


"Essential” Documentation

Documentation, Record Keeping, and Retention
* Permits evaluation of the conduct of a study
* Permits evaluation of data collected

 Demonstrates GCP and compliance with applicable
regulatory requirements

e Facilitates study management and oversight
* Allows for monitoring and evaluation of practices




Essential Documents - Regulatory
Binder

e Essential Documents must
be organized and retained
for the conduct of clinical
studies.

* These organized documents
are referred to as the
REGULATORY BINDER

 The binder must be kept at
the Investigator’s clinical site

**TIP: Synonyms: Investigator Binder = Regulatory
Binder = Investigational Site File (ISF) = Study Binder
= Master Trial File (MTF)




Regulatory Binder

Purpose

To provide an organizational framework for filing
paper versions of essential study documents (or
referencing location of an electronically stored file)

Compliance for Good Clinical Practice

Core documentation required by Good Clinical
Practices (GCP) before a study is initiated

Additional GCP-required essential documents satisfy
NIH grant documentation requirements

To ensure all GCP-required essential documents are
in place and in order for the clinical trial

Good Clinical Practice (E6) Section 8.1, 8.2, 8.3, 8.4



Regulatory Binder

Essential Study Documents Overview

e Study Protocol — signed, dated by all entities (PI,
sponsor)

e Study Protocol Amendments

* Informed Consent

* |RB Approval(s)

* Delegate of Authority and Log of Responsibilities
e Curriculum Vitae (CV’s) current

* Financial Disclosures




Regulatory Binder

Essential Study Documents Overview (contd)

* Protocol Training Documentation

* Training Documentation to conduct research, study-
related duties or functions

* Adverse Events and/or unanticipated events
e Study Protocol Deviations
* Note to File (NTF)

e Standard Operating Procedures(SOPs); Manual of
Procedures (MOPs) and or Appendixes

* All communication s between entities (Pl, research
team, CRO, sponsors, governing boards)




Protocol & Amendments

e |RB-approved Protocol (original and amendments)

e Signed principal investigator (Pl) signature pages
(Pl address/ signature/date)

* |RB-approved Case Report Forms (CRF’s)
* IRB-approved advertisements, brochures, letters
* |RB-approved Participant Information Sheets

e |[RB-approved Protocol Amendments and (Pl)
signature page

e Store in reverse chronological order - current
approved version first

* Log of protocol changes




IRB Documentation & Approvals

* |IRB contact information for missing documents
 Updated IRB Membership Rooster

* |RB registration

* IRB approval letters

* Original IRB application/New Project Submission

* |RB correspondence related to contingent approvals
or stipulations

* |RB interim/annual review progress reports

 HIPAA authorization, waiver, and or research
preparation purposes




Informed Consent Documents

* |RB-approved/stamped consent documents
(clean copy)

e |RB-approved/stamped assent documents

* |RB-approved/stamped short form consents for non-
English languages include guidance for consent of
non-English speaking

* Place most currently approved consent in plastic
sleeve

e Store in reverse chronological order with current
approved version

* Log of Informed Consent versions




Investigator Qualification
Documentation

Current Updated investigator and sub-investigator
curriculum vitae (CVs) with address, signature and
date

CVs address should reflect address on 1572

Current clinical professional licensure (dental,
medical, nursing, pharmacy, etc.) for Pl and co-
investigators, if licensed

Update CV and licensure documents as they expire

The CV & licensure dates should reflect mirror each
other.



Clinical Investigator’s Brochure (IB)

e Clinical investigator’s brochure (drug or device) or

* Package insert; include labeling for approved
medications

 All amendments to the IB
* Device information sheet/manual




FDA Documents

 FDA Form 1571 (if applicable): Date and sign all
versions

 FDA Form 1572 (If applicable): Investigator initiated
INDs

* Signed investigator agreement (if applicable)

* Samples of labels attached to investigational
product containers

* Regulatory approval or authorization
* FDA Correspondence Log (if applicable)




Example: Form FDA 1572:
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Financial Disclosure Forms (FDF)

e Signed Financial Disclosure Forms for PI, sub-Pls, co-
investigators, and applicable research team
members

e Update if disclosure changes
Delegation of Authority (DoR) or Responsibilities Log
e Delegation of authority log with role descriptions;

* Involvement start and stop dates; PRINTED name,
initials, and original signatures




Example: Delegation of Authority
(DoR)

Delegation of Responsibilities Log

Investigator Name: Protocol: Site Number:

List staff to whom. the Principal Investigator (Pl) has delegated significant study-related duties.

Name Responsibilities* | Initials Signature Start Date End Date Pl Initials/Date

By initialing above, |, the PI, declare that during the conduct of the above study, | have delegated the following study-related activities:

*Responsibilities Legend

1. Administer Consent 6. Randomize Subjects 11. Complete Study Forms
2. Screen Subjects 7. Dispense Study Drug 12. Provide Discharge Instructions
3. Obtain Medical History 8. Drug Accountability 13. Make Follow-up Phone Calls
4. Perform Physical Exam 9. Assess Adverse Events 14. Query Management
5. Determine Eligibility 10. Complete Source Documents 15.

