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Hemophilia - Factor VIII Products

Extended Half-Life Products

e Adynovate® (Antihemophilic Factor PEGylated intravenous infusion - Baxalta/Takeda)

e Eloctate® (Antihemophilic Factor Fc fusion protein intravenous infusion - Bioverativ/Sanofi)

e Esperoct® (Antihemophilic factor glycopegylated intravenous infusion - Novo Nordisk)

e Jivi® (Antihemophilic Factor PEGylated-aucl intravenous infusion - Bayer HealthCare)

Standard Half-Life Products

Advate® (Antihemophilic Factor intravenous infusion - Baxalta/Takeda)

Afstyla® (Antihemophilic Factor single chain intravenous infusion - CSL Behring)

Kogenate® FS (Antihemophilic Factor intravenous infusion — Bayer HealthCare)

Kovaltry® (Antihemophilic Factor intravenous infusion - Bayer HealthCare)

Novoeight® (Antihemophilic Factor intravenous infusion - Novo Nordisk)

Nuwig® (Antihemophilic Factor intravenous infusion — Octapharma)

Recombinate® (Antihemophilic Factor intravenous infusion — Baxalta/Takeda)

Xyntha®/Xyntha® Solofuse™ (Antihemophilic Factor intravenous infusion, plasma/albumin-free -

Wyeth/Pfizer)

Plasma-Derived Standard Half-Life Products without Von Willebrand Factor

e Hemofil® M (Antihemophilic Factor intravenous infusion — Baxalta/Takeda)

Plasma-Derived Standard Half-Life Products with Von Willebrand Factor

e Alphanate® (Antihemophilic Factor/von Willebrand Factor Complex [human] intravenous infusion
- Grifols)

e Humate-P® (Antihemophilic Factor/von Willebrand Factor Complex intravenous infusion — CSL
Behring)

¢ Koate® (Antihemophilic Factor intravenous infusion — Grifols/Kedrion Biopharma)

e Wilate® (von Willebrand Factor/Coagulation Factor VIII Complex for intravenous infusion —
Octapharma)

INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies.
Certain Cigna Companies and/or lines of business only provide utilization review services to clients
and do not make coverage determinations. References to standard benefit plan language and
coverage determinations do not apply to those clients. Coverage Policies are intended to provide
guidance in interpreting certain standard benefit plans administered by Cigna Companies. Please
note, the terms of a customer’s particular benefit plan document [Group Service Agreement,
Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan
document] may differ significantly from the standard benefit plans upon which these Coverage
Policies are based. For example, a customer’s benefit plan document may contain a specific
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exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s
benefit plan document always supersedes the information in the Coverage Policies. In the absence
of a controlling federal or state coverage mandate, benefits are ultimately determined by the
terms of the applicable benefit plan document. Coverage determinations in each specific instance
require consideration of 1) the terms of the applicable benefit plan document in effect on the date
of service; 2) any applicable laws/regulations; 3) any relevant collateral source materials including
Coverage Policies and; 4) the specific facts of the particular situation. Each coverage request
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment
where appropriate and have discretion in making individual coverage determinations. Where
coverage for care or services does not depend on specific circumstances, reimbursement will only
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s).
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not
covered under this Coverage Policy (see "Coding Information” below). When billing, providers
must use the most appropriate codes as of the effective date of the submission. Claims submitted
for services that are not accompanied by covered code(s) under the applicable Coverage Policy
will be denied as not covered. Coverage Policies relate exclusively to the administration of health
benefit plans. Coverage Policies are not recommendations for treatment and should never be used
as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

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, Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate, and
Xyntha).>'3 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 is a plasma-derived standard half-life product that does not contain substantial
amounts of von Willebrand Factor which is indicated for use in the management of hemophilia A.1*
Plasma-derived Factor VIII products that contain von Willebrand Factor include Alphanate, Humate
P, Koate, and Wilate.'>18 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 (VWD).1>16:18
Wilate is the only agent FDA-approved for use in routine prophylaxis in adult and pediatric patients
with VWD.'® However, the other agents have been used in this clinical scenario as well.?” Koate is
indicated for the control and prevention of bleeding episodes or in order to perform emergency
elective surgery in patients with hemophilia A.!” This policy does not involve Altuviiio®
(antihemophilic factor [recombinant] Fc-VWF-XTEN fusion protein-ehtl intravenous infusion).!®
Many other agents are also involved in the management of hemophilia A.?°

