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Description

EOCCO POLICY

Pharmacy Coverage Policy: EOCC0029

Altuviiio, Adynovate, Eloctate, Esperoct, and Jivi are extended half-life factor VIII products for the
treatment and prevention of bleeding in patients with hemophilia A.

Length of Authorization
e |Initial: 6 months (for on-demand and prophylaxis); 1 month (for perioperative)

e Renewal: 12 months (for prophylaxis); 6 months (for on-demand)

Quantity limits

Product Name | Dosage Form Indication/ FDA Labeled Dosing Quantity Limit*
Altuviiio, 250, 500, 750, | On-demand Treatment: On-demand Treatment: Up to
antihemophilic 1000, 2000, | e Upto50IU/kgevery2to3days | the number of doses requested
factor 3000, 4000 1U until bleeding is resolved every 28 days
(recombinant),
fc-vwf-xten
fusion protein- Routine Prophylaxis: Routine Prophylaxis: 200 1U/kg
ohtl e 50 1U/kg once a week every 28 days
Perioperative Management: Perioperative Management:
e Minor (e.g., tooth extraction): Up to the number of doses
single dose of 50 1U/kg followed | requested for 28 days
by additional doses of 30 to 50
IU/kg after 2 to 3 days as
needed until bleeding is
resolved
e Major (e.g., intracranial, intra-
abdominal, or intrathoracic, or
joint- replacement): Single dose
of 50 IU/kg followed by
additional doses of 30 to 50
IU/kg every 2 to 3 days as
needed for perioperative
management
Adynovate, 250, 500, 750, | On-demand Treatment: Up to 50 On-demand Treatment: Up to
antihemophilic 1000, 1500, IU/kg every 8 to 24 hours until the number of doses requested
factor 2000, 3000 IU | bleeding is resolved every 28 days
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(recombinant), Routine Prophylaxis: Routine Prophylaxis:
PEGylated e 212 years: Up to 50 IU/kg two e >12years: Up to 420 IU/kg
times per week every 28 days
e <12 years: 55 IU/kg two times e <12 years: Up to 590 IU/kg
per week with a maximum of 70 every 28 days
IU/kg
Perioperative Management: Perioperative Management:
e Minor (e.g. tooth extraction): Up | Up to the number of doses
to 50 IU/kg within one hour requested for 28 days
before surgery; Repeat after 24
hours as needed until bleeding
is resolved
Major (e.g. intracranial, intra-
abdominal, or intrathoracic, or joint-
replacement): Up to 60 IU/kg within
one hour before operation; Repeat
every 8-24 hours (6 to 24 hours for
patients <12 years of age) until
adequate round healing
Eloctate, 250, 500, 750, | On-demand Treatment: Up to 50 On-demand Treatment: Up to
antihemophilic 1000, 1500, IU/kg every 12 to 24 hours (every 8 | the number of doses requested
factor 2000, 3000, | to 24 hours in patients <6 years of every 28 days
(recombinant), 4000, 5000, | age) until bleeding is resolved
Fc fusion 6000 IU
protein Routine Prophylaxis: Routine Prophylaxis:
e >6vyears: Up to 65 IU/kg every e >6years: Up to 820 IU/kg
three to five days every 28 days
e <6 years: Up to 65 IU/kg every e <6years: Upto 1,010 IU/kg
three to five days. More every 28 days
frequent or higher doses (up to
80 IU/kg) may be required
Perioperative Management: Perioperative Management:
e Minor (e.g. tooth extraction): Up | Up to the number of doses
to 40 IU/kg every 24 hours requested for 28 days
(every 12-24 hours for patients
<6 years of age) for at least 1
day until healing is achieved
Major (e.g. intracranial, intra-
abdominal, or intrathoracic, or joint-
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replacement): Preoperative dose of
up to 60 IU/kg followed by a repeat
dose of up to 50 IU/kg after 8-24
hours (6-24 for patients <6 years of
age) and then every 24 hours until
adequate wound healing (at least 7

days)
Esperoct, 500, 1000, On-demand Treatment: On-demand Treatment: Up to
antihemophilic 1500, 2000, | e =12 years: Up to 50 IU/kg per the number of doses requested
factor 3000, 4000 1U dose every 28 days
(recombinant), e <12 years: Up to 65 IU/kg per
glycopegylated dose
Routine Prophylaxis: Routine Prophylaxis:
e >12vyears: Upto50IU/kgevery | e 212years: Upto368IU/kg
four days every 28 days
e <12years: Upto 65 IU/kg twice | ® <12 years: Up to 546 IU/kg
weekly every 28 days
Perioperative Management: Perioperative Management:

