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Trodelvy® (sacituzumab govitecan-hziy)
Patient-Reported Outcomes in 2L+ mTNBC

This document is in response to your request for information regarding Trodelvy®
(sacituzumab govitecan-hziy [SG]) in patients with metastatic triple-negative breast cancer
(mTNBC) in a second-line and later setting (2L+) and patient-reported outcomes (PROSs).

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 indicated for the treatment of adult patients with unresectable locally advanced or
mTNBC who have received =2 prior systemic therapies, 21 of them for metastatic disease.

PROs in 2L+ mTNBC

The ASCENT study evaluated the efficacy and safety of SG vs chemotherapy treatment of
physician’s choice (TPC) in patients with refractory or relapsed mTNBC who relapsed after
>2 prior chemotherapies.?

Health-related quality of life (HRQoL) outcomes were analyzed in the SG (n=236) and TPC
(n=183) study arms.2

e SG was non-inferior to TPC in all primary and secondary HRQoL domains except
nausea/vomiting and diarrhea. Patients who received SG had statistically significant
greater improvements in global health status/quality of life (QoL), physical functioning,
pain, and fatigue.

e Patients who received SG had a significantly longer time to first clinically meaningful
deterioration in physical functioning, role functioning, fatigue, and pain, as well as a
significantly shorter time to first clinically meaningful improvement in physical
functioning, pain, and dyspnea.

HRQoL outcomes were also analyzed by clinical response: clinical responders (n=82 and
n=11) and non-responders (n=154 and n=172) in the SG and TPC arms, respectively.?

e Time to first deterioration (TTD) was longer in SG clinical responders than in SG
non-responders. In clinical responders, SG had longer TTD than TPC for HRQoL in all
domains except fatigue.

e In most European Organization for Research and Treatment of Cancer Quality of Life
Core 30 Questionnaire (EORTC QLQ-C30) domains, SG showed more favorable least-
square mean (LSM) changes from baseline vs TPC regardless of clinical response
status, except for nausea/vomiting and diarrhea.
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An analysis was conducted among the ITT population using the Quality-adjusted Time
Without Symptoms of disease progression or Toxicity of treatment (Q-TWIiST) method.
Survival time was assessed as three separate health states: toxicity (TOX), relapse (REL),
and Time Without Symptoms of disease progression or Toxicity of treatment (TWiST).2

e At the maximum follow-up of 31 months, SG was associated with a statistically
significant improvement in progression-free survival (PFS), overall survival (OS), TWIST,
and Q-TWIST vs TPC (each, P<0.0001). There was a relative Q-TWIiST gain of 39.5%
with SG, which exceeded the 215% threshold for a clearly clinically important difference.

PROs in 2L+ mTNBC
ASCENT Study Design2

ASCENT, a global, open-label, randomized, confirmatory, phase 3 study, evaluated the
efficacy and safety of SG vs TPC in patients with refractory or relapsed mTNBC who had
received =2 prior chemotherapies for unresectable, locally advanced, or metastatic disease
(Figure 1).

Figure 1. ASCENT Study Design2$
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ASCENT: HRQoL Outcomess

A subanalysis compared HRQoL outcomes between SG and TPC over the course of
treatment. HRQoL was assessed using EORTC QLQ-C30 within 28 days of initiation of
Cycle 1, on Day 1 of each cycle, and 4 weeks after the last dose of study drug or at study
discontinuation. The primary HRQoL domains assessed were global health status/HRQoL,
physical functioning, role functioning, pain, and fatigue. Other EORTC QLQ-C30 domains
were evaluated as secondary HRQoL domains.

The subanalysis included all patients in the ITT population who had evaluable assessments
(=1 of the 15 EORTC QLQ-C30 domains completed) on the EORTC QLQ-C30 at initiation of
Cycle 1 and =1 post-baseline assessment (Table 1).
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Table 1. ASCENT: HRQoL-Evaluable Population?2

Key Demographics and Characteristics
Age, mean (SD), years 53.8 (11.8) 55.5 (11.8)
White 195 (83) 139 (76)
Race or ethnic group, n (%) iﬁgﬁ ié Eig 2; 21)5 )
Other 9 (4) 9 (5)
Positive 15 (6) 14 (8)
BRCA 1/2 mutational status, n (%) Negative 136 (58) 101 (55)
Missing 85 (36) 68 (37)
Known brain metastases at study entry, n (%), Yes/No 27 (11)/ 209 (89) 18 (10)/ 165 (90)
Time from diagnosis to study entry, mean (SD), mo 61 (62) 65 (64)
Number of prior systemic therapies, 2o0r3 168 (71) 132 (72)
mean (SD), n (%) >3 68 (29) 51 (28)

Abbreviation: BRCA=breast cancer gene

Results2

Completion rate (number of valid HRQoL assessments divided by the number of ITT
patients expected to provide an HRQoL assessment) was 290% up to Cycle 6 and was
comparable between the 2 study arms. Mean baseline scores (range: 0—100) for the primary
HRQoL domains were worse than those reported in the general population of similar age
and gender but were comparable between the two arms (Table 2).

