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Supplementary Section 1. Exclusion criteria

Patients were ineligible to participate in this study if any of the following criteria were met:

1. Patients who were investigational site staff members or relatives of those site staff

members, or subjects who were Pfizer employees directly involved in the conduct of the trial.

2. Participation in other interventional studies within 4 weeks before the current study began
and/or during study participation (excluding non-interventional follow-up during the

screening period).

3. Patients receiving any other disease-modifying antirheumatic drugs (other than those
allowed), thalidomide (including previous use) and other prohibited concomitant

medications.

4. Patients who were currently receiving, or previous use of a tumour necrosis factor inhibitor

or other biological agent.

5. Blood dyscrasias at screening or within 3 months prior to the first dose of study drug,

including confirmed:

a. Haemoglobin <10 g/dL.

b. Absolute white blood cell count <3.0 x 10°/L (<3000 mm?).

c. Absolute neutrophil count <1.2 x 10°/L (<1200 mmp).

d. Absolute lymphocyte count <1.0 x 10°/L (<1000/mm).

e. Platelet count <100 x 10°/L (<100 000/mm?).



One re-testing of a laboratory acceptable specimen was allowed of any of these parameters if
the abnormal result was considered uncharacteristic. Documentation was required in the
source of the typical results to allow a repeat test and the re-test must have been completed

within the screening period.

6. Estimated Creatinine Clearance <40 mL/min based on Cockcroft Gault equation at

screening visit.

7. Total bilirubin, aspartate aminotransferase or alanine aminotransferase more than 1.5 times
the upper limit of normal at screening visit. One re-testing with an uncompromised sample
was allowed if the abnormal result was considered uncharacteristic and must have been
completed within the screening period. Documentation was required in the source of the

typical results to allow a repeat test.

8. History of any other autoimmune rheumatic disease (eg, systemic lupus erythematosus,
mixed connective tissue disease, scleroderma, polymositis) or known diagnosis of

fibromyalgia, without approval by sponsor.

9. History of an infected joint prosthesis at any time, with the prosthesis still in situ.

10. History of any lymphoproliferative disorder, such as Epstein Barr Virus-related
lymphoproliferative disorder, history of lymphoma, leukaemia, or signs and symptoms

suggestive of current lymphatic disease.

11. History of recurrent (more than 1 episode) herpes zoster or disseminated/multi-
dermatomal (a single episode) herpes zoster or disseminated (a single episode) herpes

simplex.



12. History of infection requiring hospitalisation, parenteral antimicrobial therapy, or as
otherwise judged clinically significant by the investigator, within the 6 months prior to the

first dose of study drug.

13. History of infection requiring antimicrobial therapy within 2 weeks prior to the first dose

of study drug.

14. Any prior treatment with alkylating agents (eg, cyclophosphamide or chlorambucil), total

lymphoid irradiation, etc.

15. Any patient who had been vaccinated with live or attenuated vaccines within the 6 weeks
prior to the first dose of study drug or was to be vaccinated with these vaccines at any time

during treatment or within 6 weeks after last dose of study drug.

16. A patient with any condition possibly affecting oral drug absorption, eg, gastrectomy,
clinically significant diabetic gastroenteropathy or certain types of bariatric surgery such as
gastric bypass. Procedures such as gastric banding, that simply divide the stomach into

separate chambers, were NOT exclusionary.

17. History of alcohol or drug abuse unless in full remission for greater than 6 months prior to

first dose of study drug.

18. Body weight or body habitus greater than what could be accommodated by the site’s

magnetic resonance imaging (MRI) scanner table weight limits or MRI scanner bore.

19. Any contraindication to MRI that in the judgement of the investigator and MRI centre
posed a safety risk to the subject such as, but not limited to, cardiac pacemaker, implanted
cardiac defibrillator, aneurysm clips, carotid artery vascular clamp, neurostimulator, insulin

or infusion pumps, bone growth/fusion stimulator and cochlear, otologic and ear implants.



