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	FDA INSPECTION GUIDANCE




Introduction
The Food and Drug Administration (FDA) Bioresearch Monitoring Program (BIMO) oversees FDA-regulated research by performing inspections of clinical (i.e., principal) investigators (PI), sponsors, and Institutional Review Boards (IRBs).   As outlined in the FDA Compliance Guidance Manual 7348.811, the main objectives of the BIMO Program are to:
· Protect the rights, safety and welfare of subjects involved in FDA regulated clinical trials 
· Verify the accuracy and reliability of clinical trial data submitted to the FDA in support of research or marketing applications 
· Assess compliance with FDA regulations 
Inspections may be announced (routine) or unannounced (for cause).  Unannounced or for cause inspections may be initiated due to a complaint, non-compliance, concerns about the qualifications of the investigators or the quality of the data. 
Most routine inspections of PIs are performed to verify the accuracy and reliability of the data submitted to the FDA.  These often involve inspections at sites enrolling the largest number of participants.  Other factors determining selection of a site for inspection, may include:
· High number of dropouts, adverse events or protocol violations 
· Large amounts of outlier data, e.g. reporting significantly better efficacy, unusually few adverse effects or different laboratory results compared to others investigational sites
· High volume of clinical trials conducted by the clinical investigator 
· Clinical studies conducted outside of the PI’s specialty 
· History of the PI, e.g. previous FDA inspectional classifications and findings 
Upon Notification
The PI must immediately notify the Human Research Protection (HRP) Division in writing at askirb@pitt.edu about the inspection.  The email notification should include:
· Subject Line – Audit / Inspection, with designation of high importance 
· IRB protocol number  
· Date and location of the planned inspection 
· If known, the name of the FDA investigators  
· Type of inspection: routine or for cause  


Before the Inspection
The PI must ensure other relevant parties are notified of the inspection (i.e., the department chair, study sponsor, study team members, contract research organization, investigational drug service, labs, etc.).
PIs are encouraged to reference the Regulatory Agency Audit/ FDA Inspection Checklist found in the Education and Compliance Support for Human Subject Research (ECS-HSR) Good Clinical Practice (GCP) Toolbox.
Documents should be prepared as outlined on the Regulatory Agency Audit/ FDA Inspection Checklist.  Investigators are required to permit the FDA to inspect and copy any records pertaining to the investigation.  All documents should be readily available for inspection.  If some of the documents are not immediately available (i.e., offsite storage), obtain them as soon as possible.   
Participant files should include:
· Signed informed consent document (s) and narrative note(s) of the consent process
· Case report forms 
· Supporting source documentation relevant to the participant’s eligibility, clinical testing (laboratory reports, radiology reports and EKGs) study procedures and test article administration
· Documentation of adverse events
· Completed study questionnaires or surveys
· Completed drug diaries
· Documentation of protocol deviations 
It is important that study documentation is organized and easy to follow and review by others.  Create a note to file describing where documentation can be found if it is stored electronically or in another location, so that the FDA investigator may ask for it instead of thinking that it is missing.  If time permits, place tabs in the source documents to flag records according to study procedures or relevant testing.  Review any issues in prior monitoring visits and ensure those items have been appropriately addressed.  

For paper records, minor issues can be corrected by using the appropriate correction method, i.e. Make error corrections by 1) drawing a single line through the incorrect information, 2) initialing, dating, and stating a reason for the change (if necessary), and 3) inserting the correction.  If the change is obvious, i.e., a transcription error that can be verified with the original source, then a rationale for the change is not required.  If the change is not obvious, i.e., a diagnosis or symptom that was deleted after initial entry, then there should be a rationale for the change.  Never obliterate entries that require correction or destroy original documents, even if they require error correction. If issues are identified during the review of study documents, a corrective and preventative action plan should be developed to address the problems.  

