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	WORKSHEET IRB Review Outcomes

	

	



	PURPOSE and APPLICABILITY

	This worksheet provides an annotated description of possible review outcomes resulting from the UW IRB review of applications for new studies, or applications for continuing review or modification. IRB review outcomes taken in response to Reports of New Information (RNI) are detailed in the WORKSHEET Options for IRB Actions. For a complete description of the IRB review process, use this worksheet in combination with the SOP IRB Review, WORKSHEETs Primary Reviewer, WORKSHEET Expedited Review, SOP Convened IRB Meeting Administration, and SOP Convened IRB Meetings. This worksheet is intended to be used as a reference tool and is not completed or retained in the IRB file.



	CONTEXT

	Federal human subjects regulations and Washington State law give the IRB the authority to take specific actions in connection with human subjects research activities and to require specific action, changes, or information from researchers in order to obtain IRB approval. UW policy grants authority to the UW IRB, and to the Director of the Human Subjects Division (HSD), to take some specific additional actions. 

The UW IRBs are not authorized to take actions outside of federal regulations, state law, or UW policy but the IRB may make recommendations to appropriate University officials for additional actions and/or sanctions. 



	IRB REVIEW OUTCOMES

	
	

	APPROVAL
	Met

	A simple majority of the convened IRB, or a designated reviewer, determines that no changes or additional information are needed in order to meet, or continue to meet, the applicable IRB criteria for approval. The study may be conducted according to the IRB-approved protocol.

Approval of components. The IRB may choose to approve some components of the project but not others, if the IRB has determined the approved components satisfy all the criteria required for IRB approval. It may be appropriate for the researcher to later submit a modification to request approval for the other components.
Example. A researcher requests approval for a study involving a survey of drug use among community-dwelling adults and incarcerated adults. The IRB initially approves the study for community-dwelling adults only, because the researcher will not be able to address prisoner-related requirements for a few more months.

Studies with suspension or unresolved problems. A decision to approve means that the study continues to meet the applicable criteria for approval, except for any issues related to the problem or suspension, and that the IRB expects that the issues will be successfully resolved (which may include modifications) such that the criteria for approval will still be met. Any suspension remains in place until the IRB explicitly lifts the suspension or decides to terminate the study.

	☐
	CONDITIONAL APPROVAL (Modifications Required to Secure Approval)
	Met

	A simple majority of the convened IRB, or a designated reviewer, determines that the applicable criteria for approval have been met, based on the assumption that specific conditions will be met by the researcher and subsequently verified by an individual designated by the IRB. Research activities or changes cannot be initiated until the conditions have been met and verified. 

Conditions. These may include requesting that the researcher will: a) make specific changes to the research protocol, the consent materials, or other study materials; b) confirm specific assumptions or understandings on the part of the IRB; and/or c) provide additional or revised information or documents that are not necessary for determining that the criteria for approval have been met. The researcher is provided with a statement as to the reasons for the conditions and given the opportunity to respond.

Distinguishing conditional approval from deferral. It is important to understand the distinction between a decision of “conditional approval” and a decision of “deferral”, and the conditions for which each is appropriate. For example, the review outcome should be “deferral” if any additional information the IRB requests (e.g., about risk) is necessary for determining that the criteria for approval have been met. See Approval of Research with Conditions: OHRP Guidance (2010).
Example conditional approval point. Confirm the IRB’s understanding that a licensed clinician will administer the psychiatric evaluations and will follow the suicidal ideation safety protocol you have provided with your application. 
Example deferral point. Describe your plan for mitigating risks to subjects, given that psychiatric evaluations will be administered by students. For example, will there be a licensed clinician in attendance or otherwise available to assist should the evaluations indicate a subject may be at risk of immediate self-harm? In your response, provide the IRB with a suicidal ideation safety protocol.

Communication. The IRB provides researchers with a Conditional Approval letter listing the conditional approval points and requesting the researcher’s written response.

