INSTRUCTIONS FOR FILLING OUT INSTITUTIONAL REVIEW BOARD (IRB) APPLICATIONS

HUMAN USE PROTOCOL ROUTING SLIP.  The routing slip is the first item in the IRB application package.  Its various sections are filled out as follows:

From Block and Signature Block:  Type in your name and sign the form.  If you are military, type your name in the format shown in the first example below.  Do not include your degrees.  If you are civilian, use your name and your degree(s) or highest degree.


Military:  LT John B. Smith, MSC, USN


Civilian:  John B. Smith, Ph.D.

Protocol Title:  The protocol should be given a title unique to the particular experiment or study it describes.  This title may differ from the title of project the study supports.

Proposed Dates of Research:  Use a Day-Month-Year format (e.g., 1 Oct 2003‑30 Sep 2004)

Submission Type:  Check the appropriate alternative.

Objective:  Provide a one- or two-sentence statement of your objective.  Note that when you enter text into the Objective and Comments sections, the block will expand downward if you exceed one line.

Comments:  Any special issues or considerations.  

DoD Protocol Number:  Please note that the IRB administrator will assign the DoD protocol number after your initial submission.  Hence, the block will be blank the first time you submit your protocol.  You should include this number in subsequent submissions to the IRB. 

COVER PAGE
1.  Protocol Number:  This number is supplied by the IRB administrator after you first submit your protocol.  This number (DoD#) and title should also be entered into the header of the document.

2.  Title:  Give the protocol a title that's unique to the particular experiment or study it describes.  This title may differ from that of the project it supports.

3.  Submission Date:  The date you submit the protocol.

4.  Work Unit Title and Number:  Provide the title and number of the funded research project or work unit that supports the study.  This title should be the same as the title on the approved proposal.  Provide the complete Work Unit Number (e.g., 63706N M00976.002-6603).  If you do not know this number, contact the NAMRL Fiscal Office.

5.  Approximate Dates of Research:  For example, 1 Oct 2003-30 Sep 2004.

6.  Principal Investigator:  Use one of the formats shown below.  Don't include your degrees if you are military.


Robert R. Stanny, Ph.D.


CAPT Angus H. Rupert, MC, USN

 7.  Co-Investigator(s):  See item 6.  If a co-investigator is from another institution, provide its name.  Provide the institution's location as well if the institution is not widely known or potentially confusable.  For example,


Cornell College     -or-    Cornell Medical College


Mt. Vernon, IA 

    New York, NY

 8.  Primary Performing Institution(s):  These are the lead institution(s).   Ordinarily, the lead institution would be the affiliation of the Principal Investigator.

 9.  Collaborating Institution(s):  Secondary institution(s), probably the affiliation of a nonlocal Co-Investigator.  

10.  Subjects:  Provide the counts for the requested categories.  Make sure the total entered here agrees with those in the Subjects and Sample-size Estimate sections, in the Consent Form, and anywhere else you may have discussed your sample.

11.  Medical Monitor:  Provide the name of the medical monitor in the format shown in item 6, above.  A military medical monitor's degrees should be included in the section on Qualifications of Medical Monitor and Support Personnel

12.  CRADA initiated:  Have you begun work on a Cooperative Research and Development Agreement (CRADA)?  Answer "Yes," "No," or "N/A."  If your research involves a civilian collaborator and may have intellectual property implications, you are likely to need a CRADA.

13.  Device Safety Inspection:  Has your research apparatus passed inspection by the Device Safety Committee?  Answer "Yes," "No," or "N/A."  If the answer is "No," then you may not run subjects until the apparatus has passed inspection and a Device Safety Certification form has been supplied to the IRB.  If the answer is "Yes," attach a signed and dated copy of your Device Safety Certification form to your IRB application.

RECORD OF CHANGES
This section is where you document changes to the protocol.  It should be left blank until after the IRB first approves the protocol.  You need not include here changes required by the IRB before approval.  If the protocol is changed later, the changes must be noted on this page.  Then, this page, as well as the changed portions of the protocol, must be submitted to the IRB for repeat review.  Minor changes may be determined to fall within the scope of the originally approved protocol and, thus, may not need full review.  If you make major changes, you should submit a full new proposal.  The format for entries on this page is: 

Date:  Nature of the change (e.g., design modification, change in number of subjects, change of investigator, change of medical monitor).

TABLE OF CONTENTS
When you have finished the document, enter the page number for each listed section and delete enough periods to align the page number with the right margin.  You can add new subsections to the TOC if you desire, but try to avoid changing any of the preexisting paragraph numbers.  If you add or delete any appendices, update the TOC accordingly.

