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Abstract

Background: Tofacitinib is an oral small molecule Janus kinase inhibitor for the treatment of
ulcerative colitis (UC).

Objective: To assess colectomy incidence rates (IRs) and baseline characteristics for the
presence of identified colectomy risk factors among patients in the tofacitinib OCTAVE UC
clinical program.

Design: This post hoc analysis evaluated patients in the 8-week OCTAVE Induction 1 and 2,
52-week OCTAVE Sustain, and OCTAVE Open (open-label, long-term extension) studies.
Methods: IRs [95% confidence interval (Cl)] for colectomy were analyzed. Baseline risk
factors based on clinical guidelines: aged <40years at diagnosis, extensive colitis, severe
endoscopic disease [Mayo endoscopic subscore (MES)=3], hospitalization for UC within
12months, C-reactive protein [CRP) >3mg/L, and serum albumin <3.5g/dL. Baseline risk
factors were evaluated in patients who underwent colectomy by study and summarized
descriptively.

Results: Over a maximum of 7.8 years of tofacitinib exposure, 14 patients underwent
colectomy: 3/1139 (0.3%) in OCTAVE Induction 1 and 2 [tofacitinib 10 mg twice daily (BID):
n=2; placebo: n=1], 3/593 (0.5%) in OCTAVE Sustain (placebo: n=3), and 8/944 (0.8%) in
OCTAVE Open (tofacitinib 10mg BID: n=8). Colectomy IR per 100 patient-years for all patients
who received =1 tofacitinib dose was 0.34 (95% Cl: 0.16-0.63). All patients who underwent
colectomy had =1 risk factor and prior tumor necrosis factor inhibitor (TNFi] failure, among
which the most common risk factors were a MES of 3 (n=13), CRP >3mg/L (n=11), and aged
<40years at diagnosis (n=9).

Conclusions: Among patients with moderate to severe UC receiving tofacitinib, colectomies
were infrequent; all patients undergoing colectomy had prior TNFi failure, and most had
multiple additional risk factors. This provides important information to discuss with patients
and inform management decisions.
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Presence of risk factors associated with colectomy among patients with ulcerative colitis:
a post hoc analysis of data from the tofacitinib OCTAVE ulcerative colitis clinical program

Colectomy IR per 100 patient-years (95% Cl) for all patients who received =1 tofacitinib dose was 0.34 (0.16-0.63).
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Among patients with moderate to severe UC receiving tofacitinib, colectomies were infrequent;
all patients undergoing colectomy had prior TNFi failure, and most had multiple additional risk factors.
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BID, twice daily; Cl, confidence interval; CRP, C-reactive protein; IR, incidence rate; N, number of patients evaluable for colectomy; n, number of patients with colectomy; TNFi, tumor necrosis factor inhibitor; UC, ulcerative colitis.

Graphical Abstract

Introduction

Ulcerative colitis (UC) is a chronic inflammatory
condition that is characterized by inflammation of
the colorectal mucosa.! The aim of current treat-
ment strategies for UC is to achieve and maintain
steroid-free remission and prevent morbidity,
including hospitalization and surgery, as well as
disease complications such as cancer.!-> Although
medical interventions are key in the management
of UC, it is estimated that up to 15% of patients
develop refractory disease or become intolerant to
long-term maintenance therapy and may require
proctocolectomy.3->

Real-world studies have demonstrated that colec-
tomy rates among patients with UC have varied
over time and by geographic location.%7 Overall,
up to one in five patients with UC will require
surgery within 10years of diagnosis.® A database
review of patients with UC in Canada reported a
decrease in the incidence rate (IR) of colectomy
from 3.6per 100 patient-years (PY) between
1998 and 2004 to 3.0per 100 PY between 2005
and 2011, following the introduction of biologic
therapy.® A systematic review of major abdominal
surgery among patients with inflammatory bowel
disease found that, among contemporary cohorts
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of patients with UC (diagnosis after 2000), the
cumulative colectomy risk at 1, 5, and 10years
was 2.8% [95% confidence interval (CI): 2.0-
3.9], 7.0% (95% CI: 5.7-8.6), and 9.6% (95%
CI: 6.3-14.2), respectively.®

