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Executive Summary 
Purpose: 
Ensure appropriate utilization and control of hemophilia gene therapy agents.
	
Why Issue Selected:
Hemophilia is caused by a single pathogenic variant, which results in insufficient production of hepatically synthesized clotting factors. Insufficient circulating clotting factors can lead to bleeding that can cause significant morbidity and mortality. Because it is an X-linked recessive hereditary disease it primarily presents in male children of female carriers. There are two main types of hemophilia - hemophilia A (Factor VIII deficiency) and hemophilia B (Factor IX deficiency). According to the CDC, there are between 30,000 and 33,000 males with hemophilia in the United States, and hemophilia A is approximately four times as common as hemophilia B. Generally, patients with severe hemophilia (clotting factor level < 1% of normal) can develop spontaneous bleeds even in the absence of trauma. Conversely, patients with mild hemophilia (clotting factor level ≥ 5% to < 40% of normal) usually do not bleed unless a traumatic event is experienced. Amongst all patients with hemophilia, approximately 4 in 10 have the severe form of the disease.

In November of 2022, the FDA approved Hemgenix® (etranacogene dezaparvovec-drlb), as the first one-time gene therapy for adults with hemophilia B. Beqvez™ (fidanacogene elaparvovec-dzkt) followed with FDA approval in April of 2024. Both agents are approved for the treatment of adults with moderately severe hemophilia B (factor IX activity ≤ 2 IU/dL) who currently use factor IX (FIX) prophylaxis therapy, have current or historical life-threatening hemorrhage, or have repeated, serious spontaneous bleeding episodes.

Roctavian™ (valoctocogene roxaparvovec-rvox), approved by the FDA in June of 2023, is the first one-time gene therapy for adults with hemophilia A. Roctavian is approved for the treatment of adults with severe hemophilia A who possess factor VIII (FVIII) activity  < 1 IU/dL, equating to 1% of normal function.

All of these agents use a modified adeno-associated viral vector to deliver a functional copy of the deficient factor gene to patients’ hepatic cells, the body’s main producers of clotting factors. As such, the therapies are expected to increase factor levels, helping to prevent and control bleeding for long periods of time. Notably, both Roctavian and Beqvez require patients to be negative for antibodies to the adeno-associated virus serotype capsid used in the transduction process prior to administration.

Due to the high cost and specific approved indication, MO HealthNet will impose clinical criteria to ensure appropriate utilization of Hemophilia gene therapy agents.

Program-Specific Information: Date Ranges FFS 7-1-2024 to 6-30-2025
	Drug
	Claims
	Cost per Vial (WAC)
	Cost per Treatment (WAC)

	BEQVEZ WEIGHT-BASED KIT
	0
	-
	$3,500,000

	HEMGENIX WEIGHT-BASED KIT
	0
	-
	$3,500,000

	ROCTAVIAN 16 X 1013 VG/8 ML
	0
	-
	$3,031,840



Setting & Population 
Drug class for review: Hemophilia gene therapy agents
Age range: All appropriate MO HealthNet participants aged 18 years and older

Approval Criteria
· Must meet all of the following:
· Prescribed by or in consultation with a hematologist or other specialist;
· Participant is aged 18 years or older;
· Participant has > 150 previous exposure days to factor products; AND
· Documentation of baseline levels for all of the following (within the last six months):
· Factor activity;
· AST/ALT;
· INR;
· Alkaline phosphatase;
· Total bilirubin;
· Blood creatine kinase; AND
· Hepatic ultrasound & elastography
· Additional approval criteria for Roctavian:
· Documented diagnosis of severe hemophilia A, confirmed by documentation of factor VIII activity < 1 IU/dL;
· Documentation of a negative factor VIII inhibitor titer test; AND
· Documentation of confirmed absence of AAV5 antibodies.
· Additional approval criteria for Beqvez and Hemgenix:
· Documented diagnosis of moderately severe or severe hemophilia B, confirmed by documentation of factor IX activity ≤ 2 IU/dL;
· Documentation of a negative factor IX inhibitor titer test.
· Additional approval criteria for Beqvez:
· Documentation of confirmed absence of AAVRh74var antibodies.
· Additional approval criteria for Hemgenix:
· Confirmed AAV5 titer level < 1,000.
· Approval is for one treatment.

Denial Criteria
· Therapy will deny with presence of one of the following:
· Any approval criteria are not met;
· Previous gene therapy for hemophilia at any time;
· Participant has active infections, either acute or uncontrolled chronic; OR
· Participant has known significant hepatic fibrosis or cirrhosis; 
· Additional denial criteria for Beqvez:
· Participant has clinically significant elevated transaminases.
· Additional denial criteria for Roctavian:
· Participant has known hypersensitivity to mannitol.
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