Course Glossary

Associate Chief of Staff for Research and Development (ACOS for R&D): 
Individual with authority for management of the research program at facilities with large, active programs. At VA facilities with smaller research programs, the title given to this position is Research Coordinator. [VHA Directive 1200 (dated 11/1/01), Paragraph 5f.]

Adverse Drug Experience (ADR):
Any adverse event associated with the use of a drug in humans, whether or not considered drug related, including the following:  An adverse event occurring in the course of the use of a drug product in professional practice, an adverse event occurring from drug overdose whether accidental or intentional; an adverse event occurring during drug withdrawal; and any failure of expected pharmacological action.

Adverse Event (AE):

An AE is defined as any untoward physical or psychological occurrence in a human subject participating in research. An AE can be any unfavorable or unintended event including abnormal laboratory finding, symptom or disease associated with the research or the use of a medical investigational test article. An AE does not necessarily have to have a causal relationship with the research, or any risk associated with the research or the research intervention, or the assessment. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3a.]

Adverse Experience (AE):
An AE is defined as any unfavorable and unintended sign (including significant abnormal laboratory findings), symptom, or disease temporally associated with the use of study treatment(s) during a clinical study, whether or not considered related to the use of the study treatment(s).

An AE includes:

Conditions which appear after initial administration of the study treatment(s)

Pre-existing conductions which are present prior to the study treatment(s) and worsen after the administration of study treatment(s)

Any historical conditions not present prior to initiation of study treatments, which reappear following the administration of study treatment(s).

Amendment:

A written description of a change(s) to or formal clarification of a protocol.

Annual Review:
IRB’s yearly review of a research project in which the board considers whether research should continue for another approval period.  Under FDA regulation, IRB review of ongoing projects must be conducted at least annually.

Assurance:

An assurance is also called an "Assurance of Compliance", or a Federalwide Assurance (FWA). It is a written commitment by an institution to protect human subjects participating in research. Under federal regulations, any institution conducting or engaged in federally-supported research involving human subjects must obtain an Assurance in accordance with 38 CFR 16.103. NOTE: All research conducted under VA auspices is considered to be federally-supported. This requirement also applies to any collaborating "performance site" institutions. Under 38 CFR 16.102(f), an institution is engaged in human subject research whenever its employees or agents: intervene or interact with living individuals for research purposes; or obtain, release, or access individually-identifiable private information for research purposes. Assurances are filed through the VA Office of Research Oversight (ORO) with the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP). The FWA replaces previous types of OHRP and VA assurances. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3b.]

Audit:
An examination of study related information conducted by sponsor personnel or by a regulatory group to verify compliance with study and regulatory procedures.

Authorization:

An individual's written permission to allow a covered entity to use or disclose specified Protected Health Information (PHI) for a particular purpose. Except as otherwise permitted by the HIPAA Privacy Rule, a covered entity may not use or disclose PHI for research purposes without a valid Authorization.

Belmont Report:

This report, released in 1979 by the National Commission for the Protection of Human Subjects in Biomedical and Behavioral Research, provides the ethical framework for the Federal Regulations designed to protect human research subjects. 

Blinding/Masking:
A procedure in which one or more parties to the trial are kept unaware of the treatment assignment(s).  Single blinding usually refers to the subject(s) being unaware, and double blinding usually refers to the subject(s), investigator(s), monitor, and, in some cases, data analyst(s) being unaware of the treatment assignment(s).  Open label would mean that no one is blinded and the study treatment is know to the investigator, sponsor and subjects.

Blinded Study:
Method used to reduce bias error of data where subjects and/or study personnel do not know which subjects are being treated with investigational drug.

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 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. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3w(2).]

Case Report Form (CRF):

A printed, optical, or electronic document designed to record all of the protocol-required information to be reported to the Sponsor on each trial subject.

Clinical Protocol:
Document describing a clinical study and how it is to be conducted.  A protocol includes the objectives of the study, the study design, a description of the test article(s) and dosage, the experimental procedure, handling of adverse reactions, how the results will be analyzed, and consent and clearance provisions.

Clinical Research Associate (CRA):
The individual responsible for carrying out on-site monitoring, data verification, and reporting on the progress of the study.

Clinical Study/Trial:
Human studies designed to distinguish a drug’s effect from other influences, for example, a spontaneous change in disease progression or in the effect of a placebo (an active substance that looks like the test drug).  Such studies conducted in this country must be under an approved IND under the guidance of an institutional review board and in accord with FDA rules on human studies and informed consent of participants.

Clinical Trial:

A clinical trial is defined as a prospective study comparing the effect and value of an intervention(s) against a control in human subjects. Study subjects must be followed forward in time. Therefore, a case-control study, a type of retrospective study in which subjects are selected on basis of presence or absence of an event of interest, is by definition, a study not a clinical trial. [Fundamentals of Clinical Trials - LM Friedman, CD Furberg, DL DeMets (1982).]

Code of Federal Regulations (CFR):
Document that contains FDA published regulations which can be found in 21 CRF.

Common Rule:

A common set of regulations related to human subjects protections adopted by 17 federal departments and agencies in 1991. It includes required review of research by an IRB, informed consent of subjects and assurances of compliance by research institutions receiving federal support. VA has adopted the rule in regulatory form at 38 CFR Part 16.

