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Trodelvy® (sacituzumab govitecan-hziy)  

Use in Patients With Hepatic Impairment  
This document is in response to your request for information regarding the use of Trodelvy® 
(sacituzumab govitecan-hziy [SG]) in patients with hepatic impairment, including patients 
with hepatic impairment due to liver metastases. 

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/oncology/trodelvy/trodelvy_pi.  

 

Summary 
Relevant Product Labeling1 

Warnings and Precautions: Patients homozygous for the uridine diphosphate-glucuronosyl 
transferase 1A1 (UGT1A1)*28 allele are at increased risk for neutropenia, febrile 
neutropenia, and anemia; and may be at increased risk for other adverse reactions when 
treated with SG.  

Closely monitor patients with known reduced UGT1A1 activity for adverse reactions. 
Withhold or permanently discontinue SG based on clinical assessment of the onset, 
duration, and severity of the observed adverse reactions in patients with evidence of acute 
early-onset or unusually severe adverse reactions, which may indicate reduced UGT1A1 
enzyme activity. 

Use in Specific Populations: No adjustment to the starting dosage is required when 
administering SG to patients with mild hepatic impairment. 

The safety of SG in patients with moderate (total bilirubin >1.5 to 3 × upper limit of normal 
[ULN]) or severe (total bilirubin >3 × ULN) hepatic impairment has not been established. SG 
has not been tested in patients with AST or ALT >3 × ULN without liver metastases, or AST 
or ALT >5 × ULN with liver metastases. No recommendations can be made for the starting 
dosage in these patients. 

Pharmacokinetics in Patients With Hepatic Impairment: The exposure of SG is similar in 
patients with mild hepatic impairment (total bilirubin ≤ULN with AST >ULN, or bilirubin >1 to 
≤1.5 × ULN with any AST; n=257) to patients with normal hepatic function (total bilirubin or 
AST <ULN; n=526). 

SG and free SN-38 exposures are unknown in patients with moderate (total bilirubin >1.5 to 
3 × ULN) or severe (total bilirubin >3 × ULN) hepatic impairment. 
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SG PK in Patients With Mild Hepatic Impairment 

A population pharmacokinetic (PK) analysis assessed exposure to SG, the free active 
metabolite of irinotecan (SN-38), and total antibody (tAB) across 3 studies: ASCENT (in 
metastatic triple-negative breast cancer [mTNBC]), TROPiCS-02 (in hormone 
receptor-positive/human epidermal growth factor receptor 2-negative [HR+/HER2-] 
metastatic breast cancer [mBC]), and IMMU-132-01 (in metastatic epithelial cancer).2  

Exposure to the 3 analytes in patients with mild hepatic impairment (bilirubin > upper limit of 
normal [ULN] –1.5 × ULN or AST >ULN [n=257]) relative to those with normal hepatic 
function (bilirubin and AST ≤ULN [n=525]) were evaluated. Results of the analyses showed 
that SG, SN-38, and tAB exposures were similar between patients with mild hepatic 
impairment and those with normal hepatic function. Predicted exposure (90% CI) in the first 
cycle in patients with mild hepatic impairment relative to normal hepatic function was the 
following2:  

• 0.976 (0.958–0.994) and 0.983 (0.97–0.996) for the area under the curve (AUC) and 
maximum concentration (Cmax) with SG, respectively. 

• 0.915 (0.848–0.982) and 0.941 (0.887–0.996) for AUC and Cmax with SN-38, 
respectively. 

• 0.931 (0.901–0.962) and 0.961 (0.934–0.989) for AUC and Cmax with tAB, respectively. 

Study of SG in Patients With Moderate Hepatic Impairment 

A phase 1, open-label, multicenter, dose-escalation study (NCT04617522) is being 
conducted to understand the safety and dosing of SG in patients with advanced or 
metastatic solid tumors and moderate hepatic impairment.3 

Phase 3 Clinical Studies in SG Monotherapy: Inclusion of Patients With Adequate Hepatic 
Function 

In five Gilead-sponsored, phase 3 studies of SG as monotherapy that have results available 
(ASCENT, ASCENT-03, EVOKE-01, TROPiCS-02, and TROPiCS-04), patients, including 
those with liver metastases, were required to have adequate hepatic function, as described 
in the summary below.4-8 

