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Introduction 

Multiple myeloma (MM) is a cancer of a type of white blood cell known as a plasma cell. Normal 
plasma cells help the body fight infections. In multiple myeloma, abnormal plasma cells build up 
and reduce the body’s ability to protect itself against infections. Multiple myeloma causes bone 
and calcium problems, low blood count, infections, and kidney problems. Chimeric antigen 
receptor (CAR) T-cell therapy is a type of treatment used for multiple myeloma that has either 
been treated and returned or that has continued to progress after previous treatment. In CAR T-
cell therapy, specific immune system cells are withdrawn from the individual’s blood, modified in 
a lab, and then given back to the individual. The goal of CAR T-cell therapy is for the modified 
immune cells to attack and destroy cancer cells. This policy describes when CAR T-cell drugs 
used to treat multiple myeloma may be considered medically necessary.  
 

Note:   The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The 
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for 
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can 
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a 
service may be covered. 
 

Policy Coverage Criteria  
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Drug Medical Necessity 
Abecma® (idecabtagene 
vicleucel) IV, 
Carvykti® (ciltacabtagene 
autoleucel) IV 

Abecma® (idecabtagene vicleucel) and Carvykti® 
(ciltacabtagene autoleucel) may be considered medically 
necessary for individuals with multiple myeloma if they meet 
all of the following criteria: 
• Are adults (age ≥18) at the time of infusion 
• Have a documented diagnosis of multiple myeloma 
• Have relapsed or refractory disease after 4 or more prior lines 

of therapy, including an immunomodulatory agent, a 
proteasome inhibitor, and an anti-CD38 monoclonal antibody 
(see Related Information) 

• Have adequate organ and bone marrow function as 
determined by the treating oncologist/hematologist 

• Does not have active infection(s) or inflammatory disorders 
• Have not received prior chimeric antigen receptor T therapy or 

any other gene therapy or are being considered for treatment 
with any other gene therapy 

 
Abecma® and Carvykti® are considered investigational when 
the above criteria are not met. 

 

Drug Investigational 
Abecma® (idecabtagene 
vicleucel) IV, 
Carvykti® (ciltacabtagene 
autoleucel) IV 

All other uses of Abecma® (idecabtagene vicleucel) and 
Carvykti® (ciltacabtagene autoleucel) for conditions not 
outlined in this policy are considered investigational. 

 

Documentation Requirements 
The individual’s medical records submitted for review for all conditions should document 
that medical necessity criteria are met. The record should include the following: 
• Are adults (age ≥18) at the time of infusion 
• Have a documented diagnosis of multiple myeloma 
• Have relapsed or refractory disease after 4 or more prior lines of therapy, including an 

immunomodulatory agent, a proteasome inhibitor, and an anti-CD38 monoclonal antibody 
• Have adequate organ and bone marrow function as determined by the treating 

oncologist/hematologist 
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Documentation Requirements 
• Does not have active infection(s) or inflammatory disorders 
• Have not received prior chimeric antigen receptor T therapy or any other gene therapy or are 

being considered for treatment with any other gene therapy. 
 

Coding  

 

Code Description 
HCPCS 
C9081 Idecabtagene vicleucel, up to 460 million autologous anti-BCMA CAR-positive viable T 

cells, including leukapheresis and dose preparation procedures, per therapeutic dose 
(Abecma®)  (Code terminated 1/1/22) 

Q2055 Idecabtagene vicleucel, up to 460 million autologous B-cell maturation antigen 
(BCMA) directed CAR-positive T cells, including leukapheresis and dose preparation 
procedures, per therapeutic dose (Abecma®) (New code effective 1/1/22) 

Q2056 Ciltacabtagene autoleucel, up to 100 million autologous B-cell maturation antigen 
(BCMA) directed CAR-positive T cells, including leukapheresis and dose preparation 
procedures, per therapeutic dose (Carvykti® ) (new code effective 10/1/22) 

Note:  CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS 
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS). 

 

Related Information  

 

Benefit Application 

Abecma® (idecabtagene vicleucel) and Carvykti® (ciltacabtagene autoleucel) are managed 
through the Medical benefit. 

 

Consideration of Age 

Age limits specified in this policy are determined according to the U.S. Food & Drug 
Administration (FDA) approved indication.  
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FDA Recommended Dose of Abecma® (idecabtagene vicleucel) for 
Multiple Myeloma 
300 to 460 x 106 chimeric antigen receptor-positive viable T cells intravenously. 

FDA Recommended Dose of Carvykti® (ciltacabtagene autoleucel) for 
Multiple Myeloma 

0.5 to 1.0 x 106 chimeric antigen receptor-positive viable T cells per kg of body weight with a 
maximum dose of 1 x 108 chimeric antigen receptor-positive viable T cells per single infusion. 

