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Introduction to the Institutional Review Boards (IRBs) Structure at UVa and Your Role as a Member

Preface

The guide is based on the IRB-HSR Standard Operating Procedures, applicable federal regulations, Virginia state statutes, and University of Virginia policy as they pertain to the conduct of human research at the University of Virginia.

The IRB Administrative Offices

Office Location

The IRB-HSR Administrative Offices are located on the 4th floor  at One Morton Drive, Charlottesville Virginia in the Morton Building.  .  The IRB administrative staff is available to assist you in your role as an IRB Member.  

Contact Lists

The contact lists for the IRB-HSR administrative staff may be found on the IRB-HSR website Contact List. 

Organizational Structure for Research Oversight

For an organizational chart of the human subject research  offices see the Organizational Charts on the IRB-HSR Website. 
The IRB and Protection of Human Subjects 

National and international communities have adopted ethical principles to guide the use of human subjects in research. The most important of these are the Belmont Report, the Nuremberg Code and the Declaration of Helsinki. These ethical principles have been incorporated into regulations that provide for the protection of human subjects in research.  

The IRB was created by federal regulations as the institutional body charged with implementing the regulations on a local level.  IRB activities are subject to review by a variety of groups including the Office for Human Research Protections (OHRP) and the Food and Drug Administration (FDA) in the Department of Health and Human Services (DHHS).  The university negotiates with OHRP to provide a document called a Federal-wide Assurance (FWA), which acts as a guide for its human subjects research protections.  There are other federal agencies that oversee or provide guidance for research.  
OHRP may audit IRB activities on a random basis or when a particular problem or set of problems has been identified.  The FDA may also audit for cause, but they primarily conduct periodic on-site “not for cause” audits.  These audits can include any FDA-regulated areas, such as the pharmacy and investigator files, as well as all IRB activities.  The audits from both OHRP and the FDA may include review of IRB policies, handbooks and standard operating procedures, meeting minutes, agendas, protocol files and other pertinent materials.   

The Vice-President for Research (VPR) at the University of Virginia serves as the Institutional Official (IO) for issues related to the protection of human subjects. The IRB and the institutional official are responsible for ensuring compliance with federal, state and other applicable regulations; for interpreting those regulations and determining local policy and procedures; and for developing new policy as science and its ethical implications change. 

The IRB and Protection of Privacy (HIPAA) 
 The Health Insurance Portability and Accountability Act of 1996: (HIPAA) from the federal Office of Civil Rights (OCR), provides additional guidance and restrictions on privacy and the use of protected health information (PHI).  These regulations require institutions to name a privacy board, whose primary responsibility is to ensure that research protocols comply with the HIPAA Privacy Rule.  At the University of Virginia, the IRB-HSR serves as the Privacy Board in addition to its IRB duties.  They are responsible for ensuring that the institution is in compliance with the regulations and serves as a point of contact for any questions or concerns regarding HIPAA.   For additional information see HIPAA.
IRB Purview 
The primary role of the IRB is to ensure that human subjects are protected.  For this reason, the IRB is responsible for reviewing all research in which humans participate as research subjects at the University of Virginia BEFORE it begins. 
Per federal regulations, 45 CFR Part 46.111 (DHHS) and 21 CFR Part 56.111 (FDA), in order to approve research the IRB-HSR must determine that all of the following requirements are satisfied: 

1. Risks to subjects are minimized:
By using consistent review procedures, the IRB verifies that a sound research design is in place.  This prevents subjects from being exposed to risk unnecessarily. 

2. Risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result.
In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive even if not participating in the research).

The IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.  

The IRB should take into account that while a study may not be of benefit to the individual participant it may be of help to others in the future.

3. Selection of subjects is equitable. 

In making this assessment the IRB should take into account the purposes of the research and the setting in which the research will be conducted and should be particularly cognizant of the special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons.

4. Informed consent will be sought from each prospective subject or the subject's legally authorized representative, in accordance with, and to the extent required by 45CFR Part 46.116.
5. Informed consent will be appropriately documented, in accordance with, and to the extent required by 45 CFR Part 46.117.
6. When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of subjects.
7. When appropriate, there are adequate provisions to protect the privacy of subjects and to maintain the confidentiality of data.
When some or all of the subjects are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, mentally disabled persons, or economically or educationally disadvantaged persons, additional safeguards have been included in the study to protect the rights and welfare of these subjects. 

The types of studies that the IRB may review includes the use of healthy volunteer subjects in behavioral and medical research, as well as patients recruited as subjects in clinical trials of new drugs and devices. It includes the use of surveys, questionnaires, interviews, tissue, body fluids and other materials both with and without identifiers, as well as the use of individual and aggregate data, patient charts, x-rays, etc. Federal regulations recognize differences between types of research and provide three categories of review. Those categories are Full Board, Expedited and Exempt.  While the default is review by the full board at a scheduled meeting, certain minimal risk projects may be eligible for expedited review or may be exempt from review requirements. Only the IRB can make the determination that the research meets exempt criteria, meets expedited criteria or will require approval of the full board. 
Just as the IRB has the authority to approved research, the IRB has the authority to suspend or terminate research involving human subjects which does not conform to the approved protocol, where compliance issues are suspected or documented, and where the risk benefit ratio is or becomes unacceptable.

Composition of IRBs 
The University of Virginia has a single FWA from OHRP that covers the operation of two IRBs to review biomedical and behavioral research.  Besides the IRB-HSR, the IRB for Social and Behavioral Sciences reviews studies that are non-invasive and focus on research in the behavioral sciences. 
The current roster of members of the IRB-HSR may be found on the IRB-HSR Membership List 

Each IRB is appointed with at least five members  including a chair and vice chair.  IRB members will have varying backgrounds necessary to promote complete and adequate review of human research activities commonly conducted by the institution.  Each IRB, in addition, may have a variable number of alternates to assure a quorum with adequate expertise is always available.  Each IRB includes community members, scientists, non-scientists, and others to provide needed diversity.  The boards may also include members who can represent the interests of special and vulnerable populations, such as children, prisoners or pregnant women and fetuses and neonates.  On occasion, additional individuals with expertise in a particular field may be invited to a meeting to provide consultation on specific protocols; such individuals are not included in the quorum nor do they have voting rights. A quorum is met when at least half the IRB members are present and 1 non-scientist is present.  If a quorum is not met, the IRB business may not take place.  If quorum is lost, IRB business must be halted until quorum is restored.
IRB Member Term Duration 
Most IRB members serve 3 years.  The exceptions are:

· Medical Students serve for 1 year and are nominated to serve by the Mulholland Society.  The board may have 2 medical students that share a position. 

· Study coordinator representative is nominated by the School of Medicine-Clinical Trials Office. The study coordinator representative serves for 1 year.   

· Residents serve 1-2 years as they are able

Your Responsibility as a Member or Alternate 
During your tenure on the board, you may be asked to serve as a scientific reviewer on protocols, amendments, adverse events and continuing reviews if you are a scientist.  If you are a non-scientist you will be asked to serve as a non-scientist reviewer. In addition, you may be asked to serve on subcommittees of the IRB. Although the board has a chair and vice chair to provide leadership, from time to time, you may also be asked to serve as ad hoc chair, if you are a scientific member of the board.  Finally, as a member of the IRB, you may be asked to assist in providing educational seminars to the local and research community or to serve as a resource to those within and outside your department or community as they develop protocols or have questions regarding IRB-related issues. 
As a member of the IRB, you have access to research ideas, confidential information of companies, pre-marketing data and many other kinds of confidential and sensitive personal and business materials.  At the beginning of your term, you will be asked to sign a confidentiality agreement.  Access to this information is for IRB purposes only, and members are reminded that any use of such information for any other purpose would be a violation of federal law and the ethical principles by which the university is bound 

Duties of IRB-HSR Members 

Duties of members include reviewing human subject application materials in advance of meetings and being prepared to discuss issues related to human subjects protections, serving as primary reviewer when requested by the chair, and having an understanding of the specific requirements of human subjects regulations.  

Member duties include: 

· Protecting the rights and welfare of research subjects.   

· Determining that risks to subjects are minimized.   

