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PoLicy: Hemophilia — Factor VIII Products
Extended Half-Life Products
e Adynovate® (Antihemophilic Factor PEGylated injection — Baxalta)
e Eloctate® (Antihemophilic Factor Fc fusion protein injection — Bioverativ)
e Esperoct” (Antihemophilic factor glycopegylated injection — Novo Nordisk)
e Jivi® (Antihemophilic Factor PEGylated-aucl injection — Bayer HealthCare)
Standard Half-Life Products
e Advate™ (Antihemophilic Factor injection — Baxalta)
e Afstyla® (Antihemophilic Factor single chain injection — CSL Behring)
Helixate® FS (Antihemophilic Factor injection — Bayer HealthCare/CSL Behring)
Kogenate® FS (Antihemophilic Factor injection — Bayer HealthCare)
Kovaltry® (Antihemophilic Factor injection — Bayer HealthCare)
Novoeight® (Antihemophilic Factor injection — Novo Nordisk)
Nuwiq® (Antihemophilic Factor injection — Octapharma)
Recombinate® (Antihemophilic Factor injection —Baxalta)
Xyntha®/Xyntha® Solofuse™ (Antihemophilic Factor injection, plasma/albumin-free —
Wyeth/Pfizer)
Plasma-Derived Standard Half-Life Products without Von Willebrand Factor
e Hemofil® M (Antihemophilic Factor injection —Baxalta)
e Monoclate-P® (Antihemophilic Factor injection — CSL Behring)
Plasma-Derived Standard Half-Life Products with Von Willebrand Factor
e Alphanate® (Antihemophilic Factor/von Willebrand Factor Complex [human]
injection — Grifols)
e Humate-P® (Antihemophilic Factor/von Willebrand Factor Complex injection — CSL
Behring)
e Koate® (Antihemophilic Factor injection — Grifols/Kedrion Biopharma)
e Wilate® (von Willebrand Factor/Coagulation Factor VIII Complex for intravenous use
— Octapharma)

REVIEW DATE: 03/03/2021

OVERVIEW

For the management of hemophilia A, many recombinant Factor VIII products are available, including
extended half-life products'* (Adynovate, Eloctate, Esperoct, and Jivi) as well as standard half-life products
(Advate, Afstyla, Helixate, Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate, and Xyntha).”'® In
general, these products are utilized in various clinical scenarios in the management of patients with
hemophilia A. Several standard half-life Factor VIII plasma-derived products are available. Hemofil M
and Monoclate P are plasma-derived standard half-life products that do not contain substantial amounts of
von Willebrand Factor which are indicated for use in the management of hemophilia A.''® Plasma-derived
Factor VIII products that contain von Willebrand Factor include Alphanate, Humate P, Koate, and Wilate.""
22 Alphanate, Humate P, and Wilate are indicated for use in clinical scenarios for the management of
hemophilia A, as well as in patients with von Willebrand disease.'**"** Koate is indicated for the control
and prevention of bleeding episodes or in order to perform emergency elective surgery in patients with
hemophilia A.*!

Disease Overview
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Hemophilia A is an X-linked bleeding disorder caused by a deficiency in Factor VIIL.>**** In the US, the
incidence of hemophilia A in males is 1:5,000 with an estimated 20,000 people in the US living with
hemophilia A. Sometimes the disorder is caused by a spontaneous genetic mutation. Males primarily have
the disorder and most times females are asymptomatic carriers. The condition is characterized by bleeding
in joints, either spontaneously or in a provoked joint. Bleeding can occur in many different body areas
(e.g., muscles, central nervous system, gastrointestinal). Hemarthrosis is the main sign of hemophilia in
older children and adults. In newborns and toddlers, bleeding in the head (intracranial hemorrhage and
extracranial hemorrhage), bleeding from circumcision, and in the oral cavity are more common. The
bleeding manifestations can lead to substantial morbidity, as well as mortality, if not properly treated.
Disease severity is usually defined by the plasma levels of Factor VIII and have been classified as follows:
severe (levels less than 1% of normal [normal plasma levels are 50 to 100 U/dL]), moderate (levels 1% to
5% of normal), and mild (levels > 5%); phenotypic expression may also vary. Approximately 25% to 30%
of patients with hemophilia A have severe deficiency whereas 3% to 13% of patients have moderate to mild
deficiency. Diagnoses can be substantially delayed, especially in patients with mild disease, as bleeding
may not clinically occur. Higher doses than that typically used for the uses of standard half-life products
can be given if the patient develops an inhibitor, which develop in approximately 25% of patients.?®

