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Abstract:  The steps that institutional review boards (IRBs) can take to prepare for audits and what to expect during an FDA inspection are highlighted.  Standard operating procedures that every IRB should have in place are detailed.  A typical IRB audit is discussed.  Past inspection findings are presented.  Sources of information related to IRBs are provided.

The primary purpose of IRB audits is to assess compliance with human subject protection regulations.  Audits provide and opportunity to objectively evaluate systems to determine where strengths and weaknesses lie.  Through constructive feedback, IRB staff and board members can implement training programs and take initiatives to improve processes and procedures.

Prepare Now


Do not wait for a call from the Office for Human Research Protections (OHRP) or the Food and Drug Administration (FDA) to prepare for an audit.  There are steps you can take now to prepare!  Start by implementing a program of routine internal audits.  Ideally, you should use an independent auditor to conduct internal audits so that the review is as objective as possible.  You may turn to an outside consultant for assistance or identify someone within your organization, outside of the IRB operations.  

During routine audits there should be a review of standard operating procedures (SOPs) to ensure that all regulatory requirements are addressed.  Secondly, SOPs should be evaluated to determine if they are working within the organization. The evaluation may indicate that additional procedures are necessary or the ones in place need modification.  To assess SOPs, it is suggested to select a specific study and follow the paper trail from receipt of materials from the investigator to notification of trial completion.  Assure that appropriate documentation was received from the investigator to allow for adequate review by the IRB.  The IRB minutes should detail what actions were taken regarding the protocol and that information should be documented to the investigator.  Review the informed consent document to ensure that required elements are present and that content accurately reflects study design and procedures.   Verify that continuing review has been conducted and that a final report has been submitted by the investigator to the IRB at the close of the study.  At some point during the audit, personnel should be interviewed to assess their understanding of roles and responsibilities within the IRB.  Report observations in a useable format and provide recommended corrective action where possible.  Remember that internal audits should be a learning experience for all.  Use the audit report as a tool to promote education and continuous improvement within your organization.

In addition to conducting internal audits, here are other ways to prepare for a regulatory inspection: 1) review warning letters on the FDA’s Web site to learn the types of deficiencies being found in routine inspections; 2) keep up-to-date on current events to understand the public’s concerns and perception surrounding clinical research; 3) review FDA Compliance Program Guidelines which outline an FDA inspector’s approach to the IRB audit; 4) read FDA Information Sheets to clarify gray areas in the human protection regulations, and 5) attend professional meetings such as Public Responsibility in Medicine and Research (PRIM&R) or , Applied Research Ethics National Association (ARENA) to hear discussions on challenges facing IRBs and clinical research in general.

Start taking steps now to improve your process and remember to conduct operations as if you may be inspected at any moment!  

Preparing for FDA Inspections


In preparing for an FDA inspection it is important to Know Your Plan! It is recommended that a procedure be developed to address how your organization will host a regulatory inspection.  Educate staff on what is expected from them as IRB administrative staff or board members and what they can expect from the FDA.

Table 1 shows steps to take in preparing for an FDA inspection.  When the FDA calls to schedule an inspection, inform appropriate individuals and schedule senior officials within the IRB to be available for the inspection.  Prepare an organizational chart to indicate IRB membership and the reporting structure within the institution.  The inspector will review the information to determine that adequate resources are available within the IRB.  The inspector will also assess whether potential conflicts of interest exist with regard to membership or reporting structure.

Organize study files to ensure that documents are properly filed, and that you have the protocol, correspondence, and other necessary documents easily accessible.  Organize IRB documents such as training records, IRB minutes, and current and historical SOPs.  Provide adequate workspace for FDA inspectors to conduct the audit, and appoint a facilitator to work with the inspector throughout the inspection.  Remember to maintain confidentiality of other studies during the inspection period.  Keep workstations and spaces free of study documents or information other than that requested by the FDA, and assign a neutral area for the inspectors to work during their visit (e.g. conference room).

During the Inspection


Upon arrival to the facility, the FDA inspector will present a FDA Form 482, the Notice of Inspection, and show his/her credentials.  The inspector will provide a brief overview of the inspection, indicating the duration of the visit and individuals that may be interviewed.  The inspector will request to see documents and will conduct interviews as necessary.  At the end of the visit, the inspector typically has a close out meeting or exit interview.  If the inspector noted any deviations or violations, he/she will present the IRB with a FDA Form 483, “Statement of Findings.”  Upon return to the office, he/she will write up an establishment inspection report (EIR), detailing both positive and negative observations.  


Throughout the inspection, the facilitator works with the FDA inspector, helping him/her get necessary documents and contacting individuals requested for interview.  The facilitator should be knowledgeable about the day-to-day processes of the IRB and should be able to identify the appropriate staff member to address FDA questions.  The facilitator should maintain a copy of all documents provided to the FDA and maintain a list of individuals interviewed.  At the conclusion of the inspection,, the facilitator should take minutes of the exit interview and share the information with appropriate individuals within the organization.  If during the exit interview, the facilitator or other IRB representative disagrees with anything documented in the FDA Form 483, he/she should request clarification of the observation.  If Form 483 has been issued, it is recommended that the IRB, with help from the facilitator, initiate a response letter to the FDA.