· Ensuring that the investigators:  

· use procedures that are consistent with sound research design and that do not expose subjects to risk,

· whenever appropriate, use procedures already being performed on the subjects for diagnostic or treatment purposes, and 

· ensuring that the investigator follows a procedure for properly documenting informed consent 

· Determining that risks to the subjects are reasonable in relation to the anticipated benefits to subjects, if any, and the importance of the knowledge that may reasonably be expected to result. In evaluating risks and benefits, the IRB-HSR member should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive even if not participating in the research).  

· Determining that selection of subjects is equitable.  

· Determining if the informed consent is adequate and contains all other federally or locally mandated elements, and if not, request clarifications and changes in the consent form in order to adequately explain the purpose of the research, the risks and benefits entailed therein.   

· Determining that the research plan makes adequate provision for ensuring the safety of the subjects. 

· Determining that there are adequate provisions to protect the privacy of subjects and to maintain the privacy of the subjects and confidentiality of the data, in accordance with the DHHS and FDA regulations 

· Ensuring additional safeguards are in place to protect the rights and welfare of subjects that are likely to be vulnerable to coercion or undue influence, such as children, students, prisoners, pregnant women, cognitively or mentally impaired persons, or economically or educationally disadvantaged persons.
Before the IRB-HSR meeting, the IRB-HSR member should:  - 

· Review all required documentation in the application submission package before the assigned project(s) is/are presented. 

· Discuss any questions about the assigned projects with the investigator, other IRB-HSR members, or consultants prior to the IRB-HSR meeting.   

· Decide whether the investigator should attend the meeting to discuss any problems or concerns noted with the project.   

· Determine if specific changes are needed in the application, protocol or consent form, and come to the meeting with recommended wording to be transmitted to the investigator.   

As soon as deemed appropriate by the IRB-HSR chair, the board member will prepare and present initial submission reviews at full-board meetings, review and present continuation and review materials at full-board meetings, present serious adverse event information at full-board meetings, and recommend any changes, additions or deletions in any of the above actions.  

Attendance at Board Meetings 

Full time board members are expected to attend each scheduled board meeting.  If the full board member is unable to attend, their alternate will be asked to attend.  

If a situation arises where the board member cannot attend, and the member has been assigned as a primary reviewer for the meeting, the member should contact the IRB-HSR and request that the project be reassigned to another primary reviewer.  If the board member has reviewed the submission, they may submit their comments to the IRB-HSR Chair who may review them and present the submission to the board.  A primary reviewer unable to attend and failing to notify the IRB-HSR will cause the study review to be delayed until the following meeting.  

In order to begin an IRB-HSR meeting, a quorum of members must be present.  A quorum is defined as having more than half of the voting board members present at the meeting, including one member whose primary concerns are in a nonscientific area. "Presence" at a meeting means the person must participate by being at the meeting in person or participating by conference call. Any actions taken at a meeting without the presence of a nonscientist or more than half of the IRB-HSR voting members are considered invalid. Should the quorum fail during a meeting, the IRB-HSR may not take further action or vote unless the quorum is restored. 

Consultants/Ad hoc Reviewers 
At its discretion, the IRB may invite scientists or non-scientists from within or outside the University of Virginia, who have special expertise, to function as consultants and ad hoc reviewers.  Any individual asked to participate, as a consultant/ad hoc reviewer, will be required to sign a confidentiality agreement and declare in writing that they have no conflict of interest or financial conflict of interest in research for each consultation that relates to the protocol that they are asked to review.  These individuals have access to all documents submitted to the IRB relevant to the specific protocol under review, may participate at the deliberations and make recommendations on the project, but may not vote.  IRB meeting minutes reflect the presence of consultants/ad hoc reviewers. 
Member Conflict of Interest 
Members of the IRB play multiple roles and may have potentially overlapping relationships. This is also true of members of the IRB who participate in research projects and who are members of departments and sections whose faculty colleagues may be submitting protocols for IRB review. As an ethics, privacy and regulatory committee, it is essential that the IRB avoid even the appearance of conflict of interest.  
No IRB-HSR member or consultant/ad hoc reviewer may participate in the IRB-HSR initial or continuing review of any project in which the member/consultant has a conflict of interest, except to provide information requested by the IRB-HSR.  In cases where the assigned initial reviewer has a conflict of interest, the reviewer must declare that conflict of interest and the study application will be re-assigned to another reviewer.  When the member with a conflict has a protocol for review before the IRB-HSR (investigator-member), the member may be present at the IRB-HSR meetings, like any investigator, only to provide information requested by the IRB-HSR.  The investigator-member may not vote on the study. If the researcher is listed as personnel on a new protocol they must be absent from the room during the final discussion and vote.  The absent member is not counted towards a quorum when the vote on the study in question is taken.   

The following defines the circumstances under which an IRB-HSR member or consultant/ad hoc reviewer is considered to have a conflicting interest: 

“Conflict of interest” refers to a divergence between an individual’s personal financial, relational, or other interests and his/her professional obligations to the University of Virginia – whether through teaching, involvement in research, contracting, purchasing, or performing other administrative duties -- such that an independent observer might reasonably determine that the individual’s professional actions or decisions are, or potentially could be adversely affected, distorted or otherwise compromised by the individual’s personal interest. 

The term conflict of interest is broader and encompasses more professional activities than the term financial conflict of interest in research, defined below. 

“Financial conflict of interest in research” is the existence of a significant financial interest that an independent observer might reasonably determine affects or compromises, or appears to affect or compromise, the design, conduct, reporting or management of research. 

Interests of IRB-HSR members, consultants/ad hoc reviewers and their immediate families with the same financial interest as an investigator would trigger consideration by the IRB-HSR. 

“Immediate Family Member” means any individual having a relationship to a person (whether by blood, law or marriage) as spouse, parent, child, grandparent, grandchild, stepchild, or sibling. 

Financial and non-financial conflict criteria may include but are not limited to:

· Is a member of the research team; 

· Has a financial interest in the research with value that cannot be readily determined; 

· Has a financial interest in the research with value that exceeds a specified monetary   threshold ($10,000); 

· Has received or will receive compensation with value that may be affected by the outcome of the study; 

· Has a proprietary interest in the research, such as a patent, trademark, copyright, or licensing agreement; 

· Has received payments from the sponsor that exceed a specified monetary threshold ($10,000) in the past year; 

· Is an executive or director of the agency or company sponsoring the research; or 

· Has an interest that the IRB-HSR member believes conflicts with his or her ability to objectively review a protocol; 

· Has an interest that the IRB-HSR member or others perceive may conflict with his or her ability to objectively review a protocol. 

How are conflicting interests identified? 

· It is the responsibility of the member to declare any real or perceived conflicts of interest he/she may have. 

· It is the responsibility of the consultant/ad hoc reviewer to declare any real or perceived conflicts of interest he/she may have. 

Member Liability 
IRB members function as employees and/or agents of the University of Virginia.  As such, when acting in accordance with the University of Virginia IRB’s Standard Operating Procedures, their actions are covered by the University of Virginia general liability coverage.  Community members when acting in accordance with the University of Virginia’s IRB Standard Operating Procedures are covered by the University of Virginia’s general liability coverage.
Compensation of IRB Members 
 For IRB members, who are also employees of UVa, money is set aside in an educational fund to be used for books, special classes, conferences etc.  
Those members not affiliated with UVA are also compensated for serving on the IRB.  They are provided with a payment for their work on the IRB which may be used at the discretion of the member. 
Some members serve as alternates.  Alternates attend only when the full member is not available.  The alternate is not expected to be required to attend more than a few times each year.  No compensation is available for alternates.  

How to Access the Funds from your IRB Service Account
An Oracle Account is being established for the money you will be paid for your IRB Service.  Most of the time this money is not available until after your term is served. For medical students these funds are available immediately upon term initiation.  Alternative arrangements can be made on a case by case basis.  

Contact the IRB Director if an alternative arrangement needs to be discussed. 

There are two ways to access these funds.  