Minor and Major surgery: Up to 50 | Up to the number of doses
IU/kg for those 212 years of age and | requested for 28 days
up to 651U/kg for those < 12 years of

age
Jivi, 500, 1000, On-demand Treatment: Up to 50 On-demand Treatment: Up to
antihemophilic 2000, IU/kg every 8 to 24 hours until the number of doses requested
factor 3000 |U bleeding is resolved every 28 days
(recombinant),
PEGylated Routine Prophylaxis: Routine Prophylaxis:
e >12 years: Up to 40 IU/kg two e >12years: Up to 340 IU/kg
times per week every 28 days
e <12 years: Not FDA approved e <12 years: Not FDA approved
Perioperative Management: Perioperative Management: Up
e Minor (e.g. tooth extraction): Up | to the number of doses
to 30 IU/kg within every 24 requested for 28 days

hours for at least 1 day until
healing as achieved
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Major (e.g. intracranial, intra-
abdominal, or intrathoracic, or joint-
replacement): Up to 50 IU/kg every
12-24 hours until adequate wound
healing is complete, then continue
therapy for at least another 7 days

*Allows for +5% to account for assay and vial availability
Initial Evaluation

l. Extended half-life factor VIl products may be considered medically necessary when the
following criteria below are met:
A. Member has a confirmed diagnosis of hemophilia A (congenital factor VIl deficiency) and
the following are met:
1. Treatment is prescribed by, or in consultation with, a hematologist; AND
2. Use of extended half-life factor VIl is planned for one of the following indications:
i.  On-demand treatment and control of bleeding episodes AND the number
of factor VIl units requested does not exceed those outlined in the
Quantity Limits table above for routine prophylaxis; OR
ii. Perioperative management of bleeding; OR
iii. Routine prophylaxis to reduce the frequency of bleeding episodes when
one of the following is met:
a. Member has severe hemophilia A (defined as factor VIl level of
<1%); OR
b. Member has had more than one documented episode of
spontaneous bleeding; AND
iv. Dose and frequency do not exceed those outlined in the Quantity Limit
Table above, unless documented clinical reasoning for higher dosing
and/or frequency is supported by a half-life study to determine the
appropriate dose and dosing interval; AND
3. Prior treatment with a standard half-life factor VIl product administered at the
FDA-approved dose for at least 50 exposure days was ineffective for the
treatment or prevention of bleeding episodes; OR
i.  There s clinical documentation that all available standard half-life factor
VIl products are inappropriate; AND
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4. Provider attests that the member is being monitored appropriately for the
presence of inhibitors to clotting factors; AND
i Provider attests that the member has an absence of inhibitors or has a low-
responding inhibitor titer (<5 Bethesda units); OR
ii. Provider attests that there is a documented plan to address inhibitors If
high-responding inhibitors (5 Bethesda units) are detected; AND
5. Ifthe request is for Jivi, the member is 12 years of age or older and has been
previously treated with another factor VIl product

Il. Extended half-life factor VIII products are considered investigational when used for all other
conditions.

Renewal Evaluation

l. For on-demand treatment and routine prophylaxis:
i Documentation of clinical benefit, including decreased incidence of bleeding episodes or
stability of bleeding episodes relative to baseline; AND
ii. Provider attests that the member is being monitored appropriately for the presence of
inhibitors to clotting factors; AND
i. Provider attests that the member has an absence of inhibitors or has a low-
responding inhibitor titer (<5 Bethesda units); OR
ii. Provider attests that there is a documented plan to address inhibitors If high-
responding inhibitors (=5 Bethesda units) are detected; AND
iii. For on-demand treatment only, the dose and frequency are not greater than the routine
prophylactic dose outlined in the Quantity Limit Table above

Supporting Evidence

l. Hemophilia A (factor VIII deficiency) is an X-linked inherited coagulation factor deficiency that
results in lifelong bleeding disorders. The availability of factor replacement products has
dramatically improved care for those with hemophilia A.

