Open access Protocol

Effectiveness of etrasimod on disease
activity and patient-reported outcomes
in ulcerative colitis — EFFECT-UC: a
non-interventional, multinational,
prospective cohort study protocol

BM)J Open

To cite: Moran GW, Radford SJ,
Walsh A, et al. Effectiveness of
etrasimod on disease activity
and patient-reported outcomes
in ulcerative colitis—EFFECT-
UC: a non-interventional,
multinational, prospective cohort
study protocol. BMJ Open
2025;15:6106141. doi:10.1136/
bmjopen-2025-106141

» Prepublication history

and additional supplemental
material for this paper are
available online. To view these
files, please visit the journal
online (https://doi.org/10.1136/
bmjopen-2025-106141).

Received 05 June 2025
Accepted 19 November 2025

| '.) Check for updates

© Author(s) (or their
employer(s)) 2025. Re-use
permitted under CC BY-NC. No
commercial re-use. See rights
and permissions. Published by
BMJ Group.

For numbered affiliations see
end of article.

Correspondence to
Dr Burak Sahin;
burak.sahin@pfizer.com

Gordon W Moran,' Shellie J Radford," Alissa Walsh,? Robert Battat,®
Michael McLean,* Maria Kudela,® Elke Binder,® Nataliia Kulchytska,” Burak Sahin,*

Ulf Helwig,® Peter M Irving @ °

ABSTRACT

Introduction Etrasimod is an oral, once-daily, selective
sphingosine 1-phosphate, , . receptor modulator for the
treatment of moderately to severely active ulcerative colitis
(UC). While etrasimod demonstrated efficacy in randomised
controlled trials, understanding its effectiveness in an
observational setting is crucial.

Methods and analysis EFFECT-UC is a prospective,
multinational, non-interventional study to evaluate the
real-world effectiveness of etrasimod in adults with
moderately to severely active UC. The study consists of a
52-week treatment period and a 28-day safety follow-up
period and aims to enrol ~300 patients per cohort. Eligible
patients (18—64 years) are advanced therapy naive or
experienced and are initiating etrasimod in a real-world
clinical setting. Treatment will be guided independently by
the clinician’s judgement. Patient-reported outcomes will
be collected electronically throughout the study and daily
for the first 2 weeks. Exploratory data, including faecal
calprotectin, endoscopy and intestinal ultrasound, will

be collected at predefined visits or during standard care.
Primary endpoints are symptomatic remission at week

12 and week 52. Secondary endpoints include patient-
reported outcome 2 (combined rectal bleeding and stool
frequency subscores) response at week 12 and week 52
and corticosteroid-free symptomatic remission at week 52.
Ethics and dissemination Ethics approval was obtained
for all sites. Recruitment is underway for cohort 1,
comprising patients from the UK, Germany and Canada.
Interim results for this cohort are expected in 2026

and final results in 2028; these will be submitted for
publication in peer-reviewed journals and presented at
appropriate congresses.

Trial registration number NCT06294925.

INTRODUCTION

Ulcerative colitis (UC) is a chronic disease with
a recurrent, remittent or progressive course
characterised by diffuse mucosal inflamma-
tion limited to the colon, which may require
life-long treatment.'™ Tt involves the rectum

STRENGTHS AND LIMITATIONS OF THIS STUDY

= EFFECT-UC is a prospective, multinational, non-
interventional study that will assess the real-world
effectiveness of etrasimod in different subpopula-
tions of patients with moderately to severely active
ulcerative colitis.

= Outcomes not previously assessed in etrasimod
clinical trials will be examined, including within the
first 2weeks of treatment.

= Use of a single master protocol will enable the
enrolment of patients across different countries,
ensuring consistency in the study population and
a larger overall sample size.

= The study is subject to biases inherent in real-world
data collection, including selection bias and varia-
tions in standard of care practices across countries,
and the reliance on routine clinical data may lead
to inconsistencies in the timing and type of assess-
ments conducted.

