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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Safety Analysis Population).*

BREATF
Tofa 5*2 : Tofa 10*2 : TNFi

=5073.49 :4773.41 :4940.72

AR (R)
Tofa 5*2 : Tofa 10*2 : TNFi
=41.14 : 38.53:40.24

Characteristic
Age
Mean —yr
=65 yr — no. (%)
Female sex — no. (%)
Race — no. (%)i
White
Black
Asian
Other
Smoking status — no. (%)
Never smoked
Ever smoked
History of hypertension — no. (%)
History of diabetes mellitus — no. (%)
History of venous thromboembolism — no. (%)§
History of extraarticular disease — no. (%)
History of coronary heart disease — no. (%)
Family history of coronary heart disease — no. (%)
First-degree male relative <55 yr of age
First-degree female relative <65 yr of age
Fasting HDL cholesterol <40 mg/dl — no. (%)

Tofacitinib, 5 mg

Twice Daily
(N=1455)

60.8+6.8
413 (28.4)
1169 (80.3)

1128 (77.5)
63 (4.3)
65 (4.5)

199 (13.7)

735 (50.5)
720 (49.5)
955 (65.6)
243 (16.7)
19 (1.3)
532 (36.6)
161 (11.1)

154 (10.6)
115 (7.9)
172 (11.8)

Tofacitinib, 10 mg
Twice Daily
(N =1456)F

61.4+7.1
478 (32.8)
1124 (77.2)

1126 (77.3)
65 (4.5)
56 (3.8)

209 (14.4)

752 (51.6)
704 (48.4)
954 (65.5)
261 (17.9)
33 (2.3)
521 (35.8)
172 (11.8)

132 (9.1)
107 (7.3)
195 (13.4)

TNF Inhibitor
(N=1451)

61.37.5
462 (31.8)
1117 (77.0)

1099 (75.7)
83 (5.7)
55 (3.8)

214 (14.7)

772 (53.2)
679 (46.8)
969 (66.8)
255 (17.6)
27 (1.9)
552 (38.0)
164 (11.3)

151 (10.4)
100 (6.9)
173 (11.9)

Total
(N=4362)

61.247.1
1353 (31.0)
3410 (78.2)

3353 (76.9)
211 (4.8)
176 (4.0)
622 (14.3)

2259 (51.8)
2103 (48.2)
2878 (66.0)
759 (17.4)
79 (1.8)
1605 (36.8)
497 (11.4)

437 (10.0)
322 (7.4)
540 (12.4)

Fiin 617%
65mkLA L 31%
7 78%

BA 77%
EMERESD D 48%
ST 66%

DM 17%

VTE 2%
BAERIMEIR 37%
EENAT 37%
HDUEAE 12%
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A Hszard Ratio for MACE @Tofa 5*2 vs TNFi = 3.2% vs 2.5%

Comparison iHazard Ratio (95% Cl)
Tofacitinib, S mg twice daly, vs. TNF inhibitor e 1.24 (0.81-1.91) HR 1.24 [95%Cl 0.81-1.91]
Tgfaslilnlg ;2 mg twice dgl': yE TNE I"hlhl!gf e e— e s—) 1.43 (0.94-2 18)
Combined tofacitinib deses vs. TNF inhibitor '-—0—:—~ 1.33 (0.91-1.94)
Tofacitinib, 10 mg twice daily, vs. '—0—-: 1.15 (0.77-1.71)
tofacitinib, 5 mg twice daily 1 @Tofa 5*2+10*2 VS TN Fi — 3 4% VS 2 5%
e . .

T ——— HR 1.33 [95%CI 0.91-1.94]
-, SIELSEZIEBA TET
XIEBHELT— 95%CIEEN1.8=FBX TUL\D

2.0
1.54

10 } % } | (3Tofa 5*2 vs Tofa 10*2

o HR 1.15 [95%Cl 0.77-1.71]
Tofacitinib, Tofacitinib, ;::gz:\:iz TNF Inhibitor 93"5/7}3\1‘&73\ EIE HH é n 7:_:

Incidence Rate per 100 Patient-Yr

5 mg Twice 10 mg Twice
Daily Dail Do . 2N b w o =
_— ) . N | MIFSHEN — 2 95%CIERN2.0Z B TLVRLY
No. of Patients with First Event/Total No. () 47,1455 (3.2) 51/1456 (3.5) 98/2911 (3.4) 37/1451 (2.5)
No. of Patient-Yr 5166.32 4871.96 10,038.28 504527

Incidence Rate per 100 Patient-Yr (95% CI) 0.91 (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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Table 2. Adverse Events (Safety Analysis Population, 28-Day On-Treatment Time).* ﬁ =1 $§

Tofacitinib, 5 mg Tofacitinib, 10 mg
Twice Daily Twice Daily TNF Inhibitor
Event (N =1455) (N=1456)7} (N=1451) Er}:ﬁ‘;ﬁ-";—'—
] [=]
Adverse event — no. (%) 1333 (91.6) 1344 (92.3) 1308 (90.1) IERRA<IIE

