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Welcome Researcher to VAWNYHS!

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 further 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).  These documents can be accessed on the website http://www1.va.gov/visns/visn02/research/buf/index.cfm .  This document will be updated as policies and procedures are updated, please remember that when submitting a new project always refer to the website for the most current versions of documents.  Please contact the Research Office at 862-6528 if you have any questions.

I.  Committees

No research activities may begin until the Research and Development Committee and relevant subcommittees have given final approval.
Research and Development Committee (R&D)

All research performed at the VAWNYHS 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.  Oversees distribution of R&D resources (funds, space, personnel, equipment, supplies, animal facilities and other common resources); approving receipt and use of non-VA funds by VA staff, including part-time staff, even if the research is conducted outside the VA facility, e.g., at the affiliated university; and all other aspects of the financial management of the R&D program.  The following subcommittees assist the R&D Committee in overseeing the research program and report their activities and findings directly to the R&D Committee.  
Institutional Review Board (IRB)

The Institutional Review Board (IRB) is entrusted with safeguarding the rights and welfare of human participants involved in research at VAWNYHS.  Research protocols are reviewed to determine if the rights and welfare of the human participant are adequately protected, to assure that the benefits to an individual outweigh the potential risks, to review the process and documentation of effective informed consent or assent, and 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, adverse events, unanticipated problems involving risks, patient complaints, all findings 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 are required before starting any research involving human participants).  

Institutional Animal Care and Use Committee (IACUC)

The IACUC is a formally established subcommittee of the Research and Development (R&D) Committee. (VHA Handbook 1200.7) and has the responsibility of reviewing and approving all projects that involve animals.  The IACUC ensures that all scientists, research technicians, animal technicians, and other personnel involved in animal care, treatment, and use are qualified to perform their duties. This responsibility is fulfilled in part through the provision of training and instruction to those personnel.  
Subcommittee on Research Safety (SRS)
The SRS reviews proposals involving potentially toxic and/or hazardous chemicals,

recombinant DNA or other potential biohazards, VHA Handbook 1200.8 Safety of Personnel Engaged in Research; Control of Hazardous Agents in VA Research Laboratories VHA Handbook 1200.6.  It assesses the impact of each agent on the safety of research participants and personnel working in research laboratories. For studies on research above Biosafety Level 2, on recombinant DNA on a large scale (>10 liters) and transgenic animals or animals whose genome has been altered by the stable introduction of recombinant DNA,  approval will be required from SUNY Buffalo Biosafety Committee. 

Laboratory Safety Subcommittee

Reviews all research laboratories to establish that accepted safety standards are being met, and recommends corrective action if deficiencies are identified. 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 and have received annual training on the materials in their lab as described in VHA Handbook 1200.8.  

Definitions

Please see Appendix C of the IRB SOP

III.  Research Facilities

A. VA Clinical and Translational Research Center (CTRC)

The VA Clinical Research Center (CRC) was established to promote and support clinical research in the Buffalo community and throughout VISN 2.
The Clinical Research Center is located on the 8th floor, D wing of the VAWNYHS on Bailey Avenue, Buffalo, New York. It is designed to support clinical research within the VA and the University at Buffalo community. It is used for both outpatient and inpatient based clinical trials and it includes all necessary facilities to accommodate overnight studies. 

B. Veterinary Medical Unit (VMU)

The Veterinary Medical Unit (VMU) is a well-equipped animal research facility available to house research animals used by VA investigators.  Animal care specialists provide seven-day-a-week care.  The facility is temperature controlled and equipped for various light cycles.  Special diets and post-op care are available.  Prior to submitting an animal proposal for Institutional Animal Care and Use Committee (IACUC) review, the investigator should contact the VMU supervisor at 862-6517 for an analysis of the proposed projects needs and requirements.  The VMU is located in the basement of the Research Building at the VAWNYHS.  

C. Laboratory Research Facilities
The Research Building at the VAWNYHS, Building 20, houses over 20,000 square feet of laboratory space designed for the performance of basic bench research by VA investigators. 

IV.  Principal Investigator (PI) Responsibilities

(The FDA considers a PI and an investigator to be synonymous)

The PI is personally responsible for the conduct of the study and for any and all actions of study personnel under his/her supervision. He/she is responsible for ensuring that all members of the research team comply with the findings, determinations, and recommendations of the research committees. The safety and welfare of the research subject ultimately rests with the Principal Investigator.

Responsibilities of the PI are fulfilling all the educational requirements mandated by the OHRP or the VA. (See VAWNHYS website – Education & Training for the most current requirements.)  The investigator and the research team are required to comply with all federal regulations, the policies and procedures of the VAWNYHS, and all stipulations detailed in the IRB approval documents. 

The PI is personally responsible to ensure that each subject is completely informed and freely consents to participate in the investigator's research or development project.  Each investigator must personally ensure that every reasonable precaution has been taken to reduce to a minimum any potential or actual risk to the subject.  Each investigator is personally responsible to report promptly to the IRB any injury, problem or adverse event arising from the study that could involve risk to the subject or others, including both those identified in the informed consent as well as any that were not anticipated.  If, after a project has been approved, a change is required in the plan or protocol, or there is evidence of a change in the risks, potential benefits or rights of the subjects, the investigator must notify the R&D Committee and the IRB.  Such a change may not be implemented until it has been reviewed and approved.

If you are submitting a protocol for review that includes the use of a drug or biologic for which you hold the IND, please see the section on sponsor-investigator guidance beginning on page 22 of this manual.

The PI is responsible for:

a. Submission of a complete research proposal to the Research Office for distribution to the R&D Committee and appropriate subcommittees. 
b. Ensuring that all members of the research team are qualified by education and training to conduct the research study and annually fulfilling all OHRP and VA training requirements.  This includes ensuring that they have a thorough familiarity with the use of investigational product(s), protocol procedures, and product information as provided by an Investigator’s Brochure (if applicable).  Complying with all applicable personnel and other VHA policies, whether the investigator is compensated, WOC, or IPA.
c. Developing a research plan that is scientifically valid; minimizes risk to human subjects, animals used in research, and personnel; and contains a sufficient description of the research including all procedures and the plan for statistical analysis, to allow the committees to fully review the research protocol.  Information on such issues as budgetary issues and/or needs, source of funding, space, and required personnel needs must also be submitted for review.  Conducting the study according to the investigational plan (study protocol and IRB stipulations) and all terms and conditions of the grant/contract.

d. Requesting IRB approval for any protocol deviations for which the PI has requested and been granted a waiver by the study sponsor.

e. Preparing and submitting information annually on each research protocol (s) to the appropriate subcommittees, the use of resources, and any problems, adverse events, or need for further resources.  This information may be in the form of the Institutional Review Board (IRB) continuing review of applications for human studies, the Institutional Animal Care and Use Committee (IACUC) continuing review of applications for animal studies, or as otherwise specified by the R&D Committee.
f. Developing and implementing plans for data use, storage, and security that are consistent with VA, VHA, and other Federal statues, regulations, and policies.

g. Submitting a completed Conflict of Interest Form for each project 

h. Ensuring the adequacy of the informed consent process.

i. Principal investigators must follow the Conditions of Approval and IRB-SOP in reporting any:

1.                 Allegation or finding of non-compliance.

2.                 Adverse event (any harm experienced by a participant or other individual regardless of whether the event was internal (on-site) or external (off-site) and regardless of whether the event meets the FDA definition of “serious adverse event”), which in the opinion of the principal investigator are both unexpected and related. Adverse events not meeting these criteria do not need to be reported except in aggregate at the time of continuing review.

a.                 An adverse event is “unexpected” when its specificity and severity are not accurately reflected in the informed consent document.

b.                 An adverse event is “related to the research procedures” if in the opinion of the principal investigator, it was more likely than not to be caused by the research procedures or if it is more likely that not that the event affects the rights and welfare of current participants).

