INTRODUCTION

RLY-2608 inhibits kinase- and helical domain- mutant signaling with
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t- and isoform-selective inhibitor of PI3Ka, is efficacious as a single agent and drives regressions in combination
with standard of care therapies in PIK3CA mutant breast cancer models
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RLY-2608 combines with standard of care therapies to drive regressions in ER+/HER2- breast cancer
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RLY-2608 is the first allosteric PI3Ka mutant- and isoform-selective inhibitor
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Co-treatment of ER+/HER2- cell lines (MCF7 or T47D) with RLY-2608 and fulvestrant or

RLY-2608 binds to mutant protein preferentially (as assessed via surface plasmon resonance
(SPR)). Binding is not abrogated by buparlisio, an orthosteric site inhibitor. (A and B). RLY-2608
binds faster to the mutant protein (C). RLY-2608 demonstrates biochemical selectivity for mutant
PI3Ka over WT and other family member isoforms (D) in addition to exquisite selectivity over the

rest of the kinome (E).

abemaciclib leads to synergy in viability effects as visualized by the difference between the 1.

blue line (synergy) and red line (additivity). Proliferation was measured by CellTiter-Glo®
(Fulvestrant combinations) or CyQUANT® (abemaciclib combination). Isobolograms were
generated by GeneData Screener using Loewe's additivity method.
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