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Welcome Researcher to Lexington VAMC!

The purpose of this booklet is to orient and educate researchers concerning research project record keeping, informed consent policy regulations, annual education, training and project reporting requirements.   For assistance please refer to the Research Staff section of this manual.

Disclaimer
This document is only an introductory information guide and does not contain all of the detailed information contained in the IRB policies and procedures and the Research Standard Operating Procedure (SOP).  Additional information can be found on the VA Research Website at http://www.lexington.va.gov/healthprofessionals/research/index.asp.    This document will be updated as policies and procedures are updated.  Please contact the Research Office at 281-4927 if you have any questions.

Definitions

A. Research is defined by the code of federal regulations [45 CFR 46.102(d) as "a systematic investigation, including research, development, testing and evaluation, designed to develop or contribute to generalizable knowledge.”

Research, as defined in the VHA research handbook, is research that is conducted by VA investigators (serving on compensated, work without compensation (WOC), or Intergovernmental Personnel Agreement (IPA) appointments) while on VA time, utilizing VA resources (e.g. equipment), and /or on VA property including space leased to, or used by, VA.  The research may be funded by VA, by other sponsors, or be unfunded.
B. Human Participants are defined by the code of federal regulations as living individual(s) about whom an investigator conducting research obtains (1) data through intervention or interactions with the individual, or (2) identifiable private information [45 CFR 46.102(f)].  The definition of human subject provided in the Federal Policy is expanded to include investigators, technicians, and others assisting investigators, when they serve in a “subject” role by being observed, manipulated, or sampled.
C. Protected Health Information PHI is individually-identifiable health information (IIHI) maintained in any form or medium. NOTE: PHI excludes employment records held by a covered entity in its role as an employer.  Individually-identifiable Health Information. Individually-identifiable health information is a subset of health information, including demographic information collected from an individual, that is: 

(1) Created or received by a health care provider, health plan, or health care clearinghouse; 

(2) Relates to the past, present, or future condition of an individual and provision of or payment for health care; and 

 (3) Identifies the individual or a reasonable basis exists to believe the information can be used to identify the individual.
D. Engaged entities (definition from handbook?) an institution is engaged if investigators at that institution have access to PHI. De-identified data and/or biospecimens do not qualify as human subjects and do not fall under the purview of the IRB. All research must still be approved by the R&D Committee. Other regulations may apply (CRADA, materials transfer agreements etc). 

Research Facilities
Laboratory Research Facilities
       Research laboratories are located on the third and fourth floors of the VAMC Main 

       Building.   Several CORE rooms house centrifuges, Fast Time – Real Time PCR, 

       Confocal Microscope, flow cytometer and several other items for shared use by all 
       the laboratories.

Research and Development Committee (R&D)
All research performed at the Lexington VAMC is reviewed by the Research and Development (R&D) Committee, which is entrusted with the responsibility of ensuring that all research is conducted under the most rigorous ethical and scientific standards in order to protect the rights, welfare, and safety of the participants. The R&D Committee reviews all research proposals to assess the scientific and administrative merit.  The following subcommittees assist the R&D Committee in overseeing the research program and report their findings directly to the R&D Committee.  All research conducted at the VA Medical Center must be approved by the R&D Committee before it can begin.

Institutional Review Board (IRB)

All human participants proposals must be approved by the Lexington IRB or the VA Central IRB (CIRB).  The Lexington IRB is entrusted with safeguarding the rights and welfare of human participants involved in research.  Research protocols are reviewed to (1) determine if the rights and welfare of the human participant are adequately protected, (2) to assure that the benefits to an individual outweigh the potential risks, (3) to review the process and documentation of effective informed consent or assent, and (4) to assure that consent/assent is obtained by methods that are adequate and appropriate. The IRB is also charged with the responsibility of conducting continuing reviews of research studies at timely intervals appropriate to the degree of risk, but at least annually. The IRB reviews all QA/QI reports, serious adverse events, patient complaints, and allegations of non-compliance and takes all actions necessary to ensure the protection of human participants in research. Prior review and approval by the IRB’s are required before starting any research involving human participants.  Forms can be found at http://www.lexington.va.gov/healthprofessionals/research/index.asp
The functions of the IRB are guided by the federal regulations, 21 CFR 50, 56, and 312, 45 CFR 46 and 38 CFR 16, and by the ethical principals outlined in the Belmont Report and the Declaration of Helsinki. 

