



CLINICAL RESEARCH GLOSSARY

GCP 0002.A
The Clinical Research Glossary is a compilation of Definitions from numerous sources including our institutional-specific terminology.  This glossary is considered a ‘Work-In Progress’.  You are invited to comment, add or request clarifications to the Glossary by sending an e-mail to Cheryl Weaver at cweaver@BenaroyaResearch.org.  The changes, suggestions or additions, will be reviewed by the Clinical Research Program Leadership group, comprised of the Administrative Director and Managers from the IRB, Regulatory Compliance and Program Managers, prior to implementation.

Glossary of Acronyms:  Located on the FDA Website http://www.fda.gov/oc/oms/ofm/budget/2002/cj2002/html/glossary.htm and 

Center for Drug Evaluation and Research (CDER) Acronyms http://www.fda.gov/cder/handbook/acronym.htm
510(k):  A section of the Food, Drug and Cosmetic Act that requires device manufacturers to register with FDA their intent to market a medical device. This is known as Pre-market Notification (PMN) or 510(k). Under 510(k), before a manufacturer can market a medical device in the United States, they must demonstrate to FDA’s satisfaction that it is substantially equivalent (as safe and effective) to a device already on the market. If FDA rules the device is "substantially equivalent," the manufacturer can market the device. If the device you are researching has been in commercial distribution before 1976 or is substantially equivalent to a device already on the market, you should search FDA’s 510(k) releasable database.
Action Letter:  An official communication from the FDA to a sponsor announcing an agency decision.

Activities of Daily Living (ADL):  An index or scale that measures an individual's degree of independence in bathing, dressing, using the toilet, eating, and moving across a small room. (MedPAC, 1998)

Acute Toxicity:  Short-lasting poisonous effect

Adjuvant:  Treatment used in addition to the primary therapy.

ADME:  Refers to the Absorption, Distribution, Metabolism and Excretion of a drug compound.

Administrative Costs:  Costs related to utilization review, insurance marketing, medical underwriting, agents' commissions, premium collection, claims processing, insurer profit, quality assurance activities, medical libraries and risk management. (AMA, 1993)

Adverse Reaction: (Adverse Event.) An unwanted effect caused by the administration of drugs. Onset may be sudden or develop over time.  
Adverse Drug Reaction (ADR):  All responses to a drug or device no matter the relationship should be considered an adverse drug reaction.  (See Adverse Event (AE) for a more complete description.)

Adverse Event (AE): Any change from baseline symptoms or labs which occur after a subject signed informed consent for a clinical trial.  Adverse events may be serious, expected or unexpected.  Refer to the protocol for specific definitions and reporting criteria.  Serious adverse events (SAE) or unexpected adverse events must be reported to the IRB and sponsor in a timely fashion upon discovering the incident.

Advertising:  Subjects receive information regarding the clinical trial via the newspaper, radio, flyers, website, public service announcements and posting.  In most cases, these need to be IRB approved prior to release.

Advocacy and Support Groups: Organizations and groups that actively support participants and their families with valuable resources, including self-empowerment and survival tools. 

Amendment:  A change or addition to an existing approved item for example a protocol, Informed Consent and drug or device brochure.  

Anecdotal:  Evidence that is a subjective description of an outcome.

Antibodies:  A molecule (also called an immunoglobulin) produced by B cells in response to an antigen. The binding of antibody to antigen leads to the antigen’s destruction

Antigens:  A substance or molecule that is recognized by the immune system. The molecule can be from a foreign material such as a bacterium or virus, or the molecule can be from one’s own body and called a self-antigen.
Approval:  Affirmation of the IRB that the clinical trial and critical documents have been reviewed and may be conducted at the institution within the constraints set forth by the IRB, the institution, good clinical practice and the applicable regulatory requirements.

Approved Budget:  VM Clinical Research Study Budget Worksheet must be completed as outlined by the protocol, reviewed and signed by the PI, VMMC Department Manager, CRP Administrative Director and agreed upon by the sponsor. 

Approved Drugs: In the U.S., the Food and Drug Administration (FDA) must approve a substance as a drug before it can be marketed. The approval process involves several steps including pre-clinical laboratory and animal studies, clinical trials for safety and efficacy, filing of a New Drug Application by the manufacturer of the drug, FDA review of the application, and FDA approval/rejection of application 

Arm: One treatment group in a clinical trial.

Assay:  To examine; to subject to analysis

Assessment of Investigational Product:  Assessment is a determination mad by a clinical investigator that describes the association or relationship of an investigational product drug or device with an Adverse Experience.

Associates of Clinical Research Professionals (ACRP):  ACRP is an international association comprised of more than 17,000 individuals dedicated to clinical research and development in the pharmaceutical, biotechnology, and medical device industries, as well as those in hospital, academic medical centers, and physician office settings. ACRP was founded in 1976 to address the distinct educational and networking needs of research nurses and others who supported the work of clinical investigations.  

Audit:  Systematic and independent examination of study related activities and documents to determine whether the evaluated study activities were conducted and data recorded, analyzed and accurately reported according to the protocol, sponsor or institutional standard SOP’s, GCP and applicable regulatory requirements.

Audit Report:  A written evaluation by the auditor containing the results of the audit.  

Audit Trail:  Means a secure, computer generated, time-stamped electronic record that allows reconstruction of the course of events relating to the creation, modification and deletion of an electronic record.

Autoantibodies:  Antibodies that are made against the body’s own organs and tissues rather than foreign parts of bacteria or viruses.

Autoimmune Disease:  Diseases in which the immune system mistakenly attacks cells and tissues within the body; examples include type I diabetes, rheumatoid arthritis, systemic lupus, erythematosis, scleroderma, and multiple sclerosis.
Autonomy:  Ethical principle that refers to an individual’s right to self-determination.

Balanced Study:  A trial in which a particular type of subject is equally represented in each study group.

Baseline: 1. Information gathered at the beginning of a study from which variations found in the study are measured. 2. A known value or quantity with which an unknown is compared when measured or assessed. 3. The initial time point in a clinical trial, just before a participant starts to receive the experimental treatment which is being tested. At this reference point, measurable values such as CD4 count are recorded. Safety and efficacy of a drug or device are often determined by monitoring changes from the baseline values.  (See also Baseline Assessment)

Baseline Assessment:  A subject's health status before he or she enrolls in a clinical trial; this information is used to measure variations during the clinical trial.  A symptom that worsens in intensity or frequency is considered an AE. 
Basic DRG Payment Rate:  The payment rate a hospital will receive for a Medicare patient in a particular diagnosis-related group. The payment rate is calculated by adjusting the standardized amount to reflect wage rates in the hospital's geographic area (and cost of living differences unrelated to wages) and the costliness of the DRG. see also Standardized Amount, Diagnosis-Related Groups (MedPAC, 1998)

Belmont Report:  Document issued in 1979 by the National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, which established an ethical framework for clinical research activities in the United States.

Benaroya Research Institute at Virginia Mason - Institutional Review Board (BRI IRB):  Review and approve study related documents (see IRB and Approval) for all government-sponsored or physician written protocols.   BRI IRB is located at 1201 Ninth Ave MS: IN-RC, Seattle, WA, 981010, Telephone: 206-341-0787, Fax: 206 223-7543, website at http://www.benaroyaresearch.org/cr_investigators/index.shtml
Beneficence:  Ethical principle that attempts to provide benefits and to limit risk.

Beneficiary:  Someone who is eligible for or receiving benefits under an insurance policy or plan. The term is commonly applied to people receiving benefits under the Medicare or Medicaid programs. (MedPAC, 1998)

Bias:  Systematic error in the trial design or implementation that may affect the outcome of a study in various ways.

Bioanalytical Assays:  Methods for quantitative measurement of a drug, drug metabolites, or chemicals in biological studies.

Bioavailability:  Rate and extent to which a drug is absorbed or is otherwise available to the treatment site in the body.

Bioequivalence:  Scientific basis on which generic and brand name drugs are compared.  To be considered bioequivalent, the bioavailability of two products must not differ significantly when the two products are given at the same dosage under similar conditions.

