PRIOR AUTHORIZATION PoOLICY

PoLicy: Oncology (Injectable) — Fyarro Prior Authorization Policy
e Fyarro™ (sirolimus protein-bound particles intravenous infusion — Aadi Bioscience)

ReEVIEw DATE: 01/11/2023

OVERVIEW
Fyarro, a mammalian target of rapamycin (mTOR) inhibitor, is indicated for the treatment of adults with
locally advanced unresectable or metastatic malignant perivascular epithelioid cell tumor (PEComa).!

In preclinical studies in athymic mice with human tumor xenografts, intravenous administration of Fyarro
resulted in higher tumor accumulation of sirolimus, inhibition of an mTOR target in the tumor, and tumor
growth inhibition compared with oral sirolimus at the same total weekly dose.

Disease Overview

PEComas are rare mesenchymal tumors composed of histologically and immunohistochemically distinctive
perivascular cells.>®> Most PEComas are benign; however, malignant PEComa is locally aggressive or
metastatic.? Malignant PEComa is a type of soft tissue sarcoma with a < 1:1,000,000 annual incidence.
The most frequent sites are renal, uterine, and gastrointestinal; more females than males are affected. Some
patients with PEComas have responded to mTOR inhibitors (sirolimus, everolimus, or temsirolimus),
although these data are limited to case reports and retrospective analyses.

Guidelines
National Comprehensive Cancer Network (NCCN) guidelines address Fyarro:

e PEComa: Soft tissue sarcoma guidelines (version 2.2022 — May 17, 2022), recommend Fyarro as
the preferred regimen for malignant PEComa in locally advanced unresectable or metastatic disease
(category 2A).2 Other recommended regimens include sirolimus, everolimus, and temsirolimus
(category 2A for all). Uterine neoplasm guidelines (version 1.2023 — December 22, 2022)
acknowledge Fyarro as useful in certain circumstances for first-line or subsequent therapy in
advanced, recurrent/metastatic, or inoperable disease; however, this recommendation only applies
to PEComa.*

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

Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Fyarro is recommended in those who meet the following criteria:
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FDA-Approved Indication

1.

Perivascular Epithelioid Cell Tumor (PEComa), Malignant. Approve for 1 year the patient meets
the following criteria (A, B, and C):
Note: Examples of possible sites of PEComa include, but are not limited to, the gastrointestinal tract,
kidneys, and uterus.
A) Patient is > 18 years of age; AND
B) Patient meets one of the following (i or ii):
i. Patient has locally advanced unresectable disease; OR
ii. Patient has metastatic disease; AND
C) Fyarro is prescribed by or in consultation with an oncologist.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Fyarro 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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