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Background: Etrasimod is an oral, once daily, selective sphingosine 1-phosphate (S1P), , . receptor modulator for the treatment of moderately
to severely active ulcerative colitis (UC). This post hoc analysis of the ELEVATE UC clinical program describes etrasimod efficacy and safety by
patients’ baseline disease activity.

Methods: Predefined efficacy endpoints were assessed at week 12 in patients with moderately (modified Mayo score [MMS] 5-7) or severely
(MMS 8-9) active UC using pooled data from ELEVATE UC 52 and ELEVATE UC 12. Descriptive statistics with 95% CI were calculated.

Results: Of 743 patients analyzed, 525 (70.7%) had moderately active and 218 (29.3%) had severely active disease at baseline. At week 12,
patients treated with etrasimod showed larger mean percentage reductions (95% Cl) in MMS vs placebo, regardless of baseline disease ac-
tivity (-48.4% [-52.3, —-44.4] vs —=27.0% [-32.2, —21.7] for moderately active disease and -46.4% [-51.2, -41.5] vs —29.8% [-372, —22.3] for
severely active disease). Similar proportions of patients with moderately or severely active disease treated with etrasimod vs placebo achieved
clinical response at week 12 (61.3% vs 39.8% for moderately active disease and 64.5% vs 30.3% for severely active disease). Incidence of
treatment-emergent adverse events were similar between disease activity subgroups.

Conclusions: At week 12, etrasimod showed greater reductions in disease activity and higher rates of clinical response vs placebo in patients
with either moderately or severely active disease at baseline. The safety profile of etrasimod was consistent with the overall trial population and
was unimpacted by baseline disease activity.

ClinicalTrials.gov: NCT03945188; NCT03996369.

Lay Summary
In the ELEVATE UC clinical program, etrasimod treatment of patients with moderately to severely active ulcerative colitis led to greater disease
activity reductions and higher clinical response rates vs placebo. The safety profile of etrasimod was unimpacted by baseline disease activity.
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Introduction disease course.' The goal of treatment is to achieve and main-
tain long-term clinical, endoscopic, and corticosteroid (CS)-
free remission.>’ Treatment selection is often guided by the
level of disease activity.>*’

Ulcerative colitis (UC) is a chronic inflammatory disease of
the colon and rectum and follows a relapsing and remitting

Received for publication: August 19, 2024. Editorial Decision: February 6, 2025

© The Author(s) 2025. Published by Oxford University Press on behalf of Crohn’s & Colitis Foundation.

This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial License (https://creativecommons.org/
licenses/by-nc/4.0/), which permits non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited.
For commercial re-use, please contact reprints@oup.com for reprints and translation rights for reprints. All other permissions can be obtained through our
RightsLink service via the Permissions link on the article page on our site—for further information please contact journals.permissions@oup.com.



2682

Key Messages

What is already known?

e Etrasimod is efficacious for patients with moderately to
severely active ulcerative colitis (UC).

What is new here?

e Patients with either moderately or severely active UC
responded equally well to etrasimod. Greater reductions
in disease activity and higher clinical response rates vs
placebo were observed. The safety profile of etrasimod
was unimpacted by baseline disease activity.

How can this study help patient care?

e These findings substantiate the use of etrasimod in
patients with UC regardless of disease activity.

The modified Mayo score (MMS) is a composite index of
disease activity calculated using the sum of 2 patient-reported
outcomes, the rectal bleeding and stool frequency subscores
(RBSs; SESs), and the endoscopic appearance of the mu-
cosa, distinguished using the endoscopic subscore (ES). Each
subscore ranges on a scale of 0-3, providing a maximum
MMS of 9 with higher scores reflecting severely active disease.
The MMS is an evolution of the Mayo score that included the
RBS, SFS, ES, and Physician Global Assessment (scored 0-3)
with a maximum Mayo score of 12.° As part of this evolu-
tion, the United States Food and Drug Administration (FDA)
has stipulated that an ES of 1 must no longer include mu-
cosal friability.” The FDA has provided further classifications
on disease activity referring to moderately to severely active
UC as an MMS of 5-9, which includes an ES > 2 and mildly
to moderately active UC as an MMS of < 4.% The European
Medicines Agency and FDA both have a recommended def-
inition of clinical remission as an MMS score of 0-2 which
includes an SFS of 0-1, an RBS of 0, and a centrally read ES
of 0-1.%

For moderately to severely active UC, approved treat-
ment options include advanced therapies such as biologics
(eg, tumor necrosis factor inhibitors and interleukin-23
antagonists'’) and novel small molecule drugs (eg, Janus ki-
nase inhibitors [JAKi] and sphingosine 1-phosphate [S1P]
receptor modulators).>*!'"!3 The identification of the appro-
priate treatment course as well as positioning of any novel,
advanced therapy in the UC treatment landscape can be
assisted by analysis of the therapy’s risk-benefit profile, in-
cluding an understanding of the impact of patients’ disease
activity on potential treatment response.>*

Etrasimod is an oral, once daily (QD) S1P  , ; receptor mod-
ulator indicated as induction and maintenance therapy for
patients with moderately to severely active UC. Efficacy and
safety were demonstrated in the global, phase 3 ELEVATE
UC 52 and ELEVATE UC 12 clinical trials. During these
trials, patients with moderately to severely active UC treated
with etrasimod had significant improvements in clinical re-
mission at 12 and 52 weeks.'”

Previous research has shown that disease activity may im-
pact treatment response to UC therapies.'* To better under-
stand the impact that disease activity may have on treatment
response to etrasimod for patients with UC, this post hoc anal-
ysis further explored the efficacy and safety of etrasimod in

ELEVATE UC by Baseline MMS

patients in the ELEVATE UC clinical program. Patients were
stratified by baseline disease activity level; disease activity
subgroups were further assessed with respect to patients’ ex-
perience with advanced therapies for UC.

Methods

Patients and Study Design

Both trials were conducted in compliance with the Declaration
of Helsinki and were approved by the Institutional Review
Boards at each investigational center participating in the
studies. All patients provided written informed consent.
All authors had access to the study data, and reviewed and
approved the final manuscript.