NON-TECHNICAL SYNOPSIS.  This section should contain a brief abstract of the experiment.  The abstract should be less than one page in length and should be understandable by a layperson.

1.  SCIENTIFIC BACKGROUND AND OBJECTIVES

    a.  Background.  Provide a clear, concise discussion of the scientific background in lay terms.  Remember that many IRB members are not scientists.  If you simply cut and paste text from your proposal, you may need to simplify it for this discussion.  

        Note, in preparing this section, skip two spaces after the period following Background and just begin typing on the same line.  If you want to have Background on a line by itself, then remove the period after Background, enter a blank line and begin typing so that the text aligns with the first letter of Background. 

    b.  Objectives

        (1) Hypotheses to be tested.  Describe the study's major hypotheses in this section.  Discuss exploratory analyses and hypotheses of secondary importance (e.g., those not important enough to warrant their own power analyses) in the next section.  Do not discuss null hypotheses here.  Directly stated research hypotheses are easier to describe and understand.  If your study is not designed to test a hypothesis, explain the goals of the study.

        (2) Other objectives.   Discuss other objectives of the study.  These might be to test secondary hypotheses, collect exploratory data for future studies, et cetera.  

2.  EXPERIMENTAL METHODS 

    a.  Experimental methods and rationale.  Try to keep this section brief.

        (1) Subjects.  Indicate how many subjects you are requesting.  Be sure this number is consistent throughout the application and the Informed Consent form.  Say whether your subjects will be military or civilian, how they will be recruited, and indicate any factors that will be used to exclude subjects (e.g., age, sex, smoking, etc.).

        (2) Procedures.  Here you describe what you actually do to your subjects.  This section can be a challenge to write because you must provide enough information to permit evaluating your procedures both technically and ethically.

    b.  Sample-size estimate.  Explain how you estimated the number of subjects you are requesting.  Your estimate should be large enough to reasonably test your major hypothesis or hypotheses without exposing more people to the study's risks than necessary.  The hypothesis tests for which you estimate sample size should be the tests of the major hypotheses discussed in your Scientific Background and Objectives section.  If you have more than one major hypothesis, you may need a sample-size estimate for each.  Be sure to request some additional subjects to make up for data you are likely to lose to equipment failures, subject attrition, et cetera. 

    c.  Justification for excluding specific groups.  Indicate any groups of people you will exclude from the study and explain why you're excluding each.  If you are not excluding anyone, say something like: "No groups will be excluded."  This section is primarily a response to rules that have been promulgated to increase the number of subjects from protected groups in medical research.  It may be reasonable, however, to list any category of individuals excluded from the study.

    d.  Required equipment and supplies.  Indicate the equipment needed to properly conduct the study.  If nothing out of the ordinary is required, you can say something like "Standard [fill in the discipline] laboratory equipment and supplies."

3.  ORGANIZATION OF RESEARCH EFFORT

    a.  Duties and responsibilities.  List the duties and responsibilities of everyone up to but not including the Division Head.

    b.  Chain of command.  Describe the study's chain of command, up to but not including the Department Head.  At its simplest, this section might say, "All of the Associate Investigators [and, if appropriate, key support personnel] will report directly to the Principal Investigator."  If an associate investigator is responsible for the actual data collection, then key support personnel will probably report to the Associate Investigator, who will in turn report to the Principal Investigator.  Use names to refer to individuals when any possibility of confusion exists.  Corpsmen involved in data collection for a greater-than-minimal-risk study should be listed as reporting to the medical monitor.

4.  RISKS AND DISCOMFORTS TO RESEARCH VOLUNTEERS
    a.  Risks to volunteers and methods of mitigation

        (1) Safety precautions and emergency procedures.  Avoid saying that no safety precautions are necessary; a subject might trip and break a leg.  Have a reasonable plan for what you would do if an emergency were to arise.

        (2) Assessment of sufficiency of plans to deal with untoward events or injuries.  Examples of appropriate statements for this section include:

            (a) "Previous studies at NAMRL involving similar procedures [cite studies conducted elsewhere if nothing with similar risks has ever been done at NAMRL] have never led to significant injury of a subject [assuming this is the case]." 

            (b) "The use of standard Navy medical procedures has been deemed sufficient to deal with any untoward events and/or injuries."  

