MCHL-DCI OFFICE SYMBOL 
(to be determined)


HUMAN RESEARCH PROTOCOL APPLICATION
SUBJECT: IRB REVIEW AND APPROVAL
1.  The unified/standardized templates to request approval for a clinical investigation study were created, by a task force appointed by the BRAC Integration Research Working Group, for research conducted at the Military Medical Centers (WRAMC, NNMC, and MGMC) and the Uniformed Services University in the National Capital Area. These templates were approved by the respective institutional review boards between February and March 2007.  

2.  The templates were created under the assumption that the unified research center would be named the Department of Clinical Investigation (DCI) within the new medical center “Walter Reed National Military Medical Center”.  The text “DCI” in this template should be replaced with the name of each individual medical center’s own regulatory oversight department until an integrated department is established.  Some hyperlinks cited are WRAMC specific 
3. Follow this template and instructions to prepare your protocol.  The contents of a protocol should include all the sections in the template.  Sections (bolded) are to be retained and completed in the final protocol.  Answer NA to any section or subsection that is not applicable.  Standardized consent form, HIPAA authorization, and other templates are available in the joint web-site. Submit an electronic copy of your protocol application package to the Point of Contact (POC) below. To facilitate the review by the Institutional Review Board (IRB), a Table of Contents would be helpful, annotating the page number of each section in your protocol.

POC:

WRAMC Department of Clinical Investigation 

Verna Parchment 202-782-7828

NNMC    Responsible Conduct of Research Service 
Sheila Gaines 301-295-6512

MGMC    IRB Office




Cheryl James 240-857-8216

USUHS    Research Office



Maggie Pickerel 301-295-0819
______________________________________ 
Chair, COL Charles McQueen, MC, WRAMC
Co-Chair, CDR Jeff Lenert, MC, NNMC

BRAC Integration Research Working Group 

MCHL-YOUR OFFICE SYMBOL

Submission Date: _______________
(To be determined)  



Version # __ & date: ____________
MEMORANDUM FOR CHIEF, DEPARTMENT OF CLINICAL INVESTIGATION (DCI), WALTER REED NATIONAL MILITARY MEDICAL CENTER (WRNMMC) AT BETHESDA, MARYLAND
SUBJECT:  Application and Request for Approval of Clinical Investigation Study Proposal

Check all the sites where subjects will be enrolled:  STUDY SITE(s): ___WRAMC, ___NNMC, ___MGMC, ___USUHS; Other, please specify: _______________________________________
(***Note:  Until a unified DCI is established, modify the term, “WRNMMC” to the study site’s institution name and follow its policy that governed the protocol review and approval process; the eligibility of PI, AIs, Collaborators, Medical Monitor; continuing review, annual progress report, adverse event report, etc.  If this is a multi-site study, this protocol will need to be reviewed and approved by the IRB of all sites involved.)
(***Informed Consent Form (ICF) - If your study involves clinical trial with any drug, intervention, or treatment, please use the Clinical Trial Studies ICF to prepare the consent form.  The consent form template, entitled “WRNMMCMinimalRisk_CF” may be used for a study that is NOT a drug trial study or tissue banking and that it qualifies as a minimal risk study (see definition in section 1.5), e.g. non-invasive clinical study, social-behavioral, educational, laboratory, or exercise study.  If your study involves tissue banking, you need to prepare a separate Tissue/Biological Specimen Banking ICF.  If you have any embedded optional study in the master protocol, please use one of the above templates, as appropriate to prepare a separate consent for the optional study.)  Delete this ‘NOTE’ after read.
1.  GENERAL INFORMATION
Please Note:  All responses are left justified, Times New Roman, and 12 pitch. Please delete or type over all non-bolded notes and instructions included as guidance under each topic or section. All the bolded sections of this template are to be retained and completed in the final protocol.  Answer NA to any subsection that is not applicable.
1.1 Protocol Title: 

1.2 Principal Investigator 
A uniformed or civilian individual who is assigned to or employed by WRNMMC, or assigned to Walter Reed Army Institute of Research, US Army Dental Activity, and Uniformed Services University of the Health Sciences and has professional privileges at WRNMMC within the scope necessary for the conduct of the study.  A principal investigator (PI) is responsible for the innovation, study design, generation and analysis of data, presentation of reports, and protection of human subjects in the performance of the clinical investigation.  All other individuals who wish to conduct the research in WRNMMC will need to designate an individual who meets the above qualifications as a PI for the WRNMMC protocol.  See Section 14 for greater detail in PI responsibilities.
Rank, Name, Corps 

Title (PGY-___)

Service and Department

Phone Number 
Pager Number
Fax Number 
E-mail address

Current Duty Station
Research course training date
1.3 Associate Investigators   
All other WRNMMC personnel involved in the study are designated as ‘Associate Investigators’.
Rank, Name, Corps (Must be WRNMMC assigned and/or credentialed.)

Title (PGY-___)

Service and Department

Phone Number
*Fax Number and Pager Number for at least one Associate.

E-mail address

Current Duty Station
Research course training date:
Rank, Name, Corps (Must be WRNMMC assigned and/or credentialed.)

Title (PGY-___)

Service and Department

Phone Number

*Fax Number and Pager Number for at least one Associate.

