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GENERAL INFORMATION

The Office of Research Support was initiated in 2002 as the locus for the Institutional Review Board(s) of the Health System as well as for other research support.  Organizationally, Research Support is the responsibility of the Medical Director of the Heart and Vascular Center, who, as the Human Protections Administrator, supervises the operations of the Moses Cone Institutional Review Board(s) as required by the Federal Office of Human Research Protections (OHRP), and is responsible to the President & CEO and Board of Trustees of the Health System.

The Institutional Review Board (IRB) was established at The Moses H. Cone Memorial Hospital in 1987 in order to encourage, facilitate and support the performance of clinical research by the health professionals who are on the staffs or who have professional or educational assignments at the institution.

The IRB operates in conformity with Federal regulations for the U.S. Department of Health and Human Services and its Office for Human Research Protections (OHRP) as published in the Code of Federal Regulations, Title 45, Public Welfare, Part 46--Protection of Human Subjects (45 CFR 46), as revised and amended from time to time, and in conformity with the rules published by the Food and Drug Administration (FDA) for research related to new drugs and medical devices and conforms with OHRP’s Guidance on Written IRB Procedures date January 15, 2007.

The Moses Cone Health System IRB has jurisdiction over all research involving human subjects performed by members of the various staffs of The Moses H. Cone Memorial Hospital Division; Wesley Long Community Hospital, The Women's Hospital of Greensboro and The Behavioral Health Center; Annie Penn Hospital Division (Reidsville NC), Regional Cancer Center; and The Health Services Division; including for all divisions the Medical and Dental Staff, the Nursing Staff, the Pharmacy Staff and the Educational Faculty and Staff of The Greensboro Area Health Education Center (AHEC). Through agreements between Moses Cone Health System and Randolph Hospital, Asheboro NC and Morehead Memorial Hospital, Eden NC, the Moses Cone IRB reviews research protocols to which subjects may be recruited in those two hospitals as well, and accordingly, the IRB includes representatives from their respective communities.

The basic function and mission of the IRB is to review and approve research projects to ENSURE that human subjects recruited for participation in research are NOT subjected to unnecessary risk and that subjects are CLEARLY informed and FULLY AWARE of ANY risk that may be involved BEFORE consenting to participate in such research.

ORGANIZATION OF THE IRBs

The IRBs are committees of The Moses Cone Health System and are responsible to the President and Chief Executive of the Health System and to its governing Board of Trustees.  Because the IRB functions under Federal guidelines, it is also subject to advice and review from OHRP and FDA.  As noted above, the IRB is organizationally located in the Office of Research Support, on the main campus of the health system, and is directed by the Medical Director of the Heart and Vascular Center, who also serves as the IRB Chair and Human Protections Administrator for the Health System.

Membership

Members of the IRBs:  The IRB is currently composed of 17 members with varying backgrounds, The IRB Board appoints one member to serve as Chair and another of its members as Vice-Chair to serve in the Chair's absence. The Chair may accept recommendations from the IRB members to fill vacated positions.  

Term of appointment is for three years and is entirely voluntary and without compensation.  A member may continue to serve longer than three years if desired, or may vacate a position at any time and for any reason, such as scheduling conflicts, press of occupational obligations, etc. The Health System remains grateful for the service of IRB members, and long service is especially appreciated and valued, reflecting as it does strong commitment to human rights protections.

The Health System provides support staff for the IRBs who manage applications for research review, preparation for meetings, recording of minutes and record keeping.  Records are kept in accordance with all institutional, State and Federal requirements for IRBs and are available for review by any authorized agency and for reports as may be required or necessary.

IRB Membership Requirements and Qualifications:  Members are chosen to be broadly reflective of the community, including representation of the health professions in the Moses Cone Health System and the affiliated hospitals, but also to reflect representation from non-clinical and non-scientific fields demonstrating gender and cultural/ethnic/racial diversity.  The following specifics of member selection shall be satisfied:

· The members shall be sufficiently qualified through experience, expertise, diversity of background, including gender and cultural diversity to be sensitive to community attitudes and cultures so as to promote respect for the IRB's advice and counsel in safeguarding the rights and welfare of human subjects.