Disease Overview

Hemophilia A is an X-linked bleeding disorder primarily impacting males caused by a deficiency in
Factor VIII.?-23 The prevalence of hemophilia A in males is 1:5,000 live births.?*> The condition is
characterized by bleeding in joints, either spontaneously or in a provoked joint by trauma.?!-23
Bleeding can occur in many different body areas as well (e.g., muscles, central nervous system).
The bleeding manifestations can lead to substantial morbidity such as hemophilic arthropathy.?'-23
Disease severity is usually defined by the plasma levels or activity of Factor VIII. Normal plasma
levels of Factor VIII range from 50% to 150%.2? The disease is classified based on reduced levels.
Mild, moderate, and severe hemophilia A is characterized by Factor IX levels ranging from 6% up
to 49%, 1% up to 5%, and < 1%, respectively.?? Approximately 60% of patients with hemophilia
A are categorized as having severe disease.
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VWD is a group of inherited bleeding disorders related to defects of von Willebrand Factor (vVWF),
which is needed to achieve hemostasis.?*2® It occurs equally in males and females; it impacts
around 1% of the population. The disease is associated with mucous membrane bleeding, excessive
bruising, and bleeding from cuts. Excessive bleeding may result following invasive dental work,
during surgical procedures, and following an accident or injury. Heavy menstrual bleeding is often
a major symptoms among women. Also, women who have VWD are at risk of postpartum
hemorrhage.?® Types 1 and 3 disease are due to a quantitative vVWF deficiency and Type 2 disease
represents a qualitative vVWF deficiency.?* The approaches to the management of VWD involve
increasing plasma concentrations of vVWF through stimulation with desmopressin, replacing vVWF by
using human plasma-derived viral inactivated concentrates, promoting hemostasis by use of
hemostatic agents with mechanisms other than increasing vWF, and Vonvendi® (von Willebrand

factor [recombinant] intravenous infusion). Regular prophylaxis can be used for some patients.?*
26

Guidelines

Guidelines for hemophilia from the National Bleeding Disorders Foundation (2024)%° and the
International Society on Thrombosis and Haemostasis (2024)%8 recognize the important role of
Factor VIII products in the management of hemophilia A. Also, Factor VIII products that contain
vWF have a role in the management of VWD as cited by the American Society of Hematology, the
International Society of Thrombosis and Hemostasis, the National Hemophilia Foundation, and the
World Federation of Hemophilia 2021 guidelines for the management of von Willebrand disease.?®
The National Hemophilia Foundation has also adapted these guidelines.?®

Coverage Polic

POLICY STATEMENT

Prior Authorization is recommended for medical benefit coverage of the following Factor VIII
products: Adynovate, Eloctate, Esperoct, Jivi, Advate, Afstyla, Kogenate FS, Kovaltry, Novoeight,
Nuwiq, Recombinate, Xyntha, Hemofil M, Alphanate, Humate-P, Koate, and Wilate. Approval is
recommended for those who meet the Criteria and Dosing for the listed indications. Extended
approvals are allowed if the patient continues to meet the criteria and dosing. Requests for doses
outside of the established dosing documented in this policy will be considered on a case-by-case
basis by a clinician (i.e., Medical Director or Pharmacist). 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.

1. Adynovate, Eloctate, Esperoct, Jivi, Advate, Afstyla, Kogenate FS, Kovaltry,
Novoeight, Nuwiq, Recombinate, and Xyntha are considered medically necessary
when the following criteria are met:

FDA-Approved Indication

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

Dosing. Approve one of the following dosing regimens (A or B):
A) For Adynovate, Eloctate, Esperoct, and Jivi approve the following dosing regimens (i, ii, iii,

and/or iv):
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II.