20. Patients with passive implants that may have been weakly ferromagnetic in the vicinity of
the radio frequency coil that may have caused image artefacts in the spine and sacroiliac

joints.

21. Severe claustrophobia that would interfere with the ability to undergo an MRI.

22. Screening 12-lead ECG that demonstrated clinically relevant abnormalities which may
have affected subject safety (eg, pattern of acute myocardial infarction, acute ischaemia or
serious arrhythmia) or interpretation of study results (eg, continuously paced ventricular

rhythm or complete left bundle branch block).

23. A patient with a known immunodeficiency disorder or a first-degree relative with a

hereditary immunodeficiency.

24. A patient with a malignancy or with a history of malignancy, with the exception of
adequately treated or excised non-metastatic basal cell or squamous cell cancer of the skin or

cervical carcinoma in situ.

25. Significant trauma or surgery procedure within 1 month prior to first dose of study drug,

or any planned elective surgery during the study period.

26. A patient who required prohibited concomitant medications.

27. A patient known to be infected with human immunodeficiency virus, hepatitis B virus or

hepatitis C virus (HCV) or any chronic infection.

e Hepatitis B surface antigen (HBsAg)+ was exclusionary; patients who were HBsAg+
but hepatitis B core antibody (HBcAb)+ must have undergone further testing for
hepatitis B surface antibody (HBsAb) to be considered for enrolment. If HBsAb+,

subject could enrol; if HBsAb-, the patient was to be excluded.



e Patients who were hepatitis C virus antibody (HCV Ab)+ must have undergone
further testing for HCV ribonucleic acid (RNA). Patients who were HCV RNA—

could enrol.

28. A patient who had previously participated in any study of tofacitinib.

29. Pregnant or lactating females, or females planning pregnancy; females of childbearing
potential not using highly effective contraception or not agreeing to continue highly effective
contraception for at least 1 ovulatory cycle after last dose of assigned treatment. A patient
was of childbearing potential if, in the opinion of the investigator, he/she was biologically

capable of having children and was sexually active.

30. Other severe acute or chronic medical or psychiatric condition or laboratory abnormality
that may have increased the risk associated with study participation or study drug
administration or may have interfered with the interpretation of study results and, in the
judgement of the investigator, would have made the patient inappropriate for entry into this

study.

31. A patient who, in the opinion of the investigator or Pfizer (or designee), would be

uncooperative or unable to comply with study procedures.



Supplementary Section 2. Names of study investigators who screened patients for entry into

the trial

Canada: Dr. Denis Choquette, Dr. Boulos Haraoui, Dr. Jean-Pierre Raynauld, Dr. Louis

Bessette

Karen Adams, Dr. Marie-Claire Banville, Dr. Jacques P. Brown, Dr. Louise Morin

Czech Republic: Dr. Jan Rosa, Dr. Simona Skacelova, MUDr. Eva Dokoupilova, Erika
Kacerova, Dr. Zuzana Stejfova, Dr. Zuzana Urbanova, Prof. Dr. Karel Pavelka, Marketa
Fojtikova, MUDr. Marta Olejarova, Dr. Ladislav Senolt, Dr. Ladislav Bortlik, Dr. Eva

Eberova

Germany: Dr. med. Georg P. Dahmen, Dr. med. Antje Dahmen, Oliver P. Mallien, Ulrike
Schroeder, Sabine Tegethoff, Prof. Dr. med. Joern Kekow, Dr. med. Monika Kekow, Dr.
Joerg Polter, Stylianos Tomaras, Prof. Dr. med. Joachim Sieper, Dr. med. Henning Brandt,
Dr. med. Hildrun Haibel, Dr. med. Nina Ursula Kempiners, Dr. med. Denis Poddubnyy,
Valeria Rios Rodriguez, Dr. Inge Spiller, Dr. Uta Syrbe, Dr. Ulrich von Hinueber, Dr.

