[PROTOCOL RUNNING TITLE IN HEADER (CENTERED)]
[bookmark: _GoBack]Eisenhower Army Medical Center
Protocol for Clinical Investigation—Human 

1.0  Title:  [Study Title]

2.0  Personnel to Conduct the Study:

    a. Principal Investigator:  	[Full Name, Degree, Rank/Civ status]
				[Service, Department]
				[Medical Treatment Facility]
				[Military Post]
				[office, cell, fax, pager phone numbers]

    b. Associate Investigator/s:	[Include all personnel to serve as AI’s]
				[Full Name, Degree, Rank/Civ status]
				[Service, Department]
				[Medical Treatment Facility]
				[Military Post]

    c. Staff Monitor:  		(If the Principal Investigator is a resident/fellow)
				[Full Name, Degree, Rank/Civ status]
				[Service, Department]
				[Medical Treatment Facility]
				[Military Post]

    d. Technical Staff: 		[Include all personnel to serve as technical staff]
				[Full Name, Degree, Rank/Civ status]
				[Service, Department]
				[Medical Treatment Facility]
				[Military Post]

    e. Medical Monitor:	(required for Greater Than Minimal Risk Studies)
				[Full Name, Degree, Rank/Civ status]
				[Service, Department]
				[Medical Treatment Facility]
				[Military Post]

3.0 Location: (32 CFR 219.114) Where this study will be conducted. Give specific clinic, Medical Treatment Facility (MTF), and/or other location/s where the study will be conducted. If there are multiple phases of the study, and multiple locations, list those here to include what phase will be occurring at what site. 

4.0 Research Plan

4.1 Objective: A concise, yet specific, statement of the research question(s) to be answered by the proposed project, to include, when applicable - study design, medications to be used, and type of subject population observed. This should be no longer than three to four sentences.

4.2 Research Questions/Hypotheses to be Tested
	
	4.2.1 List each question to be answered by this project.
	4.2.2 Start with the primary research question, followed by secondary questions.
	4.2.3 Number each question according to this number scheme.
4.2.4 If this study will test hypotheses, list those here in place of research questions.

4.3 Significance: Explain briefly the medical importance and possible usefulness of the project. This should be no longer than one to two paragraphs. Cite key landmark literature and/or prior studies that you have completed that have led to the current study. 

4.4 Military Relevance: Explain the military relevance of this study. How does it contribute to the understanding of medical issues associated with military medicine? What impact will the current study have on the practice of military medicine?

4.5 Background/Review of Literature

	This section will be an in depth discussion of prior research in this area to include a summary of relevant medical literature and progress made on this topic by the PI in previously completed studies. This section will give the reader as much information needed in order to understand why this study is important, what is known and has been studied in the past, what questions remain unanswered, and how this study will add to the general understanding of the topic being studied. This section should stand alone and the reader should not have to consult outside literature in order to fully comprehend this project. Be sure to make appropriate reference to previously published work and provide those references at the end of the protocol. 

4.6 Research Method and Design:

	4.6.1 General study design: This will be a brief description of the design of this study. For example, “This will be a prospective randomized double-blinded study conducted by the Infection Control Service”. This section will give a brief summary of the conduct of the study with details to be given in subsequent sections of the protocol

	4.6.2 Specific study plan: list each of the primary goals of the study in bold. 
		4.6.2.1 List subordinate tasks in bullet format after each study goal.
		4.6.2.2 Give specific details on how each task will be accomplished. 
4.6.2.3 There needs to be enough detail here that if this protocol were to be followed by an external agent, the study could be completed.
4.6.2.4 The exception to detail would be to avoid specific details of tests to be run (i.e. DNA extraction methods in order to run a PCR)
4.6.2.5 There should be enough detail however to explain how the sample is obtained in order to initiate the DNA extraction method, for example.

