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VANJHCS

Institutional Review Board
Standard Operating Procedures

CONTINUING REVIEWS

1 Overview
Institutional Review Boards are required by federal regulation to conduct continuing reviews of research at intervals appropriate to the degree of risk, but not less than once a year.  (Refer to subparagraph 7b for information on commencement of research). (AAHRPP II.2.D.)
Federal regulations do not provide for exceptions to the requirement for continuing review; therefore, failure by the Principal Investigator (PI) to ensure timely IRB review is a serious compliance matter that may result in termination or suspension of the research study.  Serious or continuing non-compliance may result in termination or suspension of research privileges. 
Federal Regulations require that continuing review of research must be substantive and meaningful.  In accordance with the VA (38 CFR 16.108(b), 38 CFR 16.115(a) (2) and HHS regulations (45 CFR 46.108(b) 46.115(a) (2), continuing review by the convened IRB, with recorded vote on each study, is required unless the research is otherwise appropriate for expedited review under DHHS 45CFR 46.110 VA 38 CFR 16 & 17, FDA 21 CFR Parts 50 & 56.  (AAHRPP II.2.D; AAHRPP II.2.E.)
2 Investigator Procedures 

The PI is responsible for the timely submission of sufficient continuing review materials to the IRB to ensure there is ample time for completion of the continuing review and approval prior to study expiration.  The recommendation is to submit continuing review materials to the IRB a month prior to the expiration date of the study.  (AAHRPP II.2.D.; AAHRPP II.2.E.)
1. The original plus copies of each of the most recent versions of the following must be submitted for continuing review unless the remaining research activity is limited to data analysis.  (See below for submission requirements for studies undergoing data analysis). Refer to the R&D website to determine the number of copies to be submitted.  (AAHRPP II.2.D.; AAHRPP II.2.E.)
· Human Research Scope of Practice and Privileges (for Associate Chief of Staff for Research and Development)

· “IRB Continuing Review Request”

· Updated abstract

· HIPAA Waiver (Attachment B) when applicable

· Unstamped current consent form (10-1086) – Using the most recent consent template on the Research Intranet site

· IDMC Screening Tool

· HIPAA Authorization document

· One copy of the Consent Master List if subjects have been enrolled.

· Copies of consent forms, HIPAA Authorizations and IDMC Screening tools completed since the last IRB review if not scanned into the medical record. 

· Advertisements and/or flyers when applicable

· Questionnaires when applicable

· Recruitment letters when applicable

· Educational materials, audio and or video tapes, etc. when applicable
· Data assessment tool when applicable
2. If the research activity is limited to data analysis or limited to presentation of study results or publication of study results, only submit the original and 1 copy of an updated abstract and Project Data Sheet that includes the following information.
· A summary of the research activities that have occurred since the last IRB review.

· A statement certifying that the study only involves data analysis, which is proceeding in accordance with the IRB-approved research protocol, and there are no problems to report.

· If there are problems to report, the IRB staff must be contacted.

3. Any abstracts, presentations, or publications must be submitted to the R&D Committee for review.
3 Administrative Procedures
Continuing Review Reminders

Approximately six to eight weeks prior to the IRB meeting that precedes a study’s expiration of IRB approval, IRB staff will generate a “Human Studies Subcommittee (IRB) Continuing Review Submission” form.  The IRB staff distributes this via e-mail to the PI and alternate contact person along with the current abstract and Project Data Sheet on file from the PROMISE Research & Development Information System (RDIS) database.  
· The “Human Studies Subcommittee (IRB) Continuing Review Submission” form instructs the PI on what is necessary for submission of a complete continuing review packet.  Also included in the form is the submission form due date, the continuing review date, the approval expiration date, and the consequences of failure to comply with federal regulations.  
IRB staff will generate a second e-mail reminder to the PI and alternate contact person if no continuing review packet is received three weeks prior to the IRB meeting that precedes the study’s expiration of IRB approval. 
If the IRB Staff does not receive the continuing review packet by the submission deadline designated for placement on an IRB meeting agenda that occurs immediately prior to the study’s expiration of IRB approval, the research study is placed on the IRB agenda as a notification to the IRB that IRB approval of the study has expired.  Expiration of IRB approval occurs automatically and is not an action of the IRB.  
Determining the Date of Expiration of Approval 

