
    ESSENTIAL DOCUMENTS
  


   DIRECTORY
“Essential Documents are those documents that individually and collectively permit evaluation of the conduct of a trial and the quality of the data produced”

      






     FDA/ICH
This binder serves as a repository and directory to all study documents and records in the Investigator File for this clinical trial.  Should the need arise, contents of this binder can be expanded to other binders or folders (provided by the site) in any manner that maintains orderly organization of the file and assures ready access to all documents.  Additional unlabeled dividers have been included to aid in further refining this directory to suit local needs and preferences


Upon completion of trial:

This directory has been reviewed and found to be complete and accurate. 

____________________________________________


________________________

INVESTIGATOR SIGNATURE






DATE

ESSENTIAL DOCUMENTS
Protocol & Amendments  

Operations Manual / Supplemental Instructions

IRB Approved Subject Consent Forms

IRB Correspondence

Serious Adverse Events / Safety Reports

Notes-to-File

Subject Log

Subject Files

Investigator Agreements (FDA Form 1572, etc.)

Study Site Personnel (Signature Log, etc.)

Site-Sponsor Correspondence

Investigational Product Accountability

Laboratory Accreditation

Investigator Brochure

Case Report Forms (Samples)

Visitor Log

Reference:

Good Clinical Practice:  Consolidated Guidance, (ICH E6), Section 8.0

International Conference on Harmonization 

PROTOCOL & AMENDMENTS

· Initial approved protocol and all subsequent versions

· Addenda, appendices, amendments to protocol

List of protocol versions received during the trial:  (Identify by date and/or version number or insert sponsor-generated list of protocols, sub-protocols and amendments, if one is provided)

	PROTOCOL VERSION #
	DATE OF PROTOCOL

	
	

	
	

	
	

	
	

	
	

	
	

	
	

	SUB-PROTOCOL VERSION #
	DATE OF SUB-PROTOCOL

	
	

	
	

	
	

	
	


STORAGE OF PROTOCOLS AND RELATED ITEMS

 OUTSIDE OF THIS BINDER MAY BE NECESSARY
OPERATIONS MANUAL / SUPPLEMENTAL INSTRUCTIONS

· Operations Manual (procedure manual) and updates

· Operations Memos

· Other written instruction issued by Sponsor

   STORAGE OF OPERATIONS MANUAL OUTSIDE

          OF THIS BINDER MAY BE NECESSARY
IRB APPROVED SUBJECT CONSENT FORMS 

· Log of IRB-approved consent forms

· Unsigned copies of all IRB-approved consent forms/ addenda/appendices (mark older versions “obsolete”)

NOTE:
File in this section only clean reproducible IRB-stamped copies of the approved consent forms; file correspondence concerning submission and approval of consent forms in IRB Correspondence Section


INVESTIGATOR:


STUDY SITE:



SPONSOR:


PROTOCOL:



	VERSION/

# or date
	IRB APPROVAL/ EXPIRATION DATE
	REASON FOR REVISION*
	NECESSARY

ACTION**

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	* Reasons:
- Protocol change

    ** Actions:
- Use for future patients



- New risks identified



- Re-consent all active patients



- Annual re-approval (text unchanged)
- Other



- Other


IRB CORRESPONDENCE

· IRB Submission Tracking Log

· Documents indicating IRB approval of protocol, amendments, addenda, appendices, subject information sheets, consent form(s), recruitment tools

· Documentation of periodic approval to continue the trial

· Copies of periodic progress reports and other reports required by IRB

· Documents acknowledging IRB receipt of required notifications and reports, e.g., IRB notification of study closure

· IRB membership list and updates and/or other documentation of proper constitution, e.g., Federal-wide Assurance (FWA) 

· Safety and adverse event correspondence – see section labeled SERIOUS ADVERSE EVENTS/SAFETY REPORTS

NOTE:
Retain complete copies of all correspondence to and from the IRB.  A cover memo or letter should accompany each submission to the IRB to clearly identify purpose of submission and should list items contained in the submission package.  A copy of the IRB submission packet should be retained in this section.  Attach the IRB response to the submission packet.