3.                 Information that indicates a change to the risks or potential benefits of the research. For example:

a.                 An interim analysis or safety monitoring report indicates that frequency or magnitude of harms or benefits may be different than initially presented to the IRB.

b.                 A paper is published from another study that shows that the risks or potential benefits of your research may be different than initially presented to the IRB.

4.                 A breach of confidentiality.

5.                 Change in FDA labeling or withdrawal from marketing of a drug, device, or biologic used in a research protocol.

6.                 Change to the protocol taken without prior IRB review to eliminate an apparent immediate hazard to a research participant.

7.                 Incarceration of a participant in a protocol not approved to enroll prisoners.

8.                 Event that requires prompt reporting to the sponsor.

9.                 Sponsor-imposed suspension for risk.

10.             Complaint of a participant when the complaint indicates unexpected risks or cannot be resolved by the research team.

11.             Protocol violation (meaning an accidental or unintentional change to the IRB approved protocol) that harmed participants or others or that indicates participants or others may be at increased risk of harm.

12.             Unanticipated adverse device effect (Any serious adverse effect on health or safety or any life-threatening problem or death caused by, or associated with, a device, if that effect, problem, or death was not previously identified in nature, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of subjects.)

13.             Any other problem that the investigator considers to be unanticipated and indicates that participants or others are at increased risk of harm.

j. Notify the Research Office of all sponsor or agency visits.

k. All trial related medical decisions including treatment for trial related adverse events or clinically significant laboratory values. The participant and his/her primary care provider should be informed when any additional medical care is necessary.

l. The principle investigator must identify a qualified clinician to be responsible for all study-related health care decisions.  The name and qualifications (MD, RN, etc.) of the clinician are to be noted on the Application to Undertake Research Involving Human Participants.   The principal investigator, investigator or other individual may serve as the qualified clinician.  Note: This is not required for survey research, retrospective chart review, or other research in which the subject’s medical condition is not relevant to, or affected by, the study. 
m. Documentation of the participant’s enrollment and subsequent study visits and the completion of or termination of participation in the participant’s electronic medical record as outlined.

n. Reporting all manuscripts and publications to the Research Office.

o. Investigator must observe polices for proper documentation, handling and use of investigational drugs, biologics, and devices as specified below:

i. An investigator is responsible for: [21 CFR §312.60]

ii. Ensuring that an investigation is conducted according to the signed investigator statement, the investigational plan, and applicable regulations.

iii. Protecting the rights, safety, and welfare of participants under the investigator's care.

iv. The control of drugs under investigation.

v. An investigator shall administer the drug only to participants under the investigator's personal supervision or under the supervision of a sub-investigator responsible to the investigator. [21 CFR §312.61] 
vi. The investigator shall not supply the investigational drug to any person not authorized under this part to receive it. [21 CFR §312.61]

vii. An investigator is required to maintain adequate records of the disposition of the drug, including dates, quantity, and use by participants. [21 CFR §312.62]

viii. If the investigation is terminated, suspended, discontinued, or completed, the investigator shall return the unused supplies of the drug to the sponsor, or otherwise provide for disposition of the unused supplies of the drug under 21 CFR §312.59. [21 CFR §312.62]
ix. An investigator shall promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. If the adverse effect is alarming, the investigator shall report the adverse effect immediately. [21 CFR §312.64]

x. The investigator shall also assure that he or she will promptly report to the IRB all changes in the research activity and all unanticipated problems involving risk to human participants or others, and that he or she will not make any changes in the research without IRB approval, except where necessary to eliminate apparent immediate hazards to human participants.

V.  Investigational Device

As defined by the FDA, an investigational device is a device that is the object of a clinical study designed to evaluate the safety or effectiveness of the device (21 CFR §812.3(g)). Investigational devices include transitional devices (21 CFR §812.3(r)) that are objects of investigations. 
However, for the purposes of VHA Handbook 1200.5, an investigational device may be an approved device that is being studied for an unapproved use or efficacy. [VHA Handbook 1200.5 3.j]
Investigator Responsibilities:

· Protecting the rights, safety, and welfare of participants under the investigator's care.

· The control of devices under investigation.

· An investigator shall conduct an investigation in accordance with the signed agreement with the sponsor, the investigational plan, this part and other applicable FDA regulations, and any conditions of approval imposed by an IRB or FDA. [21 CFR §812.110]

· An investigator shall permit an investigational device to be used only with participants under the investigator's supervision. An investigator shall not supply an investigational device to any person not authorized under this part to receive it. [21 CFR §812.110]

· Upon completion or termination of a clinical investigation or the investigator's part of an investigation, or at the sponsor's request, an investigator shall return to the sponsor any remaining supply of the device or otherwise dispose of the device as the sponsor directs. [21 CFR §812.110]

· All correspondence with another investigator, an IRB, the sponsor, a monitor or FDA, including required reports.

· Records of receipt, storage use or disposition of a device that relate to:
· The type and quantity of the device, the dates of its receipt, and the batch number or code mark.
· The names of all persons who received, used, or disposed of each device.
· Why and how many units of the device have been returned to the sponsor, repaired or otherwise disposed of
· An investigator shall permit authorized FDA employees to inspect and copy records that identify participants, upon notice that FDA has reason to suspect that adequate informed consent was not obtained, or that reports required to be submitted by the investigator to the sponsor or IRB have not been submitted or are incomplete, inaccurate, false, or misleading. [21 CFR §812.145(c)]

An investigator shall report to the sponsor, within 5 working days, a withdrawal of approval by the reviewing IRB of the investigator's part of an investigation.

VI.  Investigational Drug

An investigational drug is a drug or biological drug that is used in a clinical investigation. The FDA considers the term "Investigational New Drug (IND)" synonymous with investigational drug. [21 CFR §312.3] A copy of the IND or Investigational Device Exemption (IDE) will be provided by the investigator to the IRB copied from the sponsor’s protocol or, the sponsor’s response to the investigator’s specific request for the IND or IDE.
However, for purposes of VHA Handbook 1200.5, an Investigational Drug may be an approved drug that is being studied for an unapproved or approved use in a controlled, randomized or blinded clinical trial. [VHA Handbook 1200.5 3.k]
i. VA Form 10-9012, Investigational Drug Information Record or superseding forms must be provided to the pharmacy by the principal investigator as required in VHA Handbook 1108.04. [VHA Handbook 1200.5 14.c]

ii. In addition a signed and dated copy of VA Form 10-1086, must be sent to the Research Pharmacist to document each participant’s consent to participate in the study. [VHA Handbook 1200.5 14.c]

iii. The principal investigator must inform the Research Pharmacist and the Research and Development Committee when a study involving investigational drugs has been terminated. [VHA Handbook 1200.5 14.d]

Please refer to Center Memorandum 119-7 “Investigational Drugs” for more detailed information, including emergency use of an investigational drug.

VII.  Protocol Submission

All research conducted at the VAWNYHS must be submitted to and approved by the R&D Committee and the appropriate subcommittee(s) before any research activities can begin. Note that retrospective chart reviews and some QA/QI studies are considered research and appropriate approvals must be obtained prior to initiating the project.  Retroactive approval cannot be granted.

