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This Molina Clinical Policy (MCP) is intended to facilitate the Utilization Management process. Policies are not a supplementation or 
recommendation for treatment; Providers are solely responsible for the diagnosis, treatment and clinical recommendations for the Member. 
It expresses Molina's determination as to whether certain services or supplies are medically necessary, experimental, investigational, or 
cosmetic for purposes of determining appropriateness of payment. The conclusion that a particular service or supply is medically necessary 
does not constitute a representation or warranty that this service or supply is covered (e.g., will be paid for by Molina) for a particular Member. 
The Member's benefit plan determines coverage – each benefit plan defines which services are covered, which are excluded, and which are 
subject to dollar caps or other limits. Members and their Providers will need to consult the Member's benefit plan to determine if there are any 
exclusion(s) or other benefit limitations applicable to this service or supply. If there is a discrepancy between this policy and a Member's plan 
of benefits, the benefits plan will govern. In addition, coverage may be mandated by applicable legal requirements of a State, the Federal 
government or CMS for Medicare and Medicaid Members. CMS's Coverage Database can be found on the CMS website. The coverage 
directive(s) and criteria from an existing National Coverage Determination (NCD) or Local Coverage Determination (LCD) will supersede the 
contents of this MCP and provide the directive for all Medicare members. References included were accurate at the time of policy approval 
and publication. 

Mantle cell lymphoma (MCL) is a type of aggressive non-Hodgkin lymphoma (NHL) derived from mature B cells 
normally found in the mantle zone of lymph node, a thin layer surrounding germinal follicles. It is named for its 
origins in the mantle zone, a ring of cells within the lymph nodes where B cells grow and take on specialized 
functions. Incidence is relatively rare; MCL patients represent only about 6% (about 4,200 cases) of all new cases 
of NHL in the United States. MCL more commonly affects men, with a median age at presentation of 65 years 
and is typically at an advanced stage at diagnosis (stage III and IV) with disseminated disease involving blood, 
bone marrow, gastrointestinal tract and/or spleen. MCL is associated with poor prognosis and a continued high 
relapse rate after treatment; the MCL International Prognostic Index (MIPI) uses clinical features to stratify 5-year 
overall survival in patients with advanced-stage MCL. Treatment is not curative, and despite treatment advances, 
relapsed and refractory MCL remains difficult to treat. Similar to other forms of NHL, there is no consensus on 
the best treatment for relapsed or refractory MCL; however, there are an increasing number of treatment options 
available for MCL patients and a novel line of therapy with the approval of Tecartus, a chimeric antigen receptor 
T-cell therapy (CAR T-cell therapy). Tecartus is the third CAR T-cell therapy to receive regulatory approval (after
Kymriah and Yescarta) and the first cell-based gene therapy approved by the FDA for the treatment of MCL.

Tecartus (brexucabtagene autoleucel; brex-cel) consists of an anti-CD19 single-chain variable fragment with 
a CD3 zeta T-cell activation domain and a CD28 signaling domain. During the manufacturing process, circulating 
tumor cells are separated from autologous immune cells. Brex-cel, an autologous anti-CD19 CAR T-cell therapy, 
is prepared from the patient's peripheral blood cells obtained via leukapheresis using a manufacturing process 
that includes T-cell enrichment. The patient’s T-cells are collected and modified in the lab, after which they are 
expanded and infused back into the individual. Specifically, Tecartus contains T-cells modified to produce a 
chimeric antigen receptor or CAR, a synthetic receptor that helps immune cells recognize a certain cancer protein 
called CD19. Tecartus involves a single infusion of genetically modified T cells. The turnaround time from cell 
collection to reinfusion of the altered cells usually takes a few weeks. Low-dose chemotherapy is administered 
prior to the CAR-T infusion to deplete cancerous immune cells and make room for new immune cells.  

The FDA approval of Tecartus (KTE-X19), is based on efficacy and safety data from the ongoing, single-arm, 
open-label, multicenter trial (ZUMA-2; NCT02601313), which evaluated the efficacy and safety of a single infusion 
in adult patients with relapsed or refractory MCL who had previously received anthracycline- or bendamustine-
containing chemotherapy, an anti-CD20 antibody, and a Bruton tyrosine kinase inhibitor (ibrutinib or 
acalabrutinib). 

