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Synopsis 
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Page:   

(For National Authority 
Use Only) 

Name of Study Drug: 
Upadacitinib 

 

Name of Active Ingredient: 
Upadacitinib 

Title of Study:  A Phase 3, Randomized, Double-Blind Study Comparing Upadacitinib (ABT-494) 
Once Daily Monotherapy to Methotrexate (MTX) Monotherapy in MTX-Naïve Subjects with 
Moderately to Severely Active Rheumatoid Arthritis 

Coordinating Investigator:  Dr. Jacob Aelion, MD 

Study Sites:  236 sites in 43 countries (Argentina, Australia, Belarus, Belgium, Bosnia, Brazil, Bulgaria, 
Canada, Chile, China, Colombia, Croatia, Czech Republic, Estonia, Germany, Guatemala, Hong Kong, 
Hungary, Ireland, Israel, Italy, Japan, Kazakhstan, Latvia, Lithuania, Mexico, New Zealand, Poland, 
Portugal, Puerto Rico, Romania, Russian Federation, Slovakia, Slovenia, South Africa, Spain, 
Switzerland, Taiwan, Tunisia, Turkey, Ukraine, United Kingdom, United States) 

Publications:  None 

Studied Period (Years): 

 First Subject First Visit:  23 February 2016 

 Last Subject Last Visit (Week 24):  15 March 
2018 

Phase of Development:  3 

Objectives:  The study objectives of Period 1 of this study were the following:  (1) To compare the 
safety and efficacy of upadacitinib 7.5 mg QD monotherapy (for subjects in Japan only), 15 mg QD 
monotherapy, and 30 mg QD monotherapy versus weekly MTX monotherapy for the treatment of signs 
and symptoms of RA in MTX-naïve subjects with moderately to severely active RA; (2) To compare the 
efficacy of upadacitinib 15 mg QD monotherapy and upadacitinib 30 mg QD monotherapy versus 
weekly MTX monotherapy for prevention of structural progression in MTX-naïve subjects with 
moderately to severely active RA. 

The study objective of Period 2 is to evaluate the long-term safety, tolerability, and efficacy of 
upadacitinib 7.5 mg QD (for subjects in Japan only), 15 mg QD, and 30 mg QD in subjects with RA who 
have completed Period 1. 

This clinical study report presents results obtained through Week 24 in Period 1.  Results from the 
overall global study population include subjects from Japan, but exclude the upadacitinib 7.5 mg QD 
monotherapy group.  The Japan substudy included all subjects from Japan, including the upadacitinib 
7.5 mg QD monotherapy group. 
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Methodology:  This is a Phase 3 multicenter study that includes 2 periods and a Japan substudy.  
Period 1 is a 48-week randomized, double-blind, parallel-group, active comparator controlled treatment 
period designed to compare the safety and efficacy of upadacitinib 7.5 mg QD monotherapy (for subjects 
in Japan only), 15 mg QD monotherapy, and 30 mg QD monotherapy versus MTX monotherapy in adult 
MTX-naïve subjects with moderately to severely active RA.  Period 1 is also designed to compare the 
efficacy of upadacitinib 15 mg QD monotherapy and 30 mg QD monotherapy versus MTX monotherapy 
for the prevention of structural progression.  Period 2 is a long-term extension (up to 4 years) to evaluate 
the long-term safety, tolerability, and efficacy of upadacitinib (7.5, 15, or 30 mg QD) in subjects with 
RA who have completed Period 1. 

Subjects were to be randomized in a 1:1:1 ratio to treatment Groups 2, 3, and 4 below, except for 
subjects from Japan, who were to be randomized in a 2:1:1:1 ratio to Groups 1, 2, 3, and 4: 

Group 1:  Upadacitinib 7.5 mg QD monotherapy (subjects in Japan only; N = 75) 

Group 2:  Upadacitinib 15 mg QD monotherapy (N = 300; includes 37 subjects from Japan) 

Group 3:  Upadacitinib 30 mg QD monotherapy (N = 300; includes 37 subjects from Japan) 

Group 4:  MTX monotherapy (N = 300; includes 37 subjects from Japan) 

Subjects who completed the Week 48 visit (end of Period 1) were to have entered the long-term 
extension, Period 2 (192 weeks).  Subjects were to have continued study treatment per assignment at the 
end of Period 1 in a blinded fashion. 

Number of Subjects (Planned and Analyzed):  Planned:  975 subjects (675 upadacitinib, 300 MTX); 
Randomized:  1002 subjects (687 upadacitinib, 315 MTX); Analyzed (Full Analysis Set):  1000 subjects 
(686 upadacitinib, 314 MTX) 

Diagnosis and Main Criteria for Inclusion:  Adult male and female subjects who met all the inclusion 
criteria and who did not meet any of the exclusion criteria were eligible for enrollment into the study.  
Subjects enrolled in this study were at least 18 years of age with duration of symptoms consistent with 
RA for ≥ 6 weeks and fulfilled the 2010 American College of Rheumatology (ACR)/European League 
Against Rheumatism (EULAR) classification criteria for RA.  Subjects must have been naïve to MTX 
or, if already on MTX, have received no more than 3 weekly MTX doses with requirement to complete a 
4-week MTX washout before the first dose of study drug.  Subjects with prior exposure to csDMARDs 
other than MTX may have been enrolled if completed the defined washout period or washout should 
have been at least five times the mean terminal elimination half-life of a drug.  Eligible study subjects 
must have had ≥ 6 swollen joints (based on 66 joint counts) and ≥ 6 tender joints (based on 68 joint 
counts) at screening and baseline visits; high sensitivity C-reactive protein (hsCRP) ≥ 5 mg/L (central 
lab, ULN 2.87 mg/L) at screening; and ≥ 1 bone erosion on x-ray (by local reading) or in the absence of 
documented bone erosion, both positive rheumatoid factor (RF) and positive anti-cyclic citrullinated 
peptide (anti-CCP) autoantibodies at screening. 

Subjects were excluded if they were intolerant to MTX; had prior exposure to any JAK inhibitor 
(including but not limited to tofacitinib, baricitinib, and filgotinib) or any bDMARD(s); 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 aminotransferase (AST) > 2 × upper limit of normal (ULN); 
serum alanine aminotransferase (ALT) > 2 × ULN; estimated glomerular filtration rate by simplified 
4 variable Modification of Diet in Renal Disease formula < 40 mL/min/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. 
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Test Product, Dose/Strength/Concentration, Mode of Administration and Lot Number: 

Upadacitinib 7.5 mg extended-release tablets for oral administration (bulk lot number:  15-006685, 
16-001353, 16-004624) 

Upadacitinib 15 mg extended-release tablets for oral administration (bulk lot number:  15-005420, 
15-005423, 15-006833, 15-006834, 16-004204, 16-005428, 16-005429, 17-002018, 1000184791, 
1000229221, 15-006832, 16-001357, 17-000986) 

Upadacitinib 30 mg extended-release tablets for oral administration (bulk lot number:  15-005424, 
15-006954, 16-004206, 16-005602, 16-005603, 17-001119, 1000187240, 1000203907, 15-006955, 
16-001431, 17-001118) 

Duration of Treatment:  Period 1:  48 weeks; Period 2:  Up to 4 years 

Reference Therapy, Dose/Strength/Concentration and Mode of Administration and Lot Number: 

MTX 7.5 mg capsule for oral administration (bulk lot number:  58509.5, 15-004789, 15-005213, 
16-001721, 16-006740, 17-002068, 15-004789, 16-004218) 

MTX 10 mg capsule for oral administration (bulk lot number:  58509.6, 15-005208, 16-001722, 
16-006741, 17-002243, 15-004790, 16-004217) 

Matching placebo for MTX, capsule for oral administration (bulk lot number:  15-005328, 15-005749) 

Matching placebo for upadacitinib, tablet for oral administration (bulk lot number:  15-005362, 
16-003282, 17-002079, 15-006982, 16-001360, 16-003281) 
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Criteria for Evaluation 

Efficacy:  The primary endpoint for US/FDA regulatory purposes was the proportion of subjects 
achieving ACR50 response at Week 12.  The primary endpoint for EU/EMA regulatory purposes was 
the proportion of subjects achieving Clinical Remission (CR) (defined by DAS28 [CRP] < 2.6) at 
Week 24.  For Japan/PMDA regulatory purposes, the primary endpoints are the proportion of subjects 
achieving ACR20 response at Week 12 and change from baseline in modified Total Sharp Score (mTSS) 
at Week 24.  The primary endpoints for Japan/PMDA were based on the overall global population, 
which include only the upadacitinib 15 mg and 30 mg groups; the upadacitinib 7.5 mg group is included 
in the Japan substudy only. 

Ranked key secondary endpoints for US/FDA regulatory purposes were:  1) change from baseline in 
DAS28 (CRP) at Week 12; 2) change from baseline in HAQ-DI at Week 12; 3) change from baseline in 
modified Total Sharp Score (mTSS) at Week 24; 4) proportion of subjects achieving Low Disease 
Activity (LDA) based on DAS28 (CRP) ≤ 3.2 at Week 12; 5) proportion of subjects achieving CR based 
on DAS28 (CRP) < 2.6 at Week 24; 6) change from baseline in Short Form-36 (SF-36) Physical 
Component Score (PCS) at Week 12. 

Ranked key secondary endpoints at Week 24 for EU/EMA regulatory purposes were:  1) change from 
baseline in DAS28 (CRP); 2) change from baseline in HAQ-DI; 3) ACR50 response rate; 4) change 
from baseline in modified Total Sharp Score (mTSS); 5) proportion of subjects achieving LDA based on 
DAS28 (CRP) ≤ 3.2; 6) change from baseline in SF-36 PCS; 7) proportion of subjects with no 
radiographic progression (defined as change from baseline in mTSS ≤ 0) at Weeks 24. 

Ranked key secondary endpoints for Japan/PMDA regulatory purposes were:  1) change from baseline in 
DAS28 (CRP) at Week 12; 2) change from baseline in HAQ-DI at Week 12; 3) proportion of subjects 
achieving LDA based on DAS28 (CRP) ≤ 3.2 at Week 12; 4) proportion of subjects achieving CR based 
on DAS28 (CRP) < 2.6 at Week 24; 5) change from baseline in SF-36 PCS at Week 12. 

Other key secondary endpoints for US/FDA regulatory purposes were:  1) ACR20 response rate at 
Week 12; 2) ACR70 response rate at Week 12; 3) proportion of subjects with no radiographic 
progression at Week 24. 

Other key secondary endpoints for EU/EMA regulatory purposes were:  1) ACR20 response rate at 
Week 24; 2) ACR70 response rate at Week 24. 

Other key secondary endpoints for Japan/PMDA regulatory purposes were:  1) ACR50 response rate at 
Week 12; 2) ACR70 response rate at Week 12; 3) proportion of subjects with no radiographic 
progression at Week 24. 

Additional efficacy endpoints were to be summarized for all visits (that measurements were collected) in 
Period 1 by randomized treatment groups:  ACR20/50/70 response rates;  change from baseline in 
individual components of ACR response; change from baseline in DAS28 (CRP) and DAS28 
(erythrocyte sedimentation rate [ESR]); change from baseline in CDAI and SDAI; proportion of subjects 
achieving LDA or CR by DAS28 (CRP), DAS28 (ESR), Simplified Disease Activity Index (SDAI), and 
Clinical Disease Activity Index (CDAI); 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; ACR/EULAR Boolean remission; change from baseline 
in EQ-5D-5L at Weeks 12, 24, and 48; change from baseline in FACIT-F at Weeks 12 and 24; change 
from baseline in WPAI at Weeks 12 and 48; change from baseline in SF-36 at Weeks 12 and 24; change 
from baseline in mTSS at Week 24; proportion of subjects with no radiographic progression (defined as 
change from baseline in mTSS ≤ 0) at Week 24; change from baseline in radiographic JSN and erosion 
scores at Week 24. 
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Criteria for Evaluation (Continued) 

Pharmacokinetic: 

Blood samples for upadacitinib plasma concentrations were obtained throughout the study. 