The following risk factors have been identified in
the American College of Gastroenterology
Clinical Guidelines as being associated with poor
prognosis (as measured by the likelihood of colec-
tomy): aged <4Oyears at diagnosis, extensive
colitis, severe endoscopic disease [defined as a
Mayo endoscopic subscore (MES) of 3], hospi-
talization for UC within 12months, C-reactive
protein (CRP) level >3 mg/L, and serum albumin
level <3.5g/dL.3

Tofacitinib is an oral small molecule Janus
kinase inhibitor for the treatment of UC. The
efficacy and safety of tofacitinib 10mg twice
daily (BID) as induction and maintenance ther-
apy in patients with moderately to severely
active UC have been demonstrated in one phase
II and two phase III trials of 8weeks’ dura-
tion,!%11 g phase III trial of 52 weeks’ duration,!!
and an open-label, long-term extension (OLE)
study.!2

Colectomy data from the global tofacitinib
OCTAVE UC clinical program have not been
reported previously. Herein, we report colectomy
IRs and the results of a post hoc analysis to assess
baseline characteristics for the presence of identi-
fied risk factors for colectomy among all patients
in the global tofacitinib OCTAVE UC clinical
program.

Methods

Patients and study design

This post hoc analysis included data from all
patients who participated in the phase III induc-
tion studies (OCTAVE Induction 1 and 2:
NCT01465763 and NCT01458951), the phase
III maintenance study (OCTAVE Sustain:
NCT01458574), and the OLE study (OCTAVE
Open: NCT01470612).

Full study design details have been previously
published.!0-12 Briefly, patients in OCTAVE
Induction 1 and 2 were randomized to receive
tofacitinib 10 or 15mg BID, or placebo, with

the final efficacy assessment at week 8. The
tofacitinib dose of 15mg BID in OCTAVE
Induction 1 and 2 was subsequently discontinued
following a protocol amendment. Patients who
completed OCTAVE Induction 1 and 2 with a
clinical response could enter OCTAVE Sustain
and were re-randomized to receive tofacitinib 5 or
10mg BID or placebo, with the final efficacy
assessment at week 52. Patients in remission at
week 52 of OCTAVE Sustain received tofacitinib
5mg BID in OCTAVE Open. Patients who were
nonresponders after completing OCTAVE
Induction 1 or 2, who had completed OCTAVE
Sustain and were not in remission, or who demon-
strated treatment failure in OCTAVE Sustain,
were eligible for OCTAVE Open and received
tofacitinib 10 mg BID.

All studies were registered with ClinicalTrials.gov
and were conducted in compliance with the
Declaration of Helsinki and the International
Council for Harmonisation Good Clinical
Practice Guidelines and were approved by the
Institutional Review Boards and/or Independent
Ethics Committees at each investigational center
participating in the studies or at a Central
Institutional Review Board. All patients provided
written informed consent.

Assessments and statistical analysis

IRs [unique patients with events per 100 PY of
exposure; events included those outside the
28-day risk period (defined as the period up
to 28days beyond the last dose of the study
drug)] and 95% CIs for colectomy among
patients enrolled in the tofacitinib OCTAVE
UC clinical program were analyzed in three
cohorts: the Induction Cohort included patients
from OCTAVE Induction 1 and 2 who received
tofacitinib 10 mg BID or placebo; the Maintenance
Cohort included patients from OCTAVE Sustain
who received tofacitinib 5 or 10 mg BID or pla-
cebo; and the Overall Cohort included patients
who received =1 dose of tofacitinib in the phase
IIT and OLE studies. As doses could be switched
across studies, tofacitinib doses in the Overall
Cohort were categorized based on the average
daily tofacitinib dose and defined as follows: pre-
dominant dose (PD) tofacitinib 5mg BID, aver-
age total daily dose of tofacitinib <15 mg; and PD
tofacitinib 10 mg BID, average total daily dose of
tofacitinib =15 mg.