Winfried Demary

Hungary: Dr. Tibor Balazs, Dr. Zsuzsanna Perjesi, Dr. Laszlo Antal Hodinka, Dorottya
Nagy, Greta Sterba, Dr. Edit Vereckei, Dr. Edit Drescher, Dr. Csaba Gyorgy Kiss, Dr. Sandor
Szanto, Dr. Nora Bodnar, Dr. Zsuzsanna Hutkai, Katalin Csomos, Renata Kun, Dr. Istvan

Szombati, Dr. Aniko Deli, Dr. Eleni Kanakaridu, Dr. Illona Orban, Dr. Csilla Szentivanyi

Republic of Korea: Dr. Chang-Hee Suh, Dr. Hyoun Ah Kim, Dr. Seong Ryul Kwon, Dr. Mie
Jin Lim, Prof. Won Park, Prof. Dr. Yong-Wook Park, Dr. Tae-Jong Kim (Previous PI),

Kyung-Eun Lee, Dr. Dong Jin Park, Dr. Eun Young Lee, Jin Kyun Park



Poland: Dr. Slawomir Jeka, Dr. Magdalena Banaszek-Mucka, Dr. Halina Bilinska
Reszkowska, Dr. Iwona Dankiewicz-Fares, Dr. Piotr Ignaczak, Dr. Tomasz Jankowski, Dr.
Katarzyna Kolossa, Dr. Barbara Koscielniak, Dr. Kinga Koscinska Ilczyszyn, Dr. Rafal
Wojciechowski, Dr. Joanna Zalewska, Dr. Joanna Glogowska-Szelag, Dr. Ilona Palka-
Kisielowska, Dr. Karina Sitek-Ziolkowska, Dr. Jan Brzezicki, Agnieszka Bielewicz-
Zielinska, Janina Drabiszczak-Piatkowska, Dr. Malgorzata Ostolska, Bozena Katarzyna
Rydecka, Dr. Mariusz Korkosz, Dr. Zofia Gula, Bozena Jachimczak, Malgorzata Kilian, Dr.
med. Stefan Daniluk, Prof. Janusz Edward Badurski, Dr. med Urszula Jafiszow, Dr. Elzbieta
Zofia Jeziernicka, Dr. Katarzyna Wolpiuk, Dr. Dariusz Chudzik, Dr. Karolina Kowalik, Dr.
Cezary Stepniak, Ewa Wielosz, Maciej Zakrzewski, Katarzyna Zelazowska, Dr. Marek
Krogulec, Thomas Drazba, Dr. Witold Taljanski, Dr. Maria Stopinska-Polaszewska, Dr.
Jolanta Augustynowicz-Koziell, Dr. Tomasz Bett, Marta Brukiewa, Dr. Radoslaw Brukiewa,
Dr. Szymon Kudlicki, Sylwia Raczko-Kuszilek, Dorota Wisniewska, Dr. Malgorzata

Miakisz, Dr. Alicja Kolbuszewska

Russian Federation: Prof. Nadezhda Vladimirovna Izmozherova, Dr. Maria I. Fominykh, Dr.
Artem A. Popov, Dr. Natalia V. Tagiltseva, Dr. Mikhail S. Shostak, Dr. Anna S. Bukatsel,
Elena S. Buterus, Maxim Buyakov, Alexander Dorovskikh, Sergey Y. Uvarov, Dr. Andrey
M. Sarana, Dr. Alina S. Agafina, Dr. Inna A. Vasilieva, Alexandra S. Yashina, Dr. Marina

Leonidovna Stanislav, Dr. Alla A. Godzenko, Dr. Yulia Leonidovna Korsakova

Spain: Prof. Francisco Javier Blanco Garcia, Dr. Elena Alonso Blanco-Morales, Dr. Maria
del Carmen Bejerano Herreria, Dr. Jesus Carlos Fernandez Lopez, Dr. Natividad Oreiro
Villar, Dr. Jose Antonio Pinto Tasende, Dr. Ana Cecilia Raga Sivira, Prof. Jordi Gratacos
Masmitja, Joan Calvet Fontova, Dr. Maria Garcia Manrique, Eduard Graell Martin, Mireia
Moreno Martinez-Losa, Dr. Ricardo Blanco Alonso, Ines Margarita Ayerbe Cintra, Dr.

