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g "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

* Facilitates study management and oversight

* Allows for monitoring and evaluation of practices




IH

"Essential” Documentation

* 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
. ? = **TIP: Synonyms: Investigator Binder = Regulatory
Inve‘c’tlgator S CIIn Ical Binder = Investigational Site File (I5F) = Study Binder

Slte = Master Trial File (MTF)




Key Definitions: Documentation

* Source Documents are original records and certified
copies of original clinical findings and observations,
or other activities in a clinical trial necessary for the
reconstruction and evaluation of the trial
Section 1.51 ICH E6 GCP

* Case Report Forms (CRF’s) A printed, optical, or
electronic document designed to record all of the
protocol required information to be reported to the
sponsor for each trial subject (Section 1.11 ICH E6
GCP) to capture essential source data about the
subject for analysis to answer the hypothesis of a

Stu dy **TIP: All Source must have a signature and date,
original or electronic, by the person
creating the source




Key Definitions: Data Management
Plan

Data Management: Is the responsibility of the
research staff and a host of other IT professionals
related to collecting, entering, securing, and
preserving data as a valuable, and reproducible
resources for the outcome of the study.

Data Integrity: Includes the development of
policies and ethical practices for consistent
procedures that properly manage the full data
lifecycle needs for the outcome of the clinical trial.
The principal investigator (Pl) is the person
responsible for data integrity, but must rely on the
team of research professional in IT and the research
coordinator to uphold the policies



Key Members for Source Data
Lifecycle to Achieve Data Integrity

It involves many different research members!

* Clinicians, Nurses and Clinical Research Coordinators
(Site)

* (Clinical Research Associates or CRA Monitors
(Industry)

* Data Safety Committee (DSC) monitors



Key Members for Source Data Lifecycle to
Achieve Data Integrity (contd)

* Data Offices (Industry)
* Database Managers

* Biostatisticians (Site or
Industry)

* Nurses, Doctors who
manage safety offices for

drug
manufacturers(Industry)




Essential Documents - Regulatory
Binder

* Essential Documents must
be organized and retained ;—
for the conduct of clinical g
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 (I5F) = 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

Organizing Your Regulatory Binder

Location
* Locked office accessible to research study team

* Single or multiple binders stored in the same or
different locations




- Regulatory Binder (contd)

* List otherlocations in
binders, if other than
primary site. Know binder
locations!

* Place a note to file in the
section of the binder
reference location of
separate binder or location
of Electronic document
access

**TIP: The Regulatory Binder is the first document reviewed
during audits or inspections




Regulatory Binder

* Organizing Your Regulatory Binder

* Filing

* Use tabs or dividers for each section; place
documentsin corresponding sections

* Label outside of binder cover and spine (protocol
number, Pl name, study site)




Regulatory Binder

* Store documentsin reverse chronological order with
the newest items within a section placed at the
front of the section

* Know document placement to pullout in a timely
manner

* Group documents as generated - before study
generation, during the trial conduct and after study
completion

* Multi-sites studies: The lead site may choose to
customize the checklist for the study and provide to
all participating sites




Regulatory Binder

Table of Contents

* Protocol Amendments
* Notes-To-File / Correspondence
* Telephone / Communications Log

* Clinic Staff — Roles &
Responsibilities / Signatures

* Investigational Product
Accountability / Logs

* Regulatory Documents

» Individual Patient Records / Files
and Source Documents

+ Enrollment / Recruitment Logs

List of Essential Documents

Protocol

Supplemental Protocol
instructions (Manuals)

Case Report Forms (Blank master
copies)
Investigator Brochure (IB)

Consent Forms / Information for
Patients

Subject Logs

Serious Adverse Event / Safety
reports

IRB Submission Tracking Log /
Approvals / Correspondence

Site-Sponsor Correspondence



Regulatory Binder

Essential Study Documents Overview

* Study Protocol- signed, dated by all entities (PI,
sponsor)

e Study Protocol Amendments

* Informed Consent

* |IRB Approval(s)

* Delegate of Authority and Log of Responsibilities
* 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
* Study Protocol Deviations
* Noteto File (NTF)