journals.sagepub.com/home/tag


https://journals.sagepub.com/home/tag

THERAPEUTIC ADVANCES in

Gastroenterology

Volume 16

o 147
5
28 124
c Q
O X
T 10
Tw 10
o >
g% 8-
52
=% 6
o8 : H
52 41 ! 5
e 9 " H !
H i i i
g 2 E ;
g 0 E E A 7N A
Placebo Tofacitinb i Placebo Tofacitinib Tofacitinib PD tofacitinib  PD tofacitinib Tofacitinib
10 mg BID 5mg BID 10 mg BID 5 mg BID 10 mg BID all
Induction Cohort Maintenance Cohort Overall Cohort
N 234 905 198 198 196 201 923 1124
PY 40.6 158.7 103.5 148.8 157.3 798.7 2117.2 2916.0
n (%) 1(0.4) 2(0.2) 3(1.5) 0(0.0) 0(0.0) 0(0.0) 10 (1.1) 10 (0.9)

IR (95% Cl) 2.47 (0.06-13.74) 1.26 (0.15-4.55) 12.90 (0.60-8.47) 0.00 (0.00-2.48) 0.00 (0.00-2.35) $0.00 (0.00-0.46) 0.47 (0.23-0.87) 0.34 (0.16-0.63)

Figure 1. IRs for colectomy in the Induction, Maintenance, and Overall Cohorts from the tofacitinib OCTAVE UC

clinical program.

The Induction Cohort comprised patients who received placebo or tofacitinib 10mg BID in OCTAVE Induction 1 and 2 (data
from patients who received tofacitinib 15mg BID were excluded from the analysis). The Maintenance Cohort comprised
patients who received placebo, tofacitinib 5mg BID, or tofacitinib 10 mg BID in OCTAVE Sustain. The Overall Cohort
comprised patients who received =1 dose of tofacitinib 5 or 10mg BID in OCTAVE Induction 1 and 2, OCTAVE Sustain, or
OCTAVE Open. All events, including those that were outside the 28-day risk period, are included in the figure.

BID, twice daily; Cl, confidence interval; IR, incidence rate; N, number of patients evaluable for colectomy; n, number of
patients with the event; PD, predominant dose; PY, patient-years; UC, ulcerative colitis.

Baseline demographics and clinical characteris-
tics were evaluated by study and summarized
descriptively.

Risk factors for colectomy that were evaluated
at baseline of OCTAVE Induction 1 and 2
included those identified in the American
College of Gastroenterology Clinical Guidelines3:
aged <40years at diagnosis, extensive colitis,
severe endoscopic disease (defined as a MES of
3), hospitalization for UC within 12 months prior
to baseline of the induction studies, CRP level
>3mg/L, and serum albumin level <3.5g/dL.
The following additional factors were analyzed to
provide better clinical characterization of patients
who underwent colectomy: baseline oral corticos-
teroid use, prior Clostridium difficile (C. difficile)
infection, and prior cytomegalovirus (CMV)
infection. 1314

Results
In total, 14 patients underwent colectomy across
studies in the tofacitinib OCTAVE UC clinical

program over a maximum of 7.8years of
tofacitinib exposure: 3 of 1139 patients (0.3%)
(tofacitinib 10mg BID: n=2; placebo: n=1) in
OCTAVE Induction 1 and 2; 3 of 593 patients
(0.5%) (placebo: n=3) in OCTAVE Sustain; and
8 of 944 patients (0.8%) (tofacitinib 10 mg BID:
n=38) in OCTAVE Open.