Biostatistics:  Branch of statistics applied to the analysis of biological phenomena.

Bioresearch Monitoring Program:  Established in 1977, this program ensures the quality of data submitted to the FDA through site visits.

Blinding (or Masking): A method to keep subjects or health care providers unaware of which treatment they receive in a clinical trial.  Single blinding usually refers to the subject(s) being unaware, double blinding usually refers to the subject, investigator, monitor and in some cases the sponsor and data analysts being unaware of the treatment assignment.

Board of Health:  The State Board of Health (for Washington State) has ten members, nine of whom are appointed by the Governor. The tenth member is the Secretary of the State Department of Health, or designee. The membership includes people who are experienced in matters of health and sanitation, an elected city official who is a member of a local board of health, a local health officer, and two people representing consumers of health care. 

Local boards of health are governing bodies of at least three persons who supervise all matters pertaining to the preservation of the life and health of the people within their jurisdiction. Each local board of health enforces public health statutes and rules, supervises the maintenance of all health and sanitary measures, enacts local rules and regulations, and provides for the control and prevention of any dangerous, contagious, or infectious disease. (PHIP, 1996) 

Budget Proposal:  VM Clinical Research Study Budget Worksheet http://10.1.1.30:86/crp_budget_tools.htm must be accessed and completed as outlined by the protocol.  Following review by the PI for accuracy, negotiation with the sponsor or CRO reviewed and signed by the PI, VMMC Department Manager, CRP Administrative Director and agreed upon by the sponsor.  (See Approved Budget or the Instruction Sheet for more details.) 
Case History Records:  Case report forms and the documents that support the data in these forms.

Case Report Form (CRF):  Printed, optical or electronic document designed to record all protocol required information to be reported to the sponsor on each study subject.

Causality Assessment:  Determining whether there is a reasonable possibility that the drug caused or contributed to an adverse event.  It includes assessing temporal relationships, de-challenge, re-challenge information, association (or lack of association) with underlying disease and the presence (or absence) of a more likely cause. 

Center for Biologics Evaluation and Research (CBER):  Protects and enhances the public’s health through regulation of biological and related products including blood, vaccines, and biological therapeutics according to statutory authorities.

Center for Device and Radiologic Health (CDRH):  Responsible for ensuring the safety and effectiveness of medical devices and eliminating unnecessary human exposure to man-made radiation from medical, occupational and consumer products.

Center for Drug Evaluation and Research (CDER):  Assures the safety and effectiveness of new drugs through new drug development and review, biologics, generic drug review, over-the-counter drug review and post drug approval activities.

Chance:  Naturally occurring variations within the population.

Children's Health Insurance Program (CHIP):  Federal program initiated in 1998, and jointly funded by states and the federal government, which provides medical insurance coverage for children not covered by state Medicaid-funded programs. In Washington State, the plan covers children in families with an income between 200 and 250% of the federal poverty level. (Vital Signs, 1999)

Chronic Toxicity:  Long-lasting poisonous effect.

Class I (Device):  These devices present minimal potential for harm to the user and are often simpler in design than Class II or Class III devices. Examples include enema kits and elastic bandages. 47% of medical devices fall under this category and 95% of these are exempt from the regulatory process.

Class II (Device):  Most medical devices are considered Class II devices. Examples of Class II devices include powered wheelchairs and some pregnancy test kits. 43% of medical devices fall under this category.

Class III (Device):  These devices usually sustain or support life, are implanted, or present potential unreasonable risk of illness or injury. Examples of Class III devices include implantable pacemakers and breast implants. 10% of medical devices fall under this category.
Clean Database:  One from which errors have been eliminated and in which measurements and other values are provided in the same units.

Clinical Research Associate (CRA):  Person employed by the sponsor, or by a contract research organization acting on a sponsor’s behalf, who monitors the progress of the investigator’s sites participating in a clinical study.  Some institutions, primarily those conducting NIH trials, may call clinical research coordinators, CRAs.

Clinical Research Coordinator (CRC):  Person who handles most of the administrative responsibilities of a clinical trial, acts as liaison between investigative site and sponsor and reviews all data and records before a monitor’s visit.  This person may also be called a trial coordinator, study coordinator, research coordinator, clinical coordinator, CRA, research nurse or protocol nurse.  This acronym may be confused with the Clinical Research Center (also CRC).

Clinical Research Center (CRC): Located on the 8th floor of the hospital.  The nurses provide study specific care including development of protocol-specific physician orders, sample collection and processing in addition to study drug administration.  The CRC provides an environment for subjects that are considered outpatient ambulatory, and do not otherwise require hospitalization or nursing care except to operationalize the protocol     Outpatient studies may use the CRC, but priority will be given to investigator initiated, federal or non-profit sponsored research and Phase I and II clinical trials.  This acronym may be confused with the Clinical Research Coordinator (also CRC).    
Clinical Significance:  Change in a subjects clinical condition regarded as important whether or not due to the test article.

Clinical Trial:  A systematic experiment designed to test the safety and efficacy of a drug, biologic, device or procedure on one or more humans, subject to strict safety and ethical standards, which contributes to generalizable knowledge.  Includes pharmacological and pharmacodynamic effects of an investigational product(s), and study absorption, distribution, metabolism and excretion of an investigational product.  
Clinical Trials Agreement (CTA) or Clinical Study Agreement (CSA):  Also known as the Contract.  The CTA is a written, dated and signed agreement between two or more involved parties that sets out any arrangements on delegation and distribution of tasks and obligations and if appropriate, on financial matters.  The protocol may contribute additional elements. 

Clinical Trial Study Report:  Written description of a study (therapeutic, prophylactic, diagnostic agent) conducted in human subjects in which the known clinical and statistical descriptions are integrated into one report.  

Clinical Trial Materials:  Complete set of supplies provided by the sponsor to an investigator.  See also Study Supplies.

Closed to Enrollment:  A point in the clinical research study when no further participants will be enrolled.
Code of Federal Regulations (CFR):  Printed annually, it codifies federal agency regulations.  Title 21, Chapter 1 contains eight volumes of the FDA’s regulations governing food and drugs.

Code of Federal Regulations Act of 1937:  Mandates the yearly codification of final rules printed in the Federal Register.

Coding:  In clinical trials, the process of assigning data to categories for analysis.  Also refers to a mechanism for identifying and defining physicians' services. See Current Procedural Terminology (CPT) (PPRC, 1996)

Cohort:  A group of subjects in a clinical trial followed up at regular, predetermined intervals with some characteristic in common.

Community-Based Clinical Trial (CBCT): A clinical trial conducted primarily through primary-care physicians rather than academic research facilities.

Comparative Study:  One in which the investigative drug or device is compared against another product, either active or FDA approved drug/device or placebo/no treatment.

Compassionate Use:  Circumstances under which certain FDA regulations may be exempt to allow the use of an investigational agent for a single patient.  Also, may be defined as a method of providing research treatments prior to FDA approval.  

Compliance (in relation to trials):  Patients—A term referring to the degree to which the patient has followed the instructions and dosing.  Protocol--Adherence to all the study related requirements, good clinical practice (GCP) and the applicable regulatory and institutional requirements.

Complementary and Alternative Therapy: Broad range of healing philosophies, approaches, and therapies that Western (conventional) medicine does not commonly use to promote well-being or treat health conditions. Examples include acupuncture, herbs, etc. Internet Address: http://www.nccam.nih.gov. 
Confidentiality:  Prevention of disclosure to other than authorized individuals of a sponsor’s proprietary information or of a subject’s identity and personal information.

Confidentiality Agreement:  An agreement between the investigator and sponsor where the investigator promises to keep all information regarding the study, investigational drug, protocol, investigational process and information discovered during the investigation confidential.

Confidentiality Regarding Trial Participants: Refers to maintaining the confidentiality of trial participants including their personal identity and all personal medical information. The trial participants' consent to the use of records for data verification purposes should be obtained prior to the trial and assurance must be given that confidentiality will be maintained.