· The IRB shall include members of more than one profession.

· The IRB shall include at least two members with expertise in non-scientific areas (law, ethics, religion, etc.).

· The IRB shall include at least two members who are not otherwise associated with The Moses Cone Health System.

· Additional members may be appointed from time to time as may be deemed necessary to represent new and important constituencies in the community.

· The names and earned degrees of the members of the IRB shall be provided to OHRP.  An updated roster shall be provided to OHRP when changes in membership occur.

· Because a quorum is essential at each Board meeting, a member who becomes unable to attend at least 50% of the regular meeting in a year will be asked to rotate off the Board.

Education and Training for Members:  Educational materials and references will be provided to members of the IRBs from time to time at regular meetings or at special educational sessions. Members are encouraged to become familiar with OHRP’s website (www.hhs.gov/ohrp/) and to take advantage of the educational materials and training modules located there.  The Office of Research Support can provide copies of many of these materials to members who may not have access to the Internet.  In addition, the Office of Research Support will provide Board members with educational materials and activities at regular meetings and at periodic special sessions to which other interested individuals (investigators, research staff, etc.) may be invited.

Conflicting Interests

Conflicting Interest:  U.S. Department of Health and Human Service (HHS) regulations [45 CFR 46.107(e)] stipulate that no IRB member may participate in the IRB’s initial or continuing review of a project in which the member has a conflicting interest, except to provide information requested by the IRB.  Except when requested by the IRB to be present to provide information, IRB members will remove themselves from the meeting room when the IRB reviews research in which they have a conflicting interest, and such will be noted in the meeting minutes.

Consultants to the IRBs:  The IRB may request the presence and advice of the Principal Investigator, co-investigator or a representative colleague, (or others at the discretion of the IRB) as consultants at meetings to assist in research review.  Such consultants are not IRB members and may not vote.  Depending on circumstances and requirements of various agencies, consultants may be asked to absent themselves during IRB deliberations and voting on a research protocol being reviewed.

Definitions

Definitions

Research is any systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.

Human subject means a living individual about whom an investigator (whether professional or student) conducting research obtains

(1) Data through intervention or interaction with the individual, or
(2) Identifiable private information

Interaction includes communication or interpersonal contact between investigator and subject.

Department or agency head means the head of any federal department or agency and any other officer or employee of any department or agency to whom authority has been delegated.

 Institution means any public or private entity or agency (including federal, state, and other agencies).

Legally authorized representative means an individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.

Clinical trial- Research study in human volunteers to answer specific health questions. Carefully conducted clinical trials are the safest and fastest way to find treatments that work in people, and new ways to improve health.
Research means a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge. Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program which is considered research for other purposes. For example, some demonstration and service programs may include research activities.

Research subject to regulation, and similar terms are intended to encompass those research activities for which a federal department or agency has specific responsibility for regulating as a research activity, (for example, Investigational New Drug requirements administered by the Food and Drug Administration). It does not include research activities which are incidentally regulated by a federal department or agency solely as part of the department's or agency's broader responsibility to regulate certain types of activities whether research or non-research in nature (for example, Wage and Hour requirements administered by the Department of Labor).

Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes. Interaction includes communication or interpersonal contact between investigator and subject. 

Private information includes information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record). Private information must be individually identifiable (i.e., the identity of the subject is or may readily be ascertained by the investigator or associated with the information) in order for obtaining the information to constitute research involving human subjects.

IRB means an institutional review board established in accord with and for the purposes expressed in this policy.

IRB approval means the determination of the IRB that the research has been reviewed and may be conducted at an institution within the constraints set forth by the IRB and by other institutional and federal requirements.

 Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

 Certification means the official notification by the institution to the supporting department or agency, that a research project or activity involving human subjects has been reviewed and approved by an IRB in accordance with an approved assurance.