Compassionate Use:
Use of the drug of the investigational drug in a patient for whom a beneficial effect may be present but who normally cannot qualify for enrollment in a clinical study.  A special protocol must be prepared by the sponsor.

Compliance (in relation to trials):

Adherence to all the trial-related requirements, Good Clinical Practice (GCP) requirements, and the applicable regulatory requirements.

Contract Research Organization (CRO):
A person or an organization (commercial, academic, or other) contracted by the sponsor to assume and perform one or more of a sponsor’s trial related duties and functions.

Control(s):

A well-controlled study permits a comparison of subjects treated with the investigational drug and with a suitable control population, so that the effect of the investigational drug can be determined and distinguished from other influences, such as spontaneous change, placebo effects, concomitant therapy, or observer expectations.  FDA regulation [21 CRF 312.126] cite five different kinds of controls that can be useful in particular circumstances:

· Placebo concurrent control

· Dose comparison concurrent control

· No-treatment concurrent control

· Active treatment concurrent control, and

· Historical control

Covered Entity:

A health plan, a health care clearinghouse, or a health care provider who transmits health information in any form in connection with a transaction covered by HIPAA regulations.

CPRS:

Computerized Patient Record System employed at all VA healthcare facilities.

CRADO (Chief Research & Development Officer):

The CRADO is the individual responsible for the overall policy, planning, coordination, and direction of R&D activities within VHA. These responsibilities are carried out at VHA Central Office through programs administered by ORD and four research services (MRS, RR&D, HSR&D, and CSP). [VHA Directive 1200 (dated 11/1/01), Paragraph 5i.]

Crossover Design:
Each subject functions as their own control in this study design; subjects are assigned to receive test and control articles in an order determined by randomizations.  Subjects and investigators are blinded and there is usually a washout period between phases.

Curriculum Vitae (CV)
A formal listing of a person’s academic background and training.  For investigators and sub-investigators this includes a listing of medical school, residencies, fellowships, and publications.

Data and Safety Monitoring Board:

A Data and Safety Monitoring Board may be established by the Sponsor to assess at intervals the progress of a clinical trial, the safety data, and the critical efficacy endpoints, and to recommend to the Sponsor whether to continue, modify, or stop a trial. (Also called: Independent Data Monitoring Committee, Monitoring Committee, Data Monitoring Committee.)

Data Management:
The process of handling clinical study data.  Data management begins with the submission of the CRF to the sponsor and includes activities regarding database creation, data entry, review, coding, data editing, data QC, archiving and reporting of the database.

Data Use Agreement:

An agreement into which the covered entity enters with the intended recipient of a limited data set that establishes the ways in which the information in the limited data set may be used and how it will be protected.

Declaration of Helsinki:

Worldwide accepted ethical practices which govern the conduct of clinical trials.  These principles define the rights of research subject participating in a study and the obligations of the investigator.

Department of Health and Human Services (DHHS) :

The Department of Health and Human Services (DHHS) is the United States government's principal agency for protecting the health of all Americans and providing essential human services, especially for those who are least able to help themselves. The Food and Drug Administration (FDA) and the National Institutes of Health (NIH) are two of the 12 agencies in DHHS.
Department of Veterans Affairs (VA):

The Department of Veterans Affairs (VA) was established on March 15, 1989, succeeding the Veterans Administration. It is responsible for providing federal benefits to veterans and their dependents. Headed by the Secretary of Veterans Affairs, VA is the second largest of the 15 Cabinet departments and operates nationwide programs for health care, financial assistance and burial benefits. See Veterans Health Administration.
Direct Access:

Permission to examine, analyze, verify and reproduce any records and reports that are important to evaluation of a clinical trial.  Any party (e.g., domestic and foreign regulatory authorities, sponsor’s monitors and auditors) with direct access should take all reasonable precautions within the constraints of the applicable regulatory requirement(s) to maintain the confidentiality of subject’s identities and sponsor’s proprietary information.

Disclosure:

The release, transfer, access to, or divulging of information in any other manner outside the entity (e.g., VHA) holding the information.
Diversion:

The act of diverting investigational drugs or devices from use in the clinical investigation for which they were intended.

Documentation:

All records, in any form (including, but not limited to, written, electronic, magnetic, and optical records; and scans, x-rays, and electrocardiograms) that describe or record the methods, conduct, and/or results of a trial, the factors affecting a trial, and the actions taken.

Double Blind:

Study design in which neither research team nor subject know whether they are receiving test medication or control.

Efficacy:

Power or capacity to produce a desired effect (e.g., appropriate pharmacological activity in a specified indication).

Emergency Research:
Life-threatening situation where another marketed drug is available and Investigator cannot obtain informed consent from the subject or their legal guardian, investigator may administer investigational drug to a subject as part of an IRB approved study.  The subject and/or legal guardian must be informed following this investigational use of the drug and informed consent obtained.

Essential Documents:

Documents that individually and collectively permit evaluation of the conduct of a study and the quality of the data produced. These are defined in the Good Clinical Practice Guideline of the International Conference on Harmonization.

Establishment Inspection Report (EIR):

Report prepared by FDA inspector as a result of a field inspection.  EIRs are classified as NA1, VA1, and OA1 (see appropriate sections of this glossary for definitions).

Exclusion Criteria:

Items specified in a study protocol prohibiting subject participation in a clinical trial (e.g., medical restrictions, behavioral characteristics).  Exclusion and inclusion criteria define the study population.

