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Subgroup analyses from the ASCENT-04/KEYNOTE-D19 study of sacituzumab govitecan (SG) + pembrolizumab (Pembro) vs
chemotherapy (Chemo) + Pembro in previously untreated advanced triple-negative breast cancer (TNBC)
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Background

First-line (1L) SG + pembro showed statistically significant and clinically meaningful improvement in progression-free survival (PFS) vs
chemo + pembro in the ASCENT-04 study (HR 0.65) in participants (pts) with PD-L1+ locally advanced unresectable or metastatic TNBC.
Efficacy results in subgroups of clinical interest from ASCENT-04 are reported.

Methods

Pts were randomized 1:1 to SG + pembro or chemo (paclitaxel, nab-paclitaxel, or gemcitabine + carboplatin [gem/carbo]) + pembro. Primary
end point: PFS by blinded independent central review. An ad hoc analysis (data cutoff, Mar 3, 2025) was conducted in prespecified
subgroups based on chemo selected prior to randomization in the overall population (taxane [tax], gem/carbo), disease status (de novo
metastatic, recurrent within 6-12 mo, and > 12 mo), and presence of brain metastases (mets; yes/no). Visceral mets (yes/no) was also
assessed (post-hoc).

Results

There were 443 pts (SG + pembro, 221; chemo + pembro, 222). Across subgroups, HR for PFS was < 1 (Table). Median (m)PFS was longer
with SG + pembro vs chemo + pembro in pts preselected to receive tax or gem/carbo, pts with de novo metastatic disease, recurrent disease
within 6-12 mo or > 12 mo, pts with and without visceral mets, and pts with and without brain mets, while acknowledging small sample size
for pts with brain mets. Incidence of new lesions at time of progression was lower in the SG + pembro group (24%) vs chemo + pembro
group (34%), with a smaller proportion of pts developing new visceral lesions in SG + pembro group (13% vs 18%, respectively).

Conclusions

This ad hoc analysis showed a consistent numerical PFS benefit with SG + pembro vs chemo + pembro across subgroups, with fewer pts
developing new visceral lesions with SG + pembro. Findings were consistent with the overall population, further supporting SG + pembro as
a 1L standard of care for pts with PD-L1+ advanced TNBC.Table: 4648P
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SG + Pembro Chemo + Pembro

n mPFS (95% Cl), mo HR (95% CI) n mPFS (95% Cl), mo
Preselected chemo
Tax 116 11.1 (8.6-16.7) 114 9.2 (7.2-12.9)0.82 (0.58-1.17)
Gem/carbo 105 11.3 (9.2-21.2) 108 7.4 (6.9-9.0) 0.52(0.36-0.75)
Disease
De novo metastatic 75 8.1 (7.3-18.6) 75 7.7(6.1-11.9)0.89 (0.59-1.34)
Recurrent (6-12 mo) 40 9.9 (5.7-16.8) 40 7.2(4.4-91) 0.62(0.36-1.08)
Recurrent (> 12 mo) 106 16.6 (11.0-NR) 107 8.7 (7.3-10.8)0.52 (0.35-0.76)
Visceral mets
Yes 147 9.3 (7.7-11.7) 140 7.0 (5.6-7.5) 0.64 (0.47-0.85)
No 74 16.8 (12.9-NR) 82 9.9 (9.0-12.9)0.64 (0.39-1.05)
Brain mets
Yes 8 5.7 (0.5-NR) 6 3.7 (1.3-NR) 0.64 (0.19-2.14)
No 213 11.7 (9.3-16.8) 216 8.4 (7.4-9.3) 0.65(0.50-0.84)

NR, not reached.
Clinical trial identification
NCT05382286.
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