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Objectives:

The study objective of Period 1 of this study was to compare the safety and efficacy (signs and
symptoms) of upadacitinib 30 mg once daily (QD) alone and 15 mg QD alone versus continuing MTX
alone in MTX-inadequate response subjects with moderately to severely active rheumatoid arthritis
(RA).

The study objective of Period 2 is to evaluate the long term safety, tolerability, and efficacy of
upadacitinib 30 mg QD and 15 mg QD in subjects with RA who had completed Period 1.

This clinical study report presents the results of Period 1 only.

Methodology:

This is a Phase 3 multicenter study that includes 2 periods. Period 1 was a 14-week, randomized,
double-blind, parallel-group, controlled treatment period designed to compare the safety and efficacy of
upadacitinib 30 mg QD alone and 15 mg QD alone versus continuing MTX alone for the treatment of
signs and symptoms of RA in subjects with moderately to severely active RA despite stable doses of
MTX (inadequate response to MTX). Period 2 is a blinded, long-term extension period to evaluate the
long term safety, tolerability, and efficacy of upadacitinib 30 mg QD and 15 mg QD in subjects with RA
who have completed Period 1.

The study duration was to include a 35-day screening period; a 14-week randomized, double-blind,
parallel-group, controlled treatment period (Period 1); a 226-week blinded extension period (Period 2);
and a 30-day follow-up visit.
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Methodology (Continued):

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

Group 1: upadacitinib 30 mg QD (N = 200) (Period 1) — upadacitinib 30 mg QD (Period 2)

Group 2: upadacitinib 15 mg QD (N = 200) (Period 1) — upadacitinib 15 mg QD (Period 2)

Group 3: MTX (N =100) (Period 1) — upadacitinib 30 mg QD (Period 2)

Group 4: MTX (N =100) (Period 1) — upadacitinib 15 mg QD (Period 2)
Prior to enrollment, subjects should have been receiving oral or parenteral MTX therapy > 3 months and
on a stable dose (15 to 25 mg/week; or > 10 mg/week in subjects who are intolerant of MTX at doses
> 12.5 mg/week [For subjects in Japan: MTX 7.5 to 16 mg/week]) for at least 4 weeks. No MTX
washout was needed prior to randomization. All subjects were to have started on their blinded
upadacitinib (15 mg QD, 30 mg QD or placebo QD) dose at Baseline. Also, starting at Baseline, all
subjects were to have discontinued their current MTX treatment and started their blinded MTX
treatment. Subjects were to be given oral MTX in a blinded manner (7.5 to 25 mg/week and/or placebo)
based on the subject's prior stable dose of MTX. Subjects who were on a stable dose of MTX between
10 and < 15 mg/week at study entry were to be assigned to MTX 10 mg/week at randomization. For all
other doses of MTX, subjects were to be assigned to blinded MTX based on their prior stable MTX dose
at study entry. For subjects in Japan, if stable dose was 8, 10 or 12, or 14 or 16 mg/week, then subjects
were assigned to 7.5, 10, or 15 mg/week MTX, respectively. In addition, all subjects should have taken
a dietary supplement of folic acid (or equivalent) throughout Period 1 participation. Folic acid dosing
and timing of regimen should have been followed according to investigator's instructions.

Subjects who completed the Week 14 visit (end of Period 1) were to enter the blinded long-term
extension portion of the study, Period 2 (226 weeks).

Number of Subjects (Planned and Analyzed): Planned: 600 subjects; Analyzed: 648
(432 upadacitinib, 216 MTX)

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, but were able to tolerate > 15 mg of weekly oral MTX or > 10 mg/week in subjects who
were intolerant of MTX at doses > 12.5 mg/week. Local guidelines for MTX dosage may have applied.
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, and high sensitivity C-reactive protein level
>3 mg/L (central lab) at Screening.

Subjects were excluded if they had prior exposure to any Janus kinase inhibitor (including but not
limited to tofacitinib, baricitinib, and filgotinib) or any biologic disease-modifying anti-rheumatic drug;
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 x upper limit of
normal (ULN); serum alanine aminotransferase (ALT) > 2 x ULN; estimated glomerular filtration rate
by simplified 4-variable Modification of Diet in Renal Disease formula < 40 mL/min/1.73 m?; total
white blood cell count < 2,500/uL; absolute neutrophil count < 1,500/uL; platelet count < 100,000/pL;
absolute lymphocyte count < 800/uL; and hemoglobin < 10 g/dL.
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Test Product, Dose/Strength/Concentration, Mode of Administration and Lot Number:
Upadacitinib 15 mg extended-release tablets for oral administration (bulk lot number: 15-005423,
15-005421, 15-006834, 16-005072, 15-006832, 16-001357)

Upadacitinib 30 mg extended-release tablets for oral administration (bulk lot number: 15-005425,
15-005424, 15-006954, 16-001431, 15-006955)

Duration of Treatment: Period 1: 14 weeks; Period 2: 226 weeks

Reference Therapy, Dose/Strength/Concentration and Mode of Administration and Lot Number:
MTX 7.5, 10, 15, 17.5, 20, 22.5, or 25 mg capsule for oral administration (bulk lot number for
over-encapsulated MTX capsule: 15-005213, 16-001721, 16-006740, 15-005208, 16-001722,
16-006741; bulk lot number for MTX tablet: 15-004789, 15-004790, 16-004217)

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

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

Criteria for Evaluation

For Period 1 (through Week 14), secondary and other efficacy variables were updated after finalization
of global protocol Amendment 3. The efficacy variables analyzed in the clinical study report are those
defined in the statistical analysis plan, which include the following:

Efficacy:

The primary endpoint for US/Food and Drug Administration (FDA) regulatory purposes was the
proportion of subjects achieving ACR 20% response (ACR20) at Week 14. The primary endpoint for
European Union (EU)/European Medicines Agency (EMA) regulatory purposes was the proportion of
subjects achieving low disease activity (LDA) (based on Disease Activity Score 28 [DAS28] C-reactive
protein [CRP] < 3.2) at Week 14.

