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Background

Patients (pts) with advanced/metastatic EGFR-mutant NSCLC who have progressed on an EGFR TKI have limited treatment options. Iza-bren
is a first-in-class bispecific antibody-drug conjugate (ADC) targeting EGFR and HER3 conjugated to a potent topoisomerase I inhibitor (Ed-
04) via tetrapeptide-based cleavable linker.

Methods

Eligible pts had locally advanced or metastatic non-squamous NSCLC with EGFR sensitizing mutant (exon 19 deletion or L858R), and
progression on prior 3rd generation EGFR TKI. Pts were randomized 1:1 to receive iza-bren (2.5 mg/kg IV D1D8 Q3W) or platinum-based
chemotherapy (PBC) (pemetrexed+cisplatin/carboplatin, Q3W). The primary endpoint was PFS assessed by blind independent central review
(BICR); secondary endpoint included OS. A pre-planned interim analysis served as the final analysis for PFS and the interim analysis for OS.

Results

As of data cutoff (Jul 15, 2026), 422 pts were treated (iza-bren/PBC, 216/206). Median follow-up for PFS was 14.6 vs 15.2 mo (iza-
bren/PBC). mPFS by BICR was 11.14 mo (95% CI, 9.17-12.68) with iza-bren vs 5.65 mo (95% CI, 5.45-5.95) with PBC (HR = 0.40; 95% CI,
0.31-0.51; p <0.0001). The OS data were immature; however, a favorable trend towards improved mOS was observed with iza-bren vs PBC
(HR= 0.66; 95% CI, 0.47–0.91). The cORR by BICR was 60.2% vs 34.5%, and the mDOR was 10.45 vs 5.68 mo. Gr≥3 TRAEs were
predominantly hematologic in nature. TRAEs were manageable with standard supportive care, and only 1.9% of pts in the iza-bren group
discontinued treatment due to TRAEs. ILD was uncommon with iza-bren (adjudicated ILD, two [0.9%]; one Gr 3 and one Gr 1). No new safety
signals were observed.

Conclusions

Iza-bren demonstrated a statistically significant and clinically meaningful improvement in PFS vs PBC in pts with EGFR-mutant non-
squamous NSCLC after progression on a 3rd generation EGFR TKI, meeting the primary endpoint. A trend towards OS improvement was
observed. The safety profile was manageable and consistent with previous studies. These results support iza-bren as a new standard of
care in this population in China. A global study is ongoing (NCT07100080).
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