
PRESENTED BY:

ASCENT-03: Efficacy by Biomarker Subgroups With 
Sacituzumab Govitecan vs Chemotherapy in Participants With 
Previously Untreated Advanced Triple-Negative Breast Cancer 
Who Are Not Candidates for PD-(L)1 Inhibitors

1Latin American Cooperative Oncology Group (LACOG), Porto Alegre, Brazil; 2Department of Medicine, UW Medicine, Clinical Research Division, Fred Hutchinson Cancer Center, 
Seattle, WA, USA; 3Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA; 4International Breast Cancer Center (IBCC), Pangaea Oncology, Quiron Group, 
Barcelona, Spain; 5IOB Madrid, Institute of Oncology, Hospital Beata María Ana, Madrid, Spain; 6Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences, 
Department of Medicine, Madrid, Spain; 7Medica Scientia Innovation Research (MEDSIR), Barcelona, Spain and Ridgewood, NJ, USA; 8Medical Oncology, Oncology Center Antwerp, 
Ziekenhuis aan de Stroom, Antwerp, Belgium; 9Heidelberg University Hospital and German Cancer Research Center, Heidelberg, Germany; 10Magee-Womens Hospital and the 
Hillman Cancer Center, University of Pittsburgh Medical Center, Pittsburgh, PA, USA; 11Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Vall d’Hebron 
Barcelona Hospital Campus, Barcelona, Spain; 12Yonsei Cancer Center, Seoul, Republic of Korea; 13National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan; 
14Precision Medicine Unit in Senology, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Università Cattolica del Sacro Cuore, Rome, Italy; 15Samsung Medical Center, 
Sungkyunkwan University School of Medicine, Seoul, Republic of Korea; 16Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; 
17University of São Paulo, São Paulo, Brazil; 18Gilead Sciences, Inc., Foster City, CA, USA; 19David Geffen School of Medicine, University of California, Los Angeles, Jonsson 
Comprehensive Cancer Center, Los Angeles, CA, USA

Carlos Barrios1, Sara A Hurvitz2, Sara M Tolaney3, Javier Cortés4-7, Kevin Punie8, Andreas Schneeweiss9, 
Adam Brufsky10, Mafalda Oliveira11, Joohyuk Sohn12, Eriko Tokunaga13, Alessandra Fabi14, Yeon Hee Park15, 
Binghe Xu16, Roberto Hegg17, Meghna Das Thakur18, Yajia Zhang18, Natalya Vaksman18, Catherine Lai18, Aditya Bardia19

Carlos Barrios, MD



PRESENTED BY:

Key Takeaway Points: ASCENT-03 Biomarker Analysis

Carlos Barrios, MD

Median PFS was longer with SG vs chemo across all Trop-2 expression, 
tumor BRCA mutation, and HER2 expression subgroups, 

consistent with the primary analysis of ASCENT-03

These results were also consistent with those observed in prior biomarker 
analyses of the ASCENT study, in which SG provided longer PFS vs chemo across 

Trop-2, BRCA, and HER2 subgroups in 2L+ mTNBC

These results reinforce the significant, clinically meaningful benefit of SG as 1L 
treatment for advanced TNBC in patients who are not candidates for PD-(L)1 

inhibitors across biomarker subgroups

1L, first-line; 2L+, second-line or later; chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; mTNBC, metastatic triple-negative breast cancer; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; SG, sacituzumab govitecan.
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Introduction
• In ASCENT-03, SG demonstrated significant and 

clinically meaningful improvement in PFS vs chemo 
(HR, 0.62; 95% CI, 0.50-0.77; P < .001) in participants 
with previously untreated advanced TNBC who were 
not candidates for a PD-(L)1 inhibitor1

Carlos Barrios, MD

ADC, antibody-drug conjugate; chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; mBC, metastatic breast cancer; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; SG, sacituzumab govitecan; 
TNBC, triple-negative breast cancer. 1. Cortés J, et al. N Engl J Med. 2025;393:1912-25. 2. Goldenberg DM, et al. Oncotarget. 2015;6:22496-512 3. Jacot W, et al. Cancer Med. 2025;14:e70615. 4. Zhao W, et al. Oncol Rep. 2018;40:759-766. 5. Godet I, et al. 
Integr Cancer Sci Ther. 2017;4:10.15761/ICST.1000228. 6. Stoppa-Lyonnet D. Eur J Hum Genet. 2016;24:S3-S9. 7. Bardia A, et al. Ann Oncol. 2021;32:1148-1156. 8. McCann KE, et al. Drugs Context. 2018;7:212540. 9. Chen W, et al. Cancer Discov. 
2026;16:235-249.

