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SUMMARY:
Upon receipt of a complete IRB application with all required documentation and information provided, the application will be forwarded for review by the IRB according to regulations, state law and institutional policy.  The Human Subjects Protection Program (HSPP) staff shall document in writing the IRB actions and findings in the minutes (IRB Policy 080) for all new studies reviewed at the convened meeting.  The HSPP staff shall also document in writing IRB actions for approval, requirements of additional information for deferrals, or rationale for disapproval to the principal investigator.  Final approval is an acknowledgment that after careful review, the IRB has determined that all applicable criteria have been met.  Frequency of continuing review of the study by the IRB is determined at the time of initial IRB review and is based on the nature of the study, the degree of risk to the subject, the vulnerability of the research participants, investigators’ experience as a researcher, and their prior compliance with IRB requirements.  

POLICY/PROCEDURE:
011.1 Application Submission
011.1 All application submissions must be complete.  See IRB Policy 038.  In order for the IRB application to be considered “complete”, every question should be answered in some manner (N/A is acceptable) unless directed to skip particular questions and should include all relevant attachments.  Incomplete application submissions shall be returned to the PI for resubmission to the IRB when complete.
011.1 All application submissions must also meet IRB review acceptance standards.  See IRB Memo re Required Revisions available on the IRB Web site at the following link:  http://www.seattlechildrens.org/research/support-services/institutional-review-board/guidance/.  If required information is missing such that IRB review acceptance standards are not met, then the PI will receive a Memo re Required Revisions regarding what information is missing.
011.1 Once an application is deemed to have met both the administrative submission standards and the IRB review acceptance standards, then the study will be scheduled for review by the IRB.  
011.1 Please note:  If the need to modify a study (for reasons other than IRB required changes) arises at any point after submission but prior to final approval, the PI will have the choice of either waiting until final approval is obtained and then submitting a modification or of withdrawing the study in order to make the modifications and then resubmitting for the process noted above.    
011.1 For each convened IRB meeting, there are agenda materials prepared for each IRB member.   Two primary reviewers are assigned to review new studies.  Approximately one week* prior to the IRB meeting, all committee members attending the meeting are provided agenda materials containing the following (as applicable to the study):
011.1 The IRB application;
011.1 Consent and assent forms;
011.1 Recruitment materials;
011.1 Required questionnaires, surveys, forms that research participants will be asked to complete;
011.1 Research protocol;
011.1 Investigators’ Brochure;
011.1 Manufacturer’s Brochure;
011.1 Funding proposals;  Exceptions here include:
011.1 Cooperative review group funding that provides support to conduct multiple clinical trials but the funding proposal does not describe any individual research studies (e.g., Children’s Oncology Group, the AIDS Clinical Trials Group);
011.1 Center or program project grants where the IRB reviews only the project (not the entire center grant) that pertains to the human subjects activities covered in the IRB application;
011.1 Case report forms;
011.1 Multicenter sample consent forms; and
011.1 “IRB Determinations Notes” document for review purposes.
*This timeframe may be less than one week when circumstances necessitate it.
011.2 Primary Review
011.2.1 The primary reviewer(s) are to make use of the provided “IRB Determinations Notes” document in their review.
011.2.2 The primary reviewer(s) are to review all of the agenda materials provided for their assigned studies. 
011.2.3 Primary reviewers have the authority to request additional information from the PI. 
011.2.4 PIs and research team members are invited to attend the IRB meeting.  At no time, shall investigators be present for the IRB’s deliberations and vote on their studies.
011.2.5 The primary reviewers will present the project to the membership at the IRB meeting and shall address all of the relevant approval criteria (see IRB Policy 010).   
011.3 Board Deliberations
011.3.1  The IRB committee shall sufficiently discuss the issues outlined in IRB Policy 010 in order to assess the risks and benefits associated with each study, taking into account the proposed subjects of the research.  This discussion begins after the principal investigator, other research team members, if attending, or IRB member with a conflict of interest, have left the meeting.   This group deliberation serves an important role in the protection of rights and welfare of human research participants.  
011.3.2
After discussion, the IRB shall determine for each study involving children as subjects which of the federal categories of research involving children as subjects (45 CFR 46.404 – 46.406 and 21 CFR 50.51 – 50.53) applies and the requirements for parental permission and child assent.

