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Agenda

1. Regulatory Authority for API Manufacturers

2. Site Selection and Inspection Types

3. Responding to FDA Form 483

4. API Manufacturers Deviation Themes
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Regulatory Authority for API 
Manufacturing

• Statutory authority for API Current Good 
Manufacturing Practices (CGMP) is the 
Food, Drug and Cosmetic Act Section 
501(a)(2)(B)

• FDA considers the expectations outlined 
in ICH Q7 Good Manufacturing Practice 
Guidance for Active Pharmaceutical 
Ingredients in determining whether APIs 
are manufactured in conformance with 
CGMP
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API Manufacturing Facilities 
Supplying the U.S. Market*

More than 70% of API 
manufacturing facilities 
supplying the United 
States market are located 
overseas

* as of December 2019

https://energycommerce.house.gov/sites/democrats.energycommerce.house.gov/files/documents/Updated%20Testimony%20-%20Woodcock%20%28FDA%29%2020191210.pdf
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CDER’s Surveillance 
Site Selection Model (SSM)

• Inherent Product Risk

• Facility Type

• Patient Exposure

• Inspection History

• Time Since Last Inspection

• Hazard Signals

Fairly

Static

Dynamic
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Types of Inspections

• Pre-approval Inspections

• Surveillance Inspections

• For-cause Inspections

www.fda.gov
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FDA Form 483

• The FDA Form 483, provided at the conclusion 
of an inspection, notifies the company’s 
management of objectionable conditions

• Companies are encouraged to respond to the 
FDA Form 483 in writing with their corrective 
action plan and implement  corrections 
expeditiously

Photo: FDA
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Responding to an FDA 483 Gives a 
Firm an Opportunity to Provide

• An assessment of distributed products’ quality based on the observational 
findings

• Details on how the firm has addressed the observations and/or plans to 
address the observations

• The conditions or systemic issues that led to the observations occurring

• Additional information such as information on the scope of the issues, 
impact to other drugs, and whether the observations are isolated 
incidents or global in nature
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Tips for Responding to FDA Form 483

• If an observation is not clear, ask during the closeout meeting

• Recommend responding to verbal observations in the response*

• If we receive a response more than 15 business days after issuance, we 
do not plan to routinely include a response on the apparent adequacy 
of the corrective actions in a subsequent action
• For actions that cannot be completed within 15 business days, 

recommend including a plan addressing the observations, including 
timelines and deliverables

*See Investigations Operations Manual 5.11.4.3.15

https://www.fda.gov/media/76769/download
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Advice for Response Content

• A patient- and product-focused risk assessment of the observations, 
including an assessment of distributed products.

• A detailed response to each observation, including the comprehensive 
investigation plan; the CAPA plan; a summary of completed actions, 
including interim actions; and a planned effectiveness check, with any 
results.

• A communication plan, including timelines, to update FDA on any 
incomplete items.

• A copy of the FDA 483 issued at the close of the inspection.
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Inspection Outcomes

FDA Inspection Classifications for Foreign and Domestic 
Drug Establishments by Type of Classification, Fiscal Year 
2012 through 2018
Source: GAO Analysis of FDA data | GAO-20-626T

• No Action Indicated (NAI) means that 
no objectionable conditions or 
practices (e.g., quality problems) were 
found during the inspection (or they 
were minor problems that do not 
justify further regulatory action) 

• Voluntary Action Indicated (VAI) means 
objectionable conditions or practices 
were found but the Agency is not 
prepared to take or recommend any 
administrative or regulatory action. 

