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What we said in 2004: 
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Innovation or Stagnation:  Challenge and Opportunity on the Critical Path to New Medical Products  March 2004 



What we said in 2006: 
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Critical Path Opportunities List  March 2006 



What has happened since then? 

4 



Drug Development Tool 
Qualification Program 

 

 

 

http://www.fda.gov/downloads
/Drugs/GuidanceComplicanceRe
gulatoryInformationi/Guidances

/UCM230597.pdf 



Why Qualification? 
Qualification is a conclusion that within the stated Context of Use (COU), 
the Drug Development Tool (DDT)  can be relied on to have a specific 
interpretation and application in drug development and regulatory review. 
The COU describes the way the DDT is to be used and the purpose of the 
use. Once a DDT has been qualified for a specific COU in drug 
development, it can be used to produce analytically valid measurements 
that can be relied on to have a specific use and interpretable meaning. The 
DDT can be used by drug developers for the qualified context in IND, NDA, 
and BLA submissions without the relevant CDER review group 
reconsidering and reconfirming the suitability of the DDT. 
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Emergence of Consortia 
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2006 2007 2008 2009 2010 2011 2012 2013 2014 

CSRC 

PSTC 

iSAEC 

CTTI 

CAMD 

SmartTots 

PKD 

NIPTE 

KHI 

BC 
iMEDS 

CPTR 

TransCelerate 

ACTTION 

PRO 

CFAST 

MSOAC 

Cardiac Safety Research Consortium (CSRC), Biomarker Consortium (BC), Predictive Safety Testing Consortium (PSTC), Clinical Trials 
Transformation Initiative (CTTI), Coalition Against Major Disease Consortium (CAMD), Critical Path to TB Drug Regimens (CPTR) Consortium, 
Patient Reported Outcomes (PRO) Consortium, Polycystic Kidney Disease Outcomes (PKD) Consortium, National Institute for Pharmaceutical 
Technology and Education (NIPTE), Analgesic Clinical Trial Translations, Innovations, Opportunities, and Networks Initiative (ACTTION), Multiple 
Sclerosis Outcome Assessments Consortium (MSOAC); Kidney Health Initiative (KHI), Coalition For Accelerating Standards and Therapies (CFAST), 
Innovation in Medical Evidence Development and Surveillance (IMEDS) Program, International Neonatal Consortium (INC), Duchenne-Regulatory 
Science Consortium (D-RSC), Global Pediatric Clinical  Trials Network Pre-Launch Consortium (Global Pediatric) 

2015 

INC 

Global 
Pediatric 

D-RSC 
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2008 2009 2010 2011 2012 2013 2014 2015 

1st nephrotox BMs Guidance DDT 
Qualification 
(draft) 

2nd nephrotox 
BMs 

Cardiac toxicity 
BMs 

Histopath 
Guidance 
(draft) 

Guidance DDT 
Qualification (final) 

Invasive 
Aspergillosis BM 

CDER DDT 
Qualification 

MAPP 

HHMI Level of 
Evidence Meeting 

LOS  

Brookings 
Meeting 

CPIM 
Guidance 

and 
MAPP 

LOI Harmonization 

FR notice - 
BQ survey 

Timeline for Salient BQ-related Efforts 

CPIM 
introduced 

OND 
survey 

Quarterly EMA-FDA 
teleconferences 

M-CERSI 
Meeting- 
Aug 2015 BMQ 

 Guidances and MAPPs 

FDA-EMA collaboration 

 CPIM 

 Meeting/workshop 

 OND survey 

LOS 

LOS 

 FR notice- survey Plasma 
fibrinogen 

in COPD 

Total 
Kidney 

Volume in 
ADPKD 

LOS 

LOS 

LOS 

LOS 

IOM meeting 
 



Current Challenges 
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• Lack of analytical validation for measuring biomarkers and often 
a lack of reliable evidence about their performance 

• Lack of a common vocabulary and taxonomy for biomarkers 

• Inadequate scientific information on the causes, biochemical 
pathways, and natural histories of many diseases, making 
identification of disease-specific biomarkers difficult 

• Lack of public access to existing research and information on 
potential biomarkers 

• Lack of generally-accepted evidentiary standards for qualifying 
new biomarkers for particular contexts of use 

 

 



What have we been doing in the 
last year? 

