BRE AR RLE

www.wjgnet.com

/<

RN BIAE 2006013 188; 14(2): 179-183
ISSN 1009-3079 CN 14-1260/R

L #h#7F 52 BASIC RESEARCH

& fz 3 4 FH ER X
CTGF 71 Col1a1 Fi&

47, BE D, BRE, 2 %, B4, BRES

S BB RG KR TGF-B1.
yipp-Aln

&b =z

14, BB, BEL, EESB, £ PHEKF
J& B E R 4{: 1*1 # A}Hb)é ﬁwﬂ? 430030
BBk 24 L PHBRAFRFEFRIER
R AL ﬁwﬂ? 430030

1%, %, 1980-08-284, HILBEINA, NE, EOREIAZ
A EZENERFTEFCECARIN T, Z2ARD TR
SHEMSIRR.

BIRAES: (BB, 430030, HHLBEINTD, LR RS BT
EZPEET T ERDE AR danzili@msn.com

E835: 027-83663611

RS EEE: 2005-11-08 ESHHY: 2005-11-24

F i B 5 B

/)] EF}D}H——R

Effect of all-trans retinoic acid
on expression of TGF-31, CTGF
and Col1a1 in chronic alcoholic
liver disease in rats

Yu Fu, Zi-Li Dan, Wang-Xian Tang, Wei Yan, Zhi-Hong
Pan, Zhang-E Xiong

Yu Fu, Zi-Li Dan, Zhi-Hong Pan, Zhang-E Xiong, De-
partment of Digestology, Tongji Hospital of Tongji Medical
College, Huazhong University of Science and Technology,
‘Wuhan 430030, Hubei Province, China

Wang-Xian Tang, Wei Yan, Institute of Liver Diseases,
Tongji Hospital of Tongji Medical College, Huazhong Uni-
versity of Science and Technology, Wuhan 430030, Hubei
Province, China

Correspondence to: Zi-Li Dan, Department of Digestol-
ogy, Tongji Hospital of Tongji Medical College, Huazhong
University of Science and Technology, Wuhan 430030, Hu-
bei Province, China. danzili@msn.com

Received: 2005-11-08 Accepted: 2005-11-24

Abstract

AIM: To investigate the role of all-trans retinoic
acid (ATRA) in the early stage of alcoholic liver
fibrosis in rats, by observing its effect on the
expression of transforming growth factor 1
(TGF-B1), connective tissue growth factor (CTGF)
and pro alpha 1 ( I ) collagen (Collal).

METHODS: Twenty-four rats were randomly
and averagely divided into three groups, named
J, A, and N. The rats in group ] was given the
mixture of ethanol and corn oil, and those in
group A were added ATRA [0.15 mg/(kged)]
after treatment with the same mixture for 8 wk.
The animals in group N served as the controls,
treating with the same amount of normal saline
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plus corn oil. All the mixtures were given intra-
gastrically. All the animals were killed after 16
weeks. The histological changes of liver tissues
were observed under light and electron micro-
scope. The concentration of hepatic retinoic acid
was examined using high-performance liquid
chromatography (HPLC). The expression of
TGF-B1, CTGF and Collal mRNA were mea-
sured by reverse transcription-polymerase chain
reaction (RT-PCR). The protein expression of
TGEF-B1 and CTGF were detected by immunohis-
tochemistry.

RESULTS: Ethanol intake led to alcoholic hepa-
titis. The swelling mitochondria and expanding
endoplasmic reticulum were observed under
electron microscope in the rats of group J. The
damage was partially alleviated in group A.
The concentration of hepatic retinoic acid was
significantly decreased in group J than that in
group N and A (76.7 + 29.1 pmol/g vs 182.6
37.2,182.8 + 273.8 pmol/g, P < 0.05), while it
was not markedly different between group A
and N. The expression of Collal mRNA was 0.10
% 0.02, 0.18 £ 0.03, and 0.14 £ 0.03 in group N, |
and A, respectively, and significant difference
existed between either two groups (P < 0.05 or P
< 0.01). Ethanol treatment elevated the protein
and mRNA expression of TGF-B1 (gray level:
105.9 +10.1 vs 149.3 + 10.2, P < 0.01; mRNA: 0.53
+ 0.17 vs 0.34 £ 0.05, P < 0.01) and CTGF (gray
level: 130.8 + 5.7 vs 158.4 + 6.6, P < 0.05; mRNA:
0.41 £ 0.13 vs 0.17 £ 0.05, P < 0.05) markedly, but
up-regulated expression were decreased after
ATRA treatment (TGF-B1 gray level: 130.8 £ 6.2,
mRNA: 0.41 £ 0.06; CTGF gray level: 149.2 + 6.6,
mRNA: 0.30 £ 0.04)(P < 0.05).