• Official Action Indicated (OAI) means 
regulatory and/or administrative 
actions will be recommended



Alternative Approaches to 
Inspections During COVID-19 

Pandemic
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COVID-19’s Impact on Inspections
• Protecting safety and security of drug 

supply chain is one of FDA’s highest 
priorities

• Mission-critical inspections continue,
including pre-approval and for-cause
inspections deemed mission-critical

• ORA using COVID-19 Advisory Rating
system to determine when other
inspections may be conducted

• Visit fda.gov webpage for all current 
information 
(https://www.fda.gov/drugs/coronavirus-covid-19-
drugs/manufacturing-supply-chain-and-drug-inspections-
covid-19#inspections)
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Use of Alternative Tools

• FDA utilizing alternative approaches to provide oversight 
and take regulatory actions, including:

– Sampling

– Using information shared by foreign regulatory partners

– Requesting records and information



Shift in Source for Drug Adulteration
Regulatory Actions*

15
*as of 11/30/2020
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API Manufacturers 
CGMP Deviation Themes
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Most Common CGMP Deviations* for 

API Manufacturers on Warning Letters

FY2018-FY2020

43 CGMP Warning Letters Issued

(38 API Only Warning Letters)

(5 Both API and FDF Warning Letters)

*Q7 references for categorization only



Investigations
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Production and Laboratory 
Investigations – Key Themes

• Investigation and corrective 
actions that do not address 
deviations in a systemic way

• Conclusions not supported by 
evidence

• No product impact assumed 
based on analytical testing

• Analytical method variability 
blamed for the OOS without 
adequate justification

• Failure to investigate atypical 
peaks

• Not extending investigation to 
manufacturing (Phase II) if root 
cause is not conclusively 
identified and justified during 
Phase I

• Human error is frequently cited 
as a root cause in failure 
investigations

• Re-training is too often the 
corrective action for events 
deemed to be caused by human 
error

Out-of-Specification Guidance – https://www.fda.gov/media/71001/download

Quality Systems Guidance - https://www.fda.gov/media/71023/download



Data Integrity
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Data Integrity

With DI 
deviations

58

Without DI 
deviations 
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API

FY = October 1 to September 30
FY19* = October 1 to August 16, 2019 

Warning Letters Issued to API Manufacturing Facilities Containing Data Integrity Deviations 
(FY16-FY19*)

73% of Warning Letters 

issued, between FY16 and 

FY19*, to API manufacturing 

facilities contained Data 

Integrity deviations
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Data Integrity – Key Themes
• Unreported OOS results or 

failures with no justification or 
explanation

• Deleting data
• Discarding or deleting results 

without justification and re-
running/retesting samples

• Backdating and fabricating data
• Altering time clock to 

misrepresent testing date/time
• Activities not recorded 

contemporaneously
• Changing name of a sample to a 

standard

• Running sample from different lot
• Aborting run based
• Trial injections on stand alone 

equipment
• Copying existing data as new data
• Uncontrolled access to computer 

systems
• Disabling or deleting audit trails
• Manipulating integration 

parameters, sample weights, etc.
• Pre-filling batch records
• Duplicate batch records
• Disconnecting system during run
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Data Integrity – Remediation Tips
• Scope: Systems involved in DI and 

other related systems that could 
have similar problems
– Production and process 

records (validation batches, 
biobatches, etc.)

– Testing equipment, records 
and associated meta data

– Investigations
– Equipment (deleted, altered, 

missing records; aborted 
sequences)

• Causes of DI breaches:
– Procedural, documentation-

related, personnel, system 
related, quality culture, or 
other

• Risk assessment to evaluate 
impact on product and patient

• Identify gaps that allowed DI 
issues to occur without detection

• Impact on approved and pending 
applications

• Time frame and products

Data Integrity Guidance – https://www.fda.gov/media/119267/download
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Key Messages

• For patient safety and supply chain transparency, 
API manufactures must follow all quality standards 
– including clearly identifying the expectations 
from their suppliers and service providers

• FDA considers the expectations outlined in ICH Q7 
Good Manufacturing Practice Guidance for Active 
Pharmaceutical Ingredients in determining whether 
APIs are manufactured in conformance with CGMP
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Thank You!

• Send questions regarding this presentation to:
DMFWorkshop2021@fda.hhs.gov by 3/19/2021 for inclusion
in the follow-on webinar April 9, 2021.

• Please refer to the following presentations on March 3rd

and 4th for additional information: API Manufacturing

Facility Inspections.

mailto:DMFWorkshop2021@fda.hhs.gov