Ranked key secondary endpoints (at Week 14) for US/FDA regulatory purposes were: 1) change from
Baseline in DAS28 (CRP); 2) change from Baseline in Health Assessment Questionnaire — Disability
Index (HAQ-DI); 3) change from Baseline in Short Form-36 (SF-36) physical component summary
(PCS) score; 4) proportion of subjects achieving LDA based on DAS28 (CRP) < 3.2; 5) proportion of
subjects achieving clinical remission (CR) based on DAS28 (CRP); and 6) change from Baseline in
morning stiffness (duration).

Ranked key secondary endpoints (at Week 14) for EU/EMA regulatory purposes were: 1) change from
Baseline in DAS28 (CRP); 2) change from Baseline in HAQ-DI; 3) ACR20 response rate; 4) change
from Baseline in SF-36 PCS; 5) proportion of subjects achieving CR based on DAS28 (CRP); and

6) change from Baseline in morning stiffness (duration).

Other key secondary endpoints (at Week 14) for both US/FDA and EU/EMA regulatory purposes were:
1) ACR 50% response (ACR50) rate and 2) ACR 70% response (ACR70) rate.

Additional efficacy analysis included the following endpoints at all visits in Period 1: 1) change from
Baseline in individual components of ACR response; 2) ACR20/50/70 response rates; 3) change from
Baseline in Clinical Disease Activity Index (CDAI) and Simple Disease Activity Index (SDAI); 4)
change from Baseline in DAS28 (CRP) and DAS28 (erythrocyte sedimentation rate [ESR]); 5) change
from Baseline in morning stiffness (severity and duration); 6) proportion of subjects achieving LDA and
proportion of subjects achieving CR based on DAS28 (CRP), DAS28 (ESR), SDAI, and CDAI criteria;
7) proportion of subjects with change from Baseline in HAQ-DI <-0.22; 8) proportion of subjects with
change from Baseline in HAQ-DI <-0.3; and 9) ACR/EULAR Boolean remission.
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Criteria for Evaluation (Continued)
Efficacy (Continued):

Additional efficacy analysis included the following endpoints at Weeks 4 and 14 only: 1) change from
Baseline in EuroQoL-5D-5L and 2) change from Baseline in SF-36.

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 Endpoint: Comparisons of the primary endpoint were made between each upadacitinib dose
and the combined MTX group using the Cochran-Mantel-Haenszel test adjusting for stratification factor
of geographic region. 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 Endpoints: For binary endpoints, frequencies and percentages were reported for each
randomized treatment group. Similar analyses as for the primary endpoint were conducted. For the
major RA continuous endpoints, and DAS28 and HAQ-DI, change from Baseline, statistical inference
was conducted using analysis of covariance (ANCOVA) coupled with Multiple Imputation (M) for
missing data handling. Specifically, the ANCOVA model was to include treatment as the fixed factor,
and the corresponding Baseline value and the stratification factor of geographic region 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 geographic region. From
both the Ml and MMRM analyses, the least square (LS) mean and 95% confidence interval (Cl) were to
be reported for each randomized treatment group; the LS mean treatment difference and associated 95%
Cl and p-value were to be reported comparing each upadacitinib dose group with the combined MTX
group. Both nominal p-value and adjusted p-value through the graphical multiplicity procedure were to
be provided.

Additional Efficacy Variables: For binary endpoints, point estimate and 95% CI using normal
approximation were to be provided for the response rate for each randomized treatment group. Point
estimate, 95% CI, and p-value were to be provided for the treatment comparison between each
upadacitinib dose group and the combined MTX group using the Cochran-Mantel-Haenszel test
adjusting for stratification factor of geographic region. Only the nominal p-value was to be provided,
and the 95% CI was to be based on normal approximation. NRI was to be used as primary analysis and
Observed Cases was to be used as sensitivity analysis. For continuous endpoints, the LS mean and 95%
Cl were to be reported for each randomized treatment group. The LS mean treatment difference and
associated 95% CI and p-values between each upadacitinib dose group and the combined MTX group
were to be provided using MMRM model with fixed effects of treatment, visit and treatment-by-visit
interaction, geographic region, and Baseline value as covariate. Only the nominal p-value was to be
provided.
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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 were based on treatments actually received. 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:

In this blinded, controlled period, upadacitinib alone at doses of 15 mg and 30 mg QD was more
effective than continuing MTX in subjects with moderately to severely active RA with inadequate
response to MTX. The study met its primary endpoints at Week 14, with a highly statistically
significantly greater percentage of subjects achieving an ACR20 response in both the upadacitinib 15 mg
and 30 mg groups compared with the continuing MTX (cMTX) group (US/FDA primary endpoint).
Comparable results were reported for LDA based on DAS28 (CRP) < 3.2 (EU/EMA primary endpoint).
The study also met all ranked and other key secondary endpoints with high statistical significance in the
upadacitinib dose groups compared with the cMTX group. Numerically higher efficacy was observed
for upadacitinib 30 mg as compared to upadacitinib 15 mg across all primary and key secondary
endpoints, particularly for the more stringent measures of efficacy (ACR70, LDA, and CR). Rapid onset
of efficacy was noted with both upadacitinib doses achieving statistical significance for the majority of
efficacy variables as early as Week 2, and improvement was sustained for all visits through Week 14.

