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FDA requires warnings about increased risk of serious heart-
related events, cancer, blood clots, and death for JAK
inhibitors that treat certain chronic inflammatory conditions

Approved uses also being limited to certain patients
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Table 1. DMARDs - Required Washout Period Prior to Randomization Visit

52 weeks Rituximab (subject must have normal CD 19/20+ counts by FACS analysis)

20 weeks Gold compounds, including auranofin (Ridaura),and injectable gold (aurothioglucose or
aurothiomalate)

12 weeks Abatacept, certolizumab pegol, leflunomide®, tocilizumab

10 weeks Golimumab

8 weeks [nfliximab

6 weeks Adalimumab

4 weeks Anakinra, azathioprine, cyclosporine, etanercept, minocycline, penicillamine,

sulfasalazine, tacrolimus
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TRIAL DESIGN

ORAL Surveillance was a randomized, open-label,
noninferiority, phase 3b—4 safety end-point trial.
Patients were randomly assigned in a 1:1:1 ratio,
with the use of an automated Web and telephone
system, to receive open-label oral tofacitinib at a
dose of 5 mg or 10 mg twice daily or a subcuta-
neous TNF inhibitor (adalimumab at a dose of
40 mg every 2 weeks [in North America, includ-
ing the United States, Puerto Rico, and Canada]
or etanercept at a dose of 50 mg once weekly [in
the rest of the world]); background methotrexate
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline [Safety Analysis Population).*
Tofacitinib, 5 mg  Tofacitinib, 10 mg
Twice Daily Twice Daily TNF Inhibitor Total

Characteristic (M= 1455) (N=1456)7 (N=1451) (N=4362)
Age

Mean — yr 60.8+6.8 61.4+7.1 61.3£7.5 61.2+7.1

=65 yr — no. (%) 413 (28.4) 478 (31.8) 462 (31.8) 1353 [31.0)
Female sex — no. (%) 1169 (80.3) 1124 (77.3) 1117 (77.0) 3410 (78.3)
Race — no. (%)%

White 1124 (77.5) 1126 (77.3) 1099 (75.7) 3353 [76.9)

Black 63 (4.3) 65 (4.5) 83 (5.7) 211 (4.5)

Asian 65 [4.5) 56 (3.8) 55 (3.8) 176 (4.0)

Other 199 (13.7) 209 (14.4) 714 (14.7) 622 (14.3)
Smoking status — no. (%)

Maver smoked 735 (50.5) 752 (51.6) 771 (53.2) 7259 (51.8)

Ever smoked 720 (49.5) 704 [45.4) 679 (46.5) 7103 (48.3)
History of hypertension — no. (%) 955 (65.6) 954 (65.5) 960 (66.8) 1872 (66.0)
History of diabetes mellitus — no. (%) 243 (16.7) 261 (17.9) 255 (17.6) 759 (17.4)
History of venous thromboembolism — no. (%) 19 (1.3) 33 (2.3) 7 (L.9) 79 (L8)
History of extraarticular disease — no. (35)4 532 (36.6) 521 (35.8) 552 (38.0) 1605 (36.8)
History of coronary heart disease — no. (%) 16l (11.1) 172 (11.8) 164 (11.3) 457 (11.4)
Family history of coronary heart disease — no. (%)

First-degree male relative <55 yr of age 154 (10.8) 132 (9.1) 151 (10.4) 437 (10.0)

First-degrae female relative <65 yr of age 115 (7.9) 107 (7.3 100 (6.9) 122 (7.4)
Fasting HDL cholesterol <40 mg/dl — no. (%) 172 (11.8) 195 (13.4) 173 (11.9) 540 (12.4)

* Plus—minus values are means +50. Percentages may not total 100 because of rounding. HOL denotes high-density lipoprotein, and THF
tumaor necrosis factor.

i Patients assigned to receive tofacitinib at a dose of 10 mg twice daily who had their dose reduced to 5 mg twice daily or who discontinued
the trial drug were counted in the group receiving 10 mg twice daily.

7 Race was reported by the patient.

i:‘u'ennus thromboembolism included deep-vein thrombaosis and pulmonary embolism.

4 Extraarticular disease included nodules, Sjogren’s syndrome, anemia of chronic disease, pulmonary manifestations, or other clinical features
as identified by the site investigator.



