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Overview

Breyanzi is a chimeric antigen receptor T cell therapy (CAR-T), designed to harness the power of the patient’s
immune system to recognize and attack their cancer cells. CAR-T is a type of treatment where white blood cells
(T cells) are modified in a laboratory to add a gene that helps the patient’s own T cells target their cancer.

FDA-Approved Indication

Breyanzi is a B-cell maturation antigen (BCMA)-directed genetically modified autologous T cell immunotherapy
for the treatment of:

e Adult patients with relapsed or refractory large B-cell lymphoma (LBCL) after two or more lines of
systemic therapy for:

— Diffuse large B-cell ymphoma (DLBCL) not otherwise specified (including DLBCL arising from
any indolent lymphoma);

— Primary mediastinal large B-cell lymphoma;
— High grade B-cell ymphoma;

— DLBCL arising from follicular lymphoma;

— Follicular lymphoma grade 3B;

— Mantle cell ymphoma; and

— Marginal zone lymphoma.

e Adult patients with relapsed or refractory chronic lymphocytic leukemia (CLL) or small lymphocytic
lymphoma (SLL).

e Brenyaziis not indicated for the therapy of primary central nervous system lymphoma.

e Other indications supported by NCCN will be considered on a case-by-case basis.
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Medicare Variation

Prior Authorization Required Yes No ]

Mass General Brigham Health Plan uses guidance from the Centers for Medicare and Medicaid Services (CMS)
for medical necessity determinations for its Medicare Advantage plan members. National Coverage
Determinations (NCDs), Local Coverage Determinations (LCDs), Local Coverage Articles (LCAs), and
documentation included in the Medicare manuals are the basis for medical necessity determinations. When
there is no guidance from CMS for the requested service, Mass General Brigham Health Plan’s medical policies
are used for medical necessity determinations. At the time of Mass General Brigham Health Plan’s most recent
policy review, Medicare had:

e NCD for Chimeric Antigen Receptor (CAR) T-cell Therapy (110.24)

e Medicare Benefit Policy Manual Chapter 15: Covered Medical and Other Health Services

When NCDs and LCDs lack sufficient specificity to ensure consistent medical review and coverage decisions, and
CMS documentation references FDA labeling, Mass General Brigham Health Plan applies additional coverage
criteria to clarify medical necessity of the requested service. Mass General Brigham Health Plan coverage criteria
align with the latest clinical evidence and accepted standards of practice, without contradicting existing
determinations, and enhance the clarity of medical necessity criteria, documentation requirements, and clinical
indications. Because NCD 110.24 lacks sufficient specificity to ensure consistent medical review and coverage
determinations, Mass General Brigham Health Plan uses the NCD, FDA indications, and criteria described in this
policy to review requests for Breyanzi.

Criteria
1. Criteria for Initial Approval
Authorization of a single treatment may be granted to patients 18 years of age or older for treatment of one
of the conditions listed above when ALL of the following criteria are met:
A. The member has not received any prior FDA approved CD19-directed therapy?’; and

B. The member does not have:
e Primary central nervous system lymphoma; or

e Unresolved serious adverse events from preceding chemotherapies; or
e Active, uncontrolled infection; or
e Active graft-versus-host disease; and

C. The member has one of the following:

e Large B-cell ymphoma (including diffuse large B-cell ymphoma (DLBCL) not other specified, DLBCL
arising from indolent lymphoma, primary mediastinal large B-cell lymphoma, high-grade B-cell
lymphoma, and follicular lymphoma grade 3B) when one of the following is met:

o The disease is relapsed or refractory to treatment after two or more lines of systemic therapy, or

o Refractory to first-line chemoimmunotherapy or relapse within 12 months of first-line
chemoimmunotherapy, or