= However, the study protocol incorporates flexibility in
data collection windows and emphasises the impor-
tance of consistent electronic patient-reported out-
come collection across all sites and countries to allow
consistency, even if clinical practice differs.

in approximately 95% of cases and can extend
proximally to involve more or all of the large
intestine.” The most common symptoms are
rectal bleeding, urgency, diarrhoea and abdom-
inal pain, which can cause a life-long burden
and reduction of quality of life for patients.”
Achieving symptomatic remission and
improving the endoscopic appearance of
the mucosa are important goals for UC treat-
ment.* The advanced-treatment landscape
for adults with moderately to severely active
UC is rapidly evolving to include therapies
that target a range of mechanistic pathways.’
These therapies include biologics (tumour
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necrosis factor inhibitors, antiadhesion molecules and
anti-interleukins) and oral small molecules such as Janus
kinase inhibitors (JAKis).” Despite these available thera-
pies, many patients do not respond to first-line advanced
therapy or lose their response during treatment.’ As such,
there remains an unmet need for alternative treatment
options.

Etrasimod is an oral, once daily, selective sphingosine
I-phosphate (SIP) , . receptor modulator for the treatment
of moderately to severely active UC. The biological effect of
etrasimod leads to selective, reversible and partial seques-
tration of lymphocytes in lymph nodes and a decrease in
peripheral lymphocyte count.” SIP receptor modulation is
therefore an additional mechanism under investigation for
the treatment of UC.

The placebo-controlled, 12-week, phase 2 OASIS clin-
ical trial of etrasimod 2mg once daily showed significant
benefit versus placebo.® After completing OASIS, patients
could enrol in the open-label extension and receive etra-
simod for an additional 34—40 weeks.” Most patients
with clinical response, clinical remission or endoscopic
improvement at week 12 maintained that status to the
end of treatment, and etrasimod demonstrated a favour-
able safety profile.” Subsequently, the efficacy and safety
of etrasimod over placebo as both induction and mainte-
nance therapy were demonstrated in adult patients with
moderately to severely active UC in the phase 3 ELEVATE
UC 52 and ELEVATE UC 12 trials'’ and separately in a
phase 3 study conducted in Asia.'" Etrasimod has since
been approved for the management of moderately to
severely active UC in several countries, including the USA
(2023), Canada (2024), the European Union (2024) and
the UK (2024).'"

Outside of the strictly controlled conditions of a clin-
ical trial, it is also vital to understand the effectiveness
of etrasimod in a real-world setting with a more diverse
patient population. Such data are not only increasingly
recognised by health authorities as necessary to address
evidence gaps in decision-making'® 7 but are also
important for informing treatment decisions made by
clinicians. Therefore, we aimed to assess the real-world

effectiveness and safety of etrasimod in patients with
moderately to severely active UC.

METHODS AND ANALYSIS

Study design

EFFECT-UC (NCT06294925) is an ongoing, prospective,
multinational, non-interventional, real-world study to
evaluate the effectiveness of etrasimod 2mg once daily
in patients with moderately to severely active UC. The
study consists of a 52-week treatment period followed by a
28-day safety follow-up period (figure 1).

Per protocol V.2.0 (June 2024), patient enrolment will
initially focus on recruitment from the UK, Germany
and Canada; the inclusion of additional countries may
be considered. Treatment decisions will be made at
the discretion of the treating clinician according to the
local label and guidelines. All assessments, except for
electronic patientreported outcomes (PROs), will be
performed as part of standard clinical practice or stan-
dard practice guidelines for the patient population and
study sites where this non-interventional study is being
conducted. Data will be recorded using an electronic case
report form. The study will be conducted in different
healthcare settings, such as private and public outpatient
clinics and hospitals.

The first patient’s first visit was on 8 May 2024. As of 9
October 2025, study sites are open and actively recruiting,
with 181 patients enrolled across the UK, Germany and
Canada.

Patients

Eligible patients can be included in the study if their
treating clinician makes a clinical decision to prescribe
them etrasimod independent from the decision to enrol
the patient in this study. The full study eligibility criteria
are presented in box 1. Patients may withdraw from the
study at any time at their own request, or they may be
withdrawn at any time at the discretion of the investi-
gator or sponsor for safety, behavioural or administrative
reasons. Written informed consent will be obtained from
each patient before enrolment into the study.

