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Hepcludex® (bulevirtide-gmod) 

Mechanism of Action 
This document is in response to your request for information regarding the mechanism of 
action (MOA) of Hepcludex® (bulevirtide-gmod [BLV]) for the treatment of chronic HDV. 

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.gilead.com/-/media/files/pdfs/medicines/hdv/hepcludex/hepcludex_pi.  

Product Labeling1 
BLV is a synthetic 47-amino acid lipopeptide with a myristoylated N-terminus and an 
amidated C-terminus derived from amino acids 13 to 59 of the L-HBsAg preS1 domain from 
an HBV GT-C consensus sequence (corresponding to GT-D preS1 amino acids 2–48). 
BLV inhibits HDV infection by binding to the HDV receptor NTCP on the plasma membrane 
of hepatocytes, blocking HDV attachment to NTCP.  

Available Data on BLV MOA 

NTCP 

NTCP is expressed on the basolateral (blood-side) membrane of the hepatocyte; it is not 
detected in any other tissue. NTCP is a sodium taurocholate/bile acid cotransporter and is 
responsible for the uptake of bile acids from the portal blood into hepatocytes and is a key 
component of the enterohepatic recovery of bile acids.2,3 Its expression is often 
downregulated in human liver disease.3 

HBV and HDV bind to NTCP with their respective preS1 domains, which allow the viruses to 
be internalized into hepatocytes. Therefore, substrates that bind to NTCP reduce the entry 
of HBV and HDV as well as bile acids.2 

BLV 

BLV is a myristoylated lipopeptide that prevents viral infections by competitively binding with 
NTCP and blocking the entry of HDV into hepatocytes (Figure 1).2,3  

BLV comprises 47 amino acids of the preS1 domain of the L-HBsAg.4 

Because the preS1 domain of HBV interacts with NTCP, the blocking of NTCP with BLV is 
thought to prevent the entry of HDV into hepatocytes.4 Thus, BLV can prevent de novo 
infection of uninfected liver cells, leading to a reduction in HDV-infected hepatocytes  
(Figure 1).5 
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Figure 1. BLV MOA5 

Abbreviation: HBsAg=hepatitis B surface antigen. 

Primary pharmacology studies 

In cellular uptake transporter inhibition assays, BLV inhibited human NTCP function in vitro  
in a dose-dependent manner with a maximum inhibition of 90%.6 

In HBV and HDV in vitro infection assays, BLV inhibited the infectivity potential of several 
HBV genotypes and HDV isolates in human hepatic cells.6 

Due to its mode of action on NTCP, BLV is also expected to impact the uptake of bile acids into 
the hepatocyte.2 

HDV RNA and ALT levels are surrogate markers of HDV liver burden: HDV RNA levels 
reflect the amount of HDV in the periphery, and ALT levels can indicate the extent of liver 
damage due to viral infection and associated inflammation.5,7  
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Abbreviations 
BLV=bulevirtide-gmod 
GT=genotype 
 

L-HBsAg=large hepatitis B 
surface antigen 
MOA=mechanism of action 
 

NTCP=sodium taurocholate 
co-transporting polypeptide
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Product Label 
For the full indication, important safety information, and boxed warning(s), please refer to 
the Hepcludex US Prescribing Information available at: 
www.gilead.com/-/media/files/pdfs/medicines/hdv/hepcludex/hepcludex_pi.  

Follow-Up 
For any additional questions, please contact Gilead Medical Information at:  

☎1‐866‐MEDI‐GSI (1‐866‐633‐4474) 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 
gilead.privacy@gilead.com. 

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