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Host Organization:  

 

Participating organizations: AABB, ABC, ASH, ASGCT, ASTCT, CBA, FACT, 

FDA/CBER/OTAT/OCOD, ISCT, NMDP, SITC, USP, WMDA 

 

The FDA CTLM Meeting was held on December 5, 2022, from 1:00 – 3:00 pm ET. After opening remarks 

from the ISCT North America Legal and Regulatory Committee Designate, Olive Sturtevant, MSc, and 

Director of FDA Office of Tissues and Advanced Therapies (OTAT), Dr. Wilson Bryan, the meeting 

commenced. 

 

PRESENTATION SESSION 1:  Developing Potency Assays for Cell Therapy Products- Matthew 

Klinker, PhD 

 

Dr. Klinker presented the FDA perspective on potency assay expectations throughout the lifecycle of 

product development, and the comparison between product characterization vs. potency matrix. It was 

noted that there are several potency challenges for CGT products including: complexity and variability of 

products, unknown MoA, time constraints with release testing, limited availability of materials for testing, 

and limited availability of reference standards/controls. While it is not a regulatory requirement to fully 

define the MoA, the FDA recommends developing an assay early and evaluating multiple potential 

measures of potency to understand how the product is likely to work. A potency assay must be in place for 

phase 3. If product manufacturing and controls are not adequate, the FDA may not permit Phase 3 studies 

or BLA filing. 

 

Dr. Klinker discussed the methods for measuring potency through biological assays (direct measurement) 

and non-biological analytical assays (indirect measurement).  A single potency assay is not sufficient if 
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there are multiple active ingredients/biological activities, MoA is not fully characterized, product has 

limited stability, or the assay it not quantitative.  In these cases, multiple complementary assays, also termed 

as a potency assay matrix, can be used. A Potency Assay Matrix usually refers to a collection of 

complementary assays that measure different product attributes with acceptance criteria in place for lot 

release.  This assay matrix may consist of biological assays, analytical assays, or a combination of both. 

The FDA also noted that cellular products are complex, and the MOA may actually occur post infusion, so 

it is a challenge to fully assess. 

 

The FDA reiterated that the regulations are flexible with regard to the type of assays that can be used as 

long as it reliably controls a meaningful product attribute. It is recommended to start product 

characterization as early as possible to gain information to identify attributes relevant to product potency 

that can then be measured reliably. Lastly, for some products, a potency assay matrix may be necessary to 

assure potency for lot release.  

 

PRESENTATION SESSION 2: Considerations for increasing access to cord blood for cell therapy 

applications – Rob Tressler, MS, PhD 

 

Dr. Tressler discussed that there is interest in using CBUs as a source for starting material in the cell therapy 

space. However, challenges exist that limit the potential use of CBUs in this context.  It was discussed that 

CBU products, as currently manufactured, are not always compatible with cell and gene therapy regulations. 

CBUs collected prior to 21 CFR 1271 may have incomplete eligibility testing and any retrospective tests 

and/or donor access is challenging after harvest.  A possible solution proposed was to require 

eligibility/IDM testing on the starting material or on the final drug product.   

 

Dr. Tressler also noted that sponsors may seek attributes and evaluations that are not readily accessible or 

available in the current CBU inventory.  This inconsistency between sponsors places an additional burden 

on banks. To make CBUs a viable source material in the future, banks can modify processing and testing 

sample disposition to assure sufficient material for testing but guidance is needed from the FDA to develop 

these new processes. Another issue is that with the increased experience in cord blood HSCT, there are 

listed CBUS that are unlikely to be used for HSCT but are viability as starting materials for other cell 

therapies. Guidance on how to make these historically non-qualifying unites available is needed. A 

proposed solution is to allow release of the low TNC/volume units from approved cord blood banks for cell 

and gene therapy manufacture using the same robust procedures for quality review and release as used for 

current HSCT-qualifying units.  
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It was recommended that FDA consider providing guidance for industry for the use of cord blood as cell 

and gene therapy starting material to assist sponsors and banks, and align internal FDA responses for 

industry questions.  It was also recommended that FDA consider aligning with industry to permit 

distribution of CBUs that do not meet the criteria as outlined in 21 CFR 1271 as starting materials collected 

by accredited facilities such as AABB and FACT for development for further manufacture into novel cell 

and gene therapies.   

 

The meeting participants also raised the need to clarify the requirements for starting materials versus the 

final drug product (i.e. when will IDMs be required to be repeated, why is there a need to repeat infectious 

disease testing on the final drug product). 

 

The FDA noted that one of the greatest values of the CTLM is to help the Agency consider which guidance 

to put forward in the future. FDA acknowledged the issues outlined in the presentation and will be 

addressing the considerations and recommendations put forth.  

 

PRESENTATION SESSION 3: Taking a Prospective, Risk-Based Approach to Genome Integrity – 

Patrick Bedford, BHSc (Honours), MBHL, RAC (Can) 

 

Mr. Bedford discussed challenges in addressing safety concerns associated with ex vivo ribonucleic protein 

(RNP) genome editing and identified emerging trends for navigating off-target & structural variant risks 

starting early in development.  Draft guidance on this topic allows a wide variety of approaches, but 

companies have no points of reference for what is deemed acceptable to the Agency until pre-submission 

meetings (long after early guide/target selection decisions have already been made). This leads to 

“regulatory uncertainty” and investment decisions that must be made at risk. 

