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Abstract

Background and Aims: Tofacitinib is an oral Janus kinase inhibitor for the treatment
of ulcerative colitis (UC). We report an integrated summary of tofacitinib safety
from the completed global UC clinical program (9.2 years maximum tofacitinib
exposure).

Methods: This analysis included patients receiving tofacitinib 5 or 10 mg twice daily
(b.i.d.) from completed phase 2/3 placebo-controlled studies, an open-label, long-
term extension study and a randomized phase 3b/4 study. Proportions and inci-
dence rates (IRs; unique patients with events/100 patient-years [PY] of exposure)
were evaluated for deaths and adverse events (AEs) of special interest (AESI).
Results: Overall, 1157 patients received >1 dose of tofacitinib 5 or 10 mg b.i.d;
938 (81.1%) were in the predominant dose tofacitinib 10 mg b.i.d. group; 552
(47.7%) received tofacitinib for >2 years; total exposure: 3202.0 PY; 994 (85.9%)
experienced AEs; 254 (22.0%) experienced serious AEs. Median treatment dura-
tion: 1.7 (range 0.0-9.2) years. IRs (95% Cl) for combined tofacitinib doses: deaths
0.24 (0.10-0.48); serious infections (SIs) 1.80 (1.37-2.32); herpes zoster (HZ; non-
serious and serious) 3.24 (2.63-3.94); serious HZ 0.24 (0.10-0.48); opportunistic
infections 0.96 (0.65-1.36); malignancies (excluding non-melanoma skin cancer
[NMSC]) 0.88 (0.59-1.26); NMSC 0.71 (0.45-1.07); major adverse cardiovascular
events 0.27 (0.12-0.52); deep vein thrombosis 0.06 (0.01-0.22); pulmonary
embolism 0.18 (0.07-0.40); and gastrointestinal perforations 0.09 (0.02-0.27).
Conclusions: Except for HZ and Sls, IRs for AESI were <1 case/100 PY. Safety was
consistent with previous analyses of shorter exposure and tofacitinib's known
safety profile, including real-world data.

ClinicalTrials.gov: NCT00787202; NCT01465763; NCT01458951; NCT01458574;
NCT01470612; NCT03281304.
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INTRODUCTION

Tofacitinib is an oral Janus kinase (JAK) inhibitor for the
treatment of ulcerative colitis (UC). Safety and efficacy of
tofacitinib in patients with moderately to severely active UC
have previously been evaluated in three phase 2 and phase 3 in-

12 3 phase 3 maintenance study,> an open-label,

duction studies,
long-term extension (OLE) study® and a phase 3b/4 study.*
Tofacitinib's safety was consistent across two previous integrated
analyses.>®

Long-term assessment of JAK inhibitor safety in patients with
UC is particularly important for adverse events (AEs) of special in-
terest (AESI) with long latency periods, such as cardiovascular
events and malignancies.”® Here, we report an integrated summary
of final tofacitinib safety data from the completed global clinical
program, with a maximum exposure of 9.2 years (total exposure:
3202.0 patient-years [PY]).

METHODS

Full details of the methodology, including cohort descriptions (In-
duction, Maintenance and Overall plus phase 3b/4 [2020]) and term

definitions, have been reported previously.>

Study designs and analysis cohort

Safety data were pooled from patients with UC who received
placebo and/or tofacitinib 5 or 10 mg twice daily (b.i.d.) in six
studies: four randomized, placebo-controlled phase 2/3 induction
and maintenance studies (NCT00787202; NCT01465763 [OCTAVE
Induction 1]; NCT01458951 [OCTAVE Induction 2]; NCT01458574
[OCTAVE Sustain]), an OLE study (NCT01470612 [OCTAVE
Open]) and a randomized phase 3b/4 study (NCT03281304
[RIVETING]).**

A previously published safety analysis included interim data from
the phase 3b/4 study. In comparison, the cohort reported here con-
tained final data from the phase 3b/4 study (as of April 18, 2022;
maximum tofacitinib exposure 9.2 years; hereafter defined as Overall
Cohort) (Figure S1).