Exempt Research:

Exempt research is research determined by the Institutional Review Board (IRB) to involve human subjects only in one or more of certain minimal risk categories (38 CFR 16.101(b)). [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3d.]

Expedited Review:

A review of research performed by the chairman of the Institutional Review Board or other designated individual on behalf of the IRB rather that at a convened meeting of the IRB. Research reviewed in this manner must present no more than minimal risk to human subjects and involve only procedures in certain specific categories. Minor changes to previously approved research may also be approved through the expedited review process (38 CFR 16.110(b)). [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3e.]

FDA 1571 Form:

The cover sheet for an Investigational New Drug Application (IND) submitted to FDA which reports the phase of a proposed study, outlines the allocation of responsibility for the study, and documents the sponsor’s agreement to follow applicable regulations.

FDA 1572 Form:

Signed agreement from the investigator required for studies conducted under U.S. IND which indicates that the requirements for conducting the study, including the investigator’s obligations are understood by the investigator and that the qualifications to conduct the trial are met.  Receipt of the FDA 1572 by the sponsor is required prior to shipment of any investigational drugs to investigator.

FDA 482 Form:

Notice of inspection presented to investigator/sponsor/contract research organization by an FDA inspector to notify them of FDA’s intent to conduct an inspection.

FDA 483 Form:

Form issued by FDA inspector to investigator/sponsor/contract research organization notifying them of any regulatory violations observed during FDA audit.

Federalwide Assurance (FWA) :

A written commitment by an institution to protect human subjects participating in research. Under federal regulations, any institution conducting or engaged in federally supported research involving human subjects must obtain an Assurance in accordance with 38 CFR 16.103. NOTE: All research conducted under VA auspices is considered to be Federally-supported. This requirement also applies to any collaborating "performance site" institutions. Under 38 CFR 16.102(f), an institution is engaged in human subject research whenever its employees or agents: intervene or interact with living individuals for research purposes; or obtain, release, or access individually-identifiable private information for research purposes. Assurances are filed through the VA Office of Research Oversight (ORO) with the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP). The FWA replaces previous types of OHRP and VA assurances. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3b.]

Food and Drug Administration (FDA):

Agency within the Department of Health and Human Services that enforces the Food, Drug, and Cosmetic Act and related public health laws.

For Cause Inspection:

FDA-inspection normally conducted when agency suspects fabrication of data or violation of informed consent regulations.  May occur following reports of serious violations found in a routine inspection or may follow an investigator/sponsor report to FDA of problems encountered.  A report of practices received from an investigator’s patients, colleagues, or employees may also instigate an inspection.

GCP (Good Clinical Practice):

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.

GLP (Good Laboratory Practices):

Worldwide regulations governing the conduct of non clinical animal studies from which data will be used to support applications for research (e.g., IND) or marketing (e.g., NDA) permits.

GMP (Good Manufacturing Practices*):

Worldwide regulations governing the manufacture of human and animal drugs.  GMP regulations apply to the manufacture of drug supplies used in the conduct of clinical research studies as well as marketed drugs.

*All of these regulations intend to establish minimum standards for:  safety; validity and accuracy of data; consistency between research and manufacturing performed in different facilities and in different countries.  These standards allow regulatory oversight, required self inspection and reporting, and address a link to the product license.  The focus of the regulations:  (1) defines responsibilities of management, assignment of individual and personal qualifications; (2) assures that facilities and equipment are appropriate for use; tested, maintained and repaired; and that appropriate documentation is kept; (3) requires written procedures (SOPs), protocols, in-house records and record retention.

Human Research Protection Program (HRPP):

An HRPP is a comprehensive system to ensure the protection of human subjects participating in research. The HRPP consists of a variety of individuals and committees such as: the Medical Center Director, Associate Chief of Staff (ACOS) for Research and Development (R&D), the Administrative Officer (AO) for R&D, compliance officers, etc., the R&D Committee, the IRB, other committees or subcommittees addressing human subjects protection (e.g., Biosafety, Radiation Safety, Radioactive Drug Research, Conflict of Interest), Investigators, IRB staff, research staff, health and safety staff (e.g., Biosafety Officer, Radiation Safety Officer) and research pharmacy staff. The objective of this system is to assist the institution in meeting ethical principles and regulatory requirements for the protection of human subjects in research. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3f.]

Human Subject:

A human subject is a living individual about whom an Investigator conducting research obtains data through intervention or interaction with the individual or through identifiable private information (38 CFR 16.102(f)). The definition provided in the Common Rule includes Investigators, technicians, and others assisting Investigators, when they serve in a "subject" role by being observed, manipulated, or sampled. As required by 38 CFR 16.102(f) an intervention includes all physical procedures by which data are gathered and all physical, psychological, or environmental manipulations that are performed for research purposes. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3g]

NOTE: The FDA definition of human subject differs according to the applicable regulation. See 21 CFR 812.3(p), 21 CFR 50.3(g), 312.3(b,) and 56.102(e). 

Human Subject Protection (HSP) Committees/Subcommittees:

These committees/subcommittees (e.g., Biosafety, Radiation Safety, and Radioactive Drug Research Committees) are an integral part of the Human Research Protection Program ensuring the protection of human subjects participating in research. 

