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Please note the following:

CPT Copyright 2025 American Medical Association. All rights reserved. CPT is a registered
trademark of the American Medical Association.

All information provided by the NCCN is “"Referenced with permission from the NCCN Clinical
Practice Guidelines in Oncology (NCCN Guidelines™) © 2025 National Comprehensive Cancer
Network. The NCCN Guidelines™ and illustrations herein may not be reproduced in any form for
any purpose without the express written permission of the NCCN. To view the most recent and
complete version of the NCCN Guidelines, go online to NCCN.org.”

For Medicare members/enrollees, to ensure consistency with the Medicare National Coverage
Determinations (NCD) and Local Coverage Determinations (LCD), all applicable NCDs, LCDs,
and Medicare Coverage Articles should be reviewed prior to applying the criteria set forth in this
clinical policy. Please refer to the CMS website at http://www.cms.gov for additional
information.

For Medicaid members/enrollees, circumstances when state Medicaid coverage provisions
conflict with the coverage provisions within this clinical policy, state Medicaid coverage
provisions take precedence. Please refer to the state Medicaid manual for any coverage
provisions pertaining to this clinical policy.
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Brexucabtagene Autoleucel (Tecartus®)

Discussion

Brexucabtagene autoleucel, a CD19-directed genetically modified autologous T cell
immunotherapy, binds to CD19-expressing cancer cells and normal B cells. Studies
demonstrated that following anti-CD19 CAR T cell engagement with CD19-expressing target
cells, the CD28 and CD3-zeta co-stimulatory domains activate downstream signaling cascades
that lead to T cell activation, proliferation, acquisition of effector functions, and secretion of
inflammatory cytokines and chemokines. This sequence of events leads to killing of CD19-
expressing cells.!

Available CAR-T therapies are customized for each patient. They are made by collecting T cells
from the patient and re-engineering them in the laboratory to produce proteins on their surface
called chimeric antigen receptors, or CARs. The CARs recognize and bind to specific proteins, or
antigens, on the surface of the cancer cells. After the revamped T cells are expanded into the
millions in the laboratory, they are infused back into the patient. The CAR-T cells will continue
to multiply in the patient’s body and, with guidance from their engineered receptor, recognize
and kill any cancer cells that harbor the target antigen on their surfaces.?

A life-threatening complication of CAR-T therapy called cytokine release syndrome (CRS) that
occurred in 91% of patients receiving brexucabtagene autoleucel for MCL, including > Grade 3
in 18% of patients. CRS occurred in 92% of patients with ALL, including > Grade 3 CRS in 26%
of the patients. The median time to onset of CRS was 3 days and the median duration of CRS
was 10 days for patients with MCL. The median time to onset of CRS was 5 days and the
median duration of CRS was 8 days for patients with ALL. The key manifestations of CRS
(>10%) we similar in MCL and ALL and included fever (93%), hypotension (62%), tachycardia
(59%), chills (32%), hypoxia (31%), headache (21%), fatigue (20%) and nausea (13%).

Neurologic toxicities that were fatal or life-threatening occurred following treatment with
brexucabtagene autoleucel.! This can include immune effector cell-associated neurotoxicity
syndrome (ICANS), which is a serious complication that can result from immunotherapies and
causes inflammation in the brain leading to neurological symptoms.? Neurologic events occurred
in 81% (66/82) of patients with MCL, including > Grade 3 in 37% of patients. The median time
to onset for neurologic events was six days (range: 1 to 32 days) with a median duration of 21
days (range: 2 to 454 days) in patients with MCL. Neurologic events occurred in 87% (68/78) of
patients with ALL, including > Grade 3 in 35% of patients. The median time to onset for
neurologic events was seven days (range: 1 to 51 days) with a median duration of 15 days
(range: 1 to 397 days) in patients with ALL. For patients with MCL, 54 (66%) patients
experienced CRS before the onset of neurological events. Five (6%) patients did not experience
CRS with neurological events and eight patients (10%) developed neurological events after the
resolution of CRS. Neurologic events resolved for 119 out of 134 (89%) patients treated with
brexucabtagene autoleucel. Nine patients (three patients with MCL and six patients with ALL)
had ongoing neurologic events at the time of death. For patients with ALL, neurologic events
occurred before, during, and after CRS in 4 (5%), 57 (73%), and 8 (10%) of patients;
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respectively. Three patients (4%) had neurologic events without CRS. The onset of neurologic
events can be concurrent with CRS, following resolution of CRS or in the absence of CRS.!

