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Introduction
•	 Despite new treatments for HER2-low (IHC 1+ or 2+/in situ hybridization−) mBC, patients with IHC 0 (absent or 

incomplete membrane staining in ≤ 10% of tumor cells, including null and HER2-ultralow) have limited options, 
particularly in the advanced/metastatic setting1,2

•	 SG is approved for HR+/HER2− mBC after prior endocrine therapy (ET) and ≥ 2 systemic therapies in the 
metastatic setting after demonstrating a statistically significant and clinically meaningful improvement in PFS 
and OS vs chemotherapy in the TROPiCS-02 study3,4

•	 ASCENT-07 is a randomized phase 3 study of SG vs TPC in adults with HR+/HER2−, locally advanced 
unresectable or mBC who had received prior ET and were eligible for first chemotherapy5

	— The primary endpoint (PFS by BICR) was not met (median PFS, 8.3 months for both SG and TPC;  
HR, 0.85; 95% CI, 0.69-1.05; P = 0.130); OS data were not yet mature, with follow-up ongoing5

•	 This analysis reports exploratory outcomes in participants with HER2 IHC 0 expression status from ASCENT-07

Methods
•	 Study design, eligibility criteria, and endpoints are shown in Figure 1

•	 Descriptive analyses of participants with HER2 IHC 0 were conducted for PFS by BICR (primary endpoint), as 
well as PFS by investigator, OS, ORR and DOR by BICR, and safety (secondary endpoints)

•	 The September 2025 data cutoff is the same cutoff used for the primary analysis of the overall study population

•	 HER2 status was tested locally, not centrally

Conclusions
•	 In this exploratory analysis of participants with hormone receptor 

positive (HR+)/human epidermal growth factor receptor 2 (HER2) 
immunohistochemistry (IHC) 0 metastatic breast cancer (mBC) from 
the ASCENT-07 study:

	— Sacituzumab govitecan (SG) showed numerical improvement in 
progression-free survival (PFS) vs treatment of physician’s choice 
(TPC) by both blinded independent central review (BICR) and 
investigator assessments

	— SG showed an early trend in improvement of overall survival (OS) 
over TPC, although these data were not mature (28% maturity) 

	— Objective response rate (ORR) was similar between treatment 
groups, and median duration of response (DOR) was longer with 
SG vs TPC

	— The safety profile of SG was manageable and consistent with the 
overall study population5

•	 These findings support further evaluation of SG in patients with 
HR+/HER2 IHC 0 mBC who are candidates for first chemotherapy

Plain Language Summary
•	 The ASCENT-07 study showed that, people with advanced hormone 

receptor positive/human epidermal growth factor receptor 2 (HER2) 
negative breast cancer previously treated with hormone therapy and 
receiving sacituzumab govitecan (SG) had a similar risk of their cancer 
growing or spreading as those receiving chemotherapy

•	 This analysis focused on participants from ASCENT‑07 whose tumors 
were HER2 IHC 0, meaning their cancer cells showed no detectable 
HER2 protein. These patients have few treatment options

•	 When reviewed by independent radiologists, participants receiving SG 
lived slightly longer without their cancer growing or spreading (median 
[the middle value of a dataset] 9.2 months) than those receiving 
chemotherapy (median 8.1 months). Local researchers reported similar 
findings (8.5 vs 6.1 months)

•	 Participants treated with SG appeared to live longer overall than those  
treated with chemotherapy

•	 Both treatments shrank tumors at similar rates, but responses lasted 
longer with SG

•	 The safety profile of SG was similar to that observed previously and can 
be managed by medical professionals

•	 These findings suggest that it may be valuable to further study SG in 
patients with advanced hormone receptor positive/HER2 IHC 0 breast 
cancer who are eligible to receive chemotherapy
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Figure 1. ASCENT-07 Study Design

Figure 5. Most Common (Occurring in ≥ 20%) Treatment-Emergent Adverse Events in IHC 0 Subgroup

Figure 3. Overall Survival in IHC 0 Subgroup (28% Maturity)

Figure 2. Progression-Free Survival by BICR in IHC 0 Subgroup

Figure 4. Tumor Responses and Duration of Response by BICR in IHC 0 Subgroup

ClinicalTrials.gov identifier: NCT05840211.
aDisease recurrence while on the first 24 months of starting adjuvant ET will be considered a line of therapy; these participants will only require 1 line of ET in the metastatic 
setting. bPaclitaxel 80 mg/m2 or nab-paclitaxel 100 mg/m2 IV on days 1, 8, and 15 of 28-day cycles, or capecitabine oral 1000 or 1250 mg/m2 twice daily for first 2 weeks of 
21‑day cycles. cPer RECIST v1.1. dEnrollment of CDK4/6i-naive participants was capped at 10%. ePer local testing.
1L, first-line; BC, breast cancer; BICR, blinded independent central review; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DOR, duration of response; ET, endocrine therapy; 
EU, European Union; HER2−, human epidermal growth factor receptor 2 negative; HR+, hormone receptor positive; IHC, immunohistochemistry; INV, investigator assessment; 
ISH, in situ hybridization; IV, intravenously; mBC, metastatic breast cancer; mo, months; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; 
QOL, quality of life; R, randomized; RECIST v1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; ROW, rest of the world; UK, United Kingdom; US, United States.

