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Protocol Continuing Review 
Introduction:

The Department of Health and Human Services (DHHS) and the Food and Drug Administration (FDA) have specific regulations regarding IRB continuing review of ongoing research, to ensure that the rights and welfare of human subjects are protected.  They both require that the IRB conduct the continuing review at intervals appropriate to the degree of risk, but not less than once per year (45 CFR 46.109(e) and 21 CFR 56.109(f)), and for the review to be substantive and meaningful.

The aims of continuing review are to reappraise the research to ensure:

· The risk/benefit ratio is still acceptable.

· The measures taken to safeguard subjects are adequate.

· The approved protocol is being followed.

· The protocol reflects changes in the regulations for human subjects’ research that have been implemented since the last approval.

· To review the progress of the protocol since last review and the plans for the future based on the progress to date.

· Review adverse events, untoward reactions, or unanticipated problems that occurred since the last review.

· Evaluation of new significant findings that might relate to the participant’s willingness to continue and which should be provided to participants.

Although the IRB usually adheres to the scheduled date for a protocol’s continuing review, the IRB can determine that a protocol must have a continuing review at any time.

Definitions:

Continuing Review is periodic review of research activities necessary to evaluate the progress of the study and to determine whether the risk/benefit ratio has changed, whether there are unanticipated findings involving risks to participants or others, and whether any new information regarding the risks and benefits should be disclosed to participants.

Full Board Review is review of research involving human subjects conducted by the full IRB Board at a convened meeting where quorum is present and is in accordance with the requirements set forth in 45 CFR 46.108.

Expedited Review is review of research involving human subjects by the IRB Chair, a Vice-Chair, or by one or more experienced IRB members.  Expedited Review can only be used for protocols that meet the criteria for expedited review and approval as defined in the Federal regulations.

Administrative Hold:  A voluntary action by an investigator to stop research activities  in a currently approved protocol.
Minimal Risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves that those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests (45 CFR 46.102 (i)).

Inactive Protocol means a protocol where no participants have ever been enrolled at any site and no additional subject risks have been identified.

Expiration date is the last day that a protocol maintains IRB approval.  For example, an IRB approval letter that indicates that a protocol expires on “2/1/2009” is active through midnight on 2/1/2009 and no longer has IRB approval on 2/2/2009 if continuing review has not been obtained.

Policy:

A) Criteria for IRB Review Process

It is the policy of the IRB that all ongoing research protocols are periodically reviewed and that the review is conducted within 1 year of the previous approval (IRB Policy, Board Meetings and Administrative Policies), unless the research has been determined to be Exempt from Full Board or Expedited review (IRB Policy, Exempt Human Research). 
In addition, all ongoing research must receive continuing review (i) as long as the research remains active for long-term follow-up of participants (even when the research is permanently closed to the enrollment of new participants and all enrolled participants have completed the research-related interventions); and (ii) when the remaining research activities are limited to data collection.
1) Full Board Review
Research protocols that were initially or previously reviewed by a convened IRB, will receive full Board review at continuing review, unless the study is eligible for expedited review.  At Full Board review, the primary and secondary reviewers will conduct an in-depth review of the submission. For review, they will have access to the continuing review application ; the current informed consent document; all newly proposed and revised documents including consent forms and research plan; the complete protocol including any protocol modifications previously approved by the IRB; and a status report on the progress of the research (see section C for details). 
All other IRB members will have access to the same documentation but are required to review only the continuing review application , the current informed consent document, any newly proposed consent documents and revised research plan, the complete protocol including any protocol modifications previously approved by the IRB and a status report on the progress of the research, in enough depth to be familiar with them and be prepared to discuss them at the convened meeting.
Access to any information in the IRB protocol file is available either in hard copy or in the iRIS electronic IRB system.   IRB staff will make these items available for review upon their request. In addition, all IRB members may come to the IRB office at any time before and after the meeting, to review the complete IRB protocol file, meeting minutes, and information provided to the primary and secondary reviewers. 
The IRB may request additional review from expert consultants for any protocol where the Board believes it needs additional expertise to appropriately evaluate information presented in the continuing review submission.    

Although continuing reviews are usually assigned an expiration date of 1 year, the Board may require certain projects, as determined by an evaluation of the risk-benefit ratio, to be reviewed more frequently than yearly.  This can be either after a fixed period of time such as at six months or after a certain number of subjects have been studied. The expiration date for an IRB approved study is clearly indicated on the IRB approval letter and is the last day that the study is approved.
The minutes of the IRB meetings will document separate deliberations, actions, and votes for each protocol undergoing continuing review.  The rationale for any requested revisions must be documented.  The minutes of IRB meetings will reflect the IRB’s determination regarding which protocols require continuing review more often than annually.  The minutes will reflect any change in the level of risk (e.g., minimal or greater than minimal).  All requested changes and/or requests for additional information will be communicated to the principal investigator.

