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1. POLICY

The IRB conducts continuing review of research taking place within its jurisdiction at intervals appropriate to the degree of risk, but not less than once per year.

Specific Policies

The definitions of the terms used in this policy, but not defined herein shall have the meaning set forth in the Glossary.

1.1. Interval for Review for Purposes of Renewal.

The IRB must conduct continuing review of protocols for purposes of renewal of the IRB approval period, at intervals appropriate to the degree of risk, which is determined at the initial review, but not less than once per year.  “Not less than once per year" means that the research must be reviewed on or before the one-year anniversary of the previous IRB review date, even though the research activity may not have begun until some time after the IRB gave its approval.

Investigators are required to submit a periodic report (see form RR 404-A) prior to the expiration of the study or as specified by the IRB, but at least annually.  
1.2. Extensions of Approval Period.

There is no grace period extending the conduct of the research beyond the expiration date of IRB approval. Extensions beyond the expiration date will not be granted.  If Continuing Review Report forms and other requested progress reports are not received as scheduled, the investigator must suspend the study and study enrollment until reports are reviewed and approved. The IRB will determine whether continuation of research interventions or interactions in already enrolled subjects should continue by taking into consideration the best interests of the individual subjects.
However, if the investigator is actively pursuing renewal with the IRB and the IRB believes that an over-riding safety issue is involved, the IRB may permit the study to continue for the brief time required to complete the review process. However, no new subjects may be enrolled.  Prospective research data cannot be collected, and no procedures that are solely being conducted for the purposes of the protocol with no benefit to the subject may be performed until a Continuing Review Report or other progress report is reviewed and approved.

1.3. Criteria for Renewal.

Continuing review must be substantive and meaningful. When considering whether or not to renew a study, the IRB revisits the same criteria used to grant initial approval.  Therefore, the IRB (or the reviewers for protocols reviewed under an expedited procedure) must evaluate the risks and anticipated benefits to subjects and determine that:

· The risks to subjects continue to be minimized and reasonable in relation to the anticipated benefits;

· The selection of subjects continues to be reasonable in relation to anticipated benefits;

· Informed consent continues to be appropriately documented, and no disparity exists when a verification is made that the consent form version submitted with continuing review request is the same version as the IRB-approved consent form version on file with the IRB.

Additionally, if there are:

· Provisions for safety monitoring of the data, 

· Protections to ensure the privacy of subjects and confidentiality of data, and

· Appropriate safeguards for vulnerable populations.

Because it may be only after research has begun that the real risks can be evaluated and the preliminary results used to compute the actual risk/benefit ratio;, the IRB can then determine whether or not the study can be renewed at the same risk/benefit ratio, or if new information has changed that determination.

Each protocol due for continuing review will receive an initial review by a Research Compliance Analyst (a voting member of the IRB) acting as the Primary Reviewer. The Research Compliance Analyst will perform an initial assessment of the continuing review. If, in the opinion of the Research Compliance Analyst, the risk associated with the study has changed since the initial IRB review and approval, the continuing review is sent to the Primary Reviewer that initially reviewed the study for additional review.

In order to determine the status of the study, the following will be revisited:

· Current approved protocol including any amendments to protocol since initial review.  

· Consent/Authorization document:  Each member of the IRB shall review the currently approved consent document and ensure that the information is still accurate and complete.  Any significant new findings that may relate to the subject's willingness to continue participation should be provided to the subject in an updated consent/authorization document.

· 
1.3.1. Continuing IRB review is required as long as individually identifiable follow-up data are collected or analyzed on subjects enrolled in all protocols.  This remains the case even after a protocol has been closed to enrollment at all sites and protocol-related treatment has been completed for all subjects.  In these circumstances, these renewal requests may qualify for expedited review.