 

Black Box Warning and Associated Restricted Program under a Risk 
Evaluation and Mitigation Strategy (REMS) 
Abecma® (idecabtagene vicleucel) has a black box warning because of the risks of cytokine 
release syndrome, neurologic toxicity, hemophagocytic lymphohistiocytosis/macrophage 
activation syndrome, and prolonged cytopenia. Idecabtagene vicleucel should not be 
administered to individuals with an active infection or inflammatory disorders. It is 
recommended that severe or life-threatening cytokine release syndrome be treated with 
tocilizumab or tocilizumab and corticosteroids. Individuals should be monitored for neurologic 
events after treatment. 

Abecma® (idecabtagene vicleucel) is available only through a restricted program under a risk 
evaluation and mitigation strategy (REMS) called the Abecma REMS. The requirement for the 
REMS components are as follows: 

• Health care facilities that dispense and administer this chimeric antigen receptor T therapy 
must be enrolled and comply with the REMS requirements. 

• Certified health care facilities must have onsite, immediate access to tocilizumab, and ensure 
that a minimum of 2 doses of tocilizumab are available for each individual for administration 
within 2 hours after infusion of this chimeric antigen receptor T therapy, if needed for 
treatment of cytokine release syndrome. 

• Certified health care facilities must ensure that health care providers who prescribe, 
dispense, or administer these chimeric antigen receptor T therapies are trained to manage 
cytokine release syndrome and neurologic toxicities. 
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Black Box Warning and Associated Restricted Program under a Risk 
Evaluation and Mitigation Strategy (REMS) for Carvykti® (ciltacabtagene 
autoleucel) 
Carvykti® (ciltacabtagene autoleucel) has a black box warning because of the risks of cytokine 
release syndrome, neurologic toxicity, hemophagocytic lymphohistiocytosis/macrophage 
activation syndrome, and recurrent and prolonged cytopenia. Ciltacabtagene autoleucel should 
not be administered to individuals with an active infection or inflammatory disorders. It is 
recommended that severe or life-threatening cytokine release syndrome be treated with 
tocilizumab or tocilizumab and corticosteroids. Individuals should be monitored for neurologic 
events after treatment. 

Parkinsonism and Guillain-Barré syndrome and their associated complications resulting in fatal 
or life-threatening reactions have occurred following treatment with Carvykti® (ciltacabtagene 
autoleucel). 

Carvykti® (ciltacabtagene autoleucel) is available only through a restricted program under a 
REMS called the Carvykti® REMS. The requirement for the REMS components are similar to the 
Abecma REMS. 

 

Guidance for Definitions for Relapsed and Refractory Multiple Myeloma 

Relapsed Multiple Myeloma 

As per the 2016 International Myeloma Working Group Uniform Response Criteria for Multiple 
Myeloma, relapse requires 1 or more of the following direct indicators of increasing disease 
and/or end organ dysfunction that are considered related to the underlying plasma cell 
proliferative disorder. 

• Development of new soft tissue plasmacytomas or bone lesions 

• Definite increase in the size of existing plasmacytomas or bone lesions. A definite increase is 
defined as a 50% (and at least 1 cm) increase as measured serially by the sum of the 
products of the cross-diameters of the measurable lesion 

• Hypercalcemia (>11.5 mg/dL) [2.875 mmol/L] 

• Decrease in hemoglobin of >2 g/dL [1.25 mmol/L] or to <10 g/dL 

• Rise in serum creatinine by 2 mg/dL or more [177 μmol/L or more] 
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• Hyperviscosity 

 

Refractory Multiple Myeloma 

In the protocol of the pivotal KarMMa and CARTITUDE-1 studies, refractory multiple myeloma 
was defined as documented progressive disease during or within 60 days (measured from the 
last dose) of completing treatment with the last anti-myeloma drug regimen. As per the 2016 
International Myeloma Working Group Uniform Response Criteria for Multiple Myeloma, 
progression is defined as an increase of ≥25% from the lowest response value in any 1 or more 
of the following: 

• Serum M-component (the absolute increase must be ≥0.5 g/dL) and/or 

• Urine M-component (the absolute increase must be ≥200 mg/24 hour) and/or 

• Only in subjects without measurable serum and urine M-protein levels: the difference 
between involved and uninvolved free light chains levels (the absolute increase must be >10 
mg/dL) 

• Only in subjects without measurable serum and urine M-protein levels and without 
measurable disease by free light chains levels: bone marrow plasma cell percentage (the 
absolute percentage must be ≥10%) 

• Definite development of new bone lesions or soft tissue plasmacytomas or definite increase 
in the size of existing bone lesions or soft tissue plasmacytomas 

• Development of hypercalcemia (corrected serum calcium >11.5 mg/dL) that can be 
attributed solely to the plasma cell proliferative disorder 

 

Prior Lines of Therapies for Multiple Myeloma 

Three common classes of antimyeloma medications include anti-CD38 monoclonal antibodies 
(such as daratumumab or isatuximab), immunomodulatory drugs (such as thalidomide, 
lenalidomide, or pomalidomide) and proteasome inhibitors (such as bortezomib, carfilzomib, or 
ixazomib). 