Alfonso Corrales Martinez, Dr. Miguel Angel Gonzalez-Gay Mantecon, Javier L. Loricera,



Dr. Victor Manuel Martinez Taboada, Maria Enriqueta Peiro Callizo, Jose Luis Pena
Sagredo, Trinitario Pina Murcia, Dr. Eduardo Collantes, Jerusalem Calvo Gutierrez, Dr.
Maria del Carmen Castro Villegas, Dr. Pilar Font Ugalde, Dr. Montserrat Romero Gomez,
Dr. Antonio Mera Varela, Juan Jose Amarelo Ramos, Juan Carlos Cea Pereiro, Jose Ramon
Maneiro Fernandez, Eva Salgado Perez, Dr. Xavier Juanola Roura, Maria Aparicio Espinar,
Paula Estrada Alarcon, Dr. Emilio Martin Mola, Dr. Alejandro Victor Balsa Criado, Miguel
Bernad Pineda, Maria Gemma Bonilla Hernan, Sara Garcia Carazo, Diana Peiteado Lopez,

Dr. Alejandro Villalba Yllan

Taiwan: Dr. Cheng-Chung Wei, Dr. Pui-Ying Leong, Dr. Kai-Jieh Yeo, Dr. Jeng-Hsien Yen,

Dr. Tsan-Teng Ou, Dr. Wen-Chan Tsai, Dr. Chen-Ching Wu, Dr. Chung-Ming Huang

United States: Dr. Jeffrey Leigh Miller, Katherine J. Athime, Dr. Robert Michael Griffin Jr.,
Dr. Michael Allen Borofsky, Amal G. Kebede, Amy B. Keefe, Dr. Saurin Mrugank Mehta,
Dr. Peter Daniel Nicholas Jr., Dr. Nancy Jane Walker, Dr. Mary Patrice Howell, Dr. Steven
Jay Klein, Dr. Alan Jan Kivitz, Dr. Lori Ann Lavelle, Dr. Frederick Timothy Murphy, Dr.
Marianne L. Shaw, Dr. Atul A. Deodhar, Dr. Cong-Qiu Chu, Lisa Michelle Perry, Dr. Ajay
Wanchu, Dr. Adam Michael Rosen, Gayle L. Cameron, Madeleine Camp, Dr. Rodney
Daniel, Kristine Escobar, Barbara Shock Leding, Dr. Eugenia Rullan Bidot, Dr. Gary L.
Craig, Dr. Jeffrey Bragg Butler, Dr. Howard Mark Kenney, Dr. Sean Paul LaSalle, Dr. Eric
C. Mueller, Dr. Maria White Greenwald, Dr. Gary Irvin Greenwald, Dr. Philip Judson Mease,
Dr. Jane J. Park, Lyne Ann Schaefer-Alfonse, Susan Lucille Williams-Judge, Dr. Alireza
Nami, Dr. John Brendese, Lilit Nami, Vanica Pharoah, Dr. Melvin Albert Churchill Jr., Dr.
Rick Charles Chatwell, Heather A. Janes-Sorensen, Anne Robinson Lorenz, Dr. Robert
Michael Valente, Dr. Michael David Kohen, Dr. Carlos Javier Farach, Dr. Isam Abdulkader

Diab, Dr. Mirza 1. Baig, Dr. Gheorghe Paul Ignat



Supplementary Section 3. Overview of the 3-parameter Bayesian Emax model.
The Emax model is a non-linear model frequently used in dose-response analyses and can be
justified based on drug-receptor interaction[1] and has been used to characterise tofacitinib

dose-response in other indications.[2-4]

The model was:

lo b4 —E. + Emax*dose
0
1-m EDsg+dose

Where 7 is the probability of an ASAS20 response at Week 12, dose is half the total daily
dose in mg, Ey is the log odds of the placebo response, E.x is the additive increase over

placebo in the log odds due to the test drug at a theoretically infinite dose, and EDso is half

the total daily dose in mg that provides an effect of % on the logit scale. Bayesian

methods were used to fit the model. Posterior distributions were estimated using the Markov

Chain Monte Carlo methods.
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Supplementary Section 4. Details of the post-hoc subanalyses.

