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Overview

= Legal Provisions for GCP Inspections

= GCP Purpose

= Types of GCP Inspections

= Typical Timelines

= Practical Considerations Before, During, and After Inspections
= Common Findings

= Response Expectations

= Regulatory Actions/Sanctions
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Section 704 of the FD&C Act [21 U.S.C. 374]
and specifically, 704(a)(5) of the FD&C Act
[21 U.S.C. 374(a)(5)].

Sections 505(k)(2) and 520(g)(2)(B)(ii) of the
FDCA provided for maintaining clinical trial
records for FDA Inspection,

Reference, FDA's Compliance Program Guidance
Manual for clinical investigators and sponsor-
investigators (CPGM 7348.811, July 22, 2020)

Reference FDA's BIMO Compliance Program
Guidance Manual for sponsors and contract
research organizations (CPGM 7348.810,
September 15, 2021)

Reference, FDA's Investigations Operations
Manual, 2025, Chapter 3 (Regulatory) and
Chapter 5 (Inspections.)

Reference, FDA's Regulatory Procedures
Manual, July 2024
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Presenter Notes
Presentation Notes
Inspectional activities in the Bioresearch Monitoring (BIMO) program involve all product areas and centers. See IOM 5.14 for BIMO establishment types. In general, the, basic authority for establishment inspections is found in Section 704 of the FD&C Act [21 U.S.C. 374]. Authority for BIMO inspections is detailed in section 704(a)(5) of the FD&C Act [21 U.S.C. 374(a)(5)]. 
5.14.4 - Postmarketing Adverse Event Reporting Inspections Section 760 of the FD&C Act [21 U.S.C. 379aa] and 21 CFR sections 310.305, 314.80, 314.98, 314.540, and 329.100 require reporting of adverse events associated with the use of human drug products, and section 21 CFR 600.80 requires reporting of adverse events associated with the use of biological products (including therapeutic biological products).

5.14.5 - Risk Evaluation and Mitigation Strategies (REMS) Reporting Inspections Section 505-1 of the FD&C Act [21 U.S.C. 355-1] gives the FDA the authority to require Risk Evaluation and Mitigation Strategies (REMS) for certain drugs to ensure that the benefits outweigh the risks. REMS are required risk management plans that use risk minimization strategies, beyond the professional labeling, to ensure benefits of certain prescription drugs outweigh their risks. An applicant may be required to establish a REMS as part of the approval process (or when new safety data for an approved product arises), and an inspection will focus on the applicant’s adherence to the REMS. Each REMS is unique, can be used for a single drug or class of drugs, and may include one or more of the following: a medication guide, communication plan, elements to assure safe use (ETASU), and implementation plan. REMS must also include a timetable for submission of assessments. 

Remote Regulatory Assessments (RRAs) are examinations of an FDA-regulated establishment and/or its records, conducted entirely remotely, to evaluate compliance with applicable FDA requirements. RRAs assist in protecting human and animal health, informing regulatory decisions, prioritizing regulatory activities, and verifying certain information submitted to the Agency. RRAs complement FDA’s authority to conduct inspections under section 704(a)(1) of the FD&C Act and other applicable FDA authorities but are not themselves inspections. Programs across FDA have differing remote regulatory authorities, making participation in RRAs by FDA regulated establishments either mandatory or voluntary depending on the program and authority.

For more information about RRAs (both mandatory and voluntary RRAs), please refer to the RRA Staff Manual Guide (SMG 6001.1). The RRA SMG serves as a reference document that includes but is not limited to RRA: • Purpose, background, scope • Responsibilities • Procedures (e.g., selecting, planning, conducting, reporting) Different programs across the FDA have more specific procedural information that can be accessed through the FDA Remote Regulatory Assessment (RRA) SharePoint Page. Please reach out to your specific program contact(s) as needed for more information.


