Coptis chinensis Wallich (Rannucul caceae)
Scutellaria baicalensis George (L abiatae)
Phellodendron amurense Rupr (Rutaceae)
Gardenia jasminoides Hlis (Rubiaceae)

(Berberine Chloride) Sigma Chemical Co.
(Baicain Hydrate) Aldrich Chemica Co.
(Geniposide)

(m-hydroxy benzoic acid)

(Heparin Sodium) Novo Industrial Co.5000 I.U./ml

(Phosphoric acid) Merck Co.

(Methanal) Merck Co.

(Acetonitrile) Merck Co.
(Sodium hydroxide) R.D.H. Co.
(Ethanol)



HPLC

(Pump) Jasco Model PU-980
(Detector) Jasco Model UV-970 Intdligent UV/VIS
(Integrator) Scientific Information Service
Corporation Integrator
(Auto Sampler)
Jasco Model AS-950
(Printer) Hewdtt Packard Deskjet 695C

(Column) Inertsl 5 ODS-2(4.6 150mm) VERCOPAK

(Pre-column)

VERCOPAK 5 ODS-2(4.6" 150mm)

Sartorius Type 1801
Eyela, Aspirator A-2S, Tokyo, Rikak Co.

(Micropipette)

(pH meter)

Socorex Transferpette -10 m
20-200 m
100 - 1000 m
Maxi Mix Il Thermolyne Type 37600 Mixer
Hettich Zentrifugen D-7200 Tuttlingen,
Germany(5000 rpm)
Suntex Microprocessor pH meter Model-2200

RiOs, TK-5ZR0OS6016Y, Millipore Co.
and Milli-Q, FM-120D/ZMQS600, Millipore
Co.
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BRANSON 5510, BRANSON ULTRASONIC
Co.,USA

Organomation Associates INC. Model

No.112.

Millipore Type HV, 0.45nm, Millipore Co.

( 1.5 mm)
022mm  PRO-X"™(Lida)

Terumo Co.Tokyo, Japan
1ml Syringe25; ~ 5/8 (0.5° 16 mm)
25ml Syringe24; " 1 (0.55 25 mm)
10 ml Syringe22; " 1%2 (0.70" 38 mm)
Terumo Co.Tokyo, Japan
IV Catheter 22 " 1
Injection Plug, 0.2 ml

3M

(1) (Berberine, Baicalin and

Geniposide stock standard solution)

10.0 mg
20 mi 50.0 p g/ml

(2 (interna standard solution)
(m-hydroxy benzoic acid)10 mg 100 ml
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(Acetonitrile)
100 nmy/ml 1.0ml
100 ml 1 my/ml

(3) (Heparin sodium solution)

(5000 1U/MN2.5 ml 500 ml
25 1.U./ml

(4) (Berberine, Baicalin and

Geniposide solution for intravenaous injection)

1-2 1IN NaOH pH 7.58.1
0.22 Mm
(5) (Huang-Lian-Jee-Dwu-Tang ora solution)
3 2 21
150g 100g 100g 50g 1000 mi
90 100
1000 ml 2400 mi
240 ml -30 HPLC

29.81mg/ml  22.556mg/ml  11.191mg/ml

(6) (Huang-Lian-Jiee-Dwu-Tang solution for
Intravenaous injection )
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100 ml pH 7.58.1 0.45mMm pH
60ml 0.22mMm
HPLC
9.54mg/ml 7.22mg/ml 3.58mg/ml

150g 100g 100g 59 3 2 2 1

1000 ml
2
V
| 240ml
\/
ﬂ vV
<: A 1i§m| B 100ml
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1. HPLC

AHPLC

(Column) Inertsl 5 ODS-2(4.6 150mm) VERCOPAK
(Pre-column) ODS-2 VERCOPAK(4.6" 35mm)

