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The lack of clear definition and classification for “moderate ulcerative colitis (UC)” creates ambiguity regarding the suitability of
step-up versus top-down treatment approaches. In this paper, experts address crucial gaps in assessing and managing moder-
ate UC. The Asia-Pacific, Middle East, and Africa Inflammatory Bowel Disease Coalition comprised 24 experts who convened
to share, discuss and vote electronically on management recommendations for moderate UC. Experts emphasized that the
goal of treating UC is to attain clinical, biomarker, and endoscopic remission using cost-effective strategies such as 5-amino-
salicylates (5-ASAs), well-tolerated therapy that can be optimized to improve outcomes. Experts agreed that 5-ASA therapy
could be optimized by maximizing dosage (4 g/day for induction of remission), combining oral and topical administration, ex-
tending treatment duration beyond 8 weeks, and enhancing patient adherence through personalized counselling and reduced
pill burden. Treatment escalation should ideally be reserved for patients with predictors of aggressive disease or those who do
not respond to 5-ASA optimization. Premature treatment escalation to advanced therapies (including biologics and oral small
molecules) may have long-term health and financial consequences. This paper provides consensus-based expert recommen-
dations and a treatment algorithm, based on current evidence and practices, to assist decision-making in real-world settings.
(Intest Res 2025;23:37-55)
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INTRODUCTION

Ulcerative colitis (UC) is a chronic bowel disease character-
ized by inflammation of the colon and/or rectum,"” and also
by genotypic and phenotypic heterogeneity, which present a
clinical challenge for categorization and subsequent treat-
ment decision-making.”® Existing guidelines offer recommen-
dations for the management of “mild-to-moderate” or “moder-
ate-to-severe” UC."** Mild-to-moderate disease management
begins with conventional therapies such as 5-aminosalicylates
(5-ASAs), with a sequential step-up approach with corticoste-
roids employed if initial therapy fails. Conversely, an early
treatment escalation approach is typically preferred in moder-
ate-to-severe UC, involving advanced therapies (biologics
and/or oral small molecules) for induction of remission, fol-
lowed by the potential for de-escalation to conventional man-
agement after remission is attained."**’

Population-based studies have reported that the majority of
adult patients have mild-to-moderate disease at the time of di-
agnosis and subsequent years.” There is a notable gap in the
categorization of UC activity, as there is heterogeneity in de-
fining what constitutes “mild-to-moderate” UC in clinical tri-
als: Earlier 5-ASA studies aligned with the Truelove and Witts

criteria,"*"!

while relatively recent studies of biologics also take
into consideration endoscopic findings, through use of tools
1 Further-

more, there is a lack of precise clinical practice guidelines con-

such as the Mayo Endoscopic Subscore (MES).

cerning the definition and optimal management of “moderate”
UC as an independent condition, representing a grey area in
the field where the step-up and top-down approaches con-
verge. Consequently, patients with moderate UC may be at
risk of receiving either suboptimal treatment or overtreat-
ment.

Conventional therapies such as 5-ASAs are considered the
gold standard for first-line treatment of mild-to-moderate
UC."*® A meta-analysis has demonstrated that oral prolonged-
release 5-ASA, in particular, is effective for inducing remission
in patients with moderately active UC."” However, 5-ASAs may
be underutilized in moderate UC, owing to an emerging trend
favoring the top-down approach; early initiation of advanced
therapies is driven by the perception that conventional thera-

118 However, there are

pies may not be sufficient in this space.
limited data to support early escalation in UC, and potential
risks should be considered alongside any perceived benefit of
this treatment strategy.'® Before escalating to advanced thera-

pies, physicians must take into account a range of healthcare
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and cost-related considerations, encompassing the identifica-
tion of suitable patients through screenings for latent infec-
tions, conducting baseline laboratory tests and assessments,
verification of up-to-date vaccination status, and the provision
of comprehensive counseling regarding advanced therapies

prior to treatment initiation."*'

Despite these considerations,
early escalation to advanced therapies may not benefit every
patient and may even be unnecessary in some cases."

Of greater concern are the long-term health and financial
consequences of premature treatment escalation beyond
5-ASA. Chronic use (>3 months) of oral corticosteroids have
been shown to elevate the risk of infection among patients
with inflammatory bowel disease (IBD),* limiting the use of
such agents within the Asia-Pacific region where infectious
diseases such as tuberculosis and hepatitis B are endemic and

latent infection is prevalent.*"***’

Accordingly, the health im-
pacts of premature use of antagonists of tumor necrosis factor
a (anti-TNFs) are also a concern. A 5-year observational study
of 2,239 individuals found that anti-TNFs pose significantly
greater risk of severe infection compared with conventional
therapy such as immunosuppressants.”

Patients may also face significant healthcare expenses with
the early and long-term use of advanced therapies, primarily
in the absence of sufficient reimbursement policies or insur-
ance coverage. Expenses may encompass out-of-pocket costs
for advanced therapies, clinic visits, screening tests, and infec-
***" In East Asia, the public health
system typically covers or provides financial assistance for

tion prophylaxis measures.

conventional treatments such as 5-ASAs, corticosteroids, and
immunomodulators, while stringent reimbursement policies
are often in effect for advanced therapies. Consequently, pa-
tients may incur high expenses associated with advanced
therapies.”"*™**

In conjunction with the use of advanced therapies such as
biologics, reactive therapeutic drug monitoring is conditional-
ly recommended to guide treatment changes,” but such mon-
itoring may not be available, financially accessible, or conve-
nient for patients.” Furthermore, the recommended target
trough levels for advanced therapies may vary by study and be
largely based on research conducted on non-Asian popula-
tions. Ethnic variability may impact the pharmacokinetics and
pharmacodynamics of advanced therapies; thus it is neces-
sary to validate the target drug levels through local or regional
clinical trials.”” Furthermore, certain individuals may not re-
spond to biologics and/or small molecules, leading to an early
exhaustion of available treatment choices as the disease ad-
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vances.”' Patients may also eventually experience a loss of re- ment period.” Given these numerous considerations, the de-
sponse to individual biologics, necessitating treatment cision to escalate to advanced therapies is not one that may be
switch™; one study found that 39% of patients receiving vedoli- taken lightly.

zumab experienced loss of response within a 12-month treat-

Table 1. Summary of Recommendations for the Management of Moderate UC

No.