Prior to the inspection, study team members should review the protocol and consent documents that are subject to inspection along with any relevant study specific SOPs.    It is also advised that a general overview of the study be created for internal use, that includes information such as the protocol abstract, the number of subjects screened for enrollment, the number of subjects that received the test article, any associated reportable events, a summary of previously known areas of non-compliance and the corrective and preventive actions implemented.  

Regulatory files should be reviewed and organized.  For a detailed listing of all documents that should be kept in the regulatory binder, refer to Guidelines: Study Documentation for FDA Regulated Research and Clinical Trials.  

The PI should also review their responsibilities as outlined in:
· Chapter 4 of the IRB Guidelines 
· PI obligations for the IND under Form 1572 (for investigational drug trials) 
· Sponsor obligations for the IND under Form 1571 (for investigational drug trials when the PI is also the IND holder) 
· PI obligations under the IDE or Abbreviated IDE (for investigational device trials only)

As outlined in the Regulatory Agency Audit/ FDA Inspection Checklist, a study team member should be designated to oversee preparations prior to the inspection and serve as a point of contact during the inspection.  

Remind all staff in the area of the inspection when and where the FDA will be in the facility and that conversations near the inspection room should be limited. 

During the Inspection
Upon arrival, the FDA investigator should present a Notice of Inspection (Form FDA 482) to the PI or his/or designee. They will also present their credentials.  If the FDA Form 482 is not provided, it should be requested. 

The PI should be available to meet with the FDA investigator upon arrival unless there are extreme or unforeseen circumstances. The Institutional Official (IO) or his/her designee may also request to be present.  

The FDA investigator will explain the intended purpose and scope of the inspection.  In addition, the FDA investigator may request that the PI summarize and discuss the study identified for the inspection as well as request a list of all studies for which the PI responsible.  

The FDA investigator may request a tour of the facility areas where the research took place.  The escort should accompany the FDA investigator at all times.

When interacting with the FDA investigator:
· Be polite but limit conversation to the subject matter at hand.  
· Listen carefully to any questions posed and only address the question that is asked; do not volunteer any additional information.  
· If you do not know the answer, do not speculate.  It is acceptable to defer the question to the appropriate individual.  
· If there are pauses in the conversation or periods of silence, do not feel compelled to fill these periods of silence with conversation.  
· It is recommended that a log be kept of all questions raised and corresponding responses provided during the inspection. 

Typically, the FDA investigator will request files for review.  Provide only the files that have been requested.  If the requested documents are electronic source documents in the EMR, that will not be printed out, a study staff member or the PI should login and use an over-the shoulder approach to show the requested records.  FDA investigators are generally not permitted to receive direct log-in credentials for EMR systems.  

In addition, the FDA investigator may request copies of some documents.  These copies should be provided.  Note that you should keep track of all documents provided to the FDA investigator. You should also keep a copy of any documents that you provide to the FDA investigator.  The FDA investigator’s copies should be stamped ‘Confidential’ and your copies should be stamped ‘Copy.’

The inspection may include verification of each of the following:
· The PI’s Qualifications 
· The PI’s oversight and knowledge of the protocol
· Who performed various aspects of the protocol
· Where specific aspects of the protocol were performed
· Delegation of Authority Log
· The training provided to the research team to perform the delegated task
· How and where data were recorded
· Documentation of consent and the informed consent process
· Review, causal assessment, documentation and reporting of adverse events
· Monitoring of the study
· Communications with the sponsor
· Comparison of site data with sponsor or FDA data
· Test article accountability and
· Adherence to the IRB approved protocol  

During the inspection, one person should be designated as the primary contact person for the FDA investigator.  This individual is typically the coordinator or someone who is knowledgeable of the study and is able to coordinate with the PI and other study personnel.  This person should accompany the FDA investigator, make copies of records as requested and take notes throughout the inspection.   Notes would include a summary of the inspection, including questions asked, records reviewed, copies of documents provided to the FDA investigator, relevant issues raised, and any commitments made to the FDA. 