   USE OF A SEPARATE BINDER FOR THIS

        SECTION MAY BE NECESSARY
	Document
	Document Date
	Date Submitted to IRB
	Date of IRB Approval
	Approval Letter(s) in files
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


SERIOUS ADVERSE EVENTS / SAFETY REPORTS

· Log of Serious Adverse Events (SAEs)

· Documentation of Sponsor and IRB Notification of SAEs
· Log of Safety Reports from Sponsor

· Safety reports received from Sponsor

· Documentation of IRB notification of safety reports

                SAE REPORTING REQUIREMENTS FOR THIS TRIAL



SERIOUS ADVERSE EVENTS LOG







    (SAEs occurring at this site)

Investigator:  ______________________________________
Project:   ________________________________________

Study Site:    ______________________________________
Sponsor: ________________________________________

	Date SAE Occurred
	Date Learned of Event
	Subject Identifier
	Event
	Study SAE Form Completed 

(Y/N)
	Date Reported to Sponsor*
	Date Reported to IRB**

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	  *If required by the Sponsor  (see protocol for Sponsor requirements)
 **If required by the IRB  (see IRB requirements on SAE reporting, i.e., definitions & timeframes 


SAFETY REPORTS RECEIVED FROM SPONSOR
Investigator:  ______________________________________
Project:   ________________________________________

Study Site:    ______________________________________
Sponsor: ________________________________________

	  Safety Report 

          ID #
	Event or 

Nature of Report


	Date Received

 from Sponsor
	Date Reported 

to IRB
	IRB Acknowledged

(Y/N)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


NOTES-TO-FILE

· Documentation or explanation of unusual events, problems or communications, e.g., sponsor authorization for protocol departure

Note: 
Subject-specific notes-to-file should be filed in subject’s study file but copies can also be filed here for ease of tracking.

Note-To-File:





Project: 















Investigator:














Patient #: 















Date:







GCP and PROTOCOL

Irregularities / Non-Compliance

Check all of the following that apply:  

 FORMCHECKBOX 
  Informed Consent Document signed after patient started study procedures

 FORMCHECKBOX 
  Safety labs not collected as specified by the protocol

 FORMCHECKBOX 
  Inclusion/Exclusion criteria violated

 FORMCHECKBOX 
  Patient in simultaneous interventional trials

 FORMCHECKBOX 
  Required source data documentation could not be obtained

 FORMCHECKBOX 
  Serious Adverse Event not reported appropriately to sponsor 

 FORMCHECKBOX 
  Serous Adverse Event not reported appropriately to IRB (see local IRB guidelines)

 FORMCHECKBOX 
  Drug accountability issue

 FORMCHECKBOX 
  Patient took excluded medication

 FORMCHECKBOX 
  Patient did not return study drug

 FORMCHECKBOX 
  Patient did not take medication as directed or received wrong drug

 FORMCHECKBOX 
  Patient was seen outside the allowed visit interval

 FORMCHECKBOX 
  Required study procedure not completed

 FORMCHECKBOX 
  Other

Description of irregularity or non-compliance:

Record of notifying Sponsor (if applicable):


Date Sponsor representative notified: 



_____________________


Name of sponsor representative contacted: 









Person who contacted sponsor representative:             





Study Coordinator: _______________________________Date: ________________________

                                        (Signature)

Investigator: ____________________________________Date: ________________________

                                        (Signature)

(Also file note in the patient’s record if related to specific patient)
SUBJECT LOG

· List of all patients screened and consented with date of enrollment or reason not enrolled

NOTE:
Any spreadsheet or log providing at least the minimal information listed above is acceptable.  An updated copy should be placed in this section periodically during the trial and upon study closure.

SUBJECT LOG

       (list all patients signing consent)

Investigator:  ______________________
Project:   ________________________

Study Site:    ______________________
Sponsor: ________________________

	Screening Number
	Consent Date
	Randomization Date and Number
(or reason not randomized)
	Date Terminated
	Reason Terminated

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


TELEPHONE COMMUNICATIONS LOG

Investigator:  __________________________ Project:  ___________________________

Study Site:     _________________________  Sponsor: ___________________________

All contacts with Sponsor representatives concerning patient management or study conduct should be documented. This cumulative listing of phone calls and other non-printed communications between site and Sponsor provides a brief record of such contacts supplemented as necessary by additional details filed elsewhere in the Investigator File, e.g., in files of specific patients, notes-to-file in the Essential Documents Binder, conference call notebook, etc.

	Date
	Person
	Topic and Discussion

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


· Record chronologically all contacts with sponsor

· Sign and date each entry

SUBJECT FILES

· All signed Consent Forms

· Copies of completed Case Report Forms (CRF)

· Copies of data queries and responses

· Source documentation for study data

· SAE information 

· Correspondence related to specific study subjects

· Other subject specific items

NOTE
Subject Study Files are not kept in this binder.  Locations of key portions of the Subject Study File are as follows:

Case Report Forms
- in CRF binder or folder; one per subject


Source Documents
- in CRF binder (or separate binder or folder) and in subject’s medical record


Consent Forms
- copies may be kept in subjects’ CRF binders/ folders but all original signed consent forms should be filed together in the Subject Consent Master File

INVESTIGATOR AGREEMENTS
· Form FDA 1572 or Investigator Signed Agreement (if required for this study)
· Investigator Confidentiality Agreement

· Conflict of Interest forms

· Financial Disclosure forms

· Other Investigator agreements

NOTE:
Requirements for formal signed Investigator agreements, pledges, and disclosures vary among studies and may involve FDA, Sponsor, IRB and institution.  In many trials, the investigator signs the protocol to acknowledge agreement with the Sponsor to follow the protocol.

