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Background

HORIZON-Breast06 is a pivotal, randomized, multicenter, open-label, phase 3 study comparing trastuzumab rezetecan (a HER2 ADC) with
physician’s choice of chemotherapy in patients (pts) with HER2-low advanced BC who had received <1 prior line of chemotherapy for
metastatic disease, with prior endocrine therapy required for hormone receptor (HR)-positive disease.

Methods

Pts were randomized (1:1) to receive trastuzumab rezetecan (6.4 mg/kg IV, Q3W) or physician’s choice of chemotherapy (taxanes, eribulin,
capecitabine, or gemcitabine). The co-primary endpoints were PFS by blinded independent central review (BICR) in chemo-naive (0 prior
line of chemotherapy for metastatic disease) and overall pts.

Results

As of Mar 20, 2026, 551 pts were randomized (trastuzumab rezetecan, n=277; chemotherapy, n=274; chemo-naive: 81.5%; HR-positive:
73.0%; prior CDK4/6 inhibitor: 64.8%). Median follow-up was 18.0 months (95% Cl 16.8-19.3) for all patients. Trastuzumab rezetecan
significantly prolonged PFS by BICR in both chemo-naive (median 16.6 vs. 6.8 months; HR 0.25, 95% CI 0.19-0.33; P<0.0001; table) and
overall pts (median 16.4 vs. 6.8 months; HR 0.27, 95% Cl 0.21-0.34; P<0.0001). The PFS benefit was consistent across all prespecified
subgroups, including HR-negative disease (16.5 vs. 6.8 months; HR 0.34) and HR-positive disease (16.4 vs. 6.7 months; HR 0.24). 0S data
remain immature, with a trend favoring trastuzumab rezetecan. Grade >3 treatment-related adverse events occurred in 84.1% (trastuzumab
rezetecan) and 67.9% (chemotherapy) of patients, respectively. Interstitial lung disease (ILD) was reported in only 7 pts (2.5%) with
trastuzumab rezetecan.Table: LBA13

Chemo-naive patients Overall patients
Trastuzumab rezetecan _ Trastuzumab rezetecan Chemotherapy
(N=225) Chemotherapy (N=224) (N=277) (N=274)
PFS
Events, n (%) 91 (40.4) 146 (65.2) 130 (46.9) 185 (67.5)
Median (95% CI),
months( ) 16.6 (14.0-19.4) 6.8 (5.7-7.0) 16.4 (14.0-16.8) 6.8 (5.7-6.9)

12-mo rate, % (95% Cl) 65.2 (57.6-71.8) 18.9 (12.8-25.8) 63.1 (56.4-69.1) 18.0 (12.7-24.1)



Chemo-naive patients

Overall patients

Trastuzumab rezetecan _ Trastuzumab rezetecan Chemotherapy
(N=225) Chemotherapy (N=224) (N=277) (N=274)
) e B i 0.27 (0.21-0.34);
HR (95% CI); 1-sided P 0.25 (0.19-0.33); P<0.0001 P<0.0001
0S
Events, n (%) 43 (19.1) 55 (24.6) 66 (23.8) 77 (28.1)

12-mo rate, % (95% Cl) 92.0 (87.3-95.1)
ORR, % (95% Cl) 76.0 (69.9-81.4)

83.0 (76.9-87.6)
43.3 (36.7-50.1)

90.6 (86.2-93.6)
75.5 (69.9-80.4)

81.4 (75.9-85.8)
41.2 (35.4-47.3)

Conclusions

Trastuzumab rezetecan significantly improved PFS over physician’s choice of chemotherapy in pts with HER2-low advanced BC regardless
of prior lines of chemotherapy or HR status, with a trend toward OS benefit and a favorable safety profile including a low incidence of ILD.
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