 

Evidence Review  
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Background 

Relapsed/Refractory Multiple Myeloma 

Multiple myeloma is a hematologic malignancy characterized by the abnormal growth of plasma 
cells with production of abnormal proteins instead of typical antibodies. Plasma cell proliferation 
in the marrow causes bone pain and fractures due to lytic lesions and displaces other marrow 
cellular elements. The majority of individuals with myeloma present with symptoms related to 
organ involvement, including hypercalcemia, renal insufficiency, anemia, and bone lesions 
(known as calcium, renal failure, anemia, and bone lesions [CRAB] symptoms).1 

Multiple myeloma is a relatively rare cancer with an annual incidence of approximately 7 in 
100,000 Americans. It is estimated that 34,470 new cases of multiple myeloma were diagnosed 
in 2022 and 160,000 Americans are currently living with the disease.2 The American Cancer 
Society estimated that there will be approximately 12,640 deaths in the United States in 2022.3 

Multiple myeloma is primarily a disease of older adults, with a median age at diagnosis of 69. 
African-Americans appear to be at approximately twice the risk of white Americans, while Asian-
Americans appear to be at lower risk.2 The risk for developing multiple myeloma is unusually 
high in individuals with a history of monoclonal gammopathy of undetermined significance, a 
benign presence of abnormal monoclonal proteins in the blood. Such individuals are likely to 
develop multiple myeloma or a related malignancy at a rate of 1% per year.4 

 

Diagnosis 

Relapsed or refractory multiple myeloma is commonly identified through routine monitoring 
with laboratory studies using the standard 2016 International Myeloma Working Group 
response criteria for categorizing progression and relapse.5 Progression is usually identified by a 
rise in monoclonal (M) protein in the serum or urine or in the serum free light chain ratio. Not all 
individuals with progression on laboratory testing need immediate treatment. Therapy is 
indicated if there is a clinical relapse, extramedullary disease, or a rapid rise in paraproteins. 

 

Current Treatment 

The majority of individuals with multiple myeloma respond to initial therapies that consist of 
combination treatments and autologous stem cell transplant. However, conventional therapy is 
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not curative and most of these individuals will ultimately progress. A small proportion of 
individuals do not respond to initial treatment (i.e., refractory disease). 

There is no single standard treatment for individuals with relapsed/refractory multiple myeloma 
and multiple treatment options are used. Most individuals experience serial relapse and are 
treated with the majority of available agents at some point during their disease course. The main 
pharmacological medications used are monoclonal antibodies (daratumumab, elotuzumab, 
isatuximab), proteasome inhibitors (bortezomib, carfilzomib, ixazomib), immunomodulatory 
drugs (lenalidomide, pomalidomide, thalidomide), alkylators, anthracyclines, panobinostat, 
selinexor, and corticosteroids. A preferred order for their use has not been established. The 
choice of therapy at each relapse is informed by prior therapies used, response to these 
treatments, comorbidities, risk stratification, and the location of disease (e.g., extramedullary 
disease). Three-drug regimens are preferred over 2-drug regimens. However, 2-drug regimens 
are acceptable alternatives for frail individuals who may not be able to tolerate 3-drug regimens. 
According to the most recent NCCN clinical practice guideline (version 4, 2022), the triplet 
regimen including dexamethasone combined with a proteasome inhibitor, an 
immunomodulatory agent, or an anti-CD38 monoclonal antibody should be used as primary 
standard therapy for multiple myeloma (category 2A recommendation).6 

Individuals with myeloma who have been treated with the 3 main backbones of interventional 
therapy (proteasome inhibitors, immunomodulatory drugs, and monoclonal antibodies) have 
poor outcomes to subsequent treatment. Individuals with heavily pretreated multiple myeloma 
that are daratumumab refractory have an expected median overall survival ranging from 6.6 to 
9.3 months. Reported median progression-free survival for this population is 2.3 to 3.4 
months.7,8 In the observational MAMMOTH study, among participants with triple-class refractory 
multiple myeloma on current therapies, the overall response rate was 31% with a median 
progression-free survival of 3.4 months.8 Currently, belantamab mafodotin is the only U.S. Food 
and Drug Administration (FDA) approved single agent treatment for individuals who have 
received at least 4 prior therapies including an anti-CD38 monoclonal antibody, a proteasome 
inhibitor, and an immunomodulatory agent. Belantamab is an anti-B-cell maturation antigen 
(BCMA) humanized immunoglobulin G (IgG) antibody conjugated to an antineoplastic agent, 
monomethyl auristatin. This indication received an accelerated approval based on response rate 
and continued approval for this indication may be contingent upon verification and description 
of clinical benefit in a confirmatory trial. An overall response rate in the pivotal DREAMM-2 trial 
was achieved in 30 of 97 individuals studied (31%, 95% confidence interval [CI]: 21 to 43%). The 
median time to first response was 1.4 months (95% CI: 1.0 to 1.6) and 73% of responders had a 
duration of response ≥6 months.9 
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Summary of Evidence 

