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Service Category

1 Anesthesia 1 Medicine Services and Procedures

O Surgery O Evaluation and Management Services

[0 Radiology Procedures L1 DME/Prosthetics or Supplies

O Pathology and Laboratory Procedures Part B Drugs

Service Description

This document addresses the use of Fidanacogene elaparvovec-dzkt (BEQVEZ), a drug approved by the
Food and Drug Administration (FDA) for the treatment of adults with moderately severe to severe hemophilia B
(congenital factor IX deficiency), specifically in those with factor IX activity 2% and who are negative for
neutralizing antibodies to the AAVRh74var serotype.

Background Information

Fidanacogene elaparvovec-dzkt is an adeno-associated virus (AAV) vector-based gene therapy. It delivers a high-
activity factor IX transgene (FIX-R338L, also known as FIX-Padua), enabling endogenous production of factor IX at
levels sufficient to reduce or eliminate the need for prophylactic factor IX replacement.!

In the pivotal phase 3 open-label trial (BENEGENE-2), a single intravenous dose of 5x10" vector genomes/kg led
to a 71% reduction in annualized bleeding rate (from 4.42 to 1.28 episodes/year) compared to prior prophylaxis,
demonstrating both noninferiority and superiority. Mean factor IX activity at 15 months was 26.9% (median
22.9%), with most patients achieving levels in the mild hemophilia range. No thrombotic events, inhibitor
development, or malignancies were observed. The most common adverse event was transient elevation of
aminotransferases, managed with glucocorticoids in 62% of participants.!?

Long-term follow-up (median 5.5 years, range 3—6) confirms durable efficacy and safety, with sustained factor IX
activity, low annualized bleeding rates (<1), and no new safety signals. Liver enzyme elevations and hepatic
steatosis were observed, primarily in patients with metabolic risk factors, but no cases of hepatocellular
carcinoma or vector-related malignancy have been reported. Exogenous factor IX was used perioperatively
without unexpected bleeding.!

Assay variability in measuring FIX-R338L activity is recognized, with one-stage silica-based assays yielding higher
values than chromogenic or ellagic acid-based assays. This should be considered in clinical monitoring.!*

Overall, fidanacogene elaparvovec-dzkt offers a single-administration, durable gene therapy option for eligible
adults with hemophilia B, significantly reducing bleeding and treatment burden, with a favorable safety profile to
date. 231514
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Applicable Codes

The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be
all inclusive. Inclusion or exclusion of a procedure, diagnosis or device code(s) does not constitute or imply member
coverage or provider reimbursement policy. Benefit coverage for health services is determined by the member
specific benefit plan document and applicable laws that may require coverage for a specific service. The inclusion
of a code does not imply any right to reimbursement or guarantee claim payment. Other Policies and Guidelines

may apply.

HCPCS Description
11414 Injection, fidanacogene elaparvovec-dzkt, per therapeutic dose
ICD-10 Description

D67 Hereditary factor IX deficiency
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Medical Necessity Guidelines

When a drug is being reviewed for coverage under a member’s medical benefit plan or is otherwise subject to
clinical review (including prior authorization), the following criteria will be used to determine whether the drug
meets any applicable medical necessity requirements for the intended/prescribed purpose.

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

Fidanacogene elaparvovec-dzkt (BEQVEZ)
A. Criteria For Initial Approval

. Individual is 18 years of age or older; AND
i Individual is diagnosed with moderate to severe hemophilia B (congenital factor IX deficiency)

who:
a. Currently use factor IX prophylaxis therapy; or
b. Have current or historical life-threatening hemorrhage; or
c. Have repeated, serious spontaneous bleeding episodes; and
d. Does not have neutralizing antibodies to adeno-associated virus serotype Rh74var

(AAVRh74var) capsid as detected by an FDA-approved test; AND
e. Individual does not currently experience liver-related coagulopathy, hypoalbuminemia,
persistent jaundice, or cirrhosis), portal hypertension, splenomegaly, hepatic
encephalopathy, hepatic fibrosis, or active viral hepatitis; AND
ii. Individual has had the appropriate liver health assessment which includes:
a. Liver function tests (alanine transaminase [ALT], aspartate transaminase [AST], alkaline
phosphatase [ALP], bilirubin, albumin)
b. Laboratory tests for active hepatitis B or C.
c. Elastography and/or ultrasound and other laboratory assessments for liver fibrosis;
AND
iv. Individual must not have either a CD4+ cell count <200mm? or viral load >20 copies/mL in case of
serological evidence of HIV-1 or HIV-2 infection.

B. Criteria For Continuation of Therapy
i. Fidanacogene elaparvovec-dzkt is intended as a one-time therapy and repeat or continuous
dosing is not supported or recommended.

C. Authorization Duration
a. Initial Approval Duration: One time approval.
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D. Conditions Not Covered
Any other use is considered experimental, investigational, or unproven, including the following (this list

may not be all inclusive):

. Requests for Fidanacogene elaparvovec-dzkt (BEQVEZ) may not be approved when the above
criteria are not met and for all other indications.

i Fidanacogene elaparvovec-dzkt (BEQVEZ) should not be administered to patients with either
CD4+ cell count <200mm? or viral load >20 copies/mL in case of serological evidence of HIV-1 or

HIV-2 infection.
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Limits or Restrictions

A. Quantity Limitations

Approvals may be subject to dosing limits in accordance with FDA-approved labeling, accepted compendia, and/or
evidence-based practice guidelines. The chart below includes dosing recommendations as per the FDA-approved
prescribing information.

The recommended dose of BEQVEZ is 5 x 10**
BEQVEZ (fidanacogene elaparvovec-dzkt) vector genomes per kg (vg/kg) of body weight.
injection Dose based on adjusted body weight for those

with a BMI >30 kg/m?
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