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BACKGROUND & AIMS: Approval of new therapies for in-
flammatory bowel disease (IBD) requires rigorously designed
and well-executed randomized controlled trials (RCTs). Corti-
costeroids remain a cornerstone of IBD induction therapy, and
many patients in trials are enrolled while taking corticoste-
roids. Despite this, approaches to corticosteroid management in
RCTs have been highly heterogeneous, often differing from
clinical practice. This negatively impacts patients’ willingness to
participate due to prolonged corticosteroid exposure and may
potentially bias outcomes in the clinical trial. Our aim is to
provide comprehensive standardized recommendations on key
aspects of corticosteroid use in IBD clinical trials through a
multiphase, international expert consensus, with a goal to help
inform and standardize practice in future RCTs. METHODS:
The consensus was informed by a systematic review of MED-
LINE, Embase, and the Cochrane Central Register of Controlled
Trials, which determined the corticosteroid management rules
used in placebo-controlled trials of advanced therapies in IBD.
International expert consensus recommendations for all as-
pects of corticosteroid management in RCTs were then devel-
oped using a modified Delphi process with 2 rounds of survey
questions and a ratification meeting. RESULTS: These recom-
mendations propose management of corticosteroids during
screening, induction, and maintenance phases of pharmacologic
trials in IBD and define corticosteroid-related end points. We
emphasize the need for minimizing corticosteroid exposure
through expedited tapering and shorter fixed-dosing periods
that more closely reflect clinical care and provide recommenda-
tions for standardized definitions of corticosteroid-free remission.
CONCLUSIONS: These recommendations will serve to optimize
trial design and facilitate appropriate, acceptable, and standardized
RCT corticosteroid handling practices.

Keywords: Crohn’s Disease; Steroids; Ulcerative Colitis; Delphi.

he approval of novel therapies for inflammatory
bowel disease (IBD) relies on rigorously designed
and well-executed randomized controlled trials (RCTs).

Over the past decade, several advances in RCT design for
moderately-to-severely active Crohn’s disease (CD) and ul-
cerative colitis (UC) have been implemented, including more
stringent qualification of eligible patients at enrollment and
better standardization of what, how, and when to measure
key efficacy and safety outcomes.” An area of RCT design
that continues to evolve is the management of concomitant
medications, and in particular, the handling of baseline
corticosteroids, which has come under increasing scrutiny.
Corticosteroids remain a cornerstone of treatment for the
acute management of IBD in routine care, resulting in many
patients entering trials on corticosteroids.” Despite their
efficacy for improving symptoms, corticosteroid use is
associated with a well-established adverse effect profile,
which can obscure evaluating risk profiles for novel thera-
pies,” and avoiding prolonged and excessive corticosteroid
exposure is an important long-term goal.?

Approaches to corticosteroid management in RCTs have
been highly heterogeneous. Across studies, there are dif-
ferences on the maximum allowable dose at study entry,
permitted corticosteroid formulations, tapering regimens
according to dosage and timing that may be protocol-
defined or driven by investigator discretion, allowance for
rescue dosing in maintenance, timing of end point assess-
ment, and even the definition of corticosteroid-free remis-
sion.* Historically, clinical trial protocols for corticosteroid
management have differed from clinical care and can
negatively impact the willingness of patients to participate
in RCTs. For example, most studies have required patients
to receive stable doses of corticosteroids for several weeks
before enrollment and then maintain fixed doses during

Abbreviations used in this paper: CD, Crohn’s disease; IBD, inflammatory
bowel disease; RCT, randomized controlled trial; UC, ulcerative colitis.
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WHAT YOU NEED TO KNOW

BACKGROUND AND CONTEXT

Lack of corticosteroid handling consistency in
randomized controlled trials for inflammatory bowel
diseases has resulted in differences in corticosteroid
exposure  among participants, impacting  trial
interpretation and generalizability to clinical care.

NEW FINDINGS

This is the first international expert consensus providing
recommendations for appropriate corticosteroid use in
randomized controlled inflammatory bowel disease
trials, with emphasis on minimizing corticosteroid
exposure through expedited tapering and shorter
periods of fixed dosing, more closely resembling clinical
care.

LIMITATIONS

The scope and recommendations apply only to drug trials
with adult patients with moderate-to-severe inflammatory
bowel disease and not necessarily nondrug trials, specific
phenotypes of inflammatory bowel disease, and pediatric
patients.

CLINICAL RESEARCH RELEVANCE

This first set of internationally guided recommendations
for corticosteroid management in randomized controlled
trials has been developed to improve trial design
optimization for adult patients with inflammatory bowel
disease. These recommendations will serve to
potentially facilitate more appropriate, acceptable, and
uniform corticosteroid handling in randomized controlled
trials, maximizing comparability between trials, and
minimizing steroid-related harm.

BASIC RESEARCH RELEVANCE

Standardizing the appropriate management of
concomitant corticosteroids is a major research priority
for the field of inflammatory bowel disease to improve
the conduct and interpretability of randomized controlled
trials for both health care providers and patients.

induction, resulting in extended corticosteroid exposure.‘r”9
Concomitant corticosteroid use has been shown to be
associated with higher rates of clinical remission in the
placebo arm.'’ Only recently, trials have used early tapering
of corticosteroids after starting a novel therapy during in-
duction.’* Moreover, although corticosteroid-free outcomes
are of both clinical and regulatory relevance, corticosteroid
handling practices can directly affect the interpretation of
trial end points by masking symptoms of active disease or
increasing the risk of adverse events occurring during trials.

Divergent practices between treatment arms may
confound corticosteroid-related trial outcomes.'” More
specifically, a systematic review showed that rates of
corticosteroid-free clinical remission are ~20% to 25%
lower than rates of overall clinical remission.* This end
point was also less likely to reach statistical sig-
nificance—both due to its stringency and lack of statistical
power. Furthermore, patients in trials with corticosteroid
tapering regimens left to the discretion of the clinician
were more likely to achieve clinical remission at 1 year but
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less likely to achieve corticosteroid-free clinical remission
than patients in trials with protocol-mandated tapering
regimens.13

Given this substantial heterogeneity in corticosteroid
management practices and potential impact on participant
enrollment, trial conduct, and interpretation of study re-
sults, we aimed to provide comprehensive standardized
recommendations on key aspects of corticosteroid use in
IBD RCTs through a multiple phase, international expert
consensus, with a goal to help inform and standardize
practice globally in future RCTs.

Methods

Overview

The scope of this multiple phase consensus exercise is to
inform corticosteroid management practices in RCTs of phar-
macologic therapies for adult patients (>18 years) with
moderately-to-severely active CD and UC. This guidance does
not consider trials of surgical interventions or specific disease
phenotypes, such as acute severe UC, pouchitis, or perianal
fistulizing CD, recognizing that these patients may have
different considerations for when and how corticosteroids are
used.