4.6.3 Specific study plan: continue to list the primary goal for the study in bold, and the subordinate tasks until the complete study plan has been detailed.  Provide a step by step plan in sequential order for your research process.  As appropriate, describe: 
4.6.3.1 The intervention that is being tested and who will perform the procedures 
4.6.3.2 The treatment procedures or regimens 
4.6.3.3 Dosage level and justification 
4.6.3.4 Route of drug administration 
4.6.3.5 Duration of treatment and follow-up study 
4.6.3.6 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.  
4.6.3.7 Address the ‘intent to benefit’ for this study for each individual (including population in the control group), particularly in Pediatric protocols and if the investigator is seeking surrogate consent.
4.6.3.8 Include a schedule of treatments and follow ups is applicable.

4.6.4 Collection of the Human Biological Specimens: If you will prospectively collect blood, tissue, or other human biological samples for this 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 4.6.7 Banking of Human Biological Specimens. 

4.6.5 Data collection: List all data to be collected in bullet format. Describe how data will be collected and at what time intervals. Include a data collection sheet as an attachment to the protocol. The data collection sheet must be the exact spreadsheet that will be used in the research with the exact variables that will be collected. If a master key will be generated, describe the variables that will be on the master key and how a random study number will be generated to link the subject to the data on the data collection sheet. Give a precise definition of the random study number (i.e. randomly generated numbers, sequential numbers from 1 to XX, alpha numeric numbers that do not contain any part of the SSN, etc.)

4.6.6 Investigational New Drug / Investigational Device Exemption: If this study includes the use of one of the aforementioned you must include information from the FDA on the use of the drug or device. Has a exemption been granted from the FDA for an IND? Is the device a significant risk device (see 21 CFR 812)?

4.6.7 Human Biological Specimens/Tissue (HBS/tissue) If this 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-DDEAMC facility for analysis or storage, address the following issues:
4.6.7.1 Tissue collection procedures, including informed consent process
4.6.7.2 Whether the HBS/tissue will be stored for future research
4.6.7.3 Where and how HBS/tissue will be stored (including shipping procedures, storage plan, etc.)  
4.6.7.4 If HBS/tissue will be stored in another institution, submit a copy of the Tissue Banking  policy of the institution to DDEAMC Human Research Protections Office (HRPO) for review and approval; a MOU IAW policies and guidelines will be drafted by the research office.  Specimens at the repository should be coded without any personal identifiers.
4.6.7.5 Who will have access to the HBS/tissue, the clinical information, and the linkage
4.6.7.6 How tissue will be used (general and/or specific use)
4.6.7.7 Specify the length of time that HBS/tissue will be stored
4.6.7.8 How confidentiality will be protected at the storage and at the time of distribution
4.6.7.9 Whether subjects will be contacted and consented for future uses
4.6.7.10 Sub-protocol approval process for future studies
4.6.7.11 How subjects may withdraw their HBS/tissue from the storage 
4.6.7.12 Whether there will be genetic testing (If tissue will be used for genetic testing, discuss this with the DDEAMC HRPO.
4.6.7.13 Conditions under which tissue will be destroyed and how (e.g., Disposal upon the completion of research)

4.7 Study population: describe the subject population to be studied. List here the exact number of subjects that you expect to enroll based on the total number needed to reach statistical significance. Complete statistical analysis will be reported later in the protocol. Your study will only be approved to enroll “up to” the number of subjects listed in this section. Be sure to be very precise in this number. Include the method of recruitment, including who will enroll and consent the subjects. Details that are absolutely necessary include age, sex, pregnancy condition, and active duty status. 

4.7.1 Repository Information: If this study includes samples obtained from a tissue / blood / data repository please specify as appropriate:
		4.7.1.1 Type of specimen / data 
4.7.1.2 Source of the specimen / data, including location, the time frame of the existing samples to be included in the study, and supporting documents for their use (specimen or data use agreements)
4.7.1.3 If additional subject contact will be required 
4.7.1.4 Confidentiality protections of the subjects’ personal identifiers 
4.7.1.5 Management of the excess specimens. Also justify the number of specimens required in Section 6.0 Statistical Analysis / Sample Size Estimation and address if the excess specimens will be stored for future use.