This indication was granted under accelerated approval based on overall response rate and durability of 
response. Continued approval for this indication may be contingent upon verification and description of 
clinical benefit in a confirmatory trial. 

DISCLAIMER 

OVERVIEW 
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COVERAGE POLICY 

 
Tecartus (brex-cel) for treatment of relapsed or refractory MCL may be considered medically necessary when 
ALL of the following clinical criteria are met:   
 
1. Definitive diagnosis of MCL as evidenced by routine histology and immunohistochemistry:  

 
a. Lymph node biopsy (aspiration is insufficient to establish a diagnosis)  

 
EXCEPTION: In rare cases of leukemic manifestation only, a bone marrow biopsy may be sufficient if 
additional diagnostic measures are applied: immunophenotype (CD5+, CD19/20+), detection of 
t(11;14)(q13;q32) and overexpression of cyclin D1 (ESMO, 2020)  

 
AND 
b. Surface markers of B cells (e.g., CD5+, CD19/20+) 
 
AND 
c. Cytogenetic detection of the t(11;14) by either karyotyping or FISH (fluorescence in situ hybridization);

OR  
Immunohistochemistry for cyclin D1 (presence of cyclin D1 positive cells) and/or SOX11 (positive in MCL)

 

 
 

Informational Note: Diagnosis should be based on a surgical specimen, preferably a lymph node biopsy (ESMO 2020). MCL is diagnosed 
in accordance with the WHO criteria for hematological neoplasms and detection of cyclin D1 expression or the t(11;14) translocation* 
along with mature B-cell proliferation [a chromosome translocation between chromosome 11 and 14, t(11;14)(q13;q32).   

 
AND 
2. Relapsed or refractory MCL and has previously received the following therapies. Documentation required: 

a. Anthracycline or bendamustine-containing chemotherapy; AND 
b. Anti-CD20 monoclonal antibody therapy; AND 
c. Bruton Tyrosine Kinase inhibitor: Ibrutinib (Imbruvica) or acalabrutinib (Calquence) 

 
Informational Note: NCCN Guidelines and the ZUMA-2 trial recommend the use of Tecartus after chemoimmunotherapy and Bruton Tyrosine 
Kinase inhibitor (Reference: NCCN. B-cell lymphomas. v.4.2020.) 

 
AND 
3. Adequate bone marrow, cardiac, pulmonary, and organ function with no deterioration expected within 4 weeks 

after Tecartus infusion, as determined by the treating oncologist/hematologist and supported by the following 
labs: 

a. Platelet count ≥ 75,000/Ul; and 
b. Creatinine clearance (as estimated by Cockcroft Gault) > 60 mL/min; and 
c. Cardiac evaluation confirming: Cardiac ejection fraction ≥ 50%; No evidence of pericardial effusion as 

determined by an echocardiogram (ECHO); No clinically significant electrocardiogram (ECG) findings; 
and 

d. Baseline oxygen saturation > 92% on room air; and 
e. Screening tests for HIV and hepatitis B and C confirming no presence of active infection. 

NOTE: A history of hepatitis B or hepatitis C meets criteria if the viral load is undetectable per standard 
serological and genetic testing (per ESMO) 
 

NOTE: Lab results must be submitted within 14 days of the authorization confirming that member has adequate 
organ and bone marrow function and meets criteria 
 
Informational Note: Criteria 4a-4d supported per ZUMA-2 trial. Bone marrow involvement was found in 54% of patients, and 56% had 
extranodal disease in ZUMA-2 trial. 
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AND 
4. Confirmation/attestation of ALL of the following: 

a. Member will not receive ANY of the following:  
o A G-CSF agent within the first 3 weeks after Tecartus infusion or until CRS has resolved; AND  

Informational Note: Myeloid growth factors, particularly GM-CSF, are not recommended during the first 3 weeks after 
CAR T cell infusion or until CRS has resolved. (Kansagra et al. 2019) Levels of G-CSF and GM-CSF have been found 
to be elevated in patients with severe neurotoxicity and may be related to its development (Yáñez L et al. 2019; 
Santomasso et al. 2018) 

o Live virus vaccine for at least 6 weeks prior to the start of lymphodepleting chemotherapy, during 
Tecartus treatment and until immune recovery following treatment with Tecartus. 

