
Regulatory Documentation: 

What do you need in a 

regulatory binder?



A Little About Me:

 Clinical Experience:

 Telemetry

 Neuro Step-Down

 Neuro Intensive Care

 Clinical Research

 Neurology, Geriatric, NICU, and ED

 Education

 Undergraduate- Mississippi College

 Graduate School- Louisiana State University Health Sciences Center

 Doctorate Education- University of Mississippi Medical Center

 BSN to DNP Family Nurse Practitioner Track 



Objectives 

Attendees should be able to: 

(1) Identify the rationale for regulatory document 

requirements; 

(2) Identify the contents of a regulatory and 

participant binder; 

(3) Identify best practices related to regulatory and 

other study documentation; 

(4) Identify reportable events and required 

documentation. 



Regulatory Documentation

• Why Regulatory Documents are required for 

Clinical Studies and Clinical Trials?

– Regulatory documents are submitted to track and 

evaluate the ethical and procedural conduct of clinical 

research and the quality of the data that is produced

– Regulatory documents demonstrate the compliance of 

the Investigator, Sponsor, and IRB



Regulatory File Documents Guidelines

• Investigators must maintain a set of records for 

each study, and all essential documents must be 

in the file

• Must be established at beginning of each study

• Updated throughout life of study

• Regulatory Guidelines: 

– ICH/GCP at www.ich.org

– 21 CFR 11, 50, etc. at www.fda.gov

– 45 CFR 46 at http://ohrp.osophs.dhhs.govwith the 

standards of Good Clinical Practice and with all 

applicable regulatory requirements

http://www.ich.org/
http://www.fda.gov/


Regulatory Binder Set-Up

• Binder set-up may vary based on the study type

– Clinical Trial

– Observational Studies

– Phase I Studies

– Phase IV Studies

– Device Studies

• Binder set-up may vary based on the sponsor or 

Contract Research Organization (CRO) 

requirements. 

• Your site CRA may also have recommendations 

for binder set-up



Regulatory Binder Set-Up

• Binder Sections

– Study Protocol

– Documents related to the study participant

– Investigator’s Brochure

– Institutional Review Board (IRB)

– Monitoring and Site Management

– Investigator and Study Personnel Documentation 

– Study Medication

– Laboratory

– SAE Reporting and Safety

– Data Management

– Equipment and Study Materials

– Correspondence 



Regulatory Binder

• Study Protocol

– Protocol and 

Amendments

– Protocol Clarification 

Letters

– Investigator Protocol 

Signature Pages





Regulatory Binder

• Documents Related to Study Participants

– Informed Consent and Revisions

– Informed Consent Logs

– Signed Informed Consents

 May be in the Participants Study File

– Documentation of LAR/ Statement of Local Regulations

– Participant Logs

 Prescreening and Screening

– Eligibility Review Worksheets

– Source Document Forms

– Approved Recruitment Materials 













Source Documents

• “Source documentation is the beginning of a 

clean, verifiable audit trail.”



Source Documents

• Source documents are used to: 

– Confirm the study participant exists 

– Confirm the reported study data is accurate (data 

integrity). 

– Confirm the study is conducted according to the 

protocol 

– Confirm compliance with Principles outlined 



What is source documentation 

• ICH E6 1.52 source documents Original documents, data 

and records (e.g., hospital records, clinical and office 

charts, laboratory notes, memoranda, subjects’ diaries 

or evaluation checklists, pharmacy dispensing records, 

recorded data from automated instruments, copies or 

transcriptions certified after verification as being 

accurate copies, microfiches, photographic negatives, 

microfilm or magnetic media, X-rays, subject files, and 

records kept at the pharmacy, at the laboratories and at 

medico-technical departments involved in the clinical 

trial).



What is source documentation 

• A source document is first instance a data point 

is recorded. 

**Thus it is highly recommended that you create 

your own data collection tool.

Otherwise….





Good Source Documentation

• A – Attributable

• L - Legible

• C - Contemporaneous

• O – Original

• A – Accurate



Preparing a source document plan

• Review your 

protocol for your 

key data points and 

work out where 

you will first 

record / obtain 

this data.

• The EDC is also 

helpful in creating 

source docs. 



Preparing a source document plan

Source data Source documents – types 

Blood pressure measurement Medical record or participant study file 

or Direct onto case report form
or Automated monitor printout 

‘Quality of Life’ questionnaire 

responses

Participant diary (paper/electronic)

or Direct onto case report form

Survey question response Survey form completed by participant or 

interviewer 

Record of study drug (tablet) 

taken at/between study visits by 
participant

Participant diary (hardcopy or electronic device), 

pharmacy dispensing log

Dose of study drug – calculation Drug calculation worksheet, Medical Record



Preparing a source document plan

• There should only be one source defined at any time for 

any data item.

• With regards to electronic source data, the earliest 

record that it is practical to retain should be considered 

as the location of the source data and therefore the 

source document.

• With regards to using an electronic medical record (EMR) 

for source data, it is preferable to list the actual 

location within the EMR for each parameter.  This will 

increase efficiency of Monitors by reducing monitoring 

time and decreasing data queries.

