	4.7.2 Inclusion Criteria
4.7.2.1 List all criteria that are necessary in order to enroll a subject in this study
		4.7.2.2 List all criteria in bullet format
		4.7.2.3 Number according to this format

	4.7.3 Exclusion Criteria
4.7.3.1 List all criteria that will exclude a subject from being enrolled in this study
		4.7.3.2 List all criteria in bullet format
		4.7.3.3 Number according to this format
4.7.3.4 It will be imperative to describe how pregnancy is ruled out if pregnancy is an exclusionary criteria for women

	4.7.4 Recruitment
4.7.4.1 Subject selection must be equitable. (32 CFR 219.111.a.3) 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/fetuses/neonates) and D (for children). There are specific protections for the following to be subjects of research: prisoners, mentally disabled persons, economically or educationally disadvantaged persons, or military personnel (32 CFR 219.111.a.7b). If the study includes these populations please discuss this with the protocol coordinator. 
4.7.4.2 Describe from where, when, 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. (32 CFR 219.111.a.3, 4, and 5)
4.7.4.3 Compensation for participation.  As appropriate, describe if subjects will be compensated for their participation (i.e. for blood draws) and the amount they will receive IAW Title 24  ch. 1, Sec. 30. 

4.7.5 Consent Process: (32 CFR 219.116 and 117) 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. Discuss what efforts will be made to promote subject’s understanding of the consent. How will non-English speaking subjects complete the consent process? 

4.7.5.1 If you are going to request a waiver of informed consent you must address all of the following; 1) the research involves no more than minimal risk to the subject, 2) the waiver will not adversely affect the rights and welfare of the subjects, 3) the research could not be practicably carried out without the waiver of informed consent, 4) subjects will be provided with additional pertinent information after participation, whenever appropriate. The IRB will consider a waiver request and approve or disapprove that action.   

5.0 Privacy/Confidentiality: (32 CFR 219.111.a.7) Discuss what safeguards will be put in place in order to maintain confidentiality of the subjects’ data and the privacy of the subject. How will the data be stored? Who will have access to the data? Will the data be electronically stored or maintained as a hardcopy in a locked file cabinet? Discussion of identifying subjects by random study number and not any personally identifiable number should be included here. 

	5.0.1 HIPAA Authorization 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 are referred to as “Identifiable Protected Health Information”
5.0.1.1 Check any of the following 18 personal identifiers that will be collected during the course of this study. If none of the following will be collected, proceed to section 5.0.1.4
___ 1. Names
___ 2. Street address, city, county, 5-digit zip code
___ 3. Birth 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

5.0.1.2 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 section 5.0.1.4.
___ No – Go to section 5.0.1.3

5.0.1.3 Is obtaining patient HIPAA Authorization “impracticable”? 
___ Yes – Authorization may qualify to be waived by the IRB. Go to Section 5.0.2 HIPAA Authorization Waiver for the application. 
___ No – Research subjects will need to sign a HIPAA Authorization. Complete the HIPAA Authorization template and submit with this protocol. 

5.0.1.4  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)?

5.0.1.5 When will you destroy the research source documents, data file, and the master code? HIPAA authorization forms need to be saved for 6 years all other research documentation needs to be maintained locally for three years after completion of the study. At that point the investigator should contact the Department of Clinical Investigation to determine final disposition of study documentation/data.

5.0.1.6 Will research data including Identifiable Protected Health Information be sent outside of your/the facility?
___ 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
	
5.02 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.
 
6.0 Benefits: (32 CFR 219.111.a.2) Describe the benefits of this study. If there are multiple list them in numerical bullet fashion as above. 

