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The pharmacokinetics of ivermectin (IVM) following subcutaneous and oral administrations,
were determined in dogs along with its adversed effect. Dogs were devided in to two groups. The
first group was fed with 600 }ig/Kg of IMM once a day for 14 days ( =1) and for one day ( =7). The
second group was injected with 800 |ig/Kg of IMM subcutaneously once a week for 4 weeks(n=2), 2
weeks ( =7) and one week ( =4). Drug level in serum was analyzed by HPLC technique. The
adversed effect of IVMM was observed by the change of body weight, CBC, SGOT and SGPT. After
single oral dose, pharmacokinetics of IVM were characterized by two-compartmental model with Cnax
392+33.6 ng/ml, Tna>2.8+0.2 hr, K 1.0+2.7 hr', Vd 1.3+0.14 L/Kg, T,234.36+3.95 hr and CL
0.05+0.07 L/Kg/hr. When oral dose was given once daily for 14 days, serum level reached steady
state after the sixth dose and accumulation ratio was 1.8 times compared to the first dose. After single
subcutaneous injection, pharmacokinetics of IVM were characterized by one-compartmental model
with C NP 296.2+76.7 ng/ml, TNAS5.5+14.1 hr.,, k 0.04+0.007hr', Vd 2.34+0.37 L/kg, CL 0.019+
0.008 L/kg/h and T.2 134.02+43.06 hr. When subcutaneous dose was given once a week for 4 weeks,
serum level reached steady state after the third dose and accumulation ratio was1-3 times compared
to the first dose. The pharmacokinetics of IVM injected once aweek for 2 weeks were not difference
from one week. The Tna value was significantly longer after single subcutaneous than oral
administration (p=0.004) due to slower absorption of drug from the injection site than from
gastrointestinal site. The CXavand CXna<value from multiple subcutaneous were less than those from
multiple oral administration because of the longer dosing interval of subcutaneous administration
(p<0.001). Acute signs of CNS toxicity in dogs following oral administration of IVM were depression,
ataxia and emesis. This symptom were not observed after subcutaneous administration. Peak
concentraion by oral administration so rapidly that the dogs could not accommodate. However, VM

don't have significant effects on CBC,SGOT and SGPT (p > 0.05).
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% Percent

T Dosing interval

a Distribution rate constant

= Terminal elimination rate constant

°c Degree Celsius

Py Microgram

pL Microliter

AR. Analytical reagent

AUC Area under the curve

AUC QD Area under the curve from 0 to 00

AUC a2 Area under the curve from O to 24 hr.

ce°,, Average drug concentration at steady state

coomgt Maximum drug concentration at steady state
c°°nin Minimum drug concentration at steady state
CL Clearance

Peak concentration

Amoax

Cp Plasma drug concentration

cs Drug concentration at steady state

D Dose

F Bioavailability

GABA Gamma amino butyric acid

hr. Hour

HPLC High performance liquid chromatography
IVM Ivermectin

Ka Absorption rate constant

Overall first order elimination rate constant

Kg Kilogram
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RSD
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vd

Liter

Minute

Mean resident time
Molecularweight
Nanogram

Correlation coefficient
Accumulation ratio
Regression coefficient
Relative standard deviation
Standard deviation
Standard error of mean
Elimination half life
Time to peak

Unit

Apparent volume of distribution
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