Phase I trials ensure the safe and effective use of the therapy. Generally using a small number of participants. Phase I trials for medications test a range of dosages. 

Phase II trials test whether the medication is helpful in treating the targeted illness. These trials may also help determine other factors such as what types of patients may find the drug more effective than others. 

Phase III trials are the largest and may take months or years to complete. The new medication is tested against existing drugs and placebo. A Phase III trial must show a drug's effectiveness and possible negative reactions. 

Requirements for Principal Investigators

Requirements for Investigators: Any investigator who expects to involve human subjects in a research protocol within the Moses Cone Health System, its various divisions, departments and units must submit the completed proposal for such research to the Health System’s Institutional Review Board (IRB)--the Committee for Human Research Protections--for review and approval before initiating the project.  Investigators must conform to the following requirements:

· Review the IRB Procedure Manual

· Review and understand the “Information for Principal Investigators,” which includes the “Instructions for Completing the Application for IRB Review and Approval of a Research Proposal.”

· Complete the Application according to the instructions.

· The IRB requires Principal Investigators, sub-investigators and any member of the investigative team who enroll patients into a protocol to have completed one of the available educational modules prior to submitting a protocol for review.  These modules are available through the websites of either the Office of Human Research Protections (www.hhs.gov/ohrp/) or the National Institutes of Health.  The Principal Investigator, sub-investigator, or investigative designee must then provide the IRB with copies of all certificates, which can be printed out after completion of the module.

Fees

Fees for Reviews by the IRB:  The Office of Research Support will establish a schedule of charges to be paid by investigators or their sponsors for IRB reviews when the investigator is financially supported by private industry.  Investigators performing research sponsored by the NIH and subsidiary agencies (e.g., NCI, CALGB, CCOP, SCCC) or who receive no outside support for their research will not be charged.  Charge detail is provided in the Principal Investigator Application Form, Section VII.  Research supports that the IRB fees are compatible with that of other research institutions.
IRB Operations/

Procedures

IRB OPERATIONS AND PROCEDURES
The IRB shall meet regularly, usually once a month, to review research proposals within its responsibilities and jurisdiction as stated above.  The time and place will be determined by the IRB, and the Clerk will notify the members at least ten days in advance of the next meeting and will supply copies of materials for review and discussion.

Quorum:  A quorum of one more than half of the rostered IRB members, including one member whose concerns are primarily non-scientific, is required for each formal IRB action, such as approval of new research projects and renewal of ongoing projects.  The minutes of the meeting will always indicate whether a quorum is present, and the minutes will reflect any change in attendance of members during the course of the meeting that would affect quorum.  

Minutes:  The minutes of the meetings will include all the information stipulated in 45 CFR 46.115 (a)(2).  The minutes will document, among other things:

· Members present and members absent.

· Approval (or correction if necessary) of the minutes of the previous meeting

· Separate deliberations, actions, and votes for each protocol undergoing initial or continuing review by the convened IRB.

· The vote on all IRB actions.  To document the continued existence of a quorum, each vote will be recorded in this format; e.g.:  Total = 8; for = 7; opposed = 0; abstained = 1.

· The date of expiration of approval on each approved new or renewed protocol. 

· The reporting to the Board of expedited review and approval of projects, safety and adverse event reports, addenda and other changes to approved protocols, and other items not requiring full Board discussion and approval.

The Clerk to the IRB will record and sign the minutes; the Chair of the IRB will approve and sign the minutes, which will then be distributed to the Board members for review and final approval at the next IRB meeting.