TEAEs began on or after the first dose date of study drug up to 30 days after the last dose date of the study drug or the day before initiation of subsequent anticancer therapy, 
whichever occurred first. Adverse events were coded using Medical Dictionary for Regulatory Activities v28.0.
aCombined preferred terms of Neutropenia includes neutrophil count decreased, Fatigue includes asthenia, Anemia includes hemoglobin decreased and red blood cell count 
decreased, and Leukopenia includes white blood cell count decreased.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; IHC, immunohistochemistry; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event;  
TPC, treatment of physician’s choice.

aThe nominal P value was reported as a descriptive measure of the observed treatment effect and does not support statistical significance.
HR, hazard ratio; IHC, immunohistochemistry; mo, months; NE, not evaluable; NR, not reached; OS, overall survival; SG, sacituzumab govitecan;  
TPC, treatment of physician’s choice.

Median follow-up was 15.4 months. aTwo-sided P value from unstratified log-rank test.
BICR, blinded independent central review; HR, hazard ratio; IHC, immunohistochemistry; mo, months; PFS, progression-free survival; SG, sacituzumab govitecan; 
TPC, treatment of physician’s choice.

aORR is defined as the proportion of participants who achieved a best overall response of complete response/partial response. bOdds ratio and 95% CI are calculated from 
unstratified Mantel-Haenszel estimates without any adjustment. cClinical benefit rate is defined as the proportion of participants who achieved best overall response of CR/PR or 
durable SD with duration ≥ 6 months; the 95% CI is based on Clopper-Pearson method. dTime to response (months) = (date of first documented complete or partial response - 
date of randomization + 1)/30.4375.
BICR, blinded independent central review; CR, complete response; IHC, immunohistochemistry; ORR, objective response rate; PR, partial response; SD, stable disease;  
SG, sacituzumab govitecan; TPC, treatment of physician’s choice.

Table 1. Demographics and Baseline Characteristics in IHC 0 Subgroup

Characteristic SG (n = 192) TPC (n = 100)
Female, n (%) 192 (100) 100 (100)
Median age, years (range)

≥ 65 years, n (%)
59 (29-86)

52 (27)
56 (27-78)

29 (29)
Geographic region, n (%)

US/Canada/UK/EU
Rest of the world

75 (39)
117 (61)

39 (39)
61 (61)

Race,a n (%)
White
Asian
Black
Other/not specified

113 (59)
57 (30)
4 (2)
18 (9)

49 (49)
38 (38)
1 (1)

12 (12)
ECOG PS at baseline,b n (%)

0
1

117 (61)
75 (39)

63 (63)
37 (37)

ER/PR status,c n (%)
ER+ and PR+
ER+ and PR−
ER− and PR+

127 (66)
61 (32)
1 (< 1)

68 (68)
30 (30)
2 (2)

Primary endocrine resistance,d n (%) 58 (30) 26 (26)
Time from metastatic diagnosis to 
randomization, median (range) months

24.2 
(12.0-40.2)

26.7
(11.9-45.8)

De novo metastatic disease at diagnosis, n (%) 49 (26) 22 (22)
Visceral disease, n (%) 169 (88) 86 (86)
Liver metastasis, n (%) 135 (70) 73 (73)
Brain metastasis, n (%) 6 (3) 9 (9)
Bone-only disease, n (%) 9 (5) 7 (7)

aAs reported by the participants; Other/not specified includes American Indian or Alaska Native, other races, and not provided/collection not permitted. bScores range from 0 to 5, 
with higher scores indicating greater disability. cER/PR status was missing for 3 participants. dDefined as relapse that had occurred during the first 2 years of adjuvant endocrine 
therapy or progressive disease that had occurred during the first 6 months of first-line endocrine therapy for metastatic breast cancer.
ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; EU, European Union; HER2, human epidermal growth factor receptor 2; 
IHC, immunohistochemistry; PR, progesterone receptor; SG, sacituzumab govitecan; TPC, treatment of physician’s choice; UK, United Kingdom; US, United States.

