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Stratton VA Medical Center

IRB Standard Operating Procedure


Appendix A - Definitions 
Adverse event: Any unfavorable or unintended physical, legal, social, economic or psychological harms or injury, improper disclosure of private information, or any unanticipated problem that occurs associated with a research study, including abnormal lab findings, symptoms, or disease. An adverse drug experience or adverse device event is considered to be an adverse event. An AE may occur even in the absence of any error or protocol deviation, and does not necessarily have to be caused by any identifiable aspect of the research.
Advertising: Media intended to recruit prospective subjects to participate in research.  This does not include media (1) authored by someone other than the sponsor and VA employees or agents; (2) intended to be read solely by VA employees who are not intended to be subjects and limited to study name, inclusion and exclusion criteria and contact information; or (3) documents intended for internal use by the study’s research staff.  Media includes, but is not limited to newspaper, radio, TV, bulletin boards, posters, brochures, flyers, and web pages.
Affiliate: A university, medical or dental school.

Allegation.  An allegation is an assumption made by a party that must be proved or supported with evidence.

Approval Date: The date of the initial or most recent continuing approval of research by the IRB as documented on correspondence to the Principal Investigator.
Assent:  An affirmative agreement to participate in research.  Failure to object should not be construed as assent.
Attending Physician:  Physician directly responsible for care of the subject.

Banked Specimens: Specimens that are put aside for future use under the existing approved protocol or new protocols yet to be approved. Banked human biological specimens do not include material used in an approved protocol that is destroyed when its intended approved use has been completed or at the termination of the study for which it was originally intended.
Case History: A case history is a record of all observations and other data pertinent to the investigation on each research subject.  An investigator is required to prepare and maintain adequate and accurate case histories.  Case histories include the case report forms and supporting data including signed and dated consent forms, any medical records including , but are not limited to:  progress notes of the physician, the individual’s hospital chart(s), and nurses’ notes.  The case history for each individual must document that informed consent was obtained prior to participation in the study.

Children: Children are defined as persons who have not attained the majority legal age for consent to treatments or procedures involved in the research. NYS law for majority legal age is 18.

Closure: All research related activity has been completed or was never started.

Confidentiality: The researcher’s agreement with the subject about how the subject’s identifiable private information will be handled, managed, and disseminated.

Confirmed Report.  In the context of HRPP, a confirmed report refers to non-compliance that is supported by incontrovertible factual information.
Co-investigator: Individual(s) who has substantial involvement and directly aides the Principal Investigator(s) in the conduct and oversight of the study.
Conflict of Interest (COI):  A conflict of interest occurs when any arrangement, situation or action, financial or otherwise, affects or is perceived to exert inappropriate influence on the design, review, conduct, results or reporting of research activities or findings. The impact of the conflict may occur in any phase of the research from the development of the study design, to the consenting of research subjects, and to the management of the study.  The conflict may also bias review of proposals, analysis of data and dissemination of research results through publications and presentations.
Continuing Non-compliance.  Continuing non-compliance refers to a pattern of non-compliance that suggests an inability or unwillingness to maintain compliance with IRB or HRPP regulations (including failure to follow the requirements of VHA Handbook 1200.5), requirements, or determinations.

Deviation: Any departure from the procedures stated in the approved research protocol or informed consent without prior review and approval of the modification. 

“Significant Deviations”:  Any departure from the procedures stated in the approved research protocol or informed consent that increases the risk to subjects and is required to be reported to the IRB within 5 days of the incident.  Examples include but are not limited to the following:

Infractions involving dosing/distribution of study medications causing risk to the subject

Infractions in following the guidelines for proper informed consent execution (i.e. using an expired informed consent)

Infractions in which the sponsor (if applicable) requests notification to the IRB

Infractions in which procedures were performed outside the approved research protocol

“Non-Significant Deviations”:  Any departure from the procedures stated in the approved research protocol or informed consent that pose no increased risk to the subjects and do not require reporting to the IRB.  Examples include but are not limited to the following:

Infractions involving expected concomitant medication deviations

Infractions involving missed/late visits that pose no increased risk to the subject

Infractions involving unintentional clerical errors on the informed consent (i.e. subject identifiers are not on all pages)

DSMB (Data Safety Monitoring Board): Responsible for safety monitoring in a multicenter clinical trial.  The board should provide an IRB with safety information in a digestable format, at appropriate intervals that will allow the IRB, together with investigators, to perform a more reliable assessment of the significance of AE data in terms of protection of human subjects.

