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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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Axicabtagene Ciloleucel (Yescarta®)  
 
Discussion 
 
Axicabtagene ciloleucel is a CD19-directed chimeric antigen receptor (CAR) T-cell therapy. T-
cells are collected from the patient and re-engineered 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 cancer cells. Once reinfused 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.1,2  
 
The most common adverse reactions (incidence ≥ 30%), excluding laboratory abnormalities, in 
patients with non-Hodgkin lymphoma are cytokine release syndrome (CRS), fever, hypotension, 
encephalopathy, fatigue, tachycardia, headache, nausea, febrile neutropenia, diarrhea, 
musculoskeletal pain, infections with pathogen unspecified, chills and decreased appetite. The 
most common Grade 3-4 laboratory abnormalities (≥ 30%) are leukopenia, lymphopenia, 
neutropenia, anemia, thrombocytopenia, and hypophosphatemia. Clinically significant adverse 
reactions include CRS, neurological toxicities, serious infections, prolonged cytopenia, 
hypogammaglobulinemia, and secondary malignancies.1 
 
Axicabtagene ciloleucel is approved by the Food and Drug Administration (FDA) and endorsed 
by the National Comprehensive Cancer Network (NCCN) for the treatment of B-cell 
lymphomas.1,3,4 
 
Definitions 
 
• Cytokine release syndrome (CRS) - A systemic inflammatory response triggered by 

infections and certain drugs. CRS can present with a range of symptoms from mild, flu-like 
symptoms to severe, life-threatening manifestations, including high fever, hypotension, and 
multi-organ system failure. It is commonly associated with T cell-engaging therapies like 
CAR T cells and bispecific T-cell engaging (BiTE) antibody constructs.5  

• Food and Drug Administration (FDA) - The FDA is responsible for protecting 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.6  

• Hypogammaglobulinemia - A disorder caused by low serum immunoglobulin or antibody 
levels. Immunoglobulins are the main components of the humoral immune response and 
can recognize antigens to trigger a biological response and eradicate the infectious source.7 

• National Comprehensive Cancer Network (NCCN) - An alliance of over 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.8  
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Policy 
 
Coverage will be considered for FDA approved indications and for NCCN category 1, 2A, or 2B 
recommendations when all criteria are met: 
 
B-Cell Lymphoma 
 
1. At least 18 years of age; AND  
2. Prescribed by or in consultation with an oncologist; AND 
 
Large B-Cell Lymphoma 
 
For FDA required criteria coverage: 
 
3. Refractory to first-line chemoimmunotherapy or that relapses within 12 months of first-line 

chemoimmunotherapy; OR 
4. Relapsed or refractory disease after two or more lines of systemic therapy, including diffuse 

large B-cell lymphoma (DLBCL) not otherwise specified, primary mediastinal large B-cell 
lymphoma, high grade B-cell lymphoma, and DLBCL arising from follicular lymphoma 

 
Note: It is not indicated for treating primary central nervous system lymphoma; OR  

 
Classic Follicular Lymphoma  
 
For FDA required criteria coverage: 
 
5. Relapsed or refractory disease after two or more lines of systemic therapy;1 OR 

 
For NCCN required criteria coverage: 
 
6. Third-line and subsequent therapy (if not previously given) for partial response, no 

response, relapsed, or progressive disease; OR 
 
Extranodal Marginal Zone Lymphoma of the Stomach 
 
For NCCN required criteria coverage: 
 
7. Third-line and subsequent therapy (if not previously given) for relapsed, refractory, or 

progressive disease; OR 
 

Extranodal Marginal Zone Lymphoma of Nongastric Sites (Noncutaneous)  
 
For NCCN required criteria coverage: 
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8. Third-line and subsequent therapy (if not previously given) for relapsed, refractory, or 

progressive disease; OR 
 
Nodal Marginal Zone Lymphoma 
 
For NCCN required criteria coverage: 
 
9. Third-line and subsequent therapy (if not previously given) for partial response, no 

response, relapsed, or progressive disease; OR 
 

Splenic Marginal Zone Lymphoma 
 
For NCCN required criteria coverage: 
 