Types of FDA
GCP Inspections

= On-Site Inspections

Surveillance, For Cause, Application-based, Follow-up

= Data Audits
= Remote Regulatory Assessments

= PADE

Post marketing adverse drug experience reporting

= REMS

Risk Evaluation Mitigation and Reporting
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Presenter Notes
Presentation Notes
FDA's Bioresearch Monitoring (BIMO) program is a comprehensive program of on-site inspections, data audits, and remote regulatory assessments designed to monitor all aspects of the conduct and reporting of FDA regulated research.  The BIMO program was established to assure the quality and integrity of data submitted to the agency in support of new product approvals and marketing applications, as well as, to provide for protection of the rights and welfare of the thousands of human subjects and animals involved in FDA regulated research.  It has become a cornerstone of the FDA preapproval process for new medicines, medical devices, food and color additives, veterinary products and, tobacco products introduced to the U.S. consumer. �The BIMO program also takes part in pharmacovigilance activities for postmarketing drug products. These activities serve to detect, understand, and prevent drug-related problems. 

The program is implemented domestically and internationally through eleven multi-center compliance programs resulting in over 1000 inspections annually. These compliance programs address inspections of nonclinical testing laboratories in accordance with Good Laboratory Practice (GLP), clinical investigators in accordance with Good Clinical Practice (GCP), sponsors/Contract Research Organizations (CROs)/clinical trial monitors, in vivo bioequivalence facilities, institutional review boards (IRBs), radioactive drug research committees, postmarketing adverse drug experience reporting (PADE), and risk evaluation and mitigation strategies reporting (REMS).

The BIMO program is unique in the scope of its compliance programs and regulations which are shared by all six of FDA's Centers (CBER, CDER, CDRH, CFSAN, CTP, and CVM).

Remote Regulatory Assessments (RRAs) are examinations of an FDA-regulated establishment and/or its records, conducted entirely remotely, to evaluate compliance with applicable FDA requirements. RRAs assist in protecting human and animal health, informing regulatory decisions, prioritizing regulatory activities, and verifying certain information submitted to the Agency. RRAs complement FDA’s authority to conduct inspections under section 704(a)(1) of the FD&C Act and other applicable FDA authorities but are not themselves inspections. Programs across FDA have differing remote regulatory authorities, making participation in RRAs by FDA regulated establishments either mandatory or voluntary depending on the program and authority.

For more information about RRAs (both mandatory and voluntary RRAs), please refer to the RRA Staff Manual Guide (SMG 6001.1). The RRA SMG serves as a reference document that includes but is not limited to RRA: • Purpose, background, scope • Responsibilities • Procedures (e.g., selecting, planning, conducting, reporting) Different programs across the FDA have more specific procedural information that can be accessed through the FDA Remote Regulatory Assessment (RRA) SharePoint Page. Please reach out to your specific program contact(s) as needed for more information.



The Bioresearch Monitoring (BIMO) Program was established by the Food and Drug
Administration (FDA) in 1977 to strengthen oversight of FDA-regulated research and
ensure the integrity of clinical and nonclinical studies.

é To protect and ensure the rights, safety, and welfare of research participants involved in FDA-regulated clinical trials;

S S 88

To verify the accuracy and reliability of study data submitted to FDA in support of research or marketing applications;
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Timelines of GCP Inspections

D 30 DAYS

Notice of Initiation of
Disqualification
Proceedings and

Opportunity to Explain
(NIDPOE)

D 0 DAYS

Clinical Investigator writes
or calls, within 15 working
days, to arrange for an
informal conference or to
indicate intent to respond
to allegations in writing. If
submitting written
response, must respond
within 30 working days of
receipt of the NIDPOE.
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Presenter Notes
Presentation Notes

The Investigations Operations Manual (IOM) is the primary operational reference for FDA employees who perform field investigational activities in support of the agency’s public health mission. Accordingly, it directs the conduct of all fundamental field investigational activities. Adherence to this manual is paramount to assure quality, consistency, and efficiency in field operations. 