Safety: 

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

Statistical Methods 

Efficacy: 

Primary Endpoints:  For ACR20 and ACR50 at Week 12, and CR based on DAS28 (CRP) at Week 24, 
point estimate and 95% CI of the response rate for each randomized treatment group was provided.  
Comparisons of the primary endpoint were made between each upadacitinib dose group and the MTX 
group using the Cochran-Mantel-Haenszel test adjusting for geographic region.  Point estimate, 95% CI 
and p-value for the treatment comparison were presented.  Both nominal p-values constructed using the 
Cochran-Mantel-Haenszel test and adjusted p-value through the graphical multiplicity procedure were 
provided.  For the primary analysis, non-responder imputation (NRI) was used.  Subjects who meet the 
joint count rescue criteria at Week 16 or 20 were treated as non-responders at Week 24 for the primary 
analysis. 

For mean change from baseline in mTSS at Week 24, both linear extrapolation and as observed (AO) 
analyses were conducted.  Linear extrapolation results were used for the purpose of multiplicity control.  
To analyze the mean change from baseline in mTSS at Week 24, the point estimate and 95% CI were 
reported for each randomized treatment group.  Between-group comparisons for each upadacitinib 
treatment group and the MTX group were performed using ANCOVA model with treatment and 
geographic region as the fixed factors and the corresponding baseline value as the covariate.  Both 
nominal p-value and adjusted p-value through the graphical multiplicity procedure were provided. 

The analysis of ACR20 and ACR50 at Week 12 was to be repeated using Observed Cases and the 
analysis of CR at Week 24 was repeated using As Observed as a sensitivity analysis without any 
imputation.  These analyses were conducted on the FAS based on randomized treatment groups. 

Supportive NRI analysis for ACR20, ACR50 and CR and supportive linear extrapolation and AO 
analysis for change from baseline in mTSS were also conducted on the Per Protocol Analysis Set. 

Primary efficacy analyses (except mTSS) 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 were also conducted. 

Secondary Endpoints:  For Week 12 binary endpoints, similar NRI and OC analyses as for the primary 
endpoint of ACR20 and ACR50 at Week 12 were conducted.  For non-mTSS Week 24 binary endpoints, 
similar NRI and AO analyses as for the primary endpoint of CR at Week 24 were conducted. 

For the analysis of the proportion of subjects with no radiographic progression at Week 24, both linear 
extrapolation and AO analyses were conducted.  Linear extrapolation results were used for the purpose 
of multiplicity control.  Point estimate and 95% CI of the response rate for each randomized treatment 
group were provided.  Comparisons were made between each upadacitinib dose group and the MTX 
group using the Cochran-Mantel-Haenszel test adjusting for geographic region.  Point estimate, 95% CI 
and p-value for the treatment comparison were presented. 
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Statistical Methods (Continued) 

Efficacy (Continued): 

For all continuous key secondary endpoints other than mTSS, statistical inference was conducted using 
analysis of covariance (ANCOVA) coupled with MI for missing data handling.  Specifically, the 
ANCOVA model included treatment and geographic region as the fixed factors and the corresponding 
baseline value as the covariates.  The LS mean and 95% CI were reported for each randomized treatment 
group; the LS mean treatment difference and associated 95% CI and p-value were reported comparing 
each upadacitinib dose group with the MTX group.  For subjects who met the rescue criteria at Week 16 
or 20, data after rescue was overwritten by last observation carried forward (LOCF). 

Both nominal p-value and adjusted p-value through the graphical multiplicity procedure were provided 
for primary and ranked key secondary endpoints.  For other secondary endpoints, only nominal p-values 
were provided. 

Additional Efficacy Variables:   For continuous variables, statistical inference at each visit was 
conducted using analysis of covariance (ANCOVA) with treatment and geographic region as the fixed 
factors and the corresponding baseline value as the covariate.  Only nominal p-values were provided.  
For subjects who met the rescue criteria defined by not achieving 20% improvement in TJC/SJC (for 
Week 12 through Week 24) in two consecutive visits, or subjects who met the rescue switching criteria 
at Week 26 defined by not reaching CDAI CR and not achieving 20% improvement in TJC/SJC), data 
after rescue was overwritten by LOCF for primary analysis.  As observed (AO) data regardless of rescue 
was also summarized using descriptive statistics. 

For binary endpoints, frequencies and percentages were reported for each randomized treatment group.  
Similar CMH analyses as for the primary endpoint were conducted and only nominal p-values were 
provided.  For the primary analysis, non-responder imputation was used.  In addition, subjects who met 
the rescue criteria of not achieving 20% improvement in TJC/SJC in two consecutive visits (for Week 12 
through Week 24) or subjects who met the rescue switching criteria at Week 26 defined by not reaching 
CDAI CR and not achieving 20% improvement in TJC/SJC were treated as non-responders at visits after 
rescue.  AO data regardless of rescue was also summarized using frequencies and percentages. 

Plots by randomized treatment group over time were provided for selected efficacy parameters including 
ACR20/50/70, LDA and CR by DAS28 (CRP) and CDAI, and change from baseline in DAS28 (CRP), 
HAQ-DI, and pain. 

Japan Substudy:  For the Japan substudy, efficacy analyses were conducted for selected variables.  The 
primary and key secondary endpoints and the subsequent multiplicity control were only applicable for 
the global analysis of subjects randomized to MTX, upadacitinib 15 mg QD, and upadacitinib 30 mg 
QD. 

For the Japan substudy, no multiplicity adjustments were applied and only nominal p-values were 
provided for all efficacy analyses.  In addition, model adjustment for region was not applicable for the 
Japan substudy.  The nominal p-values in Japan substudy should be interpreted with caution due to 
limited sample size. 

Subgroup analysis for the primary endpoints was only applicable for the global analysis.  No subgroup 
analysis was planned for Japan substudy due to limited sample size. 
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Statistical Methods (Continued) 

Pharmacokinetic: 

Individual upadacitinib plasma concentrations at each study visit were tabulated and summarized with 
appropriate statistical methods. 

Safety: 

Safety analyses up to Week 24 were carried out using the Safety Analysis Set by the "as treated" 
treatment groups of upadacitinib 15 mg QD, upadacitinib 30 mg QD and MTX.  Missing safety data 
were not imputed. 

The standard safety analyses included reporting of adverse events (AEs), laboratory, and vital signs 
measurements up to Week 24.  Frequency tables of subjects with treatment-emergent adverse events 
(TEAEs) by system organ class (SOC) and by preferred term (PT) as in the Medical Dictionary for 
Regulatory Activities (MedDRA) dictionary were provided by treatment group.  Exposure adjusted 
event rate (EAER) per 100 patient-years (PY) and exposure adjusted incidence rate (EAIR) per 100 PY 
were provided.  Mean changes from baseline in all continuous laboratory parameters and vital signs 
variables at each visit were summarized by "as treated" treatment group.  Frequency tables of subjects 
meeting criteria for potentially clinically significant vital sign values and for potentially clinically 
significant laboratory values were provided by treatment group. 

For the Japan substudy, there was an additional upadacitinib 7.5 mg QD group.  Selected safety analyses 
were conducted for the Japan substudy by the "as treated" treatment groups of upadacitinib 7.5 mg QD, 
upadacitinib 15 mg QD, upadacitinib 30 mg QD and MTX.  Missing safety data were not imputed. 

Summary/Conclusions 

Efficacy Results: 

Global Study Population: 

Through Week 12 of Period 1, upadacitinib at doses of 15 mg and 30 mg QD was superior compared 
with MTX in the treatment of signs and symptoms of RA in MTX-naïve subjects with moderately to 
severely active RA; upadacitinib at 15 mg and 30 mg QD was also superior compared with MTX in 
improvement of physical function, and inhibiting radiographic progression.  The study met its primary 
endpoints, with a highly statistically significantly greater percentage of subjects achieving an ACR50 
response at Week 12 (US/FDA), CR based on DAS28 (CRP) < 2.6 at Week 24 (EU/EMA), and an 
ACR20 response at Week 12 (Japan/PMDA) in both the upadacitinib 15 mg and 30 mg groups compared 
with the MTX group.  Additionally, at Week 24, statistically significantly smaller mean increase in 
mTSS from baseline in the upadacitinib 15 mg and 30 mg groups were observed compared with the 
MTX group.  These primary endpoints are met with pre-specified multiplicity adjustment for 
Japan/PMDA, US/FDA, and EU/EMA respectively.  The study also met all ranked key secondary 
endpoints (multiplicity adjusted) and other key secondary endpoints (nominal significance) with 
clinically meaningful and highly statistically significant improvement in the upadacitinib 15 mg and 
30 mg groups compared with the MTX group at Week 12 and Week 24. 

Rapid onset of efficacy was noted with both upadacitinib doses achieving statistical significance for 
several efficacy variables as early as Week 2, and improvement was sustained through Week 24. 
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Summary/Conclusions (Continued) 

Japan Substudy: 

Through Week 24 of Period 1, upadacitinib 7.5 mg, 15 mg, and 30 mg QD demonstrated significant 
improvement in RA signs and symptoms, physical function, and disability compared with MTX in adult 
Japanese MTX-naïve subjects with moderately to severely active RA; upadacitinib at 15 mg and 30 mg 
QD were also more effective than MTX in inhibiting radiographic progression. 

At Week 12, a statistically significantly greater percentage of subjects achieved an ACR20/50/70 
response in the upadacitinib 7.5 mg, 15 mg, and 30 mg groups compared with the MTX group, with the 
exception of the upadacitinib 30 mg group for ACR20, where the response was numerically higher 
compared with the MTX group, but not statistically significant.  Despite the small sample size of the 
JAS population, clinically meaningful and statistically significant improvement in the upadacitinib 
7.5 mg, 15 mg, and 30 mg groups compared with the MTX group were observed for change from 
baseline in DAS28 (CRP), HAQ-DI, and SF-36 at Week 12, proportion of subjects achieving LDA based 
on DAS28 (CRP) at Week 12, and proportion of subjects achieving CR based on DAS28 (CRP) at 
Week 24.  At Week 24, despite the small sample size of the JAS population, inhibition of radiographic 
progression was observed in the upadacitinib 15 mg and 30 mg groups, as shown by a statistically 
significantly smaller mean increase in mTSS from baseline in the upadacitinib 15 mg and 30 mg groups 
compared with the MTX group; a greater inhibition of radiographic progression was observed at 
Week 24 in the upadacitinib 7.5 mg group compared with the MTX group, but the difference was not 
statistically significant. 

Rapid onset of efficacy was noted with the upadacitinib doses achieving statistical significance versus 
MTX for the majority of efficacy variables as early as Week 2 (first post-baseline visit), and 
improvement was sustained for the majority of variables through Week 24. 

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 mean 
plasma concentrations ranged from 5.89 ng/mL to 26.7 ng/mL for 15 mg QD and from 12.3 ng/mL to 
78.8 ng/mL for 30 mg QD. 