Conflict of Interest (COI):  Anything of monetary value, held either directly or indirectly, by the Representative or the Representative’s Immediate Family, including but not limited to:

(a) ownership or investment interests, including but not limited to stock, stock options, real estate, general or limited partnership interests, business or intellectual property interests (patents, copyrights, trademarks); or

(b) compensation arrangements, including salary, cash equivalent compensation, payments for services, consulting fees, royalty payments or honoraria; or

(c) potential ownership or investment interests or compensation arrangements.

The term “Significant Financial Interest” does not include investments in a mutual fund,

pension fund or other pooled or institutional investment fund with respect to which a

Representative does not exercise control over how such funds are invested.  

Confounding Variables:  Characteristics within the study population that affect the interpretation of outcomes being assessed, which may be known or unknown.

Consent Form (CF) or Informed Consent Form (ICF):  Document used during the consent process that is the basis for explaining potential subjects the risks and potential benefits of a study and the rights and responsibilities of the parties involved.

Contract:  A written, dated and signed agreement between two or more involved parties that sets out any arrangements on delegation and distribution of tasks and obligations and if appropriate, on financial matters.  The protocol may have additional elements.  (See also CTA, CSA and Legal Dept for more information.)

Contract research organization (CRO): A company that contracts with the Sponsor to perform one or more of the sponsor’s trial-related duties and function. 

Contraindication:  An indication or condition in which it is recommended that a drug, device or procedure NOT be administered or performed.

Control group: Material or preparation administered to one group of subjects (predetermined) in a clinical trial for comparison with the product being tested.  The control may be a placebo or a conventional FDA approved (standard of care) treatment.  (See placebo)

Controlled Study:  A study in which a test article is compared with a treatment that has known effects.

Coordinating Center:  Headquarters for a multi-site trial that collects all data.

Coordinating Investigator:  An investigator responsible for the coordination of investigators participating in a multi-center trial.

Core Lab (BRI):  Specific labs at Benaroya Research Institute that perform centralized, specialized functions.  Examples are the Imaging Core Lab (uses laser imaging for cell analysis), the DNA Sequencing Core Lab (reads DNA code using specialized instrumentation), the Peptide Synthesis Core Lab, (makes and distributes peptides), and the Tetramer Production Core Lab (produces tetramers -- an engineered molecular tool which enables scientists to detect and measure specific immune cells in blood samples).
Correlation:  The relationship of one variable to another, not to be confused with causation.

Cost-Benefit Analysis (Evaluation):  Analytical procedure for determining the economic efficiency of a program, expressed as the relationship between costs and outcomes, usually measured in monetary terms. (Rossi and Freeman, 1993) 

Cost Effectiveness (Evaluation):  The efficacy of a program in achieving given intervention outcomes in relation to the program costs. (Rossi and Freeman, 1993)

Current Procedural Terminology (CPT):  The coding system for physicians' services developed by the CPT Editorial Panel of the American Medical Association; basis of the HCFA Common Procedure Coding System. (MedPAC, 1998)

Critical Documents:  VMMC definition includes the final protocol, IDB, Drug or Device Brochure, Package Insert, Contract, Budget, ICF, FDS, Advertisements and Subject Handouts.

Crossover Study:  In crossover study, each subject receives both treatments being compared or the treatment and control.  Such trials are used for patients who have stable, usually chronic condition during both treatment periods.

Curriculum Vitae (CV):  Document that outlines a person’s educational, professional history, training and expertise; similar to a resume.

Data and Safety Monitoring Board (DSMB):  Independent researchers or medical personnel who periodically review the data from trials to assess reported toxicities for subject safety.  The DSMB may stop a trial if the risks outweigh the benefit or a greater incidence of SAEs are reported.

Database:  A collection of data, typically organized for easy search, retrieval, processing and analysis.

Data Monitoring:  Process by which case report forms are examined for completeness, consistence, legibility and accuracy.

Data Safety Monitoring Board (DSMB):  An independent group of experts and community representatives, that reviews the data from a clinical trial while the trial is in progress.  Their review is to ensure that subjects are not exposed to undue risk.

Declaration of Helsinki:  A set of recommendations, basic principles professional guidelines that guide medical doctors in the conduct of biomedical research involving human subjects.  It was originally adopted by the 18th World Medical Assembly (Helsinki, Finland; 1964) as principles of the Nuremberg Code, first released in 1964 with revisions in 1975, 1983, 1989.  (21 CFR Part 312.120)

Delegation and Site Signature Log:  Document is found in the Regulatory Binder for every study and includes; Printed and signed name of everyone involved in the study, Initials, Delegated Responsibilities, Date Active and Discontinued from study.  This should be signed by the Principal Investigator (PI) at the end of the study, but the document should be considered a work-in-progress. 

Demographic Data:  Characteristics of subjects or study populations, which include such information as age, gender, ethnicity, family or personal history of the disease or condition for which they are being treated, and other characteristics relevant to the study in which they are participating.  

Department of Health and Human Services (DHHS):  DHHS has oversight of FDA, NIH, CDC and other agencies.  DHHS is the 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 department includes more than 300 programs, covering a wide spectrum of activities including; medical and social science research, preventing outbreak of infectious disease, including immunization services, assuring food and drug safety, Medicare (health insurance for elderly and disabled Americans) and Medicaid (health insurance for low-income people), financial assistance and services for low-income families, improving maternal and infant health, Head Start (pre-school education and services), preventing child abuse and domestic violence, substance abuse treatment and prevention, services for older Americans, including home-delivered meals, comprehensive health services for Native Americans.
Diagnosis-Related Groups (DRGs):  (1) A system of classifying patients on the basis of diagnoses for purposes of payment to hospitals. (PPRC, 1996) 
(2) A system for determining case mix, used for payment under Medicare's PPS and by some other payers. The DRG system classifies patients into groups based on the principal diagnosis, type of surgical procedure, presence or absence of significant co-morbidities or complications, and other relevant criteria. DRGs are intended to categorize patients into groups that are clinically meaningful and homogeneous with respect to resource use. Medicare's PPS currently uses almost 500 mutually exclusive DRGs, each of which is assigned a relative weight that compares its costliness to the average for all DRGs. See Case Mix. (MedPAC, 1998) 

Diagnostic Trials: Refers to trials that are conducted to find better tests or procedures for diagnosing a particular disease or condition. Diagnostic trials usually include people who have signs or symptoms of the disease or condition being studied. 
Disability:  A substantial disruption of a person’s ability to conduct normal life functions.

Distribution:  In pharmacokinetics, the process that control transfer of the drug from the site of measurement to its target and other tissues.

Documentation:  All records in any form (including, but not limited to; written, electronic, magnetic and optical records, scans, x-rays and EKG’s) that describe or record the methods, conduct or results of a trial, the factors affecting a trial and the actions taken.
Dosage Regimen:  (a) The number of doses per given time period; (b) the time that elapses between doses (for example, every six hours) or the time that the doses are to be given (for example, at 8am and 4pm daily); or (c) the amount of a medicine (for example, the number of capsules), to be given at each specific dosing time.

Dose-Ranging Study: A clinical trial in which two or more doses of an agent (such as a drug) are tested against each other to determine which dose works best and is least harmful.

Double-Blind Study:  A clinical trial in which neither the subject nor the investigator or research team knows whether the subject has been given the product being tested or a control substance.  (See blinding, control group, placebo, principle investigator)

Drug-Drug Interaction: A modification of the effect of a drug when administered with another drug. The effect may be an increase or a decrease in the action of either substance, or it may be an adverse effect that is not normally associated with either drug.

Drug Modernization Act of 1997:  Legislation aimed at making clinical research regulations more appropriate for modern times and diseases.  Among other things, it attempts to provide faster access to drugs that treat life-threatening diseases for those who need them.