Serious adverse event — no. (%) 351 (24.1) 390 (26.8) 306 (21.1) Tofa 10*2 vs TNFi HR= 1.48 (117_187)

Discontinuation of trial treatment due to adverse event — no. (%)
Permanent discontinuationg: 210 (14.4) 304 (20.9) 210 (14.5)

Temporary discontinuation§ 665 (45.7) 736 (50.5) 576 (39.7) . ﬁ%ﬁ?{ . tﬁ%qﬁf@% j&ﬁ@ E 5‘5” % ’EX’?I%

Adverse events of special interest

Serious infection — no. (%) 141 (9.7) 169 (11.6) I 119 (82) Tofa 5*2 vs TNFi HR=1.82 (1.07-3.09)
Hazard ratio vs. TNF inhibitor (95% Cl) 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) TOfa 10 2 VS TN FI H R_ 2 * 17 ( 1 * 29-3 * 66)
Hazard ratio vs. TNF inhibitor (95% Cl) : Referent

All herpes zoster, serious and nonserious — no. (%) | 178 (12.2) 58 (4.0)

= My \
Hazard ratio vs. TNF inhibitor (95% Cl) Referent * 'Fﬁlqk@%
Adjudicated hepatic event — no. (%) 72 (4.9) 35 (2.4) TOfa 5 k 2 VS TN Fi H R= 3 28 (2 44_4 41)

Hazard ratio vs. TNF inhibitor (95% Cl) 2.14 (1.43-3.21) Referent

46 (3.2)
1.29 (0.83-2.00

Mcted NISC —ro. 09 e 5@ 160 Tofa 10*2 vs TNFi HR= 3.39 (2.52-4.55)
Hazard ratio vs. TNF inhibitor (95% ClI) 1.90 (1.04-3.47) 2.16 (1.19-3.92) Referent

Adjudicated pulmonary embolism — no. (%) 9 (0.6) 24 (1.6) 3(0.2)
Hazard ratio vs. TNF inhibitor (95% ClI) 2.93 (0.79-10.83) 8.26 (2.49-27.43) Referent b 3F>( 5 / -_ Vll‘iﬁgﬂig

Adjudicated DVT — no. (%) 11 (0.8) 15 (1.0) 7 (0.5)

Hazard ratio vs. TNF inhibitor (35% CI) 1.54 (0.60-3.97) 2.21 (0.90-5 43) Referent Tofa 5*2 vs TNFi HR=1.90 (104'347)

Ajudicarea VIE=no. (%) e e 1000 Tofa 10*2 vs TNFi HR=2.16 (2.49-27.43)
Hazard ratio vs. TNF inhibitor (95% ClI) 1.66 (0.76-3.63) 3.52 (1.74-7.12) Referent

Adjudicated death from any cause — no. (%) 26 (1.8) 927 17 (1.2)
Hazard ratio vs. TNF inhibitor (95% Cl) 1.49 (0.81-2.74) 2.37 (1.34-4.18) Referent . Hﬂig*/i\

* Shown are adverse events that emerged or worsened during the 28-day on-treatment period, which was defined as the minimum of the date .
of last contact or the date of the last dose of a trial treatment plus 28 days. DVT denotes deep-vein thrombosis, NMSC nonmelanoma skin TOfa 10* 2 VS TN Fl H R: 8_ 26 (2 _49—27 _43)
cancer, and VTE venous thromboembolism.

1 For patients assigned to receive tofacitinib at a dose of 10 mg twice daily who had their dose reduced to 5 mg twice daily, the data collected
after patients had been switched to 5 mg twice daily were counted in the group receiving 10 mg twice daily.

1 Data are based on the adverse-event and disposition case-report forms.

§ At the discretion of the investigator, discontinuations of trial medication were allowed, not to exceed 2 months, for safety issues. ® §Et

§ Also included are opportunistic herpes zoster and tuberculosis events.

| Included are herpes zoster adjudicated as an opportunistic infection and nonadjudicated herpes zoster events. Tofa 10* 2 VS TN Fi H R: 1 48 ( 1 17_1 87)
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Cardiovascular Safety of Tocilizumab Versus Etanercept in
Rheumatoid Arthritis: A Randomized Controlled Trial

JonT. Giles," “ Naveed Sattar,” Sherine Gabriel,’ Paul M. Ridker,* Steffen Gay,> Charles Warne,®
David Musselman,’ Laura Brockwell,® Emma Shittu,® Micki Klearman,” and Thomas R. Fleming®

Table 2. Frequency of first-occurrence events and relative hazards (tocilizumab relative to etanercept) for the primary, secondary, and
exploratory end points, and sensitivity analyses of the primary end point*

