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Activity of zipalertinib against active central nervous system (CNS) metastases in patients with non-small cell lung cancer
(NSCLC) harboring EGFR exon 20 insertion (ex20ins)/other uncommon mutations
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Background

CNS metastasis in patients with EGFR-mutant (EGFRmt) NSCLC is associated with poor prognosis. Zipalertinib, a highly selective,
irreversible EGFR TKI, has demonstrated clinical activity against ex20ins EGFRmt NSCLC in a phase I/1l trial, including patients with CNS
metastases.

Methods

We report preliminary results from the ongoing multicohort phase [Ib REZILIENT?2 trial (NCT05967689) of zipalertinib (100 mg orally, twice
daily), including patients with NSCLC harboring ex20ins/other uncommon EGFRmt and >1 active CNS metastases and/or leptomeningeal
disease (LMD). In addition to objective response rate (ORR) and duration of response (DOR) by RECIST v1.1, this cohort was assessed for
intracranial ORR (iORR), DOR (iDOR), and disease control rate (iDCR) by RANO-BM, and safety.

Results

At data cutoff (February 17, 2025), 32 patients were enrolled. Median age was 62.5 (range, 23-83) years; patients received a median of 2
(1-4) prior lines of therapy. Ex20ins and other uncommon (including G719X, S7681, L861Q, and compound) mutations were reported in 21
and 13 patients, respectively. In 16 evaluable patients by RANO-BM-measurable CNS disease (including 3 with LMD), iORR was 31.3% (95%
Cl:11.0,58.7; complete response, n=1; partial response, n=4); this included patients with ex20ins (n=4) and other uncommon EGFRmt
(n=1).iDCR was 68.8% (95% Cl: 41.3,89.0) and median iDOR was 8.1 months (95% CI: 3.1, non-estimable). Preliminary ORR by RECIST 1.1
(n=29) was 27.6% (95% Cl: 12.7,47) and median DOR was 7.62 months (95% CI: 2.07, 9.07). Zipalertinib 100 mg twice daily was well
tolerated, with Grade >3 treatment-related adverse events occurring in 8 (25.0%) patients (including anemia [n=3] and interstitial lung
disease [ILD; n=2]); 1 death due to ILD was reported.

Conclusions

In summary, zipalertinib demonstrated clinically meaningful intracranial antitumor activity in patients with NSCLC harboring ex20ins/other
uncommon EGFRmt, similar to the overall systemic anticancer activity in this population, with no new safety signals observed. Cohort
enrollment is ongoing to better characterize clinical activity of zipalertinib against CNS lesions.
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