Sparse pharmacokinetic data from a relatively small number of Japanese subjects who received 
upadacitinib 7.5 mg was available from this study.  Results from the upadacitinib 7.5 mg group will be 
included, along with other doses and studies, in the population pharmacokinetic analyses to allow for a 
more robust pharmacokinetic assessment. 

Safety Results: 

Global Study Population: 

In Study M13-545, treatment with upadacitinib monotherapy for 24 weeks at doses of 15 mg and 30 mg 
QD was generally well-tolerated as assessed by the frequency of TEAEs, including SAEs, AESIs, 
clinical laboratory values, and vital signs values. 

Through Week 24, the most frequently reported TEAEs (≥ 5% of subjects in any treatment group) were 
increased blood CPK, upper respiratory tract infection, urinary tract infection, nasopharyngitis, and 
nausea.  The percentage of subjects with TEAEs leading to discontinuation of study drug was highest in 
the MTX group (5.1%), followed by the upadacitinib 15 mg group (4.4%), and the upadacitinib 30 mg 
group (3.8%).  The percentage of subjects with SAEs was higher in the upadacitinib 30 mg group 
(6.4%), but comparable between the upadacitinib 15 mg (4.7%) and MTX groups (4.1%). 
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Summary/Conclusions (Continued) 

Six deaths were reported through Week 24.  Two deaths were reported in the upadacitinib 15 mg group.  
One subject died due to metastatic malignant melanoma and hepatic vein thrombosis (adjudicated by the 
external CAC as not a VTE).  After the Week 24 database lock, hepatic vein thrombosis was revised by 
the investigator to tumor infiltration of the hepatic vein.  Source data (CT scan) indicating tumor 
infiltration was available before the database lock.  The other subject died due to myocardial infarction 
(adjudicated by the external CAC as non-fatal myocardial infarction) and subsequent hypoxic-ischemic 
encephalopathy.  Three deaths were reported in the upadacitinib 30 mg group:  1 subject died due to 
pneumonia and sepsis, 1 subject died due to sudden death (adjudicated by the external CAC as 
cardiovascular death), and 1 subject died due to peritonitis.  One subject in the MTX group died due to 
acute myocardial infarction (adjudicated by the external CAC as cardiovascular death).  The 
investigators assessed the myocardial infarction, hypoxic-ischemic encephalopathy, and peritonitis as 
having a reasonable possibility of being related to study drug. 

Through Week 24, the percentage of subjects with AESIs was generally comparable across treatment 
groups, with the exception of anemia, CPK elevation, and herpes zoster, which were reported in a higher 
percentage of subjects in the upadacitinib 15 mg and 30 mg group compared with the MTX group.  No 
TEAEs of lymphoma or active/latent TB were reported. 

The percentage of treatment-emergent serious infections was higher in the upadacitinib 30 mg group 
(2.5%), but comparable between the upadacitinib 15 mg (1.6%) and MTX groups (1.3%).  The 
percentage of subjects with treatment-emergent herpes zoster was higher in both the upadacitinib 15 mg 
and 30 mg groups (2.2% each) compared with the MTX group (0.3%).  No events of herpes zoster were 
considered by the investigator to be serious.  Only 2 opportunistic infections were reported:  pneumonia 
cryptococcal (1 subject in the upadacitinib 15 mg group) and asymptomatic cytomegalovirus test 
positive (1 subject in the upadacitinib 30 mg group). 

The treatment-emergent malignancies included ovarian cancer in the MTX group, and squamous cell 
carcinoma (PT was updated to squamous cell carcinoma of the lung after database lock), metastatic 
malignant melanoma, and uterine carcinoma in situ in the upadacitinib 15 mg group; these events were 
reported on Day 56, 91, 110, and 154, respectively, 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.  There were 4 subjects who had adjudicated MACE events:  3 events of cardiovascular 
deaths (1 subject each in the upadacitinib 15 mg, 30 mg, and MTX groups) and 2 events of non-fatal 
myocardial infarction (1 subject each in the upadacitinib 15 mg [same subject with cardiovascular death] 
and 30 mg groups).  Adjudicated VTEs included deep vein thrombosis (1 subject in upadacitinib 30 mg) 
and pulmonary embolism (1 subject in MTX).  Other cardiovascular events (non-fatal) included 
hospital-based treatment for heart failure (1 subject in MTX who also had the pulmonary embolism 
mentioned above) and transient ischemic attack (1 subject in upadacitinib 15 mg).  All adjudicated 
cardiovascular events were considered by the investigator as having no reasonable possibility of being 
related to study drug, with the exception of transient ischemic attack (1 subject) and non-fatal 
myocardial infarction and cardiovascular death (1 subject) in the upadacitinib 15 mg group. 

Drug-related hepatic disorders were largely hepatic enzyme elevations and the percentage of subjects 
with treatment-emergent drug-related hepatic disorders was as follows upadacitinib 15 mg group (6.0%), 
followed by the MTX group (5.4%), and lowest in the upadacitinib 30 mg group (4.5%).  No Hy's law 
case was identified. 
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Summary/Conclusions (Continued) 

AESIs also included abnormal labs reported by investigators as TEAEs (anemia, neutropenia, 
lymphopenia, and CPK elevation).  Overall, the upadacitinib 30 mg group had a higher percentage of 
subjects with anemia or CPK elevation compared with the upadacitinib 15 mg and MTX groups.  No 
subject discontinued due to a TEAE of anemia, neutropenia, lymphopenia, or blood CPK increased. 

In general, group mean values for hematology variables (hemoglobin, hematocrit, lymphocytes, 
neutrophils, platelets, and IgM and IgG) were within the normal laboratory range at baseline and at all 
visits for all treatment groups through Week 24.  At the subject level, however, a higher percentage of 
subjects in the upadacitinib 30 group compared with the upadacitinib 15 mg and MTX groups had 
Grade 3 or Grade 4 decreases in hemoglobin, neutrophil, leukocyte, or platelet values.  Of the 
67 subjects with Grade 3 or Grade 4 decreases in hemoglobin values, the majority of these values were 
transient and occurred at only 1 time point during the treatment period.  No Grade 3 or Grade 4 
decreases in hemoglobin value led to treatment discontinuation.  One subject in the upadacitinib 30 mg 
group had a decrease in neutrophil, lymphocyte, and leukocyte values that were Grade 4 with infectious 
events of pneumonia and sepsis around the time of neutropenia, lymphopenia, and leukopenia 
(approximately –4 days); this subject died due to pneumonia and sepsis.  This same subject had Grade 3 
and Grade 4 decreases in leukocyte values at ≥ 2 time points (3 time points).  A Grade 4 decrease in 
platelet count, which occurred at 1 time point only, was reported in 1 subject in the upadacitinib 30 mg 
group. 

Through Week 24, Grade 3 and Grade 4 increases in blood CPK values were reported in the upadacitinib 
15 mg and upadacitinib 30 mg groups only.  No subjects with Grade 3 or Grade 4 increases in blood 
CPK values discontinued study drug due to an increased CPK value and all subjects were asymptomatic, 
with the exception of 1 subject who had muscle pain; this subject had a Grade 3 increase in blood CPK 
value at 1 time point only. 

The percentage of subjects with increases in ALT values that were Grade 3 was higher in the MTX 
group (11 subjects [3.5%]), but comparable between the upadacitinib 15 mg (4 subjects [1.3%]) and 
upadacitinib 30 mg (5 subjects [1.6%]) groups.  Few subjects had increases in ALT values that were 
Grade 4 (2 subjects [0.6%] in upadacitinib 15 mg, 0 subjects in upadacitinib 30 mg, 3 subjects [1.0%] in 
MTX).  The percentage of subjects with increases in AST values that were Grade 3 was highest in the 
MTX group (8 subjects [2.6%]), followed by the upadacitinib 30 mg group (4 subjects [1.3%]), and 
lowest in the upadacitinib 15 mg group (1 subject [0.3%]).  Increases in AST values that were Grade 4 
were reported in the upadacitinib 15 mg group only (2 subjects [0.6%]).  No subjects had an increase in 
serum creatinine value that was Grade 3 or Grade 4. 

Treatment with upadacitinib 15 mg and 30 mg resulted in numerically greater mean increases from 
baseline in LDL-C, HDL-C, and cholesterol at Week 24 compared with MTX; however, the ratios of 
total cholesterol:HDL-C and LDL-C:HDL-C remained unchanged from baseline through Week 24 for 
the upadacitinib 15 mg, upadacitinib 30 mg, and MTX groups. 

Mean changes from baseline through Week 24 for vital signs in the upadacitinib dose groups were not 
considered to be clinically meaningful compared with the MTX group. 
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Summary/Conclusions (Continued) 

Japan Substudy: 

In this blinded, controlled treatment period, treatment with upadacitinib for 24 weeks at doses of 7.5 mg, 
15 mg, and 30 mg QD in the Japanese population was generally well-tolerated as assessed by the 
frequency of TEAEs, including SAEs and AESIs. 

Through Week 24 TEAEs reported by ≥ 10% of subjects in any treatment group were blood CPK 
increased, constipation, nasopharyngitis, stomatitis, and rheumatoid arthritis.  The incidence of blood 
CPK increased appeared to be dose-dependent.  One death was reported through Week 24:  1 subject in 
the upadacitinib 30 group died due to sudden death (adjudicated by the external CAC as cardiovascular 
death).  The investigator assessed the death as having no reasonable possibility of being related to study 
drug.  The percentage of subjects with SAEs was higher in the upadacitinib 7.5 mg and 30 mg groups 
compared with the upadacitinib 15 mg and MTX groups.  The percentage of subjects with TEAEs 
leading to discontinuation of study drug was higher in the upadacitinib 7.5 mg group compared with the 
upadacitinib 15 mg, upadacitinib 30 mg, and MTX groups. 

Through Week 24, the percentage of subjects experiencing most AESIs was low and similar among all 
of the treatment groups.  The most common AESIs were elevations in CPK and hepatic disorder; all 
events of CPK elevations and hepatic disorders were nonserious. 

Conclusions: 

Through Week 24 of Period 1 for Study M13-545, superiority was consistently demonstrated for 
upadacitinib 15 mg and 30 mg QD versus MTX for both clinical responses (signs and symptoms) and 
patient-reported health outcome results in adult MTX-naïve subjects with moderately to severely active 
RA.  Upadacitinib 15 mg and 30 mg were also more effective than MTX in the inhibition of structural 
progression.  The benefit:risk profile of both doses of upadacitinib is assessed as favorable based on the 
efficacy and safety results through Week 24 of the study. 

The sample size of the Japan substudy was too small to allow for definite conclusions. 

Date of Report:  27Aug2018 
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Protocol Changes 

At the time of the data cutoff for this clinical study report (15 March 2018), the original 

protocol (01 October 2015, 00 subjects) had 5 global amendments, 6 country-specific 

amendments, and 2 global administrative changes.  The majority of changes to the 

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

The amendments, administrative changes, and number of subjects enrolled under each 

amendment were as follows: 

● Amendment 1 (15 January 2016, 02 subjects) 

○ Updated to identify the existing study objectives as being part of Period 1 
and added study objectives for the long-term extension, Period 2, which 
had been added to the study design. 

○ Added 7.5 mg treatment group for subjects in Japan only to Objective 1. 

○ Added frequency of MTX administration. 

○ Updated text to reflect the change in study duration, to change the study 
design to include a 48-week randomized, double-blind treatment period 
(Period 1), and to add a long-term extension (Period 2). 

○ Added 7.5 mg treatment group for subjects in Japan only and increased the 
number of subjects to be enrolled accordingly. 

