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PRIOR AUTHORIZATION PoOLICY

PoLicy: Hematology — VVonvendi Prior Authorization Policy
¢ Vonvendi® (von Willebrand factor [recombinant] intravenous infusion — Baxalta)

ReEVIEwW DATE: 10/19/2022

OVERVIEW
Vonvendi, a recombinant von Willebrand factor (VWEF), is indicated for use in adults > 18 years of age
diagnosed with von Willebrand disease (VWD) for:!
¢ On-demand treatment and control of bleeding episodes.
e Perioperative management of bleeding.
¢ Routine prophylaxis to reduce the frequency of bleeding episodes in patients with severe Type
3 VWD receiving on-demand therapy.

Disease Overview

VWD is an inherited bleeding disorder caused by a deficiency or impairment of a protein found in blood
called VWF.*® VWF is a plasma protein with a dual role in hemostasis by mediating platelet adhesion at
sites of vascular injury and by binding and stabilizing Factor VIII. The disease is rather common as it
affects 1 in 100 people; both genders are impacted equally. Symptoms of VWD include mucocutaneous
bleeding and excessive hemorrhage following invasive procedures; occasionally, soft tissue hematomas
and joint bleeding may also occur. Women who have VWD may experience heavy menorrhagia or
experience excessive bleeding at childbirth. Bleeding episodes may be life-threatening in patients with
severe forms of VWD. VWD is classified into six types (1, 2A, 2B, 2M, 2N, and 3) according to distinct
genotypic, clinical, and laboratory phenotypic characteristics. Type 1 VWD is the most common type (60%
to 80% of patients) and represents a partial quantitative deficiency of VWF. Bleeding symptoms are
generally mild to moderate. Type 2 VWD affects 15% to 30% of patients and consists of four disease
subtypes (2A, 2B, 2M, and 2N) dependent on the specific gene mutation (e.g., decreased VWF-dependent
platelet adhesion, decreased binding affinity for Factor VIII). This type is due to a qualitative VWF defect
and the bleeding is generally moderate, but can vary among patients. Type 3 VWD is uncommon (5% to
10% of patients) but is usually severe because it is due to a virtually complete deficiency of VWF. Many
patients with VWD also have reduced Factor VIII levels. Treatment options for VWD include
desmopressin either parenterally or by a highly concentrated nasal spray (Stimate), Vonvendi, or plasma-
derived Factor VIII product that contain VWF.

Guidelines

The National Hemophilia Foundation Medical and Scientific Advisory Council has guidelines for the
treatment of hemophilia and other bleeding disorders (revised March 2022).2 Most patients with type 1
VWD may be treated with a desmopressin product (DDAVP injection or Stimate nasal spray). Some
patients with type 2A VWD may respond to DDAVP; a clinical trial with DDAVP should be performed to
determine if DDAVP can be used for these particular patients. The guidelines recommend that both
DDAVP injection and Stimate not be used in children aged < 2 years and in patients with VWD in whom
desmopressin does not provide adequate VWF levels. Also, they should be used cautiously in pregnant
women during labor and delivery. Use of plasma-derived VWEF-containing Factor VIII concentrates that
have VWEF is recommended in certain types of VWD that do not respond to therapy with desmopressin
(i.e., type 2B VWD and type 3 VWD). Also, plasma-derived Factor VIII concentrates that contain VWF
are recommended in types 1, 2A, 2M, and 2N VWD who have become transiently unresponsive to DDAVP,
as well as in surgical situations, especially in young children < 2 years of age. Alphanate, Humate-P, and
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Wilate are indicated for use in VWD; in certain patients Koate® (antihemophilic Factor [plasma-derived]
intravenous infusion) may also be effective. Use of cryoprecipitate is not recommended as it has not
undergone any viral attenuation steps. Cryoprecipitate should not be utilized to treat patients with VWD
except in life- and limb-threatening emergencies when VWD-containing factor VIII concentrate is not
immediately available. Vonvendi is available to treat patients with Type 2B and Type 3 VWD; it can also
be used in patients with Types 1, 2A, 2M, and 2N VWD who are not responsive to DDAVP and in children
< 2 years of age, regardless of VWD type. Vonvendi is approved for use as routine prophylaxis only in
patients with severe Type 3 VWD who were previously treated with VWF (recombinant or plasma-derived)
on demand. Itis produced in Chinese hamster ovary cells and it does not contain human or animal-derived
proteins in its cell culture or in its final formulation (a third generation product). Vonvendi contains ultra-
large VWF multimers, in addition to the high, medium, and low molecular weight VWF multimers normally
found in plasma. Trace amounts of recombinant Factor V111 is in the product as well.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Vonvendi. All approvals are
provided for the duration noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with Vonvendi as well as the monitoring required for adverse events and long-
term efficacy, approval requires Vonvendi to be prescribed by or in consultation with a physician who
specializes in the condition being treated.

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Vonvendi is recommended in those who meet the following criteria:

FDA-Approved Indication

1. Von Willebrand Disease. Approve for 1 year if the agent is prescribed by or in consultation with a
hematologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Vonvendi is not recommended in the following situations:

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.
Criteria will be updated as new published data are available.
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