Assessment of safety

The proportion of patients with AEs, serious AEs (SAEs) and deaths
was calculated. AESI included: serious infections (Sls), herpes zoster

Key summary

Summarize the established knowledge on this subject.

e Long-term assessment of Janus kinase inhibitor safety in
patients with ulcerative colitis (UC) is important to
further assess adverse events of special interest (AESI)
with long latency periods and/or that are rare.

e Tofacitinib's safety in patients with moderately to
severely active UC was consistent across two previous
integrated analyses (<7.8 years); with the exception of
herpes zoster, the incidence rates (IRs; unique patients
with events per 100 patient-years [PY]) for AESI re-
ported in the previous analysis were stable and generally
consistent with the IRs reported for other UC treat-

ments, including biological therapies.

What are the significant and/or new findings of this study?

e We report an integrated summary of final tofacitinib
safety data from the completed global clinical program
(maximum
3202.0 PY).

e Except for herpes zoster and serious infections, IRs for
AESI were <1 per 100 PY.

e These results demonstrate that the safety profile of

exposure: 9.2 years; total exposure:

tofacitinib in patients with UC remained stable over long
periods of exposure (<9.2 years) and was consistent with
the known safety profile of tofacitinib, including real-

world data.

(HZ), opportunistic infections (Ols), malignancies (excluding non-
melanoma skin cancer [NMSC]), major adverse cardiovascular
events (MACE), deep vein thrombosis (DVT), pulmonary embolism
(PE), and gastrointestinal perforations.

Statistical analysis

The Overall Cohort was categorized based on the predominant dose
(PD) of tofacitinib. PD tofacitinib 5 and 10 mg b.i.d. were defined as
an average total daily dose of tofacitinib <15 mg and >15 mg,
respectively. Proportions and incidence rates (IRs; unique patients
with events per 100 PY of exposure) with 95% confidence intervals
(Cl) were calculated for deaths and AESI in all cohorts using the exact

Poisson method.
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RESULTS
Patient demographics and disease characteristics

Patient demographics and disease characteristics have been reported
previously and were generally similar across treatment groups
(Table 1).>®> The Overall Cohort included 1157 patients. In total,
938 (81.1%) patients were in the PD tofacitinib 10 mg b.i.d. group, of
whom 586/938 (62.5%) remained on a constant dose of tofacitinib
10 mg b.i.d (total exposure 928.8 PY). The remaining 219 patients
were in the PD tofacitinib 5 mg b.i.d. group, of whom 13 (5.9%)
remained on a constant 5 mg b.i.d dose (total exposure; 41.1 PY).
Median treatment duration was 1.7 years (mean 2.8, range 0.0-9.2,
total exposure 3202.0 PY); 552 (47.7%) patients received tofacitinib

for >2 years.

AEs, SAEs and deaths in the Overall Cohort

In total, 994/1157 (85.9%) patients experienced AEs and
254/1157 (22.0%) experienced SAEs (Table S1).

Eight deaths were reported (IR [95% Cl], 0.24 [0.10-0.48];
one case each of cardiac arrest [patient also had malignant
lung cancer], aortic dissection, hepatic angiosarcoma, acute
myeloid leukemia, PE [patient also had cholangiocarcinoma
metastasized to the peritoneum], malignant melanoma, metastatic
adenocarcinoma and COVID-19 pneumonia/respiratory failure), all
in patients in the PD tofacitinib 10 mg b.id. group (Table S1;

Figure 1a).

Incidence of AESI in the Overall Cohort

Intotal, Sls were reported in 59 patients (IR[95% Cl], 1.80[1.37-2.32]),
10 in the PD tofacitinib 5 mg b.i.d. group and 49 in the PD tofacitinib
10 mgb.i.d. group (IRs[95% Cl], 1.08 [0.52-1.99] and 2.07 [1.53-2.74],
respectively) (Table S1; Figure 1b).

