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Trodelvy® (sacituzumab govitecan-hziy)

Efficacy and Safety by Trop-2 Status Iin
Patients With mTNBC

This document is in response to your request for information regarding Trodelvy®
(sacituzumab govitecan-hziy [SG]) and trophoblast cell surface antigen-2 (Trop-2) in
patients with relapsed or refractory metastatic triple-negative breast cancer (nTNBC).

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 for neutropenia
and diarrhea are available at:
www.gilead.com/-/media/files/pdfs/medicines/oncoloqgy/trodelvy/trodelvy pi.

Summary

Relevant Product Labeling?!

SG is a Trop-2 directed antibody-drug conjugate. Sacituzumab is a humanized antibody that
recognizes Trop-2. The small molecule, SN-38, is a topoisomerase | inhibitor, which is
covalently attached to the antibody by a linker. Pharmacology data suggest that SG binds to
Trop-2-expressing cancer cells and is internalized with the subsequent release of SN-38 via
hydrolysis of the linker. SN-38 interacts with topoisomerase | and prevents re-ligation of
topoisomerase I-induced single strand breaks. The resulting DNA damage leads to
apoptosis and cell death.

ASCENT: Trop-2 Analysis in Patients With mTNBC

The ASCENT study was conducted to investigate the efficacy and safety of SG in
comparison with TPC in patients with refractory or relapsed mTNBC who had received 22
prior chemotherapies for unresectable, locally advanced, or metastatic disease.2 An
exploratory, post hoc biomarker analysis of the association between Trop-2 expression and
the efficacy of SG compared with that of TPC was conducted.2 Among those in the SG and
TPC groups, respectively, the outcomes, stratified by Trop-2 H-score, were as follows2:

Median progression-free survival (PFS)32:

e H-score 0-130: 2.7 months vs 1.5 months; hazard ratio (HR), 0.583 (95% CI:
0.339-1.003)

e H-score 130-220: 4.8 months vs 2.8 months; HR, 0.517 (95% CI: 0.291-0.92)

e H-score 220-275: 6.8 months vs 1.6 months; HR, 0.196 (95% CI: 0.105-0.364)

e H-score 275-300: 6.9 months vs 2.8 months; HR, 0.314 (95% CI: 0.166-0.592)
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Median overall survival (OS)2:

H-score 0-130: 8.7 months vs 7 months; HR, 0.739 (95% CI: 0.457-1.196)

[ ]

e H-score 130-220: 13.4 months vs 8.8 months; HR, 0.69 (95% CI: 0.408-1.168)
e H-score 220-275: 15.2 months vs 6.5 months; HR, 0.344 (95% CI: 0.207-0.573)
e H-score 275-300: 14.5 months vs 7.1 months; HR, 0.358 (95% CI: 0.216—0.594)

Incidence of Grade 23 treatment-emergent adverse events (TEAEs):

H-score 0-130: 77% vs 61%.

H-score 130-220: 66% vs 72%.
H-score 220-275: 84% vs 57%.
H-score 275-300: 66% vs 63%.

Results should be interpreted with caution due to the small sample size.2

ASCENT Study
Overall Study Design?

ASCENT, a global, open-label, randomized, confirmatory, phase 3 study, was conducted to
investigate the efficacy and safety of SG in comparison with TPC in patients with refractory
or relapsed mTNBC who had received 22 prior chemotherapies for unresectable, locally

advanced, or metastatic disease.

A total of 529 patients were enrolled and randomly assigned to receive SG (n=267) or TPC
(n=262; eribulin, vinorelbine, capecitabine, or gemcitabine; Figure 1).

The primary endpoint was 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.

Figure 1. ASCENT Design24

Key Inclusion Criteria
* Unresectable, locally advanced, or mTNBC= with a life

expectancy =3 months

+» ECOGPSof0to1
+ Refractory or relapsed after =2 prior chemotherapies, including

taxanes
+ 1 of which could be in the (nec)adjuvant setting provided
progression occurred within a 12-month period

* BMPos patients® were limited to 15% of the total study population
» Measurable disease by RECIST 1.1
= ANC =1500/mm? (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 freatments at least

2 weeks*® prior to randomization including chemotherapy (includes
also endocrine treatment), radiotherapy, and major surgery

Other inclusion/exclusion criteria apply

Treatment was 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],
gemgcitabine [n=38], or capecitabine [n=33])
Single-agent standard-of-care TPC was specified prior to
randomization by the investigator

Randomization was stratified by:

» Prior lines of chemotherapy for metastatic disease
(2-3vs =3)

» Geographic region (North America vs rest of world)

» Brain metastases at baseline (yes vs no)

Primary Endpoint

« PFSbyBICR

Secondary Endpoints

» OS, PFS by
investigator
assessment,
objective response

- Safety

Abbreviations: AE=adverse events; ANC=absolute neutrophil count; BMPos=positive for brain metastases; ECOG PS=Eastern
Cooperative Oncology Group Performance Status; R=randomized; RECIST=Response Evaluation Criteria in Solid Tumors.