Statement Generation

A systematic review on the handling of corticosteroids in
RCTs served as the basis for statement generation, using
MEDLINE, EMBASE, and the Cochrane CENTRAL Register of
Controlled Trials.* The search was updated to 2023, and the
review was expanded by searching the protocols of all phase 3
RCTs of currently approved advanced IBD therapies
(Supplementary Material and Supplementary Figure 1). Corti-
costeroid management practices were divided in several do-
mains: (1) corticosteroid management during screening, (2)
corticosteroid management during induction, (3) corticosteroid
management during maintenance, and (4) corticosteroid-
related end points. These domains were selected because
they describe the key stages of an RCT in IBD and are directly
reflected in clinical trial protocols. Information extracted from
the publications included permitted corticosteroid formula-
tions, maximum permitted prerandomization corticosteroid
dose, duration of stable prerandomization corticosteroid dose,
duration of fixed corticosteroid dosing, the onset and timing of
corticosteroid tapering, rate of corticosteroid tapering,
protocol-defined vs investigator-defined corticosteroid tapering
regimen, allowance for rescue corticosteroid courses after
tapering, and definitions of corticosteroid-free remission.

Panelist Selection

A diverse pool of gastroenterologists, methodologists, and
clinical trialists with clinical knowledge, RCT-related experi-
ence, and geographic diversity was identified and invited to
participate based on a prior consensus initiative." Re-
quirements for participation, identical as in a prior initiative,
included (1) expertise in IBD trial conduct or outcome assess-
ment, or both, as reflected by metrics such as authorship of
>25 publications related to IBD, or involvement in >2 IBD
clinical trials as an investigator, or through input into the trial
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design; or (2) clinical expertise as demonstrated by being the
medical lead of a dedicated IBD center. Stringent criteria were
set for panelist eligibility because the panel was asked to crit-
ically examine highly technical considerations around clinical
trial design, conduct, and interpretation. Given the academic
nature of this initiative, industry representatives were not
invited to avoid any real or perceived conflicts of interest. The
final list of panelists was confirmed by the study steering
committee (J.H., B.G.F,, V.J,, and C.M.), who also had voting rights
in the Delphi process.

Delphi Process

An exhaustive list of statements generated through the
systematic review process was incorporated in a 2-round Del-
phi survey and e-mailed to the panelists (May and September
2023). The Delphi method permits panelists to anonymously
reach consensus through iterative rounds of sequential ques-
tionnaires.'* Panelists were asked to rate each item on a Likert
scale from 1 to 9 to indicate their level of agreement: “strongly
agree” (7-9), “uncertain” (4-6), and “strongly disagree” (1-3).
Items had free-text entry options for panelists to provide
clarifying statements or add further items of interest for in-
clusion in subsequent rounds of voting. Panelists received a
summary of the systematic review on corticosteroid manage-
ment practices in RCTs as a supplement to the survey
(Supplementary Table 1). Responses were collated, and
descriptive statistics were used to summarize the scoring and
distribution of the entire panel. After each round of voting,
results were provided to panelists in a feedback summary.

Items for which >80% of panelists scored in the 7 to 9
range and <15% of panelists scored in the 1 to 3 range during
the first or second round of voting were decided a priori to
have met consensus and were not voted upon further, with a
similar rule used to exclude items with strong disagreement.

Two consensus ratification meetings were held by video-
conference in March 2024. Criteria for consensus were
reviewed at each meeting. Items not having reached consensus
for inclusion or exclusion in prior rounds were reviewed and
discussed, with a focus on potentially contentious items rated
in the 7 to 9 range by 60% to 80% of panelists, and voting was
simplified to “agree,” “uncertain,” and “disagree.” Items
receiving >70% of votes for “agree” and <15% of votes for
“disagree” were ratified for final inclusion; items receiving
>70% of votes for “disagree” and <15% of votes for “agree”
were ratified for final exclusion.

Patient and Public Involvement

Patients who previously participated in Community,
Outreach, Research and Education (CORE)-IBD and who had
consented to be contacted for future research were invited to
provide feedback on the use of corticosteroids in IBD trials.
This was done using an online survey (ethics approval ID:
REB25-0009), allowing patients to provide structured and un-
structured feedback. The survey was designed to evaluate
similar concepts to what was derived in the consensus process,
with questions evaluating allowable formulation of corticoste-
roids and management of corticosteroids during screening, in-
duction, and maintenance. Open-ended responses were also
encouraged to allow participants the opportunity to provide
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additional feedback that was considered important from a pa-
tient perspective.

Results

Panelists and Survey Statements

Of the 72 invited experts, 45 participated in the Delphi
panel; most panelists practiced in academic hospitals (41 of
45 [91.1%]) as clinician-researchers (38 of 45 [84.4%]) and
had >20 years of experience (30 of 45 [66.7%])
(Supplementary Table 2). The first-round survey consisted
of 140 statements, of which 25 statements reached
consensus during the first 2 rounds of voting. In the ratifi-
cation meeting, panelists discussed and voted on 114
statements. Supplementary Table 3 summarizes all voting
results.

Corticosteroid Management During Screening

Allowable corticosteroid formulations during
screening. Table 1 summarizes statements reaching
consensus on corticosteroid management during screening.
The panelists agreed that oral systemic corticosteroids and
oral enteric- or colonic-release corticosteroids could be used
during screening. In contrast, panelists recommended that
there should be temporal limitations on the use of intrave-
nously or rectally administered corticosteroid formulations
before and during the screening period. Patients requiring
intravenous corticosteroids were generally considered to be
too ill to participate in outpatient clinical trials of patients
with moderately-to-severely active ambulatory IBD.
Acknowledging that exceptions may apply in trials of hos-
pitalized patients with acute severe UC, which was outside
the scope of the current consensus, the panelists deter-
mined that any use of intravenous corticosteroids during
screening should be exclusionary for trial participation.
Additionally, transitioning an acutely ill patient treated with
intravenous corticosteroids to oral systemic corticosteroids
would also likely exceed maximum acceptable baseline
doses and could result in excessive prolonged corticosteroid
exposure owing to the need for stable dosing before
randomization.

The panel agreed that rectally administered corticoste-
roids should be discontinued >2 weeks before the baseline
visit in both CD and UC. The impact of locally administered
corticosteroids on baseline endoscopic activity was recog-
nized to be greater in UC than in CD. The panel discussed
that despite a relative paucity of direct empirical evidence
on the subject, use of local rectally delivered corticosteroids
could attenuate endoscopic disease activity in the distal
colon, especially for milder lesions, and thereby confound
the interpretation of eligibility upon endoscopy. However,
because many patients rely on using rectal corticosteroids
for symptom management, especially for urgency, a longer
time interval than 2 weeks was agreed to be excessive and
impractical, with a potential negative impact on recruitment.

Defining the baseline visit. The panel discussed 2
study configurations, using either the screening endoscopy
or date of randomization as the time point for calculating
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Table 1.Summary of Statements Reaching Consensus on
Corticosteroid Handling During Screening and
Before the Screening Endoscopy in Randomized
Controlled Trials in Inflammatory Bowel Disease

Percentage of
agreement?
(%)

Corticosteroids during screening and before
the screening endoscopy/randomization

Patients with Crohn’s disease should be permitted
to receive the following corticosteroid
formulations at any time during screening:

e Oral systemic corticosteroids 81.4

e Oral enteric-release corticosteroids 86.0

Patients with ulcerative colitis should be permitted
to receive the following corticosteroid
formulations at any time during screening:

e Oral systemic corticosteroids 90.5

e Oral colonic-release corticosteroids 83.7

Patients with Crohn’s disease should discontinue 94.4
rectally administered corticosteroids at least 2
weeks before the screening endoscopy/

randomization.

