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Acute, subacute and chronic toxicities of amlodipine, a calcium channel blocker, were
evaluated in Sprague-Dawley rats. The acute oral LDs, values of amlodipine were 393 mg/kg
in males and 686 mg/kg in females. In the subacute oral toxicity study, in which amlodipine
was administered at 30, 10 and 3 mg/kg for 3 months, all rats tolerated the drug well. No drug-
rélated deaths occurred at any dose level. At the top dose of 30 mg/kg, salivation and growth
inhibition were observed. Increases in urinary volume accompanied by increased excretion of
electrolytes and decreases in serum electrolytes were noted. Slightly increased BUN and
relatively increased heart weight were observed. The main histopathological finding was mild
thickening of the zona glomerulosa of the adrenals. There were alterations in urinary excretion
of electrolytes at 10 mg/kg. The no-effect dose level of amlodipine is considered to be 3 mg/kg/
day. The rats were examined after one-month withdrawal of the drug following the three
-month dosing. In the chronic toxicity study, the rats were treated orally with amlodipine (25,
10, 2 mg/kg) for one year. Some deaths occurred at the top dose level. Mild growth inhibition
was observed in males receiving 25 or 10 mg/kg and in females receiving 25mg/kg. Other
results were comparable to those in the subacute toxicity study. The no-effect dose level in the
chronic toxicity study with amlodipine is considered to be 2 mg/kg/day.
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