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Effective Enforcement and Benefit to Public 
Health 

 

“…an effective enforcement strategy creates public 
confidence in FDA oversight…which in turn keeps 
trust in the safety of FDA regulated products from 

eroding.  Such confidence is critical to the long term 
interest of both consumers and industry.” 

 

Margaret Hamburg, M.D. 

Commissioner of Food and Drugs 

August 6, 2009 



FDA-483’s : List of Observations 

• Issued at the conclusion of an inspection, the items listed are 
the significant observations of the Investigator(s) made during 
the inspection 

– Do not minimize importance of issues identified that were 
not on the 483. They will be included in the report. 

• Items are listed in descending order of importance 

• Findings are not intended to be an “all inclusive list” of 
problems at a site.  An inspection is only a “snapshot in time” 

• It is your responsibility to ensure you are compliant with all 
laws and regulations 

• Generally use Turbo EIR to populate findings 

• Repeat findings will generally be identified 

 
3 



The Close Out Meeting 
• What is the Company’s 

Purpose 
– Sending the appropriate 

message to the investigator 

 

– Understanding the observations 
and assuring their accuracy 

 

– Seeking annotations or 
corrections where appropriate 

 

– Understanding the broader 
message that FDA is sending 

 

– Identify and discuss any errors 

 

• What is FDA’s Purpose 
– Ensuring that senior 

management at the company 
has notice of the nature and 
seriousness of the findings 

 

– Ensuring that the Company 
understands the issues identified 
in the observations 

 

– Confirming that the facts 
underlying the observations are 
correct and that relevant 
documentation has been 
collected (if the inspection is of a 
serious nature ) 

 

 

 



Understanding the Observation(s) 
• Have a meaningful discussion about each observation 

 

• Understand the basis for each observation, and the 
underlying facts supporting them 

 

• If a device firm, be sure to annotate the findings when 
applicable (corrected, corrected and verified, etc.) 

 

• If you disagree with an observation, or it is inaccurate, 
discuss those issues during the close-out meeting 

 

• Demonstrate awareness of the applicable regulations and 
consult with legal counsel as necessary to ensure the 
company has a thorough understanding of the applicable 
requirements 

 

 

 



Understanding the Observation(s) (cont’d) 

• What aspect(s) of the company’s operations were deficient. The 
deficiencies should be listed in the response. 

 

• If you are confused about the meaning of an observation, raise it 
during the close-out meeting, or consider contacting FDA to seek 
oral clarification – but be quick!  Do not wait until response is due! 

 

• During the conversation, do not put the official on the defensive as 
to his or her work product 

 

• Do not state in the written response that the company is confused.  
This may signal that the company is being combative rather than 
seeking to fix the problem, especially if FDA believes the claim of 
confusion to be unreasonable. 

 



First Steps After Receiving an FDA-483 

• Within the Company 

 

– Assemble a team to work 
on 483 response 

 

– Fact finding with respect to 
individual observations 

 

– Drafting the response 

 

– Ensuring timelines for 
getting response to FDA 
include time for internal 
and external vetting 

 

 

• At FDA 

 

– Reviewed by District 

 

– Classified as NAI, VAI or 
OAI 

 

– May be reviewed by 
Center 

 



FDA-483 Response Deadline 

Effective Sept. 15, 2009 

If 483 response is 

received within 15 

days, FDA will 

respond to the 

adequacy of the 

proposed corrections 

After 15 days, FDA need 

not respond 



 
Once the FDA-483 issues…tick-tock,  
tick-tock 
• There is no legal requirement to respond to the FDA-483 in 

writing 

• Firm’s have 15 business days to respond to FDA-483’s. 

– Aim for 13 days to anticipate unforeseen problems 

• Failure to respond in 15 days, the agency will not consider 
your response in their decision on subsequent action 

• Your response must be complete, thorough and be based on 
objective evidence to demonstrate you are operating in a 
state of control and are compliant. 

– Identify changes already implemented 

– Identify plan for longer term items with schedule for 
completion 9 



Deadline: April 2010 Warning Letter 
FDA 483 Response  



Why a Warning Letter? 

“When it is consistent with the pubic protection 
responsibilities of the agency and depending on the 

nature of the violation, it is the Food and Drug 
Administration’s (FDA’s) practice to give individuals and 

firms an opportunity to take voluntary and prompt 
corrective action before it initiates an enforcement 

action. 

Warning Letters are issued to achieve voluntary 
compliance and to establish prior notice.” 

FDA Regulatory Procedures Manual 

Chapter 4: Advisory Actions 
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Significance of a Warning Letter 

“The agency position is that Warning Letters are issued 
only for violations of regulatory significance. Significant 

violations are those violations that may lead to 
enforcement action if not promptly and adequately 

corrected. 

A Warning Letter is the agency’s principle means of 
achieving prompt voluntary compliance with the 
Federal Food, Drug and Cosmetic Act (the Act). 

