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OPERATING POLICIES AND PROCEDURES

1. Background.  The University of Virginia’s College at Wise Institutional Review Board was formed in October, 2000 when it was determined that there was need for a committee that would oversee the protection of human subjects from faculty, student and staff generated research. 

2. Principles.  The UVA-WISE IRB operates under the U.S. Department of Health and Human Services (USDHHS) and Food and Drug Administration (FDA) regulations for the Protection of Human Research Subjects (Title 45 of the Code of Federal Regulations, Part 46).  The UVA-WISE IRB is guided by the ethical principles regarding all research involving humans as subjects as set forth in the April 18, 1979 report of the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, entitled:  “Ethical Principles and Guidelines for the protection of Human Subjects of Research,” commonly referred to as The Belmont Report.  Three basic principles, among those generally accepted in our cultural tradition, are particularly relevant to the ethics of research involving human subjects:  the principles of respect for persons, beneficence, and justice: 
2.1. Respect.  Respect for persons incorporates two ethical convictions:

2.1.1. Individuals should be treated as autonomous agents.  An autonomous person is an individual capable of deliberation about personal goals and of acting under the direction of such deliberation.  To respect autonomy is to give weight to autonomous persons’ considered opinions and choices while refraining from obstructing their actions unless they are clearly detrimental to others.

2.1.2. Persons with diminished autonomy are entitled to protection.  The capacity for self-determination matures during the life of an individual and may be lost, wholly or in part, because of illness, mental disability, or circumstances that severely restrict liberty.  Some persons are in need of extensive protection; for others, it is only necessary to ensure that they undertake activities freely and with awareness of possible adverse consequences.  The extent of protection afforded should depend upon the risk of harm and the likelihood of benefit.

2.2. Beneficence.  Beneficence is understood as an obligation and incorporates these rules:  

2.2.1. Do no harm.  However, even avoiding harm requires learning what is harmful which may expose individuals to risk as may the process of learning what will benefit.  The problem is to decide when it is justifiable to seek certain benefits despite the risks involved.

2.2.2. Maximize possible benefits and minimize possible harms.

2.3. Justice

2.3.1. The burdens and benefits of research should be justly distributed.  The selection of research subjects needs to be scrutinized to determine whether some classes are being systematically selected simply because of their easy availability, their compromised position, or their manipulability, rather than for reasons directly related to the problem being studied.  

3. Charge, Jurisdiction, and Organizational Structure

3.1. Charge:  The charge of the UVA-WISE IRB is to facilitate ethical research and to ensure that research at UVA-WISE is conducted in full compliance with both the letter and the spirit of the regulations designed to protect the rights and welfare of human subjects recruited to participate in research activities conducted under the auspices of UVA-WISE IRB.  Specifically: 
3.1.1. To provide review of research protocols conducted at UVA-WISE.

3.1.2. To protect the rights and welfare of human subjects involved in research projects.  This includes but is not limited to:

3.1.2.1. The protection of the rights and welfare of patients and/or volunteers who participate in research and the assurance that patients and/or volunteers are provided with enough information about a study so they can give valid informed consent prior to their participation.

3.1.2.2. Determining that the risks are reasonable in relation to the benefits, if any, to subjects and the importance of the knowledge that may be expected to result.

3.1.2.3. Providing a consent process and document that complies with the regulations and is likely to be understood by the population being sought.

3.1.2.4. Providing continuing review at a frequency determined by a) potential risks; b) the speed at which the field of study is changing; and c) events occurring in the conduct of the study, but at a minimum of one review per year.

3.1.3. To provide objective and timely review services for the investigators.

3.2. Jurisdiction:  All research involving humans as research subjects conducted at UVA-WISE must be reviewed by the UVA-WISE IRB regardless of the source of funding.  The UVA-WISE IRB is responsible for research activities involving UVA-WISE  human subjects conducted at UVA-WISE or using UVA-WISE funds or facilities, sponsored by UVA-WISE as part of UVA-WISE’s programs or activities, or engaged in by UVA-WISE  investigators in the course of their employment, regardless of the source of funding.  If an investigator complies, UVA-WISE will assume liability of an approved study.  UVA-WISE  will not assume responsibility for research activities which do not comply with UVA-WISE IRB regulations, are privately conducted, and which fall outside the scope of the investigator. 
3.3. Organizational Structure:  The UVA-WISE IRB is a committee of the College.  It reports to the Provost  and Senior Vice Chancellor. 

4. Duties and Responsibilities of the Parties

4.1. The University of Virginia’s College at Wise.  UVA-WISE  will provide meeting space, supplies, and clerical support as necessary to accomplish the tasks of the UVA-WISE IRB.  In addition, monies will be set aside in the UVA-WISE budget for the UVA-WISE IRB for purposes of travel and continuing education for human subjects workshops.

4.1.1. The Provost and Senior Vice Chancellor will act as the authorized “Institutional Official” as described in the FDA and NIH regulations.  However, this responsibility may be delegated. 