1.3.2. Continuing review of DSMB-monitored clinical trials:  When a clinical trial is subject to oversight by a DSMB whose responsibilities include review of adverse events, interim findings and relevant literature (e.g., DSMBs operating in accordance with the National Cancer Institute Policy for Data and Safety Monitoring of Clinical Trials), the IRB conducting continuing review may rely on a current statement from the DSMB indicating that it has reviewed study-wide adverse events, interim findings and any recent literature that may be relevant to the research, in lieu of requiring that this information be submitted directly to the IRB.  However, the IRB must still receive and review reports of local, on-site unanticipated problems involving risks to subjects or others and any other information needed to ensure that its continuing review is substantive and meaningful.

1.3.3. Continuing Review report:  All IRB members shall receive a copy of the continuing review form prepared and submitted by the Investigator.
1.3.4. Criteria for review more often than annually: Studies will generally be reviewed by the IRB more frequently if the study is high risk (usually at least semi-annually), if the IRB feels that the study population is especially vulnerable (usually at least semi-annually), if previous studies indicate a high incidence of adverse events, or if the IRB feels that close monitoring is indicated. The IRB may request interim reports at intervals deemed appropriate by the IRB in addition to the required continuing review. This finding will be determined at the fully convened IRB meeting and documented in the minutes.
1.4. Possible Outcomes of Continuing Review.

As an outcome of continuing review, the IRB may require that the research be modified or halted altogether. The IRB may impose special precautions or relax special requirements it had previously imposed on the research protocol.
At the discretion of the IRB, failure to notify the IRB (within time frames established in these policies) of: 
· changes in approved research prior to implementation of such changes, except where necessary to eliminate apparent immediate hazards to human subjects; 
· reportable local adverse events; 
· reportable significant protocol violations;
· other actions deemed to be in violation of federal regulations or the Aurora policies and procedures;
may result in action in accordance with the Noncompliance policy (Policy CO 601).

1.4.1. 
1.5. 

1.6. Expedited Review for Renewal.

A protocol that was originally reviewed using the expedited review procedure (see Policy RR 401) may receive its continuing review on an expedited basis.  Additionally, a protocol that received initial full committee review and approval that: 1) had no accrual during the previous period and no additional risks have been identified, 2) all research subjects have completed all research-related interventions, and research remains active only for long-term follow-up, or 3) remains open only to data analysis may be reviewed using an expedited review.  In addition, continuing review may be expedited when the research is neither conducted under an IND or an IDE and no other expedited review category applies but the IRB has determined and documented at a convened meeting that the research involves no more than minimal risk and no additional risks have been identified.

When conducting research under an expedited review procedure, the IRB Chair or designated IRB member conducts the review on behalf of the full IRB using the same criteria for renewal as stated in section 1.3 of this policy.  If the reviewer feels that there has been a change to the risks or benefits, he or she may refer the study to the full IRB for review.

1.7. Verification by Third Party.
It is within the purview of the IRB to determine that a particular study needs verification from sources other than the investigator that no material changes in the research have occurred since the previous IRB review [21 CFR 56.108(a)(2)]. The IRB may consult sponsors, consultants, regulatory agencies, etc. regarding a study in order to determine whether the IRB should approve, modify, halt or place conditions or requirements on the study or investigator in order to ensure the safety of human subjects.
1.8. Notification of IRB Action
Investigators will be notified in writing as soon as possible as to action taken by the IRB for any continuing reviews including, but not limited to any suspensions or terminations of approved studies, or special conditions placed on the study or enrollment.
The IRB will promptly provide written notice of the suspension or termination of approval of a research study to the Signatory Official. At the discretion of the Signatory Official, the President of the Medical Staff and the Site Administrator of the Facility where the research is being conducted will be notified. The IRB will also notify OHRP, and if applicable, the FDA, the sponsor, any granting agency, and the head of any supporting federal agency.



2. SCOPE

These policies and procedures apply to all research submitted for continuing review.
3. 

4. APPLICABLE REGULATIONS AND GUIDELINES

21 CFR 56.108,111

45 CFR 46.110, 111


OHRP Guidance on Continuing Review (July 11, 2002)
Federal Register Volume 63, No. 216 November 9, 1998
5. REFERENCES TO OTHER APPLICABLE SOPs


SOP 401
6. 
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