The PI should set aside time each day to talk with the FDA investigator, as well as being available for any questions that may arise.

When the date of the exit interview has been established, the PI or study team member should ensure that the IRB and ECS-HSR have been notified so that the IO or their designee may be present for the exit interview.    

[bookmark: _Hlk48209817]After the FDA Inspection
After the inspection, the FDA Investigator will usually hold an exit interview to discuss the inspectional findings.  The PI should be present at this meeting along with other appropriate study team members and the IO or their designee(s).  If deficiencies were found, a written FDA Form 483 will be issued.   

The FDA Form 483 describes inspectional observations, that in the opinion of the FDA investigator represent deviations from applicable statues and regulations.  Some common deficiencies observed by the FDA, as outlined in the FDA’s Annual Inspection Metrics, include the following: 

· Failure to follow the investigational plan and signed investigator statement/agreement
· Inadequate and/or inaccurate case history records; inadequate study records 
· Inadequate subject protection; informed consent issues
· Inadequate accountability and/or control of the investigational product 
· Safety reporting; failure to report and/or record adverse events 

Importance of a Written Response to FDA Form 483

Although there is no regulatory requirement for a written response to the FDA Form 483, it is strongly recommended that the PI respond to the FDA Form 483.  Note that the FDA Form 483 is the field investigator’s preliminary observations, not the Agency’s final compliance determination.  A well-reasoned, comprehensive and timely response to the FDA Form 483 observations demonstrates to the FDA an understanding and acknowledgement of the inspectional observations. 

Elements of an Effective FDA Form 483 Response

The written response to the FDA Form 483 should demonstrate to the FDA an understanding of the applicable laws and regulations, as well as commitment to remedy past noncompliance and ensuring future compliance. The response should be specific in addressing each inspectional observation cited (e.g. observation-by-observation) and include concrete corrective and preventative action plans with estimated timeframe of completion.

To be effective the response to a FDA Form 483 should: 

· Include statements that clearly indicate the PI accepts personal responsibility for conducting research in compliance with all applicable regulations and FDA guidance.
· Address each FDA Form 483 observation separately:
· Note whether you agree or disagree with each observation after internal investigation
· Determine the root cause(s) of the observed violation
· Focus on the regulatory requirement(s) associated with the observation
· Provide a well thought-out, comprehensive and reasonably detailed corrective and preventative action that adequately addresses the root causes of observed noncompliance in a manner that will achieve and maintain compliance, e.g., immediate short-term and long-term corrections, as well as prevention of future recurrence.

· Describe corrective and preventative actions taken and/or proposed for each observation:
· Be specific
· Be complete and comprehensive in addressing each problem
· Be realistic
· Provide information about any completed or proposed corrective actions that would prevent similar violations in the future. For example, provide sufficient details about any policies and procedures that you would institute, as a sponsor and/or investigator, both to ensure that a clinical investigation is conducted according to the authorized protocol and to ensure that future studies will be conducted in compliance with applicable FDA regulations. 
· Provide details on any planned or completed trainings on compliance with FDA regulations governing the conduct of clinical investigations, including the IND and IDE regulations at 21 CFR parts 312 or 812.
· Include documentation of corrections where reasonable & feasible, e.g., policies, SOPS, research training certificates and etc.
· Provide a reasonably detailed timetable with specific milestone dates for corrective and
preventative actions not yet taken:
· Include specific implementation dates and specific persons in the department responsible for ensuring the proposed corrective action has taken place
· Set reasonable goals: Must be able to deliver what you promise
· Provide the method of verification and/or monitoring for corrections
· Exhibit appropriate sense of urgency: Be timely, e.g., respond within the timeframe and
propose a reasonable timetable for corrective actions.

