Vonoprazan Efficacy Across BMI Subgroups in Non-Erosive Reflux Disease
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Background Results

Obesity is associated with greater reflux symptom burden and severity. Current guidelines
recommend weight loss as part of gastroesophageal reflux disease (GERD) management for
patients with obesity.!

Vonoprazan improved 24-hour heartburn-free days versus placebo across the BMI <30, BMI =230, and BMI >35 \
kg/m? subgroups (Figure 1).
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Improvements with vonoprazan versus placebo were similar across BMI subgroups for both daytime and
nighttime heartburn control (Figures 2 and 3).

Objective

No treatment-by-BMI interaction was observed, suggesting that BMI did not modify the treatment effect of
vonoprazan.
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* To assess whether the potassium-competitive acid blocker (PCAB) vonoprazan
maintained efficacy in individuals with obesity and symptomatic NERD.

Methods

* In this post hoc analysis of a Phase 3 randomized trial, adults with heartburn >4 days/week and
no erosive esophagitis were randomized to placebo or vonoprazan 10 mg or 20 mg once daily for
4 weeks.

Baseline PAGI-SYM heartburn/regurgitation scores were similar across BMI subgroups, with greater
improvements following vonoprazan versus placebo in each subgroup (Table 2).
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/Table 2. PAGI-SYM Heartburn/Regurgitation Composite and Regurgitation-Specific Scores by BMI Subgroup

n=150 n=137 n=141 n=106 n=119 n=116

Electronic diaries captured daytime and nighttime symptoms twice daily. BMI < 30 BMI > 30 BMI > 35
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The mean percentage of 24-hour heartburn-free days was summarized, as were the percentages
of heartburn-free days and heartburn-free nights, separately.

* Generalized linear models were conducted separately within BMI subgroups to evaluate
24-hour, daytime, and nighttime heartburn-free days, with each model adjusted for
treatment group and baseline heartburn frequency and severity corresponding to the

Figure 2. Least Squares (LS) Mean Percentage of Nights
Without Heartburn at Week 4 by BMI Subgroup
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specific heartburn-free endpoint; models were also adjusted for glucagon-like peptide-1
(GLP-1) agonist use in high-BMI subgroups, and treatment-by-BMI interactions were
assessed.
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PAGI-SYM, Patient Assessment of Upper Gastrointestinal Symptom Severity Index; BMI, body mass index; SD, standard deviation.

Higher scores indicate greater symptom severity; decreases from baseline indicate improvement.
Conclusions
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Patient Assessment of Upper Gastrointestinal Disorders Symptoms Questionnaire (PAGI-SYM)
heartburn/regurgitation scores and regurgitation-specific scores were assessed at baseline and
Week 4.

*  The regurgitation score was defined as the mean of Q18 (regurgitation during the day),
Q19 (regurgitation when lying down), and Q20 (bitter, acid, or sour taste in the mouth).
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Outcomes were analyzed separately in patients with a BMI 230 kg/m? versus BMI <30 kg/m?, BMI < 30 SMI > 30 BMI > 36

with a sensitivity analysis in those with BMI 235 kg/m?.

Figure 3. Least Squares (LS) Mean Percentage of Days Without
Heartburn at Week 4 by BMI Subgroup

Results
* Among 772 individuals included in the study, 341 met criteria for obesity.

* Baseline demographic and clinical characteristics were similar across BMI subgroups;
concomitant GLP-1 agonist use was more common among individuals with higher BMI (Table 1).
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Table 1. Baseline Demographic and Clinical Characteristics by BMI Subgroup

BMI <30 BMI 230 BMI 235 ITT Population
N=428 N=341 N=170 N=772
Age, mean (SD) years 50.3 (15.6) 51.6 (12.7) 50.5 (12.7) 50.9 (14.4)
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Hiatus Hernia, n (%) 45 (10.5) 36 (10.6) 14 (8.2)
Type Il Diabetes, n (%) 34 (7.9) 53 (15.5) 28 (16.5)
BMI, body mass index; GLP-1, glucagon-like peptide-1; ITT, intent-to-treat; SD, standard deviation.
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