/

Week 12

52-week treatment period

¢ ~40% patients with no prior advanced therapy exposure
* ~40% patients with prior exposure to one advanced therapy
* ~20% patients with prior exposure to more than one advanced therapy

\

28-day safety

period

Week 52

e Approximately 300 patients to be recruited from Canada, the UK and Germany }

A
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Figure 1 EFFECT-UC study design.
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Box 1 Inclusion and exclusion criteria

Inclusion criteria

Patients must meet all the following inclusion criteria to be eligible for

inclusion in the study:

1. Male and female patients >18and <64 years of age at baseline.

2. Patients with a confirmed diagnosis of UC who are prescribed
etrasimod for moderately to severely active UC as per the product
label, independently of the decision to enrol in this study.

3. Evidence of a personally signed and dated informed consent docu-
ment indicating that the patient has been informed of all pertinent
aspects of the study.

Exclusion criteria

Patients meeting any of the following criteria will not be included in the

study:

1. Presence of clinical findings suggestive of Crohn’s disease.

2. Severe extensive colitis evidenced by:

a. Physician judgement that the patient is likely to require hospital-
isation for medical or surgical intervention of any kind for UC (eg,
colectomy) within 12 weeks.

b. Current evidence of acute severe UC, fulminant colitis or toxic
megacolon.

3. Patients with a stoma or planned UC surgical intervention requiring
hospitalisation.

4. Prior/concomitant therapy:

a. Any previous exposure to etrasimod, including participation in the
etrasimod clinical programme.

b. Any comedication with one of the following conventional thera-
pies: methotrexate or a thiopurine (azathioprine, mercaptopurine
or tioguanine), or with any of the following advanced therapies
for UC: biologics (a tumour necrosis factor inhibitor, integrin an-
tagonist or cytokine antagonist); JAKis (filgotinib, tofacitinib or
upadacitinib) or with any other S1P receptor modulator.

5. Not owning a digital device with internet connection and/or not will-
ing to complete PROs on this device, or not capable of using the PRO
collection tool.

6. Investigator site staff or Pfizer employees directly involved in the
conduct of the study, site staff otherwise supervised by the investi-
gator and their respective families.

JAKi, Janus kinase inhibitor; PRO, patient-reported outcome; S1P,

sphingosine 1-phosphate; UC, ulcerative colitis.

The aim is to enrol patients into three subgroups
according to their prior exposure to advanced therapy.
Subgroup 1 (approximately 40% of the sample) will
include patients with no prior exposure to advanced
therapies and who have had an inadequate response,
loss of response or intolerance to conventional therapy.
Subgroup 2 (approximately 40% of the sample) will
include patients with prior exposure to one advanced
therapy, with or without prior conventional therapy.
Subgroup 3 (approximately 20% of the sample) will
include patients with prior exposure to more than one
advanced therapy. Advanced therapies will include all
licensed biologics, JAKi therapies and SI1P receptor
modulators.

Objectives
The primary objective of this study is to evaluate the
effectiveness of etrasimod in patients with moderately to

severely active UC in a real-world setting. Research objec-
tives and endpoints are presented in table 1.

Sample size

The study plan is to enrol approximately 300 patients in
cohort 1 from the UK, Germany and Canada. The inclu-
sion of additional cohorts in other countries may be
considered depending on feasibility and strategic priori-
ties. This patient number allows for the achievement of a
precision level of 5.5% when evaluating the primary study
objectives. Justification for the sample size was based on
achieving the desired precision when studying the propor-
tion of patients who achieve symptomatic remission at
week 12 and at week 52 (online supplemental table S1).

Assessments

Eligible patients enrolled in EFFECT-UC will be treated
with etrasimod according to the local label, and data will
be collected as available in clinical routine care. Patient
demographics (including sex and ethnicity), medical
and UC history, prior treatments and previous assess-
ments will be collected from medical records. Patients
will attend study sites according to routine care for up
to seven visits, depending on the individual country. The
data to be recorded during the baseline and follow-up
visits are listed in table 2.

Patients will be asked to electronically complete Stool
Frequency Subscore (SFS) and Rectal Bleeding Subscore
(RBS) PRO assessments daily from the study baseline to
14 days after starting etrasimod (day 1) and for 7days
commencing at weeks 6, 12, 24, 36 and 52 (table 2).
Patients will receive reminders to complete electronic
PROs on their device each time one is available to be
completed. PROs will be collected directly from the
patient using an electronic PRO collection tool accessible
via the patient’s mobile phone or other digital device. For
these datasets, the PRO collection tool will contain the
source data that will be imported electronically into the
study database.

