consultora Integral de Salud 

Viamonte 544, Barrio General Paz 

CORDOBA, CP5004 

Argentina 

Schechtman, Joy Sun Valley Arthritis Center 

6818 West Thunderbird Rd 

PEORIA, AZ 85381 

United States of America 

Sedlackova, Marie Thomayerova nemocnice 

Revmatologicke oddeleni 

Vldenska 800 

PRAHA 4, 140 59 

Czechia 

Selmi, Carlo Istituto Clinico Humanitas 

U.O. Reumatologia e Immunologia Clinica 

Via Alessandro Manzoni 56 

ROZZANO, 20089 (MI) 

Italy 

Sfikakis, Petros Laiko General Hospital of Athens 

Rheumatology Laboratory, A Propaedeutic Medicine 
Department, University of Athens 

(Delivery Building No 16 Basement) 

17 Agiou Thoma St 

ATHENS, 11527 

Greece 

Sharma, Marigene Rio Grande Family Medicine 

Suite A6 

711 Encino Pl North East 

ALBUQUERQUE, NM 87012 

United States of America 
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Investigator Name Site Name/Post Office Address 

Shim, Seung Cheol Chungnam National University Hospital 

282 Munhwa-ro, Jung-gu 

DAEJEON, 35015 

South Korea 

Shmidt, Evgeniya Moscow City Clinical Hospital Number 1 

8, Leninskiy Ave 

MOSCOW, 119049 

Russian Federation 

Shostak, Nadezhda Pirogov Russian National Research Medical University 

Ulitsa Ostrovityanova 1 

MOSCOW, 117997 

Russian Federation 

Simkova, Gabriela Ambulance revmatologie a interniho lekarstvi 

Unhostska 2533 

KLADNO, 272 01 

Czechia 

Singhal, Atul Southwest Rheumatology 

1600 Republic Pkwy 

Suite 200 

MESQUITE, TX 75150 

United States of America 

Snow, David Cape Fear Arthritis Care 

Suite 1B 
1003 Olde Waterford Way 

LELAND, NC 28451 

United States of America 

Snyder, Arthur Arthritis and Osteoporosis Associates of New Mexico 

1255 Hillrise Cir 

LAS CRUCES, NM 88011 

United States of America 

Soloman, Nehad Arizona Arthritis & Rheumatology Associates 

Suite 375 

10503 W. Thunderbird Blvd 

SUN CITY, AZ 85351 

United States of America 
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Investigator Name Site Name/Post Office Address 

Song, Yeong Wook Seoul National University Hospital 

101 Daehak-Ro, Jongno-gu 

SEOUL, 03080 

South Korea 

Sotnikova, Tatiana Moscow City Clinical Hospital S.P. Botkin 

n.a. S.P. Botkina 5, 2nd Botkinskiy proezd 

MOSCOW, 125284 

Russian Federation 

Soto, Lilian Clinica Dermacross 

Manquehue Norte 2051 C 

VITACURA, 7640881 

Chile 

Spargo, Catherine Arthritis Clinical Research Trials 

Room 201, 2nd floor 

The Park, Park Rd 

PINELANDS, WC 7405 

South Africa 

Cape Town  

Stanislavchuk, Mykola Vinnytsia Yushchenko Regional Psychoneurological Hospital 

Vinnytsia Regional Clinical Hospital n.a. M.I. Pyrogov 

Rheumatology Dept Chair of Internal Medicine #1 

46 Pyrogova Str. 

VINNYTSIA, 21018 

Ukraine 

Stejfova, Zuzana Nuselska Poliklinika 

Nuselska lekarna 

Remedis, s.r.o 

Taborska 57 

PRAGUE 4, 140 00 

Czechia 

Su, Tien-I Medvin Clinical Research 

12456 Washington Blvd. 

WHITTIER, CA 90602 

United States of America 
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Sutej, Paul Arthritis & Rheumatology of Georgia 