Patients with ulcerative colitis should discontinue 90.0
rectally administered corticosteroids at least 2
weeks before the screening endoscopy/

randomization.

Any period of intravenous corticosteroid use 85.0
during screening should be exclusionary for

trial participation.

Patients who have received oral systemic 100.0
corticosteroids before the screening
endoscopy/randomization should be required

to have used a stable dosage for at least 2

weeks.

Patients who have received oral enteric- or 100.0
colonic-release corticosteroids before the

screening endoscopy/randomization should be

required to have used a stable dosage for at

least 2 weeks.

Patients who have received oral systemic 78.9
corticosteroids before the screening
endoscopy/randomization should not be

permitted to have exceeded 20 mg of

prednisone equivalent per day as the maximum

prerandomization dosage.

Patients who have received budesonide before the 941
screening endoscopy/randomization should
not be permitted to have exceeded 9 mg daily

as the maximum prerandomization dosage.

#The percentage of agreement is reported from the round of
voting when consensus was achieved.

the duration of prior and stable corticosteroid dosing during
screening. No consensus was reached, although using the
date of randomization was generally preferred. Advantages
and disadvantages of both options were reviewed. The panel
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discussed that even though corticosteroids could improve
endoscopic disease activity, which would support desig-
nating the screening endoscopy as the baseline visit, the
influence of corticosteroids on the patients’ symptoms was
probably greater. Moreover, the findings at screening
endoscopy could subsequently influence the investigator’s
behavior, which could result in some patients receiving
increased corticosteroid dosing after the screening endos-
copy. Choosing the date of randomization as the baseline
visit was also believed to be more effective at capturing the
effect of a novel therapy.

Corticosteroid dosing during screening. The panel
discussed that the dominant factors determining the
required duration of stable corticosteroid dosing before
randomization and the maximal allowable corticosteroid
dose during screening were (1) the timing of corticosteroid
tapering and (2) the highest allowable dose of corticosteroid
exposure. There was consensus that the dosage of oral
systemic and enteric- and colonic-release corticosteroids
should be stable for >2 weeks before the baseline visit. The
maximum dosage of oral systemic corticosteroids was
determined by the panel to be 20 mg/d (in prednisone
equivalents, recognizing that different corticosteroid for-
mulations have different relative potency), and the
maximum dosage of budesonide was determined to be 9
mg/d. Importantly, these dosages were discussed in the
context of historical trial designs requiring patients to
remain on a stable, fixed dose of corticosteroids for the
entire induction period. The panel discussed that higher
doses of oral systemic corticosteroids, up to 30 mg/d pred-
nisone equivalents, could be acceptable if tapering was
started during induction.

Corticosteroid Management During Induction

Corticosteroid tapering during induction. State-
ments reaching consensus on corticosteroid management
during screening are summarized in Table 2. The decision to
require corticosteroid tapering during induction depends on
the duration of the induction trial and the expected efficacy
and rapidity of onset of the novel therapy, citing the recent
example of upadacitinib in CD.'" The panelists also noted
that considerations for early corticosteroid tapering may
differ between phase 2 and phase 3 trials: in the former,
fixed dosing during induction may be justified when clinical
efficacy and time to response may be unclear. This could be
followed by a mandated tapering schedule in induction for
the phase 3 trial, informed by efficacy data from earlier
stages of clinical development.

In trials incorporating tapering during induction, there
was consensus that the decision to taper, the time of onset
for tapering, and the rate of tapering should be mandated by
the trial protocol and not left to the individual investigator’s
judgement. There was consensus that the decision of when
and how to taper should be uniform across participants of
RCTs and that the dosage of systemic oral corticosteroids
should be fixed for >2 weeks after randomization in an
induction trial before tapering. The tapering schedule for
dosages of 20 mg/d prednisone equivalents should be
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Table 2. Summary of Statements Reaching Consensus on Corticosteroid Handling During Induction in Randomized Controlled
Trials in Inflammatory Bowel Disease

Percentage of

agreement”
Corticosteroids during induction (%)
During the induction phase of a trial, the dosage of oral systemic corticosteroids should be fixed for at least 2 weeks after 78.9
randomization.
During the induction phase of a trial, the dosage of oral enteric- or colonic-release corticosteroids should be fixed for at 77.8
least 2 weeks after randomization.
During the induction phase of a trial, the decision to require tapering the dosage of corticosteroids should depend on the
following factors:
o the duration of the induction trial 88.9
o the expected efficacy of the investigational agent 77.8
o the expected speed of onset of the investigational agent 72.2
During the induction phase of a trial, the dosage of oral systemic corticosteroids should be tapered in patients receiving 93.8
the same treatment regimen, regardless of an early symptomatic response, to avoid complications in interpreting
induction trial results.
E °'}
During the induction phase of a trial, the onset of oral systemic corticosteroid tapering should be mandated by the trial 88.4 (= ﬁ
protocol. =2
-
During the induction phase of a trial, the rate of oral systemic corticosteroid tapering should be mandated by the trial 90.7 EE
protocol. =d
During the induction phase of a trial, the onset of oral enteric- or colonic-release corticosteroid tapering should be 88.4
mandated by the trial protocol.
During the induction phase of a trial, the rate of oral enteric- or colonic-release corticosteroid tapering should be 90.7
mandated by the trial protocol.
During the induction phase of a trial, the dosage of oral enteric- or colonic-release corticosteroids should be tapered in 93.8
patients receiving the same treatment regimen, regardless of an early symptomatic response, to avoid complications in
interpreting induction trial results.
In a trial that requires tapering of corticosteroids during the induction phase, dosages of 20 mg/d prednisone equivalents 100.0
should be tapered by 5 mg/d per week until discontinuation.
Enteric- and colonic-release budesonide dosages should be discontinued without tapering during the induction phase. 88.9
Patients starting oral systemic corticosteroids as rescue therapy de novo during induction should be regarded as having 81.4
failed treatment.
Patients starting oral enteric- or colonic-release corticosteroids as rescue therapy de novo during induction should be 90.2
regarded as having failed treatment.
Patients starting rectally administered corticosteroids as rescue therapy de novo during induction should be regarded as 100.0
having failed treatment.
Patients starting intravenous corticosteroids as rescue therapy should be regarded as having failed treatment. 95.3

#The percentage of agreement is reported from the round of voting when consensus was achieved.

constant at 5 mg/wk to shorten total corticosteroid expo-
sure for trial participants.