7.0 Risks: (32 CFR 219.111.a.1 (i and ii)) Describe the risks of this study. If there are multiple list them in numerical bullet fashion as above. Include risks to both subjects and study personnel. Describe the measures that are being taken to mitigate the risks.

8.0 Statistical Analysis: Address statistical analysis for each research question, described in section 4.2 (including any primary and secondary research questions or hypotheses) and include any sub-group analyses (age, gender, etc). Specify statistical methods and variables for each analysis.  Describe how potential confounding will be controlled for in the data analysis. Include the statistical justification for the samples size. What is the power of the study? (i.e. the sample size estimation and power analysis) What is the expected difference, f that is being studied? Describe the statistical analysis that will be completed on the collected data. 

9.0 Adverse Events, Unanticipated problems, and deviations: Define what constitutes an adverse event in this study, and provide the likelihood of each expected event, for example: 
· Rare but serious (Event Rate < 1%)
· Less Likely (1% ≤ Event Rate < 5%)
· Likely (5% ≤ Event Rate < 10%)
· More likely (Event Rate ≥ 10%)

As applicable, consider the following when developing this section:
- The plan for monitoring adverse events and how they will be managed clinically
- Methods/timing for assessing, recording, and analyzing safety parameters
[bookmark: _Toc140393839]- The means by which to solicit adverse events (e.g., diary, telephone follow-up)
- Assessment of intensity/severity of adverse events
- Adverse event relationship and causality assessment
- Recording adverse events
- Reporting adverse events to the Sponsor
- Type and duration of the follow-up of subjects after adverse events

9.2  Reporting Unanticipated Problems Involving Risks to Subjects or Others, Serious Adverse Events and Deaths to the Human Research Protections Office (HRPO).  Include the following statement for this section. 

[bookmark: OLE_LINK19][bookmark: OLE_LINK20]All unanticipated problems involving risk to subjects or others, serious adverse events, and all subject deaths will be promptly reported by phone (706-787-8053), by e-mail (), by facsimile (706-787-8123) to the HRPO.

Note in multi-site studies, unexpected or serious adverse events occurring in subjects enrolled at other sites should be reported to the IRB.  

9.3  Medical Monitor.  If the protocol involves more than minimal risk to subjects, the following statement MUST be included: 

The medical monitor will review all unanticipated problems involving risk to subjects or others, serious adverse events and all subject deaths associated with the protocol and provide an unbiased written report of the event to the HRPO and DDEAMC IRB. The medical monitor will comment on the outcomes of the event or problem and in the case of a serious adverse event or death comment on the relationship to participation in the study. The medical monitor will also indicate whether he/she concurs with the details of the report provided by the study investigator. Reports for events determined by either the investigator or medical monitor to be possibly or definitely related to participation and reports of events resulting in death will be promptly forwarded to the HRPO and DDEAMC IRB.

10.0 Subject withdrawal from study participation: If the subject decides to withdraw from the study, and if appropriate to this study, explain how the investigator will ensure the safety of the subject and the systematic end of the subject’s participation. Explain any consequences of a subject’s decision to withdraw from the study, for example prorating compensation. The anticipated circumstances under which the subject’s participation may be terminated by the investigator or others is also to be addressed in this section (e.g., non-compliance, safety issues, loss of funding, etc.). 

11.0 Funding: Include any and all funding that will support this study. Discuss any funding that will be given to any supporting foundations (Geneva, T.R.U.E, Henry Jackson, etc) in order to support this study, or will be given per subject enrolled. If there will be non-monetary support of this study, for example donated study drug or study devices, that should also be included here. Any relationships generated from this study between the investigators and commercial industry should also be reported in this section. 

12.0 Facilities to be Used: (32 CFR 219.114) List the exact hospital, clinic, or location to be used in this study. If there will be adjunctive tests done that are investigational and part of this study, i.e. additional radiographic or laboratory studies that would not have otherwise been ordered on the subject if it were not for this research study, those locations also need to be included. 