First event
Etanercept Tocilizumab
No. first events/ No. first events/
100 person- 100 person-
No. (%) years No. (%) years
End point first events (95% Cl) first events (95% Cl) HRT 95% ClIt
Primary end point of MACE, including
undetermined cause of death
ITT populations 78 (5) 1.70(1.35-2.10) 83 (5) 1.82 (1.46-2.24) 1.05 0.77-1.43
i 22.3) 1.28(0.97-1.66) 224 1,44 (1.10-1.80) 111 0.76-1.62
Sensitivity analysis of primary end point
(ITT population)
MACE, excluding undetermined cause of 72 (5) 1.57 (1.24-1.97) 74.(5) 1.63(1.29-2.03) 1.01 0.73-1.40
death
MACE, before last direct contact 46 (3) 1.00(0.74-1.33) 49 (3) 1.06 (0.79-1.40) 1.04 0.70-1.56
Secondary end points (ITT population)
Nonfatal Ml 31(2) 0.65 (0.45-0.92) 28 (2) 0.59 (0.40-0.85) 0.89 0.54-1.49
Nonfatal and fatal Ml 32(2) 0.67(0.46-0.95) 29(2) 0.61 (0.41-0.87) 0.90 0.54-1.48
Nonfatal stroke, all types 15(1) 0.33(0.19-0.53) 24.(2) 0.49(0.31-0.73) 1.53 0.80-2.92
Nonfatal and fatal stroke, all types 16 (1) 0.35(0.20-0.56) 26(2) 0.53(0.35-0.78) 1.55 0.83-2.90
Cardiovascular-related death 35 (2 1.03 0.64-1.63

Death from any cause

64 (4) 1.31 (1.01-

xpanded composite end point
Exploratory end points (ITT population)
MACE and HHF
HHF

84 (5) 1.98 (1.61-2.4

85 (6) 1.90 (1.53-2.33) 90 (6)
8(1) 0.20 (0.10-0.38) 12 (1)

212(1.73-2.57)
0.31 (0.17-0.50)

0.78-1.41
0.61-3.67

IL-6PHEDEIRFNRE E U TOOMEA R MEIE(EZ X (T L.
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Biological Disease-Modifying Antirheumatic Drugs: 5-Year Corrona RA registry (CorEvitas)(CdHF3
Results from a United States-Based Rheumatoid Arthritis Tofa vs bDMARDsDZEZL M-I (3
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Figure 2. Incidence rates (IRs; number of first events/100 patient-years [PY]) of outcomes in the propensity score—trimmed population. IRs
were based on different definitions of the risk window for outcomes with acute onset (major cardiovascular adverse events [MACE], serious
infection events [SIEs], and herpes zoster [HZ]) or latent onset (malignancies and death). Tofacitinib initiators primarily received tofacitinib 5 mg
twice daily. bDMARD, biological disease-modifying antirheumatic drug; Cl, confidence interval; NMSC, nonmelanoma skin cancer.



Analysis Weights (%) HR (95% CI)
Previous CVD !
Optum : 16.0 1.30 (0.63 to 2.68)
MarketScan e —————— 214 2.04 (1.09to0 3.82)
Medicare : 62.6 1.08 (0.75 to 1.55)
Pooled HR (95% CI) 100 1.27 (0.95 to 1.70)
No Previous CVD :
Optum - 204 0.76 (0.41 to 1.42
MarketScan - 283 0.84 (049 to 1.42
Medicare - 513 0.81 (0.55 to 1.20)
Pooled HR (95% ClI) 100 0.81 (0.61 to 1.07)
Female
Optum . 18.7 1.01 (0.59 to 1.73)
MarketScan - 226 0.95 (0.58 to 1.55)
Medicare - 58.7 0.97 (0.71 to 1.31)
Pooled HR (95% CI) 100 0.97 (0.77 to 1.23)
Male
Optum - 16.5 0.55 (0.20 to 1.47
MarketScan } 335 1.56 30.78 to 3.12
Medicare e 50.0 0.99 (0.56 to 1.75)
Pooled HR (95% CI) 100 1.05 (0.70 to 1.56)
Age < 65
Optum 342 0.98 (0.49 to 1.97)
MarketScan ——— 62.1 1.10 (0.65 to 1.85)
Medicare < 37 0.24 (0.03 to 2.05)
Pooled HR (95% CI) 100 1.00 (0.66 to 1.50)
Age > 65 f
Optum e 131 0.87 (0.46 to 1.65)
MarketScan S e 13.0 1.66 (0.88 to 3.15)
Medicare 739 1.01 (0.77 to 1.32)
Pooled HR (95% ClI) 100 1.05 (0.84 to 1.33)
Prior Use of at least one bDMARD
Optum - 15.0 0.99 (0.48 to 2.07)
MarketScan S e 30.1 1.28 (0.76 to 2.15;
Medicare - 54.9 0.97 (0.66 to 1.42
Pooled HR (95% CI) 100 1.06 (0.79 to 1.40)
No prior use of bDMARD :
Optum S e 213 0.92 (0.50 to 1.69)
MarketScan S e 20.9 1.07 (0.58 to 1.98)
Medicare . 57.9 1.04 (0.72 to 1.51)
Pooled HR (95% ClI) 100 1.02 (0.77 to 1.35)
I 1
02 5