Initial review  

Proposals must be received in the Research Office by the twentieth day of the month in order to be placed on the agenda for the next month’s meeting.  Prior to final completion of the protocol submission, the PI should meet with the Research Office staff to review the documentation for completeness. If there is a question as to if the proposed activity is human research – the IRB Chair or committee will use the tool titled: “Determining Whether a Proposed Activity Is Human Research According to VA or FDA Regulatory Definitions” listed on pg. 29 of this manual. Decision trees are provided to assist you. The research office will provide a written determination to the individual making the request. 
When the R&D Committee or a subcommittee has tabled a new proposal or approved it with contingencies the PI must make immediate attempts to resolve.  Continued communication with the research office is essential to keep the project moving. To determine if a study qualifies for expedited review or is exempt from IRB review please refer to the Standard Operating Procedure for Institutional Review Board, Appendices A (expedited) and B (exempt) located on the website given below.



(1)
Research investigators will submit to the IRB:

a. Application to Undertake Research Involving Human Participants with required forms located at website:  http://www1.va.gov/visns/visn02/research/buf/index.cfm
b. Detailed protocol, copy of grant submitted to granting agency or research protocol from sponsor 

c. Proposed informed consent form (Form 10-1086) with HIPAA provisions or request for waiver of consent (if human participants are involved).  Use the most current version of the template from the website.  If the project requires approval of both the VA and UB IRB, the combined UB/VA consent template should be used.
d. Proposed advertisements to be used to recruit participants, if applicable

e. Assessment of Security of VA Research Data, Data and Security checklist and Principal Investigator Certification

f. Clinical investigator’s brochure from sponsor, if applicable

g. Surveys/questionnaires, etc., if applicable

h. Biosketch or curriculum vitae to evaluate training and qualifications unless already on file in the Research Office

i. Certificate of Human Subjects Protection training, unless already on file in the Research Office

j. An abstract, including participant recruitment, method of participant selection, research selection, and the nature of the compensation offered to participants for participation in research, including amount, method and timing of payment

k. An electronic copy of abstract must be sent to Research Office 

l. Conflict of Interest Form which can be found on the Research website

m. Form 10-9012 Investigational Drug Information Record (if applicable) The VAWNYHS has a separate Research Pharmacy located adjacent to the Inpatient Pharmacy in the basement of the main building, which is staffed by a pharmacist dedicated to research. All drugs, with the exception of radioactive 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 a letter of support 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 and appropriate order entered into CPRS by an authorized provider. All Research involving drugs must be conducted in accordance with FDA policies. When a protocol involves a radioactive investigational drug, the protocol will require approval from the VAWNYHS Radiation Safety Committee. Once approval is obtained, the Pharmacy Manager will authorize delivery of the radioactive drug directly to the VAWNYHS Nuclear Medicine Department or the Center for Positive Emission Tomography (PET). The Radiation Safety Committee will be responsible for providing oversight on the receipt, administration, termination and disposal of the radioactive drug.

n. Letters of support from careline manager and other medical center departments who will provide services for the study, if appropriate

o. For company-sponsored research projects or other multi-center cooperative studies, include full research protocols submitted by the sponsors 

p. Research Protocol Safety Survey (10-0398).

Note: In general, participants may not be enrolled in more than one interventional or long-term observational study at a time.  For some studies with long-term follow-up, this may limit a participant’s ability to enroll in other research. Investigators may petition the IRB for permission/approval to enroll participants in more than one study.  Both principal investigators must sign a letter of agreement for dual enrollment.  These letters may be specific to a patient or a study.  If one of the studies is a co-op study, additional approval must be obtained from the coordinating center.
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Continuing review
All research must be reviewed at an interval that is consistent with the risk, within one year or less. Two months prior to the time of continuing review the Research Office will send a notification to the principal investigator. The principal investigator must submit an application for continuing review in writing prior to the date that the approval expires based on the date of the previous IRB approval. 


Lapsed Approval: 

If a Principal Investigator fails to submit completed continuing review documentation to the research office or the IRB has not reviewed and approved a protocol before the approval period ends, approval for the protocol will lapse and all study activities must cease and new enrollment is prohibited.  The PI will be notified in writing via a letter signed by the R&D Chair, and the other subcommittee chairs when pertinent.  The PI will have to resubmit the required documentation for re-review if the PI wants to re-activate the study or he may officially close the study.  A list of lapsed protocols will be included in the agendas and minutes of the R&D Committee and the relevant subcommittees.  If repeated non-compliance is noted, the R&D Committee Chair will request to meet with the PI to discuss the circumstances and determine if the research should be continued.
For human research studies where participants are actively receiving interventions, the IRB chair will consult with the Chief of Staff or designee to determine the safest mechanism to protect the enrolled participants. This may include but is not limited to:  keeping the participant(s) in the study and assigning another qualified investigator in that field/are of expertise to oversee the participant(s) safety when it is felt to be in the best interest of the participant(s) to continue; withdrawing the participant(s) from the protocol and ordering appropriate treatments, medications and tests to ensure participant(s) safety, and or any other course of action that will protect the participant(s) and minimize harm and risk.
Continuing review of research proposals must be substantive and meaningful.  IRB approval to continue the study will not be granted if documents are not submitted for review.  The information to be included in the request consists of:

1.
Progress (status) report since the last IRB review to include:

i. the original abstract updated with any changes with a brief summary of the methodology and procedures used in your study

ii. a summary of new information that could affect risk vs. benefit.  A current literature review, or similar assessment of new research information, must be provided

iii. a summary of unanticipated problems involving risks to participants or others

iv. any complaints about research

v. findings obtained thus far, any other relevant information especially about risks associated with research

vi. any adverse events, protocol deviations, or unanticipated problems that require corrective measures.

2.
Literature Review with a summary of significance to you study including database and search terms used.

3.  A protocol history (summary) is provided reporting all committee actions during the previous period of approval in response to information received by the VA Research Office.  Submit on separate form any missing amendments, modifications, advertisements, DSMB reports, multi-center trial reports, any unreported on-site or off-site adverse event or unanticipated problems that may involve risk to participants or others, problem reports, updates to investigators brochure, etc. since last review.

4.
Responses on the Continuing Review Submission Form which consist of:

a. number of participants enrolled since last report, number of participants enrolled since beginning of study

b. any changes to the research and in procedures/protocol since last review (i.e., inclusion, exclusion criteria or study procedures), especially procedures involving increased risk or discomfort that are added to study

c. amended or updated Investigator Brochures

d. description of any adverse events or unexpected/unanticipated problems involving risks to participant or others (safety reports including IND, IDE, and MedWatch)

e. description of all participants who have voluntarily withdrawn from the study and the reasons the participant has given for withdrawal

f. reports of multi-center trials or summary of Data Safety Monitoring Board meetings

g. protocol violations/deviations

h. an updated copy of the informed consent using the current template, if enrollment is continuing or any newly proposed consent document, if applicable.  If using VA-UB consent form submit to UB-SUNY IRB at same time.

i. review of current study personnel with request to remove any that are no longer active on the study.

Amendments

An amendment is any change to the project or consent form as originally approved.  

Prior approval is required before changes to the approved protocol procedures, consent forms or, recruitment materials are implemented.  Prior approval is required before a waiver of protocol requirements which has been granted by a study sponsor can be implemented.