Pharmacokinetic Results:

Within the 24-hour dosing interval, the mean plasma concentrations for upadacitinib ranged from

5.61 ng/mL to 38.2 ng/mL for subjects who received upadacitinib 15 mg QD and from 9.43 ng/mL to
73.1 ng/mL for subjects who received upadacitinib 30 mg QD in this study. The observed upadacitinib
plasma concentrations were generally consistent with the predicted concentrations for these dose levels
based on prior pharmacokinetic evaluations of upadacitinib.
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Summary/Conclusions (Continued)
Safety Results:

In this blinded, controlled treatment period, treatment with upadacitinib for 14 weeks at doses of 15 mg
and 30 mg QD was well-tolerated as assessed by the frequency of TEAEs, including serious AEs
(SAEs), AEs of special interest (AESIs), clinical laboratory values, and vital signs values. The most
frequently reported TEAES (> 5% of subjects in any treatment group) were upper respiratory tract
infections. One death occurred and was reported by the investigator as resulting from a hemorrhagic
stroke due to a ruptured aneurysm (adjudicated by the Cardiovascular Adjudication Committee as
cardiovascular death due to hemorrhagic stroke); the investigator assessed the hemorrhagic stroke as
having no reasonable possibility of being related to study drug. The percentage of subjects with TEAES
leading to discontinuation of study drug was low across all treatment groups (upadacitinib 15 mg [3.7%],
upadacitinib 30 mg [2.8%], and cMTX [2.8%]). The percentage of subjects with SAEs was higher in the
upadacitinib 15 mg group (5.1%) compared with the upadacitinib 30 mg and cMTX groups (2.8% each).
In general, the frequency of AESIs was largely comparable across treatment groups, with the exception
of neutropenia, herpes zoster, and creatine phosphokinase (CPK) elevation, which were numerically
higher in both upadacitinib groups compared to the cMTX group and highest in the upadacitinib 30 mg
group. No subject in any treatment group had treatment-emergent gastrointestinal perforation, renal
dysfunction, or active or latent tuberculosis. Serious infections were reported by 1 subject in the
upadacitinib 15 mg group (limb abscess) and 1 subject in the cMTX group (urosepsis). Nonserious
herpes zoster was reported in 3 subjects in the upadacitinib 15 mg, 6 subjects in the upadacitinib 30 mg,
and 1 subject in the cMTX groups. Opportunistic infections reported in this period were oral candidiasis
(2 subjects in upadacitinib 30 mg group), oropharyngeal candidiasis (1 subject in upadacitinib 30 mg
group), and fungal esophagitis (1 subject in cMTX group). The treatment-emergent malignancies
reported were breast cancer and non-Hodgkin's lymphoma (1 subject each in the upadacitinib 15 mg
group), and basal cell carcinoma of the skin (1 subject in the cMTX group). The events of breast cancer,
non-Hodgkin's lymphoma, and basal cell carcinoma were reported on Day 11, Day 98, and Day 102,
respectively, relative to the first dose of study drug. Only the event of non-Hodgkin's lymphoma was
considered by the investigator to have a reasonable possibility of being related to study drug.
Adjudicated cardiovascular events were reported in the upadacitinib dose groups only and included

3 adjudicated major adverse cardiovascular events (cardiovascular death [1 subject in the upadacitinib
15 mg group], and non-fatal myocardial infarction and non-fatal stroke [1 subject each in the
upadacitinib 30 mg group]) and a single adjudicated venous thromboembolic event of pulmonary
embolism in 1 subject in the upadacitinib 15 mg group with known risk factors (diabetes; hypertension;
obesity, body mass index of 44.9, on estrogen therapy at time of event). All adjudicated cardiovascular
events were considered by the investigator to have no reasonable possibility of being related to study
drug and were attributed to underlying cardiovascular risk factors. All drug-related hepatic disorders
were reported to be asymptomatic lab abnormalities, with the exception of 1 nonserious event of hepatic
cyst; frequencies of drug-related hepatic disorders were comparable across the treatment groups.

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 neutropenia or blood CPK increased compared with the upadacitinib 15 mg and cMTX
groups; TEAEs of blood CPK increased were reported in the upadacitinib dose groups only. No subject
discontinued due to a TEAE of neutropenia, lymphopenia, or blood CPK increased.
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Summary/Conclusions (Continued)
Safety Results (Continued):

In general, group mean values for key hematology variables (hemoglobin, hematocrit, lymphocytes,
neutrophils, platelets, and immunoglobulin [Ig]M and 1gG) were within the normal reference range at
Baseline and at all visits for the upadacitinib and cMTX groups. At the subject level however, a higher
percentage of subjects in the upadacitinib 30 mg dose group compared with the upadacitinib 15 mg and
cMTX groups had Grade 3 or Grade 4 decreases in hemoglobin, neutrophil, or lymphocyte values.

Three subjects (1 in each treatment group) had Grade 3 decreases in hemoglobin values that occurred at
multiple (> 2) time points during the treatment period. No subject had a Grade 4 decrease in neutrophil
value. Only 1 subject (upadacitinib 30 mg group) had a Grade 4 decrease in lymphocyte value, which
occurred at a single time point during the treatment period; no treatment-emergent infectious events were
reported by this subject.