Table 2. Exposure and Safety Summary in IHC 0 Subgroup

AEs, n (%) SG (n = 190) TPC (n = 100)
Any TEAE

Treatment related
189 (99)
189 (99)

97 (97)
91 (91)

Grade ≥ 3 TEAEs
Treatment related

139 (73)
131 (69)

46 (46)
35 (35)

Treatment-emergent SAEs
Treatment related

51 (27)
37 (20)

13 (13)
3 (3)

TEAEs leading to treatment discontinuation 4 (2) 7 (7)
TEAEs leading to dose interruption 146 (77) 44 (44)
TEAEs leading to dose reduction 83 (44) 35 (35)
TEAEs leading to death

Treatment related
4 (2)
4 (2)

3 (3)
1 (1)

Median (range) duration of treatment, months 8.3
(0.0-21.4)

6.1
(0.4-21.1)

Median (range) relative dose intensity,a % 83.7
(33.1-127.3)

93.4
(47.5-108.4)

TEAEs began on or after the first dose date of study drug up to 30 days after the last dose date of the study drug, or the day prior to the initiation of subsequent anticancer 
therapy, whichever occurred first. 
aRelative dose intensity calculated as (total amount of study drug administered/total amount of actual study drug planned by protocol)*100. 
AE, adverse event; IHC, immunohistochemistry; SAE, serious adverse event; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event; TPC, treatment of 
physician’s choice. 

Variable
SG 

(n = 192)
TPC 

 (n = 100)
Clinical benefit rate,c 
% (95% CI) 70 (63-76) 55 (45-65)

Responders
SG

(n =78)
TPC

(n = 40)
Median time to response,d 
months (range)

2.2 
(1.4-10.5)

3.0 
(1.9-10.4)

Median duration 
of response, 
months (95% CI)

10.8
(6.4-12.6)

8.3
(5.5-11.2)
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Results
•	 Of 690 participants, 292 (42%) were HER2 IHC 0 (SG: 192; TPC: 100)

•	 Baseline demographics and characteristics were similar to the overall population5 

•	 Median age was 58 years; 88% of participants in the SG group and 86% in the TPC group had visceral disease, 
and 70% and 73%, respectively, had liver metastasis (Table 1)

•	 Most participants received prior ET + cyclin-dependent kinase 4/6 inhibitor in the metastatic setting (SG: 92%; 
TPC: 91%)

•	 At 15.4-month median follow-up, SG showed numerical improvement vs TPC in PFS by BICR: 9.2 vs 8.1 
months (HR, 0.75; 95% CI, 0.55-1.02; nominal P = 0.0601; Figure 2) and 8.5 vs 6.1 months by investigator 
(HR, 0.66; 95% CI, 0.50-0.86; nominal P = 0.0024)

•	 Although OS data were not mature (28% maturity in IHC 0 subgroup), an early improvement trend favoring 
SG was observed (Figure 3)

•	 58% of participants in the TPC group received an antibody-drug conjugate following treatment discontinuation

•	 ORR by BICR was similar for SG and TPC, and median DOR by BICR was longer for SG vs TPC (Figure 4)

•	 Although more participants had grade ≥ 3 treatment-emergent adverse events (TEAEs) with SG vs TPC,  
the rate of treatment discontinuation was lower with SG (Table 2)

•	 The most common grade ≥ 3 TEAEs were neutropenia (SG: 54%; TPC: 21%), leukopenia (12%; 7%), and 
anemia (11%; 5%) (Figure 5)

•	 The safety profile was consistent with the overall population and prior studies4,5

References: 1. Wolff AC, et al. J Clin Oncol. 2023;41:3867-72. 2. Bagegni NA, et al. Cancers (Basel). 2025;17:4021. 3. TRODELVY® 
(sacituzumab govitecan-hziy) [prescribing information]. Foster City, CA: Gilead Sciences, Inc., March 2025. 4. Rugo H, et al. Lancet. 
2023;402:1423-33. 5. Jhaveri KL, et al. Clin Cancer Res. 2026;32(4_Supp):GS1-09.
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Locally advanced
unresectable or metastatic
HR+/HER2− BC:
• No prior chemotherapy
 for locally advanced or
 metastatic HR+/HER2− BC

• Measurable disease per
 RECIST v1.1

• Must have at least 1 of
 the following:

 – Progression on 
  ≥ 2 previous lines of 
  ET ± targeted
  therapy for mBCa

 – Progression < 6 mo from
  starting 1L ET ± 
  CDK4/6i for mBC

 – Recurrence < 24 mo 
  from starting adjuvant ET + 
  CDK4/6i and no longer a 
  candidate for additional
  ET for mBC

Sacituzumab govitecan
10 mg/kg IV

days 1 and 8,
every 21 days

n = 456

Treatment of physician’s
choice (capecitabine,

paclitaxel, or
nab-paclitaxel)b

n = 234

Endpoints

Primary

• PFS by BICR

Key Secondary

• OS 

• ORR by BICR

• QOL

Other Secondary

• PFS by INV

• ORR by INV

• DOR by BICR
 and INV

• Safety

Stratification factors:
• Duration of prior CDK4/6id for mBC
 (none vs ≤ 12 mo vs > 12 mo)

• HER2 IHCe (HER2 IHC 0 vs HER2 IHC-low
 [IHC 1+ or IHC 2+/ISH−])

• Geographic region (US/Canada/UK/EU
 vs ROW)

Treatment continued until disease
progressionc or unacceptable toxicity

N = 690
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