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Trodelvy® (sacituzumab govitecan-hziy)
Efficacy by Trop-2 Expression in mUC

This document is in response to your request for information regarding the efficacy of
Trodelvy® (sacituzumab govitecan-hziy [SG]) by trophoblast cell-surface antigen 2 (Trop-2)
expression in patients with metastatic urothelial carcinoma (mUC).

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.

Trodelvy is not indicated for use in patients with mUC. The full indication, important
safety information, and boxed warnings for neutropenia and diarrhea are available at:
www.gilead.com/-/medial/files/pdfs/medicines/oncology/trodelvy/trodelvy pi.

Efficacy of SG by Trop-2 Expression in mUC

TROPHY-U-01

Study design

TROPHY-U-01 (NCT03547973), is an ongoing global, open-label phase 2, multi-cohort
study of SG in patients with unresectable locally advanced/mUC. Approximately

827 patients are anticipated to be enrolled.2 An analysis of efficacy by Trop-2 expression
was performed on archival tumor samples collected from patients enrolled in Cohorts 1
through 3 (n=192 at data cutoff).2 Further details of specific cohorts included in this analysis,
including patient populations and treatment regimens are briefly described below.

Cohort 113

Cohort 1 investigated the safety and efficacy of SG in patients with mUC who were
previously treated with PLT-based therapy + CPIs (Figure 1).
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Figure 1. TROPHY-U-01: Study Design for Cohort 1 (2L+)%2

Key Inclusion Criteria

« Locally advanced or mUC with disease
progression following PLT -based chemotherapy
(carboplatin or cisplatin) as 1L metastatic therapy
or as (neo)adjuvant therapy with recurrence or
progression within 12 months and a CPI

* Measurable disease by RECIST v1.1

*«ECOG PS of 0-1

Key Exclusion Criteria
« Prior anticancer monoclonal antibody therapy

received <4 weeks before study Day 1

« Prior chemotherapy, targeted small molecule
therapy, or radiation therapy received <2 weeks
prior to study Day 1

Other inclusion/exclusion criteria apply

Week 0

Interim
Analysis Year 2

SG 10 mg/kg IV —
on Days 1 and 8 of a 21-day cycle

Treatment is continued until disease progression,
unacceptable toxicity, or loss of clinical benefit

aDefined as the rate of the best overall response of CR + PR.

bDefined as CR, PR, and SD for =6 months.

Cohort 214

Primary Endpoint
« ORRe by RECIST via
BICR

Secondary Endpoints
+ DOR, CBR} OS, PFS
by RECIST via BICR

« ORR2DOR, CBR,
and PFS by RECIST
via investigator
assessment

Cohort 2 is investigating the safety and efficacy of SG in PLT-ineligible patients with mUC
who had progressed after CPI-only therapy (Figure 2).

Figure 2. TROPHY-U-01: Study Design for Cohort 2 (2L+)14

Key Inclusion Criteria

* Locally advanced or mUC ineligible for PLT -based
therapy for 1L metastatic disease and have had
PD or recurrence of UC after a 1L therapy for
metastatic disease with anti-PD-(L)1 therapy

« Did not receive any PLT for treatment of recurrent,
metastatic, or advanced disease

*+ECOG PS of 0 -1

Key Exclusion Criteria

« Prior anticancer monoclonal antibody therapy
received <4 weeks before study Day 1

« Prior chemotherapy, targeted small molecule
therapy, or radiation therapy received <2 weeks
prior to study Day 1

Other inclusion/exclusion criteria apply

Week 0

Interim
Analysis Year 2

SG 10 mg/kg IV s
on Days 1 and 8 of a 21-day cycle

Treatment is continued until disease progression,
unacceptable toxicity, or loss of clinical benefit

aDefined as the rate of the best overall response of CR + PR.

bDefined as CR, PR, and SD for =6 months.

Cohort 315

Primary Endpoint
» ORRe by RECIST via
BICR

Secondary Endpoints

« DOR, CBR} PFS by
RECIST via BICR

+ ORR2DOR, CBR,
and PFS by RECIST
via investigator
assessment

Cohort 3 is a single-arm design investigating the safety and efficacy of SG + pembro in
CPI-naive patients who had progression of urothelial cancer after PLT-based chemotherapy
in the metastatic setting or <12 months after completion of PLT in the (neo)adjuvant setting

(Figure 3).
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Figure 3. TROPHY-U-01: Study Design for Cohort 3 (2L+)%2

Key Inclusion Criteria
» PD orrecurrence of UC following a

PLT-based regimen in the metastatic

setting or
» PD orrecurrence of UC <12 months
after completion of PLT-based therapy Interim - -
as (neo)adjuvant therapy Week 0 Analysis Year 2 Primary Endpoint
+ ECOGPSscoreofo-1 | ————— | | | + ORRe by RECIST v1.1