Timeframe for Responding to the FDA Form 483

The FDA generally allows 15 business days for the PI to provide a response to FDA Form 483 observations. If the FDA receives a response within 15 business days after the FDA Form 483 was issued, the FDA will conduct a detailed review of the response before determining whether a warning letter will be issued. If the FDA Form 483 response is received more than 15 business days after the FDA Form 483 was issued, FDA does not plan to routinely include a response (in the event a Warning Letter is issued) on the apparent adequacy of the corrective actions stated in the PI’s response to the FDA Form 483.  Therefore, it is in the PI’s interest to make their response a priority.  

Pitt Legal and Office of Research Protections Review 

Once a response has been drafted to the FDA Form 483, the PI/study team must forward the draft
response to the IRB askirb@pitt.edu and ecs-hsr@pitt.edu for review and comment by Office of Research Protections (ORP) leadership and Pitt legal counsel prior to submission to the FDA.  To ensure ORP and Pitt legal has adequate time to review the response, the written response should be forwarded to ORP within ten working days after receipt of the FDA Form 483.  [Note: The response letter should follow the format as outlined in the “Form FDA 483 Response Letter Template” in Attachment A of this guidance.]


Attachment A
[Use Dept. logo]
[PI address]

[Letter Date]
[Address of the FDA District Office listed in the upper left corner of the 483
Attn: Name of the Director of the FDA District Office
Note: A list of FDA District Offices is posted on FDA’s website: http://www.fda.gov/ICECI/Inspections/IOM/ucm124008.htm.]

Dear [Director of the FDA District Office],
RE:  FDA inspection conducted between [dd/mm/yr/ and dd/mm/yr; PI name; Study title(s); Protocol number(s)]
[Introductory Statements: The letter should be written by the PI in the first person narrative.
· Include a clear and concise statement indicating the PI fully understands and acknowledges that he/she is ultimately responsible for the conduct of the study.
· Include a statement demonstrating to the FDA that the PI is committed to assuring compliance with all applicable laws, regulations and institutional requirements governing the conduct of research.
· Include a statement indicating the 483 inspectional observations by the FDA field investigator have been taken seriously, thoroughly investigated with much diligence, and fully appreciated.
[Address each inspectional observation separately: i.e., Address observation-by- observation. Use the following format:]
Observation 1: [Restate/Copy inspectional observation verbatim-- in bold]
Response to Observation 1:
· [Include a description of internal investigation as to the root cause(s) of the cited violation or other summary assessment by the PI.
· Include a statement of whether the PI agrees/disagrees with the inspectional observation:
· If the PI agrees, discuss root cause(s)
· If the PI disagrees, explain why]
Corrective and preventative actions taken or proposed for Observation 1:
· [Provide evidence, data or summary statements that support the effectiveness of the corrective action plan, e.g., periodic internal audit to monitor for corrections
· Include implementation or completion dates
· Attach documentations, e.g., SOPS, policy, training certificates and etc.]
Observation 2: [Restate/Copy inspectional observation verbatim-- in bold]
Response to Observation 2:
· [Include a description of internal investigation as to the root cause(s) of the cited violation or other summary assessment by the PI.
· Include a statement of whether the PI agrees/disagrees with the inspectional observation:
· If the PI agrees, discuss root cause(s)
· If the PI disagrees, explain why]
Corrective and preventative actions taken or proposed for Observation 2:
· [Provide evidence, data or summary statements that support the effectiveness of the corrective action plan, e.g., periodic internal audit to monitor for corrections
· Include implementation or completion dates
· Attach documentations, e.g., SOPS, policy, training certificates and etc.]
[Repeat the above response format as needed.]
[Concluding Remarks: Provide summary statements, e.g., statements similar to the introductory paragraph indicating commitment to achieving full and sustained compliance and etc.]
[Complimentary closing]
[PI signature]
[PI full name/Title]

Enclosures:
Copy of the Form FDA 483
Policies SOPS
Training Certificates

C:	Department / Division Chair 
	IRB of Record 
	Institutional Official 
	FDA field investigator who conducted the inspection 
	Sponsor 
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