Components of the modified Mayo score are commonly
used to assess disease activity in UC clinical trials, including
the SFS and RBS, collectively referred to as PRO2.'**
SFS and RBS will be calculated by averaging the daily
subscores from within the 7-day period commencing
at the planned visit at weeks 6, 12, 24, 36 and 52. The
daily stool frequency score will be derived for each time
point by comparing the current stool frequency with the
patientspecific normal stool frequency reported by the
patient at baseline, either during UC remission or before
the initial onset of signs and symptoms of UC. The daily
rectal bleeding score will be reported by the patient based
on the most severe bleeding of the day.

Urgency in the past 24 hours and abdominal pain on
the given day will be measured using respective numer-
ical rating scales, scored from 0 for no urgency/pain to
10 for the worst possible urgency/pain. Fatigue will be
measured based on symptoms felt during the last 7 days
using the 13-point Functional Assessment of Chronic
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Table 1 EFFECT-UC study objectives and endpoints
Primary objective

Primary endpoints

Real-world effectiveness of etrasimod therapy Symptomatic remission* at week 12

Symptomatic remission* at week 52

Secondary objectives Secondary endpoints

Real-world effectiveness of etrasimod on clinical PRO2 response’ at week 12

response at week 12 and week 52 PRO2 response’ at week 52

Real-world effectiveness of etrasimod on corticosteroid- Corticosteroid-free symptomatic remission* at week 52
free symptomatic remission at week 52

Exploratory objectives Exploratory endpoints

Real-world effectiveness of etrasimod on corticosteroid- Corticosteroid-free symptomatic remission* at week 24
free symptomatic remission at SOC visits

Real-world effectiveness of etrasimod on symptomatic
remission up to week 52

Symptomatic remission* at week 24 and at week 36
Complete symptomatic remission$ at week 52

Endoscopic improvement™ at week 52
Modified Mayo score at week 52

Endoscopic disease activity of patients with UC at SOC
visits

Real-world effectiveness of etrasimod on health-related
electronic PROs

Change from baseline in SIBDQ scores at week 12, week 24 and
week 52

Change from baseline in PRO2 score daily over the first 2 weeks and
at week 12, week 24 and week 52

Change from baseline in severity of urgency collected daily over the
first 2 weeks and at weeks 6, 12, 24, 36 and 52

Change from baseline in severity of abdominal pain collected daily
over the first 2 weeks and at weeks 6, 12, 24, 36 and 52

Change from baseline in FACIT-F scores captured at weeks 12, 24
and 52

Biochemical remission*™ measured in faecal calprotectin
concentration at weeks 12, 24, 36 and 52

Change from baseline in the level of hsCRP at weeks 12, 24, 36 and
52

Change from baseline in level of absolute lymphocyte count at
weeks 12, 24, 36 and 52

IUS assessment'™ at weeks 6, 12, 24 and 52

Real-world effectiveness of etrasimod on biomarkers
collected as SOC

Real-world response to etrasimod treatment based on
IUS outcomes

Baseline is defined as the day when the first questionnaire is completed (at the latest at day 1).

*Symptomatic remission is defined as an SFS=0 (or =1 with a >1-point decrease from baseline) and an RBS=0.

TPRO2 response is defined as a decrease of >20% in PRO2 score (sum of RBS and SFS) from baseline or achievement of symptomatic
remission.

*Corticosteroid-free symptomatic remission: patients in symptomatic remission who did not take any corticosteroid treatment for 12 weeks
prior to the visit.

SComplete symptomatic remission is defined as an SFS=0and an RBS=0.

TEndoscopic improvement was defined as an ES <1.

**Biochemical remission is defined as a faecal calprotectin concentration <250 pg/g.

According to the treating physician’s assessment of bowel wall thickness, normalisation and extension; bowel wall vascularity; loss of
stratification; loss of colonic haustration; structure formation and hyperechogenic reaction adjacent to the bowel wall.

ES, endoscopic subscore; FACIT-F, Functional Assessment of Chronic lliness Therapy—Fatigue; hsCRP, high-sensitivity C reactive protein;
IUS, intestinal ultrasound; PRO, patient-reported outcome; PRO2, patient-reported outcome 2; RBS, Rectal Bleeding Subscore; SFS, Stool
Frequency Subscore; SIBDQ, Short Inflammatory Bowel Disease Questionnaire; SOC, standard of care; UC, ulcerative colitis.