○ Described how the blind will be maintained. 

○ Added language regarding study drug dose reduction and the initiation of 
or change in background RA medication(s). 

○ Added the following exclusion criteria:  females who are considering 
becoming pregnant during the study or for approximately 180 days after 
the last dose of study drug; male subject who is considering fathering a 
child or donating sperm during the study or for approximately 180 days 
after the last dose of study drug; subjects with a history of gastrointestinal 
(GI) perforation or a history of associated GI diseases; subjects with 
conditions that could interfere with drug absorption; subjects who have 
been the recipient of an organ transplant; subjects who had clinically 
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relevant or significant ECG abnormalities; subjects with a positive result of 
beta-D-glucan (for subjects in Japan only). 

○ Clarified permitted RA therapies during Period 1.  Added permitted RA 
therapies during Period 2. 

○ Updated durations of prohibited therapies based on updated study design. 

○ Added criteria for rescue therapy at Week 26. 

○ Clarified informed consent details. 

○ Clarified tuberculosis (TB) testing procedures during Periods 1 and 2. 

○ Added requirement that a positive result for hepatitis B surface (HBs) 
antibody (Ab)/anti-HBs requires hepatitis B virus (HBV) deoxyribonucleic 
acid (DNA) polymerase chain reaction testing (for subjects in Japan only). 

○ Added testing for varicella zoster virus (for subjects in Japan only). 

○ Updated study visits for pharmacokinetic sampling based on updated study 
design. 

○ Primary, secondary, and other variables were updated to reflect current 
scientific rationale and analyses to be conducted for this study. 

○ Added efficacy assessments for the long-term extension, Period 2. 

○ Added text to reflect current discontinuation procedures. 

○ Clarified that subjects will receive both 2 capsules once weekly (MTX or 
matching placebo) and 1 tablet QD (ABT-494 or matching placebo) to 
maintain the double blind.  Added language regarding blinding and the 
Week 24 interim analysis. 

○ Clarified that administration of both daily and weekly study drug must be 
stopped if study drug treatment is interrupted or withdrawn in Periods 1 or 
2. 

○ Updated rules regarding study drug interruption for Period 1 to reflect the 
change in study duration and added for the long-term extension, Period 2. 

○ Updated the AST or ALT specific toxicity management guidelines. 

● Administrative Change 1 (22 January 2016) 

○ Revised transcription errors. 
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● Amendment 2 (29 February 2016, 126 subjects) 

○ Updated text to provide clarification for discontinuation criteria. 

○ Updated Inclusion Criterion 2 text to avoid ambiguity regarding RA 
classification criteria.  Updated Inclusion Criterion 9 text to clarify 
pregnancy testing and women of childbearing potential. 

○ Updated text to clarify RA optimization therapies. 

○ Added criteria for adjusting or adding background medication at Week 26 
if subjects do not achieve LDA as defined by CDAI or do not achieve 
> 20% improvement from baseline in both tender joint count (TJC) and 
swollen joint count (SJC). 

○ Updated text to clarify Independent Joint Assessor.  Updated text to clarify 
TB assessment and testing.  Added text that all subjects to have ECG 
performed at screening and every 48 weeks. 

● Amendment 2.01 (Japan only) (07 March 2016, 7 subjects) 

○ Updated text to provide clarification for discontinuation criteria. 

○ Updated Inclusion Criterion 2 text to avoid ambiguity regarding RA 
classification criteria. 

○ Updated Inclusion Criterion 9 text to clarify pregnancy testing and women 
of childbearing potential. 

○ Updated text to clarify RA optimization therapies. 

○ Added criteria for adjusting or adding background medication at Week 26 
if subjects do not achieve LDA as defined by CDAI or 3 do not achieve 
> 20% improvement from baseline in both TJC and SJC. 

● Amendment 3 (31 May 2016, 199 subjects) 

○ Added criteria for rescue therapy between Weeks 12 and 24 and between 
Weeks 36 and 40 if subjects do not achieve ≥ 20% improvement from 
baseline in both TJC and SJC. 

○ Updated text to clarify exceptions for rescue therapy. 

○ Added text to follow MTX local label for concomitant treatment 
contraindications. 
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● Amendment 3.01 (Japan only) (25 July 2016, 18 subjects) 

○ Added criteria for rescue therapy between Weeks 12 and 24 and between 
Weeks 36 and 40 if subjects do not achieve ≥ 20% improvement from 
baseline in both TJC and SJC. 

○ Updated Inclusion Criterion 2 text to avoid ambiguity regarding RA 
classification criteria. 

○ Updated text to clarify exceptions for rescue therapy. 

○ Updated background medications. 

○ Added text to follow MTX local label for concomitant treatment 
contraindications. 

○ Updated text to clarify exceptions for rescue therapy. 

○ Updated text to clarify hsCRP and varicella zoster virus testing. 

● Amendment 4 (18 August 2016, 534 subjects) 

○ Updated Inclusion Criterion 2 text to select subject population based on 
duration of symptoms consistent with RA. 

○ Updated text to clarify when to administer live vaccines and to provide 
examples of inactivated vaccines. 

○ Added text to describe the addition of MTX for Week 26 rescue therapy. 

○ Added requirement to perform pregnancy testing if follicle-stimulating 
hormone results are consistent with premenopausal status.  Updated text to 
account for local contraception requirements. 

○ Added text to clarify different primary efficacy variable for different 
regulatory purposes. 

○ Updated time points for key secondary variables to allow for rescue 
therapy at Week 12. 

○ Added text for local country requirements for Colombia. 

● Amendment 4.01 (Japan only) (18 October 2016, 113 subjects) 

○ Updated time points for key secondary variables to allow for rescue 
therapy at Week 12. 
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○ To maintain the double blind nature of the study, the MTX dose reduction 
language was updated to allow single dose reductions up through Week 26 
only. 

○ Added inclusionary criteria regarding traditional Chinese medicine for 
Inclusion Criteria 8. 

○ Updated text to clarify when to administer live vaccines and to provide 
examples of inactivated vaccines. 

○ Added text to describe the addition of MTX for Week 26 rescue therapy. 

○ Added requirement to perform pregnancy testing if follicle-stimulating 
hormone results are consistent with premenopausal status.  Updated text to 
account for local contraception requirements. 

○ Added text regarding beta D-glucan testing at screening for Japan only. 

○ Added text to clarify different primary efficacy variable for different 
regulatory purposes. 

○ Updated time points for key secondary variables to allow for rescue 
therapy at Week 12. 

○ Updated text to clarify protocol deviation reporting criteria. 

○ Added text for local country requirements for Colombia. 

● Administrative Change 2 (02 November 2016) 

○ Clarified MTX dose reduction language to specify that single dose 
reductions are allowed until Week 26 only. 

○ Updated figures to correctly reflect the rescue therapy MTX dosing change 
that was made in Amendment 4 and clarified duration of blinding in 
Period 2. 

● Amendment 4.02 (China only) (21 December 2016, 03 subjects) 

○ Added MTX dosing and titration requirements for China. 

○ Updated Inclusion Criterion 8 text to include traditional Chinese medicine 
requirements. 

○ Updated Exclusion Criterion 9 to add HBV exclusionary requirement for 
China. 
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● Amendment 5 (26 December 2017, 00 subjects) 

○ Revised to reflect the recently approved International Nonproprietary 
Name. 

○ Clarified who will remain blinded during Period 1 and that additional 
unblinded analyses may be conducted after the first unblinded analysis for 
regulatory purposes. 

○ Clarified that study drug dose changes are not permitted during unblinded 
Period 2. 

○ Clarified that 30-day follow-up visit should be completed for subjects who 
do not continue in Period 2 after Period 1 has been completed. 

○ Clarified that for subjects who discontinue study drug and continue on 
study, a second premature discontinuation visit is not required if the 
subject later withdraws from study. 

○ Clarified 30-day follow-up visit when subject withdraws consent during 
Period 1 and Period 2. 

○ Added paragraph on oral traditional Chinese medicines that cannot be 
initiated or changed during the study. 

○ Clarified use of grapefruit and updated the list of examples of commonly 
used strong cytochrome (CYP)3A inhibitors and inducers. 

○ Clarified that live vaccines must not be administered at least 30 days after 
last dose of study drug. 

○ Added injectable hormonal contraception. 

○ Added clarification on requirements for contraception for females if 
childbearing potential status changes during the course of the study. 

○ Updated to clarify TB testing requirements during the study.  Revised to 
prevent unnecessary initiation of TB prophylaxis in subjects with 
indeterminate QuantiFERON-TB test results by allowing local testing.  
Revised to include rifapentine as excluded medication for TB prophylaxis. 

○ Updated to allow a pulmonologist to perform an assessment of the chest 
x-ray. 

○ Updated to clarify QTcF cannot be calculated due to pacemaker or 
supraventricular or ventricular conduction abnormalities. 
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○ Updated x-ray time points for subjects who prematurely discontinue from 
study drug but continue in the study to optimize x-ray assessments at 
Weeks 24 and 48. 

○ Clarified that serum samples may be used for assay of study drugs if 
needed. 

○ Updated text for primary variables, ranked key secondary endpoints, other 
key secondary endpoints, additional endpoints, Period 2 variables to be 
aligned with the SAP. 

○ Clarified that study drug dose changes are not permitted during unblinded 
Period 2. 

○ Reduced malignancy and lymphoproliferative disorders to malignancy (all 
types), which encompasses all types of malignancy, including 
lymphoproliferative malignancies.  Removed hemoglobin effects as the 
term anemia encompasses all hemoglobin effects of interest.  Included 
embolic and thrombotic events as adverse events of special interest (AESI), 
based on data reported for JAK inhibitors. 

○ Updated definition for assessing the relationship of AEs to use of study 
drug per sponsor guidelines. 

○ Updated Suspected Unexpected Serious Adverse Reaction (SUSAR) 
reporting text per sponsor guideline. 

○ Clarified that subject should discontinue study drug for an ECG 
abnormality that is considered clinically significant with reasonable 
possibility that the event is related to study drug. 

○ Clarified all abnormal lab tests that are considered clinically significant by 
the investigator should be followed to a satisfactory resolution. 

○ Clarified toxicity management for ALT, AST, and international normalized 
ratio (INR). 

○ Added wording for management of subjects with hepatitis B core (HBc) 
Ab+ (irrespective of HBs Ab status) and negative HBV DNA at screening 
and laboratory values during study which may indicate active hepatitis. 

○ Clarified toxicity management criteria for serum creatinine levels within 
normal reference range.  Clarified procedures for elevated creatine 
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phosphokinase (CPK) value (greater than or equal to 4 × ULN) but without 
any clinical signs and symptoms to allow continuation of treatment. 

○ Updated different primary efficacy variables for different regulatory 
purposes. 

● Amendment 5.01 (Japan only) (06 February 2018, 00 subjects) 

○ Revised to reflect the recently approved International Nonproprietary 
Name. 

○ Clarified who will remain blinded during Period 1 and that additional 
unblinded analyses may be conducted after the first unblinded analysis. 

○ Clarified that study drug dose changes are not permitted during unblinded 
Period 2. 

○ Clarified that 30-day follow-up visit should be completed for subjects who 
do not continue in Period 2 after Period 1 has been completed. 

○ Clarified that for subjects that discontinue study drug and continue on 
study, a second premature discontinuation visit is not required if the 
subject later withdraws from study. 

○ Clarified 30-day follow-up visit when subject withdraws consent during 
Period 1 and Period 2. 

