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Study Methods !"#$%&'%(&)*+: 
Phase 1/2 open-label, multicenter study in 2 parts:
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BDTX-189: 
! Orally available, irreversible, spectrum-selective inhibitor of allosteric -#.(

mutations with >6-fold selectivity vs. EGFR wild-type (IC!" >500 nM)
! Covalent binding at the ATP site
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Background: 
Oncogenic mutations of the 
epidermal growth factor tyrosine 
kinase family (2-3 /-#.( ) can occur at 
either the ATP binding site (canonical) 
or at a distal site (allosteric, non-
canonical)
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Recurring 2-34 mutations have been identified in 1-2% of solid tumors with 
enrichment in some tumors

! Individual variants occur at a frequency from about 0.5% (S310), 0.3% 
(YVMA) to 0.1% (V842I) or less depending on tissue histology

! >20 2-34 mutant variants plus the family of -563 and 2-34 exon 20 
insertions have been validated to be oncogenic in BaF3 transformants
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! Allosteric -#.( mutations are mostly mutually exclusive with HER+ tumors 
and other driver mutations

Current generation EGFR or HER2-directed therapies have suboptimal 
antitumor activity against allosteric -#.( mutations either due to lack of 
potency and/or low therapeutic index

BDTX-189 Primary & Secondary Pharmacology: 
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Key Objectives/Endpoints
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