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4-6

2.59

12

restless legs syndrome
58.3 39.6

1.5¢ 39 1.59 29
1800mg 4.7

13

restless legs syndrome

14

70%

o 150mg/kg

1 20,10g/kg

16

66% 55% 73% 88%



2%

17

05gkg 1.0gkg
05gkg 1.0gkg 2.0 gkg

18 20g/kg 3d iv
KCN 5-10%
19 59
20 50 50
21
84% 65%
2 MH
21-105mg/g no
23
70mg/kg

24

0.58g/kg 2.32g/kg



10.

g/ml

18

25kglL  1.25kg/L

11.

H0O,

12.

Aspirin
30

27

NO,

28

29

25-26 D-

3.34g/ml 1.67 g/mli

D-

IL-2

IL-1 NO PGE,

2.32g/kg

10g/kg
KCN
TNF-a 3.34
Griess
IL-1

HO, Oy

H202 02-
25-100mg/kg



13.

15%

18

20,10g/kg



1. Berberine 3

A.

5,6-dihydro-9,10-dimethoxy-Benzo[ g] -1,3-benzodioxol o[ 5,6-a]
quinolizinium or
7,8,13,13atetradehydro-9-10-dimethox-2,3- (methenedioxy)berbinium

B.

@)

< L
@) N
Berberine
OCHg
C.
[CooH18NO,]"  mol. wt.=336.37
D.
145

UV A ma xMethanol nm257®8B31
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2. Baicalin (32

A.

B -D- Gluco- pyranosiduronic acid , 5,6- dihydroxy — 4 —oxy —2—phenyl
-4h-1-benzopyran-7-yl

B.
OH @)
OH
COOH ‘
O
O
OH
OH Baicdin
OH
C.
Co1H18011 mol. wt.  446.35
D.
223 223-225

UV A max Methanol nm 244 278 315

1



(33

3. Geniposide

A.

Cyclopentd c]pyran-4-carboxylic acid, 1-(f -D- glucopyranosyloxy)-
1,4a,5,7atetrahydro-7-(hydroxymethyl)-, methyl ester, [1S-(1a, 4d a
7a)l

B.

Geniposide

OH

C.
Ci7H24010 mol. wt.  388.36

D.
163-164

E. (39



(Thin Layer Chromatography)
(High Performance Liquid Chromatography)

HPLC

HPLC

HPLC
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Tablel Berberine HPLC
(VIv) (NM) | (mi/min)
0.2mol/L
a YQG Cyg - 254 -
Acetonitrile 50 50
Chen CM. 63% Acetonitrile
Acetonitrile | .
Chang HC.| Octyl column in 0.1% H;PO, 267 -
* pH=6.0
Liebich | LiChrospher 100 ] Methanol:Water 254 15
HM. ¥ Cis (60:40, viv)
Cosmosil 5
Cl; Mﬁ’ 0.03%(VIV)
Lin &. re\c:cjrumrf;n?jse H;PO,—Acetonitrile - 1
Tseng HH _ with gradent
38 Cosmosil 5 :
elution
Ci1s—AR guard
column
5 250 - L
3 | ( mm) (15:3:2) 254 2
2700/m
4 Hydroxyapatitel ] 15%  -15% 280 1
126044 -Acetonitrile(5:5:90)
0.2% Phosphori
Merck 511073, ° ac?jo ore
Lichrospher 100 | Acetonitrile
41 =5, " 275 1
RP-18, 250-4 mm pri? h(}?;f;:'tt”'e
endcapped J