Table S2. Additional Patient Demographics and Baseline Disease Characteristics (Safety Analysis Set) Medical history. n (%)

Toham Py Depression 176 (12.1) 178 (12.2) 183 (12.6) 537 (12.3)
5 mg BID 10 mg BID' TNFi Total Myocardial infarction 60 (4.1) 5941 48 3.3) 167 (3.8)
N=1455) N=1456) (N=1451) N=1362) Unstable angina 17(1.2) 14 (1.0) 7(0.5) 38(0.9)
Age (vears), median (range) 60.0 (30.0-86.0) 61.0 (50.0-85.0) 60.0 (30.0-88.0) 60.0 (50.0-88.0) Coronary artery procedures 63(43) 6 @.n 643 195(4.5
Duration of RA (vears), mean (SD) 104 8.8) 102 9.0) 106(93) 104 9.1) Qe covnmmny lnct dlvene HED 95(63) S 20068
Geographical region. n (%) Alcohol use within last 7 days, n (%) 187 (12.9) 193 (13.3) 183 (12.6) 563 (12.9)
US and Canada 402 27.6) 409 28.1) 432298) 1243 (28.5) Fasting HDL-C (mg/dL). mean (SD) 58.1(16.8) 57.6 (17.3) 579 (16.8) 57.9 (17.0)
Latin America 385 (26.5) 414 (28.4) 403 278) 1202 27.6) Fasting total cholesterol/HDL-C ratio >4, n (%) 433 (29.8) 439 (30.2) 430 (29.6) 1302 (29.8)
Europe 43 (3.0) 56 (3.8) 48(33) 147 (3.4) CRP >2.87 mg/L. n (%) 1279 (87.9) 1270 (87.2) 1266 (87.3) 3815 (87.5)
Rest of the world 625 (43.0) 577 (39.6) 568 (39.1) 1770 (40.6) SDAL mean (SD) [number of patients with missing values] 415 (12.5)[45]) 415(126)[52] 414(125)[65] 415(125)[162]
BMI (kg/m®). mean (SD) [number of patients with missing 29.7 (6.5)[7] 29.7(6.3)[3] 29.8 (6.6)[7] 298 (6.5)[17] HAQ-DL" mean (SD) [number of patients with missing values] 1.6 (0.6) [11] 1.6 (0.6) [18] 1.6 (0.6) [25] 1.6 (0.6) [54]
values] TIC28. mean (SD) [number of patients with missing values] 15.7(6.3)[1] 157 (6.9) 156 (6.2)[2] 15.7(6.3) [3]
BMI 230 kg/m’, n (%) 606 (41.6) 594 (40.8) 617 (42.5) 1817 (41.7) SIC28. mean (SD) [number of patients with missing values] 11.8 (5.1 [1] 120(5.2) 11.7(5.0) [2] 11.8(5.1) 3]
Concomitant medication use at baseline (day 1), n (%) Rheumatoid factor positive. n (%) 1243 (85.4) 1261 (86.6) 1264 (87.1) 3768 (86.4)
Oral contraceptives or HRT 3139 4028 $S6D 137G.1) Anti-CCP positive. n (%) 1093 (75.1) 1129 (77.5) 1119 (77.1) 3341 (76.6)
Corticosteroid 836 (57.9) 829 (56.9) 830(57.2) 2495 (57.2)
Methotrexate 1453 (99.9) 1456 (100.0) 1451 (100.0) 4360 (>99.9)
Aspirin 212 (14.6) 231 (15.9) 224 (154) 667 (15.3)

Anticoagulants 47(3.2) 66 (4.5) 62(4.3) 175 (4.0) e 'EE%/HH FIEﬁ ?5 ct % 1 OE%EJAE
Antidepressants 218 (15.0) 208 (14.3) 223(154) 649 (14.9) ° 6 5 j,%:jz L}{ J: 7f)§\ ﬁ{l\] 3 %IJ

Methotrexate dose” (mg/week), mean SD [number of patients 17.4 (4.4) [21] 1741 [33]  173@3)[16]  17.3(4.3)[70] S HE;‘I:%% 75{‘ % L %

with nussing values]