For individuals who are adults with relapsed and/or refractory multiple myeloma previously 
treated with 4 or more prior lines of therapy, including an immunomodulatory agent, a 
proteasome inhibitor, and an anti-CD38 monoclonal antibody who receive idecabtagene 
vicleucel, the evidence includes one single-arm prospective trial. Relevant outcomes are overall 
survival, disease-specific survival, quality of life, and treatment-related mortality and morbidity. 
The KarMMa study was a Phase 2, multicenter, open label study that enrolled adult individuals 
with relapsed or refractory multiple myeloma who received at least 3 different prior lines of 
therapy including proteasome inhibitors, immunomodulatory agents, and anti-CD38 monoclonal 
antibodies.  

A FDA analysis included data from 100 individuals who received idecabtagene vicleucel in the 
dose range of 300 x 106 and 450 x 106. The primary end point was an overall response (partial 
response or better). After a median follow-up of 10.7 months, results showed an overall 
response rate of 72% and stringent complete responses in 28% of individuals. The median time 
to response was 30 days, and the median duration of response was 11 months, increasing to 19 
months for individuals who achieved stringent complete responses. Minimal residual disease-
negative status (<10−5 nucleated cells) was achieved in 21% of all treated individuals and 75% of 
all individuals with a complete response or stringent complete response. In the absence of a 
randomized controlled trial (RCT), it is difficult to draw comparisons with currently available 
salvage treatment. Historically, in individuals with relapsed/refractory multiple myeloma who 
have disease progression despite receiving the three main classes of myeloma therapy, 
outcomes are poor. Complete responses are infrequent with reported median progression-free 
survival ranging from 3 to 4 months, and a median overall survival of 8 to 9 months. With 
idecabtagene vicleucel, any grade cytokine release syndrome occurred in 85% of individuals, 
and grade ≥3 cytokine release syndrome occurred in 9% of individuals. Neurotoxicity occurred 
in 28% of individuals, reaching grade ≥3 severity in 4% of individuals. Notable limitations of the 
KarMMa study included lack of intention-to-treat analysis and a relatively short follow-up period 
to assess safety and efficacy. The evidence is sufficient to determine that the technology results 
in an improvement in the net health outcome. 

For individuals who are adults with relapsed and/or refractory multiple myeloma previously 
treated with 4 or more prior lines of therapy, including an immunomodulatory agent, a 
proteasome inhibitor, and an anti-CD38 monoclonal antibody who receive ciltacabtagene 
autoleucel, the evidence includes 1 single-arm prospective trial. Relevant outcomes are overall 
survival, disease-specific survival, quality of life, and treatment-related mortality and morbidity. 
The CARTITUDE-1 study was a Phase 1b/2 multicenter open-label study that enrolled adult 
individuals with relapsed or refractory multiple myeloma who had received at least 3 different 
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prior lines of therapy including proteasome inhibitors, immunomodulatory agents, and anti-
CD38 monoclonal antibodies. The primary endpoint was overall response (partial response or 
better). After a median follow-up of 18 months, the primary efficacy analysis demonstrated an 
overall response rate of 98% (95 of 97) with a 78% rate of stringent complete response. In the 
absence of a RCT, it is difficult to draw comparisons with currently available treatments. 
Historically, in individuals with relapsed/refractory multiple myeloma who have disease 
progression despite receiving the 3 main classes of myeloma therapy, outcomes are poor. 
Complete responses are infrequent with reported median progression-free survival ranging from 
3 to 4 months, and a median overall survival of 8 to 9 months. Notable adverse events of grade 
3-4 among 97 individuals who received ciltacabtagene autoleucel included neutropenia (95%), 
anemia (68%), leukopenia (61%), thrombocytopenia (60%), and lymphopenia (50%). Any grade 
cytokine release syndrome and neurotoxicity were observed in 95% and 26% of individuals, 
respectively. Grade 3 to 4 cytokine release syndrome and neurotoxicity were observed in 5% and 
11% of individuals, respectively. A notable limitation of the CARTITUDE-1 study included a 
relatively short follow-up period to assess safety and efficacy. The evidence is sufficient to 
determine that the technology results in an improvement in the net health outcome. 

