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Introduction
•	 SG is a Trop-2–directed antibody-drug conjugate1 that has been approved in multiple countries 

for pretreated (≥ 2 prior systemic therapies, ≥ 1 for metastatic disease) mTNBC2-4

•	 In the phase 3, randomized ASCENT-03 study, SG demonstrated statistically significant and 
clinically meaningful improvement in progression-free survival (PFS) and longer duration of 
response (DOR) vs chemo in participants with previously untreated mTNBC who were not 
candidates for PD-(L)1 inhibitor treatment5

•	 We report the first in-depth safety analysis from ASCENT-03

Methods
•	 Participants had previously untreated, locally advanced unresectable or mTNBC and had 

tumors that were PD-L1 negative (combined positive score [CPS] < 10) or that were PD-L1 
positive (CPS ≥ 10) with prior PD-(L)1 inhibitor treatment in the (neo)adjuvant setting or with a 
comorbidity preventing PD-(L)1 inhibitor treatment

•	 Participants were randomized to receive SG (10 mg/kg intravenously, days 1 and 8 of 21-day 
cycle) or chemo (paclitaxel, nab-paclitaxel, or gemcitabine + carboplatin) until disease 
progression or unacceptable toxicity as previously described5 

•	 The primary end point was PFS by blinded independent central review (BICR); key secondary 
end points included overall survival, objective response rate and DOR by BICR, and safety

•	 EAIRs, defined as number of participants with ≥ 1 of the specified TEAE per patient-year of 
exposure (PYE), were determined as part of an exploratory analysis

	— EAIR was calculated as number of participants with a specific event divided by total PYE in 
each group; PYE was defined as the sum of each patient's time at risk (exposure duration) 
within the study

•	 The incidence, severity, time to onset, duration, and impact of adverse event management 
were assessed for select TEAEs of interest for SG

Results
•	 Participant demographics and baseline characteristics were well balanced between the 

treatment groups (Table 1)

Conclusions
•	 In the ASCENT-03 study, the safety profile of sacituzumab govitecan (SG) 

was consistent with previous studies in breast cancer, and no new toxicities 
were identified, in participants with previously untreated metastatic 
triple-negative breast cancer (mTNBC) who were not candidates for 
programmed death (ligand) 1 (PD-[L]1) inhibitors 

•	 After adjusting for longer duration of treatment with SG vs chemotherapy 
(chemo), rates of treatment-emergent adverse events (TEAEs) leading 
to dose reduction and treatment discontinuation and rates of anemia, 
thrombocytopenia, and peripheral neuropathy favored SG, while the rate of 
diarrhea favored chemo, consistent with the known safety profile of SG

•	 The majority of fatal events with SG were infections secondary to 
neutropenia. These participants had multiple risk factors for febrile 
neutropenia and did not receive primary prophylaxis with granulocyte-colony 
stimulating factor (G-CSF), reiterating the importance of proactive adverse 
events management with SG use, according to established guidelines 

•	 Time to onset and duration of neutropenia and diarrhea were generally 
comparable between treatment groups, and both TEAEs were manageable 
with supportive care

	— Both neutropenia and diarrhea were most common early in the SG 
treatment period and should be managed proactively according to 
established guidelines

	— Primary prophylaxis with G-CSF was associated with lower rates of 
neutropenia and less severe neutropenia in the SG group

Plain Language Summary
In the ASCENT-03 clinical study, participants received either sacituzumab 
govitecan (SG) or chemotherapy (chemo) to see which treatment was more 
effective as the initial treatment for metastatic triple-negative breast cancer. 
Participants in ASCENT-03 were not candidates for treatment targeting PD-L1, 
a protein expressed on some tumors. Here, the researchers performed a more 
detailed analysis of safety in ASCENT-03. When the researchers accounted for 
the amount of drug that participants received over the study, those who received 
SG experienced fewer adverse events leading to dose reduction and treatment 
discontinuation compared with those who received chemo. Deaths with SG 
were mainly infections related to neutropenia. These participants had many risk 
factors for neutropenia and did not receive preventative treatment according to 
current management practices. Neutropenia and diarrhea, which are common 
adverse events during SG treatment, generally resolved quickly using standard 
management practices. These results support SG as an effective treatment 
that has adverse events that can be managed for people with metastatic triple-
negative breast cancer who are not candidates for PD-L1–targeting treatment.
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Results