Emergency Use:  The use of an investigational drug or biological product with a human subject in a life-threatening or severely debilitating situation in which no standard acceptable treatment is available and in which there is not sufficient time to obtain IRB approval.  Emergency use of an investigational drug or biologic is not considered research according to 45 CFR 46.116(f).

Expected Adverse Event: For approved and marketed drugs or devices, those adverse events described in the approved package insert, and for investigational new drugs or devices, those adverse events described in the FDA Investigator’s Brochure.

FDA Regulated Test Article: Any drug for human use, biological product for human use, medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the act or under sections 351 or 354-360F of the Public Health Service Act.

Good Clinical Practice (GCP): A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected.

Health Information:  Health information is any information created or received by a health care provider or health plan that relates to:  the past, present, or future physical or mental health or condition of an individual; the provision of health care to an individual; or payment for the provision of health care to an individual.  This encompasses information pertaining to examination, medical history, diagnosis, findings or treatment, including such information as: laboratory examinations, X-rays, microscopic slides, photographs, prescriptions, etc.

Human Biological Specimens: 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 purposes or as residual specimens from diagnostic, therapeutic or surgical procedures.
Human Subject: A living individual about whom an investigator (whether professional or student) conducting research obtains (1) data through intervention or interaction with the individual, or (2) identifiable private information, or individual who is or becomes a subject in research, either as a recipient of an FDA regulated test article or as a control.  A subject may be a healthy individual or a patient.

Identifiable Private Information: Private information in which the identity of the subject is or may readily be ascertained by the investigator, or the identity of the subject is associated with the information.

Imminent Threat of an AE in Research: Any situation in which an AE in research has not yet occurred but is likely to occur, as determined by an IRB, research, or clinical team member, without preventative measures.
Impartial Witness: A person, independent of the trial, who cannot be unfairly influenced by people involved with the trial, who attends the informed consent process if the subject or the subject’s legally authorized representative cannot read, and who reads the informed consent document and any other written information supplied to the subject.

Individually-identifiable Health Information: Individually-identifiable health information (IIHI) 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) related 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.

Institutional Review Board (IRB): The Stratton VA Medical Center Institutional Review Board, formally designated by Stratton VA Medical Center to review, to approve the initiation of, and to conduct periodic review of biomedical research involving human subjects.

Intervention: Physical procedures by which data are gathered (for example, venipuncture) and manipulations of the subject or the subject's environment that are performed for research purposes.

Interventional studies: Studies that include research designed to evaluate the safety, effectiveness, or usefulness of therapies (i.e. drugs, diet, exercise, surgical interventions, or medical devices), diagnostic procedures (i.e. CAT scans or prenatal diagnosis through amniocentesis, chorionic villi testing, and fetoscopy, or preventive measures (i.e. vaccines, diet, or fluoridated toothpaste).
Investigational New Device (IDE): A device, including a transitional device, that is the object of an investigation designed to evaluate the safety or effectiveness of the device. An investigational device may be an approved device that is being studied for an unapproved use or efficacy.

Investigational New Drug (IND): A new drug, antibiotic drug, or biological drug that is used in a clinical investigation. The term also includes a biological product that is used in vitro for diagnostic purposes. The terms “investigational drug” and “investigational new drug” are deemed to be synonymous. 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.

IRB Chair: The person responsible for the oversight of the review functions of the IRB. 
IRB Chair designee:  An IRB member with one or more years of experience on the IRB.