The patient population and study design of the inde-
pendent ELEVATE UC 52 (NCT03945188) and ELEVATE
UC 12 (NCT03996369) trials have been described in detail
elsewhere.'?> Briefly, adult patients with moderately to se-
verely active UC (MMS of 4-9 with centrally read ES > 2 and
RBS > 1) and a documented history of inadequate response,
loss of response, or intolerance of at least one approved UC
therapy were eligible to enroll."> In both trials, baseline MMS
was measured during a 28-day screening period, during
which eligibility was determined based on confirmation of
an MMS of 4-9. Patients were randomized 2:1 to etrasimod
2 mg QD or placebo QDj; randomization was stratified by
prior experience with biologic or JAKi therapy (naive vs ex-
perienced), baseline CS use (yes vs no), and baseline disease
activity (MMS; 4-6 vs 7-9).

The present post hoc analysis examined the efficacy and
safety of etrasimod vs placebo according to patients’ disease
activity upon entry to the ELEVATE UC clinical program.
Patients were stratified into 2 subgroups that reflected mod-
erately active disease, an MMS of 5-7, and severely active
disease, an MMS of 8-9. These subgroups were stratified ac-
cording to patients’ prior experience with advanced therapies
for UC, namely biologics or JAKi.

Disease Characteristics and Treatment History as
Indicators of Treatment Response

To aid in identifying which patients, according to base-
line disease activity, are likely to respond when treated with
etrasimod, the disease characteristics and treatment history
of week 12 clinical responders/nonresponders and remitters/
nonremitters were examined.

To assess the potential for inflammatory biomarkers to
differentiate between moderately active and severely active
disease, concentrations of high-sensitivity C-reactive protein
(hsCRP) and fecal calprotectin (FCP) stratified by disease ac-
tivity subgroup were examined in week 12 clinical responders/
nonresponders. Normalization of FCP (100-250 pg/g)'’ was
assessed in week 12 responders/nonresponders per disease ac-
tivity subgroup.

Efficacy Evaluations According to MMS

Details of efficacy evaluations performed in the ELEVATE
UC clinical program have been reported previously.'® For
this post hoc analysis, mean continuous percentage change
in MMS from baseline to week 12 (data pooled from
ELEVATE UC 52 and ELEVATE UC 12) and week 52
(ELEVATE UC 52 only) was assessed. The proportion of
patients achieving clinical response, defined as a >2-point
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and 230% decrease in baseline MMS and a >1-point de-
crease from baseline RBS or an RBS < 1, at weeks 12 and 52
according to their baseline MMS was also assessed. Further
efficacy endpoints evaluated included clinical remission (de-
fined as an SFS of 0 [or 1 with a >1-point decrease from
baseline], RBS of 0, and ES of <1 [excluding friability]),
endoscopic improvement (defined as ES < 1), and endo-
scopic improvement-histologic remission (EIHR); defined
as ES < 1 with histologic remission measured by a Geboes
Index score < 2.0, at weeks 12 and 52 according to their
baseline MMS.

Additionally, week 12 and week 52 MMS subgroups
(MMS 0-2 low; MMS 3—4 mild; MMS 5-7 moderate; MMS
8-9 severe) were examined as multinomial efficacy outcomes,
alongside clinical response. Percentage change in MMS
from baseline and clinical response according to patients’
MMS stratified by prior experience with biologic/JAKi was
examined to week 12.

Safety Assessments

Treatment-emergent adverse events (TEAEs) which occurred
in >5% of patients in any treatment group, and selected
AEs of interest based on Medical Dictionary for Regulatory
Activities System Organ Class and Preferred Term (PT) ac-
cording to patients’ baseline disease activity (MMS of 5-7 or
MMS of 8-9), were reported. The selected AEs of interest re-
ported are those that have been associated with the treatment
of UC by advanced therapies. The ELEVATE UC clinical pro-
gram further evaluated a number of specific adverse events
(AEs) to assess if they met the criteria to be identified as an AE
of special interest (AESI). This process of evaluation of poten-
tial AESIs involved the review of a subset of reported TEAEs
designated Targeted Medical Events and relevant laboratory
parameters. This additional medical review determined if an
event qualified as an AESI based upon specific AESI criteria.'?

Statistical Analyses

This post hoc analysis was conducted on the full analysis set
(FAS) with baseline MMS 5-9. The FAS includes patients
who were randomized and received at least one dose of the
study treatment. Analyses were stratified into 2 subgroups
reflecting baseline disease activity, either moderately active
(MMS of 5-7) or severely active (MMS of 8-9), and further
stratified by prior experience with biologic/JAKi (experi-
enced or naive). Efficacy and safety data to week 12 were
pooled from ELEVATE UC 52 and ELEVATE UC 12, and
reported to week 52 for ELEVATE UC 52 only. Baseline dem-
ographics and clinical characteristics by MMS subgroup were
summarized descriptively.

Descriptive statistics were reported by treatment group
and baseline disease activity (MMS) subgroup categories.
Multinomial efficacy outcomes such as the count of responders
and proportions had simultaneous 95% Cls calculated via the
Goodman method."” Continuous efficacy endpoints such as
means and medians and 95% Cls of the means were calcu-
lated and descriptively summarized assuming a normal distri-
bution. Any missing response was considered as non-response
for all binary endpoints. Missing continuous endpoints were
not imputed. Missing demographics, baseline characteristics,
and safety endpoints were not imputed. Descriptive statistics
were reported for safety endpoints such as incidence rates per
100 patient-years of TEAEs by treatment group.
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Results

Patient Demographics and Disease Characteristics

The FAS, comprising patients pooled from ELEVATE UC 52
and ELEVATE UC 12, included a total of 743 patients; 496
and 247 were randomized to receive etrasimod and placebo,
respectively. Of these, 525 (70.7%) had moderately active
disease (MMS of 5-7) and 218 (29.3%) had severely active
disease (MMS of 8-9) at trial baseline. Demographics were
generally similar between subgroups (Table 1), although, as
expected, higher proportions of patients had an ES of 3, with
higher median FCP and hsCRP concentrations at baseline in
the severely active disease subgroup vs the moderately active
disease subgroup, reflecting disease activity as measured by
these objective measures (Table 1). Higher proportions of
isolated proctitis (centrally read) were observed in patients
with moderately active vs severely active disease (9.3% vs
3.3% and 9.4% vs 3.0% in etrasimod and placebo treatment
groups, respectively [Table 1]).