The panelists acknowledged the heterogeneity of
tapering regimens in clinical practice. Tapering regimens
described in the statements were derived from the sys-
tematic review of trial protocols. The panelists cited the
clarity and simplicity of a uniform tapering regimen as a key
advantage in addition to limiting corticosteroid exposure. In
clinical care, some practitioners may choose prolonged
tapering schedules (eg, by 2.5 mg/wk) to avoid

symptomatic flares or minimize risk of adrenal insufficiency,
although data supporting this in IBD are scarce. The panel
agreed that enteric- and colonic-release corticosteroids
could be discontinued without tapering.

Managing corticosteroid-dependent and re-
fractory patients in induction. Recognizing that RCTs
enroll a mix of patients who may be corticosteroid-
responsive, -refractory, or -dependent, the panel discussed
whether unique practices should be implemented for
different patient phenotypes and based on initial
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Table 3.Summary of Statements Reaching Consensus on
Corticosteroid Handling During Maintenance in
Randomized Controlled Trials in Inflammatory Bowel
Disease

Percentage of
agreement?

Corticosteroids during maintenance (%)

The tapering of the oral systemic corticosteroid 75.6
dosage should be initiated at the beginning
of the maintenance phase of a trial (if not

already done in induction).

During the maintenance phase of a trial, the 83.7
onset of oral systemic corticosteroid
tapering should be mandated by the trial

protocol.

During the maintenance phase of a trial, the rate 83.7
of oral systemic corticosteroid tapering

should be mandated by the trial protocol.

In a trial that requires tapering of corticosteroids 78.0
during the maintenance phase, dosages of

20 mg/d prednisone equivalents should be

tapered by 5 mg/d per week until

discontinuation.

Enteric- and colonic-release budesonide 93.8
dosages should be discontinued without

tapering during the maintenance phase.

In a trial that requires tapering of corticosteroids 92.9
during the maintenance phase, patients who

received corticosteroid dosage escalation

should reinitiate tapering within 2 weeks

after dosage escalation.

Patients who deviated from the recommended 92.9
oral systemic corticosteroid tapering

schedule by receiving dosage escalation in

the maintenance phase of a trial should be

regarded as having failed treatment.

Patients who deviated from the recommended 85.7
oral enteric- or colonic-release

corticosteroid tapering schedule by

receiving dosage escalation in the

maintenance phase of a trial should be

regarded as having failed treatment.

Patients who received oral systemic 85.7
corticosteroid dosage escalation to the

baseline dosage of the maintenance trial

during tapering should be regarded as

having failed treatment.

Patients who received oral enteric- or colonic- 85.7
release corticosteroid dosage escalation to

the baseline dosage of the maintenance trial

during tapering should be regarded as

having failed treatment.
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Table 3.Continued

Percentage of

agreement?

Corticosteroids during maintenance (%)
Only patients who used any formulation of 71.4

corticosteroids at the start of the

maintenance trial (or induction if that is when

tapering began) should be used as the

denominator for calculating the rate of

corticosteroid-free remission.
Patients should be permitted to transiently 86.7

receive increased doses of corticosteroids
to treat indications beyond inflammatory
bowel disease (eg, asthma, adrenocortical
insufficiency, stress doses for surgery) for
<2 weeks.

#The percentage of agreement is reported from the round of
voting when consensus was achieved.

symptomatic response. There was agreement that a single
protocol would be preferable. First, it was noted that there
are divergent definitions of corticosteroid dependency and
that it is uncertain whether corticosteroid dependency is an
effect modifier of treatment response to a novel therapy.
Operationally, it would be challenging to unify the definition
of corticosteroid dependency across multiple trial sites and
investigators and subsequently implement different
tapering regimens for dependent patients.

Second, although it was identified that some patients and
investigators may be hesitant to taper corticosteroids dur-
ing induction in the absence of symptomatic improvement,
defining clinical improvements may differ between sites,
and enforcing early corticosteroid tapering would minimize
placebo responses during induction. There was consensus
that any corticosteroid formulation introduced de novo
during induction as rescue treatment should be considered
a treatment failure.

Corticosteroid Management During Maintenance
Corticosteroid tapering during main-
tenance. Table 3 summarizes statements reaching
consensus on corticosteroid management during mainte-
nance. The panelists agreed that tapering of oral systemic as
well as enteric- and colonic-release corticosteroids should
be initiated at the start of the maintenance phase if not
already done during induction. There was consensus that
the onset and rate of tapering of all corticosteroid formu-
lations should be mandated by the trial protocol rather than
left to individual investigator discretion. The panelists sup-
ported a unified tapering regimen of 5 mg/d prednisone-



November 2025

equivalent weekly until discontinuation for systemic corti-
costeroids, irrespective of the starting dose, whereas
enteric- and colonic-release corticosteroids could be dis-
continued without tapering during the maintenance phase.

Requirement for rescue corticosteroids. The panel
discussed the role of rescue corticosteroids during the
maintenance phase and did not reach consensus on whether
escalation of corticosteroid dosing to the maintenance
baseline was permissible in the case of worsening symp-
toms of IBD. Although most patients in maintenance trials
have demonstrated response to treatment, the requirement
for corticosteroids during maintenance may be an important
marker of loss of response. Conversely, it was noted that
other patients, particularly those who are treatment expe-
rienced, may be well served by continuing in an RCT if their
symptoms could be controlled by a short course of rescue
corticosteroids. This comes with the caveat that the rescue
corticosteroids would be used at a dose no higher than their
induction baseline dose and with similar tapering after
initiation, as would also be acceptable practice in routine
clinical care. The panel agreed that corticosteroids should
not be used to prolong trial participation in treatment
nonresponders. Accordingly, there was consensus that pa-
tients requiring >1 courses of rescue corticosteroids should
be regarded as having failed treatment.

The panel also considered the subgroup of patients who
require short courses of corticosteroids for other compelling
treatment indications in the absence of an IBD-related flare.
For instance, giving corticosteroids to patients for pulmo-
nary indications (eg, asthma or chronic obstructive pulmo-
nary disease) was considered acceptable. In this setting,
there was consensus that corticosteroids for other in-
dications should either be stopped or tapered within 2
weeks, depending on the dose.

Corticosteroid-Related End Points

The panelists discussed which denominator should be
used for the calculation of corticosteroid-free remission.
Overall, the panelists supported using the number of par-
ticipants using any formulation of corticosteroids at the
start of the maintenance phase (or at the start of induction if
corticosteroids were tapered during induction). Using all
patients entering the maintenance trial as the denominator
was considered too liberal because most patients are not
receiving concomitant corticosteroids, and this definition
would artificially inflate rates of corticosteroid-free remis-
sion by including patients who were not exposed to corti-
costeroids at trial commencement.

