—
E MENTORING in IBDXXl

THE MASTER CLASS
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The concept of matching drugs to patients with inflammatory bowel disease (IBD) includes sequencing of available
drugs, incorporation of new agents, and the use of individual therapies (precision medicine). Strategies that can
inform thinking regarding the sequencing of individual therapies include network meta-analyses and head-to-head
trials. For ulcerative colitis (UC), network meta-analyses have suggested that infliximab and vedolizumab may be
the most effective agents in patients who are naive to biologic therapy, and that tofacitinib and ustekinumab may
be the most effective agents in patients who have failed biclogic therapy.' The superiority of vedolizumab over
adalimumab was confirmed in a head-to-head trial.2 For Crohn’s disease (CD), network meta-analyses have suggested
that infliximab and adalimumab may be the most effective agents in patients who are naive to biologic therapy,
and that ustekinumab may be the most effective agent in patients who have failed biologic therapy.* Head-to-head
trials comparing ustekinumab to adalimumab, guselkumab to ustekinumalb, and others are underway. There are
multiple early- and late-stage new agents that are being evaluated for IBD. Those that are in Phase 3 clinical trials
include: Janus kinase (JAK) inhibitors such as filgotinib and upadacitinib; anti-p19 (interleukin-23) antibodies such
as risankizumalb, mirikizumalb, guselkumab, and brazikumab; and sphingosine-1-phosphate (S1P) modulators such
as ozanimod and etrasimod. Many—if not all—of these drugs will reach the approval stage over the next several
years. Among the new agents are also a number of agents in Phase 2 that specifically target local delivery to the

Gl tract. Combination therapy with dual biologic agents and/or advanced small molecules is of increasing interest,
and initial trials are underway. Finally, precision medicine, which includes clinical decision support tools, therapeutic
drug monitoring, and companion diagnostic testing is making its way into clinical practice in IBD. IBD specialists will
need to be familiar with sequencing an ever-increasing number of IBD therapeutics and be able to use combination
therapy and precision medicine to maximize patient outcomes.
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