Disease Characteristics and Treatment History
According to Disease Severity at Baseline as
Indicators of Clinical Response

With respect to the achievement of clinical response at week
12, disease characteristics and treatment history were gener-
ally similar between responders and nonresponders. However,
a higher proportion of treatment responders vs nonresponders
with moderately active disease at baseline had an ES of 2 vs
an ES of 3 at baseline (Table 2). Regardless of baseline dis-
ease activity (moderately or severely active), a higher propor-
tion of treatment nonresponders had prior experience with
>1 biologic/JAKi compared with treatment responders in
most treatment subgroups (Table 2). Patient demographics
were generally balanced between responder vs nonresponder
subgroups (Table S1).

At week 12, median concentrations of FCP were higher in
the severely active vs moderately active disease at baseline
subgroup for both clinical responders and nonresponders.
The greatest median reduction from baseline in FCP concen-
tration (-550.9 pg/g) at week 12 was observed in responders
treated with etrasimod who had moderately active disease
at baseline (Table S2). In the baseline MMS 5-7 subgroup,
64.6% (n =122, N1 [number of patients with observations at
the visit] = 189) of responders and 21.7% (n = 20, N1 = 92)
of nonresponders treated with etrasimod vs 50.8% (n =31,
N1=61) of responders and 18.6% (n=16, N1 =86) of
nonresponders treated with placebo reached the threshold
of 250 pg/g. This pattern was consistent with the baseline
MMS 8-9 subgroup, of which 46.0% (n =40, N1 =87) of
responders and 10.5% (7 =4, N1 =38) of nonresponders
treated with etrasimod vs 27.8% (n=5, N1=18) of
responders and 10.5% (7 =4, N1 =38) of nonresponders
treated with placebo reached the threshold by week 12 (Table
S2).

Median concentrations of hsCRP were higher in the base-
line moderately active disease subgroup vs the baseline se-
verely active disease subgroup. The greatest median reduction
from baseline in hsCRP concentrations was observed in
responders treated with etrasimod in the severely active dis-
ease at baseline subgroup, although this was less pronounced
in the moderately active disease at baseline subgroup (Table
$2).
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Table 1. Demographics and baseline characteristics of patients in the ELEVATE UC clinical program? stratified according to baseline disease activity

(moderately active: MMS 5-7; severely active: MMS 8-9).

Baseline MMS 5-7

Baseline MMS 8-9

Etrasimod Placebo QD Etrasimod Placebo QD
2 mg QD (N=181) 2 mg QD (N =66)
(N =344) (N=152)
Age (years), mean (SD) 40.6 (13.9) 40.3 (13.9) 42.2 (13.8) 37.6 (12.9)
Female, 7 (%) 158 (45.9) 70 (38.7) 69 (45.4) 27 (40.9)
Race, 7 (%)
White 278 (80.8) 154 (85.1) 132 (86.8) 53(80.3)
Asian 45 (13.1) 21 (11.6) 16 (10.5) 10 (15.2)
Black or African American 7 (2.0) 2 (1.1) 1(0.7) 3 (4.5)
Other® 14 (4.1) 4(2.2) 3(2.0) 0
Duration of UC (years), mean (SD) 7.5(7.5) 7.0 (6.7) 7.3(7.1) 6.4 (6.1)
Isolated proctitis,© 72 (%) 32 (9.3) 17 (9.4) 5(3.3) 2 (3.0)
Baseline MMS, mean (SD) 6.3(0.8) 6.3(0.7) 8.1(0.2) 8.1 (0.3)
ES of 3 at baseline, 7 (%) 144 (41.9) 86 (47.5) 145 (95.4) 62 (93.9)
Baseline CS use, 7 (%) 89 (25.9) 53(29.3) 58(38.2) 19 (28.8)
Naive to prior biologic/JAKi, 72 (%) 240 (69.8) 126 (69.6) 102 (67.1) 41 (62.1)
FCP (pg/g)
N1 342 179 151 65
Median 929.2 899.9 1308.3 1281.1
(Q1,Q3) (304.4,2218.0) (235.0,2298.1) (458.9,2789.0) (503.9, 3465.4)
hsCRP (mg/L)
N1 344 181 152 66
Median 3.0 2.7 5.6 5.3
(Q1,Q3) (1.1, 8.5) (1.0, 7.3) (3.1, 11.0) (2.4,14.3)

“Pooled for ELEVATE UC 52 and ELEVATE UC 12.

"Other included American Indian or Alaska Native, Multiple, and Not Reported.

Centrally read.

Abbreviations: CS, corticosteroid; ES, endoscopic subscore; FCP, fecal calprotectin; hsCRP, high-sensitivity C-reactive protein; JAKi, Janus kinase inhibitor;
MMS, modified Mayo score; N, number of patients in the baseline disease activity subgroup by treatment; N1, number of patients with evaluable
observations at baseline; 77, number of patients in the specified category; Q1, first quartile; Q3, third quartile; QD, once daily; SD, standard deviation; UC,

ulcerative colitis.

Disease Characteristics and Treatment History
According to Disease Severity at Baseline as
Indicators of Week 12 Clinical Remission

Higher proportions of patients with severely active disease
had an RBS of 3, ES of 3, and SFS of 3 at baseline compared to
moderately active disease; however, these characteristics were
similar between week 12 remitters (patients in clinical remis-
sion) and nonremitters (Table 3). Of patients with moderately
active disease, higher proportions of remitters vs nonremitters
had an ES of 2 vs an ES of 3 at baseline (Table 3).

The proportions of nonremitters with prior experience
with >1 biologic/JAKi were higher than the proportions of
remitters with prior experience with >1 biologic/JAKi, regard-
less of baseline disease activity for most subgroups (Table 3).
Patient demographics were generally balanced between re-
mitter vs non-remitter subgroups (Table S3).

Efficacy Assessments

At week 12, patients treated with etrasimod demonstrated
larger mean percentage reductions in MMS vs placebo, re-
gardless of baseline disease activity (moderately active [MMS
5-7]: -48.4% [95% CI, -52.3 to -44.4] vs -27.0% [95% CI,
-32.2 to -21.7]; severely active [MMS 8-9]: -46.4% [95%

CL, -51.2 to -41.5] vs -29.8% [95% CI, -37.2 to -22.3])
(Figure 1). These observations were consistent when data
were further stratified by prior experience with biologic/
JAKi, although the reductions in MMS vs placebo were less
pronounced in patients with severely active disease at base-
line (MMS 8-9) and prior experience with biologic/JAKi, for
whom the percentage change from baseline MMS at week 12
was comparable in those who received etrasimod (-38.5%)
or placebo (-33.0%) (Figure 1).