AND 
b. For members with a history of allogeneic stem cell transplant: Documentation (e.g., recent chart notes) 

confirming that member has no signs of active graft versus host disease (GVHD) 
AND 
c. Member has not received, or is being considered for CAR-T therapy, other gene therapy, or other 

investigational cellular therapy for cancer 
AND 
d. For women of reproductive potential: 

o Member is not pregnant or breast-feeding: Negative serum pregnancy test within the past 30 
days; AND  

o Member has been counseled on the use of effective contraception during treatment. 
 
AND 
5. Clinical notes from member’s medical records, including: All relevant history and physical exams, disease staging, 

all prior therapies and cancer treatment history, anticipated treatment course applicable, labs and/or tests 
supporting the diagnosis (lab results must be dated within 14 days of request); AND 

6. Current weight for review of prescribed dosage  
 

 
 

CONTINUATION OF THERAPY 
The safety and efficacy of repeat treatment has not been studied and is currently not supported by any compendia 
nor indicated in the current FDA approved labeling. Requests for reauthorization or beyond one dose is considered 
not medically necessary and will not be authorized. 
 
Repeat administration of CAR-T cell is experimental and investigational since the safety and efficacy beyond ONE 
treatment has not been studied and is not indicated in the current FDA approval for Tecartus. The evidence is 
insufficient to determine the effects on net health outcomes. 

 
 

LIMITATIONS AND EXCLUSIONS 
There are no contraindications listed in the manufacturer’s labeling at this time. The following are considered 
exclusions based on insufficient evidence:  

1. Prior treatment, or being considered for treatment, with CAR-T therapy or other gene therapy; OR repeat 
treatment Tecartus 

2. Pregnancy: Not recommended for women who are pregnant, and pregnancy after Tecartus infusion should 
be discussed with the treating physician 

Informational Note: It is not known if Tecartus has the potential to be transferred to the fetus. Based on the mechanism of action of 
Tecartus, if the transduced cells cross the placenta, they may cause fetal toxicity, including B cell lymphocytopenia. 

3. Active hepatitis B virus (HBsAG positive) or active hepatitis C virus (anti-HCV positive) if viral load is 
detectable; Human immunodeficiency virus (HIV) positive. NOTE: A history of hepatitis B or hepatitis C is 
permitted if the viral load is undetectable per quantitative PCR and/or nucleic acid testing. 

4. Active, uncontrolled infections (fungal, bacterial, viral, or other uncontrolled infections); Uncontrolled or 
requires IV antimicrobials (antibiotics, antifungals, antiprotozoals, antivirals). 

5. Active inflammatory disorders 
6. Active GVHD 
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7. Presence or history of: 
a. Active or primary CNS disease; detectable cerebrospinal fluid malignant cells or brain metastases;  
b. Presence or history of: Active or primary CNS disease; detectable cerebrospinal fluid malignant cells 

or brain metastases; Primary CNS lymphoma or CNS disorder such as seizure disorder, 
cerebrovascular ischemia/hemorrhage, dementia, cerebellar disease, or any autoimmune disease with 
CNS involvement [Informational Note: NCCN guidelines define CNS involvement (CNS leukemia CNS-
3) as the following: WBC count of ≥ 5 leukocytes/mcL in the CSF with the presence of lymphoblasts] 
 

The following are considered experimental, investigational and unproven based on insufficient evidence: 
1. Any indications other than those listed above 

Based on the peer-reviewed medical literature the safety and effectiveness for indications other than the medically necessary 
indication listed above has not been established. 