IRs for colectomy

IRs and 95% ClIs for colectomy, stratified by
cohort, are presented in Figure 1. Numerical dif-
ferences in IRs were observed for placebo versus
tofacitinib 5 and 10 mg BID in the Induction and
Maintenance Cohorts; however, the colectomy
rates were low across the treatment groups and
95% ClIs for IRs overlapped. In the Induction
Cohort, IRs (95% CIs) were 2.47 (0.06-13.74) in
the placebo group and 1.26 (0.15-4.55) in the
tofacitinib 10 mg BID group. The difference in IR
(95% CI) for the tofacitinib 10 mg BID versus pla-
cebo group was —1.21 (—6.35 to 3.93) and was
not statistically significantly different from 0. In
the Maintenance Cohort, IRs (95% CIs) were
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2.90 (0.60-8.47) in the placebo group, 0.00
(0.00-2.48) in the tofacitinib 5mg BID group,
0.00 (0.00-2.35) in the tofacitinib 10mg BID
group, and 0.00 (0.00-1.21) for all patients who
received tofacitinib. The difference in IR (95%
CI) for the tofacitinib all versus placebo group was
—2.90 (—6.18 to 0.38) and was not statistically
significantly different from 0. In the Overall
Cohort, the IRs (95% CI) were 0.47 (0.23-0.87)
in the PD tofacitinib 10mg BID group, 0.00
(0.00-0.46) in the PD tofacitinib 5mg BID
group, and 0.34 (0.16-0.63) in the tofacitinib all

group.

Risk factors for colectomy

The proportion of patients in the tofacitinib
OCTAVE UC clinical program with risk factors
for colectomy, stratified by treatment group and
number of risk factors, is shown in Figure 2. Within
each respective phase of the program, across treat-
ment groups, >98% (OCTAVE Induction 1 and
2: 1122 of 1139 patients; OCTAVE Sustain: 582
of 593 patients; OCTAVE Open: 930 of 944
patients) of patients had =1 risk factor for colec-
tomy, and >70% (OCTAVE Induction 1 and 2:
871 of 1139 patients; OCTAVE Sustain: 442 of
593 patients; OCTAVE Open: 713 of 944 patients)
of patients had 2—4 risk factors for colectomy.

Risk factors for each patient who underwent
colectomy, by study, are shown in Table 1. All
patients who underwent colectomy had =1 risk
factor for colectomy, with most patients (z=11)
having =3 risk factors. The three most common
risk factors among patients who underwent colec-
tomy were a MES of 3 (n=13), CRP >3 mg/L
(n=11), and being aged <40years at diagnosis
(n=9) (Table 2). The three patients in OCTAVE
Sustain who underwent colectomy had four,
three, and two risk factors for colectomy. In
OCTAVE Open, seven of eight patients who
underwent colectomy had =4 risk factors. In all
studies, only 1 of 14 patients who underwent
colectomy had a serum albumin level <3.5g/dL.
No patients who underwent colectomy in any of
the studies had experienced prior C. difficile or
CMYV infections.

Demographics and clinical characteristics of
patients who underwent colectomy

Baseline demographics and clinical characteris-
tics of patients who underwent colectomy are

presented, by study, in Table 3. Of the 14
patients who underwent colectomy, the majority
were female, and most had a disease duration of
=6years, a MES of 3, and a total Mayo score =6
at the last visit prior to their colectomy events.
All patients had prior tumor necrosis factor
inhibitor (TNFi) failure; regarding disease
extent, eight patients had extensive colitis or
pancolitis (Tables 1 and 3).

In OCTAVE Induction 1 and 2, the two patients
who underwent colectomy and were receiving
treatment with tofacitinib 10 mg BID had received
treatment for 21 and 38 days, and both had a total
Mayo score of 11 at the last visit prior to their
colectomy events. All three patients who under-
went colectomy in OCTAVE Sustain were receiv-
ing placebo after achieving clinical response with
tofacitinib 10 mg BID during OCTAVE Induction
1 and 2; these patients were all female, aged 71,
71, and 30years, had received treatment for 126,
143, and 63 days, and had total Mayo scores of 6,
10, and 4, respectively, at the last visit prior to
their colectomy events. Of the eight patients who
had colectomies during OCTAVE Open (all
assigned to the tofacitinib 10mg BID group),
four were maintenance treatment failures (i.e.
induction responders who experienced treatment
failure in OCTAVE Sustain and received tofaci-
tinib 10mg BID in the OLE study), of which
three received tofacitinib 10mg BID during
OCTAVE Sustain. The remaining patients were
induction nonresponders (i.e. patients who did
not achieve a clinical response after 8 weeks of
induction treatment with tofacitinib 10mg BID
or placebo and continued to receive tofacitinib
10mg BID in OCTAVE Open).

