
Gilead Sciences, Inc. is providing this document to you, 
a US Healthcare Professional, in response to your 
unsolicited request for medical information. 

Trodelvy® (sacituzumab govitecan-hziy) 

Impact of BMI on Safety and Efficacy in 
Patients with mBC 
This document is in response to your request for information regarding the impact of body 
mass index (BMI) on the safety and efficacy of Trodelvy® (sacituzumab govitecan-hziy [SG]) 
in patients with metastatic breast cancer (mBC). 

Some data may be outside of the US FDA-approved prescribing information. In providing 
this data, Gilead Sciences, Inc. is not making any representation as to its clinical relevance 
or to the use of any Gilead product(s). For information about the approved conditions of use 
of any Gilead drug product, please consult the FDA-approved prescribing information.  

The full indication, important safety information, and boxed warnings are available at : 
www.gilead.com/-/media/files/pdfs/medicines/oncology/trodelvy/trodelvy_pi.  

Relevant Product Labeling1 
The recommended dosage of SG is 10 mg/kg administered as an IV infusion once weekly 
on Days 1 and 8 of 21-day treatment cycles. Continue treatment until disease progression or 
unacceptable toxicity. Do not administer SG at doses >10 mg/kg. 

Calculate the required dose (mg) of SG based on the patient’s current body weight.   

Clinical Data on the Impact of BMI on the Safety and 
Efficacy of SG 

ASCENT Study in 2L+ mTNBC 

Study design2 

ASCENT, a global, open-label, randomized, confirmatory, phase 3 study, was conducted to 
investigate the efficacy and safety of SG in comparison with chemotherapy treatment of 
physician’s choice (TPC) in patients with refractory or relapsed metastatic triple-negative 
breast cancer (mTNBC) who had received ≥2 prior chemotherapies for unresectable, locally 
advanced, or metastatic disease.  

A total of 529 patients were randomly assigned to receive SG (n=267) or TPC (n=262; 
Figure 1). 

The primary endpoint was progression-free survival (PFS) in patients negative for brain 
metastases at baseline, as measured by a blinded independent central review (BICR). 
See Figure 1 for key secondary endpoints.  
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Figure 1. ASCENT Study Design2 

Abbreviations: AE=adverse event; ANC=absolute neutrophil count; BMPos=positive for brain metastases; 
ECOG PS=Eastern Cooperative Oncology Group Performance Status; OS=overall survival; R=randomized; 
RECIST=Response Evaluation Criteria in Solid Tumors; TNBC=triple-negative breast cancer. 
aTNBC diagnosis determined per American Society of Clinical Oncology-College of American Pathologists 
guidelines. mTNBC was histologically or cytologically confirmed. 

bHad stable central nervous system disease for ≥4 weeks and could use stable, low-dose corticosteroids 
(≤20 mg of prednisone/prednisolone or equivalent).  

cPrior antibody treatment for cancer must have been completed ≥3 weeks prior to randomization.  

Ad hoc subgroup analysis3 

An exploratory ad hoc subgroup analysis was conducted to assess the association of BMI 
on the efficacy and safety of SG vs TPC in patients from the ITT population of ASCENT 
(N=509). Patients received either SG 10 mg/kg body weight or TPC; dosage was not capped 
for high BMI. BMI was assessed at baseline; data from patients who were underweight (SG, 
n=8; TPC, n=11) were excluded from the analysis, as the number of patients was too small 
to draw meaningful conclusions. Overall, 222 patients (44%) had normal BMI values, 155 
(30%) had overweight BMI, and 132 (26%) had obese BMI (Table 1).  

Table 1. ASCENT Subgroup Analysis: Baseline Demographics and Disease 

Characteristics by BMI Subgroup3 

Key Demographics 
and Characteristics 

Normal 
(18.5 to <25 kg/m2) 

Overweight 
(25 to <30 kg/m2) 

Obese 
(≥30 kg/m2) 

SG 
(n=119) 

TPC 
(n=103) 

SG 
(n=71) 

TPC 
(n=84) 

SG 
(n=68) 

TPC 
(n=64) 

Age, median (range), 
years 

53 (29–82) 53 (277–81) 56 (27–80) 55 (30–80) 53 (31–74) 52 (34–80) 

Female, n (%) 119 (100) 103 (100) 70 (99) 84 (100) 68 (100) 64 (100) 

BMI, mean ± SD, kg/m2 22.1±1.69 22.1±1.81 27.4±1.39 27.3±1.46 35.7±5.18 35.2±4.99 

ECOG PS at 
screening, 0/1, n (%) 

59 (50)/ 
60 (50) 

44 (43)/ 
59 (57) 

29 (41)/ 
42 (59) 

37 (44)/ 
47 (56) 

31 (46)/ 
37 (54) 

22 (34)/ 
42 (66) 

Prior systemic 
therapies, median 
(range), n 

4 (2–11) 4 (2–14) 4 (2–17) 4 (2–14) 4 (2–11) 4 (2–11) 

Results 

Within the SG group, higher BMI was associated with numerically improved objective 
response rate (ORR), PFS, and OS compared with normal BMI (Tables 2 and 3). 