Recommendation and proportion of expert agreement

1
2

10

n

12

13

14

Moderate UC is a unique phenotype of UC and warrants clinical attention (100%).

The lack of timely and accurate risk stratification for patients may lead to consequences such as:
(1) Suboptimal treatment (95%) or a delay in treatment initiation or treatment escalation (89%) if the disease activity is underestimated,;
(2) An increased risk of colectomy or hospitalization due to undertreated disease activity (58%);

(3) The overuse of healthcare resources if the treatment does not adequately address disease activity or if biologics are prematurely
administered (269%);

(4) Reduced treatment adherence if the medication is perceived by patients to be ineffective for controlling symptoms (21%).
Truelove and Witts criteria may be employed for identifying patients with moderate UC (50%).
Ambiguous treatment pathways for moderate UC may lead to:

(1) Early and long-term exposure to adverse effects of advanced therapies (83%);

(2) Early and long-term costs of biologics (72%);

(3) Treatment fatigue for patients (44%);

(4) Early exhaustion of biologics options due to loss of response (33%).

The anticipated timeframe for an initial clinical response to induction treatment with 5-ASAs in patients with moderate UC is between 2 and 4
weeks (78%).

Early age at diagnosis, extensive colitis, and frequent flares requiring steroid treatment or hospitalization are indicators of a more aggressive
form of moderate UC (100%).

Other indicators of a more aggressive form of moderate UC include male gender, being a smoker, concurrent primary sclerosing cholangitis or
other EIMs, and moderate endoscopic activity (56%).

Oral corticosteroids to 5-ASA therapy should not be added to a treatment regimen based solely on the presence of one or more accepted
predictors of aggressive disease, because each predictor may be weighted differently according to their distinct HRs for aggressive disease (67%).

The optimal oral ASA dose for induction of remission in moderate UC is 4 g/day (81%).

Topical administration of > 1 g/day 5-ASA is recommended for inducing remission in patients with distal moderate UC, inclusive of
proctosigmoiditis and proctitis (82%).

The definition of "inadequate response” to 5-ASAs for moderate UC as a failure to attain a reduction >500% in rectal bleeding and stool
frequency (94%).

Risk factors that contribute to "inadequate response” to 5-ASA include:
(1) Frequent symptom flares requiring corticosteroids or hospitalization (89%);
(2) Extensive colitis (67%);
(3) Moderate endoscopic activity (39%);
(4) Young age at diagnosis (33%);
(5) Concurrent PSC or other EIM (179%);
(6) Smoking (11%);
(7) Male gender (6%).

In the absence of a response to 5-ASA therapy, either add-on oral budesonide MMX (9 mg/day) or corticosteroid (> 40 mg/day) should be used as
an escalation strategy for induction of remission in moderate UC before immunomodulators or advanced therapies are considered (72%).

The definition of relapse is recurrence of disease symptoms, including failure to achieve rectal bleeding =0, stool frequency =0 or MES <3 after
12 weeks of treatment, an adaptation of STRIDE-II recommendations (92%).

Twenty-four experts participated in voting.
UC, ulcerative colitis; 5-ASA, 5-aminosalicylates; EIM, extraintestinal manifestation; HR, hazard ratios; MMX, multimatrix; MES, Mayo Endoscopic
Subscore; STRIDE, Selecting Therapeutic Targets in Inflammatory Bowel Disease.
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METHODS

On October 27, 2023, 24 members of the Asia-Pacific, Middle
East, and Africa (APMA) IBD Coalition convened in Taiwan to
address critical issues and ongoing challenges in the manage-
ment of moderate UC in the APMA region. The APMA IBD
Coalition consists of 24 experts from countries/regions such
as Australia, China, Hong Kong, India, Indonesia, Japan, Korea,
Malaysia, the Philippines, Singapore, South Africa, Taiwan,
Thailand, Turkey, and Vietham. The panel discussed and pro-
vided insights on the following objectives: (1) to define and es-
tablish a clinically relevant and practical approach to risk
stratifying and managing moderate UC; (2) to employ a pro-
active approach to treating moderate UC based on region-
specific predictive factors; (3) to review the current moderate
UC management strategies to minimize the burden on both
patients and healthcare; (4) to optimize the utilization of con-
ventional therapies through improved treatment intensifica-
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tion, dosage optimization, and treatment adherence before
considering treatment escalation; and (5) to formulate cost-ef-
fective treatment strategies tailored to the APMA region. The
discussions were followed by electronic live polling to quanti-
fy agreement on clinical approaches for moderate UC classifi-
cation and treatment. The ensuing expert recommendations
are presented herein and summarized in Table 1.

EXPERT RECOMMENDATIONS

1. Assessing Moderate UC

The APMA IBD Coalition members reached a unanimous
consensus (100%) that moderate UC is a unique phenotype of
UC and warrants clinical attention. A proportion of the coali-
tion further indicated that the lack of timely and accurate risk
stratification for patients may lead to consequences such as
(1) suboptimal treatment (95%) or a delay in treatment initia-
tion or treatment escalation (89%) if the disease activity is un-

Table 2. Comparison of Tools for UC Classification or Disease-Activity Assessment

Truelove and Witts*"* SCCAPP***

MCS/MES®***’ PGA®** UCEIS***

Variables = Frequency of bowel = Number of stools
movements (day and night)
= Rectal bleeding = Urgency of defecation
= Fever = Blood in stool
= Tachycardia = General well-being
= Anemia = Extracolonic features
= ESR
= CRP
Score range: 0-19
Definition of <6 bloody stool frequency  3-11 points®
mild-to-moderate per day, no fever
uc (temperature <37.8°C),
no tachycardia (pulse
<90 beats/min), no severe
anemia (Hb >10.5 g/dL),
ESR <30 mm/hr, and CRP
<30 mg/dL*
Definition of 4 10 6 bloody stool 6-11 points™

moderate UC frequency/day, no fever
(temperature <37.8°C),
no tachycardia (pulse
<90 beats/min), no severe
anemia (Hb >10.5 g/dL),
low ESR (<30 mm/hr),

and CRP <30 mg/dL*

Score range: 0-12

= Stool frequency

= Rectal bleeding

= Sigmoidoscopy
(assessed by contact
friability test)