Table 2. ASCENT: Baseline Scores for the Primary HRQoL Domains?

Primary-focused Domains, General MID Between
mean (SD) (n=236) Population Arms
Global health status/QoL? 63.2 (20.6) 58.1 (21.9) 63.6 4
Physical functioning® 74.9 (20.5) 73 (20.3) 83.4 5

Role functioning® 69.6 (29.5) 67.9 (29.3) 83 6
Fatigue® 38.3(25.2) 40.1 (25.2) 31.3 5

Pain® 36.4 (30.1) 40.3 (29.4) 26.7 6

Abbreviation: MID=minimal important difference

Note: Bold results indicate difference vs the general population norm greater than the MID. Underlined results
indicate that TPC is worse than SG more than the MID.2Higher score=better HRQoL.PHigher score=better
functioning.®Higher score=worse symptomatology.

SG was non-inferior to TPC for all primary and secondary HRQoL except nausea/vomiting
and diarrhea. SG was superior vs TPC for global health status/QoL, physical functioning,
fatigue, pain, emotional functioning, dyspnea, and insomnia (Table 3).

Table 3. ASCENT: Overall LSM Change from Baseline in Scores for Primary and
Secondary HRQoL Domains?2

Non-
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LSM Change from Baseline (95% CI
. Inferiority
SG minus TPC Margin
Primary HRQoL domains
Sl(;)faal health status/ | o g5 (5 21 3.53) | -3.42 (-6.77, -0.08) | 4.08 (0.82, 7.35)' 4
Physical functioning® | 1.31(-1.38, 3.99) | -4.39 (-7.52, -1.26) | 5.69 (2.63, 8.76)9 -5
Role functioning® -2.24 (-6.13, 1.65) | -7.83 (-12.41, -3.25) | 5.59 (1.13, 10.05)f -6
Fatigue® 1.97 (-1.2,5.13) | 7.13(3.4,10.87) | -5.17 (-8.81, -1.52)¢ +5
Pain® -8.93 (-12.57, -5.3) | -1.89(-6.18,2.4) | -7.04 (-11.24, -2.85)9 +6
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LSM Change from Baseline (95% CI Non-
. Inferiority
SG minus TPC Margin

Secondary HRQoL domains

Emotional functioning® | 3.34 (0.46, 6.22) | -0.55 (-3.94, 2.84) 3.89 (0.56, 7.22) -3d
Cognitive functioningP -1.22 (-4, 1.56) -1.98 (-5.21, 1.24) 0.76 (-2.36, 3.89) -3
Social functioning® -1.51 (-5.47, 2.45) [ -5.41 (-10.04, -0.78) 3.9 (-0.61, 8.4) -5
Nausea/vomiting® 4.3 (1.92, 6.68) 2.5 (-0.23, 5.22) 1.81 (-0.83, 4.44) +3
Dyspnea‘ -3.79 (-7.52,-0.06) | 3.95 (-0.51, 8.4) | -7.74 (-12.13, -3.35)9 +4
Insomnia® -4.69 (-8.92, -0.46) | 0.34 (-4.64, 5.32) -5.03 (-9.89, -0.16)f +4
Appetite loss® 3.52 (-0.47, 7.51) 7 (2.31, 11.68) -3.47 (-8.05, 1.11) +5
Constipation® 2.16 (-1.76,6.08) | 2.69 (-1.89, 7.27) -0.53 (-4.97, 3.91) +5
Diarrhea® 14.07 (9.94, 18.2) | -1.27 (-6.08, 3.54) | 15.34 (10.65, 20.03)9 +3
Financial difficulties® -2.87 (-6.39, 0.65) | 0.68 (-3.5, 4.86) -3.55 (-7.69, 0.59) +3
EORTC QLQ-C30 0.67 (-2.73,1.39) | -3.15(-5.54,-0.75) | 2.48 (0.14, 4.81) 5e
summary score

Note: Bold results indicate SG was superior to TPC based on the MID and significance testing. Underlined
results indicate SG was inferior to TPC (upper bound of the 95% CI was greater than the non-inferiority margin).
aHigher score=better HRQoL. Higher score=better functioning.cHigher score=worse symptomology.¢The
between-group MID could not be estimated, so a within-group MID based on a previously published threshold was
used instead.®The MID was derived as 0.3 x SD for the overall sample (16.8)./P<0.05.9P<0.01

The Kaplan-Meier product limit method was used to analyze time to first clinically
meaningful improvement or deterioration of HRQoL (above a pre-specified threshold of

10 points). Patients who received SG had a significantly longer time to first clinically
meaningful deterioration in physical functioning, role functioning, fatigue, and pain vs those
who received TPC (Table 4). In addition, patients who received SG had a significantly
shorter time to first clinically meaningful improvement in physical functioning (HR: 1.66,
P=0.01) and pain (HR: 1.41, P=0.01).