4.1.2. The Provost and Senior Vice Chancellor will appoint members to the UVA-WISE IRB.  

4.2. The University of Virginia’s College at Wise Human Investigation Committee..  The UVA-WISE IRB will review and either approve, require modification(s), or disapprove all research proposals involving human participants. 
4.2.1. The UVA-WISE IRB will require that informed consent be sought from each prospective participant or participant’s legally authorized representative that is in accordance with the law, and to require appropriate documentation of informed consent, or waiver consent process or documentation if allowed.

4.2.2. The UVA-WISE IRB will determine, where appropriate, that additional safeguards will be included to protect the rights and welfare of vulnerable participants, and that the privacy and confidentiality of participants will be maintained.

4.2.3. The UVA-WISE IRB will determine that risks to participants are minimal and reasonable in relation to anticipated benefits.

4.2.4. The UVA-WISE IRB will notify the investigator, in writing, of the decision to approve or disapprove the proposed research activity, or modifications necessary to secure approval; if disapproved, reasons for the decision shall be included, and the investigator will be given an opportunity to respond.  (see 6.5)

4.2.5. The UVA-WISE IRB will participate in the education of faculty, staff, and students regarding the protection of human participants.

4.2.6. The UVA-WISE IRB will conduct continuing review of approved protocols at intervals appropriate to the degree of risk, but not less than once per year.

4.2.7. The UVA-WISE IRB will suspend approval of an investigation should there be sufficient evidence of noncompliance on the part of any investigator.

4.2.8. The UVA-WISE IRB will report annually, in writing, to the Provost and Senior Vice Chancellor.

4.3. IRB staff.  A staff person will be assigned to assist the UVA-WISE IRB but will not be a member.  The UVA-WISE IRB staff member will:

4.3.1. Provide protocol material to UVA-WISE IRB members for review at least seven days prior to a scheduled meeting.

4.3.2. Generate all minutes and correspondence from each meeting for signature of the Chair within the next ten business days.

4.3.3. Provide courtesy notices to approved investigators regarding the impending expiration of UVA-WISE IRB approval.

4.3.4. Provide copies of UVA-WISE IRB guidelines and forms to investigators desiring to submit a protocol for review to the UVA-WISE IRB.

4.3.5. Maintain a database of all research investigations. 
4.3.6. Prepare a written report annually to the Provost and Senior Vice Chancellor as described in 9.4.

4.3.7. Be informed of UVA-WISE IRB history, philosophy, rules, regulations, policies and procedures, and keep current on UVA-WISE IRB concerns.

4.3.8. In concert with the IRB Chair, keep abreast of updates and changes in FDA and OPRR regulations, and inform the UVA-WISE IRB members and investigators of any such updates or changes.

4.3.9. Provide information on educational opportunities to IRB members.

4.4. Individual Members of the UVA-WISE IRB.  Individual members of the UVA-WISE IRB will:

4.4.1. Regularly attend scheduled meetings of the UVA-WISE IRB committee (see 5.3.1).

4.4.2. Complete UVA-WISE IRB reviews in a thorough and timely manner.

4.4.3. Maintain confidentiality of research protocols, UVA-WISE IRB decisions regarding approval or disapproval of UVA-WISE IRB proposals, and discussions that take place during UVA-WISE IRB meetings.

4.4.4. Notify the Chair of any conflict of interest with respect to a research protocol under UVA-WISE IRB review.

4.4.5. Notify the Chair of any concerns, from any source, pertaining to adequacy of protection of human subjects involved in research at UVA-WISE.

4.4.6. While a member, attend at least one continuing education program on the protection of human subjects.

4.5. IRB Chair.  The Chair of the UVA-WISE IRB will:

4.5.1. Conduct  meetings in an orderly manner.

4.5.2. Review responses from investigators to determine if they sufficiently address UVA-WISE IRB concerns to allow approval without being returned to full UVA-WISE IRB.

4.5.3. Sign UVA-WISE IRB correspondence.

4.5.4. Review requests for exemption (see 6.3.3). 
4.5.5. Receive and consider any and all expressions of concern, from any source, pertaining to adequacy of protection of human subjects involved in research at UVA-WISE.

4.5.6. Determine the necessity of member abstention due to conflict of interest.

4.5.7. In concert with IRB staff member, keep abreast of updates and changes in FDA and OPRR regulations, and inform UVA-WISE IRB members and investigators of any such updates or changes. 

4.6. Investigators.  Investigators will:

4.6.1. Assume responsibility for acquiring the information necessary to fully comply with UVA-WISE IRB, USDHHS, and FDA regulations.

4.6.2. Submit a proposal to the UVA-WISE IRB for any and all research using human subjects.  

4.6.3. Ensure the proposal is complete and truthful prior to submission for review by the UVA-WISE IRB.

4.6.4. Comply with any and all UVA-WISE IRB, USDHHS, and FDA regulations.

4.6.5. Notify the UVA-WISE IRB of any member of the investigative team who is not in compliance with an approved UVA-WISE IRB protocol.