1. Once you have the Oracle account number, you can provide that account number to internal providers that accept it to purchase things.  Some examples of internal providers are Cavalier Computers, the UVa Bookstore, including printing & copying services. They all accept PTAOs.  The PTAO is a number that will be provided to you to use to pay for items.
2. If you plan on using the funds for purchases outside UVa, like travel, you need to pay for the product and then submit your receipts for reimbursement. 
· If you are not an employee of UVa- submit these receipts to the office of the VPR.  
·  If you are a UVA employee and use the funds for travel please use the UVa travel workbook.  If your travel expenses exceed $500 then you will have to use the projected expenses worksheet for prior approval in the travel workbook.  If you are an academic employee in a department/division that uses Oracle, you will be asked to use the existing support infrastructure within your department to receive reimbursement for expenses that are not directly charged to the account.  Please retain the paperwork.  If you plan on purchasing it from another location, pay for the book yourself and submit the receipt and PTAO to your Oracle support person for reimbursement.

If you have any questions please contact the Financial Manger for the Office of the VP for Research at 434-243-2925.
Training Requirements
Once an IRB-HSR member has been appointed, the IRB-HSR member will meet with the IRB-HSR staff to learn about IRB-HSR process.  IRB-HSR members must fulfill the CITI modules required for IRB-HSR members at the University of Virginia prior to being appointed as scientific or non-scientist reviewer on a protocol.  On an ongoing basis, members will receive information about educational opportunities that are available.

IRB-HSR members are provided educational reading material and opportunities for discussion at IRB-HSR meetings.  Materials are circulated to the members, discussed during the meeting and documented in the minutes.   

The IRB-HSR also maintains a small library of materials that includes the OHRP Institutional Review Board (IRB-HSR) Guidebook, the Belmont Report, and other books and videotapes discussing ethical and regulatory issues relating to human subjects research.  These materials are available to the entire UVa community. 

Initial Training:

1. New IRB members are required to complete CITI training.  The CITI Training Modules are available on the following website:

http://www.virginia.edu/VPR/irb/hsr/citi. 
2. Members that are not researchers at UVa will select the training for IRB for Health Sciences Research (IRB-HSR): STAFF/BOARD MEMBER
3. Attend training with IRB Office Staff to answer any questions and to review procedures for reviewing new and ongoing protocols.

4. New IRB members are required to view an IRB meeting as a guest prior to being assigned as a reviewer. 
5.  New members are encouraged to view Learning Shots for IRB Members regarding the review of IRB submissions found on the IRB-HSR Education Website Page
Continuing Education for IRB Members/Alternates

The following continuing education opportunities will be offered to current members of the IRB
1. A copy of the IRB related publications.

2. Periodically short educational sessions may be held at the regular IRB Meetings.

3. Periodically an outside speaker may provide a presentation on a topic of interest. 

Removal of Member 
When a board member consistently fails to attend IRB meetings or fails to meet expectations, the Director, and/or chair will meet with the board member to determine the cause.  If the IRB member indicates an inability to continue to function effectively as an IRB member, IRB chair, Director, or designee will work with the Dean and/or department chair in obtaining a replacement member to serve on the IRB.  Members who do not adequately fulfill their responsibilities, as judged by the IRB chair, may be asked to step down from IRB membership by the VPR.
Notification of Meetings and Distribution of Materials 

The agenda and application materials are distributed to IRB-HSR members sufficiently in advance of the meeting date to allow time for review.   The agenda indicates the date, time, and place of the meeting. For both new protocol and protocols reviewed for modifications or continuing review at full board meetings the IRB-HSR members receive the protocol, informed consent and/or assent document(s), and other materials as determined by the chair, vice chair or member designee. Complete file documentation is available to all IRB-HSR members upon request. 

Preparing for the IRB Meetings

Receiving Assignments

As a member of the IRB, you will be given a review assignment about a week before the meeting. The assignment, the agenda and any special instructions are e-mail out by the administrative staff before the meeting.    

At UVa, we use the Primary Reviewer system to promote a thorough review.  Each new study is assigned to a “Scientific Reviewer” who is selected because of their scientific expertise, to review the study.  Each new study is also assigned to a “Non-Scientist Reviewer”.  The Non-Scientist Reviewer is responsible for reviewing the consent form(s) for each study assigned.

For any given meeting a member who is a scientist may be assigned to review one or more of the following:

· A new protocol

· A protocol modification

· Continuations

· Adverse Event Reports.

For any given meeting a member who is a non-scientist may be assigned to review one or more consent forms.

Receiving Review Packets
A packet of information is assembled for the members to review.  The packet will contain all the materials that will be reviewed at the upcoming meeting.  These materials are placed in a bag and made available about a week before the meeting.  Members are encouraged to obtain their review packets promptly.
General Guidelines for Reviewing the Assigned Material

The designated reviewer will conduct an in-depth, comprehensive review of each assigned protocol or amendment prior to the meeting. This review will look at the many detailed aspects of the protocol and consent form but also ensure that the core principles of research with human subjects are upheld.  These key issues include: 

· Respect for persons: each individual is treated as autonomous, and any persons with diminished autonomy are entitled to special protections; 

· Justice:  selection of subjects should be scrutinized to ensure that some groups are not being systematically selected or excluded; and 

· Beneficence:  do no harm, minimize risk, and maximize benefit. 

A review will determine: 

·  the risk level (minimal to significant).  

·  if risks have been reduced to the maximum extent possible. 

· • that risk have been disclosed and benefits outweigh the risks of the project. 

· • if subject selection is equitable. 

·  if the consent process and document is sufficient to allow for “informed consent.”  

· if equipoise is present.  
· Members are expected to review all materials, however are expected to review very carefully the items for which they are assigned the role of reviewer.  Members will know what documents they are assigned by checking the Assignments document that is sent with the agenda. 

IRB members are encouraged to contact the investigator or study team member if there are questions or concerns.  If issues cannot be resolved in this discussion, the member can invite the study team members to attend the meeting.  (Make sure to inform the administrative staff if study team members are invited so they can insure that there is adequate seating and food.)

IRB members are encouraged to contact the administrative staff or other IRB members if there are questions that need to be discussed prior to the meeting.  

Key Points to Remember

1. Read the assigned materials at least 2-3 days in advance of the meeting.
The IRB utilizes a primary reviewer system; therefore if you are assigned as the reviewer it is your responsibility to thoroughly review the IRB application materials in advance of the meeting. If you wait until the day before the meeting, you may not have time to contact the researcher with your questions. 
2. Get all questions answered before the meeting. IRB Members are not expected to be the absolute experts about the protocols they are assigned to review. Talk with others as needed. Feel free to contact the: 

· IRB Chair

· Co- reviewer

· Informal Consultant* (e.g., colleague w/ expertise)

· Furthermore, do not hesitate to contact the Primary Investigator if you have questions. Collegial interaction between researchers and IRB members facilitates the IRB review process and research compliance as well as fosters respect for human subjects protection. 

3. Contact the IRB Chair if you have serious concerns about the protocol.
4. IRB-HSR ONLY: Write comments and recommendations on the Reviewer's checklist and be prepared to present them to the Board.  You will submit this form to the IRB administrative staff during the IRB meeting.  Please make sure you have answered all questions and signed and dated the form before turning it in.  In many cases, the documentation on the reviewer's checklist is the only place certain regulatory reviews are documented.
5. Be organized (bring packet materials to the meeting).

Informal verbal consultation is encouraged. However, IRB members must be respectful of maintaining all board proceedings and documents that contain personal, confidential and proprietary information in strict confidence. Such information may not be used for any purpose other than the IRB review and may not be disclosed to anyone outside of the IRB. 

The Review Process of the Institutional Review Board 

The review of research at University of Virginia is conducted in accordance with:

· the principles of the Belmont Report,

· the federal regulations as published by Department of Health and Human Services (DHHS) and 

· the Food and Drug Administration (FDA). 

In addition, the University of Virginia follows guidance issued by:

· the Office of Human Research Protections (OHRP),

· the National Institutes of Health (NIH), 

· and the FDA. 

The IRB-HSR has sole authority at University of Virginia for the approval of research with human subjects.

In the case of a decision by the IRB-HSR to disapprove, suspend, or terminate a project, the AVRPGS or any other officer or agency of the University of Virginia, state government, or federal government may not reverse the decision. 

IRB-HSR review applies to research conducted by faculty, students, staff, or agents of the University utilizing facilities or resources of UVA, as well as research conducted elsewhere by UVA personnel in connection with their institutional responsibilities. 

The review requirements apply to all research conducted under the auspices of UVA, regardless of the funding source or University support or any research determined by the Institutional Official (IO). 

