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Mild IBD
Outline

* How common is mild IBD?

» What do existing guidelines say about management of mild
IBD?

Mild IBD

What is Mild IBD?

« Defined variably, depending on the time horizon

Mild —longitudinally — over the course of disease

Mild: At a point in time
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Mild IBD

Epidemiology of Mild IBD

Population-based cohort from the Danish national registers between
1997-2020 (NorDIBD cohort)

Inclusion:
+Mild IBD defined as no progression related events (IMM or Biologic
use, hospitalization, or surgery within 1 year after diagnosis)

« Oral 5-ASA, oral budesonide, topical steroids, or one time course of
systel corticosteroids were permitted

Outcome:
» Disease Progression

Results:
* 4,607 incident IBD - 2,292 (Moderate-to-Severe)
-> 2,315 mild IBD 1 year after diagnosis

(63.2% of UC, 24.5% of CD)

Mild IBD

Epidemiology of Mild IBD

Population-based cohort from the Danish national registers between
1997-2020 (NorDIBD cohort)

Cronn's dsease

Years since IBD Probabilities of progression to moderate-severe disease, % (95% Cl)

diagnosis with " -
sustained mild 180 19 UC Mild CD

5-year 10-year 5-year 10-year

17 (15-19) 26 (23-28) 39 (33-44) 53 (46-59)
14 (12-16) 23 (21-25) 31 (24-36) 44 (37-51)
11 (9.3-13) 19 (16-21) 23 (16-30) 34 (24-43)

8.8 (6.6-11) 12 (9.2-15) 14 (4.8-22) 33 (14-49)

Jacobsen HA. Clin Gastre Dec 13:515

Mild IBD

Epidemiology of Mild IBD

* Long-term follow-up of a European population-based
inception cohort from 22 centers (Epi-IBD)

» 547 patients with CD
» 873 patients with UC

Page 2



Mild IBD

Predicting Progression

Prospective Evaluation of 201 newly diagnosed CD patients in

Germany (PROGNOS study) between 2014-21
Outcome: need for steroids, IMM or biologic therapy, IBD-
related hospitalization or surgery

Kruis W. Inflamm Bowel Dis. 2025

Mild IBD
Predicting Progression

* Multicenter retrospective cohort of 177 surgery-naive patients with CD
who had endoscopy while not on IS

< Disease progression occurred in 23% and 35% of patients at
years two and five,

Endoscopic activity is a
predictor of progression

1ar;61(6):1011-1018

Mild IBD

Mild CD has distinct biology

« Serum metabolomics and immune-phenotyping performed
 Distinct Biology of Mild CD: Reduced neutrophilic

inflammation and altered sphingolipid metabolism

Page 3



Management of mild UC

Guideline Definition of Mild UC

Existing Definitions of Disease Severity: UC
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Mild Ulcerative Colitis definitions tend to more
homogeneous - 33/39 studies (85%) used a combination
of clinical and endoscopic activity.

Management of Mild UC (ACG 2025)
Induction of remission

Recommend rectal 5-
ASA enemas (dose > 1g
I day) over rectal steroids
OR: 1.65 (1.1-2.5)

Combination oral and topical

therapy = oral

RR of induction failure: 0.65
(045 -093)

Recommend rectal 5-ASA
therapy (1g/day)

Remission: 39.7% vs. 19.8%
(placebo)

Management of Mild UC (ACG 2025)
Induction-of remission

_Extensive UC: Oral 5-ASA at a dose of at least 2g/day
— Mildly active UC: 2.4g/day = 4.8 g/day

—Moderately-active disease:4.8g/day-may be more effective

m2.4g/day m4.8g/day
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Hanauer SB. Am J Gastroent
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Management of Mild UC (ACG 2025)
Induction-of remission

—Alternative treatment strategies lack a robust evidence base and may
not be sufficient as- monotherapy

~ VSL#3 (Visbiome®)
Daily dose of 3.6 x 10'2 CFU/day reduced risk of relapse
- E.coli nissle 1917 was comparable to 5-ASA therapy in inactive UC

