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Background: 
Pursuant to Federal Regulations [45 CFR 46.109(a), 38 CFR 16.109 (a), & 21 CFR 56.109(a)], the Wayne State University (WSU) Institutional Review Board (IRB) has the authority to approve, require modifications in (to secure approval) or disapprove all research activities involving human participants (subjects) conducted at the University and its affiliate institutions.  IRB decisions to approve or disapprove research protocols are communicated to the Principal Investigator (PI) and institution in writing. [45 CFR 46.109(d), 38 CFR 16.109(d) & 21 CFR 56.109(d)].  
Scope:

This Policy/Procedure applies to non-exempt human subject (participant) research submissions  to the WSU IRB for review and approval and defines the types of outcomes of IRB decisions regarding human research protocols. This policy applies to IRB review and approval of new initial study submissions, continuing reviews, and study amendments. For outcomes of IRB reviews of Unanticipated Problem reports see IRB policy 13-1 Unanticipated Problems and Other Reportable Events. 
Related WSU IRB Policies: 

· 4-4 Exempt Review

· 4-10 Criteria for Determining Frequency of IRB Review
· 4-12 Notification of IRB Decisions to Principal Investigator and PI Response

· 5-1 Expectations of IRB Membership
· 13-1 Unanticipated Problems and Other Reportable Events
1.0 Definitions:

Approval- The full IRB Committee, IRB Chairperson or his/her designee has confirmed that the research meets all applicable criteria for approval and ethical standards and approved the research protocol The approval period is determined by a number of factors including the level of risk to participants, and applicable regulations. 
Concurrence of Exemption: A form of IRB approval granted to human participant research proposals that qualify for exempt review and meet all applicable criteria for approval. When a study meets the criteria for exempt review and approval, the designated exempt reviewer confirms that the entire research proposal/protocol falls within one or more of the six specific regulatory categories and satisfies all ethical standards and institutional policies and procedures (See IRB Policy 4-4 Exempt Review).
Specific Minor Revisions- This outcome requires minor changes (no new information required by the IRB to determine risk/benefit ratio) that must be made to the protocol before approval to begin can be granted.  The minor changes must be made within 45 days of the initial outcome. 

Table (Substantive Revisions) For full board studies only: a number of significant questions and concerns regarding the risk/benefit ratio require resolution before the research protocol can be approved by the IRB.
Deferral: A submission requiring additional information or resources necessary for the IRB to conduct the review is moved to the next convened IRB meeting agenda. There is no vote when a decision to defer a submission is made. The decision to defer is made when the criteria for tabling or disapproving research do not apply.
Disapproval (For full board studies only)- The protocol as submitted is such that it cannot be reviewed in its current form and it requires complete revision and resubmission as a new protocol. 
2.0 IRB Policy/ Procedures:

As a result of its review, the IRB may take any of the following courses of action including (1) approve the proposed research activity, (2) approve the activity with specific minor revisions to the research proposal required, (3) table the proposed research, (4) defer the action to the next convened meeting, or (4) disapprove the proposed research activity, 
Except when expedited review procedures are used, decisions will be based upon a simple majority of the members and alternates participating in the convened IRB full board meeting (see IRB policy 5-1 Expectations of IRB Membership). The IRB may make one of the following determinations below as a result of its review:

2.1 Proposal is Granted Approval: 

When a study meets all applicable criteria for approval and institutional policy (see section 3.0 Criteria for Approval of Research), IRB approval may be granted. IRB approval includes the research protocol/proposal and accompanying documents as submitted.
a. Approval will begin the day the study is approved without conditions by an action of the convened IRB or the Chair or designee and ends at midnight on the day of expiration.
b. The duration of the approval period, if applicable, is determined and set at the time of IRB approval.
c. The study may commence only upon written notice of approval from the IRB Administration Office. Written notice of IRB approval will reflect the effective approval date. The IRB approval does not replace or serve in place of any departmental or other approvals that may be required. 
2.2 Specific Minor Revisions Required: 
The protocol and accompanying documents are approved, provided the investigator is not restricted by the study sponsor from making the changes required by the IRB prior to release of final IRB approval. Examples include but are not limited to requested modifications to the eIRB application and acceptance of IRB requested revision to consent documents.
a. Approval will begin the day the study is approved by an action of the convened IRB or the reviewer.
b. The duration of the approval period, if applicable, is determined at the time of approval.
c. No research activities may be conducted until the IRB has issued its notification to the investigator of final approval, which will reflect the effective approval date.
The IRB may grant approval with Specific Minor Revisions when all 8 of the applicable criteria for approval of research listed above are met and any of the following conditions apply:

· The only changes required involve minor issues, such as typographical errors, spelling, and clarification of language or clarification of statistical methods that do not alter the merit of the research design.
· The IND or IDE letter is missing.
· There is enough information provided to confirm a favorable risk/benefit analysis.
· When all of the information needed for approval is provided but the IRB committee is asking that the information be consistent across the submitted documents. 
· Ancillary approvals are pending (i.e., Radiation Safety Committee, Detroit Medical Center Clinical Research Office).
A protocol may not be approved with specific minor revisions if there are unanswered questions regarding the risk/benefit ratio, equitable recruitment, the consent process and documentation, safety monitoring, the protection of privacy or confidentiality, and the potential for coercion.
The PI is responsible for addressing the concerns of the IRB before approval can be granted. Once the concerns have been addressed and/or changes are submitted, the IRB committee, committee chair or designee may grant approval if the response(s) and/or changes are satisfactory. If the IRB committee’s requests are not adequately addressed within 45 days of requested changes, the proposal willbe withdrawn and the study must be resubmitted as a new proposal for full board IRB review, unless the PI communicates with the IRB a need to extend the timeframe to address the IRB committee’s requests/concerns.