E-mail address

Current Duty Station

Research course training date:

1.4 Collaborating Personnel    
All other personnel outside WRNMMC are designated as ‘Collaborating Personnel’.

Rank, Name, Corps

Title (PGY-___)

Service and Department

Address (Include complete mailing address)

Phone Number

Current Duty Station:
Research Office

Research course training date:
1.5 Medical Monitor (State “NA” if not applicable and delete the information below.)
Rank, Name, Corps

Title  
Service and Department
Phone Number

Fax Number and Pager Number

E-mail address

Current Duty Station

Research course training date:
A Medical Monitor is required for greater than minimal risk studies or as stipulated by the IRB.  Answer NA, if you believe your study meets the “definition” of minimal risk.  Minimal risk is defined as the "probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests” [45 CFR 46.102(i)]. The IRB must determine the risk status of your protocol.  A qualified Medical Monitor must be a staff member who is credentialed at WRNMMC, has subject matter expertise and is independent of the study and has agreed to be the Medical Monitor.  See the responsibilities of the Medical Monitor in Section 15 of this protocol application.

2.  ABSTRACT

The Abstract section should be brief and concise (no more than ½ pages in length).  Provide a summary for the study purpose, research design and methodology/technical approaches. 

2.1 Purpose

2.2 Research Design (e.g., observational, open-label, double-blinded, prospective, randomized control trial, etc.)

2.3 Methodology /Technical Approach (including the number of subjects to be studied.)
3. OBJECTIVES AND SPECIFIC AIMS
State your research objectives in clear and concise scientific language, including subject population, endpoint measurements, and research hypotheses, if any.  Be sure the research objectives are consistent with your subsequent Plan and Data Analysis sections. An example of the objective may be: To compare the effect of botulinum toxin A versus the placebo on pain relief (using a visual analogue scale) for patients with migraine headaches.
· TIME SAVER: Meet with your research mentor and/or DCI biostatistician early in the proposal development process. They can provide you with invaluable feedback so you can stay focused on the key issues of your study and don’t waste your time.
· TIME SAVER: If your study is part of a sponsor protocol (e.g., oncology group, pharmaceutical, or university protocol), you should only reference the appropriate pages in the Sponsor's Master Protocol, e.g., “See pages 10-12 in Master Protocol.”  
4.  MEDICAL APPLICATION/ MILITARY RELEVANCE  
Explain the medical importance and possible usefulness of the results of this study.  Identify the military relevance, as appropriate.

5.  BACKGROUND AND SIGNIFICANCE
· TIME SAVER: If your study is part of a sponsor protocol, for Section 5, you should only reference the appropriate pages in the Sponsor's Master Protocol.  
Be sure your proposed study represents the next logical step in the accretion of knowledge about the condition being researched. Cite your references. 

The main reason that proposals are tabled by the review committee is not lack of scientific merit, but because key information is missing or difficult to interpret. Your proposal should be written so that it can stand alone. To facilitate the Committee’s understanding of your proposal, write so that your discussion is understandable to persons who do not specialize in your area of interest. 

5.1 Summarize recent literature and provide preliminary data and/or findings.  As appropriate, include animal studies and drug or device safety and efficacy data to warrant the proposed study.
5.2 As appropriate, provide scientific justification for the conduction of this project; explain the rationale and how it relates to the research questions/hypothesis to be tested.
5.3 Justify the use of human subjects as research volunteers. Explain why the risks to the subjects are reasonable in relation to the anticipated benefits to the participants and/or society and in relation to the knowledge gained from performing the study.
6.  PLAN
Outline your protocol plan starting Section 6.1.
· TIME SAVER: If your study is part of a sponsor protocol, you may simply reference the appropriate page numbers in the Sponsor’s Master Protocol.  However, the institutional specific information must be outlined in the PLAN section.  Particularly, for Section 6.2, you will need to explain the logistics of how the protocol will be implemented at WRNMMC (e.g., identification, recruitment, and consenting of potential subjects, processing of specimens, facilities to be used, and impacts on other departments). Also for Section 6.3 clearly differentiates what procedures are for the standards of care and what are specifically for the purpose of research. Any deviations from the Master Protocol must be specified in the WRNMMC protocol.
6.1 New Investigational Drugs/ Investigational Devices Exemption Status
If your protocol will be studying the effectiveness or safety of new investigational drugs or devices, please state the FDA approval status.  See Appendix J for the appropriate FDA Forms to attach to this protocol application.  Refer to the joint website, DrugModLang.doc for the appropriate model language for incorporation into the protocol and consent form,  
If this is a device study, describe the significant risk or non-significant risk status of the device with appropriate justification and supporting documents.
6.2 Selection of Subjects
6.2.1 Type of the Subject Population

a. State the type of subject population to be studied, e.g., “Male and female military health care beneficiaries age 18 years and older presenting with the diagnosis of _______________________.”  
b. If your study will also obtain subject’s specimens from an existing bank/ repository, please specify as appropriate: 
1)
the type of the specimens, 
2) 
the source of the specimens including location, the time frame of the existing samples to be included in the study, and supporting documents for their use, 
3) 
if additional patient contact will be needed, 
4) 
confidentiality protections of the subjects’ personal identifiers, and 
5) 
the management of the excess specimens. Also justify the number of specimens required in Section 6.4.4 Sample Size Estimation and address Section 6.6 if the excess specimens will be stored for future use.