12.1 Impact statements:  List all impact statements that were executed with any department that is affected by this study. If there is no impact on any service, indicate that here.

13.0 Time Required to Complete: Month and year of expected start; month and year of anticipated completion. It is helpful to include a chart that lists the timeline of the study, specifically mentioning particular milestones of the study (when they are expected to occur and in what order they are expected to occur). Include time for data analysis after all data has been collected.

An example of a study timeline:
	MILESTONE DESCRIPTION
	1st Yr   FY09
	2nd Yr   FY10
	3rd Yr   FY11
	4th Yr   FY12

	
	4Q
	1Q       2Q       3Q       4Q 
	1Q       2Q       3Q       4Q 
	1Q       2Q       3Q       4Q 

	Protocol Development
	       ---S---
	 C
	
	

	Ft Benning Command Approval 
	
	 X
	
	

	SRB Submission
	
	 X                                       
	
	

	SRB Approval
	
	    X
	
	

	IRB Submission 
	
	       X
	
	

	IRB Approval
	
	           X
	
	

	Hire and Train Study Personnel
	
	                S------C
	
	

	Lead-in Phase
	
	                   S----C
	
	

	Study Initiation
	
	                          X
	
	

	Interim Analysis
	
	
	 X                    
	

	Data Collection Complete
	
	
	                                         
	       X

	Data Analysis
	
	
	
	        S------R

	Report to Ft Benning Command and USACHPPM
	
	
	 X
	                  S--R




14.0 Personnel to Conduct the Study / Researcher Responsibilities

14.1 Principal Investigator: Give the name of this person, and the specific tasks this person will perform during the course of this study. What access to data will this person have?

14.2 Associate Investigator/s: Give the name/s of this/these person/people, and the specific tasks this person/people will perform during the course of this study. What access to data will this person/people have?

14.3 Technical Staff: Give the name/s of this/these person/people, and the specific tasks this person/people will perform during the course of this study. What access to data will this person/people have? If any of these people will be recruiting or enrolling subjects, they need to be specifically trained (human subjects protection training) and delegated this task by the PI. 

14.4 Conflict of Interest Disclosure: List the specific conflicts of interest that any person listed above has in being associated with this study. Conflicts of interest include significant financial gain, incurring favor with current or future employers, and any other benefit that could be construed as compromising the judgment and independence of an individual.  Conflicts of interest apply to the individual and his/her immediate family members. All personnel associated with this study will additionally have to complete a conflict of interest disclosure form.  

15.0 Affirmation of Principal Investigator: (must be updated with each new PI)

15.1 “As the Principal Investigator, I confirm that I have read and will comply with the DDEAMC Human Research Protection Program (HRPP), Chapter 13, Investigator Responsibilities as available at, http://www.ddeamc.amedd.army.mil/clinical/investigation/documents/HRPP.pdf.  The protection of research subjects is the shared responsibility of Principal Investigator (PI), Associate Investigators (AIs), Careline/Department Chief, members of the research team, and the DDEAMC Institutional Review Board (IRB). However, the ultimate responsibility for the safety and welfare of research subjects lies with the PI."


15.2 “I am aware that I am not authorized to accept any funds or other form of compensation for conducting this research.”  ( DoD personnel) 

16.0 Date prepared: This is also the version date in the footer. The version date listed in the footer, will need to be updated with each successive version of the protocol that is submitted to the Research Regulatory and Compliance Office for review. 

17.0 References: List all sources of information on a separate page after signature blocks. Make sure all references are numbered in the order that they are presented in this protocol.



	e-signature
	
	e-signature


___________________________________________________________________         			                    ______________________________________________________________________	
PRINCIPAL INVESTIGATOR			         SERVICE CHIEF
Rank						         Rank
Title						         Title

	e-signature


_________________________________________________________________
DEPT CHIEF
Rank
Title
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