Informed Consent:  The documentation of understandable information provided to a prospective subject about a research project and of the consent of such subject to participate in the research is essential.  The process of obtaining informed consent must comply with the requirements of 45 CFR 46.116. The documentation of informed consent must comply with 45 CFR 46.117.   A written consent document that embodies the basic elements of the informed consent, as listed on the MCHS IRB template, must be adhered to. The informed consent is an element of a project that will be most carefully reviewed by the committee to protect the rights of human subjects.  The principal investigator must sign and date the informed consent document in a “timely manner”.  The IRB interprets “timely manner” to be within 7 business days.  Other essential elements for informed consent are listed in the Appendix along with a standard form approved by The Moses Cone Health System IRB, which is also supplied to each PI requesting application forms for a project.  OHRP’s document “Tips on Informed Consent” (3/16/93) and “Informed Consent Checklist” (9/30/98) is included in the Appendix. Moses Cone IRB will remain in conformity with this guidance. 
Peer Review:  Before a project is submitted to the IRB for review and approval, a “peer review” must take place to consider the project for its scientific merit, research design and methodology, and applicability to local practice.

For projects originating locally, a group of peers of the Principal Investigator and associate investigators will assemble to review the project and provide feedback about the study.  The Office of Research Support does exist and can meet as needed to assist in the development and revision of protocols. 

 The form provided in the Principal Investigator’s application packet must be completed to indicate appropriate peer review.
The fact that peer review is required prior to IRB submission does not preclude the IRB from evaluating the scientific merit, research design and methodology of the project as it may deem appropriate in its review process.

In the case of multicenter and cooperative research projects with other institutions and research organizations (e.g., national oncology and cardiology studies) which have received scientific review and approval by the National Institutes of Health (NIH), the National Cancer Institute (NCI), or the Food and Drug Administration (FDA); or, in the case of academically based peer review groups (e.g., UNC-Chapel Hill School of Medicine; UNCG School of Nursing) a statement must be provided naming the reviewing agency and the date of the review.

Administrative Advance Approval of Proposed Research:  If the research is to be carried out in a unit or division of the Health System, the Unit Manager must be informed in advance in order to determine any potential effect on the Unit’s resources of funds, time or personnel.  A form for the Unit Manager’s signature to indicate notification and approval is included in the Application Packet to be used when this situation applies.  

Review Procedure

REVIEW PROCEDURE

Initiating the Review:  The Principal Investigator (PI) will make application for review and approval of proposed research projects using the IRB's standard forms and including the research protocol and informed consent document.  These will be received by the IRB Clerk and will be given preliminary review by the IRB Chair.

Types of Review:  The investigator, the Chair of the IRB, or the IRB itself may request or decide that a project should receive one of the following types of review:


Exempt from IRB Review.  The Chair of the IRB may determine that a project which is of no or very low risk to subjects and which meets Federal criteria for exemption (Appendix) is exempt from review by the IRB.  The Chair will announce such exemption at the next IRB meeting.


Expedited Review.  For certain minimal risk projects the IRB Chair (or an experienced IRB member designated by the Chair) may review the project and approve it as "expedited review and approval." If not approved through expedited review, the project will be referred for full Board review.  A project may not be disapproved by expedited review.  In any case, the Chair will announce the expedited review at the next IRB meeting for assent by the Board.  To qualify for expedited review an activity must (1) involve no more than minimal risk and be found on the list published by OHRP contained in the Appendix, or (2) be a minor change in previously approved research during the period of 1 year or less for which approval is authorized by the IRB.


Full IRB Review.  Projects which do not qualify as Exempt or for Expedited Review will be reviewed by the full Board as outlined below in the “Final Consideration by the IRB” section.


Reciprocal Review.  Projects carried out in cooperation with another institution and for which the local PI (or Co-Principal Investigator in instances with dual PIs) is a Moses Cone Health System staff member assigned here by the other institution; i.e., the PI (or Co-PI) has dual institutional affiliation (e.g., University of North Carolina Medical School Faculty assigned to the medical teaching programs at Moses Cone), and which project has been approved by the cooperating institution's IRB, may be approved by reciprocal review by the Moses Cone IRB Chair.  This action will be presented by the Chair at the next IRB meeting for approval by the full IRB.  As with Expedited Review, the Chair may determine that the project must have full Board review, but the Chair may not disapprove such a project because such action can only be taken by the full IRB.