2. Prior treatment with CAR T-cell therapy, any other gene therapy, or is being considered for treatment with 
any other gene therapy 

3. Acute lymphoblastic leukemia (ALL) and chronic lymphocytic leukemia (CLL) 
Tecartus is currently in Phase 1/2 trials for ALL and CLL. The use of Tecartus in ALL and CLL is investigational, and its safety and 
efficacy have not been established in these cancer types. 

 
 

DURATION OF APPROVAL: Duration sufficient for ONE single course of treatment. 
 
PRESCRIBER REQUIREMENTS: Prescribed by, or in consultation with, an oncologist/hematologist at a certified 
treatment center 
 
AGE RESTRICTIONS: 18 years of age or older at time of infusion 
Pediatric patients: The safety and efficacy in pediatric patients have not been established. 

 
DOSING CONSIDERATIONS: MCL (relapsed or refractory): A treatment course consists of lymphodepleting 
chemotherapy (with fludarabine and cyclophosphamide) on the 5th, 4th, and 3rd day prior to Tecartus infusion.  
 Target dose is 2 x 106 CAR-positive viable T cells/kg body weight, not to exceed 2 x 108 CAR-positive viable 

T cells. Confirm availability of autologous Tecartus prior to initiating lymphodepleting chemotherapy. 
 Pre-treatment: A lymphodepleting chemotherapy regimen of 3 doses of cyclophosphamide and fludarabine 

infused intravenously on 5th, 4th, and 3rd day before infusion of Tecartus: Fludarabine 30 mg/m2 IV daily for 3 
days; Cyclophosphamide 500 mg/m2 IV daily for 3 days starting with the first dose of fludarabine. 

 Premedication (acetaminophen and diphenhydramine) is required prior to Tecartus infusion. Ensure 
tocilizumab and emergency equipment are available prior to infusion and during recovery period. 
 

MONITORING PARAMETERS:  
 Monitor for signs/symptoms of Cytokine Release Syndrome (CRS), Neurologic Toxicities [BOXED 

WARNINGS]  
 Screen for hepatitis B virus (HBV), hepatitis C virus, and HIV in accordance with clinical guidelines prior to 

collection of cells for manufacturing. The American Society of Clinical Oncology HBV screening and 
management provisional clinical opinion (ASCO [Hwang 2020]) recommends HBV screening with hepatitis B 
surface antigen, hepatitis B core antibody, total Ig or IgG, and antibody to hepatitis B surface antigen prior to 
beginning (or at the beginning of) systemic anticancer therapy; do not delay treatment for screening/results. 
Detection of chronic or past HBV infection requires a risk assessment to determine antiviral prophylaxis 
requirements, monitoring, and follow-up. 

 
 

QUANTITY LIMITATIONS: ONE (1) single treatment course of Tecartus for lifetime 
 
Concurrent Authorizations: Authorizations for Tecartus will also receive approval of Actemra (tocilizumab).  Max 
8 single dose vials per lifetime [Refer to Actemra (tocilizumab) Policy No: C10265-A]. 

Informational Note: Actemra is indicated for the treatment of CAR T cell-induced severe or life-threatening CRS in patients ≥ 2 years of age. 
According to the FDA approved labeling for intravenous tocilizumab, the dose should not exceed 800 mg per infusion every 4 weeks for RA 
or CRS patients (Actemra Prescribing Information, 2020). 

 

https://www.breyanzihcp.com/treatment-centers/
https://www.breyanzihcp.com/treatment-centers/
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ADMINISTRATION:  
1. Tecartus is considered a provider-administered therapy under the expertise and safety measures available in 

certified treatment centers enrolled in the REMS program  
 Certified healthcare facilities must have on-site, immediate access to tocilizumab. 
 Ensure that a minimum of 2 doses of tocilizumab are available for each patient for infusion within 2 hours 

after Tecartus infusion, if needed for treatment of CRS. 
 Certified healthcare facilities must ensure that healthcare providers who prescribe, dispense, or 

administer Tecartus are trained on the management of CRS and neurologic toxicities. 
2. Refer to MHI Policy & Procedure (P&P): Specialty Medication Administration Site of Care Policy: MHI Pharm 

11 
 

DOCUMENTATION REQUIREMENTS. Molina Healthcare reserves the right to require that additional documentation be made available as 
part of its coverage determination; quality improvement; and fraud; waste and abuse prevention processes. Documentation required may 
include, but is not limited to, patient records, test results and credentials of the provider ordering or performing a drug or service. Molina 
Healthcare may deny reimbursement or take additional appropriate action if the documentation provided does not support the initial 
determination that the drugs or services were medically necessary, not investigational or experimental, and otherwise within the scope of 
benefits afforded to the member, and/or the documentation demonstrates a pattern of billing or other practice that is inappropriate or excessive. 

