Design and rationale for a phase 3 trial of admilparant (BMS-986278), an oral lysophosphatidic
acid receptor 1 antagonist, in patients with progressive pulmonary fibrosis: ALOFT-PPF
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Rationale Methods

e Progressive pulmonary fibrosis (PPF) encompasses a group of interstitial

lung diseases (ILDs) characterized by a progressive fibrotic phenotype, Figure 2. ALOFT-PPF trial design
and is associated with declining lung function, worsening of symptoms,
deterioration in quality of life, and early death'3 Treatment period > 52 weeksP© Primary endpoint
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for effective and tolerable treatments for patients with PPF Randomized? the following (from baseline through the primary (from baseline at week 52)
e Lysophosphatidic acid receptor 1 (LPA ) activation drives progression of 111 Slacebo BID . 28 days ) endpoint visitf): . Change in walking distance measured in 6MWT
lung fibrosis through epithelial cell apoptosis and fibroblast recruitment - L aCeDOo : : :
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— Ina phase 2 trial, 60 mg twice daily (BID) admilparant (BMS-986278), Screzmng Eemd T]t;‘]atlon Post-titration phase — Acute exacerbation of pulmonary fibrosis  Change in L:PF dyspnea domain score
an oral LPA antagonist, slowed lung function decline and was well WEEKS phase — Respiratory-related hospitalization (from baseline at week 52)
tolerated in patients with PPF over 26 weeks* Day 1 Day 7¢ EOTe — All-cause mortality
- - - - - aStratified by background therapy (antifibrotics and/or immunosuppression, or none) and usual interstitial pneumonia pattern (present or absent). "Treatment period is a minimum of 52 weeks and up to approximately 3 years, except for patients in European Economic Area countries, who will participate
F]gure 1 ) The rOl? Of LPA1 Slgnahng n the pathogeneSIS Of for a maximum of 2 years. <Schedule for the treatment period for both cohorts includes an approximate 7 to 16 days dose titration period from day 1 followed by the assigned treatment arm dose, with visits Q6W up to week 52 and Q12W from week 52 to EOT. “Titration period is intended to be completed
pulmonary ﬁbI"OS'IS in 7 to 16 days with a minimum of 2 consecutive days of dosing required between titration visits. °EOT is defined as when each patient completes their last scheduled treatment visit. If a patient chooses not to continue in the study or terminates the treatment beyond week 52, the week 52 visit will be
considered their EOT visit. 'Defined as the date when the last patient completes their 52-week treatment visit. This visit date marks the completion of the primary endpoint for the study and is crucial for data collection and analysis.
. . 6MWT, 6-minute walk test; EOT, end of treatment; FVC, forced vital capacity; L-PF, Living with Pulmonary Fibrosis questionnaire; ppFVC, percent of predicted forced vital capacity; QxW, every x weeks.
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