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APPENDIX

Analyte
Analyte is a specific chemical moiety being measured, which can be intact drug,
biomolecule or its derivative, metabolite, and/or degradation product in a biologic

matrix (serum, plasma, urine, feces, saliva, sputum, and various discrete tissues).

Area under the curve (AUC)

The AUC is a measure of the total amount of intact drug absorbed that reaches
the systemic circulation. It is calculated from the integral of total area under the
concentration-time curve, from time zero to infinity. The AUC symbol may be
qualified by a specific time (AUCy.g), time of last quantifiable concentration (AUC,.),
or infinity (AUCy.). AUC is calculated from observed data at specific time points.

The unit of AUCy. is a unit of drug concentration multiplied by time (e.g., ng.h/mL).

Bioavailability

The bioavailability of drug is the fraction (F) of the rate and extent of the
administered dose that reaches systemic circulation. Bioavailability is defined as
unity (or 100%) in the case of intravenous administration. After administration by the
other routes, bioavailability is generally reduced by incomplete absorption, first pass
metabolism, and any distribution into other tissues that occurs before the drug enters
the systemic circulation. To account for differing rates of absorption into the blood,
tile concentration appearing in the plasma must be integrated over time to obtain an

integrated total area under the plasma concentration curve.

Calibration standard

Calibration standard is a biological matrix to which a known amount of analyte
has been added or spiked. It is used to construct calibration curves from which the
concentrations of analytes in quality control and in unknown study samples are

determined.
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Elimination half-life (t;)
ti2 is the time taken for the amount or concentration of a drug in the body to fall

by half. The unit for t;/, is the unit of time (e.g., h, min).

Internal standard (IS)
IS is a test compound (e.g., structurally similar analog, stable labeled compound)
added to both calibration standards and samples at known and constant concentration

to facilitate quantification of the target analyte.

Limit of detection (LOD)
LOD is the lowest concentration of an analyte that the bioanalytical procedure
can reliably differentiate from background noise. It is typically defined as a signal-to-

noise ratio of at least 3 : 1.

Limit of quantification (LOQ)
LOQ is the lowest concentration of an analyte in a sample that can be
quantitatively determined with suitable precision and accuracy. Oftentimes, a signal-

to-noise ratio of 10 : 1 is used to determine the LOQ.

Maximum plasma concentration (Cpay)
Cmax represents the maximal or the peak plasma drug concentration after drug

administration. The unit for Cpax is a concentration unit (e.g., pg/mL, ng/mL)

Pharmacokinetics

Pharmacokinetics is the one of the two basic areas of the pharmacology, in
addition to pharmacodynamics. It deals with the quantification of the process of drug
absorption, distribution, biotransformation, and excretion. These factors, coupled
with prescribed drug dose, determine the time course of drug concentration in vivo.
Pharmacokinetic studies of drug are clinically useful to predict the intensity of drug
effects if the relationship exists between the drug concentrations and pharmacologic

or toxic effects of drugs.
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Sample
A generic term encompassing controls, blanks, unknowns, and processed
samples, as described below:
e Blank: A sample of a biological matrix to which no analytes have been
added that is used to assess the specificity of the bioanalytical method.
e Quality control sample (QC): A spiked sample used to monitor the
performance of a bioanalytical method and to assess the integrity and
validity of the results of the unknown samples analyzed in an
individual batch.

e Unknown: A biological sample that is the subject of the analysis.

Standard curve
The relationship between the experiment response value and analytical

concentration (also called a calibration curve).

Time to reach the maximum plasma concentration (T ma,()'

Tmax corresponds to the time required to reach the maximum plasma
concentration after drug administration. It is a measure of the rate of drug absorption,
which exceeds its early disposition. Until a time Tpax is reached that the rate of
elimination matches the rate of absorption. The unit of T, is a@ unit of time, e.g., h

or min.
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