HZ events were reported in 99 patients (IR [95% ClI],
3.24 [2.63-3.94]), 23 in the PD tofacitinib 5 mg b.i.d. group and 76 in
the PD tofacitinib 10 mg b.i.d. group (IRs [95% Cl], 2.71 [1.72-4.06]
and 3.44 [2.71-4.31], respectively) (Table S1; Figure 1c). In total,
7/1157 (0.6%) patients had recurrent HZ events. The overall IR for
HZ Ols was 0.80 (95% Cl 0.53-1.18).

Malignancies (excluding NMSC) were reported in 29 patients (IR
[95% Cl], 0.88 [0.59-1.26]), five in the PD tofacitinib 5 mg b.i.d. group
and 24 in the PD tofacitinib 10 mg b.id. group (IRs [95% ClI],
0.54 [0.18-1.26] and 1.01 [0.65-1.51], respectively) (Table S1;
Figure 2a). Malignancy events (excluding NMSC) included: one case
each of acute myeloid leukemia, Bowen's disease, Epstein-Barr virus-
associated lymphoma, essential thrombocythemia, hepatic angio-
sarcoma, leiomyosarcoma, esophageal adenocarcinoma, penile
dysplasia, renal cell carcinoma, vulvar cancer, prostate cancer; two

cases each of cervical dysplasia, cholangiocarcinoma, diffuse large

B-cell lymphoma, lung cancer, malignant melanoma; three cases of
breast cancer; and five cases of colorectal cancer.

NMSCs were reported in 23 patients (IR [95% ClI],
0.71[0.45-1.07]), six in the PD tofacitinib 5 mg b.i.d. group and 17 in
the PD tofacitinib 10 mg b.i.d. group (IRs [95% ClI], 0.66 [0.24-1.43]
and 0.73 [0.43-1.17], respectively) (Table S1; Figure 2b). There were
17 patients with basal cell carcinomas and 11 with squamous cell
carcinomas.

MACE were reported in nine patients (IR [95% Cl],
0.27[0.12-0.52]), four in the PD tofacitinib 5 mg b.i.d. group and five in
the PD tofacitinib 10 mg b.i.d. group (IRs [95% Cl], 0.44 [0.12-1.12]
and 0.21 [0.07-0.49], respectively) (Table S1; Figure 2c). These events
included one case each of hemorrhagic stroke, aortic dissection, car-
diac arrest, acute coronary syndrome, acute myocardial infarction,
cerebellar hemorrhage and myocardial infarction, and two cases of a
cerebrovascular accident.

(VTE)
0.24 (95% Cl 0.10-0.48). DVT events were reported in two patients
(IR [95% Cl], 0.06 [0.01-0.22]; one event was assessed as related to
the study drug by the investigator) and PE events were reported in
six patients (IR [95% Cl], 0.18 [0.07-0.40])>; all were in the PD
tofacitinib 10 mg b.i.d. group (Table S1; Figure 2d,e). Of the six pa-

tients with PE events, four had a history of risk factors and two did

The venous thromboembolic event IR was

not. Both patients without a notable history had low disease activity
prior to the PE event (partial Mayo scores prior to event: 1 and O,

respectively).

DISCUSSION

This integrated tofacitinib safety analysis of the completed global
clinical program included data with a maximum exposure of 9.2 years
(total exposure: 3202.0 PY) and represents the longest follow-up of
randomized patients with UC treated with an approved or investi-
gational therapy to date. Longer follow-ups are important to accu-
rately evaluate AEs with long latency periods and/or that are rare.

The Overall Cohort included an additional 202.3 PY of exposure
versus the previously reported Overall plus phase 3b/4 [2020] Cohort,
and AESI IRs were consistent between the two cohorts.”

