Preferred( )ne®

PRIOR AUTHORIZATION POLICY

PoLicy: Hemophilia Factor IX Products Prior Authorization Policy
Extended Half-Life Recombinant Products
e Alprolix® (Coagulation Factor IX [recombinant] Fc fusion protein injection —

Bioverativ)

e Idelvion (Coagulation Factor IX [recombinant] albumin fusion protein injection — CSL
Behring)

e Rebinyn® (Coagulation Factor IX [recombinant] glycoPEGylated injection —
NovoNordisk)

Standard Half-Life Recombinant Products

e BeneFIX® (Coagulation Factor IX [recombinant] injection — Wyeth/Pfizer)

e Ixinity® (Coagulation Factor IX [recombinant] injection — Aptevo BioTherapeutics)
e Rixubis® (Coagulation Factor IX [recombinant] injection — Baxalta)
Plasma-Derived Products

e AlphaNine® SD (Coagulation Factor IX [plasma-derived] injection — Grifols)

e Mononine® (Coagulation Factor IX [plasma-derived] injection — CSL Behring)

e Profilnine® (Factor IX Complex [plasma-derived] injection — Grifols)

REVIEW DATE: 03/03/2021

OVERVIEW

Alprolix, Idelvion, and Rebinyn are extended half-life recombinant Factor IX products; BeneFIX, Ixinity
and Rixubis are standard half-life recombinant Factor IX products; and AlphaNine SD, Mononine, and
Profilnine plasma-derived Factor IX products.”” All agents are indicated in various clinical scenarios for
use in the management of patients with hemophilia B.

Profilnine is used in patients with Factor II and/or X deficiency.' Some data are available, albeit limited.

Disease Overview

Hemophilia B is a recessive X-linked bleeding disorder caused by mutations in the factor IX gene that leads
to the deficiency or absence of the coagulation factor IX.""""* It occurs in 1 out of 30,000 male births and
affects about 5,000 people in the US. Hemophilia B predominantly occurs in males; however,
approximately 10% of females are carriers and are at risk of usually mild bleeding. The severity of bleeding
depends on the degree of the factor IX defect and the phenotypic expression. Factor levels of <1%, 1% to
5%, and > 5% to <40% are categorized as severe, moderate, and mild hemophilia B, respectively. Patients
with mild hemophilia B may only experience abnormal bleeding during surgery, during tooth extractions,
or when injured. Patients with moderate hemophilia B generally have prolonged bleeding responses to
minor trauma. Severe hemophilia B is marked by spontaneous bleeding such as spontaneous hemarthrosis,
soft-tissue hematomas, retroperitoneal bleeding, intracerebral hemorrhage, and delayed bleeding post-
surgery. Complications from recurrent bleeding and soft-tissue hematomas include severe arthropathy, and
joint contractures, which may lead to pain and disability. The main treatment of hemophilia B is
replacement of missing blood coagulation with Factor IX products. Factor IX replacement therapy may be
used on-demand when bleeding occurs or given as routine prophylaxis with scheduled infusions. Both
plasma-derived and recombinant Factor IX products are available. In general, prophylactic therapy has
been associated with a reduction in bleeds and improved outcomes for selected patients (e.g., patients with
moderate or severe factor IX deficiency). The goal of therapy is to prevent uncontrolled internal
hemorrhage and severe joint damage and to properly manage bleeding episodes. The development of
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inhibitors occurs at a lower frequency in patients with severe hemophilia B compared with severe
hemophilia A but can occur in up to 5% of patients. Higher doses than that typically used for the uses of
standard half-life products can be given if the patient develops an inhibitor.

Guidelines
Guidelines for hemophilia from the National Hemophilia Foundation (2020)"* and the World Federation of
Hemophilia (2020)'* recognize the important role of Factor IX products in the management of hemophilia
B in patients.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of the following Factor IX products:
Alprolix, Idelvion, Rebinyn, BeneFIX, Ixinity, Rixubis, AlphaNine, Mononine, and Profilnine. 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 IX 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.

Automation: None.
RECOMMENDED AUTHORIZATION CRITERIA

I. Coverage of Alprolix, Idelvion, Rebinyn, BeneFIX, Ixinity, and Rixubis is recommended for patients
who meet the following criteria:

FDA-Approved Indications

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

II. Coverage of AlphaNine SD. Mononine, and Profilnine is recommended for patients who meet the
following criteria:

FDA-Approved Indications

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

II1. Coverage of Profilnine is recommended for patients who meet the following criteria:

Other Uses with Supportive Evidence

2. Factor II Deficiency. Approve Profilnine for 1 year if the agent is prescribed by or in consultation
with a hemophilia specialist.

3. Factor X Deficiency. Approve Profilnine for 1 year if the agent is prescribed by or in consultation
with a hemophilia specialist.
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CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of the cited Factor IX 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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PreferredOne Community Health Plan Nondiscrimination Notice

PreferredOne Community Health Plan (“PCHP”) complies with applicable Federal civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, or sex. PCHP does not exclude people or treat
them differently because of race, color, national origin, age, disability, or sex.

PCHP:
Provides 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)

Provides 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 a Grievance Specialist.

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

Grievance Specialist

PreferredOne Community Health Plan

PO Box 59052

Minneapolis, MN 55459-0052

Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist 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

ATTENTION: If you do not speak English, language assistance services, free of charge, are available to you. Call 1.800.940.5049 (TTY: 763.847.4013).
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiiistica. Llame al 1.800.940.5049 (TTY: 763.847.4013)-

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.800.940.5049 (TTY: 763.847.4013).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 1.800.940.5049 (TTY: 763.847.4013).
CHU Y: Néu ban néi Tiéng Viét, co cac dich vu hd tro ngdn ng mién phi danh cho ban. Goi s6 1.800.940.5049 (TTY: 763.847.4013).