To request an amendment, the Investigator should complete the amendment form, including justification of the change.  Any documents supporting the change such as revised consent, protocol, Investigator’s brochure, advertisement or other documents must be attached to the request.  

Minor changes (as defined in the IRB SOP Appendix C) proposed for previously approved research may be reviewed in an expedited manner.  Expedited review may be carried out by IRB Chair or by a qualified IRB member with at least one year IRB experience.  

The reviewer will determine whether any significant new findings that arose from the review process and that might have related to participant’s willingness to continue participation were provided to participants.  If the changes to the study involve issues related to bio-safety or radiation safety, approval from the appropriate committee(s) is required before IRB approval will be granted.  

When a proposed change in a research study is not minor (e.g. the IRB determines changes are needed in the plan or protocol that may effect the risks, potential benefits or rights of the participants or that it lacks sufficient information about the research to proceed with its review), then the entire IRB must review and approve changes at a convened meeting before changes can be implemented.  The convened IRB will determine that the regulatory criteria for approval are met.  

The investigator will be notified in writing of the status of the amendment request.

VIII.  Privacy and Confidentiality of Participants

The privacy and confidentiality of the research participant must be protected. Privacy and confidentiality are not the same.  For the purposes of human subject research, privacy related to the person, confidentiality relates to the data.

Privacy and Confidentiality regulations and statutes are referenced in 1200.5 7a (7)

· Privacy and Confidentiality. Adequate provisions must be taken to protect the privacy of subjects and to maintain the confidentiality of individually-identifiable data. Such provisions must consider the requirements of Standards for Privacy of Individually-Identifiable Health Information (HIPAA Privacy Rule), 45 CFR Parts 160 and 164, and other laws regarding protection and use of veterans’ information, including Privacy Act of 1974, 5 U.S.C. 552a; VA Claims Confidentiality Statute, 38 U.S.C. 5701; Confidentiality of Drug Abuse, Alcoholism and Alcohol Abuse, Infection with Human Immunodeficiency Virus (HIV), and Sickle Cell Anemia Medical Records, 38 USC 7332; and Confidentiality of Healthcare Quality Assurance Review Records, 38 USC 5705.
The VA Privacy Act and VA Privacy Handbook 1605.1 provide more complete explanation of the regulations covering veteran’s data.  Section 13 refers to research uses.  http://www1.va.gov/vhapublications/publications.cfm?pub=2
· Investigators must immediately report to the IRB and Privacy Officer any unauthorized use, loss or disclosure of individually identifiable patient information within an hour of its discovery.

· Investigators must report to the IRB and VA Information Security Office any violations of VA Information Security. (Loss of laptops, portable devices, etc.) within an hour of its discovery.
· If you wish to review VA Identifiable data off-site you must complete an authorization request form located on the VA research web page.
IX.  Tissue Banking

VA Directive 2000-043 prohibits biological samples obtained during research studies, (defined as any material derived from human subjects, such as blood, urine, tissues, organs, hair, nail clippings, or any other cells or fluids, whether collected for research purposed or as residual specimens) be forwarded to a sponsor, or non-VA approved tissue bank for future research purposes unless there is specific approval from the Chief Research and Development Officer (CRADO). 

For a VA approved tissue bank, the consent form must clearly state: 

(1) if the specimen will be used for future research, and allow the participant the choice of how the specimen will be used (i.e. any research, research by specific PI, genetic analysis, research related to a specific area) 

(2) If the research results of reuse of the specimen will be conveyed to the participant

(3) If the participant will be re-contacted after the original study is completed

(4) If the participant requests, the specimen and all links to the clinical data will be destroyed

If an investigator wishes to establish a tissue bank VAWNYHS, the request must be submitted to the R&D and IRB and include at least the following information:

1. Investigator:


2. Address (location) of tissue bank


3. Person responsible for maintaining bank

4. Are samples from one specific study or more?

5. Title of study(ies) and :

6. Is this bank associated with an approved Protocol?

7. Study start date:

8. Study end date:

9. For what purpose(s) have the samples been agreed to? (specific to one study, open ended, genetic?)  Attach approved consent form.

10. What information is on the samples (i.e. Study ID, SSN, initials etc)

11. Are the samples linked to the subject’s identity?  If yes, describe and what precautions are in place to protect confidentiality.

12. How are the samples secured? (i.e. locked room, locked freezer etc)

13. Who has access to samples?

14. What will happen to the samples if the PI leaves the facility, or has an unexpected, extended leave of absence?


15. Are the samples infectious?

16. Will samples be analyzed off VA facility?  Describe procedure, personnel, plan for return of remaining specimen, etc. (Note, there should be a MOU in place specifying analysis/use as defined in protocol)
17. Do you plan on sharing samples with other investigators?  If yes, how do you determine appropriateness of sharing, IRB approval etc?

X.  Study Closure

The investigator is responsible for notifying the appropriate committee(s) and sending a final report when a study has ended to the Research Office.

XI.Publication of Study Results
(Overseen by Research and Development Committee)

· The VA must be given appropriate recognition in publications, presentations and press releases.

· Where no direct VA research funding was provided by the VA, but the research involved the use of other VA resources, e.g. facilities, patients, investigator salary, an appropriate form of acknowledgement must be included, such as “This work was conducted at, and supported by VA Western New York Healthcare System, Buffalo, NY”.
· Authors of research publications shall acknowledge their VA employment in a format based on this example: “title – XXXX Service, Department of Veterans Affairs, VA Western New York Healthcare System, Buffalo, NY 14215”.
· If the author holds an academic appointment, the academic title and name of the institution should be given as well.
· The VA shall be listed first when the VA pays the major salary support (5/8th or greater).
· Failure to acknowledge VA support as stipulated is likely to result in the discontinuation of current VA research funding, research space or the privilege to conduct research at this hospital.

· The VA requires that research records and raw data be retained by the investigator for at least five years after publication or completion of the project.  If the investigator leaves the VA before five years have elapsed, the investigator must contact the Research Office to arrange for safekeeping of the records. 
· Send a copy of the publication to the Research Office.  This information is forwarded to VACO and is presented at the Research and Development Committee meeting.

XII. Informed Consent

Obtaining informed consent is an ongoing process that begins with the initial presentation of the research to the prospective participant by the investigator or study personnel.  The project must be presented to the participant or his/her legally authorized representative (LAR), in a language that is understandable to the participant or surrogate. Prior IRB approval is required to have consent obtained from a participant’s surrogate.  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.  It is recommended that the participant be given the informed consent document to take home to review before giving his/her written consent.  Informed consent must be obtained prior to entering a participant into a study and/or conducting any enrollment procedures required by the protocol.  The IRB has the authority to designate an observer to any part of the consent process.

Informed consent must be documented by the use of a written consent form (VA form 10-1086). It must be signed and dated by the participant or the participant’s legally authorized representative, unless this requirement has been waived by the IRB. The participant or representative must initial all pages of the form. The form must be dated and signed by a witness who is not a part of the research team. 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 Research Office which will review and file them. 

The original of the informed consent form with HIPAA provisions:  

After review and approval by the IRB, the informed consent form, with HIPAA provisions, will be stamped with approval and expiration dates and returned to the Principal Investigator for copies to be made and used in obtaining consent.  The approval date is the date the protocol and informed consent documents were granted final approval by the IRB.  Only consent forms with the IRB approval stamp may be used to consent participants.  The informed consent document expires at 11:59 pm of the expiration date. Research is no longer approved to be performed after that date.