Subcomittee for Research Safety (SRS)
This subcommittee reviews all research proposals for safety and security of the work being conducted on the proposal.  Guidance for this subcommittee is in accordance with VHA Handbook 1200.o6 and 1200.08. Subcommittee membership includes representatives from all major laboratories.  All investigators must certify that their employees are aware of correct procedures regarding handling, usage, storage and disposal of all reagents used in their studies. The Vulnerability Assessment Subcommittee is also under the direction of this subcommittee as well as the Laboratory Safety Subcommittee that conducts monthly physical inspections of each lab.  Proposals involving use of radiation are reviewed by the Medical Center Radiation Committee and approval provided the Safety Subcommittee.  The Subcommittee on Research Safety is also registered with NIH as an Institutional Biosafety Committee.

HIPAA/Privacy Board

The Privacy Board (PB) will meet as required to conduct a review of all proposed research and annual reviews of all approved research to ensure privacy standards are met.  PB approval must be obtained prior to approval being granted by the Research & Development Committee (R&D) and the initiation of any research involving protected health information (PHI).
Data Safety and Security Subcommittee

This subcommittee was established in accordance with VA Directives for review of designation and storage of sensitive data resulting from approved research proposals.  The medical center Privacy Officer and Information Security Officer are members of this subcommittee.  All sensitive data must be backed-up and stored on encrypted computers and portable devices FIPS 140-2 certified.  VA sensitive data can not be stored or taken outside the VA without approval.  Any loss of data must be reported immediately, within one (1) hour to your VA supervisor, Information Security Officer, Privacy Officer, Police and the Research Office.
Principal Investigator (PI) Responsibilities:
1. Developing and executing research that incorporates the principles of the Belmont Report
2. Conducting research in accordance with an R&D Committee approved protocol.
3. Overseeing all aspects of the research, including supervision of the research team members, residents, and other staff involved in conducting human research, and implementation of the research study in accordance with the approved protocol.

4. Ensuring adequate resources and qualified staff are available to execute the research safely. 
5. Completing functional statements for all research staff delineating their authorization and responsibilities on the research study.

6. Distributing the VA publication entitled "Volunteering in Research: Here are some things you need to know" to all prospective participants as part of the Lexington VA’s Outreach Program. Contact the Research Secretary for copies of the pamphlets.

Recruitment of Participants

1. Ensure that initial phone contact to prospective participants was preceded with a letter and that research team members do not request SSNs during any phone conversation. Later, phone contacts must refer to previous phone contacts and, when applicable, the information provided in the informed consent form, and ensuring that the scope of telephone contacts with the subject is limited to topics outlined in IRB approved protocols and informed consent forms. Scripts of phone contacts must be submitted and approved by the IRB of record. 
Informed Consent Process
1. Obtaining informed consent is an ongoing process that begins with the initial presentation of the research to the prospective participant by the investigator or his/her authorized designee.  The project must be presented to the participant or his/her legally authorized representative, in a language that is understandable to the participant or representative.  The research participant must give consent without coercion or undue influence.  Adequate time should be given for the participant to ask questions and give his/her participation careful consideration. 

2.  Informed consent must be obtained prior to entering a subject into a study and/or conducting any procedures required by the protocol.  Note that the IRB has the authority to designate an observer to any part of the consent process.

3. Informed consent must be documented by the use of a written consent form and signed by the subject or the subject's legally authorized representative, unless this requirement has been waived by the IRB. The original signed consent form must remain in the investigator’s files and copies must be sent to medical records if the participant is a veteran, to the research pharmacy, if appropriate, and to the IRB which will review and file them under conditions of confidentiality. 

4. It is expected that an assessment be made by the investigator or designee of the participant’s capacity to consent to a research protocol. Further guidance on this subject can be found in the Research SOP or VHA Handbook 1200.5.  If surrogate consent is sought, the following criteria must be met: Justification that the research can't be done on competent participants Justification that there is no risk to the subject, or if risks exist, the direct benefit to subject is substantially greater. Assurance that, if any incompetent subject resists s/he will not have to participate 

5. Unless IRB has granted a waiver of informed consent, even if IRB granted a waiver of documentation of informed consent, the investigator, or designee, performs an adequate informed consent process.
6.  The informed consent document must be printed on the VA Form 10-1086, approved by the IRB and signed by the subject or the subject’s legally authorized representative, except in cases where the documentation of informed consent is waived by the IRB. If it is anticipated that consent will be obtained from the participant’s legally authorized representative rather than the participant, the PI must provide notification of this to the IRB at the time of protocol submission. The consent form must include a discussion of all procedures and/or medications that are considered “experimental”. If any medications and/or procedures are routinely available, and are being used for research purposes only, they must be included in the consent form and noted to be part of the research. The consent form must include all eight basic elements of information as set forth in VA and other Federal regulations, and not include exculpatory language, waive any of the patient’s legal rights, or release, or appear to release the investigator, sponsor or institution from liability for negligence.   There are additional elements of information that may be required by VA and other federal regulations.  

7. If the participant is to receive a reimbursement, all information concerning the payment, including the amount and payment schedule, must be included in the consent form.