Final Consideration by the IRB:  The Chair will determine the number of projects that can be reasonably considered at the next meeting (usually four or five full reviews) and the Clerk will then supply the documents to IRB members prior to the meeting at which discussion is scheduled. The PI of the project will be invited to be present as a consultant for the discussion of a new protocol to provide explanation and answer questions. (If necessary, the PI may send a designee who is equally knowledgeable about the proposed project as a representative to the meeting.) 

After open discussion and upon motion and second a vote will be cast on approval of the project; a majority vote of members present in quorum is required for approval.  Any IRB member who has an interest or possible conflict of interest in a project must abstain from voting.  The vote and any abstention will be recorded in the minutes.  In some cases in accordance with certain research organizations' regulations [e.g., Cancer and Leukemia Group B (CALGB)], the PI and associates must be absent for the IRB's final deliberations and vote on approval of a protocol.  Such will also be recorded in the minutes.

From time to time when the burden of IRB business is great, the Chair may appoint sub-committees of no less than three members to review projects submitted and then to make recommendation to the full committee.  However, in no case will projects be approved without vote of the full IRB.

Types of Action:  After the review of a project the IRB may vote to take one of the following actions:


Approval.  The investigator(s) may then begin the project according to plan.  The Clerk will complete any forms and provide notification of agencies as required for the project.  Documentation will be signed by the Chair.


Approval contingent upon required changes.  The PI will submit the required changes to the protocol to the Chair of the IRB for final documentation of approval.  


Disapproval.  The investigator(s) may not initiate the project.  The PI may revise the project and resubmit it to the IRB for reconsideration for approval.


Table consideration of project.  The IRB may postpone action pending obtaining further information about the project, or pending alterations to the project recommended by the IRB.

In all cases the minutes of the IRB meeting will record all actions taken, and copies of protocols, documentation of action, and other documents will be kept on file.

Term of Approval:  Approval of a project is usually for one year after which time renewal of approval is required if the project is to be continued.  Depending on complexity and risk associated with a project, the IRB may require renewal at intervals more frequent than annually.  The Clerk will notify the PI in advance of the time for a renewal request so that progress reports and updates on the project can be supplied to the IRB.  Renewal requests will be reviewed and voted on by the full Board.  If the renewal request is not submitted by the PI in time for the Board to approve the renewal, the research project must be interrupted as of the expiration date and may not be resumed until approved by the full Board.

Chart Review Approval:  Approval of a chart review is usually granted an expedited or exempt approval.  If a principal investigator is seeking an approval of a chart review, the Application for Research Requesting an IRB Waiver of Consent and HIPAA Authorization along with other supporting documents, must be completed and submitted to the IRB office. Research for which this form is appropriate generally involves only existing patient records or specimens.  If there will be any intervention or interaction (e.g. questionnaires, interviews, randomization), or any direct contact of any kind with the subjects of this research, consent/authorization will need to be obtained, and a full IRB application will be required. 

IRB Action Following Project Approval
IRB ACTIONS FOLLOWING PROJECT APPROVAL

Renewals:  As stated above, the term of approval for most research protocols will be one year, but the IRB may determine that the approval should be for a shorter period of time, based on complexity or risk, or otherwise.  The date of expiration of approval is noted on the approval document and on the approved consent form.  The Clerk of the IRB will notify the PI in advance of the expiration date and the PI must then complete the IRB Form R-01, “Investigator’s Request for Approval of Continuation of Research Project (Renewal)” so that renewal approval can occur before the expiration date.  Failure to obtain renewal approval before expiration date will result in an IRB order to terminate the research immediately.  The project may be resumed only after application to the IRB for approval of continuation.


Renewal requests for protocols approved by full Board review will uniformly require full Board consideration for approval of renewal.  Projects originally approved by expedited review may qualify for expedited approval of renewal.


