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On Investigations

ARANn investigation is a pr
viewing it as such, rather than as a single event,
cannot be overstated. Some investigative managers
see their responsibility as merely assigning cases
and then forgetting them until they are concluded.
Nothing could be further from the truth. Every
element in the process is critical not only to the
success of the individual investigation but also to the

over al | success of t he 1 n
A Daniel S. McDevitt, Managing the Investigative Unit

AfThere is no substitute f

t i me. The 6shoe | eat her o

A Barbara K. Immel, Conducting Bulletproof CAPA Investigations



ODbjectives

A Help improve CAPA
and Investigations
systems

A Review examples of
recent FDA warning
letter citations

A Tips on managing
CAPA and
Investigations
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It Starts with the Regulations
(and Applicable Guidances)

Medical Device CGMPs, 21 CFR 820.100, Corrective and Preventive Action

A (a) Each manufacturer shall establish and maintain
procedures for implementing corrective and preventive
action. The procedures shall include requirements for:

A (1) Analyzing processes, work operations, concessions,
guality audit reports, quality records, service records,
complaints, returned product, and other sources of quality
data to identify existing and potential causes of
nonconforming product, or other quality problems.
Appropriate statistical methodology shall be employed
where necessary to detect recurring quality problems;

A (2) Investigating the cause of nonconformities relating to
product, processes, and the quality system,

A (3) Identifying the action(s) needed to correct and prevent
recurrence of nonconforming product and other quality
probl emsé.
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Medical Device CGMPs, 21 CFR 820.100,
Corrective and Preventive Action (cont.)

A (4) Verifying or validating the corrective and preventive
action to ensure that such action is effective and does not
adversely affect the finished device;

A (5) Implementing and recording changes in methods and
procedures needed to correct and prevent identified quality
problems;

A (6) Ensuring that information related to quality problems or
nonconforming product is disseminated to those directly
responsible for assuring the quality of such product or the
prevention of such problems; and

A (7) Submitting relevant information on identified quality
problems, as well as corrective and preventive actions, for
management review.

A (b) All activities required under this section, and their results,

shall be documented. <2
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Preamble (1 of 4)

21 CFR Part 820, Questions 158-166, pp. 52633-52635

AProcedures must include pr
requirements I n [820.100]
control and action to be taken on devices distributed, gg
and those not yet distributed, that are suspected of B«
having potential nonconformities.

A The degree of corrective and preventive action taken to
eliminate or minimize actual or potential nonconformities
must be appropriate to the magnitude of the problem and
commensurate with the risks

A FDA does expect the manufacturer to develop
procedures for assessing the risk, the actions that need
to be taken for different levels of risk, and how to correct
or prevent the problem from recurring, depending on that
risk assessment.




Preamble (2 of 4)

21 CFR Part 820, Questions 158-166, pp. 52633-52635

A FDA emphasizes that any death, even if the
manufacturer attributes it to user error, will be
considered relevant by FDA and will have a high
ri sk potentially associ .

A FDA acknowledges that a manufacturer cannot
possibly foresee every single potential misuse
during the design of a device, but when the
manufacturer becomes aware of misuse, the
corrective and preventive action requirements
should be implemented to determine if redesign
of the device or labeling changes may be
necessary. 29
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Preamble (3 of 4) O

21 CFR Part 820, Questions 158-166, pp. 52633-52635 .\

.

A FDA wants to make it clear that corrective and
preventive actions, to include the documentation of these
activities, which result from internal audits and
management reviews, are not covered under 820.180
(C).

A FDA emphasizes that appropriate statistical tools must
be employed when it is necessary to utilize statistical
methodology. FDA has seen far too often the misuse of
statistics by manufacturers in an effort to minimize
Instead of address the problem. Such misuse of statistics

would be a violation of this section.
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Preamble (4 of 4)

21 CFR Part 820, Questions 158-166, pp. 52633-52635

AFDA é [requires] investigat
nonconformities relating to process, product and the
guality systemé.

A For example, if a molding process with known
capabilities has a normal 5 percent rejection rate and
that rate rises to 10 percent, an investigation into the
nonconformance of the process should be performed.

AFDA emphasizes that it is a
responsibility to ensure that all nonconformity issues are
handled appropriately.
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Drug cGMPs, 21 CFR 211.192,
Production Record Review

A All drug product production and control records, including
those for packaging and labeling, shall be reviewed and
approved by the quality control unit to determine
compliance with all established, approved written

procedures before a batch is released or distributed. \\/

A Any unexplained discrepancy (Including a percentage of
theoretical yield exceeding the maximum or minimum
percentages established in master production and control
records) or the failure of a batch or any of its components to
meet any of its specifications shall be thoroughly

Investigated, whether or not the batch has already been
distributed.

