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The “typical” IBD RCT

Moderate-to-severe Parallel group,
adult UC or CD with induction

inadequate response responders then re-
or intolerance to randomized into
conventional therapy maintenance

Strict inclusion and
exclusion criteria:
pregnancy,
comorbidities,
phenotype, etc.
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Historically, RCTs have not represented patients we see @
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Crohn’s disease Ulcerative colitis
100% 1 —_— [] Responder 100% ] Responder
re::%[i:iﬁstggélajgtt;n B Nonresponder B Honresponder
of medical therapy B surgery B Surgery
| B0% 1 0% 1
*F=.03 P=MN3
+ * — 4% B3%
Moderate to severe Maoderate to
Crohn's disease severs UC 609% 1 B0%0 1
HBI 8-16 Mayo score B=12
]
* * 40% A 40% - 6% 6% ar% ITH
Anti-TNF naive Anti-TNF exposed ACT 1and 2
+ * 209% 1 209% 1
— CHARM Excluded: 1th -1
CLASSIC 1 PRECISE 1 Indeterminate colitis
SONIC EMACT Suspected IBD
ENCORE Remission or mild symptoms 0%
]

Symptoms unrelated to IBD ; 0% :
Incomplete medical records CQualify (n=19) WNQ (n=40) Qualify (n=11)

Nonbiologic naive UC patients

WNQ (n=18)

WHG = would not qualify

Ha C et al. Clin Gastroenterol Hepatol. 2012;10(9)
Chhibba T et al. CDDW 2021



The “tvpical” IBD RCT vs. the “tvpical” IBD patient
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What are the considerations for being more inclusive? CALGARY

What is the What are the What are the patient
appropriate trial logistical and treatment
design? Do we have implications of the characteristics that
the right tools? trial design? are appropriate?

What are the
appropriate eligibility
criteria?
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Unmet Needs: Mild to Moderate Disease EATEARY
S Considerations |_pos |__coms
Drug and patient factors May be more suitable for some Uncertain natural history of
mechanisms of action milder disease phenotypes
Enroll patients on the basis of Reduce placebo rate Burdensome for patients
endoscopically active disease Increase trial efficiency Defining “mild-to-moderate” IBD

endoscopically

Allowance and handling of Avoids masking relatively milder = Enrolment logistics and barriers
corticosteroids symptoms
Using a placebo comparator Improves assay sensitivity Appropriateness of placebo vs.

active vs. historical comparator

Defining remission and response Consistency in outcome Unknown operating properties of
using existing instruments definitions our existing tools for mild-to-
moderate disease

Sedano R et al. Gastroenterology. 2022;162(4)
Hanzel J et al. Gastroenterology. 2021;162(7)
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Unmet Needs: Mild to Moderate Disease EATERRY
—| Mild-to-moderate MCS 4-9 with:
- Q' ulcerative colitis » MES 22, RBS 21, and SFS 21 (recommended) OR
(=] E definitions + MES =1 AND (Geboes score >2B.0 or RHI 210 and/or FC =250 ug/g)
=
E E Corticosteroids excluded at enrolment or lower maximum allowable dose (15-20
E Other Inclusion Criteria - mg/day) during induction
Failure or intolerance to 5-ASA, 1 biologic failure or intolerance
5 Active comparator with standard first
g First-line indication line treatment: 5-ASA
S
O | Second-line indication Placebo comparator
Q

Sedano R et al. Gastroenterology. 2022;162(4)
Hanzel J et al. Gastroenterology. 2021;162(7)




Unmet Needs: Mild to Moderate Disease CARY

Sedano R et al. Gastroenterology. 2022;162(4)
Hanzel J et al. Gastroenterology. 2021;162(7)



Unmet Needs: Postoperative Crohn’s Disease
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Regueiro M et al. Gastroenterology. 2016;150(7)
Ma C et al. Clin Gastroenterol Hepatol. 2020;18(9)
Hanzel J et al. Inflamm Bowel Dis. 2021;28(9)
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and treatment (i.e., Rutgeerts
failure rules score z i2)
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Unmet Needs: Postoperative Crohn’s Disease EATERRY

Primary
Endpoint:

Randomization Endoscopic Activity

] L 2-4 weeks Active Dru
Inclusion criteria 2dweeks

Completely + Stratified by
resected ileal or risk factors for
ileocolonic Crohn's recurrence Placebo Comparator Secondary
disease Endpoint:
Symptomatic Activity
2 weeks 4 weeks 52 weeks ® *
*

{
*No endoscopy at baseline
presuming all macroscopic
disease resected

Regueiro M et al. Gastroenterology. 2016;150(7)
Ma C et al. Clin Gastroenterol Hepatol. 2020;18(9)
Hanzel J et al. Inflamm Bowel Dis. 2021;28(9)
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Unmet Needs: Postoperative Crohn’s Disease EATERRY
Reliability (ICC with 95% CI) Primary
Item Inter-rater Intra-rater | ooeone

Anastomotic lesions ‘?@
Aphthous ulcer(s) <5Smm  0.12[0.02.0.21] 0.48[0.30. 0.62]
Large ulcer(s) >5mm 0.37[0.24,0.49] 0.60[0.52.0.69] | Secondary

Endpoint:
Symptomatic Activity

@ X

i

Neoterminal 1leum lesions
Aphthous ulcer(s) <5Smm  0.17[0.04.0.27] 0.48[0.25. 0.64]
Large ulcer(s) >5mm 0.40[0.24.0.55] 0.60[0.48.0.71]

CI confidence interval. ICC intraclass correlation coefficient

Regueiro M et al. Gastroenterology. 2016;150(7)
Ma C et al. Clin Gastroenterol Hepatol. 2020;18(9)
Hanzel J et al. Inflamm Bowel Dis. 2021;28(9)
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Unmet Needs: Different Anatomy, Different Phenotypes CALGARY

Sedano R et al. Aliment Pharmacol Ther. 2021;53(10)
Goodsall T et al. J Crohns Colitis. 2020;15(1)
Rieder F et al. Aliment Pharmacol Ther. 2018;48(3)



M Placebo (n=49/40/32) M Vedolizumab (n=48/42/32)

A=-8.4
c 18 (95% CI, -14.3 to -2.6)

V16 - 15.1

13.4

Number of

Baseline Week 14

A=-7.0
(95% CI, -12.0 to -2.0)

Week 34

Total Number of Ulcers in Pouch

Travis S et al. J Crohns Colitis. 2022;16(S1)
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M Placebo (n=50) ™ Vedolizumab (n=48)
A=14.8 p.p. A=12.9 p.p.
(95% CI, 1.2-29.8)  (95% CI, -2.5 to 28.5)

22.9

1/48

Baseline Week 14 Week 34

SES-CD Remission Rate (SES-CD <2)
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