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Table 2. Safety and Tolerability
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A phase 1/2 trial of LY4064809

® PI3Ka inhibitors (PI3Kai) have demonstrated clinical benefit in the approximately 40% of HR+, HER2- ABC with
PIK3CA mutations (PIK3CAm).' However, broad use is often constrained by: 1) toxicities mediated through wild-
type PI3Ka inhibition and 2) the exclusion of patients with diabetes or prediabetes

(STX-478), a pan-mutant-selective

" LY4064809 is an oral, allosteric, CNS-penetrant, pan-mutant-selective PI3Kai with favorable safety, PK, and

LY4064809 + Fulv + CDK4/6i (n=63)

Total (N=154)2 LY4064809 (n=50) LY4064809 + Fulv (n=41)
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* Measurable / evaluable disease per

RECIST v1.1 LY4064809¢ + ETY + CDK4/6i¢

® <2 prior therapies
= CDK4/6i-naive/ongoing'/pretreated
= =1 prior chemotherapy

Foundation One Liquid assay was
used)

= Data cutoff date was 7 Oct 2025

a.'Y4064809 (20 - 160 mg QD) doses were evaluated. ®Consolidated terms: ALT/AST increased includes both alanine aminotransferase increased and aspartate aminotransferase increased; neutropenia includes neutropenia and neutrophil count decreased; rash includes rash and rash maculo-papular. °Dose reductions/discontinuations of LY4064809 only

Fig 2. Impact on Glucose Metabolism Fig 3. PIK3CAm ctDNA VAF Dynamics
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Efficacy evaluable patients are those who had measurable disease and 21 post-baseline tumor assessment or discontinued prior. ORR = PR and uPR; DCR = PR, uPR, and SD. Includes 52 and 2° unconfirmed PRs, ongoing and pending confirmation. #*Patients with a best % change from baseline >60%. TOT, time on treatment

Majority of patients in the combination cohorts are ongoing

® Approximate dose proportional increases in steady state exposure B Frior abemaciclib

® No significant drug-drug interaction between LY4064809 and fulvestrant or palbociclib

= Steady state LY4064809 exposures maintained target coverage for in vitro pAKT ICg, from 20 mg
and for in vivo efficacy from 40 mg
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