CLINICAL PoLICY pa health
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Clinical Policy: Bulevirtide-gmod (Hepcludex)
Reference Number: PA.CP.PHAR.589

Effective Date: 08/2026

Last Review Date: 07/2026

Description
Bulevirtide-gmod (Hepcludex®) is a sodium taurocholate co-transporting polypeptide (NTCP)-
directed hepatitis delta virus (HDV) attachment inhibitor.

FDA Approved Indication(s)
Hepcludex is indicated for the treatment of chronic HDV infection in adults without cirrhosis or
with compensated cirrhosis.

This indication is approved under accelerated approval based on participants who achieved a
decrease in HDV ribonucleic acid (RNA) and alanine aminotransferase (ALT) normalization.
Continued approval for this indication may be contingent upon verification and description of
clinical benefit.

Policy/Criteria
Provider must submit documentation (such as office chart notes, lab results or other clinical
information) supporting that member has met all approval criteria.

It is the policy of PA Health & Wellness® that Hepcludex is medically necessary when the
following criteria are met:

I. Initial Approval Criteria

A. Chronic Hepatitis D Infection (must meet all):

1. Diagnosis of chronic HDV infection;

2. Prescribed by or in consultation with a gastroenterologist, hepatologist, or infectious
disease specialist;

3. Age > 18 years;

4. Documentation of recent (within the last 60 days) detectable serum HDV RNA levels by
quantitative assay;

5. Two elevated ALT lab values within the past 12 months (> 35 IU/L for men, > 25 IU/L
for women);

6. If cirrhosis is present, confirmation of Child-Pugh Class A status (defined as a score <7
on the Child-Pugh scoring system; see Appendix D);

7. Member does not have decompensated liver disease (including ascites, coagulopathy,
hepatic encephalopathy, and esophageal varices hemorrhage);

8. Provider attestation that member is receiving appropriate hepatitis B virus (HBV)
infection therapy (e.g., antivirals), if indicated per guidelines;

9. Dose does not exceed 8.5 mg (1 vial) per day.
Approval duration: 12 months
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B. Other diagnoses/indications

1.

Refer to the off-label use policy if diagnosis is NOT specifically listed under section
III (Diagnoses/Indications for which coverage is NOT authorized): PA.CP.PMN.53

II. Continued Therapy
A. Chronic Hepatitis D Infection (must meet all):

1.

3.

Currently receiving medication via PA Health & Wellness benefit and documentation

supports positive response to therapy or the Continuity of Care policy

(PA.PHARM.01) applies;

Member is responding positively to therapy as evidenced by one of the following (a

or b):

a. A reduction in HDV RNA levels or undetectable HDV RNA levels by
quantitative assay;

b. A reduction or normalization of ALT lab values (< 35 IU/L for men, <25 IU/L
for women);

If request is for a dose increase, new dose does not exceed 8.5 mg (1 vial) per day.

Approval duration: 12 months

B. Other diagnoses/indications (must meet 1 or 2):

1.

Currently receiving medication via PA Health & Wellness benefit and documentation
supports positive response to therapy or the Continuity of Care policy
(PA.PHARM.O01) applies.

Approval duration: Duration of request or 12 months (whichever is less); or
Refer to the off-label use policy if diagnosis is NOT specifically listed under section
III (Diagnoses/Indications for which coverage is NOT authorized): PA.CP.PMN.53

II1.Diagnoses/Indications for which coverage is NOT authorized:
A. Non-FDA approved indications, which are not addressed in this policy, unless there is
sufficient documentation of efficacy and safety according to the off label use policies —
PA.CP.PMN.53

IV. Appendices/General Information
Appendix A: Abbreviation/Acronym Key

AASLD: American Association for the IgM: immunoglobulin M
Study of Liver Diseases INR: international normalized ratio
ALT: alanine aminotransferase NTCP: sodium taurocholate co-transporting
FDA: Food and Drug Administration polypeptide
HBV: hepatitis B virus PT: prothrombin time
HDV: hepatitis delta virus RNA: ribonucleic acid

IgG: immunoglobulinG

Appendix B: Therapeutic Alternatives
Not applicable

Appendix C: Contraindications/Boxed Warnings
e (Contraindication(s): none reported

Page 3 of 5


http://www.pahealthwellness.com/

CLINICAL PoLICY "% pa health
Bulevirtide-gmod &wellness

e Boxed warning(s): posttreatment severe acute exacerbation of hepatitis D and B

Appendix D: General Information

e According to the American Association for the Study of Liver Diseases (AASLD), the
upper limit of normal for serum ALT concentrations for men and women are 35 IU/L and
25 TU/L, respectively.

e According to the World Health Organization, HDV infection is diagnosed by high levels
of anti-HDV immunoglobulin G (IgG) and immunoglobulin M (IgM), and confirmed by
detection of HDV RNA in serum. However, HDV diagnostics are not widely available
and there is no standardization of HDV RNA assays, which are used for monitoring
response to antiviral therapy.

e Child-Pugh Classification is a clinical scoring system used to assess the severity of

chronic liver disease, primarily cirrhosis.
Parameter Points assigned
1 2 3

Ascites Absent Slight Moderate
Bilirubin <2 mg/dL 2-3 mg/dL >3 mg/dL
Albumin >3.5 g/dL 2.8 -3.5 g/dL <2.8 g/dL.
Prothrombin time <4 4-6 >6
(PT) (seconds over

control) or INR* <1.7 1.7t02.3 >23
Encephalopathy None Grade 1 to 2 Grade 3 to 4

* Frequently international normalized ratio (INR) will be used as a substitute for PT
o Class A (5-6 points): well-compensated disease

o Class B (7-8 points): significant functional compromise

o Class C (10-15 points): decompensated disease

V. Dosage and Administration

Indication Dosing Regimen Maximum Dose
Chronic HDV infection 8.5 mg SC QD 8.5 mg/day

VI. Product Availability
Single-dose vial for injection: 8.5 mg as lyophilized powder or cake
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Coding Implications

Codes referenced in this clinical policy are for informational purposes only. Inclusion or
exclusion of any codes does not guarantee coverage. Providers should reference the most up-to-
date sources of professional coding guidance prior to the submission of claims for
reimbursement of covered services.

HCPCS Description

Codes
J3590 Unclassified biologics
C9399 Unclassified drugs or biologicals

Reviews, Revisions, and Approvals Date
Policy created 07/2026
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