0-18 min UV 240 nm

18-42 min UV 277 nm
1.0 ml/min

20 m

42 min,

A

B 0.02% Phosphoric acid pH=2.6

Time (min) A B
0 84 16
19 84 16
20 78 22
30 78 22
31 70 30

42 70 30
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201 (Berberine) (Baicalin)

(Geniposide) 180m 0.05
50.0my/ml Img/ml (m-hydroxy
benzoic acid) 6001 20

5000 rpm 20
200m
HPLC
0.10 mi 10 ml
(Methanol)
100 0.45mMm
200.0 m 1 nmg/ml
(m-hydroxy benzoic acid) 600
m 20 5000 rpm 20
200 m HPLC
0.10 ml 10 ml
100
0.45 mm
200.0 1 my/ml
(m-hydroxy benzoic acid) 600 m

20 5000 rpm 20
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200

HPLC
2. HPLC
A.HPLC
HPLC
B.
2000 m 1 mg/ml
(m-hydroxy benzoic acid) 600
20 5000 rpm 20
HPLC
C.
180 m 200 m
(Berberine) (Baicalin) (Geniposide)
0.05 50.0nmg/ml (Table5)
mg/ml (m-hydroxy benzoic acid)
600 20 20
200

200

HPLC



Table4

(my/ml) (m) (mg/ml)
( 20m)
500.0 180 50.0
250.0 180 25.0
100.0 180 10.0
50.0 180 5.00
10.0 180 1.00
5.00 180 0.50
1.00 180 0.10
0.50 180 0.05
D.
(Methanol)
plasma standard peak area ratio
Recovery (%)= x 100 %
methanol standard peak area ratio
E.
(Berberine) (Baicalin) (Geniposide)
(Intraday) (Interday)



0.50, 10.0,

100 mg/m 500 m 4500 m
0.05, 1.00, 10.0
m/ml n=2 (Mean)
(SD) (CV)
F.

(Limit of detection, LOD)
HPLC
Signal Noise 31 (Limit of quantitation, LOQ

LOD=S/N 3/1
LOQ=LODx3.3
S Sgnd
N Noise

0 -30

10.0, 50.0, 100 ng/ml
500 i 4500 m
1.00, 5.00, 10.0 mi/m -30
0,1,3,6,10, 15,21 (n=3)
HPLC
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(2)

10.0, 50.0, 100 ng/ml

37

500 m 4500 n
1.00, 5.00, 10.0 ni/ml 37+2
0,1, 3,6,12, 24, 36, 48
(n=3) HPLC
2.2
(P.O)
Table 6
Table5
Rabbit No. 1 2 3 4 5 6
24 2.2 2.2 2.6 2.3 2.5
Weight (kg) 2.3 2.6 2.3 2.4 2.6 2.8
2.5 2.4 2.5 2.2 2.2 2.3
Table 6
10 mg/kg 9.54 mg/kg 149.05 mg/kg
15 mg/kg 7.22 mg/kg 112.78 mg/kg
2.5 mg/kg 3.58 mg/kg 55.95 mg/kg
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1)

(Injection

plug)
25 1.U./ml 0.2 ml
1.5ml
25,5, 10, 15, 20, 30, 45, 60, 90, 120, 150, 180, 210, 240, 300

360 |.5ml 5000
rpm 20 -30
2
3).
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10, 20, 30, 45, 60, 90, 120, 150, 180, 210, 240, 270, 300, 360, 420, 480



HPLC

(Berberine) (Baicalin)
(Geniposide) JANA, WINNONLIN
LAGRAN-P SPSS Independent-Samples T-test One-Way
ANOVA
(1) (Two Compartment Model)
JANA PROGRAM
Weighting  Two Exponential Curve stripping A B a
b WINNONLIN PROGRAM (Curve Fitting)

(2

LAGRAN-P PROGRAM
t-test
WINNONLIN  LAGRAN-P
(AUC, CL, Ty, VD) One-Way ANOVA