IOM 5.2.7– Pre-Announcement are mandatory for all medical device surveillance inspections—and some Bioresearch Monitoring (BIMO) inspections. OII's (Office of Inspections and Investigations) primary purpose for pre-announcing is to ensure that the appropriate records and personnel will be available so that they may execute an effective inspection. It is not to make an appointment for the inspection.

IOM 5.10.1.1.1 - Basic Premises Pre-announcement of inspections is to be applied only to establishments that meet specific criteria. Preannouncement may be considered for establishments that manufacture both drugs and devices or biologics and devices. The eligibility of an individual establishment for pre-announced inspection is at the discretion of the inspecting division using clearly described criteria. (See 5.2.6.1 Criteria for Consideration). The program division does not have the discretion to decide the types of establishments eligible for pre-announcement, but may decide the specific establishments' eligibility because they meet the criteria. The pre-announcement should generally be no less than five calendar days in advance of the inspection. Should a postponement be necessary, the decision as to rescheduling rests with the investigator/team, but the new inspection date should not be later than five calendar days from the original date. Inspections may be conducted sooner than five calendar days, if requested by or acceptable to the establishment, and if this date is acceptable to the investigator/team. To participate in a pre-announced inspection, establishments are expected to meet the commitment to have appropriate records and personnel available during the inspection.

IOM 5.5.12.3 – Reportable Observations - Advise firm management if the FDA receives an adequate response to the form FDA 483 or other objectionable conditions, within 15 business days of the end date of the inspection, as it may impact FDA’s determination of the need for subsequent action. 

RPM: 3.5.4 – Disqualification of Clinical Investigators The FDA may preclude a clinical investigator from receiving investigational drugs, biologics, or devices, and deem them ineligible to conduct any clinical investigation that supports an application for a research or marketing permit for products regulated by FDA. A clinical investigator can be disqualified if they have repeatedly, or deliberately, failed to comply with applicable regulatory requirements, or they have repeatedly, or deliberately, submitted false information to the sponsor or, if applicable, to the FDA, in any required report. Subchapters 5-10 of the RPM, titled, “Disqualification of Clinical Investigators,” describes the process, including timeframes, for initiating disqualification proceedings – from completion of the inspection to issuance of the Notice of Initiation of Disqualification Proceedings and Opportunity to Explain (NIDPOE) to the clinical investigator. Criteria for initiation of disqualification proceedings are included in the Compliance Program Guidance Manual (CPGM) 7348.811 for Bioresearch Monitoring: Clinical Investigators, Part V. B. 

The NIDPOE directs the clinical investigator to write or call the center, within fifteen (15) working days, to arrange for an informal conference or to indicate the intent to respond to the allegations in writing. If the clinical investigator chooses to submit a written response, the NIDPOE directs him/her to respond within thirty (30) working days of receipt of the NIDPOE.



Investigations
Operations

Before: Get to know the Investigations Operations Manual (IOM), Regulatory Manual
Procedures Manual (RPM), and Compliance Program Guidance 2025
Manual's (CPGM) applicable sections. Get prepared through Inspection
Readiness activities (Training & MOCK Inspections).

During: Work collaboratively with your study partners (sponsor

for clinical investigators and CROs) during an inspection. Follow | ™ [ eeo ]

the "Do and Do Not" list provided during Inspection Readiness

Training. Answer the question asked and wait for the follow up
questions from the FDA Investigator.

After: Partner with Sponsor to collaborate on drafting a T p—

voluntary 483 response and Warning Letter (WL) response to T

US FDA within applicable time frames. Although voluntary, f e

responses to 483's and WLs are viewed as highly favorable by oo

the Agency within 15 business days, excluding holidays.
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Presenter Notes
Presentation Notes

5.2.7– Pre-Announcement are mandatory for all medical device surveillance inspections—and some Bioresearch Monitoring (BIMO) inspections. OII's (Office of Inspections and Investigations) primary purpose for pre-announcing is to ensure that the appropriate records and personnel will be available so that they may execute an effective inspection. It is not to make an appointment for the inspection.