OHRP has emphasized that Continuing Review (renewals) must be substantive and meaningful.  OHRP’s document “Guidance on Continuing Review” (January 15, 2007) is included in the Appendix.  Moses Cone IRB will remain in conformity with this guidance.

Revisions, Addenda, Amendments, Changes in Consent Documentation:  The investigator will file changes to a protocol with the IRB using IRB Form A-01, “Investigator’s Request for Approval of Revision to Project:  Amendments, Addenda, or Changes to Informed Consent Document.”  The IRB Chair will determine if approval can be expedited or sent for full Board review, as will be the case in all but minor changes to informed consent, unless otherwise required.

Safety and Serious Adverse Event Reports:  Such occurrences in the course of a research protocol must be reported to the IRB as required by Federal regulations, using IRB Form S-01, “Investigator’s Request for Review of Safety Report or Serious Adverse Event (SAE).”  OHRP advises that it is neither useful nor necessary under the HHS regulations at 45 CFR part 46 for reports of individual adverse events occurring in subjects enrolled in multicenter studies to be distributed routinely to investigators or IRBs at all institutions conducting the research.  Individual adverse events should only be reported to investigators and IRBs at all institutions when determination had been made that the events meet criteria for an unanticipated problem.  Only when a particular adverse event or series of adverse events is determined to meet the criteria for an unanticipated problem should a report of the adverse event(s) be submitted to the IRB at each institution under the HHS regulations at 45 CFR part 46. Only external adverse events that are identified in the report as meeting all three criteria (see below) must be reported promptly by the investigator to the IRB as unanticipated problems under the HHS regulations at 45 CFR 46.103(b)(5).  These reports will usually receive expedited review by the IRB Chair.  The majority of IND Safety Reports, MedWatch Reports, and CIOMS Reports do not need to be reported to the IRB office under the MCHS IRB reporting guidelines.  It is the responsibility of the Principal Investigator to review the unreported safety reports.  The PI must sign documentation of the review and these reports must be kept in the research office.  Only the SAE documentation signed by the PI will need to be submitted to the IRB office for review.  The frequency of reporting will be at a minimum of every six (6) months. The only reports that must be reported immediately are those reports that reveal an unanticipated problem involving risk to participants or others.  If an SAE or IND safety report occurs elsewhere and did not result in a protocol amendment or revision, does not result in a consent change, and does not require the research office to inform the patient, this results in no requirement to report to the IRB.  

Please note: If the sponsor insists that all events must be reported, proceed with submission to the IRB.  It is the policy of the IRB office to acknowledge receipt of them, but the chairman or the IRB Board will not review them. They should be submitted with the attached Reporting Form- Form S-02. (Addendum dated March 20, 2008)

 OHRP’s document “Guidance on Unanticipated Problems and Adverse Events” (January 15, 2007) is included in the Appendix.  Moses Cone IRB will remain in conformity with this guidance.

OHRP considers unanticipated problems, in general, to include any incident, experience, or outcome that meets all of the following criteria, thereby making the adverse event an unanticipated problem and must be reported to the IRB under 45 CFR 46.103(a) and 46.103(b)(5):

1. unexpected (in terms of nature, severity, or frequency) (a) given the research procedures that are described in the protocol- related document, such as the IRB- approved research protocol and informed consent document, and (b) the characteristics of the subject population being studied;

2. related or possibly related to participation in the research (meaning there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research);

3. suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized

All other safety reports that do not meet the regulatory reporting requirement must be kept in the regulatory binder and can be reviewed at the discretion of the IRB.  

Protocol Deviations/Violations: The MCHS IRB is responsible to review reported protocol deviations and violations involving human subjects.  Such occurrences in the course of a research protocol must be reported to the IRB using the Deviations/Violations reporting form (see appendix). A protocol deviation is any change, divergence, or departure from the study design or procedures of a research protocol that is under the investigator’s control and that has not been approved by the IRB. The Principal Investigator is responsible for reporting protocol deviations to the IRB using the reporting form.  Any change, divergence, or departure from the study design or procedures of a research protocol that affects the subjects rights, safety, or well-being and/or the completeness, or accuracy and reliability of the study data constitutes a protocol violation.  Violations are to be reported within five (5) business days from discovery.  