The optimum period after corticosteroid withdrawal to
define a “corticosteroid-free” state also did not reach
consensus. The panelists agreed that longer durations of
corticosteroid discontinuation were likely indicative of
deeper levels of remission. There was consensus that with-
drawal of corticosteroids at the last study visit or within 2
weeks of the last study visit was too brief, and most pan-
elists supported corticosteroid withdrawal for >12 weeks
before the final study visit as the most appropriate, although
this definition did not reach the consensus threshold.
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Patient Perspectives

Of 40 patients who provided feedback on the manage-
ment of corticosteroids, 22 (55%) were women, 33 (82.5%)
had CD, and 30 of 39 (76.9%) were on an advanced biologic
or small molecule therapy (Supplementary Table 4). Some
of the 40 patients did not provide responses to all the
questions in the online survey. Most patients (59.0% [23 of
39]) had prior adverse effects to corticosteroids, most
notably mood disturbance, sleeplessness, weight gain, and
fatigue. Approximately two-thirds of patients felt that oral
systemic and oral gut-specific therapies should be allowed
in clinical trials, and approximately half of patients felt that
rectal steroid formulations should also be permitted. Ten
patients (25%) felt that corticosteroids should not be
permitted in clinical studies, with comments expressing
concerns about the risk of corticosteroid-related adverse
effects and potential differences in how corticosteroids are
prescribed and tolerated between different patients and
prescribers. There was uncertainty and disagreement
among patients about the maximum allowable dose of
prednisone and duration of stable dosing before trial
enrollment, although patients generally favored earlier
tapering of corticosteroids in both induction and
maintenance.

In the comments, patients expressed that the decision to
use corticosteroids is highly variable between patients,
especially given the adverse effect profile, and therefore,
this decision should be individualized by the prescriber
based on patient characteristics. Patients generally agreed
that clinical trial drugs are unlikely to be working in pa-
tients who are unable to taper corticosteroid use due to
reappearance of symptoms, and most patients favored
longer durations off corticosteroids (even >24 weeks) to
truly define corticosteroid-free remission.

Discussion

This international collaborative initiative has led to the
development of the first comprehensive consensus-based
recommendations for the appropriate management of
concomitant corticosteroids in RCTs of pharmacologic
therapies for the treatment of IBD (Figure 1). Unified
corticosteroid management practices in RCTs are critical to
ensure comparability between trials, minimize risk of
excessive corticosteroid exposure as a result of trial design
and eligibility criteria, and minimize potential confounding
effects of heterogeneous steroid tapering regimes on trial
end points.

Recruitment rates in IBD RCTs have decreased sub-
stantially in recent years.'” There are multiple reasons for
this trend; however, the need for prolonged corticosteroid
exposure, often longer than in routine care, was identified as
one of the barriers to trial participation by patients.'® The
requirement for a washout period between discontinuing a
prior advanced therapy and entering an RCT is a contrib-
uting factor to increased corticosteroid use'’ because pa-
tients are often bridged with corticosteroids, even in the
absence of empirical evidence that washout periods are
needed. Exposure to corticosteroids is further prolonged by

5
=
g

BOWEL DISEASE




1290 Hanzel et al

Screening Induction
Dosage

equivalents

Dosage
Stable for 22 weeks
<20 mg/day prednisone
<9 mg/day budesonide

« Fixed for 22 weeks

v
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formulations
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Oral colonic-release
Oral enteric-release

X
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2=
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3
2%

Rectal (=2 weeks of
baseline)

?

Areas of uncertainty

+ Baseline at randomization?

» Baseline at screening
endoscopy?

* Higher maximal doses in

[[F

Tapering

Decision to require
tapering based on:
i. Induction trial duration
ii. Expected efficacy of
drug
iii. Expected speed of
onset of drug
Mandated by protocol
regardless of symptomatic
response
15 mg/day prednisone
equivalents per week
Colonic- and enteric-
release steroids
discontinued without
tapering

.

4 )

\ J

Rescue therapy

De novo introduction of any
steroid formulation should
be regarded as treatment
failure
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Endpoints

Calculation of
steroid-free
remission

« Denominator: only patients
who used any steroid
formulation at the start of

II\. maintenance (or induction

L] if tapering began then)

N 4
4 )

Tapering
Start at maintenance
baseline if not done during
induction
Mandated by protocol
15 mg/d prednisone
equivalents per week
Colonic- and enteric-
release steroids
discontinued without
tapering
Patients who deviated
from tapering protocol
should be regarded as
having failed treatment
Re-initiate taper within two
weeks of dose escalation

\

.

? ?

Areas of uncertainty

« Should any rescue steroid
course (regardless of
dosage) be regarded as
treatment failure?

Areas of uncertainty

« Duration to define “steroid-
free“? (most support for 12
weeks)

case of tapering during
induction?

Prohibited steroid

formulations
Intravenous (throughout
screening)

Figure 1. Summary of recommendations to be used for future trials.

the requirement of stable dosing during the screening
period and, in most cases, during induction.

On the basis of these factors, the cumulative period of
trial-driven corticosteroid exposure can frequently exceed
12 weeks,>'®° a marker of excessive corticosteroid use
associated with a range of adverse events, including
increased mortality. The panelists recognized this risk and
recommended a stable dosing period of 2 weeks before
screening and favored beginning dosage tapering within 2
weeks of induction. Panelists discussed that a mandatory
corticosteroid tapering schedule for all patients, regardless
of early symptomatic response, would be best suited to
highly effective agents with a rapid onset of action.”’ ** This
strategy would also minimize the response to placebo’’
with the option to re-escalate the corticosteroid dosage in
patients with intolerable symptoms, enabling them to enter
an open-label rescue arm while being considered as having
failed treatment for the purpose of the primary end point.

Corticosteroid tapering regimens vary widely between
RCTs, yet relapse rates and outcomes are remarkably
similar regardless of the schedule.”* > This observation
prompted panelists to support a unified tapering protocol of
5 mg prednisone equivalents/wk to ensure operational
simplicity, minimize the risk of differential tapering be-
tween treatment arms, and critically, shorten the total
duration of corticosteroid exposure across trial participants.
Tapering corticosteroids more gradually, rather than with-
drawing them abruptly, is thought to serve 2 purposes:
preventing symptomatic reactivation of IBD and allowing
sufficient time for hypothalamic-pituitary-adrenal axis
recovery.”®

Despite extensive research, there is no evidence to
support one tapering regimen over another to reduce the
risk of developing adrenal insufficiency.”” The current
approach to systemic corticosteroids therefore appears to
be justified, provided that a high index of suspicion is
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maintained for symptoms of adrenal insufficiency that can
often mimic worsening IBD. The panel reached consensus
that enteric- and colonic-release corticosteroids do not
require tapering, primarily based on observations that there
is a paucity of data supporting efficacy of tapering budeso-
nide, and historical safety data justify discontinuing bude-
sonide formulations without significant risk of
hypothalamic-pituitary-adrenal axis suppression or adre-
nal insufficiency.”®*°

A point of consensus was that the beginning of tapering
and its rate should both be mandated by the trial protocol
and not left to the investigators’ discretion. An illustrative
example of the importance of protocol-defined tapering was
the Efficacy and Safety Study of Vedolizumab Intravenous
(IV) Compared to Adalimumab Subcutaneous (SC) in Par-
ticipants With Ulcerative Colitis (VARSITY) trial, a ran-
domized, active-controlled trial of vedolizumab vs
adalimumab in moderately-to-severely active UC."* Clinical
remission (A8.8%), endoscopic improvement (A11.9%),
and most secondary outcomes were significantly more likely
to be achieved with vedolizumab compared with adalimu-
mab. Conversely, corticosteroid-free clinical remission was
more likely to occur with adalimumab (A9.3%). This
inconsistency between primary clinical remission end point
and corticosteroid-free clinical remission could be explained
by the absence of a specific schedule for corticosteroid
tapering.'* At the time of the trial, many clinicians regarded
vedolizumab as having a more gradual onset of action,*’
which may have prompted slower corticosteroid tapering
than in the adalimumab arm, although empirical evidence to
support this perception is lacking.

