
VAPHS human subjects research protocol TEMPLATE INSTRUCTIONS
{Include each of the section headings in your protocol. If a section is not applicable, note “Not Applicable” rather than deleting the section. The section headings are in bold and not italicized.
The italicized information includes instructions that are provided for your information and should not be included in the final protocol. Use the blank Protocol Template document to complete your protocol.
Studies using a multi-site protocol from an outside sponsor (i.e., VAPHS is NOT the coordinating center for the multi-site study) must submit a complete local protocol, addressing how the protocol will be conducted locally. 
Please adhere to the following guidelines for formatting your protocol: 0.5 to 1 inch margins; an  easy-to-read font such as Times New Roman or Arial, font size 10-12; single-spaced paragraphs with a space between paragraphs; bold section headings. Note that we have not set a page limit. Please provide a protocol that is thorough and concise. We expect that this will result in summaries that are between 10 and 20 pages.}

Project Title:
{Ensure that the title matches the title on the consent form(s) and the application.}

Protocol Version and Date: {Insert the protocol version number and the modification date here. This should be updated subsequently with every amendment or modification to any part of the protocol. Any modification to this document, no matter how small, must be reviewed and approved by the IRB prior to implementation}
Principal Investigator: {Insert the name of the PI. Note that PI’s must have a VA appointment. Multisite protocols must list a VAPHS PI.}

Co-Investigators: {Insert names and degrees of co-investigators.}
Institution(s): {List the institutions responsible for the project. For single site studies, the institution will be VAPHS. For multi-center studies, list VAPHS as the local site and add the name of the coordinating center as well. For multi-center studies coordinated by VAPHS, specify the responsible institution as such. If the VAPHS is the coordinating site, list all other sites involved and provide FWA numbers for each other site. If the VAPHS is not the coordinating site list only the VAPHS and the coordinating site.}
1.0
Objective and Specific Aims:
{Briefly indicate the broad, primary objective of the study. For pilot projects or qualitative research studies where the main research objective is to generate hypotheses, you may note “Not Applicable” for the aims and hypotheses sections.

Primary Aim: {State clearly what is hoped will be learned from the study in terms a general audience can comprehend. Specify your specific aims in a concise manner. If there is more then one specific aim, list as Specific Aim A, Specific Aim B, etc.}

Hypothesi(e)s: {List a corresponding hypothesis for each specific aim being proposed. For example, Specific Aim A, should correspond with Hypothesis A or A1, A2, etc.}
Secondary Aims: {List any secondary aims and related hypotheses if applicable}
2.0
Background and Significance

2.1
Background

{Include the relationship of the research to previous studies in the field, citing pertinent references. Relevant laboratory and human or animal studies should be mentioned. This section needs to provide adequate information to justify the specific aims for this study and the potential risks to which human subjects will be exposed.  A proper IRB review cannot be completed without this information.}

2.2
Preliminary Studies


When applicable, background or related work conducted by the PI and/or co-investigators should be cited, otherwise note “Not Applicable.”
2.3
Significance

{Describe the overall significance of the research in terms of the problem to be studied and potential findings, as well as its relevance to the care of veterans, the VAPHS, and the VHA}

3.0
Research Design and Methods

3.1
Drug/Device Information

{If no drug, supplement or device is being used for this study, indicate that this section is “Not Applicable.” 

Whenever applicable, describe any pertinent information about drugs or devices to be used in this study for intervention purposes. Specify the following for any drugs or biological agents that will be used in the research study:

1. Please specify whether the drug, biological agent, or device will be used for an FDA approved indication. 

2. If the drug, biological agent, or device will be used for an off-label indication 

3. If the drug, biological agent, or device has not yet received FDA approval for marketing. 

If a non-FDA approved drug, biological agent or nutritional supplement is used, provide an IND number for the drug or biological agent. If an FDA approved drug, biological agent or nutritional supplement is being used for an "off-label" indication, an IND number will also likely be needed if any of the following conditions exists: 
a. The research is intended to be reported to the FDA in support of a new labeling indication for the drug or to support any other significant change in the labeling of the drug; or 

b. The research is intended to support a significant change in the advertising for the drug; or 

c. The research involves a route of administration or dosage level, use in a subject population, or other factor that significantly increases (i.e., compared to the FDA-approved indication for use of the drug) the risks (or decreases the acceptability of the risks) associated with the use of the drug. 

