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Trodelvy® (sacituzumab govitecan-hziy)

Incidence of Treatment-Related
Neutropenia and Growth Factor Support:
mUC Studies

This document is in response to your request for information regarding Trodelvy®
(sacituzumab govitecan [SG]), incidence of treatment-related neutropenia, and the use of
growth factors in metastatic urothelial cancer (mUC).

Gilead continually assesses safety data from all sources for unidentified drug reactions and
updates the product label information accordingly to reflect the safety profile of SG. Because
case reports of potential adverse reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a
causal relationship to drug exposure. For this reason, Gilead does not provide information
from post-marketing spontaneous reports.

This document includes content from, or references to, clinical practice guidelines, and
inclusion should not be interpreted as a treatment recommendation or an endorsement of
the guidelines by Gilead Sciences, Inc.

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.qgilead.com/-/media/files/pdfs/medicines/oncology/trodelvy/trodelvy pi.

Summary

Incidence of SG-Related Neutropenia and Growth Factor Use in mUC Clinical Studies

TROPICS-04, a global, multicenter, open-label, randomized controlled, phase 3 study,
evaluated the efficacy and safety of SG vs chemotherapy TPC in patients with locally
advanced unresectable or mUC who progressed after prior PLT-based and checkpoint
inhibitor CPI-based therapy in the advanced setting.%:2

e Grade 23 neutropenia occurred in 35% of patients in the SG group and in 10% in the
TPC group; Grade =3 febrile neutropenia occurred in 12% and 4%, respectively. In the
SG group, 16 patients died due to infections in the setting of neutropenia (7 of which
were considered treatment related); 11 of these patients had also received G-CSF
(primary prophylaxis, n=2; therapeutic, n=9).

e Inthe SG and TPC groups, G-CSF as primary prophylaxis was used in 21% and 22%,
respectively; G-CSF as secondary prophylaxis was used in 15% and 4%; and G-CSF
was used therapeutically in 30% and 10%.
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TROPHY-U-01, a global, multicohort, open-label phase 2 study, is investigating the efficacy
and safety of SG in patients with unresectable locally advanced or mUC.2£

e In Cohorts 1 and 2 of this study, Grade =3 neutropenia occurred in 35% and 34% of
patients treated with SG as monotherapy, respectively, and febrile neutropenia occurred
in 10% and 8% of patients.%8Z In Cohort 3, Grade 23 neutropenia and febrile
neutropenia occurred in 37% and 10% of patients treated with SG + pembro.2
One treatment-related death occurred due to febrile neutropenia-related sepsis in
Cohort 1.2

o In Cohort 1, 22% of patients received G-CSF as primary prophylaxis and 23% as
secondary prophylaxis. In Cohort 2, G-CSF was used as prophylaxis and treatment in
18% and 26% of SG-treated patients, respectively. In patients treated with SG + pembro
in Cohort 3, G-CSF was used as prophylaxis and treatment in 22% and 20% of patients,
respectively.%

In the phase 1/2 IMMU-132-01 basket study? in patients with metastatic epithelial cancers,
including mUC (n=45), SG-related Grade 23 neutropenia/neutrophil count decrease was
reported in 38% of patients.2

e Growth factor support (filgrastim, pegfilgrastim, or G-CSF) was permitted; however,
incidence of its use was not reported within the mUC cohort.82

Incidence of SG-Related Neutropenia and Growth Factor Use in Real-World Studies

A US retrospective observational cohort study (January 2011 to October 2022) evaluated
SG data in 86 patients with locally advanced/mUC in a mostly community-based setting.
Grade 3 and 4 neutropenia occurred in 10% and 8% of patients, respectively. Febrile
neutropenia occurred in 6% of patients.?

e Incidence of G-CSF use as primary and secondary prophylaxis was 26% and 19%,
respectively, while incidence of therapeutic G-CSF use was 27%. One patient who had
primary G-CSF prophylaxis developed Grade =3 neutropenia.

A US retrospective study (November 2020 to December 2022) evaluated SG after EV
monotherapy use in 18 patients with advanced UC. Fourteen patients required a dose
reduction in Cycle 1 and prophylactic growth factor support.it

Incidence of SG-Related Neutropenia and Use of
Growth Factors in mUC Clinical Studies

TROPICS-04 Study in mUC
Study design

TROPICS-04 was a global, multicenter, open-label, randomized, controlled phase 3 study
that evaluated the efficacy and safety of SG vs TPC in patients with locally advanced
unresectable or mUC who progressed after prior PLT-based and CPI-based therapy in the
advanced setting (Figure 1).%
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Figure 1. TROPiICS-04: Study Designii2

Key Inclusion Criteria

« Histologically confirmed UC

« Locally advanced or mUC with progression or reoccurrence
following PLT—based chemotherapy and PD-(L)1 inhibitor

Treatment was continued until disease
progression or unacceptable toxicity

SG (n=355)

10 mg/kg IV

Primary Endpoint

therapy® o Randomization on Days 1 and 8 of a 21-day cycle + 08
« Stable brain metastases and neurological disease for Secondary Endpoints
24 weeks prior to first dose .