The expiration date of the approval period, which is the date by which the next continuing review must occur, may be as late as one year after the date of IRB approval.  
Note: At the VANJHCS the expiration date is the last date on which the research is still approved (not the first date at which there is no longer IRB approval).  Example: Research approved on January 1 (with a one year continuing review interval) will have an expiration date of December 31 which is the last day that the IRB approval is still in effect.  
DETERMINING DATE OF EXPIRATION OF APPROVAL WHEN NOT MATINING ANNIVESARY DATE
1. The date of IRB approval of a study is used to determine when IRB approval expires (and before which continuing review must be performed).

a. No Conditions.  If the convened IRB approves the study with no requirement for modifications, the date of approval is the date of the convened IRB meeting at which approval was granted.

b. Minor Conditions.  If the convened IRB approves the study contingent on specific minor modifications to the protocol or the informed consent form, the date of approval for the purpose of determining the date of continuing review is the date the study was approved by the convened IRB (contingent approval meeting date) contingent on minor conditions being addressed.  (The Chair or designated experienced voting member(s) confirms that the contingencies have been completed after the meeting; however, the date of approval falls back to the meeting date.)
c. Substantive Conditions.  If the convened IRB defers approval of a study contingent on substantive modifications or clarifications to the protocol or the informed consent form, the date of approval is the date the substantive modifications or clarifications were approved by the convened IRB (at a later meeting).

d. Expedited Review.  If the expedited review procedure is employed, the date of continuing review of the research study is based on the date the IRB Chair, or experienced IRB voting member(s) designated by the IRB Chair, gives IRB approval to the research study.  
DEFINING WHETHER CONDITIONS (OR MODIFICATIONS) FOR APPROVAL ARE MINOR OR SUBSTANTIVE
1. MINOR CONDITIONS (OR MODIFICATIONS) for IRB Approval that may be reviewed through an Expedited procedure:
a. Definition: Minor Conditions (or Modifications) are modifications that are Directive or Non-Substantive

(1) Directive - specific changes or revisions requested of the investigator to secure approval

(2) Non-Substantive – a change in which the modifications for IRB approval, make no substantial alteration in:

(a) Risks to subjects

(b) Selection of subjects

(c) Informed consent process

(d) Informed consent documentation

(e) Safety and monitoring

(f) Subjects’ privacy or data confidentiality

2. SUBSTANTIVE CONDITIONS (OR MODIFICATIONS) FOR IRB APPROVAL That Require Review A Convened “Full Board” Meeting
a. Definition: Substantive Modifications include modifications that are Substantive or Non-directive
(1) Definition: Substantive Conditions (or Modifications) are modifications that involve:

(a) More than minimal risk to the research subject or 
(b) Major changes in the direction of the study that may substantially change the purpose of the study or the risk/benefit ratio, or 

(c) May impact a participant’s decision to remain in the research

(2) Definition: Non-Directive Modifications are modifications that involve:
(a) Questions, Clarifications or Requests for information related to criteria for approval.
· NOTE: Requests for clarification to confirm that an understanding is correct are not substantive modifications (even if they are in regard to criteria for approval)

Determining Date of Expiration of Approval When Maintaining the Anniversary Date
1. For Continuing Review When Maintaining the Anniversary Date of Expiration of Approval (Applies to Both Convened Meeting and Expedited Review) 
a. In order to apply the provisions for maintaining the anniversary date at continuing review, the IRB must review and approve the study with or without conditions within 30 days prior to expiration of IRB approval.

b. For all subsequent (following the first continuing review) continuing reviews of a research study, the anniversary date of the initial expiration date will be used as the expiration date. 

2. For Continuing Review when IRB Approval Lapses [Either because of late submission by the PI or because the IRB is unable to grant approval (with or without conditions) prior to expiration] 

· When IRB approval of an ongoing research project lapses and the IRB subsequently re-approves the project, the IRB may approve the project for one year and establish a new anniversary date for the expiration date of subsequent approval periods, or the IRB may re-approve the project for a period of less than 1 year so as to retain the original anniversary date on which prior approval periods expired.
4 IRB Staff Review of Continuing Review Submission
Once the above-mentioned continuing review items from the investigator are received in the R&D Office, the IRB Staff:

1. Screens and reviews the packet for presence and completeness of required items. (Refer to the Intake and Processing of Submissions for IRB Review SOP).
2. Stamps the original packet with current date.