At week 12, more patients treated with etrasimod achieved
clinical response vs placebo (Figure 2). Of patients with
moderately active disease at baseline, 61.3% (95% CI, 56.2
to 66.5) vs 39.8% (95% CI, 32.6 to 46.9) treated with
etrasimod vs placebo achieved clinical response at week 12,
respectively. Similarly, for patients with severely active dis-
ease at baseline, 64.5% (95% ClI, 56.9 to 72.1) vs 30.3%
(95% CI, 19.2 to 41.4) treated with etrasimod vs placebo
achieved clinical response at week 12 (Figure 2). This trend
was observed at week 52, at which point 48.7% (95% CI,
41.6 to 55.8) of patients treated with etrasimod and 26.3%
(95% CI, 17.6 to 34.9) of patients treated with placebo
achieved clinical response in the moderately active disease
at baseline subgroup, and 47.1% (95% CI, 36.4 to 57.7) of
patients treated with etrasimod and 13.9% (95% CI, 2.6
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Table 2. Disease characteristics and treatment history of responders vs nonresponders in clinical response at week 12 according to disease activity at
baseline (moderately active: MMS 5-7; severely active: MMS 8-9) in pooled data from ELEVATE UC 52 and ELEVATE UC 12.

Baseline MMS 5-7 Baseline MMS 8-9

Clinical responders Clinical nonresponders  Clinical responders Clinical nonresponders

Etrasimod Placebo Etrasimod Placebo QD Etrasimod Placebo Etrasimod Placebo
2mgQD QD 2mgQD (N=109) 2mgQD QD 2mgQD QD
(N=211) (N=72) (N=133) (N=98) (N=20) (N=54) (N=46)
Extent of UC, 7 (%)
Left-sided colitis/proctosigmoiditis® 131 (62.4) 39 (54.2) 61(46.2) 60(55.6) 71(72.4) 13 (65.0) 33 (61.1) 30 (65.2)
Pancolitis® 59(28.1) 26(36.1) 63 (47.7) 41(38.0)  25(25.5)  7(35.0) 20(37.0) 13 (28.3)
Isolated proctitis® 25 (11.8) 7(9.7) 7(5.3) 10 (9.2) 2(2.0) 0 3(5.6) 2 (4.3)
MMS and subscores at baseline
Baseline MMS, mean (SD) 6.2 (0.7) 6.3 (0.7) 6.4 (0.8) 6.3 (0.7) 8.0 (0.2) 8.2 (0.4) 8.1 (0.3) 8.1 (0.3)
Baseline RBS, 7 (%)
1 95 (45.0) 30(41.7) 76(57.1) 56(51.4) 0 0 0 0
2 109 (51.7) 42(58.3) 55(41.4) 53 (48.6)  86(87.8) 15(75.0) 44 (81.5) 40 (87.0)
3 7(3.3) 0 2 (1.5) 0 12 (12.2 5(25.0) 10 (18.5 6 (13.0)
Baseline SFS, 7 (%)
0 1(0.5) 0 1(0.8) 0 0 0 0 0
1 20(9.5) 4(5.6) 14(10.5) 17 (15.6) 0 0 0 0
2 114 (54.0) 40 (55.6) 49 (36.8) 45 (41.3) 4(4.1) 0 1(1.9) 0
3 76 (36.0) 28 (38.9) 69 (51.9) 47(43.1)  94(95.9) 20(100.0) 53 (98.1) 46 (100.0)
Baseline ES, 7 (%)
2 139 (65.9) 48 (66.7) 61 (45.9) 47 (43.1) 5(5.1) 2(10.0) 2(3.7) 2 (4.3)
3 72 (34.1) 24 (33.3 72 (54.1) 62 (56.9 93 (94.9) 18 (90.0) 52(96.3) 44 (95.7)
Treatment history
Baseline CS use, 7 (%) 56 (26.5) 27(37.5) 33(24.8) 26(23.9) 35(35.7) 6 (30.0) 23 (42.6) 13 (28.3)
Naive to prior biologic/JAKi, 7 (%) 159 (75.4)  54(75.0) 81(60.9) 72 (66.1 70 (71.4) 13 (65.0)  32(59.3) 28 (60.9
Number of prior biologic/JAKi
0 159 (75.4) 54 (75.0) 81(60.9) 72(66.1)  70(71.4) 13 (65.0) 32(59.3) 28 (60.9)
1 26 (12.3) 10 (13.9) 24 (18.0) 21 (19.3) 14 (14.3) 1(5.0) 11 (20.4) 12 (26.1)
>1 26 (12.3) 8 (11.1) 28 (21.1) 16 (14.7)  14(143)  6(30.0) 11(20.4) 6 (13.0)
Prior oral 5-ASA compound use, 7 (%) 40 (19.0) 12 (16.7) 15(11.3) 21 (19.3) 8 (8.2) 1(5.0) 4(7.4) 4 (8.7)
Prior immunomodulators, 7 (%) 70 (33.2) 22(30.6) S7(42.9) 43(39.4)  34(347)  9(45.0) 26 (48.1) 17(37.0)

“Left-sided colitis and pancolitis were entered by investigators.
"solated proctitis was centrally read.

Abbreviations: 5-ASA, 5-aminosalicylates; CS, corticosteroid; ES, endoscopic subscore; JAKi, Janus kinase inhibitor; MMS, modified Mayo score; N,
number of patients in the baseline disease activity subgroup by treatment; 7, number of patients in the specified category; QD, once daily; RBS, rectal
bleeding subscore; SD, standard deviation; SFS, stool frequency subscore; UC, ulcerative colitis.

to 25.2) of patients treated with placebo achieved clinical
response in the severely active disease at baseline subgroup
(Table S4).

With respect to clinical remission, patients with moder-
ately active disease at baseline, 29.9% vs 12.2% treated with
etrasimod vs placebo achieved clinical remission at week 12;
for patients with severely active disease at baseline, 17.1%
vs 7.6% achieved clinical remission at week 12. At week 52,
32.3% vs 8.1% of patients with moderately active disease
at baseline who received etrasimod vs placebo, respectively,
achieved clinical remission; for patients with severely active
disease at baseline 31.8% vs 2.8% who received etrasimod
vs placebo, respectively, achieved this endpoint (Figure S1).

