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SHORT ABSTRACT IN LAYPERSON’S TERMS:

In one paragraph, state broad, long-term objectives and specific aims in layperson’s terms. Do not copy & paste your technical abstract.  DO NOT EXCEED 25 LINES OF TEXT (12 POINT FONT). 
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9.
PERSONNEL ROLES:
Describe the specific functions of all study personnel, whether funded from this project or not.  This description should match the work proposed in the Research Plan section.  You must provide verification of human subjects training for key staff (PIs, AIs, all staff that will have access to human subjects or their identifiable data.)
A Medical Monitor is required for greater than minimal risk studies or as stipulated by the IRB.  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 DoD employee, have subject matter expertise and is independent of the study and has agreed to be the Medical Monitor.  You must provide a current CV and copy of the medical monitor’s medical license. The responsibilities of the Medical Monitor are listed below: 

MEDICAL MONITOR’S SIGNATURE (If medical monitor is not required, state NA, and then delete the following statements and signature block.)
I have 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.
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 IRB staff 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, Annual Progress Reports, and addendum. 

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

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 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. 

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

__________________________________

MEDICAL MONITOR

.
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PRINCIPAL INVESTIGATOR and KEY STUDY PERSONNEL
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	e.
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	RESEARCH AND PROFESSIONAL EXPERIENCE

Previous employment, experience, and honors.  Include present membership(s) on any Federal Government public advisory committees.  List the titles and complete references to all publications during the past three years and earlier publications pertinent to this application.  


13.
RESEARCH PLAN (use 12 point font and the section headers below.  Please delete instructions and samples before submitting)
Protocol Title: 

PURPOSE:

BACKGROUND AND SIGNIFICANCE
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.

Provide scientific justification for the conduction of this project; explain the rationale and how it relates to the research questions/hypothesis to be tested.
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.

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.

MEDICAL APPLICATION/ MILITARY RELEVANCE  
Explain the medical importance and possible usefulness of the results of this study.  Identify the military relevance, as appropriate.

PLAN

Outline your protocol plan 
· TIME SAVER: You may cut and paste from the larger application as pertinent.
Selection of Subjects

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 Sample Size Estimation section and address if the excess specimens will be stored for future use.

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

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.  (If recruiting medical or nursing students, you must provide a detailed recruitment plan that clearly avoids coercion. In addition, after IRB approval has been received, you may not begin any study involving medical or nursing students without written approval of Deans and Commandants of the School of Medicine and the Graduate School of Nursing.) 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, prepare a draft and submit it along with the protocol for review and approval.

4.  Consent Process  

a. Discuss how and when subjects will be consented, who will administer the consent as well as HIPAA authorization, if applicable, 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.

Study Methodology /Technical Approach (including the number of subjects to be studied.)
As appropriate, the study design and methodology should include the following sub-sections:

1.  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 assistance.)
2.  Provide a step by step plan in sequential order for your research conduction.  As appropriate, describe: 1) the intervention that is being tested and who will perform the procedures; 2) the treatment procedures or regimens; 3) dosage level and justification; 4) route of drug administration; 5) duration of treatment and follow-up study; 6) what procedures are done for standard of care and for research purpose (this distinction is important when you write the consent form); etc.  

3.  If the study will prospectively collect blood or tissue samples, specify the amount (or volume) of the blood drawn and/or the size of tissue and address Human Biological Specimens section for a detailed plan. 

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. 
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
	 


Statistical Consideration

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. 
2.  Data analysis

Outline the plan for analyzing the data in a logical order.  Address statistical analysis for each objective or specific aim 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. Provide power analysis, where applicable.
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.

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.

Reporting Adverse Events 
(For sponsored 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.

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%)

b. Expected adverse events which are not serious are reported on the Continuing Review Report (USU Form 3204A) during the continuing review of the protocol. 

Reporting Serious and Unexpected Adverse Events to the IRB
Serious Adverse Events: The PI, within 48 hours, must report all serious adverse events (SAE) occurring in enrolled subjects.  This is accomplished by submitting an adverse event report memorandum to the IRB office. 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, 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 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 3204A. 
Human Biological Specimens/Tissue (HBS/tissue). 

Address the following:

· 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 copy of the Tissue Bank policy of the institution to the 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 
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

Subject Confidentiality Protection

1.  Certificate of Confidentiality

Certificates of Confidentiality are issued by the National Institutes of Health (NIH). They are issued for biomedical, behavioral or other types of research that collect 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; however, the consent form must say if the researcher intends to make any voluntary disclosures.

Provide the information regarding the needs of a Certificate of Confidentiality in the protocol. Please note that the Certificate of Confidentiality does not apply to active duty subjects as it pertains to military command authorities.

HIPAA Authorization, if applicable
Your answers to the following questions will assist compliance with the requirements of the Health Insurance Portability and Accountability Act (HIPAA). 
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?

___ 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

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. 

If the Waiver is approved and your sample size is less than 50, disclosures of data outside the Military Healthcare System must be tracked by the PI.  

Reporting Protocol Deviations
State that any protocol deviations during the course of the study will be promptly reported to the IRB office 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. 

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.  
FACILITIES/ORGANIZATIONS TO BE USED  

List the USU and non-USU facilities and/or organizations that will be involved in conducting this research study; e.g., lab, ward, clinic, data coordinating center, tissue bank, etc.
APPENDICES  

As appropriate include all relevant documents in the following sequences:
Figures / Graphs

Data collection sheets / Case Report Forms / Questionnaires (include the author’s permission to use questionnaires/surveys, as applicable)

Support Letters/Documents

Letters re: loaned equipment

Letters of support from Collaborators and/or Consultants

Cooperative Research and Development Agreement (CRADA)

Advertisement Brochure/Flyer
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