Apstract — Praclinical characterization of NVL-330, a selective and brain penetrant Nuvalent
HER2 tyrosine kinase inhibitor with broad activity on HER2 oncogenic alterations

Yuting Sun?, Kristin L. Andrews?!, Anupong Tangpeerachaikul?, Tuan M. Nguyen?, Baudouin Gerard?!, Nancy E. Kohl?, Joshua C. Horan?!, Henry E. Pelish!
!Nuvalent, Cambridge, MA; 2Kohl Consulting, Wellesley, MA

HER2 (ERBB2) can drive tumorigenesis via mutation, amplification, and/or overexpression. « NVL-330 showed broad activity on HER2 oncogenic alterations, including HER2 exon20ins, « NVL-330 showed dose-dependent antitumor efficacy in patient derived xenograft (PDX) models NVL-330 (30 mg/kg BID) induced subcutaneous and intracranial NCI-N87 tumor regression.
e HER2 exon 20 insertion mutations (exon20ins) induce constitutive kinase activity and are activating point mutations, and amplified wild-type HER2. harboring HER2YYMA 'with regression starting at 10 mg/kg BID PO. « T-DXd (10 mg/kg Q3W, a clinically relevant dose in mice) induced NCI-N87 tumor stasis
the most frequently occurring HER2 mutat|o.ns in lung cancer. Examples mcl_ude * NVL-330 and zongertinib had similar HER2 potency and selectivity over wild-type EGFR. e T-DXd achieved tumor regression in the ST3107 model. intracranially, despite subcutaneous tumor regression.
Y772_A775dupYVMA (HER2YVMA)  G776del_insVC (HER2VC), and P780_Y781insGSP . . ) )
(HER265).1-3 * Poziotinib, a pan-ERBB inhibitor, did not demonstrate selectivity over wild-type EGFR. * NVL-330 demonstrated higher brain penetrance than T-DXd at the intracranial study
WA endpoint.
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