Tofacitinib decreases risk

Tofacitinib increases risk
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Table 2 Demographic and baseline disease characteristics in the ORAL Surveillance overall population and in patients with and without a history of ASCVD

Overall History of ASCVD No history of ASCVD
Tofacitinib Tofacitinib Tofacitinib Tofacitinib Tofacitinib Tofacitinib
5mg 10 mg 5mg 10 mg 5mg 10 mg
two times two times two times two times two times two times
per day per day TNFi per day per day TNFi per day per day TNFi
(N=1455) (N=1456) (N=1451) (N=204) (N=222) (N=214) (N=1251) (N=1234) (N=1237)
Age (years), mean (SD) 60.8 (6.8) 61.4(7.1) 61.3 (7.5) 63.2 (7.1) 64.7 (1.5) 65.6 (7.8) 60.4 (6.7) 60.8 (6.8) 60.6 (7.2)
Median (range) 60 (50-86) 61 (50-85) 60 (50-88) 62 (50-83) 64 (50-82) 66 (50-88) 60 (50-86) 60 (50-85) 60 (50-87)
=65 years, n (%) 413 (28.4) 478 (32.8) 462 (31.8) 84 (41.2) 109 (49.1) 113 (52.8) 329 (26.3) 369 (29.9) 349 (28.2)
Female sex, n (%) 1169 (80.3) 1124 (77.2) 1117 (77.0) 141 (69.1) 143 (64.4) 139 (65.0) 1028 (82.2) 981 (79.5) 978 (79.1)
History of ASCVD, n (%) 204 (14.0) 222 (15.2) 214 (14.7) 204 (100) 222 (100) 214 (100) - - -
History of CAD 161 (11.1) 172 (11.8) 164 (11.3) 161 (78.9) 172 (77.5) 164 (76.6) - - -
History of CeVD 41 (2.8) 49 (3.4) 31(2.1) 41 (20.1) 49 (22.1) 31(14.5) - - -
History of PAD 15 (1.0) 20 (1.4) 35 (2.4) 15 (7.4) 20 (9.0) 35 (16.4) = = =
10-year risk of MACE, n (%)*
High (=20%) 258 (17.7) 289 (19.8) 278 (19.2) - - - 258 (20.6) 289 (23.4) 278 (22.5)
Intermediate (>7.5-<20%) 472 (32.4) 490 (33.7) 483 (33.3) - - - 472 (37.7) 490 (39.7) 483 (39.0)
Borderline (=5-<7.5%) 198 (13.6) 169 (11.6) 153 (10.5) = = = 198 (15.8) 169 (13.7) 153 (12.4)
Low (<5%) 306 (21.0) 268 (18.4) 308 (21.2) = = = 306 (24.5) 268 (21.7) 308 (24.9)
Smoking status, n (%)
Current smoker 411 (28.2) 402 (27.6) 353 (24.3) 54 (26.5) 58 (26.1) 56 (26.2) 357 (28.5) 344 (27.9) 297 (24.0)
Past smoker 309 (21.2) 302 (20.7) 326 (22.5) 71 (34.8) 77 34.7) 78 (36.4) 238(19.0) 225(18.2) 248 (20.0)
Never smoked 735 (50.5) 752 (51.6) 772 (53.2) 79 (38.7) 87 (39.2) 80 (37.4) 656 (52.4) 665 (53.9) 692 (55.9)
History of diabetes mellitus, n (%) 243 (16.7) 261 (17.9) 255 (17.6) 53 (26.0) 51(23.0) 52 (24.3) 190 (15.2) 210 (17.0) 203 (16.4)
History of hypertension, n (%) 955 (65.6) 954 (65.5) 969 (66.8) 156 (76.5) 181 (81.5) 168 (78.5) 799 (63.9) 773 (62.6) 801 (64.8)
History of hyperlipidaemia, n (%) 525 (36.1) 518 (35.6) 491 (33.8) 120 (58.8) 143 (64.4) 117 (54.7) 405 (32.4) 375 (30.4) 374 (30.2)
Family history of CHD, n (%)

First-degree male relative <55 years 154 (10.6) 132 (9.1) 151 (10.4) 27(13.2) 29(13.1) 25(11.7) 127 (10.2) 103 (8.3) 126 (10.2)
First-degree female relative <65 years 115(7.9) 107 (7.3) 100 (6.9) 19(9.3) 23(10.4) 19 (8.9) 96 (7.7) 84 (6.8) 81 (6.5)
Baseline corticosteroids, n (%) 836 (57.5) 829 (56.9) 830 (57.2) 106 (52.0) 137 (61.7) 116 (54.2) 730 (58.4) 692 (56.1) 714 (57.7)
Baseline antiplatelets including aspirin, n (%)’ 226 (15.5) 244 (16.8) 237 (16.3) 110 (53.9) 124 (55.9) 107 (50.0) 116 (9.3) 120(9.7) 130 (10.5)
Baseline statins, n (%) 349 (24.0) 350 (24.0) 321 (22.1) 107 (52.5) 127 (57.2) 105 (49.1) 242 (19.3) 223 (18.1) 216 (17.5)