Patients were classified by CRP >0.287 mg/dL (high) or CRP <0.287 mg/dL (low). Patients
were defined as having positive MRI if they had SPARCC SI joint cut-off >2 at baseline.
Patients were also analysed by composite MRI/CRP status: high CRP/positive MRI, high

CRP/negative MRI, low CRP/positive MRI, low CRP/negative MRI.
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Supplementary Section 5. Narrative for herpes zoster cases

One patient (tofacitinib 2 mg BID) reported mild single-dermatome herpes zoster on Day 23,
which resolved on Day 29 without treatment; causality was related to study drug. One patient
(tofacitinib 10 mg BID) reported moderate herpes zoster in two adjacent dermatomes on Day

43, which resolved on Day 69 with treatment; causality was related to study drug.
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Table S1. Secondary and other efficacy endpoints by study visit

Placebo Tofacitinib Tofacitinib Tofacitinib
2 mg BID 5 mg BID 10 mg BID
N=46 N=50 N=50 N=48
Week 2
ASAS40 15.7 13.5 13.5 17.3
response rate, %
BASDAIS0 15.7 11.5 21.2 13.5
response rate, %
ASASS5/6 7.8 23.1%* 13.5 21.2
response rate, %
ASDAS 15.7 26.9 48.1%** 40.4**
clinically
important
improvement,
response rate, %
ASDAS inactive 0 1.9 1.9 1.9
disease, response
rate, %
CRP mg/dL, LS -1.6 (1.0) -4.2 (1.0) -8.9 (1.0)**x* -9.7 (1.0)***
mean (SE)
Week 4
ASAS40 15.7 28.9 32.7% 21.2

response rate, %
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BASDAI50
response rate, %
ASASS5/6
response rate, %
ASDAS
clinically
important
improvement,
response rate, %
ASDAS inactive
disease, response
rate, %

CRP mg/dL, LS

mean (SE)

21.6

7.8

19.6

2.0

0.7 (1.5)

28.9

19.2

42.3%*

1.9

6.8 (1.5)***

23.1

30.8%*

57.7%**

5.8

9.0 (1.5)***

28.9

28.9%*

51.9%**

7.7

-9.9 (1.5)***

Week 8

ASAS40
response rate, %
BASDAI50
response rate, %
ASASS5/6
response rate, %
ASDAS
clinically

important

27.5

27.5

9.8

29.4

28.9

34.6

21.2%*

44.2

34.6

32.7

42 3%

59.6%**

36.5

40.4

28.9

59.6%**
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improvement,

response rate, %

ASDAS inactive 2.0 5.8 1.9 9.6
disease, response

rate, %

CRP mg/dL, LS -2.0(1.0) -6.8 (1.0)*** -9.0 (1.0)*** -8.7 (1.0)***

mean (SE)

*p<0.05, **p<0.01, ***p<0.001 vs placebo

ASAS40 and BASDAIS0 used NRI/LOCF for missing values

ASDAS clinical improvement = improvement >1.1 units

ASAS, Assessment of SpondyloArthritis international Society; ASDAS, Ankylosing
Spondylitis Disease Activity Score; BASDAI, Bath Ankylosing Spondylitis Disease
Activity Index; BID, twice daily; CRP, C-reactive protein; LOCF, last observation carried
forward; LS, least squares; NRI, non-responder imputation; SD, standard deviation; SE,

standard error
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Table S2. Change from baseline to Week 12 in swollen joint count and chest expansion