6.2.2 Inclusion and Exclusion Criteria
List the inclusion and exclusion criteria in separate paragraphs. If the inclusion and exclusion criteria differ for each study group, provide them separately under a subheading. Explain how pregnancy will be ruled out if applicable.
a.  Inclusion Criteria
b.  Exclusion Criteria

6.2.3 Recruitment

a.
Subject selection must be equitable.  Determine the feasibility of recruiting subjects such as: are other studies being conducted that require the same population, availability of the subjects, gender of the subjects (equitable inclusion of both men and women), age range, and racial and ethnic origin.  Provide justification if women or minorities will be excluded.  If children are included, justify the intent to benefit the children in the study.  As appropriate address 45 CFR 46 subparts B (for pregnant women) and D (for children).
b.
Describe from where and how the study subjects will be recruited.  Describe the methods for screening subjects, indicating if the screening will be conducted before or after the informed consent. If the screening test is not part of the standard of care, it must not be conducted without informed consent and the sample size should increase to account for the % of ineligible subjects.  If an advertisement, flyer, or brochure is to be used, refer to the DCI template for advertisements to prepare a draft and submit it along with the protocol for review and approval.

c.    As appropriate, add if subjects will be compensated for their participation (blood draws) and the amount they will be receive. 
6.2.4 Consent Process  

a. Discuss how and when subjects will be consented, who will administer the consent as well as HIPAA authorization, and what steps or procedures will be taken to prevent coercion.

b. Discuss what efforts will be made to promote subject’s understanding of the consent.
6.3 Study Design and Methodology  
As appropriate, the study design and methodology should include the following sub-sections:
6.3.1 Study Design
Provide a brief statement about the type of study design (e.g., prospective, observational, open-label, double-blinded, randomized placebo controlled trial, parallel groups, cross-over, correlational design, etc.).  
Describe what and how confounding variables will be controlled to avoid bias (e.g., stratification, blinding, randomization, etc).  If randomization is part of your design, describe how it will be conducted (e.g., by using the computer generated random number or by random table, etc).  If blinding (masking) is part of your design, provide a plan (including the timing of assessment, answer modalities, and statistical analysis) for evaluating the success of blinding (masking).  (e.g., ask the persons who are blinded to guess their treatment assignment once at the end of the trial or several times during the trial.) Consult a biostatistician for recommending a plan.
6.3.2 Study Methodology/Procedures
Provide a step by step plan in sequential order for your research conduction.  As appropriate, describe: 
· the intervention that is being tested and who will perform the procedures; 
· the treatment procedures or regimens; 
· dosage level and justification; 
· route of drug administration; 
· duration of treatment and follow-up study; 
· what procedures are done for the standard of care and what are for the research purpose (this distinction is important when you write the consent form); etc.  
6.3.3 Collection of the Human Biological Specimens  
If you will prospectively collect blood, tissue or other human biological samples for research study, specify the amount/volume of the blood and/or the size of tissue to be collected.  If the human biological specimens will be stored for future research, address Section 6.6 Banking of Human Biological Specimens. 
6.3.4 Data Collection – Describe what and how the data will be collected including the measurement time points.  List all study variables, instruments/questionnaires to be administered, if any.  As appropriate, include the validity and reliability of the instruments. For subject’s confidentiality protection, outline the procedure for coding, recording, storing and protecting the data.  Provide a copy of data collection sheets, case report forms, survey forms/questionnaires/instruments, and/or a copy of the author’s permission granting the use of the instruments in the Appendix Section 20.
6.3.5 Study Time Line - Provide a diagram or table that outlines the sequence and timing of the informed consent, screening tests, randomization, data collection, and interventions. This diagram will both clarify your own thinking about the study design and assist the review committees in understanding your approach (the diagram may be also given to the participants as information). 
An example:

	Assessment
	Visit / Follow Up (F/U) Interval

	Study Day /

period
	1 mo 
before
	2 wks 
before
	1 day 
before
	TX

2x/wk for 
5 wks
	F/U1

End of 5 wks
	F/U2

2 wks 
later

	Screening           
	x
	 
	 
	
	
	

	Informed 

Consent, discuss 
Plan, etc.
	x
	
	
	
	
	

	Randomization
	
	x
	
	
	
	

	Demographics,

History &

Physical
	
	 
	 x
	
	
	

	Pregnancy test
	
	
	x
	 
	
	

	Treatment
	
	
	 
	x
	
	

	McGill Short Form
	
	
	x
	x
	x
	

	Medication use
	
	
	x
	x
	x
	x

	Pain VAS
	
	 
	x
	x
	x
	x

	Sleep Habits
	
	
	x
	x
	
	

	Adverse events
	
	
	 
	x
	x
	x

	Overall Satisfaction
	
	
	
	 
	x
	 


6.4 Statistical Consideration
· TIME SAVER: Consult a statistician for assistance. DCI statisticians are available to help you with sample size estimation/justification, data analysis plan, and stopping rules. They will provide you with a written statement for incorporation into the protocol.  
6.4.1 The primary endpoints (i.e., primary outcome variables) and the secondary endpoints, if any.  Clearly define primary and secondary outcome variables of the research study. 