            (c) "Previous experience [cite cases where your planned source of emergency help was actually called to an emergency, or tests of the emergency system] has shown a response time of [time], which should be adequate to deal with any emergency conditions that may arise."

    b.  Special risks to pregnant women

    c.  Qualifications of Medical Monitor and medical support personnel.  This section should include a description of the training and relevant experience of the medical monitor.  All support personnel who will be dealing directly with subjects in studies of greater than minimal risk should have current certification in Basic Life Support (BLS), and the fact of their certification should be indicated in this section.  Copies of BLS and/or Advanced Cardiac Life Support certifications should be submitted with the protocol.  

5.  DESCRIPTION OF SYSTEM FOR MAINTENANCE OF RECORDS

    a.  Experimental data.  This section should describe the type of data involved (e.g., paper questionnaire, electronic databases, physiological recordings).  Provide details of how the subjects' privacy will be protected.  For example, will a subject's data be labeled only with a study number?  Will a list connecting the names and the numbers kept in a separate locked file?  Papers should be kept in limited-access, locked filing cabinets.

    b.  Research protocol, consent forms, and related documents for the protection of research volunteers.  "The principal investigator will keep the research protocols and consent forms in a locked file [state where].  Computer data files will be stored in compliance with NAVMEDRSCHDEVCOMINST 5870.4."

    c.  Individual medical records.  Indicate that each volunteer will receive a copy of the signed informed consent statement for his or her records.  If the study is greater than minimal risk, you may be limited to using military personnel as subjects.  Furthermore, in greater than minimal risk studies, you may be required to review each subject's medical record and ensure that a copy of the signed informed consent statement is inserted into the volunteer's medical record.

Appendix A:  Consent Form and Privacy Act Statement

CONSENT FORM.  Note that places where text must be entered have been highlighted in yellow.  Replace the highlighted text with the appropriate information.
1.  Protocol Title.  Replace the highlighted text at the top of the form with the title of the protocol.  Recall that the protocol title must be unique.

2.  Paragraph 1  

    a.  Sentence 1.  Insert the title.

    b.  Sentence 2.  Provide a concise statement of the purpose of the study in layman's terms.  If your explanation of the study's purpose is long, you may need to break the first paragraph into several subparagraphs.

    c.  Sentence 3.  Indicate the period of time over which the subject will participate.  You can use words like, "I am being asked to participate from date to date...." or "I am being asked to participate sometime between date and date...."  Then indicate the total duration of participation in the following format:  "...for a total of [#] hours over [#] days."

    d.  Sentence 4.  Indicate the total number of subjects.  The number you insert here should be consistent with the results of your sample-size analysis.

    e.  Sentence 5.  Describe the procedures or tests the volunteer will be subjected to.  You are likely to need a separate subparagraph for each procedure.

 3.  Paragraph 2.  List the potential risks or discomforts.  Use simple English.  If the procedure might cause hives, don't say that it might cause urticaria, say that it might cause hives.
 4.  Paragraph 3.  List any benefits that might be expected due to participating in the experiment.  If participation does not directly benefit the subject, state so explicitly.  You can add statements about potential benefits to the Service or society if you so desire.

 5.  Paragraph 4.  Explain the procedures you will use to keep information about the subject confidential.  Indicate where data files will be stored.  If computer files are labeled only with subject numbers and no personal identifiers, so state.  Alter this section as necessary.

 6.  Paragraph 5.  For scientific questions, provide an investigator's name and phone number.  For medical questions, provide the medical monitor's name and phone number.

 7.  Paragraph 7.  If no alternative procedures are available, say, "None are available," and strike the last sentence of the paragraph.  If alternatives are available, describe each alternative and its advantages and disadvantages. 

 8.  Paragraph 8:  Explain what compensation might be available in the event of injury.  Explain what medical care will be available in the event of injury.  Indicate the name and phone number of someone who can provide further information about these issues.

 9.  Paragraph 10:  Address risks to a pregnant woman, embryo, or fetus as appropriate.  The following are examples that may be helpful:

     a.  "There is no known risk to a pregnant woman, embryo, or fetus in the event that the research volunteer is unknowingly pregnant or becomes pregnant during the course of the study."  

     b.  "The investigators believe the protocol [represents or may represent] an additional risk to a pregnant woman and/or her fetus/embryo."

     c.  "If I am female, I will [one or more of the following clauses may be included]:  (1) provide a clinical history that indicates I am unlikely to become pregnant, (2) be counseled to prevent/avoid conception until I have completed the study, (3) be administered a urine pregnancy test prior to each trial in the study, (4) not be allowed to participate if I am pregnant, and (5) have my participation stopped if I become pregnant during the course of the study.  There will be no penalty or loss of benefits for becoming pregnant."

