MCHL-YOUR OFFICE SYMBOL (40-38a)				DATE: (current date)





MEMORANDUM FOR CHIEF, DEPARTMENT OF CLINICAL INVESTIGATION, 


			WALTER REED ARMY MEDICAL CENTER





SUBJECT:  Application and Request for Approval of Clinical Investigation Study Proposal








1.  PROTOCOL TITLE: 





(Please Note:  All responses are left justified, Times New Roman, and 12 pitch. Please delete or type over all non-bold notes and instructions included as guidance under each topic or section. Words in bold are retained in the final protocol.)





2.  PRINCIPAL INVESTIGATOR:		





Rank, Name, Corps


Title  (PGY-___)


Service and Department


Phone Number


Fax Number





3.  ASSOCIATE INVESTIGATORS:    





Rank, Name, Corps (Must be WRAMC assigned and/or credentialed.)


Title  (PGY-___)


Service and Department


Phone Number


*Fax Number for at least one Associate.





4.  COLLABORATING PERSONNEL:    





Rank, Name, Corps


Title  (PGY-___)


Service and Department


Address (Include complete mailing address)


Phone Number





5.  MEDICAL MONITOR: 





Rank, Name, Corps


Title  (PGY-___)


Duty Station


Phone Number


Fax Number


Medical Monitor details are required only for greater than minimal risk studies.  Answer N/A, if minimal risk study.   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)]. If your protocol is Greater than Minimal Risk, please provide requested information of a staff physician who is not involved in the study and has agreed to be the Medical Monitor for this study.   See instructions for the responsibility of the Medical Monitor in the PI Guide.





6.   ABSTRACT:


Provide an Abstract for your study. The Abstract should briefly state the:


Purpose


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


Methodology





The Abstract should be concise, and not exceed one-half page in length.





7. 	 OBJECTIVES:  





State your research objectives, including research hypotheses, if any. Be sure the research objectives are consistent with your subsequent Plan and Data Analysis sections.





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 so you don’t waste your time.


 


TIME SAVER: For extramural studies that are part of a Master Protocol:  For Sections 7, 8, 9, and 10, you should only reference the appropriate pages in the sponsor's Master Protocol, e.g., “See pages 10-12 in Master Protocol.”  However, you will still need to explain the logistics of how the protocol will be implemented at WRAMC (e.g. identification, recruitment, and consenting of potential subjects, processing of specimens, facilities to be used, impacts on other departments, etc.) in the PLAN section.  Any deviations from the Master Protocol must be specified in the WRAMC application.








8.	 MEDICAL APPLICATION: 





Explain the medical importance and possible usefulness of the results of this study.  Identify the military relevance, as appropriate.





9.   BACKGROUND AND SIGNIFICANCE: 





Summarize recent literature, justify the need for conducting this project, and explain the rationale for this study. Be sure your proposed study represents the next logical step in the accretion of knowledge about this condition. Cite your references. 





TIME SAVER: The main reason for proposals being tabled by the review Committee is not lack of scientific merit, but because key information is missing or difficult to interpret. To expedite the Committee’s understanding of your proposal, write so your discussion is understandable to a medical scientist who does not specialize in your area of interest. 








10.	PLAN:  








TIME SAVER: If you are working off a Master Protocol, simply reference the appropriate page numbers in the Master Protocol. Do not re-write the section unless you are specifying changes from the Master Protocol to be implemented at WRAMC.





a.  Investigational drugs/Devices status:





If your protocol will be studying the effectiveness or safety of investigational drugs or devices, please state the FDA approval status.  See DCI website under Drug Study Model Language for the instructions and appropriate model language.





b. Type and number of patients/charts/specimens to be studied:





State the number and type population to be studied, e.g., “Up to ____ (number of subjects, charts or specimen) Military health care beneficiaries age 18 years and older presenting with the diagnosis of  ______________.” 


		      	


c. Inclusion and exclusion criteria:





List the inclusion and exclusion criteria.


	


d. Recruitment: 





Describe from where and how the study participants will be recruited. If an advertisement is needed, use the DCI template for advertisements to prepare a draft and submit it along with the protocol for review and approval.





e. Consent process:  





Discuss how and when patients will be consented, and who will administer the consent.