Verification. The researcher’s response is verified by an individual(s) designated by the IRB rather than at an IRB meeting. It is not necessary for the verification to be performed by an IRB member because verification is not considered to be an IRB review action. Unless otherwise indicated in the IRB meeting minutes, a HSD staff administrator is designated by the IRB to verify the conditions. If the verification requires medical, scientific, technical, or other expertise, the IRB designates an individual(s) with the requisite expertise to verify the response. The individual(s) verifying the response may consult the IRB Chair or other individuals with applicable expertise if they are unsure whether the response satisfies the IRB’s conditions. 
Unable to verify. The researcher is informed whether the response satisfactorily meets the conditions of the IRB. The researcher may be asked to provide additional materials or information to meet the conditions or may choose to offer an alternative to the conditions communicated by the IRB. If the researcher is not willing to meet the IRB’s conditions, the item must undergo re-review by the convened IRB; this is true whether the conditions were imposed by the convened IRB or a designated reviewer. This re-review results in reconsideration of the applicable criteria for approval, determinations and waivers, and a new IRB review outcome (e.g., conditional approval, approval, deferral).

Ongoing research. When granting conditional approval status to a continuing review or modification application, the IRB must specify whether any conditions need to be satisfied before the researcher can continue particular research activities related to those conditions. Such constraints are not considered a suspension.
Example. The IRB conditionally approves a continuing review application with the condition that the researcher submit a modification to add new information about the study risks to the consent form and describe their plan for reconsent, and that no new subjects may be enrolled until the conditions are met.

Studies with suspension or unresolved problems. A decision to conditionally approve can be made independently of any issues related to the problem or suspension, if the IRB expects that the issues will be successfully resolved (which may include modifications) such that the criteria for approval will still be met. Any suspension remains in place until the IRB explicitly lifts the suspension or decides to terminate the study.

Dates. When conditional approval is granted before the expiration date of the preceding IRB approval period, the IRB approval does not lapse even if the researcher needs additional time – beyond the date on which the preceding IRB approval would have expired – to satisfy some or all of the IRB’s conditions. The conditional approval date for an application is the approval date and the date conditions are verified is the effective date.

Modifications proposed with the conditional approval response. Additional changes are sometimes proposed by the researcher after the IRB has granted conditional approval but before approval has been granted. Changes that are administrative in nature (e.g., correction of typo) do not require additional IRB review because these are not changes to the research. Changes that meet the regulatory definition of a minor change may be reviewed by the IRB Chair or designated reviewer using expedited review procedures so long as all members of the IRB are advised of the changes that are approved under expedited review (e.g., by sending an email to the IRB members that attended that meeting). Changes that are more than minor require review by the convened IRB.

Level of review. Conditional Approval may be granted during an expedited review but it is generally unnecessary. This is because the expedited review process is almost always a single extended process between the designated reviewer and the researcher that isn’t tied to convened IRB meetings and therefore doesn’t require formal pre-approval review decisions.
	☒
	DEFERRAL
	Met

	A simple majority of the convened IRB determines that modifications, clarification, revised documents, and/or additional information are required in order to assess the applicable criteria for IRB approval. This means that the item is deferred for further review at a future date. Human research activities may not begin.

The IRB specifies what changes, information, and/or new or revised materials are needed in a written letter to the researcher. These requests should be directly relevant to the criteria for approval and required determinations.

Deferral is not an option for designated reviewers using the expedited process. It is not considered a deferral when a designated reviewer refers an application to the full convened IRB, which may happen when it becomes apparent that the item doesn’t meet the criteria for expedited review. Deferral responses may not be reviewed by the expedited process. 

Verification from other sources. The convened IRB or designated reviewer may determine that approval for a continuing review or modification application cannot be granted without verification from sources other than the researcher that no material changes have been made to the project since the last IRB review. The review decision must be “deferral” until the verification has been obtained (WORKSHEET Primary Reviewer, Continuing Review and Modification).
	☐
	DISAPPROVAL
	Met

	A simple majority of the convened IRB determines that the applicable criteria for approval are not met and the IRB is not willing to re-review the application again. Designated reviewers are not authorized to disapprove applications. None of the proposed research activities may be initiated if an application has been disapproved by the IRB.

