Basic Guidelines for New Investigators


Module 5

Study Conduct

The investigator is personally responsible for the conduct of the research project and for the actions of personnel under his/her supervision. There are ethical and scientific standards in place that help guide the investigator in conducting studies that involve the participation of human subjects. These standards are collectively referred to as Good Clinical Practices (GCPs) and are a combination of regulations, guidances, and ethical codes.   GCPs encompass: 

· Obtaining informed consent 

· Accurate collection of data

· Maintaining control (inventory) of test article(s)

· Maintaining audit trails

· Recording and reporting adverse events

· Meeting record retention requirements

Informed Consent (consent form)

The content of the consent form was discussed in module 1, and the submission, review and approval of the consent form was discussed in module 4.

During the course of a research study, the initial IRB-approved consent form may need to undergoe some changes resulting in a revised consent form. These changes can be the result of new information regarding the safety of the test article or protocol amendments, e.g., changes to study procedures, changes in eligibility criteria, or the addition of a new investigator. Any revision to consent forms must be approved by the IRB before it is used.

It is extremely important that the investigator use only the current IRB-approved consent form during the consent process. One of the most common observations made by study auditors is the use of an incorrect version of the consent form. To help the investigator avoid this problem, the following procedure is recommended:

Whenever a revised IRB-approved consent form is received, discard all extra copies of the old consent form that were made.  Then, place a line through each page of the original consent form that was previously in use. This should prevent study personnel from making/using copies of previous consent form versions. The old marked consent form should be placed in the regulatory binder (study file).  By regulation, the investigator is required to keep all versions of consent forms. 

Also, note that it is not permissible to write additional information on or cross-off information contained on the consent form.  (Note: it is acceptable to make “notes” on the consent form to document points that were discussed, e.g., “Mr. X asked about side effects and we discussed signs that would occur.”)  In addition, all information requested on the signature page must be entered and not left blank, e.g., subject signature, investigator signature, auditor-witness, and date.

Accurate Collection of Data

Source Documentation 

Investigators are required to prepare and maintain adequate and accurate records of all observations and other data pertinent to the study for each subject. “Source documentation” is where the information is first recorded. These are the original documents, supporting data and case history records. This would include signed and dated consent forms, clinic notes, medical records, nurse’s notes, test results, e.g., EKG, lab reports, x-rays.

Case Histories:

Case histories should include:

· Basic subject identification information

· Information showing that the subject met the study selection criteria

· Sufficient information to support data on the Case Report Form (CRF)

· If applicable, information describing the subject’s exposure to the test article including date and time of each administration, and quantity administered

Case Report Forms (CRFs):

The CRF is the form on which all data required by the protocol is recorded for each subject.  The data reported on the CRFs that are derived from source documents, must be consistent with the source documents or the discrepancies should be explained.

Any corrections to a CRF should be made by drawing a single line through the incorrect entry and be accompanied with the correct entry. The correction should be initialed and dated by the investigational staff making the change.  

For studies using FDA regulated test articles, specific pages of the CRFs require the signature of the investigator. These usually include the pages that contain adverse event information, and final subject disposition. Other qualified site personnel may be required to sign-off on history and physical pages if they conducted these exams.     

Maintaining Control of Test Article

Responsibility for inventory control of the test article(s) at the site rests with the investigator. In some cases the investigator can assign some or all of the duties for test article accountability at the trial site to the institution, pharmacist, or other appropriate individual under the supervision of the investigator/institution.

Whoever is designated responsible, must maintain records of the following:

· Delivery to trial site

· Inventory at the site

· Use by each subject

· Reconciliation of all test articles and return to the sponsor or alternate disposition of unused test articles 

These records must include:

· Dates

· Quantities

· Batch/serial numbers

· Expiration dates, if applicable

· Unique code numbers assigned to the test articles and trial subjects 

Test article accountability records are customized documents that can be tailored to individual trials. 

In addition, the investigator or designated responsible individual must ensure that the test articles are:

· Stored in accordance with the approved storage conditions, i.e., correct light humidity and temperature, etc. 