 

Ongoing and Unpublished Clinical Trials 

Some currently ongoing and unpublished trials that might influence this review are listed in 
Table 1.  

 

Table 1. Summary of Key Trials 

NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

Abecma® (idecabtagene vicleucel) 
Ongoing 
NCT04855136 
(KarMMa-7) 

Safety and Efficacy of bb2121 (Ide-cel) 
Combinations in Multiple Myeloma 

415 Nov 2024 

NCT04196491 
(KarMMa-4) 

A study to evaluate the safety of bb2121 in 
subjects with high risk, newly diagnosed 
multiple myeloma 

60 Jan 2025 

NCT03651128 
(KarMMa-3) 

Efficacy and safety study of bb2121 versus 
standard regimens in subjects with relapsed 
and refractory multiple myeloma 

381 Nov 2025 

https://clinicaltrials.gov/ct2/show/NCT04855136?term=NCT04855136&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04855136?term=NCT04855136&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04196491?term=NCT04196491&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03651128?term=NCT03651128&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03651128?term=NCT03651128&draw=2&rank=1
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NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

NCT03601078 
(KarMMa-2) 

An efficacy and safety study of bb2121 in 
subjects with relapsed and refractory multiple 
myeloma and in subjects with high-risk 
multiple myeloma 

181 May 2026 

Unpublished 
NCT02786511a

 Long-term follow-up of subjects treated with 
bb2121 

50 Oct 2019 

Carvykti® (ciltacabtagene autoleucel) 
Ongoing 
NCT04133636 
(CARTITUDE-2) 

A study of JNJ-68284528, a CAR T-cell therapy 
directed against BCMA in participants with 
multiple myeloma 

160 May 2025 

NCT04181827 
(CARTITUDE-4) 

A study comparing JNJ-68284528, a CAR T-
cell therapy directed against BCMA, versus 
pomalidomide, bortezomib and 
dexamethasone (PVd) or daratumumab, 
pomalidomide and dexamethasone (DPd) in 
participants with relapsed and lenalidomide-
refractory multiple myeloma 

400 Apr 2026 

NCT04923893 
(CARTITUDE-5) 

A study of bortezomib, lenalidomide and 
dexamethasone (VRd) followed by Cilta-cel, a 
CAR T-cell therapy directed against BCMA 
versus VRd followed by lenalidomide and 
dexamethasone (Rd) therapy in participants 
with newly diagnosed multiple myeloma for 
whom ASCT is not planned as initial therapy 

650 Jan 2034 

NCT05257083 
(CARTITUDE-6) 

A Study of Daratumumab, Bortezomib, 
Lenalidomide and Dexamethasone (DVRd) 
Followed by Ciltacabtagene Autoleucel Versus 
Daratumumab, Bortezomib, Lenalidomide and 
Dexamethasone (DVRd) Followed by 
Autologous Stem Cell Transplant (ASCT) in 
Participants With Newly Diagnosed Multiple 
Myeloma 

750 Jun 2026 

NCT05201781 A Long-term Study for Participants Previously 
Treated With Ciltacabtagene Autoleucel 

228 Aug 2036 

NCT05257083 
(CARTITUDE-6) 

A Study of Daratumumab, Bortezomib, 
Lenalidomide and Dexamethasone (DVRd) 
Followed by Ciltacabtagene Autoleucel Versus 

750 Jun 2026 

https://clinicaltrials.gov/ct2/show/NCT03601078?term=NCT03601078&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03601078?term=NCT03601078&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT02786511?term=NCT02786511&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04133636?term=NCT04133636&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04133636?term=NCT04133636&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04181827?term=NCT04181827&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04181827?term=NCT04181827&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04923893?term=NCT04923893&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04923893?term=NCT04923893&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05257083?term=NCT05257083&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05257083?term=NCT05257083&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05201781?term=NCT05201781&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05257083?term=NCT05257083&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT05257083?term=NCT05257083&draw=2&rank=1
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NCT No. Trial Name Planned 
Enrollment 

Completion 
Date 

Daratumumab, Bortezomib, Lenalidomide and 
Dexamethasone (DVRd) Followed by 
Autologous Stem Cell Transplant (ASCT) in 
Participants With Newly Diagnosed Multiple 
Myeloma 

NCT03758417 
(CARTIFAN-1) 

A Study of LCAR-B38M CAR-T Cells, a 
Chimeric Antigen Receptor T-cell (CAR-T) 
Therapy Directed Against B-cell Maturation 
Antigen (BCMA) in Chinese Participants With 
Relapsed or Refractory Multiple Myeloma 

130 Nov 2022 

NCT: national clinical trial. a Denotes industry-sponsored or cosponsored trial. 

