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Issues for Discussion

e Why are current biologic Rx only effective in 50% of IBD patients?
Mechanistic Mismatch
Genetic determinants- TNFSF1 genotyping for anti-TL1A
Molecular and Cellular determinants of response- CD8 T cell Exhaustion
Environmental Factors e.g. Microbiome

e Can we predict response or lack of response?

e Can we use this information to select therapy for an individual
patient?
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Is there science to inform us on how to choose
therapy?



Mucosal gene signature predicts IFX response in UC
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Osteoprotegerin, stanniocalcin-1, prostaglandin-endoperoxide synthase 2, IL-13R alpha 2 and IL-11
predicted response to IFX in UC with 95% sensitivity and 85% specificity

Arijs et al. Gut 2009



OSM expression in pre-therapy intestinal biopsies
predicts non-responsiveness to anti-TNF therapy
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Microbiome as predictor of response to anti-TNF

therapy
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Butyrate producers and enrichment in microbial
pathways predict response to VDZ
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Microbiome as predictor of response in

Ustekinumab
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Metabolic Function of the intestinal Microbiota is

assocciated with anti-TNF efficacy
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(molecular resistance- (mechanistic failure -
CD4+IL23R+TNFR2 T cells, mTNE TNFR2, adf37 expression)
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Thank you for your attention!
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