Basic Guidelines for Study Conduct at the University of Rochester
Good Clinical Practices (GCPs) are the ethical and scientific standards that were originally developed to help guide researchers conducting biomedical research involving human subjects.  GCPs are a combination of regulations, guidances and ethical codes, and apply to all studies involving human subjects, regardless of the risk level (i.e., minimal vs. greater than minimal).  GCPs also apply to behavioral, social science and other non-biomedical research because they are intended to ensure that subject rights and welfare are protected and that studies are scientifically sound.  In fact, it has been suggested that they might more aptly be named “Good Scientific Practices.”
GCPs encompass many areas of the research process. For the purpose of this discussion, the focus will be on: 

· Obtaining legally informed consent

· Adhering to the study plan (i.e., the protocol and any conditions required by the Research Subjects Review Board (RSRB))
· Accurately collecting and reporting data

· Maintaining complete and accurate study files (audit trails)

· Recording and reporting unanticipated problems (e.g., unexpected adverse events)
· Interactions with the Research Subjects Review Board (RSRB) 
Note: The Principal Investigator (PI) is ultimately responsible for all aspects of the study. All those participating in the conduct of the study (e.g., students, post-docs, residents, coordinators) have an obligation both to themselves and to the PI to conduct the study to GCP standards.  

Obtaining Legally Informed Consent

When the RSRB approves the initial research project study plan (i.e., the protocol), the consent form is watermarked with an expiration date. During the course of a research study, the RSRB-approved consent form may need to be revised, often as a result of a protocol amendment (e.g., changes to study procedures, eligibility criteria, or the addition of a new investigator).  If there are no changes during the RSRB approval period, the consent form receives a new expiration date at the time of continuing approval (typically at one year, but may be more frequently).
The research team must use only the current RSRB-approved consent form with the watermark to enroll subjects. Use of the current form ensures that subjects receive the most up-do-date information about the study before deciding to participate.  One of the most common observations made by auditors or the RSRB at the time of continuing review is the use of an incorrect version of the consent form. To help the research team avoid this problem, the following procedure is recommended:

Whenever a revised RSRB-approved consent form is received, discard any extra copies of the old form.  Place a single line through each page of the original consent form previously in use. This should help prevent study personnel from making or using copies of outdated consents.  Put the marked copy of the original consent form in the study file (also referred to as the regulatory binder).  Although not required by regulation, it is recommended that investigators keep all versions of consent forms so a history of the study can be maintained.  Another way to avoid using the wrong consent form, is to use the RSRB electronic application system, which enables you to log-on and print a watermarked form for each potential subject discussion.
It is not permissible to write additional information on or cross-off information contained in the consent form.  (It is, however, 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 what might occur.”)  In addition, all information requested on the signature page must be entered and not left blank, e.g., signature of the subject, investigator, auditor-witness, parent(s) and dates.
Adhering to the Study Plan

The RSRB’s approval is based on what the protocol states will happen, when it will happen and to whom it will happen.  The study team is responsible to conduct the trial according to the protocol they have written/submitted. Unless a revision to a study is necessary to eliminate an immediate hazard to study subjects, no changes from the protocol may be implemented prior to RSRB review and approval. Changes must be requested as protocol amendments. As discussed above under Obtaining Legally Informed Consent, there are many reasons for changes during a study.  

Some examples of revisions that investigators should submit as amendments are:
· changing number of subjects to be enrolled/studied

· changing study team members or study sites
· adding or dropping a study procedure (e.g., a new test)
· lengthening how long subjects will need to participate
· updating information on drug or device side effects
· editorial or administrative revisions to the protocol 
· adding or revising recruitment materials

Accurate Collection of Data

Source Documentation 

Investigators are required to prepare and maintain complete and accurate records of all observations and other data pertinent to the study for each subject. “Source documentation” consists of the original documents and supporting data where information is first recorded.  This includes pertinent notes, test results, completed surveys, questionnaires, field notes, etc.  Even the signed and dated consent forms are considered source documents.
Data Collection Process

All research involves the collection of data, which are recorded in some format for each subject. Most data are derived from a source document. Usually the data need to be transcribed from their original form to a format (e.g., a computer database) where they can be reviewed and analyzed. Whether the data collected are kept in original form, on a personal computer or transcribed to a paper collection form (a “case report form”), they must be consistent with the source documents or the discrepancies should be explained and documented. 

Maintaining Complete and Accurate Study Files (audit trails)

The University’s OHSP operates a routine quality improvement program that visits research sites and reviews documentation and procedures.  GCP standards are used for these visits.  The visits are intended to improve procedures across the University and provide some onsite education and consultation.
Study file

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

Among the key documents that should be in the study file are: 
· Protocol (original and any updates) and amendments

· Blank copies of all versions of RSRB-approved informed consent forms  

· Original signed copies of study subjects’ consent forms 

· Original copies of recruitment materials
· All RSRB approvals and correspondence, including e-mails

· Blank copies of survey tools, questionnaires, and tests

· Data collection forms (case report forms): blank copies of all versions and completed copies for each study subject
· CV of Principal Investigator (if not in the file, then easily accessible)

· CV of sub investigators (if not in the file, then easily accessible)

· List of  protocol deviations that have occurred, documented as notes to file 
· Subject screening and enrollment logs and identification code list, if applicable 

The last two documents are described in more detail below, because these are areas where compliance problems are most often found.   

Protocol Changes
The investigator/study team is responsible for conducting the research according to the protocol. There should be no changes from the protocol without review and approval of an amendment by the RSRB, except where necessary to eliminate an immediate hazard to study subjects.  Consistently following the protocol ensures both subject safety/welfare and data that is able to be credibly analyzed.  Occasionally, the study procedures cannot be followed to the letter, for example, a repeat survey in 5 days when that would be on a Saturday and the researcher/subject are not available, so the survey is given on Friday (4 days) or Monday (7 days).  If such events occur, a note should be placed in the study file to show what happened and why.
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 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, which applies to some types of studies, e.g. where subjects are randomized, provides information on what test treatment each subject received.  Remember that no study procedures, including screening, can be initiated without first obtaining consent.
Recording and Reporting Unanticipated Problems
While most common in biomedical research, unanticipated problems can occur in any research study. The research team has the responsibility to monitor research subjects to detect difficulties, discomfort and other more severe reactions. When these are encountered, appropriate steps should be taken to remedy the immediate situation, as well as to minimize the chance for recurrence.  Researchers should note in the study records when and why such events happened and make an assessment if the study needs to be changed in some way to prevent similar occurrences. Unanticipated problems that pose risks to subjects or others (like stolen laptops with identifiable research data) and unexpected adverse events must be reported to the RSRB. 

Interactions with the Research Subjects Review Board (RSRB)

After the initial approval, studies must undergo continuing review by the RSRB to ensure that: (1) the risk-benefit ratio of the research remains acceptable, (2) the informed consent process and documents are still appropriate, and (3) the enrollment of subjects has been equitable. In most cases, this review is conducted annually, although it may be more frequent, depending on the nature of the research or the study subjects. As part of the continuing review, the study team provides appropriate information, e.g., enrollment figures and demographics, unexpected serious adverse events, unanticipated problems, reasons for subject withdrawals, preliminary study results (if any) and a list of publications. 

The investigator is responsible for applying for continuing review in a timely manner to ensure RSRB approval is continuous. If the study is not re-approved before RSRB approval expires, it is automatically suspended until formal notice of re-approval from the RSRB is received.  All research activities must stop if a study does not have current RSRB approval.