Illness Therapy—Fatigue (FACIT-F) questionnaire. Total
FACIT-F scores range from 0 to 52, with higher scores
representing less fatigue. Disease-specific quality of life
will be measured with the Short Inflammatory Bowel
Disease Questionnaire (SIBDQ), consisting of a 10-item
questionnaire grouped into four dimensions: bowel
function, emotional status, systemic symptoms and social

function. Total SIBDQ) scores range from 10 to 70, with
higher scores indicating better quality of life.

Endoscopy data will be collected if endoscopic assess-
ment is performed per standard of care (SOC), which is
expected to take place at baseline and at week 52. For
patients who undergo an endoscopy as SOC at any time
point, stool frequency and rectal bleeding electronic
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Table 2 Expected schedule of activities based on SOC

Visit 1 Visit2 Visit3 Visit 4 Visit 5 Visit6  Visit7
Week Week Week Week Week Week 28-day
Visit identifier (recommended visit 2 (=1 6 (x2 12 (x2 24 (x4 36 (x4 52 (x4 safety
window) Baseline* week) weeks) weeks) weeks) weeks) weeks) follow-up
Site activities
Informed consent X
Inclusion/exclusion criteria X
Demographics X
Prior medication, prior vaccination, X
medical history including UC history
Endoscopy (including flexible X X
proctosigmoidoscopy)t
hsCRP X X X X
Complete blood count (leukocytes, X X X X X X X
haemoglobin)
Baseline liver parameterst X
Stool sample/faecal calprotectint X X X X X
IUST X X X X X X X
Concomitant treatments and X — - - - - -
vaccinations
Serious and non-serious adverse event X - — - - - - X
monitoringt
Electronic PROs
Stool frequency X X Daily for Daily for  Daily for Daily for Daily for
7 days 7 days 7 days 7 days 7days
Rectal bleeding X X Daily for Daily for  Daily for Daily for Daily for
7 days 7 days 7 days 7 days 7 days
Urgency NRS X X X X X X X
Abdominal pain NRS X X X X X X X
SIBDQ X X X X X
Fatigue (FACIT-F) X X X X X

Cells marked with an ‘X’ denote that data will be collected at that time point for the given activity; arrows denote that data will be

collected throughout the study period.

*Baseline is defined as the day when the first questionnaire is completed (at the latest at day 1 (defined as the start of etrasimod

treatment)).

tData from these assessments will be collected if they were performed as SOC.

FSafety data will be collected for the purpose of meeting routine pharmacovigilance reporting mandatory requirements.

FACIT-F, Functional Assessment of Chronic lliness Therapy —Fatigue; hsCRP, high-sensitivity C reactive protein; IUS, intestinal
ultrasound; NRS, Numerical Rating Scale; PRO, patient-reported outcome; SIBDQ, Short Inflammatory Bowel Disease Questionnaire;

SOC, standard of care; UC, ulcerative colitis.

PROs will be moved to avoid overlapping with the endos-
copy time window by avoiding PRO measurements for
4 days before and 4 days after the endoscopy.

Intestinal ultrasound (IUS) data will be collected if
completed according to SOC. During IUS, measure-
ments of colonic wall thickness (in mm) will be taken
from all accessible colonic segments (ascending, trans-
verse, descending, sigmoid and rectum) as a measure of
inflammation. Results from routine blood and stool tests
for inflammatory markers, including high-sensitivity C
reactive protein, leukocytes and faecal calprotectin, will
be recorded when collected as part of SOC.

The EFFECT-UC study protocol explicitly allows
patients to be treated according to physician’s discre-
tion. Discontinuation of the medication during the
study will not lead to exclusion from the study. If the
patient agrees to continue with the expected schedule
of activities based on SOC, as outlined in table 2, data
collection will continue unchanged. This approach to
intercurrent events reflects real-world clinical prac-
tice and supports the non-interventional design of the
study. Patients will be considered lost to follow-up if they
repeatedly fail to return for doctor visits and are unable
to be contacted by the study site. Patients considered
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lost to follow-up by the study sites will be discontinued
from the study.