Consensus was not reached on the duration of cortico-
steroid withdrawal before the final study visit for defining
corticosteroid-free remission. Consistent with a prior
consensus initiative," 12 weeks had the highest support,
although not meeting the consensus threshold. Panelists
also voted that a withdrawal period of 0 to 2 weeks was not
appropriate to define corticosteroid-free remission. Empir-
ical data on this subject are limited and do not seem to
support the clinical perception that a longer duration of
steroid withdrawal suggests a deeper level of remission.
Different definitions were explored post hoc in 3 trials of
ustekinumab (2 CD and 1 UC): corticosteroid withdrawal at
last study visit, >30 days before the last study visit, or >90
days before the last study visit.>’ The results were
remarkably consistent regardless of the definition used.

It should be noted that all 3 trials used a protocol-
mandated tapering schedule, which may have led to
greater uniformity between definitions, whereby even pa-
tients receiving the maximum allowed corticosteroid doses
at the beginning of the induction trial would have dis-
continued corticosteroids <10 weeks of starting the main-
tenance trial (ie, 26 weeks before the final study visit).
Pending further studies on this question, the regulatory
guidance remains “at least 8 to 12 weeks.”**

During the ratification meeting discussion, panelists
highlighted the need for meticulous documentation of
corticosteroid use during RCTs. As noted in a prior sys-
tematic review,* aspects of corticosteroid management
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remain underreported in the final publication, despite being
described in the protocol, such as the proportion of patients
receiving corticosteroids as rescue medication and the
proportion of patients requiring dosage re-escalation after
having commenced a taper. An aspirational goal would be to
report the cumulative dose of corticosteroid exposure
throughout a trial to enable more informed comparison
between arms within a trial as well as between trials. We
hope that this consensus stimulates additional discussion
and research on this topic.

Our study has several strengths. Notably, it systemati-
cally addressed important aspects of corticosteroid handling
in RCTs for moderately-to-severely active CD and UC and
garnered insight from a global panel of experts in IBD with
broad research and clinical experience through a rigorous
Delphi process. Nonetheless, we acknowledge some impor-
tant limitations. First, the scope of this consensus applies to
drug trials of moderate-to-severe IBD in adult patients.
Considerations may be different for nondrug trials, specific
phenotypes of IBD, and pediatric patients.

Second, although we provided a comprehensive list of
statements to address the use of corticosteroids in RCTs, the
length of surveys may have led to voter fatigue; however,
steps were taken to mitigate this by allowing panelists to
complete surveys in multiple sittings and by organizing
statements in sections. Panelist fatigue could conceivably
have led to incomplete responses and skewed consensus on
some of the more technical details, such as duration and
dosing.

Third, we recognize that the use of corticosteroids is
directly impactful for patients and that the patient
perspective is critical for dictating many of these consider-
ations. Patients reviewed the statements post hoc and pro-
vided additional input from the patient perspective.

Finally, no input on the work was sought from regula-
tory authorities who have a key impact on clinical trial
design.

Conclusion

We have developed the first internationally guided set of
recommendations for corticosteroid management in RCTs of
adult patients with IBD treated with pharmacologic thera-
pies. These recommendations will serve to optimize RCT
design and potentially facilitate appropriate, acceptable, and
uniform corticosteroid handling in RCTs that is more
consistent with clinical care.

Supplementary Material

Note: To access the supplementary material accompanying
this article, visit the online version of Gastroenterology at
www.gastrojournal.org, and at https://doi.org/10.1053/j.
gastro.2025.05.015.

References

1. CORE-BD Collaborators, Ma C, Hanzel J, et al. CORE-
IBD: a multidisciplinary international consensus initiative

5
=
g

BOWEL DISEASE



http://www.gastrojournal.org
https://doi.org/10.1053/j.gastro.2025.05.015
https://doi.org/10.1053/j.gastro.2025.05.015
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1

= =
g%
mb
ol
[—)
25
m=
55
=

1292 Hanzel et al

10.

11.

12.

13.

14.

15.

16.

to develop a core outcome set for randomized controlled
trials in inflammatory bowel disease. Gastroenterology
2022;163:950-964.

Dorrington AM, Selinger CP, Parkes GC, et al. The his-
torical role and contemporary use of corticosteroids in
inflammatory bowel disease. J Crohns Colitis 2020;
14:1316-1329.

. Selinger CP, Parkes GC, Bassi A, et al. Assessment of

steroid use as a key performance indicator in inflam-
matory bowel disease-analysis of data from 2385 UK
patients. Aliment Pharmacol Ther 2019;50:1009-1018.
George J, Singh S, Dulai PS, et al. Corticosteroid-free
remission vs overall remission in clinical trials of
moderate-severe ulcerative colitis and Crohn’s disease.
Inflamm Bowel Dis 2020;26:515-523.

Candy S, Wright J, Gerber M, et al. A controlled double
blind study of azathioprine in the management of
Crohn’s disease. Gut 1995;37:674-678.

D’Haens G, Dubinsky M, Kobayashi T, et al. Mirikizumab
as induction and maintenance therapy for ulcerative
colitis. N Engl J Med 2023;388:2444-2455.

D’Haens G, Panaccione R, Baert F, et al. Risankizumab
as induction therapy for Crohn’s disease: results from
the phase 3 ADVANCE and MOTIVATE induction trials.
Lancet 2022;399:2015-2030.

Feagan BG, Danese S, Loftus EV, et al. Filgotinib as in-
duction and maintenance therapy for ulcerative colitis
(SELECTION): a phase 2b/3 double-blind, randomised,
placebo-controlled trial. Lancet 2021;397:2372-2384.
Danese S, Vermeire S, Zhou W, et al. Upadacitinib as
induction and maintenance therapy for moderately to
severely active ulcerative colitis: results from three phase
3, multicentre, double-blind, randomised trials. Lancet
2022;399:2113-2128.

Almradi A, Sedano R, Hogan M, et al. Clinical, endo-
scopic, and safety placebo rates in induction and main-
tenance trials of Crohn’s disease: meta-analysis of
randomised controlled trials. J Crohns Colitis 2022;
16:717-736.

Loftus EV Jr, Panes J, Lacerda AP, et al. Upadacitinib
induction and maintenance therapy for Crohn’s disease.
N Engl J Med 2023;388:1966-1980.

Sands BE, Peyrin-Biroulet L, Loftus EV, et al. Vedolizu-
mab versus adalimumab for moderate-to-severe ulcer-
ative colitis. N Engl J Med 2019;381:1215-1226.