It is expected that an assessment be made of the participant’s capacity to consent to a research protocol. Further guidance on this subject can be found in the Research IRB SOP or VHA Handbook 1200.5.  If surrogate consent is sought, a request for approval must be submitted to the IRB with the following information:



a. Justification that the research can’t be done on competent subjects

b. Justification that there is no risk to the subject, or if risks exist, the direct benefit to subject is substantially greater
c. Assurance that, if any incompetent subject indicates that he/she does not wish to participate, he/she will not have to participate

The consent form must include a discussion of all procedures and/or medications that are considered “experimental”. If any medications and/or procedures that are routinely available 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 for liability from negligence.   There are additional elements of information that may be required by VA and other federal regulations please see the research website.  

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

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.  This approval may be obtained through an amendment or at initiation of the project.

Delegation of duties to other individuals does not release the Principal Investigator from responsibilities for the safe and proper conduct of the protocol.

Under certain circumstances, a short form process for informed consent may be approved. The short form process includes the following criteria. The IRB has to make determinations for 1-9.[45 CFR 46.117©] [21 CFR 50.27(2)] [VA Handbook 1200.5]

1. The consent document (short form) states that the elements of disclosure required by regulations had been presented orally to the participant or the participant’s legally authorized representative.

2.  The IRB will approve a written summary of what is to be said to the participant or the participant’s legally authorized representative.  A written summary (equivalent to the information in the long form of consent documentation) embodies the basic and appropriate additional elements of disclosure. The Elements of Informed Consent are found in the IRB SOP Appendix D. 

3. There will be a witness to the oral presentation. (This must be a witness to the entire presentation, not just the signature as typical for a long form of documentation.)

4. For participants who do not speak English, the witness is conversant in both English and the language of the participant.

5. The participant or the participant’s legally authorized representative will sign and date the short form.

6. The witness will sign and date both the short form and a copy of the summary.

7. The person actually obtaining consent will sign and date a copy of the summary.

8. A copy of the signed and dated short form will be given to the participant or the representative.

9. A copy of the summary will be given to the participant or the representative.

The progress note documenting the informed consent process must be placed in the participants’ medical record.  Documentation in the medical record will use one of the approved research templates. The template will be modified to specify the use of the short form to include the IRB approved written summary, whom the oral presentation was given, the witness name and the date, time and location of the conversation as well as  (a-e) below. 
(a)
The name of the study, 

(b)
The person obtaining the participant’s or the participant’s legally authorized representative consent, 

(c)
A statement that the participant or the participant’s legally-authorized representative was capable of understanding the consent process, 

(d)
A statement that the study was explained to the participant or the participant’s legally-authorized representative and

(e)
A statement that the participant or the participant’s legally-authorized representative was given the opportunity to ask questions. 

XIII.  Research Documentation

Participant medical records

The IRB has determined that all participants in research studies, with the exception of those circumstances discussed below will have a Research Initiation Note entered into their electronic medical record. This note is a template found under “new notes” titles. It contains information about the study, the possible adverse events, who to contact for further information about the study, and information related to the informed consent process. The Research Initiation Note is automatically posted under the “clinical warnings” heading in the participant’s electronic medical record, flagging this record as a research participant. 

The IRB has the authority to determine that a participant’s medical record should not be flagged. The IRB may not want to flag a medical record if:

1. The subject’s participation in the study involves:

a. only one encounter

b. only the use of a questionnaire

c.    the use of previously collected biological specimens

d. The identification of the subject as a research participant in a particular study (if the study is not greater than minimal risk) would place the subject at greater than minimal risk.

When a research study involves a single one time intervention, the research note template title should be: “Research Minimal Risk”.  This template includes the required documentation elements, and should include a statement on how the participant tolerated the study and that their participation ended with this one visit. This note is not placed in the “Clinical Warning” of CPRS.
Non-veterans participating in interventional studies will be registered into the VA computer system with assistance of the Veterans Service Center (VSC). A data collection form should be obtained from the VCS, completed and returned to the VSC in order to enter in these participants in the computer system. As applicable, follow-up visits should be scheduled and documented as above.
For non-veterans and employees participating in minimal risk studies, without intervention, a note in CPRS is not required. The informed consents and subsequent visits may be recorded in the paper investigator’s file.

When writing a CPRS note for an out-patient, the computer will ask you to link the note to a visit. Research notes should be linked to a research clinic, with an appointment. Appointments can be arranged and entered through the scheduling option in VISTA (Blue screen of the VA computer) or they can be made in VISTA at the time of the visit.
Research clinics are set up as a non-billable clinic. Participants should not receive bills (co-pays) for this part of their care on that day. Appointments in other clinics for the same day are billable based upon eligibility.

“BU-Research PM NC” is the General Research Clinics that can be used for documentation.   

Clinics to use with the scheduled appointments are

· “BU-Research AM NC” (apt from 6am-2pm)

· “BU-Research PM NC” (2Pm- 8pm)
· BU-Research Tele TC may be used for scheduling research participants and documenting phone communications. If you have missed putting in an appointment- under the visit tab, there is a box that can be checked for a “historical visit”, that will allow you to place the note and not generate a bill.
Under certain circumstances, oral informed consent may be used.  A short, written summary document incorporating the required elements of informed consent presented orally to the subject or to the subject's legally authorized representative will be given to the participant or the legal representative.  When this method is used, there will be a witness to the oral presentation who is not a study team member.  This process includes the following:  A) the IRB will approve a written summary of what is to be said to the subject or the representative, B) only the short form itself is to be signed by the subject or the representative. 

Investigator’s records

The Principal Investigator is required to maintain complete and accurate records for each specific study which should include the following:

1. Data collection tools

2. Regulatory binder containing protocol, amendments, copies of all versions of consent form used, correspondence from IRB, R&D, IACUC, RDRC, FDA (if applicable)

3. Individual folder for each participant containing completed data collection tools, EKGs, lab work results, pertinent clinical information, and films

4. The original signed informed consent form

Sponsor Visits
. All visits by sponsors must be reported to the research office and clinical coordinator for research.  E-mail is preferred but phone notification is accepted.  At the conclusion of the site visit, the monitor must complete the “Research Sponsor Monitor Report” located on the website.  It should be sent to the Research Office within 5 business days. Non-compliance detected on monitoring visits and Research Pharmacy evaluations must be reported to the ACOS immediately. The ACOS will discuss the report with the IRB Chair
XIV.  Conflict of Interest

For Conflict of Interest information please refer to Center Memorandum 151-5 which can be found on the research website or in the Western New York Resources folder on the computer desktop.

Contact the ACOS for R&D, Chair for R&D Committee or the Chair for IRB if you have any concerns about potential COI. 
XV.  Record Retention

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 for at least 5 years after the completion of the research with which they are associated.  In addition, state laws, VAMC policy or sponsor requests may exceed this requirement.  In addition, any protocols involving human subjects in radiation therapy, radioisotopes or nuclear medicine will be retained indefinitely.  The HIPAA document retention requirement is 6 years from the later of the date the document was created or "the date when [the document] last was in effect.  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. 
All records should be kept secure in locked filing cabinets or locked storage rooms with access limited to the research team at all times.  

XVI.  Sponsor-Investigator (Investigator-Initiated) Research with Drugs or Biologics   

The following information is intended to provide sponsor-investigators with information to guide them through the FDA requirements for sponsor-investigators who hold an IND. The federal regulations for INDs are found under 21 CFR 312. Responsibilities of sponsors and investigators are also contained in the International Conference on Harmonization (ICH) Guidance for Industry, E6 Good Clinical Practice. For more information, review the FDA’s Center for Drug Evaluation and Research (CDER) web site www.fda.gov/cder. 