 
ROUTE OF ADMINISTRATION: Intravenous Infusion 

 
DRUG CLASS: Antineoplastic Agent, Anti-CD19; Antineoplastic Agent, Chimeric Antigen Receptor (CAR) T 
Immunotherapy; CAR-T Cell Immunotherapy; Cellular Immunotherapy, Autologous. 
 
FDA-APPROVED USES: Mantle Cell Lymphoma (MCL), relapsed or refractory  
Treatment of relapsed or refractory MCL in adults. FDA Approval: July 24, 2020 

 
COMPENDIAL APPROVED OFF-LABELED USES: None 
 
RISK EVALUATION AND MITIGATION STRATEGY (REMS): Available only through the Yescarta and Tescartus 
REMS program due to the serious risks of CRS and neurologic toxicities. 
 
BOXED WARNING: CRS; Neurologic Toxicities 

 
The best available published evidence to date on Tecartus for the treatment of relapsed or refractory MCL in adults 
includes a phase 2 trial (ZUMA-2; A Phase 2 Multicenter Study Evaluating Subjects with Relapsed/Refractory MCL; 
NCT02601313) 

 
FDA approval was based on data from ZUMA-2, an ongoing, single arm, open-label trial that enrolled 74 adult patients 
with relapsed or refractory MCL who had previously received anthracycline- or bendamustine-containing 
chemotherapy, an anti-CD20 antibody therapy and a Bruton tyrosine kinase inhibitor (ibrutinib or acalabrutinib). The 
median age of patients was 65 years, with 57% of patients aged ≥65 years (NCT02601313). 62% of patients achieved 
a complete remission to a single treatment in ZUMA-2. 
 The objectives of the study are to evaluate the efficacy (60 patients) and safety (68 patients) after a single 

infusion of Tecartus.  
 Tecartus was successfully manufactured for 71 patients, administered to 68 patients, and 60 patients were 

followed for at least 6 months after their first objective disease response, making them efficacy-evaluable. 
Several patients died or developed exclusionary complications before CAR-T administration. 

 Primary endpoint: Percentage of patients with an objective response (complete or partial response) on 
independent radiologic review. 

DRUG INFORMATION 

SUMMARY OF MEDICAL EVIDENCE 

https://www.tecartushcp.com/treatment-center-locator?utm_medium=ppc&utm_source=google&utm_campaign=HCP:+Awareness&utm_content=Branded+Home+Page+Generic&utm_term=tecartus&utm_id=PS210111191701
https://www.yescartatecartusrems.com/
https://www.yescartatecartusrems.com/
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 Secondary endpoints include duration of response, progression-free survival, overall survival, incidence of 
adverse events, incidence of anti-CD19 CAR antibodies, levels of anti-CD19 CAR T cells in blood, levels of 
cytokines in serum, and changes over time in the EQ-5D scale score and visual analogue scale score.  

 The primary efficacy analysis showed that 93% of the 60 patients in the primary efficacy analysis had an 
objective response; 67% had a complete response. Per the protocol, the primary efficacy analysis was to be 
conducted after 60 patients had been treated and followed for 7 months. 

 Of the 60 patients evaluable for efficacy based on a minimum duration of follow-up for response of 6 months, 
the ORR was 87%, with a complete remission rate of 62% [ORR: significantly reduced tumor burden; CR: 
complete cancer eradication] 

 Of all 74 leukapheresed patients, the objective response rate as assessed by independent review committee 
was 80%, with a complete response rate of 55%  

 At 12 months, the estimated progression-free survival and overall survival were 61% and 83%, respectively. At 
a median follow-up of 17.5 months (n=60 evaluable for efficacy), 92% of patients had achieved a response, 
including 67 percent with a complete response. Secondary endpoints of median duration of response, PFS and 
overall survival all were not yet reached.  