Prior use of TNFi, n (%) 115(7.9) 110 (7.6) 105 (7.2) 15 (7.4) 15 (6.8) 14 (6.5) 100 (8.0) 95(7.7) 91(7.4)

For patients randomised to the tofacitinib 10 mg two-times-per-day group who had their dose of tofacitinib reduced to
in the tofacitinib 10 mg two-times-per-day group.
*A 10-year risk of MACE was calculated with the ASCVD-PCE calculator and a 1.5 multiplier was applied for RA, as recommended by EULAR.2™® In the tofacitinib 5 mg two-times-per-day, tofacitinib 10 mg two-times-per-day and TNFi groups,

there were 17 patients (1.2%), 18 patients (1.2%) and 15 patients (1.0%) without a history of ASCVD who had missing ASCVD-PCE scores due to missing components.
tBased on day 1 of treatment with tofacitinib or TNFi in ORAL Surveillance.

ASCVD, atherosclerotic cardiovascular disease; ASCVD-PCE, atherosclerotic cardiovascular disease-Pooled Cohort Equations; CAD, coronary artery disease; CeVD, cerebrovascular disease; CHD, coronary heart disease; EULAR, European Alliance

5 mg TWO tmes per aay, The data collected arer paflenfs were switched to tofacitinib 5 mg two times per day were counted

of Associations for Rheumatology; MACE, major adverse cardiovascular events; n, number of patients with characteristic; N, number of patients in the safety population; PAD, peripheral artery disease; RA, rheumatoid arthritis; SD, standard

deviation; TNFi, tumour necrosis factor inhibitor.
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MACE

A ] HR vs TNFi IR per 100 PY IRD vs TNFi NNH (PY) NNH (5-yr)
n/N (%) (95% Cl) (95% CI) [PY] per 100 PY (95% CI) vs TNFi¢  vs TNFi*
MACE  Overall Tofacitinib 5 mg BID —— 47/1455 (32%) 1.24 (0.81,1.91) 0.91(0.67, 1.21)[5166.3]  0.18 (~0.18, 0.53) 567 113
iont !
POt Tofacitinib 10 mg BID —e— 51/1456 (3.5%) 1.43(0.94,2.18)  1.05(0.78, 1.38) [4872.0]  0.31 (-0.06, 0.69) 319 64
|
Combined tofacitinib doses —— 98/2911 (3.4%) 1.33(0.91,1.94) 0.98 (0.79, 1.19) [10038.3]  0.24 (~0.06, 0.55) 412 82
TNFi i 37/1451 (2.5%) 0.73 (0.52, 1.01) [5045.3]
HXASCVD Tofacitinib 5 mg BID ——— 17/204 (8.3%)  1.96 (0.87, 4.40)  2.53 (1.47, 4.05) [672.7]  1.24 (-0.22, 2.71) 80 16
( 1“j1=$;‘; Tofacitinib 10 mg BID PN 17/222 (7.7%)  2.01(0.89,4.50) 2.61(1.52,4.18)[651.7]  1.33 (~0.17, 2.82) 75 15
Combined tofacitinib doses ———— 34/426 8.0%)  1.98 (0.95,4.14)  2.57 (1.78,3.59) [1324.4]  1.28 (0.08, 2.49)" 78 16
TNFi 9/214 (42% 1.28 (0.59. 2.44) [701.4
No Tofacitinib 5 mg BID ——— 30/1251 (2.4%) 1.03 (0.62,1.73)  0.67 (0.45, 0.95) [4493.6]  0.02 (~0.31, 0.36) 4344 869
;cv"n’?ssf.:fﬁ Tofacitinib 10 mg BID — 34/1234 (2.8%) 1.25(0.76,2.07)  0.81(0.56, 1.13) [4220.2]  0.16 (~0.20, 0.52) 621 124
N=3722 Combined tofacitinib doses ~ —-e—— 64/2485 (2.6%) 1.14(0.73,1.78)  0.73 (0.57, 0.94) [8713.9]  0.09 (~0.21, 0.39) 1113 223
(85.3%) TNFi 28/1237 (2.3%) 0,64 (0,43, 0.93) [4343.9]
| I I I |
05 1 2 4 8
Hazard ratio vs TNFi (95% CI)
« >
Decreased risk with tofacitinib  Increased risk with tofacitinib
— —_ — —
ASCVD3 D BE (CRTE ASCVD7E UB&E (CIRTE
Tofa 5*2 : Tofa 10*2 : TNFi = Tofa 5*2 : Tofa 10*2 : TNFi =
17/204 (8.3%) : 17/222 (7.7%) : 9/214 (4.2%) 30/1251 (2.4%) : 34/1234 (2.8%) : 28/1237 (2.3%)
Tofa 5*2 vs TNFi Tofa 5*2 vs TNFi
* HRs(95%Cl) = 1.96 (0.87-4.40) * HRs(95%Cl) = 1.03 (0.62-1.73)