An item is disapproved rather than deferred when the IRB believes that: 1) it is unlikely that the applicable criteria for approval will be met, even with substantial modifications and/or information; and/or 2) it is not possible to obtain (or the investigator is unwilling to provide) the substantial modifications or additional information that would be necessary to meet the criteria for approval. 

The IRB generally does not disapprove an item until there has been at least one attempt (i.e., deferral) to work with the investigator to find mutually acceptable changes that will allow the IRB to determine that the criteria for approval have been met. The IRB is strongly encouraged to continue to communicate any suggestions it has with the disapproval outcome. For example, the IRB may suggest that the investigator seek scientific review, redesign the project, and then submit a new application. 

The researcher is provided with a statement as to the reasons for the disapproval and given the opportunity to respond in writing.

Circumstances when disapproval may be appropriate. 
· The scientific rationale for the research is clearly inadequate when weighed against the research risks
· The resources to conduct the activity are not available
· The risks of the research outweigh the benefits, and the risks cannot be sufficiently reduced or mitigated
	☐
	SUSPENSION
	Met

	A simple majority of the convened IRB or the IRB Chair temporarily suspends approval for some or all parts of an approved research study if they determine: 1) that the research is not being conducted in accordance with the IRB’s requirements or IRB approved procedures; or 2) new information suggests the benefits of the research may be significantly less than previously expected or that the study has been associated with unexpected serious harm to subjects. The suspended activities must be immediately halted, except for those activities the IRB requires to continue for the safety or welfare of the subjects.

Purpose. Suspension is one of the most serious options available to the IRB and HSD in these circumstances, and is generally used only when noncompliance is serious and/or a significant pattern or when increased risks to subjects are immediate and significant. It allows for investigation and gathering of additional information, as well as the development of a thoughtful action plan which may involve significant modifications to the study.

Identifying the need for suspension. The need for suspension may become apparent to the IRB through: (1) reviewing a continuing review, modification, or RNI application from the researcher; (2) new information obtained by HSD staff through interactions with the researcher, post-approval monitoring or other routes; (3) new information from other compliance offices or federal regulatory agencies (e.g., a FDA MedWatch warning); or (4) a temporary suspension imposed by HSD management, based on new information.

Procedures. Regulations require the IRB to follow specific procedures after it decides to suspend research (SOP IRB Review).
Guidance.
· Federal regulations do not restrict the action of suspension to the convened IRB. However, it is HSD policy that only the convened IRB and IRB Chairs can take this IRB action. Other designated reviewers are not authorized to suspend research.
· UW policy has delegated suspension authority to the HSD Director, who has in turn delegated the authority to the other HSD managers. This is intended to be a temporary immediate action when necessary to protect subjects, and should always be confirmed or rescinded by the IRB as soon as possible (SOP HSD Management of RNI).
· A suspension may be lifted only by the convened IRB, even if the suspended study is otherwise eligible for expedited review.
· It is not considered a suspension when:
· IRB approval lapses due to a lack of continuing review.
· The IRB grants conditional approval to a status report that includes a condition that certain activities may not continue until a specific condition is met.
· A suspension is imposed by any entity other than the IRB or authorized HSD Manager (e.g., sponsor, DSMB, FDA, department chair).
	☐
	TERMINATION
	Met

	A simple majority of the convened IRB permanently withdraws (i.e., terminates) IRB approval for some or all parts of an approved study. This may occur after when the IRB determines that the actions required to adequately address serious or continuing noncompliance, significant increases in risk, or significant decreases in benefits cannot or will not occur. Only the full convened IRB is authorized to terminate approval. Terminated activities must be immediately halted, except for those activities and actions that the IRB requires for the safety and welfare of the subjects.

Purpose. Termination is the most serious option available to the IRB and is used only when there appears to be no viable options that would allow the research to meet the criteria for approval and the requirements of the IRB.

Identifying the need for termination. The need for termination typically becomes apparent in connection with suspension, when it has become clear that the conditions necessary to lift the suspension cannot, or will not, occur. However, on rare occasions, termination may occur without a preceding suspension if warranted by serious new risk information with no apparent possible mitigation or by information about the researcher. 

Procedures. Regulations require the IRB to follow specific procedures after it decides to terminate approval (SOP IRB Review).
	☐
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