011.3.3
The IRB may not approve research that it determines falls into the category of research with children, 45 CFR 46.407 and 21 CFR.50.54.  If the IRB determines the research falls within this category of research not otherwise approvable and determines that the research proposed presents a reasonable opportunity to understand, prevent or alleviate a serious problem affecting the health or welfare of children, then the IRB will notify the principal investigator of its determination.  If the principal investigator agrees, the study will be forwarded to the appropriate federal agency at the Department of Health and Human Services (HHS) (i.e., Office for Human Research Protections or the U.S. Food and Drug Administration) for review.  Included with the application and supporting materials forwarded to the federal agency will be documentation of the IRB’s determinations regarding the proposed research study.  

011.3.4   The IRB shall assign a continuing review interval to all new studies that are approved as submitted or will be approved if the IRB’s contingencies are met.  At no time shall this interval be greater than one year from the date of the convened meeting.  In determining which studies require review by the full IRB at intervals more frequently than annually, the following criteria will be considered:  

011.3.4.1     Vulnerability of research participants or their legally authorized representatives.  Examples of research populations that are considered highly vulnerable might include populations at high risk for suicide or self-injurious behavior; abused or neglected children; critically ill populations; prisoners or adolescents in juvenile detention facilities; terminally ill populations; or populations with a diagnosis for which there are no known effective treatments available.

011.3.4.2    Risks of the research, including physical, psychological, emotional or social risks.  Studies involving high levels of risk may need to be reviewed by the convened IRB more frequently than annually.  Examples of high risk studies might include phase I studies of investigational drugs or devices with very limited adult safety data or studies where the existing data do not exist to establish level of risk reliably.  In considering the risks of the research, the IRB will also consider other monitoring mechanisms in place for ongoing review of the research.  For example, for multicenter studies with an independent data and safety monitoring board (DSMB), the IRB may determine that more frequent monitoring by the local IRB is not necessary.
011.3.4.3    Category of research with children based on the risk and prospect of direct benefit to the child.  Studies involving more than minimal risk and no prospect of direct benefit to the children (45 CFR 46. 405 and 21 CFR 50.53) may require review by the convened IRB more frequently than annually.  The IRB shall consider other monitoring mechanisms in place for ongoing review of the research, e.g., independent data and safety monitoring board (DSMB), when determining the interval for continuing review.   

011.3.4.4      Experience of the researchers.  During the initial review the IRB may determine that the researcher is inexperienced and, due to this inexperience and the nature of the research, that the project requires more frequent review by the convened IRB.  Additionally, when the research is to be conducted by investigators that the IRB knows have previously failed to comply with requirements of the federal regulations for the protection of research participants or the requirements or determinations of the IRB for previous research studies, then the IRB may determine that more frequent review by the convened IRB is necessary.

011.4
IRB Vote
011.4.1
Following discussion of each new IRB application, the IRB Chair shall call for a motion and vote on the application.  The committee may vote to:

011.4.1.1    Approve, as submitted;

011.4.1.2   Approve, contingent on making changes as specified by the IRB;

011.4.1.3    Disapprove; or
011.4.1.4   Defer until additional information is provided, or further expert review is obtained.  All studies which are deferred will be reviewed again by the full IRB at a convened meeting.

011.4.2
When the IRB committee votes to approve a study contingent on meeting specific requirements for final IRB approval, in general the IRB Chair may subsequently approve the revised research on behalf of the IRB when these requirements have been met.  For the IRB Chair to subsequently approve the research without additional review by the convened IRB, the IRB must stipulate clearly how the contingencies are to be met.  If the contingencies are considered substantive or could alter the IRB’s determinations regarding the risks or benefits of the research, the study shall be deferred.

