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Facilitating FDA Inspections SOP

l. BACKGROUND/ PURPOSE:

FDA conducts inspections (also known as audits, or surveys) through the Biomedical
Research Monitoring (BIMO) Compliance Program to verify the accuracy and reliability
of clinical trial data submitted to FDA in support of research or marketing applications;
and to protect the rights, safety, and welfare of subjects involved in FDA-regulated
clinical trials; and assess compliance with FDA'’s regulations governing the conduct of
clinical trials. Inspections may be routine or ‘for cause’ and may occur at any time.

The purpose of this Standard Operating Procedure (SOP) is to outline the required
internal communication and describe the activities required to facilitate an FDA
inspection.

Il DEFINITIONS AND ACRONYMS:

Corrective & Preventive Action (CAPA) Plan: A comprehensive (and documented)
effort to both eliminate and/or address an identified deviation AND develop additional
action to eliminate the cause of the detected deviation going forward.

Establishment Inspection Report (EIR): Field report completed by the FDA inspector
during the inspection. May include all observations that could significantly impact the
FDA'’s decision-making process related to marketing approval or the allowance for the
study to continue, either in its entirety or at the specific site. This is available regardless
of whether a Form 483 was issued and may be available three to six months after the
inspection (or when the matter is formally closed if a 483 response was submitted). May
be provided by the FDA or requested by the site via a Freedom of Information (FOI) Act
request.

FDA Form 482 (Notice of Inspection): Document notifying the site/facility of FDA
inspection and giving the FDA authority to inspect a facility.

FDA Form 483 (Inspection Observation): Document notifying the site/facility of
objectionable conditions that in the inspector’s judgement may constitute a violation of
the FDA’s requirements.

For Cause Inspection/Audit: Inspection to investigate a specific concern that has
come to FDA’s attention.
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Principal Investigator (PI): An individual that conducts a clinical investigation protocol
(i.e., under whose immediate direction the drug is administered or dispensed to a
participant). In the event an investigation is conducted by a team of individuals, the Pl is
the responsible leader of the team. May also act as the Overall Principal Investigator on
UCCC IITs). The Overall Pl is ultimately responsible for the conduct of the study across
all sites.

Sponsor Authorized Representative (SAR): A person who has the legal authority to
act on behalf of a sponsor for a clinical investigation. The SAR is responsible for
ensuring compliance with the sponsor's obligations.

Sponsor Investigator: An individual who both initiates and conducts an investigation,
and under whose immediate direction the investigational drug is administered or
dispensed. The term does not include any person other than an individual. The
requirements applicable to a sponsor-investigator under this part include both those
applicable to an investigator and a sponsor (21 CFR 312 Subpart D). Also referred to as
the UCCC Sponsor on UCCC investigator-initiated studies.

Sub-Investigator: Any other member (i.e., other than the PI) of the study team who will
make clinical decisions during the study or make a direct and significant contribution to
the data. The ICH GCP guideline defines Sub-Investigator as “any individual member of
the clinical trial team designated and supervised by the Pl at a trial site to perform critical
trial-related procedures and/or to make important trial-related decisions”. These
individuals are able to act independently and do not require co-signature of duties.

AD Associate Director

CAPA Corrective and Preventive Action Plan

DSMC Data Safety Monitoring Committee

EIR Establishment Inspection Report

FDA Food and Drug Administration (aka Agency or the agency)
GD Guidance Document

IDE Investigational Device Exemption

IND Investigational New Drug (Application)

T Investigator Initiated Trial

COMIRB Colorado Multiple Institutional Review Board
OCRST  Oncology Clinical Research Support Team
SMC Safety Monitoring Committee

SOP Standard Operating Procedure
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M. SCOPE/ RESPONSIBLE PERSONNEL

This SOP applies to all FDA-regulated clinical trials subject to the University of Colorado
Anschutz Medical Campus (CU)oversight. This includes investigator initiated (lIT),
National Clinical Trial Network (NCTN) and Industry trials.

This SOP applies to all FDA-regulated clinical trials where a CU investigator is serving
as the Principal Investigator (Pl) or Sponsor Investigator or the institution is acting as
the sponsor. Facilitation of FDA inspections for NCTN trials will follow the sponsor
group’s policies and procedures. External sites will also follow their applicable internal
policies and/or procedures. Contradictory language is not expected; however, if
conflicting language is identified, the site’s local policies and/or procedures should be
followed.

The Pl is ultimately responsible for the performance and supervision of the clinical
investigation. While the Pl may delegate some required tasks to sub-investigators and
other research staff, the Pl remains accountable for their conduct.