gaution

14




42

Merck 50995,
L chrospher 100
RP-18, 250-4 mm
endcapped

Acetonitrile

0.2% Phosphoric
acid-0.2%
TriethylaminepH=3
Acetonitrile/Methanol

32 with

gradent elution

275
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Table2 Bacadin HPLC
(VIV) (NM)| (mi/min,)
Cosmosil 5C15—MS 0.039%(vI\)
Lin S. reversed-phase _ HsPO, —Acetonitrile
Tsena HH | column and Cosmosil _ 254 1
9 with gradent
38 5 Cis -AR guard dution
column
43 - 280 | -
(47:53.0.2
44 | ODS(6mm’ 150mm) -5% - 278 | 15
(145:125:50:20:
20:2:638)
45 Shimpack CLC -0.2mol/L o7e 1
-ODS(150mm’ 6mm) (45:55)
-3%
s | ODS(15 0.46 cm) (3763 279 | 1
| Cua(4.6 250 mm) (47_'53_'0 5 | 0| 1
% |YWG-Cy5(4.6 250 mm) ) (55_4'5_1) 274 | 08
20 Shin-pack -1% - 73 | os
CLC-ODS(5 200mm) (48:5:47) '
- Spherisorb -Ag/L 278 | 08
C18(4.6' 250 Cm) (5050) .
| SNMpack CLC (6040022 | 280 | 1
-ODS(6 15cm) \
o Shimpack CLC - - 280 1
-ODS(6" 15cm) (47:53.0.2

16




Spherisorb

53 80 0
C1(4.6" 300 mm) (55:45:0.2)
YWG- C15(4.6 250 .-
54 , .
mm) @75302) |
55 Shim-Pack - ot | os
CLC-ODS(6 15 cm) (49:50:1)
o .
Merck 511073, 0.2% Zf;?dsphorlc
Lichrospher 100
41 B N
RP-18, 250-4 mm pH—.5.0-Aceton|tr|Ie 275 1
endcapped with gradent
app elution
0.2% Phosphoric
id-0.20
Merck 50995, Tzﬂy ?ai] |/:1e
i L chrospher 100 Hea - )
RP-18, 250-4 mm p
endcapped Acetonitrile/Methanol
3/2  with

gradent elution
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Table3 Geniposide HPLC
(VIv) (NM)| (mi/min)
Hayakawa Lichrosorb ] Acetonitrile Water(15:85, 238 0.6
o 5 RP-18 VIV)
Miyagoshi ODS-Hypersl ) AcetonitrileTetrahydrofuran 237 0.6
a 5 C-18 ‘Water(8:2:90, vIv)
Fujikawa YMC-ODS ] Methanol:Water(43:57, 240 1
o A-312 VvIV)
OshimaT. | Stainless-sted Water:Methanol :Phosphoric 238 1
e > column acid  870:130:1
o | Nucleosl Cyg 0.05mol/L Na,HPO,- 20 1
(4.6 250 mm) Acetonitrile(91:9 , pH6)
Kromasil C
61 18 - - (2674 242 1
(4.6° 250 mm) ( )
s |Nucleosil- Cyg Acetonitrile  Water 40 1
(4.6 250 mm) Phosphoric acid(6:94:0.2)
s | YWG-Cyg ] Acetonitrile- 0 1
(4.6 250 mm) (12:88)
C5(4.6 250 -5mmol/L
64 18
- 2 2
mm) - (20:80:2) >
o CNl(JZI?ZIM Water-Acetonitrile- 238 0.5
o (86:14:0.01) '
mm)ODS
66 Nal _
YWG-C-18 19:81:1.5 240 1
Acetonitrile Water 10%
Cosnos| 10% oni r|. e We er 0
& | reverse phase | HCIO, Phosphoric acid=14 86 38 )
- 1'; 003 viv triethylamine

pH=4-4.5
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%8 2 mg/Kg tl/p_(a ):2.39
hr. tl/z(p ):5.28 hr. CL=1.62 l/hr
69
5 mg/kg 15 mg/kg
2.
& baicain 40
mg/kg tya =2.39 hr. , t,,,=314.5 hr. baicadin
71, 72
40 mg/kg baicain tyo 3.027 hr.
40 mg/kg 2000 mg/kg ty, 0.615hr.  18.88hr.
F 89.27%  36.40% baicdin
” & baicalin
bacalin
baicadin
3.
o Geniposide RY
10, 50, 100 mg/kg tyo 0.63 hr., 0.64 hr., 0.74 hr.
geniposide 100 mg/kg 7.4%
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Berberine
Baicdin Geniposide

HPLC



HPLC

(Validation)
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