011.4.3   The minutes shall contain all information outlined in IRB Policy 080.

011.4.4   Within 24 - 48 hours of the IRB meeting, the Regulatory Analyst shall contact the PI to notify them of the IRB’s action.  The Regulatory Analyst prepares a formal letter to the PI which documents the IRB’s actions, including:

11.4.4.1  If the IRB approves the study as submitted, the principal investigator shall receive a final approval letter, copy of all stamped approved IRB documents, and an Investigator’s Responsibility Memo.  

11.4.4.2   If the IRB approves the study with contingencies, the principal investigator shall receive a letter that documents the IRB’s contingencies that must be met for final IRB approval.  The contingencies must be considered minor and not substantive (IRB Policy 22).  The letter will also outline documentation needed from other committees or entities involved in the review and approval of the research, e.g., Radiation Safety Committee approval, federal Certificate of Confidentiality, etc.  

11.4.4.3   If the study is deferred, the principal investigator shall receive a letter documenting the Board’s decision to defer the application pending receipt of additional information.  The letter shall explain what additional information, clarifications or modifications are needed prior to further review of the research at a convened meeting, the opportunity to attend the IRB meeting when the Board considers the additional information, and a reminder that no research involving human participants, including recruitment, can be conducted without IRB approval.  

11.4.4.4   If the study is disapproved, the principal investigator shall receive a letter documenting the IRB’s action to disapprove the study, the reasons for disapproval, the investigators’ right to appeal the Board’s decision, how to request an appeal (IRB Policy 032), and a reminder to the investigator that no research involving human participants can be conducted without IRB approval.  

011.5    IRB Actions

011.5.1 Investigator responses to disapproved studies shall be considered under the appeal process outlined in IRB Policy 032.

011.5.2 Investigator responses to a deferred study shall be reviewed to ensure that the response adequately addresses the IRB’s request for additional information.  When the response is considered adequate, the study will be placed on the next available agenda.  The HSPP staff shall make every effort to schedule the further review of the deferred study with the same committee and with the same primary reviewers that were assigned to the initial review. 

011.5.3 Investigator responses to a study given contingent approval may usually be reviewed by the IRB Chair.  The IRB Chair may elect to have the response reviewed by the primary reviewers to ensure that the response adequately addresses the IRB’s contingencies for final approval.  If the response is not considered adequate, the IRB Chair may elect to send additional correspondence to the principal investigator (letter or email) identifying the areas not meeting the IRB’s contingencies or send the investigator’s response and application to the full IRB for review at a convened meeting.

011.5.4 When and if all issues raised by the IRB have been satisfactorily addressed by the principal investigator, the IRB Chair will grant final approval (which may be done via email) of the IRB application.  

011.5.5 A copy of the approval letter, all stamped, approved IRB documents, and an Investigator’s Responsibility Memo will be sent to the PI.
011.5.6 If the study is approved, the HSPP Staff shall enter final study information into its database.  The original master hard copy is maintained in the IRB files.
011.5.7 If the study is disapproved on appeal, the HSPP Staff shall:
011.5.7.1 Provide the investigator written notice of disapproval and the reasons for disapproval.  The letter will remind the investigator that no research involving human participants can be conducted without IRB approval.
011.5.7.2 Send the Investigator’s copy of the IRB application stamped disapproved.  The IRB Chair will acknowledge/confirm (which may be done via email) that the application was disapproved.  No period of approval will be assigned.    
011.5.7.3 Final data entry will be made into the IRB database indicating final status of the application.  The Master copy of the IRB application will be stored in the closed files along with all attachments submitted for IRB review.  
	Submitting Office: 
	Institutional Review Board
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\s\  Douglas S. Diekema, MD, MPH, IRB Chair, 8/5/2010
\s\  Laurie J. Bolton, JD, OIA Director, 8/5/2010
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