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Regulatory Binder Instructions

The Principal Investigator (PI) is responsible for maintaining documents related to human subject research. The purpose of this binder is:

· To help PIs achieve and maintain regulatory compliance by providing a framework for organizing study documents. 

· To assist PIs with identifying, maintaining, and organizing study documents.  

· Provide a training tool for new research team members.

This binder is a template that outlines what documents should be stored. 

Important points:

· Identify an individual to be responsible for maintaining the binder. Verify with the IRB office that this person is on the IRB email distribution list to ensure all research notices and announcements are received. This person should also be instructed to disseminate the emails and other communications to the entire study team, as applicable.

· Customize the binder

· Sample logs and checklists have been provided to assist you. They should be tailored to the needs of each study.
· Include only sections relevant to your study. If you are unsure what sections to include/exclude, contact the IRB office for guidance.
· Add additional tabs, information, and/or documents to each section, as needed.
· Organize the binder at the beginning of the study.

· Organize and order the sections to facilitate use and reference; file the most used and referenced sections in the front of the binder. 

· Keep the binder current; it should always be updated in a timely manner.  
· Store the binder in a safe and secure location; it should always be accessible to all approved study staff.
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Individual subject-specific documentation and information (e.g., signed consent forms, test results, and completed case report forms) should be maintained separately in subject-specific binders/files. 

· The use of these forms is not mandatory; researchers may use their own forms or adapt these to their needs.
Table of Contents

Depending on the nature of the research, some tabs may not be required. Use the list below to ensure that the applicable sections are maintained. 

1. Human Research 
a. Training, CVs, and Licensure

b. Protocol 
c. Consent Forms 
d. IRB Documentation

e. Study & Data Collection Forms

f. Data and Safety Monitoring 

g. Study Logs 
h. Site Standard Operating Procedures (as applicable)
i. NIH (as applicable)
j. Sponsor Correspondence (as applicable)
k. Other 

2. FDA-Regulated Human Research & Good Clinical Practice 
a. FDA
b. Drug/Device 
c. Investigator’s Brochure/Device Manual/Package Insert 
d. Laboratory Documents 
e. Investigator’s Brochure/Device Manual/Package Insert 
TRAINING, CVs, & LICENSURE
· Required 

· A copy of each research team member’s CV or biosketch.
· A copy of the current valid professional license/certification of each research team member, as 
applicable (e.g., medical or nursing license).

· A copy of human research training certification for all members of the study team (i.e., CITI).

· Additional training certification/documentation of training of study staff, e.g., phlebotomy, vital signs, sample shipping.

· Guidance

· In MA, medical and nursing licenses must be renewed every 2 years. Licensure renewal dates coincide with birth dates. It is important to monitor licensure expiration dates so that those nearing expiration can be promptly replaced. 
· Contact the CHA Volunteer Services department to ensure that any study team member who is not employed by CHA completes the research volunteer on-boarding process.
· If study specific training is required, a copy of the certificate of completion or a signed memo to file documenting each study team member’s completion of the training is to be on file.
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Professional certification information should be included in individual CVs. The frequency with which certification must be renewed varies depending on the requirements of the certifying body. 
· CVs should be signed, dated, and updated every 2 years to verify that the information is current and accurate. 
· If CVs are filed collectively for the department, write a signed and dated note-to file indicating the location (include a copy of note-to-file). 
· If CVs are maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice

· GCP: 4.1.1, 8.2.10, 8.3.5
PROTOCOL

· Required

· Original protocol and all amended versions.

· Guidance

· All protocol versions should contain a version date and/or number.

· Amendments/revisions to the protocol should be tracked to readily and easily identify the change(s) made.
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 
· GCP: 8.2.2; 8.3.2
CONSENT FORMS
· Required

· Original copy of all IRB approved versions (evident by the IRB approval/validation stamp) with 
version dates or numbers.
· Copies of foreign language consent materials, if applicable
· Guidance

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Subject-specific documentation and information (e.g., signed consent forms, laboratory results, and completed case report forms) should be maintained separately in subject-specific binders/files. 
· The consent process should be documented in the study file; it should briefly include:
· A summary of the discussion that took place, including reference to those present during the process;
· Confirmation that the participant had adequate time to consider participation;
· Confirmation that the participant’s questions were satisfactorily answered;
· Confirmation that the participant voluntarily provided consent;
· Confirmation that the participant was given a copy of the signed ICF.