The HZ IR was 3.24 (95% Cl 2.63-3.94). In comparison, a lower
HZ IR of 0.5 (95% CI 0.1-1.9) was reported in a Canadian real-world
study (REMIT-UC) of 334 tofacitinib-treated patients with UC. Au-
thors hypothesized this was mainly due to protective effects of HZ
vaccination given the high proportion (198/230 [86.1%)]) of vacci-
nated patients in their study.” There were potentially more Asian
patients in this analysis than REMIT-UC; increased HZ rates were
reported in Asian versus non-Asian patients.'® In a study of claims
data from the United States (US) by Curtis and colleagues, in which
key clinical trial-like criteria similar to those used in the phase 3
OCTAVE clinical trials were applied to create a population-based UC
trial-like cohort treated with tumor necrosis factor inhibitors (TNFi),
a numerically lower HZ IR of 1.77 (95% Cl 1.34-2.29) was
reported.*!
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n (%) IR (95%ClI) n (%) IR (95%Cl)
Maintenance Cohort e — Maintenance Cohort e —
Placebo ¢———— 0(0.0) 0.00(0.00-3.57) Placebo |——&————— 2(1.0) 1.94(0.23-7.00)

Tofacitinib 5 mg b.i.d. ¢——
Tofacitinib 10 mg b.i.d. ¢—

0(0.0)
0(0.0)

0.00 (0.00-2.48)
0.00 (0.00-2.35)

Overall Cohort

PD Tofacitinib 5 mg b.i.d. ¢+ 0(0.0) 0.00 (0.00-0.40)
PD Tofacitinib 10 mg b.i.d. [e+ 8(0.9) 0.34(0.14-0.66)
Tofacitinib All [ei 8(0.7) 0.24(0.10-0.48)
0 2 4 6 8 10 12 14
IR (95% CI)
- i i b
C) All HZ (non-serious and serious)' n (%) IR (95%CI)
Maintenance Cohort

Placebo |—e——————— 1(0.5) 0.97 (0.02-5.42)
Tofacitinibb 5 mg b.id.e | —®—— 3(1.5) 2.05(0.42-6.00)

Tofacitinib 10 mg b.i.d.¢ —_————————— 10 (5.1) 6.64 (3.19-12.22)

Overall Cohort

PD Tofacitinib 5 mg b.i.d. P 23 (10.5) 2.71 (1.72-4.06)
PD Tofacitinib 10 mg b.i.d. —o— 76 (8.1) 3.44(2.71-4.31)
Tofacitinib All o 99 (8.6) 3.24 (2.63-3.94)

0 2 4 6 8 10 12 14
IR (95% CI)

E) Olsbeta
n (%) IR (95%Cl)
Maintenance Cohort e —

Placebo —e—————i 0.97 (0.02-5.42)

Tofacitinib 5 mg b.i.d. |—e——— 2(1.0) 1.36(0.16-4.92)

Tofacitinibb 10 mg b.id. | ————— 4(2.0) 2.60(0.71-6.65)
Overall Cohort

PD Tofacitinib 5 mg b.i.d. 8(3.7) 0.89(0.39-1.76)

23 (2.5) 0.99 (0.63-1.48)

Ho—i
PD Tofacitinib 10 mg b.i.d. | re~
1o 31(2.8) 0.96 (0.65-1.36)

Tofacitinib All

0 2 4 6 8 10 12 14
IR (95% Cl)

FIGURE 1

Tofacitinib 5 mg b.i.d. |—e&———
Tofacitinib 10 mg b.i.d. |Fe———
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Overall Cohort
PD Tofacitinib 5 mg b.i.d. | ~e—i 10 (4.6) 1.08 (0.52-1.99)
49 (5.2) 2.07 (1.53-2.74)

PD Tofacitinib 10 mg b.i.d. o
re- 59 (5.1) 1.80 (1.37-2.32)

Tofacitinib All

0 2 4 6 8 10 12 14

IR (95% CI)
D) Serious HZ® n (%) IR (95%Cl)
Maintenance Cohort
Placebo ¢———— 0(0.0) 0.00 (0.00-3.57)
Tofacitinib 5 mg b.i.d. $——— 0(0.0) 0.00(0.00-2.48)
Tofacitinib 10 mg b.i.d. $—— 0(0.0) 0.00 (0.00-2.35)