Grade 3 increases in blood CPK values were reported in the upadacitinib dose groups only (2 subjects in
each group); none of these subjects discontinued the study due to an increased CPK value or had
rhabdomyolysis, and all 4 subjects were asymptomatic. No Grade 4 increases in blood CPK were
reported. Few subjects had increases in ALT or AST values that were Grade 3, and no Grade 4 ALT or
AST values were reported. No subject had an increase in serum creatinine value that was Grade 3 or
Grade 4. Treatment-with upadacitinib 15 mg and 30 mg resulted in statistically significant and clinically
meaningful mean increases compared with cMTX in low-density lipoprotein-cholesterol (LDL-C),
high-density lipoprotein-cholesterol (HDL-C), and total cholesterol. However, the ratios of total
cholesterol:HDL-C and LDL-C:HDL-C remained unchanged and were not statistically significant for
both the upadacitinib and cMTX groups at Week 14.

Mean changes from Baseline to Week 14 for vital signs in all the upadacitinib dose groups were not
considered to be clinically meaningful compared with the cMTX group.

Conclusions:

In Period 1 of Study M15-555, superiority was consistently demonstrated for upadacitinib 15 mg and

30 mg QD alone versus continuing MTX for both clinical responses and patient-reported health outcome
results in subjects with moderately to severely active RA who had an inadequate response to MTX. The
benefit-risk profile of both doses of upadacitinib as monotherapy is assessed as favorable based on the
efficacy and safety results through Week 14 of the study.

Date of Report: 07Jun2018
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Protocol Changes

At the time of the data cutoff for this Period 1 clinical study report, the original protocol
(01 October 2015, 0 subjects enrolled) had 3 global amendments, 4 country-specific
amendments, 5 global administrative changes, and 3 country-specific administrative
changes. The majority of changes to the protocol were responses to regulatory feedback,
clarifications, and editorial changes.

Administrative Change 1 (04 March 2016), 2 (21 March 2016), 3 (12 April 2016),

5 (05 May 2016), 7 (Voluntary Harmonization Procedure [VHP] countries only)

(20 January 2017), and 8 (30 March 2017) were written to update contact information or
to make minor administrative corrections. Administrative Change 4 (Japan only)

(13 April 2016) was written to clarify the beta-D-glucan testing for Japan. Administrative
Change 6 (Japan only) (08 June 2016) was written to clarify the varicella zoster virus
testing for Japan.

The amendments, number of subjects enrolled under each amendment, country-specific
protocol changes, and substantial protocol changes were as follows:

e Amendment 1 (21 January 2016, O subjects)

o Updated the study design and plan to change the duration of Period 1 from
to 14 weeks and added a blinded long-term extension (Period 2).

o Added a 15 mg treatment group.

o Increased the number of study centers and number of subjects to be
enrolled.

o Described how the blind will be maintained.
o Added discontinuation procedures.

o Updated procedures for laboratory samples during the screening period and
defined screen failure.

o Added follow-up procedures.
o Updated MTX therapy and hsCRP value requirements at Screening.
o ldentified patient questionnaires to be completed.
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Added international normalized ratio (INR) reflex, follicle stimulating
hormone, and varicella zoster virus specific immunoglobulin (Ig)G to
clinical chemistry lab tests.

Added requirement that a positive result for Hepatitis B surface antibody
requires Hepatitis B virus DNA polymerase chain reaction (PCR) testing
(for subjects in Japan only).

Added testing for varicella zoster virus (for subjects in Japan only).
Updated randomization and randomization stratification.
Added language regarding the Week 14 interim analysis.
Added text to describe the addition of an external DMC.
Updated the AST or ALT specific toxicity management guidelines.

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 Gl diseases; subjects with
conditions that could interfere with drug absorption; subjects who have
been the recipient of an organ transplant; subjects who had clinically
relevant or significant ECG abnormalities; subjects with a positive result of
beta-D-glucan (for subjects in Japan only).

e Amendment 2 (29 February 2016, 283 subjects)

O

O

o

Removed all country-specific language for Japan.
Updated RA classification criteria serum pregnancy testing requirements.

Added criteria for adjusting or adding background medication at Week 26
if subjects do not achieve LDA as defined by CDAI.

e Amendment 2.01 (Japan only) (09 March 2016, 27 subjects)

o

o

Added Japan-specific inclusion and exclusion criteria.

Updated text to reflect revisions implemented with global protocol
Amendment 2 (29 February 2016).
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e Amendment 2.02 (VHP countries) (27 May 2016, 128 subjects)

o Revised to require compliance to local label with the concomitant use of
MTX.

e Amendment 3 (06 October 2016, 166 subjects)

o Updated exclusion criteria to reflect normal reference range in the elderly
population and the lack of corrected QT interval prolongation with
upadacitinib.

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

e Amendment 3.01 (Japan only) (02 November 2016, 38 subjects)

o Updated text to reflect revisions implemented with global protocol
Amendment 3 (06 October 2016).

e Amendment 3.02 (VHP countries) (04 January 2017, 6 subjects)

o Updated text to reflect revisions implemented with global protocol
Amendment 3 (06 October 2016).

The original protocol, protocol amendments, and administrative changes not incorporated
into a previous amendment are provided in Appendix 16.1 1.

The protocol changes described in the amendments and administrative changes did not
affect the interpretation of the results of the study.