ICH Guidelines:

A set of guidelines developed by the International Conference on Harmonization made up of industry and government representatives from the U.S., Japan and Europe designed to govern the worldwide development of drugs in conformance with accepted practices and ensure the mutual acceptance of the data.

Inclusion Criteria:

Essential characteristics the subject must have to be included in a clinical trial.

Independent Data Monitoring Committee (IDMC):

An independent data monitoring committee that may be established by the Sponsor to assess at intervals the progress of a clinical trial, the safety data, and the critical efficacy endpoints, and to recommend to the Sponsor whether to continue, modify, or stop a trial. (Also called: Data and Safety Monitoring Board, Monitoring Committee, Data Monitoring Committee.)

Individually Identifiable Health Information (IIHI):

A subset of health information, including demographic information collected from an individual, and is created or received by a health care provider; and related to the past, present, or future provision or payment of health care; and identifies the individual. Individually identifiable health information does not have to be retrieved by name or other unique identifier to be covered by VHA's privacy policies.

Informed Consent:

A process by which a subject voluntarily confirms his or her willingness to participate in a particular trial, after having been informed of all aspects of the trial that are relevant to the subject's decision to participate. Informed consent is documented by means of a written, signed, and dated informed consent form.
Informed Consent Form:

A document approved by the Institutional Review Board/Ethics Review Committee (IRB/ERC) which describes to a potential subject the aims, methods, anticipated benefits, and potential hazards of an investigational study in a language he/she understands.

Institution:

In the context of VA research policy, an institution is a VA medical center or integrated VA health care system and its satellite facilities including community-based outpatient clinics. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3h.]

Institutional Official:

The IO is the Medical Center Director or Chief Executive Officer (CEO). The IO is the VA official responsible for ensuring that the HRPP at the facility has the resources and support necessary to comply with all federal regulations and guidelines that govern human subjects research. The IO is legally authorized to represent the institution, is the signatory official for all Assurances, and assumes the obligations of the institution's Assurance. The IO is the point of contact for correspondence addressing human subjects research with OHRP, FDA, and VA Central Office. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3i.]

Institutional Review Board (IRB):

An independent body composed of scientific and nonscientific members, whose responsibility it is to ensure the protection of the rights, safety, and well-being of human subjects involved in a trial by, among other things, reviewing, approving, and providing continuing review of trials, of protocols and amendments, and of the methods and material to be used in obtaining and documenting informed consent of the trial subjects. The IRB is the local committee charged with the oversight of all research activities involving the use of human subjects. In the VA the IRB may be VA-based or an affiliated IRB. A VA-based IRB, formerly known as the Subcommittee on Human Studies, is a subcommittee of the R&D Committee. 

Institutional Review Board Records:

IRB records include but are not limited to: all minutes of IRB meetings, a copy of all proposals reviewed including all amendments, Investigator brochures, any supplemental information including recruitment and informational materials, consent forms, information submitted for continuing review, all correspondence, and IRB membership with a resume for each member. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3w(1).]

Investigational Devices:

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 VA research policy, an investigational device may be an approved device that is being studied for an unapproved use or efficacy. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3j.]

Investigational Drug:

An investigational drug is a drug or biological product that is used in a clinical investigation. For purposes of VA research policy, 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 (dated 7/15/03), Paragraph 3k.]

Investigational Device Exemption (IDE):

An IDE is an FDA-approval of the application for an exemption that permits an un-marketed device to be shipped for the purpose of doing research on the device. NOTE: See 21 CFR 812.1 and 812.2 for scope and applicability. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3l.]

Investigational New Drug (IND):

This term refers to the Investigational New Drug application, the document filed with the FDA prior to clinical evaluations of new drug entities. The application is more correctly called "Notice of Claimed Investigational Exemption for a New Drug."

Investigational Product:

A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use. An investigational product can also be a medical device.

Investigator:

An Investigator is an individual under the direction of the Principal Investigator (PI) who is involved in some or all aspects of the research project, including the: design of the study, conduct of the study, analysis and interpretation of the collected data, and writing of resulting manuscripts. An Investigator must be either compensated by VA, be

appointed to work without compensation (WOC), or may be an employee assigned to VA through the Intergovernmental Personnel Act (IPA) of 1970. The FDA considers an Investigator and a PI to be synonymous. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3n.]

Investigator Agreement:

An agreement provided by the Investigator to the Sponsor, IRB, or regulatory authority to comply with applicable rules for the conduct of research. Examples of Investigator Agreements include the Statement of Investigator (FDA Form 1572) completed and signed by the Investigator and various pledges of compliance signed by the Investigator and provided to the Sponsor or IRB.

Investigator Brochure:

A compilation of clinical and non-clinical data on the investigational product provided by the Sponsor to the Investigator to facilitate understanding of the protocol, the drug, safety monitoring, and clinical management of subjects during the trial.

Investigator Study File:

A file maintained by the Investigator containing all records and reports necessary to document methods, conduct and results of the trial. This file may also be called the Study File or Investigator File.

Investigator Study Team:

A group of researchers assembled by an Investigator to conduct a clinical trial. Study Teams vary in size and composition depending on the needs of the trial. The responsibilities of Study Team members will vary. 

Joint Commission on Accreditation of Healthcare Organizations (JCAHO):

A private not-for-profit organization that evaluates and accredits more than 17,000 health care organizations and programs in the United States. JCAHO is the nation's predominant standards-setting and accrediting body in health care. 