FDA Regulatory Procedures Manual 

Chapter 4: Advisory Actions  
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General Information about a Warning Letter 
• Warning Letters are not final agency action 

– “…failure to correct may result in subsequent action such as 
seizure, injunction, civil money penalties, prosecution” 

– They are informal and advisory in nature 

• Commitments to correct an observation at the conclusion of an 
inspection (FDA-483) may not preclude a Warning Letter 

• Typically addressed to top management to ensure they know the 
seriousness by which FDA considers these observed violations 

– It is management’s responsibility to ensure adequate resources 
are available to fully correct the violations and prevent their 
recurrence 

– It is management’s responsibility to ensure all requirements of 
the Act are being adhered to – not just those identified in the 
Warning Letter  
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Types of Warning Letters 

• ‘Typical’ Warning Letter may be based upon: 

– Inspectional observations or headquarters concerns 

– Compliance with Quality Systems issues 

– Compliance with MDR 

– Compliance with Corrections and Removals  

– Pre-market issues (510(k)’s, PMA’s, IDE’s, Supplements 

– Bio-research Monitoring (BioMo) inspections 

– Advertising and promotion activities 

– Any other violation of the Act that failure to comply could 
result in enforcement action  

May be issued by District Office or headquarters 
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Types of Warning Letters (con’t) 
• Corporate Wide Warning Letter 

– Generally inspection driven 

– Requires Center concurrence 

– Appearance of corporate culture of non-compliance 

• Pattern of similar current and past findings at different 
corporate locations 

• Focuses on management controls 

• Recidivist Warning Letter 

– “In and Out” of compliance with quality systems  or MDR 

– Requires third party independent expert to certify 
compliance to FDA before FDA confirmatory inspection 

– Tight timeframes for compliance; costly 
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Types of Warning Letters (con’t) 

• Warning Letter with Automatic Detention 

– Typically for foreign firms 

– Based on inspectional information and/or continuing 
problems with a product upon offered for entry into U.S. 

– Based on appearance of adulteration or misbranding, 
product is refused entry 

– Warning Letter provides notice of FDA concerns 

– Requires FDA re-inspection to confirm adequacy of 
promised corrections 

– Due to resource constraints at FDA, re-inspection may take 
some time 
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Warning Letter vs. Regulatory Meeting 

• FDA can invite top corporate management to a meeting 
either at the District Office or Center with the goal of 
emphasizing their concern(s) with ongoing operations   

– May hand deliver a Warning Letter at the meeting 

– May verbally advise management that the meeting is in 
lieu of written correspondence but should be taken as 
seriously 
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Consequences of a Warning Letter 

• Impacts Class III PMA reviews if based on QSR 

• Prior Notice 

– “May” be last chance to voluntarily comply before enforcement 
action filed with Dept. of Justice  

• Corporate reputation is tarnished 

– Warning Letters publically available 

– May be posted on FDA website 

– Shopped by competitors/seen by customers 

– Raises questions about quality and integrity 

• Especially difficult to defend during litigation 

• Government contracts 

 Federal and State contracts my be halted  

• Exportability 

– Issuance of certificates requires compliance with QSR 18 



When a Warning Letter is NOT Appropriate 

• Violation reflects a history of repeated or continual conduct 
of a similar or substantially similar nature during which time 
the individual and/or firm is aware of FDA’s concerns 

– Such violations should be considered as “systemic” issues 
– i.e., continuing QSR or MDR issues 

• The violation is identified as intentional or flagrant 

• The violation represents a reasonable probability of injury or 
death 

• When adequate notice has been provided by other means 
and the violations have not been corrected or are continuing 

• The violations, under Title 18 U.S.C 1001 are intentional and 
willful acts that once having occurred cannot be retracted 

FDA will use other enforcement tools available!  19 



How Effective was Your Response to FDA  

• Response should tell the whole story and stand on its own!   Allow a 
“fresh set of eyes” to review before submission to FDA! 

• Should acknowledge commitment to compliance and seriousness 
taken to address findings 

• If effective, FDA will follow-up during next inspection 

– Stay abreast of all commitments and notify FDA of any ‘slippage” 

– Be sure all past commitments are complete 

• If less than effective, subsequent action may be taken 

– If responding to FDA-483, may generate a Warning Letter  

– If responding to Warning Letter, may result in enforcement action  

• Response may not have been thorough 

• May not have expressed a sense of urgency 

– May result in field corrective action 
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FDA’s Assessment of Your Firm’s 
Response 

• Is it timely and understandable?   

 

• Has the Company adequately addressed the nature and seriousness 
of the inspection observations? 

 

• Has the firm provided objective evidence of correction 

 

• Does the response address only the observations or does it also 
address the broader issues implicated by the observations? 

 

• Does the Company appear to have an understanding of the issues? 

 

• Does the Company appear to have an adequate remediation plan? 



FDA’s Assessment of the Response : 
Understanding 

• Corrective Action Plan 
– The plan should show to the agency that the company 

thoroughly understands what is needed to correct the 
immediate problem 

– The plan should address the “systemic issue” – not simply 
the observation 

– More importantly, the plan should show that the company 
understands the general “good practices” that should 
govern long-term 

– If a correction is made before the response is submitted, 
objective evidence should be attached to the response 

– If a correction cannot be made before the response is 
submitted, the company should provide the agency with a 
timeline for completion 

 



FDA’s Assessment of the Response : 
Commitment 

• The company cannot simply assert that it is committed to 
addressing the deficiencies identified and maintaining compliance.  
The company must prove this commitment to FDA by providing 
objective evidence when available. 

