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cilostazol and its metabolite after single and multiple oral dose
administration in dogs. Cilostazol is a phosphodiesterase-3 inhibitor and
an antiplatelet drug used in the treatment of intermittent claudication. In

dogs, it was reported that cilostazol metabolism was mediated by
cytochrome P450 (CYP) 3A. The objectives of this study were to establish
the pharmacokinetic (PK) profiles of cilostazol and its major metabolite

(M2) after single and multiple oral administrations of cilostazol (1mg/kg) to
dogs and to investigate the CYP3A-mediated metabolism. The oral PK

profiles of cilostazol and M2 were determined in blood and urine samples
from six male dogs given oral cilostazol (1mg/kg) once or three times a
day for up to 8 days. Cilostazol and M2 concentrations were quantified
using HPLC coupled with MS. After a single dose of cilostazol, cilostazol

showed rapid absorption and elimination; however, M2 showed slow
absorption and elimination. The maximum concentrations and areas under

the plasma concentration-time curves (AUC) of cilostazol in the steady
state were approximately twofold lower than those after a single dose.

The terminal half-life of cilostazol was relatively long (2.1-2.6 h) and
cilostazol and M2 were eliminated completely from the body within 24 h

after the last dose. Following multiple dosing, the maximum concentration
and AUC of cilostazol were similar or lower than those after single dose
administration. The CYP3A activity from the last dose was decreased by
approximately 20% when compared to the CYP3A activity from the first
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dose. Therefore, cilostazol is a poor CYP3A substrate in dogs. Our results
indicated that cilostazol and its major metabolite were well absorbed and
eliminated in dogs and the metabolic characteristics of cilostazol were not

affected by multiple dosing, which is in accordance with human data.Q:
What is the recommended use of Secure notes in a production

environment? In a production environment are there any issues with
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