If none of the above criteria applies, please state this explicitly. 

If a non-FDA approved device is being used as part of research, specify whether or not the sponsor has determined this device to be a "significant risk" device as defined in the FDA regulations and the basis for such determination. In situations where the device was designed in-house, a determination of "significant risk" or "non-significant-risk" must be provided by the investigator's team and the basis of that determination must be specified. An IDE number must be provided for all significant risk devices. If an IDE exists for a “non-significant-risk” device it must also be provided. Refer to Section 17 of the IRB SOPs for additional information on device research.
3.2
Type of Study

{Describe the overall study design, e.g. observational cohort study, survey study, randomized, double-blind, placebo controlled, retrospective record review study etc. Describe your research methods here. If the study uses an existing database, or data warehouse, please provide a description of the database or data warehouse here as well as who is responsible for the existing database/warehouse.

3.3
Study Procedures

a. Sub-Study Participation

{If this is a multi-site protocol, please list all sub-studies described in the original protocol and indicate whether or not VAPHS will be participating in each.  
b. Study Related Procedures
{Describe all study related procedures following enrollment of a subject in this study. Also, define specifically when a subject will be considered as enrolled in the study, e.g. after informed consent is signed but prior to initiation of study procedures etc. Clarify what aspects of this proposal are research and what aspects are part of clinical care. Consider the following subheadings as applicable: "Screening Tests," "Survey Procedures," "Medical History and Demographic Data Collection," "Physical Examination," "Blood or Tissue Collection," "Experimental Drug Treatment," "Device Implantation," "Device Testing," "Behavioral Intervention," "Focus Groups," "Clinical Follow-Up." Specify where and how these specific procedures will be completed within the VAPHS and/or at a VAPHS affiliate, if applicable, and any logistic issues that may need to be considered. If available clinical data may be used in lieu of completing specific procedures (e.g. Physical Examination), state this in the protocol.}

{If survey procedures or standardized testing will be used, specify the estimated amount of time that subjects will need to spend to complete the survey/instrument and include a brief description of each tool to be used. If the study involves a blood draw, specify the total amount of blood that will be drawn for research purposes and if multiple collections are to be made; specify the overall time span that the blood draws will be conducted in; and whether or not the collections will involve healthy and non-pregnant adults.}

{If any test or procedure involving ionizing radiation will be performed, specify whether the test is part of standard clinical care or whether the test will be performed for research purposes only. If radiological tests are needed solely for research purposes, you must include adequate justification for their use. You must also submit the proposed protocol and informed consent document to the VAPHS Radiation Safety Committee for approval. Investigators are strongly urged to consult with the Radiation Safety Committee regarding the proper language to be used in the informed consent document prior to submission of the protocol for IRB review.}
{If tests performed solely for research purposes have the potential to uncover unrelated clinical findings, such as incidental findings from a research MRI, suicidal or homicidal intentions uncovered during psychological testing, or abnormal lab values on blood testing results, etc., state here how these findings will be handled. Specifically outline how and when the subject will be notified, whether the subject’s provider will be notified, and how findings will be handled for subjects who do not have appropriate providers. Ensure that this information is also clearly stated in the research consent form}  

{Please specify where procedures will be conducted (e.g.., VAPHS lab or off-site lab) and who will conduct relevant procedures.  Specify if any procedures described in the original protocol will not be conducted at VAPHS}. 
3.4
Data Collection 

{Specify in detail how data will be collected, entered, and analyzed. For multisite studies, if no data entry and/or analysis will occur on site, this should be specified. Specify how long each phase of the study will take to complete and provide a time line for each aspect of the study ending with the final analyses and projected publication/presentation timeframe. If you are seeking exempt status on the basis of retrospective medical records review, please include the start and end dates (dates of creation) of the medical records you wish to use (Note: In order for the study to be granted exempt status the data must have already been collected prior to the date of submission of the application for exempt status)   Also, provide your all data entry forms or a complete list of the variables you will be collecting.
3.5
Analysis Plan

