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Breaking through the therapeutic ceiling
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What are the drugs and/or 
treatment strategies that 

get us here?

Raine T and Danese S. Gastroenterology. 2022



The “typical” IBD RCT
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Moderate-to-severe 
adult UC or CD with 

inadequate response 
or intolerance to 

conventional therapy

Parallel group, 
induction 

responders then re-
randomized into 

maintenance

Strict inclusion and 
exclusion criteria: 

pregnancy, 
comorbidities, 
phenotype, etc.



Historically, RCTs have not represented patients we see 
in clinic
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Ha C et al. Clin Gastroenterol Hepatol. 2012;10(9)
Chhibba T et al. CDDW 2021



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

8

What are the 
appropriate eligibility 

criteria?

What is the 
appropriate trial 

design? Do we have 
the right tools?

What are the patient 
and treatment 

characteristics that 
are appropriate?

What are the 
logistical 

implications of the 
trial design?



Unmet Needs: Mild to Moderate Disease
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Sedano R et al. Gastroenterology. 2022;162(4)
Hanzel J et al. Gastroenterology. 2021;162(7)

Considerations Pros Cons
Drug and patient factors May be more suitable for some 

mechanisms of action
Uncertain natural history of 
milder disease phenotypes

Enroll patients on the basis of 
endoscopically active disease

Reduce placebo rate
Increase trial efficiency

Burdensome for patients
Defining “mild-to-moderate” IBD 

endoscopically
Allowance and handling of 

corticosteroids 
Avoids masking relatively milder 

symptoms
Enrolment logistics and barriers

Using a placebo comparator Improves assay sensitivity Appropriateness of placebo vs. 
active vs. historical comparator

Defining remission and response 
using existing instruments

Consistency in outcome 
definitions

Unknown operating properties of 
our existing tools for mild-to-

moderate disease



Unmet Needs: Mild to Moderate Disease

10

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



Unmet Needs: Mild to Moderate Disease
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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)



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)



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)



Unmet Needs: Different Anatomy, Different Phenotypes
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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)
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Conclusions
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