Exempt (Device):  If a device falls into a generic category of exempted Class I devices, a pre-market notification application and FDA clearance is not required before marketing the device in the U.S. However, the manufacturer is required to register their establishment and list their generic product with FDA. Examples of exempt devices are manual stethoscopes, mercury thermometers and bedpans

Efficacy:  The maximum ability of a drug or treatment to produce a result regardless of dosage. A drug passes efficacy trials if it is effective at the dose tested and against the illness for which it is prescribed. In the procedure mandated by the FDA, Phase II clinical trials gauge efficacy, and Phase III trials confirm it.
Effectiveness:  The desired measure of a drug’s influence on a disease condition as proved by substantial evidence from adequate and well-controlled investigations.

Electronic Case Report Forms (e-CRF):  An auditable electronic record designed to record information required by the clinical trial protocol to be reported to the sponsor on each trial subject.

Electronic Patient Diary:  Electronic Record into which a subject participating in a clinical trial directly enters observations or directly responds to an evaluation checklist.

Electronic Record:  Combination of text, graphics, data, audio, pictorial or other information representation in digital form that is created, modified, maintained, archived, retrieved, or distributed by a computer system.

Electronic Signature:  Computer data compilation of any symbol or series of symbols executed, adopted, or authorized by an individual to be the legal binding equivalent of the individual’s handwritten signature.

Eligibility Criteria: Summary criteria for participant selection; includes Inclusion and Exclusion criteria.  (See also Inclusion and Exclusion Criteria.)  

Empirical: Based on experimental data, not on a theory. 

Endpoint:  Overall outcome that the protocol is designed to evaluate. Common endpoints are severe toxicity, disease progression, or death.
Epidemiology: The branch of medical science that deals with the study of incidence and distribution and control of a disease in a population. Issues such as distribution of disease in different populations and factors in common among people who have a specific disease and condition; they do not examine whether these factors contribute to disease.
Equipose:  A state in which an investigator is uncertain about which arm of a clinical trial would be therapeutically superior for a patient.  An investigator who has a treatment preference or finds out that one arm of a comparative trial offers a clinically therapeutic advantage should disclose this information to subjects participating in the trial.

Essential Documents:  Documents that individually and collectively permit evaluation of the conduct of a study and the quality of the data produced.  (Also see Source Documentation.)

Ethics Committee (EC):  An independent group of medical and non-medical professionals whose purpose is to verify that the clinical trial is performed safely, with integrity, and with respect to the rights of the human subjects.  Most countries require that an EC provide a statement of its opinion on any research involving human subjects.  The Ethics Committee is the European community equivalent of the US IRB.

Evaluable Subject:  Subject in a clinical trial who has satisfied all protocol requirements and may be evaluated for safety and efficacy in the analysis.

Evaluation and Management (E&M) Service:  A nonprocedural service, such as a visit or consultation, provided by physicians to diagnose and treat diseases and counsel patients. (MedPAC, 1998)

Exclusion criteria: Criteria written into the protocol that define which subjects may not participate in a clinical trial. 

Expanded Access: Refers to any of the FDA procedures, such as compassionate use, parallel track, and treatment IND that distribute experimental drugs to participants who are failing on currently available treatments for their condition and also are unable to participate in ongoing clinical trials. 

Experimental Drug: A drug that is not FDA licensed for use in humans, or as a treatment for a particular condition 

Federal Food, Drug and Cosmetic Act of 1938:  First federal legislation that required proof of drug safety.

Federal Register:  Printed daily, Monday through Friday, it records the actions of federal agencies.

Federal Register Act of 1935:  Mandated a written system of communicating federal regulations.

Federal Wide Assurance (FWA):  Under federal regulations, any institution engaged in federally supported human subjects research must commit itself in writing to the protection of those subjects.  The written commitment is called an Assurance of Compliance.  For human subjects research supported by the Department of Health and Human Services (DHHS), the Office of Human Rights Protections (OHRP) must approve the institution’s Assurance before the funds can be awarded.

Fee-For-Service:  

(1) Is the most prevalent payment mechanism for physicians. It is reimbursing the provider whatever fee he or she charges on completion of a specific service. (Schulz and Johnson, 1990 p.38) 

(2) A method of paying health care providers for individual medical services rendered, as opposed to paying them salaries or capitated payments. See Capitation. (MedPAC, 1998) 

(3) Type of payment used by some health insurers that pays providers for each service after it has been delivered. (Vital Signs, 1999)

Final Report:  Each investigator is required to summarize the clinical trial (per specifications of their IRB) and submit it to the IRB and sponsor.

Financial Disclosures Summary Form (FDS):  To disclose any potential or actual conflicts of interest related to a research study.  Any positive disclosures are evaluated and resolved before the study is undertaken.  All Investigators, clinical research coordinators and other research personnel (i.e. those responsible for the design, conduct and reporting of a research study) must complete the FDS form under the Virginia Mason Health System Policy on Conflicts of Interest and Fiduciary Duties (the “Policy”) before performing a new research study and to update it if their circumstances change, and upon annual review of the study.  A separate form is required for each individual investigator or other personnel involved with the study.  (See also Conflict of Interest.)
Food and Drug Administration (FDA):  The FDA is an agency of the federal government’s Department of Health and Human Services.  The FDA is responsible for ensuring that: foods are safe, wholesome and sanitary; human and veterinary drugs, biological products and medical devices are safe and effective; cosmetics are safe; electronic products that emit radiation are safe; regulated products are honestly, accurately and informatively represented; these products are in compliance with the law and FDA regulations; noncompliance is identified and corrected; and any unsafe of unlawful products are removed from the marketplace. 

Form FDA 482:  Document that provides a “Notice of Inspection” to the investigator prior to an FDA audit.  This form serves to identify the FDA inspector conducting the audit, along with the authority to review study-related documents.

Form FDA 483:  Document that may be presented to the investigator by the FDA inspector at the conclusion of an FDA audit.  This form lists the objectionable practices found during the FDA inspection of the clinical site.

Form FDA 1571:  First page of an Investigational New Drug Application (IND) that provides the basic information about the new drug and its sponsor. 

Form FDA 1572:  Document(s) filed with an Investigational New Drug Application (IND) that provides FDA with a list of investigators and sub-investigators, their credentials, site(s) where the study is being conducted, laboratories used for tests and assurance of IRB review.

Genetic Research:  A category of investigation in which DNA Sequence Variation is used to infer specific information about individuals.

Genome:  Complete genetic complement of an organism.

Genomics:  The comparative study of large amounts of DNA, using technologies that rely on computer-assisted comparisons of DNA sequence.

Genotype:  The genetically inherited characteristics of an individual.
Good Clinical Practice (GCP):  A standard for the design, conduct, performance, monitoring, auditing, recording, analyses and reporting of clinical trials that provides assurance the data and reported results are credible, accurate and that the rights, integrity and confidentiality of trial subjects are protected.  (21 CFR Parts 11, 50, 54, 56, 312, 314, 812 and 813)

Good Laboratory Practice (GLP):  Regulations pertaining to research laboratories.  (21 CFR Part 58)

Good Manufacturing Practice (GMP):  That part of the pharmaceutical quality assurance which ensures that products are consistently produced and controlled in conformity with quality standards appropriate for their intended use and as required by the product specifications.  Refer to 21 CFR Part 211. 

Good Tissue Practice (GTP):  Regulations pertaining to both cells and tissues including bone, ligaments, skin, corneas, dura matter, heart valves and hematopoietic stem cells.  Manufacturers and current regulations are found under 21 CFR Part 1270, but will be incorporated into the complete regulation, which is pending final approval under 21 CFR Part 1271.

Health Care Authority (HCA):  Washington state agency that manage various state-sponsored health plans, including the Basic Health Plan and programs for public employees and retirees. HCA also provides funding for community clinics in various areas of the state. (Vital Signs, 1999)

Health Care Financial Administration (HCFA) Common Procedure Coding System (HCPCS):  A Medicare coding system based on the American Medical Association's Current Procedural Terminology (CPT), expanded to accommodate additional services covered by Medicare. See Coding, Current Procedural Terminology. (MedPAC, 1998) 

Health Insurance Portability & Accountability Act (HIPAA):  HIPAA is a multifaceted piece of legislation covering the following three areas:  Insurance portability, Fraud enforcement (accountability) and Administrative simplification.  Portability – ensures that individuals moving from one health plan to another will have continuity of coverage and will not be denied coverage under preexisting-condition clauses.  Accountability – significantly increases the federal government’s fraud enforcement authority in many different areas.  Administrative Simplification – the most complex part of the legislation designed to protect patient’s privacy and the confidentiality of their protected health information (PHI).  