TIME SAVER: When you submit your proposal, include a computer disk containing the file of your consent form. The DCI Coordinator will be able to correct any typographical errors and enter sentences that may be required by regulation.





f. Study design and methodology:  





Clearly describe the intervention that is being tested. Distinguish what is standard of care and what is research. This distinction is important when you write the consent form.





List the specific variables you will be studying in your research. Identify your primary endpoint(s). Clarify which are your independent, confounding, and outcome (dependent) variables.





Provide a diagram or table that outlines the sequence and timing of the informed consent, screening tests, randomization, data collection, and interventions. This important diagram will both clarify your own thinking about the study design and assist the review Committee to understand your approach. For example:





1 month before�
2 weeks before�



1 day before�



Intervention�



1 month�



6 months�
�
�
�
- Functional status


- Satisfaction�
1. Control group – Usual care only�
- Functional status


- Adverse events�
- Functional status


- Satisfaction


- Adverse events�
�
1. Informed consent discussion


2. Lab tests to screen for inclusion criteria�
Randomization�
- Functional status


- Satisfaction�
2. Intervention A�
- Functional status


- Adverse events�
- Functional status


- Satisfaction


- Adverse events�
�
�
�
- Functional status


- Satisfaction�
3. Intervention B�
- Functional status


- Adverse events�
- Functional status


- Satisfaction


- Adverse events�
�






TIME SAVER: If your study involves a complex anatomical region or use of an invasive procedure, a diagram is very helpful. A drawing may save your protocol from being tabled because the Committee does not clearly understand your approach.





As applicable:





Indicate if genetic testing will be done.  


Explain how pregnancy will be ruled out.








g. Serious and unexpected adverse events:





For extramural studies – reference the appropriate pages of the sponsor protocol.





As appropriate, describe the possible adverse events and outline the plan for adverse event reporting. 





TIME SAVER: See below for excerpts from DCI Policy for Reporting Adverse Events in Human Use Protocols. For further information refer to the Directory of DCI Templates, under “Adverse” (www.wramc.amedd.army.mil/departments/dci).   








The principal investigator (PI) within one working day must report all serious adverse events occurring in subjects enrolled at WRAMC to the Human Use Committee (HUC).  This is accomplished by submitting an adverse event report memorandum to the HUC 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 WRAMC 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 HUC 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.





Expected adverse events, (i.e., those events included as potential risks in the consent form) which are not serious, should be reported yearly on the Annual Progress Report (APR) for each protocol.   A summary of all serious or unexpected side effects also must be included in the APR.  If there were no adverse events, this must be stated on the APR.





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








h. Human Biological Specimens: 





If your protocol includes the collection and storage of human biological specimens (tissue, blood, etc., hereafter referred to as "tissue") beyond the end of data analysis, OR if your specimens will be sent to a non-WRAMC facility for analysis or storage, please explain the following, as appropriate:





Tissue collection procedures, including informed consent 


Whether the tissue will be stored for future research


Where and how tissue will be stored


Who will have the access to the tissue, to the clinical information, to the linkage


How confidentiality will be protected


How tissue will be used (general or specific use)


Whether there will be genetic studies (if yes, see DCI genetic policy for preparing the consent form)


How long the specimens will be kept


Shipping procedures and storage plan 


Whether or not the subject will be contacted and consented for future uses


Conditions under which tissue will be destroyed and how


How subjects may withdraw from the storage regarding tissue, links, codes, etc.


Disposal upon completion of research





Please consult the “Human Biological Tissue Banking Policy for Research Use” at http://www.wramc.amedd.army.mil/departments/DCI/Downloads/_Protocol%20Templates/Tissue%20Banking%20Policy.doc for further guidance.





i. Patient confidentiality:





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.


 


1. Are you intending to collect data on any of the 18 personal health identifiers?


___ No – HIPAA does not apply – go to question #4


___ 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





2. Can you limit your collection of personal health identifiers to just dates, city/state/zip, and/or “other unique identifier” (#18 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 #4.


___ No – Go to question #3.





3. Is obtaining patient Authorization “impracticable”? 


___ Yes – Authorization may qualify to be waived by the IRB. Provide a detailed justification why you believe obtaining an Authorization is impracticable. (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.)  


___ No – Research subjects will need to sign a HIPAA Authorization. Complete the Authorization and attach to this protocol. 