Examples of Protocol Deviations
Failure to obtain informed consent

Omitting study procedure(s) required by-approved protocol

Performing study procedure(s) not described in Board-approved protocol

Drug dispensing/dosing error

Failure to securely control the study product

A research subject received an excluded concomitant medication or the received the wrong treatment or incorrect dose

Changing the protocol without prior IRB approval

Working under an expired professional license or certification

Repeated minor deviations

Reporting Criteria

Any intentional or unintentional change from Board-approved protocol that adversely affects the: 

· risk/benefit ratio of the study,

· rights, safety, or welfare of the participants or others, 

· integrity of the study 

Changes or alterations in the conduct of the trial which DO NOT have a major impact on the subjects rights, safety, or well being, or the completeness, accuracy and reliability of the study data are considered minor protocol deviations.  Minor protocol deviations are to be reported ANNUALLY, at time of renewal, if they originate locally.  Reporting to the IRB is not required if they originate elsewhere.

A major violation is any unapproved change in the research study design and/or procedure(s) that is within the investigator’s control and not in accordance with the IRB approved protocol that may affect the participants rights, safety or well-being, OR significantly affects the completeness, accuracy and reliability of the data.   

IRB criteria for defining major violations include ANY of the following:

1. The violation has significantly damaged the scientific completeness or soundness of the data collected.

2. The violation is evidence of willful or knowing misconduct on the part of the investigator(s) or,

3. The violation involves serious or continuing noncompliance with federal, state or local regulations.

4. The violation affects the rights, safety or well being of the subject.
All major protocol violations must be reported, in writing, to the IRB, immediately.
Revocation of Approval:  Should at any time information be presented to the IRB indicating evidence of non-compliance with IRB policy or evidence of fraudulent research activity, the IRB chairman may suspend approval of the research project.  After investigation of such information by the appropriate institutional division or department, the IRB will be notified and if non-compliance and or fraud is proven, the approval for the research project will be revoked by the IRB chairman and the IRB will be notified of such action at its next meeting.  


Appeal from any finding of non-compliance or fraud by a Moses Cone division or department must be in accordance with Moses Cone institutional policies on grievance, appeal and fair hearing processes for that division or department.  Should the findings be reversed on appeal, the revocation of approval of the research project by the IRB would be rescinded and permission to continue the project would be reinstated.


Note:  In the case of federally supported research projects, the OHRP will be notified of any revocation in accordance with the regulations in 45 CFR 46.

Audits

IRB Interim Audits of Approved Protocols:  The policy for audits of ongoing research protocols by the IRB is delineated on the following page:

IRB Research Protocol Audit Procedures

The Institutional Review Board, under the direction of the Chair, shall have the right to conduct audits at research sites, which are conducting protocol(s) approved by the Committee for Human Research Protections of Moses Cone Health System.  The purpose of conducting these audits is to verify that sites are maintaining records on each study subject and that patient informed consent procedures are being followed.

Audit Procedure

Identify sites for audit.

1. Sites shall be determined by an audit subcommittee.

2. Sites conducting multiple protocols would be prioritized.

3. No site would be audited more than once a year, unless deficiencies were found at a previous audit.

Site Procedures
1. The IRB will notify the site at least 2 weeks in advance of the audit visit.

a. Notification will involve date and time of visit and protocol(s) to be reviewed.

2. The IRB auditors should review the following:

a. Log of patients enrolled in the study.

b. View original consent form to document signatures of patient, person reviewing the consent form and family member or witness (when applicable).

c. Document the recording and reporting of adverse events, especially serious adverse events.

d. Telephone patients selected at random from the enrollment log by the IRB auditors to verify that correct procedures were followed during the informed consent process.

e. Verify that patients were given complete information and voluntarily signed the consent form.

f. Verify that study records are being stored properly to protect privacy and confidentiality of participants in accordance with good standards and HIPAA requirements and guidelines.

g. Assess how participants were recruited for the study; i.e., to safeguard against potential discrimination and exploitation.