Health Maintenance Organization (HMO):  A managed care plan that integrates financing and delivery of a comprehensive set of health care services to an enrolled population. HMOs may contract with, directly employ, or own participating health care providers. Enrollees are usually required to choose from among these providers and in return have limited co-payments. Providers may be paid through capitation, salary, per diem, or pre-negotiated fee-for-service rates. (See also Capitation, Fee for Service, Managed Care, Managed Care Plan, Per Diem, and Preferred Provider Organization.) (ProPAC)

Healthy Volunteer:  A healthy person who agrees to participate in a clinical trial for reasons other than medical and receives no direct health benefit from participating.  

Human Subject:  A human subject, defined in 21 CFR 50.3 is an ‘individual who is or becomes a participant in research, either as a recipient of the test article or as a control.  A subject may be either a healthy human or a patient.’  

Hypothesis:  An assumption that serves as the basis for the statistical analysis for the protocol.  

Immediate Family:  Encompasses the spouse, domestic partner, or dependent children of a Representative.

Impartial Witness:  A person who is independent of the trial, cannot be unfairly influenced by people involved with the trial, witnesses the informed consent process if the subject or subject’s legally acceptable representative cannot read or understand the language, reads the informed consent form and any other written information supplied to the subject.

Impact Statements:  This statement must be completed if any nursing services BEYOND standard clinical care, any drug, imaging studies or laboratory test required in the study protocol.  

Immune Tolerance:  The safeguards that the immune system naturally possesses to protect from harming self.

Immunology:  A field of investigation directed at understanding the cellular and molecular components of the immune system.

Inclusion Criteria: Criteria written into the protocol that define which subjects are eligible to participate in a clinical trial. 
Inclusion/Exclusion Criteria: The medical or social standards determining whether a person may or may not be allowed to enter a clinical trial. These criteria are based on such factors as age, gender, the type and stage of a disease, previous treatment history, and other medical conditions. It is important to note that inclusion and exclusion criteria are not used to reject people personally, but rather to identify appropriate participants and keep them safe.

Indemnification:  A legal document indicating protection or exemption from liability for compensation or damages from a third party; usually protects an investigator and hospital or institution from claims made by the study subject or relatives that harm was caused to the subject as a result of participation in the clinical trial.  

Independent Data-Monitoring Committee (IDMC):  A 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.

Informed Consent: The process of learning the key facts about a clinical trial before deciding whether or not to participate. It is also a continuing process throughout the study to provide information for participants. To help someone decide whether or not to participate, the doctors, nurses and research staff involved in the trial explain the details of the study. 
Informed Consent Document (IC or ICF):  A document that describes the rights of the study participants, and includes details about the study, such as its purpose, duration, required procedures, and key contacts. Risks and potential benefits are explained in the informed consent document. The participant then decides whether or not to sign the document. Informed consent is not a contract, and the participant may withdraw from the trial at any time.

Inspection:  The act by a regulatory authority(ies) of conducting an official review of documents, facilities, records and any other resources that are deemed by the authority(ies) to be related to the clinical trial and that may be located at the site of the trial, at the sponsor’s or contract research organization (CROs) facilities or at other establishments deemed appropriate by the regulatory authority(ies).

Institutional Biosafety Committee (IBC):  reviews studies involving recombinant DNA, human gene transfer, human xenotransplantation, DNA vaccines, the use of infectious/pathogenic agents that have the potential for causing disease in healthy humans or animals, and select agents and toxins. (Antibody or other drug treatment is generally excluded from needing IBC review). If your study involves any of these procedures, IBC approval must be received prior to IRB review and study initiation.

Institutional Review Board (IRB):  Committee(s) made up of experts and community representatives who review and approve clinical trials to make certain that they fulfill stringent ethical standards in order to protect subject rights as a participant in an experiment.  
Intent to Treat:  Data from the participation of all subjects is analyzed regardless of whether or not they received the experimental treatment or not.  
International Conference on Harmonization (ICH):  A joint project between regulatory authorities and industry to improve the processes for developing and registering new medicinal products.

Interventions: Primary interventions being studied: types of interventions are Drug, Biologic, Gene Transfer, Vaccine, Behavior, Device, or Procedure. 
Investigational New Drug (IND): A new drug, antibiotic drug, or biological drug that is used in a clinical investigation. It also includes a biological product used in vitro for diagnostic purposes.

Investigator:  A person responsible for the conduct of the clinical trial at a trial site.  If a trial is conducted by a team of individuals at a trial site, the principal investigator is the responsible leader of the team.  CFR 50.3 expands on the ICH definition by stating that an investigator is the individual ‘under whose immediate direction the test article is administered or dispensed to, or used involving a subject, or, in the event of an investigation conducted by a team of individuals, is the responsible leader of the team.’  (Also see PI or Sub-I.)

Investigational Device Exemption (IDE): An experimental device that has been submitted to regulatory agencies for use in clinical trials.  An IDE allows the investigational device to be used in a clinical study to collect safety and effectiveness data required to support a Pre-market Approval (PMA) application and in some rare situations a Pre-market Notification (510(k)) submission. Only a small percentage of 510(k)’s require clinical data to support a marketing clearance by the Food and Drug Administration (FDA). An IDE limits the distribution of an investigational device only to the sites identified in the IDE application. In addition to FDA requirements, clinical studies of devices are also monitored by Institutional Review Boards (IRB).

Investigator Meeting:  Mandatory meeting for PI, sub-PI, study coordinator or research staff.  Meeting can be regional, national or international held by sponsor or CRO to review critical items including Ethics, previous results from animal or human studies, Protocol Review, Drug, Biologic, or Device details, potential side effects, CRFs, QOL, subject Diaries, lab processing and any specific training pertinent to the trial.
Investigational New Drug (IND):  An experimental drug or biologic agent that has been submitted to regulatory agencies for use in clinical trials.
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.

Investigator’s Brochure (IB) or Investigator’s Drug Brochure (IDB):  A compilation of the clinical and non-clinical data on the investigational product(s) which is relevant to the study of the investigational product(s) in human subjects.

In Vitro Studies:  Observation of compounds biochemical systems within a test tube.

In Vivo Studies:  Observation of a compound’s biochemical systems using an animal model or tissue culture.

Key Personnel:  Persons responsible for one or more of the following: 

a. Day-to-day protocol decision-making related to the study conduct; 

b. Participant recruitment, selection and eligibility; 

c. Clarification of the complexities of the protocol to the participant and others; 

d. Collecting participant information and entering data using procedures to maintain privacy and confidentiality; 

e. Ensuring that the rights and welfare of participants are monitored throughout the study.

Laboratory Certification:  A certification given to a laboratory indicating that the laboratory is capable of performing the tests as required by use of a proficiency testing program.  The certification is usually renewed on a bi-annual or annual basis after appropriate testing and inspections are completed.

Legal Department:  Responsibility for review and negotiation of Study Contracts (also known as CTA or CSA) and Research Agreements.  They will review Confidentiality Agreements if complicated or there is any indemnification language.  (Send to Legal Dept – Contract Review at MS: GB-ADM)

Legally Acceptable Representative:  An individual, juridical or other body authorized under applicable law to consent on behalf of a prospective subject, to the subject’s participation in the clinical trial

Letter of Agreement:  Sponsor – A letter to the sponsor from VMMC/BRI asking their agreement to the process necessary for 30 day start-up.  Personnel – A letter to each of the study personnel which may include the PI, Sub-Investigators, coordinators, research staff, and specialty departments, asking them to adhere to the process for 30 day start-up.  

