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References for Essential Regulatory 
Documents

• International Conference on Harmonization (ICH) Good 
Clinical Practices (GCP)

• 45 Code of Federal Regulations, Part 46 – Protection of 
Human Subjects

• DMID Regulatory File Document Guidelines
-

http://www.niaid.nih.gov/labsandresources/resources/dmi
dclinrsrch/documents/regulatoryfiledocumentguidelines.p
df

• Regulations of In-Country Health Regulatory Authorities 
(HRAs) 1

http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html
http://www.niaid.nih.gov/labsandresources/resources/dmidclinrsrch/Pages/clinicalsitemgmt.aspx


ICH GCP Guidelines
• Essential Documents are those documents which 

individually and collectively permit evaluation of the 
conduct of a research study and the quality of the data 
produced. 

• These documents serve to demonstrate the compliance of 
the investigator, sponsor and monitor with the standards of 
Good Clinical Practice and with all applicable regulatory 
requirements. 

• Filing essential documents at the investigator/institution 
and sponsor sites in a timely manner can greatly assist in 
the successful management of a clinical study by the 
investigator, sponsor and monitor. 

Reference: ICH GCP 8.1
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http://ichgcp.net/81-introduction


Objectives

At the end of this overview, you will be able to:

• Know what essential documents you must file:
– Before the clinical phase of the study begins
– During the clinical conduct of the study
– After completion or termination of the study

• Develop a plan for maintaining and submitting 
your site’s essential documents
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Essential Regulatory Documents

Establish

Review

Submit

The Site Essential Documents Binder

Essential Document Review Worksheets

Submission and Notification
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CEIRS Essential Regulatory Documents

Establish

Review

Submit

The Site Essential Documents Binder

• Standard Binder Tabs

• Reference Documents and Tools

• Customizable Templates

• Annotated Sample Documents
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Standard Binder Tabs
ESSENTIAL 

DOCUMENT 
BINDER TABS

ESSENTIAL DOCUMENTS 
TO BE FILED

Before During
Completion/

Early
Close-out

Listed in Document
Review Worksheet

IRB/IEC 
Approval 

Letters

Protocol

X X X X

Protocol amendment(s)

CRF(s) (if applicable)

ICFs and translations

Participant’s any other 
written information

Participant’s recruitment 
advertisement (if used)

Participant compensation 
(if any)

The IRB/IEC Approval Letters and 
IRB/IEC correspondence must be 

translated into English.

Informed Consent Forms (ICF) must 
be written in a language familiar to 

study participants.

A Note to File in the corresponding 
binder section must identify where 

electronically stored files are located.

The Essential Document Review 
Worksheets list the required essential 

documents by phase of the clinical study.
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Essential Regulatory Documents

Reference Documents and Tools

Notes to File Guidelines
 Printed on institutional letterhead

 Formatted as follows:
• Date (MM/DD/YYYY):

• To:
• From: 
• Re:

 Defines the issue and describes the 
resolution or pending corrections

 Documents the preventive actions 
taken to avoid recurrence

 Includes the effective date of 
resolution
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Customizable Templates

The Principal Investigator must sign 
and date the completed form as part 

of the clinical study close out. 

The *Key – Delegated Study Task Codes 
lists the codes for commonly delegated 

study tasks.

The signatures and initials of all persons authorized
to make entries and/or corrections on Case Report 

Forms (CRF) must be documented.

This log lists the names and titles of all 
study personnel, their delegated study 
tasks, and the start/end dates for these 

responsibilities.
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Essential Regulatory Documents

Annotated Sample Documents

IRB Approval Letter

 Uses IRB letterhead with identifiers 
and address

 Lists the full protocol title

 Includes the version number and 
version date of the approved 
protocol 

 Provides date of approval and/or 
duration of approval

 Lists additional documents 
approved and specifies version 
numbers and version dates
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Essential Regulatory Documents

Annotated Sample Documents

View Attachments Page

 Lists documents the IRB/IEC has 
reviewed and approved

 Shows an example of a History Log 
received from an eIRB submission

 Standardizes the attachment names
• File Name
• Version Number
• Version Date

 Matches document header/footer 
• Version Number
• Version Date
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Best Practice Recommendations
• If you elect to use only electronic copies of particular documents,

observe the following guidelines:
– Place a paper placeholder that lists the electronic location in the 

relevant location of the binder,
Or
Place a paper placeholder in one location in the binder listing all 
documents stored only in electronic format with the specific electronic 
path for each item.

