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Stratton VA Medical Center

IRB Standard Operating Procedure

002-Continuing Review of Research
1 
POLICY

It is Stratton VA Medical Center’s policy to comply with all applicable federal, state, and local regulations, and ICH Guidelines in the conduct of human subject research studies. Written procedures are required for documenting expedited and full committee continuing review of research, and to report the IRB’s actions to the Principal Investigator(s).

2
DEFINITIONS – Refer to Appendix A
3
FORMS

Protocol Progress Report Form
Protocol

Abstract

PDS

Consent

Surveys or advertisements

HIPAA Authorization

Waiver of HIPAA Authorization

Exempt Protocol Progress Report – Should be reviewed by R&D annually
4
REFERENCE DOCUMENTS

45 CFR 46

21 CFR 50, 56 

38 CFR 16

VHA Handbook 1200.5  Requirements for the Protection of Human Subjects in Research

ICH Harmonised Tripartite Guideline For Good Clinical Practice (1 May 1996)

5
PROCEDURE

5.1
Upon initial or continuing approval of research, the IRB grants an interval of approval appropriate to the degree of risk, but no longer than 365 days. The expiration date of the research (last day of interval of approval) is the date of the most recent initial or continuing approval plus the interval of approval. The continuing review will be scheduled for the IRB meeting that will occur 1 month prior to expiration of approval.  The 1st. notice to the PI will be sent 2 months prior to that meeting.  A 2nd. notice will be sent to the PI 1 month prior to that meeting.
5.1.1  Continuing review must occur 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 participants have completed all research-related interventions.

5.1.2  Continuing review of research must occur when the remaining research activities are limited to collection of private identifiable information.

5.1.3  Significant new findings that arise from the continuing review process that might relate to the participant’s willingness to continue participation should be provided to participants.
5.2
Approximately three months before the date of the IRB meeting at which continuing review is scheduled to occur, the IRB staff sends a Protocol Progress Report Form and the Protocol Education Report to the Principal Investigator.

5.2.1
The Principal Investigator is expected to complete the progress   report form and provide all applicable attachments requested on the form.

5.2.1.1
The signature of the Principal Investigator(s) on the progress report ensures that all changes in previously approved research will be reported to the IRB. Proposed changes will not be implemented without IRB review and approval, except where necessary to eliminate apparent immediate hazards to the subjects.

5.3
Upon receipt of the progress report from the Principal Investigator(s), the Research Office stamps it with the date of receipt and enters the request into the database.

5.4
The IRB staff checks the progress report for completeness and accuracy, and if applicable, compares it to the previous year’s progress report.

5.4.1
Verify that the applicable consent form, HIPAA authorization, and any addendum consent, of an active study are the most recently approved versions.

5.4.2
Verify that copies of all applicable signed consent forms, HIPAA authorizations, and addendum consents, have been sent to the Research Office within 5 days of enrollment.

5.4.3
Verify that the subject lists for current and previous progress reports are consistent with the approved number for total enrollment.

5.4.4
Verify that the progress report accounts for any serious adverse events of subjects at Stratton VA Medical Center and its affiliates for which the Research Office received written summaries.

5.4.5
Verify that the Research Office received written summaries for any serious adverse events mentioned in the progress report.

5.4.6 
 Verify that a current copy of the research grant, and applicable, budget is in the file.

5.4.7   Verify that educational training requirements have been satisfied.

5.5
If any items are missing or questions have been answered unsatisfactorily, a member of the IRB staff will notify the Principal Investigator(s).  The IRB staff will not process the paperwork until all corrections have been made.

5.5.1
The IRB and/or IRB staff can use sources other than the Principal Investigator(s) for verification of information in the progress report, such as Data Safety Monitoring Board reports, independent audits, or investigative subcommittees to determine that no material changes have occurred since the previous IRB review.