Placebo Tofacitinib Tofacitinib Tofacitinib
2 mg BID 5 mg BID 10 mg BID
N=46 N=50 N=50 N=48
Swollen joint count
LS mean (SE) -1.0 (0.4) -0.9 (0.4) -0.8 (0.4) -1.4 (0.4)
p value vs placebo 0.820 0.711 0.424
Chest expansion
LS mean (SE) 0.3(0.2) 0.7 (0.2) 0.5(0.2) 0.1(0.2)
p value vs placebo 0.155 0.491 0.515

BID, twice daily; LS, least squares; SE, standard error
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Table S3. LS mean (SE) change from baseline to Week 12 in patient-reported outcomes

Placebo Tofacitinib Tofacitinib Tofacitinib
2 mg BID 5 mg BID 10 mg BID
N=51 N=52 N=52 N=52
EQ-5D
Mobility -0.1 (0.1) -0.3 (0.1) -0.3 (0.1) -0.4 (0.1)**
Self-care -0.2 (0.1) -0.2 (0.1) -0.1 (0.1) -0.2 (0.1)
Usual activities -0.2 (0.1) -0.3 (0.1) -0.3 (0.1) -0.2 (0.1)
Pain/discomfort -0.2 (0.1) -0.3(0.1) -0.3(0.1) -0.4 (0.1)*
Anxiety/depression -0.0 (0.1) -0.1 (0.1) -0.2 (0.1) -0.1 (0.1)
SF-36

PCS 2.7(0.9) 6.3 (0.9)** 6.5 (0.9)** 7.1 (0.9)**
MCS 24(1.3) 2.1(1.3) 4.2 (1.3) 3.7(1.3)
Physical 2.7(1.1) 4.6 (1.1) 53 (1.1) 5.5(1.1)
functioning
Role limitations 2.9 (1.1) 6.1 (1.1)* 5.8(1.1) 5.9(1.1)
due to physical
health
Bodily pain 3.6 (1.3) 8.6 (1.3)** 10.0 (1.2)*** 8.8 (1.3)**
General health 1.4 (1.0) 1.9 (0.9) 2.2(0.9) 5.0 (1.0)**
perceptions
Vitality 3.8(1.3) 3.8(1.3) 6.3 (1.3) 6.6 (1.3)
Social functioning 2.5(1.2) 5.5(1.2) 6.9 (1.2)** 5.7(1.2)



Role limitations 1.6 (1.4)

due to emotional

problems

Mental health 3.0(1.3)
FACIT-F* 3.1(1.2)
ASQoL -2.5(0.6)
WPAI

Work time missed -1.4 (1.6)

due to health, %

Impairment whilst -6.1 (3.8)

working due to

health (%)

Overall work -54 (3.9

impairment due to

health (%)

Activity -11.2 (3.3)
impairment due to

health (%)

3.2(1.4)

2.2(1.3)

4.7 (1.1)

4.2 (0.6)

5.9(1.7)

-19.6 (3.8)*

-19.8 (4.0)*

-20.1 (3.1)

4.1(1.4) 4.1(1.4)

4.1(1.3) 3.6 (1.3)
7.0 (1.1)* 7.6 (1.2)%*
4.8 (0.6)* -3.9(0.6)
5.2(1.5) -4.01 (1.6)

20.9 3.4)**  -10.9 (3.8)

21.7(3.6**  -13.1 (3.9)
-19.5 (3.1) 174 (3.2)

*p<0.05, **p<0.01, ***p<0.001 vs placebo

FACIT-F patient numbers for placebo, tofacitinib 2 mg BID, tofacitinib 5 mg BID,

tofacitinib 10 mg BID, respectively: 46, 50, 50, 48

"WPAI scores patient numbers for placebo, tofacitinib 2 mg BID, tofacitinib 5 mg BID,

tofacitinib 10 mg BID, respectively: work time missed due to health, 29, 28, 35, 30;

impairment whilst working due to health, 29, 29, 36, 34; overall work impairment due to

health, 29, 28, 35, 30; activity impairment due to health, 46, 50, 50, 47

18



ASQoL, ankylosing spondylitis quality of life; BID, twice daily; EQ-5D, EuroQol 5
dimensions; FACIT-F, functional assessment of chronic illness therapy — fatigue; LS, least
squares; MCS, mental component summary; PCS, physical component summary; SE,
standard error; SF-36, short-form 36 health survey; WPAI, work productivity and activity

impairment
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Table S4. ASAS20 and ASAS40 responses at Week 12 by baseline CRP group