Endoscopic findings:

= Vascular pattern

= Extent of bleeding

= Presence of erosions
or ulcers

= Stool frequency

= Rectal bleeding

= Findings of flexible
proctosigmoidoscopy

= Physician's global
assessment

Scale range: 0-3 Scale range: 0-8

MCS 3-10, rectal 1-2 points®®* 2-6 points”
bleeding subscore
> 1, and MES score
> 235

MCS score 6-10 2 points, with a 5-6 points”

score of > 1 point

in both the stool
frequency and rectal
bleeding clinical
assessments and a
score of >2 points
in the sigmoidoscopy
assessment with a
positive friability
assessment™**

points™

UC, ulcerative colitis; SCCAI, Simple Clinical Colitis Activity Index; MCS, Mayo Clinic Score; MES, Mayo Endoscopic Subscore; PGA, Physician's Global
Assessment; UCEIS, Ulcerative Colitis Endoscopic Index of Severity; ESR, erythrocyte sedimentation rate; CRP, C-reactive protein; Hb, hemoglobin.
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derestimated; (2) an increased risk of colectomy or hospital-
ization due to undertreated disease activity (58%); (3) the
overuse of healthcare resources if the treatment does not ade-
quately address disease activity or if biologics are prematurely
administered (26%); and (4) reduced treatment adherence if
the medication is perceived by patients to be ineffective for
controlling symptoms (21%). The heterogeneity in clinical
presentations between patients presents a key barrier to es-
tablishing a precise definition for moderate UC. It is impera-
tive to establish a clear definition and set of criteria for assess-
ing moderate UC, to ensure timely selection and optimization
of appropriate treatment strategies.

UC is currently assessed by a range of measures, including
clinical symptoms, laboratory studies, and endoscopic assess-
ment. Some of the most commonly used tools in UC include
the Truelove and Witts criteria,"*"" Simple Clinical Colitis Ac-
tivity Index (SCCAI),”** the Mayo Clinic Score and its modifi-
cation,”” the Physician’s Global Assessment,*" the Ulcerative
Colitis Endoscopic Index of Severity (UCEIS) (Table 2)."*"

Half of the expert panel (50%) indicated that they employed
the Truelove and Witts criteria for identifying patients with
moderate UC, while the other experts stated that these criteria
may be overly restrictive, considering case heterogeneity, and
are currently lacking validation. Additionally, patients must
undergo blood tests, assessing C-reactive protein, erythrocyte
sedimentation rate and hemoglobin, to determine whether
they fulfill the Truelove and Witts criteria for moderate UC."**
The Truelove and Witts criteria are considered more useful for
diagnosing acute severe UC than moderate UC, and in the
hospitalization setting. Comparatively, the SCCAI could cap-
ture nuanced aspects of the disease state, e.g, by considering
urgency and nocturnal bowel movements,” while some coun-
tries require MES information for treatment reimbursement.
However, for SCCAI and Mayo scores, there may be interob-
server variations for physician’s assessment.”

Currently, there is no single tool that has been universally
acknowledged and adopted as the “standard” index for classi-
fying moderate UC.”"**** However, evaluating the clinical
manifestation of UC is of utmost importance, encompassing
factors such as stool frequency and volume, urgency, bleed-
ing, nocturnal symptoms, body mass index, and weight loss,
as well as the subjective experiences reported by patients.
Furthermore, it is imperative to consider individual patient
variables, such as the reduced hemoglobin levels in females
who are menstruating. There remains a need for a well-ac-
cepted, uniform, validated, simple and practical clinical index

www.irjournal.org
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that considers clinical presentation, patient-reported symp-
toms, and objective/laboratory criteria.

2. Treatment of Moderate UC: Challenges and Unmet
Needs

The APMA IBD Coalition outlined key challenges to the ap-
propriate treatment of moderate UC, including a lack of clear
treatment recommendations leading to delayed intervention,
particularly among gastroenterologists with limited exposure
to UC in practice. In the APMA region, variations in treatment
accessibility, affordability, reimbursement policies, and eligi-
bility criteria hinder a universal approach to moderate UC.*"*
The panel indicated that ambiguous treatment pathways for
moderate UC may lead to (1) early and long-term exposure to

20,21,26,47,

adverse effects of advanced therapies (83%) ; (2) early
and long-term costs of biologics (72%)**’; (3) treatment fa-
tigue for patients (44%)"; and (4) early exhaustion of biologics
options due to loss of response (33%), as described earlier.”*”
The experts emphasized the need to establish a treatment
pathway for moderate UC that provides clear guidance on (1)
the selection of induction treatment, including dosage and
duration, and administration route based on the location and
extent of disease; (2) risk stratifying strategies to identify the
need to escalate therapy; and (3) de-escalation strategies
upon achievement of remission. However, such treatment
guidelines must also account for patient heterogeneity in
terms of treatment history, clinical presentation, disease pro-

gr ession and treatment response.