Prior medication use, n (%) 2 I\/l -l;x Lj: I|z j:/;\j 1 7 5 4 m\g/W
Methotrexate 1455 (100.0) 1456 (100.0) 1451 (100.0) 4362 (100.0) ® X T |:| /r I\ 1%% 75\ 5%” gﬁ
Nonmethotrexate csDMARDs 421289) 395 (27.1) 424 (292) 1240 (28.4) e SDAIIF i'l;j 41.5 7]‘% }_E

bDMARDs 164 (11.3) 138 (9.5) 150 (10.3) 452 (10.4) - T_J C 1 5 7 SJ C 1 Zifg}—g-—
LI RN

TNFi 115 (7.9) 110 (7.6) 105 (7.2) 330 (7.6)
Non-TNFi bDMARDs 71 (4.9) 53(3.6) 62(43) 186 (4.3)
Number of prior csDMARDSs. mean (SD) 1.4 (0.7 14(0.7) 14(0.7 14(0.7

Number of prior bDMARDs.* mean (SD) 1.3 (0.6) 13(0.6) 12(0.5) 1.3 (0.6)
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9.5. Data Monitoring Committee

This study will use an external Data Monitoring Committee (DMC).

The DMC will be responsible for ongoing monitoring of safety of subjects in the study in an
unblinded manner according to the Charter. All safety data, including potential primary
endpoint data will be forwarded to, and reviewed by, the DMC on a regular basis. Based on
these reviews, the DMC will have the capacity to make recommendations to Pfizer that might
impact the future conduct of the trial. The recommendations made by the DMC to alter the

9.6. Steering Committee

The Steering Committee is a committee established by Pfizer to oversee the conduct of the
trial, assess at intervals the progress of a clinical trial (ie, Performance Standards), the
aggregate accumulation of primary endpoint events (ie, MACE and malignancies) meeting
pre-specified criteria, and the attainment of 1500 subjects completing 3 years in the study.
The Steering Committee will recommend to the study team whether to continue, modify or
stop a trial, independently from the study team. The Steering Committee will include only
non-Pfizer trial experts who are not members of the study team.

The Steering Committee will consider the ongoing accumulation of the adjudicated primary
endpoint events and study performance standard metrics and may determine that sufficient
events have occurred to assess the primary objectives of the study or that it is not feasible to
continue the trial in pursuit of the stated objectives. These determinations by the Steering
Committee will be made in accordance with pre-specified rules documented in the Steering
Committee Charter and in the Statistical Analysis Plan and following consultations with the
US FDA could result in recommendations for changes in study design, including changes in
number of subjects studied or duration of study.

The Steering Committee Charter will pre-specify all reviews of the data that will be
performed during the conduct of the study and how the data will be evaluated to determine
that study completion can be declared.

The Steering Committee will be responsible for blinded review of adjudicated, aggregate
primary endpoint data according to its charter.



6. EFAHIZT+9D?
ERICEEENDH S

o LB L R = ) e

TEGIZ © £94000A
(dropout B TNEEE = & &)

| e

MAGE 10/ 100 | =
EERES - 1.1/100 AZE

700N

Power(/~xH— KEb : 1.0& 48 %E)

MACE : 80%(—65%F)
% (—871)

V=]

LT - :

NY — FEEDIS%IERXE D LR<1.8

9.1. Sample Size Determination

The statistical objectives with respect to the primary safety endpoints, that is, malignancy
(excluding non-melanoma skin cancer), and MACE, include drawing inferences with 95%
(two-sided) confidence that the hazard ratios of the combined tofacitinib regimens versus the
TNFi control regimen are less than 1.8. Assuming that the true hazard ratio is 1.0 the
required number of events is 138 for malignancies to achieve 90% power and 103 for MACE
to achieve 80% power.

The planned enrollment is approximately 4000 patients within 3 years (1000 in the first year
and 1500 per year in the second and third years of recruitment). The assumed ‘dropout or
Loss to Follow-up’ (LTFU) rate for MACE is 10% in the first year, 7% in the second and 5%
per year, thereafter. For malignancies, because they will be followed after discontinuation
the LTFU rate is assumed to be 5% in the first year, 3.5% in the second year and 2.5% per
year thereafter. The assumed event rate for MACE is 1.0 event per hundred patient-years
and the assumed rate for malignancy is 1.1 events per hundred patient-years; assumptions are
based on results from the CORRONA database,” and also based on a meta-analysis of TNF-
a inhibitors.” Based on those assumptions it is expected that the trial will accrue the desired
number of events in approximately 5 years.

