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Effects and mechanism of HaoBieYangYinRuanJian prescription on inhibition of alcoholic liver fibrosis
through Nrf2/y-GCS pathway

LI Shan—shan, LIU Yue, TANG Shi-hui, FANG Bu-wu

(Department of Pharmacology, Tianjin Medical University, Tianjin 300070, China )

Abstract Objective: To investigate the effects of different extraction schemes of HaoBieYangYinRuanJian prescription (HBYYRJP) on
alcoholic liver disease in rats, and explore the possible mechanisms by upgrading the Nif2 signaling pathway in liver. Methods: Healthy
Wistar rats were randomly divided into 8 groups: normal group, model group, group with low dose of Water followed by 95% ethyl alcohol
extraction scheme (2.59 g-kg™+d™), group with high dose of Water followed by 95% ethyl alcohol extraction scheme (8.2 g*kg™+d™), group
with low dose of Water extraction and alcohol precipitation scheme (2.59 g+kg™+d™), group with high dose of Water extraction and alcohol
precipitation scheme (8.2 g-kg™ -d™), Powder group(0.09 mg-kg™+d™) and Compound Biejiaruangan Troche group(0.09 mg.kg™.d™). Drugs
were given to the corresponding therapeutic groups once a day for ten weeks after alcoholic liver fibrosis models of rats were successfully
made. Distilled water was given to the rats of normal and model groups by the same method. After 10 weeks, rats were put to death, and
samples were taken. Liver tissues were used for measuring the contents of collagen, Nrf2, y—GCS protein expression by Western blotting and
immunohistochemistry. Results: Compared with the normal group, the contents of collagen were enhanced in model group (P<0.01).
Compared with the model group, the contents of collagen markedly decreased in group with high dose of Water followed by 95% ethyl
alcohol extraction scheme groups (P<0.01), Powder group (P<0.01) and Compound Biejiaruangan Troche group (P<0.01). Compared with the
normal group, expressions of Nif2, y—GCS protein were enhanced in model group (P<0.01, P<0.01). Compared with the model group,
expressions of Nrf2, y—GCS protein markedly enhanced in group with high dose of Water followed by 95% ethyl alcohol extraction scheme
(P<0.01, P<0.01), Powder group (P<0.01, P<0.01) and Compound Biejiaruangan Troche group (P<0.01, P<0.01). Nrf2 and y—GCS protein
were most highly expressed in cytoplasm in model group, and were most expressed in cytoplasm and nucleus with treatment group. They
were also expressed near portal area but protein expression was lower than that cytoplasm and nucleus. Conclusion: Anti—hepatic fibrosis
function of different extraction schemes of HaoBieYangYinRuanJian prescription on alcoholic liver disease may be achieved by upgrading
Nif2/y-GCS pathway and increasing the Nrf2 and y—GCS protein expressions.
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Fig 2 Effects of different extraction schemes of HBYYRJP on the

expressions of Nrf2 and y—GCS in liver tissue
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Fig 3 Effects of water followed by 95% ethyl alcohol extraction scheme

on the expressions of Nrf2 in the liver tissue of alcoholic liver
fibrosis rats(x400)
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liver fibrosis rats(x400)
3 i

W5 K5 14 T 9755 (alcoholic liver disease, ALD) 55
BB T BIALAE AR 5 T (IR 1D HE I 58 LA
B R AR TR AT 2 L ARG P T AT 4
b A LA R4t s (HCCOM, ALD H4 & PER
H R AL, LT APIEACE A il £ R it
R A BT P (ROS ) A4 1 HEEAE TP,

ROS 3 i P& A DG I % 2 5 ML S AL R
L, BE— B MR HLIAR TR E AL HE R, Nef2/ARE 1
L2 AR AT 21 AR AL AR SC T 58 S A . WF9E R
B, ROS i o = :—E R N B, 52 Keapl
EAMSRAENA 25 Nef2 f B IR LR 1A
F19, BT SR AT DG TR = 2(Nef2) T LAV 4% — 3R 51 B
PUE AL R L R e S R 7 Sl S5 B hi4R
R TCPFHARE) S 3 7741, S 5 GSH A S
PR R , BA5 v R DL BRI 1
{0 FHE AL AN B (B y—GCS LA JZ GCLm)™, Nif2
5 y=GCS PR ¥ Z M B EVE R, A F T LA
XS BT A H e A, W] B 5R y-GCS
GSH S5 AH DR M S A B AR Hh ) DG BREVE T, i
T AT A A AR,



Foam 1l
18 2018 4F 1 F

ABEHKRE R

Journal of Tianjin Medical University

Vol. 24, No. 1
Jan. 2018

i PhS W AT RALLL S E
B e TR PR R Ty ) SR B R 25 ) . A R
RIFES & i ME v A HSCs 136 fk, W RE2
#2175 T HSCs ' Smo & 1Al a~SMA mRNA 7
ek BHEIAER . BT SE50 T R Sk A
60%HE I 7 28 0 2 7 il fi i ik S Ak 461 495 DA i ik
RS PR 5