4.6.6. Provide timely reports to the UVA-WISE IRB of any adverse effects that occur while the research is being conducted.

4.6.7. Provide timely reports to the UVA-WISE IRB of any deviation from the protocol that could affect the rights and welfare of the human subjects.

4.6.8. Provide continuing review reports to the UVA-WISE IRB at intervals designated by the UVA-WISE IRB but not less than once yearly

4.6.9. Submit a final report to the UVA-WISE IRB when the research project is complete. 
5. Composition and Membership

5.1. Selection.  The Chair and the members of the UVA-WISE IRB shall be appointed by the Provost and Senior Vice Chancellor.  

5.2. Membership Criteria and Representation.  The UVA-WISE IRB will have a minimum of five members and a maximum of nine members of varied backgrounds.  While members are expected to bring their area of interest or representation to the Board, they are not required to be advocates of their constituency.  A member may fill more than one role.  Membership shall not consist entirely of men or women, nor of members of a single profession.  Membership must include the following:

5.2.1. Scientist (person trained in scientific method, research, good research practices, or statistics)

5.2.2. Lay Person (no affiliation with the research community)

5.2.3. Non-affiliated person (no affiliation with UVA-WISE)

5.2.4. Individual with expertise in the area of interest most often reviewed by UVA-WISE IRB.

5.3. Tenure.  The Chair and individual members will serve two-year terms that are renewable in two-year increments.  Initial members will be asked to serve for a term of three years.  Membership may be terminated for any of the following events:

5.3.1. A member misses more than two consecutive meetings or more than 25 percent of the yearly meetings.

5.3.2. A member fails to maintain the duties or responsibilities as set forth in 4.4 of this document.

5.4. Member Privacy.  Complete confidentiality and privacy will be maintained by the Chair, individual UVA-WISE IRB members, and the UVA-WISE IRB staff member at all times.

6. Procedures

6.1. Calling a Meeting.  The UVA-WISE IRB will meet monthly during the academic year (September through May).  Additional meetings may be called by the Chair.  Notice of a minimum of five working days is required to hold a meeting.

6.2. Accepting a Protocol.  The UVA-WISE IRB staff member will review each submitted protocol for completeness.  The UVA-WISE IRB staff member will provide to each member one complete copy and a member response form for each protocol submitted for approval.

6.3. Decisions and Voting.  A quorum of one more than half of the full committee is necessary to conduct business.

6.3.1. Full Review.  Full-review decisions require a majority of the quorum.  The number of votes will be recorded but names will not be used unless so requested by the member. 

6.3.2. Expedited Review.  Expedited review may be conducted by the UVA-WISE IRB chair or by one or more experienced members of the UVA-WISE IRB.  The IRB chair or member(s) conducting the review may approve or refer once for further information but may not disapprove.  They shall refer any research that would have been disapproved to the full committee.  Expedited review decisions will be reported to the members at the next meeting for their information only.  Expedited review will be used for:   
6.3.2.1. Applicability

6.3.2.1.1. Research activities that (1) present no more than minimal risk to human subjects, and (2) involve only procedures listed in one or more of the following categories, may be reviewed by the IRB through the expedited review procedure authorized by 45 CFR 46.110 and 21 CFR 56.110.  The activities listed should not be deemed to be of minimal risk simply because they are included on this list.  Inclusion on this list merely means that the activity is eligible for review through the expedited review procedure when the specific circumstances of the proposed research involve no more than minimal risk to human subjects.  

6.3.2.1.2. The categories in this list apply regardless of the age of subjects, except as noted.  

6.3.2.1.3. The expedited review procedure may not be used where identification of the subjects and/or their responses would reasonably place them at risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, insurability, reputation, or be stigmatizing, unless reasonable and appropriate protections will be implemented so that risks related to invasion of privacy and breach of confidentiality are no greater than minimal.  

6.3.2.1.4. The expedited review procedure may not be used for classified research involving human subjects.  

6.3.2.1.5. IRB s are reminded that the standard requirements for informed consent (or its waiver, alteration, or exception) apply regardless of the type of review -- expedited or convened -- utilized by the IRB. 

6.3.2.1.6. Categories one (6.3.2.1.7.1) through seven (6.3.2.1.7.7) pertain to both initial and continuing IRB review.


Research Categories

6.3.2.1.6.1. Clinical studies of drugs and medical devices only when condition (a) or (b) is met.  (a) Research on drugs for which an investigational new drug application (21 CFR Part 312) is not required.  (Note: Research on marketed drugs that significantly increases the risks or decreases the acceptability of the risks associated with the use of the product is not eligible for expedited review.  (b) Research on medical devices for which (I) an investigational device exemption application (21 CFR Part 812) is not required; or (ii) the medical device is cleared/approved for marketing and the medical device is being used in accordance with its cleared/approved labeling.