Signature of Principal Investigator: Date;

Version 4.0 - 2012-03-14 Page

Check if final page of log: (]




Clinical Research & Study Training

* Documentation of educational completion
certificates for Human Subject Protections and

Good Clinical Practice training for all staff members
(CITI)

 Documentation of study-related training

* Dangerous Goods training (if applicable)
 Documentation of shipping biologics (IATA)
* Procedure training log

**T|PS: Current certifications based on institutional,
GCP, & ICH guidelines



Screening/Enrollment  ___ e

Subject 1D Date of Consent p m""' Date Scrasned Natie for Reason (if

e Subjects who were

screened; reasons for

screen failure

* Enrollment log

e Site screening plan

Signed Consent Documents

e All original signed IRB approved and stamped
versions consent documents




Subject Visit Tracking Log —

* Log all enrolled subject —

. . Visit | Specimen Name/Type
VISItS

* Reasons for Early

Termination (ET)

* Tracks/keeps scheduled
visits as per protocol

Subject Identification Code List
e Confidential list of subject names

* Link between identity and study code to allow
only the

* Investigator to reveal identity of any subject




Study Product Records

 Documentation of study product disposition

* Investigational Product Accountability Log: Stock
Record

* Investigational Product Accountability Log:
Subject

e Dispense Record ———

Investigator Name: Manufacturer:

Protocol No.: Dose Form and Strength:

Protocol Title: Dispensing Area:




Local Clinical Lab Certificates/
Reference Ranges

* Laboratory reference ranges
e Copy of laboratory certification and accreditations

Lab Specimen Tracking Log
* Specimen sample log

Shipping documentation

Storage temperature logs




Local Clinical Lab Certificates

CENTERS FOR MEDICARE & MEDICAID SERVICES

CERTIFICATE OF ACCREDITATION

| LABORATORY NAME AND ADDRESS CLIA 1D NUMBER
| UNIVERSITY OF IOWA HOSPITAL & CUNICS 1600664625

C 660 GH DEPARTMENT OF PATHOLOGY EFFECTIVE DATE

IOWA CITY, 1A 52242 02092015
EXPIRATION DATE
MATTHEW D KRASOWSKIMD. 02082017
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OR CONTACT YOUR LOCAL STATE AGENCY. PLEASE SEE THE REVERSE FOR
YOUR STATE AGENCY'S ADDRESS AND PHONE NUMBER.
PLEASE CONTACT YOUR STATE AGENCY FOR ANY CHANGES TO YOUR CURRENT CERTIFICATE.
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https://www.medicine.uiowa.edu/pathology/research/pathology-clinical-trials-support-core

= CAP
ACCREDITED

G2 of AVERICAN PATHOLOGTS

The College of American Pathologists
certifies that the laboratory named below

University of lowa Hospitals & Clinics
Emory Wamer Clinical Laboratories
lowa City, lowa

Matthew D. Krasowski, MD,PhD

CAP Number: 1768801
AU-ID: 1183440
CLIA Number: 16D0664625

has met all applicable standards for accreditation and
is hereby accredited by the College of American Pathologists'
Laboratory Accreditation Program. Reinspection should occur
prior to November 20, 2017 to maintain accreditation.

Accreditation does not automatically survive a change in director, ownership,
of location and assumes that al interim requirements are met.
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Serious Adverse Events (SAEs)
 SAE forms or memos

e Correspondence, copies and acknowledgement of
reports of internal AEs

* External reports to IRB, Sponsor, regulatory
authorities

Unanticipated Problems

* Unanticipated Problems reports to IRB, Sponsor and
regulatory authorities




Clinical Site Monitoring Visits

* Monitoring Visit Signature Log
* Each Visit’s correspondence
* Post visit follow up letters




Study Communication

» Letter of Understanding/Confidentiality Agreement
e Data Sharing Agreement
* Material transfer Agreement

e Signed agreements between parties (i.e.
sponsor/investigators)

* Important decisions regarding study conduct, such
as notes to the Study File - Notes to File (NTF)




Guideline for Writing Notes to File
(NTF)

Written to identify a discrepancy or problem in the
conduct of the clinical research study to note:

* Root cause of the identified problem

* |dentify the corrective action taken to prevent
recurrence of the problem

e Document that the corrective action has resolved
the problem

 The note should be forward-looking and not seek to
explain an error discovered

* Print on institution letterhead initiated and
authored by an individual responsible for its content




Guideline for Writing Notes to File
(contd)

Retention and Distribution:
NTF should be kept on site in the site regulatory file,

Made available to the clinical site monitors reviewing
the site’s documents and procedures.

If the issue relates to Pl responsibilities (e.g., human
subject protection, data integrity at the site), the PI
should write and sign the note to file.

If the issue relates to actions taken by the sponsor or
monitor (e.g., clarification of a protocol section), an
appropriate credentialed individual from the sponsor
should write and sign the note to file.




Confidentiality & Security

* Filing space should be available for the storage of
TMF and local ISF during the conduct of the clinical
trial. ISFs will normally be stored in an investigator’s

office or local filing area
* At the end of the trial the files must be transferred
to a suitable archiving facility




Record Keeping

Investigators must ensure that data are recorded and
stored correctly and accurately. This not only includes
data recorded on Case Report Forms (CRFs) but also all
original source data(patient medical notes for
example), laboratory test results, radiological images
and pharmacy data (drug dispensing records and drug
accountability records for example)



Environmental Conditions

 The minimum requirement is for documentation to
be stored in conditions that minimize the risk of
damage or loss of information

* The risk of damage from water should be reduced
by storing documentation above floor level and
away from overhead water pipes

* Documentation should be located in areas with
minimal variation in temperature and humidity if
stored long periods of time