 

Proactive, risk-based approaches are desirable and could help to avoid patient harm and clinical holds and 

should be encouraged.  These approaches should be structured around ICH Q9 Quality Risk Management 

principles, which the Agency can encourage by providing points of reference such as hazard nomination 

expectations (e.g., in silico mismatch parameters/considerations for reconciling in silico and unbiased 

sequencing methods), risk confirmation expectations (e.g., sensitivity to false-positives/considerations for 

hierarchy of orthogonal methods), and risk evaluation expectations (structuring risk 

narratives/considerations for decision-making algorithms).  In addition to providing confidence to early-

stage developers that their early investments in proactive risk-based approaches are appropriate, the Agency 
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could leverage a structured approach to meet its plans to move towards more efficient and consistent 

knowledge-aided assessments & structured applications (KASA). 

 

The FDA acknowledged that they are seeing proactive strategies like those presented emerge, and these are 

necessary to support INDs; however, technologies continue to evolve, and more detailed guidance may be 

seen as too prescriptive.  The Agency shall continue to encourage these approaches on a case-by-case basis 

in the context of pre-IND meetings. 

 

PRESENTATION SESSION 4: Development of a Sustainable Risk Mitigation Strategy:  

Standardization of Risk Evaluation and Mitigation Strategies and Sunsetting of REMS for CART-T 

Cell Therapies – Frederick L. Locke, MD 

 

Dr. Locke discussed that as the number of FDA approved therapies increases, treating centers are facing 

mounting problems which threaten their ability to safely and rapidly provide these treatments to patients. 

When each cell therapy product is launched as a Standard of Care, this requires significant coordination 

between the treating center and manufacturer. Unfortunately, this often means the centers must undergo 

redundant site qualification, ongoing auditing, and launch/maintain risk evaluation and mitigation strategies 

(REMS) programs that differ for each product and manufacturer. In addition, centers are subject to data 

reporting for multiple purposes, including REMS safety reporting and post marketing registries, which 

impedes efficiency and requires effort that is not reimbursable.  

 

In recognition that these processes are 20% specialized for each product but 80% similar across products, 

ASTCT launched the 80/20 initiative to brainstorm solutions with key stakeholders.  Following the 80/20 

stakeholder workshop in 2021, a common discussion theme was to sunset REMS, which could reduce 

treatment center burden with the launch and maintenance of commercial CAR-T cell therapy products. 

 

The REMs programs are meant to ensure adequate training and competency of physicians, nurses, 

pharmacists and allied health, availability of appropriate medications to treat adverse reactions, and a 

process for reporting of adverse reactions.   

 

Dr. Locke discussed that training modules are often redundant to one another, with multiple training 

platforms across different manufacturers or in some cases, within the same manufacturer with different 

products.  Recognition and management of toxicities is universal therefore nuanced approaches by different 

manufacturers result in confusion. It was recommended that toxicity treatment algorithms be applied across 
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different approved therapies, consistent with the ‘practice of medicine’. Furthermore, training and testing 

of staff on toxicity recognition and management can be provided by professional organizations (i.e. 

ASTCT) via a centralized platform.   

 

The availability of appropriate medications to treat adverse reactions was a challenge during the pandemic 

due to the tocilizumab shortage. The REMS focus on tocilizumab was inadequate, and flexibility for 

alternatives is needed to avoid jeopardizing patient receipt of appropriate anti-cancer therapy with CAR-T. 

Existing auditing bodies (i.e., FACT) could verify processes are in place for ensuring appropriate 

medications for toxicity management are at the treating center prior to CAR-T. 

 

REMS for each product requires tracking of severe and unexpected toxicities following therapy. It was 

discussed that the process for reporting to the FDA and manufacturers requires significant labor, which is 

not reimbursable for the treating centers. Despite clear guidance from the FDA regarding which events to 

report following CAR-T, clinical sites have expressed uncertainty regarding the reporting of events very 

unlikely or entirely unattributable to CAR-T and confusion about the nature and degree of longitudinal 

oversight sites should provide. Double reporting for REMS and post-marketing registries also increases the 

risk of error. It was recommended that toxicity data be reported to a central repository for CAR-T cell 

therapy treatments (i.e. CIBMTR/CIDR).   

 

Dr. Locke concluded that by transitioning away from sponsor specific REMS programs, we will remove 

duplicative processes and improve efficiency, we will avoid center burn out or opt out of offering new 

therapies, and ultimately improve patient safety and increase accessibility to these highly effective 

therapies. 

 

The FDA acknowledged the need for a more unified approach and a 3-way conversation between the 

Agency, manufacturer, and clinical site/treating center to address the procedural logistics. Meeting 

participants shared their own experiences, noting that some centers have had discussions about needing to 

limit the number of products offered to patients due to the heavy demands on the treatment center for testing, 

education and auditing. The FDA noted this was a very informative first step to addressing the challenges 

with REMs and looks forward to receiving the full presentation.   

 

In the closing remarks by Olive Sturtevant and Dr. Wilson Bryan, the Agency thanked the presenters for 

raising important considerations and providing context for the FDA in issues presented.  

 