1) Treatment Goals in Moderate UC

Establishing clear treatment goals is essential for tailoring in-
terventions to the specific needs of individuals with moderate
UC. These goals aid in timely decision-making for when to es-
calate or de-escalate interventions and further aid in determin-
ing optimal therapy duration. The International Organization
for the Study of Inflammatory Bowel Diseases implemented
the Selecting Therapeutic Targets in Inflammatory Bowel Dis-
ease (STRIDE)-II initiative, which incorporated a treat-to-tar-
get approach. The STRIDE-II algorithm indicates that the key
short-, medium, and long-term targets for UC treatment in
adults include, respectively, (1) achieving a clinical response
(decrease of at least 50% in patient-reported outcome 2 [PRO2;
rectal bleeding and stool frequency]); (2) clinical remission
(PRO2 [rectal bleeding=0 and stool frequency=0] or partial
Mayo [<3 and no individual item score >1]) or normalizing
both C-reactive protein to values under the upper limit of nor-
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Table 3. Treatment Targets for Moderate Ulcerative Colitis as Recommended by the APMA IBD Coalition

Short term (2-8 weeks)

Medium term (8-12 weeks)

Long term (> 12 weeks)

= Clinical response® within 2 weeks = Normalizing CRP

= Clinical remission within 4-8 weeks = Reduction in FC

= Improvement in quality of life

= Endoscopic remission

= Histologic remission

= Resolution of disability

= Normalization of growth velocity in pediatrics

= Avoidance of long-term corticosteroids, colorectal
cancer development and proctocolectomy

*Assessed through a combination of clinical symptoms+improvement in CRP levels and/or ultrasound response.
APMA IBD Coalition, Asia-Pacific, Middle East, and Africa Inflammatory Bowel Disease Coalition; CRP, C-reactive protein; FC, fecal calprotectin.

mal and fecal calprotectin to 100-250 pg/g and (3) endoscop-
ic remission (either an MES of 0 points or UCEIS <1 point).”
Aligned with the STRIDE-II recommendations, the APMA IBD
Coalition members indicated their preferred and specific
treatment targets for moderate UC and the expected time to
achieve these short-, medium-, and long-term goals, as out-
lined in Table 3. The anticipated timeframe for an initial clinical
response to induction treatment with 5-ASAs in patients with
moderate UC is reported to be between 2 and 4 weeks, as re-
ported by 78% of the experts.

There are numerous benefits to setting and achieving treat-
ment goals. For example, patients who attain mucosal healing
exhibit (1) lower rates of clinical relapse (18% with MES 0 vs.
30% with MES 1: odds ratio [OR], 0.42; 95% confidence inter-
val [CI], 0.29-0.62; P<0.00001)"; (2) reduced hospitalization
risk (OR, 0.23; 95% CI, 0.04-1.35; P=0.10)"; (3) higher health-
related quality of life (HRQoL) (P<0.001)>"%; (4) fewer surger-
ies (relative risk [RR], 0.28; 95% CI, 0.17-0.46; P<0.001)>; and
(5) higher rates of corticosteroid-free remission (RR, 2.07; 95%
CI, 1.27-3.36; P=0.003).” Achieving histological remission is
associated with increased odds of relapse-free survival,™ a
predicted decrease in corticosteroid usage, and a lower occur-
rence of acute severe colitis requiring hospitalization, com-
pared with even endoscopic remission.” Overall, individuals
with UC who succeed in achieving remission demonstrate
less risk of hospitalization and surgery, as well as a lower asso-
ciated direct healthcare resource utilization cost than those
with active disease.” On the other hand, suboptimal treat-
ment or overtreatment in UC management imposes a sub-
stantial economic burden. Individuals with active UC may ex-
hibit impaired work productivity and activity compared with
those in clinical remission.”” The APMA IBD Coalition con-
cluded that, ultimately, the goal of treating UC is to attain clini-

42

cal, biomarker, and endoscopic remission using cost-effective
strategies.

2) 5-ASA Safety and Efficacy for Mild-to-Moderate UC
International and regional guidelines recommend 5-ASAs for
first-line therapy for mild-to-moderate UC."****® Accordingly,
up to 88%-97% of patients with UC receive 5-ASAs within 1
year of diagnosis in practice.”* Major guidelines recommend
the use of an oral 5-ASA at >2 g/day for induction and mainte-
nance of remission in UC patients with mild-to-moderate
UC."*® A combination of oral 5-ASA and topical (rectal) 5-ASA
is recommended for those who have suboptimal response to
one form alone, and for patients with left or extensive UC."**
The etficacy of 5-ASA for the induction and maintenance of
remission in mild-to-moderate UC has been evaluated in mul-
tiple trials.”’ A meta-analysis of UC randomized controlled tri-
als (RCTs) reported that 5-ASA generally outperformed corti-
costeroids in inducing histologic remission,” while another
meta-analysis demonstrated that 2-12 weeks of treatment with
5-ASA resulted in mucosal healing in approximately 50% of pa-
tients with UC.* Mucosal healing rates were reported as high
as 56% and 50% after induction with topical or oral 5-ASAs, re-

" With 12 months of maintenance therapy, the rate

spectively.
of mucosal healing was reported to be 85.4% and 81.4%, re-
spectively, in patients who received prolonged-release 5-ASA
at doses of 2 g once daily or 1 g twice daily.”” A systematic re-
view of 11 RCTs reported that predictors for good response to
5-ASA and budesonide include mild or moderate disease activ-
ity, no extraintestinal manifestation (EIM), previous treatment
with corticosteroids, shorter disease duration (<5 years), and
distal disease.”

The safety profile of 5-ASA is well-established."**" Although

the administration of 5-ASA agents has been occasionally as-
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sociated with adverse effects such as headache, nausea, and
nasopharyngitis, symptomatic management may suffice, and
discontinuation of 5-ASA is not required in every instance.”

3) Treatment of Moderate UC: Predictors of Aggressive

Disease for Early Escalation
Physicians must consider an accelerated step-up treatment
approach for patients who exhibit key predictors of aggressive
disease that may not be adequately controlled with a standard
5-ASA regimen. The significance of predicting treatment re-
sponse is being increasingly recognized in the context of per-
sonalized and preventive healthcare, underscoring the shift
from a reactive to a proactive approach.

The first step involves the identification of patients with
moderate UC who would benefit from an early escalation
strategy owing to disease factors or risk of poor treatment out-
comes."” Le Berre et al.” proposed various factors that could
serve as predictors for aggressive disease potentially requiring
the implementation of advanced therapeutic intervention;
these include an early age of diagnosis, male gender, extensive
colitis, frequent flares requiring the use of corticosteroids or
hospitalization, being a smoker, concurrent primary sclerosing
cholangitis (PSC) or other EIMs, and exhibiting moderate en-
doscopic activity.” However, in the discussion regarding these
criteria, only 56% of the APMA IBD Coalition accepted all
aforementioned predictors of aggressive disease. The panel
agreed that early age at diagnosis, extensive colitis, and fre-
quent flares requiring steroid treatment or hospitalization are
accepted indicators of a more aggressive form of the disease.
Owing to lack of clinical evidence, the experts were less con-
vinced of the predictive value of other factors.

