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• Understand the quality assessment needs of 
application types – BLAs, NDAs, and ANDAs

• Describe the integrated quality assessment

– Integrating assessment disciplines

– Integrating assessment and inspection

Learning Objectives
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• The goals of NDAs/BLAs 351(a) are to provide enough 
information to permit FDA assessors to reach the following 
key decisions:

– Whether the drug/biologics is safe and effective in its proposed 
use(s), and whether the benefits outweigh the risks

– Whether the drug/biologics’ proposed labeling (package insert) is 
appropriate, and what it should contain

– Whether the methods used in manufacturing the drug/biologics 
and the controls used to maintain the drug/biologics’ quality are 
adequate to preserve the drug/biologics’ identity, strength, 
quality, and purity

New Drug/Biologics License Applications 
NDAs/BLAs 351(a)
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• A generic drug product is one that is comparable to an 
innovator drug product in dosage form, strength, route 
of administration, quality, performance characteristics, 
and intended use, specifically
– Pharmaceutical Equivalence

• Same active ingredient(s), same dosage form, same route of 
administration, identical in strength or concentration, meet 
compendial or applicable standards, and may differ in characteristics 
such as shape, excipients, packaging

– Bioequivalence

Generic Drug Applications
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• Biosimilar or Biosimilarity means:
– that the biological product is highly similar to the 

reference product notwithstanding minor 
differences in clinically inactive components

– there are no clinically meaningful differences 
between the biological product and the reference 
product in terms of the safety, purity, and potency 
of the product

Biosimilar
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• A 351(k) application must include information demonstrating that the 
biological product:
– Is biosimilar to a reference product

– Utilizes the same mechanism(s) of action for the proposed condition(s) of 
use -- but only to the extent the mechanism(s) are known for the reference 
product

– Condition(s) of use proposed in labeling have been previously approved for 
the reference product

– Has the same route of administration, dosage form, and strength 
as the reference product

– Is manufactured, processed, packed, or held in a facility that meets 
standards designed to assure that the biological product continues 
to be safe, pure, and potent

General Requirements for Biosimilar 
Applications, 351(k) 
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• Patient-centric quality standards can be defined as a set of criteria and 
acceptance ranges to which drug products should conform in order to 
deliver the therapeutic benefit indicated in the label

– Patient-centric quality standards can increase flexibility within the pharmaceutical 
manufacturing sector while maintaining quality by establishing acceptance criteria 
based on clinical performance, instead of process capability or manufacturing 
process control

– Patient-centric quality standards avoid under- or over-discriminating 
specifications; both of which are contrary to patient needs and interests

Patient-centric Quality Standards
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• For high solubility drugs, 
a single point dissolution 
specification of Q=80% in 
30 minutes

FDA Guidance for 
Dissolution
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• For a specified impurity with a 
proposed acceptance criterion not 
more than the qualification 
threshold, absent other 
information to support the need 
for a lower limit, a proposed 
acceptance criterion up to the ICH 
Q3A(R2) or Q3B(R2) qualification 
threshold is generally acceptable... 

FDA OPQ MAPP on 
Impurity



10

• ICH Q8(R2)
– Pharmaceutical Quality by Design 

(QbD) is a systematic approach to 
development that begins with 
predefined objectives and 
emphasizes product and process 
understanding and process 
control, based on sound science 
and quality risk management

Quality by Design
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• Quality (chemistry) assessment includes:
– Drug substance

– Drug product including specialized and complex 
dosage forms

– Manufacturing including sterility assurance
• Scale up and commercial manufacturing

• Pre-approval inspection

– Biopharmaceutics

FDA’s Application Assessment
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Integrated Quality Assessment (IQA)

Drug Substance 
Experts

Product Experts

Manufacturing 
(Inspection) Experts

Biopharm Experts

‘One Quality Voice’

Discipline Assessors

Application Technical Lead (ATL) – oversees the scientific content of the assessment
Business Process Manager (BPM) – manages the process, adhering to the established 
timelines
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Integrated Quality Assessment 
(IQA) - Benefits
• Close collaboration and communication among 

disciplines in a team environment yields better decision 
making

• Assures the application of uniform quality standards and 
promotes consistent regulatory practices

• Integration of quality assessment with inspection results 
in more informed decision-making on facility 
acceptability and application approvability
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On June 6, 2017, the Center for Drug 
Evaluation and Research (CDER) and the 
Office of Regulatory Affairs (ORA) have 
entered into an unprecedented concept of 
operations (ConOps) agreement to 
integrate facility evaluations and 
inspections for human drugs… ConOps will 
enable CDER and ORA to more effectively 
manage the growing complexity of the 
pharmaceutical landscape and to meet new 
challenges.

FDA Concept of Operations for Facility 
Evaluation And Inspection For Human Drugs
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New Pre-Approval Inspection Process:

Integration of Assessment and Inspection 



18

Concept of Operations Benefits
• Create and implement a formalized and streamlined facility 

evaluation and inspection program that ensures:
o Consistency, efficiency, and transparency in facility evaluations, 

inspections, and regulatory decision‐making for marketing applications 
across the FDA

o Strategic alignment across application functional units by clarifying roles 
and responsibilities

o Improved FDA’s operational capacity by enhancing collaboration between 
various CDER and ORA offices

o Enhanced quality and increased access to facility and regulatory 
decisional information across FDA

o Improved timelines for regulatory, advisory, and enforcement actions to 
protect public health and promote drug quality, safety, and effectiveness
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Knowledge-aided Assessment and 
Structured Application Initiative

The Knowledge Base 
(Product, Manufacturing, and Facility)

Pillar 1

Assessment of 
risk to quality by
establishing rules 

and algorithms

Pillar 2

Control of risk to 
quality by 
assessing 

product design, 
under-standing, 

and quality 
standards

Pillar 3

Control of risk to 
quality by 

assessing manu-
facturing & 

facility; when 
needed, 

performing 
preapproval 
inspection

Knowledge-aided 
Assessment
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Objectives of KASA System
KASA is designed to:

1. Capture and manage knowledge during the lifecycle of a drug 
product

2. Establish rules and algorithms to facilitate risk identification, 
mitigation, and communication for the drug product, manufacturing 
process, and facilities

3. Perform computer-aided analyses of applications for a comparison 
of regulatory standards and quality risk across the repository of 
approved drug products and facilities

4. Provide a structured assessment that radically eliminates text-
based narratives and summarization of information from the 
applications
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• FDA Advisory Committee Meeting - September 20, 2018

• Ten members from Industry and Academia

Unanimous Support
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Patients Deserve Quality Medications

A Six Sigma Capable Process is Expected to Have No 
More than 3.4 Defects per Million Opportunities

The Future of Pharmaceutical Quality
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Everyone has a role to play

Join us in a commitment to 
pharmaceutical quality

Together we can give patients 
improved access to medicine without 
sacrificing quality
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Challenge Questions

1. The following applications do not require quality 
assessment

a. New Drug Applications

b. Biological License Applications

c. Generic Drug Applications

d. Biosimilar Applications

e. None of the above
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Challenge Questions

2.  The Integrated Quality Assessment includes

a. Drug substance

b. Drug product

c. Manufacturing (inspection)

d. Biopharmaceutics if applicable

e. All of the above