Longitudinal Study:  Investigation in which data are collected from a number of subjects over a long period of time.

Lymphocytes:  Small white blood cells that are critical components of the immune system. There are several types of lymphocytes: B cells are primarily involved in the production of antibodies; T cells release chemicals that activate and direct the movements of other cells to help fight infection or attack foreign matter.

Major Histocompatibility Complex (MHC) Molecules:  Molecules that are found on cell surfaces and display antigen; the antigen-MHC molecules may then interact with a T cell receptor.

Maximum Tolerated Dose (MTD):  Highest drug dose determined to produce the maximum desired erect with the least toxicity.

Mean:  The sum of the values of all observations or data points divided by the number of observations, an arithmetical average.

Median:  The middle value in a data set; that is just as many values are greater than the median and as are less than the median value.

Medicaid:  

(1) A state/federal health benefit program for the poor who are aged, blind, disabled, or members of families with dependent children. Each state sets its own eligibility standards. Only 40% of individuals with income below the poverty level currently are covered. (AMA, 1993) 

(2) Insurance program, funded jointly by the federal and state governments and managed by the states, that provides medical coverage for low-income families and individual. (Vital Signs, 1999)

Medical Device Amendment:  1976 amendment to the Federal Food, Drug and Cosmetic Act established three regulatory classes for medical devices. The three classes are based on the degree of control necessary to assure the various types of devices are safe and effective. See Class I, Class II, Class III, non-significant risk (NSR) and significant risk (SR) for details.
Medicare:  

(1) The federal health benefit program for the elderly and disabled that covers 35 million Americans or about 14% of the population for an annual cost of over $120 billion. Medicare pays for 25% of all hospital care and 23% of all physician services. (AMA, 1993)


(2) A health insurance program for people over 65, those eligible for Social Security disability payments, and those who need kidney dialysis or transplants. See Hospital Insurance, Supplementary Medical Insurance.


(3) Insurance program funded and managed by the federal government that covers people who are at least 65 years old, disabled, or who have permanent kidney failure. (Vital Signs, 1999)

Meta-Analysis:  A systematic, typically quantitative method for combining information from multiple studies. (OTA, 1993)

Minimal Risk:  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.

Mode:  The most frequently occurring value in a data set.

Molecular Genetics:  A category of genetic research in which individual genes, and parts of genes, are studied to understand their function and role in disease.
Monitoring:  Act of overseeing the progress of a clinical trial and ensuring that it is conducted, recorded and reported in accordance with the protocol, GCP, standard operating procedures (SOPs), contract and applicable regulatory requirement(s).

Monitoring Report:  A written report from the monitor to the sponsor after each site visit or other trial-related communication according to the sponsor’s SOPs.  

Morbidity:  A measure of disease incidence or prevalence in a given population, location, or other grouping of interest. (PHIP, 1996) 

Mortality:  A measure of deaths in a given population, location, or other grouping of interest. (PHIP, 1996)

Multicenter Trial:  A clinical trial conducted according to a single protocol, but at more than one site, and therefore, carried out by more than one investigator.

Myositis:  Inflammation of the muscle.

National Committee for Quality Assurance (NCQA):  A private, not-for-profit organization that assesses and reports on the quality of managed care plans, with the goal of enabling purchasers and consumers of managed health care to distinguish among plans based on quality. (Vital Signs, 1999)

National Institutes of Health (NIH):  The major source of federally funded research support, dedicated to improving the health and welfare of Americans.
Natural History Study: Study of the natural development of something (such as an organism or a disease) over a period of time.

New Drug Application (NDA):  The application submitted by the Sponsor/manufacturer of a drug to the FDA – after clinical trials have been completed - for a license to market the drug for a specified indication.  

New Subject Packet:  Items needed for screening subject for research study.  The packet may contain a copy of the ICF, Flow Sheet, History, Concomitant Medication, Baseline Symptoms, Eligibility Criteria and procedures to be performed for study.

Non-Significant Risk (NSR):  A diagnostic device that is noninvasive, does not require an invasive sampling procedure that presents significant risk, does not by design or intention introduce energy into a subject, and is not used as a diagnostic procedure without confirmation of the diagnosis by another, medically established diagnostic product or procedure. NSR device studies should not be confused with the concept of "minimal risk," a term utilized in the Institutional Review Board (IRB) regulations (21 CFR Part 56) to identify certain studies that may be approved through an "expedited review" procedure. For both SR and NSR device studies, IRB approval prior to conducting clinical trials and continuing review by the IRB are required. In addition, informed consent must be obtained for either type of study (21 CFR Part 50).
Nuremberg Code:  Ten principles that address human experimentation, established by the judges at Nuremberg following the Nazi Doctors Trial.

Observation Bias:  Systematic difference in the collection of data between treatment and control groups.

Off-Label Use: A drug prescribed for conditions other than those approved by the FDA.
Oncology Infusion Center (OIC):  Outpatient facility located in VMMC on the 12th floor of the hospital.  OIC provides professional nursing services specializing in the infusion of oncologic and hematologic drugs through vein or port access and other ancillary services.

Open Label Study:  A study in which the treatment schedules, drug treatment and doses, devices and procedures are known to both the Investigator and the subject.

Orphan Drugs:  An FDA category referring to medications used to treat rare diseases and conditions.  There is limited market for these drugs from a pharmaceutical standpoint.  Orphan Drug Status gives the Sponsor financial incentives to develop and provide these drugs to the patients who may benefit.

Outcome:  A result, condition or event associated with individual study subjects used to assess efficacy.

Outcomes Research:  Identifies clinical end points and tracks indicators of improved health or seeks to qualify the degree to which patients are receiving the “right” treatment or appropriate treatment and then compare those results against relevant benchmarks and community standards.  Some outcomes may constitute as research depending on the methodology and intent of the program.  
Patient:  Person receiving care for a known or potential disease or a healthy individual.  Once this person signs onto a clinical trial, they are considered a subject, even if they are receiving what would be considered ‘standard of care treatment’.  (See ‘Subject’ for more information.)

Peer Review: Review of a clinical trial by experts chosen by the study sponsor. These experts review the trials for scientific merit, participant safety, and ethical considerations.

Pharmacodynamics (PD):  Describes the actions of the drug on the body.

Pharmacoeconomics (or Outcomes Research):  Applies to the cost-benefit, cost-effectiveness, cost-minimization and cost-utility analyses to compare the economics of different pharmaceutical products, drug therapy or treatments.  

Pharmacogenetics:  The study of the way drugs interact with genetic makeup or genetic response to a drug.
Pharmacokinetics (PK):  Describes the actions of the body on the drug, including parameters such as metabolite production, serum concentration, drug excretion and bioavailability.

Pharmacology:  The science that deals with the characteristics, effects and uses of drugs and their interactions with living organisms.

Pharmacovigilance:  Term used for adverse event monitoring and reporting in some countries.

Phase:  One of three to four stages of clinical testing.  Trials are divided into stages to enable regular review of trial protocols and safety issues, as well as to adapt the experimental design to address new questions.

Phase I Study/Trial:  The first clinical trials conducted on humans after filing for an Investigational New Drug Application with FDA.  Generally aimed at establishing safety and pharmacokinetics with a small number of normal volunteers.  Protocols may combine Phase I/II trials.  (21 CFR 312.21)

Phase II Study/Trial:  After Phase I studies, these studies are typically the first look at efficacy in a given indication.  They are usually randomized, tightly controlled studies using a relatively small number of carefully selected subjects.  Protocols may combine Phase I/II trials.  (21 CFR 312.21)

Phase III Study/Trial:  Clinical trials where the number of subjects is expanded and the inclusion criteria are less stringent to gain experience with the investigational agent or product in a large number of subjects.  Also specific subject populations, such as geriatrics and pediatrics may be investigated.  (21 CFR 312.21)

Phase IV Study/Trial:  These trials are often referred to as “Post-Marketing Studies” and are performed for a variety of reasons:  to place the drug or device in the market, marketing claims, conduct pharmacoeconomic studies and quality of live studies.  New formulations of the drug or new indications must be investigated as Phase I/II clinical trials.