Key Inclusion Criteria
Unresectable, locally advanced, or with a life
expectancy months
ECOG PS of 0 to 1
Refractory or relapsed after prior chemotherapies, including
taxanes

1 ofwhich could be in the (neo)adjuvant setting provided
progression occurred within a 12-month period

BMPos patientsᵇ were limited to 15% of the total study population
Measurable disease by RECIST 1.1
ANC >1500/mm³ (growth factor support is not allowed within
14 days prior to screening labs)

Key Exclusion Criteria
Gilbert syndrome
HIV-, HBV-, or HCV-positive
Previous use of irinotecan
Patients must have completed all prior cancer treatments at least
2weeks prior to randomization including chemotherapy (includes
also endocrine treatment), radiotherapy, and major surgery

Other inclusion/exclusion criteria apply

Treatmentwas continued until disease progression,
unacceptable AEs, discontinuation from the study, or death

SG (n=267)
10 mg/kg IV

on Days 1 and 8 of a 21-day cycle

TPC (n=262)
(eribulin [n=139], vinorelbine [n=52],

gemcitabine [n=38], or capecitabine [n=33])
Single-agent standard-of-careTPCwas specified prior to

randomization by the investigator

Randomization was stratified by:
Prior lines of chemotherapy for metastatic disease
(2-3 >3)
Geographic region (North America VS rest ofworld)
Brain metastases at baseline (yes no)

Primary Endpoint
PFS by BICR

Secondary Endpoints
OS, PFS by
investigator
assessment,
objective response
Safety

R

1:1
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Table 2. ASCENT Subgroup Analysis: PFS by Independent Review and OS Results by 

BMI Subgroup3 

BMI Subgroup SG TPC HR (95% CI) P-Value 

PFS, 
median 
(95% CI), 
months 

Normal (n=222) 4.2 (2.9–5.6) 2.1 (1.5–2.8) 0.48 (0.34–0.67) <0.0001 

Overweight (n=155) 4.6 (3.3–6.3) 1.5 (1.4–1.6) 0.31 (0.2–0.47) <0.0001 

Obese (n=132) 5.9 (4.1–8.3) 2.6 (1.6–3) 0.34 (0.21–0.53) <0.0001 

OS, 
median 
(95% CI), 
months 

Normal (n=222) 11.2 (9.4–13.5) 6.2 (4.7–7.1) 0.54 (0.4–0.72) <0.0001 

Overweight (n=155) 10.8 (9–14.2) 6.7 (5.2–8.9) 0.51 (0.35–0.74) 0.0003 

Obese (n=132) 14.9 (11.2–16.8) 8.7 (6.7–9.8) 0.45 (0.3–0.67) <0.0001 

Abbreviation: HR=hazard ratio. 

Table 3. ASCENT Subgroup Analysis: Response by Independent Review3 

Response 

Normal 
(18.5 to <25 kg/m2) 

Overweight 
(25 to <30 kg/m2) 

Obese 
(≥30 kg/m2) 

SG 
(n=119) 

TPC 
(n=103) 

SG 
(n=71) 

TPC 
(n=84) 

SG 
(n=68) 

TPC 
(n=64) 

ORR,a % (95% CI) 24 (17–33) 7 (3–14) 34 (23–46) 1 (0–7) 40 (28–52) 2 (0–8) 

OR (95% CI) 4.42 (1.84–10.59) 42.38 (5.56–323.39) 41.49 (5.43–317.26) 

CBR,b % (95% CI) 34 (26–44) 10 (5–17) 41 (29–53) 5 (1–12) 50 (38–62) 6 (2–15) 

OR (95% CI) 4.89 (2.3–10.39) 13.81 (4.55–41.91) 15 (4.9–45.89) 

BOR,c  
n (%) 

CR 2 (2) 1 (1) 5 (7) 0 3 (4) 1 (2) 

PR 27 (23) 6 (6) 19 (27) 1 (1) 24 (35) 0 

SD 50 (42) 28 (27) 24 (34) 18 (21) 21 (31) 23 (36) 

SD ≥6 mo 12 (10) 3 (3) 5 (7) 3 (4) 7 (10) 3 (5) 

PD 31 (26) 37 (36) 17 (24) 38 (45) 14 (21) 20 (31) 

NE 9 (8) 31 (30) 6 (9) 27 (32) 6 (9) 20 (31) 
Abbreviations: BOR=best overall response; CR=complete response; NE=not evaluable; OR=odds ratio; 
PD=progressive disease; PR=partial response; SD=stable disease. 
aORR defined as the best confirmed overall response (CR or PR).  
bCBR defined as the best response of CR or PR or SD ≥6 months. 
cBOR was based on independent review of tumor response at each tumor assessment per RECIST 1.1. 