The Institutional Review Board Review Process 

The IRB-HSR is responsible for ensuring that all approved research complies with the letter and spirit of the human subject protections regulations, as well as the three principles previously defined in the Belmont Report:

· respect for persons, 

· beneficence, and

· justice. 

The review will help ensure:

· that investigators recruit subjects in an equitable, non-coercive manner, 

· that subjects are fully informed about the risks and benefits in participation, and 

· that subjects are not exposed to disproportionate risks. 

The IRB-HSR has the authority to:

· approve, 

· to require modifications in, 

· to defer actions when additional information is needed before approval can be given, and

· to disapprove proposed human subjects research. 

The IRB-HSR also has the authority to suspend or revoke its approval of on-going research.

In order to maintain a review process that is responsive to the concerns of all involved Federal regulations require that the IRB-HSR membership reflect:

· experience, 

· expertise and diversity in academic, research and professional background, 

· racial and cultural heritage, and a 

· sensitivity to community attitudes. 

When the IRB-HSR reviews research involving a vulnerable category of subjects, such as cognitively impaired individuals or prisoners, it is required to include one or more individuals qualified to represent that group, either through personal experience or experience working with that population. 

Protocols are reviewed by IRB-HSR members whose knowledge best matches the expertise required for review of the protocol. If no IRB-HSR member has adequate knowledge or experience to review a given protocol, the IRB-HSR chair may elect to engage a consultant to conduct the review. 

Failure to comply with IRB-HSR requirements is considered serious non-compliance (and may be misconduct) and may be subject to sanctions, including possible termination of all approved research. 

Issues Considered by the Institutional Review Board 

The Institutional Review Board will consider the following when reviewing requests to involve human subjects in research: 

Study Design 

The IRB-HSR will examine the study design insofar as it impacts the rights and welfare of the human subjects. The Office for Protection from Research Risks (now the Office for Human Research Protections) indicates in the Protecting Human Subjects: Institutional Review Board Guide Book that “...if a research study is so  methodologically flawed that little or no reliable information will result, it is unethical to put subjects at risk or even inconvenience them through participation in such a study.” Many experts agree that the IRB-HSR should approve only research that is both valid and of value. The IRB-HSR may request an expert consultant review or defer to scientific review committee in order to determine whether a study design places subjects at unnecessary risk. The federal regulations allow the IRB-HSR to approve a study design that involves deception or withholding of information, if the strategies are justified and the protocol provides for a post-study debriefing of the subjects.  

Deception or Withholding Information 

The basic principles that guide the ethical conduct of research, as previously outlined in Chapter 1, Introduction “The Foundations of 45 CFR 46: The Belmont Report” are (1) respect for subjects, (2) beneficence; and (3) justice. The requirements for complete informed consent strongly favor comprehensive, honest, and understandable disclosure of all elements of the subject’s participation in research. There are times, however, especially in behavioral research, when investigators plan to withhold information about the real purpose of the study or purposely give subjects false information about some aspect of the research. As a result, the subject cannot give prospective fully informed consent. The use of deception or incomplete disclosure imposes special responsibilities on the investigator and the IRB-HSR.  Occasionally, a study will involve degrees of deception. Minor deception, such as withholding specific points of interest in an attempt to prevent a bias in the results, can be acceptable, provided the subject is fully debriefed after participation. Risks stemming from major deception, such as leading the subject to believe that she/he has committed a crime or has a disease, must be clearly counterbalanced by the benefits of the research. 

The Federal regulations do not allow the IRB-HSR to waive some or all of the elements of informed consent, including a fair and comprehensive description of all elements of the research, if the study involves more than minimal risk. In addition, the waiver of the elements of consent must not adversely affect the rights and welfare of subjects, and must be essential to the ability to carry out the research. 

Incomplete disclosure or the use of deception cannot be used as a means to secure the participation of subjects in research. The IRB-HSR may not approve research that entails more than minimal risk and withholds information that is material to the subject’s decision to participate in the study. The IRB-HSR is required to consider whether the withheld information would influence the decision of potential subjects to participate in the research. The IRB-HSR cannot approve a study that presents more than minimal risk where subjects are deceived or not given complete information that they would consider material to the decision to participate. 

Use of Deception

The employment of deception by an investigator(s) for the purpose of securing subject participation and/or to prevent potentially biased reporting of data/information by the subject is permissible provided all of the following conditions exist: 

· Deception is necessary due to the lack of alternative procedures for data collection not involving deception; 

· The deceptive procedures will not place subjects at significant financial, physical, legal, psychological, or social risk;  

· The data collection/experiment will be followed by careful debriefing sessions whereby the subjects are fully informed of the nature and purpose of the deception; and  

· The procedures for deception must meet the guidelines established by the discipline of the investigator through its professional code of ethics. 

Debriefing 

In order for the IRB-HSR to adequately review the research, investigators should justify, in detail, in the protocol, the reasons for deceiving or withholding information from subjects, including an explanation of: 

· the necessity for deceiving subjects; 

· how potential benefits of the research justify the use of deception; and 

· how the investigators will conduct the debriefing.

In addition, investigators should include a debriefing script or statement that indicates the information subjects will receive regarding their participation in the research. 

The IRB-HSR in collaboration with the investigator will determine whether subjects should be debriefed either after unwittingly participating in the research or after knowingly participating in research that involved deception. 

The IRB-HSR may require debriefing when it contributes to the subject’s welfare, i.e.,

· when it corrects painful or stressful misperceptions, or 

· when it reduces pain, stress, or 

· anxiety concerning the subject’s performance. 

For example, if a subject is lead to believe through participation in deception research that she/he has committed a crime or has a disease, a debriefing session may correct the induced stress, pain, and/or anxiety. 

Risks and Benefits 

There are a number of steps discussed by the Federal regulations that the IRB-HSR must follow when assessing risks and benefits. The IRB-HSR is required to:  

· identify the risks associated with the research, as distinguished from the risks of therapies the subjects would receive even if not participating in the research; 

· determine that the risks will be minimized to the fullest extent possible; 

· identify the probable benefits to be derived from the research; 

· determine that the risks are reasonable in relation to the benefits to subjects, if any, and the importance of the knowledge to be gained;  

· assure that potential subjects will be provided with an accurate and fair description of the risks or discomforts and the anticipated benefits; 

· determine intervals for periodic review (no greater than annually), and, where appropriate, determine that adequate provisions are in place for monitoring the data collected and, if the subjects are likely to be members of vulnerable populations, determine that appropriate additional safeguards are in place to protect the rights and welfare of these subjects. 

Considering Risk 

Assessing risk is an important component of the review process. As stated earlier, one aspect is to ensure that risks have been minimized, risks are appropriate given the expected benefits, and benefits are maximized.  

Each protocol submitted must provide information detailing how confidentiality is protected and, to the extent possible, risks are reduced to a minimum. This does not need to be complicated but should be appropriate for the risks associated with the study. 

Considering Risk: Minimal Risk 

An especially prominent concept is that of minimal risk. According to the federal regulations, a risk is minimal where the probability and magnitude of harm or discomfort anticipated in the proposed research are not greater, in and of themselves, than those ordinarily encountered in daily life or during the performance of routine physical or psychology examinations or tests.   

Considering Risk: Physical Risks 

Some research presents risk of physical injury to subjects. Although most of these risks are transient, some adverse effects of study participation (especially those that result from medical procedures, drug research or device research) may result in permanent injury to subjects. For all research with the potential to do physical harm investigators are encouraged to think through all risk possibilities, however rare they may seem, so that they can be resolved quickly and effectively to minimize harm to subjects. By clearly detailing procedures to address situations of physical harm, the IRB-HSR can be assured that the investigator has made efforts to minimize physical risks to the greatest extent possible. 

Considering Risk: Psychological Risks 

Some research has the potential to cause undesired changes in thought processes and emotion including episodes of depression, confusion, and hallucination resulting from drugs, feelings of stress, guilt, and loss of self-esteem. As is the case with physical risks, these effects are usually transient. For all research with the potential to cause psychological harm investigators are encouraged to think through all risk possibilities, however rare, so that a course of action can be planned to quickly and effectively minimize the distress to subjects. By clearly detailing procedures to address situations of psychological harm, the IRB-HSR can be assured that the investigator has made efforts to minimize psychological risks to the greatest extent possible. 