SG PK in Patients With Mild Hepatic Impairment 

SG PK in Patients With mTNBC, HR+/HER2- mBC, or 
Metastatic Epithelial Cancer and Mild Hepatic Impairment2 

A population PK analysis using data from ASCENT (n=253), TROPiCS-02 (n=260), and 
IMMU-132-01 (n=276) evaluated the impact of clinical covariates on SG exposure. 
SG exposure was similar in patients with mild hepatic impairment compared to patients with 
normal hepatic function (Table 1 and Table 2). 
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Table 1. PK Analysis: Categorical Covariate Relationship to SG Exposure in the 

First Cycle Relative to Reference2 

Covariate (Reference) Covariate 
Predicted SG Exposure (90% CI) 

AUC Cmax 

Hepatic impairment relative to 
normal (bilirubin and AST ≤ULN; 
n=525) 

Mild hepatic impairment 
(bilirubin >ULN–1.5 × ULN 
or AST >ULN; n=257) 

0.976 
(0.958–0.994) 

0.983 
(0.97–0.996) 

Table 2. PK Analysis: Continuous Covariate Relationships to SG Exposure in 

First Cycle Relative to Reference2 

Covariate (Reference) Percentile 
Predicted SG Exposure (90% CI) 

AUC Cmax 

AST (27.5 IU/L) 
95th (124 IU/L) 0.951 (0.925–0.977) 0.984 (0.965–1) 

5th (14 IU/L) 1.01 (0.994–1.02) 1 (0.993–1.01) 

ALT (21.6 IU/L) 
95th (88.3 IU/L) 0.985 (0.963–1.01) 0.996 (0.981–1.01) 

5th (8.84 IU/L) 1 (0.99–1.02) 1 (0.991–1.01) 

Albumin (39 g/L) 
95th (45 g/L) 1.06 (1.04–1.08) 1 (0.988–1.01) 

5th (30 g/L) 0.912 (0.892–0.932) 0.998 (0.983–1.01) 

ALP (95 IU/L) 
95th (339 IU/L) 0.959 (0.939–0.979) 0.986 (0.971–1) 

5th (51.4 IU/L) 1.01 (0.995–1.02) 1 (0.994–1.01) 

Bilirubin (0.4 mg/dL) 
95th (1 mg/dL) 0.986 (0.965–1.01) 1 (0.984–1.02) 

5th (0.2 mg/dL) 1 (0.989–1.02) 1 (0.989–1.01) 
Abbreviation: ALP=alkaline phosphatase. 

A bootstrap analysis confirmed final model estimates for SG, free SN-38, and tAB. 
The correlation between mild hepatic impairment and exposures to free SN-38 and tAB are 
presented in Table 3, Table 4, and Table 5. 

Table 3. PK Analysis: Categorical Covariate Relationship to Free SN-38 and tAB 

Exposure in the First Cycle Relative to Reference2 

 Covariate (Reference) Covariate 
Predicted Exposure (90% CI) 

AUC  Cmax 

SN-38 
Hepatic impairment relative 
to normal (bilirubin and 
AST ≤ULN; n=514) 

Mild hepatic impairment 
(bilirubin >ULN–1.5 × ULN 
or AST >ULN; n=253) 

0.915 
(0.848–0.982) 

0.941 
(0.887–0.996) 

tAB 
Hepatic impairment relative 
to normal (bilirubin and 
AST ≤ULN; n=524) 

Mild hepatic impairment 
(bilirubin >ULN–1.5 × ULN 
or AST >ULN; n=256) 

0.931 
(0.901–0.962) 

0.961 
(0.934–0.989) 

Table 4. PK Analysis: Continuous Covariate Relationships to Free SN-38 Exposure in 

First Cycle Relative to Reference2 

Covariate (Reference) Percentile 
Predicted SG Exposure (90% CI) 

AUC Cmax 

AST (27.8 IU/L) 
95th (124 IU/L) 0.895 (0.797–0.992) 0.938 (0.858–1.02) 

5th (14 IU/L) 1.02 (0.966–1.06) 1.01 (0.969–1.05) 

ALT (22 IU/L) 
95th (88.9 IU/L) 0.994 (0.909–1.08) 1 (0.934–1.07) 

5th (8.46 IU/L) 1 (0.952–1.05) 0.999 (0.959–1.04) 

Albumin (39 g/L) 
95th (45 g/L) 1.05 (0.98–1.12) 1.01 (0.955–1.07) 