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





5. When will you destroy the research source documents, datafile, and the master code?





6. Will research data with any personal health identifiers be sent outside of WRAMC?


___ 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.





j. Data collection: 





Provide a detailed explanation how the data will be collected. Describe the reliability and validity of the data collection instruments. Append a copy of the data collection sheet and/or questionnaire(s). 





k. Sample size estimation:





A statistical justification is required for determining the appropriate sample size (pilot and feasibility studies may be an exemption). Taking into consideration research constraints and the desired power for the statistical test, the sample size determination should be clearly stated. 


TIME SAVER: DCI statisticians are available to help you with sample size estimation and data analysis planning. 





l. Data analysis:


Outline the plan for analyzing the data. As appropriate, address statistical analysis by each objective (Section 6) and sub-group analyses (e.g., sex or age group). Identify variables that could be potential confounders. In the appendix, define your file structure, i.e., what variables will actually be used in the statistical analysis.


Your research objectives, data collection methods, and data analysis plan should all be consistent and support each other.








11.  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.





12.  FACILITIES/ORGANIZATIONS TO BE USED:  





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





13. ROLE AND RESPONSIBILITIES OF EACH INVESTIGATOR AND COLLABORATOR:





Provide a brief description of the role and responsibility of the PI, Associate Investigator, and Collaborator in the protocol.





14.  TIME REQUIRED TO COMPLETE: 





Anticipated start date - 


Expected completion date -





15.  BUDGET:





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





(If yes, submit a budget page or provide detailed information about the transfer of funds/other resources. Protocols that are funded through grants, congressionally-approved funding, or CRDAs are not eligible for supplemental intramural funding.)





DCI Budget Request for Intramural Protocols Only: 





�
FY03�
FY04�
TOTAL�
�
Consumable Supplies


(Itemize each supply)�
�
�
�
�
Other*  �
�
�
�
�
Travel**�
�
�
�
�
TOTAL ***�
$�
$�
$�
�
 


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 be accepted at the conclusion of the study.


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





** Funding request of up to $1,000 for travel may be approved for intramural protocols. The funding is contingent on availability of funds.  The funds are intended for use by the Principal Investigator. The PI may, however, waive the use of the funds, and designate their use for the study’s Associate Investigator. To do so, the PI should send a memo to the DCI Administrator, Daisy Word, in advance of the proposed trip justifying the transfer.





*** Not to exceed $7,500 per fiscal year (including equipment).








16.	ENVIRONMENTAL IMPACT STATEMENT:  





For Questions contact: Maged Abdel-Rahim, Chief, Research Operations Service, DCI at (202) 356-1243.





Does any part of this protocol generate hazardous chemical waste as defined by Title 40 of 


the Code of Federal Regulation   YES  (    )    NO  (     ) ?   If yes, at what stages and how much?








Have you considered any alternative procedures?  YES  (    )    NO  (   )    If yes, why were


they rejected?





17.  INVESTIGATOR COMPLIANCE  with AR 40-38, Clinical Investigation Program; WRAMC Regulation 70-1, WRAMC Research Activities; and WRAMC Federal-Wide Assurance (FWA):





a.  I have read and will comply with AR 40-38, Clinical Investigation Program, and WRAMC Regulation 70-1, WRAMC Research Activities.





b.  I have read and will comply with the Health Services Command memorandum of  7 December 1987, Subject: Clinical Investigation Funds.





c.  I have read and will comply with WRAMC Federal-Wide Assurance granted by the Office for Human Research Protection, Department of Health and Human Services.





d.  I certify 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 Budget.





18.  RESPONSIBILITIES OF THE PRINCIPAL INVESTIGATOR IN HUMAN 


SUBJECTS RESEARCH: 


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 principal investigator:





1.  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.





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


a.	The review of Protected Health Information was done solely to prepare a research protocol, or for similar purposes preparatory to research; 


b.	No Protected Health Information was taken outside the Military Health System; and 


c.	This review of PHI was necessary for research purposes





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





4.  Is 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 your behalf is completely conversant with the protocol and is qualified to perform this responsibility.