· Federal Regulations/Good Clinical Practice 

· DHHS: 45 CFR 46 

· FDA: 21 CFR 50; 21 CFR 56 

· GCP: 8.2.3; 8.3.2; 8.3.12
IRB DOCUMENTATION
· Required:

· A copy of signed and dated submissions:
· Initial Application to the IRB 

· Continuing Review(s) applications submitted to the IRB
· Amendments/Modifications submitted to the IRB
· Reportable New Information submitted to the IRB
· Serious Adverse Events and Adverse Event reports submitted to the IRB
· Protocol Violations/Deviations reports submitted to the IRB
· Unanticipated Problem reports submitted to the IRB
· Investigator responses to the IRB
· External IRB/ethics review (e.g., studies that required an external review such as international, collaborating sites, etc.)
· Original IRB approval letters and/or notification of IRB decisions.
· Copy of the investigator response to IRB notification (if applicable).
· IRB approved/validated recruitment materials.
· IRB approved/validated additional study information distributed to participants.
· Any foreign language materials (if applicable).
· Print out of Institution’s FWA Information from OHRP website.
· IRB Membership Roster NOTE: Required for FDA-regulated research; contact IRB office.
· Any correspondence related to the study (e.g. e-mails).
· Guidance

· NOTE: If research activities will occur at another site (domestic or international) IRB approval is required at that site; a copy of the IRB approval from the other site should be on file in the regulatory binder. Please contact the IRB office if additional information is needed. 
· All submissions to the IRB kept on file by the PI should be signed and dated.
· Approved/validated recruitment materials and additional study information distributed to participants should include a version date and/or number.
· File documents in reverse chronological order (i.e., newest/most recent on top).
· Request a copy of any missing documentation from the IRB office.

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 
· GCP: 8.2.7; 8.2.9; 8.3.2; 8.3.3; 8.3.4
STUDY & DATA COLLECTION FORMS
· Required
· Blank set of case report forms (CRFs) and data collection sheets/forms.

· IRB-approved recruitment materials.

· Blank IRB-approved surveys, questionnaires, instruments, etc.
· Guidance
· The difference between data collection sheets and CRFs is that data collection sheets typically serve as source documentation. That is, during study visits, information is written directly onto the data collection sheets. An industry sponsor usually provides CRFs; all protocol-required information is transferred to CRFs from data collection sheets. Some studies do not use CRFs. All studies should use some type of data collection sheet.
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 
· FDA: 21 CFR 312.53; 312.62 
· GCP: 8.3.14; 8.3.15; 4.9.3
DATA AND SAFETY MONITORING

· Required

· Copy of all monitoring plans.
· Copy of all internal and/or external monitoring reports.
· Copy of all audit reports.

· Copy of ANY Data and Safety Monitoring Board (DSMB) reports, if a DSMB exists for the study. Include a copy of the DSMB charter if a DSMB exists.
· Guidance

· Submit a copy of the most recent DSMB report to the IRB at the time of continuing review. Upon 
receipt of any DSMB report the PI should submit a copy to the IRB office in a timely manner; the submission should include DSMB report comment/interpretation from the PI.
· Any additional correspondence (e.g., e-mails, letters, meeting minutes) with the DSMB and its 
members.
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 

· GCP: 8.3.10; 5.19.3
STUDY LOGS

· Examples
· Screening log
· Enrollment log
· IRB submission tracking log
· Task delegation log
· Subject payment log
· Monitoring log NOTE: Required for FDA-regulated research. 
· Adverse event and unanticipated problem tracking log

· Protocol deviation/violation tracking log

· Drug accountability log

· Device accountability log

· Guidance

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· To ensure accuracy, logs should be updated as soon as possible after a recordable event occurs, preferable on the same day. 
SITE STANDARD OPERATING PROCEDURES (SOP)/

REFERENCE GUIDES

· Guidance

· SOPs can be a useful tool for managing a study and can be a helpful reference document. However, 

if they are truly standard operating procedures, every member of the research team must follow them exactly as stated in the SOP document, as they are standard.

· Consider whether the document is a SOP or a reference guide. 

· During an inspection or audit it may be a violation to have established SOPs and not follow them. 

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
NATIONAL INSTITUTES OF HEALTH (NIH)

· Required

· Copy of the initial NIH grant application

· Copy of all progress reports.

· Copy of all correspondences with the NIH.
· Guidance

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· If CHA is a sub-contract site, a copy of the grant and any progress reports should be on file.
· Submit a copy of the most recent progress report to the IRB at the time of continuing review.
· Any additional study correspondence (e.g., e-mails) with the NIH and Collaborators. 
· Federal Regulations/Good Clinical Practice 

· GCP: 8.3.11
SPONSOR CORRESPONDENCE

· Required

· All correspondence to and from the sponsor (e.g., letters, meeting notes, e-mails, and notes of telephone calls).

