
 

 

Dockets Management Staff (HFA-305) 
U.S. Food and Drug Administration 

5630 Fishers Lane, Rm 1061 

Rockville, MD 20852 

 

RE: Demonstrating Substantial Evidence of Effectiveness for Human Drug and 
Biological Products (FDA-2019-D-4964) 

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) for the opportunity to comment 
on the revised draft guidance, “Demonstrating Substantial Evidence of Effectiveness for 
Human Drug and Biological Products.” We support the FDA’s effort to clarify how substantial 
evidence of effectiveness may be established through scientifically rigorous approaches 
that involve one adequate and well-controlled clinical trial. We particularly support the 
FDA's recognition that the strength of evidence should be evaluated in the context of the trial, 
the overall development program, and the clinical setting.  

As the FDA works to finalize the guidance, we offer several points for consideration regarding 
its application in oncology development programs. 

1. Clarify that the characteristics of a highly persuasive trial are contextual 
considerations rather than cumulative requirements 

Section IV.A.2 describes several characteristics that may contribute to a trial being 
considered “highly persuasive.” While these characteristics are generally reasonable 
indicators of evidentiary strength, their relevance and weight may vary by disease setting and 
development program.  

2. Clarify expectations for patient population and U.S. representation 

Expectations for a broad and representative population, multiple sites, and a sufficient 
enrollment of U.S. patients may need to be adapted for rare diseases or rare and molecularly 



defined cancers, where patient populations are inherently limited and enrollment may 
necessarily be global.  

3. Clarify expectations for endpoint selection and supporting endpoint results 

Section III.A of the guidance recognizes the appropriate use of surrogate endpoints to 
support approval; however, Section IV.A.2 specifies the trial design should include a 
clinically meaningful primary endpoint “such as irreversible morbidity or mortality.” This 
description could create uncertainty regarding how appropriately supported surrogate or 
intermediate endpoints, such as those commonly used in oncology, are considered within 
the highly persuasive trial framework.  

Additionally, expectations for supportive secondary endpoints and results across important 
trial subsets should likewise be interpreted in context. Oncology trials may not be powered 
to demonstrate independent treatment effects for every secondary endpoint or subgroup, 
and lack of statistical significance in an individual analysis should not necessarily be 
interpreted as evidence inconsistent with the overall treatment effect. 

Conclusion 

Friends commends the FDA for providing greater clarity on approaches to demonstrating 
substantial evidence of effectiveness and supports continued refinement of the draft 
guidance to promote clear and consistent application of these principles. We encourage the 
FDA to clarify that the characteristics identified to support a “highly persuasive” single trial 
are factors which need to be considered in context, rather than cumulative expectations 
intended to apply uniformly across therapeutic areas and development settings, which 
could be detrimental to oncology drug development. We look forward to continued 
engagement with the FDA and other stakeholders to support a practical framework for 
evaluating a “highly persuasive” trial that reflects the specific disease, endpoint, and 
development context. 
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