○ Clarified use of grapefruit and updated the list of examples of commonly 
used strong CYP3A inhibitors and inducers. 

○ Clarified that live vaccines must not be administered at least 30 days after 
last dose of study drug. 

○ Added injectable hormonal contraception.  

○ Added clarification on requirements for contraception for females if 
childbearing potential status changes during the course of the study. 

○ Updated to clarify TB testing requirements during the study.  Revised to 
prevent unnecessary initiation of TB prophylaxis in subjects with 
indeterminate QuantiFERON-TB test results by allowing local testing.  
Revised to include rifapentine as excluded medication for TB prophylaxis. 

○ Added radiologist or pulmonologist to perform an assessment of the chest 
x-ray. 
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○ Updated to clarify QTcF cannot be calculated due to pacemaker or 
supraventricular or ventricular conduction abnormalities. 

○ Updated x-ray time points for subjects that prematurely discontinue from 
study drug but continue in the study to optimize x-ray assessments at 
Weeks 24 and 48. 

○ Clarify that serum samples may be used for assay of study drugs if needed. 

○ Updated text for primary variables, ranked key secondary endpoints, other 
key secondary endpoints, additional endpoints, Period 2 variables to be 
aligned with the SAP. 

○ Clarified that study drug dose changes are not permitted during unblinded 
Period 2. 

○ Reduced malignancy and lymphoproliferative disorders to malignancy (all 
types), which encompasses all types of malignancy, including 
lymphoproliferative malignancies.  Removed hemoglobin effects as the 
term anemia encompasses all hemoglobin effects of interest.  Included 
embolic and thrombotic events as AESI, based on data reported for JAK 
inhibitors. 

○ Updated definition for assessing the relationship of AEs to use of study 
drug per sponsor guidelines. 

○ Updated SUSAR reporting text per sponsor guideline. 

○ Clarified that subject should discontinue study drug for an ECG 
abnormality that is considered clinically significant with reasonable 
possibility that the event is related to study drug. 

○ Clarified all abnormal lab tests that are considered clinically significant by 
the investigator should be followed to a satisfactory resolution. 

○ Clarified toxicity management for ALT, AST, and INR. 

○ Added wording for management of subjects with HBc Ab+ (irrespective of 
HBs Ab status) and negative HBV DNA at screening and laboratory values 
during study which may indicate active hepatitis. 

○ Clarified toxicity management criteria for serum creatinine levels within 
normal reference range.  Clarified procedures for elevated CPK value 
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(greater than or equal to 4 × ULN) but without any clinical signs and 
symptoms to allow continuation of treatment. 

○ Updated different primary efficacy variables for different regulatory 
purposes. 

● Amendment 5.02 (China only) (07 February 2018, 0 subjects) 

○ Revised to reflect the recently approved International Nonproprietary 
Name. 

○ Clarified who will remain blinded during Period 1 and that additional 
unblinded analyses may be conducted after the first unblinded analysis. 

○ Clarified that study drug dose changes are not permitted during unblinded 
Period 2. 

○ Clarified that 30-day follow-up visit should be completed for subjects who 
do not continue in Period 2 after Period 1 has been completed. 

○ Clarified that for subjects that discontinue study drug and continue on 
study, a second premature discontinuation visit is not required if the 
subject later withdraws from study. 

○ Clarified 30-day follow-up visit when subject withdraws consent during 
Period 1 and Period 2. 

○ Clarified use of grapefruit and to update the list of examples of commonly 
used strong CYP3A inhibitors and inducers. 

○ Clarified that live vaccines must not be administered at least 30 days after 
last dose of study drug. 

○ Added injectable hormonal contraception. 

○ Added clarification on requirements for contraception for females of 
childbearing potential status changes during the course of the study. 

○ Updated to clarify TB testing requirements during the study.  Revised to 
prevent unnecessary initiation of TB prophylaxis in subjects with 
indeterminate QuantiFERON-TB test results by allowing local testing.  
Revised to include rifapentine as excluded medication for TB prophylaxis. 

○ Updated to allow a pulmonologist to perform an assessment of the chest x-
ray. 
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○ Updated to clarify QTcF cannot be calculated due to pacemaker or 
supraventricular or ventricular conduction abnormalities. 

○ Updated x-ray time points for subjects that prematurely discontinue from 
study drug but continue in the study to optimize x-ray assessments at 
Weeks 24 and 48. 

○ Clarify that serum samples may be used for assay of study drugs if needed. 

○ Reduced malignancy and lymphoproliferative disorders to malignancy (all 
types), which encompasses all types of malignancy, including 
lymphoproliferative malignancies.  Removed hemoglobin effects as the 
term anemia encompasses all hemoglobin effects of interest.  Included 
embolic and thrombotic events as AESI, based on data reported for JAK 
inhibitors. 

○ Updated definition for assessing the relationship of AEs to use of study 
drug per sponsor guidelines. 

○ Updated SUSAR reporting text per sponsor guideline. 

○ Clarified that subject should discontinue study drug for an ECG 
abnormality that is considered clinically significant with reasonable 
possibility that the event is related to study drug. 

○ Clarified all abnormal lab tests that are considered clinically significant by 
the investigator should be followed to a satisfactory resolution. 

○ Clarified toxicity management for ALT, AST, and INR. 

○ Added wording for management of subjects with HBc Ab+ (irrespective of 
HBs Ab status) and negative HBV DNA at screening and laboratory values 
during study which may indicate active hepatitis. 

○ Clarified toxicity management criteria for serum creatinine levels within 
normal reference range.  Clarified procedures for elevated CPK value 
(greater than or equal to 4 × ULN) but without any clinical signs and 
symptoms to allow continuation of treatment. 

○ Updated different primary efficacy variables for different regulatory 
purposes. 
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The protocol changes described in the amendments and administrative changes did not 

affect the interpretation of the study results. 

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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List of Investigators and Sites 

Investigator Name Site Name/Post Office Address 

Abello Banfi, Mauricio Centro Integral de Reumatología del Caribe 

C/ 71 # 41 - 46 Piso 4 Consultorios 405 406 y 

BARRANQUILLA-ATLANTICO, 080002 

Colombia 

Aelion, Jacob West Tennessee Research Institute 

369 North Pkwy 

JACKSON, TN 38035 

United States of America 

Aguiar, Renata Hospital Infante Dom Pedro - Aveiro 

Servico de Reumatologia/Servico Farmaceuticos 
AVDA Artur Ravara 

AVEIRO, 3814-501 

Portugal 

Akar, Servet Atatürk Egitim Ve Arastirma Otoparki 

Department of Internal Medicine, Discipline of Rheumatology 

Rheumatology polyclinics, 2nd floor, Basin Building Complex 
Polat St 

IZMIR, 35360 

Turkey 

Alina, Asel Karaganda State Medical University 

40,Gogol Str. 

KARAGANDA, 100008 

Kazakhstan 

Alissa, Hassan Arthritis Clinic of Central Texas 

Bldg. 2, Suite 2203 

1340 Wonder World Dr. 

SAN MARCOS, TX 78666 

United States of America 

Aliste Silva, Marta Sociedad Medica del Aparato Locomotor 

Office 11409, Region Metropolitana 

Guardia Vieja 255 

PROVIDENCIA-SANTIAGO, 7510186 

Chile 
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Investigator Name Site Name/Post Office Address 

Alpizar-Salazar, Melchor Centro Especializado En Diabete 

Obesidad y Prevencion de Enfermedades Cardiovasculares S.C. 

Calle 3, No. 7 

Col. Reforma Social, Deleg. Miguel Hidalgo 

DISTRITO FEDERAL, C.P. 11650 

Mexico 

Alvarez, Naiara Doctors Hospital at Renaissance 

2821 Michaelangelo Dr 

EDINBURG, TX 78539 

United States of America 

Amano, Koichi Saitama Medical University Medical Center 

Saitama Medical University 

1981, Kamoda, Kawagoe-shi 

SAITAMA, 350-8550 

Japan 

Amital, Howard Internal Medicine B 

Tel Hashomer 

RAMAT GAN, 5262100 

Israel 

Atsumi, Tatsuya Hokkaido University Hospital 

Kita-14 Nishi-5 Kita-ku 

SAPPORO, 060-8648 

Japan 

Azuma, Takanori Azuma Rheumatology Clinic 

Rheumatology 

1-3-2, irumagawa, saitama 

SAYAMA-SHI, 350-1305 

Japan 

Baraliakos, Xenofon Rheumazentrum Ruhrgebiet 

St. Josefs Krankenhaus 

Katholische Kliniken Rhein-Ruhr 

Claudiusstr. 45 

HERNE, 44649 

Germany 
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Investigator Name Site Name/Post Office Address 

Baranauskaite, Asta Hospital of Lithuanian University of Health Sciences Kaunas 

Reumatology 

Eiveniu St 2 

KAUNAS, LT-50009 

Lithuania 

Batalov, Anastas UMBAL Kaspela 

Rheumatology Clinic 

64, Sofia Str. 

PLOVDIV, 4002 

Bulgaria 

Baumert, Carlos Centro de Investigacion Clinica del Sur (CICS) 

Portales 287 

TEMUCO, 4781156 

Chile 

Bazela, Barbara NZOZ Centrum Reumatologiczne Indywidualna Specjalistyczna 

Praktyka Lekarska Lek. Med. Barbara Bazela 

ul. Gdynska 51 

ELBLAG, 82-300 

Poland 

Beltran Ostos, Adriana Simedics IPS SAS 

Cundinamarca, 

Carrera 25 # 72-39 

BOGOTA, 110221582 

Colombia 

Berman, Alberto Centro Médico Privado de Reumatología 

Lavalle 506 

SAN MIGUEL DE TUCUMAN, 4000 

Argentina 

Bilusic, Marinko Poliklinika Bonifarm 

Hondlova 2/10 

ZAGREB, 10000 

Croatia 
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Investigator Name Site Name/Post Office Address 

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 

Bouajina, Elyes Hopital Farhat Hached 

departement de Rhumatologie 

Ave Lbn EL Jazzar 

SOUSSE, 4000 

Tunisia 

Bozic-Majstorovic, Ljubinka University Clinical Centre of the Republic of Srpska 

Dvanaest beba bb 

BANJA LUKA, 78000 

Bosnia and Herzegovina 

Breedt, Johannes Netcare Jakaranda Hospital 

2nd Floor, Suite 209A 

219 Middelburg St 

PRETORIA, GT  

South Africa 

Briones, Henry Clinica Medica Reumatologia (IN REVIEW) 

4 AVDA 3-27 zona 10 

CIUDAD DE GUATEMALA, 01010 

Guatemala 

Bruskova, Livia Reumacentrum 

Reumatologicka ambulancia 

Hrncirikova 194/5 

PARTIZANSKE, 95801 

Slovakia 

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

Rua Mena Barreto, nÂº33, Botafogo 

RIO DE JANEIRO, RJ 22271-100 

Brazil 

Celis, Juan Quantum Research Santiago 

General Del Canto 105 

Santiago 7500588 

Chile 
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Investigator Name Site Name/Post Office Address 

Chavez, Nilmo CREER 

Ave. Reforma 9-55 Zona 10 Reforma 10 

CIUDAD DE GUATEMALA, 10010 

Guatemala 

Cheikhrouhou Abdelmoula, Leila Charles Nicolle University Hospital 

Departement de Rhumatologie 

Blvd 9 Avril 1938 

TUNIS, 1006 

Tunisia 

Ching, Daniel Timaru Medical Specialists 

28 Carlisle Pl 

TIMARU, 7910 

New Zealand 

Chistyakov, Valery Novaya Clinica 

Building 19, Block 2 

295 Strelkovoj Divizzii St 

PJATIGORSK, 357519 

Russian Federation 

Ciernik, Silvia Nemocnica Zvolen a.s. 