Fish oil
- _c¢cucumin

~ CurQD (Curcumin-Qing Dai combinatio
Fecal transplantation
Heterogeneity in included studies

Was more effective than placebo in most trials but limited data
on endoscopic healing and durability

Recognize need for donor-recipient matching

Management of mild CD

Guideline Definitions for mild CD

 Existing Definitions of Crohn’s Disease Severity are
confusing and incomplete

Largely focused on

mild symptoms

When
endo/biomarkers
were used, definition

was non-specific

Management of Mild CD
5-aminosalicylates - CD

—Inconsistent data in Crohn’s disease:
NCCDS (4-6gfday of SSZ)

Randomized 604 patients with Crohn’s disease to placebo,
sulfasalazine, prednisone or azathioprine

Sulfasalazine was superior to placebo for patients with

colon only Crohn’s disease (p=0.006)
Mixed results-in-subsequent-¢linical trials

ECCDS showed no benefit to 3g/day

- Meta-analysis of 22 eligible RCTs:

SSZ > placebo for induction of remission (RR 0.83, 95% CI
0.69 — 1.00)

No evidence for a benefit in maintenance of remission
(perhaps weak effect for mesalamine)

Summers RW. Gastroenterology. 1979 Oct,
Ford AC. Am J G terol. 2011 Apr;106(4):
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Management of Mild CD
Budesonide in mild CD

Meta-analysis of 25 RCTs in Crohn’s disease :

- Budesonide at 9mg/day was more effective than
placebo for induction of remission (OR 2.93, 95% CI
1.52 - 5.39)

- Modest benefit of budesonide 6mg/day for maintaining
remission (3-6 months)

22) | Budesonide 9 mgs

| eutosorice 3 mor

\sasvon?s;l 1.17 (0.68-1.96

Management of Mild CD
Guidelines Recs for Mild CD

+ BSG2025:
< Budesonide is suggested for induction of remission with mild

ileocecal CD
5-ASAis NOT suggested for induction and maintenance of
remission in CD

Mild IBD

A-Practical (my) Approach

+Who do | call mild CD?
* Mild gastrointestinal symptoms

+ Mild diarrhea 3-5, no nocturnal stools
Occasional abdominal pain, cramps
No weight loss, no prominent EIMs

Perianal disease
Strictures
Penetrating disease

No prior surgery or advanced therapy

» Approach may differ in long-standing vs. newly
diagnosed disease
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Mild IBD

A Practical (my) Approach

+Who do | call mild CD?
* Normal labs (no severe anemia (Hb < 8g/dl), ni Albumin)

» Colonoscopy: Few aphthae, only ileum or small patches
in the colon. No large or deep ulcers (SES-CD < 7).

ﬂaﬂjﬁﬂtMRi
* Imaging showing NO
Long-segment disease (> 30cm)
Multifocal involvement
Strictures
Penetrating complications
Upper Gl or proximal small bowel disease

Mild IBD

A Practical (my) Approach

+Discuss Options with the patient
EVIDENCE-BASED

+ Budesonide (for induction-atone)

» Thiopurines or Methotrexate

» _Advanced Therapies (approved for moderate to severe
disease)

LESS EVIDENCE-BASED

* Mesalamine (no robust evidence to support; most
guidelines do not recommend it, | sometimes use it)

+ Diet for induction of remission

* No treatment with close monitoring

Mild IBD

A-Practical (my) Approach

+Close monitoring is essential:
Office visits at least once a year
Labs at teast once a year (including FCP-ifinitially
elevated)
Repeat colonoscopy (+/- imaging) in ~1-2 years
Low threshold for therapy escalation
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Mild IBD
Conclusions

Mild disease course-is not uncommon-in-both- CD-and UC
*One-quarter of CD; over half of UC

Broad consistency in management guidelines and robust

active investigation in mild UC

Significant-variability-in-defining-mild-CD,-with-few

treatment trials (mostly diet), and lack of consensus for
management

Need for clear guidance for clinical trials (of treatments
AND management strategies) and clinical practice

Ashwin N Ananthakrishnan, MD, MPH
aananthakrishnan@mgh.harvard.edu
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