Additionally, the statistical objectives with respect to the primary safety endpoints include
drawing inferences with 95% (two-sided) confidence that the hazard ratios of the tofacitinib
10 mg regimen to the tofacitinib 5 mg regimen are less than 2.0. Assuming that the true
hazard ratio is 1.0 the required number of events is 87 for malignancies to achieve 90%
power and 65 for MACE to achieve 80% power. Based on the same assumptions of patient
enrollment, LTFU and event rates, the trial is expected to accrue the desired number of
events in approximately 5 years.
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Tofacitinib, Tofacitinib, Combined TNF Inhibitor
5 mg Twice 10 mg Twice Tofacitinib
Daily Daily Doses

No. of Patients with First Event/Total No. (%)  47/1455 (3.2) 51/1456 (3.5) | _S¥[Z0TT (3.4} /A1 175)
No. of Patient-Yr 5166.32 4871.96 10,038.28 5045.27
Incidence Rate per 100 Patient-Yr (95% Cl) 091 (0.67-1.21)  1.05(0.78-1.38)  0.98 (0.79-1.19)  0.73 (0.52-1.01)
NNH (patient-yr) vs. TNF Inhibitor 567 319 — —
NNH (over 5-yr period) vs. TNF Inhibitor 113 64 — —

Figure 1. Hazard Ratios and Incidence Rates for Adjudicated MACE (Safety Analysis Population, 60-Day On-Treatment Time).
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A Hazard Ratio for Cancers, Excluding NMSC
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NNH (patient-yr) vs. TNF Inhibitor
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Daily Daily Doses
62/1455 (4.3) 60/1456 (4.1)
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1.13 (0.87-1.45)  1.13 (0.86-1.45)  1.13 (0.94-1.35)  0.77 (0.55-1.04)
276 275 — —

55 55 — —

Figure 2. Hazard Ratios and Incidence Rates for Adjudicated Cancers, Excluding NMSC (Safety Analysis Population,

Total-Time Analysis).
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Table 2. Adverse Events (Safety Analysis Population, 28-Day On-Treatment Time).*

Tofacitinib, 5 mg Tofacitinib, 10 mg
Twice Daily Twice Daily TNF Inhibitor
Event (N=1455) (N=1456)1 (N=1451)
Adverse event — no. (%) 1333 (91.6) 1344 (92.3) 1308 (90.1)
Serious adverse event — no. (%) 351 (24.1) 390 (26.8) 306 (21.1)
Discontinuation of trial treatment due to adverse event — no. (%)
Permanent discontinuations: 210 (14.4) 304 (20.9) 210 (14.5)
Temporary discontinuation 665 (45.7) 736 (50.5) 576 (39.7)
Adverse events of special interest
Serious infection — no. (%) 141 (9.7) 169 (11.6) 119 (8.2)
Hazard ratio vs. TNF inhibitor (95% CI) 1.17 (0.92-1.50) 1.48 (1.17-1.87) Referent
Adjudicated opportunistic infection — no. (%) 39 (2.7) 44 (3.0 21 (1.4)
Hazard ratio vs. TNF inhibitor (95% Cl) 1.82 (1.07-3.09) 2.17 (1.29-3.66) Referent
All herpes zoster, serious and nonserious — no. E’é] | 180 [1’..4} lm 38 (4.0)
Hazard ratio vs. TNF inhibitor (95% Cl) 3.28 (2.44-4.41) 3.39 (2.52-4.55) Referent
Adjudicated hepatic event — no. (%) 46 (3.2) 72 (4.9) 35(2.4)
Hazard ratio vs. TNF inhibitor (95% CI) 1.29 (0.83-2.00) 2.14 (143-3.21) Referent

Adjudicated NM5C — no. (%)

Hazard ratio vs. TNF inhibitor (95% Cl)

3L (21)
1.90 (1.04-3 47)

33 (2.3)
2.16 (1.19-3.92)