Discussion

In this post hoc analysis, we analyzed data from all
patients in the tofacitinib OCTAVE UC clinical
program. Across the program, colectomies were
infrequent, with an overall IR of 0.34 (95% CI:
0.16-0.63) per 100 PY among all patients who
received =1 dose of tofacitinib. All colectomies
occurred in patients with recognized risk factors
for poor prognosis, as well as with prior TNFi
failure, even in a patient population who were not
required to have been exposed to TNFi therapy
prior to entry in these studies.

Some numerical differences in IRs for colectomy
were observed between the treatment groups in
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Figure 2. Proportion of patients in each treatment group in (a) OCTAVE Induction 1 and 2, (b) OCTAVE Sustain, and (c) OCTAVE Open,

stratified by number of risk factors.
BID, twice daily; N, number of patients in the treatment group; n, number of patients in the treatment group by specified number of colectomy risk factors.
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Table 1. Risk factors among patients who underwent colectomy in the tofacitinib OCTAVE UC clinical program.

Treatment group at time of Number  Risk factors®

colectomy of risk
factors Age at UC Disease extent Baseline Hospitalization = Baseline Baseline
present=  diagnosis, MES for UC within CRP, serum
years 12months¢ mg/L albumin,
g/dL
OCTAVE Induction 1 and 2
1 Tofacitinib 3 26 Left-sided colitis 3 No 53.53 4.0
10mg BID
2 Tofacitinib 1 41 Left-sided colitis 3 No 1.90 4.3
10mg BID
3 Placebo 3 14 Extensive colitis/ 2 No 4.36 3.6
pancolitis
OCTAVE Sustain
1 Placebo 4 52 Extensive colitis/ 3 Yes 4.65 4.0
pancolitis
2 Placebo 3 67 Left-sided colitis 3 Yes 19.59 3.9
3 Placebo 2 23 Left-sided colitis 3 No 1.08 4.5
OCTAVE Open
1 Tofacitinib 4 35 Extensive colitis/ 3 No 13.42 4.1
10mg BID pancolitis
2 Tofacitinib 4 22 Extensive colitis/ 3 No 4.02 4.2
10mg BID pancolitis
3 Tofacitinib 2 44 Proctosigmoiditis 3 No 4.50 3.7
10mg BID
4 Tofacitinib 4 20 Extensive colitis/ 3 No 36.80 4.2
10mg BID pancolitis
5 Tofacitinib 4 31 Extensive colitis/ 3 Yes 1.71 4.3
10mg BID pancolitis
6 Tofacitinib 5 45 Extensive colitis/ 3 Yes 40.53 3.2
10mg BID pancolitis
7 Tofacitinib 4 31 Left-sided colitis 3 Yes 4.34 4.1
10mg BID
8 Tofacitinib 5 29 Extensive colitis/ 3 Yes 7.50 4.0
10mg BID pancolitis

aRisk factors for colectomy included: aged <40years at diagnosis, extensive colitis, severe endoscopic disease (MES of 3], hospitalization for UC
within 12months (prior to induction study baseline), CRP level >3mg/L, and serum albumin level <3.5g/dL.

bData were taken from baseline of OCTAVE Induction 1 and 2.

cHospitalization for UC was considered a risk factor if it occurred within 12months prior to enrollment into the induction studies.

BID, twice daily; CRP, C-reactive protein; MES, Mayo endoscopic subscore; UC, ulcerative colitis.
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Table 2. Number of patients who underwent colectomy in the tofacitinib OCTAVE UC clinical program with each risk factor.

