Caffeine anhydrous B.p. Grade, batch no 71015
20, Syringe 5 .., Lv catheter 20, Injection plug

21

TERUMO CORPORATION
= b .
8- chlorotheophylline Sigma Chemical CO, USA.
Zinc sulfate Mallinckrodt Chemical Works, USA
Methyl alcohol HPLC grade  Mallinckrodt Chemical Works, USA
Acetronitrile HPLC grade Lab-Scan CO., Ireland
Sodium acetate Fluka Chemic
Double distill water
2.2
2.2.1
Vortex-2-Genic Scientific Industries, USA
Autopipette
Pipetman P1000 1P200 . GilsonMeaical Electronis,France
Biohit Proline 10 . Biohit, Finland

Angle Centrifuge 4235A Biosystem
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pH meter SA 520 Orion, USA
degassor model 2200 Brandson Europa B.v, Netherland
Précisa Instruments, Switzerland
Water associates, USA
2.2.2
- Spectra System Isocratic pump (PC1000) Thermo separation product
- Spectra System Autosimplers (AS3000)  Thermo separation product
- Spectra System detector uv 1000 Thermo separation product
- Spectra System SN 4000 Thermo separation product
- Computer  soft ware program P1000  Thermo separation product
Printer HP Laserjet 6L Hewlett Packard
- Analytical column Jl bonapak C18 300 X 3.9
mm C18 0 Waters associates Massachusetts, USA
- Guard-column 2 . 5 ..
Bondapak C18 ~ Water associates, Massachusetts, USA

3.
- 0.35% caffeine solution
35 (DDW) 1000
volumetric flask

4, Pool serum

3 IO | 15
-20 °C
5. (Subjects)

L TOCE
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11
5
1.2
5
13 contrast media
14 portal vein thrombosis
15  tumor involvement 70 %
2
3
3
4, cimetidine

quinolone loral contraceptive Lrifampin, omeprazole

1
HPLC Isocratic reversed phase
L Standard solution
standard solution 800, 400, 100, 50
. serial dilution
40 25 .. volumetric flask
1600 . /.. stock solution
11 stock solution 5 .. ‘ 10 ..
volumetric flask 800 ...

12 pipette 11 5 .. ' 10 ..
volumetric flask 400 ...

13 pipette 12 5 .. 10 ..
volumetric flask 200 ...

14 pipette 13 5 .. ' 10 ..

volumetric flask 00 ../..
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5 pipette 14 5 .. ' 10 ..
volumetric flask 5 /..
2.
800, 400, 200, 100 50
[ 10 1. 84,2 1
05 /
3 Standard 8- chlorotheophylline  Internal standard
8- chlorotheophylline  0.01 MeOH 25 ..
400 ... stock solution
stock solution - chlorotheophylline 05 . . MeOH
50 .. volumetric flask 4 N
4,
1. 500
2. 10% ZnS04 100
3. vortex mixer 10
4. 8- chlorotheophyliine 750
5. vortex mixer 30
6. centrifuge 4000/ 5
1. HPLC 50
5. mobile phase
1 Sodium acetate  0.4102 g 500 . .
volumetric flask
2. pH PH meter pH 4.0 acetic acid
3. pH 475 .. acetonitrile 75 . .
4 sonicator 20
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HPLC
Mobile phase Acetonitrile : 0.01 M Sodium acetate pH 4.0 (15:85)
Column |l bonapack C18
flow rate 1.
detector uv wavelength 273 nm
injection volume 50
2. (Validation method)
1 (Lowest limit
of detection)
02505 . /..
10
Relative standard Deviation (%RSD)
2. (Accuracy)

(% analytical recovery )

% analytical recovery : X 100

% analytical recovery 80%

I 'lct0 0 m£lc;?)
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(%Physical recovery )

128 ...
peak area ratio
HPLC

%Physical recovery = Peak area ratio X 100

Peak area ratio

3. (Precision)

058 . /.. 5
5
00 Relative standard deviaion (%RSD) (Intraday precision)
! ' ! (Intraday
precision ) 3 (%RSD)
%R 15 %
4, (Specificity)
Retention time
Retention time
8- chlorotheophylline
5. Peak area ratio (linearity)
stock
05124, 8 ... ! (PAR)
Internal standard

linearity Coefficient of determination (

R2)
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2.2

2.3

TOCE 5
24.00
35 . 8.00
05,1535 10 24
1
TOCE
( )
N =(za+ZP2 |
= Variance of difference
d = Difference of treatment
za =70.052 = 19
Zp =701 = 128
TOCE
1 TOCE CT
( )
24.00 .
35 . 8.00

05,1535 10

24

31
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4 .. centrifuge 3500 / 15
-20 °c HPLC
6. 30
AST.ALT, serum total bilirubin, alkaline phosphatase, albumin,
prothrombin time ~ AFP 24.00 .

TOCE

. 8.30 . TOCE

8.

1 5 TOCE
5 TOCE
9. 5
4 TOCE
L

AST.ALT, serum total bilirubin (TB), alkaline phosphatase (AP), albumin,
prothrombin time (PT) ~ AFP

2. Child Pugh's score 10kuda " stage ( )
3. e
4, AUC 1Vd 1Kel T/, Cl
( )
1 AUC,
Vd, T1/2, Kel, Cl
2.
21 Trapezoidal method
(AUC) 0-24 (AUC0Z)  AUC

(24 ) infinity (AUC2400) 1°



(AUC2.00) = CiKel
C =

Kel = Slope In-linear regression

AUC 13 = AUCO1+ C/Kel

AUC Kl 12
AUCqoo TOCE
0.05  One-Way Analytical Of Variance (ANOVA) SPSS
Tukey
0.05
Cl = Dose XF/ AUC
Cl =
Dose =
F = bioavailability of drug = 1
vd, T2 Cl TOCE
0.05 One-Way Analytical Of Variance (ANOVA)
SPSS
Tukey 0.05
3

AST, ALT, Total bilirubin, albumin, AP, PT AFP

TOCE 0.05

T-Test SPSS

39

Paired
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