At week 12, a greater proportion of patients with moder-
ately active than severely active disease at baseline achieved
endoscopic improvement (moderately active [MMS: 5-7]:
39.2% vs 17.1%; severely active [MMS: 8-9]: 19.1% vs

13.6% for etrasimod vs placebo, respectively). This trend
continued at week 52 (moderately active [MMS: 5-7]: 39.2%
vs 12.1%; severely active [MMS: 8-9]: 32.9% vs 5.6% for
etrasimod vs placebo, respectively) (Figure S2).

At week 12, a higher proportion of patients with moder-
ately active than severely active disease at baseline achieved
EIHR (moderately active [MMS: 5-7]: 22.4% vs 6.6%; se-
verely active [MMS: 8-9]: 11.2% vs 6.1% for etrasimod
vs placebo, respectively). Proportions of patients achieving
EIHR at week 52 were higher in the moderately active disease
at baseline subgroup (moderately active [MMS: 5-7]: 29.1%
vs 10.1%, severely active [MMS: 8-9]: 21.2% vs 2.8% for
etrasimod vs placebo, respectively) (Figure S3).

With respect to patients with moderately active disease at
baseline achieving an MMS of 0-2 at week 12, this was ac-
complished by 38.4% (95% CI, 31.9 to 45.3) and 17.1%
(95% CI, 11.1 to 25.5) of those treated with etrasimod and
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Table 3. Disease characteristics and treatment history of remitters vs nonremitters at week 12 according to baseline disease activity (moderately active:
MMS 5-7; severely active: MMS 8-9) in pooled data from ELEVATE UC 52 and ELEVATE UC 12.

Baseline MMS 5-7

Baseline MMS 8-9

Clinical remitters

Clinical nonremitters

Clinical remitters Clinical nonremitters

Etrasimod Placebo Etrasimod  Placebo Etrasimod Placebo Etrasimod  Placebo
2mg QD QD 2mgQD QD 2mgQD QD 2mgQD QD
(N=103) (N=22) (N=241) (N=159) (N=26) (N=5) (N=126) (N=61)
Extent of UC, 7 (%)
Left-sided colitis/proctosigmoiditis® 62 (60.2) 12 (54.5) 130 (54.4) 87(55.1) 16 (61.5) 2 (40.0) 88 (69.8) 41 (67.2)
Pancolitis® 29 (28.2) 9(40.9) 93(38.9) 58(36.7) 8 (30.8) 3 (60.0) 37(29.4) 17 (27.9)
Isolated proctitis® 16 (15.5) 3(13.6) 16 (6.6) 14 (8.8) 0 0 5(4.0) 2 (3.3)
MMS and subscores at baseline
Baseline MMS, mean (SD) 6.1(0.8) 6.0 (0.9) 6.3(0.7) 6.4(0.7)  8.0(0.0) 8.0 (0.0) 8.1(0.3) 8.1(0.3)
Baseline RBS, 7 (%)
1 49 (47.6) 12 (54.5) 122(50.6) 74 (46.5) 0 0 0 0
2 51(49.5) 10 (45.5) 113 (46.9) 85(53.5) 20(76.9) 5(100.0) 110 (87.3) 50 (82.0)
3 3(2.9) 0 6(2.5) 0 6(23.1 0 16 (12.7) 11 (18.0)
Baseline SFS, 7 (%)
0 0 0 2(0.8) 0 0 0 0 0
1 8 (7.8) 1 (4.5) 26 (10.8) 20 (12.6) 0 0 0 0
2 61(59.2) 13(59.1) 102 (42.3) 72 (45.3) 3(11.5) 0 2 (1.6) 0
3 34 (33.0) 8(36.4) 111 (46.1) 67 (42.1) 23 (88.5 5(100.0) 124 (98.4) 61 (100.0)
Baseline ES, 7 (%)
2 74 (71.8) 18 (81.8) 126 (52.3) 77 (48.4) 3(11.5) 0 4(3.2) 4 (6.6)
3 29 (28.2) 4(18.2) 115(47.7) 82(51.6) 23(88.5 5(100.0) 122 (96.8) 57 (93.4)
Treatment history
Baseline CS use, 7 (%) 32 (31.1)  12(54.5) 57(23.7) 41(25.8) 12 (46.2) 2 (40.0) 46 (36.5) 17 (27.9)
Naive to prior biologic/JAKi, 7 (%) 80 (77.7) 18 (81.8) 160 (66.4) 108 (67.9) 21 (80.8) 3 (60.0) 81 (64.3) 38 (62.3)
Number of prior biologic/JAKi use
0 80 (77.7) 18 (81.8) 160 (66.4) 108 (67.9) 21 (80.8) 3(60.0) 81 (64.3) 38 (62.3)
1 13 (12.6) 2 (9.1) 37(15.4) 29 (18.2) 4(15.4) 0 21 (16.7) 13 (21.3)
>1 10 (9.7) 2(9.1) 44 (18.3)  22(13.8) 1(3.8) 2 (40.0) 24 (19.0) 10 (16.4)
Prior oral 5-ASA compound use, 7 (%) 23 (22.3) 2(9.1) 32 (13.3)  31(19.5) 2(7.7) 0 10 (7.9) 5(8.2)
Prior immunomodulators use, 72 (%) 32 (31.1) 7(31.8)  95(39.4) 58(36.5) 11 (42.3) 2 (40.0) 49 (38.9) 24 (39.3)

Left-sided colitis and pancolitis were entered by investigators.
"[solated proctitis was confirmed through a central read.

Abbreviations: 5-ASA, S-aminosalicylates; CS, corticosteroid; ES, endoscopic subscore; JAKi, Janus kinase inhibitor; MMS, modified Mayo score; N,
number of patients in the baseline disease activity subgroup by treatment; 7, number of patients in the specified category; QD, once daily; RBS, rectal
bleeding subscore; SD, standard deviation; SFS, stool frequency subscore; UC, ulcerative colitis.

placebo, respectively. For patients with severely active dis-
ease at baseline, 21.7% (95% CI, 14.4 to 31.4) and 10.6%
(95% CI, 4.2 to 24.2) treated with etrasimod and placebo
achieved an MMS of 0-2, respectively (Figure 2). A similar
trend was observed at week 52, with 38.6% (95% CI, 30.0
to 48.0) of patients treated with etrasimod and 15.2% (95%
CL, 8.1 to 26.6) of patients treated with placebo achieving an
MMS of 0-2 in the moderately active disease at baseline sub-
group vs 36.5% (95% CI, 24.5 to 50.4) of patients treated
with etrasimod and 2.8% (95% CI, 0.3 to 19.9) of patients
treated with placebo in the severely active disease at baseline
subgroup (Table 54). We note that there were imbalances be-
tween baseline disease activity subgroups at week 52.