 

Practice Guidelines and Position Statements 

Guidelines or position statements will be considered for inclusion if they were issued by, or 
jointly by, a U.S. professional society, an international society with U.S. representation, or 
National Institute for Health and Care Excellence (NICE). Priority will be given to guidelines that 
are informed by a systematic review, include strength of evidence ratings, and include a 
description of management of conflict of interest. 

 

Institute for Clinical and Economic Review 

The Institute for Clinical and Economic Review (ICER) published an evidence report to assess the 
comparative clinical effectiveness and value of anti-B-cell maturation antigen CAR-T cell and 
antibody drug conjugate therapy for heavily pre-treated relapsed and refractory multiple 
myeloma.17 

The ICER report notes that the evidence suggests that CAR-T cell therapies (idecabtagene 
vicleucel and ciltacabtagene autoleucel) for individuals with triple class refractory multiple 
myeloma likely provides small to substantial net health benefits over current usual care 
(Evidence rating B+). Benefits included longer survival as well as improved quality of life. 
Counterbalancing these benefits were the harms, including cytokine release syndrome, which is 
temporary but often requires hospitalization and intensive care unit level care. Further, the 
report concludes that the evidence is insufficient to determine whether 1 CAR-T therapy is 

https://clinicaltrials.gov/ct2/show/NCT03758417?term=NCT03758417&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03758417?term=NCT03758417&draw=2&rank=1
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superior to the other. There are no studies comparing these agents directly, nor sufficient data 
to perform quantitative indirect comparisons. 

 

National Comprehensive Cancer Network 

Current National Comprehensive Cancer Network (NCCN) Clinical Practice Guidelines for 
multiple myeloma (Version 4.2022 Dec 14, 2021) recommend (category 2A) idecabtagene 
vicleucel as a treatment option for individuals with late relapses after at least 4 prior therapies, 
including an anti-CD38 monoclonal antibody, a proteasome inhibitor, and an 
immunomodulatory agent.6 

 

Medicare National Coverage 

There is no national coverage determination.   

 

Regulatory Status 

On March 26, 2021, idecabtagene vicleucel (Abecma®) was approved by the FDA for the 
treatment of adult individuals with relapsed or refractory multiple myeloma after 4 or more prior 
lines of therapy, including an immunomodulatory agent, a proteasome inhibitor, and an anti-
CD38 monoclonal antibody. 

On February 28, 2022, ciltacabtagene autoleucel (Carvykti®) was approved by the FDA for the 
treatment of adult individuals with relapsed or refractory multiple myeloma after 4 or more prior 
lines of therapy, including an immunomodulatory agent, a proteasome inhibitor, and an anti-
CD38 monoclonal antibody. 

 

References  

 

1. Mikhael J, Ismaila N, Cheung MC, et al. Treatment of Multiple Myeloma: ASCO and CCO Joint Clinical Practice Guideline. J Clin 
Oncol. May 10 2019; 37(14): 1228-1263. PMID 30932732 

2. National Cancer Institute. Cancer Stat Facts: Myeloma. https://seer.cancer.gov/statfacts/html/mulmy.html.  Accessed May 
23, 2022. 



Page | 14 of 15  ∞ 

3. Key Statistics About Multiple Myeloma. https://www.cancer.org/cancer/multiple-myeloma/about/key-statistics.html.  
Accessed March 1, 2022. 

4. Manier S, Salem KZ, Liu D, et al. Future Directions in the Evaluation and Treatment of Precursor Plasma Cell Disorders. Am Soc 
Clin Oncol Educ Book. 2016; 35: e400-6. PMID 27249747 

5. Kumar S, Paiva B, Anderson KC, et al. International Myeloma Working Group consensus criteria for response and minimal 
residual disease assessment in multiple myeloma. Lancet Oncol. Aug 2016; 17(8): e328-e346. PMID 27511158 

6. NCCN Clinical Practice Guidelines in Oncology- Multiple Myeloma Version 4.2022- Dec 14, 2021. 
https://www.nccn.org/professionals/physician_gls/pdf/myeloma.pdf.  Accessed March 1, 2022. 