* NNH(95%CI) = 16 * NNH(95%CIl) = 869




Probability of patients with MACE
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Log-rank p-values:

— Tofacitinib 5 mg BID vs — TNFi, p=0.112

- Tofacitinib 10 mg BID vs — TNFi, p=0.098

— Combined tofacitinib doses vs — TNFi, p=0.062
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Probability of patients with MACE
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No HxASCVD

Log-rank p-values:

— Tofacitinib 5 mg BID vs — TNFi, p=0.912

- Tofacitinib 10 mg BID vs — TNFi, p=0.372

— Combined tofacitinib doses vs — TNFi, p=0.565
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n/N (%)

HR vs TNFi
(95% Cl)

IR per 100 PY
(95% ClI) [PY]

IRD vs TNFi per
100 PY (95% ClI)

Myocardial
infarction
(Fatal and
non-fatal)

Overall
population

HxASCVD

Tofacitinib 5 mg BID .
|

Tofacitinib 10 mg BID -
|

Combined tofacitinib doses e

Tofacitinib 5 mg BID ’
Tofacitinib 10 mg BID

Combined tofacitinib doses
TNFi

19/1455 (1.3%)
19/1456 (1.3%)
38/2911 (1.3%)

7/204 (3.4%)
7/222 (3.2%)
14/426 (3.3%)
3/214 (1.4%)

1.69 (0.80, 3.55)
1.80 (0.85, 3.77)
1.74 (0.89, 3.41)

2.35 (0.61, 9.10)
2.55 (0.66, 9.87)
2.45 (0.70, 8.52)

0.37 (0.22, 0.57) [5192.3)
0.39 (0.23, 0.61) [4889.5]
0.38 (0.27, 0.52) [10081.8)
11 .
1.01 (0.41, 2.08) [692.3]
1.07 (0.43, 2.20) [654.3]
1.04 (0.57, 1.74) [1346.6]
0.42 (0.09, 1.24) [708.7)

0.15 (=0.06, 0.36)
0.17 (~0.04, 0.39)
0.16 (=0.02, 0.34)

0.59 (~0.30, 1.48)
0.65 (-0.28, 1.57)
0.62 (-0.11, 1.34)

No
HxASCVD
(CV RFs only)

12/1251 (1.0%)
12/1234 (1.0%)
24/2485 (1.0%)
8/1237 (0.6%)

1.46 (0.60, 3.56)
1.55 (0.63, 3.80)
1.50 (0.68, 3.35)

0.27 (0.14, 0.47) [4450.0]
0.28 (0.15, 0.49) [4235.3]
0.27 (0.18, 0.41) [8735.3]
0.18 (0.08, 0.36) [4370.0]

0.08 (0.1, 0.28)
0.10 (~0.10, 0.30)
0.09 (~0.08, 0.26)

Stroke
(Fatal and
non-fatal)

Overall
population

HxASCVD

Tofacitinib 5 mg BID —_—

Tofacitinib 10 mg BID ———

Combined tofacitinib doses +0—

TNFi |

Tofacitinib 5 mg BID —

Tofacitinib 10 mg BID —
>—',—<

Combined tofacitinib doses

Tofacitinib 5 mg BID ————

Tofacitinib 10 mg BID
Combined tofacitinib doses

18/1455 (1.2%)
18/1456 (1.2%)
36/2911 (1.2%)
0
8/204 (3.9%)
6/222 (2.7%)
14/426 (3.3%)
3/214 (1.4%)

1.03 (0.53, 2.00)
1.10 (0.57, 2.13)
1.06 (0.60, 1.89)

2.80 (0.74, 10.56)
2.10(0.53, 8.41)
2.45 (0.70, 8.54)

0.35 (0.21, 0.55) [5192.4]
0.37 (0.22, 0.58) [4905.5)
0.36 (0.25, 0.49) [10097.9)

1.17 (0.51, 2.32) [680.9)
0.90 (0.33, 1.96) [664.9]
1.04 (0.57, 1.75) [1345.8)

0.42 (0.09, 1.24) [707.7]

0.01 (-0.22, 0.24)
0.03 (~0.20, 0.26)
0.02 (-0.18, 0.22)

0.75 (-0.19, 1.70)
0.48 (-0.39, 1.35)
0.62 (-0.11, 1.34)

No
HxASCVD
(CV RFs only)

TNFi

Tofacitinib 5 mg BID ——
Tofacitinib 10 mg BID —e
Combined tofacitinib doses 4_._.1

TNFi

[
0.5 1 2 4
Hazard ratio vs TNFi (95% ClI)

10/1251 (0.8%)
12/1234 (1.0%)
22/2485 (0.9%)
14/1237 (1.1%)

Decreased risk with tofacitinib  Increased risk with tofacitinib

0.69 (0.31, 1.55)
0.88 (0.41, 1.91)
0.78 (0.40, 1.53)

FEHIR<HFARER !

