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Introduction BH-30643: A Reversible, Mutant Selective OMNI-EGFR Inhibitor BH-30643 Potently Inhibits EGFR Classical/Resistance Mutations BH-30643 Potently Inhibits EGFR Ex20ins/Resistance Mutations

EGFR-mutant lung cancer is a global disease affecting >250,000 patients annually.
More than one hundred different EGFR mutations have been reported in non-small cell lung cancer

* Approved and investigational EGFR TKls have recurring liabilities including T790M or C797S resistance,
inadequate potency, or narrow therapeutic window leading to WT EGFR toxicity.

* No EGFR TKIl is approved for EGFR exon 20 ins; investigational TKls have liabilities including C797S
resistance mutation and/or suboptimal therapeutic window.
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Repotrectinib 0.01
ROS1 Cell Potency: 0.2 nM

PFS: 35.7 months in ROS1+ NSCLC

Lorlatinib
ALK Cell Potency: 2.4 nM
PFS: >60 months in ALK+ NSCLC

 BH-30643 is a novel macrocyclic, reversible, mutant-selective EGFR TKI targeting the active conformation
of mutant EGFR, with slow-off rate and long residence time.

ALK cell potency: 87 nM
ROS1 cell potency: 12 nM
PFS: 10.9 months in ALK* NSCLC

These structural similarities are apparent on review of established and putative structures based on
patent reviews of a wide diversity of EGFR TKls:

BDTX-1535 Osimertinib

BH-30643 Afatinib
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wild type human kinases at 100 nM of BH-30643. A with mutant EGFR Note: All reference compounds in this poster are proxy ones from commercial vendors or made in house.
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