Tofacitinib Tofacitinib Tofacitinib
Placebo 2 mg BID 5 mg BID 10 mg BID
ASAS20
High baseline CRP? 37.8 56.8 78.6%** 59.0
Low baseline CRP® 50.0 40.0 90.0* 46.2
ASAS40
High baseline CRP? 16.2 48.7%** 47.6%** 43.6**
Low baseline CRP® 28.6 26.7 40.0 23.1

*p<0.05, **p<0.01, ***p<0.001 vs placebo

N=37, N=37, N=42, N=39 for placebo, and tofacitinib 2, 5 and 10 mg BID, respectively

"N=14, N=15, N=10, N=13 for placebo, and tofacitinib 2, 5 and 10 mg BID, respectively

High baseline CRP was defined as CRP >0.287 mg/dL; low baseline CRP was defined as

CRP <0.287 mg/dL

ASAS, Assessment of SpondyloArthritis international Society; BID, twice daily;

CRP, C-reactive protein
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Table S5. ASAS20 and ASAS40 responses at Week 12 by positive baseline MRI

Tofacitinib Tofacitinib Tofacitinib

Placebo 2 mg BID 5 mg BID 10 mg BID
N=25 N=31 N=32 N=30
ASAS20 40.0 61.3 87.5%** 63.3
ASAS40 20.0 48.4%* 53.1%* 433

*p<0.05, **p<0.01, ***p<0.001 vs placebo

Patients were defined as having positive MRI if they had SPARCC Spine or SI joint cut-off

>2 at baseline

ASAS, Assessment of SpondyloArthritis international Society; BID, twice daily; MRI,
magnetic resonance imaging; SI, sacroiliac; SPARCC, Spondyloarthritis Research

Consortium of Canada
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Table S6. ASAS20 and ASAS40 response rates at Week 12 by composite baseline CRP and

MRI
Tofacitinib Tofacitinib Tofacitinib
Placebo 2 mg BID 5 mg BID 10 mg BID
High CRP/MRI+ N=19 N=24 N=27 N=19
ASAS20 36.8 70.8 88.9 68.4
ASAS40 15.8 58.3 59.3 52.6
Low CRP/MRI+ N=6 N=7 N=5 N=11
ASAS20 50.0 58.6 80.0 54.6
ASAS40 333 14.3 20.0 27.3
High CRP/MRI- N=16 N=12 N=11 N=16
ASAS20 43.8 333 72.7 62.5
ASAS40 18.8 333 36.4 43.8
Low CRP/MRI- N=6 N=6 N=5 =1
ASAS20 66.7 66.7 100 0
ASAS40 333 50.0 60.0 0
High CRP or MRI+ N=43 N=44 N=47 N=50
ASAS20 39.5 52.3 78.7 58.0
ASAS40 18.6 43.2 44.7 40.0

High CRP was defined as baseline CRP >0.287 mg/dL; low CRP was defined as baseline

CRP <0.287 mg/dL

Patients were defined as MRI+ if they had SPARCC Spine or SI joint cut-off >2 at baseline
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ASAS, Assessment of SpondyloArthritis international Society; BID, twice daily; CRP, C-
reactive protein; MRI, magnetic resonance imaging; SI, sacroiliac; SPARCC,

Spondyloarthritis Research Consortium of Canada
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Table S7. TEAEs by SOC in >2 patients in any treatment group (all causality)

