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Objectives
• How do we currently ‘bucket’ UC?

• How do treatments compare across key 
phenotypic features or subgroups of UC?

• Can we personalize decisions using clinical 
phenotypes in routine practice?

• What is coming down the pipeline?
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IBD Phenotypes
Set of observable characteristics of an individual resulting 
from the interaction of its genotype with the environment

Verstockt B. et al. Gastro 2022

Influenced by what we do (or don’t do) during disease course
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Comparative Effectiveness of Biologics and Small 
Molecules based on Disease Extent in UC

Vuyyuru SK et al. EClinicalMedicine 2024

Patient level meta-analysis of phase 3 trial programs – Disease extent an effect modifier
of treatment response, with Infliximab and Tofacitinib being favored in extensive colitis
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UC Vedo vs. anti-TNF

•No difference 
between Vedo and 
Adalimumab

•OR 2.41 (0.75-7.79)

Network Meta-
Analysis

•Vedo superior to 
Adalimumab

•OR 1.57 Remission

Head-to-Head RCT 
(VARSITY) •No difference 

between Vedo and 
Adalimumab

•OR 1.31 (0.88-1.95)

Updated Network 
Meta-Analysis

•Vedo superior to 
Adalimumab

•HR 1.65 (1.23-2.22)

Routine Practice 
Propensity Score 
Matched Cohort

Singh S et al. 2018

Sands B et al. 2019

Singh S et al. 2020

Lukin D et al. 2022

• Network meta-analysis failed to identify a significant difference (when one exists)
• Network meta-analysis remained non-significant after including head-to-head trial
• Patient level data with propensity score matching (VICTORY) provided comparable 

estimates to the prospective head-to-head trial (VARSITY)
• Sub-group of greatest benefits – moderate activity, anti-TNF naive



Biologics and Small Molecules UC

• VARSITY Trial: Vedolizumab superior to Adalimumab
– Anti-TNF/biologic naïve, moderate severity

• Propensity matched: Infliximab superior to Vedolizumab
– Infliximab higher rates of 1-year remission
– Limited to anti-TNF/biologic naïve
– Infliximab evidence for prevention of colectomy/hospitalization

• NMA: Infliximab ranked highest efficacy first line therapy, 
and Upadacitinib highest second line

• NMA: Vedolizumab ranked highest safety 

Dulai PS et al. Gastroenterology 2024
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Biologics and Small Molecules for Treatment of EIMs

Greuter T et al. Gut 2022
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Ricciuto et al. AP&T 2024

PSC-IBD
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Clinical Decision Support Tools?



CDST: clinical decision support tool; TNF: tumor necrosis factor; VDZ: vedolizumab.
Dulai PS, et al. Clin Gastroenterol Hepatol. 2020;18:2952–961.

VICTORY cohort treatment 
outcomes stratified by UC CDST 



Comparative accuracy of the vedolizumab CDST for histoendoscopic mucosal 
improvement with vedolizumab vs adalimumab in ulcerative colitis 

VARSITY (head-to-head RCT) 
validation of vedolizumab UC CDST

Dulai PS, et al. Inflamm Bowel Dis. 2021



Vedo-UC CDST Individualized 
Choice of Therapy

Dulai PS, et al. Inflamm Bowel Dis. 2021
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Number of Advanced Therapies in 
UC is growing considerably
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Overall landscape is changing
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What’s my Algorithm?
Biologic 

Exposure?

No

Moderate 
Activity

Severe 
Activity

Infliximab

Risankizumab

Vedolizumab

S1P Inhibitor

IL23 Inhibitor

Anti-TNF

Safety

Convenience

EIMs

Yes

Anti-TNF Other Biologic or 
Small Molecule

Upadacitinib Severe 
Activity

Anti-TNF

Moderate 
Activity

Safety

Convenience

EIMs

• Oral Vancomycin for PSC-UC patients (250-500mg BID)
• Concomitant IMM for anti-TNF (particularly in severe UC or those with EIMs)
• Consider utility of dose optimization attempts versus switch to alternative therapy (small molecules)
• Don’t reduce JAK inhibitor dose until they are in remission



Conclusion
• Clinical phenotypes can help guide decisions 

on treatment selection and personalization

• Need to intervene at appropriate window

• ‘Matrix’ of phenotypic features can be 
addressed with evolving decision support 
tools for advanced therapies

• Substantial growth in the space for UC
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