LNG-451 (BLU-451) is a potent, CNS-penetrant, wild-type EGFR sparing inhibitor of
EGFR exon 20 insertion mutations
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Figure 5: BLU-451 and mobocertinib potently inhibited EGFR ex20ins

+ Single-dose PK/PD time course analysis of BLU-451 (50 mg/kg) was
performed in a Ba/F3 EGFR ex20ins V769 _D770insASV xenograft tumor

model using phosphorylation of EGFR on tyrosine residue 1068 as a

surrogate marker for EGFR activation (vehicle tissue taken 3 h post dose)

phosphorylation in tumor tissue, but only BLU-451 did not suppress WT
EGFR phosphorylation in large intestine or skin tissue

* |In ligand binding assays (Figure 1), BLU-451 (1 uM) inhibited 1.7% of
BaCkg round kKinases tested by >90% (7/409). The off-target kinases (e.g., TEC family
Kinases) had a similarly positioned cysteine to EGFR, with the exception
of PAKS3. BLU-451 was highly selective compared to other EGFR inhibitors
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did not potently suppress EGFR phosphorylation in the large intestine and
skin tissue samples (Figure 5B)
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