This text is a synopsis of requirements specific to sponsor-investigators who hold INDs. It is intended to be a guide, but does not include the complete text of the regulations. Sponsor-investigators must review and be familiar with the federal regulations before undertaking these responsibilities.

Sponsor-investigators are also required to follow all federal regulations and VAWNYHS policies and guidance for Human Subjects research. 

What is a Sponsor-Investigator? 

When an Investigator holds an IND for the product being tested in a particular research study, he/she must also assume the role of the Sponsor, and is called a “Sponsor-Investigator.” The FDA defines a Sponsor-Investigator as “an individual who both initiates and conducts an investigation, and under whose immediate direction the investigational drug is administered or dispensed. The term does not include any person other than an individual. The requirements applicable to a sponsor-investigator under this part include both those applicable to an investigator and a sponsor.” 21 CFR 312.3 

What must the Sponsor-Investigator report to the FDA? 

Sponsor-investigators have extensive reporting requirements under FDA regulations.

1. New protocol 21 CFR 312.30a 

Once the IND has been approved by the FDA, the sponsor-investigator must submit to FDA a new protocol amendment for any study not contained in the IND application. The protocol can be submitted before or after IRB approval. The study may not begin until the protocol has been received by the FDA and approved by the IRB. 

2. Changes in the protocol 21 CFR 312.30b 

     The following protocol changes must be submitted to the FDA.

• For Phase 1 studies, any change that significantly affects the safety of subjects.

• For Phase 2 and 3 studies, any change that significantly affects the safety of subjects, the scope of the investigation, or the scientific quality of the study.

3. New investigator 21 CFR 312.30c 

    The addition of a new investigator must be reported to the FDA within 30 days   

    of the investigator being added. The IND may not be shipped to the new   

    investigator until the FDA has been notified. 

4. Information amendments 21 CFR 312.31 

Any essential information that is not included in a protocol amendment, IND safety report, or annual report must be submitted to the FDA. Examples of essential information include new toxicology, chemistry, or other technical information. Information amendments should be submitted as necessary, but not more than every 30 days. 

5. IND safety/adverse events reports 21 CFR 312.32 

An investigator shall promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. If the adverse effect is alarming, the investigator shall report the adverse effect immediately. 21 CFR 312.64. Guides to adverse event reporting are indicated below:

 • Unexpected fatal or life-threatening experiences that are associated with the investigational drug must be reported to the FDA by fax or telephone as soon as possible, but no later than 7 days after the sponsor-investigator initially receives the information. 

• Serious and unexpected adverse events associated with the use of the drug that are not fatal or life-threatening must be submitted to the FDA as soon as possible, but no later than 15 days after the sponsor-investigator initially receives the information. 

6. Annual reports 21 CFR 312.33 

The sponsor-investigator must submit a progress report to the FDA within 60 days of the anniversary date that the IND went into effect. The sponsor is also required under 21 CFR 312.33 to submit annual reports to the FDA on the progress of the clinical investigations. 21 CFR 312.64. 

7. Withdrawal of an IND 21 CFR 312.38 

 
    Sponsor-investigators must inform the FDA of desire to withdraw an IND. 

8. Discontinuation of an investigation 21 CFR 312.31(a)2 

If the sponsor-investigator determines that an investigational drug presents an unreasonable and significant risk to subjects, she/he must discontinue the investigation within 5 working days after determining that the investigation should be discontinued. A report of the discontinuation of the investigation should be submitted to the FDA within 5 working days.

9. Financial disclosure reports 21 CFR 312.57d

Any changes to financial disclosure information must be promptly reported to the FDA during the investigation and for 1 year following completion of the study. 

What records must a sponsor-investigator maintain?

The sponsor-investigator is responsible for maintaining the following records during the study and for 2 years after the date a marketing application is approved for the drug for the indication for which it is being investigated. If no application is to be filed or if the application is not approved for such an indication, the sponsor-investigator is responsible for maintaining the following records until 2 years after the investigation is discontinued and FDA is notified. 21 CFR 312.62 The sponsor-investigator must make these available to FDA inspectors at their request. 

1. Drug accountability 21 CFR 312.57a & 312.62(a)

The sponsor-investigator must maintain records showing receipt, shipment, or other disposition of the investigational drug. 

2. Financial interest 21 CFR 312.57b 

The sponsor-investigator must maintain records showing any financial interests of any of the clinical investigators involved in the study (see also 21 CFR 54). The clinical investigator shall provide the sponsor with sufficient accurate financial information to allow an applicant to submit complete and accurate certification or disclosure statements. The clinical investigator shall promptly update this information if any relevant changes occur during the course of the investigation and for 1 year following the completion of the study 21 CFR 312.64.

3. Case Histories 21 CFR 312.62b 

The sponsor-investigator must maintain accurate case histories that record all observations and other data pertinent to the investigation on each subject who received the investigational drug and each subject who was employed as a control in the investigation. 21 CFR 312.62. Case histories include the case report forms and supporting data such as signed and dated consent forms and medical records including, for example, progress notes of the physician, the individual’s hospital chart(s), and the nurses’ notes. The case history for each individual shall document that informed consent was obtained prior to participation in the study.

 4. Essential documents ICH E6 S8 

     The sponsor-investigator must maintain documents included in ICH E6 S8.      

     These documents are considered essential to conducting a clinical trial and     

     are subject to audit by regulatory authorities. The investigator shall furnish all 

     reports to the sponsor of the drug who is responsible for collecting and 

     evaluating the results obtained. Examples of essential documents are signed 

     protocol and amendments, informed consent documents, IRB approval 

     notices, and signed, dated, and completed case report forms (CRFs). 
What are the sponsor-investigator’s responsibilities as a sponsor?

The sponsor-investigator carries all responsibilities toward co-investigators that are normally assigned to the sponsor. A sponsor-investigator may transfer responsibility for any or all of the sponsor obligations to a contract research organization. Any such transfer shall be described in writing. If not all obligations are transferred, the writing is required to describe each of the obligations being assumed by the contract research organization. 21 CFR 312.52

1. General responsibilities of sponsors 21 CFR 312.50 

The sponsor-investigator is responsible for 

• selecting qualified investigators and providing them with the information   

   they need to conduct an investigation properly. 

• ensuring proper monitoring of the investigation. For more information on   

   monitoring guidelines, see Section 5.18 of the ICH Guidance., and 312.56

• ensuring that the investigation is conducted in accordance with the general        


investigational plan and protocols contained in the IND. 

• maintaining an effective IND with respect to the investigations. 

• complying with FDA regulations with regard to the promotion and charging   for investigational new drugs. See Chapter 9, Section IND – Investigational Drugs or Biologics, Sub-section Promotion and Charging for Investigational New Drugs above. 21 CFR 312.7

• ensuring that FDA and all participating investigators are promptly informed of significant new adverse effects or risks with respect to the drug. 

2. Selection and monitoring of investigators 21 CFR 312.53 – 312.56 

    The sponsor-investigator is responsible for 

• selecting qualified investigators and monitors.

• ensuring that the study drug is shipped only to participating investigators. 

•
informing co-investigators of new observations with regard to the investigational drug and progress of the study. 