6.3.2.1.6.2. Collection of blood samples by finger stick, heel stick, ear stick, or venipuncture as follows:  (a) from healthy, nonpregnant adults who weigh at least 110 pounds.  For these subjects, the amounts drawn may not exceed 550 ml in an eight-week period and collection may not occur more frequently than two times per week; or (b) from other adults and children, considering the age, weight, and health of the subjects, the collection procedure, the amount of blood to be collected, and the frequency with which it will be collected.  For these subjects, the amount drawn may not exceed the lesser of 50 ml or 3 ml per kg in an eight-week period and collection may not occur more frequently than two times per week.

6.3.2.1.6.3. Prospective collection of biological specimens for research purposes by noninvasive means.  Examples:  (a) hair and nail clippings in a nondisfiguring manner; (b) deciduous teeth at time of exfoliation or if routine patient care indicates a need for extraction; (c) permanent teeth if routine patient care indicates a need for extraction; (d) excreta and external secretions (including sweat); (2) uncannulated saliva collected either in an unstimulated fashion or stimulated by chewing gumbase or wax or by applying a dilute citric solution to the tongue; (f) placenta removed at deliver; (g) amniotic flud obtained at the time of rupture of the membrane prior to or during labor: (h) supra- and subgingival dental plaque and calculus, provided the collection procedure is not more invasive than routine prophylactic scaling of the teeth and the process is accomplished in accordance with accepted prophylactic techniques; (I) mucosal and skin cells collected by buccal scraping or swab, skin swab, or mouth washings; (j) sputum collected after saline mist nebulization.

6.3.2.1.6.4. Collection of data through noninvasive procedures (not involving general anesthesia or sedation) routinely employed in clinical practice, excluding procedures involving x-rays or microwaves.  Where medical devices are employed, they must be cleared/approved for marketing.  (Studies intended to evaluate the safety and effectiveness of the medical device are no generally eligible for expedited review, including studies of cleared medical devices for new indications.)  Examples:  (a) physical sensors that are applied either to the surface of the body or at a distance and do not involve input of significant amounts of energy into the subject or an invasion of the subject’s privacy; (b) weighing or testing sensory acuity; (c) magnetic resonance imaging: (d) electrocardiograph, electroencephalograph, thermograph, detection of naturally occurring radioactivity, electroretinography, ultrasound, diagnostic infrared imaging, doppler blood flow, and echocardiography; (e) moderate exercise, muscular strength testing, body composition assessment, and flexibility testing where appropriate given the age, weight, and  health of the individual.

6.3.2.1.6.5. Research involving materials (data, documents, records, or specimens) that have been collected or will be collected solely for nonresearch purposes (such as medical treatment or diagnosis).  (NOTE:  Some research in this category may be exempt from the HHS regulations for the protection of human subjects.  45 CFR 46.101(b)(4).  This listing refers only to research that is not exempt.)

6.3.2.1.6.6. Collection of data from voice, video, digital, or image recordings made for research purposes.

6.3.2.1.6.7. Research on individual or group characteristics or behavior (including, but not limited to, research on perception, cognition, motivation, identity, language, communication, cultural beliefs or practices, and social behavior) or research employing survey, interview, oral history, focus group, program evaluation, human factors evaluation, or quality assurance methodologies. NOTE:  Some research in this category may be exempt from the HHS regulations for the protection of human subjects.  45 CFR 46.101(b)(4).  This listing refers only to research that is not exempt.)

6.3.2.1.6.8. Continuing review of research previously approved by the convened IRB as follows:  (a) where (I) the research is permanently closed to the enrollment of new subjects; (ii) all subjects have completed all research-related interventions; and (iii) the research remains active only for long-term follow-up of subjects; or (b) where no subjects have been enrolled and no additional risks have been identified; or © where the remaining research activities are limited to data analysis.

6.3.2.1.6.9. Continuing review of research, not conducted under an investigational new drug application or investigational device exemption where categories two (2) through eight (8) do not apply but the IRB has determined and documented at a convened meeting that the research involves no greater than minimal risk and no additional risks have been identified.

6.3.3. Exempt Review.  UVA-WISE IRB allows for a “Request for Exemption” to be reviewed by the UVA-WISE IRB Chair.  The Chair can either:  (1) approve the claim of exempt status, or (2) disapprove claim of exempt status and require modification of the protocol or (3) require full submission to the UVA-WISE IRB.  The Chair may suggest modifications in design and content even if a claim of exempt status is approved.   

6.3.3.1. Research activities exempt from review procedures are those in which the involvement of human subjects falls into one or more of the following categories as authorized in 45 CFR 46.101(b)(1-6):

6.3.3.1.1. Research which is conducted in established educational settings, involving standard practices such as i) research on routine or special education instructional strategies, or ii) research which compares types of techniques, various curricula, or management methods used in the classroom.

