BBO-11818: an orally bioavailable, highly potent and selective non-
covalent pan-KRAS(ON) and (OFF) inhibitor with robust anti-tumor
activity in KRAS-mutant preclinical models

Stahlhut C.! Maciag A.E.2, Sullivan K'# Singh K.'*¥ Gitego N."%, Zhang Z.!, Chan A%, Sharma A. K4, Alexander P.2, Shu J.!, Yang Y.!, Rigby M.2, Ma R.4,

Setoodeh S.!, Smith B.P.2, Pei J.°, Rabara D.4, Larsen E.K.4, Turner D.2, Zhang C.!, Feng C.!, Feng S.!, Stice J.P.!, Xu R.!, Lin K.!, Stephen A.G.%, Lightstone
F.C.3, Ji1 C.!, Wang K.!, Simanshu D.K.4, Nissley D.V.2, Wallace E.!, Wang B.!, Sinkevicius KW.!, McCormick F.24, Beltran P.J.!

1- BridgeBio Oncology Therapeutics, South San Francisco, California. # Equal contribution
2- NCI RAS Initiative, Cancer Research Technology Program, Frederick National Laboratory for Cancer Research, Leidos Biomedical Research, Inc., Frederick, Maryland

3- Physical and Life Sciences (PLS) Directorate, Lawrence Livermore National Laboratory, Livermore, California

4- Helen Diller Family Comprehensive Cancer Center, University of California San Francisco, San Francisco, California

BBO-TIBI8 inhibits ERK phosphorylation and cel

Oncogenic variants of KRAS drive tumor growth and metastasis through prOIIferatlon In KRAS-mutant cell lines
aberrant signaling, making them important therapeutic targets.'Inhibitors

BBO-11818 and EGFR inhibitors demonstrate
combination benefit in vitro and in vivo

BBO-11818 demonstrates efficacy in KRASS2D gnd
KRASC12Y CDX models
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pan-KRAS binder and KRAS:RAF1 PPI inhibitor inhibition of pERK in a KRASS12D model

driven by decrease in tumor cell proliferation and
increase in apoptosis

BBO-11818 also shows a combination benefit with anti-PD-1 treatment,
resulting in complete tumor regressions in the CT26 syngeneic model.
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