IRB Member:  A voting member of the IRB or non-voting ex-officio members.

IRB Staff: Members of the Research Office who support the functions of the IRB.

Legally authorized representative: An individual or judicial or other body authorized under applicable law to consent on behalf of a prospective subject to the subject’s participation in the procedure(s) involved in the research.  Legally authorized representative is synonymous with legally acceptable representative.

Life-Threatening: Diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted and diseases or conditions with potentially fatal outcomes, where the end point of clinical trial analysis is survival. The criteria for life-threatening do not require the condition to be immediately life-threatening or to immediately result in death.  Rather, the subjects must be in a life-threatening situation requiring intervention before review at a convened meeting of the IRB is feasible.

Minimal risk: Risk in which the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.

Non-compliance.  In the context of the Human Research Protection Program (HRPP), non-compliance refers to failure to follow the regulations, the requirements, or the determinations of the Institutional Review Board (IRB) or the human research protection policies of the VAMC

Non-financial conflict of interest: Could include concerns for promotions, tenure, publications and grants; token gifts (e.g. lunches, items with sponsor logos, etc.); goal oriented awards; or future participation incentives.

Non-interventional studies: Studies on normal human functioning and

development that involve limited invasive or non-invasive procedures i.e.

blood or urine collection, moderate exercise, fasting, feeding, sleep,

learning, responses to mild sensory stimulation, surveys or

questionnaires, etc. are, for the purposes of this policy, considered   

non-interventional studies.
Non-significant risk device: a device that does not meet the definition for a significant risk study

Observational studies: Studies include research that does NOT involve any intervention, alteration in standard clinical care or use in subjects of any invasive or non-invasive procedure.  Studies limited to the recording of data on individuals receiving standard medical care, the use of existing specimens or data, or the retrospective review of health information are considered observational studies.

Off-site Event: Any adverse event experienced by a human subject

enrolled in research at a site other than the Albany VAMC (i.e. multisite

research).

On-site Event: Any adverse event experienced by a human subject

enrolled in research at the Albany VAMC (regardless of where the

event occurs).

Participant: Personnel who participate in the mandatory training for investigators.
Primary Reviewer:  Any member of the IRB, based on their area of expertise, who is assigned by the IRB staff with the concurrence of the IRB Chair or designee to review, and is not participating in the research.

Principal Investigator(s):  Individual(s) who actually conducts a research investigation under whose immediate direction research is conducted, or, in the event of an investigation conducted by a team of individuals, is the responsible leader of the team.

Prisoner: Any individual involuntarily confined or detained in a penal institution, including individuals sentenced to such an institution under a criminal or civil statue, individuals detained in other facilities by virtue of statutes or commitment procedures which provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.

Privacy: A person’s desire to control the access of others to themselves. “Access” includes physical, behavioral, and intellectual information about an individual available for scrutiny by others.

Private information: Information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (for example, a medical record).

Progress Report: The completed progress report form and submitted attachments.
Progress Report Deadline: Approximately three weeks before the date of the IRB meeting at which continuing review is scheduled to occur. The progress report deadline may be extended to accommodate those reports received after the deadline if there is adequate time for review by the IRB staff and members.

Quorum: Minimum number of voting members who must be present at the meeting for business to be legally transacted, and includes at least one member whose primary concern is in a non-scientific area.

Related: An event is “related” if it is likely to have been caused by the research procedures.

Research: A systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge or any experiment that involves an FDA regulated test article.

Research Compliance: The person or organizational element, except the Principal Investigator, designated by management to perform the duties relating to quality assurance and compliance of clinical research studies.

Research & Development Committee (R&D): Reviews the scientific quality and appropriateness of research and development projects, human rights, laboratory safety, and welfare of animals in research, regardless of funding source.  Human subject research may not begin without final R&D approval.

Serious Adverse Event: Any adverse experience that results in any of the following outcomes or requires medical or surgical intervention to prevent any of the following outcomes: Cancer, congenital anomaly/birth defect, death, hospitalization, life-threatening experience, persistent or significant disability/incapacity, prolongation of existing hospitalization, or overdose.

