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1. PURPOSE
The United States Food and Drug Administration inspects pharmaceutical companies and device manufacturers to assess if controls, procedures and practices for development and manufacturing of products are in compliance with FDA regulations. FDA inspections can have a high impact on a company’s business success as well on a company’s and individual’s reputation. This procedure should help make FDA and other inspections successful, which basically means avoiding inspectional observations and warning letters. In case deviations are found follow- up procedures should help to minimize damage to a company.


2. SCOPE
Preparation, conduct and follow-up of inspections made by representatives of the United States Food and Drug Administration. The procedure is also applicable to other inspections by regulatory agencies.


3. GLOSSARY/DEFINITIONS




Inspectional Observation (483 form)Explanation
Item


When an FDA inspector finds non-compliance he/she will write an inspectional observation during the inspection. Inspectors use a special form, the so-called 483 (form). A 483 is actually an inspectional observations form that the FDA uses to convey to you the issues they have observed during their audit or inspection. The information can be handwritten or typed using a typewriter or a computer and is handed over to the company at the conclusion of the inspection.

EIR	Establishment Inspection Report. Written after an FDA inspection by the agency. The observations from 483's are classified as No Action Indicated (NAI), Voluntary Action Indicated (VAI) or Official Action Indicated (OAI).
Warning Letter	Sent to a company if significant deviations from regulations have been found during an FDA inspection. The purpose of a warning letter is to notify the firm’s senior management that the company is in violation of the law and that the FDA is ready to take regulatory action if voluntary corrections are not accomplished.



4. REFERENCE DOCUMENTS
Please add any reference documents you have which can be referenced during inspection


5. RESPONSIBILITIES
5.1. Quality Assurance
5.1.1. Overall responsibility for inspection.
5.1.2. Trains employees on inspection procedures and plans.
5.1.3. Manages the inspection team.
5.1.4. Hosts the inspector.
5.1.5. Studies reports from previous inspections and ensures that all issues are addressed and closed or justified if still open and documented.
5.1.6. Makes sure that all logistics are in place (room, office equipment, phones etc).
5.1.7. Makes sure that all responsible persons are identified (i.e. host, escort, secretary, inspection team).
5.1.8. Reviews documentation for completeness and compliance with regulations and internal procedures.
5.1.9. Reviews problem reports.
5.2. Functional Supervisor (Laboratory/Manufacturing)
5.2.1. Ensures that SOPs are readily available in the department.
5.2.2. Informs employees about the inspection.
5.2.3. Makes sure that the department is clean and tidy.
5.2.4. Makes sure that the necessary people are available for the inspection.
5.3. Inspection Team
5.3.1. Makes sure that all documentation related to individual projects is available and in compliance with regulations.
5.3.2. Ensures that outstanding issues from the last inspection are addressed and closed or justified if still open and documented.
5.4. Regulatory Affairs


5.4.1. Studies inspectional observations and warning letters that the company has received.
5.4.2. Reviews and approves inspection procedures and inspection plan.
5.4.3. Keeps in contact with the FDA.
5.5. IT
5.5.1. Checks if IT equipment is in compliance with regulations.
5.5.2. Ensures availability of IT administrator and back-up person for the inspection.
5.5.3. Provides resources for the inspection team.
5.6. Validation Group
5.6.1. Verifies that all validation projects are closed or justified if open.
5.6.2. Verifies that validation projects have been documented in compliance with regulations and company procedures.
5.6.3. Provides resources for the inspection team.
5.7. Management
5.7.1. Dedicates resources that are required for preparation, conduct and follow-up.
5.7.2. Participates in exit meeting.