7. Pick M, Vainstein V, Goldschmidt N, et al. Daratumumab resistance is frequent in advanced-stage multiple myeloma patients 
irrespective of CD38 expression and is related to dismal prognosis. Eur J Haematol. May 2018; 100(5): 494-501. PMID 29453884 

8. Gandhi UH, Cornell RF, Lakshman A, et al. Outcomes of patients with multiple myeloma refractory to CD38-targeted 
monoclonal antibody therapy. Leukemia. Sep 2019; 33(9): 2266-2275. PMID 30858549 

9. Lonial S, Lee HC, Badros A, et al. Belantamab mafodotin for relapsed or refractory multiple myeloma (DREAMM-2): a two-arm, 
randomised, open-label, phase 2 study. Lancet Oncol. Feb 2020; 21(2): 207-221. PMID 31859245 

10. Holstein SA, Suman VJ, McCarthy PL. Should Overall Survival Remain an Endpoint for Multiple Myeloma Trials?. Curr Hematol 
Malig Rep. Feb 2019; 14(1): 31-38. PMID 30661162 

11. Cartier S, Zhang B, Rosen VM, et al. Relationship between treatment effects on progression-free survival and overall survival in 
multiple myeloma: a systematic review and meta-analysis of published clinical trial data. Oncol Res Treat. 2015; 38(3): 88-94. 
PMID 25792079 

12. Prescribing Label: Abecma (idecabtagene vicleucel), suspension for intravenous infusion. Available at 
https://packageinserts.bms.com/pi/pi_abecma.pdf.  Accessed on March 1, 2022 

13. Lee DW, Santomasso BD, Locke FL, et al. ASTCT Consensus Grading for Cytokine Release Syndrome and Neurologic Toxicity 
Associated with Immune Effector Cells. Biol Blood Marrow Transplant. Apr 2019; 25(4): 625-638. PMID 30592986 

14. Munshi NC, Anderson LD, Shah N, et al. Idecabtagene Vicleucel in Relapsed and Refractory Multiple Myeloma. N Engl J Med. 
Feb 25 2021; 384(8): 705-716. PMID 33626253 

15. Berdeja JG, Madduri D, Usmani SZ, et al. Ciltacabtagene autoleucel, a B-cell maturation antigen-directed chimeric antigen 
receptor T-cell therapy in patients with relapsed or refractory multiple myeloma (CARTITUDE-1): a phase 1b/2 open-label study. 
Lancet. Jul 24 2021; 398(10297): 314-324. PMID 34175021 

16. Prescribing Label: Carvykti (ciltacabtagene autoleucel) suspension for intravenous infusion. Available at 
https://www.janssenlabels.com/package-insert/product-monograph/prescribing-information/CARVYKTI-pi.pdf.  
Accessed March 1, 2022 

17. Institute for Clinical and Economic Review. Evidence Report: Anti B-Cell Maturation Antigen CAR T-cell and Antibody Drug 
Conjugate Therapy for Heavily Pre-Treated Relapsed and Refractory Multiple Myeloma. April 5, 2021 
https://34eyj51jerf417itp82ufdoe-wpengine.netdna-ssl.com/wp-content/uploads/2020/10/ICER_Multiple-
Myeloma_Evidence-Report_040521.pdf.  Accessed March 1, 2022. 

 

History  

 



Page | 15 of 15  ∞ 

Date Comments 
08/01/21 New policy, approved July 13, 2021. Policy created with literature review through April 

2, 2021. The use of Abecma (idecabtagene vicleucel) is considered medically necessary 
for individuals with relapsed and/or refractory multiple myeloma who have received 
four or more prior lines of therapy and when certain conditions are met. 

10/01/21 Coding update, Added HCPC code C9081.  

1/1/22 Coding update, Added HCPCS code Q2055. Removed HCPCS code J3590. 

10/01/22 Annual Review, approved September 13, 2022. Policy updated with literature review 
through March 1, 2022. Relevant information on ciltacabtagene autoleucel for 
individuals with relapsed and/or refractory multiple myeloma was added. 
Ciltacabtagene autoleucel is considered medically necessary for adult individuals with 
relapsed and/or refractory multiple myeloma and have received four or more prior 
lines of therapy and when certain conditions are met. Changed the wording from 
"patient" to "individual" throughout the policy for standardization. Added HCPCS code 
Q2056. 

 

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The 
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and 
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review 
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit 
booklet or contact a member service representative to determine coverage for a specific medical service or supply. 
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2022 Premera 
All Rights Reserved. 

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when 
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to 
the limits and conditions of the member benefit plan. Members and their providers should consult the member 
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations 
applicable to this service or supply. This medical policy does not apply to Medicare Advantage. 
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Discrimination is Against the Law 

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race, 
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to 
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible 
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters 
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to 
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation, 
you can file a grievance with: Civil Rights Coordinator ─ Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592, 
TTY: 711, Email AppealsDepartmentInquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a 
grievance, the Civil Rights Coordinator is available to help you. You can also file a civil rights complaint with the U.S. Department of Health and Human 
Services, Office for Civil Rights, electronically through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, 
or by mail or phone at: U.S. Department of Health and Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201, 
1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.  

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through 
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by 
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.  

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state, 
outside Anchorage). 