5.6
If the IRB does not receive an accurate and complete progress report by the submission deadline date, the Principal Investigator(s) will receive a Notification of Expiration and a copy will be sent to the Care Line Leader/supervisor and Pharmacy, if applicable. This document will communicate to the PI the date on which the research approval will terminate and after which all research activities except those required for participant safety must cease.
5.7
If an accurate and complete progress report is not received by the date indicated in the Notification of Expiration, or if continuation of approval is not approved by the IRB, the research will become unapproved on the date that the prior approval period ends, and all research activities must cease except where required for participant safety. The IRB will decide whether the protocol should administratively closed/terminated, or remain suspended (see 5.9.6).
5.7.1
    The Notification of Expiration will request verification that:

5.7.1.1
No subjects are currently enrolled in the research OR 

5.7.1.2
Procedures are in place to minimize risks to current subjects when the research is suspended or terminated.

5.7.2
If no subjects are enrolled or if there are no subject safety issues identified, then the IRB will administratively suspend or terminate the research per SOP-003.

5.7.3
If subject safety issues are identified, and the research is suspended by the IRB, the IRB Chair or designee, in consultation with the COS, will determine if continuation of research interventions for enrolled subjects should continue.
5.7.4
If subject safety issues are identified, and the research is terminated by the IRB, the IRB Chair or designee, in consultation with the COS and the sponsor, will determine a course of action for all subjects on the study. 

5.7.5
A copy of the IRB decision will be placed in the research file.

5.7.6
Following the research going out of approval and if not terminated/closed by the IRB, the PI will have 30 days to submit complete continuation approval application. Failure to submit this application will result in the research being closed/terminated by the IRB. For research closed by the IRB, the PI will have 30 days to submit protocol closure documents for review and approval by the IRB. Following this action, if the PI wishes to conduct this research, it must be submitted as a new protocol and undergo full initial review as described in the Initial Review of Research SOP.
5.8
Principal Investigators who are sent a Notification of Expiration become           ineligible to submit new protocols until an accurate and complete progress report is received by the IRB and all other deficiencies are resolved.

5.8.1
    New research submitted by ineligible Principal Investigators will not be reviewed.

5.8.2
    Currently approved research is not affected by a Principal Investigator's ineligible status.

5.8.3
    The list of ineligible Principal Investigators will be distributed to IRB members with the agenda and included with the meeting minutes only when new information has been added  .

5.8.4
    Principal Investigators will be notified of their ineligible status in the Notification of Expiration along with the requirements for the PI to again become eligible. These requirements will include at minimum satisfactorily submitting all required protocol progress or study closure documents. These requirements may also include a statement from the PI explaining why the IRB requirements were not met, submission of a remedial action plan by the PI, and/or additional HRPP educational activities.
5.9
After the IRB staff member reviews the progress report, for completeness and accuracy, the IRB Chair or designee, recommends whether the research qualifies for expedited review (also used for exempt research) or requires full committee review.

5.10
Expedited Review Process:
5.10.1
The IRB Chair or designee will be assigned to review the protocol. This individual cannot have a conflict of interest with the research. If a COI is declared by the assigned reviewer, the protocol must be assigned to an appropriately designated IRB reviewer without  a conflict of interest to conduct the expedited review.

5.10.2
A progress report qualifies for expedited review if it meets criteria as written in 38CFR16.110 and VHA handbook 1200.5.  Continuing reviews of research regulated by the FDA will undergo full IRB committee continuing review.  The following is a summary of those situations that might qualify for expedited review.
5.10.2.1
The research is permanently closed to the enrollment of new subjects; all subjects have completed all research-related interventions; and the research remains active only for follow-up of subjects.    

5.10.2.2
No subjects have ever been enrolled and no additional    risks have been identified.  

5.10.2.3
The remaining research activities are limited to data analysis.

5.10.2.4
The research originally qualified for review under expedited review and no additional risks have been identified.