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

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




Protocol & Amendments

* |IRB-approved Protocol (original and amendments)

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

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

* |IRB-approved Protocol Amendmentsand (Pl)
signature page

* Storein reverse chronological order - current
approved version first

* Log of protocol changes




IRB Documentation & Approvals

* |IRB contactinformation for missing documents
* Updated IRB Membership Rooster

* |RB registration

* |IRB approval letters

* Original IRB application/New Project Submission

* IRB correspondencerelated to contingentapprovals
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)

* |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

* Storein 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)

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

* Package insert; include labeling for approved
medications

* Allamendments 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)

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

* Update if disclosure changes
Delegation of Authority (DoR) or Responsibilities Log
* 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 Nama: Protocol: Site Numbar:

Ust staff to wham the Principal Investigator (1) has delegated significant study-related duties.

HName Responsibilities® | Initials | Signature Start Date End Date Pl Initials/Date

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

*Responsibilities Legend
1. Admibnlster Condent 6. Mandomlie Subjects 11. Complete Study Formi
2. Screen Subjects 7. Dispense Study Orug 12. Provide Dischange instructions
3. Obtain Medical History 8. Drug Accountability 13, Make Follow-up Phone Calks
4. Perform Physical Exam 9. Assess Adverse Events 14. Query Management
5. Determine Eligibility 10. Complete Saurce Documents 18,

Signature of Princlpal Investigator: Dt

version £,0 - 30012-03-14 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




Research Educational Training HSP &
GCP
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Screening/Enrollment .. p—— e

* Subjects who were
screened; reasons for
screen failure

* Enrollment log

* Site screening plan

Signed Consent Documents

* All original signed IRB approved and stamped
versions consent documents



Subject Visit Tracking Log —

ALGHE Nite |M |il-l:

* Log all enrolled subject

"""'"'"""""""u i | el " T“lmll.

visits

* Reasons for Early

Termination (ET)

* Tracks/keeps scheduled
visits as per protocol

Subject Identification Code List
* 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

* Dispense Record e —

T
I
f
8 ﬁ
i




Local Clinical Lab Certificates/
Reference Ranges

* Laboratory reference ranges

* Copy of laboratory certification and accreditations

Lab Specimen Tracking Log

* Specimen sample log

Shipping documentation

Storage temperature logs




Local Clinical Lab Certificates
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Serious Adverse Events (SAEs)
* SAE forms or memos

* 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
* Data Sharing Agreement
* Material transfer Agreement

* 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

* Identify the corrective action taken to prevent
recurrence of the problem

* Documentthat 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 tofile.

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




Research Documentation

Key Definitions: Documentation

* Source Documents are original records and certified
copies of original clinical findings and observations,
or other activities in a clinical trial necessary for the
reconstruction and evaluation of the trial
(Section 1.51 ICH E6 GCP)




Research Documentation

Key Definitions: Documentation (contd)

* (Case Report Forms (CRF’s) A printed, optical, or
electronic document designed to record all of the
protocol required information to be reported to the
sponsor for each trial subject (Section 1.11 ICH E6
GCP) to capture essential source data about the
subject for analysis to answer the hypothesis of a
study

**TIP: All Source must have a signature and date, original or electronic,
by the person creating the source




Research Documentation

Key Definitions: Documentation (contd)

* (Case Report Forms (CRF’s) A printed, optical, or
electronic document designed to record all of the
protocol required information to be reported to the
sponsor for each trial subject (Section 1.11 ICH E6
GCP) to capture essential source data about the
subject for analysis to answer the hypothesis of a
study




Research Documentation

Key Definitions: Data Management Plan

* Data Management: Is the responsibility of the
research staff and a host of other IT professionals
related to collecting, entering, securing, and
preserving data as a valuable, and reproducible
resources for the outcome of the study

* Data Integrity: Includes the development of policies
and ethical practices for consistent procedures that
properly manage the full data lifecycle needs for the
outcome of the clinical trial. The principal
investigator (Pl) is the person responsible for data
integrity, but must rely on the team of research
professional in IT and the research coordinator to
uphold the policies




Key Members for Source Data
Lifecycle to Achieve Data Integrity

It involves many different
research members! |

* Clinicians, Nurses and
Clinical Research
Coordinators (Site)

. f\

* (linical Research Associates

or CRA Monitors (Industry)

* Data Safety Committee
(DSC) monitors




Key Members for Source Data
Lifecycle to Achieve Data Integrity

It involves many different research members! (contd)
* Data Offices (Industry)

* Database Managers

* Biostatisticians (Site or Industry)

* Nurses, Doctors who manage safety offices for drug
manufacturers(Industry)




What Does Data Integrity Look Like?