5.10.1.1.1 - Basic Premises Pre-announcement of inspections is to be applied only to establishments that meet specific criteria. Preannouncement may be considered for establishments that manufacture both drugs and devices or biologics and devices. The eligibility of an individual establishment for pre-announced inspection is at the discretion of the inspecting division using clearly described criteria. (See 5.2.6.1 Criteria for Consideration). The program division does not have the discretion to decide the types of establishments eligible for pre-announcement, but may decide the specific establishments' eligibility because they meet the criteria. The pre-announcement should generally be no less than five calendar days in advance of the inspection. Should a postponement be necessary, the decision as to rescheduling rests with the investigator/team, but the new inspection date should not be later than five calendar days from the original date. Inspections may be conducted sooner than five calendar days, if requested by or acceptable to the establishment, and if this date is acceptable to the investigator/team. To participate in a pre-announced inspection, establishments are expected to meet the commitment to have appropriate records and personnel available during the inspection.

5.5.12.3 – Reportable Observations - Advise firm management if the FDA receives an adequate response to the form FDA 483 or other objectionable conditions, within 15 business days of the end date of the inspection, as it may impact FDA’s determination of the need for subsequent action. 

RPM: 3.5.4 – Disqualification of Clinical Investigators The FDA may preclude a clinical investigator from receiving investigational drugs, biologics, or devices, and deem them ineligible to conduct any clinical investigation that supports an application for a research or marketing permit for products regulated by FDA. A clinical investigator can be disqualified if they have repeatedly, or deliberately, failed to comply with applicable regulatory requirements, or they have repeatedly, or deliberately, submitted false information to the sponsor or, if applicable, to the FDA, in any required report. Subchapters 5-10 of the RPM, titled, “Disqualification of Clinical Investigators,” describes the process, including timeframes, for initiating disqualification proceedings – from completion of the inspection to issuance of the Notice of Initiation of Disqualification Proceedings and Opportunity to Explain (NIDPOE) to the clinical investigator. Criteria for initiation of disqualification proceedings are included in the Compliance Program Guidance Manual (CPGM) 7348.811 for Bioresearch Monitoring: Clinical Investigators, Part V. B. 

The NIDPOE directs the clinical investigator to write or call the center, within fifteen (15) working days, to arrange for an informal conference or to indicate the intent to respond to the allegations in writing. If the clinical investigator chooses to submit a written response, the NIDPOE directs him/her to respond within thirty (30) working days of receipt of the NIDPOE.



Common US FDA Findings
- Clinical Inspections

Inspection Themes Identified in FY 2023

Compliance Reporting IRB Records

Protocol Compliance
(312.60/ 812.100 &

812.110) Failure to Report

Adverse Events to

Institutional Review IP Accountability
Board (312.66) Records (312.62(a) /

Accurate/Adequate Sponsor Promptly
Case Histories (312.64(d))

(312.62(b) /
812.140(a)(3))