2) Expedited Review

Research protocols that were initially reviewed using the expedited review process may receive continuing review on an expedited basis, unless the previously met criteria in 45 CFR 46.110 have changed.  The expedited review procedure is conducted by the IRB Chair; Vice-Chair or an experienced member of the IRB designated by the Chair, with the assistance of the IRB administrative staff (IRB Policy, Expedited Review).  When reviewing research using the expedited procedure, the reviewer utilize the same information provided to primary and secondary reviewers at Full Board review, as outlined above.
Research protocols initially reviewed by a convened IRB but meeting one of the following criteria may also qualify for expedited review at continuing review:  

a) Subject Follow-up Only

The research is permanently closed to enrollment of new participants, all participants have completed all research-related interventions, and the research remains active only for long-term follow-up of participants.

b) Data Analysis Only

The remaining research activities are limited to data analysis.

c) Inactive Protocol

No participants have ever been enrolled at any site and no additional risks have been identified.  This criterion can be used for up to two years, after which the protocol will receive full board review.

d) Prior Board Approval for Expedited Continuing Review

New protocols that met the criteria for expedited review but, by the option of the IRB Chair, were initially reviewed at a Board meeting can receive expedited continuing review if expedited continuing review was approved by the Board at the time of the initial review.

B) Criteria for IRB Approval 

1) IRB Responsibilities

Continuing review must be substantive and meaningful and must follow the same approval criteria as that for initial review.  The IRB must determine that all of the following requirements are satisfied (45 CFR 46.111 and 21 CFR 56.111): 

· Risks to subjects are minimized (i) by using procedures which are consistent with sound research design and which do not unnecessarily expose subjects to risk; and (ii) whenever appropriate, by using procedures already being performed on subjects for diagnostic or treatment purposes.

· Risks are reasonable in relation to anticipated benefits, if any, and the importance of the knowledge that may reasonably be expected to result.

· Selection of subjects is equitable, taking into account the purposes of the research and the setting in which it is conducted.

· Informed consent will be sought from each prospective subject or the subject’s legally authorized representative in accordance with 45 CFR 46.116.

· Informed consent will be appropriately documented in accordance with 45 CFR 46.117.

· The research plan appropriately monitors the data collected to ensure safety of subjects.

· The subject’s privacy is appropriately protected and confidentiality of the subject’s data is maintained.

· Appropriate safeguards are included to protect the rights and welfare of subjects who are likely to be vulnerable to coercion or undue influence, such as children, prisoners, pregnant women, decisionally impaired, mentally disabled persons, or economically or educationally disadvantaged persons.

The IRB recognizes that protecting the rights and welfare of subjects sometimes requires independent verification that no material changes or other problematic events have occurred during the IRB-designated approval period. In these situations, the IRB will utilize sources other than the investigator, such as Department Research Review Committees, compliance and sponsor monitoring reports; data and safety monitoring board/committee reports; and Conflict Of Interest committee reports.
The IRB will consider the following factors in determining which studies require such independent verification: 

· The probability and magnitude of anticipated risks to subject
· The likely psychological condition of the proposed subjects

· The probable nature and frequency of changes that may ordinarily be expected in the type of research proposed
· Prior experience with the Responsible Investigator and research team 

· Any other factors that the IRB deems relevant 

In making determinations about independent verification, the IRB may prospectively require that such verification take place at predetermined intervals during the approval period, or may retrospectively require such verification at the time of continuing review. 
When reviewing the continuing review submission, the IRB ensures the following:

· That all informed consent document(s) are still accurate and complete.
· All significant new findings that arose from the continuing review process and relates to a participant’s willingness to continue participation, are provided to participant by the Responsible/Principal Investigator.
2) Departmental Review

Prior to review by the IRB, all continuing reviews must be reviewed and approved by the applicable Department Research Review Committee(s).  If the Department does not have a Research Review Committee, the Department Chair of the principal investigator may review and approve the continuing review prior to submission to the IRB (IRB Policy, Department Review of Protocols).

3) Additional review

Additional or more frequent continuing reviews may be required for protocols conducted by principal investigators who previously have failed to fully comply with Federal regulations or the requirements or determinations of the IRB.  This also applies if information provided in continuing review reports or from other sources suggests that non-compliance with IRB policies and procedures may have occurred.