Labeling:

Description of drug and summary of use, safety, and effectiveness.  New drug labeling must be approved by FDA at the time of NDA review.

Legally Authorized Representative:

A legally authorized representative is an individual or body authorized under applicable law to provide permission on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research. For the purposes of VA research policy, a legally authorized representative includes not only a person appointed as a health care agent under a Durable Power of Attorney for Health Care (DPAHC), a court appointed guardian of the person, but also next-of-kin in the following order of priority unless otherwise specified by applicable state law: spouse, adult child (18 years of age or older), parent, adult sibling (18 years of age or older), grandparent, or adult grandchild (18 years of age or older). [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3q.]

Life Threatening Adverse Experience:

Any adverse experience that places the patient, in the view of the investigator, at immediate risk of death from the adverse experience as it occurred, i.e., it does not include an adverse experience that, had it occurred in a more severe form, might have caused death.

Limited Data Set:

Refers to protected health information that excludes 16 categories of direct identifiers and may be used or disclosed, for purposes of research, public health, or health care operations, without obtaining either an individual's Authorization or a waiver or an alteration of Authorization for its use and disclosure, with a data use agreement.

Medical Monitor:

Physician representing the sponsor who has medical authority for clinical trial.

Minimal Risk:

Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests. [45 CFR 46.102 (i).] 

Minimum Necessary:

The least information reasonably necessary to accomplish the intended purpose of the use, disclosure, or request. Unless an exception applies, this standard applies to a covered health care facility when using or disclosing protected health information or when requesting such information from another covered entity. A covered entity that is using or disclosing such information for research without Authorization from the patient must make reasonable efforts to limit information to the minimum necessary.

Monitoring:

The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted, recorded, and reported in accordance with the protocol, standard operating procedures (SOPs), GCP, and the applicable regulatory requirement(s).

Monitoring Visit:

A visit to a study site to review the progress of a clinical study and to ensure protocol adherence, accuracy of data, safety of subjects, and compliance with regulatory requirements and good clinical practice guidelines.

National Committee for Quality Assurance (NCQA):

A private not-for-profit accrediting organization dedicated to improving health care quality contracted by the Department of Veterans Affairs in April 2000 to develop accreditation standards based on federal regulations and VA policy for VA research facilities. NCQA will survey each VA Human Research Protection Program to evaluate compliance with these standards and determine if a site will be accredited.

New Drug:

A drug first investigated or proposed for marketing after 1938 (when the Federal Food, Drug, and Cosmetic Act was passed), that is, the drug was not generally recognized as safe and effective before that date.

NDA (New Drug Application):

The marketing application in the US for a new drug, containing all pre-clinical, clinical, and manufacturing data, plus the proposed labeling of the study drug.

No Action Indicated (NAI):

Classification of an Establishment Inspection Report (EIR) which says the establishment is in compliance.  A letter may be issued at the discretion of the FDA.  No response is necessary – routine reinspection.

Non-Compliance:

Conducting research outside of regulatory guidance or protocol requirements.

Notice of Privacy Practices:

A written declaration provided to a patient by a health care facility describing uses and disclosures of individually identifiable health information that may be made by the facility, as well as the individual's rights and legal duties of the facility with respect to that information.

Office of Human Research Protection (OHRP):

The federal organization responsible for overseeing human research subjects protection and related functions where research involves the use of human subjects. This office resides within the Department of Health and Human Services (DHHS), but under the principles of the Common Rule has jurisdiction in all federally funded human research.

Office of Research and Development (ORD):

ORD is the office within VA Central Office responsible for the overall policy, planning, coordination, and direction of research activities within VHA. NOTE: The Program for Research Integrity Development and Education Program (PRIDE) is the program within ORD that is responsible for training, education, and policy development related to human subjects protection. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3r.]

Office of Research Oversight (ORO):

ORO serves as the primary VHA office in advising the Under Secretary for Health on all matters of compliance and assurance for human subjects protections, animal welfare, research safety and security, and research impropriety and misconduct. ORO promotes and enhances the responsible conduct of research in these areas in conformance with laws, regulations and policies.

New Drug:

A drug first investigated or proposed for marketing after 1938 (when the Federal Food, Drug, and Cosmetic Act was passed), that is, the drug was not generally recognized as safe and effective before that date.

NDA (New Drug Application):

The marketing application in the US for a new drug, containing all pre-clinical, clinical, and manufacturing data, plus the proposed labeling of the study drug.

No Action Indicated (NAI):

Classification of an Establishment Inspection Report (EIR) which says the establishment is in compliance.  A letter may be issued at the discretion of the FDA.  No response is necessary – routine reinspection.

Official Action Indication (OAI):

Classification of an Establishment Inspection Report (EIR) which says objectionable conditions are such that regulatory and/or administrative sanctions will be recommended due to the impact on study integrity.

Open Label:

Study design in which drug given to subjects is known to both investigator and subjects.  No placebo used.

Package Insert (PI):

A product information sheet which contains a succinct summary of the whole development process.  It distills the chemical, pharmacological, toxicological, metabolic, and clinical data into relatively few paragraphs.  Negotiating the wording of this document can be one of the major events in the entire approval process.

Pharmacodynamics:
Action of a drug on the body’s various receptors or major physiological systems.  To determine the underlying characteristics of a drug is its interactions with its receptors.