Audit Team

1. At least one member of the IRB subcommittee conducting on-site audits must be a physician, pharmacist or nurse familiar with research procedures and data collection.

2. The number of IRB members conducting each on-site audit will be determined by the IRB chairman.

3. IRB members conducting site audits will be reimbursed for time and travel expenses.

Results of Findings

1. The audit team shall report back the findings of the site audit to the full IRB committee.

2. Findings of significant deviation from informed consent procedures, protocol conduct or data collection and reporting may be reported to the appropriate committee or agency.

a. Reports may be filed with Moses Cone Health System Risk Management Team, company sponsor and/or the FDA.

b. Level of reporting will be at the discretion of the IRB and its Chair.

3. For any and all violations in protocol discovered during an audit, or an any other time, the IRB reserves the right to require correction of such violations within a reasonable  time period, to the satisfaction of the IRB.  Failure to correct violations may result in  an order to terminate the research study.

Other

IRB Procedures and Action

OTHER IRB PROCEDURES AND ACTIONS

Use of an Investigational Drug or Device in a Limited Number of Patients:  When a physician wishes to use a drug or device in an individual patient for whom no other treatment has been efficacious, and which drug or device is under investigation elsewhere and which may offer therapeutic effect to the patient (often called “compassionate” use of investigational drug or device), the investigation-sponsoring agency may require IRB expedited approval to use the agent in an individual patient not recruited into the research project.   The local physician seeking this approval should submit IRB Form C-01, “Request for ‘Compassionate’ Use of Investigational Drug or Device in Limited Number of Patients.”  The IRB Chair will act on this request.

Emergency Use of a Non-Approved Drug or Device:  Federal regulations require that the treating physician who uses an investigational drug or device in an emergency situation which is not part of an approved research project shall provide a report of such use to the appropriate IRB within five working days.  The procedure for such emergency use and rules for reporting are in the Appendix.


But note:  Federal regulations do not permit research activities to be started, even in an emergency, without prior IRB review and approval (45 CFR 46.103(b) and 46.116(f).  When emergency medical care is initiated without prior IRB review and approval, the patient may not be considered a research subject.  Such emergency care may not be claimed as research, nor may any data regarding such care be included in any report of a prospectively conceived research activity.

IRB Reports:  In all cases the IRB will report its findings and actions to the appropriate investigator(s) by letter, memorandum (using electronic means where possible and appropriate), or the return of one of the IRB’s forms.  Copies of such notifications will be kept in the files with the relevant protocols, and these files will be updated accordingly.  


The Medical Director of the Heart and Vascular Center, acting as the Human Protections Administrator, is responsible for oversight of the IRB activities and for reporting findings and actions to senior Health System Administration and Governing Board when appropriate, as well as for reporting findings and actions to OHRP and other Federal offices as necessary.


An Annual Report is prepared for the IRB, which summarizes the year’s activity including the number of new protocols reviewed, the number of expedited and other reviews, the number of renewals, and other relevant information.
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APPENDICES


Guidance on Written IRB Procedures (January 15, 2007)


Standards for Informed Consent Documentation for Human Research Projects


OHRP Tips on Informed Consent (3/16/93) 


OHRP Informed Consent Checklist (9/30/98)


Moses Cone Health System Informed Consent Template


Federal Criteria for Studies Exempt from IRB Review


Categories of Research That May Be Reviewed by the IRB through an Expedited Review Procedure


Guidance on Continuing Review  (OHRP, January 15, 2007)


Guidance on Unanticipated Problems and Adverse Events (OHRP, January 15, 2007)


Protocol Deviations/Violations Reporting Form


Procedure for Emergency Use of an Investigational Drug or Device


Children as Research Subjects; Pediatric Assent- (OHRP, May 26, 2005) 
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