At week 12, higher proportions of patients who were bio-
logic/JAKi-naive achieved clinical remission with etrasimod vs
placebo, in both baseline disease activity subgroups (MMS 5-7:
42.1% vs 19.8%; MMS 8-9: 25.5% vs 9.8% for etrasimod

vs placebo, respectively) (Table S5). This was consistent for
biologic/JAKi-experienced patients in the moderately active
disease at baseline subgroup (29.8% for etrasimod vs 10.9%
for placebo), although similar proportions of biologic/JAKi-
experienced patients in the severely active disease at baseline
subgroup achieved clinical remission in both treatment groups
(14.0% for etrasimod vs 12.0% for placebo) (Table S5).

Safety

The proportions of patients with TEAEs were similar be-
tween etrasimod and placebo for both the moderately and
severely active baseline disease subgroups (proportions of
patients with any TEAE: moderately active [MMS: 5-7]:
59.0% vs 50.8%, severely active [MMS 8-9]: 65.1% vs
56.1% for etrasimod vs placebo, respectively; Table 4).
Similar proportions of patients who had moderately active
(5.8% and 3.3% for etrasimod and placebo, respectively) vs
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Figure 1. Mean percentage change (95% CI) in MMS (MMS 5-7; MMS 8-9) at week 12 and week 52 (A) and at week 12 in pooled data from both
ELEVATE UC 52 AND ELEVATE UC 12 stratified by biologic/JAKi-experience subgroups according to baseline MMS (B) (FAS). Bars represent 95% Cls.
Abbreviations: Cl, confidence interval; FAS, full analysis set; JAKi, Janus kinase inhibitor; MMS, modified Mayo score; N, number of patients in the full
analysis set at the specified time point; n, number of patients with observations at a visit; UC, ulcerative colitis.
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ETRASIMOD 2 mg QD PLACEBO QD
61.3 (56.2, 66.5) 39.8 (32.6, 46.9)

Baseline Baseline
MMS 5-7 17.1(11.4, 25.5) MMS 5-7
(Moderate) 38.4(31.9,45.3) Clinical (Moderate)
24.4 (19.0, 30.8) response’ - 26.0 (18.5, 35.1)

Decrease Decrease
in disease 3.0 (17.7, 29.3) 35.4(26.9, 449) in disease
activity ’ activity

(1.1, 5.9) (MMS 0-2)
11.6
Moderate
(MMS 5-7)
64.5 (56.9, 72.1) 30.3 (19.2,41.4)
(Msr\:vsez;eg) _
21.7 (14.4, 31.4) 10.6 (4.2, 24.2)
25.7 (17.7, 35.7) MMS not .2 (70, 290
. available® .
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MMS 8-9 8036217405 MMS 8-9
(Severe) 13.2 (76, 21.8) 24.21(13.4;,39.8) (Severe)
Decrease Decrease
In disease in disease
activity activity

Figure 2. Proportion of patients achieving clinical response and each MMS category at week 12 stratified according to baseline disease activity

(pooled data from ELEVATE UC 52 and ELEVATE UC 12). Lines extending from each corner are representative of each disease activity subgroup in this
analysis. Patients with moderately active disease (MMS 5-7) at baseline are reflected in the lines extending from the top of the diagram with patients
with severely active disease (MMS 8-9) at baseline reflected in the lines extending from the bottom of the diagram. The left and right sides represent
patients treated with etrasimod and placebo, respectively. Line thickness reflects the proportions of patients who achieved clinical response (dark green
line) and the proportions of patients with different levels of disease activity at week 12 (severe [red]—Ilow [light greenl; each arrow points to a decrease
in disease activity). Clinical response was defined as a >2-point and >30% decrease from baseline in MMS, and a >1-point decrease from baseline in
RBS or RBS < 1. P™MIMS was not available for some patients at week 12 for various reasons, including discontinuation prior to week 12. Abbreviations:
MMS, modified Mayo score; RBS, rectal bleeding subscore; UC, ulcerative colitis.

severely active disease (3.3% and 3.0% for etrasimod and
placebo, respectively) at baseline had a TEAE that led to
treatment discontinuation across treatment groups (Table 4).
Across disease activity subgroups, the proportions of patients
with AEs of interest were low (Table 5). The most frequent
AEs of interest were increased alanine aminotransferase (in
<2.9% of patients) and hypertension (in £2.6% of patients;
Table 5).

After medical review based upon specific AESI criteria, the
following events (PT) were deemed AESI for the moderately
active disease subgroup: Sinus bradycardia, 7 = 2 (etrasimod/
MMS 5-7); bradycardia, 7 = 1 (etrasimod/MMS 5-7); herpes
zoster, n=2 (etrasimod/MMS 5-7), n=2 (placebo/MMS
5-7); oral herpes, 7 = 2 (etrasimod/MMS 5-7); atrioventric-
ular block first degree, 72 = 1 (etrasimod/MMS 5-7); atrioven-
tricular block second degree, n =1 (etrasimod/MMS 5-7);
hypertension, 7 =7 (etrasimod/MMS 5-7), n=1 (placebo/
MMS 5-7); essential hypertension, #n=1 (placebo/MMS
5-7). In the severely active disease subgroup, the following
events were deemed AESIL: bradycardia, 7 =1 (etrasimod/
MMS 8-9); herpes simplex, 7 = 1 (etrasimod/MMS 8-9); oral
herpes, n=1 (etrasimod/MMS 8-9), n=1 (placebo/MMS
8-9); hypertension, n = 4 (etrasimod/MMS 8-9); blood pres-
sure increased, 7 =1 (etrasimod/MMS 8-9); hypertensive
crisis, 7 =1 (etrasimod/MMS 8-9); macular edema, n=1
(etrasimod/MMS 8-9).