10. Third-line and subsequent therapy (if not previously given) for disease recurrence; OR 
 
Diffuse Large B-Cell Lymphoma 
 
For NCCN required criteria coverage: 
 
11. CD19-directed CAR T-cell therapy for one of the following: 

a) Relapsed disease <12 months after completion of first-line therapy or primary refractory 
disease 

b) Relapsed disease >12 months after completion of first-line therapy and partial response 
following second-line therapy  

c) Third-line and subsequent therapy (if CD19-directed CAR T-cell therapy not previously 
given) for disease in second relapse or greater if partial response, relapse, or 
progressive disease following therapy for relapsed or refractory disease; OR 

 
Histologic Transformation of Indolent Lymphomas to Diffuse Large B-Cell 
Lymphoma 
 
For NCCN required criteria coverage: 
 
12. CD19-directed CAR T-cell therapy (preferred if not previously given) for one of the 

following: 
a) Transformed disease following partial response, no response, or progressive disease 

after initial treatment with anthracycline-based regimens 
b) Multiple lines of prior therapies including ≥2 chemoimmunotherapy regimens for 

indolent disease prior to histologic transformation (treatment should have included at 
least one anthracycline-based regimen, unless contraindicated); OR  

 
High-Grade B-Cell Lymphomas 
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For NCCN required criteria coverage: 
 
13. CD19-directed CAR T-cell therapy as one of the following: 

a) Relapsed disease <12 months after completion of first-line therapy or primary refractory 
disease 

b) Relapsed disease >12 months after completion of first-line therapy and partial response 
following second-line therapy 

c) Third-line and subsequent therapy (if CD19-directed CAR T-cell therapy not previously 
given) for disease in second relapse or greater if partial response, relapse, or 
progressive disease following therapy for relapsed or refractory disease; OR 

 
HIV-Related B-Cell Lymphomas 
 
For NCCN required criteria coverage: 
 
14. CD19-directed CAR T-cell therapy for HIV-related diffuse large B-cell lymphoma, primary 

effusion lymphoma, and HHV8-positive diffuse large B-cell lymphoma, not otherwise 
specified, or for plasmablastic lymphoma for one of the following: 
a) Relapsed disease <12 months after completion of first-line therapy or primary refractory 

disease 
b) Relapsed disease >12 months after completion of first-line therapy and partial response 

following second-line therapy 
c) Third-line and subsequent therapy (if CD19-directed CAR T-cell therapy not previously 

given) for disease in second relapse or greater for partial response, relapse, or 
progressive disease following therapy for relapsed or refractory disease; OR  

 
Post-Transplant Lymphoproliferative Disorders 
 
For NCCN required criteria coverage: 
 
15. CD19-directed therapy for monomorphic PTLD (B-cell type) as one of the following: 

a) Relapsed disease <12 months after completion of initial treatment with 
chemoimmunotherapy or primary refractory disease 

b) Relapsed disease >12 months after completion of initial treatment with 
chemoimmunotherapy and partial response following second-line therapy 

c) Third-line and subsequent therapy (if CD19-directed CAR T-cell therapy not previously 
given) for disease in second relapse or greater if partial response, relapse, or 
progressive disease following therapy for relapsed or refractory disease.3  

 
Pediatric Aggressive Mature B-Cell Lymphomas 
 
Primary Mediastinal Large B-Cell Lymphoma 
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For NCCN required criteria coverage: 
 
1. Less than 18 years of age; AND 
2. Prescribed by or in consultation with an oncologist; AND 
3. Consolidation/additional therapy if a partial response is achieved after therapy for relapsed 

or refractory disease (after use of ≥ 2 prior chemoimmunotherapy regimens).4  
 
Dosage:  
 
1. Administer a lymphodepleting regimen of cyclophosphamide and fludarabine before infusion 

of axicabtagene ciloleucel.  
2. The target dose is 2 × 106 CAR-positive viable T cells per kg body weight, with a maximum 

of 2 × 108 CAR-positive viable T cells.1 
 
Authorization Period and Renewal Criteria 

Axicabtagene ciloleucel is a one-time dose therapy 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. 
 