6. PROCEDURE
6.1. Preparation
6.1.1. Regulatory affairs are informed by the FDA about the inspection.
6.1.1.1. Inspection type (e.g., routine, for a specific reason, pre approval).
6.1.1.2. Key areas for inspection (labs, manufacturing).
6.1.1.3. Dates or time frames.
6.1.2. Regulatory affairs informs all affected departments about the inspection.
6.1.2.1. QA
6.1.2.2. Laboratory/Manufacturing
6.1.2.3. IT
6.1.2.4. Validation group
6.1.2.5. Management


6.1.3. Regulatory affairs checks availability of key people on the suggested date.
6.1.4. Departments inform employees about upcoming inspections.
6.1.4.1. Inspection type.
6.1.4.2. Anticipated date.
6.1.4.3. Emphasizes meaning and importance of FDA inspections and consequences of non-compliance.
6.1.5. QA develops an inspection plan.
6.1.5.1. Identification of coordinator and the inspection team.
6.1.5.2. Training of employees, preparation of documentation.
6.1.5.3. Arranging of logistics.
6.1.6. Inspection coordinator arranges logistics and identifies responsible people.
6.1.6.1. Inspection meeting room.
6.1.6.2. Preparation room.
6.1.6.3. Office supplies in the room.
6.1.6.4. Person escorting the inspector.
6.1.6.5. Secretary to document what happens during the inspection.
6.1.6.6. Person who brings/removes documents to/from the inspection meeting room.
6.1.7. QA identifies the inspection team.
6.1.7.1. Members should come from quality assurance (owners, host), quality control, regulatory affairs, IT department, manufacturing/laboratories and the validation group.
6.1.7.2. Members should be most knowledgeable in particular business areas or about particular projects.
6.1.7.3. For each team member a back-up should be identified mitigating the risk of unavailability of core members.
6.1.7.4. A list should be created and maintained with contact information of core members and back-ups. Use form in Attachment 7.1 for this.
6.1.8. Inspection team verifies and documents FDA compliance/non-compliance of projects.
6.1.8.1. Checks all important projects, e.g., LIMS validation.


6.1.8.2. Forms sub teams to address specific inspection issues, e.g., preparing appropriate documentation.
6.1.8.3. Fix problems short term, if possible.
6.1.8.4. Document deviations (if any) and action plans on how to correct them.
6.1.9. QA trains employees on the upcoming inspection and how to behave.
6.1.9.1. Why inspections are necessary.
6.1.9.2. Inspection items, including areas that are not subject to inspections (financial data, sales data, pricing information, personnel records).
6.1.9.3. Content and meaning of the inspection SOP.
6.1.9.4. How to react to questions.
6.1.9.5. What to give the inspector to take back to the office, e.g., how to deal with proprietary information.
6.1.9.6. What to do if they ask to take software for evaluation of specific data.
6.1.9.7. What are typical questions that go beyond the daily work, e.g., about the company’s quality policy.
6.1.9.8. Company policies for visitors, e.g., safety and whether visitors are allowed to take photos or not.
6.1.9.9. How to supply policies to FDA inspectors, for example what to say if they try to get into areas that can only be entered with specific qualification requirements.
6.1.9.10. How to provide documents, electronic vs. paper.
6.1.9.11. How to report inspection findings to management to make sure management is aware of any problems.
6.1.10. Check if all documentation is available.
Use the forms in Attachments 7.2 and 7.3 to document storage location and compliance.
6.1.10.1. Procedures for change control and change control logs.
6.1.10.2. Risk assessment procedures and list of high/low risk systems.
6.1.10.3. Corrective Action and Preventive Action procedures and plans (CAPA).
6.1.10.4. Procedures to ensure system security and data integrity.


6.1.10.5. Glossary with terms related to the inspection. System descriptions, specifications, validation plans and validation reports for systems classified as being ‘high risk’.
6.1.10.6. List of authorized people who have access to critical computer systems.
6.1.10.7. Analytical laboratory notebooks and logs.
6.1.10.8. Analytical methodologies and validation reports.
6.1.10.9. Reports of analyses performed for specific lots, supported by spectra, chromatograms and charts.
6.1.10.10. Deviation reports.
6.1.11. Conduct a mock inspection.
Organized and conducted by the quality assurance department. Simulates real FDA inspection where possible. Internal auditors act as inspectors.
6.1.11.1. Auditors ask the questions that may be asked by FDA inspectors.
6.1.11.2. Identify areas for improvement.
6.1.11.3. QA resolves identified problems by arranging training and updating documentation.
6.2. During the Inspection
6.2.1. When the inspector arrives.
6.2.1.1. The front desk informs the host.
6.2.1.2. The host asks the ‘escort’ to walk to the front desk.
6.2.1.3. The host informs the inspection team and department supervisors.
6.2.1.4. The host, the secretary and the ‘document’ person walk to the meeting room.
6.2.1.5. The host meets the inspector and asks the inspector (and any other person accompanying the inspector) to identify themselves by photo ID card, FDA ID and name, office, address and phone number.
6.2.1.6. If other people accompany the inspector, the escorts asks why and what their role will be.
6.2.1.7. The escort takes the inspector to the designated room.
6.2.2. How to behave during the inspection.


