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Joohee Sul, MD, Workshop Co-Chair, US Food and Drug Administration 
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Thank You To:
 
• FDA • Melanoma Research Alliance 
• National Brain Tumor Society • Metastatic Breast Cancer Alliance 
• Accelerate Brain Cancer Cure • Response Assessment in Neuro-

Oncology
 • American Brain Tumor Association
 
• Society for Neuro-Oncology
 • Friends of Cancer Research
 
• Wendy Selig
 • Kidney Cancer Research Alliance
 
• All the speakers, discussants and
 • LUNGevity Foundation
 

participants 



Sponsored by Jumpstarting Brain Tumor Drug Development Coalition 
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Neuro-Oncology 
Neuro-Oncology 16:vii36 - vii47, 2014 
doi:10.1093/neuonc/nou226 

Report of the Jumpstarting Brain Tumor Drug Development 
Coalition and FDA clinical trials neuroimaging endpoint 
workshop (January 30, 2014, Bethesda MD) 

~trickY.~n,Timothy ~Cloughe~, Beajamin M. Ellingson, Davi,~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 
Karla Ballman, Martin Bendszuz, Jan Buckner, Susan M. Chang, N o I 
Alma Gregory Sorensen, Martin van den Bent, and Wai-Kwan Alf euro- fiCO ogy 

Neuro-Oncotogy 18:ii26- ii36, 2016 
doi:l0.1093/neuonc/nov2 70 

Report of the Jumpstarting Brain Tumor Drug Development Coalition 
and FDA clinical trials clinical outcome assessment endpoints 
workshop (October 15, 2014, Bethesda MD} 

Jennifer L. Helfer, Patrick Y. Wen, Jaishri Blakeley, Mark R. Gilbert, and Terri S. Armstrong 



Neuro-Oncology 

Neuro-Oncology 17(9), 1188-1198, 2015 
doi:10.1093/neuonc/nov095 
Advance Access date 6 August 2015 

Consensus recommendations for a standardized Brain Tumor Imaging 
Protocol in clinical trials 

Benjamin M. Ellingson, Martin Bendszus, Jerrold Boxerman, Daniel Barboriak, Bradley J. Erickson, Marion Smits, 
Sarah J. Nelson, Elizabeth Gerstner, Brian Alexander, Gregory Goldmacher, Wolfgang Wick, Michael Vogelbaum, 
Michael Weller, Evanthia Galanis, Jayashree Kalpathy-Cramer, Lalitha Shankar, Paula Jacobs, Whitney B. Pope, 
Dewen Yang, Caroline Chung, Michael V. Knopp, Soonme Cha, Martin J. van den Bent, Susan Chang, W.K. Al Yung, 
Timothy F. Cloughesy, Patrick Y. Wen, Mark R. Gilbert, and the Jumpstarting Brain Tumor Drug Development 
Coalition Imaging Standardization Steering Committee 

Neuro-Oncology 

Neuro-Oncology 17(9), 1179-1180, 2015 
doi:10.1093/neuonc/nov158 

Brain tumor clinical trials imaging: a (well-standardized) 
picture is worth a thousand words 

Joohee Sul and Daniel M. Krainak 

Office ofHematology and Oncology Products, Center for Drug Evaluation and Research, US Food and 

Drug Administration, Silver Spring, Maryland (J.S.J; Division ofRadiological Health, Office of In vitro 


Diagnostics and Radiological Health, Center for Devices and Radiological Health, US Food and 

Drug Administration, Silver Spring, Maryland (D.M.K.J 




      
 

      
  

 

  

   

  

Goal
 
• Brain metastases is a significant and increasing cause of morbidity and 

mortality in cancer patients 

• Need to improve development of therapies for brain metastases and 
provide clarity on the optimal trial designs and endpoints 

• General oncology drug development 

• Specific therapies for brain metastases 

• Systemic therapies 

• Local therapies (e.g. SRS) 

• Need to focus today especially on these issues 



  

  

  

 

  

   

Program 
• Defining the Problem of CNS Metastases 

• Key Issues for Clinical Development 

• Targets 

• Selecting drugs 

• Issues in conducting clinical trials 

• Standardizing brain metastases response assessment 

• Regulatory definition of clinical benefit and regulatory challenges 

• Designing Endpoints 

• Rethinking Trial Designs 

• Defining Strategies to Advance Product Development 



  
    

  
  

  
    

  
     

  
 

    
 

  
 

2017 

•	 Pts with treated or stable brain mets 
•	 Pts with treated or stable brain mets who are stable for 4 weeks are eligible 

for all phases of clinical trials 
•	 Pts with active brain mets 

•	 Pts with active brain mets should be considered early in clinical 
development if there is a strong scientific rationale for likelihood of benefit 
based on molecular pathway, histology or preclinical data 

•	 For therapies with less robust preclinical data, inclusion of brain met pts
should still be considered esp if BM common in the intended population.
Consider brain met specific cohort. 

•	 Leptomeningeal Disease 
•	 Inclusion of LMD cohort encouraged in early phase trials if CNS activity 

expected and when relevant in specific disease type under study 
•	 CSF PK measurement encouraged 
•	 Consider LMD cohort in later phase trials 
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Goal
 

• Need clarity by end of meeting what trials and endpoints should be performed to 
develop new therapies for brain metastases 

• Identify issues that still need to be addressed 
• Develop road map to address these issues 

• Summarize the meeting in a paper 
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