8. The Research Office has an informed consent checklist available to assist investigators in ensuring all the essential elements are included.

9. The Principal Investigator may delegate the responsibility of obtaining informed consent to other study personnel, provided:  1) The individual has completed the annual mandatory education 2) The individual is familiar with the purposes, methods, and procedures of the protocol 3) The individual has been so designated within the project and approval for the individual’s responsibilities have been obtained from the IRB Delegation of duties to other individuals does not release the Principal Investigator from responsibility for the safe and proper conduct of the protocol.

10.  Ensuring that the informed consent process approved by the IRB of record is followed and properly documented, per VHA Handbook 1200.05. Ensuring that written consent is obtained prior to initiation of any study procedures, unless a waiver has been granted by the IRB of record. Ensuring that study team members who consent participants have been designated by the PI to consent eligible participants into the research study and that the IRB of record has approved such delegation. Ensuring that the correct version of the informed consent is used in all cases (initial consent and re-consenting). Ensuring the consent process minimizes the possibility of coercion or undue influence and that eligible participants are allowed adequate time to consider whether or not to participate. The informed consent process must denote to participants which potential risks are related to the research versus those associated solely with usual care provided by the subject’s health care provider. Ensuring that all required elements of consent are obtained (i.e., subject or legally authorized representative’s signature and date, signature and date of person obtaining consent, and signature and date of witness [if required by IRB of record]), as well as the HIPAA authorization being signed and dated (if applicable). The original signed/dated consents and HIPAA authorization (when applicable) must be maintained in a secure location and approved by the Privacy Officer (PO) and Information Security Officer (ISO). Establish and maintain open lines of communication with research participants throughout their research participation.
11. Copies of the signed Informed Consent and HIPAA documents should be sent to medical records to be scanned into CPRS.

12. Each subject should be given a copy of their signed Informed Consent and HIPAA to keep for their personal records
13. Original signed Informed Consent and HIPAA documents should be kept in a secure location as described in following section on Maintenance of Research Study Records. Copies may be provided to the Research Compliance Officer (RCO) in real time, or be available on request.

Waiver of Informed Consent

Waiver of informed consent may be granted if government research and informed consent is not practicable. The IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent; or waive the requirement to obtain informed consent, provided the IRB finds and documents that (38 CFR 16.116(c)):

1.  The research is to be conducted by, or is subject to, the approval of state or local government officials and is designed to study, evaluate, or otherwise examine (38 CFR 16.116(c)(1)):

(a) Public benefit of service programs;

(b) Procedures for obtaining benefits or services under those programs;

(c) Possible changes in or alternatives to those programs or procedures; or

(d) Possible changes in methods or levels of payment for benefits or services under those programs.

2. The research could not practicably be carried out without the waiver or alteration (38 CFR 16.116(c)(2)).

b. Minimal Risk Research. The IRB may approve a consent procedure that does not include, or that alters, some or all of the elements of informed consent; or the IRB may waive the requirements to obtain informed consent, provided the IRB finds and documents that (38 CFR 16.116(d)):

1. The research involves no more than minimal risk to the subjects (38 CFR 16.116(d)(1));

2. The waiver or alteration will not adversely affect the rights and welfare of the subjects (38 CFR 16.116(d)(2));

3. The research could not practicably be carried out without the waiver or alteration (38 CFR 16.116(d)(3)); and

4. Whenever appropriate, the subjects are provided with additional pertinent information after participation (38 CFR 16.116(d)(4)).
Waiver of Documentation of Informed Consent

Criteria for Waiver. The IRB may waive the requirement for the investigator to obtain a signed consent form for some or all subjects if it finds and documents either (38 CFR 16.117(c)):

(1) That the only record linking the subject and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality. Each subject will be asked whether the subject wants documentation linking the subject with the research, and the subject’s wishes will govern (38 CFR 16.117(c)(1)); or

(2) That the research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context

(38 CFR 16.117(c)(2)).
Exempt Studies

Federal regulations permit the IRB to approve certain requests from investigators as exempt from IRB review.  The RDC and the IRB have delegated authority to the IRB Chairperson or experienced designated IRB voting member  to review requests for exemption based on the categories. Once the determination is made  that the project is exempt, the determination is documented  as required. IRB members are notified via minutes and request is referred to the RDC for review and final approval.  The IRB does not review and approve or require amendments to exempt research. The exemption criteria apply when research activities:

       1. 
Present no more than minimal risk to human subjects; and

       2. 
Involve only procedures listed in one or more of the categories of exemptions in the Common Rule with the exception of FDA-regulated research.  

The IRB Chairperson  will provide written documentation that the PI’s proposal fulfills one or more of the exempt criteria to the IRB and the PI. The PI is provided written documentation in the form of an IRB approval letter that documents the approval of exemption and applicable category. 