Prespecified retrospective exploratory analyses compared efficacy of SG vs chemo in ASCENT-03 
by biomarker subgroups of Trop-2 expression, BRCA status, and HER2 expression

Direct Killing

Bystander Killing

SN-38 cytotoxic payload

Trop-2 antibody

• Mutations in the BRCA1 and BRCA2 genes and HER2 
expression may affect responsiveness to specific 
treatments used in mBC,5-9 and therefore these 
biomarkers may affect treatment selection

• SG is a Trop-2-directed ADC, and Trop-2 
overexpression is common in breast cancer2-4 
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Methods

• Participants were randomized 1:1 to receive SG or chemo; the 
primary end point was PFS by BICR

• Participant tumors could be:
— PD-L1− (CPSa < 10)
— PD-L1+ (CPSa ≥ 10) but not candidates for PD-(L)1 inhibitors

• All biomarkers measured from fresh or archival (formalin-fixed 
paraffin-embedded) tumor samples; 41% from metastatic sites in 
the Trop-2 biomarker analysis set

• Exploratory, prespecified analysis of biomarker status by central 
testing was conducted to determine association with PFS by BICR

• The biomarker analysis set for each biomarker included all 
participants in the ITT population who had ≥ 1 evaluable biomarker 
measurement available at baseline

• At the primary data cutoff (April 2025), OS data were not 
mature (37% maturity); median follow-up was 13.2 months 
(range, < 0.1-29.2)1

Carlos Barrios, MD

aAs per 22C3 assay. bScoring as follows: 0, negative or no staining of tumor cell; 1, weak or faint staining; 2, moderate staining; 3, strong staining. H-score determined by (% of 1+ tumor cells) + (2x% of 2+ tumor cells) + (3x% of 3+ tumor cells). 
BICR, blinded independent central review; chemo, chemotherapy; CPS, combined positive score; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ITT, intent-to-treat; mPFS, median progression-free 
survival; mut, mutant; OS, overall survival; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor BRCA; WES, whole exome sequencing; WT, wild-type. 
1. Cortés J, et al. N Engl J Med. 2025;393:1912-25. 

Trop-2 Expression
• Characterized by H-score, as determined by IHCb

• Participants grouped by Trop-2 expression quartile

tBRCA Status
• Local testing was not common, so measured by WES
• Participants grouped by tBRCA WT or mut status
• Mut indicates mutation in BRCA1, BRCA2, or both 

genes

HER2 Expression
• Measured by ISH and IHC
• Participants grouped as HER2 IHC 0 or HER2 low
• HER2 low includes IHC 1+ or IHC 2+/ISH−

Subgroups Analyzed
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PFS by Trop-2 H-Score Quartilesa

Carlos Barrios, MD

aTrop-2 H-score quartiles: Q1, 0-184; Q2, 185-239; Q3, 240-283; Q4, 284-300. bHR value is stratified. cHR values are unstratified. 
BAS, biomarker analysis set; chemo, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; mo, months; mPFS, median progression-free survival; NE, not estimable; PFS, progression-free survival; Q, quartile; SG, sacituzumab govitecan.
1. Cortés J, et al. N Engl J Med. 2025;393:1912-25.

Subgroup
SG Chemo

HR (95% CI) 
n mPFS, mo n mPFS, mo

ITT Population1,b 279 9.7 (8.1-11.1) 279 6.9 (5.6-8.2) 0.62 (0.50-0.77)

Trop-2 BASc 252 9.7 (7.8-11.1) 247 6.8 (5.4-8.1) 0.64 (0.51-0.80)

Trop-2 H-score 
quartilesc

Q1 68 8.5 (5.6-12.7) 55 5.5 (4.2-8.1) 0.54 (0.35-0.84)

Q2 60 8.3 (5.6-12.4) 62 6.8 (4.2-9.0) 0.62 (0.40-0.97)

Q3 50 9.7 (7.6-11.3) 74 7.0 (5.3-8.5) 0.84 (0.54-1.31)

Q4 74 9.9 (6.9-NE) 56 8.1 (4.4-8.5) 0.60 (0.38-0.95)

0.25 0.5 1 2

PFS was longer with SG vs chemo across all Trop-2 H-score quartile subgroups, 
with no clear trend of increased efficacy at higher levels of Trop-2 expression 

Favors SG Favors Chemo
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PFS by Trop-2 H-Score Quartilesa

Carlos Barrios, MD

Favors SG Favors ChemoPFS curves separated early in all Trop-2 quartiles

SG
(n = 68)

Chemo
(n = 55)

Events 39 43
Median PFS by BICR, (95% CI), mo 8.5 (5.6-12.7) 5.5 (4.2-8.1)

Unstratified HR (95% CI) 0.54 (0.35-0.84)

No. at risk (events)
SG 60 (0) 52 (6) 42 (15) 33 (22) 27 (27) 20 (32) 15 (33) 6 (36) 4 (36) 3 (36) 1 (37) 1 (37) 1 (37) 1 (37) 1 (37) 0 (37)