5.10.3
A member of the IRB staff pre-reviews the research. The review must be equivalent in rigor to a primary reviewer/full-committee review. The IRB Chair or designee conducts the review of:

5.10.3.1
The completed progress report form with current applicable consent, HIPAA authorization, protocol education report, and/or addendum consent.
5.10.3.2
Adverse events/safety reports/unanticipated problems involving risks to subjects or others received during the reporting period.

5.10.3.3
Withdrawal of subjects from the research or complaints about the research during the reporting period.

5.10.3.4
Summary of recent literature or findings.

5.10.3.5
Amendments or modifications received during the reporting period.

5.10.3.6
Relevant information about risks associated with the research or multicenter trial reports.

5.10.3.7
The current protocol including any modifications.

5.10.3.8
The updated Investigator Brochure, if applicable, received during the reporting period.

5.10.3.9
Monitor visit reports, if applicable

5.10.3.10
Compliance audit reports


5.10.4
The IRB Chair or designee conducting expedited review has the final authority in deciding if continuing review of the research qualifies for expedited review and may even if the research does qualify for expedited review, may recommend that full committee review be performed. For example, a protocol that qualifies for expedited review that involves a vulnerable population, may be felt to be more appropriately referred for full committee review.
5.10.4.1
The primary reviewer is provided with a primary reviewer form to record comments. The primary reviewer should provide sufficient comments and summary of the project on the review form to indicate and justify the expedited category of review.
5.10.5
    If the IRB Chair or designee finds the research acceptable,

5.10.5.1
The IRB Chair or designee completes the primary reviewer form
5.10.5.2
The IRB Chair or designee signs and dates the Expedited Review Continuation Approval letter, 
indicating the risk level for this reporting period and the new interval of approval with protocol specific findings justifying any determination required by the regulations.

5.10.5.3
The Expedited Review Continuation Approval letter, and approved, applicable stamped consent and HIPAA authorization, are sent to the Principal Investigator(s) and a copy in the Research Office study file..

5.10.5.4
The IRB is notified of the approval in the agenda of the next scheduled IRB meeting.  The risk level and new continuing review approval period is noted.
5.10.6
The Date of Approval of research approved under expedited review is the date the IRB Chair or designee signs the approval.  The approval period will be no longer than 365 days.
5.10.7
     If the research is granted approval with modifications:

5.10.7.1
The reviewer should indicate to the IRB staff whether the modifications may be reviewed and approved by IRB staff, or alternatively, be reviewed for approval by the reviewer. If the former, the modifications must be documented in sufficient detail by the primary reviewer to allow the IRB staff to verify the changes required by the IRB Chair or designee.

5.10.7.2
A Notification of Approval with Contingencies letter, listing all required modifications and conditions for approval, is sent to the Principal Investigator(s).

5.10.7.3
The Principal Investigator(s) responds to the Research Office with a copy of all modified documents within 30 days.

5.10.7.4
The IRB staff (or expedited reviewer – see 5.10.7.1) reviews the modified documents for confirmation of all modifications required by the IRB. 

5.10.7.5
If the submitted documents have not been modified as required, the Principal Investigator(s) is contacted by IRB staff and asked to submit the complete revision as requested.

5.10.7.6
Once the IRB staff determines that the documents contain all required modifications, the IRB Chair or designee signs and dates the Final Continuation Approval letter, indicating the risk level and the interval of approval.

5.10.7.7
If the Principal Investigator(s) does not return the required modified documents and continuing approval is not granted prior to the expiration date of the prior approval, the protocol will become unapproved on the date that the prior approval expires, and all research activities must cease except for participant safety. At the next scheduled IRB meeting, the IRB will 
determine whether to suspend or terminate the research per SOP-003.

5.10.7.8
A copy of the letter will be placed in the research file.

5.11
Full Committee Review Process:

5.11.1
Progress reports that are recommended for full committee review are placed on the agenda of the monthly IRB meeting and are distributed approximately two weeks in advance of the meeting. The agenda identifies all IRB members who are also participating in the research to alert the committee to a conflict of interest.