1 Exceptions for non-FDA approved CD19 therapies will be reviewed on an individual case by case basis. A detailed medical
review will be required.
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https://www.cms.gov/medicare-coverage-database/view/ncd.aspx?ncdid=374&ncdver=1
https://www.cms.gov/regulations-and-guidance/guidance/manuals/downloads/bp102c15.pdf

o Refractory to first-line chemoimmunotherapy or relapse after first-line chemoimmunotherapy and
not eligible for hematopoietic stem cell transplantation (HSCT); or

e Chronic lymphocytic leukemia/small lymphocytic lymphoma
o The disease is relapsed or refractory to treatment after two or more lines of systemic therapy
including a Bruton tyrosine kinase (BTK) inhibitor and a B-cell lymphoma 2 (BCL-2) inhibitor; or

e Follicular lymphoma
o The disease is relapsed or refractory to treatment after two or more lines of systemic therapy.

e Mantle cell ymphoma
o The disease is relapsed or refractory to treatment after two or more lines of systemic therapy
including a BTK inhibitor; or

e Marginal zone lymphoma
o The disease is relapsed or refractory to treatment after two or more lines of systemic therapy.

Note: The healthcare facility must have tocilizumab available on site for management of Cytokine Release
Syndrome.

2. Required Documentation
e Documentation of prior lines of therapy

3. Duration of Therapy
e Single treatment course

e Additional courses of therapy are considered experimental/investigational.

Mass General Brigham ACO Variation

Prior Authorization Required Yes No [

Prior authorization for Breyanzi for Mass General Brigham ACO members should be submitted to the
MassHealth Drug Utilization Review Program. Criteria for Breyanzi are found in Table 75: T-Cell
Immunotherapies.

One Care and Senior Care Options Variation

Prior Authorization Required Yes No [

Mass General Brigham Health Plan uses guidance from CMS for medical necessity determinations for its One
Care and SCO plan members. NCDs, LCDs, LCAs, and documentation included in the Medicare manuals are the
basis for medical necessity determinations. When there is no guidance from CMS for the requested service, or
the member does not meet all of the medical necessity criteria for the requested service, Mass General Brigham
Health Plan uses medical necessity guidelines from MassHealth. See Medicare Advantage criteria and
exclusions, above. If Medicare Advantage criteria are not met, then MassHealth criteria are applied.

Commercial and Qualified Health Plans Variation

Prior Authorization Required Yes No [

Prior Authorization for Breyanzi for Commercial and Qualified Health Plan members is managed by Prime
Therapeutics. See Prime Therapeutics policy for Breyanzi for more information.
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https://mhdl.pharmacy.services.conduent.com/MHDL/pubtheradetail.do?id=1347&drugId=7778
https://mhdl.pharmacy.services.conduent.com/MHDL/pubtheradetail.do?id=1347&drugId=7778
https://gatewaypa.com/api/policydisplay/download?key=PolicyItems/Clinical_Existing/Pdfs/MPS_Breyanzi_11_24.pdf

Codes

The following codes are included below for informational purposes only; inclusion of a code does not
constitute or imply coverage or reimbursement.

Authorized Code Code Description
Chimeric antigen receptor T-cell (CAR-T) therapy; harvesting of blood-derived T
38225 lymphocytes for development of genetically modified autologous CAR-T cells, per
day
38226 Chimeric antigen receptor T-cell (CAR-T) therapy; preparation of blood-derived T

lymphocytes for transportation (eg, cryopreservation, storage)

Chimeric antigen receptor T-cell (CAR-T) therapy; receipt and preparation of CAR-

38227 T cells for administration
38278 Chimeric antigen receptor T-cell (CAR-T) therapy; CAR-T cell administration,
autologous
Lisocabtagene maraleucel, up to 110 million autologous anti-CD19 CAR-positive
Q2054 viable T cells, including leukapheresis and dose preparation procedures, per

therapeutic dose

Summary of Evidence

Lisocabtagene maraleucel (liso-cel), a chimeric antigen receptor (CAR) T-cell therapy, has been evaluated for
treatment of various B-cell malignancies, with extensive evidence supporting its clinical use. Abramson et al.
(2020) reported on the TRANSCEND NHL 001 cohort, a phase 1 seamless-design trial testing various doses of
liso-cel in relapsed or refractory large B-cell ymphomas including DLBCL, high-grade B-cell ymphoma, primary
mediastinal B-cell ymphoma, and follicular lymphoma grade 3B. An objective response (OR) was observed in
73%, and complete response (CR) in 53%. Median progression-free survival (PFS) was 6.8 months and estimated
12-month overall survival (OS) was 58%. Cytopenias, cytokine release syndrome, and neurologic events were
common. Similar outcomes were reported in a Japanese cohort with the same diagnoses in the TRANSCEND
WORLD study (Makita et al, 2022).

