ICCVAM Test Method Evaluation Report: Appendix D

13.0 Glossary

Accuracy: (a) The closeness of agreement between a test method result and an accepted
reference value. (b) The proportion of correct outcomes of a test method. It is a measure of test
method performance and one aspect of relevance. The term is often used interchangeably with
concordance (see also two-by-two table). Accuracy is highly dependent on the prevalence of
positives in the population being examined.*

Allergic contact dermatitis (ACD): A Type IV allergic reaction of the skin that results from
repeated skin contact with a skin sensitizer. Clinical signs include the development of erythema
(redness) and edema (swelling), blistering, and itching. Also referred to as skin sensitization.

Assay: The experimental system used. Often used interchangeably with test and test method.*

Coded substances: Substances labeled by code rather than name so that they can be tested and
evaluated without knowledge of their identity or anticipation of test results. Coded substances
are used to avoid intentional or unintentional bias when evaluating laboratory or test method
performance.

Concordance: The proportion of all substances tested that is correctly classified as positive or
negative. It is a measure of test method performance and one aspect of relevance. The term is
often used interchangeably with accuracy (see also two-by-two table). Concordance is highly
dependent on the prevalence of positives in the population being examined.*

EC3: The estimated concentration needed to produce a stimulation index of 3, as compared to
the concurrent vehicle control.

Essential test method component: Structural, functional, and procedural elements of a test
method that are used to develop the test method protocol. These components include unique
characteristics of the test method, critical procedural details, and quality control measures.
Adherence to essential test method components is necessary when the acceptability of a
proposed test method is being evaluated based on performance standards derived from
mechanistically and functionally similar validated test method. [Note: Previously referred to as
minimum procedural standards.]*

False negative: A substance incorrectly identified as negative by a test method.*

False negative rate: The proportion of all positive substances falsely identified by a test
method as negative (see two-by-two table). It is one indicator of test method accuracy.*

False positive: A substance incorrectly identified as positive by a test method.*

False positive rate: The proportion of all negative substances that are falsely identified by a
test method as positive (see two-by-two table). It is one indicator of test method accuracy.*

Good Laboratory Practices (GLP): Regulations promulgated by the U.S. Food and Drug
Administration and the U.S. Environmental Protection Agency, and principles and procedures
adopted by the OECD and Japanese authorities, which describe record keeping and quality
assurance procedures for laboratory records that will be the basis for data submissions to
national regulatory agencies.*

The definitions in this glossary are restricted to their uses with respect to the rLLNA and the traditional LLNA.
* Definition used by ICCVAM (ICCVAM 2003).
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Hazard: The potential for an adverse health or ecological effect. Hazard potential results only
if an exposure occurs that leads to the possibility of an adverse effect being manifested.*

Interlaboratory reproducibility: A measure of whether different qualified laboratories using
the same protocol and test substances can produce qualitatively and quantitatively similar
results. Interlaboratory reproducibility is determined during the prevalidation and validation
processes and indicates the extent to which a test method can be transferred successfully among
laboratories.*

Intralaboratory repeatability: The closeness of agreement between test results obtained
within a single laboratory when the procedure is performed on the same substance under
identical conditions within a given time period.*

Intralaboratory reproducibility: The first stage of validation; a determination of whether
qualified people within the same laboratory can successfully replicate results using a specific
test protocol at different times.*

Immunological: Relating to the immune system and immune responses.
In vivo: In the living organism. Refers to assays performed in multicellular organisms.

Local lymph node assay (LLNA): An in vivo test method used to assess the skin sensitization
potential of a substance by measuring the proliferation of lymphocytes in the lymph nodes
draining the ears (i.e., auricular lymph nodes) of mice, subsequent to topical exposure on the
ear to the substance. The traditional LLNA measures lymphocyte proliferation by quantifying
the amount of tritiated thymidine (°H) incorporated into the cells of the draining lymph nodes.

Lymphocyte: A white blood cell found in the blood, lymph, and lymphoid tissues, which
regulates and plays a role in acquired immunity.

Negative predictivity: The proportion of correct negative responses among substances testing
negative by a test method (see two-by-two table). It is one indicator of test method accuracy.
Negative predictivity is a function of the sensitivity of the test method and the prevalence of
negatives among the substances tested.*

Non-sensitizer: A substance that does not cause skin sensitization after repeated skin contact.

Performance: The accuracy and reliability characteristics of a test method (see accuracy,
reliability).*

Positive control: A substance known to induce a positive response used to demonstrate the
sensitivity of the test method and to allow for an assessment of variability in the conduct of the
assay over time. For most test methods, the positive-control substance is tested concurrently
with the test substance and the vehicle/solvent control. However, for some in vivo test methods,
periodic studies using a positive-control substance is considered adequate by the OECD.