CONCLUSION: Small amount of ATRA can
interfere the development of the ethanol-in-
duced liver fibrosis in the early stage through
suppressing the expression of TGF-f1, CTGF
and Collal.
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Tk KR4S A3 IBARAA), 4
TEM-E R RERRER; BT AAL), &
F LR REREFTS wkismA0.15 mg/(kg-d)
AR X FIRER, BN, 4TF
THARE KA E R GET. 16 wkis 4t
KR . RETURIFALRELE, 55
TR A8 &1 ik (HPLC)M AT 2042 W 25 W B o 4
T, RIRAFAANATAR P EKRA T
BI(TGF-Bl)fess i A K B -F(CTGF)# %
G K, %5 FR A B B (RT-PCR)# ]
FF412% # TGF-Bl. CTGF#» [ A RATHR
o,(Collal)#mRNA K-,

R R TEAAAR LT HENERRRE
BT KK E, WA T EFETEEA
KRR, AR K, BLBE, M7 41K
TR THME. FARPETRAS: BiA
A& T B 40, 67 A d i xR 4A KT, Collal
A mRN A Kk 7 78 A 20 P 23 % B4R 238 5
(0.1840.03 vs 0.100.02, P<0.01), & J7 L%
EAG R K T 4(0.1410.03 vs 0.184+0.03, P
<0.05). TGF-B1#ImRNAR & & & ik £ B4
20 % 3% %(0.53+0.17 vs 0.34£0.05, 105.93
+10.12 vs 149.27410.17, P<0.01), 74 57 2848
*t T IEA LA BT T (0.41£0.06 vs 0.53+
0.17, 130.80+6.23 vs 105.93+10.12, P<0.05).
CTGF#¥mRNAR & G kA £ BATAPIEZ
(0.41+0.13 vs 0.17£0.05, 130.84+5.72 vs
158.3716.64, P<0.05), 74 /7 4A5f T B 20H
P F#(0.30+£0.04 vs 0.41+0.13, 149.23 £
6.65 vs 130.84+5.72, P<0.05).
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PUARERDE LA A7), SPARELLAIR
AR DA AR A\, BCLA G (AR
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W, T IoK CEERERE. AR EHPLCIY
TANAE R R K(ARRELT0 ¢ 30, K510 g/
LES R, W AN I (55 77UB). B et T~
(F# 1 mL/min): 1 000 mL/L¥ AP YES min/F
10 minZE AR 45300 mL/LIEFAFI700 mL/L
#i71B, 20 minfZPEREEE 41 000 mL/LEFIB,
R F20 min, B2 minfIPEREES1 000
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B 35 GTCCTATGGCTATGATGAGAAATC
3", Fii#5" CACCATCCAAACCACTGAAAC 3’
(335 bp); K TGF-B1HIGIHIFH: Li#s CCG-
CAACAACGCAATCTATG 3°, N5’ GCCCT-
GTATTCCGTCTCCTT 3’ (304 bp); KR CTGF
5 1)75: 55 CGGGAAATGCTGTGAG-
GAGT 3°, Ti#5' CAGGCTTGGCAATTTTAG-
GC 37(326 bp); NiiB-actinfI51#)F41: L
5" TGTGCTATGTTGCCCTAGACT 3", Riif5’
TCGTACTCCTGCTTGCTGAT 3’ (442 bp). PCR
P BRI RE B LUK 5 F G D S-8000 28 ¢ 12 B
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2 #R

IR P AT 4 FURRBE T, T4l AZ1&FET:
2R 2 BB P, 1 HBET B R, 15
A=

2.1 AFRERIE 2 E HEQMO RIH ALY A

www. wjgnet.com

H®EPRS TGF-p1 CTGF
£ (pmol/g) (REE) (EB)
SUBBZE (N) 8 182.6+£37.2 149.3+£10.2 158.4+6.6
TREA (J) 6 76.7+29.1" 105.9+10.1° 130.8+5.7°
BT (A) 6 182.8+273.8°130.8+6.2° 149.2 +6.6°
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°P<0.05, °P<0.01 vs WIBLE; °P<0.05, “P<0.01 vs JE¥ELE.
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AL FRIR I T (P<0.05)(EI 1A, B, C, £2).
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A 1 2 3 4
4R n  TGF-pI CTGF Collal
p-actin WHBZE (N) 8 034005 0.17+0.05 0.10+0.02
TGF HEAE (J) 6 053+0.17° 0.41+0.13 0.18+0.03°
Pl BITHE (A) 6 0.41+0.06° 0.30+0.04° 0.14+0.03°
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500 bp

400 bp
300 bp
200 bp
100 bp

B-actin
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600 bp
500 bp
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200 bp
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100 bp

B 1 KEAFALRTGF-pP1, CTGFRIColal mRNABIZRIA (RT-
PCR). 1: Marker; 2: NZH; 3: J2H; 4: AZH. A: TGF—B mRNA; B:
CTGF mRNA; C: Collal mRNA.
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°P<0.05, "P<0.01 vs WIBLA; P<0.05, °P<0.01 vs JTELH.
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FAAN CTGFJE R Z AL DN, fECTGFHEA
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