Considering Risk: Social, Legal and Economic Risks 

Some research proposals involve the handling of sensitive information that may result in injury to subjects through a breach of confidentiality. These breaches may result in embarrassment within a subject’s business or social group, loss of employment, or criminal prosecution. The IRB-HSR is especially concerned about information regarding drug and alcohol use, mental illness, sexual behavior, and illegal activities. For these situations, investigators should clearly detail strong precautions to ensure that the research minimizes social, legal or economic risks to the subjects. 

Research may also pose direct economic risk to study subjects. Procedures billed to insurance companies may require a significant co-payment on behalf of subjects, insurance companies may refuse to pay for “investigational” therapies, subjects may be responsible for transportation costs, and subjects may lose wages during research participation. Investigators should attempt to minimize economic costs to subjects. If the research may involve additional actual costs to individuals, the anticipated costs should be described to subjects during the consent process. 

Considering Risk: Drugs 

The IRB-HSR is frequently called upon to consider protocols involving drugs that are in development and have yet to receive approval from the FDA, as well as those that have already been approved for specific indications by the FDA. Any research with a drug, whether approved or not, requires IRB-HSR approval.  Drugs or drug combinations, that have not been approved, will require a specific IND number from the FDA.  The IND number must be submitted to the IRB-HSR prior to the protocol being opened to enrollment. 

Approved drugs being tested for unapproved indications may also require an IND or a specific waiver from the FDA of the requirement for an IND.  An IND is required if the investigation involves a route of administration, a dosage level or use in a vulnerable subject population (e.g., children, prisoners, pregnant women and fetuses, etc.), or other factors that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the drug. 

In considering drug studies, it should be indicated that drug studies have traditionally been divided into Phase I, II, III and IV.  Knowing the phase of the trial helps the reviewer determine the adequacy of the consent form and the appropriateness of the protocol. 

In addition to drug studies utilized for the development of new therapies, many volunteer studies may include drugs that are either waiting for approval or have been approved. The same rule concerning advertisements applies to these except an extra level of scrutiny should be applied to be certain that volunteers are drawn from an appropriate population. 

An additional factor the reviewer must weigh is the role of placebo. The current custom at the University of Virginia IRB-HSR is to allow placebo studies, but to be certain that appropriate rescue procedures are in place if subjects are endangered. Specific psychiatric protocols may also require subject hospitalization and supervision by a separate team of physicians responsible for the clinical care rather the study investigator if withdrawal from normal drugs is deemed to be a potential risk to the subject or to society. 

Considering Risk: Devices 

Unless specifically exempt from FDA device regulations (e.g. an IDE application is not required (21CFR312) or the device is cleared/approved for marketing and the medical device is being used in accordance with its cleared/ approved labeling), all devices are categorized as either significant risk (SR) or non-significant risk (NSR). While SR studies must be submitted to the FDA for an Investigational Device Exemption (IDE) and to the IRB-HSR, NSR studies are conducted following the FDA’s “abbreviated requirements,” and do not require an IDE.  As a result, a critical part of the review process for IRB-HSR submissions involving devices is the determination if a device is considered significant risk or non-significant risk. When a research project involving a device is presented to the IRB-HSR as a NSR device, reviewers should consider if the device or the failure of the device poses a significant risk to the subject. Although the sponsor makes the initial determination regarding NSR versus SR, the IRB-HSR may differ in its assessment. The FDA has the authority to rule that a device is a SR device based on one IRB-HSR’s view, and the sponsor is then obligated to inform all the institutions using the device that a judgment about the device being a NSR was in error. Because all SR devices are required to secure an IDE number, a protocol cannot be opened to enrollment if this is missing. If the IRB-HSR determines that a device proposed as NSR is more appropriately considered SR, the PI will notify the sponsor, who has the responsibility to contact the FDA to obtain an IDE. 

For detailed information regarding the definition and differing requirements for SR and NSR devices, as well as a partial list of devices considered by the FDA as SR and NSR, please see the FDA Information Sheets on Medical Devices. 

In considering if a device is SR or NSR, a reviewer should 

· Consult the FDA list of SR and NSR devices, 

· Consider the proposed use of a given device in a study and risks that may be associated with it, and consider the innate risks and benefits, and how they compare to those of alternate devices or procedures. 

Benefits 

The benefits of research fall into two categories: benefits to individuals and benefits to society. Research frequently provides subjects with treatment, diagnosis or examination for an illness or abnormal condition. In these cases, the research involves evaluations that may benefit the subjects by ameliorating their condition or by providing a better understanding of their disorder. Investigators should clearly detail those potential benefits for the IRB-HSR in the protocol, and subjects in the consent form, while not over stating these benefits. The investigator should attempt to maximize benefits to the greatest extent possible for potential subjects. 

Where research does not provide direct benefit to potential subjects, this should be clearly stated in the protocol and in the informed consent form. 

Although research may not always provide a benefit to society, researchers are encouraged to design research projects so that information, in the form of generalizable knowledge, can contribute to societal benefit whenever possible. Investigators should clearly detail these potential benefits for the IRB-HSR in the protocol, and for subjects in the informed consent form, while not overstating these benefits. Research that does not provide benefit to individuals is required to provide a reasonable likelihood of resulting in benefits for society. 

Equitable Selection of Subjects 

The selection of subjects should be equitable and free of any coercion, both explicit and implied. Members should consider:

· the purpose(s) of the research and the setting in which it is conducted. 

· the IRB-HSR members should be particularly cognizant of special problems of research involving vulnerable populations, such as children, prisoners, pregnant women, cognitively or mentally impaired persons, or economically or educationally disadvantaged persons.   

· Women and members of minority groups and their subpopulations must be included in all clinical research, unless a clear and compelling rationale and justification establishes to the satisfaction of the IRB-HSR that inclusion is inappropriate with respect to the health of the subjects or the purpose of the research.  Exclusion under other circumstances may be made based on a compelling rationale and justification. Cost is not an acceptable reason for exclusion except when the study would duplicate data from other sources.  Women of childbearing potential should not be routinely excluded from participation in clinical research.  

The inclusion of women and members of minority groups and their subpopulations must be addressed in developing a research design or contract proposal appropriate to the scientific objectives of the study/contract.  The research plan/proposal should describe the composition of the proposed study population in terms of sex/gender and racial/ethnic group, and provide a rationale for selection of such subjects.

Identification of Subjects and Confidentiality 

The IRB-HSR is required to review the method for prospective identification and recruitment of subjects. They will examine the means of identifying and contacting potential subjects and the methods for ensuring the subjects’ privacy and confidentiality.  Investigators are required to submit plans for ensuring the privacy and confidentiality of subjects. 

The Informed Consent Process 

The IRB-HSR will carefully review the informed consent process; when, where and how consent is obtained, and any provisions for the on-going consent of subjects.  Generally, the IRB-HSR will not dictate the procedure to be used to obtain informed consent, but reserves the right to do so if deemed necessary. 

Qualifications 

Procedures requiring special skills on the part of the investigators, licensure, accreditation, and/or experience in qualifying the investigator for the performance of the proposed procedures are reviewed by the IRB-HSR. In addition, the IRB-HSR will consider the facilities and equipment used to conduct the research and maintain the rights and welfare of subjects. 

Additional Review 

The IRB-HSR will determine whether a project requires more than annual review and may require an appropriate monitoring procedure that could include monitoring of the consent process, observation of the research procedures and review of research related records.  In some instances, the IRB-HSR may refer review of the research to an additional committee.  However, final authority for additional review lies with the IRB-HSR. 

Conflict of Interest 

A conflict of interest refers to a divergence between an individual's personal financial, relational, or other interests and his/her professional obligations to the University of Virginia whether through teaching, involvement in research, contracting, purchasing, or performing other administrative duties such that an independent observer might reasonably determine that the individual's professional actions or decisions are adversely affected, distorted or otherwise compromised by the individual's personal interest. The term conflict of interest is broader and encompasses more professional activities than the term financial conflict of interest in research, defined below. 

Financial Conflict of Interest in Research 

Financial conflict of interest in research is the existence of a significant financial interest that an independent observer might reasonably determine could affect or compromise, or appears to affect or compromise, the design, conduct, reporting or management of research. The effect or compromise contemplated might relate to the collection, analysis, and interpretation of data, the hiring of staff, the procurement of materials, the sharing of results, the choice of protocol, the involvement or consenting of human participants, and/or the use of statistical methods. 

