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Monitoring, a key aspect in IBD care

Goal Symptom Deep Disease
1 @ control @ remission @ modification

Early goal

Aeelievm e Intermediate goal Long-term goal
anti-inflammatory Achieve best Change the
effect (response) possible remission disease course

Diagnosis 3 months 1 year

N
Transmural healing (CD/UC)

as endpoint and beyond !

1. Peyrin-Biroulet L, et al. Am J Gastroenterol. 2. Le Berre C, et al. Clin Gastroenterol Hepatol. 2019; 3. Turner D, et al. Gastroenterology. 2021; 4. Le Berre C, et al. Gastroenterology. 2021
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Inaugural IBUS Industry workshop 2025

Key features in CD and UC monitoring and how to position IUS in the monitoring strategy

» Standardizing IUS for clinical trials (lessons learned, 1US acquisition, image transfer, central reading)
* Implementing IUS in clinical trials: perspectives from different stakeholders

* Patient expectations (IFFCA)

* Regulatory perspectives (EMA)

e Pharmaceutical industry

e Future of IUS trials (including designs, platforms and Al solutions)

 Roundtable discussions



Endoscopy... “just” the mucosa




|US... a deep dive into the bowel wall

Ultrasound image of the sigmoid of a patient with
chronic, therapy-refractoy ulcerative colitis

Ultrasound aspects beyond the

mucosa

« Thickened submucosa

« Loss of haustrations

« Mesenteric fibrofatty
proliferation

« Loss of bowel wall stratification

« Increased bowel wall thickness

Endoscopy:
4 » Mayo endoscopic subscore 3

|

Transmural biopsy of a patient with chronic, therapy-refractoy ulcerative colitis

Histopathology:

« Thickened muscularis
mucosae

« Submucosal fibrosis

« Muscular remodelling
and fibrotic shifts

« Increased fat cell

- | i ¢
" deposition
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Thickened submucosa

'Total bowel wall thickness

~

Submucosal fibrosis and increased fat cell deposition

Eggermont et al. Lancet Gastro Hep. 2025.
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Basic principles of IUS monitoring
What to look for?

Conneclive tissuve
Longitudinal muscularls propria
Serosa / Adventitia

Circular muscularis propria

Submucosa

Muscularls mucosa

Deep mucosa

Superficlal mucosa

m, mucosa; mp, muscularis propria; s, serosa; sm, submucosa.
1. Siddiqui AA, et al. Int Semin Surg Oncol 2006;3:36.
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IUS based monitoring in daily clinical practice
and how to inform clinical trials?

ECCO-ESGAR-ESP-IBUS Guideline on Diagnostics and
Monitoring of Patients with Inflammatory Bowel Disease:

Part 1

Part 1: initial diagnosis, monitoring of known inflammatory bowel disease, detection of
complications

Torsten Kucharzik'*, Stuart Taylor?, Mariangela Allocca®*'", Johan Burisch*5¢.2, Pierre Ellul’,
Marietta lacucci®”, Christian Maaser®, Pamela Baldin', Gauraang Bhatnagar™,

Shomron Ben-Horin?, Dominik Bettenworth™, Mallory Chavannes' ", Ann Driessen's,

Emma Flanagan'®'®, Frederica Furfaro', Giovanni Maconi'®(2, Konstaninos Karmiris'=,
Amelia Kellar?*2'.(2, Isabelle De Kock??, Konstantinos Katsanos?, Uri Kopylov?*'>, Cathy Lu®,
Olga Maria Nardone?s=, Nurulamin M Noor?-(Z, Kerri Novak?”, Paula Borralho Nunes?:2,
Patrick van Rheenen®®>, Jordi Rimola*- >, Francesca Rosini*?, David Rubin3(,

Martina Scharitzer*'”, Jaap Stoker®:3¢, Mathieu Uzzan®” ", Stephan Vavricka®¢,

Bram Verstockt**©, Rune Wilkens*), Nina Zidar*>, Alessandra Zilli*>'>, Henit Yanai**44.(,
Roger Feakins**“¢; on behalf of the European Crohn’s and Colitis Organisation (ECCO), the
European Society of Gastrointestinal and Abdominal Radiology (ESGAR), the European Society
of Pathology (ESP), and the International Bowel Ultrasonography Group (IBUS)
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IUS based monitorin
and how to inform clinical trials?

in daily clinical practice

Ulcerative Colitis Crohn's Disease
-
Baseline Early response Early response
assessment assessment assessment
L within 12 weeks within 12 weeks
Z
Clinic (PRO) Clinic (PRO)
Biomarkers (CRP Biomarkers (CRP
and/or fCalprotectin) and/or fCalprotectin)
.

+

+

Acute severe colitis : 48 hours

CD and UC evidence: within 2 weeks
Early changes informative for middle
and long-term outcomes !

Clinical trials:
2 weeks?
4 weeks?
* 6 weeks?

Endoscopg:): histology Cross sectional imaging
TUS (MRE or IUS)
MRE: magnetic resonance enterography EndDSCDPiC evaluation
IUS: intestinal ultrasound within 12 months

PRO: Patient Reported Outcome

Kucharzik et al. JCC 2025.
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IUS based monitoring In daily clinical practice
and how to inform clinical trials?

Ulcerative Colitis Crohn's Disease
e N/ Clinic (PRO) )
Clinic {{I;RO} Bio::lnafkers
Binmara;:ers (FC) (CRP Tndiﬂf -
anIﬂJ!;r Cross sectional imaging
9 PiS (IUS or MRE) )

MRE: magnetic resonance enterography
IUS: intestinal ultrasound
fCalpro fecal calprotectin
CRP: C-reactive protein

Kucharzik et al. JCC 2025.
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Conclusion and open questions

* Overwhelming evidence on the importance of IUS in non-invasive monitoring
(ECCO-IBUS-ESGAR guidelines > STRIDE 11l ?)

e Key paramaters have been defined, but might be optimised (role for Al ?)
* Need for standardisation and reporting, including scores (?)
* Need for standarised endpoint definitions within a regulatory framework

 Differences between Crohn’s disease and ulcerative colitis !?
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