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Overview

This document addresses the use of Fyarro (sirolimus protein bound) for use in the treatment of adults with locally advanced
unresectable or metastatic malignant perivascular epithelioid cell tumor (PEComa). Fyarro is a nanoparticle albumin-bound mTOR
inhibitor that is given intravenously. It is the first agent to received FDA approval for PEComa. Sirolimus oral, everolimus oral, and
temsirolimus intravenous are mTOR inhibitors recommended by the National Comprehensive Cancer Network (NCCN) as single-agent
therapies for the treatment of PEComa. These agents use is supported by case studies and retrospective analyses and is considered
off-label.

The updated NCCN Drugs and Biologics Compendium and the NCCN CPG for Soft Tissue Sarcoma and Uterine Neoplasms provide
2A recommendations for the following:
e PEComa: Preferred single-agent therapy for the treatment of locally advanced unresectable or metastatic malignant
perivascular epithelioid cell tumor (PEComa)
e Uterine Sarcoma: First-line therapy for advanced, recurrent/metastatic, or inoperable disease (or second-line or subsequent
therapy as clinically appropriate if not used previously) as a single agent (useful in certain circumstances) for PEComa
Definitions and Measures
Malignant: Cancerous. Malignant cells can invade and destroy nearby tissue and spread to other parts of the body.

Metastasis: The spread of cancer from one part of the body to another; a metastatic tumor contains cells that are like those in the
original (primary) tumor and have spread.

Unresectable: Unable to be removed with surgery.

Clinical Criteria

When a drug is being reviewed for coverage under a member's medical benefit plan or is otherwise subject to prior authorization, the
review will determine whether the drug meets any applicable medical necessity requirements for the intended/prescribed purpose.

Fyarro (sirolimus protein bound)

Requests for Fyarro (sirolimus protein bound) may be approved when the following criteria are met:
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The following codes for treatments and procedures applicable to this document are included below for informational purposes. Inclusion
or exclusion of a procedure, diagnosis or device code(s) does not constitute or imply member coverage or provider reimbursement
policy. Please refer to the member's contract benefits in effect at the time of service to determine coverage or non-coverage of these
services as it applies to an individual member.

HCPCS

Jo331 Injection, sirolimus protein-bound particles, 1 mg

ICD-10 Diagnosis

C48.0-C48.8 Malignant neoplasm of retroperitoneum and peritoneum

C49.40-C49.9 Malignant neoplasm other connective and soft tissueef-connective-and-seft-tissue-of-abdemen
C54.0-C54.9 Malignant neoplasm of corpus uteri

C55 Malignant neoplasm of uterus, part unspecified

Document History

Reviewed: 11/14/2024
Document History:
e 11/14/2025 — Annual Review: No changes. Administrative update for age. Coding Reviewed: Added ICD-10-CM C49.0-
C49.3 to range C49.4-C49.4 and updated description, added C54.0-C54.9.
11/15/2024 — Annual Review: No Changes. Coding Reviewed: Added ICD-10-CM C48.0-C48.8, C55.
11/19/2023 — Annual Review: Clarify use in disease states. Add NCCN 2A use in uterine sarcoma. Coding Reviewed: No
changes.
11/18/2022 — Annual: Update Fyarro’s criteria with use as a single agent. Coding Reviewed: No changes.
02/25/2022— Select: No change. Coding Reviewed: Removed HCPCS J3490, J3590. Added HCPCS J9999, C9091.
Effective 7/1/2022 Added HCPCS J9331. Removed HCPCS J9999, C9091. Removed All diagnoses pend. Added ICD-
10-CM C49.4-C49.9.
e 12/13/2021- New: Add new clinical criteria document for Fyarro prior authorization. Coding Reviewed: Added HCPCS
J3490 and J3590 for Fyarro. All diagnoses pend. Effective 4/1/2022 Added HCPCS C9091.
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Federal and state laws or requirements, contract language, and Plan utilization management programs or policies may take
precedence over the application of this clinical criteria.

No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any means, electronic,
mechanical, photocopying, or otherwise, without permission from the health plan.
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