STUDY SITE PERSONNEL
· Site Personnel Signatures/Delegation of Responsibility Log
· Current CVs of all site personnel
· Records of personnel training

· Other relevant documents evidencing qualifications (licensure, etc.)

SITE PERSONNEL

SIGNATURES & DELEGATED RESPONSIBILITIES

Investigator: __________________________

Project: _________________________

Study Site:   __________________________

Sponsor: ________________________

	NAME

(PRINT OR TYPE)
	Title or

Position
	Task*Codes

	SIGNATURE
	INITIALS
	Dates

(OF  WORK ON STUDY)

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	
	
	
	
	
	From:

To:

	Delegated
Responsibilities*
	A = Make eligibility/termination decisions      E = Evaluate adverse events (cause/severity)                                     Other Tasks**       

B = Obtain informed consent                           F = Prescribe study drugs/devices                                        I= __________________________

C = Direct medical care of subject                   G = Label and dispense study drug                                      J = _________________________

      (treatment decisions)

                                                                                                                                                                       K = _________________________

D = Make data entries and corrections             H = Maintain drug accountability records

       on CRFs                                                                                                                                                   L = _________________________

                           **List all other key protocol tasks, e.g., administer study drug, draw bloods, physical exams, etc.

	TO BE SIGNED AT SITE CLOSURE:

        I confirm that this list accurately reflects the delegation of responsibilities during the trial. 
       Investigator Signature: _________________
Date:                                       

2

0

0

D

D

M

M

M

Y

Y

Y

Y




	Annual VA Mandated Research Training

	Training Topic
	Course/ Provider
	Date
	Course/ Provider
	Date
	Course/ Provider
	Date
	Course/ Provider
	Date

	Human Subjects Protection Training
	
	
	
	
	
	
	
	

	Good Clinical Practice
	
	
	
	
	
	
	
	

	VHA Privacy Policy
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	


	Other Research Related Training:
e.g., Protocol Training, Investigator Meeting, SAFTPAC Training, training in research/therapeutic specialty, professional research organization certification of training, etc.

	Training Topic
	Course/ Provider
	Date
	Course/ Provider
	Date
	Course/ Provider
	Date
	Course/ Provider
	Date

	Protocol Training
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	


SITE-SPONSOR CORRESPONDENCE

· Correspondence between Investigator and Sponsor

· Correspondence between Investigator and Monitor

· Study newsletter(s)

NOTE:
Sponsor communications (letters, e-mail, conference call minutes, phone calls, etc.) may be organized in any manner that facilitates ready reference to important study information received from Sponsor.  Maintaining a cumulative log in clinic for telephone calls is highly advisable.

USE OF SEPARATE BINDER(S) FOR THIS

SECTION MAY BE NECESSARY
INVESTIGATIONAL PRODUCT ACCOUNTABILITY

· Copies of shipping receipts

· Copies of dispensing records (pharmacy and/or clinic)

· Copies of disposition records (destruction or return to Sponsor)


     NOTE:  Complete the following at close of study:

Accountability records will be archived:


 FORMCHECKBOX 

in Pharmacy


 FORMCHECKBOX 

in Investigator File


 FORMCHECKBOX 

elsewhere_____________________

LABORATORY ACCREDITATION

· Laboratory Accreditation Certificate(s) – if applicable

· Normal values/ranges for laboratory tests in protocol

INVESTIGATOR BROCHURE

· Current Investigator Brochure from Sponsor (if applicable)

· Other information about study intervention as provided by Sponsor

STORAGE OF INVESTIGATOR BROCHURE(S)

    OUTSIDE OF THIS BINDER MAY BE NECESSARY
CASE REPORT FORMS (CRF)

· Sample case report forms (blank)

NOTE:
All versions of each CRF used in the trial must be on file or reproducible at all times.  Each CRF must be readily identifiable by version date or other identifying system that allows determination of periods of use.

VISITOR LOG

· Sign-In Log for Sponsor Representatives

VISITOR LOG

Investigator:  _______________________     Project:  ________________________

Study Site:  ________________________     Sponsor:  _______________________

	DATE OF VISIT

Month  Day  Year
	PURPOSE OF VISIT
	VISITOR’S NAME
	SC

INITIALS

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	











THIS DIRECTORY MUST BE COMPLETE AND ACCURATE WHEN RECORDS ARE ARCHIVED AT THE CLOSE OF THE TRIAL.





IRB Requirements:























                                                                         (Obtain from IRB)





Sponsor Requirements:


























                                                                (Obtain from Study Protocol)





RECORD OF APPROVED CONSENT FORM VERSIONS
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