6.3.3.1.2. Research which employs the use of cognitive, diagnostic, aptitude, or achievement educational tests, procedures using survey or interview or observation of public behavior unless the following apply: (a) the information that is obtained is recorded in a way that identifies human subjects either directly or via identifiers linked to the subjects; and (b) any disclosure of the responses of the subjects outside the research can reasonably place the subjects at risk of civil or criminal liability, or cause damage to the subject's reputation, financial standing, or ability to be employed.

6.3.3.1.3. Research which employs the use of cognitive, diagnostic, aptitude, or achievement educational tests, procedures using survey or interview or observation of public behavior that is not exempt in section 2 above if (a) the human subjects are public officials who have been either elected or appointed or candidates for public office; or (b) Federal statute(s) require(s) without exception that information that may be personally identifiable will be maintained in a confidential manner throughout the research and thereafter.

6.3.3.1.4. Research which involves the collection or study of the following: existing data; records, documents, and pathological or diagnostic specimens, if such are publicly available or if the needed information is recorded in such a manner that subjects cannot be identified either directly or via identifiers linked to the subjects.

6.3.3.1.5. Research and demonstration projects which are either subject to the approval of or conducted by the USDHHS or FDA heads, and which are designed to study, evaluate or in some way examine the following:  (a) public benefit of service programs; (b) procedures that explain how benefits or services under those programs will be obtained;  (c) possible alternatives to or any changes in those procedures or programs; (d) possible changes in methods or levels of payment for either services or benefits under those programs.

6.3.3.1.6. Studies of taste and food quality evaluation and consumer acceptance, (a) if foods that are wholesome and without additives are consumed; (b) if a food is consumed that contains a food ingredient found to be at or below the level and for a use which has been found to be safe, or agricultural chemical or environmental contaminant at or below a safe level, as proclaimed by the FDA or approved by the Environmental Protection Agency (EPA) or the Food Safety and Inspection Service of the U.S. Department of Agriculture.

6.4. Abstention.  Members are required to abstain from voting on UVA-WISE IRB protocols in which there is a conflict of interest.  A conflict of interest shall be defined as a state wherein there is a conflict between a member’s employment and/or financial interests, directly or indirectly, and the performance of service to the UVA-WISE IRB as a member.  IRB members who serve as advisors on research projects may be present for discussion of the project but must abstain from voting.

6.5. Final Decisions Available.  The UVA-WISE IRB will notify the investigator in writing within ten working days of the meeting at which a proposal is reviewed

6.5.1. Approval.  Approval will be granted when the UVA-WISE IRB board is satisfied the rights and welfare of human subjects will be adequately protected and all the criteria for approval (8) have been met.

6.5.2. Approval Contingent.  Approval contingent will be granted when the UVA-WISE IRB agrees in principle but has some issues to be resolved by interaction between the investigator and a designated member before final approval is given.  Contingencies for approval will be sent to the investigator with a deadline for responding to the UVA-WISE IRB Chair; the UVA-WISE IRB Chair will approve the revision and place the item on the agenda and report his/her action at the next meeting.

6.5.3. Minor Modifications of Approved Protocol.  Minor modifications in protocol language, the informed consent form, cover letter, or assurances may be reviewed by the UVA-WISE IRB Chair using the expedited review process.  Decisions available to the chair are approval, approval contingent on a response, or referral to full committee.

6.5.4. Major Modifications of Approved Protocol.  Major modifications relating to substantive issues not adequately addressed require review by the full UVA-WISE IRB. 

6.5.5. Disapproval or Deferral.  Risk to human subjects is considered substantial in relation to the benefit of the research as described.

6.5.5.1. Investigators are encouraged to communicate with the UVA-WISE IRB Chair to clarify the reasons for deferral or disapproval.  If formal written responses fail to resolve disputed issues, investigators may request an appearance at an UVA-WISE IRB meeting to present their views.

6.5.5.2. In the event a principal investigator wishes to appeal a decision of the UVA-WISE IRB with respect to approval, requested modifications, suspension, or termination, the investigator shall follow the grievance procedures outlined in the UVA-WISE Faculty-Staff handbook or UVA-WISE Student Handbook.

7. Authority, Noncompliance, Appeal

7.1. Authority.  The UVA-WISE IRB has the authority to suspend, or terminate research that has not been carried out according to the requirements set forth in this document or as required by the USDHHS or FDA.  Any suspension or termination of approval shall include a statement of the UVA-WISE IRB’s reasons for its action and will be reported promptly to the principal investigator and the Provost and Senior Vice Chancellor.   Research that has been reviewed and approved by UVA-WISE IRB may be subject to review and disapproval by the Provost and Senior Vice Chancellor.  However, the Provost and Senior Vice Chancellor may not approve research if it has been disapproved by the UVA-WISE IRB.

7.2. Noncompliance.  If, in the conduct of the research, an investigator has not complied with the determinations of the UVA-WISE IRB such noncompliance shall be reported promptly to the UVA-WISE IRB and such noncompliance shall be corrected in accordance with the determinations of the UVA-WISE IRB.  

