Results from the Summit pivotal trial: Symptom improvement correlates with reductions in objective measures of disease in adults with non-advanced systemic mastocytosi uzive.
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INTRODUCTION RESULTS
Nonadvanced Systemic Mastocytosis (NonAdvSM) Assessment of Patient- Treatment-Driven Reduction of Serum Tryptase to the WHO SM Diagnostic Threshold (<20 ng/mL) at Week 24 Correlates with Greater Improvement in MS2D2 Total Symptom Score, Symptom Domains, and Individual Symptoms
Reported Outcome Measures and Objective Markers of Disease
« NonAdvSM is driven by the KIT p.D816V mutation in ~95% of patients, leading to neoplastic mast cell (MC) 2 4 4
infiltration, mediator release, and a range of debilitating symptoms’ @ - =) : V :
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- Bezuclastinib is an oral, potent, selective type 1 tyrosine kinase inhibitor with activity against KIT D816V~
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« The Summit trial of bezuclastinib in NonAdvSM showed clinically meaningful symptom improvement and Symptoms Improving Improving 2
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Symptom improvement significantly
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POf patients with baseline serum tryptase above threshold.
‘Bezuclastinib (n=107) and placebo (n=56).
dPearson correlation coefficient for r value. Pearson correlation testing for two-sided p value.
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Here, we further characterize the relationship between reaching <20 ng/mL serum tryptase and
symptom severity in NonAdvSM

Significance was tested using the Wilcoxon rank-sum test.

METHODS CONCLUSIONS

Summit (NCT05186753): Pivotal Phase 2, Multicenter, Randomized, Double- MS2D2: A Comprehensive Patient-Reported Outcome Measure of : : : : :
Blind, Placebo-Controlled Study Evaluating Bezuclastinib in NonAdvSM Symptom Severity in Patients Across the Spectrum of NonAdvSM summit Part 2 data demonstrated that treatment-driven reduction of serum tryptase to the WHO SM diagnostic threshold (<20 ng/mL) at
AT 2 EXPANSION . The MS2D2% s 3 17-item measure addressing signs  M52D2 Total Symptom Score (TSS) week 24 significantly correlates with greater symptom improvement as measured by MS2D2
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 The relationship between improvement in symptom o | | |
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 Treatment-driven reduction of serum tryptase to the WHO SM diagnostic threshold (<20 ng/mL) at week 24 was significantly correlated with:

was assessed in the Summit trial at week 24 » Severity of each Symptom s assessed daily from O . Spots e All symptom domains: skin, neurocognitive, fatigue, and GI/pain (other)
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n=119° were MS2D2 TSS, 4 symptom domains (skin, - 1SS is analyzed as a 14-day average 5 + Difficulty remembering * Ten of the eleven individual symptoms
placebo + BSC neurological, fatigue, and other [GI/pain}), and 1° + Data from Summit support MS2D2 as a reliable, valid . o . . L . . - .
n=60 individual symptoms and “fit for purpose” PRO measure to assess treatment Gastrointestinal » Correlation between reduction in serum tryptase and improvement in symptom severity is consistent with the pathogenetic link between neoplastic mast cells and
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*One patient withdrew consent and did not receive treat ment. E;l\geggcgiedeegg;ﬁee?n?jcfegrgfg%t;)lig[r?réws&ia/itnhci[Eirfg]rdﬁssggfpl\agzgga‘rs%eir?Sgr(fjt;egﬂiteory cl/Pain (Other) Pain e Response in obiective measures of disease. such as serum t tase and corresbonding svymptom imoprovement indicate modification of underlving disease
BM, bone marrow; BMM, bone marrow mastocytosis; BSC, best supportive care; H1RA, histamine receptor type 1 antagonist; HR2A, histamine receptor type 2 antagonist; ISM, indolent registration-directed Summit trial. e Headache p J 4 ryp 4 p g y p p y g
SM; LTRA, leukotriene receptor antagonists; MC, mast cell; MS2D2, mastocytosis symptom severity daily diary; NonAdvSM, non-advanced systemic mastocytosis; PPI, proton pump FDA, US Food and Drug Administration; MS2 D2, mastocytosis symptom severity daily diary;

* Bone pain

inhibitors; QD, once daily, R, randomized; SSM, smoldering SM; TSS, total symptom score; VAF, variant allele frequency; WHO, World Health Organization. NonAdvSM, non-advanced systemic mastocytosis; PRO, patient-reported outcome.
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