+« ECOG PS 0-1
» ANC >1500/mm? without transfusion or growth factor
support within 2 weeks of study drug initiation

« Prior anticancer monoclonal antibody therapy 4 weeks prior
to Day 1 of Cycle 1

« Prior chemotherapy, targeted small molecule therapy, or
radiation therapy within 2 weeks prior to Day 1 of Cycle 1

+ Previous topoisomerase 1 inhibitors

TPC (n=356)

Paclitaxel 175 mg/m?2 IV,
Docetaxel 75 mg/m2 IV, or
Vinflunine 320 mg/m 2 IV
Day 1 of a 21-day cycle

Randomization stratified factors:

PFS, ORR, DOR, CBR per
BICR and investigator
(RECIST v1.1)

* HRQoL
« Safety

« Bellmunt risk score (0-1 vs 2-3)
« Prior PLT agent (cisplatin vs carboplatin)
« Setting of chemotherapy (neo)adjuvant vs locally advanced unresectable/metastatic

Abbreviations: BICR=blinded independent central review; CBR=clinical benefit rate; DOR=duration of response;

HRQoL=health-related quality of life; OS=overall survival; PD-(L)1=programmed death-ligand 1;

PFS=progression-free survival; RECIST=responsive evaluation criteria in solid tumors.

apatients who received prior EV were eligible for the study, as were patients who were ineligible for or unable to
tolerate EV.

Other inclusion/exclusion criteria apply

Neutropenia management with growth factor supporti

Investigators were encouraged to consider the use of G-CSF as primary prophylaxis for
neutropenia, but it was not required per study protocol. AEs of special interest included
neutropenia and serious infections secondary to neutropenia.

Safety

Neutropenia was the most common TEAE and was reported in 194 patients (56%) in the SG
group and 67 patients (20%) in the TPC group. Serious infections secondary to neutropenia
were reported in 27 patients (8%) and 13 patients (4%) in the SG and TPC groups,
respectively. Neutropenia and febrile neutropenia were two of the most common any-grade
and Grade 23 TRAESs reported (Table 1). Overall, 37% of patients in the SG group and 26%
in the TPC group received G-CSF as prophylaxis. The incidences of neutropenia and

Grade =3 neutropenia were 43% and 32%, respectively, with primary G-CSF prophylaxis
and 59% and 48% without it.1:2

Table 1. TROPICS-04: Incidence of Treatment-Related Neutropenia and Febrile
Neutropenia and G-CSF Use (Safety Population)2

n (%) SG (n=349) TPC (n=337)
. Any grade 166 (48) 51 (15)
Neutropenia® Grade >3 122 (35) 35 (10)
. . Any grade 41 (12) 15 (4)
Febrile neutropenia? Grade >3 41 (12) 15 (a)
Primary prophylaxis® 74 (21) 73 (22)
G-CSF use Secondary prophylaxis® 54 (15) 14 (4)
Therapeuticd 106 (30) 33 (10)

aAEs that occurred after the first dose of study drug through 30 days after the last dose of study drug are
included.

bDefined as G-CSF use on or after Day 1 of Cycle 1 and before the onset of neutropenia.

¢Defined as G-CSF use after resolution of Grade 22 to Grade <1 neutropenia or after occurrence of
Grade 1 neutropenia and before any subsequent incidence of Grade =2 neutropenia.

dDefined as G-CSF use during Grade 22 neutropenia.

Note: The safety population included all patients who received =1 dose of study drug.
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TEAES led to death in 25 patients (7%) in the SG group and 7 (2%) in the TPC group. In the
SG group, 16 patients died due to infections in the setting of neutropenia (7 of which were
considered treatment related, and 7 more were possibly treatment related); 14 of those
deaths occurred in the first month of treatment. Eleven of the patients in the SG group who
died had also received G-CSF (primary prophylaxis, n=2; therapeutic, n=9). Patient who
received SG and experienced fatal infections with neutropenia were generally older (81%
were =265 years of age), 81% had a history of major urinary tract procedure, 56% had a prior
cystectomy, 50% had prior radiotherapy, and 50% had received =3 prior anticancer
regimens. In the TPC group, 4 patients died due to infections in the setting of neutropenia.i2