Discussion

In this post hoc analysis of the ELEVATE UC 52 and
ELEVATE UC 12 trials, we demonstrated that treatment
with etrasimod, compared with placebo, improved UC dis-
ease activity, regardless of whether patients had moderately
(MMS 5-7) or severely (MMS 8-9) active disease at baseline.
Moreover, we show that etrasimod had clinically meaningful
treatment effects vs placebo in all subgroups, although the
treatment effect was more consistent among prior biologic/
JAKi-naive vs -experienced patients. This effect was numer-
ically smaller in patients with both prior advanced therapy
experience and severely (MMS 8-9) active disease than in
other subgroups. A higher proportion of patients who did not
respond to etrasimod had an ES of 3 in the moderately active
disease subgroup, indicating that patients with a higher base-
line ES may be slower to respond to treatment.

Patients treated with etrasimod showed a larger per-
centage decrease in MMS at week 12 than patients treated
with placebo, regardless of baseline MMS score. At week 12,
more patients treated with etrasimod also achieved a clin-
ical response compared with placebo in both disease activity
subgroups. The proportions of patients who achieved a clin-
ical response and were treated with etrasimod were similar
between disease activity subgroups (61.3% and 64.5% for
moderately active and severely active disease, respectively).
Reflecting the clinical impact of severely active UC, a greater
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Table 4. Summary of safety (most common TEAEs?) in the ELEVATE UC clinical program stratified according to baseline disease activity.

ELEVATE UC 52 + ELEVATE UC 12

ELEVATE UC 52 + ELEVATE UC 12

(pooled) (pooled)
Baseline MMS 5-7 (N =525) Baseline MMS 8-9 (N =218)
Patients, 7 (%) Etrasimod 2 mg Placebo QD Etrasimod 2 mg Placebo QD
[IR per 100 PY] QD (N1 =181) QD (N1 = 66)
(N1 = 344) (N1=152)
Any TEAE 203 (59.0) [213.41] 92 (50.8) [208.26] 99 (65.1)[287.07] 37 (56.1) [271.26]

Any serious TEAEP
Any TEAE leading to discontinuation

SOC
PT
Gastrointestinal disorders 1(17.7) [38.98]
Colitis ulcerative 7 (4.9) [9.65]
Infections and infestations 59(17.2) [37.36]
Investigations 5(13.1) [28.19]
Musculoskeletal and connective tissue 6 (10.5) [22.17]
disorder
Nervous system disorders 36 (10.5) [21.86]
Headache 20 (5.8) [11.70]
Dizziness 9 (2.6) [5.12]
Blood and lymphatic system disorders 0(8.7)[17.42
Anemia 21 (6.1) [12.00
General disorders and administration-site conditions 25(7.3) [14.77
Metabolism and nutrition disorders 25(7.3) [14.54
Skin and subcutaneous tissue disorders 6 (4.7) [9.13]
Eye disorders 6 (4.7) [9.18]
Cardiac disorders 2 (3.5)[6.78]

19 (5.5) [10.96]
20 (5.8) [11.24]

7 (3.9) [9.69] 6(3.9) [7.86] 4(6.1) [17.96]
6(3.3) [8.16] 5(3.3) [6.56] 2(3.0) [8.63]
29 (16.0) [44.33] 5(23.0) [55.37] 15 (22.7) [73.80]
8 (4.4) [11.04] 0 (6.6) [13.24] 6(9.1)[26.93]
33 (18.2) [53.90] 4 (22.4) [52.20] 10 (15.2) [49.88]
18 (9.9) [26.05] 7 (11.2) [23.53] 3 (4.5)[13.24]

13 (7.2) [18.67] 5(9.9) [21.01] 1(1.5) [4.33]
10 (5.5) [14.12] 22 (14.5) [33.57) 8 (12.1) [36.42]
5(2.8) [6.91] 10 (6.6) [13.99] 3(4.5)[13.19]
0 8 (5.3) [10.92] 1(1.5) [4.26]
17 (9.4) [24.59] 19 (12.5) [28.06] 7 (10.6) [31.47]
15 (8.3) [21.65] 17 (11.2) [24.91] 6(9.1) [26.89]
13 (7.2) [18.66] 15 (9.9) [20.73] 8 (12.1) [35.92]
6(3.3) [8.25] 9 (5.9) [12.31] 1(1.5) [4.29]
9 (5.0) [12.81] 11 (7.2) [15.38] 7 (10.6) [33.44]
4(2.2)[5.53] 8 (5.3) [10.66] 4(6.1) [17.12]
4(2.2) [5.46] 9 (5.9) [12.16] 0

“The most common TEAEs were defined as those that occurred in >5% of patients who received etrasimod or placebo across disease activity subgroups.
bSerious adverse events were defined as any events that resulted in death, were life threatening, required patient hospitalization or prolongation of existing
hospitalization, resulted in a persistent or significant disability or incapacity, resulted in a congenital anomaly or birth defect, or were deemed medically

significant.

Abbreviations: IR, incidence rate; MMS, modified Mayo score; N, number of patients in each disease activity subgroup; N1, number of patients in each
treatment group; 7, number of patients experiencing each adverse event; PT, Preferred Term; PY, patient-year; QD, once daily; SOC, System Organ Class;

TEAE, treatment-emergent adverse event; UC, ulcerative colitis.

proportion of patients who received placebo with moderately
active vs severely active disease achieved a clinical response
(39.8% vs 30.3%). These observations were still evident at
week 52 (patients in ELEVATE UC 52 only).

As expected, the therapeutic goal of clinical remission re-
flected by an MMS of 0-2 (specifically, an SFS of 0 [or 1 with a
>1-point decrease from baseline], RBS of 0, and ES of <1 [ex-
cluding friability]) was reached at week 12 by more patients
who had moderately active vs severely active disease at trial
baseline, with numerically higher responses seen for patients
treated with etrasimod vs placebo in both disease severity
subgroups. However, 21.7% of patients with severely active
disease at baseline had mildly active disease (MMS 3-4) by
week 12. Among those treated with etrasimod, at week 52,
a marginally higher proportion with moderately active dis-
ease at baseline (38.6%) had an MMS of 0-2 compared to
those patients with severely active disease at the start of the
study (36.5%). This difference in the proportions of patients
achieving an MMS of 0-2 between activity subgroups was
smaller than expected, which may be reflective of a smaller
sample size in the severely active disease subgroup at week
52. Overall, these findings are consistent with the efficacy
of etrasimod vs placebo reported in the primary analysis of

the ELEVATE UC clinical program.'> Reductions in Mayo
score and MMS from baseline to week 52 were seen with
the S1P receptor modulator ozanimod, with week 52 scores
remaining generally stable during an open-label extension
study.'® Data are unavailable with respect to treatment re-
sponse with ozanimod when stratified according to patients’
baseline disease activity.