4) Audits of protocols

If the IRB finds that the amount of risk to be incurred by participants in a research protocol requires independent verification, from sources other than the investigator, the IRB will perform an audit under the direction of the Center for Clinical Research and Technology’s Office of Research Compliance and Education (ORC).  Reports of the audit will be forwarded to the IRB for review (IRB Policy, Non-compliance with Human Subjects Regulations). 

C) Investigator Responsibilities

Research approved by the IRB may only continue for the approved duration set by the IRB. i.e., stipulated time period or a specified number of subjects. The Continuing Review submission must include detailed information about the progress of the study, the number and type of participants consented since the last approval, a summary of protocol events and deviations (if any), a report of subject complaints (if any), and a review of any significant, relevant literature published since the last approval.  If any changes are proposed since the last IRB review, the amendment should be described and the revised documents submitted. 
All significant new findings that arise from the continuing review process and relates to a participant’s willingness to continue participation must be provided to participant by the Responsible/Principal Investigator.

Continuing review must occur until data collection and data analysis is complete. However data analysis (not data collection) can continue after study termination if the data is de-identified. 

The required information that must be submitted for a continuing review is outlined below.  In preparing the continuing review submission, it is important that subjects are not identified by name. 
1) Status report 
The progress report must be as informative and as succinct as possible, and must address the following:

· Summary of enrollment activity:

· The total number of participants enrolled at the UH site.

· The number of participants enrolled at the UH site since the last review.
· The number of participants active in the study at the UH site.
· The number of participants to be enrolled at the UH site in the coming year.
· For multi-center studies, the total number of participants enrolled at all sites; and the number of participants needed to complete the study.

· The number of participants that have withdrawn from the study and the reason for their withdrawal.

· A summary since the last IRB continuing review of all adverse events; unanticipated problems involving risks to participants or others; and protocol deviations (IRB Policy, Event Reporting - Unanticipated Problems, Adverse Events and Protocol Deviations) The IRB encourages the use of the Summary Log of Internal/External Adverse Events). For adverse events, the description should also include: 
· The seriousness of the events, i.e., death, serious, or non-serious.

· Whether the events were expected or unexpected.

· Whether the events were study related, possibly study related, not study related, or unknown relation to the study.  
· Whether the frequency, severity or specificity of adverse events has changed.

· For external adverse events, a statement regarding whether the events affect the conduct of the research (e.g. risks; benefits; alternatives). 

· A summary of subject complaints.

· Problems associated with the recruitment of participants.

· A summary of the study findings, including results and publications; and an assessment as to whether the risks and benefits of the research have changed.

· Any relevant publications/data that would affect the risk/benefit ratio.
· Data and Safety Monitoring Committee/Board and Data and Safety Monitors’ reports, including interim findings and recommendations.

· Trial reports from multi-center sites.

· A change in investigator conflict of interest.

· A description of approved amendments since the last review.

· A description of the plans for the coming year. 
Status report for Chart review or discarded tissue studies

For studies involving chart reviews or discarded tissue, the status report must include: the number of charts reviewed or the tissue samples obtained; unanticipated problems and protocol deviations; a summary of study findings; description of approved amendments since the last review; and a description of the plans for the coming year. Continuing reviews for chart review studies and discarded tissue studies usually qualify for expedited review (IRB Policy, Expedited Review).

2) Departmental Review(s)

The principal investigator must submit the research protocol to the applicable Department Research Review Committee(s) for approval prior to submission to the IRB for continuing review.  Review by the Department Research Review Committee where the principal investigator has his or her primary appointment is always required (IRB Policy, Department Review of Protocols).  If a Department does not have a Research Review Committee the Department Chair of the principal investigator must approve the protocol by providing a signed approval letter.  At continuing review the principal investigator is only required to obtain approval from the Department in which he or she is appointed.  If subjects are under the care of a Department other than that of the principal investigator, and approval has not been previously obtained, then additional departmental reviews may be required (IRB Policy, Additional Required Reviews).

For protocols involving previously approved electrical devices, documentation is required that the device has been inspected at regular intervals.  The date of the last inspection must be provided to the IRB.

For protocols that previously received radiation safety committee approval, information regarding any changes or updates related to radiation exposure should be discussed.  Additional Radiation Safety Committee review and approval maybe required based on changes that occurred since initial review.

