DOI:10.19405/j.cnki.issn1000-1492.2016.09.004

* 1248 - Acta Universitatis Medicinalis Anhui 2016 Sep; 51(9)
12016 -8 -1 14:07 - http: //www. cnki. net/kems/detail /34. 1065. R. 20160801. 1407. 008. html
TGF -l
. 1
B1( TGF-81) 60
SD : 1.1 60 SD 180 ~
15 6 CCL 9 4
( ALT) ( ASDT) ( ALB) : ’
' 1.2 Sigma
( Hyp) » HE 0. 90 _
Van Gieson ( VG) -7 ( =
TGF-p1 1%) ; CCl, ;
ALT.AST (P <0.01) Van Gieson( VG)
ALB (P <0.05); ; ( hydroxyproline
Hyp (P < Hyp) ;
0.01) ; TGF31 Santa Cruz ;
(P <0.05) ; TGF-g1 DAB
(P<0.01) - : Roche Modular DPP
TGF-g1 . :752 N
; Bl )
R 575.2 ’
Olympus o
A 1000 - 1492(2016) 09 — 1248 - 05
1.3 SD N
. 15 &
CCl, 2:3 40%
1 CCl, - 40% CCl, 3 ml/
kg 2
6 CCl,
; 5.0 mg/kg
2 10. 0 mg/kg 1%
o B1( transforming growth factor ( * ) ! 6 -
Bl TGF-B1) 1 o 6
12 h 10%
TGF-g1 3 4 °C .5 000 r/min 15 min
CCl, 10%
TGF-31 o
2016 -04 - 16 1.4 (ALT) . (AST)
( 1 KJ2013A155) (ALB) ALT. AST
ALB Roche Modular DPP
230032
- L5 Hyp

mail: hongrutao@ 163. com

100 mg



Acta Universitatis Medicinalis Anhui 2016 Sep; 51(9)

- 1249 -

08
Hyp o
o z -
1.6 10% @
e —TL #
N S5 pm o =041
HE VG :& P L
o Metavir 021
¢ 0: i1
;2 0.0
3 A B C D
,4 o 1 Hyp
1.7 TGF-$1 A B ¢ b
**P<0.01; 2 #P<0.01
S5 pm
0.5% ~1.0% 30 s
. 2.3 HE VG
(1 2 min 5
) TGF- _
BI(1:450) 4 <C ’ ’
DAB N N N .
. PBS . ’
/ / o
o 2.3,
5 ( x400)
Olympus Image—Pro Plus 6.0
) ) (U>2.58 P<0.01);
( optical density OD)
(U >
oD oD .
1.96 P <0.05) .
1.8 SPSS 17.0
_ (U<1.96 P >
o X xts
0.05) 2
LSD o
Ridit . P<0.05
2
2.1 2
3 o
ALT.AST ALB
(P<0.01);
ALT.AST (P<0.01) ALB
(P>0.05)
ALT. AST (P<0.01)
2 HE %200
ALB (P<0.05) o A: ‘B C D:
2.2 Hyp
Hyp (P< 2.4 TGF-1 TGFB1
0.01) ; N
Hyp (P<0.01), o
1. . TCGF31



* 1250 - Acta Universitatis Medicinalis Anhui 2016 Sep; 51(9)

1 cql, (x%s)
ALT( U/L) AST(U/L) ALB( g/1)
15 48.00 +13.37 157.27 +16. 18 33.49 +3.00
13 336.92 +26.48* * 438.15 +26.79* * 28.43 +3.28**
15 222.27 £28.43* 313.80 £21.23* 30.83 +4.07
15 202.20 £27.09* 281.53 £25.57* 31.04 +3.11*
1 ¥ *P<0.01; 1#P<0.05 #P<0.01
CCl, o
ALT.AST
ALB Hyp
CCl4
Hyp
CCl,
VG %200 °
A B :C )
2
U
0 1 2 3 4
15 15 0 0 0 0 4.5709*%
3 0 0 2 8 3 -
15 0 1 6 5 3 1.2658
15 0 2 8 3 2 2.2737°
1" P<0.05 **P<0.01
TGFB1
4 TGF-$1 x 400
¢ A ; B: ;G D:
TGFB1 1.0
o 4, ~
- e e
TGF-B1 (P< =
0.01); osh
TGFB1 (P<0.01) . g "
o — —
50 0‘4' e
3 0_2-
0.0
A B C D
> . Hyp 5 TGF-1
A: ; B: ;G ;D ;
:¥*P<0.01; :#*P<0.01



Acta Universitatis Medicinalis Anhui 2016 Sep; 51(9) * 1251 -

(N~ -5- )
o 1 Pellicoro A Ramachandran P Iredale J P. Reversibility of liver fi-

brosis J . Fibrogenesis Tissue Repair 2012 5 ( Suppl 1) : S26.
; o 2 Czechowska G Celinski K Korolczuk A et al. Protective effects

° of melatonin against thioacetamide-induced liver fibrosis in rats
J . J Physiol Pharmacol 2015 66(4) :567 -79.