 The median number of prior therapies was 3; the majority of patients (81%) had ≥ 3 treatments. Almost all 
patients had received prior anthracycline or bendamustine and 100% of patients had received a prior anti-CD20 
antibody. Bruton Tyrosine Kinase inhibitors had been given to 100% of patients prior to study entry.  

 37% of patients received bridging therapy, most commonly with ibrutinib (21%). Of those who received bridging 
therapy, most had higher disease burden prior to infusion of the CAR T cells compared with baseline (92%). 

 Bone marrow involvement was found in 54% of patients, and 56% had extranodal disease. 
 
In the safety analysis, CRS occurred in 91% (n=82 evaluable for safety; 75/82) of patients receiving Tecartus, 
including Grade 3 or higher CRS in 18% of patients and 37% experienced neurologic events. The median time to 
onset of CRS was 3 days (range: 1 to 13 days) and the median duration of CRS was 10 days (range: 1 to 50 days). 
 Among patients with CRS, key manifestations (>10%) included fever (99%), hypotension (60%), hypoxia (37%), 

chills (33%), tachycardia (37%), headache (24%), fatigue (19%), nausea (13%), alanine aminotransferase 
increased (13%), aspartate aminotransferase increased (12%), and diarrhea (11%).  

 The most common (≥ 10%) Grade 3 or higher adverse reactions were anemia, neutropenia, thrombocytopenia, 
hypotension, hypophosphatemia, encephalopathy, leukopenia, hypoxia, pyrexia, hyponatremia, hypertension, 
infection-pathogen unspecified, pneumonia, hypocalcemia and lymphopenia. 

 Management for CRS included tocilizumab (Actemra; 59%) or corticosteroids (22%). The median time to onset 
was 2 days and the median duration was 11 days. All events resolved. 

 
ZUMA-2 is ongoing; the estimated study completion date is October 2038. 
 
Continued approval of Tecartus for the treatment of relapsed or refractory MCL may be contingent upon verification 
and description of clinical benefit in confirmatory trials. The FDA is also requiring a post-marketing observational study 
to evaluate long-term safety.  
 
National and Specialty Organizations   
National Comprehensive Cancer Network (NCCN)  
B-Cell Lymphomas Version 2.2020 (July 9, 2020) 
For relapsed or refractory disease, recommendations include high-dose therapy with autologous stem cell rescue and 
second-line agents bendamustine, bortezomib, temsirolimus, ibrutinib or lenalidomide with rituximab. Allogeneic stem 
cell transplantation can be considered in selected patients as part of a second-line consolidation. 
 
NCCN Guidelines for Patients: Immunotherapy Side Effects Series  
NCCN published guidelines intended to inform patients and their caregivers regarding adverse events associated 
with cancer therapies and focuses on CAR T-cell therapy (NCCN.org/patients). The document focuses on the two 
most common CAR-T treatment-related toxicities, CRS and immune effector cell-associated neurotoxicity syndrome 
(ICANS) and includes information for the patient and caregiver to identify indicators of CRS or ICANS after CAR-T 
infusion and management options.  
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The Institute for Clinical and Economic Review (ICER) published a final Evidence Report (March 2018) entitled 
Chimeric Antigen Receptor T-Cell Therapy for B-Cell Cancers: Effectiveness and Value. ICER’s analyses reviewed 
outcomes for tisagenlecleucel (Kymriah) in B-ALL and NHL and axicabtagene ciloleucel (Yescarta) in NHL compared 
to outcomes in patients who received other therapies with similar FDA indications. Evidence is insufficient to judge 
whether one CAR-T therapy is superior to the other for NHL. In general, the findings suggest that the CAR-T therapies 
provide a net health benefit compared to standard chemoimmunotherapy regimens and found both therapies to be 
cost-effective in the long-term for the specified indications.  However, at the current time there is uncertainty given 
that the studies of CAR-T therapies are all single-arm trials that are small and have short follow-up. These 
uncertainties make the comparative efficacy analyses versus standard therapy controversial. 
 