Positive predictivity: The proportion of correct positive responses among substances testing
positive by a test method (see two-by-two table). It is one indicator of test method accuracy.
Positive predictivity is a function of the sensitivity of the test method and the prevalence of
positives among the substances tested.*

The definitions in this glossary are restricted to their use with respect to the rLLNA and the traditional LLNA.

* Definition used by the Interagency Coordinating Committee on the Validation of Alternative Methods
(ICCVAM 2003).
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Prevalence: The proportion of positives in the population of substances tested (see two-by-two
table).*

Protocol: The precise, step-by-step description of a test, including the listing of all necessary
reagents, criteria, and procedures for the evaluation of the test data.*

Quality assurance: A management process by which adherence to laboratory testing standards,
requirements, and record keeping procedures is assessed independently by individuals other
than those performing the testing.*

Reduction alternative: A new or modified test method that reduces the number of animals required.*

Reference test method: The accepted in vivo test method used for regulatory purposes to
evaluate the potential of a test substance to be hazardous to the species of interest.*

Refinement alternative: A new or modified test method that refines procedures to lessen or
eliminate pain or distress in animals or enhances animal well-being.*

Relevance: The extent to which a test method correctly predicts or measures the biological
effect of interest in humans or another species of interest. Relevance incorporates consideration
of the accuracy or concordance of a test method.*

Reliability: A measure of the degree to which a test method can be performed reproducibly
within and among laboratories over time. It is assessed by calculating intra- and interlaboratory
reproducibility and intralaboratory repeatability.*

Replacement alternative: A new or modified test method that replaces animals with non-
animal systems or one animal species with a phylogenetically lower one (e.g., a mammal with
an invertebrate).*

Reproducibility: The consistency of individual test results obtained in a single laboratory
(intralaboratory reproducibility) or in different laboratories (interlaboratory reproducibility)
using the same protocol and test substances (see intra- and interlaboratory reproducibility).*

rLLNA (reduced LLNA): Also called the cut-down LLNA, limit test LLNA, or LLNA limit
dose procedure. A variant of the traditional LLNA that employs a single high dose level of the
test substance rather than multiple dose levels to determine its skin sensitization potential.

Sensitivity: The proportion of all positive substances that are classified correctly as positive in
a test method. It is a measure of test method accuracy (see two-by-two table).*

Skin sensitizer: A substance that induces an allergic response following skin contact (U.N. 2005).

Specificity: The proportion of all negative substances that are classified correctly as negative in
a test method. It is a measure of test method accuracy (see two-by-two table).*

Stimulation index (SI): A value calculated for the local lymph node assay to assess the skin
sensitization potential of a test substance. The value is calculated as the ratio of radioactivity
incorporated into the auricular lymph nodes of a group of treated mice to the radioactivity
incorporated into the corresponding lymph nodes of a group of vehicle-control mice. For the
traditional LLNA and the rLLNA, an SI > 3 classifies a substance as a skin sensitizer.

Test: The experimental system used; used interchangeably with fest method and assay.*

The definitions in this glossary are restricted to their uses with respect to the rLLNA and the traditional LLNA.
* Definition used by ICCVAM (ICCVAM 2003).
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Test method: A process or procedure used to obtain information on the characteristics of a
substance or agent. Toxicological test methods generate information regarding the ability of a
substance or agent to produce a specified biological effect under specified conditions. Used
interchangeably with test and assay. See also validated test method and reference test.*

Transferability: The ability of a test method or procedure to be accurately and reliably
performed in different, competent laboratories.*

Two-by-two table: The two-by-two table can be used for calculating accuracy (concordance)
([c+d])/[atb+c+d]), negative predictivity (d/[c+d]), positive predictivity (a/[a+b]), prevalence
([at+c]/[atb+ctd]), sensitivity (a/[a+c]), specificity (d/[b+d]), false positive rate (b/[b+d]), and
false negative rate (c/[a+c]).*

New Test Outcome
Positive Negative Total
Positive a C atc
Refgrence Test Negative b d “b+d
utcome
Total at+b c+d atb+c+d

Validated test method: An accepted test method for which validation studies have been
completed to determine the relevance and reliability of this method for a specific proposed
use.*

Validation: The process by which the reliability and relevance of a procedure are established
for a specific purpose.*

Vehicle control: An untreated sample containing all components of a test system, including the
vehicle that is processed with the test substance-treated and other control samples to establish the
baseline response for the samples treated with the test substance dissolved in the same vehicle.

Weight-of-evidence (process): The strengths and weaknesses of a collection of information
are used as the basis for a conclusion that may not be evident from the individual data.

The definitions in this glossary are restricted to their use with respect to the rLLNA and the traditional LLNA.

* Definition used by the Interagency Coordinating Committee on the Validation of Alternative Methods
(ICCVAM 2003).
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