In the single arm, phase 1-2 TRANSCEND CLL 004 cohort, Siddiqi et al. (2022, 2023) evaluated liso-cel for
relapsed or refractory chronic lymphocytic leukemia (CLL) and small lymphocytic lymphoma (SLL) following at
least 2 previous lines of therapy. In this population, lis-cel produced CR or remission in 18% and OR in 48%.
Median PFS was 17.9 months and median OS was 43.2 months. Treatment-related adverse events were
common. In the single-arm, phase 2 TRANSCEND FL cohort, Morschhauser et al. (2024) used liso-cel to treat
relapsed/refractory follicular lymphoma with high-risk features following at least one prior line of treatment. OR
rate and CR rate were 97% and 94%, respectively. Toxicity was similar to that observed in other studies. In the
TRANSCEND-MCL cohort, patients with relapsed or refractory mantle-cell ymphoma after at least 2 previous
lines of therapy were treated with liso-cel (Wang 2024). In the intention-to-treat set, OR and CR were observed
in 70% and 62%, respectively; rates were higher among patients who completed treatment with lis-cel.

Randomized controlled studies and head-to-head comparisons of liso-cel with other therapies are lacking.
Cartron et al. (2022) conducted an indirect comparison of patients with relapsed/refractory large B-cell
lymphomas in the TRANSCEND NHL 001 cohort treated with liso-cel with a similar, matching-adjusted cohort in
the JULIET study treated with tisagenlecleucel, demonstrating superior outcomes and safety profiles for liso-cel.
Similarly, Maloney et al. (2021) indirectly compared TRANSCEND NHL 001 patients with matching-adjusted
patients in the ZUMA-1 study treated with axicabtagene ciloleucel and found similar OR and CR rates for the two
therapies but a superior safety profile with liso-cel. Salles et al. (2021) conducted a matching-adjusted indirect
comparison of TRANSCEND NHL 001 patients with SCHOLAR-1 patients who had similar diagnoses but who were
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treated with salvage chemotherapy and concluded that liso-cel appeared to be more effective; toxicity was not
reported.

The National Comprehensive Cancer Network (2023, 2024) includes liso-cel in its recommendations for B-cell
lymphomas and CLL/SLL, reflecting its established role in treatment protocols. These studies and guidelines
collectively position lisocabtagene maraleucel as a highly effective and versatile CAR T-cell therapy for various
forms of relapsed or refractory B-cell malignancies. Mass General Brigham Health Plan policy reflects
inclusion/exclusion criteria in the studies described above.

Effective Dates

March 2026: Annual review. Changed format of policy. Clarified hierarchy of criteria in One Care and SCO
variation. Updated FDA indications, criteria, and references.

January 2026: Ad hoc update. Updated prior authorization table and added variation for One Care and SCO
members.

September 2025: Ad hoc update. Removed REMS requirement and updated criteria per new package insert.
Code disclaimer and references updated.

April 2025: Annual review. Codes updated. Added criteria for chronic lymphocytic leukemia/small lymphocytic
lymphoma, follicular lymphoma, and mantle cell lymphoma. Added ECOG requirement. References updated.
Added summary of evidence. Clarified Medicare variation. MassHealth variation updated to include new prior
authorization process.

September 2024: Ad hoc update. Added MassHealth variation.

February 2024: Annual review. Removed requirement for CD19 testing.

February 2023: Annual review. Added Medicare Advantage to table. Under Criteria section, added refractory to
first-line chemo or relapse language. Medicare variation language added. References updated.

February 2022: Annual Update. Criteria section updated to include indication “DLBCL arising from any indolent
lymphoma”. Under Criteria section, edit to item B. statement now reads “any prior FDA approved CD19-directed
therapy”, and footer added. References updated.

October 2021: Ad hoc update. Code update.

July 2021: Effective Date.
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