B)

Routine prophylaxis: approve up to 100 IU per kg intravenously no more frequently
than twice weekly; AND/OR

. On-demand treatment and control of bleeding episodes: approve up to 65 IU per kg

intravenously no more frequently than once every 8 hours for up to 10 days per
episode; AND/OR

Perioperative management: approve up to 65 IU per kg intravenously no more
frequently than once every 6 hours for up to 10 days per procedure; AND/OR

. Immune tolerance therapy (also known as immune tolerance induction): approve up to

200 IU per kg intravenously no more frequently than once daily.

For Advate, Afstyla, Kogenate FS, Kovaltry, Novoeight, Nuwig, Recombinate, and Xyntha
approve the following dosing regimens (i, ii, iii, and/or iv):

Routine prophylaxis: approve up to 60 IU per kg intravenously no more frequently
than every other day (three or four times weekly); AND/OR

. On-demand treatment and control of bleeding episodes: approve up to 50 IU per kg

intravenously no more frequently than once every 6 hours for up to 10 days per
episode; AND/OR

Perioperative management: approve up to 60 IU per kg intravenously no more
frequently than once every 6 hours for up to 10 days per procedure; AND/OR

. Immune tolerance therapy (also known as immune tolerance induction): approve up to

200 IU per kg intravenously no more frequently than once daily.

Hemofil M and Koate are considered medically necessary when the following
criteria are met:

FDA-Approved Indication

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

Dosing. Approve the following dosing regimens (A, B, and/or C):

A) Routine prophylaxis: approve up to 50 IU per kg intravenously no more frequently than

every other day (three or four times weekly); AND/OR

B) On-demand treatment and control of bleeding episodes and perioperative management:
approve up to 50 IU per kg intravenously no more frequently than once every 6 hours for
up to 10 days per episode or procedure; AND/OR

C) Immune tolerance therapy (also known as immune tolerance induction): approve up to
200 IU per kg intravenously no more frequently than once daily.
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III. Alphanate, Humate-P, and Wilate are considered medically necessary when ONE
of the following criteria is met (1 or 2):

FDA-Approved Indications

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

Dosing. Approve the following dosing regimens (A, B, and/or C):
A) Routine prophylaxis: approve up to 50 IU per kg intravenously no more frequently than

every other day (three or four times weekly); AND/OR

B) On-demand treatment and control of bleeding episodes and perioperative management:
approve up to 50 IU per kg intravenously no more frequently than once every 6 hours for
up to 10 days per episode or procedure; AND/OR

C) Immune tolerance therapy (also known as immune tolerance induction): approve up to
200 IU per kg intravenously no more frequently than once daily.

2. Von Willebrand Disease. Approve for 1 year if the agent is prescribed by or in consultation
with a hemophilia specialist and Preferred Product Criteria is met for the product(s) as listed in
the below table(s).

Dosing. Approve the following dosing regimens (A and/or B):
A) On-demand treatment and control of bleeding episodes and perioperative management:

approve up to 80 IU VWF:RCo (Von Willebrand Factor activity as measured with the
Ristocetin cofactor assay) per kg intravenously no more frequently than once every 8 hours
for up to 10 days per episode or procedure; AND/OR

B) Routine prophylaxis: approve up to 100 IU VWF:RCo per kg intravenously no more
frequently than once every 2 days.

Employer Plans:

Product Criteria

Alphanate, 1. Patient meets ONE of the following (A, B, C, or D):

Humate-P, A) Type 1 von Willebrand Disease (VWD) - Treatment

Wilate of Bleeding Episodes and ONE of the following is met
(i, ii, oriii):

Note: This does not apply to routine prophylaxis (to
reduce the frequency of bleeds) or surgery-related use.
i. Patient has tried desmopressin injection (DDAVP
injection); OR
ii. Patient has a severe bleeding phenotype; OR
iii. Patient has very low vWF (von Willebrand Factor)
levels
B) Patient has Type 2 or Type 3 vWD; OR
C) Patient has a history of inadequate response to injectable
desmopressin in the past or has safety concerns with use
of desmopressin injection (DDAVP injection); OR
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Product Criteria

D) Patient is < 2 years of age.

