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Background

SHR-A1811, a HER2-targeted antibody-drug conjugate, proved substantial single agent antitumor activity in heavily pretreated solid tumors
as shown in a global phase 1 trial (J Clin Oncol. 2024). Here, we first report the interim analysis of SHR-A1811 versus pyrotinib plus
capecitabine in HER2+ advanced/metastatic BC from the pivotal phase 3 HORIZON-Breast01 study.

Methods

Taxane- and trastuzumab-pretreated patients (pts) with HER2+ advanced/metastatic BC were randomized (1:1) to receive intravenous SHR-
A1811 or oral pyrotinib plus capecitabine. The primary endpoint was PFS by blinded independent central review (BICR).

Results

As of Jun 30,2025, 287 pts were randomized (SHR-A1811, n=142; pyrotinib plus capecitabine, n=145; IHC 3+: 76.1% vs. 71.7%; HR+:
47.9% vs. 47.6%; median lines of prior systemic treatments: 1 vs.1; prior pertuzumab: 71.8% vs. 72.4%), with median follow-up of 15.9
months (95% Cl 14.6—-17.1) for SHR-A1811, and 15.3 months (95% Cl 14.3-16.6) for pyrotinib plus capecitabine. The PFS by BICR was
significantly improved in the SHR-A1811 group than in the pyrotinib plus capecitabine group (30.6 months vs. 8.3 months; HR 0.22 [95% ClI
0.15-0.34]; p<0.0001; table). Although the median OS was not yet reached, SHR-A1811 showed a clear OS benefit trend. Median treatment
duration was 19.5 months (95% CI 17.3—NR) with SHR-A1811, 7.1 months (95% Cl 5.6—-9.2) with pyrotinib, and 7.5 months (95% Cl 5.7-
9.6) with capecitabine. Similar rates of TRAES were observed. Interstitial lung disease (ILD) occurred only in 4 pts (2.8%) receiving SHR-
A1811 (grade 1/2: 3 [2.1%]; grade 3: 1 [0.7%]).Table: LBA19

Summary of results

Efficacy SHR-A1811 (n=142) Pyrotinib 2 plus capecitabine (n=145)
PFS events by BICR, n (%) 37 (26.1) 87 (60.0)

Median PFS by BICR, months (95% ¢y ~ 30-6 (16.8-NR) 8.3 (6.9-11.0)

HR (95% Cl); p ® 0.22 (0.15-0.34): p<0.0001

12-months PFS rates by BICR, % (95% Cl)84.7 (77.0-90.0) 35.5 (26.8-44.2)

Median 0S, months (95% Cl) NR (NR-NR) NR (NR-NR)

HR (95% Cl); p 0.31 (0.14-0.69); p=0.0012

confirmed ORR by BICR, % (95% Cl) 81.7 (74.3-87.7) 55.9 (47.4-64.1)



Efficacy SHR-A1811 (n=142) Pyrotinib 2 plus capecitabine (n=145)

TRAEs © SHR-A1811 (n=142) Pyrotinib plus capecitabine (n=144)
Grade 23, n (%) 100 (70.4) 90 (62.5)

Serious, n (%) 19 (13.4) 17 (11.8)

Leading to death, n (%) 0 1(0.7)

4pan-HER TKI, commonly used 2L SOC for HER2+ BC in China. P1-sided c. assessed in treated pts.

Conclusions

SHR-A1811 exhibited significant PFS benefit and strong trend in OS benefit versus pyrotinib plus capecitabine in the second-line therapy in
HER2+ advanced/metastatic BC, with favorable safety profile of low ILD occurrence.
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