R AR RS DR EIESEE S RIS - 552(E 1.800.940.5049 (TTY: 763.847.4013) -

BHWMAHWE: Ecnu Bbl roBOpUTE Ha PYCCKOM 53blke, TO BaM AOCTYNHbI 6ecnnaTHble ycnyru nepesoga. 3soHuTte 1.800.940.5049 (Tenetann: 763.847.4013).
Wogw:n 0 n w” Twrz 990, MWL 2 NIy cum_ 50 mwazm, osv T 3 e 9, ww vu w suln v w. s

1.800.940.5049 (TTY: 763.847.4013).

NAFOF; 0915741 RIE ATICE AP CFCTI° ACAS LCEPTE (1% ALTHPT HHIEHPA: 0L TLhtAD RTC £LM- 1.800.940.5049
(P07t AFASTFD-: 763.847.4013).

ogsﬁﬁos:)a:— 56100031 ;8 afHeacl. @61@_%.0’%83300(1-61@110)1 BB $ooé1:n§og§ﬁc€1. o3: 1.800.940.5049 (TTY: 763.847.4013).

ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 1.800.940.5049 (TTY:
763.847.4013).

e GEsygasSunw Manigl, NSSWwigmAmMmMan 1IwBSsSARWU SHIoTESNUUITEMY ©1 gieds 1.800.940.5049 (TTY: 763.847.4013).4
(763.847.4013 ;o)) 5 auall Ciila o25) 1.800.940.5049 a8 Jaail ol Gl a0 655 4 galll 3acbusall cilaad ol cdalll (K3 Eaati ¢S 1Y) -dds gala
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 1.800.940.5049 (TTY: 763.847.4013).

=2 =012 AIBotAlE Z 2, 20l NI MHIAE S22 0I26tA o= UASLICH 1.800.940.5049 (TTY: 763.847.4013). HO 2 F 3ol FAAI2L.

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa
1.800.940.5049 (TTY: 763.847.4013).

NDR PCHP LV (10/16)



PreferredOne Insurance Company Nondiscrimination Notice

PreferredOne Insurance Company (“PIC”) complies with applicable Federal civil rights laws and does not discriminate
on the basis of race, color, national origin, age, disability, or sex. PIC does not exclude people or treat them differently
because of race, color, national origin, age, disability, or sex.

PIC:
Provides 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)

Provides 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 a Grievance Specialist.

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

Grievance Specialist

PreferredOne Insurance Company

PO Box 59212

Minneapolis, MN 55459-0212

Phone: 1.800.940.5049 (TTY: 763.847.4013)
Fax: 763.847.4010
customerservice@preferredone.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, a Grievance Specialist 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

ATTENTION: If you do not speak English, language assistance services, free of charge, are available to you. Call 1.800.940.5049 (TTY: 763.847.4013).
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiiistica. Llame al 1.800.940.5049 (TTY: 763.847.4013)-

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.800.940.5049 (TTY: 763.847.4013).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 1.800.940.5049 (TTY: 763.847.4013).
CHU Y: Néu ban néi Tiéng Viét, co cac dich vu hd tro ngdn ng mién phi danh cho ban. Goi s6 1.800.940.5049 (TTY: 763.847.4013).

R AR RS DR EIESEE S RIS - 552(E 1.800.940.5049 (TTY: 763.847.4013) -

BHWMAHWE: Ecnu Bbl roBOpUTE Ha PYCCKOM 53blke, TO BaM AOCTYNHbI 6ecnnaTHble ycnyru nepesoga. 3soHuTte 1.800.940.5049 (Tenetann: 763.847.4013).

Wogau:n 9 1w T awazr 990, NwL 2 NIwg cswm_ " s0 wwaz, loev 3 de 9, cn vy w suln v w. s

1.800.940.5049 (TTY: 763.847.4013).

NAFOF; 0915741 RIE ATICE AP CFCTI° ACAS LCEPTE (1% ALTHPT HHIEHPA: 0L TLhtAD RTC £LM- 1.800.940.5049
(P07t AFASTFD-: 763.847.4013).

ogsﬁﬁos:)a:— 56100031 ;8 afHeacl. @61@_%.0’%83300(1-61@110)1 BB $ooé1:n§og§ﬁc€1. o3: 1.800.940.5049 (TTY: 763.847.4013).

ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 1.800.940.5049 (TTY:
763.847.4013).

e GEsygasSunw Manigl, NSSWwigmAmMmMan 1IwBSsSARWU SHIoTESNUUITEMY ©1 gieds 1.800.940.5049 (TTY: 763.847.4013).4
(763.847.4013 ;o)) 5 auall Ciila o25) 1.800.940.5049 a8 Jaail ol Gl a0 655 4 galll 3acbusall cilaad ol cdalll (K3 Eaati ¢S 1Y) -dds gala
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 1.800.940.5049 (TTY: 763.847.4013).

=2 =012 AIBotAlE Z 2, 20l NI MHIAE S22 0I26tA o= UASLICH 1.800.940.5049 (TTY: 763.847.4013). HO 2 F 3ol FAAI2L.

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa
1.800.940.5049 (TTY: 763.847.4013).

NDR PIC LV (10/16)