10.  Paragraph 13.  Explain any procedures that might be necessary to ensure that a subject who withdraws is not endangered in the process.

11.  Paragraph 16.  Name the records custodian and indicate the location of the records.

PRIVACY ACT STATEMENT
All that needs to be done to the Privacy Act Statement is to add the project title to paragraph 2.

Appendix B:  Investigator Assurance Form
Note that any individual who will be an author on publications or presentations is presumed to be an investigator and must sign an assurance agreement.  Enter the project title in the first sentence.  Type the names in the signature blocks. 

Appendix C:  Review for the Protection of Volunteers from Research Risks

1.  Recommendations of the Institutional Review Board (IRB).  This information will be entered by the IRB administration.

2.  Minutes of the meeting of the IRB.  This information will be entered by the IRB administration.

3.  Recommendations of the Convening Authority.  This information will be entered by the IRB administration.

4.  Action of the Approving Authority.  This information will be entered by the IRB administration.

5.  Other Documentation.  These items, if needed, are provided by the Principal Investigator (PI).  If none are needed, enter "N/A" after "Other Documentation" and leave the rest of the page blank.  The most frequently required items are as follows: 

    a.  Unlabeled Use of Approved Drugs or Licensed Biologics.  When conducting such research, the PI must obtain documentation from the FDA exempting the study from the requirement to submit an Investigational New Drug (IND) application. 

    b.  Experimental Drugs, Biologics, or Devices

        (1) Provide documentation of having obtained IND approval or Investigational Device Exemption (IDE) from the FDA

        (2) Provide documentation of having obtained approval from the Naval Investigational Drug Review Board (NIDRB)

    c.  Documentation of Review and Action Taken by All Collaborating Institutions.  In collaborative studies with other military research organizations, a Cooperative Research Plan (CRP) must be submitted that has been signed by the appropriate officials of each collaborating organization.  A CRP is also recommended for collaborations with other types of institutions.  The CRP may be in the form of a Memorandum of Agreement (MOA) or CRADA.  It should specify whether each institution's IRB will review the protocol, whether a subset of the IRBs will be granted authority to review the entire protocol, or whether multiple IRBs will review different sections of the protocol.  If multiple IRBs will review different sections of the protocol, the CRP should identify which sections each IRB will review.

        (1) Acceptable results of a collaborating organization's IRB review are (a) approval with a determination of the protocol's risk level (i.e., minimal or greater-than-minimal risk), (b) disapproval, (c) exemption from IRB review, or (d) some other result appropriate to the protocol under review.  An example of the latter would be a request to revise the different IRBs' review responsibilities.

        (2) The PI must certify that the protocol submitted for review is the same final copy approved or under simultaneous review by all collaborating institutions.

    d.  Host Government Approval of Research Performed in a Foreign Country

    e.  Legal Issues

        (1) Sufficiency of Third-Party Permission

            (a) Citation of Statutory Authority

            (b) IRB Determination of Requirement for Assent

        (2) Citation of Statutory Authority for Compensation of Volunteers

        (3) Other

    f.  OPNAV Form 5214-10 in Survey Studies.  If a study is not primarily a survey, OPNAV approval is not required.  Examples include medical history questionnaires used to screen subjects for predisposition to injury related to participation in the study, dietary questionnaires in studies testing dietary supplements, or sleep questionnaires in studies of the effects of sleep deprivation.

    g.  Request for Waiver of Requirement(s) for Protection of Human Research Volunteers

    h.  Documentation of Exemption from Compliance with Regulations for the Protection of Human Research Volunteers.  Indicate the authority and criteria for your exemption claim.

Appendix D:  Post-approval Documentation.  If, for example, an investigator is added to the study after the initial IRB approval, the addition must be noted in the Changes to the Protocol section and a supplementary Investigator Assurance Agreement with the new investigator's signature must be submitted to the IRB.  Note that any individual who will be an author on publications or presentations is presumed to be an investigator and must sign an assurance agreement. 

Appendix E:  Special Reports.  Include those of the items below that are appropriate.  If none is appropriate, type "N/A" and leave the rest of the page blank.

1.  Unanticipated Complications or Problems

2.  Reports of Noncompliance with Requirements for the Protection of Human Research Volunteers

3.  Adverse IRB Actions

    a.  Recommendation for Suspension

    b.  Recommendation for Termination

4.  Resulting Actions by Convening and Approving Authorities.

Appendix F.  References.  Insert references here.  You may use a (standard) reference format of your choice, but use the same format consistently.  If you are including only a few references, consider putting them in footnotes.  
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