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Drug Development and Guideline for Safety Pharmacology Studies

Ki Hwan Choi, In-Sook Park, Hwa-Kyung Lim, Woo-Yong Oh, So-Young Wang,
So Hee Kim, Joo-Il Kim and Dong-Sup Kim*
Department of Pharmacology, National Institute of Toxicological Research,
Korea Food and Drug Administration, Seoul 122-704, Korea

Abstract — The present paper reviews the notion and comparison of the Korea Food and Drug Administration(KFDA) gen-
eral pharmacology and the International Conference on Harmonisation (ICH) safety pharmacology. General pharmacology
or safety pharmacology is termed the study to determine the potential of a compound to induce adverse pharmacological
effects. KFDA general pharmacology studies have been considered an important component in drug safety assessment and
these were originally referred to those designed to examine effects other than the primary therapeutics effect of a drug can-
didate. The KFDA notified the Guideline for General Pharmacology in 1997. Safety pharmacology studies were focused on
identifying adverse effects on physiological functions. In the ICH came into place S7A Safety Pharmacology Studies for
Human Pharmaceuticals in 2001. A new chemical entity should be assessed for its side effects, initially in those phys-
iological systems which are generally agreed to be the key systems that are essential for life; these “core system” include
the central nervous system, cardiovascular system and respiratory system in safety pharmacology studies. These studies
should be performed in compliance with Good Laboratory Practice (GLP).
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Fig. 1 — The ICH process for safety pharmacology.
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Administration of a test article can interrupt normal pathways and lead to
toxicity of major organ systems. Alternatively, a test article may stimulate
or inhibit normal pathways leading to a heneficial effect (general
pharmacology) or an adverse effect (safety pharmacology). General
pharmacology means primary and secondary pharmacodynamic. Excessive
stimulation or inhibition of normal pathways will often result in a toxic
response. Toxicity testing is usually performed at higher dose levels than
pharmacology testing including safety pharmacology testing.

Fig. 2 -Flow chart illustrating relationship of toxicology, phar-
macology and safety pharmacology in drug development.
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Table I - Procedures required by the japanese guidelines
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Table II — Comparison of the korean guideline for general pharmacology studies and the ICH guideline for safety pharmacology studies
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Table II — Continued
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