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The Goal: Assure Availability of Quality Complex 
Generic Drug Products

How do we get there?

Product Specific 
Guidance (PSG)Applicant

ANDA 
Submission

QTPP
PDR

Core Quality 
Information

Research

Iterative Development FDA

OPQ Review

Pre-ANDA 
Program

Meetings & Correspondence

Do we reach the same conclusion? 
• API/Q3 characterization supports 
demonstration of bioequivalence (BE) 
and pharmaceutical equivalence (PE)

• Adequate assurance of drug product 
qualitywww.fda.gov
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From PSG  1st Cycle Approval

• Attribute listed for in vitro BE approach in PSG
• What method is needed for characterization?
• What is the validation approach to demonstrate method is suitable for its 

intended use?
• How does comparison of Reference and Test results for this method support 

demonstration of BE and PE?

• Connecting the attribute to drug product quality
• Is routine quality control needed to assure drug product quality?  
• Can a surrogate test be used instead?
• What is the clinical relevance of the acceptance criteria?

www.fda.gov
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From PSG  1st Cycle Approval 
Proactive approaches:

• preANDA meetings and correspondence
• PDEV meeting to confirm strategies for demonstrating BE and PE and 

assuring product quality are in-line with regulatory expectations
• PSUB meeting to confirm ANDA submission meets regulatory expectations
• Controlled Correspondence to target specific question about regulatory 

expectation
• Through product development

• Identify quality target product profile and critical quality attributes
• Justify how the development studies were selected to demonstrate BE and PE
• Justify method development
• Justify how acceptance criteria are set

Product 
Development 
Report 
(Development 
Summary and 
Justification)

www.fda.gov
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From PSG  1st Cycle Approval  

• Attribute listed for in vitro BE approach in PSG
• Agency has clearly defined expectations for method validation?

• Opportunity for research leading to published methods
• Agency has clearly defined expectations for whether a test is needed for routine 

quality control of this attribute and how to set acceptance criteria?
• Opportunity for research to define clinical relevance of quality attributes

• Successful PDEV meeting
• Need for research is proactively identified by Agency during development of PSG? 
• Research results are available to inform meeting discussion?

• Successful PSUB meeting
• Does Agency provide clear expectations for a complete regulatory package needed to 

demonstrate bioequivalence and product quality?

www.fda.gov
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Are Test and Reference the “Same”?

Example A Example B

Example C Example D

www.fda.gov
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