Overall Cohort

PD Tofacitinib 5 mg b.i.d. #=
PD Tofacitinib 10 mg b.i.d. |
Tofacitinib All (e
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) 0.29 (0.12-0.61)
0.7) 0.24(0.10-0.48)
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IR (95% CI)

F) HZ Olsbeton
n (%) IR (95%Cl)

Maintenance Cohort e —
Placebo |————————— 1(0.5) 0.97 (0.02, 5.42)
2(1.00 1.36(0.16, 4.92)

4(2.0) 2.60(0.71, 6.65)

Tofacitinib 5 mg b.i.d. [—e———

Tofacitinib 10 mg b.i.d.

Overall Cohort

PD Tofacitinib 5 mg b.i.d. |+e—
PD Tofacitinib 10 mg b.i.d. | re~
Tofacitinib All | e+

7(3.2) 0.78(0.31, 1.61)
19 (2.1) 0.81(0.49, 1.27)
26 (2.3) 0.80(0.53, 1.18)

0 2 4 6 8 10 12 14
IR (95% Cl)

IRs (unique patients with events per 100 PY of exposure) for (a) deaths, (b) Sls, (c) all HZ (non-serious and serious), (d) serious

HZ, (e) Ols, and (f) HZ Ols in the tofacitinib UC clinical program, by cohort. Data for the Maintenance Cohort have been reported previously.>¢
Briefly, the Maintenance Cohort comprised patients who received placebo or tofacitinib 5 or 10 mg b.i.d. for 52 weeks in OCTAVE Sustain>®;
and the Overall Cohort comprised patients who received >1 dose of tofacitinib 5 or 10 mg b.i.d. in any phase 2/3/OLE study plus final data
from the phase 3b/4 data as of 18 April 2022 (<9.2 years of exposure). Exact Poisson distribution was used to calculate IR 95% CI. AE, adverse
event; b.i.d., twice daily; Cl, confidence interval; HZ, herpes zoster; IR, incidence rate (unique patients with events per 100 PY of exposure);
N, number of patients treated in the treatment group; n, number of unique patients with a particular adverse event; Ol, opportunistic infection;
OLE, open-label, long-term extension; PD, predominant dose; Sl, serious infection; PY, patient-years; UC, ulcerative colitis. ?For the
Maintenance Cohorts, events that occurred >28 days after the last dose of the study drug were excluded; for the Overall Cohort, events
outside the 28-day risk period were included. "Events that occurred >28 days after the last dose of the study drug were excluded. “Defined as
any infection AE that required hospitalization or parenteral antimicrobials or met other criteria that required the infection to be classified as a
serious AE. 9IRs of HZ in the Maintenance Cohort were numerically higher with tofacitinib 5 mg b.i.d. versus placebo and statistically higher
with tofacitinib 10 mg b.i.d. versus placebo. *Data are from baseline of OCTAVE Induction 1&2; for the Overall Cohort, N = 905 and N = 1124
for the PD tofacitinib 10 mg b.i.d. and tofacitinib all groups, respectively (excludes phase 2). fAdjudicated events. 8Excludes tuberculosis and
HZ with two adjacent dermatomes. "Disseminated or multidermatomal HZ events were considered to be HZ Ols.

In the current analysis, malignancies were reported in 29 pa-
tients (excluding NMSC) (IR [95% Cl], 0.88 [0.59-1.26]). Real-world
studies have observed few or no malignancies in tofacitinib-treated
patients with UC,'2"%* likely attributable to their relatively short
follow-up times. In comparison, the malignancy IR in REMIT-UC (total
exposure 375 PY) was 0.8 (95% Cl 0.2-2.3),° consistent with the
malignancy IR observed in this analysis. The NMSC IR in this analysis
(0.71 [95% CIl 0.45-1.07]) was higher than that observed in a larger
3-year real-world study of 408 tofacitinib-treated patients in Spain
by Chaparro and colleagues (0.47 [95% Cl 0.11-1.87]).° In the
population-based UC TNFi-treated cohort analyzed by Curtis and
colleagues, a numerically lower malignancies (excluding NMSC) IR