(812.150(a)(3)) 812.140(a)(2))
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Presenter Notes
Presentation Notes
Example for Compliance: 21 CFR 312.60
DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
OBSERVATION 1 An investigation was not conducted in accordance with the signed statement of investigator and investigational plan. Specifically, 1. You did not adequately supervise the conduct of the (b) (7)(C) (b) (4) study by ensuring that study subject's informed consent was obtained by an authorized individual per the delegation of authority log. The informed consent however, was obtained by . with assigned duties of code (b) (4) (b) (4) subjects in the (b) (4) study. (a) The inclusion/exclusion criteria was assessed by . for Subjects (b) (7)(C) (b) The inclusion/exclusion criteria was assessed by . for Subject inclusion/exclusion criteria per the delegation of authority log. (c) Subjects (d) Subjects # (b) (7)(C) (b) (7)(C) (b) (7)(C) clerical coordination activities only. This individual obtained informed consent for all 2. You did not ensure that all associates, colleagues and employees assisting in the investigation were informed about their obligations in following the investigational plan as evidenced by: (b) (7)(C) (b) (7)(C) was not authorized to assess inclusion/exclusion criteria per the delegation of authority log. (b) (7)(C) (b) (7)(C) , and (b) (7)(C) (b) (7)(C) . However, is not authorized to assess (b) (7)(C) , and # (b) (7)(C) (b) (7)(C) source documents reflect that . assessed adverse events. However, . is not authorized to assess adverse events per the delegation of authority log. This individual did not consistently assess if the patient denies congestive heart failure "CHF" symptoms and intermittent claudication since previous visit as noted on the CRF. The delegation of authority log does not specify what "other" clinical assessments . is authorized to perform. and # (b) (7)(C) (b) (7)(C) (b) (7)(C) source documentation reflected that sections of the CRF, for documenting assessments of Interval Cardiovascular events, were pre-filled by . prior to the subject arriving for their study related visit. . is not authorized per the delegation of authority log to perform assessments of study subjects. 


Common Findings
- Sponsor Inspections

Inspection Themes Ildentified in FY 2023

Lack of IRB Missing ICF Failure to Secure Annual Report Failure to submit
Approval Elements Compliance P IND to FDA

312.66; 56.104(c)

50.25(a)(1); 812.28(a)(1);
50.25(a)(4); 312.56(b);

50.25(a)(4) 812.46(a)

812.150(b)(5); 312.20(a);
312.56(c) 312.20(b)
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[FO/A

Regulatory
Frocedures
Manual

r"i

A comprehensive, well-documented, and timely (within 15

business days) voluntary response to an FDA Form 483 is
expected to include the following:

A detailed root cause analysis for each observation;
Specific corrective and preventive actions (CAPA);

An implementation timeline, a plan for follow-up and
monitoring, and supporting evidence for completed actions

The response should also address systemic issues beyond

individual findings, demonstrate senior management's
commitment, and be prepared for future re-inspections
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Presenter Notes
Presentation Notes
Consider The "5 Cs" for responding to FDA-483 observations are Clear, Concise, Compelling, Complete, and Compliant (Eric Pittman and Barbara Munch 5Cs for Responding to FDA-483s.) 

Reference FDA's Guidance titled "Developing and Responding to Deficiencies in Accordance with the Least Burdensome Provisions", Guidance for Industry and Food and Drug Administration Staff, Document issued on October 26, 2022. Document originally issued on November 2, 2000. This document supersedes “Developing and Responding to Deficiencies in Accordance with the Least Burdensome Provisions” issued September 29, 2017. In addition to the guidance provided for responding to 483's, the referenced guidance provides guidance and describes suggested formats for FDA staff to communicate deficiencies, and for industry to use for responses to such requests, in order to make efficient use of industry and FDA’s time.

The Regulatory Procedures Manual is a reference manual for FDA personnel. It provides FDA personnel with information on internal procedures to be used in processing domestic and import regulatory and enforcement matters. It does not create or confer any rights for or on any person and does not operate to bind FDA or the public.



Regulatory Actions/Sanctions

Regulatory Actions

Other Consequences

Reputational Damage
Legal Liability

Breach of Contract
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Presenter Notes
Presentation Notes

The FDA enforces strict compliance with Good Clinical Practice (GCP) regulations to ensure the rights, safety, and welfare of human subjects, and the integrity of data in clinical trials for drugs, biological products, and medical devices. 

Non-compliance can lead to various regulatory actions and sanctions by the FDA. It's important to note that the FDA's enforcement approach prioritizes violations posing the greatest risk to public health and allows for opportunities to take corrective actions before pursuing more stringent measures. Communication with the FDA is key to mitigating most regulatory actions / sanctions. 
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I%I “I'u. .-l X Scan our QR code and get directed to our
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.||||I | resource page with our downloadable
AR resource guide!

Thank you for joining us!
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