Greater proportions of patients with moderately active dis-
ease than severely active disease at baseline achieved clinical
remission, endoscopic improvement, and EIHR at week 12.
The proportions of patients achieving these endpoints were
numerically smaller than the proportion of patients achieving
clinical response at week 12, which is consistent with the pri-
mary analysis of the ELEVATE UC clinical program.'? This
found that of patients treated with etrasimod in ELEVATE
UC 52, 27% achieved clinical remission, 35% achieved en-
doscopic improvement, and 21% achieved EIHR at week 12,
while 62% of patients achieved clinical response at week 12.12

Corresponding to the primary analyses of ELEVATE UC
52 and ELEVATE UC 12, at week 12, patients with prior
exposure to advanced treatments for UC (biologic/JAKi) had
reduced efficacy vs patients naive to advanced treatments as
measured by mean percentage change in baseline MMS. The
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Table 5. Adverse events of interest® in the ELEVATE UC clinical program stratified according to baseline disease activity.

ELEVATE UC 52 + ELEVATE UC 12 (pooled)
Baseline MMS 5-7 (N = 525)

ELEVATE UC 52 + ELEVATE UC 12
(pooled)
Baseline MMS 8-9 (N =218)

n (%) Etrasimod Placebo QD Etrasimod Placebo QD

[IR/100 PY] 2 mg QD (N1=181) 2 mg QD (N1 = 66)
(N1 =344) (N1=152)

Macular edema 1(0.3) [0.56] 0 7) [1.30] 1 (1.5) [4.26]

AV block first degree 1(0.3) [0.56] 0 1(0.7) [1.31] 0

AV block second degree® 1(0.3) [0.56] 0 0 0

Bradycardia 3(0.9) [1.68] 0 2 (1.3) [2.60] 0

Sinus bradycardia 3(0.9) [1.67] 0 1(0.7) [1.30] 0

Cytomegalovirus infection 0 0 1(0.7) [1.30] 0

Tuberculosis 0 1(0.6) [1.35] 0 0

Herpes zoster® 2 (0.6) [1.12] 2 (1.1) [2.71] 0 0

Hypertension 7(2.0) [3.97] 2 (1.1) [2.72] 4 (2.6) [5.26] 0

Alanine aminotransferase increased 10 (2.9) [5.68] 1(0.6) [1.35] 1(0.7) [1.30] 0

Aspartate aminotransferase increased 4(1.2) [2.25] 2 (1.1) [2.73] 1(0.7) [1.30] 1(1.5) [4.35]

Pulmonary function test decreased 1(0.3) [0.56] 0 0 0

Forced expiratory volume decreased 0 0 1(0.7) [1.30] 0

FEV /FVC ratio decreased 0 2 (1.1) [2.71] 0 0

“Adverse events of interest include the subset of AESIs which met sponsor-defined criteria.

"Mobitz type 1; no events of AV block second degree or higher were reported in any treatment group.'?

“Per the protocol, the history of herpes zoster vaccination was not collected in the electronic case report form at study entry. Patients who experienced
herpes zoster events did not report a history of herpes zoster vaccination during the study screening period.

Abbreviations: AESI, adverse event of special interest; AV, atrioventricular; FEV, forced expiratory volume in the first second; FVC, forced vital capacity;

IR, incidence rate; MMS modified Mayo score; N, number of patients in cach

isease activity subgroup; N1, number of patients in each treatment group; 7,

number of patients with events within the risk period; PY, patient-year; QD, once daily; UC, ulcerative cohtls

mean percentage change in MMS from baseline was generally
similar for patients with both moderately active and severely
active disease in each treatment group, for each prior biologic/
JAKi-experience subgroup. However, there was a minimal
difference in percentage change in MMS between treatment
groups for patients with prior experience with biologic/JAKi
and severely active disease at baseline (~5%), although this
may reflect the small number of patients in this subgroup.

Median levels of FCP and hsCRP were higher in patients
with severely active vs moderately active disease at base-
line. Our data suggest, diagnostically, that an FCP level of
>1200 pg/g and hsCRP of > 5.0 mg/L may be indicative of
patients with severely active disease (MMS 8-9). Moreover,
at week 12, greater reductions in concentrations of FCP, but
not hsCRP, were observed in patients treated with etrasimod
who were clinical responders and had moderately active vs
severely active disease at baseline, highlighting the role of this
inflammatory biomarker as an objective measure of assessing
inflammatory burden and disease activity.

The overall safety profile of etrasimod from ELEVATE UC
52 and ELEVATE UC 12 has previously been described in
detail with a demonstrated favorable risk-benefit profile.'?
Although a slightly higher proportion of patients with moder-
ately active compared to severely active disease discontinued
treatment due to TEAE, this post hoc analysis demonstrated
that the safety profile of etrasimod was broadly similar for
patients with either moderately or severely active baseline UC.

Limitations of this study are the descriptive nature of the
analysis and, as a post hoc study, the study population was not
designed for these stratifications. This resulted in imbalances
between subgroups and an insufficient sample size to enable

treatment comparisons for efficacy analyses and subsequent data
interpretation, preventing any further conclusions from being
drawn. In particular, sample sizes were limited for patients with
a baseline MMS 8-9 and treated with placebo and for subgroups
assessed at week 52. Further research into these populations in
a clinical trial or observational setting is needed to assess the
generalizability of these data to the population of patients with
moderately active and severely active UC.

Conclusions

In the ELEVATE UC 52 and ELEVATE UC 12 trials, treat-
ment of patients with moderately to severely active UC with
etrasimod led to greater reductions in disease activity and
consistently higher rates of clinical response vs placebo, re-
gardless of patients’ baseline disease activity. Patients that
were naive to biologic/JAKi at baseline tended to experience
a greater reduction in MMS than those with prior experi-
ence with biologic/JAKIi, regardless of baseline disease ac-
tivity. The safety profile of etrasimod was not impacted by
baseline disease activity and was consistent with the overall
ELEVATE UC population. Collectively, these results indicate
that baseline disease activity does not impact the safety and
efficacy of etrasimod in the treatment of patients with UC
and substantiates the use of etrasimod across all subsets of
patients with moderately to severely active UC.

Supplementary Data

Supplementary data is available at Inflammatory Bowel
Diseases online.
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