Serious Non-compliance.  Serious non-compliance refers to willful and neglectful failure to adhere to IRB or HRPP regulations (including failure to follow the requirements of VHA Handbook 1220.5), requirements, or determinations or violations of procedures, policies, regulations, or laws that results in increased risks to participants or in adverse affects on the rights and welfare of research participants.

Severely Debilitating:  Diseases or conditions that cause major irreversible morbidity. Examples of severely debilitating conditions include blindness, loss of arm, leg, hand or foot, loss of hearing, paralysis, or stroke.

Signficant risk device: an investigational device that presents a potential for serious risk to the health, safety or welfare of a participant and (a) is intended as an implant; (b) is purported or represented to be for use in supporting or sustaining human life; (c) is for a use of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise preventing impairment of human health; or (d) otherwise presents a potential for serious risk to the health, safety or welfare of a subject.
Sponsored Research: refers to research conducted in whole or in part under a contractual agreement with one or several industry sponsors/collaborators.   It does not refer to research conducted under a contractual agreement with one or several sponsors that are governmental entities or that are subdivisions of governmental entities.  The sponsor may be a pharmaceutical company, a private or academic organization or an individual.
Standard Operating Procedure (SOP): A procedure written in standardized format, giving detailed instructions, which describe a routine activity so that each person following the SOP will perform the activity in a consistent and repeatable manner. The SOP author is responsible for technical content of the SOP.

Sub-investigator: All others involved in the study such as research coordinator(s), research pharmacist(s), other clinical providers who are authorized to prescribe study-related medications, and other ancillary personnel.
Suspension of Research: A directive of the IRB or the IRB Chair or designee to temporarily or permanently stop some or all research procedures or activities pending future action by the IRB or by the Investigator or his/her study personnel. 

Termination of research: A directive of the IRB to permanently stop all or some research procedures.

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.

Unexpected Adverse Event: Any adverse event, the specificity or severity of which is not consistent with the risk information previously reviewed and approved by the IRB. All unanticipated adverse device events are considered to be unexpected adverse events. If the nature and severity of an adverse event are accurately reflected in the consent document, then the IRB considers the adverse event to be expected.

Unexpected Death: The death of a research subject in which a high risk of death is not projected, as indicated by the written protocol, informed consent form, or sponsor brochure. This definition does not include deaths associated with a terminal condition unless the research intervention clearly hastened the subject’s death. A subject’s death that is determined to be clearly not associated with the research is also not an “unexpected death”.

Unexpected Problem: Synonymous with unexpected adverse event.

Unexpected Problem Involving Risks to Subjects or Others: Unanticipated problems involving risks to subjects or others include any adverse event that is (1) unexpected, (2) serious, and (3) related or possibly related to participation in the research. Unanticipated problems also includes unexpected adverse events, regardless of severity, that the IRB determines represent risk to subjects or others. Unanticipated problems also includes events that are not categorized as adverse events, are not directly related to an individual subject’s participation in a study, but represent risk to subjects or others.

VA Approved Tissue Bank: Located off-station and must have the approval of the Chief Research and Development Officer, comply with VA regulations and safeguards and house human biological specimens collected under VA approved research protocols that are under both VA ownership and VA control.
VA Sponsored Tissue Bank: Repositories for human biological specimens housed at a VA facility or an approved off-station location.
Vulnerable Subjects: Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by the expectation, whether justified or not, of benefits associated with participation, or of a retaliatory response from senior members of a hierarchy in case of refusal to participate.  Examples are members of a group with a hierarchical structure, such as medical, pharmacy, dental, and nursing students, subordinate hospital and laboratory personnel, employees of the pharmaceutical industry, members of the armed forces, and persons kept in detention.  Other vulnerable subjects include patients with incurable diseases, persons in nursing homes, unemployed or impoverished persons, patients in emergency situations, ethnic minority groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent.
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