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Infectious Diseases Institutional Review Board (ID IRB) 

Standard Operating Procedure

Version Date: 7 May 2009
Effective Date: 

I. PURPOSE 

To describe the procedures for conducting ID IRB related activities.
II. POLICY

The policy and procedures must comply with the regulatory requirements set forth for the Protection of Human Subjects including 45 CFR 46, 32 CFR Part 219, DoD Directive 3216.2, USU Instruction 3201, and other applicable regulations.
Abbreviations

ID IRB

Infectious Disease Institutional Review Board

HQ

USD(P&R)/Triservice Headquarters Review Panel

USU

Uniformed Services University of the Health Sciences

IDCRP

Infectious Disease Clinical Research Program
HJF

Henry M. Jackson Foundation for the Advancement of Military Medicine

SC

Steering Committee 

SRB

Scientific Review Board 

PI

Principal Investigator
VTC

Video teleconference

MOU

Memorandum of Understanding

IAIR

Institutional Agreement for IRB Review

FWA

Federalwide Assurance

DoD

Department of Defense

DHHS

Department of Health & Human Service

NIAID

National Institute of Allergy & Infectious Diseases

NCA

National Capital Area

RCHSPB
Regulatory Compliance and Human Subjects Protection Branch

RCHSPP
Regulatory Compliance and Human Subjects Protection Program

III. PROCEDURES

A. Institutional Agreement for IRB Review process.
A Memorandum of Understanding (MOU), approved by the Surgeons General for each service, the President of Uniformed Services University of the Health Sciences (USUHS), and Deputy Assistant Secretary of Defense (Force Health Protection and Readiness) (DASD[FHP&R]), established a single pathway for scientific [IDCRP Programmatic & Scientific Review Board (PSRB)], ethical [Infectious Disease Institutional Review Board (ID IRB)], and headquarters administrative review [USD(P&R)/Triservice Headquarters Panel (HQ)] on 24 January 2008. The scope of the MOU includes human subject research supported in whole or part by the Infectious Disease Clinical Research Program (IDCRP).

A medical command/institution interested in joining the network must execute a DoD Institutional Agreement for IRB Review (IAIR) with USU. The signed MOU will be included as an attachment to the IAIR. When signed, the engaged institution must add the ID IRB under their Federal Assurance of Compliance for the Protection of Human Research Subjects [both DoD Assurance and Department of Health and Human Services (DHHS) Federalwide Assurance (FWA)]. The IAIR process is coordinated by the USU IRB Office.
B. ID IRB membership process.
1. A unique aspect of the ID IRB is the inclusion of at least one member (with an alternate) from some or all of the medical commands/institutions participating in the IDCRP, as well as NIAID personnel. Each DoD component will have representation on the Board. Ideally, these members will be drawn from their respective medical command/institution’s IRB’s because they will act as a liaison to the human research protections program (HRPP) at their command/institution, in addition to having the expected responsibilities inherent in IRB membership. The ID IRB will be comprised of members in accordance with 45 CFR §46.107 and 32 CFR §219.107. A target range for total membership is 11–15 (with alternates) and with a quorum of 6–8 required for IRB actions. The IRB Chair will be sought within the National Capital Area in order to facilitate direct coordination and communication with the University IRB administrative personnel. The University Office of Research IRB Office will coordinate the selection of IRB members through established procedures currently in use for the University’s currently existing IRB. The participating command/institution will determine its member selection. The ID IRB office will interact with the members and the local command/institution research offices to ensure vacancies are filled as needed.
2. If a new command/institution joins the IDCRP network, it will be given the option of appointing an alternate member to the IRB or appointing a non-voting ad hoc member for protocols conducted at that command/institution.
C. Guidelines for IRB review, discussion, and voting.
1. The goal of the full IRB meeting is to focus on key issues and make determinations that can only be done by the full Board.  It is undesirable to use the IRB as an information gathering session or to have to table protocols because of lack of clarity on basic issues, lack of necessary documentation, or failure to make revisions that could have been done in advance by the PI.  A hallmark of effective and efficient IRBs is the extent to which IRB reviewers and support staff work to prepare the protocols, answer questions, and resolve controversial issues before the meeting.  