· Stored in a secure locked limited-access area.

Maintaining Audit Trails

All clinical trials are subject to audits by sponsors (drug/device companies, foundations), regulatory authorities (Federal and State), and internal institutional entities (IRB, Quality Assurance/Compliance). In addition, for industry and cooperative group trials, routine monitoring visits are usually the norm.   

Study file

An important source of information that the auditors and monitors review is the “study file.” The study file is sometimes referred to the study records or regulatory file/binder.  The study file contains the essential documents that individually and collectively permit evaluation of the conduct of a trial and the quality of the data produced.  These documents serve to demonstrate the compliance of the investigator with the standards of Good Clinical Practice and with all applicable regulatory requirements.

There are many documents that should be in the study file. See attached Study File Checklist for complete listing. Some of the key documents are listed below:

· Protocol and amendments

· Blank copy of all versions of IRB-approved Informed Consent Forms  

· Original signed copies of study participants consent forms (may be kept in subject clinic records or elsewhere but should be easily accessible) (Note: do not put the originals in medical records if those records are routinely purged and research consent forms would be discarded.) 

· All IRB approvals and correspondences 

· Investigator’s Brochure for drug/device studies

· All test article shipping, dispensing/accountability, and final distribution records 

· Case report forms: blank copy of all versions and completed and signed copies for each study participant

· Reports of serious adverse events 

· Protocol Deviations

· Subject screening and enrollment logs and identification code list 

The last two study file documents are described in more detail below because there have been questions and compliance problems with them.   

Protocol Deviations

The investigator is responsible to conduct the trial in compliance with the signed protocol and/or contract. There should not be any changes or deviations from the protocol without review and approval of an amendment by the IRB except where necessary to eliminate an immediate hazard to study subjects. Any deviation from the protocol should be documented and explained and for sponsored studies, the sponsor should be consulted in advance if a deviation is requested, e.g., can a subject be enrolled if he is over the upper age limit by a month?  

Screening and Enrollment Logs and Identification Code List

It is important to keep complete records of study screening records, subject enrollment logs and the identification code list. The screening log is used to document identification of subjects who entered pretrial screening. In some studies, it is important to know the reason for screen failures. The subject enrollment log documents the identification of all subjects who actually enrolled into the study. The Identification Code List (applies mostly to blinded studies) provides information on what test treatment each subject received.        

Recording and Reporting Adverse Events (AEs)

Most protocols require that the subjects be queried about adverse events at each visit, or if applicable, at periodic phone communications. Each adverse event should be recorded on the subject chart together with an assessment of causality and a course of treatment or action, if appropriate. Each adverse event should then be recorded on the appropriate Case Report Form.

There are a number of definitions related to adverse event reporting that are important to know and understand. These definitions apply to the use of investigational products (drug, biologic, device) Refer to U of R adverse event reporting guidelines at:

http://www.urmc.rochester.edu/rsrb/pdf/aeinst092900.pdf
Serious adverse event(SAE)

Any adverse experience occurring that results in any of the following outcomes:

· Death

· Life-threatening

· Hospitalization or prolongation of existing hospitalization

· A persistent or significant disability/incapacity

· A congenital anomaly or birth defect.

Related to or associated with the use of the investigational product

There is a reasonable possibility that the event was caused by the investigational product.

Expected/unexpected 

An expected event is one where the specificity and severity of the event are consistent with the information in the investigator brochure, labeling for the product, or contained else where in the investigational plan. Unexpected events are all other occurrences.

If an event is serious as defined above, there are specific reporting requirements to the sponsor and IRB that the investigator must undertake. The table below details these requirements.

