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Abstract

The effect of alpha-tocopherol acetate (VE) on the toxicity and tissue distribution of adri-
amycin (ADM) in mice was studied. After the administration of ADM in 2 doses of 15 mg/kg,
mice pretreated with olive oil survived 7.1 +/- 1.0 days, while mice pretreated with VE in ten doses
of 500 mg/kg/day (subcutaneously) survived 5.5 +/- 1.7 days (p less than 0.01). The total concen-
tration of ADM and its major metabolite, aglycone I in the liver (1, 3, 5 h), kidneys (1, 3 h), and
heart (3 h), as determined by high performance liquid chromatography was significantly higher
in the VE-pretreated group (four doses of 500 mg/kg/day) than in the olive oil-pretreated group.
The aglycone levels of the VE-pretreated group were significantly higher than those of the olive
oil-pretreated group in the liver, kidney and heart, but there was no significant difference between
the groups in the levels of the unmetabolized form. Considering these results, the administration
of VE concomitant with anti-tumor drugs, including ADM, requires great caution.
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