2.3 Protocol is Tabled (Substantive Revisions Required):

Whenever any of the 8 applicable criteria for approval (as referenced below) are not met, the IRB must not approve the submission. A proposed research project undergoing review must be tabled when any of the following occur:  
1. The IRB is unable to make the required determinations because the research protocol provides insufficient information related to the following aspects of the research:
i. research risks and benefits;
ii. the adequacy of privacy and confidentiality protections; or
iii. the adequacy of the informed consent process.
2. The IRB is unable to specify changes to the research protocol that if made would allow the IRB to make the required determinations.
The IRB Administration Office will notify the principal investigator by letter indicating the issue(s) being raised. The PI is responsible for addressing the concerns of the IRB before specific minor revisions or final approval can be granted. The changes made to the submission addressing IRB concerns must be submitted in writing to the IRB Administration Office. 
The proposal will be placed on the agenda for the next scheduled committee meeting upon receipt of the revisions. If the IRB Administration Office has not received a response within 60 days of notification, the proposal will be withdrawn and must be resubmitted as a new proposal if it is to be reconsidered for full board IRB review, unless the PI communicates with the IRB a need to extend the timeframe to address the IRB committee’s requests. 
2.4 Defer to the Next Convened Meeting (No Vote) (For full board studies only):
A proposal can be deferred to the next convened IRB meeting when none of the criteria for tabling or disapproving research listed above apply and:
· Due to an administrative or IRB oversight, error or confusion, the protocol was either not made available for review or both the primary and secondary reviewers were unable to review it.
· The study is a VA study, and the VA representative was not present.
· The study involves prisoners, and the prisoner representative was not present and/or did not review the submission
The IRB may defer an Unanticipated Problem Report review to the next convened IRB meeting when the IRB requires additional information to make a determination in accordance with IRB policy 13-1 Unanticipated Problems and Other Reportable Events.
2.5 Proposal is Disapproved (For full board studies only): 

A proposal will be disapproved by the IRB for any of the following reasons: 

1. The proposal lacks key information needed to evaluate its objectives, methods, endpoints, benefits, or risks,
2. Protection of research participants  are not addressed, 

3. The risks to research participants appear to unreasonably outweigh the benefits of the research;
4. The proposal lacks merit or is designed such that the methodology is unlikely to yield useful data toward meeting the stated objectives; or

5. The proposed research is deemed unethical. 

The IRB Administration Office will notify the principal investigator in writing outlining the reasons for disapproval. The proposal must be revised and resubmitted as a new protocol if it is to be reconsidered for full board IRB review. Please see the IRB Policy/Procedure entitled “Notification of IRB Decisions to Principal Investigator and PI Response Requirements”. 

  

3.0 Criteria for Approval of Research
The IRB committee, committee chair, or designee will look for the following eight (8) criteria when making a determination: 
1. Risks to Subjects are minimized:

a. By using procedures that are consistent with sound research design and that do not unnecessarily expose participants to risk and
b. , By using procedures already being performed on the participants for diagnostic or treatment purposes, whenever appropriate.
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.
When evaluating risks and benefits, the IRB should:
a. Consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies participants would receive even if not participating in the research).
b. The IRB should not consider possible long-range effects of applying knowledge gained in the research (e.g., the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.
3. Selection of participants is equitable.
a. The IRB should take into account the purposes of the research and the setting in which the research will be conducted,
b. The IRB should be particularly cognizant of the special problems of research that involve a category of subjects who are vulnerable to coercion or undue influence, such as:
i. Children,
ii. Pregnant women,
iii. Prisoners,
iv. Individuals with impaired decision-making capacity, or
v. Economically or educationally disadvantaged persons.
4.  Informed Consent will be sought from each prospective participant or the participant’s legally authorized representative, in accordance with, and to the extent required by 45 CFR 46.116 and 21 CFR 50.
5. Informed Consent will be appropriately documented in accordance with 45 CFR 46.117 and 21 CFR 50.27.
6. When appropriate, the research plan makes adequate provision for monitoring the data collected to ensure the safety of participants.
7. When appropriate, there are adequate provisions to protect the privacy of participants and to maintain the confidentiality of data.
8. When some or all of the participants are likely to be vulnerable to coercion or undue influence, additional safeguards have been included in the study to protect the rights and welfare of these participants.
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