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Introduction

Indolent systemic mastocytosis (ISM) is a rare clonal mast cell disease driven by the KIT D816V mutation in nearly all patients.
Patients with ISM can present with debilitating acute and chronic cutaneous, gastrointestinal, neurocognitive, and systemic
symptoms caused by the release of inflammatory mediators from abnormal mast cells. In some patients, symptoms are not
adequately controlled with best supportive care (BSC) medications. Elenestinib (BLU-263) is a novel, investigational, oral,
next-generation tyrosine kinase inhibitor that potently and selectively inhibits KIT D816V with limited central nervous system
penetration and pharmacokinetics (PK) that support once daily dosing. HARBOR (NCT04910685) is a randomized, double-
blind, placebo-controlled, phase 2/3 study assessing efficacy and safety of elenestinib in patients with ISM.

Methods

Eligible adult patients with ISM, confirmed following central review of bone marrow (BM) pathology, clinical, and laboratory
findings per World Health Organization criteria and a moderate-to-severe symptom score based on minimum mean total
symptom score (TSS) of the ISM-Symptom Assessment Form (ISM-SAF©2018), were stratified by baseline serum tryptase (<20
ng/mL vs >20 ng/mL) and randomly assigned 3:1 to elenestinib 25 mg, 50 mg, or 100 mg once daily + BSC ("elenestinib") or
placebo + BSC ("placebo"). The primary objective of Part 1 was to determine the recommended dose based on safety, PK,
and pharmacodynamics. Secondary endpoints included changes in biomarkers of disease burden (serum tryptase, KIT D816V
variant allele fraction [VAF], and BM mast cells) and ISM-SAF TSS. Three additional open-label PK groups enrolled patients
at 50 mg, 75 mg, and 100 mg to further characterize PK and safety.

Results

As of data cutoff on July 3, 2023, a total of 122 patients with ISM have received their assigned treatment in Part 1 of the study;
39 were blinded and randomized to elenestinib or placebo, and 83 were treated with open-label elenestinib in the PK groups
(21 patients at 50 mg, 34 patients at 75 mg, and 28 patients at 100 mg). Baseline demographics were similar to those reported
for the general ISM population.

After 12 weeks of therapy, symptom improvement was observed for all dose cohorts, and symptom reduction by TSS was
greater for patients on elenestinib versus placebo in the blinded portion of Part 1. Patients receiving elenestinib at 25 mg,
50 mg, and 100 mg doses showed reduction (mean percent) from baseline for tryptase (-15.4%, -50.9%, and -68.4% vs 3.3%,
respectively) and KIT D816VVAF (-37.5%, -70.3%, and -77.0% vs -2.5%, respectively) as compared to placebo. Similar reductions
in TSS and disease-related biomarkers were observed in the open-label PK cohorts.

After a median treatment duration of 35.3 weeks, elenestinib was well-tolerated at all dose levels. There were no treatment-
related serious adverse events and no treatment-related adverse events that led to drug discontinuation.

Conclusion

Elenestinib at all tested doses demonstrated beneficial effects on disease-related symptoms and biomarkers of mast cell
burden in this large and maturing cohort of patients with ISM with a moderate-to-severe symptom burden. Elenestinib was
well tolerated across all dose levels with a promising early benefit-risk profile in ISM. These preliminary findings will inform
dosing for the planned Part 2 of HARBOR, which will examine elenestinib versus placebo in a randomized, blinded, placebo-
controlled setting.
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