3. Places the research study on the next IRB agenda. 

4. The HRPP Health Science Specialists or the IRB Coordinator assigns one primary reviewer to review the research study from the current list of voting IRB members based on expertise and experience in relation to the research.  The Roster of IRB members includes each member’s specialty and is available as a reference.  As necessary, the IRB member’s CV or resume is reviewed.  When questions regarding necessary expertise arise, the HRPP Health Science Specialists or the IRB Coordinator will contact the IRB Chairperson who will determine if the review can be completed by current membership or if an ad hoc member is necessary.  If an ad hoc member is necessary, the IRB Chair will make the appropriate contact, determine who will be contacted to serve as the ad hoc member, or allow the convened IRB to determine who will be contacted to serve as an ad hoc IRB member. (AAHRPP II.1E.)
5. Provides each primary reviewer with a primary reviewer sheet and a copy of the following unless the research activity is limited to data analysis or limited to publication/presentations of study results.  (If the research activity is limited to data analysis or presentation/publication of findings, the primary reviewer will receive the primary reviewer sheet, abstract, and Project Data Sheet). (AAHRPP II.2.D.; AAHRPP II.2.E.)
· “IRB Continuing Review Request” 
· Any relevant multi-center trial reports 

· Updated abstract

· Unstamped current consent form (if enrolling human subjects)
· IDMC Screening (if enrolling human subjects)
· HIPAA Authorization document (if enrolling human subjects)
· HIPAA Waiver (Attachment B) when applicable
· Protocol (or Application to Undertake Research Involving Human Subjects)

· Advertisements and/or flyers when applicable
· Questionnaires when applicable

· Recruitment letter when applicable

· Educational materials, audio and or video tapes when applicable
· Data assessment tool when applicable
· Protocol History (computer generated) which includes a listing of events (i.e. initial review, amendments, notifications, etc.), their associated items and excerpts from IRB minutes for each event

6. Provides IRB members who are not a primary reviewer for a particular project with a copy of the following: 

· “IRB Continuing Review Request”
· Updated abstract

· Unstamped current consent form (if enrolling human subjects)
· IDMC Screening (if enrolling human subjects)
· HIPAA Authorization document (if enrolling human subjects)
· HIPAA Waiver (Attachment B) when applicable

· Questionnaires when applicable

· Recruitment letter when applicable

· Educational materials, audio and or video tapes when applicable
· Data assessment tool when applicable
7. Provides the entire active IRB file and any relevant minutes to any IRB member upon request prior to or during IRB meetings.  Any of the documents provided to the Primary Reviewer will be provided to any other members upon request.  
8. The original documents are kept in a temporary file in the R&D Office until approved.  Once approved, a folder containing the submitted documents is created and placed in the active research projects file area within the R&D Office.

9. Subsequent to the continuing review session, the IRB staff drafts the minutes of the IRB meetings to document separate deliberations, actions, and votes (documenting # of votes for, against and abstaining) for each research study undergoing continuing review by the convened IRB.
10. When the IRB approves research with conditions, the IRB must document, both to the investigator and in the minutes for research reviewed at a convened meeting:

a. All condition that must be satisfied by the investigator

b. The date when the IRB chairperson or designated individual, determines that all conditions of IRB approval have been satisfied

(1) Date of IRB approval
(2) Date by which continuing review must occur

5 IRB Review and Approval of Continuing Review Submission (AAHRPP II.2.C.)
All IRB members have the responsibility to review the continuing review submission (including the informed consent form) in accordance with the principles outlined in federal regulations 38CFR16, 45CFR46, and 21CFR50&56.  Continuing review of research is based on the degree of risk, but must occur no less than once per year and the IRB has the authority to observe or have a third party observe the consent process and the research (AAHRPP II.2.D.; AAHRPP II.2.E.)  
1. The assignment of the primary reviewer is documented as part of the IRB agenda.
2. The IRB primary reviewer conducts an in-depth review of provided materials (AAHRPP II.1.A).  A written report (in the form of the reviewer worksheet) is submitted to the IRB Staff for studies undergoing expedited review and a written report (in the form of the reviewer worksheet) and a verbal report is submitted to the convened IRB for studies undergoing full board review. For a description of the primary reviewer presentation at full board meetings and IRB deliberation, please see IRB Role and Function SOP section under Duties of the IRB Members titled: Procedures for Full Board Presentation and Consideration of Initial and Continuing Reviews.

· The documents reviewed should include the complete documents received from the investigator. They are received approximately one week prior to the IRB meeting.

