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Description
Sirolimus protein-bound particles (Fyarro™) and topical gel (Hyftor™) are mammalian target of
rapamycin (mTOR) inhibitors.

FDA Approved Indication(s)
Fyarro is indicated for the treatment of adult patients with locally advanced unresectable or
metastatic malignant perivascular epithelioid cell tumor (PEComa).

Hyftor is indicated for the treatment of facial angiofibroma associated with tuberous sclerosis in
adults and pediatric patients 6 years of age and older.

Policy/Criteria
Provider must submit documentation (such as office chart notes, lab results or other clinical
information) supporting that member has met all approval criteria.

It is the policy of PA Health & Wellness® that Fyarro and Hyftor are medically necessary when
the following criteria are met:

I. Initial Approval Criteria
A. Perivascular Epithelioid Cell Tumor (PEComa) (must meet all):
1. Diagnosis of locally advanced unresectable or metastatic malignant perivascular
epithelioid cell tumor (PEComa);
Request is for Fyarro;
Prescribed by or in consultation with an oncologist;
Age > 18 years;
Use as a single agent;
Member does not have PEComa type lymphangioleiomyomatosis;
Request meets one of the following (a or b):
a. Dose does not exceed 100 mg/m2 IV on Days 1 and 8 of each 21 day cycle;
b. Dose is supported by practice guidelines or peer-reviewed literature for the
relevant off-label use (prescriber must submit supporting evidence).
Approval duration: 6 months

Nogakown

B. Facial Angiofibroma Associated with Tuberous Sclerosis (must meet all):
Diagnosis of facial angiofibroma associated with tuberous sclerosis;

Request is for Hyftor;

Prescribed by or in consultation with an oncologist, neurologist, or dermatologist;
Age > 6 years;

Dose does not exceed one of the following (a or b):

a. Age 6 to 11 years: 600 mg (2 cm);
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b. Age> 12 years: 800 mg (2.5 cm).
Approval duration: 3 months

C. Other diagnoses/indications
1. Refer to the off-label use policy if diagnosis is NOT specifically listed under section
111 (Diagnoses/Indications for which coverage is NOT authorized): PA.CP.PMN.53

1. Continued Therapy
A. Perivascular Epithelioid Cell Tumor (PEComa) (must meet all):
1. Currently receiving medication via PA Health & Wellness benefit and

documentation supports positive response to therapy or the Continuity of Care policy
(PA.LTSS.PHAR.O1) applies;

2. Request is for Fyarro;
3. Member is responding positively to therapy;
4. If request is for a dose increase, request meets one of the following (a or b):*
a. Both of the following (i and ii):
i. New dose does not exceed 100 mg/m2 IV on Days 1 and 8 of each 21 day
cycle;
ii. Dose is at least 45 mg/m? IV on Days 1 and 8 of each 21 day cycle;
b. New dose is supported by practice guidelines or peer-reviewed literature for the
relevant off-label use (prescriber must submit supporting evidence).
Approval duration: 12 months

B. Facial Angiofibroma Associated with Tuberous Sclerosis (must meet all):

1. Currently receiving medication via PA Health & Wellness benefit and documentation
supports positive response to therapy or the Continuity of Care policy
(PA.LTSS.PHAR.01) applies;

Request is for Hyftor;

3. Member is responding positively to therapy as evidenced by, including but not
limited to, a reduction in the size and/or redness of facial angiofibroma;

4. If request is for a dose increase, new dose does not exceed one of the following (a or

b):

a. Age 6 to 11 years: 600 mg (2 cm);

b. Age> 12 years: 800 mg (2.5 cm).

Approval duration: 12 months

no

C. Other diagnoses/indications (must meet 1 or 2):

1. Currently receiving medication via PA Health & Wellness benefit and documentation
supports positive response to therapy or the Continuity of Care policy
(PA.LTSS.PHAR.01) applies.

Approval duration: Duration of request or 6 months (whichever is less); or

2. Refer to the off-label use policy if diagnosis is NOT specifically listed under section

111 (Diagnoses/Indications for which coverage is NOT authorized): PA.CP.PMN.53
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I11.Diagnoses/Indications for which coverage is NOT authorized:
A. Non-FDA approved indications, which are not addressed in this policy, unless there is
sufficient documentation of efficacy and safety according to the off label use policies —

PA.CP.PMN.53.

IV. Appendices/General Information
Appendix A: Abbreviation/Acronym Key
FDA: Food and Drug
Administration
NCCN: National
Comprehensive Cancer
Network

Appendix B: Therapeutic Alternatives
Not Applicable

pa health
& wellness

PEComa: perivascular
epithelioid cell tumor

Appendix C: Contraindications/Boxed Warnings
e Contraindication(s): History of severe hypersensitivity to sirolimus, other rapamycin

derivatives, or albumin.
e Boxed warning(s): None reported

V. Dosage and Administration

Dosing Regimen

Maximum Dose

100 mg/m? administered
as an IV infusion over 30
minutes on Days 1 and 8
of each 21-day cycle until
disease progression or
unacceptable toxicity

100 mg/m?
administered as an 1V
infusion over 30
minutes on Days 1
and 8 of each 21-day
cycle

Drug Name Indication
Sirolimus Locally advanced
protein-bound | unresectable or
particles metastatic

(Fyarro) malignant PEComa
Sirolimus Facial angiofibroma
topical gel associated with
(Hyftor) tuberous sclerosis

Apply to the skin of the
face affected with
angiofibroma twice daily

Age 6 to 11 years:
600 mg (2 cm)

Age > 12 years: 800
mg (2.5 cm)

VI1.Product Availabilit
Drug Name | Availability

Sirolimus protein-bound Lyophilized powder for infusion: 100 mg of sirolimus

particles (Fyarro) formulated as albumin-bound particles in single-dose vial
for reconstitution

Sirolimus topical gel Topical gel, 0.2%: 2 mg of sirolimus per gram

(Hyftor)
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Coding Implications

Codes referenced in this clinical policy are for informational purposes only. Inclusion or
exclusion of any codes does not guarantee coverage. Providers should reference the most up-to-
date sources of professional coding guidance prior to the submission of claims for
reimbursement of covered services.

Description
J9331 Injection, sirolimus protein-bound particles (Fyarro), 1 mg
Reviews, Revisions, and Approvals Date
Policy created 01/2023
1Q 2024 annual review: no significant changes; references reviewed and 01/2024
updated.
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