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14 one-compartment model Liluasil T 1.13£0.18 day; C__, 16.17 £ 1.43

max’

ng/ml; k,, 1.72 + 0.66 day ; to . 0.-27 £ 0.09 day; k,, 0.20+ 0.05 day’; t

ab?’ 1/2 el

2.53 £ 0.79 days; V/F, 8.18 £ 1.82 L/kg; Cl/F, 5.68 + 0.66 L/day; and AUCy_,,
94.23 + 10.79 ng.day/ml. ATWINRREINNUNETAaUANERT (meantS.E.) D&
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max’

max’

C,..1753+168ng/mlk,, 1.16 +0.13day";t,,,, 0.55+0.06 day; A, 0.24
£0.04 day i t,, 3, , 2.30 + 0.60 days; V,/F, 7.23 + 1.64 Likg; CI/F, 5.68 + 0.60
L/day; AUCp_, 94.84 = 12.75 ng.day/ml; AUMCy_,, 466.95 + 124.66
ng.dayz/ml; and MRTy_,4, 4.58+ 0.90 days.
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ABSTRACT

Brugia malayi is a cause of lymphatic filariasis, which is a major health
problem in Southern Thailand. B. malayi is found in domestic cats, which can
serve as a natural reservoir. Eradication of parasites in the infected cats with
an effective drug such as ivermectin would be worth controlling the disease.
However, there is no pharmacokinetic data as well as antimicrofilarial efficacy
of ivermectin in cats. This study was aimed to investigate pharmacokinetics of
ivermectin in healthy domestic cats, and to gain preliminary data of
pharmacokinetics and pharmacodynamics of this drug in a B. malayi-natural
infected cat.

To perform pharmacokinetic study, eight male and female healthy cats
were given a single dose of 200 ug/kg of ivermectin by subcutaneous
injection. Blood samples were taken periodically up to 25 days post dose.
Serum concentrations of ivermectin were determined using High Performance
Liquid Chromatographic technique. One Brugia malayi-infected cat was
received the same dose of ivermectin. The blood samples were taken and
drug concentrations were determined the same as in the healthy animals. The
blood microfilarial density after ivermectin administration was also determined
periodically up to 25 days. Pharmacokinetics in the healthy and the infected
cats were analyzed based on one-compartment and non-compartment models

with aid of WinNonlin ™ version 4.1.
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Pharmacokinetic parameters of ivermectin analyzed by using one-
compartment and non-compartment models were not significantly different,
excepting mean of C__ and k,, value which were significantly different (16.17
+1.43 v.s. 17.53 + 1.68 ng/ml and 1.72 + 0.66 v.s. 1.16 + 0.13 day '; p<0.05).
Pharmacokinetic parameters (meantS.E.) derived from 1-compartment

analysis were as follows: T_ ., 1.13 £ 0.18 day; C__., 16.17 £ 1.43 ng/ml; k_,,

max’

1.72 +0.66 day ; t 0.27 % 0.09 day; k_, 0.20+ 0.05 day ; toer 253 £0.79

1/2 ab? e’

days; V/F, 8.18 + 1.82 L/kg; CI/F, 5.68 £ 0.66 L/day; and AUC(_,, 94.23 *
10.79 ng.day/ml. The parameters (meantS.E.) resulted from non-
1.09 £ 0.23 day; C

compartmental analysis were as follows: T 17.53 £

max’ max’

1.68 ng/ml; k,, 1.16 + 0.13 day ; t,,, ., 0.55 + 0.06 day; A, 0.24 + 0.04 day ;
t,, & 2.30 = 0.60 days; V/F, 7.23 + 1.64 L/kg; CI/F, 5.68 = 0.60 L/day;
AUC )00, 94.84 + 12.75 ng.day/ml; AUMCy_,e, 466.95 + 124.66 ng.day’/ml;
and MRTp_,s, 4.58+ 0.90 days.

Pharmacokinetic parameters of ivermectin in the B. malayi-infected cat
were within the ranges of those found in the normal ones. Number of blood
microfilariae after ivermectin administration was rapidly decreased (65% of
microfilariae) at day 4. The effect lasted up to 25 days.

In conclusion, pharmacokinetics of ivermectin in healthy cats receiving
a single dose of 200 pg/kg of ivermectin by subcutaneous injection reveals
rapid absorption and slow elimination. At the same dose, ivermectin produced

rapid but incomplete elimination of blood microfilariae.