{The analysis plan should match the specific aim(s) and hypotheses listed in section 1.0. Also include statistical power calculations and the assumptions made in making these calculations when applicable. For studies using qualitative methods, describe the analysis plan using qualitative methodologies in this section as well. Be as complete as possible in describing all of your secondary analyses for the overall study.
4.0
 Human Subjects

4.1
General Characteristics

{Describe how many subjects will be recruited over what period of time and the source of recruitment for human subjects. Describe the general features of the anticipated human subjects to be recruited, e.g., “patients aged 18 and over presenting to the VAPHS Emergent Care Center with a history of respiratory tract infection within the preceding two weeks.”  Specify whether the racial and ethnic characteristics of the population to be recruited reflect the demographics of the veterans being served by the VAPHS and the demographics of the subjects served by VISN 4. If that is not the case, please justify why a deviation from these demographics are absolutely necessary for the conduct of this project. In accordance with VHA Handbook 1200.5, non-veterans may be entered into VA-approved research studies only when there are insufficient veterans available to complete the study. If this project involves non-veteran subjects, please provide a justification for the enrollment of non-veterans.}
4.2
Inclusion of Vulnerable Subjects and Special Populations

{Specify if vulnerable subjects will not be enrolled. Specify whether pregnant subjects and women of childbearing potential will be included in this study and a justification for their inclusion or exclusion. With the exception of genetic studies and studies receiving special permission from VA ORD prior to October 2002, children under the age of 18 can not be enrolled in VAPHS sanctioned research. Prisoners also can not be included in VAPHS sanctioned research. If patients with mental illness are to be included, proper justification for their inclusion must be presented. Describe the precautions, and any additional safeguards that will be taken to protect vulnerable subjects if they are to be enrolled. Also note that certain populations may feel pressured or be vulnerable to coercion or undue influence to participate in research, e.g. VAPHS employees, prospective subjects who are also provider’s clinical patients, etc. Indicate any special considerations that may be taken for such groups.}

4.3
Inclusion of Incompetent Subjects

{With some exceptions as listed in VHA Handbook 1200.5, incompetent subjects cannot be enrolled in VAPHS approved research. Specify that you will not enroll incompetent subjects and the general rules to be used in making that determination. If incompetent subjects are to be enrolled, provide proper justification of items described in 1200.5 and a detailed description of methods that will be used to determine competency.}

4.4
Inclusion/Exclusion Criteria

{Provide specific eligibility criteria and the method that will be used to make that determination, e.g., “Patients presenting to the VAPHS ECC with at least one episode of chest pain, lasting greater than 20 minutes in duration within the preceding 24 hours as documented in the ECC provider encounter progress note.” Also specify that no subjects will be excluded based on their race, religion, ethnicity, gender or HIV status, as applicable. List all inclusion and all exclusion criteria even if they are listed elsewhere or in another document. If it is important for your study that subjects not be enrolled in any other studies, remember to list this as an exclusion criterion.}  

4.5
Recruitment Procedures

{Provide adequate detail of recruitment procedures including where the procedures will be conducted and who (by name or position) will conduct each. Describe these procedures specifically for this site if this is a multi-center study.

Note that if you are planning to recruit subjects from an established research registry, you must obtain a letter of support from the principal investigator of the registry.}

4.5.1
Subject Identification and Pre-Enrollment Screening: {Specify how subjects will be identified and how study eligibility will be determined.}

4.5.1a
HIPAA Authorization for Screening: {You have four options for this section:

1. “Not Applicable”- No private health information (including diagnosis) will be used in the initial identification of subjects.