7.2.1. Determination of noncompliance may be based on several issues that may include but are not limited to:  subject’s complaint(s) that rights were violated; report(s) that the investigator is not following the protocol as approved; unusual and/or unexplained adverse effect in a study; FDA audit report of an investigator; repeated failure of investigator to report required information to the UVA-WISE IRB.

7.2.2. If such noncompliance continues, the research may be suspended or terminated at the discretion of the UVA-WISE IRB.

8. Criteria for Approval

8.1. Assumption of Accuracy.  In all facets of review, the members are instructed to trust that the information submitted is truthful, accurate, and complete.  Members are asked to notify the UVA-WISE IRB Chair or to raise an objection at a meeting if they have reason to believe that this is not the case.  The criteria used below for approval and consent are initial criteria which will be amended and refined based on UVA-WISE IRB precedent.  

8.2. Considerations of Research Design.  The value of research depends upon the integrity of study results.  One of the ethical justifications for research involving human subjects is the social value of advancing scientific understanding and promoting human welfare by improving health care.  If the UVA-WISE IRB determines that 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 to inconvenience them through participation in such a study.

8.3. Protocol.  A protocol is a plan by which the study will be conducted.  A protocol must be developed for all research activities subject to UVA-WISE HIC jurisdiction and must be submitted to the UVA-WISE IRB.  A research proposal may serve as a protocol; however, not all proposals answer all questions of concern to an UVA-WISE IRB.  Thus, if a proposal is used it must contain the answers to all questions of concern to the UVA-WISE IRB.  Investigators should contact the UVA-WISE IRB Staff member before submission to confirm the format, documentation, and number of copies required.  A protocol must contain the following information: 

8.3.1. Abstract.  A one-half page abstract which describes the purpose of the study, the methods including samples, sites, instruments, procedure(s) and proposed methods of analyses.

8.3.2. Introduction.  An introductory section to include the following

8.3.2.1. The specific aims of the study

8.3.2.2. The background of the study to include the following:

8.3.2.2.1. The research problem

8.3.2.2.2. The review of literature of what is known and what the subject’s alternatives or options are.

8.3.2.2.3. Significance of the study; why it is important to do.

8.3.2.2.4. Purpose(s) of the study.

8.3.2.2.5. Research hypotheses or research questions to be answered by the study.

8.3.3. Methods.  A methods section to include the following:

8.3.3.1. The design of the study.

8.3.3.2. The sample including the site(s) where the study will be conducted and the subjects and how they will be selected, indicating if any will be minors (under the age of 18 under Virginia law) or other members of vulnerable populations as described in 8.3.3.

8.3.3.3. A description of each instrument to be used, its validity and reliability.

8.3.3.4. A description of all procedures to be carried out from the time the subjects are initially contacted until data collection is completed.

8.3.3.5. A description of all methods of analyses to be used in the study. 

8.3.3.6. A description of the subjects’ involvement and explanation of any experimental procedures.

8.3.3.7. A description of the benefits to the subjects and the expected contribution to knowledge.

8.3.3.8. A description of the risks, if any, to the subjects, including the possibility of harm to a subject from physical, psychological, social, emotional, legal, and/or financial problems.

8.3.3.9. A description of the procedures that will be taken to minimize the risks, how the privacy of the subject will be assured, and how the confidentiality of the information to be gained will be maintained.

8.3.4. Appendices

8.3.4.1. Letters of support from institutions or agencies where study will be undertaken or where subjects will be obtained.

8.3.4.2. Letters of support from special consultants.

8.3.4.3. Copies of all data collection instruments.

8.3.4.4. Copies of project flyers and/or recruitment advertisements.

8.3.4.5. Copies of educational materials to be distributed to subjects.

8.3.4.6. Copy of human consent documentation forms.

8.3.5. Informed Consent.  A section on the consent process, which includes both a verbal process and a document covering the main points of information necessary for consent.  The UVA-WISE IRB will look for assurance that

8.3.5.1. Subjects are given the opportunity to choose what shall or shall not happen to them.  This opportunity is provided when four conditions of ethically valid informed consent are satisfied.

8.3.5.1.1. Subjects must be given sufficient information about the research to allow them to make an informed decision;

8.3.5.1.2. Subjects must have the intellectual capacity to understand the information and researchers must present the information in terms that are understandable to subjects;

8.3.5.1.3. Subjects have sufficient time to review the informed consent document, and 

8.3.5.1.4. Consent is free from coercion or undue influence.

8.3.5.2. Unless otherwise authorized by the UVA-WISE HIC, research investigators shall provide the following written information to each subject:

8.3.5.2.1. A statement that the study involves research; an explanation of the purpose of the research and the expected duration of the subject’s participation; a description of the procedures that are experimental;

8.3.5.2.2. A description of any foreseeable risks or discomforts to the subject, an estimate of their likelihood, and a description of what steps will be taken to prevent or mitigate them;

8.3.5.2.3. A description of any benefits to the subject or to others that may reasonably be expected from the research;

8.3.5.2.4. A disclosure of any appropriate alternative procedures or courses of treatment that might be advantageous to the subject;