3 YaoQY XuBL WangJ Y etal Inhibition by curcumin of

multiple sites of the transforming growth factor-betal signalling

pathway ameliorates the progression of liver fibrosis induced by car—

bon tetrachloride in rats J . BMC Complement Altern Med

TGF—Bl 0 2012 12:156.
4 .
TGF—BI J. 2012 28 (8):1141 -
. N 5.
TGF—BI 5 . ILK TGF1
I 2014 18 (9) : 1630 -3.

TGF—Bl 6 LiuSQ YuJP Chen HL etal. Therapeutic effects and molec—
ular mechanisms of Ginkgo biloba extract on liver fibrosis in rats

. TGF- J . Am ] Chin Med 2006 34(1): 99 —-114.
1 7 Tomas—Zapico C Coto-Montes A. Melatonin as antioxidant under
B pathologicalprocesses J . Recent Pat Endocr Metab Immune Drug

Discov 2007 1(1):63 -82.
8 Wang H Wei W Wang N P et al. Melatonin ameliorates carbon

tetrachloride-induced hepatic fibrogenesis in rats via inhibition of

11 12-13
° TGF—BI oxidative stress J . Life Sei 2005 77(15) :1902 -15.
o 9  Tahan G Akin H Aydogan F et al. Melatonin ameliorates liver
TGF_BI . fibrosis induced by bile-duct ligation in rats J . Can J Surg
2010 53(5):313 -8.
TGF-B1 )
10 . TGFB1-Smad3-4LK
° I 2013 20 (36):14
. TGF-g1 =1
11 . TGF1.PDGF.CTGF
; TGF- ®
I 2014 33
Bl : (10) 1740 -2.
TGF—B] o 12 Chen BL Peng] Li QF etal. Exogenous bone morphogenetic
CC14 TGF—BI proteinreduces hepatic fibrosis in schistosoma japonicum-infected

mice via transforming growth factor3/Smad signaling J . World J
° TGF—BI Gastroenterol 2013 19 (9) : 1405 - 15.
13 LeeJ H EunJ ] Hye LS et al. Sauchinone attenuates liver fibro—
TGF —Bl sis and hepatic stellate cell activation through TGF-3/Smad signa—
ling pathway J . Chem Biol Interact 2014 224:58 - 67.

Protective effects of melatonin on hepatic fibrosis in rats and
its inhibitory effects on TGF-31

Wang Yurong Hong Rutao Xie Yuanyuan
( Dept of Gastroenterology The First Affiliated Hospital of Anhui Medical University
Key Laboratory of Disease of Anhui Province Hefer 230022)

Abstract Objective To investigate the protective effects of melatonin on hepaticfibrosis in rats and its effects on
the expression of transforming growth factor 1 ( TGF-1) in liver. Methods 60 male SD rats were divided
randomly into the normal group the model group and melatonin-ireated groups (5.0 mg/kg 10.0 mg/kg; n =15
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respectively) . The model of liver fibrosis was induced by carbon tetrachloride( CCl,) subcutaneously for 6 weeks
continuously. The serum activities of aspartate aminotransferase( AST) alanine aminotransferase( ALT) and the
levels of albumin( ALB) were detected by an autoanalyzer. The levels of hydroxyproline ( Hyp) in liver were meas—
ured by spectrophotometry. Changes in liver pathology were examined by hematoxylin and eosin( HE) staining and
Van Gieson( VG) staining. The expression of TGF{31 in liver tissue was evaluated by immunohistochemistry. Re—
sults Compared with the model group serumactivities of ALT and AST were decreased significantly in melatonin—
treated groups( P <0.01) . The levels of serum ALB were increased significantly in melatonin-treated group( 10. 0
mg/kg) compared with the model group( P <0. 05) . In comparison with the model group the levels of Hyp in liver
were decreased significantly in melatonin-ireated groups( P <0. 01) . Pathologic grading score of melatonin-ireated
group( 10. 0 mg/kg) was much lower than that of the model group( P <0.05) . The expression of TGF-31 in liver
was decreased remarkably in melatonin-ireated groups compared with the model group( P <0. 01) . Conclusion ~Me—
latonin protects liver fibrosis one mechanism of which may be related to the inhibition of TGF1 expression in liver.
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