TROPHY-U-01 Study in mUC

Study design

TROPHY-U-01 (NCT03547973), a global, multicohort, open-label phase 2 study, is
investigating the efficacy and safety of SG in patients with unresectable locally advanced or
mUC.3L13 Al patients will receive SG 10 mg/kg IV on Days 1 and 8 of a 21-day cycle (with
and without other therapies) until loss of clinical benefit or unacceptable toxicity. Results are
currently available for Cohorts 1 through 3.46.14

Cohort 1 (n=113) included patients whose disease had progressed after previous treatment
with PLT-based chemotherapy + CPI therapy. Median (range) follow-up was
10.5 (0.3-40.9) mo.414

Cohort 2 (n=38) included patients in a 1L metastatic setting who were ineligible for
PLT-based chemotherapy and who had progressed after prior CPI monotherapy. Median
(range) follow-up was 9.3 (0.5-30.6) mo.&

Cohort 3 (n=41) included CPI-naive patients who had progressed after prior PLT-based
chemotherapy. Patients were treated with SG + pembro 200 mg on Day 1 of 21-day cycle.
Median follow-up was 14.8 mo (95% Cl: 12.6-16.8).2

Neutropenia management with growth factor support2

Prior to each SG infusion, complete blood counts were obtained, and SG was administered
only if ANC was 21500/mm? and 21000/mm?® on Days 1 and 8, respectively. Use of growth
factors was permitted in addition to treatment modifications (dose delay and/or reduction) for
patients with febrile neutropenia, Grade =3 neutropenia following previous infusions, or for
those at high risk of poor neutropenia-related clinical outcomes (ie, prolonged neutropenia,
ANC <100/mm?3, febrile neutropenia, and serious infections). Growth factors could be
administered prophylactically as clinically indicated.

Cohort 3: neutropenia management in patients treated with SG + pembro?2
Neutropenia is one of the main AEs associated with both SG and pembro treatment.

Dose reduction was not permitted for pembro; however, suspension of pembro treatment
was recommended for repeat episodes of Grade =3 neutropenia that occurred despite a
50% reduction of SG and prophylactic growth factor support. Pembro could also be
suspended following prolonged (>3 weeks) neutropenia that failed to recover to Grade <1,
despite growth factor support. If either agent was discontinued due to toxicity, the second
agent could be continued until disease progression or toxicity.
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Safety

Neutropenia was one of the most common all-grade and Grade 23 TRAEs across the
three cohorts (Table 2).4114

Table 2. TROPHY-U-01: Incidence of Neutropenia and Febrile Neutropenia and
G-CSF Use*t.14

Cohort 1 Cohort 2 Cohort 3
n (%) SG + pembro

-!Ei_!lﬁli (N=41)

All Grade 53 (47) 17 (45) 21 (51)

Neutropenia Grade 3 25 (22) 6 (16) 8 (20)

Grade 4 14 (12) 7 (18) 7 (17)

All Grade 11 (10) 3(8) 4 (10)2

Febrile neutropenia Grade 3 8 (7) 2 (5 4 (10)2
Grade 4 3(3) 1(3) 0

G-CSF use Prophylaxis Not reported (22) 17 (44)° 9 (22)

Treatment Not reported (23) Not reported 8 (20)

aNone of these patients received prophylactic G-CSF.
bPrimary prophylaxis, n=7 (18%); secondary prophylaxis, n=10 (26%).

Cohort 1: safety analysis by UGT1A1

A total of 45, 47, and 14 patients were homozygous for the WT UGT1A1 allele,
heterozygous for the UGT1A1*28 allele, and homozygous for the UGT1A1*28 allele,
respectively. A safety analysis by UGT1A1 genotype status demonstrated that the rates of
all-grade neutropenia were 44%, 47%, and 57% in patients homozygous for the WT allele,
heterozygous, and homozygous for the UGT1A1*28 allele, respectively.*

One treatment-related death occurred due to febrile neutropenia-related sepsis in a
65-year-old male homozygous for the WT UGT1A1 allele and with mUC, Stage 3 chronic
kidney disease, and a history of lung cancer.?

IMMU-132-01 Study in Metastatic Epithelial Cancer

Study design2

A phase 1/2, single-arm, open-label basket study investigated SG 8 to 18 mg/kg IV on

Days 1 and 8 of a 21-day cycle in patients with metastatic epithelial cancers, including mUC
(n=45), who had relapsed after or were refractory to =21 prior therapy for metastatic disease.
Patients who received SG 10 mg/kg for mUC were analyzed.

Neutropenia management with growth factor support?

Growth factor support (eg, filgrastim, pegfilgrastim, or G-CSF) was allowed as clinically
necessary; however, prophylactic growth factor support was not permitted before Day 1 of
Cycle 1.

Safety?