5.11.2
All committee members are given a copy of the following items to review:
5.11.2.1
Completed progress report form with current consent form(s), HIPAA authorization, and addendum consent, if applicable and number of subjects accrued.
5.11.2.2
A summary of adverse events/safety reports/unanticipated problems involving risks to subjects or others received since the last IRB review.
5.11.2.3
Withdrawal of subjects from the research or complaints about the research since the last IRB review.
5.11.2.4
Summary of recent literature or findings. 

5.11.2.5
Amendments or modifications received since the last IRB review.
5.11.2.6
Relevant information about risks associated with the research or multi-center trial reports.
5.11.2.7
Monitor site visit reports, if applicable
5.11.2.8
Compliance audit reports

5.11.2.9
Summary since the last IRB review of participant benefits
5.11.2.10
A current risk-potential benefit assessment based on study results.

5.11.2.11
IRB members may request to view the protocol file, relevant IRB minutes, or any information provided to any individual reviewer, before or during the convened IRB meeting by contacting the HRPP Coordinator.

5.11.2.12
The full protocol or a protocol summary containing relevant information needed to determine whether the proposed research continues to fulfill the criteria for approval.
5.11.3
The IRB Chair or designee, assigns two primary reviewers with scientific or scholarly expertise, who are not participating in the research. The IRB Chair or designee is assigned as a 3rd reviewer for all studies.
5.11.4
Primary reviewers are given a copy of the current protocol, including any modifications to the protocol, the protocol education report, and the updated Investigator Brochure (if applicable) received since the last IRB review  The primary reviewers are also provided with all of the information distributed to all committee members, as listed in 5.13.2.

5.11.4.1
Primary reviewers are provided with a primary reviewer form to record their comments.

5.11.5
The continuing review takes place at the monthly meeting of the convened IRB.

5.11.6
The IRB staff takes minutes at the IRB meeting pertaining to discussion of continuing review of research, and any controverted issues and their resolution.

5.11.7
Minutes are prepared within one week (but no later than 2 weeks) after the meeting and include:

5.11.7.1
The presence of a quorum throughout the meeting including the presence of one member whose primary concern is in a non-scientific area and a licensed physician if the research involves an FDA regulated article.

5.11.7.2
Attendance at the meetings including those members or alternate members who are participating through teleconference, and documentation that those attending through teleconferencing received all pertinent material prior to the meeting and were able to actively and equally participate in all discussions.

5.11.7.3
Alternate members attending the meeting and for whom they are substituting.

5.11.7.4
The votes for, against, abstaining, recused, and excused, as well as the recommended period of approval. IRB members with a conflicting interest must recuse themselves from voting.  Abstentions and recusals do not count towards the vote.
5.11.7.5
Modifications or any other changes to the research required by the IRB.

5.11.7.6
The basis for requiring changes in or disapproving research.

5.11.7.7
A written summary of any discussion of controverted issues and their resolution.

5.11.7.8
Documentation of required IRB findings with justification for protocol specific findings such as:

5.11.7.8.1
Alteration or waiver of requirements for informed consent

5.11.7.8.2
Waiver of requirement to obtain signed consent

5.11.7.8.3
Research involving vulnerable subjects




5.11.7.9
Risk level.




5.11.7.10
Approval period.

5.11.7.11
The minutes are approved by the IRB members at a subsequent IRB meeting.  They cannot be altered by anyone including a higher authority once approved by the IRB members.
5.11.8
If the research is approved as submitted, 

5.11.8.1
The IRB Chair or designee signs and dates the IRB Continuation Approval letter.

5.11.8.1.1
The Date of Approval is the date of the meeting at which the research was approved.






5.11.8.1.2
Approval period.






5.11.8.1.3
Risk level.
5.11.8.1.4
The Final Continuation Approval letter and a copy of the applicable stamped consent(s) and HIPAA authorization,are sent to the Principal Investigator and a copy in the Research Office study file.
5.11.9
   If the research is approved with modifications,

5.11.9.1
The modifications must be documented by the primary reviewer in sufficient detail to allow the IRB staff to verify the changes required by the IRB.  The IRB determines if the research study needs to come back to full committee fo review of modifications or that the Chair or designee may review the modifications using the expedited process.
5.11.9.2
A Notification of Approval with Contingencies, listing all required modifications and conditions for approval, is sent to the Principal Investigator(s).

