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Epclusa® (sofosbuvir/velpatasvir)
Coadministration With Fentany!l

This document is in response to your request for information regarding Epclusa®
(sofosbuvir/velpatasvir [SOF/VEL]) and coadministration with fentanyl.

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 are available at:
www.qgilead.com/-/media/files/pdfs/medicines/liver-disease/epclusa/epclusa pi.

PK DDI Evaluation

Drug interaction studies have not been conducted between the single-tablet regimen
SOF/VEL and fentanyl. Based on the PK profile of each active ingredient within SOF/VEL
and fentanyl, a PK interaction would not be predicted. For more information about fentanyl,
please refer to its product labeling.12

SOF/VEL PK1

Table 1. SOF/VEL PK1

DDI Mechanism SOF VEL
P-gp/BCRP Substrate Substrate/inhibitor
OATP1B N/A Inhibitor
PDrug a porte .
OATP1B N/A Inhibitor
OATP2B N/A Inhibitor
N/A N/A
N/A Substrate
N/A Substrate
D 0 etabo 0 e
N/A N/A
N/A N/A
N/A Substrate

Abbreviations: BCRP=breast cancer resistance protein; OATP=organic anion transporting polypeptide;
P-gp=p-glycoprotein.
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Relevant SOF/VEL Label Information2

There is no information in the SOF/VEL product labeling about the coadministration of
SOF/VEL and fentanyl.

Established and Potentially Significant Drug Interactions

Clearance of HCV infection with direct-acting antivirals may lead to changes in hepatic
function, which may impact safe and effective use of concomitant medications. Frequent
monitoring of relevant laboratory parameters (eg, INR in patients taking warfarin, blood
glucose levels in diabetic patients) or drug concentrations of concomitant medications such
as CYP substrates with a narrow therapeutic index (eg, certain immunosuppressants) is
recommended to ensure safe and effective use. Dose adjustments of concomitant
medications may be necessary.

Real-World Data on the Coadministration of Fentanyl
With SOF/VEL

Multidisciplinary Care Center Study#
Study design and dmographics

A real-world study conducted through an inner-city outreach program evaluated the efficacy
of HCV therapy (SOF/VEL, n=133; GLE/PIB, n=75) in patients who were actively using
fentanyl at the time of HCV treatment initiation between March 2019 and May 2022. The
primary endpoint was SVR12. Medication adherence was verified weekly, and HCV therapy
was administered in conjunction with opiate agonist therapy as appropriate. Patients were
included in this analysis if active street fentanyl use was identified either through
documented fentanyl use within 1 week prior to HCV treatment initiation, or through a
positive urine screen for fentanyl at the time of HCV treatment initiation.

Table 2. Baseline Demographics and Disease Characteristics (Truong et al)?

Key Demographics and Characteristics

Age, median (range), years 43 (20-75)
Female, n (%) 59 (28.4)

Indigenous 41 (19.7)
Ethnicity, n (%) Caucasian 152 (73.1)

Other 8 (3.8)
Cirrhotic, n (%) 15 (7.2)
Genotype, n (%) é 6: 4(?26:;’)

Results

Of the 208 eligible patients, 11 patients discontinued the study prematurely (non-adherent or
lost to follow-up, n=7; withdrew from the study, n=3; death, n=1); discontinuation rates were
similar in each treatment group. At the time data were reported, 154 patients completed
treatment, 138 had SVR data (SOF/VEL, n=79), and 16 were awaiting post-treatment HCV
RNA results. At the time of the analysis, 97.4% of the patients (76/79) who received
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SOF/VEL achieved SVR 212 weeks after end of treatment. All therapeutic failures were
attributed to relapses (SOF/VEL, n=3). Safety data were not reported.
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Abbreviations

DDI=drug-drug interaction PK=pharmacokinetic(s) SVR12=sustained virologic
GLE=glecaprevir SOF=sofosbuvir response 12 weeks after
PIB=pibrentasvir SVR=sustained virologic end of treatment
response VEL=velpatasvir
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Product Label

For the full indication, important safety information, and boxed warning(s), please refer to
the Epclusa US Prescribing Information available at:
www.qgilead.com/-/medialfiles/pdfs/medicines/liver-disease/epclusa/epclusa_pi.

Follow-Up

For any additional questions, please contact Gilead Medical Information at:
753 1-866-MEDI-GSI (1-866-633-4474) or Y8 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.

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.

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