Tofacitinib Tofacitinib Tofacitinib
Patients, n (%) Placebo 2mgBID SmgBID 10 mg BID
Evaluable for AEs 51 52 52 52
With AEs 22 (43.1) 22(44.2) 28 (53.8) 27 (51.9)
Discontinued due to AEs 3(5.9) 0 1(1.9) 1(1.9)
AEs by system organ class and MedDRA preferred terms
Gastrointestinal disorders 509.8) 8 (15.4) 6 (11.5) 8 (15.4)
Abdominal pain 1(2.0) 3(5.8) 0 2(3.8)
Diarrhoea 1(2.0) 2(3.8) 1(1.9) 0
Mouth ulceration 1(2.0) 2(3.8) 0 0
Infections and infestations 12 (23.5) 12 (23.1) 11 (21.2) 9(17.3)
Bronchitis 2(3.9) 0 0 1(1.9)
Nasopharyngitis 3(5.9) 4(7.7) 4(7.7) 2(3.8)
Upper respiratory tract infection 1(2.0) 4(7.7) 0 3(5.8)
Injury, poisoning and procedural 2@3.9) 1(1.9) 2 (3.8) 6 (11.5)
complications
Ligament sprain 0 0 0 2(3.8)
Investigations 239 3(5.8) 5 (9.6) 3(5.8)
Alanine aminotransferase increase 0 1(1.9) 2(3.8) 0
Blood creatine phosphokinase 1(2.0) 0 2(3.8) 1(1.9)
increased
Musculoskeletal and connective 2@3.9) 4 (7.7) 6 (11.5) 4 (7.7)

tissue disorders
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Arthralgia 0

Nervous system disorders 3(5.9)
Dizziness 2(3.9)
Headache 1(2.0)

Renal and urinary disorders 1(2.0)
Haematuria 1(2.0)

Skin and subcutaneous tissue 3(5.9)

disorders
Rash 2(3.9)

1(1.9)

2 (3.8)

2(3.8)

1(1.9)

1(1.9)

2(3.8)

3(5.8)

2 (3.8)
1(1.9)
1(1.9)

2 (3.8)

5(9.6)

2(3.8)
3(5.8)

2(3.8)

BID, twice daily; MedDRA, Medical Dictionary for Regulatory Activities; SOC, system

organ class; TEAE, treatment-emergent adverse event
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Table S8. Number (%) of patients with laboratory values meeting monitoring criteria

Placebo Tofacitinib Tofacitinib Tofacitinib

2 mg BID SmgBID 10 mg BID

N=50 N=51 N=52 N=50
Absolute lymphocyte count 0 0 1(1.9) 0
<500 cells/mm?
Absolute neutrophil count 0 0 1(1.9) 1(2.0)
<1.2 cells/mm’
Haemoglobin >2.0 g/dL decrease 0 0 0 0
from baseline
Platelets <100 000 cell/mm? 0 0 0 0
ALT or AST >3 x ULN 1(2.0) 0 1(3.8) 1(2.0)
Serum creatinine >50% increase 1(2.0) 0 0 1(2.0)
over average screening and baseline
values, or absolute increase
>0.5 mg/dL from baseline
Creatine kinase >5 x ULN 2 (4.0) 0 2(3.8) 1(2.0)

ALT, alanine aminotransferase; AST, aspartate aminotransferase; BID, twice daily; ULN,

upper limit of normal
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Figure S1. ASAS20 actual response rates over time
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"p=0.05, *p=0.01, **p=0.001 vs placebo
ASAS, Assessment of SpondyloArthritis international Society; BID, twice daily; SE, standard error
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Figure S2. LS mean (SE) change form baseline in MASES score for
patients with enthesitis at baseline

O~ Tofacitinib 2 mg BID =@ Tofacitinib 5 mg BID =—@=— Tofacitinib 10 mg BID =& Placebo

-254

LS mean (SE) change from baseline in MASES score

-3.0-

Week

*p=0.05 vs placebo
BID, twice daily; LE, least squares; MASES, Maastricht Ankylosing Spondylitis Enthesitis Score; SE, standard error
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