Overall, 67% of the experts indicated they would not add
oral corticosteroids to 5-ASA therapy based solely on the pres-
ence of one or more accepted predictors of aggressive disease,
because each predictor may be weighted differently accord-
ing to their distinct hazard ratios (HRs) for aggressive disease.
However, should a treating physician be convinced of the
presence of aggressive disease based on specific indicators
(i.e, young age at UC diagnosis, extensive colitis, and frequent
flares requiring steroid treatment or hospitalization), experts
recommend that oral corticosteroids at 30-40 mg/day be
added alongside the oral 5-ASA regimen for induction of re-
mission of moderate UC. If the disease is refractory to oral
corticosteroids, then immunomodulators such as thiopurine
or advanced therapies such as anti-TNE anti-integrin, anti-in-
terleukin 12/23, Janus kinase inhibitor, or sphingosine-1 phos-

www.irjournal.org

https://doi.org/10.5217/ir.2024.00089 « Intest Res 2025;23(1):37-55

phate receptor modulator should be considered as second-

line treatment."”

3. Treatment of Moderate UC: Optimization of 5-ASA
for Patients with Moderate UC

Current guidelines recommend conventional 5-ASAs as in-

duction therapy for remission in patients with mild-to-moder-

ate UG, followed by advanced therapies if conventional thera-

1,2,59,60 . .
22 Before a treatment is consid-

pies are no longer effective.
ered “ineffective,” the physician should first ensure that the
treatment has been correctly and fully utilized at the maxi-
mum dose and optimum duration."” Ultimately, these mea-
sures to improve the utilization of conventional medicines for
moderate UC may effectively conserve the use of advanced
therapies for patients experiencing severe UC.'"*

The optimization of 5-ASA therapy can be achieved by im-
plementing measures suggested by the APMA IBD Coalition,
which have been modified based on strategies proposed in

' maximizing 5-ASA dosage, incorporat-

previous literature
ing topical therapy, enhancing patient adherence through ed-
ucation and by streamlining the dosing strategy and delivery,

and prolonging treatment duration.

1) Maximizing the 5-ASA Dose

For patients with moderate UC, a high/optimized-dose 5-ASA
should be considered as the first-line option for induction of
remission.” The definition of “high-dose” 5-ASA may differ
based on product, but it is generally defined as >3 g/day. A
systematic review and meta-analysis of 40 RCTs revealed that
oral 5-ASA at >3.3 g/day was significantly more effective than
lower doses at inducing remission.”' However, real-world data
indicate that up to 37% of patients with UC were taking 5-ASA
doses of <2.4 g daily before they were switched to an immu-
nosuppressive drug’’; suggesting that dose maximization is
not sufficiently or uniformly practiced among clinics.

In total, 81% of the experts agreed that 4 g/day is the optimal
oral dose for remission induction in moderate UC. This state-
ment was supported by a multicenter, randomized, double-
blind, parallel-group clinical trial, which found that 4 g/day
5-ASA significantly outperformed 2.25 g/day in improving the
UC-disease activity index (DAI) score in moderately active
UC, while the 2 doses exhibited comparable safety profiles.”
In the IMPACT study, patients with mild-to-moderate UC re-
ceiving higher induction doses of oral prolonged-release
5-ASAs (>4 g/day) had a significantly lower risk of recurrence
than those who received a lower induction dose of 2 to <4 g/
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day (26.6% vs. 62.5%, P=0.04)." Similarly, the real-world
Quartz study demonstrated that 4 g/day prolonged-release
5-ASA treatment in patients with mild-to-moderate ulcerative
proctitis and proctosigmoiditis, used alone or in combination
with a rectal formulation, led to significant improvement in
patient HRQoL, which was found to be proportionally related
to disease activity.” In a study evaluating the effects of an
8-week treatment regimen of 4 g/day once-daily 5-ASA in pa-
tients with mild-to-moderate UC, it was observed that 52.1% of
the participants achieved endoscopic remission, 92.0% report-
ed enhancements in their UC-DAI score, and 87.5% attained
mucosal healing. The median duration to remission was deter-
mined to be 26 days.”

An oral 5-ASA dose higher than 4 g/day may not be re-
quired. Bayesian meta-analysis data have shown that 4 g/day
oral prolonged-release 5-ASA is as effective as 4.8 g/day multi-
matrix (MMX) 5-ASA for inducing clinical and endoscopic re-
mission in 8 weeks in patients with moderately active UC.
Similarly, in terms of achieving composite remission in 8
weeks, a second analysis comparing oral prolonged-release
5-ASA at 4 g/day and Eudragit S-coated 5-ASA at 4.8 g/day
found no significant difference between the treatments." It
should be noted that commercially available 5-ASAs differ in
their formulations, release mechanisms, and targeted regions
within the gastrointestinal tract. Understanding these distinc-
tions is critical for tailoring IBD treatment to the specific needs
of individual patients.

The majority (82%) of the APMA IBD Coalition agreed that
topical administration of >1 g/day 5-ASA is recommended for
inducing remission in patients with distal moderate UC, inclu-
sive of proctosigmoiditis and proctitis. This statement aligns
with current guidelines, which strongly recommend 1 g 5-ASA
suppositories as first-line treatment for mild-to-moderate proc-
titis, owing to the higher mucosal concentrations achieved with
topical administration versus oral administration of 5-ASA."*"
The APMA IBD Coalition recommends that a topical dose be
individualized based on patient symptoms, patient tolerability,
desired outcomes, and response. Some patients may benefit
from a higher dose than 1 g/day, while others may require
more than one form of topical treatment depending on the
location of UC lesions, e.g,, a combination of enema and sup-
pository may be necessary to achieve optimal therapeutic
outcomes. Patients with proctitis who are not responding ade-
quately to suppositories may benefit from the early addition of
oral 5-ASA,” such as prolonged-release 5-ASAs that can pro-
vide extensive coverage of actively inflamed colonic mucosa.”
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2) Using Topical Therapy in Combination with Oral 5-ASA
A decision tree analysis assessing 10,000 recently diagnosed
patients with mild to moderately active UC throughout induc-
tion and 1 year of maintenance therapy revealed that optimiz-
ing 5-ASA treatment, via a combination of oral and rectal
5-ASA regimen and maximizing the dose, offers both cost-ef-
fective and clinical advantages, supporting broader integration
of optimization into clinical settings." However, topical treat-
ments may be underutilized in UC.”