Chemo 62 (0) 47 (9) 37 (18) 25 (27) 22 (30) 9 (39) 6 (40) 4 (40) 1 (42) 0 (43)

SG
(n = 60)

Chemo
(n = 62)

Events 37 43
Median PFS by BICR, (95% CI), mo 8.3 (5.6-12.4) 6.8 (4.2-9.0)

Unstratified HR (95% CI) 0.62 (0.40-0.97)

No. at risk (events)
SG 50 (0) 44 (2) 36 (8) 31 (11) 24 (17) 16 (23) 11 (27) 9 (28) 4 (32) 4 (32) 2 (34) 2 (34) 0 (35)

Chemo 74 (0) 58 (12) 51 (19) 38 (31) 25 (39) 12 (45) 12 (45) 7 (45) 7 (45) 3 (47) 1 (47) 1 (47) 0 (48)

SG
(n = 50)

Chemo
(n = 74)

Events 35 48
Median PFS by BICR, (95% CI), mo 9.7 (7.6-11.3) 7.0 (5.3-8.5)

Unstratified HR (95% CI) 0.84 (0.54-1.31)

No. at risk (events)
SG 74 (0) 64 (5) 54 (13) 41 (23) 36 (26) 21 (32) 13 (33) 9 (34) 7 (34) 6 (34) 4 (35) 1 (35) 0 (35)

Chemo 56 (0) 48 (6) 40 (10) 27 (22) 22 (25) 9 (35) 6 (37) 4 (37) 1 (37) 1 (37) 1 (37) 0 (37)

SG
(n = 74)

Chemo
(n = 56)

Events 35 37
Median PFS by BICR, (95% CI), mo 9.9 (6.9-NE) 8.1 (4.4-8.5)

Unstratified HR (95% CI) 0.60 (0.38-0.95)
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No. at risk (events)
SG 68 (0) 55 (7) 45 (14) 34 (23) 28 (28) 17 (33) 13 (34) 7 (37) 3 (39) 3 (39) 1 (39) 1 (39) 0 (39)

Chemo 55 (0) 46 (8) 34 (15) 19 (30) 18 (31) 5 (41) 3 (42) 2 (43) 1 (43) 1 (43) 0 (43)
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aTrop-2 H-score quartiles: Q1, 0-184; Q2, 185-239; Q3, 240-283; Q4, 284-300.
BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; mo, months; NE, not estimable; PFS, progression-free survival; Q, quartile; SG, sacituzumab govitecan.
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Subgroup
SG Chemo

HR (95% CI) 
n mPFS, mo n mPFS, mo

ITT Population1,a 279 9.7 (8.1-11.1) 279 6.9 (5.6-8.2) 0.62 (0.50-0.77)

tBRCA BASb 217 9.6 (8.0-11.1) 206 7.2 (5.6-8.3) 0.68 (0.54-0.87)

tBRCA subgroupb

WT 177 8.8 (7.2-9.9) 169 6.9 (5.4-8.3) 0.70 (0.54-0.92)

Mut 40 12.7 (7.2-18.7) 37 8.3 (5.6-11.2) 0.59 (0.32-1.09)

PFS by tBRCA Subgroups

• 18% of participants treated with SG and 18% treated with chemo had tBRCA mut status in the 
biomarker analysis set

Carlos Barrios, MD

aHR value is stratified. bHR values are unstratified.
BAS, biomarker analysis set; chemo, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; mo, months; mut, mutant; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor BRCA; WT, wild-type.
1. Cortés J, et al. N Engl J Med. 2025;393:1912-25.

0.25 0.5 1 2
Favors SG Favors Chemo

Median PFS was longer with SG vs chemo in both the tBRCA WT and mut subgroups, with numerically longer 
PFS in the mut subgroup vs the WT subgroup 
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PFS by tBRCA Subgroups

Carlos Barrios, MD

Time (months)
No. at risk

Mut, SG 40 38 32 25 21 15 9 6 2 2 1 0 0 0 0 0
Mut, Chemo 37 33 26 19 17 7 6 4 3 2 0 0 0 0 0 0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Mut
SG

(n = 40)
Chemo
(n = 37)

Events 19 24

Median PFS by BICR (95% CI), mo 12.7
 (7.2-18.7)

8.3
(5.6-11.2)

Unstratified HR (95% CI) 0.59 (0.32-1.09)

WT
SG

(n = 177)
Chemo

(n = 169)
Events 105 115

Median PFS by BICR (95% CI), mo 8.8
 (7.2-9.9)

6.9
 (5.4-8.3)

Unstratified HR (95% CI) 0.70 (0.54-0.92)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. at risk
WT, SG 177 148 124 93 80 46 32 19 11 9 6 4 1 1 1 0