The most common non-laboratory adverse reactions (incidence >20%) associated with
treatment are as follows: For mantle cell ymphoma (MCL), these include fever, cytokine release
syndrome (CRS), hypotension, encephalopathy, fatigue, tachycardia, arrhythmia, infections with
unspecified pathogens, chills, hypoxia, cough, tremor, musculoskeletal pain, headache, nausea,
edema, motor dysfunction, constipation, diarrhea, decreased appetite, dyspnea, rash, insomnia,
pleural effusion, and aphasia. For acute lymphoblastic leukemia (ALL), commonly reported
adverse reactions include fever, CRS, hypotension, encephalopathy, tachycardia, nausea, chills,
headache, fatigue, febrile neutropenia, diarrhea, musculoskeletal pain, hypoxia, rash, edema,
tremor, infections with unspecified pathogens, constipation, decreased appetite, and vomiting.*

Brexucabtagene autoleucel is approved by the Food and Drug Administration (FDA) for mantle
cell ymphoma and B-cell precursor acute lymphoblastic leukemia (ALL).* The National
Comprehensive Cancer Network (NCCN) endorses Brexucabtagene autoleucel for the following
cancer types: mantle cell lymphoma and acute lymphoblastic leukemia (ALL).>®

Definitions

¢ Food and Drug Administration (FDA) - The FDA is responsible for protecting the public
health by assuring the safety, efficacy, and security of human and veterinary drugs,
biological products, medical devices, our nation's food supply, cosmetics, and products that
emit radiation.*

e National Comprehensive Cancer Network (NCCN) - An alliance of more than 30
leading cancer centers devoted to patient care, research, and education. The NCCN
guidelines are utilized for Radiation Therapy and Medical Oncology standards. NCCN
consensus clinical standards are periodically updated and Nanthealth, Inc. reviews these
and updates its policies within a timely manner.’

Policy

Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B
recommendations when all criteria are met:

Acute Lymphoblastic Leukemia (ALL)

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA criteria coverage:
3. Relapsed or refractory B-cell precursor disease;! OR
For NCCN criteria coverage:

4. CD19 antigen-directed single agent therapy in relapsed or refractory disease for one of the
following:
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a) Philadelphia chromosome-positive B-ALL following therapy that has included TKIs.
b) Philadelphia chromosome-negative B-ALL.°

Dosage:

Brexucabtagene autoleucel is given at a target dose of 1 x 10 CAR-positive viable T cells per kg
body weight, with a maximum of 1 x 108 CAR-positive viable T cells.!
Mantle Cell Lymphoma

1. At least 18 years of age; AND
2. Prescribed by or in consultation with an oncologist; AND

For FDA criteria coverage:
3. Relapsed or refractory disease;! OR
For NCCN criteria coverage:

4. Relapsed or refractory disease after prior Bruton tyrosine kinase inhibitor (BTKi) for one of
the following:

a) No response or progressive disease following second-line therapy with covalent Bruton
tyrosine kinase inhibitor (BTKI) or other continuous treatment regimens i.e.,
lenalidomide and rituximab.

b) Partial response, no response, or progressive disease following second-line therapy with
fixed duration regimens.

c) Relapsed or progressive disease (second relapse or greater) if not previously given.®

Dosage:

Brexucabtagene autoleucel is given at a target dose of 2 x 10 CAR-positive viable T cells per kg
body weight, with a maximum of 2 x 108 CAR-positive viable T cells.!

Authorization Period and Renewal Criteria

Brexucabtagene autoleucel is a one-time dose and will not be renewed.
Coding (CPT®, ICD 10, and HCPCS)
Procedure codes appearing in medical policy documents are only included as a general

reference. This list may not be all-inclusive and is subject to updates. In addition, the codes
listed are not a guarantee of payment. CPT codes are available through the AMA.

Description

C83.1 Mantle cell lymphoma
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C91.0 Acute lymphoblastic leukemia (ALL)

Brexucabtagene autoleucel, up to 200 million autologous anti-cd19 car positive
Q2053 viable T cells, including leukapheresis and dose preparation procedures, per
therapeutic dose

Revision and Review History

No. Description ‘Date(s) ‘
1 (Original Effective Date: 1/1/2024

2 [Policy Annual Review Dates:  |5/26/2023, 6/3/2024, 5/5/2025

3  [Department Owner: Medical Affairs
4 INH Advisory Committee 6/16/2023, 6/18/2024, 5/27/2025, 7/11/2025
Approval Dates:
5 [Revision Changes: 5/5/2025 Added 1 FDA indication for ALL and 1 for MCL; v.2.0

7/11/2025 Removed any mention of the REM requirement due to
recent FDA update; 2.1
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