0.22 (0.1, 0.41) [4511.5)
0.28 (0.15, 0.49) [4240.6]
0.25 (0.16, 0.38) [8752.1]
0.32 (0.18, 0.54) [4355.3]

-0.10 (-0.32, 0.12)
-0.04 (-0.27, 0.19)
-0.07 (-0.27, 0.13)

MI

ASCVDH D EE(CIREE
Tofa 5*2 : Tofa 10*2 : TNFi =
7/204 (3.4%) : 7/222 (3.2%) : 3/214 (1.4%)

Tofa 5*2 vs TNFi
* HRs(95%Cl) = 2.35 (0.61-9.10)

Stroke

ASCVDH D EE(CIREE
Tofa 5*2 : Tofa 10*2 : TNFi =
8/204 (3.9%) : 6/222 (2.7%) : 3/214 (1.4%)

Tofa 5*2 vs TNFi
* HRs(95%Cl) = 2.80 (0.74-10.56)



MACE

ASCVD7: L EBE(CIRE

n/N (%)

HR vs TNFi (95% ClI)

IR (95% Cl)

LOW

TNFi

0125 025 05 1 2 4

Hazard ratio vs TNFi (95% CI)

Decreased risk  Increased risk
with tofacitinib  with tofacitinib

1/461 (0.2%)

Stroke Overall Tofacitinib 5 mg BID R — 18/1456 (1.2%) 1.03(0.53,2.000  0.35(0.21, 0.55)
population Tofacitinib 10 mg BID —%0—' 18/1456 (1.2%) 110(0.57,2.13)  0.37 (0.22, 0.58)

Combined tofacitinib doses ——— 36/2911 (1.2%) 1.06 (0.60, 1.89)  0.36 (0.25, 0.49)

TNFi | 17/1451 (1.2%) 0.34 (0.20, 0.54)

HXASCVD Tofacitinib 5 mg BID ? . > 8/204 (3.9%) 2.80(0.74,10.56)  1.17 (0.51, 2.32)

Tofacitinib 10 mg BID e > 6222 (2.7%) 210 (0.53,8.41)  0.90 (0.33, 1.96)

Combined tofacitinib doses : o > 14/426 (3.3%) 2.45(0.70,854)  1.04(0.57, 1.75)

TNFi ' 3/214 (1.4% 0.42 (0.09, 1.24

High Tofacitinib 5 mg BID PR 3/258 (1.2%) 0.52(0.13,2.09)  0.35(0.07, 1.01)

=20% Tofacitinib 10 mg BID o~ 4/289 (1.4%) 0.69 (0.19,2.43)  0.45(0.12, 1.15)

mI[€] gl Combined tofacitinib doses — 7/547 (1.3%) 0.61(0.20,1.80)  0.40(0.16, 0.82)

TNFi : 6/278 (2.2%) 0.66 (0.24, 1.44)

Intermediate Tofacitinib 5 mg BID -~ 5/472 (1.1%) 0.70 (0.22,2.19)  0.29 (0.09, 0.67)

=7.5-<20% Tofacitinib 10 mg BID ~— 4/490 (0.8%) 0.56 (0.16, 1.92) 0.23 (0.06, 0.59)

No HxASCVD Combined tofacitinib doses Pa— 9/962 (0.9%) 0.63(0.23,1.69)  0.26 (0.12, 0.49)
10-yr risk of MACE TNFi : 7/483 (1.4%)  mm mem e mem e e e e e 0.4 (0.17, 0.85)
per ASCVD-PCE Low - Borderline _ Tofacitinib 5 mg BID N > 2/504(0.4%) | 1.85(0.17,2037) I 0.11(0.01,039)
<7.5% Tofacitinib 10 mg BID : o »  3/437(0.7%) | 3.27 (0.34, 31.40) : 0.19 (0.04, 0.56)
Combined tofacitinib doses ! . . 5/941(0.5%) : 250 (0.29,21.38) | 0.15(0.05,0.34)

: L

I 0.06 (0.00, 0.33)
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MI

troke

/N (%)

HR vs TNFi (95% CI)

IR (95% Cl)

Combined tofacitinib doses

TNFi

3/941 (0.3%)
1/461 (0.2%)

1.48 (0.15, 14.25)

0.09 (0.02, 0.26)
0.06 (0.00, 0.33)

Myocardial  Overall Tofacitinib 5 mg BID P — 19/1455(1.3%)  1.69(0.80,3.55  0.37 (0.22, 0.57)
infarction  population Tofacitinib 10 mg BID S 19/1456 (1.3%) 1.80(0.85,3.77)  0.39 (0.23, 0.61)
Combined tofacitinib doses %—0—< 38/2911 (1.3%)  1.74(0.89,3.41)  0.38(0.27, 0.52)
TNFi | 11/1451 (0.8%) 0.22 (0.11, 0.39)
HXASCVD Tofacitinib 5 mg BID 1 . > 7/204 (3.4%) 2.35(0.61,910)  1.01 (0.4, 2.08)
Tofacitinib 10 mg BID — e 722032%) 2.55(0.66,9.87)  1.07 (0.43, 2.20)
Combined tofacitinib doses -—L—o—» 14/426 (3.3%) 2.45(0.70, 8.52) 1.04 (0.57, 1.74)
! 0,