Treatment group at
time of colectomy

Risk factors

Aged <40years at Extensive Severe endoscopic  Hospitalization for UC CRP Serum
UC diagnosis colitis disease within 12months >3mg/L  albumin
<3.5g/dL
Tofacitinib 10mg BID,  7/10 6/10 10/10 4/10 8/10 1/10
n/N
Placebo, n/N 2/4 2/4 3/4 2/4 3/4 0/4
Total, n/N 9/14 8/14 13/14 6/14 11/14 114

Data were taken from baseline of OCTAVE Induction 1 and 2. Severe endoscopic disease was defined as a MES of 3. Hospitalization for UC was
required to be within 12months prior to enrollment into OCTAVE Induction 1 and 2.
BID, twice daily; CRP, C-reactive protein; MES, Mayo endoscopic subscore; N, number of patients in the treatment group with colectomy; n, number
of patients with the specified risk factor; UC, ulcerative colitis.

each of the three cohorts. However, it should be
noted that a small number of colectomy events
was observed, and 95% CIs for IRs overlapped.
Furthermore, for the Overall Cohort, due to the
design of the tofacitinib OCTAVE UC clinical
program, comparisons of the findings for the PD
tofacitinib 5 versus 10 mg BID groups are limited
by the differences in the populations. For exam-
ple, the PD tofacitinib 10mg BID group mainly
comprised patients who were not in remission
(either induction nonresponders or maintenance
treatment failures) and were non-randomly
assigned to receive tofacitinib 10mg BID in
OCTAVE Open, while patients in remission
received tofacitinib 5mg BID. In the Induction
and Maintenance Cohorts, proportions and IRs
for colectomies were numerically higher for
patients receiving placebo wersus tofacitinib 5
and 10 mg BID; however, Cls for the differences
in IRs, when tofacitinib treatment was compared
to placebo, indicated that these differences may
be due to normal variation. No colectomies
occurred in patients receiving active treatment
with tofacitinib in the Maintenance Cohort. All
three patients who underwent colectomy in
OCTAVE Sustain had received induction ther-
apy with tofacitinib 10mg BID in OCTAVE
Induction 1 and 2 and were subsequently re-ran-
domized to receive placebo in OCTAVE Sustain,
which supports the importance of patients
remaining on maintenance therapy; however, this
finding is limited by the fact that colectomies
occurred in three patients in OCTAVE Sustain.

In OCTAVE Open, none of the colectomies
occurred in patients who received tofacitinib 5 mg

BID, with all eight colectomies reported in
patients in the tofacitinib 10 mg BID group. This
may, in part, be because in contrast with patients
in the tofacitinib 5mg BID group, patients who
received tofacitinib 10mg BID in OCTAVE
Open were not in remission at study entry and
demonstrated varying degrees of active UC, rang-
ing from moderate to severe.!? All eight patients
with colectomies in OCTAVE Open were either
induction nonresponders (four patients) or
maintenance treatment failures (four patients);
therefore, these patients represent a more treat-
ment-refractory population. No colectomies
were reported among patients who entered
OCTAVE Open in remission, and, although the
patients who required lower tofacitinib doses to
maintain remission may represent a population
that is easier to treat, this supports the importance
of patients remaining in remission as a long-term
treatment goal.

Colectomy and UC disease-related surgery rates
for other UC therapies have been reported in the
GEMINI and UNIFI clinical programs. The
GEMINI clinical program evaluated the efficacy
and safety of vedolizumab 300mg in adults with
inflammatory bowel disease. In GEMINI 1, a
phase III, randomized, placebo-controlled trial in
patients with moderately to severely active UC,
colectomy occurred in 15 of 620 (2.4%) and 3 of
149 (2.0%) patients in the vedolizumab (maxi-
mum exposure: 52weeks) and placebo groups,
respectively. In the GEMINI long-term safety
study, which included patients who had previ-
ously participated in the vedolizumab clinical
studies and patients naive to vedolizumab
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treatment, colectomy occurred in 55 of 894
patients (6.2%) with UC, after a maximum expo-
sure of 196 weeks.!> The UNIFI phase III, rand-
omized, placebo-controlled trial evaluated the
efficacy and safety of ustekinumab 130mg or
6mg per kg in patients with UC. In that trial,
UC-related surgery was reported in 2 of 348
(0.6%) and 3 of 175 (1.7%) patients in the usteki-
numab and placebo groups, respectively, through
week 44 of the maintenance study.!® Proportions
of patients who underwent colectomy reported
here are comparable to the UNIFI clinical pro-
gram [OCTAVE Induction 1 and 2: 3 of 1139
patients (0.3%); OCTAVE Sustain: 3 of 593
patients (0.5%); OCTAVE Open: 8 of 944
patients (0.8%)]. However, given the differences
between trial designs and patient populations in
the GEMINI, UNIFI, and OCTAVE programs,
any comparisons between clinical trials should be
interpreted cautiously.