Suite 220 

980 Jonhson Ferry Rd NE 

ATLANTA, GA 30342 

United States of America 

Swarup, Areena Arizona Arthritis & Rheumatology Associates 

Suite 202 

1500 S. Dobson Rd 

MESA, AZ 85202 

United States of America 

Swierkot, Jerzy WroMedica | Centrum Zdrowia – Wroclaw 

ul. Adama Mickiewicza 91 

WROCLAW, 51-685 

Poland 

Szombati, Istvan Qualiclinic 

Dereglye u. 5/b 

BUDAPEST, 1036 

Hungary 

Szudejko, Katarzyna Synexus Polska sp. Z.o.o Oddzail w Gdansku 

44 Ul Beniowskiego 23 

80-382 Gdansk 

Poland 

Tamas, Sorina Centrul Medical Ecomed 

Str. Nicolae Jiga Nr. 9, Ap3 

ORADEA, JUDET BIHOR, 410028 

Romania 

Tarr, Gareth Winelands Medical Research Centre 

14A & B Oewer Park 

STELLENBOSCH, WC 7600 

South Africa 

Tatar, Gyongyi Synexus Hungary Clinical Research Centre - Budapest 

Becsi ut 61. 

BUDAPEST, 1036 

Hungary 
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Investigator Name Site Name/Post Office Address 

Teh, Cheng Lay Sarawak General Hospital 

Clinical Research Centre  

Jalan Tun Ahmad Zaidi Adruce 

KUCHING, SARAWAK, 93586 

Malaysia 

Tesser, John Arizona Arthritis & Rheumatology Research, PLLC 

9305 W Thomas Rd,  

Suite 505 

PHOENIX, AZ 85037 

United States of America 

Thakor, Michael Arthritis and Rheumatology Clinic of Northern Colorado 

2121 East Harmony Rd 

FORT COLLINS, CO 80528 

United States of America 

Thomson, Glen Centre for Inflammatory and Arthritic Disease Studies 

Research Co. Ltd. 

1835 Corydon Ave 

WINNIPEG, MB R3N 0K6 

Canada 

Tiabut, Tamara Minsk City Clinical Oncology Dispensary 

64, Nezavisimosti prospect 

MINSK, 220013 

Belarus 

Timanikova, Erika Timmed 

Reumatologicka ambulancia 

Obrancov mieru 3 

STARA LUBOVNA, 064 01 

Slovakia 

Toth, Edit Pest Megyei Flór Ferenc Kórház 

Intezeti Gyogyszetar 

Semmelweis ter 1 

KISTARCSA, 2143 

Hungary 
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Investigator Name Site Name/Post Office Address 

Tsai, Wen-Chan Kaohsiung Medical University 

Chung-Ho Memorial Hospital 

No. 100, Tzyou 1st Rd 

KAOHSIUNG, 807 

Taiwan 

Tsai, Yong International Medical Research 

Suite 110 

1893 N. Clyde Morris Blvd, 

DAYTONA BEACH, FL 32117 

United States of America 

Ugurlu, Serdal Istanbul Üniversitesi Cerrahpasa Tip Fakultesi, lc Hastaliklari 
Anabilim Dali  

Cerrahpasa-Fatih  

ISTANBUL, 34098 

Turkey 

Urbanova, Zuzana Revmatologicka ambulance 

Petra Rezka 1090/3 

140 00 Praha 

Czechia 

Valenzuela Ahumada, Fernando Centro Internacional de Estudios Clinicos 

Of. 410 

Manzano 343 Recoleta 

SANTIAGO, 8420383 

Chile 

Valter, Ivo Center for Clinical and Basic Research AS 

J.Parna 4 

TALLINN, 10128 

Estonia 

Van den Bosch, Filip Universitair Ziekenhuis Gent 

Pharmacy 

De Pintelaan 185 

GHENT, 9000 

Belgium 
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Investigator Name Site Name/Post Office Address 

Van Duuren, Elsa Netcare Jakaranda Hospital 

2nd Floor, Suite 209A 

219 Middelburg St 

PRETORIA, GT  

South Africa 

Varga, Eszter Markusovszky Egyetemi Oktatókórház 

Rheumatologiai Osztaly 

Markusovszky Lajos utca 5. 