Data analysis plan

Demographics and other baseline characteristics will
be tabulated and summarised. Descriptive statistics for
continuous variables will be reported as mean, SE, median,
minimum and maximum, where appropriate. Descriptive
statistics for categorical variables will be reported as the
number of observations and percentage of patients in a
specific study cohort, and by subgroups, where appro-
priate. In addition, 95% CIs will be presented when
appropriate. Subgroup analyses will be performed for
selected covariates, including exposure to advanced ther-
apies at baseline and countries within the study cohort (if
applicable). Safety data will be collected for the purpose
of meeting routine pharmacovigilance reporting require-
ments and will be summarised descriptively. Interim anal-
yses will be conducted at least once for each study cohort.
Before any interim analysis is performed, details for the
objectives and analysis will be documented and approved.
For the primary objectives of symptomatic remission at
week 12 and week 52, a point estimate and 95% CI will be
presented. No formal statistical testing will be conducted,
and analyses will be performed based on observed data,
given the descriptive nature of the study. Should missing
data occur, the data will be analysed as they are recorded
in the electronic case report form; no imputation of
missing data will be performed.

All data in the context of this study will be collected,
stored and evaluated in accordance with the protocol,
regulatory requirements and applicable guidance for
electronic records. At every stage of the data manage-
ment process, the data collected will be securely stored,
and patient confidentiality will always be maintained in
accordance with data protection laws.

Patient and public involvement

Two advisory boards were conducted with two UC patient
organisations, whereby patients were asked to provide
feedback on the research design, with a particular focus
on the PROs the study plans to collect. The patients indi-
cated that they would be willing to participate in this type
of study, that the proposed frequency of data collection
over the span of more than a year would be acceptable,
and that the included PRO measures were aligned with
what they felt was important to assess. During the study,
patients will actively report their outcomes via validated
PRO tools. On completion of the final study report, the
development of lay summaries of the findings will be
considered for distribution to study participants and rele-
vant patient organisation groups.

ETHICS AND DISSEMINATION

Ethics approval

Written informed consent will be obtained from each
patient before enrolment into the study. The study will

be conducted in accordance with legal and regulatory
requirements, as well as with scientific purpose, value
and rigour, and follow generally accepted research prac-
tices described in Guidelines for Good Pharmacoepi-
demiology Practices and Good Practices for Outcomes
Research issued by the International Society for Pharma-
coeconomics and Outcomes Research. Ethics approval
for this study was obtained from the chief investigator’s
institution (London Bridge Research Ethics Committee;
333370; londonbridge.rec@hra.nhs.uk).

Ethics approval was also obtained from Ethikkommis-
sion der Arztekammer Niedersachsen (Bo/09/2024),
Ethikkommission ~ der  Arztekammer  Nordrhein
(2024099), Ethikkommission der Landesarztekammer
Hessen (2024-3695-zvBO), Ethikkommission der Arzteka-
mmer Sachsen-Anhalt (20/24), Ethik-Kommission der
Landesarztekammer  Rheinland-Pfalz  (2024-17585-
NIS), Ethikkommission bei der Arztekammer Schleswig-
Holstein (031/24m (BO)), Ethik-Kommission bei der
Landesarztekammer Baden-Wirttemberg — (B-F-2024—
050) and Advarra IRB Canada (IRB#00000971).

Dissemination

Interim analyses will be conducted at least once for
each study cohort, which will allow for flexible, context-
sensitive insights tailored to cohortspecific data avail-
ability. These analyses might be used to publish results
of some completed study cohorts while the study is still
ongoing for other study cohorts. For cohort 1 (comprising
patients from the UK, Germany and Canada), interim
results are expected in 2026, with final results available
in 2028. The results for this cohort will be published in
peerreviewed journals and presented at appropriate
congresses. A final study report containing all the study
cohorts will be generated when the last study cohort has
the last visit of the last patient.

DISCUSSION
The EFFECT-UC study is designed to assess the real-world
effectiveness of etrasimod in patients with moderately to
severely active UC. The study addresses a critical gap in
the literature by complementing data from randomised
controlled trials (RCTs) with real-world evidence,
offering insights into the effectiveness of etrasimod across
more diverse patient populations and healthcare settings.
RCTs remain the gold standard for evaluating the effi-
cacy and safety of new therapies; however, their appli-
cability to broader patient populations can be limited
due to the stringent inclusion and exclusion criteria.”!
The EFFECT-UC study will bridge this gap by evaluating
the effectiveness of etrasimod in routine clinical prac-
tice. These data will help healthcare professionals make
informed decisions when prescribing treatment for their
patients and will inform clinical guidelines and reim-
bursement decisions.*