2. A number of practices will be used to maximize meeting effectiveness and efficiency.  Before the meeting, detailed and systematic protocol review will be done by the IDCRP and the ID IRB staff members to ensure all submissions are complete and ready for review.  
3. The ID IRB will utilize a primary and secondary reviewer system.  The primary and secondary reviewers will be chosen by ID IRB Chair, Vice Chair and/or IRB Administration. Reviewers will be chosen with an effort to distribute protocols equitably among the Board members by taking into consideration the expertise and unique contributions of individual members. The primary reviewer will have the principal responsibility not only of reviewing a given protocol and making recommendations to the overall Board but also of working directly with the IRB staff, the PI, and local command/institution research offices in advance to gather any additional information, pre-identify and, if possible, resolve issues. The secondary reviewer has the responsibility of doing a second thorough review of the protocol and making recommendations to the Board.  The primary and secondary reviewers are to turn in their major and minor concerns of the protocol to the ID IRB Administration at a time specified by the Administration. All other Board members are responsible for reviewing each protocol (and administratively approved action) in advance and coming to the meeting prepared to discuss all protocols and vote.  Protocols will be sent to members at least one week before the scheduled meeting.    
4. Reviews will be done with a standard reviewer template, which should be used to guide the reviewers in conducting a complete and thorough review of the protocol and its associated documents.  This template will serve as an aid to assure reviewers consider all critical aspects of a protocol, help reviewers identify the key issues, and help to document the review.  IRB meetings will be recorded and detailed minutes will be prepared by the IRB staff for review at the next scheduled meeting.
5. At the meeting, the primary and secondary reviewers will present according to a recommended format.  This will help focus the discussion on the critical issues and concerns.  IRB staff who worked to prepare the protocol will also make comments as appropriate.  Following the presentations of the assigned reviewers and IRB staff, protocols will be discussed by the full Board and a determination made.  Standard meeting procedures will be observed.    
6. Investigators will be encouraged to attend meetings (in person, by VTC, via teleconference, etc.) or be available during meetings in order to answer questions if necessary.  
7. While there will be an emphasis on efficiency, it is important to create an environment in which all members can express their views. 

8. The IRB will seek to achieve consensus; per regulations, a vote will be taken following discussion.  Board members may abstain or recuse themselves (e.g., in the case of an actual or perceived conflict of interest) from voting as indicated.  The Board will determine risk level and whether the protocol should be Approved, Approvable with Modifications, Tabled, or Not Approved.  In the event of the latter three categories, all issues and recommended corrective actions will be made clear to the investigator.  This will be done either by the Chair or the IRB staff.    
D. IRB operations.
Protocol routing.
The following submission and review pathway will be followed: 

1. Protocol is determined to be ready for submission to the SRB by one of the two IDCRP working group review committees. At this time, protocol resource requirements and budget will have been developed. Concurrent with this process, the PI is directed to interact with personnel within each participating command/institution to ensure Departmental and local command/institutional research office awareness, impact statement completion, and completion of other local requirements.

2. SRB review is completed (10-day review period required). The SRB schedules meetings as protocols become ready for review. 
3. After SRB approval is granted, a coordinated pre-IRB regulatory review of all IRB submission documents is undertaken by IDCRP Regulatory Affairs Coordinator and NIAID RCHSPB/RCHSPP staff. Consolidated comments are sent to the investigator for revisions.
4. PI submits directly to the ID IRB following regulatory and local site review.

5. ID IRB review is completed.

6. HQ panel concurrence (needed prior to protocol implementation for greater than minimal risk studies, international research, and FDA-regulated studies) is obtained.
The following pathway will be followed after ID IRB and HQ protocol approval:

7. The final approved protocol, informed consent document(s) (stamped), and all related documents along with the SRB approval letter, ID IRB approval letter, and HQ panel concurrence document (if applicable) are provided to the PI copying the participating site command/institution research office. All of these documents will be placed on the ID IRB website.

8. The participating site Commander provides an approval letter allowing protocol implementation. The PI provides this to the ID IRB office and it is placed on the website.

9. The PI (and/or the study coordinator) coordinates a site visit with the NIAID RCHSPP personnel. The RCHSPP personnel provide a Site Activation letter if all regulatory documentation is complete and the study site is prepared to commence enrollment. 
Scheduled IRB Meetings. The Board will meet monthly (2nd Thursday of each month from 1:30-4:00 PM EST). An appropriate lead–time and schedule will be established through the ID IRB policies and procedures. Real time multimedia communications, such as Video Teleconferencing (VTC) will be used for the monthly meetings (further details below). Protocol materials required for each review will be provided to IRB members via a secure web–based link.