CAR T-cell therapy-associated TOXicity (CARTOX) Working Group  
CARTOX published the Chimeric antigen receptor T-cell therapy assessment and management of toxicities guideline 
(Neelapu et al., 2017). The guidelines summarize the two major toxicities associated with CAR T therapy:  CRS, the 
most commonly observed toxicity, can range in severity from low-grade constitutional symptoms to a high-grade 
syndrome associated with life-threatening multi-organ dysfunction; rarely, severe CRS can evolve into fulminant 
hemophagocytic lymphohistiocytosis (HLH). Neurotoxicity, termed CAR T-cell-related encephalopathy syndrome 
(CRES), is the second most-common adverse event, and can occur concurrently with or after CRS. The guidelines 
recommend that intensive monitoring and prompt management of toxicities is essential to minimize the morbidity and 
mortality associated with this potentially curative therapeutic approach that include a multidisciplinary approach to 
provide recommendations for monitoring, grading, and managing the acute toxicities that can occur in patients treated 
with CAR T-cell therapy.  

 
Anti-CD20 monoclonal antibodies (mAbs): Used to achieve B cell depletion and were initially developed to treat B 
cell proliferative disorders, including non-Hodgkin’s lymphoma and chronic lymphocytic leukemia. 
 
Chimeric Antigen Receptor T-cells (CAR T-cells): T-cells that have been genetically altered in order to improve 
the ability of the T-cells to fight cancer. The genetic modification creates a new and special receptor on the surface 
of the T-cell. This special receptor is called a CAR and there are many CARs on the surface of the T-cell. CAR 
enhances the ability of the T-cell to recognize and attach to a specific protein, called an antigen, on the surface of a 
cancer cell. (CMS) 
 
CAR T-cells are most often used to treat hematological malignancies, and a common target is B-cell cluster of 
differentiation antigen 19 (CD19). CAR T-cell infusion is typically administered in an outpatient setting, although 
patients receiving treatment may require an inpatient stay if adverse events are encountered. Patients typically must 
remain close to the treatment facility or clinic for a period of up to 6-8 weeks for monitoring and rapid identification of 
treatment-related adverse events that require hospitalization. CAR T therapy is associated with serious complications, 
including some fatal neurologic events and CRS, which is a severe systemic response (e.g., high fever, flu-like 
symptoms, hypotension, mental status changes) to the activation and proliferation of CAR T-cells. CRS is observed 
in nearly all treated patients and may be life-threatening, but it typically responds to treatment with aggressive 
supportive care that includes tocilizumab and corticosteroids. Neurologic toxicities may also be severe or life-
threatening. Other adverse events include hypersensitivity reactions, serious infections, prolonged cytopenias, 
prolonged hypogammaglobulinemia, and second malignancies. 
 
Cytokine release syndrome (CRS): An acute systemic inflammatory response syndrome characterized by fever, 
with or without multiple organ dysfunction that is associated with CAR-T cell therapy or other forms of immunotherapy. 
Clinical manifestations include fever, which may be accompanied by fatigue, headache, rash, diarrhea, arthralgia, 
and myalgia. Milder CRS can progress to a more severe syndrome, which may include hypotension, hypoxia, and 
uncontrolled systemic inflammatory response with circulatory collapse, vascular leakage, peripheral and/or pulmonary 
edema, renal failure, cardiac dysfunction, and multiorgan system failure. 
 
 
 

SUPPLEMENTAL INFORMATION   

https://www.cms.gov/medicare-coverage-database/details/nca-decision-memo.aspx?NCAId=291
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Outcomes Measures in Clinical Trials 
 Objective response rate (ORR) is defined as the incidence of a CR or a PR per the Lugano Classification 

(Cheson et al, 2014), as determined by the Independent Radiology Review Committee (IRRC). 
 Duration of response (DOR) is defined as the time from their first objective response to disease progression or 

death. 
 Best objective response is defined as the incidence of CR, PR, SD, progressive disease, or unevaluable as 

best response to treatment 
 Progression free survival (PFS) is defined as the time from the anti‑CD19 CAR T cells infusion date to the date 

of disease progression or death from any cause 
 Overall Survival (OS): Percentage of participants experiencing treatment-emergent adverse events; 

Percentage of participants who had clinically significant changes in laboratory values. 