Language Assistance 

ATENCIÓN: si habla español, tiene a su disposición servicios gratuitos de asistencia lingüística. Llame al 800-722-1471 (TTY: 711). 

PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711). 

注意：如果您使用繁體中文，您可以免費獲得語言援助服務。請致電 800-722-1471 (TTY：711）。 

CHÚ Ý: Nếu bạn nói Tiếng Việt, có các dịch vụ hỗ trợ ngôn ngữ miễn phí dành cho bạn.  Gọi số 800-722-1471 (TTY: 711). 

주의: 한국어를 사용하시는 경우, 언어 지원 서비스를 무료로 이용하실 수 있습니다. 800-722-1471 (TTY: 711) 번으로 전화해 주십시오. 

ВНИМАНИЕ: Если вы говорите на русском языке, то вам доступны бесплатные услуги перевода. Звоните 800-722-1471 (телетайп: 711). 

LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711). 

MO LOU SILAFIA: Afai e te tautala  Gagana fa'a Sāmoa, o loo iai auaunaga  fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711). 

ໂປດຊາບ: ຖ້າວ່າ ທ່ານເວ ້ າພາສາ ລາວ, ການບໍລິການຊ່ວຍເຫ ຼື ອດ້ານພາສາ, ໂດຍບ່ໍເສັຽຄ່າ, ແມ່ນມີພ້ອມໃຫ້ທ່ານ. ໂທຣ 800-722-1471 (TTY: 711). 

注意事項：日本語を話される場合、無料の言語支援をご利用いただけます。800-722-1471 （TTY:711）まで、お電話にてご連絡ください。 

PAKDAAR: Nu saritaem ti Ilocano, ti serbisyo para ti baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam.  Awagan ti 800-722-1471 (TTY: 711). 

УВАГА! Якщо ви розмовляєте українською мовою, ви можете звернутися до безкоштовної служби мовної підтримки.  Телефонуйте за 

номером 800-722-1471 (телетайп:  711). 

ប្រយ័ត្ន៖  បរើសិនជាអ្នកនិយាយ ភាសាខ្មែរ, បសវាជំនួយខ្ននកភាសា បោយមិនគិត្ឈ្ន លួ គឺអាចមានសំរារ់រំបរ ើអ្នក។  ចូរ ទូរស័ព្ទ   800-722-1471 (TTY: 711)។ 

ማስታወሻ:  የሚናገሩት ቋንቋ ኣማርኛ ከሆነ የትርጉም እርዳታ ድርጅቶች፣ በነጻ ሊያግዝዎት ተዘጋጀተዋል፡ ወደ ሚከተለው ቁጥር ይደውሉ 800-722-1471 (መስማት ለተሳናቸው: 711). 

XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltiidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711). 

 (. 711)رقم هاتف الصم والبكم:    800-722-1471:  إذا كنت تتحدث اذكر اللغة، فإن خدمات المساعدة اللغوية تتوافر لك بالمجان.  اتصل برقم  ملحوظة

ਧਿਆਨ ਧਿਓ: ਜੇ ਤੁਸੀਂ ਪੰਜਾਬੀ ਬੋਲਿੇ ਹ,ੋ ਤਾਂ ਭਾਸ਼ਾ ਧ ਿੱ ਚ ਸਹਾਇਤਾ ਸੇ ਾ ਤੁਹਾਡੇ ਲਈ ਮੁਫਤ ਉਪਲਬਿ ਹ।ੈ 800-722-1471 (TTY: 711) 'ਤ ੇਕਾਲ ਕਰੋ। 
เรียน: ถา้คุณพูดภาษาไทยคุณสามารถใชบ้ริการช่วยเหลือทางภาษาไดฟ้รี  โทร 800-722-1471 (TTY: 711). 

ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfügung. Rufnummer: 800-722-1471 (TTY: 711). 

UWAGA: Jeżeli mówisz po polsku, możesz skorzystać z bezpłatnej pomocy językowej. Zadzwoń pod numer 800-722-1471 (TTY: 711). 

ATANSYON: Si w pale Kreyòl Ayisyen, gen sèvis èd pou lang ki disponib gratis pou ou.  Rele 800-722-1471 (TTY: 711). 

ATTENTION : Si vous parlez français, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711). 

ATENÇÃO: Se fala português, encontram-se disponíveis serviços linguísticos, grátis.  Ligue para 800-722-1471 (TTY: 711). 

ATTENZIONE: In caso la lingua parlata sia l'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero  800-722-1471 (TTY: 711).  

 تماس بگیريد.   1471-722-800 (TTY: 711): اگر به زبان فارسی گفتگو می کنید، تسهیالت زبانی بصورت رايگان برای شما فراهم می باشد. با  توجه 
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