10
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List of Investigators and Sites

Investigator Name

Site Name/Post Office Address

Alissa, Hassan

Acrthritis Clinic Of Central Texas
Bldg. 2, Suite 2203

1340 Wonder World Dr.

SAN MARCOS, TX 78666
United States

Ally, Mahmood

University of Pretoria

Clinical Research Unit, Prinshof Medical Campus
Pathology Building, Room 2-54

Dr Savage Rd

PRETORIA, GT 0002

South Africa

Alvarez, Analia

Centro de Educacién Médica e Investigaciones Clinicas ""Norb
Galvan 4102 1st Floor

BUENOS AIRES, CP1431FWO

Argentina

Amital, Howard

Sheba Medical Center
Department of Medicine B
Tel Hashomer

RAMAT GAN, 5262100
Israel

Arce Nunez, Esperanza

South Florida Research Phase I-IV
4487 NW 36th St

MIAMI SPRINGS, FL 33166
United States

Atsumi, Tatsuya

Hokkaido University Hospital
Kita-14 Nishi-5 Kita-ku
Hokkaido

SAPPORO, 060-8648

Japan

Bazela, Barbara

NZOZ Centrum Reumatologiczne Indywidualna Specjalistyczna Pr

Indywidualna Specjalistyczna Praktyka Lekarska Lek. Med.
Barbara Bazela

ul. Gdynska 51
ELBLAG, 82-300
Poland
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Investigator Name

Site Name/Post Office Address

Brionez, Tamar

Advanced Rheumatology of Houston - Woodlands
Suite 120

10857 Kuykendahl Road

THE WOODLANDS, TX 77382

United States

Bugrova, Olga

Orenburg State Medical University
Orenburg Regional Clinical Hospital

23, Aksakova Str. ORENBURG, 460018
Russian Federation

Burnette, Michael

BayCare Medical Group
Research Department
1st Floor

4612 N. Habana Ave
TAMPA, FL 33614
United States

Carrio, Judith

Centro de Enfermedades del Higado y Aparato Digestivo
Laprida 970 - Rosario

SANTA FE, 2000

Argentina

Carter, John

University of South Florida Morsani Center for Advanced
Healthcare

13330 USF Laurel Dr.
TAMPA, FL 33612
United States

Codding, Christine

Health Research of Oklahoma
Suite 409

1211 North Shartel Ave
OKLAHOMA CITY, OK 73103
United States

Collins, Robert

Tennessee Rheumatology
Suite 101

2001 Charlotte Ave
NASHVILLE, TN 37203
United States
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Investigator Name

Site Name/Post Office Address

Correa, Maria de los Angeles

Consultorios Reumatoldgicos Pampa
1st floor apartment "A"

La Pampa 1548

BUENOS AIRES, 1428

Argentina

Czuszynska, Zenobia

Centrum Badan Klinicznych Pihouse
ul. Na Zaspe 3

GDANSK, 80-546

Poland

Damjanov, Nemanja

Clinical Center of Serbia
Institute of Rheumatology
69 Resavska
BELGRADE, 11000
Serbia

Dokoupilova, Eva

Revmatologie a osteologie Medical Plus
Podoli 262 uherske hradiste

Obchodni 1507

UHERSKE HRADISTE, 686 01

Czech Republic

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, 2193
South Africa

Ellis, Graham

Centre Synexus Helderberg Clinical Research Centre
7G and H Arun Place

Sir Lowrys Pass Rd

SOMERSET WEST, WC 7130

South Africa
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Fairfax, Michael

Arthrocare Arthritis Care and Research
Suite 440

2451 E. Baseline Rd

GILBERT, AZ 85234

United States

Fischer, Peter

Mansfield Health Center
200 Copeland Dr
MANSFIELD, MA 02048
United States

Fracassi, Elena

Ospedale Policlinico Borgo Roma
U.0.C di Reumatologia

Piazzale L.A. Scuro, 10
VERONA, 37134

Italy

Fung, H.S. Eugene

Arthritis and Osteoporosis Clinic Research Center of Central
Suite 101

611 W. Hwy 6

WACO, TX 76710

United States

Garmish, Olena

SI "™'National Scientific Centre"" Institute of Cardiology

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

5 Narodnoho Opolchennya St.
KYI1V, 03680
Ukraine

Gonzalez-Paoli, Julio

BayCare Medical Group

Suite 2E

620 10th St North

ST. PETERSBURG, FL 33705
United States

Goodman, Leslie

Diagnostic Group

Diagnostic Group Integrated Health Systems, PLLC
3282 College St

BEAUMONT, TX 77701

United States
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Goodman, Robert

Vanguard Medical Research
740 Jordan St
SHREVEPORT, LA 71101
United States

Grant, David

Sun Research Institute
Suite 101

303 E. Quincy St

SAN ANTONIO, TX 78215
United States

Grembiale, Rosa Daniela

Azienda Ospedaliera Mater Domini
Dipartimento di Scienze della Salute
viale Europa, localita Germaneto
CATANZARO, 83100

Italy

Grunina, Elena

Nizhny Novgorod City Clinical Hospital Number 5
Nesterov St 34

NIZHNIJ NOVGOROD, 603005

Russian Federation

Gyselbrecht, Lieve

Algemeen Stedelijk Ziekenhuis Aalst
Dienst Rheumatology

Merestraat 80

AALST, 9300

Belgium

Hofman, Julio

Mautalen Salud en Investigacion
Azcuenaga 1860

BUENOS AIRES, C1128AAF
Argentina

Ibanez Zurlo, Leticia

Cordis

Espana 1067
SALTA, CP4400
Argentina
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Inceoglu Altan, Lale

Uludag Universitesi

Ataturk Rehabilitation Application and Research Center
Sulfurous Thermal Springs

Kukurtlu

CADDESI BURSA, 16080

Turkey

Inoue, Hiroshi

Inoue Hospital

55 Tohri-machi
TAKASAKI-SHI, 370-0053
Japan

Irfan, Muhammad

DM Clinical Research
Suite 190

13406 Medical Complex Dr
TOMBALL, TX 77375
United States

Jain, Manish

Great Lakes Clinical Trials
5149 North Ashland Ave
CHICAGO, IL 60640
United States

Janer, Edgard

Clinical Research of West Florida
5115 North Armenia Ave
TAMPA, FL 33603

United States

Joseph, John

Trinity Universal Research Associates
Suite 100

2008 East Hebron Pkwy
CARROLLTON, TX 75007

United States

Kamalova, Rimma

CBUZ Republican Clinical Hospital G.G.Kuvatova
132, Dostoevskogo str.