PROs are increasingly recognised as a crucial, patient-
centric method for assessing UC therapies and understanding
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patient burden.'® An innovative aspect of this study will be
the daily collection of PROs within the first 2 weeks of treat-
ment, providing important data on the initial effectiveness
of etrasimod after starting treatment. Additionally, the study
will collect data for a comprehensive range of PROs to better
understand treatment effects and potential domains that are
important to patients. By capturing changes in quality of life,
abdominal pain and bowel urgency, the EFFECT-UC study
will address key concerns for patients and clinicians alike,
complementing objective measures of disease activity such
as stool frequency, rectal bleeding and endoscopic findings.
The study will also capture measures not included in the
etrasimod ELEVATE UC clinical programme, such as fatigue
measured using the FACIT-F. Furthermore, the use of digital
tools for electronic PRO collection will standardise data
collection and minimise the risk of missing data. The use of
electronic PRO data will also help with patient retention by
making the process easy to complete.

An additional benefit of this study is the assessment of
IUS as an exploratory endpoint, which could offer valuable
insights into its real-world utilisation. IUS has been shown to
be a useful tool for the diagnosis and follow-up of patients
with UC.* Tts highly sensitive detection of subtle changes
in the intestinal wall during active inflammation has diag-
nostic value,** and early TUS has been shown to predict both
clinical and endoscopic treatment response in UC.®” The
standardisation of IUS as a non-invasive, easy-to-learn and
easy-to-use procedure makes it a feasible option for global
implementation in inflammatory bowel disease centres.”*
The use of IUS does have some limitations, including that
variability in operator skill can impact the accuracy and
consistency of TUS measurements.”* * Additionally, inter-
pretation of IUS results can be subjective if not performed
using central reading, which can result in variability in clin-
ical decision-making. Moreover, IUS is difficult to perform
for patients with proctitis. Despite these limitations, the
EFFECT-UC study will provide further insight into the use of
IUS within a non-interventional study.

The multicentre, prospective nature of this study will
ensure the collection of a robust and diverse dataset. The
use of a single master protocol across countries will increase
efficiency, lead to greater validity of any findings and allow
the study to be replicated in additional countries as needed.
The eligibility criteria are designed to reduce bias and avoid
the exclusion of populations that are often excluded from
RCTs. Importantly, the trial will cover a wide range of prior
treatment exposures and aims to recruit predefined propor-
tions of patients to different subgroups to ensure that mean-
ingful comparisons can be made between groups, which
could reveal differential response patterns to etrasimod
treatment. This is particularly important given that patients
with UC who have had multiple therapy failures often repre-
sent a challenging group to treat, for which there is a lack
of RCT data. Furthermore, recruitment will occur in both
private and public institutions across the world, which will
reinforce the validity of the study results.

While the EFFECT-UC study has several strengths, certain
limitations must be acknowledged. As an observational

study, it is subject to biases inherent in real-world data collec-
tion, including selection bias and variations in SOC prac-
tices across countries. The reliance on routine clinical data
may lead to inconsistencies in the timing and type of assess-
ments conducted. For example, endoscopic evaluations
may not be uniformly performed at baseline and follow-up
visits. To address this, the study protocol incorporates flexi-
bility in data collection windows and emphasises the impor-
tance of consistent electronic PRO collection across all sites
and countries to allow consistency, even if clinical practice
differs. Clinical trials typically derive Mayo scores by collating
daily PRO assessments over several consecutive days, but
this approach will not be possible for the baseline subscore
within this study. However, where possible, RBS and SFS will
be calculated for each visit using daily PROs completed over
seven consecutive days.

The findings of the EFFECT-UC study will have
significant implications for clinical practice and future
research. By providing real-world evidence on the
effectiveness of etrasimod, the study may inform treat-
ment guidelines and help clinicians optimise therapy
selection for patients with moderately to severely active
UC, while also giving them confidence that the clin-
ical trial findings for etrasimod translate to their real-
world practice. Additionally, the data generated may
support health economic evaluations, demonstrating
the value of etrasimod in reducing disease burden and
improving quality of life. Future studies could build on
this work by exploring the long-term effectiveness and
durability of response to etrasimod.
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