2. Request a waiver of authorization – Requires a separate memo, a template is available on the VAPHS research website.

3. Have potential subjects sign a freestanding authorization form.

4. Have subjects sign a screening consent form – the template includes HIPAA authorization information.

Include a brief rationale for waiver requests or a description of the process for obtaining a signed authorization form. }
4.5.1b
Consent to Screening: {Informed consent must be obtained before any research procedures may be conducted. This includes screening procedures. You have four options for this section:

1. “Not applicable” – No screening will occur prior to enrollment into the study. 

2. Request a waiver of informed consent – Requires a separate memo, a template is available on the research website.

3. Request a waiver of documented informed consent – The informed consent discussion must take place (e.g., over the phone), but no form is required. A memo template is available on the research website.

4. Have subjects sign a screening consent form.

Include a brief rationale for waiver requests or a detailed description of the process for obtaining informed consent. } 

4.5.2
Enrollment: {Indicate how subjects will be enrolled in the study, including where the enrollment procedures will take place and who will be responsible for enrolling subjects. If screening occurs after consent is obtained for the research study, describe the screening here. Define specifically when a subject will be considered to be enrolled in the study.  For most studies, every subject who signs the informed consent document is enrolled; for some studies only a certain sample of those who give informed consent actually participate in the study procedures and are considered enrolled.
Reminder: You must indicate in the consent progress note in CPRS whether or not the subject is enrolled in any other studies. Consider adding this check to your protocol as one of the steps in your enrollment process.}
4.5.2a
HIPAA Authorization: {You have three options for this section:

1. Request a waiver of authorization – requires a separate memo, a template is available on the VAPHS research website.

2. Have potential subjects sign a freestanding authorization form.

3. Have subjects sign a consent form – The template includes HIPAA authorization information. Note that provider consent form does not include a HIPAA Authorization and should only be used if no private health information will be collected from the providers. If this is the case HIPAA Authorization is not applicable.

Include a brief rationale for waiver requests or a description of the process for obtaining a signed authorization form. If a waiver of HIPAA Authorization is requested, please also include a plan to protect the identifiers, a plan to destroy the identifiers at the earliest opportunity, and an assurance that the PHI will not be used and or disclosed to any other person or entity, except as required by law, for authorized oversight of the research study, or for other research for which the use of disclosure of the requested information would be permitted by the Privacy Rule.
In some cases, only providers may be studied, during which, no protected health information may be generated or used. If applicable, indicate as such in this section}

4.5.2b
Informed Consent: {You have three options for this section:

1. Request a waiver of informed consent – Requires a separate memo, a template is available on the research website.

2. Request a waiver of documented informed consent – The informed consent discussion must take place (e.g., over the phone), but no form is required. A memo template is available on the research website.

3. Have subjects sign a consent form.

Include a brief rationale for waiver requests or a detailed description of the process for obtaining informed consent. The IRB expects that informed consent will be obtained during an in person discussion with the subject and that it will be documented on a VAPHS consent form. If these procedures will be modified (e.g., the consent form will be faxed or mailed), indicate this here. 

Specify that the informed consent process will be completed prior to initiation of the study procedures, unless a waiver of informed consent is being requested. Include a description of the consent process, describing: a) the person who will conduct the consent process, b) the person who will provide consent (e.g., the prospective research subject or if requesting permission to enroll incompetent subjects, the legally authorized representative), c) any waiting period between informing the prospective subject and obtaining consent, d) the steps taken to minimize the possibility of coercion or undue influence, e) the language used by those obtaining consent, f) the language understood by the prospective participant or the legally authorized representative and g) the information to be communicated to the prospective participant or the legally authorized representative and h) all required and appropriate additional elements of disclosure. Also specify that a note will be entered in CPRS documenting the informed consent process (for non-VA patients the note should be filed in the research record only) and specify who is responsible for the overall informed consent process, e.g., principal investigator and his/her designee etc.}

Sample wording for a description of the consent process (Note that this is an example and may not be applicable for all studies; your plan must be specific to your study):