Kuzmanyho nabrezie 28 

ZVOLEN, 960 01 

Slovakia 

Cifuentes, Mayra Clinica Medica Reumatologia (IN REVIEW) 

Salucentro Nivel 2 

10 C/ 6-40 zona 9, Oficina 1 Ciudad de Gautemala 

GAUTEMALA, 01009 

Guatemala 

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 Reumatologia 

Largo Conde de Bertiandos 

PONTE DE LIMA, 4990-041 

Portugal 
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Investigator Name Site Name/Post Office Address 

DeJesus, Alex Private Practice - Dr. Alex De Jesus 

Suite 135 

7959 Fredricksburg Rd 

SAN ANTONIO, TX 78229 

United States of America 

Diri, Erdal Trinity Health Center 

400 Burdick Expressway East 

MINOT, ND 58701 

United States of America 

Dobashi, Hiroaki Kyoto Katsura Hospital 

1750-1 Ikenobe, Miki-cho, Kita-gun, Kagawa 

KITA-GUN, KAGAWA, 761-0701 

Japan 

Dokoupilova, Eva MEDICAL PLUS, s.r.o 

Obchodni 1507, 686 01 Uherske Hradiste 

Czech Republic 

Dudler, Jean Hôpital HFR Fribourg 

Rhumatologie 

Chemin des Pensionnats 2-6 

FRIBOURG, 1708 

Switzerland 

Edwards, Christopher Southampton General Hospital 

Clinical Trials Pharmacy 

B Level Pharmacy Stores 
Tremona Rd 

SOUTHAMPTON, SO16 6YD 

United Kingdom 

Edwards, William Low Country Rheumatology 

2860 Tricom St 

CHARLESTON, SC 29406 

United States of America 

Elleuch, Mohamed Hospital La Rabta 

Departement de Rhumatologie 

Jebbari 

TUNIS, 1007 

Tunisia 
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Investigator Name Site Name/Post Office Address 

Emery, Paul Chapel Allerton Hospital 

Pharmacy Department 

Clinical Trials 

Chapeltown Rd 

LEEDS, LS7 4SA 

United Kingdom 

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 

Fabianova, Magdalena Bohdan Truskavetskyi 

Local Radiology, Radiologicka klinika, s.r.o 

K dolnej stanici 18 

TRENCIN, 911 01 

Slovakia 

Fazekas, Katalin Clinical Research Units Hungary - CRU Hungary Kft. 

Csabai kapu 42. 

MISKOLC, 3529 

Hungary 

Fenton, Ira Deerbrook Medical Associates 

Suite 116 

565 Lakeview Pkwy 

VERNON HILLS, IL 60061 

United States of America 

Fitzgerald, Oliver St. Vincent's University Hospital 

Clinical Research Center 

c/o Annie Backer, Rheumatology research Nurse 

Elm Park 

DUBLIN 4, D04 T6F4 

Ireland 
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Investigator Name Site Name/Post Office Address 

Fracassi, Elena Ospedale Policlinico Borgo Roma 

Farmacia Interna 

Ospedale Policlinico G.B. Rossi 

Piazzale Ludovico Antonio Scuro n. 10 

VERONA, 37134 

Italy 

A.O.U.I. di Verona Policlinico G.B. Rossi 

Piazzale L.A. Scuro, 10 

U.O.C. de Reumatologia 

37134, Verona - Italy 

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

Servicio de Farmacia 

1a planta 

Xubias de Arriba 84 

A CORUNA, 15006 

Spain 

Fukui, Takahiro Toyohashi Medical Center 

50 Azahamamichigami, Imure-cho, Aichi 

TOYOHASHI-SHI, 440-8510 

Japan 

Fung, H.S. Eugene Touchstone Medical Imaging 

611 W. Hwy 6 Suite 101 

WACO, TX 76710 

United States of America 

Galatikova, Dagmar Revmatologicka ambulance 

Zahradni 979/16 

BRUNTAL, 79201 

Czechia Republic  

Garcia Garcia, Conrado Hospital de Jesús Nazareno 

Av 20 Noviembre No. 82, Col. Centro Del. Cuauhtemoc 

MEXICO, 06090 

Mexico 

Garcia Kutzbach, Abraham Hospital Herrera Llerandi 

3er Nivel Clinica 8 

6a. Ave. 8-71 Zona 10 

CIUDAD DE GUATEMALA, 01010 

Guatemala 
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Investigator Name Site Name/Post Office Address 

Garcia Meijide, Juan Clínica Gaias - Santiago 

Servicio de Reumatologia 

Rua do Pintor Xaime Quesada, 2-4 

SANTIAGO DE COMPOSTELA, 15702 

Spain 

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 

Geneva-Popova, Mariela MHAT Trimontium 

Department of Internal Diseases 

Tzar Boris III, Obedinitel Blvd. 126 

PLOVDIV, 4003 

Bulgaria 

Gnylorybov, Andriy Rheumatology Clinic modern Revmotsentr 

Department of Clinical Research 

5, Spaska Str. 

KIEV, 04070 

Ukraine 

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 

Goto, Hitoshi Osaka City General Hospital 

2-13-22, Miyakojima-hondori, Miyakojima-ku, Osaka 

OSAKA-SHI, 534-0021 

Japan 
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Investigator Name Site Name/Post Office Address 

Grant, David Sun Research Institute 

Suite 101 

303 E. Quincy St 

SAN ANTONIO, TX 78215 

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 

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

Suite 409 

6005 Park Ave 

MEMPHIS, TN 38119 

United States of America 

Gyselbrecht, Lieve Algemeen Stedelijk Ziekenhuis Aalst 

Dienst Rheumatology 

Merestraat 80 

AALST, 9300 

Belgium 

Hagino, Noboru Teikyo University Chiba Medical Center 

3426-3 Anesaki, Chiba 

ICHIHARA-SHI,  

Japan 

Haji, Yoichiro Daido Hospital 

8, Hakusuicho Minami-ku Aichi 

NAGOYA, 457-8511 

Japan 

Hall, Stephen Emeritus Research 

291 Wattletree Rd 

MALVERN EAST, VIC 3145 

Australia 

Hanyu, Tadamasa Nagaoka Red Cross Hospital 

2-297-1, Senshu, Niigata 

NAGAOKA-SHI, 940-2085 

Japan 
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Investigator Name Site Name/Post Office Address 

Hashimoto, Atsushi National Hospital Organization Sagamihara Hospital 

18-1, Sakuradai, Minami-ku, Kanagawa 

SAGAMIHARA-SHI, 252-0392 

Japan 

Hauptvoglova, Marianna Reumatologická ambulancia Reum 

Reumatologicka ambulancia, Reum hapi s r.o. 

Piestanska 24 

NOVE MESTO NAD VAHOM, 915 01 

Slovakia 

Herrera, Maynor Clinica Especializada en Medicina Interna 

Edificio Tikal Futura 

Torre Sol 7 piso, Oficina 7B Ciudad de Gautemala 

Calzada Roosevelt 22-43 zona 11 

GAUTEMALA, 01011 

Guatemala 

Hirabayashi, Yasuhiko Aisekai Hikari-Keoka Hospital 

6-7-1 Higashisendai, Miyagino-ku 

MIYAGI, SENDAI-SHI, 983-0833 

Japan 

Hirano, Fuminori National Hospital Organization Asahikawa Medical Center 

7-4048, Hanasakicho, Hokkaido 

ASAHIKAWA-SHI, 070-8644 

Japan 

Hsieh, Song-Chou National Taiwan University Hospital 

No. 7, Chung San South Rd 

TAIPEI CITY, 10002 

Taiwan 

Inceoglu Altan, Lale Uludag Universitesi Ataturk Rehabilitasyon 

Application and Research Center, Sulfurous Thermal Springs 
Kukurtlu Kaplicalari Kukurtlu Caddesi Bursa 

KUKURLU, CADDESI, BURSA, 16080 

Turkey 

Irazoque-Palazuelos, Fedra Centro de Investigación y Tratamiento Reumatologico 

General Cano 130, Col. San Miguel Chapultepec 

CIUDED DE MEXICO, 11850 

Mexico 
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Investigator Name Site Name/Post Office Address 

Ivanova, Raifa Semey State Medical University 

103 Abay St 

SEMEY, 071400 

Kazakhstan 

Janikova, Daniela Slovak Research Center 

CHIREMED, s r.o., Reumatologicka ambulancia 

Pod Lachovcom 1727/55 

PUCHOV, 020 01 

Slovakia 

Janska, Lenka Revmatologicka ambulance 

Nemocnice Slany 

Politickych veznu 576 

SLANY, 274 01 

Czechia 

Jimenez Calabresse, Renato Centro de Estudios Clinicos Quinta Region 

Libertad 798 oficina 503 & 602 

VINA DEL MAR, 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 

Kamalova, Rimma CBUZ Republican Clinical Hospital G.G.Kuvatova 

132, Dostoevskogo str. 

UFA, 450005 

Russian Federation 

Kameda, Hideto Toho University Ohashi Medical Center 

Hospital 

2-17-6, Ohashi, Meguro-ku 

TOKYO, 153-8515 

Japan 

Katayama, Kou Katayama Orthopedic Arthritis Clinic 

4-5-17, Toyooka 13-Jo, Asahikawa-shi 

HOKKAIDO, 078-8243 

Japan 
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Investigator Name Site Name/Post Office Address 

Kawano, Mitsuhiro Honjo Rheumatism Clinic 

473-1 Kyoden, Toyama 

TAKAOKA-SHI, 933-0874 

Japan 

Keiserman, Mauro LMK Servicos Medicos 

Av. Carlos Gomes, 328 - conj. 

