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Pharmacokinetic study of diphenidol in rabbits
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Diphenidol is a synthetic antivertigo and antiemetic agent. It apparently exerts a
specific effect in the therapy of vertigo, nausea and vomiting. Although diphenidol is
used broadcast in clinical application for more than thirty years, the relative reports
are not available, for example: stability, analytical methods and pharmacokinetic data
in past literature are still lacking.

An accuracy, simple and specific HPLC method was developed first to detect the
concentration of diphenidol in biological sample. A normal phase column with UV
detection at 220nm was used in chromatographic separation. The calibration curve
shows good linearity within the concentration range of 10 to 2000 ng/ml. The
coefficients of variation (C.V.) of the intraday and interday variation are all within 8
%.

The pharmacokinetics of diphenidol was studied by intravenous administration of
three different doses (1, 3, 6mg/kg) in six rabbits, respectively. The plasma
concentration-time profiles of diphenidol could be described by a bi-exponential
equation with each dose. There are no significant difference in pharmacokinetic
parameters of diphenidol under the dose of 1mg/kg and 3mg/kg.The distribution
half-life and elimination half-life are 5.87* 3.05 min and 69.74* 11.63 min. The
volume of distribution is 11

In addition, 6mg/kg of diphenidol was intraperitoneal (I.P.) administered to rabbits for
the bioavailability study. The plasma concentration-time profiles could be also fitted
by two-compartment model. The area under the curve (AUC) was
9693+1533(ng*min/ml).Comparing with that of intravenous administration in the
dose of 1 mg/kg, the absolute bioavailability of diphenidol was 0.25 through the I.P.
administration.

After oral administration of diphenidol, there was no diphenidol appear in the plasma
under the dose of 150mg/kg. A giant peak just about 0.7min ahead the retention time
of diphenidol in HPLC analysis. This unknown peak was also detectable in the plasma
sample of 75mg/kg P.O. dosing rabbit after b-glucuronidase hydrolysis. According to
our results, it is suggested that most of diphenidol convert rapidly into a major
unknown metabolite and that quickly glucuronidate as the major compound exist in



plasma