Individual and Family Plans:

Product Criteria

Alphanate, 1. Patient meets ONE of the following (A, B, C, or D):

Humate-P, A) Type 1 von Willebrand Disease (VWD) - Treatment

Wilate of Bleeding Episodes and ONE of the following is met (i,
ii, oriii):

Note: This does not apply to routine prophylaxis (to
reduce the frequency of bleeds) or surgery-related use.
i. Patient has tried desmopressin injection (DDAVP
injection); OR
ii. Patient has a severe bleeding phenotype; OR
iii. Patient has very low vVWF (von Willebrand Factor)
levels
B) Patient has Type 2 or Type 3 vWD; OR
C) Patient has a history of inadequate response to injectable
desmopressin in the past or has safety concerns with use
of desmopressin injection (DDAVP injection); OR
D) Patient is < 2 years of age.

Conditions Not Covered

Hemophilia - Factor VIII Products (Adynovate, Eloctate, Esperoct, Jivi, Advate, Afstyla,

Kogenate FS, Kovaltry, Novoeight, Nuwiq, Recombinate, Xyntha, Hemofil M, Koate,
Alphanate, Humate-P or Wilate) for any other use is considered not medically
necessary; criteria will be updated as new published data are available.

Coding Information

1) This list of codes may not be all-inclusive.

2) Deleted codes and codes which are not effective at the time the service is rendered may not be

eligible for reimbursement.

Considered Medically Necessary when criteria in the applicable policy statements listed

above are met:

HCPCS Description

Codes

J7182 Injection, Factor VIII, (antihemophilic factor, recombinant), (NovoEight), per IU

J7183 Injection, von Willebrand factor complex (human), Wilate, 1 IU VWF:RCO

J7185 Injection, Factor VIII (antihemophilic factor, recombinant) (Xyntha), per IU

J7186 Injection, antihemophilic Factor VIII/von Willebrand factor complex (human), per
Factor VIII IU

17187 Injection, von Willebrand factor complex (Humate-P), per IU VWF:RCO

J7190 Factor VIII (antihemophilic factor, human) per IU

J7191 Factor VIII (antihemophilic factor (porcine)), per IU

J7192 Factor VIII (antihemophilic factor, recombinant) per IU, not otherwise specified

J7204 Injection, Factor VIII, antihemophilic factor (recombinant), (Esperoct),
glycopegylated-exei, per IU

J7205 Injection, Factor VIII Fc fusion protein (recombinant), per IU
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17207 Injection, Factor VIII, (antihemophilic factor, recombinant), PEGylated, 1 IU

17208 Injection, Factor VIII, (antihemophilic factor, recombinant), PEGylated-aucl, (Jivi),
11U

17209 Injection, Factor VIII, (antihemophilic factor, recombinant), (Nuwiq), 1 IU

J7210 Injection, Factor VIII, (antihemophilic factor, recombinant), (Afstyla), 1 IU

J7211 Injection, Factor VIII, (antihemophilic factor, recombinant), (Kovaltry), 1 IU
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Revision Details

Summary of Changes Review Effective Date
Date
New policy: Medical necessity criteria were previously housed | 9/26/2024 12/15/2024
in Clotting Factors and Antithrombin class policy.

Added dosing to the policy for all products

For Alphanate, Humate-P, and Wilate: Updated preferred
product criteria requirements and exceptions. Removed
Stimate nasal spray (desmopressin acetate 1.5mg/ml nasal
spray) from the preferred product requirements. Previously,
both the desmopressin injection (DDAVP injection) and nasal
spray (Stimate) were required for mild to moderate von
Willebrand disease.

Hemophilia A: Added Dosing for Adynovate, Eloctate, 12/12/2024 01/15/2025
Esperoct, and Jivi for immune tolerance therapy (also known
as immune tolerance induction).

No criteria changes. 3/13/2025 05/15/2025
No criteria changes. 3/26/2026 5/1/2026
Von Willebrand Disease: Dosing for routine prophylaxis 8/6/2026 9/15/2026

was changed from 40 IU to 100 IU per the provided regimen.

The policy effective date is in force until updated or retired.

“Cigna Companies” refers to operating subsidiaries of The Cigna Group. All products and services are provided exclusively
by or through such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life
Insurance Company, Evernorth Behavioral Health, Inc., Cigna Health Management, Inc., and HMO or service company
subsidiaries of The Cigna Group. © 2026 The Cigna Group.
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