Evidence indicates that for patients who are not adequately
responding to induction with oral 5-ASA alone, adding topical
5-ASA can substantially improve remission rates in active
UC."*%1™ A systematic review of 48 RCTs showed that in pa-
tients with mildly to moderately active left-sided or extensive
UC, combined oral and topical 5-ASA therapy and high-dose
5-ASA (>3 g/day) are superior to standard-dose oral 5-ASA
(2-3 g/day) for induction of clinical and endoscopic remis-
sion.”” Additionally, the PINCE study showed that 8 weeks of
oral 5-ASA 4 g/day plus 4 weeks of 1 g/day 5-ASA enema led to
a higher rate of remission than oral 5-ASA combined with pla-
cebo enema in patients with extensive mildly to moderately
active UC (64% vs. 43%, P=0.030)." The combination of a
5-ASA enema with oral prolonged-release 5-ASA 4 g once dai-
ly for 8 weeks has been found to be well tolerated and effective
for inducing clinical and endoscopic remission in patients
with mildly to moderately active UC.”

An alternative to a topical 5-ASA are add-on topical cortico-
steroids, which may be better tolerated by some patients. How-
ever, a meta-analysis of 18 studies showed that topical 5-ASA
may induce higher rates of remission than topical corticoste-
roids in patients with ulcerative proctitis.” Indeed, guidelines
suggest that rectal corticosteroids be reserved for patients with
proctosigmoiditis or proctitis who are intolerant of, or refracto-

1,58

1y to, topical 5-ASA.

3) Extending Treatment Duration

Although clinical response is typically assessed 2 weeks after
initiation of an induction regimen, not all patients may exhibit
a complete response within the timeframe. The APMA IBD
Coalition recommends that if a patient displays some level of
improvement during induction, the 5-ASA regimen could be
continued beyond 8 weeks until the desired outcomes are at-
tained. According to the expert panel, patients can be main-
tained indefinitely on 5-ASAs if they continue to respond well
to the treatment. In a multicenter retrospective study includ-
ing patients receiving induction therapy with 4.0 g/day 5-ASA,
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prolonged treatment (> 105 days) was shown to lead to a low-
er relapse rate (29.8%) than short-term treatment (48.3%)
(P<0.05).” Another study including patients with mild-to-
moderate UC who received oral prolonged-release 5-ASA
found that extended duration of treatment was significantly
correlated with a decreased risk of recurrence (>6 months vs.
3-6 months: HR, 0.19; 95% CI, 0.08-0.46; P<0.05). This was
particularly relevant for individuals administered with high-
dose (>4 g/day) 5-ASA (HR, 0.15; 95% CI, 0.06-0.40) com-
pared with those who received 2 to <4 g/day (HR, 0.26; 95%
CL0.01-11.9)."

In patients with UC who demonstrate a high level of adher-
ence to the prescribed medication, exhibit mild clinical pro-
gression of the disease, possess low levels of fecal calprotectin,
and/or achieve complete healing of the mucosal lining, it may
be appropriate to reduce the maintenance dose of 5-ASA.***
However, the APMA IBD Coalition stressed that patients with
moderate UC should not be de-escalated from 5-ASA com-
pletely, in order to maintain disease control.

4) Improving Patient Adherence

Previous studies have shown that patient adherence to treat-
ment is poor, from as little as 19% to a maximum of 60% adher-
ence.”™ There are many potential reasons for non-adherence
to UC treatment, including a high pill burden or frequency of
administration, financial constraints, disease denial, low levels
of education, concerns about drug-food interactions, forgetful-
ness, unclear medication regimens, no perceived effect of med-
ication, patient-led treatment cessation if symptoms resolve,
and non-availability of medication.””** Non-adherence was
shown to be associated with approximately 5 times increased

%' while adherence to medication is

risk of disease recurrence,
linked to a decrease in disability related to IBD.” Thus, optimiz-
ing adherence to 5-ASA is a critical goal in clinical practice.

Adherence could be improved by reducing pill burden and
frequency (from twice daily to once daily) or switching to oral
formulations other than tablets (e.g, granules).”** Additional-
ly, treatment acceptability may be improved by selecting a
5-ASA option that has been demonstrated to have fewer food-
drug interactions and is therefore not considerably impacted
by mealtimes.™

An RCT conducted in patients with quiescent UC showed
that those who received prolonged-release oral 5-ASA 2 g once
daily had improved remission rates, acceptability, and self-re-
ported adherence to therapy than those who received oral
5-ASA 1 g twice daily. At year 1, the study found that 70.9% of
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patients who received a daily dose of 2 g 5-ASA maintained re-
mission, while only 58.9% of patients who received a twice-dai-
ly dose of 1 g 5-ASA achieved the same outcome (P=0.024).”
Furthermore, the PODIUM trial showed that prolonged-re-
lease 5-ASA at once-daily 2 g is similarly effective to the stan-
dard twice-daily 5-ASA at 1 g/day for the maintenance of re-
mission in mild-to-moderate disease among patients with left-
sided UC.* According to a cost-utility analysis performed
from the perspective of the UK National Health Service, ad-
ministering 2 g 5-ASA once daily to maintain remission of UC
was more cost-effective than administering 1 g twice daily.”