ARG B A — 2D BT A AR U 58 0 s
FEBABK R T HURTFEF AEAL A E FIBLA o SE56R FH AR
i A BB AR 28 5 ok R L e Ry 2230 A A U
TWHTFLF A AL B FR00, SEBGAS IR IE R4 0
IK G % 60% R IUT 22 41 L) % 7K 5 85 95% $E BT
LR BT R i B B TR AL
IR U RO A . LA Je K s B Oy
SRR T 0] LAY A I HP e AR A Jig SR 41 2 a0t 1
1 ECM R, H s v B3 IRR s B g, $2m &2 05
PP B A P A3 e K T B B T R 2 Ak 4
B, AN, Je/K RS 95% 4R BT 22 4K U 4141
o N2 Fil y=GCS i [ R IA B OE AL BT AL 4 )
FE e, UL RO AR R il st 1 Nef2
Fl y-GCS 2 FARIR B FEPUAACI BAE F , sl
PRSP AF 4. Uk, Rl 4L Nef2 A
v-GCS H ik it m T HARY T AL, U6 UL HE U
RIETT I Nef2 Fl y-GCS 5 1 RBP4k ik
FH 5 KA

25 R, Je K IS 95% 42 BT 48 1) 85 B 35 1)
BRURIT I b Nef2/y—GCS 38 B, 384 Nef2 il y—

XEHS 1006-8147(2018)01-0018-02

B LIRE SR AR 1 fiRiE

T H HKEXL,HKER

GCS ML, BHEFRITHIURIRER&E

MR FETUIFEF AL BINE ] o ASSEERITFE LS R e B

T B SR 3O 7 7RI 7 RS PR AT 27

A7 T T By PRI LA A SRR A

SE

[1] Fausther M, Pritchard M T, Popov Y V, et al. Contribution of liver
nonparenchymal cells to hepatic fibrosis: interactions with the local
microenvironment[J]. Bio Med Res Int , 2017, 59(4): 1577

[2] Wang K. Molecular mechanisms of hepaticapoptosis[J]. Cell Death
Dis, 2016, 5 (1): 202

3] ey, e B, E1E, 55 35 HBRERTE R RUK A AMITAT T 4L
FIYERIN. th 23454, 2016, 32 (5): 658

[4] Dubuquoy L. Lipocalin 2 highlights the complex role of neutrophils
in alcoholic liver disease[J]. ] Hepatol , 2016, 64(4): 770

[5] Singh S, Arcaroli J, Thompson D C,et al. Acetaldehyde and
retinaldehyde metabolizing enzymes in colon and pancreatic
cancers|J]. Biological Basis of Alcohol Induced Cancer,2017,7(1): 281

[6] Tessoulin B, Descamps G, Moreau P, et al. PRIMA -1 met induces
myeloma cell death independent of Nrf2 by impairing the GSH/ROS
balance[J]. Blood, 2016, 124(10): 1626

[7]1  Lushchak V I. Free radicals, reactive oxygen species, oxidative
stress and its classification[]]. Chemico Bio Int , 2016, 224(2): 164

[8] Glade M J, Meguid M M. A Glance, et al. ethanol consumption, GSH
suppression and oxidative liver damage[J]. Nutrition, 2017, 33(2): 199

[91 WhALPR, BSCE, fiffH, 45, FFZ 251X HSCs H Smo I -
SMA FKiksZm[)]. 25255 1E IR, 2016, 31(5): 79

Goutzourelas N, Stagos D, Housmekeridou A, et al. Grape pomace

[10

[}

extract exerts antioxidant effects through an increase in GCS levels
and GST activity in muscle and endothelial cells[J]. Int J Mol Med,
2016, 36(6): 433

(2017-05-19 ki)

TEIIRE

(RFBERMR2ES B IRANEL , KT W R SNEHIF 5T Fr , K 300211)

LR BRI B LR SR LR A btk R
FE4S %S R737.11 XHkFRERS B

B iR FE TR 4RI (adrenocortical oncocy—
toma Il RA A0 UL , RZE RO TCHIRENRIR , o3 nl £
IS AN BE ST 22 B MEGR e v 2 . %
i 22 B R RR B, T AR . s
HEFR AR, 5 1 01T 1986 4F i Kakimoto 45!

EEEN EF(1991-), B, ML=, R A [ SR (R R B
98 ); i@ 15183 . 3K , E-mail: drzhangzhihong @ 163.com,

38, P AR SCRRARE A /2 200 521, 2017 47 2 A 3%
Belseid 1), BARAEanR
1 fROIRE

B, 1,70 %, BR AR IA S LRI
3 AT AR BRE R MHR L 15 48, R
% 190/110 mmHg, Ji& 1 ARFEHT A B IR N FRIGYT , 2R
IMLEREZ 150/80 mmHg ; H & BEA B IR 1 24, 1fiL