5.  Will obtain the appropriate WRAMC clearance for advertisements used to recruit research subjects.





6.  Will not accept any outside personal remuneration for implementation of a study.





7.  Will take all necessary precautions to ensure that the study does not generate hazardous chemical waste.





8.  Will obtain the proper WRAMC clearance for all presentations, abstracts, and publications.  The following require WRAMC approval:


	a.  Reports involving WRAMC patients.


	b.  Reports that cite WRAMC in the title or byline.


	c.  Reports of WRAMC approved clinical investigation or research.


	d.  Reports of research performed at WRAMC.


	e.  Reports of research conducted by WRAMC assigned personnel.





9.  Must submit to the Department of Clinical Investigation:





a.  Any source of outside funding.


b.  An Annual Progress Report (APR) due in the anniversary month of the protocol's initial approval.


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


     participation.


d.  An Addendum, if changes need to be made to the study design or number of                   patients to be enrolled.


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


f.  A listing of presentations, abstracts, and publications arising from the study for inclusion in the DCI Annual Research Progress Report.





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 you PCS or ETS, these records should be given to a new Walter Reed PI or the Department/Service Chief.





This file may be inspected at any time by DCI, the Clinical Investigation Regulatory Office (CIRO), the Food and Drug Administration (FDA), and/or other regulatory agencies responsible for the oversight of research.  This file will include:





	a.  The approved protocol and applicable addenda.


The approval memorandum and WRAMC Clinical Investigation and Human


     Use Committee minutes (as appropriate) granting approval to initiate the study.


Other applicable committee minutes [e.g., Radioactive Drug Research 


     Committee (RDRC); the Surgeon General's Human Subjects Research Review         Board].


Each Volunteer Agreement Affidavit (DA 5303-R) signed by the subject and a


     Witness.


	e.  Annual Progress/Final Reports.


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


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


	h. All study documents generated from study date.


	i.  Publications, abstracts, reprints resulting from study data.


	j.  All information pertaining to an investigational drug or device.


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





11.  Will be familiar with all applicable regulations governing research, and will adhere to all of the requirements outlined in the WRAMC Federal-Wide Assurance granted by the Office for Human Research Protections, Department of Health and Human Services.





�
19. PRINCIPAL INVESTIGATOR'S SIGNATURE:  With my signature I as the Principal Investigator acknowledge that I have read the responsibilities and will comply with them.  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 Investigator in Human Subject Research.














�


(Signature Required)	                  


PRINCIPAL INVESTIGATOR


Rank, Name, Corps                          


Title                                                  


Service/Department








20. ASSOCIATE INVESTIGATORS’ SIGNATURE:











___________________________________


Associate Investigator


Rank, Name, Corps                          


Title                                                  


Service/Department








21.  OTHER SIGNATURES for APPROVAL:  





I concur with the submission of this proposal to the Clinical Investigation Committee and/or Human Use Committee for review and approval.














���


(Signature Required)	                  (Signature Required)                  (Signature If Required)	


SERVICE CHIEF                        DEPARTMENT CHIEF             MEDICAL MONITOR


Rank, Name, Corps                      Rank, Name, Corps                    Rank, Name, Corps


Title                                              Title                                            Title


Service/Department                     Department                                 Service/Department














ATTACH SUPPORTING DOCUMENTATION HERE





Required by All:





General Impact Statement





2 copies of CV/Resume 


(1 paper copy and one copy on disk or attached to email of no more than 2 pages from All Principal and Associate Investigators submitting their initial protocol.  Updates required thereafter as requested or per modifications to keep current in DCI library)














As Applicable:





Pathology Impact Statement (required if study has any DPALS testing)


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


Telemedicine Impact Statement (required for all studies using Telemedicine)


Directorate of Information Management (DOIM) 


Nursing Impact Statement





Consent Form


(Consent form is not needed for retrospective chart review or less than minimal risk survey studies.)





Figures / Graphs / Appendices


Data collection sheets / Questionnaire





Letters re: loaned equipment


Memorandum re: acceptance of gift/donation


Conflict of Interest Statement


Advertisement Request








PLEASE NOTE:  


If your proposal requires the use of children, animals, or investigational drug or device, or your protocol requires participation in a sponsored study or in a group oncology study, please call DCI staff (See DCI Contacts.doc) for special requirements and/or forms and templates for these types of protocols.  











<Updated version July 2004, replacing version April 2003>
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