WT, Chemo 169 132 113 75 58 26 21 14 7 4 2 1 0 0 0 0
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The SG and chemotherapy PFS curves separated early within the tBRCA WT and tBRCA mut subgroups and 
show PFS improvement with SG vs chemo regardless of tBRCA status

BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; mo, months; mPFS, median progression-free survival; mut, mutant; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor BRCA; WT, wild-type. 
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PFS by HER2 Subgroups

Carlos Barrios, MD

aHR value is stratified. bHR values are unstratified.
BAS, biomarker analysis set; chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, immunohistochemistry; ITT, intent-to-treat; mo, months; mPFS, median progression-free survival; PFS, progression-free survival; 
SG, sacituzumab govitecan.
1. Cortés J, et al. N Engl J Med. 2025;393:1912-25.

Subgroup
SG Chemo

HR (95% CI) 
n mPFS, mo n mPFS, mo

ITT Population1,a 279 9.7 (8.1-11.1) 279 6.9 (5.6-8.2) 0.62 (0.50-0.77)

HER2 BASb 274 9.7 (8.0-11.1) 277 6.9 (5.6-8.2) 0.67 (0.54-0.83)

HER2 2-subgroup 
analysisb

HER2 IHC 0 115 8.3 (6.9-10.3) 138 5.6 (4.3-7.0) 0.63 (0.46-0.85)

HER2 low 159 9.8 (8.3-12.4) 139 8.3 (5.7-9.7) 0.74 (0.55-1.01)

0.25 0.5 1 2

Favors SG Favors Chemo

PFS was longer with SG vs chemo across the HER2 IHC 0 and HER2 low subgroups 
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PFS by HER2 Subgroups

Carlos Barrios, MD

No. at risk
HER2 Low, 

SG 159 142 118 89 76 49 34 21 12 11 5 4 1 1 1 0

HER2 Low, 
Chemo 139 117 98 69 57 28 22 13 6 4 2 1 0 0 0 0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

HER2 IHC 0
SG

(n = 115)
Chemo

(n = 138)
Events 75 103

Median PFS by BICR (95% CI), mo 8.3
 (6.9-10.3)

5.6
 (4.3-7.0)

Unstratified HR (95% CI) 0.63 (0.46-0.85)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. at risk
HER2 IHC 0, 

SG 115 93 78 62 50 34 25 17 11 9 5 3 1 1 1 0

HER2 IHC 0, 
Chemo 138 108 87 56 42 16 13 8 6 3 1 0 0 0 0 0

HER2 Low
SG

(n = 159)
Chemo

(n = 139)
Events 85 83

Median PFS by BICR (95% CI), mo 9.8
 (8.3-12.4)

8.3
(5.7-9.7)

Unstratified HR (95% CI) 0.74 (0.55-1.01)
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PFS curves separated early and remained separated during the study period, 
showing PFS benefit with SG over chemo across HER2 subgroups

BAS, biomarker analysis set; BICR, blinded independent central review; chemo, chemotherapy; HR, hazard ratio; mo, months; mPFS, median progression-free survival; mut, mutant; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor 
BRCA; WT, wild-type. 
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Conclusions
• Median PFS was longer with SG vs chemo across all biomarker subgroups, 

consistent with results from the primary analysis of ASCENT-03,1 including:
— Across all Trop-2 expression quartiles
— Both the tBRCA WT and mut subgroups
— Both the tumor HER2 IHC 0 and HER2 low subgroups

Carlos Barrios, MD

Chemo, chemotherapy; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; mut, mutant; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; SG, sacituzumab govitecan; tBRCA, tumor BRCA; TNBC, triple-
negative breast cancer; WT, wild-type.
1. Cortés J, et al. N Engl J Med. 2025;393:1912-25. 2. Bardia A, et al. J Clin Oncol. 2024;42:1738-44. 3. Bardia A, et al. Ann Oncol. 2021;32:1148-56.

SG demonstrated efficacy vs chemo across Trop-2 expression, tBRCA genotypes, and HER2 expression 
subgroups, reinforcing the significant, clinically meaningful benefit of SG in first-line treatment for patients 

with previously untreated advanced TNBC who are not candidates for PD-(L)1 inhibitors

• Due to small sample sizes in some subgroups and the descriptive nature of this 
analysis, caution is needed when interpreting these results

• These results are consistent with those observed in the ASCENT study, in which SG 
provided longer PFS compared to chemotherapy across Trop-2, BRCA, and HER2 
categories in participants with metastatic TNBC2,3
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A plain language summary of this presentation 
is available via QR code* on this slide.

*Copies of this slide deck obtained through Quick Response 
(QR) Code are for personal use only and may not be 
reproduced without permission from ASCO® or the author of 
these slides.
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