6.2.2.1. Avoid arguing with the inspector about observations during the inspections. A better time to do this is during the exit meeting.
6.2.2.2. Escort the inspector at all times. Try to keep him/her in the designated room or areas.
6.2.2.3. Take notes on all questions and answers.
6.2.2.4. Have SOPs, validation protocols and other documentation readily available. Pay special attention to deviations, rejected batch records, and failed tests. Information should be complete and accurate.
6.2.2.5. There should be a good explanation if any required documentation is missing.
6.2.2.6. Make a list of all documents provided to the inspector.
6.2.2.7. Make a copy of all documents requested by the inspector for removal and keep the original.
6.2.2.8. Make sure all questions are clearly understood before they are answered. If the inspector’s question is unclear, ask for clarification. Try to get the answers to questions and requested documents as quickly as possible.
6.2.2.9. Don’t guess or assume anything! In case of any doubt, you may ask to repeat the question for clarification.
6.2.2.10. Be honest and open to questions. Don’t try to mislead the inspector.
6.2.2.11. Be consistent with your answers. Inspectors take notes of questions and answers. Inspectors become suspicious if they get different answers to the same question.
6.2.2.12. Listen carefully to what you are asked and respond to the question being as specific as possible.
6.2.2.13. Only answer questions that have been asked. Stop talking when the question has been answered and don’t even explain your answer.
6.2.2.14. Try to avoid answering open-ended questions. Ask for more specific details.
6.2.2.15. If you don’t know the answer, make this clear to the inspector. It is fine to ask the inspector for more time to get and review the details surrounding the question. If there are other people who may know the answer say: “Please give me more time to contact the right person and I will get back to you on your request”. You may leave the room and get the answer from anybody else in the


inspection team or you may refer to other people who know the answer and bring them into the room.
6.2.2.16. Try to fix problems during the inspection whenever possible.
6.2.3. What to do prior to, during and after the exit meeting.
6.2.3.1. In preparation for the meeting the ‘host’ updates notes and writes down all open questions.
6.2.3.2. The meeting is attended by a management representative and the host from QA.
6.2.3.3. When the inspector reports his/her findings, clarify any open questions.
6.2.3.4. If necessary, ask for more details and examples.
6.2.3.5. Defend deficiencies (if any) and only if it makes sense.
6.2.3.6. Inform the inspector about any actions taken so far.
6.2.3.7. Record all your questions and answers.
6.2.3.8. Discuss and suggest corrective actions. Don’t commit to any action plan before it has been discussed with and agreed by the inspection team.
6.2.3.9. When the inspector has left, meet with the inspection team, discuss the outcome of the meeting and agree on a corrective action plan.
6.2.3.10. Assess the impact of deviations on other applications/systems and develop a preventive action plan.
6.2.3.11. Identify potential problem areas not addressed during the meeting.
6.2.3.12. Inform the management team honestly about the outcome of the inspection and about action plans.
6.3. Follow-up
6.3.1. Responding to an inspectional observation.
6.3.1.1. Within 10 days after the exit meeting develop a formal written response to the FDA.
6.3.1.2. Send the response to the district director with a copy to the inspector.
6.3.1.3. If the observation is really serious, call the district office and try to set up a meeting with the FDA.