CODING & BILLING INFORMATION 

 
CPT Description 
0537T Chimeric antigen receptor T-cell (CAR-T) therapy; harvesting of blood-derived T lymphocytes for 

development of genetically modified autologous CAR-T cells, per day 
0538T Chimeric antigen receptor T-cell (CAR-T) therapy; preparation of blood-derived T lymphocytes for 

transportation (eg, cryopreservation, storage) 
0539T Chimeric antigen receptor T-cell (CAR-T) therapy; receipt and preparation of CAR-T cells for 

administration 
0540T Chimeric antigen receptor T-cell (CAR-T) therapy; CAR-T cell administration, autologous 

 
HCPCS Description 
Q2053 Brexucabtagene autoleucel, up to 200 million autologous anti-cd 19 car positive viable t cells, 

including leukapheresis and dose preparation procedures, per therapeutic dose 
 
AVAILABLE DOSAGE FORMS: Supplied in an infusion bag containing approximately 68mL of frozen suspension 
of genetically modified autologous T cells in 5% DMSO and human serum albumin 
 
CODING DISCLAIMER. Codes listed in this policy are for reference purposes only and may not be all-inclusive. Deleted codes and codes which 
are not effective at the time the service is rendered may not be eligible for reimbursement. Listing of a service or device code in this policy does 
guarantee coverage. Coverage is determined by the benefit document. Molina adheres to Current Procedural Terminology (CPT®), a registered 
trademark of the American Medical Association (AMA). All CPT codes and descriptions are copyrighted by the AMA; this information is included 
for informational purposes only. Providers and facilities are expected to utilize industry standard coding practices for all submissions. When 
improper billing and coding is not followed, Molina has the right to reject/deny the claim and recover claim payment(s). Due to changing industry 
practices, Molina reserves the right to revise this policy as needed. 

APPROVAL HISTORY 

 

 
   Q4 2020     P&T           New policy. IRO Peer Review: 8/17/2020. Practicing physician board certified in Hematology & Oncology,   
   8/11/2021   MCPC       Policy reviewed and updated, no changes in coverage criteria, updated references. 

Policy converted to new template in Sep 2021.                                         
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Reserved for State specific information (to be provided by the individual States, not Corporate). Information 
includes, but is not limited to, State contract language, Medicaid criteria and other mandated criteria. 

 
Centers for Medicare & Medicaid Services (CMS)  
On August 7th, 2019 CMS published a National Coverage Determination (NCD) regarding CAR-T therapy coverage 
in the Medicare program. According to the NCD, for services performed on or after August 7, 2019, CMS covers 
autologous treatment for cancer with T-cells expressing at least one chimeric antigen receptor (CAR) when 
administered at healthcare facilities enrolled in the FDA risk evaluation and mitigation strategies (REMS) and used 
for a medically accepted indication as defined at Social Security Act section 1861(t)(2) -i.e., is used for either an 
FDA-approved indication (according to the FDA-approved label for that product), or for other uses when the product 
has been FDA-approved and the use is supported in one or more CMS-approved compendia. Reference Publication 
100-03, National Coverage Determination (NCD) Manual Section 110.24 for complete coverage criteria.  (Rev. 
10454, Issued: 11-13-20, Effective: 08-07-19, Implementation: 02-16-21) 

 
NOTE: On 11/2020, a Change Request (CR) was issued to inform of coverage effective for claims with dates of 
service on or after August 7, 2019 [Link: TN 10454 (Medicare Claims Processing)] 

 

APPENDIX 

https://www.cms.gov/medicare-coverage-database/details/ncd-details.aspx?NCDId=374&ncdver=1&NCAId=291&bc=AIAAAAAACAAA&
https://www.cms.gov/files/document/r10454cp.pdf
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