5.11.9.3
The Principal Investigator(s) responds to the Research Office with a copy of all modified documents within 30 days.

5.11.9.4
The IRB staff reviews the modified documents for confirmation of all modifications required by the IRB.

5.11.9.5
If the submitted documents have not been modified as required, the Principal Investigator(s) is contacted by IRB staff and asked to submit the complete revision as requested. 

5.11.9.6
Once the IRB staff determines that the documents contain all required modifications, it will either be placed on the next agenda for the monthly IRB meeting for review by the full committee or expedited review by the IRB Chair or designee (as determined by the IRB at the previously convened IRB meeting.  The IRB Chair or designee signs the Final Continuation Approval letter.  The letter and a copy of the applicable stamped consent(s) and HIPAA authorization,are sent to the Principal Investigator(s).

5.11.9.6.1
The Date of Approval for research approved by the full IRB is the date of the IRB meeting at which the research was approved with or without modifications.

5.11.9.6.2
The Date of Expiration is defined as the Date of Approval plus the interval period (not less often than once a year).

5.11.9.6.3
The approval letter to the Principal Investigator will indicate the risk level for the reporting period and the new interval of approval.
5.11.9.7
If the Principal Investigator(s) does not return the required modified documents within 30 days,and continuing approval is not granted prior to the expiration date of the prior approval,  the protocol will become unapproved on the date that the prior approval expires.. At the next scheduled IRB meeting, the IRB will determine whether to suspend or terminate the research per SOP-003.  The IRB Chair or designee will notify the Principal Investigator in writing within 2 business days that:
5.11.9.7.1
The research must stop unless the IRB Chair or designee, in consultation with the Chief of Staff, finds that it is in the best interest of the individual subjects to continue participating in the research interventions or interactions.
5.11.9.7.2
Once notified of the expiration of approval, the Principal Investigator must immediately submit to the IRB Chair a list of research subjects for whom the expiration of approval would cause harm.

5.11.9.7.3
Enrollment of new subjects cannot occur after the expiration of IRB approval.
5.11.9.7.4
Such expiration of approval does not need to be reported to OHRP or ORO as a suspension of IRB approval.  The IRB approval automatically expires.

5.11.9.7.5
There is no grace period extending the conduct of the research beyond the expiration date of IRB approval.

5.11.9.7.6
Expiration must be reported to the sponsor.
5.11.9.8
A copy of the letter will be placed in the research file.
5.11.10    If the research is disapproved,

5.11.12.1
Consideration will be given to alternatives that will  protect subjects currently enrolled in the research.

5.11.12.2
The IRB Chair will notify the Principal nvestigator(s) in the Notification of Disapproval letter of the reasons for disapproval and will offer the Principal Investigator(s) an opportunity to respond in writing to the IRB by a given deadline.

5.11.12.3
If a written response is received by the deadline, the research and disapproval letter are reviewed at the next scheduled meeting of the IRB.

5.11.12.4
If a written response is not received by the deadline or the investigator does not contest the disapproval, the research remains unapproved. At the next scheduled IRB meeting, the IRB will determine whether to suspend or terminate the research per SOP-003.

5.11.12.5
A copy of the letter will be placed in the Research Office study file.

5.12
Consents, HIPAA authorization, and assents associated with approved research will be stamped with a Date of Approval and a Date of Expiration. A copy of the stamped consent(s), HIPAA authorization, assent, if applicable, and approval letter, indicating the risk level for the reporting period and the new interval of approval, will be provided to the Principal Investigator(s).

5.13
Copies of all research documents received and sent are filed in the Research Office.
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