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Data analysis : The pharmacokinetic parameters
listed in Table I were calculated following one
compartment open model using standard formulae (14,
15) assuming complete absorption of tolbutamide. The
hypoglycaemic activity (percent blood glucose
reduction) of tolbutamide at different time intervals
was calculated with respect to the initial blood glucose.

Student’s paired t-test was applied to find the
significant difference in the mean values.
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treatment with pargyline are shown in Table I.
Pargyline treatment significantly (P < 0-01) decreased
Kel and CL while AUC,, 4 and t were increased
significantly (P < 0-01). Vd and Co (blood
concentration at time zero) are not altered
significantly.

Pargyline treatment did neither alter fasting
glucose level nor the hypoglycaemic activity of
tolbutamide upto 4 hrs. But after 4 hrs, the

TABLE I: Pharmacokinetic parameters of tolbutamide and antipyrine before and after single dose treatment with pargyline in rabbits (n=5).

Tolbutamide Antipyrine

Parameter

Before treatment After treatment Before treatment Aftertreatment
Co (pg/ml) 143-614.7 131:342-9% 59-412-5 61-112-8
Ka(h) 0-65+0-07 0-6240-08
Kel (h) 0-0910-004 0-0510-004*** 0-49+0-045 0-28+0-01**
l% (h) 7-5610-37 13-21:4£0-89%** 1-440-1 2-510-05%**
AUC, —»@ 1376147 2329+159** 12419 203 ]34
Tmax (h) 3.60+0-26 4.4710.35* — —
Cmax (pg/mL) 102-8+2-1 103.5422 — =
Vd (mL) 458+19 490127 16071114 1534458
CL (mlL./h) 4242 26£3%** 780+32 4324]5%**
GAUC\:_.mz pg, h/ml; *P <005, **P <0-01; ***P < (-001

RESULTS AND DISCUSSION

The mecan pharmacokinetic parameters of
tolbutamide in rabbits before and after single dose
treatment with pargyline are shown in Table I. Area
under the curve from 0 togo hours (AUC @),
elimination half-life (11 ) and the time to reach peak
blood concentration of drug (Tmax) were increased
significantly, whereas elimination rate constant (Kel)
and clearance (CL) were decreased significantly after
single dose pargyline trecatment. Other parameters like
absorption rate constant (Ka), maximum blood
concentration of drug (Cmax) and volume of
distribution (Vd) were altered marginally.

The mean pharmacokinetic parameters of
antipyrinc in rabbits beforc and after single dose

hypoglycaemic activity of tolbutamide was significantly
higher (Fig. 1).

Pargyline had no influence on oral absorption
and distribution of tolbutamide in rabbits. However,
the drug delayed the elimination of tolbutamide. Since
tolbutamide is metabolized almost completely (about
98%) as hydroxytolbutamide in liver microsomes and
part of it is subsequently converted to carboxy-
tolbutamide by cytosol enzymes, the delay in the
elimination might be due to the inhibition of its hepatic
metabolism. The prolonged 13 of iv administered anti-
pyrine (a model drug for assessing the hepatic drug
metabolizing enzyme activity in vivo) in rabbits in the
presence of pargyline also confirmed the same.