Table 4. ASCENT: Time to First Clinically Meaningful Deterioration in HRQoL?2

HRQoL Domain, median, wk HR (95% CI), P-value
Global health status/QoL 14.1 15.1 0.87 (0.7, 1.07), 0.18
Physical functioning 22.1 12.1 0.61 (0.49, 0.75), <0.001
Role functioning 11.4 7.1 0.7 (0.56, 0.86), <0.001
Fatigue 7.7 6 0.82 (0.66, 1), <0.05
Pain 21.6 9.9 0.6 (0.48, 0.74), <0.001

Note: Death was treated as an event.

ASCENT: HRQoL Outcomes According to Clinical
Response?

HRQoL outcomes between clinical responders and non-responders to SG and TPC over the
course of treatment were assessed with EORTC QLQ-C30 using the same schedule that
was summarized in the previous subanalysis. Primary HRQoL domains assessed were
global health status/QoL, physical functioning, role functioning, pain, and fatigue.

All patients who underwent randomization and had evaluable assessments (21 of the 15
EORTC QLQ-C30 domains completed) on the EORTC QLQ-C30 at baseline and =1 post-
baseline assessment were evaluated. Study investigators calculated completion rates (the
denominator was the number of participants expected to have an HRQoL assessment) and
available data rates (the denominator was the number of participants in the ITT population).
HRQoL outcomes were evaluated according to the best response achieved by patients in
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each treatment arm: clinical responders were those who had a best overall clinical response
of partial response or complete response; non-responders had a best overall response of
stable disease, progressive disease, or not evaluable. The TTD in HRQoL was defined as
the time between treatment randomization and the time that a participant had a worsening
from baseline of 210 points. Death was considered an event.

HRQoL assessments were completed by 290% of patients in each arm and were
comparable between the 2 arms at visits up to Cycle 10. However, completion rates
decreased over the study period; assessments were completed by more patients in the SG
arm than in the TPC arm. Of those considered HRQoL-evaluable, 35% of patients (n=82) in
the SG arm and 6% of patients (n=11) in the TPC arm were clinical responders (Table 5).

Table 5. ASCENT: HRQoL-Evaluable Population

Key Demographics and Non- Clinical Non-
Characteristics Responders Responders Responders
(n=154) (n=11) (n=172)
Age, mean (SD), years 56.4 (11.5) 52.4 (11.7) 52.8 (7.6) 55.6 (12)
White 69 (84.1) 126 (81.8) 8 (72.7) 131 (76.2)
Race, n (% Black or African
(%) Black o / 8 (9.8) 14 (9.1) 2 (18.2) 25 (14.5)
Asian 3(3.7) 7 (4.5) 0 8 (4.7)
Other 2(2.4) 7 (4.5) 1(9.1) 8 (4.7)
Prior systemic therapies, mean (SD) 4 (1.6) 4.7 (2.1) 4.9 (2.5) 4.4 (2.1)
Prior lines of 2—-3 66 (80.5) 102 (66.2) 7 (63.6) 125 (72.7)
chemotherapy, n (%) >3 16 (19.5) 52 (33.8) 4 (36.4) 47 (27.3)
Known brain metastases, n (%) 1(1.2) 26 (16.9) 0 18 (10.5)
Negative 45 (54.9) 91 (59.1) 7 (63.6) 94 (54.7)
BRCA 1/2 mutational |Positive 3(3.7) 12 (7.8) 1(9.1) 13 (7.6)
status, n (%) Missing 34 (41.5) 51 (33.1) 3(27.3) 65 (37.8)
Time from diagnosis to study entry,
mean (SD), months 62.4 (62) 60.5 (62.2) 66.7 (92.9) 65 (62.3)

Results#

TTD was longer among SG clinical responders than SG non-responders for all primary
focused domains (Table 6). Across clinical responder groups, SG had longer TTD than TPC
for HRQoL in each domain except fatigue which was similar (HR 1.03, 95% CI 0.61-1.72).

SG showed more favorable LSM changes in HRQoL scores from baseline vs TPC

regardless of clinical response status, with the exception of nausea/vomiting and diarrhea.