A multifaceted approach is needed to encourage patient
adherence, involving professional support, education, and a
clear explanation/rationale for treatment optimization, cou-
pled with encouragement and an ongoing patient-centric dia-
logue during consultations. In childbearing-aged women,
dedicated IBD education is associated with increased medi-
cation adherence and improvement in pregnancy-specific
knowledge.””

Experts agreed that pharmacists, IBD nurses, and clinical
research staff play an important role in ensuring patient ad-
herence to therapy. Clinic nurses in particular are crucial for
educating patients about the pathophysiology of UC, the treat-
ment plan, and the importance of adherence for disease con-
trol; they may also assist in ongoing monitoring to ensure opti-
mal patient adherence. Responsibility for implementing ad-
herence strategies may also be assumed by gastroenterolo-
gists when clinic nurses are unavailable.

Patient empowerment and technological advances may aid
in improving adherence. Implementing accessible tools, such
as a visual analog scale or web-based adherence question-
naires to be completed before consultation, can enhance the
monitoring of adherence to treatment plans in patients with
UC."""* With patient consent, automated or personalized
communication via messaging platforms can also serve as re-
minders to maintain adherence to medication in the time be-
tween consultations. Medication non-adherence among indi-
viduals with IBD can be addressed with a single personalized
counseling session conducted by an IBD pharmacist, the posi-
tive impact of which was shown to be sustained for a duration
of 2 years, attributed to the improvement in medication ac-
ceptance.'”

5) Switching 5-ASAs

The experts agreed that switching between 5-ASA therapy for-
mulations (e.g, from tablets to granules) can help improve ad-
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herence, as discussed earlier. A study conducted in Japan, in-
volving patients who initiated treatment with 5-ASA tablets
and switched to 5-ASA granules, revealed that those who
maintained treatment with 5-ASA granules exhibited a nota-
ble greater adherence (97.3%) than those who switched back
to tablets (88.6%).""" A second study highlighted that 5-ASA
tablet was less acceptable to patients than a controlled-release
formulation of 5-ASA in granule form (acceptability was 33%
for the tablet vs. 76% for the granules, P=0.0005), and that the
granule form may be marginally more suitable for long-term
medication owing to numerically greater patient adherence
(adherence rates were 91% for the tablet vs. 94% for the gran-
ules, P=0.139).'”

The experts stated that switching between 5-ASA tablet for-
mulations alone is generally not successful, except in rare cas-
es where the patient has an adverse reaction to non-active in-
gredients such as stabilizers or coatings. However, it is more
likely that such patients will not tolerate 5-ASA in any other
formulation. “5-ASA intolerance” is characterized by exacerba-

tion of diarrhea, fever and abdominal pain.'”

The majority of
literature pertaining to 5-ASA intolerance or “allergy” origi-
nates from Japan, with one study revealing that the condition
may have a genetic component.'” In other countries in the
Asia-Pacific region, prevalence and potential causative factors
are currently not well-documented. Rather than 5-ASA switch-
ing, guidelines recommend that 5-ASA intolerance be ad-
dressed through treatment escalation to thiopurines or ad-

vanced therapies.”

4. Treatment Escalation Beyond 5-ASA for Patients
with Moderate UC

When all available options for optimizing 5-ASA treatment
have been exhausted, escalating to immunomodulatory agents
and/or advanced therapies may be considered,"" in alignment
with guidelines that recommend escalation for patients with
moderate-to-severe UC with inadequate response or intoler-
ance to conventional therapy.” As per the STRIDE-II consen-
sus recommendations, 94% of the APMA IBD Coalition would
define “inadequate response” to 5-ASAs for moderate UC as a
failure to attain a reduction >50% in rectal bleeding and stool
frequency.” Risk factors that were identified to contribute to
“inadequate response” to 5-ASA include (1) frequent symptom
flares requiring corticosteroids or hospitalization (89%); (2) ex-
tensive colitis (67%); (3) moderate endoscopic activity (39%);
(4) young age at diagnosis (33%); (5) concurrent PSC or other
EIM (17%); (6) smoking (11%); and (7) male gender (6%).
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The majority (72%) of experts in the APMA IBD Coalition
agreed that in the absence of a response to 5-ASA therapy, ei-
ther add-on oral budesonide MMX (9 mg/day) or corticoste-
roid (=40 mg/day) should be used as an escalation strategy for
induction of remission in moderate UC before immunomodu-
lators or advanced therapies are considered."” Budesonide
MMX exhibits a favorable risk-benefit profile compared with
oral corticosteroids in adult patients with IBD."”""* The MMX
formulation utilizes an outer coating that dissolves at pH >7.0,
allowing the orally-administered drug to traverse and be dis-
tributed uniformly throughout the length of the colon.'”'"
Budesonide is subject to extensive first-pass hepatic metabo-
lism (>90%), demonstrated to result in low systemic bioavail-
ability."*'"” Consequently, budesonide MMX serves as a valu-
able tool to prevent overexposure to the systemic risks posed
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by oral corticosteroids. ™ Given the high burden of infectious

disease in the Asia-Pacific region described earlier,* this is a
critical consideration in treatment decision-making.

Treatment escalation is also warranted in the event of re-
lapse of moderate UC. As agreed by 92% of the experts, relapse
is defined as recurrence of disease symptoms, including fail-
ure to achieve rectal bleeding=0, stool frequency =0 or MES
<3 after 12 weeks of treatment, an adaptation of STRIDE-II
recommendations.” The clinical response to relapse should
be assessed by taking into account critical factors such as the
patient’s treatment history, the number of relapses in the pre-
vious year, and any recent stressful or traumatic life events.
Such details may have a significant effect on decision-making;
as such, robust history-taking is essential. For example, a re-
lapse following an extended period of successful remission on
5-ASA might be precipitated by a singular stressful life event
that may be self-limiting and therefore does not necessitate
treatment escalation.