High Tofacitinib 5 mg BID ———— 8/258 (3.1%) 1.41(0.49,4.06)  0.93(0.40, 1.84)
=20% Tofacitinib 10 mg BID — e 6/289 (2.1%) 1.02(0.33,3.15)  0.67 (0.25, 1.47)
Combined tofacitinib doses + 14/547 (2.6%) 1.21(0.46, 3.15) 0.80 (0.44, 1.34)
TNFi ! 6/278 (2.2%) 0.66 (0.24, 1.43)
Intermediate Tofacitinib 5 mg BID T . 2/472 (0.4%) 2.01(0.18,22.11)  0.12 (0.01, 0.42)
1o.yr"r?s?§?§i‘é'§ =7.5-<20% Tofacitinib 10 mg BID i . 4490 (0.8%) 4.03(0.45,36.03)  0.23 (0.06, 0.60)
per ASCVD-PCE Combined tofacitinib doses - ° 6/962 (0.6%) 3.01 (0.36, 25.03) 0.17 (0.06, 0.38)
TNFi ! 1/483 (0.2%) 0.06 (0.00, 0.33)
Low - Borderline _ Tofacitinib 5 mg BID o > 1/504 (0.2%) 092 (0.06, 1463 0.05 (0.00, 0.30)
<7.5% Tofacitinib 10 mg BID . 2/437 (0.5%) 2.15(0.19,23.71)  0.13(0.02, 0.46)

|

T

|

I

0.25

0.5

1 2 4 8

Hazard ratio vs TNFi (95% Cl)

Decreased risk

Increased risk

with tofacitinib ~ with tofacitinib

HR vs TNFi (95% CI)

IR (95% Cl)

Stroke

Overall
population

Tofacitinib 5 mg BID
Tofacitinib 10 mg BID
Combined tofacitinib doses
TNFi

1.03 (0.53, 2.00)
1.10 (0.57, 2.13)
1.06 (0.60, 1.89)

0.35 (0.21, 0.55)
0.37 (0.22, 0.58)
0.36 (0.25, 0.49)
0.34 (0.20, 0.54)

HXASCVD

Tofacitinib 5 mg BID
Tofacitinib 10 mg BID
Combined tofacitinib doses

I

2.80 (0.74, 10.56)
2.10 (0.53, 8.41)
2.45 (0.70, 8.54)

1.17 (0.51, 2.32)
0.90 (0.33, 1.96)
1.04 (0.57, 1.75)
N A2 (N 00 1 ‘Ii.

No HxASCVD
10-yr risk of MACE
per ASCVD-PCE

High
=20%

Tofacitinib 5 mg BID
Tofacitinib 10 mg BID
Combined tofacitinib doses
TNFi

0.52 (0.13, 2.09)
0.69 (0.19, 2.43)
0.61(0.20, 1.80)

0.35 (0.07, 1.01)
0.45 (0.12, 1.15)
0.40 (0.16, 0.82)
0.66 (0.24, 1.44)

Intermediate
=7.5-<20%

Tofacitinib 5 mg BID
Tofacitinib 10 mg BID
Combined tofacitinib doses
TNFi

/N (%)
—;o— 18/1455 (1.2%)
—— 18/1456 (1.2%)
—— 36/2911 (1.2%)

| 17/1451 (1.2%)
e 8/204 (3.9%)

e 6/222 (2.7%)

—— e 14/426 (3.3%)

| 2/944 m\

PR 3/258 (1.2%)

— 4/289 (1.4%)
— e 7/547 (1.3%)

| 6/278 (2.2%)

— e 5/472 (1.1%)
S — 4/490 (0.8%)
— e 9/962 (0.9%)

0.70 (0.22, 2.19)
0.56 (0.16, 1.92)
0.63 (0.23, 1.69)

0.29 (0.09, 0.67)
0.23 (0.06, 0.59)
0.26 (0.12, 0.49)
0.41(0.17, 0.85)

Low - Borderline
<7.5%

Tofacitinib 5 mg BID
Tofacitinib 10 mg BID
Combined tofacitinib doses
TNFi

2/504 (0.4%)
3/437 (0.7%)

I
I
1
1
[
T
[
T
I
I
| | |
T

5/941 (0.5%)

(
(
(
7/483 (1.4%)
(
(
(
1/461 (0.2%)

1.85 (0.17, 20.37)
3.27 (0.34, 31.40)
2.50 (0.29, 21.38)

0.11 (0.01, 0.39)
0.19 (0.04, 0.56)
0.15 (0.05, 0.34)
0.06 (0.00, 0.33)
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| MACE in patients with ASCVD
* .
’iln%d)i ( w Tofa 5*2 vs TNFi

» HRs(95%Cl) = 1.96 (0.87-4.40)
- NNH(95%Cl) = 16
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LIMITATIONS
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