The IRB Chairperson or designee will make a recommendation regarding exempt status.  It will be placed on the RDC agenda and voted on by the RDC.

Expedited Studies

Federal regulations permit the IRB to utilize expedited review procedures to approve certain requests from investigators.  Expedited IRB review procedures may be employed only for:  
1) Minor changes in previously approved research during the specified approval period or 
2) Initial or continuing review of research that qualifies for expedited review.   
The following types of minor change revisions may be reviewed through an expedited procedure by the IRB Chairperson, or their designee(s): 

Minor changes include amendments and clarifications that:
1) Do not substantively change the risk/benefit ratio to a subject; 

2) Would not change the IRB’s conditions for approval; and 

3) Would not impact a subject’s decision to remain in the research.    

The IRB Chairperson or their designee  perform expedited review of research requests using the IRB Reviewer Checklist.  Actions concerning expedited approval (e.g., approval, approval with minor amendments, deferral for request for additional information, or deferral to review at a convened meeting of the Board) are documented on the IRB Reviewer Checklist, in the IRB agenda and minutes as an informational issue.  The PI is provided written documentation of the IRB determinations that includes the risk (e.g., minimal risk), the category of expedited criteria determination, the initial and continuing review approval and the expiration date of approval.  Copies of the Board determinations are filed in the Protocol File located in the IRB Office. Expedited review documentation will comply with VHA Handbook 1200.05 requirements.
Research Note

Unless IRB has granted a waiver of Informed Consent, even if IRB granted a waiver of documentation of informed consent, the investigator, or designee, performs an adequate informed consent process. This process should be documented in the Research Note entered into CPRS (see below).

Documentation of Enrollment, Termination, and Study Visits 

The PI is required to enter a research progress note when the research subject is actually enrolled in the research study and when participation is terminated or when the subject withdraws from the study or is lost to follow-up.  Because the informed consent process and enrollment can occur simultaneously, one note can serve both purposes.  Research templates are available on CPRS for enrollment and termination visits. 

1)
Procedures

a)
Prior to beginning any research involving human subjects investigators and their designees must request access to the CPRS through Research Service. 

b)
Documentation in the CPRS also requires an “electronic signature code” (which can also be obtained through Research Service).

c)
To enter a progress note in the CPRS, select the appropriate patient.

d)
In the notes tab section of the electronic medical record, click New Note at the bottom of the column on the left OR Action on the toolbar and select New Progress Note.

e)
First select the appropriate Clinic.  A Research Clinic should be used whenever possible in order to capture workload.  (Research clinics do not need to be study specific and should be set up for each service involved in clinical research as “non-billable” prior to study initiation.  More information on setting up clinics can be obtained from a VA Clinical Applications Coordinator at x4132 or x4122.)  Another appropriate clinic may be selected and made non-billable by checking the box for “historical information”.

f)
The note should fall under the appropriate title. CPRS has committee approved research specific note titles to choose from:


Research Enrollment (Clinical Warning Note)-used by investigator or designee to document when the subject is actually enrolled in the study and to “flag” the electronic medical record.  (Contents of this note will appear in the Clinical Warning and should contain information about the study that would be important for other providers to know about the study and the subject’s participation including investigator contact information.  This entire note can be accessed quickly in CPRS by clicking on Research Enrollment under Postings which is located in the upper right hand corner of the subject’s cover sheet by any provider.)


Research Study Progress Note-used by investigator or designee to document contacts/visits, procedures, adverse events, and any other research related events.


Research Study Termination Note-used by investigator or designee to document study completion.  When the subject’s participation in the research study is completed an addendum must be added to the previously entered Research Enrollment (Clinical Warning Note) and the note must be forwarded Donna Miller via view alert OR HAS (x4379) must be otherwise notified in order to change the note title to Previous Research Study Enrollment and remove the clinical warning “flag”.  

g)
Then enter a progress note as appropriate. (see section F above) A customized template if desired may be used to ensure including the required information.

h)
To sign the progress note when completed click on Action on the toolbar and select Sign Note Now; enter electronic signature code at the prompt.

e Section XI.G).
Flagging the Medical Record
The patient health record must be flagged if the subject’s participation in the study involves:
1.
Any invasive research procedure (e.g., muscle biopsy or bronchoscopy);

2.
Interventions that will be used in the medical care of the subject, or that could interfere with other care the subject is receiving or may receive (e.g., administration of a medication, treatment, or use of an investigational device);

3.
Clinical services that will be used in the medical care of the subject (e.g., orders for laboratory tests or x-rays ordered as a part of the study), or that could interfere with other care the subject is receiving or may receive; or

4.
The use of a survey or questionnaire that may provoke undue stress or anxiety unless the IRB determines that mandatory flagging is not in the best interests of the subject (e.g., an interview study of victims of sexual assault).