Code Description 

C82 Follicular lymphoma 

C83.07 Small cell B-cell lymphoma spleen 

C83.3 Diffuse large B-cell lymphoma  

C83.8 Other non-follicular lymphoma 

C85.1 Unspecified B-cell lymphoma 

C85.2 Mediastinal (thymic) large B-cell lymphoma 

C88.4 Extranodal marginal zone B-cell lymphoma of mucosa-associated lymphoid 
tissue [MALT-lymphoma] 

D47.Z1 Post-transplant lymphoproliferative disorder (PTLD) 
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Q2041 
 

Axicabtagene ciloleucel, up to 200 million autologous anti-cd19 car positive 
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:  5/23/2023, 6/3/2024, 6/12/2025 

3 Department Owner:   Medical Affairs   

4  NH Advisory Committee 
Approval Dates:  

6/7/2023, 6/18/2024, 6/27/2025, 7/11/2025 

5  Revision Changes:   6/3/2024 Added additional definition and added adverse effects of 
CAR-T therapy 
6/12/2025 Updated discussion section, definitions, dosage, and 
coding; removed policy criteria not endorsed by FDA or NCCN; v.2.0 
7/11/2025 Removed any mention of the REM requirement due to 
recent FDA update; 2.1  

References 
 

1 Yescarta (axicabtagene ciloleucel) [package insert]. 
https://www.fda.gov/media/108377/download?attachment. Accessed June 12, 2025. 
 
2 CAR T cells: Engineering patients’ immune cells to treat their cancers. National Cancer 
Institute. https://www.cancer.gov/about-cancer/treatment/research/car-t-cells. Accessed June 
12, 2025. 
 
3 National Comprehensive Cancer Network. NCCN Guidelines: B-Cell Lymphoma. 
https://www.nccn.org/professionals/physician_gls/pdf/b-cell.pdf. Accessed June 12, 2025. 
 
4 National Comprehensive Cancer Network. NCCN Guidelines: Pediatric Aggressive Mature B-Cell 
Lymphomas. https://www.nccn.org/professionals/physician_gls/pdf/ped_b-cell.pdf. Accessed 
June 12, 2025. 
 
5 Shimabukuro-Vornhagen A, Gödel P, Subklewe M, et al. Cytokine release syndrome. J 
Immunother Cancer. 2018;6(1):56. Published 2018 Jun 15. 
https://pmc.ncbi.nlm.nih.gov/articles/PMC6003181/. Accessed June 12, 2025. 
 
6 U.S. Food & Drug Administration. https://www.fda.gov/about-fda/what-we-do. Accessed June 
12, 2025. 
 
 

https://www.fda.gov/media/108377/download?attachment
https://www.cancer.gov/about-cancer/treatment/research/car-t-cells
https://www.nccn.org/professionals/physician_gls/pdf/b-cell.pdf
https://www.nccn.org/professionals/physician_gls/pdf/ped_b-cell.pdf
https://pmc.ncbi.nlm.nih.gov/articles/PMC6003181/
https://www.fda.gov/about-fda/what-we-do


 
 

 

Page 8 of 8 
 

 

2025 © NantHealth, Inc. All rights reserved. NantHealth – Proprietary 

Medical Oncology Guidelines 

 
7 Huq ME, Bhatnagar NK, Hostoffer RW. Hypogammaglobulinemia. [Updated 2023 Jun 5]. In: 
StatPearls [Internet]. Treasure Island (FL): StatPearls Publishing; 2025 Jan. 
https://www.ncbi.nlm.nih.gov/books/NBK563134/. June 12, 2025. 
 
8 National Comprehensive Cancer Network. https://www.nccn.org/home. Accessed June 12, 
2025. 
 

https://www.ncbi.nlm.nih.gov/books/NBK563134/
https://www.nccn.org/home