ReyE : 0peticipan : SG 10 mg/kg IV veBieR

Key Exclusion Criteria 10-participant mg/kg IV on )

* Prior anti-PD-(L)1 therapy [~ safety lead-in |— Days 1 and 8 of a 21-day cycle + SeSC‘fmtdlzt‘ ; Erllj't oints
i + Safety/tolerabili

+ Prior anticancer monoclonal antibody Lto d;szrrgme : pembro 200 mg IV on Day 1 of a 21-day cycle ; CBRby y

therapy received <4 weeks before -« DOR
study Day 1 - PFS
» Prior chemotherapy, targeted small - 0S
molecule therapy, or radiation therapy
received <2 weeks prior to study Day 1

Treatment is continued until disease progression,
unacceptable toxicity, or loss of clinical benefit

Other inclusion/exclusion criteria apply

Abbreviation: RP2D=recommended phase 2 dose.
aDefined as the rate of the best overall response of CR + PR.
bDefined as CR, PR, and SD for =6 months.

Efficacy by Trop-2 expression analysis2

Of the patients enrolled in Cohorts 1 through 3 of TROPHY-U-01, 144 patients (75%) had

tumor tissue samples evaluable for Trop-2 testing, and 139 patients (72%) were evaluable
for efficacy analysis based on Trop-2 expression. Baseline characteristics for patients with
evaluable samples were consistent with the overall population.

Trop-2 protein was highly expressed in tumor tissue samples of patients across Cohorts 1
through 3. Median (IQR) Trop-2 H-score and percentage of Trop-2 membrane-positive tumor
cells for evaluable patient samples were 215 (180-247) and 92% (75-98%), respectively
(p=0.82, P<0.001).

All Trop-2 expression groups exhibited a response to SG, and no difference was observed
in ORR with different Trop-2 expression when categorized by median or tertile cut.

Cohort 1

ORRs for Cohort 1 samples with below (n=42) and above (h=45) median Trop-2 H-scores
were 29% and 36%, respectively (P=0.49); median PFS was 3.4 and 6.7 months,
respectively (HR, 0.77; 95% CI: 0.48-1.22; P=0.26); and median OS was 9.9 and

10.9 months, respectively (HR, 0.98; 95% CI: 0.61-1.58; P=0.93).

Tertile categorization groups were determined by stratifying patients into three similarly
sized groups based off Trop-2 H-scores: T1, n=28; T2, n=29; and T3, n=30.

e Median PFS for T1, T2, and T3 was 3.9, 6.9, and 5.5 months, respectively;
e T2vsTl: HR, 1.06; 95% CI: 0.59-1.9; P=0.85;
e T3vsT2: HR, 1.04; 95% CI: 0.58-1.87; P=0.89.

e Median OS for T1, T2, and T3 was 11, 10.6, and 10.4 months, respectively;
e T2vsT1: HR, 1.18; 95% CI: 0.65-2.13; P=0.59;
e T3vsT2: HR, 1.11; 95% CI: 0.61-2.01; P=0.73.

Cohort 2

ORRs for Cohort 2 samples with below (n=8) and above (n=8) median Trop-2 H-scores were
38% and 38%, respectively (P=1); median PFS was 5.5 and 6.9 months, respectively

(HR, 0.74; 95% CI: 0.23-2.34; P=0.6); and median OS was 14 and 15.6 months,
respectively (HR, 0.34; 95% CI: 0.06-1.79; P=0.2).
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Cohort 3

ORRs for Cohort 3 samples with below (n=21) and above (n=15) median Trop-2 H-scores
were 48% and 40%, respectively (P=0.65); median PFS was 5.5 and 4 months, respectively
(HR, 1.16; 95% CI: 0.52-2.57; P=0.71); and median OS was 12.5 and 16.6 months,
respectively (HR, 0.94; 95% CI: 0.36-2.48, P=0.9).
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Abbreviations

1L=first line

2L +=second-line and later
BICR=blinded independent
central review
CBR=clinical benefit rate
CPI=checkpoint inhibitor
CR=complete response
DOR=duration of response
ECOG PS=Eastern
Cooperative Oncology
Group Performance Status
H-score=histological score

HR=hazard ratio
mUC=metastatic urothelial
carcinoma

ORR=0bjective response
rate

OS=overall survival
PD=progressive disease
PD-(L)1=protein cell death
(ligand) 1
pembro=pembrolizumab
PFS=progression-free
survival

PLT=platinum

PR=partial response
RECIST=Response
Evaluation Criteria in Solid
Tumors v1.1

SD=stable disease
SG=sacituzumab
govitecan-hziy
Trop-2=trophoblast cell
surface antigen 2
UC=urothelial cancer
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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
Y8 www.qgilead.com/utility/contact/report-an-adverse-event

FDA MedWatch Program by 1-800-FDA-1088 or P<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.

TRODELVY, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,
Inc., or its related companies.
© 2026 Gilead Sciences, Inc.
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