In other situations, the IRB determines if flagging is necessary.

Policies and Requirements
1.  Comply with institutional policies and administrative requirements, including complying with all requirements of the IRB of record (e.g., submitting documentation for amendments, continuing reviews, all unanticipated internal (i.e., local) serious adverse events [SAEs], whether related to the research, deviations from the protocol, subject complaints, and unanticipated problems involving risks to participants or others for conducting research. Promptly reporting to the IRB of record any changes in the protocol, consent, staff changes, and PI or local site investigator. The only exception is when it is necessary to change the protocol to eliminate apparent immediate hazards to the subject. The investigator must promptly report these changes to the IRB of record. The PI must also submit all IRB Amendments (either Lexington-IRB or CIRB) to SRS for review and approval, although following IRB approval the changes may be immediately implemented, unless specified otherwise by the IRB. See VHA HAndbook 1058.01 for reporting timelines.
Educational Item http://www.lexington.va.gov/healthprofessionals/research/docs/Research_Compliance_Reporting_Requirements.pdf 
2. Ensuring the protection of sensitive VA data and the confidentiality of research participants. 
3. Ensuring that all research activities have been approved by IRB of record AND that written notification from the ACOS/R&D in the VA Research Office has been obtained before initiating the conduct of research.

Publications

1.  Acknowledge contributions of the VA when presenting results of studies in publications, presentations, media interviews, and other public activities as outlined in VHA Handbook 1200.9. 

[image: image1.emf]VA acknowledgement  decision tree-corrected-9-30-2014.pdf


Research Involving Pharmacy
1. All drugs must be received, stored, and dispensed by the Research Pharmacy. Early in the planning for a possible study that involves a drug, it is imperative that the Principal Investigator discusses the requirements of the study with the Research Pharmacist and obtains signatures on the research project application from for the study. At study initiation, the Principal Investigator is responsible for meeting with the Research Pharmacist to finalize plans for delivery and dispensing of study drugs. Study drugs are dispensed only after a complete, signed informed consent form is received by the Research Pharmacy.  The PI is responsible for flagging the patient records in CPRS if they are participating in a drug study.

2. All Research involving drugs must be conducted in accordance with FDA policies. To initiate a drug study a VA form 10-9012 must be completed for all study drugs. A copy of the 10-9012 must be scanned into CPRS.  All drugs will be sent from the sponsor directly to the investigational drug pharmacist. 

3. Ensure that the Lexington VA Pharmacy has received copies of all IRB-approved documents, including updated consents, amendments, protocol updates, Continuing Research Report (CRR), and the Investigator Brochure.

4. Ensure that the VA Pharmacy has received the original VA Form 10-9012(s) (if applicable), specifying all authorized prescribers, in addition to allergies, toxicities, or adverse drug events related to the investigational drug, or the potential for interaction with other drugs, foods, or dietary supplements, The investigator must provide Pharmacy Service and/or the Investigational Research Pharmacist, investigational drug information on each patient receiving an investigational drug through the electronic medical record. This documentation is to include allergies, toxicities, or adverse drug events related to the investigational drug, or the potential for interaction with other drugs, foods, or dietary supplements (herbals, nutriceuticals). The VA Form 10-9012 informs authorized prescribers and other clinical personnel of the side effects and any known antidote of the investigational agent as well as who the designated contact person is for questions. VA Form 10-9012 is required on all investigational agents where a drug manufacture’s package insert is not available. The investigator must place a completed VA Form 10-9012 in the subject’s medical record.

5. Ensure that the VA Pharmacy has received signed/dated informed consent form for each participating subject prior to dispensing of study medication, copies of sponsor related correspondence specific to the drug(s) (if applicable), and copies of all correspondence addressed to the investigator from the FDA (and other involved authorities) specific to the investigational drug(s) (if applicable).

6.  Inform the IRB of record and when applicable, the VA Chief of the Pharmacy Service or research pharmacist, in writing when a study involving investigational drugs has been suspended, terminated, or closed.

7. Follow all VA pharmacy requirements regarding receiving, dispensing, storing, and record-keeping for investigational drugs, as well as making relevant records accessible to the investigational drug pharmacist (when requested).
Privacy and Security
1. Obtain the required administrative (Director waiver) or participant approval (HIPAA authorization) for the transport or removal of all sensitive VA data outside the protected environment of the Lexington VA.