6.4.2 Data analysis

Outline the plan for analyzing the data in a logical order.  Address statistical analysis for each objective or specific aim in Section 3 and include any sub-group analyses (e.g., sex or age group). Specify statistical methods and variables for each analysis.  Discuss how potential confounding variables will be controlled in the data analysis.

6.4.3 As appropriate, provide a safety monitoring and analysis plan, including interim analysis, “stopping rules” or “discontinuation criteria” for individual subjects, parts of study, and/or entire study.

6.4.4 Sample Size Estimation

Statistical justification for the number of subjects proposed is required.  The reason for the sample size selected must reflect on the power calculation for a specified clinical significant difference to be detected including the standard deviation of the outcome variable(s) and the type I error to be controlled.  An acceptable power is at least 80%.  Sample size estimation should also account for withdrawals and dropouts. 
For a pilot study or a feasibility study the number of subjects may be justified without a formal statistical power analysis by taking into consideration the research study and the limitation of the result interpretation.  A pilot study is a smaller scale of a full study and is designed to 1) obtain data to plan a full study or 2) determine the feasibility of a full study.  Pilot studies run on a brief time frame and fewer subjects.  
An exploratory study is not a pilot study as it can stand on its own.  An exploratory study is to generate hypotheses for further research.  Sample size estimation will be needed for the exploratory study.  Since the study does not have any pre-specified hypotheses, the proposed sample size may be justified by showing the precision of the estimates to be determined in the study.

6.5 Reporting Adverse Events 
For extramural studies, reference the appropriate pages of the sponsor protocol for adverse events report.

Definitions:

Adverse events (adverse effects, adverse reactions): any occurrence of injury, dysfunction, disease, or abnormality of any organ or tissue that occurs in a subject enrolled in a clinical protocol.  Manifestations of an adverse event may include symptoms, physical exam abnormalities, diagnostic study abnormalities, and/or death.  

Expected adverse events: adverse events previously known or anticipated to result from: 1) the interventions and interactions used in the research (these events must be included as potential risks in the consent form); 2) the collection of identifiable private information under research (these events must be included as potential risks in the consent form); 3) an underlying disease, disorder, or condition of the human subjects; and/or 4) other circumstances unrelated to the research or any underlying disease, disorder, or condition of the subject. 

Unexpected adverse events /Unanticipated problems: adverse events that 1) are not expected given the nature of the research procedures and the subject population being studied; and 2) suggest that the research places subjects or others at a greater risk of harm or discomfort related to the research than was previously known or recognized.
Serious adverse event: an adverse event that is fatal, life-threatening, permanently disabling, require inpatient hospitalization, or result in congenital anomalies/birth defect, overdose or cancer, or any other adverse event that, based on appropriate medical judgment, may jeopardize the subject’s health and may require medical or surgical intervention to prevent one of the other outcomes listed above.
6.5.1 Expected Adverse Events from Research Risks and Reporting
a. Describe the expected adverse events from research risks using the following categories (the event rates may be derived from your clinical experience or literature).  Include a plan to monitor the adverse events and how these will be managed clinically (e.g., according to the clinically procedures, referring to a counseling)
· Rare but serious (Event Rate < 1%)

· Less Likely (1% ≤ Event Rate < 5%)

· Likely (5% ≤ Event Rate < 10%)

· More likely (Event Rate ≥ 10%)

Expected adverse events which are not serious are reported on the Annual Progress Report (APR) during the continuing review of the protocol.  APR is mostly due in a 12-month cycle, the anniversary month of the protocol’s initial approval or due in lesser than 12-month cycle as determined by the IRB for continuing review and approval.
6.5.2 Reporting Serious and Unexpected Adverse Events to the IRB
· TIME SAVER: See below for excerpts from DCI Policy for Reporting Adverse Events in Human Use Protocols. For further information refer to the DCI Templates, under “Adverse” and filenames Adverse.doc and Adverse Policy Memo.doc. 
Serious Adverse Events: The PI, within one working day, must report all serious adverse events (SAE) occurring in subjects enrolled at WRNMMC IRB.  This is accomplished by submitting an adverse event report memorandum to the IRB via DCI.  For protocols involving investigational drugs or devices, the investigator must also report a serious adverse event to the sponsor of the IND or IDE immediately (within 24 hours). Serious adverse events must be reported even if the PI believes that the adverse events are unrelated to the protocol. 

Unexpected (but not serious) adverse events occurring in subjects enrolled at WRNMMC which, in the opinion of the PI, are possibly related to participation in the protocol must be reported by the PI within 10 (ten) working days to the IRB using the same procedure.

For all serious and/or unexpected adverse events, the PI must forward a copy of the adverse event report to the Medical Monitor for the protocol.

For multi-center studies, unexpected or serious adverse events occurring in subjects enrolled at other medical facilities must be reported to the WRNMMC IRB within 10 working days after the PI receives notification of such events.  

A summary of all serious or unexpected side effects also must be included in the APR.

