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Goal of Today’s Discussion 

• Explore relationship between compliance 
and quality 

• Understand approach in 483 
• Solicit input on prioritized 483 
• Identify other metrics, including those firms 

already collect, that could represent quality 
• Discuss pilot 

 



Background  

• Understanding Barriers to Medical Device 
Quality, October 31, 2011 
– Discusses perspectives on challenges to 

addressing quality gaps 
– interviewees within the Agency suggested 

that the link between compliance gaps and 
quality issues is often not apparent. 

• Making this link more transparent to both the 
investigators and the company being investigated 
could enable more efficient, focused enforcement. 



Background 
• Through internal interviews conducted by the Focus on 

Quality team, 48% of ORA medical device investigators 
and compliance officers interviewed responded that we 
could improve device quality by improving our approach 
and tools for inspections in order to better focus on 
quality areas, and half of those thought we could use a 
better risk approach to do so.   
 

• Interviews of CDRH Office of Compliance staff revealed 
that 55% of the staff felt that our inspectional and 
compliance focus could be changed in order to influence 
better device quality.  

 



Observations of Objectionable 
Conditions 

• Three basic types of observations per Investigations 
Operations Manual, section 5.2.3 
– Observations of significant deviations from specific Laws and/or 

regulations 
– Observations of deviations from specific Laws and/or 

regulations, which in the investigator’s judgment, are of 
“questionable significance” and “deemed not to merit inclusion 
on the FDA 483,” but do warrant discussion with management. 

– Observations which in the investigator’s judgment deviate from 
official published guidance, not regulations, but warrant 
discussion with management. 

 



The FDA-483 
• The FORM FDA 483 INSPECTIONAL OBSERVATIONS is intended 

for use in notifying the inspected establishment’s top management in 
writing of significant objectionable conditions, relating to products 
and/or processes, or other violations of the FD&C Act and related 
Acts which were observed during the inspection. 
 

• These observations are made when in the investigator's "judgment", 
conditions or practices observed, indicate that any food, drug, 
device, or cosmetic have been adulterated or are being prepared, 
packed, or held under conditions whereby they may become 
adulterated or rendered injurious to health.   
 

• The issuance of written inspectional observations is mandated by 
law and ORA policy. 

 
 



Ranking Observations on the 
FDA-483 

• Listed on the FDA-483 in order of 
significance 
– Most significant observations are listed first 



Prioritizing Nonconformities 

• Other prioritization methods used outside 
FDA 
– ISO 13485:2003 

• “major” and “minor” 
– GHTF SG3 N19 

• Quality management system – Medical devices - 
Nonconformity Grading System for Regulatory 
Purposes and Information Exchange 



GHTF N19 document 

• Grading matrix 
 



GHTF N19: Indirect versus direct 
Impact 

• Indirect QMS Impact: ISO 13485:2003 clauses 4.1 
through 6.3 (21 CFR 820.20, 820.22, 820.25, 
820.40, 820.180, and 820.186) are seen as 
supporting processes (making it possible or feasible) 
for the QMS processes to operate.  

 
• These sections of ISO13485:2003 (21 CFR 820) are 

therefore considered to have indirect influence on 
medical device safety and performance. 



GHTF N19: Indirect versus direct 
impact 

• Direct QMS impact: ISO 13485:2003 clauses 6.4 
through 8.5 (21 CFR 820.30, and 820.50 through 
820.250 [excluding 820.180 and 820.186]), as well 
as 21 CFR 803 and 21 CFR 806, are seen as 
having direct influence on design, and 
manufacturing controls.  

 
• These are therefore considered to have direct 

influence on medical device safety and 
performance. 



GHTF N19: Initial versus repeat 
nonconformity 

• First: The first category addresses a nonconformity in a 
particular clause of the standard identified for the first time.  
The first time is defined as not observed in the two previous 
audits which evaluated the same clause of the standard 
[section of the regulation (e.g. 21 CFR 820.100(a); 21 CFR 
820.30(d)].  
 

• Repeat: The second category is an observation that has been 
identified within either of two audits which evaluated the same 
clause of the standard.   
– Such an observation poses an increased risk because it is an 

indicator that a corrective action has not been adequately taken 
or implemented.  

 



GHTF N19: Escalation Rules 

• Grade increases by one point 
– Absence of a documented process or 

procedure required by the standard 
– Release of non-conforming medical device 



Questions 

• Interpreting the 483 
1.) In your experience, how does an FDA 483 focus your 
work on processes/changes that directly impact product 
quality?  

• If you do not feel it focuses your work on processes/changes 
that directly impact product quality, why not? 

 
2.) Explain any difficulties your firm has had or is currently 
having in identifying which items on an FDA 483 are most 
important to correct.  

• What factors would you use to focus or prioritize your efforts? 

 



Questions 

• Interpreting the 483 
3.) If your firm was to receive an FDA 483, which items 
would you focus on correcting?  

• Top 5?  
• Some specific sub-set or system?  
• All of them? 

 



Questions 

• Interpreting the 483 
4.) “Discussion items” are observations not listed on the 
FDA 483 but discussed at the close-out meeting and 
captured in the Establishment Inspection Report.  FDA 
investigators will review these items prior to the next 
scheduled facility inspection and check they are 
addressed.  

• Are “discussion items” a priority for your firm to correct? If 
not, why not? If so, how do you prioritize discussion items 
with FDA 483 items? 

 



Questions 

• Interpreting the 483 
5.)The terms “major non-conformance” and “minor non-
conformance” are used to classify nonconformities during 
ISO 13485:2003 audits.   
 
Nonconformities can also be classified using the guidance 
in the GHTF “Quality management system – Medical 
devices - Nonconformity Grading System for Regulatory 
Purposes and Information Exchange” document.    

• Do you think that identifying items on the FDA 483 using similar 
terms would be helpful in focusing resources? 

 



Questions 

• Metrics 
6.) We are currently looking for metrics/data you already 
measure/collect that represent investment in quality.   

• What measures do you use? 
7.) Do you currently measure the time, money 
and/or other resources spent on 
addressing/correcting FDA 483 items?  What about 
discussion items?  

• Do you have historic information that you could share 
as a baseline, for which to compare results from a 
“Focused 483” pilot? 
 



Questions 

• Metrics 
8.) Is there any correlation between these 
measures and quality? 

 
9.) Are there other metrics you have regarding quality 
that you can share or suggest? (Does not have to be 
FDA 483 related).   

• How do you use these metrics as they relate to 
quality? 

 



Questions 

• Pilot 
10.)  Would you be interested in participating in a “Focused 
FDA 483” pilot, should the agency decide to move forward 
with the concept and test whether a focused 483 enables 
better quality-related resource allocation?  

 
11.)  Would you be willing to track the time, money and/or 
other resources spent on correcting/addressing FDA 483 
items  and the impact on quality (resources saved, product 
impact, length of time to respond or correct item) if FDA 
piloted a “focused FDA 483”? 

 



Questions 

• Pilot 
12.) Give examples of any concerns you have 
had regarding communication between FDA 
investigators and your firm with respect to the 
FDA 483, either throughout the inspection or at 
the close-out meeting.   

• How could FDA address your concerns? 

 



Thank-you 
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