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PRIOR AUTHORIZATION POLICY

PoLicy: Phenylketonuria — Palynziq Prior Authorization Policy
e Palynziq® (pegvaliase-pqpz subcutaneous injection — BioMarin)

REVIEW DATE: 07/14/2021

OVERVIEW

Palynziq is indicated to reduce blood phenylalanine concentrations in adult patients with phenylketonuria
(PKU) who have uncontrolled blood phenylalanine concentrations greater than 600 micromol/L (umol/L)
on existing management.! Treatment with Palynziq should be managed by a healthcare provider
experienced in the management of PKU. Baseline blood phenylalanine concentrations should be obtained
before initiating treatment.

Dose Titration

The recommended initial induction dosage for Palynziq is 2.5 mg subcutaneously (SC) for 4 weeks.! This
dose is then titrated over a period of at least 5 weeks to a maintenance dose of 20 mg SC once daily (QD).
The maintenance dose should be individualized to achieve blood phenylalanine control (blood
phenylalanine concentration < 600 micromol/L). Maintain the Palynziq 20 mg QD dose for at least 24
weeks. Consider increasing the Palynziq dose to 40 mg QD in a patient who has been on 20 mg QD for at
least 24 weeks without achieving blood phenylalanine control. Consider increasing the Palynziq dose to a
maximum of 60 mg QD in a patient who has been on 40 mg QD for at least 16 weeks without achieving
blood phenylalanine control. Discontinue Palynziq in a patient who has not achieved an adequate response
after continuous treatment with the maximum dose of 60 mg QD. A dose titration schedule is outlined in
Table 1. Therapeutic response may not be achieved until the patient is titrated to an effective maintenance
dose.

Table 1. Palynziq Dose Titration.

Treatment Palynziq Dose Duration”
Induction 2.5 mg once weekly 4 weeks
Titration 2.5 mg twice weekly to 10 mg QD, | 5 weeks
escalated in weekly intervals over 5
weeks
Maintenance 20 mg QD 24 weeks
40 mg QD 16 weeks
Maximum 60 mg QD 16 weeks
Total -- 65 weeks

* Additional time may be required prior to each dosage escalation based on patient tolerability.

Because of the risk of anaphylaxis Palynziq is available only through a restricted Risk Evaluation and
Mitigation Strategy (REMS) program. It was unclear from the Palynziq clinical trials if all patients had
tried and were non-responders to sapropterin.

Guidelines

Recommendations regarding use of Palynziq are not made in guidelines from the American College of
Medical Genetics and Genomics (ACMG) [2014] or European guidelines (2017).2* However, a consensus
statement regarding use of Palynziq in adults with PKU was published in 2019.* Palynziq should be
considered for all adults with PKU who have the ability to give informed consent and adhere to treatment.
It is noted that some patients may show a response early on, whereas other may take 1 year or more from
initiation of treatment before a reduction in blood phenylalanine concentration is observed. The definition



Preferred( )ne®

of a “clinically meaningful” efficacy benefit should be determined by the treating clinician based on
individual patient goals. Primarily, the efficacy benefit should be determined by a significant reduction in
blood phenylalanine concentration from baseline.

Although ACMG and European guidelines do not offer recommendations specific to Palynziq, they do
provide general principles for PKU management. ACMG guidelines suggest a target blood phenylalanine
level of 120 to 360 micromol/L for all patients.” However, European guidelines state that patients > 12
years of age with blood phenylalanine concentration < 600 micromol/L do not require treatment, and the
target range for patients > 12 years of age receiving treatment is 120 to 600 micromol/L.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of Palynziq. Because of the
specialized skills required for evaluation and diagnosis of patients treated with Palynziq as well as the
monitoring required for adverse events and long-term efficacy, initial approval requires Palynziq to be
prescribed by or in consultation with a physician who specializes in the condition being treated. All
approvals are provided for 1 year in duration unless otherwise noted below.

Automation: None.

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

FDA-Approved Indications

1. Phenylketonuria. Approve for the duration noted if the patient meets one of the following (A or B):
A) Initial Therapy. Approve for 1 year if the patient meets the following criteria (i, i, and iii):
i. Patient is > 18 years of age; AND
ii. Patient has uncontrolled blood phenylalanine concentrations greater than 600 micromol/L on
at least one existing treatment modality; AND
Note: Examples of treatment modalities include restriction of dietary phenylalanine and
protein intake and prior treatment with sapropterin (Kuvan, generic).
iii. The medication is prescribed by or in consultation with a metabolic disease specialist (or
specialist who focuses in the treatment of metabolic diseases).
B) Patient is Currently Receiving Palynziq. Approve for 1 year if the patient meets the following
criteria (i, ii, and iii):
Note: A patient who has received < 1 year of therapy or who is restarting therapy with Palynziq
should be considered under Initial Therapy criteria.
i. Patientis > 18 years of age; AND
ii. Patient meets one of the following (a or b):
a) Patient meets both of the following (1 and 2):
(1) Patient is continuing to titrate Palynziq to an effective maintenance dose, per the
prescriber; AND
(2) If the patient is receiving a dose of Palynziq 60 mg once daily, the treatment duration
at this dose has not exceeded 16 weeks; OR
b) Patient meets both of the following (1 and 2):
(1) Patient meets one of the following (a or b):
(a) Patient’s blood phenylalanine concentration is < 600 micromol/L; OR
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(b) Patient has achieved a > 20% reduction in blood phenylalanine concentration from
pre-treatment baseline (i.e., blood phenylalanine concentration before starting
Palynziq therapy); AND

(2) Patient is not receiving concomitant therapy with sapropterin (Kuvan, generic).

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Palynziq 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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HISTORY
Type of Revision Summary of Changes Review Date
Annual Revision Phenylketonuria — Initial Therapy: The phrase “in adults” was removed from the 06/17/2020
approval condition; instead, a criterion was added to verify that the patient is > 18
years of age. Examples of prior treatment modalities were moved to a note.
Phenylketonuria — Patients Continuing Therapy: The phrase “in adults” was
removed from the approval condition and moved into criteria as > 18 years of age.
Additionally, “[Maintenance therapy]” was removed from the approval condition;
this is not needed. A note was added that patients who have received less than 1 year
of Palynziq or who are restarting Palynziq should refer to Initial Therapy criteria. A
criterion was added that concomitant use of Kuvan is not permitted (previously this
was addressed under Conditions Not Recommended for Approval).

Concomitant Therapy with Palynziq and Kuvan: Removed from policy. This is
now addressed in criteria under the approval condition of “Phenylketonuia — Patients
Continuing Therapy”.

Annual Revision Phenylketonuria: For a patient currently receiving Palynziq, a criterion was added 07/14/2021
such that a patient may use concomitant Kuvan and is not required to meet response
criteria, if the following conditions are met: patient is continuing to titrate Palynziq
to an effective maintenance dose, per the prescriber; AND if the patient is receiving
the maximum dose of 60 mg once daily, the treatment duration at this dose has not
exceeded 16 weeks.




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).
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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)