Data Management Plan Best Practice:
Let the protocol Begin!

* Protocolis approved
* CRFs are created based on the protocol

* Source Data s collected; entered, and reviewed for
accuracy in the CRF electronic system

* Principal Investigator reviews, signs off

» Statistical Analysis - data is pulled for analysis &
interpretation

* Write manuscript and submit for publication




Good Documentation Practice (GDP)

Documentation
* Standards by which accurate and complete study
* Documents are created and maintained

* Study documents and data collection forms record
the details of the study for that participant

* “Tells the story” of the participant in the study

* Complete and accurate study documentation
supports the fundamental principle of protection of
study participant’s safety, rights, and well-being




Good Documentation Practice

Source Documentation

Original paper clinical visit note by a clinical licensed
professional (i.e., nurse, physician, ARNP)

Electronic Medical Record (EMR) notes or reports
scanned into the EMR from outside medical offices.

Test results printed from an institutional EMR
Pathology reports and/or procedure(s) results

Specific form created by the CRU for the study to
record a mandatory process required by the
protocol (i.e. PK sample statement log, patient drug
diary, procedure orders)

**TIP: All Source Documents - original or electronic - must have a signature
and date, by the person creating the source. When applicable the PI



Good Documentation Practice

Study Documentation

Documentation should follow the course of the
participant in the study: from consent process =
through all study visits = to completion or
discontinuation and why.

Examples of source documents can include:
— tracking database

— clinic and research charts

— lab and radiography reports

— consent documents and process documentation
— visit checklists

— participant questionnaires, participant diaries

— medication lists, pharmacy records



Good Documentation Practice (GDP)

Attributes of GDP: “ALCOA”

* Attributable - it should be clear who has
documentedthe data

* Legible - readable and signatures identifiable.

* Contemporaneous - the information should be
documentedin the correct time frame along with
the flow of events




Good Documentation Practice (GDP)

Attributes of GDP: “ALCOA” (contd)

* Original = original or exact copy (photocopy
preferred over 2nd original); the first record made
by the appropriate person. Originals maintained at
satellite locations during the study with copy to PI.
Originals filed with Pl at conclusion of study for
records retention

* Accurate - accurate, consistentand real
representation of facts




Clhinical Research Documentation

CHECKLIST

¥ waan't documented  wasnt done.

Hawing IS rotl s i the leder al regulalions governing Qood labor alory praclice Tor
mir-C e &l laborslory studee w 1 CFR S8 30 e, "AL COA"™ remans the practice of
FDA auditors and guality sssurance professionsls regarding wcal practices

Attributable

F It should be ahwviows wha created & record, and when it wat crested

I i fedod d wad Chasiged, I ahiould be obvioui who made Lhe Change
wihven e change was maede, and wiley

Lequle

F The rewearch recond thould be easlly read

Curntempur aneous

I Study evidence /resull s ahowld be rec orded as they are observed

J Al signatures/initisly shouild be ot teched to s date indicaling when the
signatufe wat sided 1o th oocumant

Orfqlna!

(' Study Fedards Shiuld e oFiginals, ol PROLGE Gk

Accurate

§ Study records should kavee a high level of inlegrity and honest y lo whal
wink truly absed vod, give a tull scoounting of the researc b prooess

| Study records should b Ihorough and correct, double che ok your work
‘ Y for unindenmional erroe

http://www.imarcresearch.com/blog/alcoa-the-best-way-to-document-your-work




Good Documentation Practice

Capturing Study Information

Document what is - and what is not — done,
including reasons for any missed information

Use of indelible blue or black ink on paper forms
— Reduces fading over time or smudging
— No pencils, felt-tipped markers or white-out

No back or future dating — use of current date when
entries are made



Good Documentation Practice

Capturing Study Information
* Discourage use of ditto marks for repetitive data.

