
Meeting Communication Challenges 
Unique to CAR T Therapies
CAR T therapies are one of the most important medical advances of the 
last decade, but there are many challenges related to communication 
surrounding this treatment and getting it safely and effectively to all 
appropriate patients. 
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Introduction
Chimeric antigen receptor T-cell (CAR T) therapies represent one of the most significant technical advances 
in the treatment of malignancies, particularly hematological cancers, of the past decade. However, both the 
experience and the perception of these revolutionary therapies have been mixed. The successes have been 
celebrated, and the failures have caused concern. In addition, as noted by the authors of a recent review, 
one feature of the CAR T industry “may be a robust response to success or failure of competitor products.”1

Given the complexity of CAR T development, manufacture, testing, and, ultimately, clinical use, it is 
important for this technology to have stringent regulations and guidance. The US Food and Drug 
Administration (FDA) recently released a comprehensive document to describe considerations and 
recommendations for the development of CAR T products.2 The mixed perception of CAR T therapies makes 
it especially important for originators and marketers of these products to communicate in a way that 
accentuates the advantages of these therapies, addresses any perceived or real disadvantages, and helps 
assure oncologists they can use CAR T therapies with confidence. Following are a few notable challenges 
and opportunities when communicating about CAR T products.
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CAR T cells are T cells that have been genetically engineered to produce an artificial T-cell receptor for use in immunotherapy.
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Patient Selection
Because autologous CAR T cells are manufactured for patients on an individual basis and the manufacturing 
process may take weeks, the clinical condition of the patient may change significantly between trial 
enrollment and actual administration of CAR T therapy. This could be caused by disease progression or 
deteriorating condition of the patient and may ultimately result in the patient becoming ineligible for 
treatment. To mitigate the chances of this occurring, the FDA recommends either designing enrollment 
criteria to include factors likely to improve the probability of the patient remaining eligible for treatment 
when the manufacturing process is complete or developing a second set of inclusion criteria (different than 
the study enrollment criteria) that must be met at the time of CAR T administration.

If two sets of criteria are developed—one for patients to initiate the CAR T production process and one for 
patients to whom CAR T cells will be administered—it will be important to convey why two sets of criteria are 
needed and to simplify patient identification. This may be accomplished through development of different 
sets of patient profiles that can be discussed with oncologists, pointing out any key patient characteristics 
that may increase the chance of successful CAR T administration. If one set of criteria is created, it will be 
essential to highlight the key patient attributes that will increase the probability of the CAR T production and 
administration process being successful. Again, well-designed patient profiles may be useful for this purpose.

Long-Term Follow-Up

When a CAR T therapy utilizes integrating vectors, the FDA recommends long-term follow-up. This 
recommendation is partly due to the possibility of delayed adverse events. However, the advantage of 
integrating vectors is their long-term stability and associated potential for long-term efficacy.3 The 
potential for sustained response should be communicated via explanation of the technology and the 
associated persistence of CAR T cells that are generated using integrating vectors.

Safety

Cytokine release syndrome (CRS) is a key safety concern associated with CAR T therapy. The FDA 
suggests monitoring patients’ cytokine levels at baseline and prespecified time points and developing a 
management plan as necessary. While some may view this close monitoring as a disadvantage, it can be 
recognized—and communicated—instead as an advantage; this adverse event is foreseeable and 
manageable.

The Patient Treatment Journey

The FDA considerations include the statement that “patients who have received CAR T cells previously 
may be considered for different CAR T clinical studies due to lack of response to the previously 
administered CAR T cells, relapse of the same condition, or treatment for a different malignancy.”2 This 
is essential to developing long-term treatment strategies that may encompass multiple lines of therapy. 
The current perception may be that because CAR T therapy is an intense and single procedure that does 
not require multiple treatment cycles, this eliminates the possibility of a different CAR T therapy for the 
patient as a future line of therapy. This is not the case—patients may receive different CAR T therapies 
throughout their treatment journey, and this must be communicated. The ordering and administration 
of one CAR T therapy will not limit use of a different CAR T therapy in a later line of therapy. Future 
options are not limited by the current choice.
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Other Notable FDA Guidance
The FDA makes several other recommendations in terms of study design, engineering, and production of 
CAR T therapy. Although these may not directly affect communication with healthcare providers, 
incorporating these suggestions into CAR T design and development may lead to greater success of new 
CAR T products. These recommendations include the following: 

• Dose levels should be based on the number of CAR T cells in the product rather than the total cell number.

• Calculation of cell dose should be based on weight or body surface area rather than using a flat dose. 

• The subject should not be committed to receive a high-risk lymphodepleting regimen until it is known 
that the CAR T product is available.

• Failure to treat may be an important end point, and there should be an analysis of this population to 
identify factors that may play a role in, as well as to evaluate the consequences of, failure to treat.

• To understand the impact of bridging therapy, which may be necessary in cases of manufacturing delay 
or failure, prespecified analysis of outcomes should include (1) all subjects, (2) subjects who received 
bridging therapy, and (3) subjects who did not receive bridging therapy.

• CAR T immune response should be monitored, and the study sponsors should describe a management 
plan to address the results of monitoring.

We hope that this discussion of challenges related to communication around CAR T therapy will be helpful to 
those in the pharmaceutical industry who are developing these therapies and that the provided suggestions 
will help support the goals of getting CAR T therapies safely and effectively to all appropriate patients.
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