Intended for U.S. Healthcare Professionals only

Last Updated: 20 Aug 2025

Page 2 of 7




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

ATNBC diagnosis determined per American Society of Clinical Oncology-College of American Pathologists guidelines. mMTNBC
was histologically or cytologically confirmed.

PHad stable central nervous system disease for 24 weeks and could use stable, low-dose corticosteroids (<20 mg of
prednisone/prednisolone or equivalent).

°Prior antibody treatment for cancer must have been completed =3 weeks prior to randomization.

ASCENT Trop-2 Subanalysis in mTNBC

An exploratory, post hoc biomarker analysis of the association between Trop-2 expression
and the efficacy of SG compared with that of TPC was conducted.2 At study entry, primary
or metastatic biopsy or surgical specimens were requested, and Trop-2 expression was
determined using a validated immunohistochemistry assay and histochemical scoring.® H-
scores (0 to 300) and the percentage of membrane cells were used to categorize Trop-2
expression. Only patients with known Trop-2 expression were included in this analysis.2

Patient Disposition and Demographics2

Of the 529 patients in the overall ITT population, 60% had Trop-2 expression data available.
Of the 267 patients who were randomly assigned to receive SG, 168 patients had Trop-2
expression data available and were included in this analysis; of the 262 patients who were
assigned to the TPC group, 150 patients had Trop-2 expression data available and were
included in this analysis. Key baseline demographics and characteristics are presented in
Table 1.

Table 1. Demographics and Disease Characteristics in the ITT Population and
Trop-2-Evaluable Population?

Variable ITT Population Trop-2-Evaluable Population
SG (n=267) | TPC(n=262) SG (n=168) | TPC (n=150)
ﬁgﬁgeg)sg‘;dy entry, median 54 (27-82) 53 (27-81) 53 (30-82) 53 (30-81)
White 215 (81) 203 (77) 135 (80) 115 (77)
Black 28 (10) 34 (13) 18 (11) 23 (15)
0,
Race, n (%) Asian 13 (5) 9(3) 8 (5) 5 (3)
Other 11 (4) 16 (6) 7 (4) 7 (5)
0 121 (45) 108 (41) 73 (43) 63 (42)
0,
ECOGPS,n (%) 146 (55) 154 (59) 95 (57) 87 (58)
Number of previous
Shomethoraies. 2.3/>3. n (%) | 134 (69)/83 (31) |181 (69)/81 (31)| 126 (75)/42 (25)| 109 (73)/41 (27)

Efficacy3

SG demonstrated improved PFS and OS outcomes vs TPC, regardless of Trop-2 H-score
(Table 2), and findings were comparable with those for the ITT population. Objective
response rates (ORRs) were greater among those who received SG than among those who
received TPC in all Trop-2 H-score subgroups, with greater improvement in those with
higher Trop-2 levels. Additional efficacy outcomes stratified by Trop-2 H-score are
presented in Table 2.

For PFS, there was no significant interaction between Trop-2 expression and treatment
(range, P=0.244-0.726). For OS, the interaction between with continuous Trop-2 expression
and treatment was significant (by Trop-2 H-score, P=0.039; by percentage of membrane

cells, P=0.046).
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Results should be interpreted with caution due to the small sample size.

Safety

Results for safety outcomes in the overall population and according to Trop-2 H-score are
presented in Table 2.

Page 4 of 7

Intended for U.S. Healthcare Professionals only
Last Updated: 20 Aug 2025



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

Table 2. ASCENT: Efficacy and Safety According to Trop-2 H-Score?