(0.63 [95% Cl 0.43-0.90]) and numerically higher NMSC IR
(1.69 [95% CI 1.35-2.10]) were reported versus this study.'*

MACE was reported in nine patients, and the MACE IR was
0.27 (95% CI 0.12-0.52). This was consistent with the IR reported
by Chaparro and colleagues (IR [95% Cl], 0.23 [0.03-1.66]).2> No
real-world studies of patients with UC have been conducted using
the definition of MACE utilized here. In a real-world study of pa-
tients with moderate to severe inflammatory bowel disease in the
US, IR per 1000 PY (95% CI) of stroke and acute myocardial
infarction were 4.63 (3.36-6.21) and 2.91 (1.94-4.21), respec-
tively.!® In addition, the MACE IR (0.51 [95% CI 0.31-0.79])
reported by Curtis and colleagues in a population-based UC
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A) Malignancies (excluding NMSC)>b<
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0.21 (0.07-0.49)
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E) PE=¢
n (%) IR (95%Cl)
Maintenance Cohort e —
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Tofacitinib 10 mg b.i.d. ——— 0.00 (0.00-2.35)
Overall Cohort
PD Tofacitinib 5 mg b.i.d. & 0(0.0) 0.00 (0.00-0.40)
PD Tofacitinib 10 mg b.i.d. e 6(0.6) 0.25(0.09-0.55)
Tofacitinib Al 6(0.5) 0.18(0.07-0.40)

0 2 4 6 8 10 12 14
IR (95% CI)

FIGURE 2

B) NMSCab<
n (%) IR (95%Cl)
Maintenance Cohort -
Placebo |————— 1(0.5) 0.97 (0.02-5.40)
0(0.0) 0.00 (0.00-2.48)

3(1.5) 1.91(0.39-5.59)

Tofacitinib 5 mg b.i.d. ¢———

Tofacitinib 10 mg b.i.d. | —————

Overall Cohort

PD Tofacitinib 5 mg b.i.d. [re—
PD Tofacitinib 10 mg b.i.d. | e+
Tofacitinib All | e+

6(2.7) 0.66 (0.24-1.43)
17 (1.9) 0.73(0.43-1.17)
23(2.0) 0.71 (0.45-1.07)

0 2 4 6 8 10 12 14
IR (95% Cl)

D) DVTed
Maintenance Cohort

n (%) IR (95%Cl)

Placebo |—e————— 0.5) 0.97 (0.02-5.39)

1(0.5]
Tofacitinib 5 mg b.i.d. $— 0(0.0) 0.00(0.00-2.48)
0(0.0;

Tofacitinib 10 mg b.i.d. $— 0.0) 0.00 (0.00-2.35)

Overall Cohort

PD Tofacitinib 5 mg b.i.d. ¢4
PD Tofacitinib 10 mg b.i.d. ¢
Tofacitinib All ¢

) 0.00 (0.00-0.40)
0.2) 0.08 (0.01-0.30)
) 0.06 (0.01-0.22)
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IR (95% CI)

F) Gl perforations®c<e
n (%) IR (95%Cl)
Maintenance Cohort e —
Placebo [———— 1(0.5) 0.97 (0.02, 5.39)
0(0.0) 0.00(0.00, 2.48)

0(0.0) 0.00(0.00, 2.35)

Tofacitinib 5 mg b.i.d. ¢——

Tofacitinib 10 mg b.i.d. ¢——

Overall Cohort

PD Tofacitinib 5 mg b.i.d. -
PD Tofacitinib 10 mg b.i.d. #
Tofacitinib All

1(0.5) 0.11(0.00, 0.60)
2(0.2) 0.08(0.01,0.30)
3(0.3) 0.09(0.02,0.27)

0 2 4 6 8 10 12 14
IR (95% Cl)

IRs (unique patients with events per 100 PY of exposure) for (a) malignancies (excluding NMSC), (b) NMSC, (c) MACE, (d) DVT,

