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Introduction BBO-10203 covalently binds PI3Ka on cysteine 242 in BBO-10203 shows monotherapy activity and strong
_ the RBD, breaking the interaction of PI3Ka with RAS combination activity with BBO-8520 in KRAS®12C
Normal Context Malignant Context Breaker — BBO-10203 CDX, PDX, and GEM models
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BBO-10203 shows monotherapy activity and strong
combination activity with BBO-11818 in KRAS®2P gnd
KRASC12Y CDX and PDX models
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AKT phosphorylation: Cells were seeded, and the next day treated with a titration of BBO-10203. Four hours
post-treatment, AKT phosphorylation was assessed by HTRF.

Ki.co/ Ki: BT-474 cells were treated with a titration of BBO-10203 at timepoints from 5 minutes to 4 hours and
assayed for pAKT levels using HTRF. A linear regression of the natural logarithm of pAKT (%) versus
incubation time was made to determine the negative slope observed rate constant (k,.) for each BBO-10203
concentration, which represents the slope k.. kit and K, were calculated using non-linear regression
analysis to fit to a user-defined equation, K. = Kinaet ¥ |/ (K, + 1) where | is the BBO-10203 concentration.
Pharmacokinetic (PK) properties: BBO-10203 was administered at single dose to mice and dogs
intravenously (3 mg/kg for mice and 0.5 mg/kg for dogs) and at the indicated dose levels orally. Plasma was
collected and then PK parameters were assessed.

effects on tumor cell proliferation and apoptosis and are well

The combination of BBO-8520 and BBO-10203 shows The combination of BBO-11818 and BBO-10203 shows tolerated.

robust activity, drives regressions by inducing tumor robust activity, drives regressions by inducing tumor * BBO-10203 is being evaluated in KRAS mutant solid tumors as a
monotherapy in a phase 1 clinical trial (NCT06625775) and will be

evaluated in combination with KRAS inhibitors in future trials.

cell G1 arrest and apoptosis, and is well tolerated cell G1 arrest and apoptosis, and is well tolerated

PK and pharmacodynamics (PD) studies: Dose and time response PK/PD analyses were performed in the H2122 NSCLC CDX (KRASS2¢, KEAP1I™Mt, STKTI™Mt) Capan-2 PDAC CDX (KRASS1?V)
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