Phenotype:  The characteristics of an individual (or group) that can be seen and that result from the interaction of its genetic constitution and environmental factors.
Placebo: An inert or harmless substance given to some trial participants to enable comparison with the product being tested.  Used to measure the placebo effect.  An effective treatment should show a greater effect in improvement than an inactive treatment.  (21 CFR 312.21)  

Placebo Controlled Study: A method of investigation of drugs in which an inactive substance (the placebo) is given to one group of participants, while the drug being tested is given to another group. The results obtained in the two groups are then compared to see if the investigational treatment is more effective in treating the condition.
Placebo Effect:  A psychological phenomenon in which trial subjects experience a therapeutic response simply because they expect to do so, whether or not they are actually receiving an effective therapy.

Post-Marketing Surveillance:  A sponsor will monitor the use of a drug or device in the general population after marketing to evaluate adverse events.

Pre-clinical Studies:  Refers to those studies conducted with animal or cells prior to human clinical trials and are aimed at establishing information about a new drug, such as ADME, toxicity, carcinogenicity and teratogenicity.  Preclinical studies may continue after studies in humans are underway.  
Predicate Rule:  FDA regulation that requires the submission to or inspection by FDA of certain data and information relevant to FDA-regulated investigational or marketed products.  Examples include clinical trial data to support a New Drug Application (NDA) or device Pre-market Approval (PMA) application.

Pre-market Notification (PMN):  Also known as 510(k).  See 510(k) definition for details.

Prevalence:  Number of existing cases with a particular condition in a specified area at a specified time. (Rossi and Freeman, 1993) 

Prevention:  Actions taken to reduce susceptibility or exposure to health problems (primary Prevention), detect and treat disease in early stages (secondary prevention), or alleviate the effects of disease and injury (tertiary prevention). (PHIP, 1996)

Prevention Trials: Refers to trials to find better ways to prevent disease in people who have never had the disease or to prevent a disease from returning. These approaches may include medicines, vitamins, vaccines, minerals, or lifestyle changes.
Preferred Provider Organizations (PPO):  

(1) Are somewhat similar to IPAs and HMOs in that the PPO is a corporation that receives health insurance premiums from enrolled members and contracts with independent doctors or group practices to provide care. However, it differs in that doctors are not prepaid, but they offer a discount from normal FFS charges. (Schulz and Johnson, 1990 p.40) 

(2) A health plan with a network of providers whose services are available to enrollees at lower cost than the services of non-network providers. PPO enrollees may self-refer to any network provider at any time. (See also Fee for Service, Health Maintenance Organization, Managed Care, Managed Care Plan, and Point-of-Service Plan. (ProPAC, 1996) 

(3) A health plan in which enrollees receive services from a defined network of providers who agree to provide specific services for a set of fee. (Vital Signs, 1999) 

Principal Investigator (PI):  The person responsible for the overall conduct of a clinical research study at a particular site.  May also be referred to as a Clinical Investigator (CI).  
Prospective Study:  Investigation in which a group of subjects is recruited and monitored in accordance with criteria described in a protocol.

Protocol: The written clinical trial plan that defines the purpose or objectives, design, methodology, inclusion/ exclusion criteria, risks, benefits, study procedures, statistical analysis, etc. that must be followed.  

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

Protocol Synopsis:  Brief description summarizing the protocol potential side effects, number of visits, procedures and expectations.
Quality Assurance (QA):  Planned and systematic actions that ensure a trial is performed and data generated, documented and reported in compliance with applicable regulatory requirement(s), e.g., (GCP, HHS).

Quality Control (QC):  The operational technique and activities undertaken within the quality assurance system to verify that the requirements for quality of the trial-related activities have been fulfilled.

Quality of Life (QOL):  Questionnaires completed by study subjects that provide information on their quality of life during the course of the trial. 

Quality of Life Trials (or Supportive Care trials): Refers to trials that explore ways to improve comfort and quality of life for individuals with a chronic illness.
Research Advisory Committee (RAC):  The primary advisory group to the Benaroya Research Institute at Virginia Mason's director on issues related to the promotion of high-quality research activity. The committee is the principal review board responsible for scientific merit, and for appropriateness and relevance to BRIs research program. The RAC is also responsible for the stimulation and encouragement of new and continuing research.

Virginia Mason Radiation Safety Committee (RSC):  If your study involves significant radiation risk to research participants or occupational workers, and/or the research portion of the study involves therapeutic doses of radiation, RSC approval must be received prior to IRB review and study initiation.  

Randomization: A method based on chance by which study participants are assigned to a treatment group. Randomization minimizes the differences among groups by equally distributing people with particular characteristics among all the trial arms. The researchers do not know which treatment is better. From what is known at the time, any one of the treatments chosen could be of benefit to the participant. 

Randomized Trial:  A study in which participants are randomly (i.e., by chance) assigned to one of two or more treatment arms of a clinical trial.  Occasionally placebos are utilized.

Recruitment (subjects):  Process that employs inclusion and exclusion criteria and is used by investigators to enroll appropriate subjects into a clinical study.

Recruitment Period:  Time period during which investigators must complete enrollment of their quota of subjects for a trial.

Regulatory Authorities:  bodies having the power to regulate.  In the ICH GCP guideline 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.

Regulatory Binder:  Investigators of drug, device and biologic trials are expected to maintain regulatory binders that contain all vital study documentation which may include the following:  Protocol and Amendments, Informed Consents, complete listing of CV’s and licenses, Financial Disclosure Statements, IRB application, approvals and correspondence, Sponsor and CRO correspondence, Investigational Drug or Device Brochures and Amendments, Package inserts, Lab Certification and Reference Ranges, Drug and Device Accountability, Site Signature and Delegation Log, IND Safety Reports, SAEs at the site, Monitoring Logs, Form FDA 1571, 1572, 3500 (Med Watch). 

Respect for Persons:  Ethical principle that respects the choice of the autonomous individual and their right to self-determination.

Response Rate:  The anticipated effect upon outcome of disease in both the treatment and control group.

Risk:  In clinical trials, the probability of harm or discomfort for subjects.  Acceptable risk differs depending on the condition for which a product is being tested.  Unpleasant side effects may be an acceptable risk when testing a promising treatment for a life-threatening illness.  

Risk/Benefit Ratio:  The potential toxicity or harm compared to the potential for beneficial effects, usually used in reference to receiving an investigational drug, device or biologic.

Safety:  Relative freedom from harm; in clinical trials, this refers to an absence of harmful side effects resulting from use of the product and may be assessed by laboratory testing of biological samples, special tests and procedures, psychiatric evaluation or physical examination of subjects.

Safety Data:  Data required to demonstrate a drug’s tolerability and potential for causing undesirable side effects.

Sample:  A specific group or number of subjects in the clinical trial.  

Screening:  The initial time point in a clinical trial, just before a participant starts to receive the experimental treatment which is being tested. At this point, lab tests, procedures and physical assessments may be collected and recorded. Safety and efficacy of a drug or device are often determined by monitoring changes from the baseline values.
Screening Trials: Refers to trials which test the best way to detect certain diseases or health conditions. 
Selection Bias:  When non-comparable criteria are used to enroll participants into a trial.

Serious adverse event (SAE) or Serious Adverse Drug Reaction (SADR):  An event that occurs to a subject enrolled in a clinical trial that results in a life-threatening situation, requires intervention to treat, results in a hospitalization or prolongs an existing hospitalization, produces a temporary or permanent disability, or produces a birth defect in a study participant's child. 

Side Effects: Any undesired actions or effects of a drug or treatment. Negative or adverse effects may include headache, nausea, hair loss, skin irritation, or other physical problems. Experimental drugs must be evaluated for both immediate and long-term side effects.  