(e) PE, and (f) GI perforations in the tofacitinib UC clinical program, by cohort. Data for the Maintenance Cohort have been reported
previously.>¢ Briefly, the Maintenance Cohort comprised patients who received placebo or tofacitinib 5 or 10 mg b.i.d. for 52 weeks in
OCTAVE Sustain>?; and the Overall Cohort comprised patients who received >1 dose of tofacitinib 5 or 10 mg b.i.d. in any phase 2/3/OLE
study plus final data from the phase 3b/4 data as of 18 April 2022 (<9.2 years of exposure). Exact Poisson distribution was used to calculate IR
95% Cl. b.i.d., twice daily; Cl, confidence interval; DVT, deep vein thrombosis; Gl, gastrointestinal; IR, incidence rate (unique patients with
events per 100 PY of exposure); MACE, major adverse cardiovascular events; N, number of patients treated in the treatment group; n, number
of unique patients with a particular adverse event; NMSC, non-melanoma skin cancer; OLE, open-label, long-term extension; PD, predominant
dose; PE, pulmonary embolism; PY, patient-years; UC, ulcerative colitis.? for the Overall Cohort, N = 905 and N = 1124 for the PD tofacitinib
10 mg b.i.d. and tofacitinib all groups, respectively (excludes phase 2). °For the Maintenance Cohort, events that occurred >28 days after the
last dose of the study drug were excluded; for the Overall Cohort, events outside the 28-day risk period were included. “Adjudicated events.
dEvents that occurred >28 days after the last dose of the study drug were excluded. °Gl perforation excludes Preferred Terms of pilonidal cyst,
perirectal abscess, rectal abscess, anal abscess, perineal abscess and any Preferred Terms containing the term fistula.

TNFi-treated cohort was numerically higher than that reported
here.!! Of note, these studies were conducted in patients in the US,
where approximately half of the population between 2017 and 2020
had some form of cardiovascular disease.” The majority of patients
who experienced a MACE in the OCTAVE clinical program had an
intermediate-high baseline 10-year risk of atherosclerotic cardio-
vascular disease.’® Similar results were reported in tofacitinib-
treated patients with rheumatoid arthritis, psoriatic arthritis and
psoriasis.*’

Two DVT and six PE events were reported (IRs [95% ClI],
0.06 [0.01-0.22] and 0.18 [0.07-0.40], respectively; VTE IR [95% ClI],
0.24 [0.10-0.48]). In real-world studies, the proportion of patients

%9,12714,20723 and

experiencing VTE events ranged from 0% to 5
IRs (1.1 and 1.3) were numerically higher than those reported
here.”*® In addition, IRs for DVT (1.41 [95% C| 1.00-1.93]) and PE
(0.54 [95% CI 0.30-0.89]) were numerically higher in the population-
based UC TNFi-treated cohort analyzed by Curtis and colleagues
versus those reported here.!! It is possible that patients in a real-
world setting are more refractory to treatment and have less dis-
ease control than patients in clinical trial cohorts. In addition, VTE
events in this analysis were reviewed by an adjudication committee,
which is expected to result in a more robust confirmation of diagnosis
than is generally performed in analyses of real-world data. In com-
parison, the IRs in this analysis were consistent with those observed
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for the general UC population (DVT IR 0.07-0.30 and PE IR 0.04-
0.20, respectively).24-2¢

AESI IRs were generally similar across treatment groups,
including placebo during Induction and Maintenance, with the
exception of HZ as previously reported.’ Dose dependency of IRs in
the two Overall Cohorts could not be fully evaluated, as discussed
previously alongside further limitations of the analysis.”> As discussed
above, a limitation of contextualization of these results with data
from real-world studies is that some AESIs are likely to be under
reported in real-world studies due to less robust confirmation and/or
identification versus clinical trials.

In conclusion, IRs for AESI were consistent with prior safety
analyses (<7.8 years) and the known safety profile of tofacitinib,

including real-world data.
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