Safety 

In the SG safety population (n=258) dose interruptions and serious adverse events (SAEs) 
occurred more frequently in the overweight and obese subgroups than in the normal weight 
subgroup (Table 4). The most common AEs (≥5%) that led to SG dose reductions were 
neutropenia in the normal weight and overweight subgroups and neutropenia, diarrhea, 
nausea, and febrile neutropenia in the obese subgroup. Rates of SG dose reductions were 
highest in the obese subgroup. Rates of treatment-emergent adverse events (TEAEs) that 
led to SG discontinuation or death were low and were similar between BMI subgroups.  
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Table 4. ASCENT Subgroup Analysis: SG Exposure and Safety Outcomes by 

BMI Subgroup (Safety Population)3 

Safety Outcome 
All SG 
(n=258) 

Normal 
(18.5 to <25 kg/m2) 

(n=117) 

Overweight 
(25 to <30 kg/m2) 

(n=67) 

Obese 
(≥30 kg/m2) 

(n=66) 

Time to first dose reduction, 
median (range), months 

1.8  
(0.5–18.7) 

1.7  
(0.7–7.5) 

1.8  
(0.5–9.7) 

1.8  
(0.7–18.7) 

Patients with dose reductions, n % 66 (26) 17 (15) 18 (27) 29 (44) 

1 dose reduction/ 
2 dose reductions 

52 (20)/ 
14 (5) 

15 (13)/2 (2) 14 (21)/4 (6) 
21 (32)/ 
8 (12) 

Any TEAE,a n (%) 257 (100) 117 (100) 66 (99) 66 (100) 

Grade ≥3 188 (73) 79 (68) 52 (78) 51 (77) 

Treatment-emergent SAEs, n (%) 69 (27) 21 (18) 23 (34) 22 (33) 

TEAEs that led to SG interruption, 
n (%) 

162 (63) 68 (58) 43 (64) 47 (71) 

TEAEs that led to SG dose 
reduction, n (%) 

57 (22) 12 (10) 16 (24) 27 (41) 

TEAEs that led to SG 
discontinuation, n (%) 

12 (5) 5 (4) 2 (3) 5 (8) 

TEAEs that led to death, n (%) 1 (<1) 1 (<1) 0 0 
aA TEAE was defined as an AE with a start date on or after the date of the first dose of SG and ≤30 days after 
the date of the last dose of SG. 

The rates of the most common (≥10%) Grade ≥3 TEAEs were higher in the obese subgroup 
than in the normal weight subgroup, and the most common Grade ≥3 TEAE experienced by 
patients treated with SG in all evaluated BMI subgroups was neutropenia (Table 5). In the 
obese subgroup, diarrhea and infection led to SG discontinuation in 1 patient each. 
No patients in the obese subgroup discontinued SG due to neutropenia, leukopenia, 
anemia, or febrile neutropenia. 

Table 5. ASCENT Subgroup Analysis: Most Common (≥10%) Grade ≥3 TEAEs in 

All SG-Treated Patients and by BMI Subgroups (Safety Population)3 

TEAE,a n (%) 
All SG 
(n=258) 

Normal 
(18 to <25 kg/m2) 

(n=117) 

Overweight 
(25 to <30 kg/m2) 

(n=67) 

Obese 
(≥30 kg/m2) 

(n=66) 

Neutropenia 135 (52) 61 (52) 33 (49) 38 (58) 

Diarrhea 30 (12) 6 (5) 9 (13) 13 (20) 

Leukopenia 27 (10) 10 (9) 6 (9) 11 (17) 

Infections and infestationsb 25 (10) 7 (6) 9 (13) 8 (12) 

Anemia 24 (9) 6 (5) 8 (12) 10 (15) 

Febrile neutropenia 15 (6) 2 (2) 5 (7) 8 (12) 
aA TEAE was defined as an AE with a start date on or after the date of the first dose of SG and ≤30 days after 
the date of the last dose of SG. 

bIncludes all preferred terms within the system organ class infections and infestations.  