•
reviewing on-going investigations, including assuring compliance of all  investigators with the protocol, reviewing and evaluating safety and efficacy data of the investigational drug, and discontinuing studies that are deemed to  pose an unreasonable and significant risk to subjects. 

3. Recordkeeping and record retention 21 CFR 312.57 

The sponsor-investigator is responsible for maintaining study records, as described above. 

4. Inspection of sponsor’s records and reports 21 CFR 312.58 

The sponsor-investigator must allow FDA employees access to all records and reports at their request. Drug Enforcement Administration and Department of Justice employees must be given access to records and reports involving controlled substances at their request. 

5. Disposition of unused supply of investigational drug 21 CFR 312.59

If the investigation is terminated, suspended, discontinued, or completed, the sponsor-investigator is responsible for assuring that all co-investigators return any unused supplies of the investigational drug to the sponsor, or otherwise provide for disposition of the unused supplies of the drug under 21 CFR 312.59 & 21 CFR 312.62 The sponsor-investigator must maintain records of the disposition of the drug as described above. 

What are the sponsor-investigator’s responsibilities as an investigator?
As an investigator, the sponsor-investigator has all the responsibilities of investigators in any clinical trial. 

1. General responsibilities of investigators 21 CFR 312.60

    The sponsor-investigator is responsible for 

• ensuring that an investigation is conducted according to the signed investigator   

   statement, the investigational plan, and applicable regulations. 

• protecting the rights, safety, and welfare of subjects under the investigator’s   

  care.

• ensuring the control of drugs under investigation. 

2. Control of the investigational drug 21 CFR 312.61 

The sponsor-investigator must administer the investigational drug only to subjects under his/her direct supervision, or under the supervision of a sub-investigator responsible to the investigator. The sponsor-investigator must also ensure that the investigational drug is not given to any person not authorized to receive it. 

3. Investigator recordkeeping and record retention 21 CFR 312.62 

The sponsor-investigator is responsible for maintaining adequate records of the disposition of the drug, including dates, quantity, and use by subjects. This is described above. 

4. Investigator reports 21 CFR 312.64 

    The sponsor-investigator must provide reports to the FDA as described above. 

5. Assurance of IRB review 21 CFR 312.66 

    The sponsor-investigator is responsible for 

• assuring that a qualified IRB will be responsible for initial and continuing review and approval of the investigation. 

• providing a letter or email from the FDA (as an attachment to the new project application) giving the IND number assigned by the FDA. 

• assuring that he/she will report to the IRB all changes and unanticipated problems involving risk to human subjects or others
 
• assuring that he/she will not make any changes in the investigation without prior IRB approval, except where necessary to eliminate apparent immediate hazards to human subjects. 

6. Inspection of investigator’s records and reports 21 CFR 312.68 

The sponsor-investigator must allow FDA employees access to all records and reports at their request. An investigator shall upon request from any properly authorized officer or employee of FDA, at reasonable times, permit such officer or employee to have access to, and copy and verify any records or reports made by the investigator pursuant to 21 CFR 312.62 [21 CFR 312.68]. The investigator is not required to divulge participant names unless the records of particular individuals require a more detailed study of the cases, or unless there is reason to believe that the records do not represent actual case studies, or do not represent actual results obtained. 

7. Handling of controlled substances 21 CFR 312.69 The sponsor-investigator must

take adequate precautions to ensure the safe and secure handling of controlled substances. The investigator shall take adequate precautions, including storage of the investigational drug in a securely locked, substantially constructed cabinet, or other securely locked, substantially constructed enclosure, access to which is limited, to prevent theft or diversion of the substance into illegal channels of distribution.

8. Disqualification 21 CFR 312.70 If FDA has information indicating that an
investigator (including a sponsor-investigator) has repeatedly or deliberately failed to comply with the requirements or has submitted to FDA or to the manufacturer false information in any required report the investigator is not entitled to receive investigational drugs.
VAWNYHS New Project Submission Review Process Flowchart
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Determining Whether a Proposed Activity is Human Research According to VA or FDA Regulatory Definitions 
PI-Review this form if you are uncertain about a proposed activity,

This form will be used by the IRB Chair or Committee to determine the above.

	

	PROTOCOL NUMBER:
	

	PERSON REQUESTING DETERMINATION:
	

	TITLE OF STUDY:
	

	KEY: 
	Solid box: All items in the box must be true Dotted box: One item in the box must be true

	     
	Activity is “Human Subject Research” According to VA regulations (All of the following are true)1

	      The activity involves research because all of the following are true:
      The activity is a systematic investigation, including research development, testing and evaluation
      The activity is designed to develop or contribute to generalizable knowledge.
      The activity involves human participants because both of the following are true:
      The investigator will obtain data about living individuals
      Either or both of the following is true

      The investigator will obtain that data through intervention (physical procedures by which data are gathered and manipulations of the participant or the participant’s environment for research purposes) or interaction (communication or interpersonal contact between investigator and participant) with those individuals. 
      The information obtained is both private and identifiable

      Private, because the information is about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place OR the individual has provided the information for specific purposes and can reasonably expect that the information will not be made public (for example, a medical record).
      Individually identifiable, because the identity of the participant is or may readily be ascertained by the investigator or associated with the information 



	     
	Activity is “Human Subject Research” According to FDA regulations (Both of the following are true)

	      The activity involves an FDA regulated test article because one or more of the following is true:
      The activity involves the use of a drug2, other than the use of an marketed drug in the course of medical practice:
      The activity involves the use of a device3 to evaluate safety or effectiveness of that device:

      Data from the activity will be submitted to, or held for inspection by, the FDA in support of a marketing or research application for an FDA-regulated product4.
      The activity involves human participants because one or more of following is true:
      The test article will be used on one or more humans.
      Data obtained from controls will be submitted to, or held for inspection by, the FDA in support of a marketing or research application for an FDA-regulated product4. 

      Data obtained from use of a device3 on tissue specimens will be submitted to, or held for inspection by, the FDA in support of a marketing or research application for an FDA-regulated product4.


	( see footnotes on  page 2) 

Determined to be Human Subject Research (Meets either definition)
Determined to NOT be Human Subject Research (Meets neither definition)
	                  
                 

	Signed
	
	Dated

	
	
	
	
	
	


1Activities that meet this definition are subject to VA regulations when a federalwide assurance is in effect indicating that the institution applies the protections of 45 CFR 46 to all research regardless of support, or when the research is conducted or funded by VA, or is otherwise subject to regulation by VA.

2The term ''drug'' means

(A)     articles recognized in the official United States Pharmacopoeia, official Homoeopathic Pharmacopoeia of the United States, or official National Formulary, or any supplement to any of them; and

(B)     articles intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or other animals; and

(C)     articles (other than food) intended to affect the structure or any function of the body of man or other animals; and

(D)     articles intended for use as a component of any article specified in clause (A), (B), or (C). A food or dietary supplement for which a claim, subject to sections 403(r)(1)(B) and 403(r)(3) of this title or sections 403(r)(1)(B) and 403(r)(5)(D) of this title, is made in accordance with the requirements of section 403(r) of this title is not a drug solely because the label or the labeling contains such a claim. A food, dietary ingredient, or dietary supplement for which a truthful and not misleading statement is made in accordance with section 403(r)(6) of this title is not a drug under clause (C) solely because the label or the labeling contains such a statement.