· Does the drug bind to the specific receptors for which it was designed and with what affinity is it’s binding selective?

· What effects does its binding have on the CNS, GI tract, hemodynamics or other cardiovascular parameters?

· What is the dose response relationship?

· What is the duration of action and mechanism of action?  What is the response?  What is the duration of action and mechanism of action?

Pharmacokinetics:

Studies that provide information on the rate and extent of absorption, distribution, metabolism, and excretion of a compound, as well as it localization in tissues (ADME).

Pharmacology:
The science that deals with the effect of drugs on living organisms.

Phase I Clinical Trials:
The initial introduction of a new drug or biologic into humans at a stage when only animal and in vitro data are available.  These studies are often referred to as “clinical pharmacology”.  These studies are primarily designed to determine the metabolism, pharmacological action and safety of the drug in humans.  More specifically, Phase I

studies help to determine a safe dosage range of the drug in humans, provides information of drug absorption, distribution, metabolism, and elimination (ADME), and possibly early evidence of effectiveness.  Review of data from Phase I is essential prior to proceeding to Phase II clinical development.  The study characteristics for Phase I trials are:

· normal volunteers, patients occasionally

· 50-100 subjects

· close monitoring

The initial types of Phase I studies include:

· single dose

· ascending dose tolerance

· multiple dose

· seven (7) day ascending dose tolerance

· 28 day tolerance of highest dose.

Later development studies include trials conducted during Phase II/III are conducted to determine interactions with other drugs, bioequivalence and testing special populations (e.g., renal impairment, elderly, etc.)

Phase II Clinical Trials:
The first time a drug is used in humans to prevent or treat the disease for which it is intended.  Close clinical monitoring is conducted on a relatively small number of subjects to determine the drug’s short-term efficacy and its potential risks (safety).  These trials are normally divided into two segments, Phase IIa and Phase IIb.

The characteristics for Phase II development include:

· Small, controlled studies

· Limited populations – 100-200 subjects

During Phase II it is essential to correlate blood levels with pharmacologic effects (i.e., pharmacodynamics and adverse events).  As the results of Phase II trials, drugs with genuine potential are differentiated from those which are ineffective an/or not well tolerated.

Phase IIa:

First clinical studies in a small number of patients to demonstrate safety and first signs of efficacy.

Phase IIb:

These are the initial dose ranging efficacy trials.  They are more extensive than Phase IIa patient studies and are used to establish dose and overall efficacy/safety properties.  These studies also establish the initial benefits-to-risk ratio.  The results of these trials are used to determine the study design and dosing for Phase III trials.

Phase III:

Expanded controlled and uncontrolled clinical trials intended to gather additional evidence of efficacy for specific indications being studied and to better understand safety and drug related adverse effects.  Phase III trials are usually large multi-center trials which collect substantial safety experience efficacy information and include the pivotal trials which serve the basis for drug approval.  Phase III trials may also include specialized studies needed for labeling (e.g., pediatric or elderly, comparative agents).  Several hundred to several thousand patients may be included in the Phase III trials

These studies are specifically designed to:

· verify effectiveness

· monitor effects from long-term use

· establish labeling requirements

· determine overall risk/benefit

Phase IIIb:

Studies conducted after the drug has been approved for marketing.  The purposes of these studies include differentiation from other treatments, exploring use in additional patient populations, seeking new indicators for the study, or exploring AE’s.

Phase IV:
These are marketing oriented trials which may extend the recommended duration of treatment or they may be primarily instructive in nature to help familiarize a larger number of practitioners with the drug’s efficacy and side effects (seeding studies).

Pivotal Studies/Trials:

These are the adequate and well-controlled Phase III trials which provide the substantial evidence of effectiveness and safety upon which the drug is approved.  Adequate and well controlled trials possess the following characteristics:

· blinding 

· randomization

· controls

· sufficient size

Post-Marketing Surveillance:

Clinical studies carried out by a company following market introduction to evaluate a new drug under conditions of actual medical practice.  The studies may be initiated by the manufacturer to clarify why and how a new drug is used and determine whether the adverse experience profile established in controlled trials reflects the true properties of the drug.  Such studies may also be required by a regulatory health authority as a condition for approval.

Pre-IND Meeting:

Prior to clinical studies, the sponsor needs evidence that the compound is biologically active, and both the sponsor and the FDA need data showing that the drug is reasonably safe for initial administration to humans.  Under FDA requirements, the sponsor usually must first submit data showing that the drug is reasonably safe for use in initial, small-scale clinical studies.

Pre-IND meetings are conducted with the appropriate review division that would review the drug marketing application and these meetings are typically requested by the sponsor of a drug.  Meetings at such an early stage in the process are useful opportunities for open discussion about testing phases, data requirements, and any scientific issues that may need to be resolved prior to IND submission.  At these meetings, the sponsor and FDA discuss and agree upon the design of the animal studies needed to initiate human testing.  (see CFR 312.47, and CFR 312.82).

Principal Investigator:

Within VA, a PI is an individual who conducts a research investigation, i.e., 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 that team. The FDA considers a PI and Investigator to be synonymous. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3t.]