Significant Risk Device (SR):  A SR device is defined [21 CFR 812.3(m)] as a potential for serious risk to the health, safety, or welfare of a subject and (1) is an implant; or (2) is used in supporting or sustaining human life; or (3) is of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health; or (4) otherwise presents a potential for serious risk to the health, safety, or welfare of a subject.  For both SR and NSR device studies, IRB approval prior to conducting clinical trials and continuing review by the IRB are required. In addition, informed consent must be obtained for either type of study (21 CFR Part 50).
Single-Blind Study:  A study in which one party, either the investigator or participant, is unaware of what medication the participant is taking; also called single-masked study.
Single-Use Device (SUD):  A device labeled as single-use.  Reprocessing of Single-Use Devices is permitted and the FDA guidance document is available at http://www.fda.gov/cdrh/comp/guidance/1168.pdf 

Site Management Organization (SMO):  A group organizing study sites in regions or across the country for quick placement of industry sponsored studies.  A fee and a portion of the study overhead are sent to the SMO for their study management.   

Site Qualification Visit:  Performed by the sponsor or their representative to verify capability of site to perform all required protocol including labs, procedures and drug or device tracking.  If the site has extensive experience with the sponsor, this visit may be waived by the sponsor.  

Site Signature and Delegation Log:  Document is found in the Regulatory Binder for every study and includes; Printed and signed name of everyone involved in the study, Initials, Delegated Responsibilities, Date Active and Discontinued from study.  This should be signed by the Principal Investigator (PI) at the end of the study, but the document should be considered a work-in-progress. 

Society of Clinical Research Associate (SoCRA):  The Society of Clinical Research Associates, Inc., is a non-profit, professional organization dedicated to the continuing education and development of clinical research professionals, primarily working with government sponsored research professionals.  The express aim of SoCRA is to provide training and continuing education for clinical research professionals and to establish and maintain an international certification program.
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 the source documents (original records or certified copies).
Source Documentation:  Original documents, data and records (e.g., 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, laboratories and ancillary departments involved in the clinical trial). 

Sponsor:   Clinical research is sponsored or funded by a variety of organizations or individuals such as physicians, medical institutions, foundations, voluntary groups and pharmaceutical companies, in addition to federal agencies such as the National Institutes of Health (NIH), the Department of Defense (DOD) and the Department of Veteran’s Affairs (VA).  Trials can take place in a variety of locations such as hospitals, universities, doctors’ offices or community clinics. 

Standard Treatment:  A treatment currently in wide use and approved by the FDA, considered to be effective in the treatment of a specific disease or condition.

Standards of Care (SOC):  Treatment regimen or medical management based on state of the art participant care.

Standard Operating Procedures (SOPs):  Detailed, written instructions to achieve uniformity of the performance of a specific function.  Also known as policies and procedures.

Statement of Investigator Form (SOI):  FDA required document for all clinical trials conducted as part of a US IND to register the investigator to do research for the IND; signed by investigator to indicated acceptance of key responsibilities of the clinical trial; contains information about the trial, investigator(s) and key responsibilities.  (Also known as the FDA Form 1572.)

Statistical Significance:  The probability that an event or difference occurred by chance alone.  In clinical trials, the level of statistical significance depends on the number of participants studied and the observations made, as well as the magnitude of differences observed.

Study Coordinator (SC): The person at a site or research facility who is in charge of managing the activities required by the study protocol.       

Study Endpoint:  A primary or secondary outcome used to judge the effectiveness of a treatment.

Study Initiation Visit:  On-site visit from sponsor or CRO to ensure the research staff is instructed regarding the conduct of the study, review protocol, CRF’s, drug or device brochure and accountability and able to ask questions prior to beginning clinical trial.    

Study-Specific Documents:  Includes, but is not limited to the following forms:  AE, Visit, Physical, History, Concomitant Medications, Eligibility, Flow Sheet, Treatment Sheet, Physician Orders, CRC Orders, subject QOL or Diaries and Lab or radiology requisitions.

Study Supplies:  This may include, but not limited to: lab kits, radiographic films, optical disks, CRFs, Subject Binders, Special study supplies and Regulatory Binder.  See also Clinical Trial Material.

Study Visit:  A point outlined in the study where the participant returns to the investigative site to determine ongoing safety and possibly efficacy of the clinical trial.  

Sub-Investigator (Sub-I):  Any individual member of the clinical trial team designated and supervised by the investigator at a trial site to perform critical trial-related procedures or to make important trial-related decisions (e.g., MD, ARNP’s)

Subject:  An individual who participates in a clinical trial and may be a:

1.  Healthy person volunteering in a trial

2.  Person with a condition unrelated to the use of the investigational product

3.  Person whose condition is related to the use of the investigational product

4.  Either a recipient of the study drug being tested or a control

Subject Identifier Code:  A unique identifier assigned by the investigator to each trial subject to protect the subjects identity and used in lieu of the subject’s name when the investigator reports adverse events or other trial-related data. 
Subject Handouts:  Include all documents except for the ICF which are given to the patient (prior to consenting to the study) or subject including descriptions of the study, drug, device or procedure.  These items need to be approved by the IRB prior to distribution for false or misleading claims or coercive language.

Subject Identifier Code (Randomization Number):  A unique identifier assigned by the investigator to each trail subject to protect the subject’s identity and used in lieu of the subject’s name when the investigator reports adverse events or trial-related data.

Subject Reimbursement:  This may be a single event or provided throughout the study as outlined in the informed consent.  If reimbursement or a stipend is offered, it may be linked to attendance at study visits, completing procedures or amount of blood donated.

Teratogenic:  Causing abnormal fetal development.

Tetramers:  An engineered molecular tool (soluble recombinant molecules) which enables scientists to detect and measure specific immune cells (T lymphocytes) in blood samples.
Toxicity:  An adverse effect produced by a drug that is detrimental to the participant’s health.  The level of toxicity associated with a drug will vary depending on the condition, which the drug is used to treat.

Transgenic:  The experimental insertion of a segment of DNA from one genome onto the DNA of a different genome. This technique is used to make genetically modified mice.

Translational Research:  A field of investigation in which clinical observations and data are used to actively direct the design of laboratory studies, and vice versa. This systematic research effort can yield information quickly that can applied to patient diagnosis and care.

Treatment Group:  Cohort in the subject pool that is receiving active drug or treatment intervention.

Treatment Investigational New Drug (IND):  A mechanism by which a drug is approved for treatment use and made available to patients before it has been approved by the FDA for sale, typically during Phase III studies.  A method which allows study participants access to promising investigational drugs still in clinical development.  The treatment must show "sufficient evidence of safety, but may not be shown as effective during the time of the clinical trial.

Unexpected Adverse Event (Experience - UAE):  Any adverse event which is not consistent with the current Investigator Brochure or if an Investigator Brochure is not required, that is not consistent with the specificity or severity in the risk information described in the general investigational plan or elsewhere in the current application as amended.

Validity:  Whether the results actually measure the true relationship under study.

Variance:  A measure of the amount by which a value differs from the mean.

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 consents.

Warning Letter:  A written communication from FDA notifying an individual or firm that the agency considers one or more products, practices, processes, or other activities to be in violation of Federal Food Drug & Cosmetic Act, or other acts.  Failure of the responsible party to take appropriate and prompt corrective action may warrant administrative or regulatory enforcement without further notice.

Washout Period:  A period in the clinical study during which subjects receive no treatment for the indication under study and the effects of a previous treatment are eliminated (or assumed to be eliminated).

Western Institutional Review Board (WIRB):  Review and approve study related documents (see IRB) for all industry-sponsored studies at VMMC and BRI.  WIRB is located 3535 Seventh Avenue SW, Olympia, Washington, 98502-5010, telephone: 

360-252-2500 (direct) or 800-562-4789, Fax: 360-252-2498, website at http://www.wirb.com and e-mail at wirb@wirb.com.  

WIRB Approval:  Certificate of study approval for the critical start-up documents, changes to the protocol, brochure, consent and advertisements throughout the study plus quarterly and annual reviews.

GCP 0002.A
Page 1 of 32
Updated: 13-Dec-05