UFA, 450005

Russian Federation

Katayama, Masaki

Osaka Red Cross Hospital

5-30, Fudegasaki Tennoji-ku
OSAKA-SHI, OSAKA, 543-8555
Japan
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Kawakami, Atsushi

Nagasaki University Hospital

Hematology

1-7-1 Sakamoto

NAGASAKI-SHI, NAGASAKI, 852-8501
Japan

Kawano, Mitsuhiro

Honjo Rheumatism Clinic
473-1 Kyoden, Toyama
TAKAOKA-SHI, 933-0874
Japan

Japan

Koike, Tatsuya

Shirahama Hamayu Hospital

1447 Shirahama-cho Nishimuro, Wakayama
SHIRAHAMA, 649-2211

Japan

Kondo, Masakazu

Kondo Clinic for Rheumatism and Orthopaedics
3-10-11 Tenjin, Chuo-ku, Fukuoka
FUKUOKA-SHI, 810-0001

Japan

Kull, Mart

Medita kliinik
Teguri 37b
TARTU, 50107
Estonia

Kumar, Swati

P&I Clinical Research , LLC
409 Gaslight Blvd

LUFKIN, TX 75904

United States

Kuropatkin, Gennadiy

Samara Regional Clinical Hospital named after VD Seredavina
n.a. V.D.Seredavin

159, Tashkentskaya str.

SAMARA, 443095

Russian Federation

Lazarevic, Milijanka

Specijalna Bolnica za Reumatske bolesti Novi Sad
Futoska 68

NOVI SAD, 21000

Serbia
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Leszczynski, Piotr Medyczne Centrum Hetmanska
ul. Hetmanska 55/1

POZNAN, 60-218

Poland

Licheva, Rodina DCC "XVII - Sofia" EOOD, Rheumatology Cabinet,
108, Evlogi Geogiev Blvd

SOFIA, 1505

Bulgaria

Lidman, Roger Center for Arthritis and Rheumatic Diseases
Suite A

816 Greenbrier Cir

CHESAPEAKE, VA 23320

United States

Lillo, Joseph Elite Clinical Studies

4520 East Indian School Rd
PHOENIX, AZ 85018
United States

Lindsey, Stephen Ochsner Health Center - Baton Rouge
9001 Summa Ave

BATON ROUGE, LA 70810

United States

Malik, Basit Professional Research Network of Kansas
2260 N Ridge Road Suite 240
WICHITA, KS 67205

United States

Mallepalli, Jyothi Arthritis and Diabetes Clinic
3402 Magnolia Cove
MONROE, LA 71203
United States

Marenco de la Fuente, Jose-Luis | Hospital Universitario de Valme

Nuestra Senora, Servicio de Reumatologia,
Planta 9 izquierda

Carretera de Cadiz s/n

SEVILLA, 41014

Spain
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Martinez Morillo, Melania

Hospital Universitari Germans Trias i Pujol
Servicio de Reumatologia

Crta. Can Ruti-Cami Escoles, s/n
BARCELONA, 08916

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

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

Center for Arthritis and Clinical Rheumatology Matsubara Clinic
KUMAMOTO, 862-0920

Japan

Matsuta, Kunio

Matsuta Clinic

2-28-2, Daizawa
SETAGAYA-KU, 155-0032
Japan

Mazurek, Marcin

NZOZ Reumed Lublin

Zespol Poradni Specjalistycznych
ul. Konrada Wallenroda 2F/4
LUBLIN, 20-607

Poland

Mehta, Chandrakant

Private Practice - Dr. Chandrakant V. Mehta
Suite F

949 Calhoun PI

HEMET, CA 92543

United States

Micaelo, Manuela

Instuto Portugues de Reumatologia
Rua da Beneficencia, 7

LISBON, 1050-034

Portugal

Miller, Jeffrey

Southwest Florida Clinical Research Center
3218 West Azeele St

TAMPA, FL 33609

United States

19



Qbbvie  Upadacitinib (ABT-494)
M15-555 Clinical Study Report — Period 1

R&D/17/1309

Investigator Name

Site Name/Post Office Address

Miyahara, Hisaaki

Kyushu Medical Center

1-8-1 Jigyohama Chuo-ku
FUKUOKA-SHI, FUKUOKA, 810-8563
Japan

Miyamoto, Toshiaki

Seirei Hamamatsu General Hospital
2-12-12, Sumiyoshi, Naka-ku, Shizuoka
HAMAMATSU, 430-8558

Japan

Miyamura, Tomoya

Kyushu Medical Center

1-8-1 Jigyohama Chuo-ku
FUKUOKA-SHI, FUKUOKA, 810-8563
Japan

Miyazato, Hajime

Miyazato Clinic

9-16, Ouchi-cho, Shunan-shi
YAMAGUCHI, 745-0824
Japan

Myasoedova, Svetlana

City Clinical Hospital No.4
8, Shoshina str.
IVANOVO, 153005
Russian Federation

Naftal, Leonardo

Centro Privado de Medicina Familiar - Mindout Research
Jose Pedro Varela 3954/3901