Il There are varying severities of hemophilia A depending on the level of factor produced by the
patient, these are divided into the following:

i. Severe: <1% factor activity (<0.01 IU/mL)
ii. Moderate: Factor activity level > 1% of normal and < 5% of normal (> 0.01 and < 0.05
IU/mL)
iii. Mild: Factor activity level >5% of normal and < 40% of normal (> 0.05 and < 0.40 IU/mL
lll.  There are three general approaches to bleeding management in those with hemophilia A:
e Episodic (“on demand”) treatment that is given at the time of clinically evident bleeding
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e Perioperative management of bleeding for those undergoing elective surgery/procedures
e Routine prophylaxis is administered in the absence of bleeding to reduce bleeding and
long-term complications of bleeding (e.g. arthropathy)

II.  The current standard of care for hemophilia A is to replace the deficient coagulation factor
either through episodic (“on demand”) treatment given at the time of bleeding or through
continuous prophylaxis to prevent bleeding. Recombinant factor VIl products are the treatment
of choice for hemophilia A as recommended by The National Hemophilia Foundation’s Medical
and Scientific Advisory Council (MASAC).

Il. MASAC recommends that prophylaxis be considered optimal therapy for individuals aged one
and older with severe hemophilia A. Therapy should be initiated early with the goal of keeping
the trough factor Vil level above 1% between doses.

V. For individuals who have had more than one bleeding episode (e.g. two or more bleeds into a
target joint, evidence of joint disease by physical exam or radiography), prophylaxis may be
appropriate to prevent further morbidity, regardless of factor activity level.

V.  The safety and efficacy of the extended half-life products were established based on open-label,
non-randomized trails. All are effective for reduction in annualized bleeding rates when used
prophylactically compared to on-demand treatment.

VL. Extended half-life factor VIII products were developed to extend the half-life and allow for
longer infusion intervals. The majority of published clinical trial evidence evaluating extended
half-life products have included previously treated patients with a minimum of 50 exposure days
and no history of inhibitors.

VII. Efanesoctocog alfa (Altuviiio) is an extended half-life recombinant factor VIII (rFVIII) formulation
that was recently FDA-approved for the treatment of adults and children with hemophilia A for
routine prophylaxis, on-demand treatment, and perioperative management of bleeding. Unlike
other extended half-life FVIII replacement products, Efanesoctocog alfa (Altuviiio) follows a
consistent once-weekly intravenous (V) infusion dosing of 50 IU/kg.

VIII. Efanesoctocog alfa (Altuviiio) is the first recombinant fusion protein independent of von
Willebrand Factor (VWF) interactions and is expected to provide a longer half-life than EHL.
Efanesoctocog alfa (Altuviiio) is expected to be an alternative to SHL and EHL FVIII replacement
with favorability due to once-a-week administration. As of June 2023, the World Federation of
Hemophilia (WFH) guidelines for the management of hemophilia have not yet been updated to
include efanesoctocog alfa (Altuviiio).

IX.  After initiation of a factor replacement therapy, all patients are routinely monitored for
development of Inhibitors to clotting factors. are measured by the Bethesda assay or the
Nijmegen-modified Bethesda assay.2,3 ¢ The definition of a positive inhibitor is a Bethesda titer
of >0.6 Bethesda units (BU) for FVIIl and >0.3 BU for FIX.1,4 e Inhibitor measurement may be
performed during replacement therapy by assays utilizing heat treatment techniques.5 (See
Chapter 3: Laboratory Diagnosis and Monitoring — Coagulation laboratory testing — Inhibitor
testing.) ® A low-responding inhibitor is an inhibitor
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X.  There is no evidence that extended half-life factor replacement products are safer or more
efficacious than standard half-life products. However, there are no head-to-head trials
comparing extended half-life products and standard half-life products to definitively establish
superior safety or efficacy.

Investigational or Not Medically Necessary Uses
There is no evidence to support the use of extended half-life factor VIII products in any other condition.
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Related Policies

Policies listed below may be related to the current policy. Related policies are identified based on similar
indications, similar mechanisms of action, and/or if a drug in this policy is also referenced in the related policy.
Policy Name Disease state
Standard Half-life Factor VIII Products — Hemophilia A Hemophilia A

Policy Implementation/Update:

Action and Summary of Changes Date
Addded 4000 unit vial to Esperoct QL table 02/2025
Efanesoctocog alfa (Altuviiio) added to the policy; updated criteria related to presence of inhibitors 08/2023
Esperoct added to policy 05/2020
New policy created for extended half-life factor products 08/2019
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