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The landscape of IBD trials is changing CALGARY

Shifting from
symptom-based to
objective disease
measures

Patients are qualified
for trials differently
now

Targeting deeper Capturing the patient
levels of remission experience
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Why selecting appropriate outcomes in RCT matters CALGARY
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Relevant endpoints

Operating properties
of outcome
measures influences
trial efficiency

Outcome choices

shape clinical
practice

influence payer and
regulatory policy




Insufficient attention has been paid to standardizing @

B} CALGARY
outcome assessments in IBD RCTs
Outcome domain m m
Clinical/composite — 1 trial
Endoscopic — 2 trials
3 trials

Histologic —

Patient-reported —

Satty - HiINl BN 1IN

Evolution towards endoscopic, histologic, and biomarker-based endpoints of remission

>30 different definitions of remission in CD trials,’ >50 different definitions of remission
in UC trials?

4 trials
5 trials
26 trials

1. Ma C et al. Clin Gastroenterol Hepatol 2018;16(9):1407-1419;
2. Ma C et al. Clin Gastroenterol Hepatol 2018;16(5):637-647.
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Standardizing outcome measures in a COS CATCARY

Reduces Increases quality and

Reduces the risk of

heterogeneity in reporting bias

outcome reporting

validity of evidence
synthesis
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Methods PN

Outcome Identification
» Systematic reviews

Patient Engagement
* Online survey
» Semi-structured interviews

Randomized controlled trials
Pharmacologic interventions
Adult patients with CD/UC

Core Outcome Voting
« Two-round Delphi survey

Core Outcome Ratification
Ty © Consensus meetings

Surgical interventions
Pediatric patients
Other phenotypes (e.g. perianal)
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Expert Panel
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Expertise in IBD trial conduct,
methods, outcome assessment
Gastroenterologists, colorectal

surgeons, methodologists,
clinical trialists




Core Outcome Voting

Outcome Outcome

Domains

Measures

1-3
Item not critical for
inclusion

4-6
Uncertain

270% voting in the 7-9 range and <15% voting in the 1-3 range
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Tools for
Measurement

7-9
Item critical for
inclusion in the COS
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What matters to patients? ENTERRY

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Symptoms 14.0% 78.7%

Quality of Life 12.3% 80.4%

Endoscopy 19.6% 70.6%

Histology 25.1% 60.9%

Biomarker 26.8% 63.0%

Imaging 24.3% 63.0%

B Rating 1-3 ORating 4-6 ®Rating 7-9




Patient-Reported @
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Outcomes CALGARY
‘ Round 1: 475 statements
Safety Quality of
Life
@ / “ Round 2: 228 statements J
O Round 3: 111 statements }
Biomarkers Endoscopy Radiographic outcomes
ﬁ not considered core
- domain in 2022

Histopathology
(UC)
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Configuration of Outcomes in Crohn’s Disease EATEARY
Outcome Domain Outcome Measures
PROs PRO2: stool frequency + abdominal pain
CDAI
Endoscopy SES-CD
Endoscopic remission, defined by absence of ulcers
Biomarkers CRP & FCAL

Biomarker remission and response

Overall Configuration Coprimary outcome of symptomatic remission + endoscopic
response
Secondary outcome of corticosteroid-free remission in both
induction and maintenance




Controversies and Future Directions in )
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Crohn’s Disease CALGARY

* Validation of PRO

Liquid stool frequency, anxiety, fatigue, sleep quality, sexual dysfunction,
dietary modifications

Q  Ulcer-free endoscopy
Is it attainable?

Should we differentiate endoscopic healing by anatomy
:é

L2 AN
111

* Histopathology in CD

Appropriate definitions and sampling protocol

E  Configuration in CD
»

What is steroid-free responsiveness?
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Configuration of Outcomes in Ulcerative Colitis EATEARY
PROs Adapted 9-point Mayo Clinic Score

Remission requiring rectal bleeding = 0, stool frequency < 1
Fecal urgency

Endoscopy Flexible sigmoidoscopy

Endoscopic remission, modified Mayo Endoscopy Subscore = 0
Biomarkers FCAL < 150 ug/g
Histopathology RHI or Geboes Score

RHI < 3 or GS < 3.0 (absence of neutrophils in lamina propria)

Overall Configuration Composite primary outcome defined by PROs and endoscopy




Controversies and Future Directions in )
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Ulcerative Colitis CALGARY

1S
11

XX
|

- - Validation of PRO

Role of fecal urgency and measuring urgency symptoms

* Endoscopic evaluation
Is sigmoidoscopy sufficient?
MES vs. UCEIS, paradigms for central reading

* Histopathology in UC

RHI or Geboes score included over NHI, histopathology reading paradigms
Defined by absence of neutrophils

o~ O

 Configuration in CD

Defining steroid-free remission



Final Thoughts
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