BUENOS AIRES, 1417

Argentina

Nagano, Shuji

Aso lizuka Hospital

3-83 Yoshio-machi
IIZUKA-SHI,FUKUOKA, 820-8505
Japan

Nakajima, Toshihiro

Kochi Medical Center
1617-5 Niida, Kochi
KOCHI-SHI, 781-0112
Japan
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Navarro Sarabia, Federico

Hospital Infanta Luisa

Centro de Rheumatology Avanzada
3 Planta, Ala derecha,

C/ San Jacinto, 87,

SEVILLA, 41010

Spain

Neiman, Abigail

Pioneer Research Solutions
10700 Stancliff Rd
HOUSTON, TX 77099
United States

Ohira, Takashi

Ohira Orthopaedic Arthritis Clinic
15-30 Miyako-machi, Hyuga-shi
MIYAZAKI, 883-0043

Japan

Ortega-Colon, Ramon

Private Practice - Dr. Ramon Ortega
Valle Arriba Heights

BA-14 Monserrate Ave.
CAROLINA, 00983

Puerto Rico

Osokina, Natalia

Perm Clinical Center
24, Sovetskaya str.
PERM, 614000
Russian Federation

Parsik, Eevi

North Estonian Medical Centre Foundation
Department of Rheumatology

Sutiste str 19

TALLINN, 13419

Estonia

Perruquet, James

CCHC New Bern Internal Medicine Specialists
702 Newman Rd

NEW BERN, NC 28562

United States

Petre, Octavian

Spitalul Municipal Schuller Ploie?ti
Sectia Reumatologie,

Str. Ana lIpatescu, nr 59,
PLOIESTI, 100337

Romania
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Petrikova, Alena

Clinical Trials Center
Na Sibeniku 914/1,
OLOMOUC, 779 00
Czech Republic

Petrov, Dmitry

Clinical Hospital #5

22, Tereshkovoy str. Yaroslavi
YAROSLAVL, 150003
Russia

Pickrell, Paul

Tekton Research
Suite 110

4534 West Gate Blvd
AUSTIN, TX 78739
United States

Pinto, Patricia

Centro Hospitalar de Vila Nova de Gaia/Espinho - Unidade |
Servico de Reumatologia

Rua Conceicao Fernandes

VILA NOVA DE GAIA, 4434-502

Portugal

Platonov, Dmitry

Tver Regional Clinical Hospital
105, Peterburgskoye shosse
TVER, 170036

Russian Federation Russia

Pocurull, Ricardo

Anrthritis & Osteoporosis Clinic of Brazos Valley
Suite 204

1721 Birmingham Dr

COLLEGE STATION, TX 77845

United States

Pop-Moody, Adriana

Private Practice - Dr. Adriana Pop-Moody
Suite 704

613 Elizabeth St

CORPUS CHRISTI, TX 78404

United States
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Pretorius, Maria

Tiervlei Trial Center

Karl Bremmer Hospital

Basement Floor

c/o Mike Pienaar Blvd & Frans Conradie Ave
BELLVILLE, WC 7530

South Africa

Pulai, Judit

Fejér Megyei Szent Gyorgy Egyetemi Oktaté Kdrhaz
Reumatologiai Osztaly

Seregelyesi ut 3.

SZEKESFEHERVAR, 8000

Hungary

Racewicz, Artur

Osteo-Medic Bialystok
ul. Wiejska 81
BIALYSTOK, 15-351
Poland

Radunovic, Goran

Clinical Center of Serbia
Institute of Rheumatology
69 Resavska
BELGRADE, 11000
Serbia

Rashkov, Rasho

UMHAT 'Sveti Ivan Rilsky'
13, Urvich St

SOFIA, 1612

Bulgaria

Reitblat, Tatiana

Barzilai Medical Center
Rheumatology Outpatient Clinic
2 Hahistadrout St

ASHKELON, 7830604

Israel

Rekalov, Dmytro

Zaporizhzhia Oblast Clinic Hospital

Municipal Institution "Zaporizhzhya Regional Clinical Hospital of

Zaporizhzhya regional Council"
10 Orkhivske shose
ZAPORIZHZHYA, 69600
Ukraine
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Resch, Heinrich Rheuma-Zentrum Wien-Oberlaa
Kurbadstr 14

VIENNA, 1100

Austria

Riega-Torres, Janett Luzmila Desarrollos Biomédicos y Biotecnoldgicos de México
DEBBIOM

Col Obispado, Nuevo Leon

Belisario Dominguez 2303

MONTERREY, NUEVO LEON, C.P. 64060

Mexico

Rigby, William Dartmouth-Hitchcock Medical Center
Section of Rheumatology

One Medical Center Dr

LEBANON, NH 03756

United States

Roman lvorra, Jose Hospital Universitari i Politécnic La Fe
Servicio de Reumatologia

Torre B, 6a planta

Avda F. Abril Martorell 106
VALENCIA, 46026

Spain

Rosner, Itzhak Bnai Zion Medical Center
Department of Rheumatology
47 Eliyahu Golomb St
HAIFA, 3339419

Israel

Sayers, Michael Arthritis Associates And Osteoporosis Center Of Colorado Spr
Suite 201

595 Chapel Hills Dr

COLORADO SPRINGS, CO 80920

United States

Sedlackova, Marie Thomayerova nemocnice
Revmatologicke oddeleni
Vldenska 800

PRAHA 4, 140 59

Czech Republic
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Sefik Bukilica, Mirjana

Clinical Center of Serbia
Institute of Rheumatology
69 Resavska
BELGRADE, 11000
Serbia