5th (30 g/L) 0.927 (0.848–1.01) 0.983 (0.919–1.05) 

ALP (95 IU/L) 
95th (338 IU/L) 0.917 (0.84–0.995) 0.948 (0.885–1.01) 

5th (51.6 IU/L) 1.01 (0.967–1.06) 1.01 (0.971–1.05) 
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Covariate (Reference) Percentile 
Predicted SG Exposure (90% CI) 

AUC Cmax 

Bilirubin (0.4 mg/dL) 
95th (1 mg/dL) 0.978 (0.896–1.06) 0.999 (0.933–1.07) 

5th (0.2 mg/dL) 1.01 (0.95–1.06) 1 (0.954–1.05) 

Table 5. PK Analysis: Continuous Covariate Relationships to tAB Exposure in 

First Cycle Relative to Reference2 

Covariate (Reference) Percentile 
Predicted SG Exposure (90% CI) 

AUC Cmax 

AST (27.5 IU/L) 
95th (123 IU/L) 0.885 (0.84–0.929) 0.935 (0.896–0.974) 

5th (14 IU/L) 1.02 (0.994–1.04) 1.01 (0.99–1.03) 

ALT (21.6 IU/L) 
95th (87.8 IU/L) 0.973 (0.934–1.01) 0.991 (0.957–1.02) 

5th (8.84 IU/L) 1.01 (0.983–1.03) 1 (0.982–1.02) 

Albumin (39 g/L) 
95th (45 g/L) 1.08 (1.05–1.11) 1.05 (1.02–1.07) 

5th (30 g/L) 0.881 (0.846–0.915) 0.928 (0.897–0.959) 

ALP (95 IU/L) 
95th (334 IU/L) 0.91 (0.876–0.944) 0.934 (0.904–0.964) 

5th (51.3 IU/L) 1.02 (0.995–1.04) 1.01 (0.993–1.03) 

Bilirubin (0.4 mg/dL) 
95th (1 mg/dL) 0.967 (0.929–1) 0.969 (0.936–1) 

5th (0.2 mg/dL) 1.01 (0.985–1.04) 1.01 (0.987–1.03) 

Study of SG in Patients With Moderate Hepatic 
Impairment3

 

IMMU-132-15 an ongoing, phase 1, open-label, multicenter, dose-escalation study 
(NCT04617522) being conducted to understand the safety and dosing of SG in patients 
(estimated enrollment, N=30) with advanced or metastatic solid tumors and moderate 
hepatic impairment. Moderate hepatic impairment is defined as a bilirubin level 
>1.5 to <3 × ULN and any AST level. SG will be administered on Days 1 and 8 at escalating 
doses of 5, 7.5, and 10 mg/kg, if determined by the study investigator to be tolerable. 
The primary outcomes of this study include the percentage of patients who have 
treatment-emergent adverse events, have clinically significant laboratory abnormalities, and 
develop positive anti-SG antibodies. PK parameters will also be analyzed. Patients who had 
a treatment benefit were eligible to continue SG in a rollover study, IMMU-132-14.  

Study results have not yet been reported. 

Phase 3 Clinical Studies in SG Monotherapy: 
Inclusion of Patients With Adequate Hepatic 
Function 
In the five Gilead-sponsored, phase 3 studies of SG as monotherapy that have results 
available (ASCENT, ASCENT-03, EVOKE-01, TROPiCS-02, and TROPiCS-04), patients, 
including those with liver metastases, were required to have adequate hepatic function. 
Inclusion criteria regarding hepatic function are summarized in Table 6.4-8 
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Table 6. SG Studies: Definitions of Adequate Hepatic Function4-8 

Hepatic Function Test Value 

Bilirubin ≤1.5 × ULNa 

AST and ALT ≤2.5 × ULN 

AST and ALT in patients with known liver metastases ≤5 × ULN 

Serum albumin ≥3 g/dLb 

ALPc ≤5 × ULN 
aIn TROPiCS-02, patients with documented Gilbert’s syndrome were required to have a bilirubin level ≤3 × ULN. 
bIn EVOKE-01, serum albumin was required to be >3 g/dL. 
cOnly required in TROPiCS-02 study. If a patient had known bone metastases, liver-specific ALP levels were 
separated from the total ALP level and were used to assess liver function instead of total ALP. 
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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: 
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☎ 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 
privacy@gilead.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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