A variety of predictors of colectomy have been
proposed, including demographic, genetic, sero-
logic, and endoscopic factors. Disease extent has
been identified as one of the strongest predictors
of colectomy among patients with UC.13 A retro-
spective review of patients with severe UC found
that male patients, those diagnosed between the
ages of 34 and 64 years, and those with pancolitis,
had an increased likelihood of early colectomy.!?
Furthermore, a previous systematic review that
evaluated the risk factors for colectomy in patients
with chronic refractory UC found that prior TNFi
exposure was associated with a higher risk of
colectomy.!® In the present analysis, all patients
who underwent colectomy had prior TNFi fail-
ure, compared with 37.7-55.3% across the treat-
ment groups of each study included in this
analysis.!21° These results suggest that patients
with risk factors for colectomy and those with
prior TNFi failure may represent a more treat-
ment-refractory population, and this population
is at higher risk for colectomy than a population
with no prior risk factors for colectomy, or one
that is TNFi-naive. This finding is of particular
relevance in environments where product labeling
for tofacitinib requires previous failure of TNFi
therapy.?® Most patients also had severe endo-
scopic disease (MES of 3) on program entry and
moderately or severely active disease, based on
the total Mayo score, prior to colectomy;!° how-
ever, the extent of disease varied, with a small
majority having extensive colitis/pancolitis. Out
of all the patients who underwent colectomy, only

one patient in OCTAVE Open had a serum albu-
min level <3.5g/dL, suggesting that the risk fac-
tors for colectomy in an outpatient population
differ from those in an inpatient population.
Further studies are required to determine factors
predictive of colectomy among patients with
chronic refractory UC.

All patients who underwent colectomy in the
tofacitinib OCTAVE UC program had =1 risk
factor, the most common being severe endoscopic
disease at the start of treatment, and most patients
had =3 risk factors. The identification of risk fac-
tors for colectomy plays an important role in
influencing treatment choices among patients
with UC and can, ultimately, impact patient mor-
bidity and mortality.? Further studies are required
to determine whether specific risk factors other
than those analyzed in this study, or a greater
number of risk factors, increase the risk for colec-
tomy. Moreover, the degree to which each spe-
cific risk factor contributes toward risk of
colectomy is not yet understood and future stud-
ies may elucidate this.

While the tofacitinib OCTAVE UC clinical pro-
gram followed patients for a maximum of
7.8years of tofacitinib exposure, this study was
limited by the fact that it was a post hoc analysis
with a small number of colectomy events. This
study was further limited because specific rea-
sons for colectomy were not collected during the
studies included in this analysis. However, most
colectomy events were presumably related to
active disease, suggested by the fact that most
patients had a total Mayo score =6 at the last
visit prior to colectomy. Furthermore, the num-
ber of events in OCTAVE Open may have been
underestimated, due to the use of case report
form identification.

In conclusion, in this analysis of patients with
moderate to severe UC in the tofacitinib
OCTAVE UC clinical program, colectomies
were infrequent; as expected, all events occurred
in patients with prior TNFi failure, and most
patients had multiple additional risk factors that
were previously identified in clinical guidelines.
This provides important information to discuss
with patients and inform management decisions.
Recognition of factors associated with risk of
poor prognosis or colectomy is significant when
evaluating the risk and benefits of different sur-
gery or treatment options and identifying the
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appropriate, individualized treatment options for
a UC patient.
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