Sharma, Marigene

Albuquerque Clinical Trials
711 Encino PI North East
ALBUQUERQUE, NM 87102
United States

Shergy, William

Rheumatology Associates of North Alabama
Suite 500

720 Gallatin St

HUNTSVILLE, AL 35801

United States

Singhal, Atul

Southwest Rheumatology
1600 Republic Pkwy
Suite 200

MESQUITE, TX 75150
United States

Snyder, Arthur

Avrthritis and Osteoporosis Associates of New Mexico
1255 Hillrise Cir

Arthritis and Osteoporosis Associates of New Mexico
LAS CRUCES, NM 88011

United States

Sotnikova, Tatiana

Moscow City Clinical Hospital S.P. Botkin
n.a. S.P. Botkina

5, 2nd Botkinskiy proezd

MOSCOW, 125284

Russian Federation

Spevakova, Jaroslava

Private Practice - Dr. Jaroslava Spevakova
Sady 28. rijna 5

BRECLAV, 690 02

Czech Republic
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Stanislavchuk, Mykola

Vinnytsia Yushchenko Regional Psychoneurological Hospital
Vinnytsia Regional Clinical Hospital n.a. M.l. Pyrogov
Rheumatology Dept Chair of Internal Medicine #1

46 Pyrogova Str.

VINNYTSIA, 21018

Ukraine

Stejfova, Zuzana

Nuselska Poliklinika
Revmatologie
Taborska 57
PRAGUE 4, 140 00
Czech Republic

Stone, Kevin

West Broward Rheumatology Associates
Suite 300

7431 North University Dr

TAMARAC, FL 33321

United States

Sudano, Dominick

University of Arizona Clinical and Translational Science Research
Center

1515 N Campbell Ave.
#1925U

TUCSON, AZ 85724-5093
United States

Surbeck, William

Healthcare Research Consultants
Suite A

4619 South Harvard Ave
TULSA, OK 74135

United States

Swierkot, Jerzy

WroMedica | Centrum Zdrowia — Wroclaw
ul. Adama Mickiewicza 91

WROCLAW, 51-685

Poland

Takaoka, Hirokazu

Kumamoto General Hospital

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

KUMAMOTO-SHI, KUMAMOTO, 862-8655
Japan
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Takeuchi, Yohei Sanuki Municipal Hospital

387-1 Ishidahigashikou, Sanagawa-cho Kagawa
SANUKI-SHI, 769-2393

Japan

Tanimura, Kazuhide Hokkaido Medical Center for Rheumatic Diseases
1-45, 3-chome, kotonil-jo, nishi-ku, Hokkaido
SAPPORO-SHI, 063-0811

Japan

Toro-Torres, Ramon Ponce Medical School Foundation, Inc.
CAIMED Center

280 Monterrey St

PONCE, 00716

Puerto Rico

Torres, Arnaldo Advent Clinical Research Center
4820 Park Blvd.

PINELLAS PARK, FL 33781
United States

Toth, Edit Pest Megyei FIor Ferenc Korhaz
Reumatologiai es Fizioterapias Osztaly
Semmelweis ter 1

KISTARCSA, 2143

Hungary

Ueki, Yukitaka Sasebo Chuo Hospital

15 Yamato-cho, Nagasaki
SASEBO-SHI, 857-1195
Japan

Ujfalussy, llona Magyar Honvédség Egészségiigyi Kozpont
Reumatologiai Osztaly

Podmaniczky utca. 111

BUDAPEST, 1062

Hungary

Valenzuela, Rosa Quantum Research Stgo.

General del Canto #105, oficina 505
Providencia,

SANTIAGO, 7500588

Chile
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Vanhoof, Johan

Reuma Clinic; Locatie Jaarbeurslaan
Jaarbeurslaan 21b22

GENK, 3600

Belgium

Vargas, Juan

Quantum Research

Dr. Otto Bader #810
PUERTO VARAS, 5550170
Chile

Vassilopoulos, Dimitrios

General Hospital of Athens ""Ippokrateio
2nd Internal Medicine Department 63-67 Evrou Street
ATHENS, 11527

Greece

Vera Perez, Erika

Comite Mexicano Para la Prevencion de Osteoporosis

Insurgentes Sur 299, Mezzanine, Col. Hipodromo Del. Cuauhtemoc

MEXICO CITY, 06100
Mexico

Waller, Philip

Accurate Clinical Research
12553 Gulf Fwy
HOUSTON, TX 77034
United States

Weitzner, Ronald

Sarasota Arthritis Research Center - Venice
Suite 101

1945 Versailles St

SARASOTA, FL 34239

United States

Wells, Alvin

Rheumatology and Immunotherapy Center
4225 W. Oakwood Part Court
FRANKLIN, WI 53132

United States

Wislowska, Malgorzata

Centralny Szpital Kliniczny MSWIA w Warszawie
Klinika Chorob Wewnetrznych i Reumatologii
Woloska 137

WARSAW, 02-507

Poland
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Wolfe, Sanford

STAT Research, Inc.
One Elizabeth Place
Suite 230

West Medical Pl
DAYTON, OH 45417
United States

Yatsyshyn, Roman

Regional Clinical Hospital

91 Fedkovycha str.

91 Fedkovycha str.
IVANO-FRANKIVSK, 76018
Ukraine

Zisman, Devy

Carmel Hospital
Rheumatology Unit
7 Michal St.
HAIFA, 3436212
Israel

Zonova, Elena

LLC Medical Center-Healthy Family
Healthy Family

19/2

Tyulenina St

NOVOSIBIRSK, TA 630061
Russian Federation
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