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Abstracts — The pathogenesis of cholestatic liver injury as well as the modulation of hepatic fibrogenesis is causally asso-

ciated with involvement of reactive oxygen species (ROS) and free radical reactions. In this study, we investigated whether

dried extracts of oriental medicine (LH) have antioxidant and antifibrotic effect under the biliary liver fibrosis (cirrhosis) ¢ on-
dition. The female Sprague-Dawley rats were divided in six groups (Normal, N-LH, op-2, op-4, opLH-2, opLH-4) and were

observed in 2 weeks or 4 weeks. For this purpose the rats were operated by bile duct ligation/scission (BDL/S), which

“aduced to liver fibrosis and cirrhosis. After surgery, the prepared LH was administered p.o. 2 m l/day/rat in 2 weeks or 4
weeks for opLH groups. During the observation period, jaundices appeared in eyes, ears and tail of all BDL/S operated rats.

And at the time of sacrifice, cholestasis was observed in proximal bile duct, especially the color of bile juice and urine in

opLH-4 group showed more clear than op-2, op-4 and opLH-2 group. The value of clinical parameters and product of lipid

peroxidation (MDA) in sera and the hydroxyproline (hyp) content in liver tissue were significantly increased in all liver fibro-

sis (cirrhosis) developed rats (p<0.001~0.05). Among the clinical parameters of sera, value of BUN, ALP in oplLH-4 group

showed significantly lower than in op-4 group (p<0.05, p<0.001). The content of hyp in opLH-2, opLH-4 group (478.0 *
134.3 ng/g, 897.5 + 118.2 ng/g) showed lower than in op-2, op-4 group (628.9 *+ 220.7 ug/g, 1023.8 £+ 277.1 pg/g) and then
the value of MDA in opLH-4 was also significantly reduced to 59.4% of that in op-4 group (p<0.001). The histological

change (bile duct proliferation, fibrosis, collagen bundle) was similarly observed in op-2 group and in opLH-2 group, but the

weak fibrosis and bile duct proliferation were observed in opLH-4 group compared with in op-4 group. Our data indicate that

the 4 weeks treatment with LH extract suppressed lipid peroxidation and inhibited fibrotic (cirrhosis) process, and exper-

imental cholestatic liver disease is associated with increased lipid peroxidation in BDL/S operated rats. Hence we concluded

that the measurement of MDA and hyp can be useful monitor for the screening of antioxidant and antifibrotic effect in exper-

imental liver fibrosis (cirrhosis), and LH has been shown to have hepatoprotective effect, antifibrotic effect and antioxidant

effect.
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QHIEQl B - ZMIR3NAEEHE 58 op-2, op-4T B
LHE 759179 opLH-2, opLH-47 E5olA A3 vy
£ 1 78 FFHA o] £H3I% L, proximal bile duct
olx-= FEEATE BEHNCH, opLH-2, opLH-479] EFH
2 op-2, op-4THTE BRE A0 72 LjERT

HE, 7| 2H R AAS Wah - 9l vlsiA 2R

32 =g op ¥ opLHTOIA g} vlEoi7t veRtet
(Table D). ZF-Al= A HT) op-2, op-4, opLH-2, opLH-4T
o 5 f-o4 A =4 YERRGL(p<0.005~0.05), =3 7F
AlEHE op-47-, opLH-47 ¥t olE} op-2, opLH-270 =
Rt £ A=A BEEHp<0.005, Table D. Op
T opLHT-S Bla g wf 2137} v FAl= op-2F Bt
opLH-27ol1A) 27 YERg oLt A9} 7hA158)= opLH-2
oA op-278rt A YERt, opLH-4TE 71, A%, o]
o) A9 A7)/AFH BF op4TET FAY vlSEit
(Table D).

Hy MsiEty va - 83 A3EE AdelA op-2, op-4,

Table I - The weight of organ and the ratio organ/body weight in 6 different group animal

Group normal normal-LH op-2 op-4 opLH-2 opLH-4

L.ver Weight(g) 9.66 £ 1.30 8.57 £ 0.55 11.66 = 0.98* 21.10 £ 1.90**  13.86 £ 1.96%* 20.85 = 4.14*
K.dney Weight(g) 1.92 = 0.21 1.69 £ 0.12 2.23 ¥ 046 2.34 £ 0.18%* 2.00 = 0.23 2.35 £ 0.25*
Spleen Weight(g) 0.60 = 1.10 0.49 * 0.05 1.13 £ 0.31* 1.42 + 0.21%* 1.08 £ 0.34* 1.41 £ 0.31**
Ratio of LW/BW(%) 3.75 £ 0.24 3.59 £ 0.23 5.89 = 0.45%* 7.66 £ 0.69** 6.54 = 0.82%* 7.34 + 1.44%*
Ratio of KW/BW(%) 0.75 £ 0.05 0.71 £ 0.02 1.13 = 0.29* 0.85 = 0.06%* 0.95 + 0.09** 0.83 £ 0.07
Ritio of SW/BW(%) 0.24 = 0.05 0.20 = 0.03 0.58 = 0.19* 0.52 = 0.08** 0.51 % 0.15* 0.50 = 0.10**
Namber of animal 6 6 6 11 7 10

* **T1e significantly different from normal(p<0.05, p<0.005)
op-2: The 2 weeks observed rats group after BDL/S operation
op-4: The 4 weeks observed rats group after BDL/S operation

opLH-2: The 2 weeks observed rats group after BDL/S operation and treatment with LH
opLH-4: The 4 weeks observed rats group after BDL/S operation and treatment with LH
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Fig. 1 — The value of clinical biochemistry in sera of 6 different group animals. ***The significantly different from normal (p<0.05, p<0.001),
*##The significantly different from op-2 or op-4 (p<0.05, p<0.001), (a) AST: Aspartate transaminase, (b) ALT: Alanine transaminase,
(c) ALP: Alkaline phosphatase, (d) BUN: Blood urea nitrogen, (e) t-bilirubin: total bilirubin
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Fig. 2 — The diagrams of (a) hyp in liver tissue and (b) MDA in sera
of rats. ***T%§ significantly different from normal (p<0.05,
p<0.005), *The significantly different from op-4 group
(p<0.001).
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Fig. 3 —Masson's trichrome stained liver tissue from fibrotic (cirrhotic)
rat. (a) The liver tissue of BDL/S operated rat (x40), (b)
The liver tissue of BDL/S operated rat (x100)
& : collagen fiber, 4= : bile duct proliferation
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(b)
Fig. 4 — Masson's trichrome stained liver tissue of LH treated rat. (a)
The liver tissue of in 4 weeks LH treated rat after BDL/S
operation (x40), (b) The liver tissue of in 4 weeks LH

treated rat after BDL/S operation (x100)
< : collagen fiber, 4= : bile duct proliferation
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