The study coordinator will provide prospective subjects and/or the subject’s legally authorized representative with a copy of the informed consent document prior to any study procedures being initiated. When appropriate, the prospective subject and or the legally authorized representative will be encouraged to take the consent document home and review it with family members, friends, etc. At the subject’s next scheduled clinic visit, the study coordinator will approach the prospective subject and or his/her legally authorized representative to inquire as to continued interest in the study. If the subject or legally authorized representative indicates that s/he is still interested in participating, the study coordinator will invite the subject and/or legally authorized representative (and any family members/friends the subject wishes to have along) to meet with her in a private room within the clinic. The study coordinator will review the various aspects of the informed consent document with the subject, providing ample time for questions. All prospective subjects must be English-speaking, therefore the informed consent process will be carried out in English. Only once all questions have been answered will the subject or legally authorized representative sign the consent. A copy of the signed consent will be provided to the subject/legally authorized representative. 
4.6
Risk/Benefit Ratio

4.6.1
Potential Risks and Methods to be Used to Minimize Risks: {Specify whether this study would be considered minimal risk or greater than minimal risk as defined in VHA Handbook 1200.5 and your basis for making that determination. List each specific anticipated risk to the subjects in the following categories; physical, psychological, social, economical, and the risk to confidentiality. Then specify precautions that will be taken to minimize the risk to subjects. Be certain to describe all steps that will be taken to ensure that the privacy interests of the subjects are protected. The risks should be outlined in detail and whenever possible, anticipated frequency of adverse outcomes or risks should be listed as well.

4.6.2
Data and Safety Management Plan:  
4.6.2.1 Data Security 

{For all studies include information regarding where data (both electronic and hard copy) will be stored and how confidentiality will be protected. To ensure compliance with VAPHS Research Data Security and Privacy requirements, please provide additional details regarding collection, storage and transfer/transmission of all VA research data.  Be sure to include specific information regarding the nature of the data (i.e., does the data contain any identifiers and/or Protected Health Information, is it completely de-identified, or is it a limited data set). Also include a detailed explanation of where any data will be stored locally, how it will be stored, and the methods used to protect the stored data including whether or not such data will be stored on a VAPHS computer, on the VAPHS network, if the computer is password protected, if the database is password protected, and whether the data will be stored with all identifiers, as a limited dataset, or totally de-identified per the HIPAA standards.  
If this project involves the collection and/or use of only de-identified data or limited data set information, please provide details regarding the use of a VAPHS certified Honest Broker including:

· The identification of the honest broker by name 

· Documentation of the processes and/or systems that will be used to develop fully de-identified health information data sets and/or limited data sets.  This documentation must address both electronic and paper-based records.

· Documentation of the auditing and quality checks related to determining the efficacy of de-identification mechanisms.

· Documentation for the ongoing security and management of re-identification or linkage codes.

If data will be stored, transferred and/or transmitted outside of the VA entity, please specify the off-site locations where data will be stored, transferred and/or transmitted. Additionally, please describe the methods used to ensure that the data is transferred and/or transmitted in accordance with VAPHS Research Data Security and Privacy requirements. Note that all research laptops, computer networks and desktop computers must be encrypted.  The encryption software must be Federal Information Processing Standards (FIPS) 140-1,2 compliant.  Additionally, provide information on how long the data will be stored and when it will be destroyed, and the methods planned for destruction/sanitization of the data.  If the information is being securely kept indefinitely by the investigator then the protocol must clearly state that it is being kept indefinitely. 

Sample wording for a data security plan ( Note that this is an example and may not be applicable for all studies; your plan must be specific to your study):

Case report forms will not contain any subject identifiers and will be labeled with only subject ID numbers. Case report forms will be filed in a locked filing cabinet in the study coordinator’s locked office. Any records, such as consent forms, that contain direct subject identifiers (e.g., name, social security number) will be stored in a separate locked filing cabinet in the study coordinator’s office. Only the study coordinator and the PI will have access to this information. 

Data will be double-entered by two research assistants to minimize data entry errors. All electronic data will be stored as a HIPAA compliant limited data set in a password-protected database on the VAPHS network. (Note: You are not required to use a limited data set, but you should specify whether or not identifiers will be stored with the ePHI.) Only individuals listed on the staff form for this study will have access to the database.