If the decision is made to escalate treatment for moderate
UC, there may be benefit in continuing the 5-ASA treatment
regimen as concomitant treatment, if tolerated by the patient,
for the following reasons: (1) to assist in the management of
symptoms, particularly those associated with distal inflamma-
tion, until patients demonstrate a response to advanced thera-
py; (2) to provide chemopreventive effects in patients with
PSC, prior colorectal dysplasia, extensive and long-standing
disease, or a family history of colorectal cancer occurring at a
young age'"""%; (3) to accommodate patient preference (no-
cebo effect); or (4) for reimbursement (e.g, in Taiwan, reim-
bursement for biologics is limited to 1 year; consequently, phy-
sicians may opt to maintain 5-ASA therapy to facilitate subse-
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Fig. 1. Proposed treatment algorithm for patients with moderate ulcerative colitis (UC). *According to modified Truelove and Witts crite-
ria: 4-6 bowel movements/day, temperature <37.8°C, pulse <90 beats/min, hemoglobin >10.5 g/dL, and C-reactive protein <30 mg/L.
Additional assessments to measure disease activity may take into account clinical presentation, patient-reported symptoms, and objec-
tive/laboratory criteria. In the absence of a validated definition for moderate UC, classification of moderate UC is subject to physicians'
preferences and judgement; "The weightage for each predictor varies, and management strategies are determined at the physician's dis-
cretion; “Rectal 5-aminosalicylate (5-ASA) at a dose of >1 g/day at induction is recommended for patients with distal UC, specifically
those with proctosigmoiditis or proctitis; “If 5-ASA dose has been maximized to > 4 g/day, and topical 5-ASA therapy has been added and
similarly optimized (e.g., > 1 g/day rectal 5-ASA), also optimize patient adherence, extend treatment duration, and switch 5-ASA formula-
tion"”; “Budesonide multimatrix (MMX) can be considered before systemic corticosteroids. In some areas, beclomethasone dipropionate is
being used instead of budesonide MMX; ‘Early escalation to immunomodulators such as thiopurine may be required for patients who are
intolerant of 5-ASA or with specific strong predictors of aggressive disease; “For patients with predictors of aggressive disease, consider
adding 30-40 mg/day oral corticosteroids to 5-ASA. For patients with an inadequate response to 5-ASA therapy, an add-on dose of >40
mg/day oral corticosteroids could be considered: "Inadequate response: failure to achieve >50% decrease in rectal bleeding and stool fre-
quency, per an adaptation of STRIDE-II consensus recommendations®; 'Relapse: failure to achieve rectal bleeding =0, stool frequency =0,
or Mayo Endoscopic Subscore <3, per an adaptation of STRIDE-II consensus recommendations*; 'For maintenance therapy in moderate
endoscopic activity: after tapering corticosteroids, an immunomodulator such as thiopurine should be considered in addition to 5-ASA;
“For corticosteroid-dependent patients: 5-ASA (particularly topical) can be continued for symptom control until onset of action of treat-
ment, for chemoprotective effects, to meet reimbursement criteria, to control disease activity after de-escalation/treatment holiday, or if
patient prefers. IV, intravenous; STRIDE, Selecting Therapeutic Targets in Inflammatory Bowel Disease. Adapted from Le Berre C, et al. Ex-
pert Opin Biol Ther 2020;20:363-378, with permission from Taylor & Francis.”
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quent de-escalation from advanced therapeutic approaches).
It should be noted that discontinuation of 5-ASA therapy has
not been shown to elevate risk of adverse events in patients
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who are initiating anti-TNF therapy.

5. Moderate UC Treatment Algorithm

A proposed treatment algorithm for moderate UC is present-
ed in Fig. 1, which takes into account current practices and
recommendations of the APMA IBD Coalition.

LIMITATIONS OF THE STUDY

We acknowledge the inherent limitations associated with the
methodology employed in this study. The selection of experts
could be influenced by their specific areas of expertise and the
resources at their disposal. Also, there is no formal assessment
of expert consensus, such as the utilization of the Delphi
method or the establishment of a predetermined threshold to
ascertain agreement with each recommendation. Neverthe-
less, potential recommendations which received vocal dis-
agreement during the meeting were not developed further for
inclusion in this article. It is imperative to acknowledge that
the deliberations conducted during the meeting and the sub-
sequent suggestions put forth have a firm foundation within
current evidence. To foster substantive discussion, a proficient
moderator facilitated the sessions, encouraging active partici-
pation and open dialogue among all participants with exper-
tise in the subject matter. While acknowledging the potential
benefits of utilizing quantitative metrics to assess agreement,
we contend that the qualitative methodology employed holds
promise in generating valuable expert recommendations for
the wider medical community.

SUMMARY OF INSIGHTS AND FUTURE
PERSPECTIVES

Moderate UC represents a distinct phenotype that necessitates
clinical attention. Existing guidelines lack a consistent defini-
tion and comprehensive recommendations for moderate UC
treatment, which may contribute to indiscriminate and prema-
ture escalation to advanced therapies, which may have adverse
consequences for the patient. This article may guide the identi-
fication of patients with moderate UC and treatment by way of
a simplified treatment algorithm, emphasizing the importance
of timely and accurate risk stratification in order to devise ap-
propriate treatment strategies. The Truelove and Witts criteria,
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along with other tools and biomarkers for measuring disease
activity, can be used to identify patients who have moderate
UC, in the absence of universally accepted criteria.

5-ASA remains a first-line treatment for patients with mod-
erate UC. In patients with moderate UC who do not exhibit
predictors of aggressive disease, 5-ASA treatment can be opti-
mized through careful selection of an appropriate product for-
mulation (e.g, prolonged-release formulations, granule form),
the use of an effective optimized dose (4 g/day), and the im-
plementation of a once-daily regimen, while educational and
behavioral interventions may be utilized to enhance patient
adherence. 5-ASA treatment should be maintained for as long
as the patient responds to the treatment. Patients with inade-
quate response to the induction regimen despite optimization
may benefit from add-on oral corticosteroids or budesonide
MMX prior to escalation to immunomodulators or advanced
therapies.

It is hoped that addressing the unique challenges and com-
plexities associated with moderate UC management will con-
tribute to the development of tailored therapeutic strategies
that align with individual patient needs and preferences, ulti-
mately enhancing the delivery of high-quality care of patients
with moderate UC in diverse real-world clinical settings.
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