* Forany instrument printouts, adhere printout to
chart with clear adhesive tape and include initials
and date where the printoutis attached



Good Documentation Practice

Correcting Study Information
* Corrections are expected!

* Single line through incorrectinformation, making
sure not to obscure the original data

* No white out or writing over data (e.g. turninga O
into a 9) because it hides the original data

* Enterthe correctinformation
* |nitial and date when the corrections were made

* Entries on study documentsand changes to those
entries should be made by study team members
with the authority to do so as delegated by the PI.




Source Documentation

* Ifitis not documentedit did not happen!

* ALCOA=
Attributable-Legible-Contemporaneous-Original-Accurate

* No white out if paper

* Single Line threough-rcorrectdata, must be legible

* Date and initial changes any additions by
appropriate research staff person

* Electronic Medical Records present security, and
other legal challenges; know your institutional
regulations at UIHC

TIPS: Always follow research documentation guidelines per SOP!




. Good Documentation Practice

Optimize Documents
* Minimize impact by collecting only essential data

* Relevant and critical to safety and effectiveness
endpoints

* Meet all guidance recommendations, where
applicable

* (Capture via checklist, limit to numbers, and or to a
few descriptive words

* “lLess can be more” — avoid duplicate copies

Errors happen!




Essential documents should be retained until at
least 2 years after the last approval of a marketing
application in an ICH region and until there are no
contemplated marketing applications in an ICH
region or at least 2 years have elapsed since the
formal discontinuation of clinical development of
the investigational product

It is the responsibility of the Sponsor to inform the
investigator/institution as to when these documents
no longer need to be retained



The sponsor and the chief investigator shall ensure
that the documents contained, or which have been
contained, in the TMF are retained for at least 5
years after the conclusion of the trial and that
during that period are—
— readily available to the licensing authority on request; and
— complete and legible



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 theend 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

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




Preparing Documents for Archiving

Research Team Responsibilities:

* All documents for hosted or Trust Sponsored studies
which are to be archived must be presented to the
R&D unit in a state ready for archiving

* The site file should be organised in a suitable lever
arch file, and be labelled with the name of the
Investigator, Acronym/Short Study Title, REC
reference, R&D Reference and Sponsor




Preparing Documents for Archiving

* All CRF’s should be labeled with the patients Study
ID, Acronym/Short Study Title, REC Reference &

R&D Reference; or included in a file labeled with
these details

* All other essential documents should be filed in a
lever arch file which should be labeled with the
name of the Investigator, Acronym/Short Study
Title, REC reference, R&D Reference and Sponsor




Preparing Documents for Archiving

For CTIMPs only original copies of pharmacy
prescriptions are to be included as part of the archived

pharmacy file. Duplicate copies do not require
archiving with site file essential documentsand can be

confidentially destroyed at the time of preparing
documents for archiving.




Preparing Documents for Archiving

Source Data that forms part of current patient medical
records (such as clinical observations, test results etc.)
should remain within the patient’s medical files and a
note detailing the location of these source documents
should be included in the archived documents.

The Investigator is responsible for ensuring that
medical notes of participants are appropriately
labelled to prevent premature destruction.




R&D Responsibilities

Once the documents have been received in R&D, the
Named Archivist will ensure that all trial related
documentationis placed into a suitable archive box
(boxes). Depending on the number of documents to be
archived it is permissible to archive more than one
study in one archive box.




R&D Responsibilities

* Prior to transferring the documents to secure
storage for archiving, the Named Archivist will
complete the R&D archiving log with details of the
study(ies) archived, including the following
information:

* Archive Box Number
* Short Title of Study
* R&D Reference

* REC Reference




R&D Responsibilities (contd)

* Description of documents archived (i.e. site file,
pharmacy file, CRF’s for patients.)

* Name and Contact Details of Sponsor

* Name and Contact Details of Chief Investigator/
Principal Investigator

* Date of transfer for archiving

* Retention Period and expected destruction date
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