3) Informed Consent Documents  

The current approved informed consent documents, along with any revisions submitted at the time of continuing review, will be reviewed by the IRB to ensure that the information is still accurate and complete, and that subjects are fully informed of the risk and benefits associated with the research.  Any significant new findings that may affect the participants’ willingness to continue to participate must be disclosed in an updated informed consent document.  All active protocols with informed consent documents must have approved stamped consent forms at all times even if the protocol is closed to subsequent subject enrollment.
4) New Amendments to Protocol Submitted at the Time of Continuing Review  

Amendments or revisions to a research protocol, including informed consent documents, may be submitted at the time of continuing review.  All the appropriate documentation addressing the amendment must accompany the submission.  The investigator must submit two copies of the revised document with the changes highlighted or tracked and two clean copies.  The IRB must review and approve an amendment prior to its implementation (IRB Policy, Protocol Amendments).

D) Expiration of IRB Approval

The Federal Regulations (45 CFR 46.109(e) and the UHCMC IRB do not allow for the conduct of research beyond the expiration date of IRB approval.  The Principal Investigator is responsible for ensuring that the research is submitted to the IRB for continuing review in an appropriate time frame, in order to avoid a lapse of IRB approval. The date by which a protocol must receive its continuing review is listed on the approval letter and indicates the date that the protocol is approved through. In order to avoid a lapse in Continuing Review, the investigators must plan ahead to meet the required continuing review dates specified by the IRB. The UH IRB recommends that a continuing review application is submitted by the Principal Investigator/ Responsible Site Investigator 6 weeks prior to the expiration of the study.

The iRIS system will indicate when a protocol is ready to expire and will automatically send courtesy notices to investigators.  If your protocol is still maintained as a hard copy submission, a courtesy notice is emailed to investigators by e-mail or inter-office mail, ten weeks and six weeks prior to the expiration date of the protocol. If a study has expired because the IRB has not granted continuing approval by the expiration date (regardless of whether the application materials have been received by the expiration date), a member of the IRB staff will send a correspondence to the investigator to inform them that all research activities must cease once the study expires.  In addition, clarification as to whether any research activities have occurred after the expiration date is requested from the investigator. The correspondence, together with the investigator response is placed in the IRB file. The information is copied and distributed to all IRB members at the IRB meeting when the study is reviewed; or in case of expedited review it is provided to the IRB member performing the review.
In addition, if the IRB has not reviewed and approved a research study by the continuing review date specified by the IRB, all research activities must stop. Research activities include but are not limited to the following:

· recruitment;

· enrollment;

· study interventions and subject interactions (i.e. any involvement of current participants including the scheduling of study visits); and   

· data analysis, this also includes looking at new subject information

The IRB has the authority to allow the continued participation of subjects in research for which IRB approval has lapsed while the continuing review process occurs, if there are overriding clinical or safety concerns or ethical issues that indicate it is in the best interest of the participants to continue.  In such cases, the study will be closed to new enrollment and all data analysis must stop until the IRB completes the review process.
If an investigator makes a clinical determination that immediately stopping all or some of the research activities would not be in a subject’s best interest, the investigator must inform the IRB in writing on a subject-by-subject basis. This formal request must be made in advance of the protocol expiration date and must include the rationale and justification as to why the research activities should be allowed to continue. It should also include a confidential list of the research participants (identified by study number or initials only) for whom suspension of the research would potentially increase risk. This information must be submitted to the IRB office using the IRB Checklist, Report Unanticipated Problem or Protocol Deviation (U/D) if the protocol is hard copy or submitting a request using the U/D form in the iRIS system.     

In addition, any such exception for clinical necessity must be well documented and justified by the investigator in the information provided to the IRB as part of the continuing review application. The investigator must also include the list of research participants (identified by study number or initials only) for whom suspension of the research would potentially increase risk.  

If a continuing review submission is not reviewed and approved by the IRB before the study expires, the IRB will inform the investigator that the study approval has expired and that no research activity, including data analysis may occur during the lapse in approval.  If a continuing review submission is not received for review within thirty (30) days of the expiration date, the IRB Chair or designee will issue a letter to the investigator to inform them that the expired study has been archived by the IRB Administration Office and that in order for the research to continue, a new protocol must be submitted to the IRB for consideration. The letter will be copied to the appropriate UHCMC Department Chair.    The investigator must submit a “Closure” form to report the final study results to the IRB before IRB approval for any new protocols can be granted. 
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 continuing review 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.
If the investigator continues to conduct the research after the study has expired (without prior approval from the IRB that it is in the best interest of the current subjects to continue activity), this becomes an issue of non-compliance and will be processed as described in the UHCMC IRB policy “Non-Compliance involving Human Subject Research” and is reportable to the IRB using the “Report Unanticipated Problem or Protocol Deviation (U/D)” application..  The matter may also be reportable to the UH Compliance Officer, and to applicable regulatory or funding agencies (see, IRB policy, Reporting to Regulatory Agencies, Department Heads and Institutional Officials).
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