A The investigation shall extend to other batches of the same

drug product and other drug products that may have been
associated with the specific failure or discrepancy.

A A written record of the investigation shall be made and shall
iInclude the conclusions and follow-up.



APl CGMPs, ICH Q7A, 2.2,
Responsiblilities of the Quality Unit(s)

A The main responsibilities of the
iIndependent quality unit(s) shall not be
delegated. These responsibilities should
be described in writing and shall include,
but not necessarily be limited to:

A 4. Making sure that critical deviations are
iInvestigated and resolved

A 11. Making sure that quality-related
complaints are investigated and resolved




Good Laboratory Practices

Source: 21 CFR 58, 21 CFR 58.31, 21 CFR 58. 33, 21 CFR 58.35

A Testing facility management

A éassure any deviations from regul
communicated to study director and corrective actions taken and
documented

A Study director

A € unforeseen circumstances that may affect quality and integrity of

study noted when they occur and corrective action taken and
documented

A Quality assurance unit

A éinspect each studyéany probl ems
iInspection which affect study integrity shall be immediately brought
to attention of study director and management

A édetermine that no deviations fro
made without proper authorization and documentation.



Human Cells, Tissues, Cellular and Tissue-
Based Products (21 CFR 1271)

Source: 21 CFR 1271.160 (3) and (6); 21 CFR 1271.195 4 (b)

A Establishment and maintenance of a quality program

I Ensuring appropriate corrective actions including reaudits of
deficiencies are taken and documented

I You must verify corrective actions to ensure actions are effective
and in compliance with CGTP.

I Where appropriate, corrective actions must include both short-
term action to address immediate problem and long-term action
to prevent problemO0s recurrence

I Documentation of corrective actions must include if appropriate:
A ldentification of HCT/P affected and description of its disposition
A Nature of problem requiring corrective action
A Description of corrective action taken; and

A Date(s) of the corrective action .;;-» ?&v

A Environmental control and monitoring ?’9
I You must take appropriate corrective action as necessary



Barr Laboratories Ruling on
NThorough | nves

Source: David L. Chesney, PAREXEL, Inspections of Complaint Systems: Strategies for Investigations
Under 21 CFR 211.198, 2" Annual FDA Inspection Summit, October 2007

~y

AAThus, the el ements of a #fit
will vary with the nature o

AfAThe government argues '
investigation requires A

A (1) the reason for the investigation:

A (2) a summary of process sequences that may have caused
the problem;

A (3) the corrective actions necessary to save the batch and
prevent recurrence,

A (4) a list of other batches and other products possibly
affected along with their investigation results; and finally,

A (5) comments and signatures of production and quality
control personnel regarding approval of any material
reprocessed after additional

A (US v. Barr Laboratories, Findings of Fact)
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Key Points

A The depth and intensity of
any investigation should
match the possible risk to
the patient.

A When in doubt, it is better to
conduct an investigation.

A The final decision on
whether to investigate
should be made by an
experienced QA
professional.

A Patient safety should always

be our #1 concern.
A ©2010, Immel Resources LLC




Timeliness

A Problem investigations should be done in such a way to

correct existing problems and to prevent related future
problems.

A Problem investigations should be completed in a timely
manner not to exceed 30 days from discovery of
problem, unless additional time is required for activities
such as stability studies or regulatory submissions.

A All problems implicating a distributed batch or ability to
supply acceptable batches shall be investigated with

utmost urgency.
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Problem Investigation Toolkit (1 of 4)
22 Great Investigation Tools

A 1. Notify your supervisor or QA promptly ﬁ
(within 24 hours). L

A 2. Draft a clear, complete problem definition. S
A 3. Assess patient safety and product impact. @&

Ad4. Use your companyos
forms out completely. N@

A 5. Describe immediate corrective action(s)
taken.
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Problem Investigation Toolkit (2 of 4)
22 Great Investigation Tools

A 6. List all possible causes. ?\%
A 7. Create a timeline or chronology.

A 8. Look for any prior occurrences.g‘g@m

A 9. Look for any changes or differences. A
Al1O. Look for t4< fir
A 11. Brainstorm root causes. ]
A 12. Create an investigation plan.
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Problem Investigation Toolkit (3 of 4)
22 Great Investigation Tools

A 13. Carry out the investigation; most
should be done within 30 days. ﬁ

A 14. Ask good questions: who, what, when,
where, why and how.

A 15. Analyze the information.

A 16. Brainstorm and select best possible _
solutions; apply your criteria. !

A 17. Create a CAPA plan.
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