If the Pl also files an investigational new drug or device (IND/IDE) application which is
approved by the FDA, the Pl has additional responsibilities as Sponsor.

If CU is the IND/IDE holder and sponsor, CU and the SAR have additional
responsibilities as sponsor.

All staff that are delegated duties on clinical trials subject to CU oversight are required to
cooperate with any FDA inspection. All relevant study personnel should be available to
answer questions for which they have direct knowledge.

IV. PROCEDURES

A. Initial Notification from FDA
1. The following information should be obtained whenever possible
and retained in a file specific to the inspection:
i. FDA inspector’'s name and contact information

ii. Purpose of the FDA inspection (i.e., routine, for cause)

iii. Name of Sponsor being inspected

iv. Name(s) of PI(s) being inspected

v. The study or studies to be inspected

vi. Specific personnel to be made available

vii. Specific documents and media to be made available (e.g.,
do they require paper or access to electronic
documentation)
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viii. Expected duration of the inspection
ix. Requested date and time of the inspection

2. The following officials should be notified immediately:
i. Trial(s)-specific Principal Investigator(s)
ii. Trial(s)-specific Research Manager and/or Supervisor(s) (as
applicable)
iii. Trial(s)-specific Primary Study Coordinator(s)
iv. Trial(s)-specific Regulatory Coordinator(s)
v. Investigational Pharmacy and/or Investigational Device
Storage Contact
vi. COMIRB Director
vii. Associate Vice Chancellor for Regulatory Compliance
viii. Quality and Compliance Program Director
ix. Associate Director of Clinical Research
x. Clinical Research Administration Director
xi. Assistant Director of Quality Assurance and IRB Reliances
xii. Sponsor Contact(s)
1. For lITs subject to Cancer Center oversight include:
a. OCRST Clinical Project Coordinator/Manager
b. OCRST Clinical Research Monitor
c. OCRST Regulatory Coordinator
2. For lITs subject to IND/IDE Office oversight include:
a. IND/IDE Office Program Director
b. IND/IDE Office Medical Director
c. Sponsor Authorized Representative, if
applicable
d. IND/IDE Project Regulatory Specialist
e. ind.ide.office@cuanschutz.edu
f. Gates Institute, if applicable,
gatesinstitutecells@cuanschutz.edu
xiii. IRB of Record (if not COMIRB)
xiv. Investigational Product or Device Manufacturer, if applicable

3. The Pl and SAR, if applicable, must be available during the FDA
inspection. If they are unavailable during the proposed date(s),
they or a designee may contact the FDA inspector to request
rescheduling to a mutually convenient time. This request should be
made in a timely manner and documented, including the agency’s
response. Any changes to the date/time should be communicated
to those noted above in section IV.A.2.

i. The FDA can and has performed inspections without the PI
present during all or a portion of the inspection. At a
minimum, the Pl should make every effort to be physically
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available during the entrance and exit interviews.
4. Document all phone calls and other correspondence with the
inspector and maintain in an inspection specific folder.

B. Preparation for Inspection
1. Review applicable contracts/agreements for any specific details
regarding FDA inspections.
2. Assemble, organize, and review study documentation.
i. All Informed Consents / Subject Source Records
ii. Regulatory Binder (including Delegation of Authority, 1572,
Financial Disclosures for all Investigators, Training &
Monitoring Logs)

iii. List of all trials that PI has acted as the PI. List should
include Protocol ID and Study Title

iv. Pharmacy Accountability Records

v. Institutional and Department policies/SOPs

vi. Request access for EMR and eCRF or identify staff to
provide ‘over the shoulder’ access if requested (as
applicable).

vii. Trial Master File (as applicable).

3. Follow DSMC Guidance Document on External Audit Preparation
as time allows
4. General
i. Pland SAR, if applicable, may designate a liaison for the
inspection.

ii. The PI, SAR, or liaison will communicate directly with the
FDA inspector prior to the audit as needed.

1. The inspector may request/require paper printouts of
some or all the records.

iii. Pl, SAR, or liaison will be responsible for securing a room for
the inspection process as applicable.

1. The FDA inspector will need access to research data
and medical records (may include electronic medical
records).

2. The room should be quiet, secure, and should not
contain any research records other than those
relevant to the inspection.

iv. Once on site, the inspector may request access to records
of other FDA-regulated clinical trials. Notify staff working in
all inspection-relevant research areas of the date/time of the
inspection (e.g., research staff that work in area(s) adjacent
to conference room where inspector will be located). Staff
should be prepared for the visit and possible questions.
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C. Conducting Inspection
1. The PI, SAR, and/or liaison will:

Vi.