Surveys, Questionnaires, Interview Materials, or other Testing Instruments 

These materials may be in written or electronic format. If electronic, investigators should provide a hardcopy of the material. These materials should be reviewed to ensure that they adequately reflect the purpose and procedures in the study and handle sensitive issues appropriately.  If the materials ask for information that, according to local law, would require reporting (e.g., elder or child abuse), the consent form should explain this exception to the promise of subject confidentiality.  There are, however, a variety of psychological and other measures which are considered “standard” and, while they cannot be modified, reviewers should still indicate if use of a given measure is appropriate for a particular study. In particular, reviewers should consider if survey answers, if known, would impact a subject’s reputation, insurability, etc. 

The No Child Left Behind Act of 2001(Public Law 107-110) identified 8 categories of protected information for survey responses: 

· political affiliations of student or student's parent; 

· mental or psychological problems of student or student's family;  

· sex behavior or attitudes; 

· illegal, anti-social, self-incriminating or demeaning behavior;  

· critical appraisals of others with whom students have close family relationships; 

· legally recognized privileged or analogous relationships;  

· religious practices, affiliations or beliefs of student or student's parent; and  

· income. 

Research involving any of the eight identified categories requires written parental informed consent prior to participation of a child, even if the research meets the exempt criteria. 

Recruitment Tools 

All recruitment materials are required to have IRB-HSR review and approval prior to implementation. The tools may not be used to recruit subjects until the investigator receives final IRB-HSR approval.  Prior to use, each recruitment tool should have an approval and expiration date on the tool.  Audio and video tools may be exempt from this requirement. When recruiting subjects from another institution with an IRB-HSR, investigators are required to gain IRB-HSR approval from that institution. In institutions without an IRB-HSR, investigators are required to obtain a letter of agreement on the facility’s letterhead indicating the research can be conducted at the site and the agency or institution will review, abide by and comply with the procedures approved by the UVA IRB-HSR. 

A recruitment tool informs potential subjects of a research activity and provides them with an opportunity to contact the researcher. A recruitment tool may include, but is not limited to, post-cards, flyers, advertisements, press releases, brochures, and postings on the Internet. Investigators are required to use the following guidelines when developing recruitment tools: 

· name and address of the clinical investigator and/or research facility (letterhead is acceptable) 

· the condition under study and/or the purpose of the research 

· in summary form, the criteria that will be used to determine eligibility for the study 

· a brief list of the benefits of study participation, (if any) i.e. a free health examination 

· time or other commitments required 

· the location of the research and the person or office to contact for further information 

· in drug or device studies, no claim should be made as to the superiority , safety or effectiveness of the drug or device. Proprietary names of study products may not be used. 

· do not provide excessive monetary or other incentives that could be interpreted as inappropriate or coercive. 

· are consistent with the protocol. 

Due to contractual obligations, recruitment tools should not include any proprietary identifiers, contain therapeutic or outcome claims or mention the corporate sponsor by name. 

Performing Scientific Review for a New Full Board Protocol
There are many ways of going about reviewing an application.  The following is one suggestion.  

1. Read the consent document first. 

The consent document should be in lay language and therefore, should provide a good introduction to the research.

· Can you clearly describe the study after reading the Consent Form?

· For studies involving medical treatments, can you distinguish standard-of-care from research procedures?

· Then read it again for readability (6th—8th grade level);

· Did it seem easy, or did you have to re-read it for understanding?

· Can a junior-high school student explain the study after reading the consent form?

2. Then read the protocol and consider the following questions: 
a. Background and Purpose of the Study:
· Are the specific aims, hypotheses, and research questions clearly identified?

· Is there sufficient preliminary data to justify the research?

· If the study is a drug, biologic, or device trial, are the safety and efficacy data sufficient to warrant the proposed phase of testing?

b.  Background And Expertise Of Study Team
· Is there sufficient expertise on the research team to conduct the study given the procedures and the study population(s)?

· Are the researchers’ experience, specific roles and responsibilities clearly defined?

c.  Research Methodology/Study Procedures
· Are the scientific design and research procedures adequately described and justified? Is the design appropriate to answer the research question? (Scientific merit should be considered in the context of whether individuals should be exposed to unnecessary risk).

· Does the description differentiate between standard-of-care procedures and research procedures, if applicable?

· Elements of the research design that need special attention (i.e. placebo control, washout periods, deviations from accepted standards of care). Does the researcher provide adequate justification for these elements?

· If drug, biologic, or device trial is the status of the drug, biologic or device described (i.e., experimental)? Does the application include the FDA IND/IDE number?  Are the dosage and route of transmission justified and appropriate?

· If a device study: is the exempt/ nonexempt and if applicable: significant risk or non-significant risk status of the device justified and appropriate?

· Is the proposed subject population appropriate given the research question?

· Are the inclusion and exclusion criteria explained and appropriate?

· Is the inclusion or exclusion of women, minorities, and children justified?

· Does the proposed population include vulnerable participants (e.g., children, prisoners, cognitively impaired, UVA students/staff)? If yes, consider special protections (e.g., parental permission, verbal or written assent of the child, surrogate consent, minimize undue influence or coercion to ensure voluntariness).

· Does the researcher include a projected sample size and appropriate justification? Is the projected sample sufficient to answer the research question, yet small enough to limit number of individuals placed at risk?

d. Recruitment/Informed Consent Process
· Are the recruitment procedures clearly described?

· Are the location and timing of the recruitment procedures appropriate considering the proposed populations?

· Are the recruitment procedures appropriate (ensure that they do not violate an individual’s right to privacy)?

· Is the informed consent process sufficiently described?

· If requesting a waiver of informed consent (does not require researcher to obtain informed consent) or a waiver of documentation of informed consent (does not require a signed consent form, however still requires an informed consent discussion), does the researcher provide adequate justification? 

· If recruiting children, does the researcher address parental permission and children’s assent procedures?

· If recruiting elderly subjects or potentially cognitively/emotionally impaired groups, does the researcher explain how competency will be determined and who will make the determination?

· Is the researcher requesting to obtain surrogate assent? Does the researcher adequately justify use of a surrogate? Does the researcher have a specific plan that will be employed to acquire and document surrogate assent? Is the plan appropriate?

· If recruiting minority groups or non-English speakers, does the researcher acknowledge that s/he will obtain inform consent or assent using a consent/assent form translated into the appropriate language or utilize the Non-English speaking Short Form?

e.   Anticipated Risks/Risk Management
· Are the potential risks sufficiently identified, evaluated (probability and severity) and described?

· Are the risks minimized to the lowest level possible?

· After reviewing potential direct benefits to the participant and societal benefits, are the risks appropriate in relation to the anticipated benefits?

· If research includes vulnerable populations (e.g., children, pregnant women, prisoners) determine which regulatory category of risk the research falls within and whether all the criteria within the category or Subpart are addressed?

f.    Potential Benefits 

· Are the potential benefits (to participant and society) sufficiently identified, evaluated and described?

g. Data and Safety Monitoring Plan/Adverse Event Reporting/
· Is the Data and Safety Monitoring Plan appropriate?   Does this protocol need a data safety monitoring board?

· Does the protocol specify criteria for stopping (for a subject or for the project)?

· Does the researcher acknowledge that the research team will follow UVa’s reporting policy on Adverse Events?

h. Costs

·  Is there sufficient justification for the participants to pay for costs associated with protocol (e.g., charge for standard-of-care procedures, FDA-approved device charge, parking, transportation, etc.)?

i. Compensation
· Is the amount and type of compensation reasonable (does not appear to unduly influence one to participate)?

· Does the researcher explain that compensation will be prorated and provides a schedule of payment? (if applicable)

j. Privacy and Confidentiality of Research Data
· Are there appropriate procedures in place to protect the participant’s privacy? How are participants being recruited? In what setting is the research being conducted?

· Does the researcher explain who will have access to the data?

· Are the security procedures regarding access and storage of the data adequate?