Figure 2. Neutropenia and Diarrhea Over Time With SG
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Table 1. Baseline Characteristics in Safety Population

Characteristic Category
SG

(n = 275)
Chemo

(n = 276)
Median age (range), years ― 56 (28–84) 55 (23–86)
Sex, n (%) Female 274 (> 99) 274 (99)

Race or ethnicity,a n (%)

White 175 (64) 175 (63)
Asian 66 (24) 65 (24)
Black 9 (3) 7 (3)
Other or not 
specified 25 (9) 29 (11)

Geographic region,b n (%)

North America 42 (15) 41 (15)
Europe 95 (35) 105 (38)
Asia/Pacific 83 (30) 73 (26)
South America 48 (17) 51 (18)
Rest of World 7 (3) 6 (2)

PD-L1 status,c n (%)
Negative 274 (> 99) 275 (> 99)
Positive 1 (< 1) 1 (< 1)

ECOG PS, n (%)
0 181 (66) 185 (67)
1 94 (34) 91 (33)

aAs reported by participants. bRest of World includes South Africa. cAssessed using PD-L1 IHC 22C3 assay (Dako, Agilent Technologies) 
at time of enrollment. Tumors with CPS ≥ 10 were considered positive. Chemo, chemotherapy; CPS, combined positive score; ECOG PS, 
Eastern Cooperative Oncology Group performance status; PD-L1, programmed cell death-ligand 1; SG, sacituzumab govitecan.

Table 2. Time to Onset and Duration of Neutropenia and Diarrhea
SG (n = 275) Chemo (n = 276)

Any grade Grade ≥ 3 Any grade Grade ≥ 3
n Days (range) n Days (range) n Days (range) n Days (range)

Median time to onseta

Neutropenia
Diarrhea

187
148

22 (6–274)
13 (1–427)

124
25

22 (7–720)
67 (6–356)

158
55

22 (6–406)
26 (1–296)

113
2

29 (7–295)
210 (110–310)

Median durationb

Neutropenia
Diarrhea

183
130

9 (2–49)
6 (1–273)

122
24

8 (1–36)
6 (1–18)

155
48

14 (1–179)
6 (1–370)

112
2

8 (1–25)
1 (1–1)

aTime to onset of first TEAE is defined as time from first dose date of study drug to onset date of first TEAE. bDuration of TEAE is median duration among 
multiple preferred terms; within each preferred term, duration is median duration among multiple episodes (end date of TEAE – onset date of TEAE + 1 day for 
each episode). Chemo, chemotherapy; SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event.

Figure 1. Exposure-Adjusted Incidence Rates

TEAEs

SG
(n = 275)

Chemo
(n = 276)

EAIR Difference (95% CI)n (%) EAIR (95% CI) n (%) EAIR (95% CI)

Grade ≥ 3 181 (66) 1.85 
(1.59, 2.14) 171 (62) 2.02 

(1.73, 2.35)
−0.18 

(−0.59, 0.23)

Serious 71 (26) 0.40 
(0.31, 0.51) 67 (24) 0.49 

(0.38, 0.63)
−0.09 

(−0.25, 0.06)
Led to any dose 
interruption 181 (66) 2.05 

(1.76, 2.37) 171 (62) 2.14 
(1.83, 2.48)

−0.09 
(−0.54, 0.36)

Led to dose 
reduction 101 (37) 0.68 

(0.55, 0.82) 124 (45) 1.15 
(0.96, 1.37)

−0.48 
(−0.73, −0.23)

Led to treatment 
discontinuation 10 (4) 0.05 

(0.02, 0.09) 33 (12) 0.22 
(0.15, 0.30)

−0.17 
(−0.26, −0.09)

Led to death 7 (3) 0.03 
(0.01, 0.07) 1 (< 1) 0.01 

(0.00, 0.04)
0.03 

(–0.01, 0.07)

Neutropeniaa 183 (67) 2.48 
(2.13, 2.87) 157 (57) 2.01 

(1.71, 2.35)  0.47 
(−0.02, 0.96)

Febrile neutropenia 12 (4) 0.06 
(0.03, 0.11) 3 (1) 0.02 

(0.00, 0.06)
0.04 

(0.00, 0.09)

Anemiab 107 (39) 0.77 
(0.63, 0.93) 138 (50) 1.51 

(1.27, 1.78)
–0.74 

(–1.05, –0.45)