1008-Bela Vista 

PORTO ALEGRE, RS 90480-003 

Brazil 

Kempf, Phillip Arthritis Clinic of Northern Virginia 

Suite 220 

1635 North George Mason Dr 

ARLINGTON, VA 22205 

United States of America 

Kofler, David Universitätsklinikum Köln 

Medizinische Klinik I fur Innere Medizin, Immunologische 
Ambulanz 

Kerpener Str 62 

COLOGNE, 50937 

Germany 

Kohen, Michael Millennium Research 

Suite B2 

1545 Hand Ave 

ORMOND BEACH, FL 32174 

United States of America 

Koike, Tatsuya Shirahama Hamayu Hospital 

1447 Shirahama-cho Nishimuro, Wakayama 

SHIRAHAMA, 649-2211 

Japan 

Kojima, Toshihisa Nagoya University Hospital 

65 Turumai-cho, Showa-ku 

NAGOYA-SHI, AICHI, 466-8560 

Japan 

Kondo, Kenji Kondo Clinic for Orthopedics and Rheumatism 

3-5-23 Wakamizu, Chikkusa-ku, Aichi 

NAGOYA-SHI, 464-0071 

Japan 
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Investigator Name Site Name/Post Office Address 

Kranicz, Agota Hévízgyógyfürdo és Szent András Reumakórház 

Dr. Schulhof Vilmos setany 1 

HEVIZ, 8380 

Hungary 

Krivoruchko, Natalya JSC National Scientific Medical Research Center 

42 Abylai Khan Ave 

ASTANA, 010009 

Kazakhstan 

Kumar, Ramesh Ocean Rheumatology 

Ste 300 

413 Lakehurst Rd 

TOMS RIVER, NJ 08755 

United States of America 

Kumar, Sunil Middlemore Hospital 

100 Hospital Rd, Papatoetoe 

AUCKLAND, 2025 

New Zealand 

Laatar, Ahmed Hopital Mongi Slim 

Department de Rhumatologie 

Sidi Daoud 2046 la Marsa 

LA MARSA, 2046 

Tunisia 

Ladicka, Eva Leram 

groundfloor 

Bernolakova 2476/34 

TOPOLCANY, 95501 

Slovakia 

Lai, Ning-Sheng Buddhist Dalin Tzu Chi General Hospital 

No. 2, Min-Sheng Rd, Chiayi County 

DALIN TOWNSHIP, 622 

Taiwan 

Lan, Joung-Liang China Medical University 

Div of Rheumatology, Allergy and Immuno 

No. 2, Yuh-Der Rd, North District 

TAICHUNG, 40447 

Taiwan 
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Investigator Name Site Name/Post Office Address 

Lazaro, Maria Instituto de Asistencia Reumatologica Integral 

AVDA Del Libertador 1265, San Fernando 

BUENOS AIRES, CP1646 

Argentina 

Leon, Marc C.H.U. Ambroise Paré 

Rheumatology 

Blvd Kennedy 2 

MONS, 7000 

Belgium 

Leszczynski, Piotr Medyczne Centrum Hetmanska 

ul. Hetmanska 55/1 

POZNAN, 60-218 

Poland 

Li, Zhijun The First Affiliated Hospital of Bengbu Medical College 

Lab of Department of rheumatism and immunology 

Medical Technology Building, Floor 2 

No.287, Changhuai Rd 

BENGBU, 233004 

China 

Mabaquiao, Arthur TriWest Research Associates 

Suite 201 

300 South Pierce St 

EL CAJON, CA 92020 

United States of America 

Maldonado Lopez, Maria Riesgo de Fractura S.A. 

Carrera 12 # 98-38 

BOGOTA-CUNDINAMARCA, 110221 

Colombia 

Manka, Viliam MUDr. Milan Benko, s r.o. 

P.Mudrona 10 

MARTIN, 03601 

Slovakia 

Mannucci Walter, Pablo APRILLUS Asistencia e Investigacion Clinica 

2nd loor,office B 

Av. Corrientes 2554 

CABA, 1046 

Argentina 
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Investigator Name Site Name/Post Office Address 

Marinova, Natalia Diagnostic Consultative Centre Focus 5 - LZIP 

15 Hristo Stanchev Str. 

SOFIA, 1463 

Bulgaria 

Markovits, Doron Rambam Medical Center 

Rheumatology Department 

POB 9602 

6 Ha'aliya Ha'shniya St 

HAIFA, 3525406 

Israel 

Marques, Raquel Instuto Portugues de Reumatologia 

Rua da Beneficencia, 7 

LISBON, 1050-034 

Portugal 

Marsal, Sara Hospital Universitari Vall d'Hebron 

Unidad de apoyo a la Investigacion Clinica (USIC) 

planta 13 

P de Vall d'Hebron 119-129 

BARCELONA, 08035 

Spain 

Marusenko, Irina Karelia Republican Hospital V.A. Baranova 

Autonomous Public Health Care Institution 

9, Republic of Karelia 

Pirogova str. 3 

PETROZAVODSK, 185019 

Russian Federation 

Matsubara, Saburo Center for Arthritis and Clinical Rheumatology Matsubara Cli 

3-15 5chome Tsukide Higashi-ku Kumamoto-city 

KUMAMOTO, 862-0920 

Japan 

Matsubara, Tsukasa Matsubara Mayflower Hospital 

944-25 Fujita, Kato-shi, Hyogo 

KATO-SHI, 673-1462 

Japan 
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Investigator Name Site Name/Post Office Address 

Matsumura, Ryutaro National Hospital Organization Chibahigashibyoin 

673, Nitona-Cho, Chuo-Ku, Chiba-Shi 

CHIBA, 260-8712 

Japan 

McCarthy, Timothy Manitoba Clinic Medical Corporation 

790 Sherbrook St 

WINNIPEG, MB R3A 1M3 

Canada 

Mekic, Mevludin Clinical Center University of Sarajevo 

Bolnicka 25 

SARAJEVO, 71000 

Bosnia and Herzegovina 

Miranda-Limon, Juan RM Pharma Specialists 

Amores 734 Colonia Del Valle 

MEXICO, D.F., 03100 

Mexico 

Miyamura, Tomoya Kyushu Medical Center 

1-8-1 Jigyohama Chuo-ku 

FUKUOKA-SHI, FUKUOKA, 810-8563 

Japan 

Mok, Chi Chiu Tuen Mun Hospital 

Department of Medicine and Geriatrics 
Ground Floor, Main Block 
23 Tsing Chung Koon Rd, New Territories 

TUEN MUN, 999077 

Hong Kong 

Morinobu, Akio Kobe University Hospital 

7-5-2 Kusunoki-cho, Chuo-ku, Hyogo 

KOBE-SHI, 650-0017 

Japan 

Mosesova, Nino Korolev Family Clinic Number 4 

33, Stantsionnaya str., Moscow Region 

KOROLEV, TA 109044 

Russian Federation 
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Investigator Name Site Name/Post Office Address 

Mukai, Masaya Sapporo City General Hospital 

1-1, Nishi13, Kita11, Chuo ku, Hokkaido 

SAPPORO, 060-8604 

Japan 

Mysler, Eduardo Organización Médica de Investigación (OMI) 

Uruguay 725, PB 

Ciudad Autonoma de Buenos Aires 

BUENOS AIRES, C1015ABO 

Argentina 

Nadashkevich, Oleg Lviv City Clinical Hospital #4 

Rheumatology Department 
3 Sventsitskoho Str. 

LVIV, 79011 

Ukraine 

Nakajima, Toshihiro Kochi Medical Center 

1617-5 Niida, Kochi 

KOCHI-SHI, 781-0112 

Japan 

Nakano, Teruaki St. Mary's Hospital 

422, Tsubukuhonmachi, Fukuoka 

KURUME-SHI, 830-8543 

Japan 

Nemec, Petr Revmatologie 

Lekarna Halasovo namesti 

Halasovo namesti 1 

BRNO, 63800 

Czechia 

Nicholls, David Coast Joint Care 

Rheumatology Research Unit 

9-10 Denna St 

MAROOCHYDORE, QLD 4558 

Australia 
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Investigator Name Site Name/Post Office Address 

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

Revmatologie 

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

Na Valech 1/184 

HLUCIN, 748 01 

Czechia 

Oribe, Motohiro Oribe Clinic Rheumatism and Medicine 

1-8-15 Higasiomichi 

OITA-SHI, OITA, 870-0823 

Japan 

Oshima, Hisaji National Hospital Organization Tokyo Medical Center 

2-5-1, Higashigaoka, Tokyo 

MEGURO-KU, 152-8902 

Japan 

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

C/ 16 No. 1600, Colonia Centro 

CHIHUAHUA, 31000 

Mexico 

Palasthyova, Maria Private Practice - Dr. Mária Palášthyová 

Reumatologicka ambulancia 

Sladkovicova 13 

ZIAR NAD HRONOM, 965 01 

Slovakia 

Parsik, Eevi North Estonia Medical Centre Foundation 

Hospital Pharmacy 

Sutiste str 19 

TALLINN, 13419 

Estonia 

Pavlova, Dace LTD M&M Centrs 

Gaujas St 11-6 

ADAZI, LV-2164 

Latvia 

Pegram, Samuel Rheumatic Disease Clinical Research Center 

4825 Almeda Rd 

HOUSTON, TX 77004 

United States of America 
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Pereira, Joaquim Centro Hospitalar de Lisboa Norte - Hospital Santa Maria 

Rheumatology 

AVDA Professor Egas Moniz 

LISBON, 1649-035 

Portugal 

Phillips, Christopher Four Rivers Clinical Research 

225 Medical Center Dr 

PADUCAH, KY 42003 

United States of America 

Pinto, Patricia Centro Hospitalar Vila Nova de Gaia/Espinho EPE 

Servico de Reumatologia 

Rua Conceicao Fernandes, s/n 

4434-502 Vila Nova de Gaia 

Platonov, Dmitry GBUZ Regional Hospital 

105, Peterburgskoye shosse 

TVER, 170036 

Russian Federation 

Pombo, Manuel Grupo Hospitalario La Rosaleda - Hospital Nuestra Señora de 

Servicio de Reumatologia 

AVDA das Burgas, 2 

SANTIAGO DE COMPOSTELA, 15705 

Spain 

Pop-Moody, Adriana Private Practice - Dr. Adriana Pop-Moody 

Suite 704 

613 Elizabeth St 

CORPUS CHRISTI, TX 78404 

United States of America 

Porter, David Porter Rheumatology 

The Collingwood Center 

Level 1 

105 Collingwood St 

NELSON, 7010 

New Zealand 
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Pulai, Judit Fejér Megyei Szent György Egyetemi Oktató Kórház 

Reumatologiai Osztaly 

Seregelyesi ut 3. 

SZEKESFEHERVAR, 8000 

Hungary 

Quagliato, Norberto Instituto Centralizado de Asistencia e Investigación Clíni 

Instituto Centralizado de Asistencia e Investigacion Clinica 
Integral 
Mendoza 2612 

ROSARIO, SANTA FE, S2000PBJ 

Argentina 

Quinteros, Ana Centro Integral de Reumatologia 

S.R.L 

3rd Floor 

Santiago del Estero 60 

SAN MIGUEL DE TUCUMAN, 4000 

Argentina 

Radominski, Sebastiao Centro de Estudos em Terapias Inovadoras 

Av. Agostinho Leao Junior, 306 Alto da Gloria 

CURITIBA, PR 80030-110 

Brazil 

Rashkov, Rasho UMHAT 'Sveti Ivan Rilsky' 

Clinic of Rheumatology 

13, Urvich St 

SOFIA, 1612 

Bulgaria 

Reitblat, Tatiana Barzilai Medical Center 

Rheumatology Outpatient Clinic 

2 Hahistadrout St 

ASHKELON, 78278 

Israel 
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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 

Rischmueller, Maureen The Queen Elizabeth Hospital 

The Queen Elizabeth Hospital Pharmacy 

28 Woodville Rd 

WOODVILLE, SA 5011 

Australia 

Rokutanda, Ryo St. Luke's International Hospital 

9-1 Akashi-chou, Chuo-ku 

TOKYO, 104-8560 

Japan 

Saaibi, Diego Inicio Medicity S.A.S 

Carrera 34 No. 46-50 

BUCARAMANGA-SANTANDER, 680003 

Colombia 

Saeki, Yukihiko Osaka Minami Medical Center 

2-1 Kidohigashi-machi 

KAWACHINAGANO-SHI, OSAKA, 586-8521 

Japan 

Sagawa, Akira Sagawa Akira Rheumatology Clinic 

Nishi 7-4, Kita 1-jyo, Chuo-ku, Hokkaido 

SAPPORO-SHI, 060-0001 

Japan 

Saipov, Mamyrzhan Shymkent Regional Clinical Hospital 

Healthcare department of South-Kazakhstan region 

4, Maily Kozha 

SHYMKENT, 160011 

Kazakhstan 

Sapundzhiev, Lyubomir Multiprofile Hospital for Active Treatment Plovdiv 

1A Perushtitsa St 

PLOVDIV, 4002 

Bulgaria 
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Investigator Name Site Name/Post Office Address 