 

• Include comprehensive, thoughtful, and detailed plan for 
addressing the deficiencies in a manner that will obtain and 
maintain compliance 

 

• Include a timetable with specific and realistic milestone dates. 
Provide updates to FDA as needed. 

 

• Include timely and appropriate effectiveness checks 



FDA’s Assessment of the Response: Accuracy 
and Tone 

• The response itself should give FDA confidence in the company’s 
actions and that it takes the issues identified seriously 
 

• The response should be complete, well-organized, supported with 
appropriate documentation, easy to understand, and grammatically 
correct and proof-read 
 

• Each factual assertion in the response must be accurate—each fact 
should be verified within the company before the response is 
submitted to FDA 
 

• At best, sloppiness will indicate to FDA that the company is not 
taking the identified issues seriously.  At worst, sloppiness may 
raise with FDA the question of fraud. 

 
 



FDA’s Expectations of Your Response 

Listen for your D.R.U.M. beat! 

• Direct – address the items directly raised in the 
Warning Letter 

• Related – go beyond those to potentially related 
problems (systemic approach) 

• Universal – expand your efforts to identify and 
address same or similar issues company wide 

• Monitoring – describe how you will address the 
issues, assure sustainability and provide assurance 
management is involved 

 



Meeting with FDA 

• When should a company seek a meeting? 

– What if FDA is non-responsive? 

• Who should attend? 

– From FDA 

– From the Company 

• Setting the Agenda 

• The Materials 

• The “message” you want to be delivered 

• “Take aways” from the meeting 

– Action items 

– Commitments 



Warning Letters : Examples 

“This letter is not intended to be an all-inclusive list of 
deficiencies at your facility.  It is your responsibility to ensure 
adherence to each requirement of the Act and regulations.” 

 

“You are responsible for investigating an determining the causes 
of the violations identified by the FDA.” 

 

“You must promptly initiate permanent corrective and 
preventive action on your…” 

 

“Federal agencies are informed about the Warning letters we 
issue…so that they may consider this information when 

awarding government contracts.” 27 



Warning Letters - Examples 

“These serious violations of the law may result in FDA taking 
regulatory action without further notice to you.” 

 

“No requests for Certificates to Foreign Governments will be approved 
until the violations related to the subject devices have been 

corrected” 

 

“No premarket submissions for Class III devices to which the QS/cGMP 
deficiencies are reasonably related will be cleared for approval until 

the violations have been corrected.” 
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Warning Letters – Corporate wide 

“We realize (redacted) has multiple locations.  This letter is an 
official notification that FDA expects all of your locations to be in 
compliance. We recommend all of your locations be evaluated 

and that corrective action be taken corporate-wide if 
deficiencies are found.” 

 

“The purpose of this letter is to apprise to management of your 
inadequate corporate wide corrective action plan as evidenced 

by the continuing serious deficiencies identified at each of these 
(redacted) facilities and to remind you  of your responsibility to 

ensure that all facilities continuously comply with the Act and all 
pertinent regulations.”  
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Warning Letters – Inadequate Responses 
to FDA -483’s 

“Your responses continue to be specific spot fixes and have failed to 
achieve the necessary systemic approach to comprehensively address the 

violations.” 

 

“We acknowledge the receipt of your firm’s responses to our 
Investigators’ FDA -483 dated… (4 responses over 8 months).  We do not 

consider your responses to be adequate because of the following…” 

 

“The cGMP deficiencies need more timely and comprehensive corrections 
than the actions you have proposed or taken.” 

 

“You do not address why you failed to take appropriate action at the time 
of this incident to access the scope of the problem and implement 

appropriate corrective action to prevent recurrence of this potential 
contamination issue”. 30 



FDA Warning Letters : FY 11 (thru 8/11)  

Center FY 2010 FY 2011 

CDRH 201 (154) 

CDER 173 (95) 

CFSAN 192 278 

CBER 15 (7) 

CVM 71 (48) 

Tobacco 21 631 

TOTAL 673 1213 



Most Frequent Quality System Warning 
Letter Cites : 2010 

21 CFR 820.198(a)  -    Complaints  42  
21 CFR 820.100(a)  -    CA/PA    30  
21 CFR 820.75(a)  -    Process validation 28  
21 CFR 820.22  -    Quality audits  26  
21 CFR 820.184  -    DHR   21  
21 CFR 820.20(c)  -    Management review 19  
21 CFR 820.30(i)  -    Design changes 18  
21 CFR 820.90(a)  -    NCR   18 
21 CFR 820.30(g)  -    Design validation 17  
21 CFR 820.50  -    Purchasing controls 17 

 



Analysis of 2010 FDA-483 Observations 
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Analysis of FY 2010 FDA-483 Observations 
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Questions? 
 

 

 

 

Thank You! 
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