In the mUC cohort, Grade 23 neutropenia/neutrophil count decreased was reported in 38%
of patients. Incidence of growth factor use was not reported in this cohort.
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Incidence of SG-Related Neutropenia and Use of
Growth Factors in Real-World Studies

US Real-World Safety Study of SG in mUCL2

Study design and patient characteristics

A retrospective, observational cohort study evaluated SG data from a longitudinal database
(Flatiron Health [from January 2011 to October 2022]) in a mostly community-based setting
in the US in 86 patients with locally advanced/mUC. The median start and final dose of SG
was 10 mg/kg, and there was no dose change in 53% of patients. Median (IQR) treatment
duration was 61 (36-113) days.

The median (range) age of patients was 71 (25-85) years, 70% of patients were male, and
27% had an ECOG PS score of 22. Most patients (92%) had previously received PLT-based
chemotherapy, and 71% had received EV in the line prior to SG. Most patients (94%)
received SG as monotherapy, and 99% received SG as 22L.

Results

The most common any-grade AE of interest was neutropenia (Table 3). Febrile neutropenia
resulted in treatment discontinuation for 1 patient and hospitalization for 4 patients (5%).
Of note, 14 patients were hospitalized due to AEs, of which 7 patients had multiple reasons
for hospitalization.

Table 3. Incidence of Neutropenia and Febrile Neutropenia (Parikh et al)%

AE,2 n (%) All (N=86) 1L(na_”f1)2L 3L (n=31) 4L (n=25)  25L (n=19)
Neutropenia 34 (40) 4 (36) 9 (29) 10 (40) 11 (58)
Grade 2 13 (15) 3 (27) 3 (10) 5 (20) 2 (11)
Grade 3 9 (10) 0 5 (16) 1(4) 3 (16)
Grade 4 7(8) 1(9) 0 2 (8) 4 (21)
Febrile neutropenia 5(6) 0 2 (6) 14 2(11)

Abbreviations: 3L=third-line; 4L=fourth-line; =5L=fifth-line or later.
aIncluded all AEs that were not present at baseline.

During SG treatment, 52% of patients used G-CSF (Table 4). One patient who received
primary G-CSF prophylaxis developed Grade =23 neutropenia.

Table 4. G-CSF Use (Parikh et al)®

Anvy Usea Any Use During SG Primary Secondary |Therapeutic
y Treatment Prophylaxis® | Prophylaxis® Use!
G-CSF use, n (%) 66 (77) 45 (52) 22 (26) 16 (19) 23 (37)

aIncluded G-CSF use outside of treatment line (eg, prior to SG use).

bUse prior to neutropenia onset and within 7 days of index date.

¢Use prior to end of index treatment and after neutropenia resolution date.
dUse on/after neutropenia onset and prior to date of resolution (if applicable) or end of index treatment.
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US Real-World Study of SG Following EV in Advanced UCL

Study design and demographics

In a US retrospective study at the Johns Hopkins Greenberg Bladder Cancer Institute
(November 2020 to December 2022), 18 patients with advanced UC were treated with SG
after progression on EV monotherapy. The median (range) age was 71 (46—-81) years,

10 patients (56%) were male, 15 (83%) were White or Caucasian, and 3 (17%) were
African American. Eight patients (44%) had metastatic disease in the liver, 8 (44%) had
metastatic disease in the lungs, 3 (17%) had metastatic disease in the lymph nodes only,
and 2 (11%) had metastatic disease in bone.

Results

The median (range) number of SG cycles was 3.8 (1.5—-6). Fourteen patients required a
dose reduction in Cycle 1 and prophylactic growth factor support.

Clinical Guidelines for Neutropenia Management

For guidance on the management of neutropenia please refer to NCCN, ASCO, and
ESMOZ8 Guidelines.
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Abbreviations

1L=first line ESMO=European Society TEAE=treatment-emergent
2L=second line for Medical Oncology adverse event
AE=adverse event EV=enfortumab vedotin TPC=treatment of
ANC=absolute neutrophil G-CSF=granulocyte physicians’ choice
count colony-stimulating factor TRAE=treatment-related
ASCO=American Society of mUC=metastatic urothelial adverse event

Clinical Oncology cancer UC-=urothelial cancer
CPl=checkpoint inhibitor NCCN=National UGT1Al=uridine

ECOG PS=Eastern Comprehensive Cancer diphosphate
Cooperative Oncology Network glucuronosyltransferase
Group Performance Status pembro=pembrolizumab 1A1

PLT=platinum WT=wild-type
SG=sacituzumab govitecan
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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:
783 1-888-983-4668 or ¥B www.askgileadmedical.com

Adverse Event Reporting

Please report all adverse events to:

Gilead Global Patient Safety 1-800-445-3235, option 3 or
“B https://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.

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
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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