Sarzi Puttini, Piercarlo Ospedale Luigi Sacco 

U.O. Di Reumatologia 

Via G.B. Grassi, 74 

MILAN, 20157 

Italy 

Sato, Takeo Jichi Medical University Hospital 

3311-1, Yakushiji, Shimotsuke-shi, Tochigi 

TOCHIGI, 329-0498 

Japan 

Savio, Veronica Consultora Integral de Salud S.R.L 

X5004BAL  

Viamonte 544, Barrio General Paz 

CORDOBA, CP5004 

Argentina 

Sebba, Anthony Anthony Sebba Arthritis Associates 

33920 US Highway 19 North 

PALM HARBOR, FL 34684 

United States of America 

Seike, Ichiro Kumamoto Orthopedic Hospital 

1-15-7 Kuhonji, Chuo-ku 

KUMAMOTO-SHI, KUMAMOTO, 862-0976 

Japan 

Selmi, Carlo Istituto Clinico Humanitas 

U.O. Reumatologia e Immunologia Clinica 

Via Manzoni 113 

ROZZANO, 20089 

Italy 

Shi, Guixiu The First Affiliated Hospital of Xiamen University 

Department of rheumatism and immunology 
Emergency Complex Building, Floor 9 

55 Zhenhai Rd 

XIAMEN, AN 361003 

China 

Shmidt, Evgeniya Moscow City Clinical Hospital Number 1 

8, Leninskiy Ave 

MOSCOW, 119049 

Russian Federation 
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Shono, Eisuke Shono Rheumatism Clinic 

1-10-27 Nishijin, Sawara-ku, Fukuoka 

FUKUOKA-SHI, 814-0002 

Japan 

Sikes, David Florida Medical Clinic 

Clinical Research Division 

38135 Market Sq 

ZEPHYRHILLS, FL 33542-1384 

United States of America 

Singhal, Atul Southwest Rheumatology 

1600 Republic Pkwy Suite 200 

MESQUITE, TX 75150 

United States of America 

Sniuoliene, Ilona Klaipedos Jurininku Ligonine 

Reumatology Department 

Liepojos 41 

KLAIPEDA, LT- 92288 

Lithuania 

Soroka, Nikolay 9th Clinical Hospital 

8, Semashko str. 

MINSK, 220045 

Belarus 

Spargo, Catherine Arthritis Clinical Research Trials 

Room 201, 2nd floor 

The Park, Park Rd 

PINELANDS, WC 7405 

South Africa 

Spevakova, Jaroslava Private Practice - Dr. Jaroslava Speváková 

Sady 28. rijna 5 

BRECLAV, 690 02 

Czech Republic  

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 
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Investigator Name Site Name/Post Office Address 

Stejfova, Zuzana NuselskÃ¡ Poliklinika 

Nuselska lekarna 

Remedis, s r.o 

Taborska 57 

PRAGUE 4, 140 00 

Czech Republic  

Suenaga, Yasuo Beppu Medical Center 

1473, Uchikamado, Ooaza, Beppu-shi 

OITA, 874-0011 

Japan 

Sugimoto, Kazunori Sugimoto Rheumatology and Internal Medicine Clinic 

Rheumatology 

2-109 Funabashishin, Fukui 

FUKUI-SHI, 910-0068 

Japan 

Sugimoto, Toyohiko National Hospital Organization Shimoshizu National Hospital 

934-5, Shikawatashi 

YOTSUKAIDO-SHI, CHIBA,  

284-0003 

Japan 

Surbeck, William Healthcare Research Consultants 

Suite A 

4619 South Harvard Ave 

TULSA, OK 74135 

United States of America 

Swierkot, Jerzy WroMedica | Centrum Zdrowia – Wroclaw 

ul. Adama Mickiewicza 91 

WROCLAW, 51-685 

Poland 

Sylwestrzak, Anna Centrum Medyczne Pratia Gdynia 

Ul. 

Bernarda Chrzanowskiego 3/5 

GDYNIA, 81-338 

Poland 
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Investigator Name Site Name/Post Office Address 

Szombati, Istvan Qualiclinic 

Dereglye u. 5/b 

BUDAPEST, 1036 

Hungary 

Tahir, Hasan Barts Health NHS Trust - Whipps Cross University Hospital 

Barts Health NHS Trust 
Whipps Cross Rd, Leytonstone 

LONDON, E11 1NR 

United Kingdom 

Takahashi, Yuichi Yu Familiy Clinic 

2-5, Azashintate, Rifu, Rifu-cho, Miyagi-gun 

MIYAGI, 981-0112 

Japan 

Takaoka, Hirokazu Kumamoto General Hospital 

3-2-65, Oe,chuo-ku, 

KUMAMOTO-SHI, KUMAMOTO, 862-8655 

Japan 

Takeuchi, Tohru Osaka Medical College Hospital 

2-7, Daigaku-machi, Osaka 

TAKATSUKI-SHI, 569-8686 

Japan 

Takeuchi, Yohei Sanuki Municipal Hospital 

387-1 Ishidahigashikou, Sangawamachi, Kagawa 

SANUKI-SHI, 769-2393 

Japan 

Tamas, Sorina Centrul Medical Ecomed 

Str. Nicolae Jiga Nr. 9, Ap3 

ORADEA, JUDET BIHOR, 410028 

Romania 

Tamura, Naoto Juntendo University Hospital 

3-1-3, Hongo, Bunkyo-ku 

TOKYO, 113-0033 

Japan 

Tanimura, Kazuhide Hokkaido Medical Center for Rheumatic Diseases 

1-45, 3-chome, kotoni1-jo, nishi-ku, Hokkaido 

SAPPORO-SHI, 063-0811 

Japan 
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Investigator Name Site Name/Post Office Address 

Tarr, Gareth Winelands Medical Research Centre 

14A & B Oewer Park 

STELLENBOSCH, WC 7600 

South Africa 

Taylan, Ali Izmir Tepecik Training and Research Hospital 

Department of Internal Medicine, Unite of Rhematology 

Yenisehir 

Gaziler cad.1140/1 sokak No:468 

KONAK/IZMIR, 35180 

Turkey 

Thomson, Glen Centre for Inflammatory and Arthritic Disease Studies 

Research Co. Ltd. 

1835 Corydon Ave 

WINNIPEG, MB R3N 0K6 

Canada 

Timanikova, Erika Timmed 

Reumatologicka ambulancia 

Obrancov mieru 3 

STARA LUBOVNA, 064 01 

Slovakia 

Tokito, Takeshi Tokito Clinic Rheumatology and Orthopedic Surgery 

5-6, Chofu-minaminomachi,Yamaguchi 

SHIMONOSEKI-SHI, 752-0976 

Japan 

Tomsic, Matija University Medical Centre Ljubljana 

Klinicni oddelek za revmatologijo 

Bolnica dr. Petra Drzaja 

Vodnikova cesta 62 SI 

LJUBLJANA, 1000 

Slovenia 

Toro-Torres, Ramon Ponce School of Medicine 

Calle Monterrey 280 

PONCE, 00716-0377 

Puerto Rico 
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Investigator Name Site Name/Post Office Address 

Toth, Edit Pest Megyei Flór Ferenc Kórház, Reumatologial - es 
fizioterapias Osztaly 

Intezeti Gyogyszetar 
Semmelweis ter 1 

KISTARCSA, 2143 

Hungary 

Tsai, Yong International Medical Research 

Suite 110 

1893 N. Clyde Morris Blvd, 

DAYTONA BEACH, FL 32117 

United States of America 

Ueki, Yukitaka Sasebo Chuo Hospital 

15 Yamato-cho, Nagasaki 

SASEBO-SHI, 857-1195 

Japan 

Urbanova, Zuzana Revmatologicka ambulance 

Petra Rezka 1090/3 

140 00 Praha 

Cezech Republic 

Van den Bosch, Filip Universitair Ziekenhuis Gent 

Poli Reumatologie- Entrance 74 Building P6 second floor  

De Pintelaan 185 

GHENT, 9000 

Belgium 

Van Duuren, Elsa Netcare Jakaranda Hospital 

2nd Floor, Suite 209A 

219 Middelburg St 

PRETORIA, GT  

South Africa 

Van Mullem, Xavier Rhumaconsult SPRL 

Blvd Audent 33 

CHARLEROI, 6000 

Belgium 

Vanhoof, Johan Reuma Clinic; Locatie Jaarbeurslaan 

Jaarbeurslaan 21b22 

GENK, 3600 

Belgium 
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Investigator Name Site Name/Post Office Address 

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 

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 Clínica del Country 

Cundinamarca, Medicas CIREEM SAS 

office 203 

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

BOGOTA - CUNDINAMARCA, 110221 

Colombia 

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 
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Investigator Name Site Name/Post Office Address 

Vitek, Petr PV-Medical 

Lekarna Stefanikova s.r.o. 

Stefanikova 477 

ZLIN, 760 01 

Czechia 

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 

Weitzner, Ronald Sarasota Arthritis Research Center - Venice 

Suite 101 

1945 Versailles St 

SARASOTA, FL 34239 

United States of America 

White, Douglas Waikato Hospital 

Menzies Building Room 06, Level 01 

Pembroke St 

HAMILTON, 3204 

New Zealand 

Wolfe, Sanford STAT Research, Inc. 

One Elizabeth Place 

Suite 230 

West Medical Pl 

DAYTON, OH 45417 

United States of America 

Wollenhaupt, Juergen Schön Klinik Hamburg Eilbek 

Rheumatologie und klinische Immunologie Immunologische 
Ambulanz 

Haus 8 / Zimmer 211 

Dehnhaide 120 

HAMBURG, 22081 

Germany 
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Investigator Name Site Name/Post Office Address 

Wong, Ernest Queen Alexandra Hospital 

Research Pharmacy Office 

B Level, Room B3.84 

Southwick Hill Rd, Cosham 

PORTSMOUTH, P06 3LY 

United Kingdom 

Xavier, Ricardo Hospital de Clinicas de Porto Alegre 

Predio 21, Sala 21204, Santana 

Rua Ramiro Barcelos, 2350 

PORTO ALEGRE, RS 90035-903 

Brazil 

Xiao, Zhengyu The First Affiliated Hospital of Shantou University Medical 

Rheumatology Department 

Phase â…¡Buiding, Floor 5 

No.57, Changping Rd, Jinping District, Guangdong 

SHANTOU, GUANGDONG, 515041 

China 

Ximenes, Antonio Centro Internacional de Pesquisa 

Rua 9B, 129, Setor Oeste 

Goiania 

GOIAS, CE 74110-120 

Brazil 

Yakushin, Sergey Ryazan State Medical University 

9, Visokovoltnay str 

RYAZAN, 390026 

Russian Federation 

Yamaoka, Kunihiro Keio University- Shinanomachi Campus 

35, Shinanomachi, Shinjuku-ku 

TOKYO, 160-8582 

Japan 

Yan, Alexander Alberta Rheumatology 

10839 124 St NW 

EDMONTON, AB T5M 0H4 

Canada 
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Investigator Name Site Name/Post Office Address 

Zerbini, Cristiano Centro Paulista de Investigaçao Clínica - CEPIC 

Rua Moreira e Costa,342-Ipiranga 

SAO PAULO, SP 04266-010 

Brazil 

Zochling, Jane Southern Clinical Research 

4 Warneford St 

HOBART, TAS 7000 

Australia 

Zonova, Elena LLC Medical Center-Healthy Family 

Healthy Family 

19/2 

Tyulenina St 

NOVOSIBIRSK, 630061 

Russian Federation 

 