2. Ensure that language in the protocol, consent document, IRB application and Collection and use of social security numbers (SSN) should be minimized. The collection and use of real SSNs must be approved by the IRB of record, and the investigators must follow all applicable VA and other Federal requirements for obtaining and using real SSNs.
Research Staff

1. Ensure that all research staff complete required human research trainings.

Conflict of Interest
1. Disclose conflicts of interest to the IRB of record and VA Research Office any potential, actual, or perceived conflict of interest of a financial, professional, or personal nature that may affect any aspect of the research.
Maintenance of Records
1. The Principal Investigator is required to maintain completed and accurate records for each specific study which should include the following: Data collection tools Regulatory binder containing protocol, amendments, copies of all versions of consent form used, correspondence from IRB, R&D, RDRC, FDA (if applicable) Individual folder for each participant containing completed data collection tools, EKGs, lab work results, pertinent clinical information, films, the original signed informed consent form and the original signed HIPAA.
2. Maintain records that can be inspected by the IRB of record, Research Compliance Officer (RCO), and other applicable entities upon request. The specific requirements regarding investigator research records depend upon the research. See the specifics in VHA Handbook 1200.05
3. Study lists, signed Informed Consent and HIPAA documents will be inspected by the  Research Compliance Officer (RCO) on at least an annual basis. These documents can be provided upon request or on a real time basis (at the time of enrollment).
4. All participants in research are required to have documentation of their enrollment and informed consent process entered into their electronic medical record (CPRS), using the Research Study Initiation Note – Described above. This note will automatically appear in the Postings section of CPRS. Subsequent research visits must be entered into CPRS using the Research Study Progress Note. Please refer to CPRS Documentation Policies and Procedures for information required in CPRS.  Copies of the HIPAA Authorization and HIPAA Waiver and copies of the 10-9012 must also be in the CPRS. 

5. Maintain a master list of all participants for whom informed consent has been obtained whether or not IRB granted a waiver of documentation of informed consent. Waiver from maintaining of the master list can only be granted by the IRB of record.

6. The master list will be all persons after being consented (using an IRB-approved informed consent process [documentation or waiver of documentation of consent]) to be in the study, regardless of their status in the study (e.g., withdrawn, ineligible, screen failure, completed, etc). The investigator must secure the master list appropriately in compliance with all VA confidentiality and information security requirements in the investigator’s file for each study.

7. Investigators must not add a subject’s name to the master list until informed consent has been obtained and documented on an IRB approved consent form.

8. The IRB may waive the requirement for an investigator to maintain a master list if there is a waiver of documentation of informed consent and the IRB determined that including subjects on a master list poses a potential risk of breach of confidentiality.

9. If the IRB waives the requirement to maintain a master list, IRB must provide written documentation in the IRB minutes or protocol file justifying the waiver.

10. The investigator must secure the master list appropriately in compliance with VA confidentiality and information security requirements in the investigator’s file for each study.

11. In accordance with VA regulations at 38 CFR 16.115(b) (the Common Rule), and FDA regulations, IRB records shall be retained by the facility indefinitely  after the completion of the research with which they are associated.  In addition, state laws, VAMC policy or sponsor requests may exceed this requirement.  Any protocols involving human participants in radiation therapy, radioisotopes or nuclear medicine will be retained indefinitely.  All records shall be accessible for inspection and copying by representatives of the appropriate departments or agencies.  Information on the informed consent form will indicate the above. Research Records must be retained indefinitely.  

12. All records must be kept secure in locked filing cabinets or locked storage rooms with access limited to the research team at all times.  
Data
1. Ensure submission of the required paperwork to close a study at IRB of record and by the R&D committee.

2. Ensure investigator records are transferred to the VA Research Office for long-term retention and storage by the VA at closure and departure of the PI, per VA and Federal records retention requirements, Office of Research. 

3. Ensure that VHA Handbook 1200.05 is followed when an investigator leaves the VA and requests to transfer records to another VA facility. Specific approvals must be obtained from the first VA facility’s research office, any other relevant individuals or offices according to VA and local requirements (e.g., compliance, privacy, or Information Security Officers [ISOs]) and the sponsor.

4. Understand that the investigator does not own the data and research records must be retained by the VA where the research was conducted.

5. Maintain other relevant data including, but not limited to: progress notes, research study forms, surveys and questionnaires, reports of adverse events, data analyses, abstracts and publications, all correspondence from the funding source or sponsor, applicable oversight entities, and a master list of all subjects for whom informed consent has been obtained for the study.

6. Accounting of disclosure must be maintained for each disclosure of information from the study to a non-VA entity.
    Research Protocol

1. Ensure that the research protocol is scientifically sound, complies with all applicable local, VA, and other Federal requirements, involves a recruitment plan that is just, fair, and equitable in the selection of participants, minimizes risks to the participants or others, and includes a Data and Safety Monitoring Plan (DSMP) (the minimum requirements for DSMP for prospective and retrospective studies can be found in VHA Handbook 1200.05).