Ad Hoc IRB Meetings.  It is possible that an unscheduled (ad hoc) IRB meeting may need to be held to deal with urgent ID IRB-related business.  In the event that an ad hoc meeting is required, members will be contacted and a meeting arranged to accommodate as many members as possible to ensure a quorum.
IRB Administration. A complete manual detailing ID IRB policies and procedures will be made available to each participating medical command/institution, IRB member, and HQ panel member.  Funding support for administration of this Board will be through the University Office of Research and by the IDCRP. Supervisory oversight is provided by the University IRB administration and is separate from the IDCRP office. Standardized forms under cooperative development within the NCA will be used. A website, to be established and maintained at USU, and accessible to appropriate personnel through password protection at IDCRP participating medical commands/institutions, will contain all necessary forms for protocol applications, schedule of IRB meetings, membership and essential points of contact.
E. VTC logistics
The ID IRB meetings will use WebEx VTC hosted through HJF (but will migrate to USU in the future) with backup teleconferencing.  The audio component of the VTC is independent of the video conference.  The meeting Host (ID IRB Coordinator) will schedule the meeting on the WebEx Meeting Center. An email will automatically be sent to participants informing them of the meeting time, date, teleconferencing information and pass code.  The participants will go to the specified URL and enter the meeting pass code.  Participants will not require a personal specific login.  

The meeting is limited to six video panels.  Participants control the display of their own personal video feeds by turning their webcams off and on. If there are more than six connections, video feeds can easily be interchanged without dropping any participant. For example when a participant has completed a discussion or a point, they may turn off their webcam to leave the field open for another participant to be visualized by the rest of the Board. 

Steps

1.  Call into the teleconference. 

2.  Go to the URL and enter the pass code 

3.  Turn on the webcam (Logitech Quickcam Communicate STX – provided by the program) to be seen. 

4.  Turn off the webcam to be hidden.
F. ID IRB website.

The USU IRB Office, in support of the ID IRB, will maintain a website initially hosted at HJF at www.irb.hjf.org, containing all necessary documents for protocol applications and review, schedule of IRB meetings, membership and points of contact list. It will also maintain and make accessible via website to the local IRB offices the ID IRB application, protocol reviews, official IRB correspondence (e.g. approvals and disapprovals), and minutes of the ID IRB meetings.

Website functions:

· Library for IRB-related documents 

· Portal for site investigators, IRB staff, local human subjects research protection offices at different commands, HQs-level panel members, IRB members, USU Administrators to support review and regulatory conduct of scientific investigations under the auspices of the ID IRB:

· Online protocol and document submission system

· Repository of all ID IRB-reviewed protocols and related documents [website will be organized by protocol with a master folder (naming convention will include both IDCRP protocol # and short title) that contains subfolders for initial, continuing reviews, SRB approval and official correspondence, amendments, locally required documents, SAEs, and other folders as appropriate) 
· Tracking and reporting tool to monitor the status of IRB reviews - planned for future development
· Automated notification system to assist with IRB compliance - planned for future development
Website Requirements:

1) Secure system (SSL 128bit) with username/password protected log-in 

2) Online submissions capability (similar to current IDCRP intranet). Must be able to upload large documents to the site. - planned for future development
3) Site must be able to handle heavy traffic during peak times

4) Real-time status reports available for submitted materials (pending review, material received, approved, terminated, pending stipulation, etc) - planned for future development
5) Personalized pages/data for all who access the site. Ex: Investigators will only see information pertaining to their studies. - planned for future development
6) Vital link between website and IRB database. Users must be able to generate reports from the DB. - planned for future development
7) On-call IT support (anticipate semi-weekly changes to website)

8) Varying levels of permissions for each member group:

a. IRB staff – all access, DB entry, granting website access to appropriate users, correspondence

b. IDCRP management staff – ability to generate reports, view approved documents

c. IRB members and HQ panel – view access, can generate reports, no DB entry

d. Monitors – view and print access, can generate certain reports

e. Investigators and delegates – view and print access, online submissions

f. Local Command Research staff – view and print access

9) Permissions to be managed by IRB staff member

G. ID IRB compliance monitoring
Compliance monitoring will be a collaborative effort between the USU ID IRB Office and the participating medical command/local institution research offices. The local research office, based on the available staffing and practices at each medical command/institution, may be asked to perform compliance monitoring of protocols occurring at their site, and to identify and support local medical monitors for greater than minimal risk protocols. Compliance monitoring may consist of assessment of adequacy of informed consent, informed consent audits, evaluation of an unanticipated event at their Command, or other functions as deemed appropriate. The ID IRB Office at University will provide site visits for targeted protocol compliance monitoring (e.g. more than minimal risk research) in the event of staffing restrictions at the local research office or as a supplemental process in cooperation with the participating local research office. The ID IRB staff site visits will be coordinated with the participating local research offices. As stated under “Investigative Team Study Monitoring” section, results from NIAID RCHSPB/RCHSPP human subject protection compliance monitoring will be provided via the PI annual reports for IDCRP–funded studies. The proposed IRB Administrative/Research Office network will determine compliance monitoring as appropriate on a per–protocol basis. The results of any local compliance monitoring (from all sites involved) will be made available to the ID IRB, as well as to the local Command, along with the Principal Investigator’s annual report at the time of consideration for continuing review and approval. Compliance monitoring reports generated by the ID IRB personnel will be made available to participating medical command/local institutional research office(s).

