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Presentation Outline
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Quality has to built-in or be by Design
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What was not optimal?
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Does it poses a challenge to an optimal utility of QbD DevelopmeDoes it poses a challenge to an optimal utility of QbD Development Reports? nt Reports? 

FDA organizational culture & divisionFDA organizational culture & division
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Outside Pharma sector (in the 1990’s)?
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Process Analytical Technology
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Understanding via development 
reports?
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Arduous path to Development Reports
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Adapted from the presentation by Robert G. Baum, Ph.D., Pfizer Global R&D, at the 2004 PDA SciTech Summit (March 10, 2004)
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Now, a option to submit …
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Non-pharmaceutical Design for Six 
Sigma*
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*Norm Kuchar at General Electric Corporate Research and 
Development. Other approaches - Define, Measure, Analyze, Design, 
Verify (parallel to the DMAIC process and is advocated by American 
Society for Quality)
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Design for Six Sigma & Pharma QbD
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Design for Six SigmaDesign for Six Sigma

Pharma QbD as currently implemented: Advisory Committee for PharPharma QbD as currently implemented: Advisory Committee for Pharmaceutical maceutical 
Science and Clinical Pharmacology July 27, 2011Science and Clinical Pharmacology July 27, 2011
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Some observations

 Seamless alignment across 
functions that are 
compartmentalized in 
pharmaceutical regulatory review, 
compliance & inspection

 Prioritization of critical factors over 
the development process

 Optimization includes 
considerations for ‘process 
capability’

 Validation includes a notion of 
‘design’ of SOP’s

 Outlined to reflect CMC review; possibly 
carving out compliance & inspection 
functions

 Conceptual compartmentalization of 
QTPP,  CQA’s, etc. 

 Design space substituted for 
“optimization”?; if so, this was not the 
original intent

 Validation not considered; possibly 
carving out compliance & inspection 
functions  
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Design for Six SigmaDesign for Six Sigma Current Pharma QbDCurrent Pharma QbD
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Design-space substituted for “optimization”?
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Through a CMCThrough a CMC--cGMP team approach & focusing on cGMP team approach & focusing on ‘‘key key 
questionsquestions’’

Challenge can be addressedChallenge can be addressed
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Guidance documents & practices
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Additional guidance is not a solution!Additional guidance is not a solution!
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Seamless alignment across functions
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Examples of less burdensome approaches for 
continuous improvement?
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Effective risk-assessment 
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Proposed changes in CDER, FDA
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Summary
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