Retrospective Multicenter Cohort Study in Poland4 

A retrospective multicenter cohort study assessed the effects of BMI and weight changes on 
efficacy and safety outcomes in a Polish cohort of patients that received SG for 
unresectable locally advanced or mTNBC (N=83; median [IQR] age 54 [46–65] years). At 
baseline, three patients were underweight (3.6%; BMI <18.5 kg/m2), 41 patients had normal 
weight (49.4%; 18.5–24.9 kg/m2), 19 patients were overweight (22.9%; 25–29.9 kg/m2), and 
20 patients were obese (24.1%; ≥30 kg/m2). 
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Median follow-up time was 7.42 months (95% CI: 6.07–8.96). Median OS (primary endpoint) 
was 8.01 (95% CI: 6.05–9.75) months, and median PFS (secondary endpoint) was 4.07 
(95% CI: 3.05–6.18) months. ORR was achieved in 25 (30.12%) patients. 

There were no significant correlations between baseline weight, BMI, or weight changes and 
PFS. Although there were also no significant correlations between weight, BMI, or weight 
changes and OS, the proportional-hazards assumption was violated in the OS model 
(P=0.02), indicating that the results for OS should be interpreted with caution. Further detail 
is in Table 6.  

Table 6. Correlation Between Baseline Weight, BMI, or Weight Changes and PFS or OS 

(Pieniazek et al)4 

Subgroup 
HR (95% CI); P-Value 

PFS OS 

Baseline weight 0.99 (0.956–1.026); 0.595 0.975 (0.933–1.018); 0.252 

Weight changea 1.017 (0.953–1.085); 0.618 0.963 (0.904–1.027); 0.249 

Normal weight (18.5–24.9 kg/m2) 0.768 (0.388–1.518); 0.447 0.67 (0.307–1.46); 0.313 

Obese (≥30 kg/m2) 0.916 (0.362–2.317); 0.854 0.782 (0.263–2.325); 0.658 
aDefined as the difference between weight at SG initiation and weight at the last SG cycle. 
Note: Multivariate Cox regression analyses were conducted for PFS and OS. 

There was no significant correlation between weight stability or weight gain/loss and the 
occurrence of AEs (P>0.05), and no association for AEs specifically including diarrhea, 
nausea, anemia or alopecia. 

Weight change was not significantly associated with the occurrence, severity, or type of 
AEs, including diarrhea, nausea, anemia, and neutropenia. 

Neutropenia (63.9%) was the most common Grade ≥2 AE; other any-grade AEs reported (in 
>30% cases) were anemia (36.1%) and alopecia (31.3%). 

Single-Center Retrospective Chart Review5 

A single-center, retrospective chart review of patients (N=128) with mTNBC (74.2%) and 
hormone receptor-positive/human epidermal growth factor receptor 2-negative (HR+/HER2-) 
mBC explored associations between patient/tumor characteristics, including BMI, and SG 
response. Patients received SG as median fourth-line therapy (range 1–13). Median patient 
BMI was 24.7 kg/m2. Patients with a BMI ≥30 kg/m2 demonstrated improved PFS (P=0.026). 
Multivariate analysis supported improved PFS, which was observed in patients with a BMI 
≥30 kg/m2 (HR 0.57, 95% CI 0.34–0.93, P=0.012). Safety data specific to BMI was not 
reported. 
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Product Label 
For the full indication, important safety information, and boxed warning(s), please refer to 
the Trodelvy US Prescribing Information available at: 
www.gilead.com/-/media/files/pdfs/medicines/oncology/trodelvy/trodelvy_pi.  

Follow-Up  
For any additional questions, please contact Trodelvy Medical Information at: 

☎1‐888-983-4668 or   www.askgileadmedical.com 

Adverse Event Reporting 
Please report all adverse events to:  

Gilead Global Patient Safety ☎ 1-800-445-3235, option 3 or  

 www.gilead.com/utility/contact/report-an-adverse-event 

FDA MedWatch Program by ☎ 1-800-FDA-1088 or MedWatch, FDA, 5600 Fishers Ln, 

Rockville, MD 20852 or   www.accessdata.fda.gov/scripts/medwatch 

Data Privacy 
The Medical Information service at Gilead Sciences may collect, store, and use your 
personal information to provide a response to your medical request. We may share your 
information with other Gilead Sciences colleagues to ensure that your request is addressed 
appropriately. If you report an adverse event or concern about the quality of a Gilead or Kite 
product, we will need to use the information you have given us in order to meet our 
regulatory requirements in relation to the safety of our medicines.  

It may be necessary for us to share your information with Gilead’s affiliates, business 
partners, service providers, and regulatory authorities located in countries besides your 
own. Gilead Sciences has implemented measures to protect the personal information you 
provide. Please see the Gilead Privacy Statement (www.gilead.com/privacy-statements) for 
more information about how Gilead handles your personal information and your rights. If you 
have any further questions about the use of your personal information, please contact 
gilead.privacy@gilead.com. 
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