IDCRP/Investigative Team Study Monitoring: All studies will be conducted in compliance with the approved protocol, all federal, state, and local regulations, participating Service-specific requirements, as well as any other applicable regulatory requirement(s). The IDCRP is a DoD program based at the University with funding through an interagency agreement with the National Institutes of Health’s (NIH) National Institute of Allergy and Infectious Diseases (NIAID). As part of the NIAID support of this program, Regulatory Compliance and Human Subjects Protection Branch (RCHSPB), Division of Clinical Research (DCR), NIAID and Regulatory Compliance and Human Subjects Protection Program (RCHSPP), SAIC–Frederick, Inc. personnel will provide on-site study monitoring. The monitors, under contract to RCHSPB, will visit the clinical research site to monitor all aspects of the study in accordance with the appropriate regulations. The objectives of a monitoring visit include verification of prompt reporting of all data points, including reporting SAEs, checking availability of signed informed consent documents, comparison of individual subjects’ case report forms, data tables and the source documents, and ensuring protection of study subjects through compliance with the protocol. The monitors also will inspect the clinical site’s regulatory files to ensure that all applicable regulatory requirements (DoD/FDA/NIAID/OHRP/ICH–GCP) are being followed. During the monitoring visits, the investigator (and/or designee) and other study personnel will be available to discuss the study progress and monitoring visit. The monitors will communicate their findings to the Principal Investigator through verbal as well as written reports. In addition, the IDCRP, in collaboration with the PI, will provide a report to the University ID IRB office restricted to aspects of the monitoring visit related to protection of human subjects (e.g. adequacy of documentation of informed consent, safety monitoring plan compliance).
H. Communications
IRB Administrator/Research Office Network: This collaborative venture will be facilitated via the creation of an administrative research office network encompassing all IDCRP participating entities. 
All minutes of meetings and determinations made by the University ID IRB will be distributed in a timely manner to each of the respective participating sites' IRB Office. An ID IRB website link from the main University site will provide access for medical command/local institutional IRB Administrators to view all actions of the Board and communicate with one another to ensure transparency and open lines of communications between the University ID IRB office and the medical command’s IRB Offices. A primary purpose of this network, beyond providing timely information sharing, is to provide ample opportunity to consider local context issues during the protocol review process.

The ID IRB office will notify the local institution immediately (in addition to the ongoing communications of official IRB actions and official correspondence) under the following circumstances:

1. Any suspension or restriction of the ID IRB authorization to review studies.
2. Any ID IRB policy decisions or regulatory matters that might affect the institution’s reliance on ID IRB reviews or performance of the research at the local institution.

3. Any unanticipated problems in research involving risks to subjects or others.

4. Serious/continuing non–compliance by the PI with the human subject regulations or the determinations of the IRB.

5. Suspension or termination of IRB approval of research.
The ID IRB office will forward all studies and amendments to USD(P&R) for Headquarters-level review. 
I. ID IRB member continuing education.
Provide ID IRB members with initial and continuing education on topics relevant to human subject protection. The terms of the University DoD Assurance and the Federalwide Assurance (FWA) specify that University is required to have a plan to provide education about human subject protections for IRB members. Upon receiving an appointment to the University ID IRB, a member receives comprehensive reference materials necessary to review research from ethical and regulatory perspectives. IRB members will also be required to complete appropriate training modules as directed by University. New members without prior IRB experience will have the opportunity to observe several IRB meetings before they are assigned protocols as primary or secondary reviewer. Members periodically will be provided with continuing training materials and/or opportunities, and resources will be made available each fiscal year for some IRB members to attend national or regional human subject protection meetings. Additional continuing education requirements may be established as deemed necessary by the University Institutional Official.
J. ID IRB annual retreat

The ID IRB members, office staff, local Command research office POCs, and HQ panelists (as available) will participate in an annual retreat to provide opportunity for in-person training/education and iterative improvements of the process. It is preferable that the retreat includes a regular meeting of the ID IRB, if possible. The IDCRP in cooperation with the USU will provide necessary funding to support the retreat.









PAGE  
1