Von Willebrand disease is a group of inherited bleeding disorders related to defects of von Willebrand
Factor (vWF), which is needed to achieve hemostasis.””?® It occurs equally in males and females. The
disease leads to bleeding from impaired platelet adhesion and aggregation, which may be accompanied by
reduced levels of factor VIII. Mucous membrane and skin bleeding symptoms, as well as bleeding with
surgical or other hematostatic challenges, may occur. The prevalence of the disease is approximately 1.3%.
Pregnancy can increase vWF levels and confound the diagnosis. The three major subtypes of von
Willebrand disease include: partial quantitative vWF deficiency (type 1, 75% of patients); qualitative vWF
deficiency (type 2, 25% of patients); and complete vWF deficiency (type 3, rare). Type 2 disease is further
divided into four variants (2A, 2B, 2M, 2N) on the basis of the phenotype. In type 3 von Willebrand disease,
Factor VIII levels are usually very low. Acquired von Willebrand syndrome may result but is rare,
occurring in fewer than one in 100,000 adults. The bleeding risk varies between modest increases in
bleeding which occur only with procedures to a major risk of spontaneous hemorrhage. Approaches to the
management of von Willebrand disease involve increasing plasma concentrations of vWF through
stimulation with desmopressin; replacing vWF by using human plasma-derived viral inactivated
concentrates; and promoting hemostasis by use of hemostatic agents with mechanisms other than increasing
vWF; and Vonvendi® (von Willebrand factor [recombinant] injection for intravenous use). Regular
prophylaxis is not frequently required.

Guidelines

Guidelines for hemophilia from the National Hemophilia Foundation (2020)** and the World Federation of
Hemophilia (2020)*° recognize the important role of Factor VIII products in the management of hemophilia
A in patients. Also, Factor VIII products that contain vWF have a role in the management of von
Willebrand disease.”

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of the following Factor VIII
products: Adynovate, Eloctate, Esperoct, Jivi, Advate, Afstyla, Helixate FS, Kogenate FS, Kovaltry,
Novoeight, Nuwiq, Recombinate, Xyntha, Hemofil M, Monoclate P, Alphanate, Humate-P, Koate, and
Wilate. All approvals are provided for the duration noted below. Because of the specialized skills required
for evaluation and diagnosis of patients treated with recombinant Factor VIII products, as well as the
monitoring required for adverse events and long-term efficacy, the agent is required to be prescribed by or
in consultation with a physician who specializes in the condition being treated.
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Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA

I. Coverage of Adynovate, Eloctate, Esperoct, Jivi, Advate, Afstyla, Helixate FS, Kogenate FS, Kovaltry,
Novoeight, Nuwiq, Recombinate, and Xyntha is recommended in those who meet one of the following
criteria.

FDA-Approved Indications

1. Hemophilia A. Approve the requested agent for 1 year if the agent is prescribed by or in consultation
with a hemophilia specialist.

II. Coverage of Hemofil M, Monoclate-P, Alphanate, Humate-P, Koate, and Wilate is recommended in
those who meet one of the following criteria:

1. Hemophilia A. Approve the requested agent for 1 year if the agent is prescribed by or in consultation
with a hemophilia specialist.

2. Von Willebrand Disease. Approve for 1 year if the agent is prescribed by or in consultation with a
hemophilia specialist.
CONDITIONS NOT RECOMMENDED FOR APPROVAL

Coverage of Factor VIII products 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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Nondiscrimination & Language Access Policy

Aspirus Health Plan, Inc. complies with applicable Federal civil rights laws and does not discriminate on the basis of race, color, national
origin, age, disability, sex, sexual orientation, or gender identity. We do not exclude people or treat them differently because of race, color,
national origin, age, disability, sex, sexual orientation, or gender identity.