Thrombocytopeniac 12 (4) 0.06 
(0.03, 0.11) 78 (28) 0.63 

(0.50, 0.78)
–0.57 

(–0.73, –0.43)

Diarrhea 148 (54) 1.42 
(1.20, 1.67) 55 (20) 0.41 

(0.31, 0.54)
1.01 

(0.76, 1.28)

Fatigued 130 (47) 1.15 
(0.96, 1.37) 129 (47) 1.24 

(1.03, 1.47)
–0.08 

(–0.38, 0.21)
Peripheral 
neuropathy 12 (4) 0.06 

(0.03, 0.11) 35 (13) 0.25 
(0.17, 0.34)

–0.18 
(–0.28, –0.10)

aNeutropenia includes preferred terms of neutropenia and neutrophil count decreased. bAnemia includes preferred terms of anemia, hemoglobin decreased, 
and red blood cell count decreased. cThrombocytopenia includes preferred terms of thrombocytopenia and platelet count decreased. dFatigue includes 
preferred terms of fatigue and asthenia. Chemo, chemotherapy; EAIR, exposure-adjusted incidence rate; SG, sacituzumab govitecan; TEAE, treatment-
emergent adverse event. 

Table 3. Management of Neutropenia
Neutropenia, n (%) SG (n = 275) Chemo (n = 276)

Primary G-CSF prophylaxis Yes (n = 54) No (n = 221) Yes (n = 28) No (n = 248)

Any grade 28 (52) 159 (72) 21 (75) 137 (55)

Grade ≥ 3 15 (28) 109 (49) 14 (50) 99 (40)

Secondary G-CSF prophylaxisa Yes (n = 81) No (n = 75) Yes (n = 51) No (n = 85)

Any grade 46 (57) 52 (69) 38 (75) 50 (59)

Grade ≥ 3 30 (37) 20 (27) 29 (57) 39 (46)
aExcludes participants who received primary G-CSF prophylaxis. Chemo, chemotherapy; G-CSF, granulocyte-colony stimulating factor; SG, sacituzumab govitecan.
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Rate of neutropenia and diarrhea was calculated for every 3-week interval and defined as the number of participants who experienced the event in the interval divided 
by the number of participants at risk in the interval. aNeutropenia includes preferred terms of neutrophil count decreased, neutropenia, and febrile neutropenia.  
SG, sacituzumab govitecan.

•	 Median duration of treatment was 8.3 months for SG and was 6.1 months for gemcitabine, 5.8 months for 
carboplatin, and 6.3 months for taxanes in the chemo group

•	 Any-grade TEAEs occurred in 273 (99%) participants who received SG and 269 (97%) who received chemo
	— Any-grade EAIR for SG was 40.21 (95% CI, 35.58, 45.27); for chemo, it was 21.66 (95% CI, 19.14, 24.40)

•	 Of 7 fatal TEAEs with SG, 6 were treatment-related and were due to infections; 5 infections were secondary to 
neutropenia in participants who had risk factors for febrile neutropenia but did not receive prophylaxis with G-CSF

•	 Additional EAIR data are shown in Figure 1

•	 Median time to onset of diarrhea was shorter for participants treated with SG vs chemo, although the sample 
size was small and this result should be interpreted with caution (Table 2)

•	 Median duration of diarrhea and neutropenia was generally comparable between the treatment groups

•	 The frequencies of neutropenia and diarrhea with SG were highest early in treatment (Figure 2)

•	 The use of G-CSF as primary prophylaxis was associated with less frequent and less severe neutropenia in the 
SG group (Table 3)

	— Neutropenia led to dose reduction in 54 (20%) participants in both groups and treatment discontinuation 
in 1 (< 1%) and 3 (1%) participants in the SG and chemo groups, respectively

•	 Most cases of diarrhea in both the SG and chemo groups were grade 1 to 2 (45% vs 19% incidence, respectively)
•	 In the SG group, 137 (50%) participants received antidiarrheals, as did 35 (13%) in the chemo group; loperamide 

was the most common in both treatment groups (SG group: 90% vs chemo group: 77%); multi-antidiarrheal 
regimens were used in 20% of participants that received any antidiarrheal treatment in both treatment groups

	— Diarrhea led to dose reduction in 15 (5%) participants and to treatment discontinuation in 1 (< 1%) 
participant in the SG group; 3 (1%) cases led to dose reduction, and no cases led to treatment 
discontinuation in the chemo group

Favors SG Favors chemo
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