(***Note: a standardized adverse event reporting policy for the study sites (i.e., the NCA military medical centers and the USUHS) is currently being created to comply with recent OHRP (January 2007) and FDA (April 2007) guidance.  This section will be revised once the policy is established.)
6.6 Human Biological Specimens/Tissue (HBS/tissue)
a. If your protocol includes the prospective collection and/or storage of human biological specimens (tissue, blood, etc., hereafter referred to as "HBS/tissue"), and/or the specimens will be sent to a non-WRNMMC facility for analysis or storage, address the following issues IAW WRNMMC Pam (*** pending conversion from WRAMC Pam 40-112 “Human Biological Tissue Banking Policy for Research Use”  http://www.wramc.amedd.army.mil/departments/dci/NCA_Web/NCA_WebPage.htm):  
· Tissue collection procedures, including informed consent process
· Whether the HBS/tissue will be stored for future research

· Where and how HBS/tissue will be stored (including shipping procedures, storage plan, etc.)  

· If HBS/tissue will be stored in other institution, submit a MOU IAW WRNMMC policies and guidelines and a copy of the Tissue Bank policy of the institution to WRNMMC IRB for review and approval.  Specimens at the repository should be coded without any personal identifiers.
· Who will have the access to the HBS/tissue, the clinical information, and the linkage
· How tissue will be used (general and/or specific use)
· Specify the length of time that HBS/tissue will be stored
· How the confidentiality will be protected at the storage and at the time of distribution
· Whether subjects will be contacted and consented for future uses
· Sub-protocol approval process for the future studies
· Conditions under which tissue will be destroyed and how

· How subjects may withdraw their HBS/tissue from the storage 
· Whether there will be genetic testing (If tissue will be used for genetic testing, refer to the DCI genetic testing policies and guidelines at web-site to prepare the consent form.)
· TIME SAVER: See below for excerpts from the DCI genetic testing guidelines for the definition of Genetic Research.  For further information refer to the Directory of DCI Templates, under “Guidance” and “Genetic Policy.doc” http://www.wramc.amedd.army.mil/departments/dci/NCA_Web/NCA_WebPage.htm  

Definition of Genetic Research:  The analysis of human DNA, RNA, chromosomes, proteins, and certain metabolites in order to detect heritable disease‑related genotypes, mutations, phenotypes, or karyotypes.  Examples of these genetic studies include: predicting risk of disease, identifying carriers establishing prenatal and clinical diagnosis or prognosis, monitoring, and screening both prenatal and in newborns. [From the Task Force on Genetic Testing, NIH‑DOE Working Group on Ethical, legal and Social Implication of Human Genome Research, Sept 1997 at www.genome.gov/10001733].
· Disposal upon the completion of research

6.7 Subject Confidentiality Protection
State what mechanism and safety measure will be used to protect the confidentiality of the subjects enrolled in the study. And address the following sub-sections as applicable.
6.7.1 Certificate of Confidentiality

Certificates of Confidentiality are issued by the NIH, FDA, or DHHS. They are issued for some biomedical, behavioral or other types of research that collect sensitive information that, if disclosed, could have adverse consequences for subjects or damage their financial standing, employability, insurability or reputation (i.e., “sensitive” information) or could involve them in criminal or civil litigation.  The Certificates allow the researchers to refuse to disclose identifying information on research subjects in civil, criminal, administrative, legislative or other proceedings, whether at the federal, state or local level. Researchers are not prevented from the voluntary disclosure of matters such as child abuse, reportable communicable diseases or a subject’s threatened violence to self or others.   If a certificate of confidentiality will be used for the protocol, the consent form must say if the researcher intends to make any voluntary disclosures and state that the certificate of confidentiality does not apply to active duty subjects as it pertains to military command authorities.
6.7.2 HIPAA Authorization

Your answers to the following questions will assist compliance with the requirements of the Health Insurance Portability and Accountability Act (HIPAA). The DOD HIPAA regulations 6025.LL-R and other guidance can be found on the DCI website.

If your research will collect Protected Health Information (PHI) such as, physical, clinical, psychological well-being, behavioral and genetic data (e.g., blood pressure, type of cancer, disease stage, ADL, PSA, urine protein, use of alcohol, depression, etc.) along with any of the following 18 personal identifiers, a HIPAA authorization is required.  The research data collected in such format is referred to as “Identifiable Protected Health Information”
i. Are you intending to collect subject’s Protected Health Information (PHI) and any of the following 18 personal identifiers?

___ No – HIPAA does not apply – go to question #iv
___ Yes – please check which ones:

___ 1. Names

___ 2. Street address, city, county, 5-digit zip code

___ 3. Months and dates (years are OK) and ages >89 (unless all persons over 89 years are aggregated into a single category)

___ 4. Telephone numbers

___ 5. Fax numbers

___ 6. E-mail addresses

___ 7. Social security number

___ 8. Medical record number

___ 9. Health plan beneficiary number

___ 10. Account number

___ 11. Certificate/license number

___ 12. Vehicle identification number (VIN) and/or license plate number

___ 13. Device identifiers and serial numbers

___ 14. URLs (Uniform Resource Locators)

___ 15. Internet protocol address number

___ 16. Biometric identifiers, such as finger and voice prints

___ 17. Full face photographic images or any comparable images

___ 18. Any other unique identifying number, characteristic, or code such as patient initials

ii. Can you limit your collection of personal identifiers to just dates, city/state/zip, and/or “other unique identifier” (#18 of the above)? 