2. Ensure that the research protocol is: (a) scientifically sound, minimizes risks and  provides for special safeguards; (b) compliant with all applicable local, VA, and other Federal requirements; (c) clear regarding differentiating the research intervention(s) from “usual care” (whether the “usual care” is limited to one “arm” of the study or is being delivered to all study participants); (d) designed to contain a data safety monitoring plan that is based on the potential risks, complexity, and nature of the study; (e) clear regarding enlisting the indicated services of a clinician with appropriate expertise and privileges; (f) compliant with the provision of dedicated privacy, confidentiality and data/information security sections (separate or combined) which are part of the IRB protocol file; and (g) compliant regarding the reuse of data and describes the research data repository in which the data is to be stored (as applicable).

3. Ensure that all laboratory results that are used for diagnosis, treatment, and prevention of disease in patients are properly accredited and meet all requirements of 42 CFR 493 (see VHA Handbook 1106.01).

4. Ensure that research laboratories not report laboratory results that are used for diagnosis, treatment, and prevention of disease in patients, unless the research laboratories are properly accredited and meet all requirements.

Protocol Submission

All research conducted at the Lexington VAMC must be submitted to and approved by the R&D Committee and the appropriate subcommittee(s) before any research activities can begin. All for-profit non-VA funded (e.g. drug company), protocols must have a Cooperative Research & Development Agreement before they can be approved by the VA.  Please contact the Research Office for additional assistance with this process.  Note that retrospective chart reviews and some QA/QI studies are considered research and appropriate approvals must be obtained prior to initiating the project. The guidelines and submission requirement can be found on the UK/CRO website.   Retroactive approval cannot be granted.
Continuation Review

Continuing review will be required and conducted on all active research as follows:
      1.      Project is active; no subjects have been enrolled; new subjects may be enrolled.

2.       Project is active; subjects are enrolled; additional subjects may be enrolled.

3. Project is active; subjects are undergoing intervention/study procedures; no new subjects will be enrolled.

4. Project remains active only for long-term follow-up of subjects and data analysis (the research is permanently closed to enrollment of new subjects and all subjects have completed all research-related interventions.)

5. Project is active only for data analysis; no subjects being followed

6. Project is active (retrospective data studies only) data collection and/or data analysis continues

It is the PI’s responsibility to request renewal of the research by the date specified by the IRB.  However, notification of continuing review due date will be sent to the PI via read receipt e-mail 60 and 30 days before that project is due for review, by the IRB Coordinator or research administrative staff.  Regardless of whether the PI receives notice of continuing review, it is the responsibility of the investigator to submit the required documentation in a timely fashion.
Continuing review documents are to be submitted to the Research Administration Office two weeks prior to the scheduled IRB meeting at which continuing review will be performed.  Proposals will be reviewed by the IRB at its next scheduled meeting, normally the first Thursday of each month.

In cases, where the Investigator has not provided the IRB with continuing review information and allowed study approval to lapse or the IRB has not approved a protocol by the expiration date the IRB Staff will immediately notify the investigator and the IRB Chairperson in writing.  Notice should inform the investigator that:

The investigator must:
1. Stop all research activities including, but not limited to, enrollment of new subjects; continuation of research interventions or interactions with currently participating subjects; and data analysis.

2. Immediately submit to the IRB Chairperson a list of research subjects who could be harmed by stopping study procedures.  The IRB Chairperson, with appropriate consultation with the COS, determines if subjects on the list may continue participating in the research interventions or interactions.

Once the study approval has expired, IRB re-review and re-approval must occur before the study can resume. The IRB cannot retrospectively grant approval to cover a period of lapsed IRB approval.
Research Administrative Office will notify sponsors when study approval has lapsed, including the ORD/VACO if a VA Merit Award project.  

A lapse constitutes an automatic IRB approval expiration, the lapse does not need to be reported to ORO, OHRP, or other regulatory agencies unless the IRB determines that any repeated occurrences constitute serious and/or continuing noncompliance.

Study Closure Notifications:
1.  If the investigator terminates or suspends a clinical trial without prior agreement of the sponsor, the investigator informs the Research and Development Committee, the IRB and the sponsor.

2. If the sponsor terminates or suspends a clinical trial, the investigator informs the Research and Development Committee and the IRB.
3.  If the study is being closed because of undue risk, all of the subjects treated should be notified.
4.  If the IRB terminates or suspends its approval of the clinical trial, the investigator informs the Research and Development Committee and should promptly notify the sponsor.

5. Upon completion of the trial, the investigator informs the Research and Development Committee and the IRB with a summary of the trial’s

      outcome, and the regulatory authority with any reports required.