The following key systems will typically be evaluated during a FDA inspection: SOPs, staffing, training, document management, and quality management.  SOPs should be developed to address regulatory requirements and should cover the following areas: IRB authority and jurisdiction, organization, membership and training, management, functions and operations, document management, investigator requirements, exemptions from IRB review, emergency research consent, and quality management.

A sample of SOPs to cover IRB operations may be found in Table 2.  Please note that these are only suggested procedures and the titles or content may be modified as you feel appropriate.  It is important to begin with a procedure on SOPs which should detail how procedures are developed, reviewed, approved and archived.  There should also be a general SOP on hosting sponsor and regulatory inspections.  This procedure should address the responsibilities of the facilitator and provide guidance to IRB staff on appropriate ways to answer questions posed by the FDA. The SOP on purpose and responsibilities details the authority of the IRB to approve, reject, or terminate studies, and steps for reporting non-compliance.  The SOP on organizational structure outlines the IRB’s relationship to the organization’s top administration and may address cooperative research.  The SOP on composition and training of staff covers regulatory requirements for IRB members and qualification of staff and board members, such as orientation and continuing education.  The SOP on documents required for review details investigator requirements for submission of study documents to the IRB.  The SOP on recruiting materials provides guidance on acceptable language and format in advertisements or patient information sheets.  

The SOP on the review process can be broken out into initial, continuing, and expedited review, and exemption from review.  If you utilize a primary reviewer system, details of the process should be outlined in a SOP, explaining what documents a primary reviewer is provided and what documents other board members are required to review..  Include in the procedure intervals of continuing review and determine when review is required more frequently than annually.  Also, indicate how  investigators are informed of decisions.

The SOP on safety reporting covers follow-up reports and expectations for investigators on reporting adverse events or serious adverse events to the IRB.  The SOP on informed consent details the policy for emergency research consent and assent for children in research, and may include a template of standard wording.  The SOP on document management covers processes for  project tracking, training record maintenance and developing IRB minutes  The SOP on quality management details routine audits and/or  quality control processes conducted within the organization..

Regarding IRB staff, FDA inspectors will evaluate the organization to ensure that adequate resources are available, that individuals are qualified and trained for their jobs, and that the composition of the board meets regulatory requirements.  Initial and ongoing education is necessary and all staff and board members should be trained on OHRP and FDA regulations.   It is also appropriate to implement a training course on the drug development process, to provide individuals with an industry overview.  

Document management includes the following areas:  study documents, operating procedures, training records for staff and board members, IRB minutes, a tracking system for investigators and protocols, and system for filing /archiving completed projects.  Ensure there is a system in place for version control of critical documents (i.e. Informed Consent Forms). Development of an electronic tracking system to follow the life of the study and to ensure that continuing review is conducted at the appropriate timeframes. . 

Quality management processes can easily be implemented.  Establish a quality control/quality assurance function within the IRB.  Here are some suggested QC/QA functions: 1) Reviewing materials incoming from the investigator for completeness and accuracy; 2) Proofreading meeting minutes to ensure all necessary information was captured and captured correctly; 3) Reviewing the informed consent document to ensure that it complies with regulatory requirements and contains any standard wording that your institution may require; 4) Reviewing approval documentation for appropriate study title, appropriate dates of approval and expiration; 5) Conducting routine internal audits to evaluate compliance with written procedures and government regulations; 6) participating in continuing education programs for staff and board members.

FDA Metrics


In the year 2000, FDA audited 146 IRBs.  Seventy-five percent of Center for Drug Evaluation and Research (CDER) inspections were classified as voluntary action indicated, 21% as no action required, and 2% as objectionable action indicated; 1% are still pending.  The primary IRB deficiencies fell under the following areas:  functions and operations (51%), records (40%), consent elements (22%), quorum [which should be one more than majority and must follow a certain composition] (21%), membership (14%), and continuing review (13%).  To keep up to date on results FDA inspections of Institutional Review Boards visit www.fda.gov. 
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TABLE 1

Preparing for FDA Inspections

· Inform appropriate individuals

· Schedule senior officials

· Develop an organizational chart

· Organize study files

· Organize IRB documents

· Ensure workspace is available

· Appoint a facilitator

__________________________________________________________________
TABLE 2

Sample Standard Operating Procedures: Table of Contents 

· Operating procedures

· Hosting sponsor/regulatory inspections

· Purpose and responsibilities

· Organizational structure

· Composition/training of staff

· Documents required for review

· Recruiting materials

· Review process

· Safety reporting

· Informed consent

· Document management

· Quality management
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