Narula N, Hamam H, Liu J, et al. Adaptive steroid
tapering impedes  corticosteroid-free  remissions
compared to forced tapering in clinical trials of ulcerative
colitis. J Crohns Colitis 2024;18:1863-1869.

Williamson PR, Altman DG, Bagley H, et al. The COMET
Handbook: version 1.0. Trials 2017;18:280.

Uzzan M, Bouhnik Y, Abreu M, et al. Declining enrolment
and other challenges in IBD clinical trials: causes and
potential solutions. J Crohns Colitis 2023;17:1066-1078.
Solitano V, Prins H, Archer M, et al. Toward patient
centricity: why do patients with inflammatory bowel
disease participate in pharmaceutical clinical trials? A
mixed-methods exploration of study participants.
Crohns Colitis 360 2024;6:0tae019.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

Gastroenterology Vol. 169, Iss. 6

Wils P, Jairath V, Sands BE, et al. Washout periods in
inflammatory bowel disease trials: a systematic literature
review and proposed solutions. Clin Gastroenterol Hep-
atol 2024;22:896-898.

Rosiou K, Carbonell J, Dolby V, et al. Sources of excess
steroid prescriptions and clinical adverse outcomes
associated with steroid excess in patients with inflam-
matory bowel disease: The Leeds IBD Steroids study.
Aliment Pharmacol Ther 2022;56:501-509.

Lamb CA, Kennedy NA, Raine T, et al. British Society of
Gastroenterology consensus guidelines on the man-
agement of inflammatory bowel disease in adults [pub-
lished correction appears in Gut 2021;70:1]. Gut 2019;
68(Suppl 3):s1-s106.

Hanauer S, Panaccione R, Danese S, et al. Tofacitinib
induction therapy reduces symptoms within 3 days for
patients with ulcerative colitis. Clin Gastroenterol Hep-
atol 2019;17:139-147.

Loftus EV Jr, Colombel JF, Takeuchi K, et al. Upadaci-
tinib therapy reduces ulcerative colitis symptoms as early
as day 1 of induction treatment. Clin Gastroenterol
Hepatol 2023;21:2347-2358.€6.

Danese S, Sands BE, Abreu MT, et al. Early symptomatic
improvement after ustekinumab therapy in patients with
ulcerative colitis: 16-week data from the UNIFI trial. Clin
Gastroenterol Hepatol 2022;20:2858-2867.

Summers RW, Switz DM, Sessions JT Jr, et al. National
Cooperative Crohn’s Disease Study: results of drug
treatment. Gastroenterology 1979;77:847-869.
Malchow H, Ewe K, Brandes JW, et al. European
Cooperative Crohn’s Disease Study (ECCDS): results
of drug treatment. Gastroenterology 1984;
86:249-266.

Modigliani R, Mary JY, Simon JF, et al; Groupe d’Etude
Therapeutique des Affections Inflammatoires Digestives.
Clinical, biological, and endoscopic picture of attacks of
Crohn’s disease: evolution on prednisolone. Gastroen-
terology 1990;98:811-818.

Dinsen S, Baslund B, Klose M, et al. Why glucocorticoid
withdrawal may sometimes be as dangerous as the
treatment itself. Eur J Intern Med 2013;24:714-720.
Richter B, Neises G, Clar C. Glucocorticoid withdrawal
schemes in chronic medical disorders. A systematic re-
view. Endocrinol Metab Clin North Am 2002;31:751-778.
Lichtenstein GR, Travis S, Danese S, et al. Budesonide
MMX for the induction of remission of mild to moderate
ulcerative colitis: a pooled safety analysis. J Crohns
Colitis 2015;9:738-746.

Rezaie A, Kuenzig ME, Benchimol El, et al. Budesonide
for induction of remission in Crohn’s disease. Cochrane
Database Syst Rev 2015;2015:CD000296.

Vasudevan A, Gibson PR, van Langenberg DR. Time to
clinical response and remission for therapeutics in in-
flammatory bowel diseases: what should the clinician
expect, what should patients be told? World J Gastro-
enterol 2017;23:6385-6402.

. Panés J, Panaccione R, Sands B, et al. P578 Exploring

duration of corticosteroid withdrawal in definitions of
corticosteroid-free remission endpoints in ustekinumab


http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref1
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref2
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref2
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref2
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref2
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref2
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref3
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref3
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref3
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref3
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref3
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref4
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref4
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref4
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref4
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref4
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref5
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref5
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref5
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref5
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref6
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref6
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref6
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref6
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref7
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref7
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref7
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref7
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref7
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref8
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref8
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref8
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref8
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref8
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref9
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref10
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref11
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref11
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref11
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref11
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref12
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref12
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref12
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref12
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref13
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref13
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref13
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref13
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref13
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref14
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref14
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref15
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref15
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref15
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref15
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref16
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref16
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref16
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref16
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref16
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref17
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref17
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref17
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref17
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref17
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref18
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref19
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref20
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref20
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref20
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref20
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref20
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref21
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref21
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref21
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref21
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref21
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref22
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref22
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref22
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref22
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref22
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref23
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref23
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref23
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref23
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref24
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref24
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref24
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref24
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref24
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref25
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref26
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref26
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref26
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref26
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref27
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref27
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref27
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref27
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref28
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref28
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref28
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref28
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref28
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref29
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref29
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref29
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref30
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31

November 2025

clinical trials: results from the IM-UNITI, UNIFI, and
SEAVUE trials. J Crohn Colitis 2023;17:i706-i707.

32. U.S. Food and Drug Administration. Ulcerative Colitis:
Developing Drugs for Treatment. Guidance for Industry—
Draft Guidance April 2022. Available at: https://www.fda.
gov/media/158016/download. Accessed April 19, 2024.

Received October 1, 2024. Accepted May 1, 2025.

Correspondence

Address correspondence to: Christopher Ma, MD, MPH, Division of
Gastroenterology & Hepatology, Departments of Medicine and Community
Health Sciences, 6D61 Cal Wenzel Precision Health Building, University of
Calgary, 3280 Hospital Drive Northwest, Calgary, Alberta T2N 4Z6, Canada.
e-mail: christopher.ma@ucalgary.ca.

Acknowledgments

Alimentiv Inc is an academic gastrointestinal contract research organization
(CRO), operating under the Alimentiv Health Trust. Alimentiv Inc provides
comprehensive clinical trial services, precision medicine offerings, and
centralized imaging solutions for endoscopy, histopathology, and other
imaging modalities. The beneficiaries of the Alimentiv Health Trust are the
employees of the enterprises it holds. Jurij Hanzel, Geert R. D’Haens, Brian
G. Feagan, Christopher Ma, Remo Panaccione, Bruce E. Sands, and Vipul
Jairath are consultants to Alimentiv Inc and have a primary academic
appointment; they do not hold equity positions or shares in Alimentiv Inc.