4.6.2.2 Data Safety Monitoring

Describe quality assurance procedures that will ensure the accuracy and integrity of the data being collected. Indicate how protocol deviations, breaches of confidentiality, adverse events or other problems will be identified and reported to the IRB and sponsor (if applicable) in a timely fashion. Note: Any change in the risk level must be reported to the IRB.
Data and Safety Monitoring Boards (DSMB) are required for all Phase III studies. Investigators on other high-risk studies should consider establishing independent data and safety monitoring boards. The IRB reserves the right to require that any study utilize a DSMB. Include the following information regarding the Data Safety Monitoring Board (DSMB): 

1. The names and qualifications of board members.

2. Frequency of board meetings.

3. Document that minutes will be kept – these must be submitted at continuing review or more frequently if requested by the IRB.

4. Specify what the board will review.

If available, submit the DSMB charter for the study along with your proposal.

For local studies, a data and safety monitoring plan (DSMP) should be established which describes how the study procedures and data being collected will be continuously monitored so that changes in the risk/benefit ratio can be determined in a timely fashion during the course of the study. 

Sample wording for a data and safety monitoring plan ( Note that this is an example and may not be applicable for all studies; your plan must be specific to your study):

A data and safety monitoring plan will be implemented to ensure that there are no changes in the benefit/risk ratio during the study and that confidentiality of research data is maintained.  Investigators, study personnel, and the clinical coordinators involved in the study will meet (insert interval) to discuss the study (e.g., study goals, progress, modifications, documentation, recruitment, retention, data analysis and confidentiality) and address any issues or concerns at the time.  These meetings will be overseen by (insert name).  Minutes are kept for these meetings and will be on file.  Any instances of adverse events, protocol deviations, or other problems identified during the meetings will be reported as soon as possible within the required reporting timeframes using the standard forms and/or procedures set forth by the IRB.  In addition, clinical coordinators may review study documentation and/or consent forms to ensure that subject’s confidentiality is maintained.
4.6.3
Potential Benefits: {Two types of benefits exist:  1) those to subjects and 2) those to science/society, i.e., contributions to generalizable knowledge.  

If the subject will not receive direct medical benefit then this should be explicitly documented both here and in the consent form.  It is unacceptable to mislead subjects into thinking they will directly benefit when they will not.  Please note that if a study is flawed, i.e., unable to contribute to generalizable knowledge, then such a study is considered to have effectively no benefit.  If such a study poses any risks to subjects, it will be difficult for an IRB to find a favorable risk/benefit ratio; hence an IRB will not be able to approve such a study (45 CFR 46.111(a)(2)).  Study subjects cannot be asked to accept any risks when there is no expectation that the study will be able to contribute any useful data.
4.6.4
Alternative Procedures: {Whenever applicable, describe the alternative treatments and/or procedures available to human subjects instead of participating in this study.}

4.7
Costs and Payments

{Specific justification must be made for payments to subjects (time lost, travel costs incurred etc.). If a payment is to be made, specify the amount, form of payment, and the specific disbursement schedule. Also specify if subjects may be required to pay for any services outside of the VHA that may be required as part of participating in this research study.}

5.0
Resources

{Include a listing of the VAPHS resources that will be used for this study. Resources include study personnel, space needed to properly conduct the study, laboratory and imaging testing that is required and data core support as applicable. Include a description of Service Units involved, costs to be incurred by these units, and the source of the monies to cover these costs. The IRB cannot approve a protocol that does not provide adequate personnel or space considerations.}

6.0
Collaborations

{In this section, please describe any other institutions that you will collaborate with and the specific role of each institution that you will collaborate with. For multi-center studies coordinated by another institution, each participating site does not need to be listed.}

7.0
Qualifications of the Investigators

{Provide a description of the qualifications of each investigator and their specific role in this investigation. The PI must be sufficiently qualified to conduct the project and to adequately supervise the data and safety management plan. The PI must identify a qualified clinician to be responsible for all study related healthcare decisions.}

REFERENCES:*
{Provide a list of references here.

*Multi-site protocols: You may reference the page numbers in the original protocol.} 
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