Regulatory Binder

• Investigator’s 

Brochure

– Investigator’s 

Brochures and 

Addendums

– IB Acknowledgements 

and Receipts



Regulatory Binder

• IRB

– IRB Composition*

– IRB Federal Assurance Number

– Initial Submission and Approval

– Notifications/ Submissions/ 

Approvals during the study

 Continuing Reviews, Amendments, 

etc. 

– IRB closure documentation 

– Other specific IRB submission 

documentation

 Radiation Safety Forms

 Biosafety Committee Forms





Regulatory Binder

• Monitoring and Site Management

– SIV Attendance Log & SIV Report

– Site Visit Log

– Site Visit Confirmation Letters

– Site Visit Follow-Up Letters

– Newsletters

– Mass (Study Wide) Correspondence

– Essential Site Correspondence (emails)

– Protocol Deviation Logs







Regulatory Binder

• FDA Documents

– FDA 1572/1571 Forms

 FDA Form 1572 for IND studies

 FDA Form 1571 for investigator-initiated INDs

– FDA Document History Log

 Tracks all correspondence submitted to the FDA.

– Financial Disclosure Forms (FDF’s)

 Signed financial disclosure forms (FDF) for the principal 

investigator and sub-investigator(s) listed on Form 1572













Regulatory Binder

• Investigator and Site Personnel 
– Confidentiality Agreement (CDA)

– Delegation of Authority (DOA) Log

– Signed CV’s of Site Staff

 Within the last 2 years*

– GCP Certifications

– Training Records and Logs

 Training is done throughout the study

– Qualification Documentation

 MD, RN, RT, MA, etc. licenses

– CTA





SO WHO NEEDS TO BE ON THE DOA?

• The bedside nurse drawing standard of care labs 

for a participant enrolled in a study? 

• The person transferring de-identified 

echocardiograms for a clinical trial to the study 

Sponsor?

• An MRI tech doing a brain scan following a research 

protocol? 

• An RT setting up CPAP for a patient with OSA who 

is enrolled in a stroke study? 





Regulatory Binder

• Study Medication*

– Pharmacy Manual

– Shipping Records

– Drug Accountability Log

– IP Temperature Log

– Study Medication Return/ 

Destruction

– IVRX User Guidelines

– IP Labels 







Regulatory Binder

• Laboratory Manual

• Acknowledgement of receipt forms

• Temperature Logs

• Bio sample Inventory Logs

• Correspondence with Central Laboratory

• CLIA Certification and CAP accreditation 

– Ensures your test results are meeting and exceeding 

industry standards for clinical laboratory testing

• Lab reference ranges* 

• Specimen Tracking Logs





Regulatory Binder

• Serious Adverse Events Reporting and Safety

– SAE Forms and Reporting Instructions

– SAE related correspondence

 IRB and Sponsor

– Safety Reports

 Including SUSAR’s

– Confirmation of notification of safety related issues

 Signed by the PI









Regulatory Binder

• Data Management

– eCRF Guidelines

– eCRF Pages (Unique Forms)



Regulatory Binder

• Equipment and Study Materials

– Equipment Calibration Log

– Equipment Certificates

– Study material and Equipment receipt forms





Regulatory Binder

• Correspondence

– Study and Vendor Team Contact Information

• Other

– Note to Files

– General Memo’s



Regulatory Binder

• Note to File

– Why do we write NTF’s

 Identify a discrepancy or problem in the conduct of the clinical 

research study

 Note the root cause of the identified problem

 Identify a corrective action taken to prevent recurrence of a problem

 Document that the corrective action has resolved the problem

– Note to Study File may be appropriate to:

 Clarify or add information regarding site-specific regulatory file 

requirements

 Clarify or add information regarding source document standards

 Document and address any issue that is protocol/ site-specific that 

cannot be resolved without a change from previous procedures.





Data Correction

• Case Study

– Your monitor notes that your principal investigator 

documented examining a study subject on April 7th, 

2014. You completed the paper-based case report 

form (CRF) for the corresponding visit and indicated 

that the visit took place on May 6th, 2014 (4/7/14 vs. 

5/6/14). After review, you confirm that the visit took 

actually occurred on May 7th, 2014 and need to 

correct your CRF.



Data Correction

• Do You?

– A. Scribble out the date you wrote and then write the 

correct one next to it

– B. Try to change the date that you wrote by writing 

over the numbers to indicate 4/7/14

– C. Draw a line through the previously written date, 

initial and date next to it, then write the correct date 

of 4/7/14

– D. Use correction tape to go over the previous date 

and then write the correct date over it

– E. Leave it alone, the monitor doesn’t know what they 

are talking about



Data Correction

• Why is this the correct way?

– “Any change or correction to a CRF should be dated, 

initialed, and explained (if necessary) and should not 

obscure the original entry (i.e. an audit trail should be 

maintained).” -International Conference on 

Harmonization Good Clinical Practice (ICH GCP E6 Part 

4.9.3)







References and Tools 

• https://nccih.nih.gov/grants/toolbox

– Forms

 Data and Safety Management

 Study Accrual and Retention Plan 

 Protocol Template

 Case Report Forms 

 Protocol Associated Documents

 Essential Documents/ Regulatory Binder

 Pharmacy and Investigational Product

https://nccih.nih.gov/grants/toolbox