8.3.5.2.5. A statement describing the extent of confidentiality of records including a description of who may have access to research records (e.g., the FDA) and how long research records and linking data will be maintained;

8.3.5.2.6. A statement describing the costs to the subject;

8.3.5.2.7. A statement describing payment to the subject;

8.3.5.2.8. For research involving more than minimal risk, (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), an explanation and description of any compensation and any medical treatments that are available if research subjects are injured; where further information may be obtained, and whom to contact in the event of a research-related injury to the subject;

8.3.5.2.9. An explanation of whom to contact for answers to pertinent questions about the research and the research subject’s rights; and

8.3.5.2.10. A statement that participation is voluntary and that refusal to participate or to discontinue participation at any time will involve no penalty or loss of benefits to which the subject is otherwise entitled.

8.3.5.3. When required by the UVA-WISE IRB, the research investigator shall provide additional information to each subject.  For example, the UVA-WISE IRB may require disclosure of information regarding whether participation in a research activity may involve risks to subjects (or an embryo or fetus if the subject becomes pregnant) that are currently unforeseeable.

8.3.5.4. Due to the evidentiary importance of the signed consent forms to the College, they must be stored in a locked file of the investigator; the identity of subjects on these consent forms must be kept confidential to the fullest extent possible.

8.3.6. Exemptions to Consent Requirements.  In certain circumstances prescribed by 45 CFR 46, the UVA-WISE HIC may waive the requirement to obtain informed consent, or may approve a consent process which does not include or alters some or all of the required elements.

8.3.7. Special Cases

8.3.7.1. Special cases represent problems not well covered in the general principles above or cases where further specific regulations apply.  In some cases, UVA-WISE may provide stricter rules than federal regulations.

8.3.7.2. Investigational New Device or Drug:  An investigator desiring to investigate a “test article” as defined by the FDA must have an investigational exemption.  For drugs, this is an Investigational New Drug (IND) and for devices an Investigational Device Exemption (IDE) or abbreviated IDE.  Evidence of the regulatory status of the test article must be clear in the application.

8.3.8. Vulnerable Populations.  All people are vulnerable in the conduct of research on human subjects to a greater or lesser extent.  Some groups are vulnerable because they have no legal or financial means to assist them. 

8.3.8.1. Pregnant women and their fetuses:  Fetuses are a vulnerable group.  Because the assumption is made, however, that pregnant women will take care of their fetuses, the UVA-WISE HIC will require that the investigator obtain permission for participation in research of the pregnant woman and the fetus only from the pregnant woman herself.

8.3.8.2. Prisoners:  Studies that target prisoners will be reviewed only when there is a prisoner advocate as an invited expert on the UVA-WISE HIC.  Such expert will be asked to share expertise but will not participate in voting.

8.3.8.3. Children:  Because children have not reached their full intellectual and emotional capacities and are unable to give legally valid informed consent, involving them in research requires the permission of their parent(s) or legal guardian(s).  Although children are not capable of giving legally valid consent, they may be able to assent or dissent from participation.  Out of respect for children as developing persons, they should be asked whether or not they wish to participate in research.  Therefore, when children are involved in human research, two signatures will be required; assent (defined as the child’s agreement, in the affirmative, to participate in research) and permission (defined as the agreement of the child’s parent(s) or guardian to their child’s or ward’s participation in research.)  The UVA-WISE HIC will assume that assent will be sought from children age seven and above unless the investigator sets out a rationale for doing otherwise.  The signatures will be from the following: 1) the child, age seven and above; and 2) the adult responsible for that child.  

8.3.8.4. Those who are illiterate or who cannot read or speak English:  If a study is to include any persons who cannot read English, the investigator must present justification as to why these persons should be involved in the study, discuss how the verbal consent process will be carried out and present a written version of what will be said to the prospective subjects. If the study is to include persons who cannot read or speak English, justification for the inclusion of these persons in the study must also be presented.  The investigator must then discuss how the consent process and documentation will be carried out, if translators will be used, the translation of the documents, and who will sign the translated document.

8.3.8.5. Those who are unable to consent for themselves:  If other than minors will be proposed subjects who may be unable to consent for themselves (e.g., unconscious patients, Alzheimer’s patients, patients with diagnosed psychoses, and those institutionalized as mentally disabled) the regulations require use of a written consent form signed by the subject or the subject’s legally authorized representative except under certain circumstances where the UVA-WISE IRB may waive the requirement on a case-by-case basis.

8.3.8.6. HIV-infected individuals:  Individuals who are infected with the human immunodeficiency virus (HIV) are a vulnerable group.  The risk/benefit balance for these persons will be scrutinized by the UVA-WISE IRB.  If HIV-antibody testing is to be performed for research purposes, the following should occur:

8.3.8.6.1. that HIV testing is being performed for purposes of the study must be stated in the protocol approval form, the protocol, and the consent form;

8.3.8.6.2. A justification as to why the testing is to be done must be included in the protocol;

8.3.8.6.3. Both pre- and post-test counseling must be done with all subjects by persons who are qualified; the person must be informed in person; the person must also be told the risks associated with HIV testing as well as the risks associated with being HIV positive.  If found HIV positive, the person must be informed of various options available for treatment.  All details of this counseling must be included in the procedures section of the consent form.

