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Objectives

* Review current and future biologic treatment targets in IBD
* Highlight novel therapies under investigation

* Discuss the role of personalized medicine in IBD therapy
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IBD: A Complex Disease
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Each patient’s disease is unique

Adapted from Inflamm Bowel Dis 2010:16;152
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Current Biologic Therapies for IBD
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Treatment Targets for Biologics in IBD
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Future Therapies

* Novel cytokine-based therapies (anti-TL1A, anti-IL6, etc)
 Hematopoietic stem cells

 Modulation of T regulatory cells

 Mesenchymal stem cells

* Targeting the microbiome
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IBD Clinical Trials

* As of Jan 2020: >100 Phase | = lll clinical trials recruiting in the U.S.

— Phase |: studies assess the safety of a drug
— Phase |lI: studies test the efficacy of a drug

— Phase lll: studies involve randomized and blind testing in several hundred to
several thousand patients

m U.S. National Library of Medicine

ChinicalTrials.gov
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Admire CD Study: Cx601 (darvadatrocel) for

Complex Perianal Fistulas in CD
(allogeneic adipose-derived stem cells)
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Stem Cell Transplantation for Refractory Crohn’s Disease
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IBD Management in 2020 and Beyond

PERSONALIZED MEDICINE




Prediction of complicated disease course for children newly
diagnosed with Crohn’s disease: a multicentre inception

cohort study
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RISK Study

* Pediatric RISK Stratification Study (RISK) is designed to identify the
genetic, microbiological, and immunological factors in children that

are predictive of more severe IBD
* 1,100 patients at 28 centers in the United States and Canada have

been recruited and enrolled at disease onset and are being
followed prospectively for complications and response to therapies

* Children’s Hospital Kugathasan et al. Lancet, 2017.
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RISK Study: Predictors of Outcomes
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Intestinal Microbiome

« What role does the gut microbiome play in
disease course of IBD patients?
* Disease severity
* Treatment efficacy
» Refractory disease
 Which factors are linked to gut microbial
dysbiosis?
« How can we restore the host-microbial balance?
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Using the Intestinal Microbiome to Predict Disease Course in
Pediatric UC
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Prediction of Disease Course to Prioritize Early anti-TNF Therapy

 Diagnosis
Gssessment of disease severita.__>
New predictive tools:

, Omics, serologic markers,
Gredlctlon of disease oourse)—» serum and fecal biomarkers
Y

(" Selection of
x therapy

'High risk patients- .
Early combination therapy Predicting response to therapy
Low risk patients- Determining who needs early surgery?
Rapid step up therapy

/

Treat to target: No symptoms and mucosal healing
Tight control: frequent re-assessment / monitoring
pharmacokinetics / objective disease monitoring

[] Currently proposed management strategies
[:] Potential future personalized management strategies

C",H Children’s Hospital Colombel et al. Gastroenterology, 2017
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Personalized Medicine is the Ultimate Goal

Benefit

L3 Children’s Hospital i
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