___ Yes – then your dataset may qualify as a Limited Data Set – please complete a Data Use Agreement and attach to your protocol. Then go to question #iv.

___ No – Go to question #iii.
iii. Is obtaining patient Authorization “impracticable”? 

___ Yes – Authorization may qualify to be waived by the IRB. Go to Section 6.7.3 HIPAA Authorization Waiver for the application. 
___ No – Research subjects will need to sign a HIPAA Authorization. Complete the HIPAA Authorization and attach to this protocol. 

iv. What precautions will you take to protect the confidentiality of research source documents (Case Report Forms, questionnaires, etc.), the research data file, and the master code (if any)?

v. When will you destroy the research source documents, data file, and the master code?

vi. Will research data including Identifiable Protected Health Information be sent outside of WRNMMC?

___ Yes – Please explain assurances you have received from the outside party that they will appropriately follow confidentiality protections, follow the HIPAA requirements, and abide by the provisions of your Authorization.

___ No

6.7.3 HIPAA Authorization Waiver

If you wish to obtain and use identifiable protected health information for a study without obtaining written approval (“HIPAA Authorization”) from the subject, please complete the HIPAA Authorization Waiver Form to provide justification for IRB review and approval. 
6.8 Reporting Protocol Deviations
State that any protocol deviations during the course of the study will be promptly reported to DCI/IRB and sponsor if applicable, through the medical monitor of the protocol if applicable.  Examples of deviations include but are not limited to variances from the treatment schedule for an individual patient, failure to use the most current consent form, and/or incomplete or lost records.  

Reporting protocol deviation is accomplished by submitting a protocol deviation memorandum to the IRB via DCI. See the protocol deviations report template on the DCI web under “Deviations” and filename deviation.doc.  
7.  REFERENCES  
List complete citations of the publications used to develop this proposal. Be sure that all references cited here are discussed and annotated in the text of the protocol. References should be numbered consecutively and listed in the order they are cited.  
8.  FACILITIES/ORGANIZATIONS TO BE USED  

List the WRNMMC and non-WRNMMC facilities and/or organizations that will be involved in conducting this research study; e.g., lab, ward, clinic, data coordinating center, tissue bank, etc.
9. ROLE AND RESPONSIBILITIES OF EACH INVESTIGATOR AND COLLABORATOR
Provide a clear description of the role and responsibility of the PI, Associate Investigator, and Collaborator in the protocol.

10.  TIME REQUIRED TO COMPLETE THE RESEARCH (INCLUDING DATA ANALYSIS) 

Anticipated start date - 
Expected completion date -
11.  BUDGET (***Note: to be revised IAW future DCI SOP) 

Will any outside organization provide funding or other resources? Yes (  x  )   No (    )        

If yes, 
· Submit a budget page or provide detailed information about the transfer of funds/other resources. 
· Provide information about the sponsoring agencies through which a CRADA would be submitted.  
· Refer to the study site’s SOP to determine if a CRADA access fee will be required by the institution.

Protocols that are funded through grants, congressionally-approved funding, or CRADAs are not eligible for supplemental intramural funding.  A conflict of Interest Disclosure Memorandum must be submitted for each investigator and included in the APPENDIX for all protocols that receive funding from an outside source—this memo can be found on DCI web site.
DCI Budget Request for Intramural Protocols Only: 

	
	FY07
	FY08
	TOTAL

	Consumable Supplies

(Itemize each supply)
	
	
	

	Other*  
	
	
	

	Travel**
	
	
	

	TOTAL ***
	$
	$
	$


For DCI budget request, itemize consumable supplies and provide a brief Budget Justification for each budget category.
* Funds may be applied to the purchase of small clinical or laboratory equipment necessary for conduct of the study. Funds may not be used, however, to purchase computers.

· For clinical equipment, by signing this application, the Service and Department Chiefs certify that the equipment is needed for your study and will accept the equipment at the conclusion of the study.

· At the conclusion of the study, laboratory equipment will revert to the DCI Research Operations Service.

** Funding request of up to $xxxxx (to be determined by each study site) for travel may be approved for intramural protocols for WRNMMC billeted staff and those PIs participating in GME. The funding is contingent on availability of funds.  The funds are intended for use by the Principal Investigator. 
*** Not to exceed $xxxxx per fiscal year (including equipment).

12.  ENVIRONMENTAL IMPACT STATEMENT (***May be revised IAW future DCI SOP) 
Does any part of this protocol generate any of the following regulated waste? 

a. Hazardous chemical waste
Yes    (      )     No (       )

b. Regulated Medical Waste

Yes    (      )     No (       )

c. Radioactive Waste


Yes    (      )     No (       )
If yes to any questions, please indicate at what stage and how much, and how it will be safely disposed to protect the environment and provide an Environmental Impact Statement signed by the appropriate official.  If any or part of the protocol will be executed at the DCI Research Laboratories, an Environmental Impact Statement signed by the DCI Laboratory Chief will be required.  
If the study will involve radiation exposure beyond the standard of care, DCI coordinator will forward your protocol to the Radiation Safety Committee for review.
13.  INVESTIGATOR COMPLIANCE STATEMENT (May be revised IAW DCI SOP) 
a. I have read and understand the provisions of The Belmont Report, Ethical Principal and Guidelines for the Protection of Human Subjects of Research, April 18, 1979.
b. I have read and will comply with WRNMMC DOD Assurance and WRNMMC Federal-Wide Assurance for the protections of human subjects from research risks.