8.3.8.6.4. The protocol must contain a discussion of how the confidentiality of the HIV-antibody test results will be maintained in accordance with the Virginia Health and Safety Code Statute.

8.4. Post-Approval Procedures.  Approval is not the end of the relationship with the UVA-WISE HIC.  The UVA-WISE HIC presumes that the protocol is being implemented exactly as approved and without any problems.  It is the investigator’s responsibility to keep the UVA-WISE IRB informed of significant problems or violations of protocol.

8.4.1. Continuing Review  Upon approval, the UVA-WISE HIC will determine a date for continuing review at intervals appropriate to the degree of risk, but not less than once per year from date of approval.

8.4.1.1. Continuing review involves the preparation of a progress report to be submitted to the UVA-WISE IRB on the first day of the month during which approval is sought.  The progress report shall contain the following:

8.4.1.1.1. A summary to date of all research activity.

8.4.1.1.2. A copy of the currently used consent form that should be identical to the consent form most recently approved by the UVA-WISE IRB.

8.4.1.1.3. Assurance that no untoward effects have occurred since the prior review.

8.4.1.1.4. Assurance that the world has not changed sufficiently to make the study as it is written unethical (e.g. newly discovered treatment available for subjects); and

8.4.1.1.5. A plan of research activities for the next year.

8.4.1.2. Continuing review may be accomplished using expedited review procedures provided no changes have been made in the research activity.

8.4.1.3. Failure to submit information requested will cause the project to be suspended or terminated.

8.4.2. Adverse Effects Report.  A report detailing any adverse effects during a research study must be filed with the UVA-WISE HIC within two working days of the notification to the investigator of the adverse effect.  An adverse effect is an undesirable and unintended, although not necessarily unexpected result of therapy or other intervention (e.g. headache following spinal tap or intestinal bleeding associated with aspirin therapy).

8.4.2.1. If the adverse effect is deemed by the UVA-WISE IRB to be substantial, research may be suspended until the basis of such adverse effect is resolved.

8.4.2.2. If there is no suitable resolution to the adverse effect, the UVA-WISE IRB may terminate research.

8.4.3. Final Report.  A final report must be submitted when the research project is complete; this provides for closure to the project in the HIC records and nullification of the continuing review process. 

9. Records and Reports

9.1. Records.  Adequate documentation of all UVA-WISE HIC activities shall be prepared and maintained, including the following:

9.1.1. copies of all research proposals reviewed, approved sample consent forms, progress reports by investigators, and reports of any adverse effect or injuries to subjects;

9.1.2. minutes of all UVA-WISE HIC meetings in sufficient detail to record attendance at the meetings, all actions taken by the UVA-WISE HIC, the vote on actions taken by the UVA-WISE IRB including the total numbers of members voting for, against, or abstaining; the basis for making required changes in or disapproving research, and a summary, in writing, of all discussion of controversial issues and how they were resolved;

9.1.3. records of continuing review of research proposals;

9.1.4. copies of all correspondence carried out between the UVA-WISE IRB and the investigators;

9.1.5. statements of any significant new findings which may be provided to subjects

9.1.6. a list of UVA-WISE IRB members; and

9.1.7. written operating policies and procedures for the UVA-WISE IRB.

9.2. Retention.  All records contained in this section shall be retained for at least three years; records relating to research carried out shall be retained for a minimum of three years after the research is completed.  

9.3. Accessibility.  All records shall be available and accessible to authorized representatives of any federal department or agency for inspection and coping, at reasonable times and in a reasonable manner.

9.4. Reports.  The UVA-WISE IRB Chair  will report annually, in writing, to the Provost and Senior Vice Chancellor.  The annual report will include the following information, gathered from UVA-WISE IRB meeting minutes and other records:

9.4.1. the dates of all meetings, agendas, and attendance

9.4.2. total number of projects and activities reviewed, including the total number of approvals, disapprovals, and contingency protocols

9.4.3. the current membership of the UVA-WISE IRB, any changes over the past year, and the terms of appointment indicated for each member over the past year

9.4.4. a citation of current, relevant legislation and all regulatory requirements which govern the action of the UVA-WISE IRB
9.4.5. a summary of any developments at national, state, local, community, or college levels that may require policy revisions to provide assurance as defined by federal regulations, changes, or other administrative action.

9.4.6. recommendations for administrative action for maintaining an effective institutional review function for the purpose of protecting the rights and welfare of human subjects.

10. Modifications

10.1. The UVA-WISE IRB may modify these policies and procedures or adopt additional procedures at any time by a majority vote subject to meeting federal regulations and the approval of the Provost and Senior Vice Chancellor.
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