· The primary reviewer should make note of any changes, adverse events, protocol deviations, and any noncompliance on the part of the investigator(s).  The primary reviewer is also responsible for reporting any problems with respect to enrollment, such as injustices related to the number, gender, minority status, age, or other vulnerable status (i.e. pregnant, imprisoned, or disadvantaged) of recruited subjects. 
· The discussion and outcome of the convened IRB is recorded in the minutes of the IRB meeting.
3. Prior to the IRB meeting, all IRB members have the responsibility to review the materials received including the consent form document and to ensure that all pertinent components of informed consent are contained and appropriate.
4. Each continuing review must be as substantive and meaningful as the initial review.  The review criteria used are specified in the reviewer worksheet and include, but are not limited to: determinations by the IRB regarding risks, potential benefits, informed consent, and safeguards for human subjects.

a. The continuing review materials are reviewed with the working presumption that the research, as previously approved, does satisfy all criteria for approval.  
b. When reviewing the informed consent form and any proposed changes, the IRB should ensure that the document is current, accurate, and complete.

· Any significant new findings that may relate to the subject’s willingness to continue participation must also be provided in the informed consent document, in accordance with HHS regulations at 45CFR46.116(b)(5).  (AAHRPP II.3.F.)

c. The IRB will determine how often it should reevaluate the research project based on the degree of risk.  The continuing review will be appropriate to the degree of risk, but not less than once per year. (AAHRPP II.2.D.; AAHRPP II.2.E.; AAHRPP II.3.A.) 
5. The IRB may approve a research study with conditions (e.g. grants contingent approval).  The IRB should be careful to specify whether any conditions need to be satisfied before an investigator can continue particular research activities related to these conditions.  The IRB may require the investigator as a condition of approval:

a. Makes specified changes to the research study documents (e.g., protocol, informed consent form, questionnaires, etc.)

b. Make specific provisions for subject enrollment such as allowing research activities to continue with currently enrolled subjects but not allow for new enrollment of subjects until the investigator meets the conditions specified by the IRB (e.g., modification of screening procedure).  Note that this would not be considered as a suspension of subject enrollment or a suspension of IRB approval that would be reported to the Office of Research Oversight.
c. Confirms specific assumptions or understandings on the part of the IRB regarding how research will be conducted.

d. Submit additional documents based on the assumption that conditions are satisfied and that the IRB can make all of the determinations required for approval under HHS regulations at 45 CFR 46.111 and if applicable, subparts B, C, or D of 45 CFR part 46.

6. Regarding research reviewed and approved with conditions by the IRB at a convened meeting, the IRB may designate the IRB Chairperson, IRB member, consultant, or IRB Office staff having the appropriate expertise to review responsive materials from the investigator and determine whether the conditions have been satisfied or not satisfied as well as whether further review by the IRB at a convened IRB meeting is necessary.
7. The IRB may determine whether expedited review procedures may be used to conduct continuing review of research studies.  

a. The IRB may use an expedited review procedure to conduct continuing review of research studies that:

· Involve only procedures described in expedited review categories 1-9 authorized by 45 CFR 46.110 or 21 CFR 56.110 (as described in the IRB Expedited Review SOP) and

· Are found by the IRB to involve no more than minimal risk to the subjects

b. The IRB may determine that a research study that was not eligible at initial review for expedited review may qualify for expedited review if the research was previously approved by a convened IRB and (per category 8a):

· The research study is permanently closed to enrollment of new subjects; 

· All subjects have completed all research-related interventions; and 

· The research remains active only for long-term follow-up of subjects

c. The IRB may determine that a research study that was not eligible at initial review for expedited review may qualify for expedited review if:

· No subjects have been enrolled and no additional risks have been identified since the IRB’s most recent prior review (category 8b) or
· The remaining activities are limited to data analysis and that data contains identifiable private information about the subjects of the research (category 8c).
d. The IRB may determine at a convened meeting that a research study that was not eligible at initial review for expedited review may qualify for expedited review if:

· The research is not conducted under an investigational new drug application (IND) or an investigational device exemption (IDE);

· The IRB has determined and documented at a convened meeting that the research involves no greater than minimal risk to subjects; and
· No additional risks have been identified.

6 IRB Procedures Following Review and Discussion
After review and discussion, the IRB has the following options:
1. APPROVAL WITHOUT CONDITIONS.  
· When the IRB Reviews and Approves Research Without Conditions at a Convened Meeting the effective date of the initial approval is the date of that IRB meeting. 