· A copy of all signed Agreements, including Financial Agreements.

· Insurance Statement (when required)

· Guidance

· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 

· GCP: 8.3.11
US FOOD AND DRUG ADMINISTRATION (FDA)

· Required

Sponsor-Investigator:
· Copy of all Form FDA 1571 submitted to the FDA, Initial IND or Application 
· Amendments to the application
· Adverse Event Reports
· Annual Progress Reports
· Form 3674, certification of registration to www.ClinicalTrials.gov 
Clinical Investigator: 
· Copy of all versions of the Form FDA 1572 (for investigational drugs; FAQs about FDA Form 1572)
· Copy of all versions of Investigator Agreement (for investigational devices)
· Copy of all Safety Reports submitted to the FDA

Financial Disclosure:
· Signed and dated copy of all Form FDA 3455 (Disclosure: Financial Interests and arrangements of Clinical Investigators)
· Guidance

· The Form FDA 1571 should be used as the cover sheet for all correspondence sent to the FDA. 
· Instructions for completing the Form FDA 1572
· A blank Form FDA 1572 is available online.
· Update the 1572 each time there is a change to any of the information originally provided. Notify the Sponsor of updates. 
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 
· FDA: 21 CFR 54; 312.30; 312.32; 312.33; 812.150(b)(1); 812.150(b)(5); 812.35; 812.43(c)
· GCP: 4.11; 5.16.2; 5.17.1; 8.3.16; 8.3.17; 8.3.18; 8.3.19
LABORATORY DOCUMENTS

· Required

· Laboratory certification (e.g., CLIA, CAP) and updates.

· Laboratory Director’s CV
· Handling Instructions (if not specified in Investigator’s Brochure, Device Manual, or Package Insert)
· Normal laboratory/reference values and updates.

· Guidance

· Keep updated documents to exhibit the competency of all lab facilities being utilized, and to 
support the reliability of test results. 
· If lab documentation is filed separately, write a signed and dated note to file indicating the 
location (include note to file here). 
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating 
the location and who maintains the document; include the electronic path directory.
· Research labs typically do not have lab certifications, e.g., CLIA, CAP, and may not have 
“normal” laboratory values. If research labs are used, ensure that the Laboratory Director’s CV and research laboratory references values are on file. 
· Federal Regulations/Good Clinical Practice 

· GCP: 8.2.11; 8.2.12; 8.2.14; 8.3.6; 8.3.7
INVESTIGATOR’S BROCHURE/

DEVICE MANUAL/

PACKAGE INSERT
· Required

· Most recent version of investigator brochure or product information, e.g., package insert or sample 
label (for investigational drugs) 

· Device Manual or Report of Prior Investigations (ROPI; for investigational devices) 

· Guidance
· Send updated versions of the document to the IRB in a timely manner.
· If the investigational product is marketed and its pharmacology is widely understood, a basic 
product information brochure or package insert may be an appropriate alternative. 
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating 
the location and who maintains the document; include the electronic path directory.
· Federal Regulations/Good Clinical Practice 

· FDA: 21 CFR 312.55 
· GCP: 8.2.1; 8.3.1
DRUG/DEVICE/BIOLOGIC

· Required

· Drug/device/biologic shipment and receipt records

· Drug/device/biologic accountability log

· Drug/device/biologic dispensing log

· Guidance

· If applicable, write a signed and dated note-to-file indicating where documentation is kept (e.g., Research Pharmacy). Include the note-to-file here. 
· If a document is stored or maintained electronically, write a note-to-file in the binder indicating 
the location and who maintains the document; include the electronic path directory.
· The PI is responsible for the following with respect to investigational products:
· Maintain records of investigational product delivery to the study site. Include dates, 
quantities received, batch/serial numbers, and expiration dates. 
· If the coordinating center or the PI/sponsor, maintain an inventory of the investigational product at any site. Inventory control records should be updated, signed, and dated by 
the PI in a timely manner.
· Record/track use of the investigational product by each subject. Documentation should verify that dosing/device use was in accordance with the IRB approved protocol. 
· Maintain an accountability log that records when the subject(s) received the drugs/device/biologic and the specific dosage/device/biologic the subject(s) received.
· Return/dispose of unused investigational product as specified by the sponsor. Maintain documentation of return/disposal. 
· Store the investigational product. The storage area should be locked/secure with access limited to authorized study staff only. Drugs/devices/biologics should not be stored with standard clinical inventory. 
· Federal Regulations/Good Clinical Practice 

· FDA: 21 CFR 312.57; 312.62; 812.140
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