CRediT Authorship Contributions
Jurij Hanzel, MD, PhD (Data curation: Equal; Writing — original draft: Lead;
Writing — review & editing: Equal)

Virginia Solitano, MD (Data curation: Equal; Writing — review & editing: Equal)

Sudheer Kumar Vuyyuru, DM (Data curation: Equal; Writing — review &
editing: Equal)

Remo Panaccione, MD (Conceptualization: Equal; Data curation: Equal;
Methodology: Equal; Writing — review & editing: Equal)

Bruce E. Sands, MD (Data curation: Equal; Writing — review & editing: Equal)

Laurent Peyrin-Biroulet, MD, PhD (Data curation: Equal; Writing — review &
editing: Equal)

Silvio Danese, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Geert R. D’Haens, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Raja Atreya, MD, PhD (Data curation: Equal; Writing — review & editing: Equal)

Matthieu Allez, MD, PhD (Data curation: Equal; Writing — review & editing:

Equal)

Charles N. Bernstein, MD (Data curation: Equal; Writing — review & editing:
Equal)

Peter Bossuyt, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Brian Bressler, MD, MSc (Data curation: Equal; Writing — review & editing:
Equal)

Robert V. Bryant, MBBS, PhD (Data curation: Equal; Writing — review &
editing: Equal)

Benjamin L. Cohen, MD (Data curation: Equal; Writing — review & editing:
Equal)

Jean-Frederic Colombel, MD (Data curation: Equal; Writing — review &
editing: Equal)

Ferdinando D’Amico, MD (Data curation: Equal; Writing — review & editing:
Equal)

Axel Dignass, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Marla Dubinsky, MD (Data curation: Equal; Writing — review & editing: Equal)

Phillip Fleshner, MD (Data curation: Equal; Writing — review & editing: Equal)

Richard B. Gearry, MD (Data curation: Equal; Writing — review & editing:
Equal)

Stephen B. Hanauer, MD (Data curation: Equal; Writing — review & editing:
Equal)

Corticosteroid Use Consensus for IBD Trials 1293

Ailsa L. Hart, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Maia Kayal, MD (Data curation: Equal; Writing — review & editing: Equal)

Torsten Kucharzik, MD, PhD (Data curation: Equal; Writing - review & editing:
Equal)

Peter L. Lakatos, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Edouard Louis, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Fernando Magro, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Neeraj Narula, MD, MPH (Data curation: Equal; Writing — review & editing:
Equal)

Rupert W. Leong, MBBS, MD, FRACP (Data curation: Equal; Writing — review
& editing: Equal)

Julidan Panés, MD, PhD (Data curation: Equal; Writing - review & editing:
Equal)

Tim Raine, MD, PhD (Data curation: Equal; Writing — review & editing: Equal)

Zhihua Ran, MD (Data curation: Equal; Writing — review & editing: Equal)

Miguel D. Regueiro, MD (Data curation: Equal; Writing — review & editing:
Equal)

Walter Reinisch, MD, PhD (Data curation: Equal; Writing — review & editing:
Equal)

Siddharth Singh, MD, MSc (Data curation: Equal; Writing — review & editing:
Equal)

A. Hillary Steinhart, MD (Data curation: Equal; Writing — review & editing:
Equal)

Simon Travis, DPhil, FRCP (Data curation: Equal; Writing — review & editing:
Equal)

Ryan C. Ungaro, MD, MS (Data curation: Equal; Writing — review & editing:
Equal)

C. Janneke van der Woude, MD, PhD (Data curation: Equal; Writing — review
& editing: Equal)

Takayuki Yamamoto, MD, PhD (Data curation: Equal; Writing — review &
editing: Equal)

Vineet Ahuja, MD (Data curation: Equal; Writing — review & editing: Equal)

David T. Rubin, MD (Data curation: Equal; Writing — review & editing: Equal)

Parambir S. Dulai, MD (Data curation: Equal; Writing — review & editing:
Equal)

Linda J. Cornfield, PhD (Data curation: Equal; Writing - original draft:
Supporting; Writing — review & editing: Equal)

Malcolm Hogan, MSc (Data curation: Equal; Formal analysis: Lead; Writing —
review & editing: Equal)

William J. Sandborn, MD (Data curation: Equal; Writing — review & editing:
Equal)

Brian G. Feagan, MD (Data curation: Equal; Writing - review & editing: Equal)

Vipul Jairath, MD, PhD (Conceptualization: Equal; Data curation: Equal;
Methodology: Equal; Writing — review & editing: Equal)

Christopher Ma, MD, MPH (Conceptualization: Equal; Data curation: Equal;
Methodology: Equal; Writing — original draft: Supporting; Writing — review &
editing: Equal)

Conflicts of interest

These authors disclose the following: Jurij Hanzel has received consulting fees
from Alimentiv Inc. Remo Panaccione reports being a consultant for Alimentiv
Inc (formerly Robarts), and reports advisory boards for Alimentiv Inc. Bruce E.
Sands reports consulting fees from Alimentiv Inc. Laurent Peyrin-Biroulet
reports consulting for Alimentiv Inc. Silvio Danese reports consulting fees
from Alimentiv Inc. Geert R. D’Haens reports advisor fees from Alimentiv Inc.
Brian Bressler reports advisor/speaker for Alimentiv Inc. Julian Panés
received consulting fees/honorarium from Alimentiv Inc, and has served on a
data safety monitoring board for Alimentiv Inc. Linda J. Cornfield and
Malcolm Hogan are employees of Alimentiv Inc. Wiliam J. Sandborn is a
consultant for Alimentiv Inc. Brian Feagan is the Senior Scientific Officer of
Alimentiv Inc. Vipul Jairath has received consulting/advisory board fees from
Alimentiv Inc. Christopher Ma has received consulting and speaker fees from
Alimentiv Inc. The remaining authors disclose no conflicts with Alimentiv Inc.

Data Availability
Data, analytic methods, and study materials will be made available to other
researchers upon reasonable written request.

5
=
g
=
3
g

BOWEL DISEASE



http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31
http://refhub.elsevier.com/S0016-5085(25)00825-X/sref31
https://www.fda.gov/media/158016/download
https://www.fda.gov/media/158016/download
mailto:christopher.ma@ucalgary.ca

	An International Consensus on Appropriate Management of Corticosteroids in Clinical Trials in Inflammatory Bowel Disease
	Methods
	Overview
	Statement Generation
	Panelist Selection
	Delphi Process
	Patient and Public Involvement

	Results
	Panelists and Survey Statements
	Corticosteroid Management During Screening
	Allowable corticosteroid formulations during screening
	Defining the baseline visit
	Corticosteroid dosing during screening

	Corticosteroid Management During Induction
	Corticosteroid tapering during induction
	Managing corticosteroid-dependent and refractory patients in induction

	Corticosteroid Management During Maintenance
	Corticosteroid tapering during maintenance
	Requirement for rescue corticosteroids

	Corticosteroid-Related End Points
	Patient Perspectives

	Discussion
	Conclusion
	Supplementary Material
	References
	Acknowledgments
	CRediT Authorship Contributions