ITT Population

H-Score 0-130

H-Score 130-220

H-Score 220-275

H-Score 275-300

TPC

Efficacy SG TPC SG TPC ‘ SG TPC SG TPC SG
(n=267) (n=262) (n=35) (n=45) (n=47) (n=33) (n=39) (n=40) (n=47) (n=32)
PES, events, n 191 171 25 33 31 22 30 32 32 18
Median 4.8 1.7 2.7 1.5 4.8 2.8 6.8 1.6 6.9 2.8
(95% CI), mo (4.1-5.8) | (1.5-2.5) | (1.4-5.7) | (1.4-2.2) | (2.9-7.1) | (1.7-4.3) | (4.3-8.3) | (1.4-2.7) | (5.6-8.1) | (1.4-3.1)
HR (95% CI) 0.413 (0.33-0.517) 0.583 (0.339-1.003) 0.517 (0.291-0.92) 0.196 (0.105-0.364) 0.314 (0.166—0.592)
OS, events, n 201 222 29 40 34 24 28 37 34 30
Median 11.8 6.9 8.7 7 13.4 8.8 15.2 6.5 14.5 7.1
(95% CI), mo  [(10.5-13.8)| (5.9-7.7) | (6.9-12.9) | (4.9-9.6) | (7.8-16.5) | (4.8-10.2) |(11.8-17.5)| (4.1-8.2) |(10.6-18.3)| (4.9-9.8)
HR (95% ClI) 0.514 (0.422—0.625) 0.739 (0.457-1.196) 0.69 (0.408—1.168) 0.344 (0.207-0.573) 0.358 (0.216—0.594)
ORR, n (%) 83(31) | 11(4) 8(23) | 2@ 13(28) | 5(15) 16 (41) | 0 21 (45) | 0
OR (95% CI) 11 (5.7-21.4) 6.4 (1.3-32.3) 2.1 (0.7-6.7) NE NE
Best overall response, n (%)
CR 10 (4) 2 (1) 3(9) 0 2 (4) 2 (6) 3(8) 0 2 (4) 0
PR 73 (27) 9 (3) 5 (14) 2 (4) 11 (23) 3(9) 13 (33) 0 19 (40) 0
CBR, n (%)? 108 (40) 21(8) 8 (23) 4 (9) 20 (43) 6 (18) 22 (56) 2 (5) 26 (55) 2 (6)
OR (95% CI) 8.1 (4.8-13.5) 3(0.8-11.1) 3.3 (1.2-9.6) 24.6 (5.2-116.6) 18.6 (4-86.8)
DOR, median 6.3 3.6 11.3 NE 6.9 3.6 9 NE 5.6 NE
(95% CI), mo® (5.5-7.9) | (2.8-NE) | (3.5-NE) (2.8-NE) | (2.9-NE) | (5.5-12.3) (4.2-9.8)
TTR, median 1.5 1.5 1.5 14 2.8 1.4 1.5 NE 1.6 NE
(95% CI), moP 1.3-4.2
Safety, n (%) (n-LFZ)(Z: 4)
Any TEAE® 257 (100) | 219(98) 35 (100) 43 (98) 46 (98) 32 (100) 38 (100) 36 (97) 47 (100) 30 (100)
Grade >3 188 (73) | 145 (65) 27 (77) 27 (61) 31 (66) 23 (72) 32 (84) 21 (57) 31 (66) 19 (63)
Leading to:
Dose reduction 57 (22) 59 (26) 7 (20) 12 (27) 9 (19) 12 (38) 9 (24) 5 (14) 15 (32) 8 (27)
Dose delay 162 (63) 87 (39) 24 (69) 17 (39) 27 (57) 10 (31) 24 (63) 12 (32) 32 (68) 13 (43)
Treatment DC 12 (5) 12 (5) 2 (6) 2 (5) 3 (6) 3(9) 2 (5) 2 (5) 1(2) 0
Death 1 (<1)d 3(1) 0 1(2) 0 0 0 1(3) 0 0

Abbreviations: CBR=clinical benefit rate; CR=complete response; DC=discontinuation; DOR=duration of response; NE=not evaluable; OR=o0dds ratio; PR=partial response; TTR=time to response.
aDefined as the percentage of patients with a confirmed best overall response of CR, PR, or SD with a duration of 26 months.

"Only patients achieving CR or PR were including in the DOR and TTR analyses.
°‘TEAE was defined as an adverse event with a start date on or after the date of the first study drug dose and up to 30 days after the date of the last dose of study treatment.

dConsidered unlikely to be related to SG treatment.
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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.qgilead.com/-/medialfiles/pdfs/medicines/oncology/trodelvy/trodelvy pi.

Follow-Up

For any additional questions, please contact Trodelvy Medical Information at:
753 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
“8 www.qgilead.com/utility/contact/report-an-adverse-event

FDA MedWatch Program by 1-800-FDA-1088 or XXMedWatch, 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.
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It may be necessary for us to share your information with Gilead’s affiliates, business
partners, service providers, and regulatory authorities located in countries other than 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
privacy@aqilead.com.

TRODELVY, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,
Inc., or its related companies.
© 2025 Gilead Sciences, Inc.
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