• Leadership changes for the BQ Program 

• Streamlining steps in the process for BQ 

• Increased focus on communication with submitters 

• Increased focus on communication with CDER staff on the BQRTs 

• Harmonization of LOI requirements with EMA 

• Setting clear expectations 

• Surveys to understand where biomarker development is needed 

• Front loading Context of Use discussions 

• Letters of Support 

• CPIM 

• Convening workshops 
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13 Biomarkers Qualified to Date 
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http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualifi

cationProgram/ucm412833.htm 
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7 Letters of Support 

issued to date 



• Promotes understanding challenges in drug development 
and innovative strategies to address them 

• Potential biomarkers and clinical outcome assessments 
(COAs) not ready for DDT Qualification Program 

• Natural history study design and implementation 
• Emerging technologies or new uses of existing 

technologies 
• Novel clinical trial designs and methods 
• Nonbinding on FDA and other participants 
• No advice on specific approval pathways 

Critical Path Innovation Meetings 
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10 meetings held to date 
 

 

www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugInnovation/ucm444165.htm 



Patient Focused Drug Development Initiatives 
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Targeted Drug Development: 
Why Are Many Diseases Lagging Behind?  
(FDA White Paper, July 2015) 
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http://c-path.org/evidentiary-considerations-for-integration-of-biomarkers-in-drug-

development-symposium/ 
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Clearing a Path Forward 

• Internal biomarker survey (done) 

• External biomarker survey (results published on the internet) 

• PhRMA survey (done) 

• Inventory of biomarkers used in pivotal trials for approved drugs 
(2007-present) (being compiled) 

• Meeting with University of MD and CPath on evidentiary standards 
(done) 

• Proposal to the Biomarker Consortium to host an evidentiary 
standards workshop (next year) 

• ConsortiaPedia launch (this week) 

• Data/specimen repositories (discussions underway) 
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Opportunities for Collaboration 

• Develop evidentiary standards for context-of-use-specific biomarker qualification  

• Prioritize specific diseases and respective biomarkers whose development and 
qualification would advance drug development and satisfy unmet medical needs 

• Expand qualification by developing and maintaining an accessible database for 
collecting biomarker data, and a repository for samples 

• Develop standards for biomarker measurement tools…Reproducibility initiatives… 

• Encourage and fund biomedical research that is necessary as the basis for 
development of new biomarkers 

• Coordinate existing partnerships and consortia so that they effectively direct their 
efforts toward development and qualification of priority biomarkers 

• Train investigators on regulatory considerations for biomarker development 
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Next Steps…What is Needed 

• Enhanced data sharing and collaborative efforts among consortia 

• Qualification packages that don’t try to “boil the ocean” 

– Limited vs Expanded Context of Use 

• Data/specimen repositories which can support expanded contexts of use 
for biomarkers once additional data is aggregated (data standards) 

• Up front conversations around context of use—which drives the level of 
evidence needed 

• More communication about the value and progress made by consortia 
efforts 

• Greater clarity around levels of evidence for qualification—this takes the 
entire scientific community—not just FDA 

• Patience…we are in this together and we are learning as we go… 
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• Shashi Amur 

• Jim Kaiser 

• Chris Leptak 

• Suzie McCune 

• Marianne Noone 

• Mike Pacanowski 

• Ameeta Parekh 

• Sarmistha Sanyal 

• Alicia Stuart 

• Janet Woodcock 
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To Contact Us: 
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 Office of  Translational Sciences/CDER/FDA 
301-796-2600 

 
shaavhree.buckman-garner@fda.hhs.gov 