	SERIOUS ADVERSE EVENT

CHARACTERISTICS
	INVESTIGATOR REPORTING REQUIREMENTS

	Serious and

Unexpected and

Associated with investigational product


	To Sponsor: Promptly* 

To IRB (RSRB, WIRB): Within 10 working days on RSRB/WIRB report forms http://www.rochester.edu/rsrb/documents/pdf/Reporting_Reportable_Events_Guidance.pdf
http://www.rochester.edu/rsrb/documents/pdf/Reportable_Event_Definitions_for_Webpage_10_2009.pdf
http://www.rochester.edu/rsrb/documents/pdf/events/UPIRTSOExamples.pdf
http://www.wirb.com/download/ADVERSE%20EVENT%20PACKET.doc

	FATAL OR LIFE THREATENING and

Unexpected and

Associated with investigational product


	To Sponsor: Immediately* (telephone, fax, email)

To IRB 

(RSRB, WIRB): Immediately followed by written report filed within 10 working days on RSRB, WIRB report forms.

http://www.rochester.edu/rsrb/documents/pdf/Reporting_Reportable_Events_Guidance.pdf
http://www.rochester.edu/rsrb/documents/pdf/Reportable_Event_Definitions_for_Webpage_10_2009.pdf
http://www.rochester.edu/rsrb/documents/pdf/events/UPIRTSOExamples.pdf
http://www.wirb.com/download/ADVERSE%20EVENT%20PACKET.doc



* This is necessary in order for the sponsors to meet their regulatory responsibilities for reporting serious adverse events to FDA and other regulatory agencies. 

Record Retention

FDA Regulated Research (for drugs and devices) 

Investigators are required to retain all study records in a secure and safe facility with limited access until one of the following time periods:

· At least two years after notification from the sponsor that the drug/device has been approved for the indication that was investigated.

· Or, if not approved for such indication, at least two years after the investigation is completed or discontinued and the FDA has been notified.

The investigator would not usually know when the above events take place. The sponsor is responsible for informing the investigator of these regulatory filings. Given the fact that the sponsor does not always notify the investigator, the investigator should contact the study sponsor before any study records are destroyed.  

Sponsored Grants and Contracts

For studies not using FDA regulated drugs and devices, check with the wording in the sponsors grant/contract regarding record retention. If this information is not included, contact the grant/contract administrator.

For all sponsored research, the investigator should notify the sponsor of any change in the location, disposition or custody of the study files.   

Refer to the attached study file checklist for the records that should be retained.  

STUDY FILE DOCUMENTS CHECKLIST

	Checklist: Title of Document
	(   Yes
	(    No
	(  N/A
	Comments

	Final signed protocol
	
	
	
	

	Final Signed amendments (date:            )
	
	
	
	

	Final Signed amendments (date:            )
	
	
	
	

	Final Signed FDA 1572
	
	
	
	

	Amended FDA 1572s ( date:           )
	
	
	
	

	CV of Principal Investigator with State License information (or easily accessable)
	
	
	
	

	CVs of sub investigators (or easily accessible)
	
	
	
	

	Copy of IRB approved Consent Form
	
	
	
	

	Copy of IRB approval of original protocol and consent form
	
	
	
	

	Copy of IRB approval of advertisements and copies of ads
	
	
	
	

	Copies of IRB approval of all amendments (dates:                                  )


	
	
	
	

	Copies of all IRB correspondence, progress reports, and closeout
	
	
	
	

	IRB membership list or letter describing IRB compliance to regulations
	
	
	
	

	All internal and external communications relating to study: Letters, memos, phone contacts
	
	
	
	

	Log of monitoring visits
	
	
	
	

	Responsibility list
	
	
	
	

	Lab certification, and lab normals
	
	
	
	

	Original or copy of drug/device, concomitant medications and equipment dispensing log 
	
	
	
	

	Copies of test article shipment from Sponsor documents
	
	
	
	

	Copies of drug/device return to Sponsor documents
	
	
	
	

	Copies of any information relating to the drugs/devices used in this study
	
	
	
	

	Information of any adverse events including any IRB submission information
	
	
	
	

	Copy of complete set of blank Case Report Forms 
	
	
	
	

	Final Study Report to IRB
	
	
	
	

	Investigator Brochure and Updates
	
	
	
	

	
	
	
	
	

	
	
	
	
	