Greet the FDA inspector(s) and verify
identification/credentials. FDA will provide the most
responsible individual with the FDA Form 482. This may not
occur in certain situations, for example in a criminal
investigation conducted by the FDA’s Office of Criminal
Investigation. If the inspector does not provide a Form 482,
notify Associate Vice Chancellor for Regulatory
Compliance, CU Anschutz legal counsel & CU Cancer
Center Associate Director of Clinical Research (for UCCC
only) immediately.
Be prepared to provide a tour of the facilities, if requested.
Ensure the inspector is always accompanied while on site.
Provide requested records in reasonable time frame.
1. The liaison or designee should make two (2) copies
of each record requested by the FDA; one for the
FDA and one for retention in the inspection specific
folder.
Identify the person(s) most knowledgeable of any issues
and facilitate interview requests as applicable.
Take notes concerning the relevant progress of the
inspection; including but not limited to interview questions
and answers, requested documents, etc.

2. Itis recommended to request a daily debrief with the FDA
inspector(s) to review any preliminary findings.

The PI, SAR, or liaison should provide a summary of the
daily debrief (if applicable) to the following:

1. Key Personnel (as determined by PI), Quality and
Compliance Program Director, and OCRST Program
Director (for UCCC Studies) or IND/IDE Program
Director (for non-UCCC studies)

3. Exit Interview
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D. Inspection Follow Up

1. The PI, SAR, or designee should attempt to obtain a copy of the
official FDA inspection field report (Establishment Inspection
Report).

i. May require a request under the Freedom of Information
(FOI) Act.

2. If the Pl or Sponsor (as applicable) receives a Form 483 after the
audit, they should consult with key personnel, the Associate
Director of Clinical Research and/or Deputy AD of Clinical
Research, Quality and Compliance Program Director and Sponsor
(as applicable) prior to submitting a response.

i. Pl, SAR, or designee will arrange a meeting with key
personnel to discuss the findings and necessary
corrective/preventive (CAPA) actions.

i. See DSMC Guidance on CAPA Plan Development for more
information.

iii. A copy of the Form 483 should be maintained by the Pl and
accessible to relevant staff and Cancer Center Leadership
for UCCC Studies or IND/IDE Office Leadership for non-
UCCC studies.

iv. A copy of the Form 483 must be provided to the AVC for
Regulatory Compliance.

3. The PI will prepare a written response with input from key
personnel, for UCCC this includes the AD of Clinical Research
and/or Deputy AD of Clinical Research, and DSMC and for non-
UCCC 110 or COMIRB Quality Assurance program as appropriate as
well as all other persons relevant to any observations noted in the
Form 483. The draft response letter must be reviewed and agreed
upon by the AVC for Regulatory Compliance or delegate prior to
sending it to the FDA.The response will be submitted within the
time specified by FDA, or within 15 calendar days.

i. Response should be respectful, professional, and
cooperative and address each observation individually and
explain actions that have been or will be taken to address
the observation and prevent future occurrences.

i. See DSMC Guidance on CAPA Plan Development for
additional guidance.

V. REFERENCES:

ICHGCP Good Clinical Practices E6 (R2)
E6 (R2)
HHS 45 CFR46.102, Subpart A
Glossary
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Form 1572

Guidance for Industry
Investigator Responsibilities-Protecting the Rights, Safety, and
FDA Welfare of Study Subjects

Corrective and Preventive Action Basics; Tartel, Joseph;
November 4, 2014
https://www.fda.gov/downloads/training/cdrhlearn/ucm421767.

pdf

Bioresearch Monitoring (BIMO) Compliance Program
Manuals- 7348.811 Clinical Investigators and 7348.810
Sponsors, Contract Research Organizations, and Monitors

FOI https://www.fda.gov/Regulatorylnformation/FOl/default.ntm
Request

UCCC Form FDA 1572 SOP (03)
Standard
Operating
Procedures

DSMC Guidance on CAPA Plan Development

uccCcC Facilitating FDA Inspections SOP (13)
Standard
Operating
Procedures

DSMC Guidance on External Audit Preparation
Guidance
Document

UCSF UCF Version1:20july2011
Inspections
Guidance

VL. ATTACHMENTS/FORMS:
None
Vil. WRITERS/CONTRIBUTORS:

UCCC DSMC
IND/IDE Office
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