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Figure 2. Patient-specific covariates and clinical outcomes included in this analysis Figure 4. Patient-specific covariates and predicted trough concentrations and estimated

clearance of vedolizumab

Figure 5. Exposure-response relationships (patients with available data [n=170 to n=179]*)
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e \Vedolizumab (ENTYVIO®) is a humanized monoclonal antibody targeting a,B; integrin that selectively blocks
gut-specific lymphocyte trafficking'
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© Vedolizumab (300 mg via intravenous infusion at Weeks 0, 2, and 6, and every 8 weeks thereafter) is licensed to
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*N ranged from 179 to 177 for unadjusted exposure response, and from 170 to 177 for adjusted exposure response
THigher partial Mayo scores indicate worse disease
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and lower quartiles of estimated vedolizumab clearance
Vedolizumab was administered at a dose of 300 mg 9 - ~

Vedolizumab exposure targets

O Prior use of anti-TNFa therapy and higher levels of fecal calprotectin were associated with lower quartiles of (based on >0.14 L/day clearance cut-off)

predicted vedolizumab trough concentration and higher quartiles of estimated vedolizumab clearance

*Vedolizumab and placebo were administered on Days 1 and 15 of the induction phase

TPatients who discontinued vedolizumab or placebo during the induction phase were assigned to the respective non-ITT groups for the maintenance phase

Week 6 trough: >37.1 yg/mL

Week 14 trough: >18.4 pug/mL Steady-state trough: >12.7 pg/mL

*Randomization was stratified by 1) concomitant use/non-use of glucocorticoids, and 2) concomitant use/non-use of immunosuppressants or prior use/non-use of TNFa inhibitors

e For each quartile of vedolizumab trough concentrations at Week 54 and Week 6, the majority of absolute standardized
difference in means (ASDM) for the patient-specific covariate main effects prior to case matching were >0.1. All S
ASDMs after case matching were <0.1, indicating good pairing between patients receiving vedolizumab and placebo®
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* Exposure-response relationships for all exposure metrics and each outcome were evident in the quartile analyses of
the unadjusted data (Figure 5). For example:

Conclusions

ITT, intent-to-treat; PBO, placebo; Q4W, every 4 weeks; Q8W, every 8 weeks; TNFa; tumor necrosis factor a; VDZ, vedolizumab
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e This analysis included data from Week 6 of the GEMINI | induction phase O Greater proportions of patients achieved clinical remission and clinical response and lower partial Mayo scores
(indicating less severe symptoms) with increasing predicted vedolizumab trough concentration at Week 54 and

Week 6, and lower estimated vedolizumab clearance at Week 6

* Higher trough concentrations and lower clearance of vedolizumab were associated with better clinical outcomes,
iIncluding greater rates of clinical response and improved partial Mayo score

o Clinical outcomes and patient-specific covariates are described in Figure 2 Acknowledg ments

* These exposure-response relationships will inform the design of future studies evaluating the impact of individualizing
vedolizumab dose, starting as early as Week 6, on clinical outcomes in patients with high drug clearance (based on
the identified clearance threshold of 0.14 L/day)

* |ndividual-predicted vedolizumab plasma concentrations and clearances were based on a prior population
pharmacokinetic analysis’
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- The exposure-response relationships were more robust for Week 6 partial Mayo score and clinical response than
for clinical remission

e This poster was presented at the American College of Gastroenterology Annual Scientific Meeting, October 14-19, 2016; Las Vegas, Nevada, USA




