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Application of Ultrafine Powder Solubilization Technology in
Process of Canhuang Tablets

CHEN Hong-ge'”>, HAN Jin’, YUAN Hai-long’" , GAO Chun-sheng'
(1. Institute of Pharmacology and Toxicology, Academy of Military Medical Sciences, Beijing 100850, China;
2. Department of Pharmacy, 302 Military Hospital of China, Beijing 100039, China)

[ Abstract |
and receding jaundice effect of micronized Canhuang tablets ( MCHP). Method: With berberine as index,

Objective: To optimize particle size of ultrafine powder by investigating in wvitro dissolution

release of berberine from MCHP with different crush size in different time periods was determined by HPLC,
calculated cumulative dissolution, and then observed dissolution. At the same time, rats jaundice model was
caused by 4% ANTI, after administered in accordance with dosing regimen, the femoral artery blood was collected
for determining serum biochemical markers, such as ALT, AST, TBIL, DBIL and y-GT, receding jaundice
effect of MCHP with different grinding particle size was evaluated. Superfine powder particle size of MCHP was
optimized by Comprehensive evaluating in vitro dissolution and receding jaundice effect. Result: With increasing of
pulverized mesh, cumulative dissolution of berberine increased, cumulative dissolution of 200, 300 mesh was
94.86% , 96.18% at 60 min, respectively. For receding jaundice effect, Canhuang tablets with 200 mesh could
significantly reduce ALT, AST and y-GT, which was stronger than those of Canhuang tablets with 100, 150 and
300 mesh, furthermore, that of 200 mesh was superior to control drug ursodeoxycholic acid tablets in reducing
ALT and y-GT. Comprehensive appearance of tablets and actual production, 200 mesh was determined as
optimum crush size. Conclusion: It was a feasible and convenient method to optimize ultrafine powder particle size
of MCHP by combining in vitro dissolution and receding jaundice effect.

[ Key words | Canhuang tablets; ultrafine grinding; dissolution; receding jaundice
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2.2 KA R SR
2.2.1 FEHAEAEE SIS B AR, %
4 PR A B[ pH 1.0 SRRV WL, pH 4.5 f
Wz +h &% v (PBS) , pH 6.8 PBS,pH 7.5 PBS ] #k4T
TG, I 5 L e B 100 vemin T 435 F 5,10,
20,30,45,60 min B BUAE 2 mL (I [R] B 0 A R 44
BUEMZ AT LBV 0.45 um JEREUE L,
SEUR W AE R A S T R R 2 B
7S a2 (1), ilcsE 2 pH 1.0 35 R I W
i A,
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2.2.2  ERMR/INBERRAY S R E
2.2.2.1 &3 & Allima™ G, & 3 FE
(4.6 mm x250 mm,5 wm), ¥ 3h 4 £ BE-0. 05 mol -
LB UV (502 50, 4 100 mL A i+ ke
FEBRER &N 0.4 g, HIBERR 475 pH 4) , K I i K 345
nm , A5 30 °C o B AR B £R IR /)N B w3 5
AET5 000, LI 2,

A

T T T T
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t/min

AL A B X B CL A 5 1.
B 2 #%#EHK HPLC

2.2.2.2 XPHESLE WA WA HOER R /)N BE R T AR
W RS RRE 0 R R 100 mg - LA VA

Eh R /N BE

2.2.2.3 KA E WS A AR A 6 L U
pH 1.0 FHER VAW 900 mL Jy i i A BT, %% 8 100 r-
min "' # (o [E 25 80) 2010 AR R B S XCOBE ik
FEW T 45 min B HCRE 2 mL, 52 BIAT 0. 45 pm
AL B g 2, Bk g, B4 o

2.2.2.4 LM XRAMNELE 40K % = B 100
mg- L™ /NBER X BE AL P 44 ¥ ¥ 0.5,1.0,2.0,3.0,
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TEL R GNAR A, /I8 B Bl I B W 8 Ay A Ak A, 45 1T )3 7
Y =36.854X —0.928 6(r =0.999 9) , 3 W] /N BE i
B 2.0 ~20.0 mg- L™ B RAFLRIE R R
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2.2.2.8 [ EALe S0l ECE M (5. 26 mg/
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101.09% ,RSD 2. 02% .,
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fﬂ AW A, L BEA 0,45 pum 3L U8 AR DR
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Frit vl B AL BB A R R 2. Ui IR
Py B E B BE I, 78 245 8 3% v /N BERR Y BT R
B =2 34 i, 200 H F1 300 H 5% # A 7E 60 min B fY
FURRYS 0] 43 558 94. 86% ,96. 18%
2.3 GEEEMBEETY Wistar KRBEHLD N 7 4
[ BH X HE 40 (BE 5 SRR F ), 100 H 3% 8 H 4
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300 HERH FHAL(C,) , BEALA (M), 28 (% B4l (4%
RBUERERK) T, 4 8 Ko &4 BIE S 4 7
7258, 5% 4L 2R 0. T5g-kg T - d T B
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KRB HE/%

t/min

B3 TREBMAKERNRRB R 62k

AR 2575 0. 135 g-kg ™ '-d ™', L8
d, BT 6 d 4251 h 5, BITEXT A B SR
MM I, A 25 4 3 H 0E 8 4% ANIT (75 mg-kg ™)
S HEE A SR R AR SRR 2, BN 8 d
LTS B REEIK 12 h, S8 A2 1 h
J& T 18 32 30 WKL , 535 1038, [R) 25 A Dl 375 45 T
M (ALT) A3 55 200 (AST) (SUIHZL % (TBIL) |
HAENRLLER (DBIL) 2% 2 Mt 5% IRl (y-GT) , 45 21 WL
£ 1,

F 1 AT, 55 B X R AT L, A5S80I K
KU I % ALT , AST , TBIL , DBIL , y-GT & # - & . 5

R1 BRERMNETREEFRGXRMFEZERAOZE (v £5,n=8)

25 3 ALT AST TBIL DBIL y-GT

=M 38.75 £12.74 132.38 £29.60 1.74 £3.83 0.16 £0.11 2.38 £1.51

M 803.13 +127.14% 622.75 +270.29" 77.78 £12.23% 68.44 £10.37% 8.50 +2.07%
FHPE 886.25 +192.23% 523.75 +291.76 86.06 +14.16% 74.81 £12.26% 7.50 £3.16%
G, 728.75 +162.7'% 756.88 +166. 827 87.78 £26.64% 74.76 £23.25% 7.04 +2.13%
C, 639. 88 +230.67% 657.00 +308.21 92.61 +21.07% 79.63 +16.87% 5.93 +1.55"%
Cs 598.57 +193.67% 605.00 +279.21 83.61 +19.06% 72.63 =14.52% 4.81 +1.37"%
Cy 718.75 +101.58% 758.62 +221.00% 96.75 £23.62% 83.27 £16.56>% 6.64 +1.37%

e R R4 D P <0.05,2 P <0.01;5 M4 &Y P<0.05,YP<0.01,
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My y-GT W R PR S AR B E . Ui
TEREAR ALT, AST F1 y-GT £ JH 11,200 H 5% 8 7 54
F 100,150,300 H 5% 5 2P e B AR ALT A1 y-
GT MfEM L 3R A XTI 25 e L B IR o
TERE 200 H b 5% 8 R i) dee A8 oM IR
3 g
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