2. APPROVAL WITH MINOR CONDITIONS (Expedited Review Procedure) The IRB may approve research contingent on specific minor modifications to the protocol or the informed consent form (AAHRPP II.2.D.; II.2.E.)
a. In this circumstance, further review by the IRB at a subsequent convened meeting is not necessary in order for the initial approval to become effective.
b. The PI must be notified in writing of the minor modifications that are required for IRB approval.

c. The IRB Chair, or an experienced IRB voting member designated by the Chair, may use expedited review procedures to verify that the specific minor conditions were met.  
d. The study cannot proceed until subsequent review and approval of the materials submitted in the investigator’s response to the minor conditions specified by the convened IRB. 
e. The date of approval (for the purpose of determining the date of expiration of IRB approval) is the date the study was approved by the convened IRB contingent on minor conditions being addressed.
f. Investigators must be notified in writing when the IRB Chair or designated IRB voting member has approved the minor conditions.
g. The approval of minor conditions by the Chair or designated IRB voting member must be documented in the minutes of the first IRB meeting that takes place after the date of the approval of the minor conditions.
3. DEFERRAL FOR SUBSTANTIVE CONDITIONS
a. There are two circumstances under which the continuing review must be deferred to a subsequent meeting: 

(1) Regulatory Criteria For Approval Not Met: When the IRB is not able to make all of the determinations required for approval under the Common Rule (Title 38 CFR 16) and requirements specified in VHA Handbook 1200.05 (with or without conditions).

(2) Substantive Conditions for Approval: When the convened IRB requests substantive clarifications or modifications regarding the protocol or informed consent documents that are directly relevant to the criteria for approval.

b. The date of approval is the date the substantive modifications or clarifications were approved by the convened IRB. 

As described above, the IRB has the following three options:

· APPROVE:  Outright approval of the amendment or change.
· REQUIRE MODIFICATIONS:  
a. Full IRB Review.  
b. Minor Modifications for IRB Approval – That will be reviewed with an Expedited procedure.  
· DISAPPROVE:  Disapproval may require the submission of an entirely new Continuing Review submission.  
7 Following IRB Approval of a Continuing Review Submission
1. All IRB actions on continuing review of research studies are communicated in writing to the PI utilizing excerpts from each meeting’s draft minutes. The names of primary reviewers are kept in confidence and not revealed to the investigator.

2. Once the continuing review of a research study has received final IRB approval:
a. The IRB Staff generates an IRB Approval letter that is signed by the IRB Chairperson or Alternate Chairperson. 
b. The IRB Staff generates an ACOS R&D Memorandum that is signed by the ACOS R&D to notify the investigator that the project is approved.  (R&D Committee is not involved in reviewing continuing reviews).  
c. The signed ACOS R&D Memorandum is sent with the IRB approval letter and the date-stamped (on all pages) approved informed consent document (Form 10-1086), the HIPAA Authorization, the approved HIPAA Waiver (Attachment B) if applicable, and the date-stamped approved advertisements and flyers if applicable. (AAHRPP II.2.D.; AAHRPP II.2.E.; II.3.A.)  
8 Expiration of Approval 

The PI is responsible for the timely submission of sufficient continuing review materials to the IRB to ensure IRB approval prior to study expiration.  

1. If the PI does not respond to the reminders for continuing review after 2 notices and does not submit the continuing review request and required documents in time for review and approval prior to expiration, IRB approval automatically expires.  
2. IRB approval also expires if the IRB is unable to grant approval (with or without conditions) prior to the date of expiration.  
3. Once the study approval has expired, IRB re-review and re-approval must occur before the study can resume.  The IRB cannot retrospectively grant approval to cover a period of lapsed IRB approval.
If IRB approval expires, the PI is sent an “Expired Approval” letter.  
1. This letter informs the PI that until the required continuing review information is submitted, reviewed and approved by the IRB all research activities must stop.  This includes recruitment, advertisement, screening, enrollment, consent, interventions, interactions, and collections of private identifiable information.  
2. If cessation of research would cause harm to research subjects already enrolled, the PI must submit a list of research subjects to the IRB Chair who will consult with the Chief of Staff as necessary and make a determination regarding continuation of research.  
3. The expiration of approval will be reported to the sponsor promptly. (AAHRPP II.2.D.; AAHRPP II.2.E.)  If IRB approval expires for sponsored research, it is the responsibility of the investigator to provide the IRB with documentation from the sponsor stating that they have been notified of the expiration of IRB approval.
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