Privacy Board:

A board that is established to review and approve requests for waivers or alterations of patient authorization requirements in connection with research as an alternative to obtaining such waivers or alterations from an IRB. A Privacy Board consists of members with varying backgrounds and appropriate professional competencies as necessary to review the effect of the research protocol on an individual's privacy rights and related interests. The board must include at least one member who is not affiliated with the covered entity, is not affiliated with any entity conducting or Sponsoring the research, and is not related to any person who is affiliated with any such entities. A Privacy Board cannot have any member participating in a review of any project in which the member has a conflict of interest.

Protected Health Information (PHI):

PHI is individually identifiable health information transmitted by electronic media, maintained in electronic media, or transmitted or maintained in any other form or medium. PHI excludes education records covered by the Family Educational Rights and Privacy Act, as amended, 20 U.S.C. 1232g, records described at 20 U.S.C. 1232g(a)(4)(B)(iv), and employment records held by a covered entity in its role as employer.

Protocol:

A document that describes the objective(s), design, methodology, statistical considerations, and organization of a trial. The protocol usually also gives the background and rationale for the trial, but these could be provided in other protocol reference documents. Throughout the ICH GCP Guidance, the term protocol refers to protocol and protocol amendments.

Protocol Deviations:

Something done in the conduct of the research that is different than described in the procedures as presented in the protocol. For example, a subject did not have a scheduled laboratory test done within the specified interval. 

Quality Assurance (QA):

All those planned and systematic actions that are established to ensure that the trial is performed and the data are generated, documented (recorded), and reported in compliance with GCP and the applicable regulatory requirement(s).

Quorum:

A quorum is defined as a majority of the voting members as listed on the IRB membership. In the case of the IRB, a quorum must include at least one member whose primary concerns are in non-scientific areas. At meetings of the IRB, a quorum must be established and maintained for the deliberation and vote on all matters requiring a vote. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3u.]

Randomization:

The process of randomly assigning patients to one of at least two treatment groups with pre-determined probability of assignment to each treatment group.

Regulatory Authorities:

Bodies having the power to regulate.  In the ICH GCP guideline the expression Regulatory Authorities includes the authorities that review submitted clinical data and those that conduct inspections.  These bodies are sometimes referred to as competent authorities.

Research:

Research is defined as the testing of concepts by the scientific method of formulating a hypothesis or research question, systematically collecting and recording relevant data, and interpreting the results in terms of the hypothesis or question. The Common Rule (38 CFR 16) defines research as a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalized knowledge. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3v.]

Researcher:

A researcher is the PI and/or Investigator. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3x.] For the purpose of this course, a "researcher" is more broadly defined to include all persons who conduct or support the conduct of clinical research at VA facilities.

Research and Development (R&D) Committee :

The local committee charged with oversight of all R&D activities within a VA facility. The R&D Committee assesses the scientific quality, Investigator qualifications, and feasibility of proposed research projects at a VA facility.

Research and Development (R&D) Office:

Each VHA research facility that conducts research has an R&D office authorized to administer the R&D program. This office is staffed according to the size of the research program. The research facility Director delegates authority to administer the R&D program to an appropriately designated executive, the Associate Chief of Staff for R&D (large research programs) or the Coordinator for R&D (small research programs), through the Chief of Staff. This office is staffed by the ACOS/R&D (or C/R&D), an Administrative Officer, and other administrative support personnel as required.

Research Compliance Officer (RCO):

The primary role of the Research Compliance Officer (RCO) is to provide oversight for institutional compliance with local, VHA and federal regulations. Independent of the local R&D Office, the RCO provides an objective review of key aspects of the research program, with respect to compliance. By means of regular audits, the RCO identifies deficiencies and instances of noncompliance and, thereby, contributes to the QA/QI 

aspect of the HRPP. The RCO may have specific, regular duties (e.g., quarterly audits of IRB function, annual program review, etc.) as proscribed in the RCO SOP. The RCO will also perform appropriate functions that serve to ensure compliance and/or improve program quality. Reporting to the COS, the RCO works with the local R&D office, the IRB, the R&D Committee, project PIs and staff, and (when appropriate) study subjects and external oversight groups. (For those institutions where the duties of the RCO are not limited to human subjects research, the RCO will also provide oversight of animal and basic science research.) An effective RCO will contribute to the HRPP by assuring compliance and assisting in the process of continuing quality improvement. 

Research Misconduct:

Research misconduct is fabrication, falsification, or plagiarism in proposing, performing or reviewing research, or in reporting research results. Scientific misconduct is more broadly defined by GCP as "willfully or negligently conducting clinical trial research below accepted Good Clinical, Medical or Research Practice Standards". [VHA Directive 1200 (dated 11/1/01), Paragraph 5ww.]

Research Pharmacist:

The research pharmacist is the pharmacist responsible for handling research protocols at a facility. Institutions with a large research program have a funded position while other facilities rotate staff pharmacists through this area.

Research Records:

At a VA research facility, research records consist of IRB records as well as case histories (also referred to as Investigator's research records) or any data gathered for research purposes. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3w.]

Risk:

A factor, element, or course of action involving an uncertain, potentially negative outcome.  In drug development, it can have several usages such as the degree of uncertainty associated with a new project which may influence the degree to which resources should be committed.  This is often expressed relative to the potential reward for a new project as a factor in balancing a development portfolio.

Risk may also refer to the safety profile of a drug which can be evaluated as a stand-alone characteristic or relative to its efficacy profile as an expression of the “benefit/risk assessment”.  The latter may also influence internal decision making as well as the attitudes that regulatory health authorities will have concerning approval of a new product.

