congress
MADRID

LBA72
Ruzaltatug rezetecan, a HER3-directed ADC, vs platinum-based chemotherapy (PBC) in EGFR-mutated advanced NSCLC
progressing after EGFR-TKI: Interim analyses (IA) from the phase 3 HERON-Lung01 trial

Y-L.Wu', C. Xu', Y. Zhang?, G. Lin3, H. Wang?, Q. Wang®, D. Huang®, Y. Yu?, Z. Jin8, H. Zhong®, L. Wu'0, L. Liu'", J. Duan'2,Z. He3, Y. Luo4,
H. Liu™®, B. Chen8, J. Zhang'’, F. Qiu'’, L. Yang'’

T Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital, Guangdong Academy of Medical Sciences, Southern Medical
University, Guangzhou, China, 2 Lung Cancer Center, West China Hospital, Sichuan University, Chengdu, China, 3 Department of Pulmonary
Medical Oncology, Zhongshan City People's Hospital, Wuxi, China, 4 Department of Medical Oncology, Shandong Cancer Hospital and
Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China, ® Department of Respiratory
Medicine, Henan Cancer Hospital/Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China, ® Department of Thoracic Medical
Oncology, Tianjin Medical University Cancer Institution & Hosptial, Tianjin, China, / Department of Medical Oncology, Harbin Medical
University Cancer Hospital, Harbin, China, 8 Department of Thoracic Oncology, Sichuan Cancer Hospital and Institute/The Affiliated Cancer
Hospital School of Medicine, UESTC, Chengdu, China, ° Department of Respiratory and Critical Care Medicine, Shanghai Chest Hospital,
Shanghai Jiao Tong University, Shanghai, China, 19 Department of Thoracic Medical Oncology, Hunan Cancer Hospital, Changsha, China, '
Department of Oncology, The First Affiliated Hospital with Nanjing Medical University, Nanjing, China, '2 Department of Respiratory Medicine,
Shanxi Cancer Hospital, Taiyuan, China, '3 Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital of Guangxi
Medical University, Nanning, China, 4 Department of Medical Oncology, Hunan Cancer Hospital, Changsha, China, '® Department of Thoracic
Surgery, Liaoning Cancer Hospital and Institute, Shenyang, China, 16 Department of Respiratory Medicine, The Affiliated Hospital of Xuzhou

Medical University, Xuzhou, China'” Department of Clinical Research & Development, Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai,
China

Background

Ruzaltatug rezetecan (SHR-A2009) is a novel ADC composed of a fully human anti-HER3 1gG1 mAb, cleavable peptide linker and DNA
topoisomerase | inhibitor payload. In a previous phase 1 trial, SHR-A2009 showed promising antitumor activity and manageable safety in
pretreated EGFR-mutated NSCLC, supporting pivotal investigation.

Methods

In this phase 3 study, patients (pts) with EGFR-mutated (Ex19del/L858R) advanced nonsquamous NSCLC progressing after EGFR-TKI were
randomized 1:1 to receive SHR-A2009 (8 mg/kg, IV, Q3W) or PBC (pemetrexed 500 mg/m? + carboplatin AUC 5 or cisplatin 75 mg/m?2 Q3W
for 4 cycles, followed by maintenance pemetrexed). Crossover to SHR-A2009 from PBC arm was allowed after disease progression. The
primary endpoint was progression-free survival (PFS) per blinded independent central review (BICR).

Results

Atotal of 498 pts were randomized (SHR-A2009, n=250; PBC, n=248). At the prespecified PFS IA (data cutoff, Apr. 15, 2026), median follow-
up was 7.7 mo. BICR-assessed PFS was significantly longer with SHR-A2009 vs PBC (median, 8.3 vs 5.4 mo; HR 0.47 [95% Cl 0.36—-0.60]; 1-
sided P <0.0001). PFS benefits persisted across all prespecified subgroups, regardless of presence of brain metastases or EGFR mutation
type. Overall survival was immature but favored SHR-A2009 (HR 0.70; 95% Cl, 0.43—-1.14), despite substantial post-progression crossover
(19.4%) from PBC arm. Objective response rate (60.0% vs 34.3%), disease control rate (92.8% vs 83.1%) and median duration of response
(8.5 vs 4.4 mo) per BICR were also improved with SHR-A2009. Grade >3 treatment-related adverse events (TRAES) occurred in 40.7% with
SHR-A2009 vs 38.9% with PBC, most commonly decreased neutrophil count (25.8% vs 19.2%), decreased WBC count (11.7% vs 12.1%)
and anaemia (6.0% vs 10.9%). Interstitial lung disease occurred in 6 pts (2.4%; grade 1-2, n=5; grade 3, n=1) with SHR-A2009. TRAES led
to dose discontinuation in 1.2% with SHR-A2009 and 1.3% with PBC.

Conclusions

SHR-A2009 significantly improved PFS vs PBC, with a manageable safety profile, supporting it as a new standard-of-care option for
advanced EGFR-mutated NSCLC progressing after EGFR-TKI.
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