Abstract

OKI-219 is a brain-penetrant PI3KgH1947R inhibitor that has increased activity in
combination with SERDs
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Targeting mutant PI3Ka isoforms avoids on- OKI-219 demonstrates intracranial activity in a OKI-219 shows improved activity in
target toxicity of nonselective inhibitors mouse model of PI3KaH1947R breast cancer combination with multiple SERDs over its use
as single agent
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A) Mice bearing xxT47D tumors (n=6) were dosed with OKI-219 QD PO at the indicated
doses as a single agent or in combination with 5 mg/kg QW fulvestrant. Vehicle and
fulvestrant alone or in combination with 20 mg/kg alpelisib QD were included as
controls.
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B) Mice bearing xxT47D tumors (n=6) were dosed with OKI-219 QD PO at the indicated
doses as a single agent or in combination with 10 mg/kg camizestrant QW. Vehicle,
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Mice bearing luciferase-tagged xxT47D-luc tumors both intracranially in the left striatum
and subcutaneously on the flank were dosed for 21 days QD PO with vehicle, OKI-219, and
paxalasib, a brain-penetrant non-selective PI3K inhibitor (paxalasib dose was reduced from

25 to 10 mg/kg after 3 days of dosing).  OnKure, Inc. Is currently enrolling patients in the PIKture-01

A) Mean tumor growth of intracranial tumors at the indicated doses, shown as percent Phase 1 clinical trial of OK|-219 (NCT0623946'7)
change from start of dosing. '

B) Mean tumor growth of subcutaneous tumors at the indicated doses, shown as percent
change from start of dosing.

agent activity.
A) Animals (n=3) were dosed once with 10 mg/kg OKI-219 PO, and 2h post-dose drug
concentrations were measured and corrected for tissue binding. K, Is the ratio between

unbound drug In tissue to unbound drug Iin plasma.

B) Male SD rats (n=3) were fitted with a microdialysis probe in the striatum brain region and
dosed once with 30 mg/kg OKI-219 PO. Free brain levels of drug were measured over 24h, and

olasma drug levels were measured separately and corrected for plasma protein binding. . . . . .
. . . . c : . C) Representative luminescence images of intracranial tumors after 21 days of treatment at
Relative recovery was determined using an internal standard.”> Following the absorption

nhase, the free brain and plasma concentrations were nearly identical, with a K, of 0.68 by the indicated doses. Luminescence (color scale) is overlaid against infrared images of the
AUC ratio. ' head (grayscale).

D) Individual tumor tracks of intracranial (top) and flank (bottom) tumors.
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