· Is the use of personal identifiers or codes linking the data to the participant justifiable? If yes, does the researcher explain at what point the data will be de-identified?

k.  Disclosure of Significant Financial Interest 

· Faculty and their staff may have financial relationships with outside organizations, which might create the potential for financial conflicts of interest.  While the IRB can be helpful in identifying potential conflicts, it is the faculty or staff member’s responsibility to comply with the university’s Conflict of Interest Policy.
· When a potential conflict is identified, the IRB works with the individual as well as the Conflict of Interest Committee for Management of Investigator Financial Interests in Research (COI) offices to ensure that the conflict is disclosed and, if necessary, managed. The COI may recommend that the research may not be conducted at the University of Virginia. Resolutions adopted by the Committee are forwarded to the AVPR who then informs the investigator of the action taken by the Committee. In cases where a waiver is recommended by the Committee, the APVRGS prepares a request for a waiver for the University President’s signature. Waivers may only be granted by the President of the University.

l.  Establishing Continuing Review Parameters for Approved Protocols 

· In approving a protocol, the IRB determines how frequently the protocol should be submitted for continuing review or oversight. Federal regulations state that approvals may be granted for no longer than a one-year period, but the IRB may recommend more frequent review based upon time intervals or enrollment numbers for high-risk protocols.  When determining the interval for continuing review, members should consider: 
· studies that are pilot studies and for which little preliminary data exists. 

· the experience of the investigator. 

· studies that pose a special risk to the subject. 

· studies where there may be little preliminary human data. 

· emergency waiver of consent protocols. 

· studies in which the subjects are gravely ill and the risk/benefit ratio is unclear (e.g. sepsis trials). 

· studies in which the preliminary data indicate a special element of risk for the subject. 

3. Read the supporting documents: 
· Investigator’s Brochure provides the reviewer background information (animal data; preliminary human studies) about the investigational drug, biologic, or device.

· Sponsor’s Protocol provides a detailed description of study procedures including a power analysis justifying projected sample size, and the statistical methods to be used to analyze the data.

4. IRB-HSR ONLY:  Read and complete the Reviewer Checklist: 

· Write comments and recommendations on Scientific Reviewer’s checklist, vulnerable populations checklist (if applicable) as well as the genetic testing and tissue banking checklist (if applicable) and be prepared to present them to the Board. Also, review the Administrator’s Comments section and indicate your response to any questions posed to the Board.

· Links to all reviewer's checklists are found on the IRB-HSR websites. 

Acknowledgement: UC Irvine IRB granted permission to use this information.

Performing Non-Scientist Review for a New Full Board Studies

1. Read the consent document:
The consent document should be in lay language and therefore, should provide a good introduction to the research.

· Can you clearly describe the study after reading the Consent Form?

· For studies involving medical treatments, can you distinguish standard-of-care from research procedures?

· Then read it again for readability (6th—8th grade level); Did it seem easy, or did you have to re-read it for understanding?

· Can a junior-high school student explain the study after reading the consent form?

· IRB-HSR ONLY: Complete the Non-Scientist Review Form.  You will submit this form to the IRB administrative staff during the IRB meeting.  Please make sure you have answered all questions and signed the form before turning it in.  In many cases, the documentation on the reviewer's checklist is the only place certain regulatory reviews are documented.
· Links to the reviewer's checklists are found on the IRB-HSR website. 

Review of Grant Applications 
The grant application should provide an excellent summary of the research.  The application questions are designed to highlight areas of special IRB concern. The completeness and adequacy of the application form is critical, as is the level of consistency among it, the grant and any other materials submitted.  When responses signal a special concern, the reviewer should note this in their comments and suggest additional safeguards.  

The grant should be sufficiently detailed to permit the IRB to evaluate the soundness of the procedures proposed and the potential risks and benefits to research subjects.  

IRB-HSR ONLY:  Complete and sign a Grant Reviewer's Checklist to document your review.  You will submit this to the IRB administrative staff during the IRB meeting
Links to the grant reviewer's checklists are found on the IRB-HSR website. 

Reviewing Modifications

Changes (commonly called modifications or amendments) in protocols must be approved by the IRB prior to the initiation of such changes, except when necessary to eliminate apparent immediate hazards to subjects.  
Reviewers should assess the modification and determine if the modification changes the risk/benefit ratio for the subjects negatively or substantially changes the way the research is conducted. 
The essence of the study should be summarized by the reviewer for IRB members and the reviewer should state:

· how the modification will affect the conduct of the study, 
· the risk/benefit ratio, and 
· whether or not the modification should be approved as written.  
If a study requires approval from either the GCRC Advisory Committee, the Cancer Center Protocol and Review Committee (PRC) documentation from the GCRC Advisory Committee and/or the Cancer Center Protocol and Review Committee (PRC) will accompany the modification. 

Why does a modification go to the full board for review?

A modification goes to the full board for review if the modification is major and/or increases the risk to the subject or if full board review is required by sponsor.  
What constitutes a MAJOR change? 

Major changes are changes that may increase the research population's risk or are of questionable risk.  In addition, numerous changes to study design are considered major changes.

Examples of major changes that are considered to increase the risk to the study/individual: 

· Increasing the length of time a study participant is exposed to experimental aspects of the study. 

· Increasing the dose/strength of an investigational drug. 

· Changing the originally targeted population to include a more at-risk population (example: previous exclusion for those with renal failure are now allowed to enroll, or adding children or pregnant women to the study. 

· Adding additional procedures where the risk of the additional procedure is greater than minimal risk. 

· Adding a blood draw such that the total amount of blood drawn or frequency of blood draws exceeds what is considered to be expeditable. 

· Adding an element that may breech the confidentiality of the subject such as tissue banking or genetic testing. 

What do you review?

· Review ONLY what is being revised!!!  At this juncture, you are not responsible for reviewing the entire protocol. Refer to any attached memo from the PI and/or sponsor that explains the rationale behind the requested revisions.  In addition review the tracked changes in the IRB protocol, consent/assent and the sponsor protocol, if applicable.

· Ask yourself: Does the modification pose any additional risks to the subjects or others? Is so, has this been addressed in the protocol and/or consent?  Is the proposed change acceptable based on the current study plan?

· Are the revisions being made to the protocol consistent with those made to the consent?

What do you document?

IRB-HSR

· Refer to the “Full Board Modification Review Checklist” that will be attached to your review packet for the particular study.

· Complete the checklist and make comments if you require additional clarification from the PI.

· After completing the checklist, you will indicate your summary recommendation and include any additional comments

· Your signature and date will indicate you have completed your review and subsequent recommendation.


Reviewers Checklists

Links to the modification reviewer's checklists are found on the IRB –HSR website. 

Review of Continuations
Protocol Continuation Process
The IRB is responsible for the continuing review of research to ensure that the rights and welfare of human participants are being protected. The IRB is required to reevaluate research projects at intervals appropriate to the degree of risk, but not less than once a year per 45 CFR 46.109(e). At the time of initial approval, the IRB should decide the frequency of continuing review for each protocol necessary to ensure the continued protection of the rights and welfare of research subjects.  

Approximately sixty and thirty days before study expiration, a reminder email is sent to the investigator. The email includes the Protocol Status Form, which the PI is required to complete and submit to the IRB.  If the researcher wishes to close the protocol, they are instructed to submit a Closure Form instead of the Continuation Status Report.  Once completed continuing review materials are received by the IRB, a determination is made regarding the applicable review process (e.g expedited or full board) for the continuation.  The continuing review will be scheduled for review within 30 days of the study expiration date.  
The level of review for a continuation will generally mimic the level of review that was required for the initial approval.  Thus, a full board initial approval will likely warrant a full board continuation process.  Some exceptions:

· Full board approved studies that have yet to accrue any participants may be eligible for an expedited continuation review.

· Full board approved studies closed to further participant accrual and all treatment has been completed may be eligible for an expedited continuation review. 

A protocol whose initial approval met the criteria for an expedited review, will usually be eligible for an expedited continuation process.  However, in rare circumstances, the continuation process for expedited studies may require a full board review. 

The regulations stipulate that full board review must be “substantive and meaningful” in that continuing review by the convened IRB, with recorded votes on each study, required unless the research is otherwise appropriate for expedited review under Section 46.110.  

In conducting a review, members should ensure that the same standards as applied in the original review are still valid (e.g. minimize risk, risks reasonable in relation to anticipate benefits, equitable selection, adequate informed consent process and documents, monitoring data to ensure subject safety, privacy protections, and appropriate safeguards for vulnerable populations). 