Risk-Benefit Assessment:

Process in which the relative risks and benefits of clinical trial participation are identified and compared.  This process is central to the IRB approval process and also in the subject’s evaluation of the project in the informed consent form.

Routine Inspection:

Part of the Bioresearch Monitoring Program established by the FDA to oversee conduct of clinical investigators, sponsors, biopharmaceutical laboratories, institutional review boards, and toxicology laboratories.  Inspections non directed, non casual.

Safety Report:

A report generated by an Investigator or Sponsor during a clinical trial to alert IRBs and other Investigators to Serious Adverse Events or other new information concerning risks to patients participating in the trial.

Scientific Misconduct:

Scientific misconduct is fabrication, falsification, or plagiarism in proposing, performing or reviewing research, or in reporting research results. [VHA Directive 1200 (dated 11/1/01), Paragraph 5ww.] Scientific misconduct is more broadly defined by GCP as "willfully or negligently conducting clinical trial research below accepted Good Clinical, Medical or Research Practice Standards". 

Serious Adverse Event (SAE):

A SAE is defined as death or a life-threatening experience; or any event that results in hospitalization, prolongation of hospitalization (for a patient already hospitalized), persistent or significant disability or incapacity, congenital anomaly and/or birth defects. Other events that jeopardize subject welfare and may require medical or surgical treatment to prevent one of the preceding outcomes are also considered SAE. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3a(1).]

Single Blind:

Study design in which investigator is aware of the identity of the drug received by the subject, but the subject is not.

Source Data:

All information in original records and certified copies of original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial. Source data are contained in source documents (original records or certified copies).

Source Documents:

Original documents, data, and records (e.g., hospital records, clinical and office charts, laboratory notes, memoranda, subjects' diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate and complete, microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the laboratories, and at medico-technical departments involved in the clinical trial).

Sponsor:

An individual, company, institution, or organization that takes responsibility for the initiation, management, and/or financing of a clinical trial.

Sponsor-Investigator:

An individual who both initiates and conducts, alone or with others, a clinical trial, and under whose immediate direction the investigational product is administered to, dispensed to, or used by a subject.  The term does not include any person other than an individual (e.g., it does not include a corporation or an agency).  The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator.

Standard Operating Procedure (SOP):

Written instructions describing operations to be performed and methods employed.

Study Coordinator:

An individual that oversees and manages daily clinical trial operations under the direction of the Investigator. This person may also be called clinical research coordinator, research nurse, or protocol nurse.

Study Team:

A group of researchers assembled by an Investigator to conduct a clinical trial. Study Teams vary in size and composition depending on the needs of the trial. The responsibilities of Study Teams member will vary. 

Subcommittee on Human Studies (IRB):

An independent body composed of scientific and nonscientific members, whose responsibility it is to ensure the protection of the rights, safety, and well-being of human subjects involved in a trial by, among other things, reviewing, approving, and providing continuing review of trials, of protocols and amendments, and of the methods and material to be used in obtaining and documenting informed consent of the trial subjects. 

The IRB is the local committee charged with the oversight of all research activities involving the use of human subjects. In the VA the IRB may be VA-based or an affiliated IRB. A VA-based IRB, formerly known as the Subcommittee on Human Studies, is a subcommittee of the R&D Committee. 

Subject:

Human participant in a clinical trial.

Sub-Investigator:

Any individual member of the clinical trial team designated and supervised by the Investigator at a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g., associates, residents, research fellows). See also Investigator.

Test Article:

For purposes of VA research policy, a test article is a drug, device, or other article including a biological product used in clinical investigations involving human subjects or their specimens. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3y.]

Unexpected Adverse Event (UAE):

An UAE is any adverse event and/or reaction, the specificity or severity of which is not consistent with the informed consent, the study protocol, current Investigator brochure or product labeling. [VHA Handbook 1200.5 (dated 7/15/03), Paragraph 3a(2).]

Use:

With respect to individually identifiable health information, the sharing, employment, application, utilization, examination, or analysis of such information within the entity that maintains such information.

VA-approved Research:

VA-approved research is research that has been approved by the VA R&D Committee.

Veterans Affairs Medical Center (VAMC):

A VAMC is a medical center within the Department of Veterans Affairs that provides medical care to Veterans. Of the 163 VAMCs, approximately 116 conduct research involving humans subjects and therefore must have a Human Research Protection Program. The Medical Center Director or Chief Executive Officer (CEO) is designated as the Institutional Official (IO). See Institutional Official. 

Veterans Health Administration (VHA):

With 163 VA medical centers (VAMCs) nationwide, VHA manages one of the largest health care systems in the United States. VAMCs within a Veterans Integrated Service Network (VISN) work together to provide efficient, accessible health care to veterans in their areas. The VHA also conducts research and education, and provides emergency medical preparedness.
Veterans Integrated Service Network (VISN) Director:

VISN Directors are responsible for ensuring that each medical facility conducting research and development under their jurisdiction is in compliance with current policy and procedural guidelines. 

Voluntary Action Indicated (VAI):

Classification of an Establishment Inspection Report (EIR) which indicates that objectionable conditions or practices which may or may not have been corrected during the inspection and the conditions have had a minimal effect on the integrity of the study.  A letter may issue routine reinspection.
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