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ABSTRACT

Acetaminophen (paracetamol) is widely used as an analgesic-
antipyretic drug and usually prescribed in combination with many drugs
including erythromycin or/and cimetidine. Erythromycin and cimetidine
have been known to be able to inhibit the cytochrome P-450 (CYP) mixed
function oxidases, CYP3A4 and CYP3, respectively (Gonzalez, 1989;
Gonzalez and Idle, 1994). These enzymes are involved in the minor
metabolic pathway of acetaminophen in therapeutic dosage (Thummel, et al.,
1993).  The objective of this study is to examine the effect of
coadministration of erythromycin and cimetidine on the pharmacokinetics of
acetaminophen. The pharmacokinetics of acetaminophen were determined
in 7 healthy volunteers after receiving acetaminophen 1000 mg as an oral
single-dose in 3 occasions : (a) acetaminophen alone, (b) after pretreatment
with erythromycin 250 mg given orally 4 times daily for 7 days, and (c)
after pretreatment with erythromycin at the same dose and duration and

cimetidine 400 mg given orally twice daily for 7 days. The pharmacokinetic
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parameters were determined from plasma acetaminophen concentrations
during 8 hours using High Performance Liquid Chromatography (HPLC).
Statistical analysis using analysis of variance (ANOVA) indicated that there
were no significant difference (P > 0.05) in all pharmacokinetic parameters
among the 3 studies. Therefore, the results suggest that clinical combination
of erythromycin, cimetidine and acetaminophen in therapeutic dosages are

not likely to produce pharmacokinetic interactions.
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