c. I have read and will comply with the institutional policies and guidelines as outlined in the Standard Operating Procedures (SOP) of the Department of Clinical Investigation and the Principal Investigator Guide. (See DCI web-site for a copy,   http://www.wramc.amedd.army.mil/departments/dci/NCA_Web/NCA_WebPage.htm) 
d. I have read and will comply with the “Potential Conflict of Interest in Clinical Research at WRNMMC as outlined in the DCI SOP.

e. I certified that any outside funds and/or other resources (other than requested from DCI) being provided for this study are listed above in this application under Section 11- Budget. 
14.  RESPONSIBILITIES OF THE PRINCIPAL/ASSOCIATE INVESTIGATOR IN HUMAN SUBJECTS RESEARCH (***May be revised IAW future DCI SOP) 
The principal investigator is the individual who is primarily responsible for the actual execution of the clinical investigation.  He/she is responsible for the conduct of the study, obtaining subjects' consent, providing necessary reports, and maintaining study documents. The Associate Investigator will assist the Principal Investigator for the responsibilities stated below.   
As the Principal Investigator or Associate Investigator: 
a. I will not enroll a subject into a study until the study has been approved by the appropriate authority and, when appropriate, the subject's primary care physician has granted approval for him/her to enter a study.

b. By signing this protocol, I warrant that any use of Protected Health Information (PHI) for reviews preparatory to research met the following requirements:

i. The review of PHI was done solely to prepare a research protocol, or for similar purposes preparatory to research; 

ii.  No PHI was taken outside the Military Health System; and 

iii. This review of PHI was necessary for research purposes

c. I am responsible for assuring that the prospective volunteer is not participating as a subject in other research that will significantly increase the research risks.

d. I am responsible for assuring the quality of each subject's consent in accordance with current federal regulations.  This will include ensuring that any "designee" that obtains consent on my behalf is completely conversant with the protocol and is qualified to perform this responsibility.

e. I will obtain the WRNMMC IRB approval for advertisements used to recruit research subjects.

f. I will not accept any outside personal remuneration for implementation of a study.

g. I will take all necessary precautions to ensure that the study does not generate hazardous chemical waste.

h. I will obtain the proper WRNMMC clearance prior to all presentations, abstracts, and publications.  The following require WRNMMC approval:
i.   Reports involving WRNMMC subjects and/or patients.

ii.  Reports that cite WRNMMC in the title or byline.

iii. Reports of WRNMMC approved clinical investigation or research.

iv. Reports of research performed at WRNMMC.

v.  Reports of research conducted by WRNMMC assigned personnel.

i. I must submit to the Department of Clinical Investigation (DCI):

i.    Any source of outside funding.
ii.   An APR, due in the anniversary month of the protocol’s initial approval or due in the month as determined by the IRB for continuing review and approval.
iii. Reports of adverse effects occurring in subjects as a result of study participation or of any protocol deviations and submit these reports to Medical Monitor if there is one for the study.

iv.  An Addendum, prior to any changes made to the study or a change in the funding status.           

v.   A Final Report within 30 days following termination of a study.

vi.  Listing of presentations, abstracts, and publications arising from the study for inclusion in the APR.
j.
I will maintain a Study File that must be kept for three years following completion of the study if no IND/IDE used (32 CFR 219.115(b).  If IND medication or IDE appliances are used, the file must be kept for 2 years after FDA approval and can then be destroyed; or if no application is filed or approved, until 2 years after the study is discontinued and FDA notified (21CFR 312.62(c).  The records should be kept in the Department/Service where the research took place (AR 40-38).  If I am scheduled to PCS or ETS, these records will be given to a new WRNMMC PI or the Department/Service Chief.

This file may be inspected at any time by DCI, (**future 2nd tier office), Department of the Defense (DOD), the Food and Drug Administration (FDA), and/or other regulatory agencies responsible for the oversight of research.  This file will include:

i. The approved protocol and applicable addenda.
ii. The WRNMMC Scientific Review Board and IRB minutes (as appropriate) and the DCI memorandum granting approval to begin the study.
iii. Other applicable committee minutes [e.g., Radioactive Drug Research Committee (RDRC); the Surgeon General's Human Subjects Research Review Board].

iv.
Each Volunteer Agreement Affidavit (i.e., consent form) signed by the subject.
v.   APR or Final Report.

vi.  Reports of adverse effects occurring in subjects as a result of study participation.

vii. Reports of any significant new findings found during the course of the study.

viii. All study documents generated from study date, e.g., patient enrollment log research records, data collection sheets, etc.

ix.  Publications/abstracts/Presentations Clearance documents, and reprints from study data
x.   All information pertaining to an investigational drug or device.

xi.  For HIV research studies, approval of the Chief, Infectious Disease Service.

k.  I will be familiar with all applicable regulations governing research, and will adhere to all of the requirements outlined in the WRNMMC’s DOD Assurance and Federal-Wide Assurance granted by the Office for Human Research Protections, Department of Health and Human Services.
15. MEDICAL MONITOR RESPONSIBILITIES 
(***May be revised IAW future DCI SOP.) 
Duties as the Medical Monitor include: 

1) Monitoring the conduct of the protocol per the approval plan and ensuring protection of human subjects.  This may involve periodic review of medical records of enrolled subjects and the research files being maintained by the PI.

