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December 17, 2018 
 
Nicole Gormley, MD 
U.S. Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852

U.S. Food and Drug Administration (FDA) in response to the Agency’s draft guidance on Hematologic 
Malignancies: Regulatory Considerations for Use of Minimal Residual Disease (MRD) in Development of Drug and 
Biological Products for Treatment as published in the Federal Register (FDA-2018-D-3090) on October 
16, 2018.   
 
ASH represents over 17,000 clinicians and scientists worldwide who are committed to the study and 
treatment of blood and blood-related diseases. These disorders encompass malignant hematologic 
disorders such as leukemia, lymphoma, and multiple myeloma, as well as non-malignant conditions 
such as sickle cell disease, thalassemia, bone marrow failure, venous thromboembolism, and 
hemophilia. The ASH membership is comprised of physicians and investigators who use MRD as a 
biomarker and prognostic tool for risk stratification in patients with hematologic malignancies. As 
such, the Society’s members have a vested interest in this draft guidance. 
 
ASH commends the FDA for releasing a draft guidance that is reflective of the current state of the 
science and practice.  In addition to facilitating drug development, the guidance will be vital in 
identifying the setting where MRD can be used as a clinical endpoint and could provide insight on 
future research that would be needed to extend the use of MRD as an endpoint.  ASH supports the 
overall provisions outlined in the draft guidance, but requests that the FDA consider making the 
changes included below to help strengthen this guidance.  The Society’s suggestions are grouped under 
“General Recommendations” that are applicable to all hematologic malignancies outlined in this 
guidance, and “Disease-specific Recommendations.” 
 

General Recommendations 
¶ Since current assessment techniques (e.g., qPCR, flow cytometry, etc.) used to detect residual 

disease after the treatment of a hematologic malignancy can provide measurable results, the 
Society recommends that the FDA consider incorporating the term “measurable,” in the guidance 
when referencing MRD. The Society believes that the term “measurable” is a more appropriate 
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definitions, validation, and setting) when revising the multiple myeloma section of the 
guidance. 
  

¶ Lymphoma 
o While the FDA does not include any recommendations for MRD assessment in lymphoma, 

the Society recommends that the FDA consider including additional guidance on MRD use in 
non-Hodgkin lymphoma (NHL) and addressing how investigators should further evaluate 
potential risks of relapse in mantle cell lymphoma patients with undetectable MRD.  The use 
of MRD for lymphoma therapy is rapidly changing as new data becomes available.  The same 
principles for assay development, validation and application will hold for patients with NHL, 
and in diseases that commonly involved the bone marrow such as follicular lymphoma and 
mantle cell lymphoma. 

 
Thank you for your consideration of ASH’s comments and recommendations.  The Society looks 
forward to continuing to work with you on this important priority, to provide further information and 
to be a resource for the Agency.   Please contact ASH Senior Manager, Government Relations and 
Public Health, Stephanie Kaplan (skaplan@hematology.org), or ASH Scientific Affairs Manager, Alice 
Kuaban, MS (akuaban@hematology.org), if we can provide additional information.   

 
Sincerely,  

 
Roy L. Silverstein, MD 
President  
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