Table 6. ASCENT: LSM Changes in HRQoL Scores for Primary Focused Domains#
LSM Changes from Baseline (95% CI)

HRQoL Domains

SG

Non- Responders
(n=154)

Clinical Responders
(n=11)

Non- Responders
(n=172)

Global health
a 2.46 (-1.52, 6.43) | -0.57 (-3.68, 2.54) | -1.64 (-10.22, 6.95) | -2.29 (-5.63, 1.05)
status/QoL
. pPhysical | 2.93(-0.92,6.79) | 0.22(-2.71,3.15) | -3.47 (-11.93, 4.99) [-3.75 (-6.87, -0.63)
Functioning ip,je -0.35 (-5.74, 5.04) | -3.23(-7.45,0.99) | -8.4(-19.93,3.13) |-7.33 (-11.88, -2.78)
svmptomse [Fatigue | 0.9 (-3.49, 5.28) 2.84 (-0.6, 6.29) 4.15 (-5.34, 13.65) | 6.65 (2.93, 10.38)
ymp Pain -11.4 (-16.43, -6.36) | -8.57 (-12.48, -4.66) | -11.99 (-22.85, -1.13) | -0.24 (-4.47, 3.99)
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yj‘rﬁiﬁ% 4.68 (1.42, 7.95) 4.03 (1.42, 6.64) 1.38 (-5.53,8.29) | 2.62 (-0.21, 5.45)

Diarrhea | 16.03 (10.32, 21.74) | 13.65 (9.19, 18.11) 2.46 (-9.88, 14.80) -1.53 (-6.34, 4.64)

Note: Data collected up to Cycle 6, Day 1 (n=25 in both arms) included in analysis. Between-group
inferential statistical testing was not performed due to the small number of TPC clinical responders.

aHigher score=higher QoL. bHigher score=higher level of functioning. “Higher score=higher level of
symptomology.

ASCENT: Q-TWIiST Analysis2

An analysis was conducted among the ITT population to assess the benefit-risk profile of
SG vs TPC. Using the Q-TWIST method, survival time was assessed as three separate
health states: TOX, or the time from a treatment emergent adverse event (TEAE) before
disease progression to the point at which the TEAE resolved or disease progression, death,
or end of follow-up occurred; REL, or the time from disease progression to either death or
end of follow-up; and TWIiST, or the time spent in the progression-free period without any
Grade 23 TEAEs. The restricted mean survival time was calculated in TOX, REL, TWIiST,
PFS, and OS up to the last observed OS follow-up.

Results

At the maximum follow-up of 31 months, SG was associated with a statistically significant

improvement in PFS, OS, TWIST, and Q-TWIiST vs TPC (each, P<0.0001; Table 7). There
was a relative Q-TWIiST gain of 39.5% with SG, which exceeded the 215% threshold for a

clearly clinically important difference.

Table 7. ASCENT: Q-TWIiST Analysis at 31 months (ITT Population)2

Outcome (95% CI) Difference
0S 14.2 (13.1,15.4) 9 (8.1,9.9) 53 (3.8,6.6) | <0.0001
PFS 7.7 (6.5, 9) 3.1(27, 4.7) 45(2.8,5.8) | <0.0001
TOX 0.7 (0.6, 0.9) [n=174] | 0.6 (0.5,0.7) [n=115] | 0.2(0,0.4) | 0.078
REL 6.6 (5.4, 7.6) ["=248] | 5.8 (4.3,6.6) [n=225] | 0.7 (-0.6,2.7) | 0.39
TWIST 7 (5.8, 8.2) [N=267] 26 (2.2,4.1)[n=262] | 4.4(2.6,5.7) | <0.0001
Q-TWIST 8.3 (7.6, 9.1) 48 (4.3,5.4) 35 (2.6, 4.4) | <0.0001

The duration of time spent in TOX, REL, and TWIiST was numerically longer in the SG arm
than the TPC arm in the base case analysis (Grade 23 TEAE); however, the between-group
difference in time spent in TOX stabilized over time and was shown to be nonsignificant.

The benefit of SG vs TPC in the Q-TWIST analysis increased over time to Month 31. In the
relative Q-TWIST gain analysis, the clinically important threshold (=10%) was surpassed
around 4.5 months, and the clearly clinically important threshold (=215%) was surpassed
around 6.5 months.
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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/-/medialfiles/pdfs/medicines/oncology/trodelvy/trodelvy pi.

Follow-Up

For any additional questions, please contact Gilead Medical Information at:
753 1-888-983-4668 or & www.askgileadmedical.com

Adverse Event Reporting

Please report all adverse events to:

Gilead Pharmacovigilance and Epidemiology 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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