We will:
Provide free aids and services to people with disabilities to communicate effectively with us, such as:

- Qualified sign language interpreters

- Written information in other formats (large print, audio, accessible electronic formats, other formats)
Provide free language services to people whose primary language is not English, such as:

- Qualified interpreters

- Information written in other languages

If you need these services, contact us at the phone number shown on the inside cover of this contract, your id card, or aspirushealthplan.com.

If you believe that we have failed to provide these services or discriminated in another way on the basis of race, color, national origin, age,
disability, sex, sexual orientation, or gender identity, you can file a grievance with:

Nondiscrimination Grievance Coordinator
Aspirus Health Plan, Inc.

PO Box 1062

Minneapolis, MN 55440

Phone: 1.866.631.5404 (TTY: 711)

Fax: 763.847.4010

Email: customerservice@aspirushealthplan.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, the Nondiscrimination Grievance Coordinator is
available to help you.

You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights, electronically
through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at:

U.S. Department of Health and Human Services
200 Independence Avenue, SW

Room 509F, HHH Building

Washington, D.C. 20201

1-800-368-1019, 800-537-7697 (TDD)

Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Language Assistance Services

Albanian: KUJDES: Nése flitni shqip, pér ju ka né dispozicion shérbime té asistencés gjuhésore, pa pagesé.Telefononi né 1.866.631.5404 (TTY: 711).
(711 0 )y pall il 2 3)1.866.631.5404 isledl i o) o doa) . Ulae ol alie &y jall Saeluaal) cilacis (i g jall 4alll iaaTs <€ 13) g5 Arabic

French: ATTENTION : Si vous parlez francais, des services daide linguistique vous sont proposés gratuitement. Appelezle 1.866.631.5404 (ATS : 711).
German: ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zurVerfiigung. Rufnummer: 1.866.631.5404
(TTY: 711).

Hindi: _amg_: 7_g 311 fOgd Sera g at 3muss foete g_a 9 vrar Ferger Ja1¢ Iue_Y €1 1.866.631.5404 (TTY: 711) W $iet F_|

Hmong: LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.866.631.5404 (TTY: 711).

Korean: F7¢]: 3ol 2 A} &84 & A5, o] A1 Y MH] 22 T8 o] 8514 F 5 th. 1.866.631.5404 (TTY: 711)H 0. & M3}l T4 A Q.
Polish: UWAGA: JeZzeli méwisz po polsku, mozesz skorzystac z bezptatnej pomocy jezykowej. Zadzwon pod numer 1.866.631.5404 (TTY: 711).
Russian: BHUMAHME: Ecnu Bbl FOBOpUTE Ha PYCCKOM A3blKe, TO BaM JOCTYMNHbI 6ecnnatHble ycayru nepeeoja.3eoHute 1.866.631.5404 (tenetaiin: 711).
Spanish: ATENCION: si habla espafiol, tiene a su disposicidn servicios gratuitos de asistencia lingiiistica. Llame al 1.866.631.5404 (TTY: 711).

Tagalog: PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nangwalang bayad. Tumawag sa
1.866.631.5404 (TTY: 711)

Traditional Chinese: {¥3%: WRMEMHERE P, B IREEEESERY. 7 3E 1.866.631.5404 (TTY:711).
Vietnamese: CHU Y: N&u ban néi Tiéng Viét, cé cac dich vu hé trg ngdn ngir mién phi danh cho ban. Goi s& 1.866.631.5404 (TTY: 711).

Pennsylvania Dutch: Wann du Deitsch (Pennsylvania German / Dutch) schwetzscht, kannscht du mitaus Koschte ebbergricke, ass dihr helft mit die
englisch Schprooch. Ruf selli Nummer uff: Call 1.866.631.5404 (TTY: 711).

Lao: B0g90: 909 houcbowg a90, novdiSnrngoscFodnwias,loatcdyeny, wivSdsuldity. tns 1.866.631.5404 (TTY:711).
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