The PI is responsible for notifying the Research Office, Ext. 4927 when a study is closed.  The PI is required to complete a final project data sheet generated by ePROMISe.  The PI is reminded that files created during the study are the property of the VAMC and cannot be removed from the VA.  Original Research documents include: original notes, documents produced by VA in the course of the protocol.  If you are leaving the VA these records need to be brought to the Research Office.  An attachment entitled “Creating Your Regulatory Binder” is attached as a guidance document for the types of records you should be keeping.  When the Research Compliance Officer conducts the required regulator audits he/she will be looking for all the information included on this attachment.
 Use Preparatory to Research
     Data repositories (including VA medical records) may be used (i.e., accessed) by VA        

     investigators for activities that are preparatory to VA research without the requirement to  

     obtain either a HIPAA authorization from the subject or a waiver of HIPAA authorization by    

     an IRB or Privacy Board. This includes use of PHI for the preparation of a research 
     protocol prior to submission to the IRB(s). “Preparatory to research” activity is the only 
     instance of access for research purposes allowed in VHA without a written HIPAA 
     authorization signed by the individual, a waiver of HIPAA authorization by an IRB or 
     Privacy Board, or approval by the VHA HANDBOOK 1200.05 

     This access is granted only to VHA researchers. Non-VHA researchers may not access           

     VHA data for reviews preparatory to research. Additionally, the following holds true:
 Representations by the Investigator
The investigator must make the representations necessary for preparatory access as required by the HIPAA Privacy Rule and document it in the investigator's research files. The representations required by the HIPAA Privacy Rule are:

1.   The access to PHI is only to prepare a protocol;

2.   No PHI will be removed from the covered entity (i.e., VHA); and

3.   The PHI accessed is necessary for preparation of the research proposed.

 Aggregate Data. Only aggregate data may be recorded in the researcher’s files, and these aggregate data may be used only for background information, to justify the research, or to show that there are adequate numbers of potential subjects to allow the investigator to meet enrollment targets or sample size requirements.

 No Recording of Individually Identifiable Health Information. Individually identifiable health information may not be recorded.

 No Recruiting From Data. Data or information reviewed may not be used for contacting or recruiting subjects.

 Repository Requirements. Investigators must comply with all other access requirements set by the repository of interest.
 Agreements. See VHA Handbook 1200.12 regarding requirements for Data Use Agreements (DUA) or Data Transfer Agreements (DTA).

NOTE: Pilot studies are full-fledged research studies that must be approved by the IRB(s), when human subjects are involved. Pilot studies are not considered to be “activities preparatory to research.”

NOTE: No formal IRB determination of exemption from human subject protection requirements is needed if all of the conditions listed are satisfied.
Unique requirements for banking data and specimens for future research
VA Tissue Banking Guidance

A human biological specimen is any material derived from a human subject-such as blood, urine, tissues, organs, hair, nail clippings, or any other cells or fluids-whether collected for research purposes or as residual specimens from diagnostic, therapeutic, or surgical procedures. 

Collecting and Storing Specimens for Secondary or Future Research

Guidance for collecting and storing human biological specimens for future research purposes that are beyond the scope of work described in the original protocol and informed consent or those collected under a protocol designed for banking of specimens are as follows: 

· A waiver is not needed if human biological specimens are banked at a VA site. 

· A waiver should be obtained from the Office of Research and Development (ORD) before the specimens are banked if human biological specimens are stored for secondary or future research uses at a non-profit or academic institution. Click on the non-profit link below for the application and more information. 

· Human biological specimens should not be stored for future or secondary research uses at, or on behalf of, a for-profit institution. Please refer to the section below for other options. 

Collecting and Storing Specimens for a Single Research Protocol

Guidance for collecting and storing human biological specimens that are collected under a VA-approved protocol only for use for the specific purposes defined in the protocol and that are destroyed either when the specific testing/use is completed or at the end of the protocol are as follows: 

· If the protocol is 5 years or longer and the specimens are stored off-site at a non-profit institution until the end of the protocol, then the investigator should obtain a waiver from ORD. 

· If the specimens are stored off-site at a for-profit institution for greater than 3 months, a waiver should be obtained from ORD. With a waiver the specimens may be stored for up to 1 year after the study completion date, to perform batch analyses or to repeat analyses that are described in the protocol and informed consent. Click on the for-profit link below for the application and more information. 

VA-Approved Tissue Banks

In the past, if a tissue bank was designated VA-approved, human biological specimens could be stored there for any protocol. Currently, an off-site tissue bank waiver should be approved for each protocol. We maintain a list of academic and non-profit tissue banks that have been approved for multi-site protocols. If you are planning to participate in a multi-site study, click here to view the list. 

Exceptions: 

As a result of a letter of understanding with the National Cancer Institute (NCI), many NCI-sponsored cooperative tissue banks are designated as VA-approved if they are used for one of their protocols (for example, the SWOG-supported tissue bank can be used for SWOG protocols without a waiver from ORD). Click here to view the list. 

Guidance and Application Materials for Storing Samples at a Non-profit Organization 

Guidance and Application Materials for Storing Non-banked Specimens at a For-profit Company 
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