6.3.1.4. When writing the response point out that the problem and the root cause are understood.
6.3.1.5. Address each deviation separately.
6.3.1.6. Explain your corrective action plan with a realistic time schedule.
6.3.1.7. Document the impact of observations on other applications/systems and attach a preventive action plan on how to avoid similar deviations elsewhere.
6.3.2. Responding to a warning letter.
6.3.2.1. The inspection coordinator arranges a meeting with the inspection team and gets a common understanding about the letter’s content.
6.3.2.2. Regulatory affairs sends a formal written response to the FDA within 12 days.
6.3.2.3. Start the letter with a statement that you understood you are in non-compliance but it is your company’s policy to comply with regulations.
6.3.2.4. Address each item separately.
6.3.2.5. When writing the response point out that the problem and the root cause are understood.
6.3.2.6. Explain the corrective action plan.
6.3.2.7. Document the impact of observations on other applications/systems and attach a preventive action plan on how to avoid similar deviations elsewhere.
6.3.2.8. Include a realistic time frame for the corrective and preventive action plan. Realistic means that the time is acceptable by the FDA and is doable by your company.
6.3.2.9. If corrective/preventive actions have already started or some are finished, attach supporting documents to the letter.
6.3.3. Preparation for the next inspection.
Regulatory affairs identifies an owner for further follow-up actions. These should include:
6.3.3.1. Start to implement the action plan immediately after you have submitted your response to the FDA.
6.3.3.2. Train employees on how to implement all actions.
6.3.3.3. Define responsible persons to monitor and document the progress of each corrective and preventive action.


6.3.3.4. Get regular status reports on the timely progress from each responsible person.
6.3.3.5. Develop a ‘best practices’ document with all good and bad experiences from the inspections.
6.3.3.6. Distribute the document within and outside the department to learn how to avoid mistakes in future inspections and also to improve the quality system.
6.4. All of the following should be retained:
6.4.1. List with members of the inspection team (Attachment 7.1).
6.4.2. Documentation checklist (Attachment 7.2 and 7.3).
6.4.3. All correspondence with the FDA.
6.4.4. All meeting notes, these also include notes taken during telephone conferences.
6.4.5. Questions/answers to/from inspectors.
6.4.6. List of documents the inspector took with him/her.






7. ATTACHMENTS
7.1. Attachment – Contact List of the Inspection Team



	Function
	Name
	Office Phone
	Cell Phone
	Home Phone
	E-mail

	Quality Assurance
	
	
	
	
	

	Back-up
	
	
	
	
	

	Quality Control
	
	
	
	
	

	Back-up
	
	
	
	
	

	Regulatory Affairs
	
	
	
	
	

	Back-up
	
	
	
	
	

	IT
	
	
	
	
	

	Back-up
	
	
	
	
	

	Manufacturing/ Lab
	
	
	
	
	

	Back-up
	
	
	
	
	

	Validation
	
	
	
	
	

	Back-up
	
	
	
	
	






7.2. Attachment – List of Documents



	Document Type
	Checked for Completeness and Compliance
	Storage Location

	Organization charts with responsibilities.
	
	

	Procedures for internal audits and audit schedules.
	
	

	People job description and training records.
	
	

	Validation master plans.
	
	

	Procedures for change control and change control logs.
	
	

	Risk assessment procedures and list of high/low risk systems.
	
	

	Corrective Action and Preventive Action procedures and plans (CAPA).
	
	

	Procedures to ensure system security and data integrity.
	
	

	Glossary with terms related to the inspection.
	
	

	System descriptions, specifications, validation plans and validation reports for systems as classified to be ‘high risk’.
	
	

	List of authorized people who have access to critical computer systems.
	
	

	Analytical laboratory notebooks and logs.
	
	

	Analytical methodologies and validation reports.
	
	

	Reports of analysis performed for specific lots, supported by spectra, chromatograms and charts.
	
	

	Deviation reports.
	
	






7.3. Attachment – List of the Additional Documents as Required by GMP



	Document Type
	Checked for Completeness and Compliance
	Storage Location

	Equipment cleaning and use log.
	
	

	Component, drug product container, closure, and labeling records.
	
	

	Master production and control records.
	
	

	Batch production and control records.
	
	

	Production record review.
	
	

	Laboratory records.
	
	

	Distribution records.
	
	

	Complaint files.
	
	