2) Reviewing and keeping abreast of adverse events and protocol deviations that occur during the research; (all adverse events, including deaths and serious or unexpected side effects, are reported to the Medical Monitor via the PI).  

3) If there is concern about the welfare of enrolled subjects, the Medical Monitor has the authority to stop a research study in progress, remove individual subject from a study, and take whatever steps necessary to protect the safety and well being of research subjects until the IRB can assess the Medical Monitor’s report.  Notification of such actions must be forwarded to the DCI within one (1) working day of receipt of knowledge prompting human subject welfare concerns.

4)  Medical Monitors will be required to co-sign all adverse event reports, protocol deviation memoranda, APR, and addendum. 

5)  The Medical Monitor must keep current the WRNMMC required research ethics Human Subjects Training every 3 years. 

6) If the Medical Monitor is expected to be away for more than 14 days but less than 30, the PI or Medical Monitor must designate an acting Medical Monitor and document such action.

7) If a Medical Monitor leaves WRNMMC for greater than 30 days then the PI must be informed to designate a new Medical Monitor and report such change to the IRB via a memorandum for a change of Medical Monitor (see template). 

16.  PRINCIPAL INVESTIGATOR SIGNATURE 
With my signature, I acknowledge that I have read and am accountable for the responsibilities under Section 13 and Section 14.  I understand that if I fail to comply with any of these responsibilities, all projects for which I am an investigator may be suspended.  I also acknowledge the above Application for Clinical Investigation Project; Request for Approval of Clinical Investigation Study Proposal; Environmental Impact Statement; Investigator Compliance Statement; and Responsibilities of the Principal/Associate Investigator in Human Subject Research.


(Signature Required)
                  

PRINCIPAL INVESTIGATOR

Rank, Name, Corps                          

Title                                                  
Service/Department

17.  ASSOCIATE INVESTIGATOR SIGNATURE (*Add as many associate signatures as necessary.)

With my signature, I acknowledge that I have read the responsibilities under Section 13 and Section 14 and will comply with them.  
___________________________________

Associate Investigator

Rank, Name, Corps                          

Title                                                  

Service/Department

___________________________________

Associate Investigator

Rank, Name, Corps                          

Title                                                  

Service/Department

18. MEDICAL MONITOR SIGNATURE (If a medical monitor is not required state NA to and delete the information below.)
(***May be revised IAW future DCI SOP.)  

With my signature, I acknowledge that I have read the responsibilities under Section 15 and agreed to serve as Medical Monitor for the above protocol.  I understand that the Medical Monitor must be independent of the research study, i.e., not an investigator of the study and cannot be a subordinate in the PI’s rating scheme because of a potential for command influence type conflict of interest.

My PRD/PCS (Projected Rotation Date/Permanent Change of Station Date) is 

_____________________.

__________________________________
MEDICAL MONITOR
Rank, Name, Corps

Title

Service/Department

19. DEPARTMENT CHIEF AND SERVICE CHIEF SIGNATURE
I concur with the submission of this proposal to the Clinical Investigation Committee and/or Human Use Committee for review and approval.


SERVICE CHIEF                         DEPARTMENT CHIEF

Rank, Name, Corps                       Rank, Name, Corps
Title                                               Title
Service


                   Department
20.  APPENDICES  
As appropriate include all relevant documents in the following sequences:
APPENDIX A – Figures / Graphs

APPENDIX B - Data collection sheets / Case Report Forms / Questionnaires (include the author’s permission to use questionnaires/surveys, as applicable)
APPENDIX C – Signed General Impact Statement
APPENDIX D - All Other Impact Statements signed by applicable Departments, such as:


Nursing Impact Statement

Pathology Impact Statement if study involves the Pathology Department

Pharmacy Impact Statement if study uses any drugs, IND or otherwise

Telemedicine Impact Statement if study uses Telemedicine facilities

The Military Amputee Center Impact Statement


Directorate of Information Technology and Management
APPENDIX E – Signed Conflict of Interest Statement

APPENDIX F - Support Letters/Documents
Letters re: loaned equipment

Letters of support from Collaborators and/or Consultants
Cooperative Research and Development Agreement (CRADA)

APPENDIX G - Advertisement Brochure/Flyer
APPENDIX H - Consent Form(s)
APPENDIX I - HIPAA Authorization Form
APPENDIX J 
If extra-mural study, provide a copy of the sponsor’s protocol  
If an Investigational New Drug (IND) study, provide the signed original of the FDA Form 1572 (Statement of Investigator) and/or FDA Form 1571 (if PI is the IND Applicant).  The FDA Forms are at http://www.fda.gov/opacom/morechoices/fdaforms/cder.html.
For more information, please refer to the Principal Investigator Guide at DCI web site or Contact DCI at 202 782-6389.
(Version - WRNMMC Human Use Protocol.doc, 16 November 07)
Approval Date:_____________





Protocol/Work Unit Number:


_________________________








14
1

