1.
1%w/v ivermectin (lvomec®" MSD-Ag Vet,The Netherlands
2.
acetonitrile (AR. grade) Lab-scan..Thailand
diethylether (AR. grade) Lab-scan..Thailand
dichoromethane (AR. grade) Lab-scan..Thailand
methanol (HPLC grade) Lab-scan..Thailand
water (HPLC grade) Lab-scan..Thailand’
pure nitrogen gas
3. ?

high performance liquid chromatography system
HPLC model CLASS -LC 10AD Shimadzu..Japan
Hypersil ODS column Water., USA
(Reversed phase column C18, 5 pm particle,
15 c¢cm length, 4.6 mm internal diameter)

Model LC-10AD pump Shimadzu.Japan



UV-VIS Detector model (SPD -10A)
auto injector (SIL -10A)

computer intergrator, RF 10A
version 1.1 software LC- program

column oven (CTO -10A)

guard column Nova-Pak°C18 (lot. No. T 70412)

centrifuge

vortex mixer
nitrogen evaporation system

ultrasonicater, degassor

micropipette (10-100 |TL, 100-1000 (IL, 1-10 mL)

pipette tip

pasteur pipette

parafilm

beaker (500 mL, 1000 mL)
cylinder (10 mL, 100 mL, 1000 mL)

volumetric flask (5 mL, 10 mL)
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Shimadzu.,Japan
Shimadzu..Japan

Shimadzu..Japan

Shimadzu..Japan

Water., USA

International Equipment
Company.,USA

Scientific Industries, Inc.NY., USA
Organomation Associates.,USA

Great., USA



1-2 21 10-20

(complete blood count)

SGPT (aspartate transaminase)

2.1

600 ;! 1
1,2, 3 4 5 8 12
14
2.1.2 7
1

1 1

SGOT (alanine transaminase)

2
(pilot study)

600

05,1 15,2,25,3,35, 4,5, 8, 12, 24, 48, 72, 96, 120,144, 168

17
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1, 4,6

2.2 3
2.2.1 2 (pilot study)
800 1
4 0, 7,14 21)
1,4, 6,8, 12, 24, 28, 30, 32, 36, 48, 72, 96, 120, 144
2.2.2, 7 800
1 ,
2 0, 7)
8, 12, 24, 28, 30, 32, 36, 48, 72, 96, 120, 144 ?
2.2.3. 4 800
1 1

1,4,6,8 12, 24, 28, 30, 32, 36, 48, 72, 96, 120, 144, 168, 192, 216, 240,

264, 288, 312, 336

3
31
2.1 2.2 10
-18° C
3.2.

total erythrocyte count, tota

(cephalic vein)

30009 10

differential leukocyte count) ISGPT

CBC (Hct,
SGOT
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EDTA
4.
1
5. A HPLC
HPLC
5.1. (ivermectin extraction from serum)
L acetonitrile 4 2
vortex mixer 1
centrifuge 3000 15 2
2. | diethylether dichloromethane
( 85:15) 7 vortex mixer 1
2 7 15
34-45
3. methanol 400 vortex mixer
1 ultrasonic bath
4, HPLC 20

HPLC condition

column : Hypersil ODS Column, Reversed phase column C18,5 pm particle,
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15 ¢cm length, 4.6 mm internal diameter

mobile phase : methanol :water (85:15)
flow rate : 1 ml/min.
UV detector : 245 nm,

injection volume :20 |iL

5.2

standard calibration curve
stock solution 1% w/v ivermectin 100 ? methanol 10

working solution stock solution methanol

1000,800, 400, 200, 100, 50, 20

working solution 20
2 1,000, 800, 400, 200, 100, 50,20
HPLC
(linearity) ?Y=a + bx Y
X
5.3. (validation method)
? linearity, accuracy,
precision (intra-interday assay), sensitivity stability
v (blank)
53.1 (calibration curve)

0, 50, 100, 200, 400 800

(calibration curve)

(R2) 5.2



| ? an

«  <nituumst)&Joa
532 (accuracy)
(% recovery)
100 1 200 400
3 !
533 (precision)
(precision intra-day)
0, 50, 100, 200, 400, 600 800
3 ,
(relative standard deviation)
(precision inter-day)
0, 50, 100, 200, 400 800
1 3
(relative standard deviation)
5.3.2 (stability)
-18° C
100 ,400 800
3 1,35 7
()
6.
6.1 model independent
(area under the concentration-time
curve from time 0 to infinity, Auc Q00 trapezoidal rule

(time to peak ,Tna)

(peak concentration ,Cna)
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6.2 model dependent

6.2.1 one-compartmental model

(elimination rate constant, Kel

Ky SL0( E Q760 wooveooroeeeeeeeeeereseesenons Q)

(elimination half life, T 12)
TR=0.693/ KEL...oooooveieeeiiiie e %)

(apparent volume of distribution, Vd)

VA = CL Ko, ©))
(clearance ICL)
CL = FD/AUC COOvvrerererreeeeeereeesereenen. (4)
Dose =
(absorption rate constant, Ka residual
method
(area under the concentration - time
curve from time 0 to infinity, AUC QQ0)) residual method
6.2.2 two-compartmental model

(apparent volume of distribution, Vd)

Vd = FD/(A+B) e ®)
F = bioavailability
A = Y residual line
B = Y terminal slope

(elimination half life, T y2)

Ti2= 0.693/(3 woveveeveeeeeeereseveeeeee e, 6)
(dearance, Q)

CL = F.DIAUC QQ0........ocoorrrrrerrenrrrrsisserens @)
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(absorption rate constant, Ka) residual
method
(area under the concentration-time
curve from time 0 to infinity, AUC QQ0) residual method
.
RBC count, Hct, Hb, total
differential leukocyte count, SGOT SGPT mean + SEM

Student’s t test

ANOVA

(p=0.05) Microsoft Excel
version 7 SPSS PC version 7.5.2
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