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RE: Leveraging Prior Knowledge in the Development of Human Gene Therapy Products 

Incorporating Genome Editing (FDA-2026-D-1257) 

To Whom it May Concern: 

Friends of Cancer Research (Friends) powers advances in science and policy that speed 
life-saving treatments to patients. Friends is committed to accelerating cutting-edge 
cancer care that extends and improves quality of life for patients. To accomplish this, we 
leverage groundbreaking collaborations, generate scientific evidence, and integrate patient 
input to shape public policy. 

Friends thanks the U.S. Food and Drug Administration (FDA), particularly the Center for 
Biologics Evaluation and Research (CBER), for the opportunity to comment on the draft 
guidance, Leveraging Prior Knowledge in the Development of Human Gene Therapy 

Products Incorporating Genome Editing. We support the FDA’s recognition that 
scientifically appropriate use of public and platform knowledge can fully or partially 
alleviate the need to generate new information, reduce duplicative evidence generation, 
improve regulatory and review efficiency, support iterative product development, and 
accelerate the development of therapies for patients with serious, life-threatening, and rare 
diseases. The guidance represents an important step toward a more flexible, science- and 
risk-based approach and appropriately considers prior knowledge across chemistry, 
manufacturing, and controls (CMC), nonclinical, and clinical development. 

Friends previously convened a multi-stakeholder group to develop a risk-based framework 
for leveraging data across related genetically engineered cellular therapy products.1,2 That 
work emphasized assessing product similarities and differences, understanding how 
product attributes may affect safety and biological activity, using the totality of available 
evidence, and tailoring additional data generation to the remaining uncertainty. Under this 
approach, lower-risk differences may be addressed through targeted evidence, while 
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changes with a greater potential effect on product quality, safety, or efficacy may require 
more extensive evaluation. 

Building on this work, Friends offers the following targeted comments to support the 
guidance’s practical and consistent implementation and to further clarify how prior 
knowledge can meaningfully streamline development. 

Establish a Structured Framework for Leveraging Prior Knowledge 

• Friends supports the FDA’s recommendation that sponsors identify the prior 
knowledge being leveraged and provide a scientific justification for its applicability. 

The FDA could strengthen the guidance by providing a voluntary framework for 
presenting these proposals.  

• Friends’ prior work includes an assessment aid that considers:   
o the reference and proposed products;  
o the proposed information that would be leveraged;  
o relevant similarities and differences between the products;  
o potential effects on quality, safety, and activity;  
o remaining uncertainty; 
o any additional evidence or risk mitigation needed; and  

o the studies or data requirements proposed for reduction, modification, or 
elimination.  

• A common structure could improve consistency, transparency, and early alignment 
with the FDA without replacing case-by-case review. The framework could also 
include a mechanism for revisiting the approach as additional product-specific, 
clinical, or postmarket evidence becomes available. 

Link Additional Evidence to Residual Uncertainty 

• Similarity assessments should be considered in the context of the specific inference 
being supported, rather than framed as a binary determination of whether two 
products are broadly similar or dissimilar. 

• Differences between two products may limit leveraging for product-dependent 
attributes, such as potency or activity, while still allowing prior knowledge to be 
leveraged for more independent attributes, such as analytical methods or certain 
manufacturing controls. 

• The FDA could provide examples showing how: 
o lower uncertainty may be addressed through limited verification; 
o moderate uncertainty may require targeted bridging; and 

o greater uncertainty may require broader product-specific evidence. 



• This transparency would help ensure that new evidence generation is proportionate 
to the remaining risk and uncertainty. 

• The FDA could pair examples of appropriate leveraging with examples of 
circumstances where product-specific evidence would generally remain necessary, 
helping sponsors distinguish areas of flexibility from scientifically meaningful limits. 

Clarify How Prior Knowledge Can Streamline Clinical Development 

• Friends supports the FDA’s recognition that prior clinical experience, natural history 
information, and real-world evidence may inform dose selection, trial design and 
conduct, safety monitoring, clinical analyses, and long-term follow-up. 

• The guidance could further clarify how prior knowledge may support modifications 
to the scope or sequence of clinical development, rather than only informing 
individual study elements. 

• The FDA could provide more concrete examples of when prior knowledge may 
support: 

o fewer dose-escalation cohorts; 
o reduced participant staggering; 
o smaller safety cohorts; 
o targeted clinical bridging studies; 
o transition into a later-stage study; or 

o reduced long-term follow-up. 
• This clarity may be particularly important for individualized or highly targeted 

therapies, where repeating conventional development activities for each related 
product may be infeasible and/or scientifically unnecessary. 

Clarify Use Across Programs and Submissions 

• Friends supports the inclusion of internal platform knowledge, master files, public 
information, and consortium-generated evidence. 

• The FDA could provide greater clarity on: 
o cross-referencing information across INDs; 
o use of investigational versus licensed product experience; 
o common platform dossiers; 
o updates across related programs; and 

o use of consortium-generated datasets. 
• The FDA should also clarify the distinction between leveraging prior knowledge to 

support scientific conclusions and formally cross-referencing previously submitted 
information to satisfy application requirements, particularly where current BLA 
regulations require information to be submitted directly in the application. 



• Greater procedural clarity would help ensure that prior knowledge can be reused 
efficiently even when the underlying information must be resubmitted in a particular 
application. 

• The FDA could also clarify how leveraging prior knowledge relates to the Platform 
Technology Designation Program and other emerging frameworks for individualized 
therapies, including how these mechanisms may be used independently or 
together. 

Conclusion 

Friends commends the FDA for advancing a flexible, science- and risk-based framework for 
leveraging prior knowledge in the development of genome-editing products. Providing 
additional structure and practical examples could help translate these principles into 
consistent approaches that reduce duplicative evidence generation and focus new studies 
on the uncertainties most relevant to the proposed product. 

Friends supports continued refinement of the guidance to ensure development 
requirements are appropriately tailored to remaining risk while maintaining confidence in 
product quality, safety, and efficacy. We look forward to continued engagement with the 
FDA and other stakeholders to advance practical approaches that support efficient and 
responsible development of next-generation cell and gene therapies. 
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