The continuing review provides an important opportunity to ensure that changes in federal or state policy or IRB practices and expectations are reflected in the protocol and especially the consent form. 

DHHS regulations at 45 CFR.111 set forth criteria that must be satisfied in order for the IRB to approve the research.  These include: determinations by the IRB regarding risk, potential benefits, informed consent, and safeguards for human participants.  The IRB shall ensure that these criteria are satisfied at the time of both initial and continuing review.  

Investigators are notified in writing of the decision of the IRB and any changes required.  Continued approval is not granted until all required changes have been made and submitted for review and approval.  Once approved, the investigator is sent a continuing approval form indicating the date of the next study expiration

If an investigator has failed to provide continuing review information to the IRB or the IRB has not reviewed and approved a research study by the expiration date specified by the IRB, the research must stop, unless the IRB finds that it is in the best interests of individual subjects to continue participating in the research interventions or interactions. Enrollment of new subjects cannot occur after the expiration of IRB approval. 

When continuing review of a research protocol does not occur prior to the expiration date specified by the IRB, IRB approval expires automatically. Such expiration of IRB approval does not need to be reported to OHRP as a suspension of IRB approval under HHS regulations. 

What do you review?

Reviewers receive the Continuation Status Report.  The Status Report includes information such as number of subjects enrolled, adverse events and protocol violations.  In addition to the Status Report, reviewers will receive the current protocol, consent form and other applicable documents. 

If the board member(s) reviewing continuations has questions after reviewing the documents provided they may review the entire protocol file located in the IRB office or contact the administrative staff in charge of continuations.  Reviewers will also receive an AE Report and Event Reports.  The reviewer should look at the items received in the last year paying close attention. 
Reviewers should:  

· consider if new or additional risks have been identified (e.g. number of serious adverse reactions) which would require changes to the protocol, consent form, review frequency, etc. 

· determine that changes in research were reported to and approved by the IRB. 

· identify protocols that should be suspended or terminated because research is not being conducted in accordance with IRB requirements. 

· determine if new IRB policies might necessitate changes in the protocol.   

The primary reviewer will give an oral presentation at the full board meeting regarding their review. 

The primary reviewer will give a motion to approve, approve pending minor modifications, withhold approval pending major modification, table or reject the continuation approval
Reviewers Checklists

Links to the protocol reviewer's checklists for continuations are found on the IRB-HSR website. 

Review of Notification of Adverse Events, Unanticipated Problems and Protocol Violations 
The IRB is responsible for the reviewing of notifications for internal serious and unexpected adverse events for studies.  These notifications will  appear on the agenda for each meeting. 
In addition, the board is responsible for reviewing the notifications for Protocol Violations and Unanticipated Problems.  These notifications appear as such on the agenda for each meeting.

Board members are encouraged to review these items and resolve any issues or make recommendations regarding these notifications during each meeting.    

The IRB Meetings

When and Where

The IRB-HSR Meetings take place every second and fourth Tuesday of each month, except for December when only the first meeting is held.  The meetings are slated to run from 12:00 to 4:00.  They rarely run until 4:00 but it is important to note that they could.  Lunch is served starting at noon.  

A schedule of meeting dates is available on the IRB-HSR website.
Meeting Attendance and Quorum 

Meeting attendance is one of the most critical services of board members and alternates.  It is crucial that members and alternates notify the administrative staff of their availability for meetings.  This is important to allow appropriate assignment of protocols to available reviewers and that a quorum of members will be present. This is generally accomplished via e-mail or phone call with administrative staff.

No legally valid IRB action may be taken without a properly constituted quorum.  A 
quorum consists of more than half the number of regular members, including at least one non-scientist. If a quorum is lost during a meeting, then the board cannot conduct official business until the quorum is restored.  If the quorum is not restored, the meeting is concluded and remaining business continues at the next scheduled meeting. 
Meeting Procedures 

The IRB meeting is called to order when a quorum of members is in attendance.  The meeting ends when business is finished or is suspended whenever a quorum of members is no longer present for deliberations.   IRB meetings are conducted by the IRB chair, vice chair or a designee member of the board.  Information on new full board studies, expedited and exempt reviews, continuing reviews and modifications and adverse event reviews are discussed by the assigned primary reviewer(s).  
Scientific reviewers are requested to complete the appropriate review checklist and, if necessary, contact the investigator to resolve questions prior to presentation.  If the scientific reviewer believes that the issues related to the protocol cannot be resolved in a reasonable amount of time, the reviewer may recommend that the protocol be tabled and the reviewer will continue to work directly with the investigator to resolve any outstanding issues. In addition, each new full board protocol is assigned a non-scientist reviewer- who is asked to complete a "non-scientist review form" and to present their information following the scientist presentation. Adequate discussion and the IRB vote count follows.

At the discretion of the chair and/or the reviewers, the investigator(s) may be invited to attend the meeting for the purpose of additional clarification or discussion.  The investigator(s) is (are) required to leave the meeting for subsequent discussion and voting.   

Investigators are notified in writing of the decision of the IRB and any changes required.  If approved with minor modifications, the changes may be reviewed and approved by the chair, vice chair or member designee, once returned to the IRB.  These protocols do not need to return to the full board for review. 

Full Board Review Outcomes

The IRB may come to one of five determinations regarding an application:  

APPROVED:  The PI will be given the original signed IRB Approval Form, the original stamped approved consent form and the original training certificate.  The approval date is the date the protocol was reviewed and approved by the board.   The expiration date is one year minus one day from the date the protocol was reviewed by the full board, unless the board has stipulated an earlier expiration date.  At the time the study is initially approved the IRB will determine the frequency with which this review is to be done. This is normally done at least once a year, but may be required more frequently if the study involves a very new procedure or involves a considerable risk to the subject or the study is approved with dissenting vote.  A copy of the IRB Approval Form, the original of the stamped approved consent form and the training certificate will be filed in the protocol file in the IRB office.  

APPROVED PENDING MINOR MODIFICATIONS: The investigator will receive an approval form stating conditions which need to be met in order to be able to enroll subjects in the study. 

These conditions include minor changes to the consent and/or protocol and/or approvals from other committee.  Once these documents are submitted the study does NOT need to go before the full board again.  If these conditions have not been met within 6 months of submission the protocol would need to be resubmitted to the Full IRB. 

WITHHELD APPROVAL PENDIN MAJOR MODIFICATIONS: A letter will be written to the Principal Investigator outlining the general concerns.  The investigator needs to address these concerns and re-submit copies of the revised protocol and consent form per full board requirements. The study will be reviewed again at a future full board meeting.   In addition, the investigator may be asked to attend a future IRB meeting to answer questions.  

REJECTED: The board may also decide to reject a protocol if it feels the study has major problems involving risk to participants or other significant concerns.  The investigator may attend a future IRB meeting to defend the protocol if he/she wishes to pursue the study. 

TABLED: A letter will be written to the Principal Investigator outlining the general concerns.  The investigator needs to address these concerns in written documentation or by attending a future IRB meeting.  The investigator does not need to resubmit a revised protocol and consent.  The study will be reviewed again at a future full board meeting.

The Meeting Vote 
At the conclusion of the board's deliberations on each protocol, the chair conducts a vote of the members and voting alternates.  Alternates vote only in the absence of the member for whom they are an alternate. Board actions require a simple majority of the members present in the room. Members with conflicts of interest must declare their conflict and leave the room during the final discussion and voting. Proxy votes, verbal, written or electronic are not allowed. Members may vote against the recommendation of the reviewer
At the discretion of the chair, voting may be by written ballot, a show of hands, or voice vote.  The official meeting minutes record, without individual identification, the number of votes to approve, approve with minor modification, withhold approval pending major modifications, table or reject. The names of those members who abstain or who are absent from the room are included with the vote count for each protocol 

The board vote is recorded, as well as an indication of how frequently continuing review should be conducted.  Though other institutional committees share the responsibility for following guidelines in the collective effort to protect human subjects, ultimately the final authority for participation of human subjects in research falls on the IRB.  
Except for the GCRC and PRC researchers are not required to wait for the approval of the other review committees before submitting a proposal to the IRB.  Final approval from the IRB will be held until documentation of approvals from other institutional review committees has been forwarded to the IRB. 
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