SZOMBATHELY, 9700 

Hungary 

Vargas, Juan Quantum Research 

Dr. Otto Bader #810 

PUERTO VARAS, 5550170 

Chile 

Vargova, Vlasta Reumatologicka ambulancia  

SNP 1 

Poliklinika Sabinov 

SABINOV, 083 01 

Slovakia 

Vasylets, Viktoriia Odessa Clinical Hospital No. 9 

Rheumatology Department 
Multifield Medical Centre UNiversity Clinic #1 

9 Pastera Str. 

ODESA, 65026 

Ukraine 

Veldi, Tiina East Tallinn Central Hospital 

Rheumatology 

4 floor 

Parnu Rd 104, Ravi 18 

TALLINN, 11312 

Estonia 

Velez Sanchez, Patricia Centro de Investigacion en Reumatologia y especialidades 
Medicas CIREEM SAS 

Carrera 12 # 97-32 Oficinas 201, 203, 301, 404 

Bogota-Cundinamarca-Colombia, Postal Code 110221 
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Investigator Name Site Name/Post Office Address 

Venalis, Algirdas Vilnius University Hospital Santariskiu Clinic 

Center of Reumatology 
4 floor 
Santariskiu str. 2 

VILNIUS, LT-08661 

Lithuania 

Vinogradova, Irina Ulyanovsk Regional Clinical Hospital 

7, 3-Internatsionala str. 

ULYANOVSK, 432017 

Russian Federation 

Walker, Nancy Clinical Research Center of Reading 

2760 Century Blvd 

WYOMISSING, PA 19610 

United States of America 

Waller, Philip Accurate Clinical Research 

12553 Gulf Fwy 

HOUSTON, TX 77034 

United States of America 

Walter, Jochen Private Practice - Dr. Jochen Walter 

FA fuer Innere Medizin 

Hollesenstr. 27a 

RENDSBURG, 24768 

Germany 

Weaver, Cynthia St. Luke's 

915 East First St 

DULUTH, MN 55805 

United States of America 

Wei, Cheng-Chung Chung Shan Medical University 

Clinical Pharmacy 

No.110, Sec.1, 

Chien-Kuo N. Rd 

TAICHUNG, 402 

Taiwan 
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Investigator Name Site Name/Post Office Address 

Weinstein, Debra Atlantic Clinical Research Collaborative 

Suite 204 

8188 Jog Rd 

BOYNTON BEACH, FL 33472 

United States of America 

Wells, Alvin Rheumatology and Immunotherapy Center 

4225 W. Oakwood Part Court 

FRANKLIN, WI 53132 

United States of America 

White, Douglas Waikato Hospital 

Pembroke St, Hamilton, 

Waikato 3204  

New Zealand 

Wislowska, Malgorzata Centralny Szpital Kliniczny MSWiA w Warszawie 

Klinika Chorob Wewnetrznych i Reumatologii 

Budynek l-l Pietro ul. Woloska 137 

WARSAW, 02-507 

Poland 

Wong, Ernest Queen Alexandra Hospital 

Pharmacy Department 

Level C 

Southwick Hill Rd, Cosham 

COSHAM, HANTS, PO6 3LY 

United Kingdom 

Wu, Chien-Sheng Far Eastern Memorial Hospital 

Sec. 2 

No. 21, Nanya S. Rd, Banqiao Dist. 

NEW TAIPEI CITY, 220 

Taiwan 

Xavier, Ricardo Machado Hospital de Clinicas de Porto Alegre 

Predio 21, Sala 21204, Santana 

Rua Ramiro Barcelos, 2350 

PORTO ALEGRE, RS 90035-903 

Brazil 
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Investigator Name Site Name/Post Office Address 

Ximenes, Antonio Centro Internacional de Pesquisa 

Rua 9B, 129, Setor Oeste 

Goiania, GOIAS, CE 74110-120 

Brazil 

Yakupova, Svetlana Kazan State Medical University 

49, Butlerova str. 

Kazan, 420012 

Russia  

Russian Federation 

Yakushin, Sergey Ryazan State Medical University 

9, Vysokovoltnaya str. 

RYAZAN, 390026 

Russian Federation 

Yoo, Dae Hyun Hanyang University Seoul Hospital 

Clinical trials Pharmacy 

B1F Main Building 

222-1 Wangsimni-ro, Seongdong-gu 

SEOUL, 04763 

South Korea 

Zagar, Karen The Arthritis Specialists 

32615 US Highway 19 North 

Suite 2 

PALM HARBOR, FL 34684 

United States of America 

Zerbini, Cristiano Rua Moreira e Costa, 342 

SAO PAULO, SP 04266-010 

Brazil 

 