3The term ''device'' means an instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar or related article, including any component, part, or accessory, which is -

(1)     recognized in the official National Formulary, or the United States Pharmacopeia, or any supplement to them,

(2)     intended for use in the diagnosis of disease or other conditions, or in the cure, mitigation, treatment, or prevention of disease, in man or other animals, or

(3)     intended to affect the structure or any function of the body of man or other animals, and which does not achieve its primary intended purposes through chemical action within or on the body of man or other animals and which is not dependent upon being metabolized for the achievement of its primary intended purposes.

4Includes foods, including dietary supplements, that bear a nutrient content claim or a health claim, infant formulas, food and color additives, drugs for human use, medical devices for human use, biological products for human use, and electronic products.

Decision Charts to determine if a Proposed Activity is Research by VA or FDA Regulations.

The charts are intended to assist IRBs, institutions, and investigators in their decision-making process and should not be used as substitutes for consulting the regulations. These charts are necessarily generalizations and may not be specific enough for particular situations. These charts do not capture the full text of applicable regulatory provisions which should be considered in making final decisions.

The charts do not address requirements that may be imposed by other organizations, such as the Food and Drug Administration, National Institutes of Health, other sponsors, or state or local governments.

Reference the IRB SOP –Appendix C for the complete definitions of Human Research.

Chart A: Overview of the Decision Trees to Determine an “Activity Proposed is Research”?

Chart B: Is the proposed activity “Research Involving Human Subjects” as defined by DHHS?

Chart C: FDA guidance on if the proposed activity “Research Involving Human Participants”?

Activity Proposed is Research?
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	Research Staff
	




	Edward Bednarczyk, Pharm.D.
Interim Director – Clinical & Translational Research Center
838-5889 (office)

838-4918 (fax)

eb@buffalo.edu
	Becky A. Benz, RLATG
Supervisor, Veterinary Medical Unit (VMU)
862-6517 (office)

862-8877 #2396 (pager)

862-6526 (fax)

Rebecca.Benz@va.gov

	NANCY H. EVANs, R.N.

Administrative Officer, Research & Development

862-6528 (office)

862-6526 (fax)
Nancy.Evans@va.gov
	Jan E. Giesler

Program Support Assistant

862-6021(office)

862-6526 (fax)

Jan.Giesler@va.gov

	Janine M. Hilliard

IACUC, R&D and IRB Coordinator

862-6525 (office)

862-6526 (fax)

Janine.Hilliard@va.gov
	Allan Lesse, MD.

Chair – R&D Committee

862-7874 (office)

camlesse@acsu.buffalo.edu

	cAROLYN MORONSKI

Chair, Safety Subcommittee

862-8870 (office)

Moronski@buffalo.edu 
	M. Jeffery Mador, M.D.
Chair, IRB

862-8629 (office)

mador@acsu.buffalo.edu 

	William McAllister

Technician, Veterinary Medical Unit (VMU)

862-6517 (work)

862-8877 #356 (pager)

William.Mcallister@va.gov

	
Clinical Coordinator of Research


862-3218 (office)

862-6526 (fax)



	TIMoTHY MURPHY, MD

Chair, Sub-Committee on Research Safety

862-7868 (office)

862-6526 (fax)
Murphy@acsu.buffalo.edu
	SANDRA MARTIN-THOMAS
Secretary, Research

862-6528 (office)

862-6526 (fax)
sANDRA.mARTIN-THOMAS@VA.GOV



	Research Staff - continued
	

	nADER NADER, m.d.

Chair, IACUC

859-8707 (office)

460-0130 (pager)
NNADER@buffalo.edu
	Stephen W. Spaulding, M.D.

ACOS/Research & Development
862-6528 (office)

862-6526 (fax)

Stephen.Spaulding@va.gov

	
	Cynthia Tatta

Admin. Support/Budget Assistant

862-6524 (office)

862-6526 (fax)

Cynthia.Tatta@va.gov


Medical Reserch Abbreviations

AAALAC = Association for Assessment and Accreditation of Laboratory Animal Care, International

AAHRPP = The Association for the Accreditation of Human Research Protection Programs, Inc.
AALAS = American Association for Laboratory Animal Science

AAMC = Association of American Medical Colleges 

ACE = Accreditation Consulting Expert

ACORP = Animal Component of Research Protocol

ACOS for R&D = Associate Chief of Staff for Research & Development

AO for R&D = Administrative Officer for Research & Development

AID = Agency for International Development 

ARENA = Applied Research Ethics National Association

BIMR = Buffalo Institute for Medical Research

BMI = Body Mass Index

CARES = Capital Asset Realignment for Enhanced Services

CDC = Centers for Disease Control and Prevention

CDRH = Center for Devices and Radiological Health

CFR = Code of Federal Regulations

CIC = Clinical Investigations Committee

CIO = Conflict of Interest

CLGB = Cancer and Leukemia Group B

COC = Certificate of Confidentiality

CPRS = Computerized Patient Record System

CRADO = Chief Research and Development Officer

CRC = Clinical Research Center

CRF = Case Report Form

CSP = Cooperative Studies Program

CSPCC = Cooperative Studies Program Coordinating Center 

CIOMS = Council for International Organizations of Medical Sciences 

DHHS = Dept. of Health & Human Services (DHHS regs. Enforced by OHRP)

DoD = Department of Defense

DSMB = Data and Safety Monitoring Board

DVA = Department of Veterans Affairs

EPA = Environmental Protection Agency 

FOIA = Freedom of Information Act

FWA = Federal Wide Assurance

GRECC = Geriatric Research Education & Clinical Center

HDE = Humanitarian Device Exemption

HIMS = Health Information Management Section

HIPAA = Health Insurance Portability and Accountability Act 

HRPP = Human Research Protection Program

HUD = Humanitarian Use Device

IACUC = Institutional Animal Care and Use Committee  

ICF = Informed Consent Form 

Medical Research Abbreviations
IDE = Investigational Device Exemption

IND = Investigational New Drug

JCAHO = Joint Commission on Accreditation of Hospitals Organization

LOI = Letter of Intent

MAP = Multi Assessment Program

MIRB = Manage your IRB

MIRECC = Mental Illness Research, Education and Clinical Center

MOU = Memorandum of Understanding

MPA = Multiple Program Assurance 

NCI = National Cancer Institute

NIDA = National Institute on Drug Abuse

NIH = National Institutes of Health

NRCO = Network Research Compliance Officer

NSF = National Science Foundation 

NSQIP = National Surgical Quality Improvement Program

NSR = No Serious/Significant Risk (Device)

OBA = Office of Biotechnology Activities

OHRP = Office of Human Research Protection

OLAW = Office of Laboratory Animal Welfare

ORD = Office of Research and Development

ORO = Office of Research Oversight

PANSS = Positive and Negative Syndrome Scale
PDA = Personal Digital Assistant

PHI = Protected Health Information

PRIDE = Program and Research Integrity Development and Education

PRIM&R = Public Responsibility In Medicine and Research

PROMISE = Project Management & Information System

QIC Team – Quality Improvement and Compliance Team

RAC = Research Advisory Council

RDIS = Research and Development Information System

RDRC = Radioactive Drug Research Committee

RFP = Request for Proposal

RSC = Radiation Safety Committee

SAE = Serious Adverse Event

SIFT = Special Inquiry Force Team

SOP = Standard Operating Procedures

SR = Serious/Significant Risk

USH = Undersecretary for Health

VERA = Veterans Equitable Resource Allocation

VISN = Veterans Integrated Service Networks

VMU = Veterinary Medical Unit

WOC = Without Compensation
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