T (LD
Referent

Adjudicated pulmonary embolism — no. (%) 9 (0.6) 24 (1.6) 1(0.2)
Hazard ratio vs. TNF inhibitor (95% CI) 2.93 (0.79-10.83) 8.26 (2.49-27.43) Referent
Adjudicated DVT — no. (%) 11 (0.8) 15 (1.0) 7 (0.5)
Hazard ratio vs. TNF inhibitor (95% CI) 1.54 (0.60-3.97) 2.21 (0.90-5.43) Referent
Adjudicated VTE — no. (%) 17 (1.2) 34 (2.3) 10 (0.7)
Hazard ratio vs. TNF inhibitor (95% Cl) 1.66 (0.76-3.63) 3.52 (1.74-7.12) Referent
Adjudicated death from any cause — no. (%) 26 (1.8) 39 (2.7) 17 (1.2) |
| Hazard ratio ve TNF inhibitor (95% Cl) 1,49 (0.812.74) 237 (1.34-4.18) Referent
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Tofacitinib Tofacitinib Combined
5 mg BID 10 mg BID® Tofacitinib Doses TNFi
(N=1455) (N=1456) (N=2911) (N=1451)
Malignaneies excluding NMSC
Patients with malignancies 62 ] 122 42
excluding NMSC, n
Patients with a competing risk, n el 413 773 ol
Due to discontinuation from trial 323 3ol 683 330
Due to death 37 53 90 30
Patients censored, n 1033 983 2016 1049
Subdistribution HR (95% CI) 147 (1.00 10 2.18) 1.42 (0.96 10 2.11) Referent
{versus TNFI)
Subdistribution HR {95% C1) Referent 0,97 (0,68 1o 1.38)

{versus tolacitinib 5 mg BID)
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Table S5. Treatment-Emergent Adverse Events, by System Organ Class and Preferred Term (All Causality) Occurring in 23% of Patients

(Safety Analysis Set, 28-Day On-Treatment Time)

Tofacitinib Tofacitinib

5 mg BID 10 mg BID® TNFi

(N=1455) (N=1456) (N=1451)

Infections and infestations, n (%) 1036 (71.2) 1055 (72.5) 930 (64.1)
Bronchitis 222(15.3) 237 (16.3) 163(11.2)
Cellulitis 36(2.5) 32(2.2) 50(3.4)
Gastroenteritis 0d (4.4) T9(54) S3(3.T)
Herpes zoster’ 176 (12.1) 167 (11.5) 55 (3.8)
Influenza 90 (6.2) 91 (6.3) T1(4.9)
Latent tuberculosis BT (6.0) 67 (4.6) 91 (6.3) L
> BEESZRE L TREEN
Nasopharyngitis 164 (11.3) 165 (11.3) 158 (10.9) /= = 700N
A 3
Pharyngitis 86(5.9) 79 (5.4) 75(5.2) ﬁ < E} b ;f/Lf—
i
Preumonia 95 (6.5) 101 (6.9) TE(54)
Respiratory tract infection 43 (3. 43 (3.0 321 > = ~ ﬁ' EE_EE% (\:_ [/
B 5 79\ o et T

w1 1o 1 { -
Sinusitis 92 (6.3) T9(5.4) 91 (6.3) 'J_K i\ = y
Jper resp nfect R D =%
Upper respiratory tract infection 308 (21.2) 312 (21.4) 255(17.6)

Urinary tract infection 186 (12.8) 221(15.2) 184 (12.7)
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Tofacitinib Tofacitinib

S mg BID 10 mg BID" TNFi

(N=1455) (N=1456) (N=1451)

n (%) nl (%) n (%) nl (%) n (%) nl (%)

Total deaths 26 (1.8) 22(1.5) 39(2.7) 27(1.9) 17(1.2) 21 (1.5)
Deaths due 1o infections 4(0.3) 4(0.3) 9(0.6) 7(0.5) 3(0.2) 3i(0.2)
Deaths due to cardiovascular events 13(0.9) 6 (0.4) 20(1.4) 1(0.5) 10 (0.7) 5(0.3)
Deaths due to malignancies 3 (0.3) 3 (0.3) 0 T{(L5) (1) 3 ((.3)
Deaths due 1o other causes 4(0.3) 7(0.5) 10(0.7) 6(0.4) 3(0.2) B i0.6)




>

AFasting Triglycerides (mg/dL), % (95% CI)

Fasting Triglycerides B Fasting HDL-C c
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Fasting LDL-C
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A SDAILDA Rate 8 SDAI Remission Rate
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SDAI Remission Rate, % (95% Q1)

:

40 = 40 ~
30 —~ 30 -
20 20 —
z e
10 10 - — = —x
0 T T T T T T T T T 1 - T T T T T T T T T 1
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