– Limit electronic-only documents to those easily accessible by site staff,
And 
Provide easy access to relevant electronic materials by an inspector, 
auditor, or clinical monitor during a site visit.

– Maintain a controlled electronic location that is regularly backed up 
and not in danger of disappearing or changing in the foreseeable 
future.
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Essential Regulatory Documents

Questions
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CEIRS Essential Regulatory Documents

Reference: CEIRS Clinical Research Support

Establish

Review

Submit

Essential Document Review Worksheets

• Before the Clinical Phase of the Study Begins

• During the Clinical Conduct of the Study

• After Completion or Termination of the Study
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Essential Document Review 
Worksheets

Before the Study Begins:
Investigator

Curriculum Vitae

IRB/IEC Review and 
Approval Documentation

IRB/IEC-Approved
Informed Consent Form &

Additional Approved Documents

Laboratory Credentials
Certification Equivalent

to CLIA

Laboratory
Reference Ranges

OHRP Federal Wide 
Assurance

Principle Investigator 
Licensure

Protocol Signature Page

1

2

3

3

5

6

7

8
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Essential Document Review 
Worksheets

Verified Essential Documents – Before Study Standard Binder Tab

Yes 1. Investigator(s) CV(s) Investigators and Sub-
Investigators - Qualifications 

Yes 2. IRB/IEC Review and Approval 
Documentation IRB/IEC Approval Letters

Yes 3. IRB/IEC-Approved Informed Consent and 
Additional Approved Documents Information Given to Participants

Yes 4. Laboratory Credentials/Certification 
equivalent to CLIA

Laboratory 
Credentials/Certification

Yes 5. Laboratory Reference Ranges Normal Value(s)-Ranges

Yes 6. OHRP Federal Wide Assurance IRB/IEC

Yes 7. Principal Investigator Medical Licensure Investigators and Sub-
Investigators - Qualifications 

Yes 8. Protocol Signature Page Signed Protocol Amendments
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Essential Document Review 
Worksheets

• If applicable, update the following

– Curriculum Vitae (CV)
– Principal Investigator 

Licensure
– Laboratory Reference 

Ranges
• Document IRB/IEC Continuing Review
• Submit to IRB/IEC for approval

– Changes in Study Site Status
– Protocol Amendments
– Revisions to Informed 

Consent Form

If applicable, update  
Essential Documents

Document IRB/IEC 
Continuing Review

Submit for IRB/IEC 
review and approval

During the Conduct of the Study
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Essential Document Review 
Worksheets

• List full Protocol title and DMID Protocol number
• Use IRB letterhead with appropriate name and 

address
• Specify study documents reviewed
• Date approval documentation

– Dates of approval

– Duration of approval

• Have IRB chairperson or authorized 
representative initial or sign

IRB/IEC Closeout 
Documentation

IRB/IEC Termination 
Documentation

Final Study Report 
Approval

After Completion or Termination
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Essential Regulatory Documents

Questions
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Essential Regulatory Documents

Submit

Submission and Notification

Establish

Review

• IEC/IRB and In-Country Health Regulatory 
Authority (HRA) 

• Pre-Study Process

• During and After Study Processes
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• Maintain all document versions:
– Protocols
– Informed Consent Forms
– Case Report Forms (CRF)

• File documents within each section in reverse chronological order 
by appropriate clinical phase

• Maintain all IRB/IEC submissions, acknowledgements, approvals, 
and other communication in the same section

• Maintain CVs, relevant licensure, and applicable training records 
• Maintain correspondence with study personnel
• Maintain significant correspondence related to the conduct of the 

study

Site Binder Maintenance



Essential Regulatory Documents

Establish

Review

Submit

The Site Essential Documents Binder

Essential Document Review Worksheets

Submission and Notification
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Questions?
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