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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
TGF-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 | 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-$1, CTGF
and Collal.
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acid; Transforming growth factor p1; Connective
tissue growth factor; Pro alpha 1 ( 1) collagen
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AR K FTRER, *HBANL), 4TF
AR KRR HET. 16 wkis 4t
KR . RETURIFALRELL, 55
TR A8 &3 ik (HPLC)M AT 2022 W 25 W B 9 4
T, RIRAFHAANATER P EKRRA T
BI(TGF-Bl)fess 2 A K B -F(CTGF)# %
G K, %5 FR A B4 B (RT-PCR)# ]
FF412% # TGF-Bl. CTGFA» [ A R AT R
o,(Collal)#mRNA K-,
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T THAE. FARPHETRAS: BiA
A& T B 40, 87 A a2 R 4A KT, Collal
A mRN A Kk 75 78 A 20 P 23 % B4R 238 5
(0.1840.03 vs 0.100.02, P<0.01), & J7 L%
B AR K T 4(0.1440.03 vs 0.18+0.03, P
<0.05). TGF-B1#ImRNAR & & & ik f£ B4
20 % 3% £(0.53+0.17 vs 0.34£0.05, 105.93
+10.12 vs 149.27410.17, P<0.01), 7457 2848
*t T B AL A 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
158.371+6.64, P<0.05), 74 /7 4L5F 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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FREF20 min, FLL2 minfIPERLE 41 000
mL/LIEFIA. K% K340 nm. 4k F PRI i ik
PR (R U T AR R AT 2 5

1.2.2 %9 LR F A M TGF-B1#=CTGF & & K
P G die 224 S P, HAE D IR ek 771 & 1 .
TGF-Bl. CTGFHUAMEEI AT @ 200, HIPBS
AR —PUEFI XTI R FHMias-2000& 4 55 #r
ARG ai R Bk U AT R 104 X 8k, 71
2005958 T W BH A S5~ 35 K P

1.2.3 RT-PCRAMTGF-Bl. CTGFA=Collal
mRNA K& mERT-PCRIEK, LAB-actinhy
WZ . BRNASLE: HU50-100 mgfF4121 55
Ja N Trizol A4 A1 0, i & Ui, S+
WIE . CEREDUE, o TR — SR AL 3
K. B2 pg RNABH TS, DSBS IR
W SR AT SO HEAT. KR Collal 5147
%): 5  GTCCTATGGCTATGATGAGAAATC
3", Fii#5" CACCATCCAAACCACTGAAAC 3’
(335 bp); KITGF-BIHIGIHIFH: Li#s CCG-
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xR 1 FARHPEESE, TGF-BIRICTGFERXKIE (mean
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HEPRES TGF-p1 CTGF
£ (pmol/g) (REE) (RER)
NIRZH (N) 8 182.6+37.2 149.3+10.2 158.4+6.6
TEE (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°

papi:l

°P<0.05, "P<0.01 vs WIBLE; °P<0.05, “P<0.01 vs JESLE.

R NEHERRDIAR, VOV 3. AR
S ibk R A LB R SO W, R AL A
ARINTE, RVEA M. A4 REIGAE . SRAE K
RNEAR T AR . NALE R oAy, i~
A0 P M R I 2, TR PN e R A e R I,
o005 8 v, U RSORI AN . ORELTI Py Joi ) 25 9 D,
Pk, KR o 2 JR% i Ak JOREL T N 5 k9 JB
T (WERURL). T8 1P 5T R 9 sk B BIR. g n] WL /b
S A IR BT, 20 PREA 2L, i K 1 0 PR
T MR R T, AR AR, Gt TR
ST AT LHACEE 2 A 1) IR . AZEL I 4 A o i
SR AAEE T FER A v, IO AN . R T N 5
W0 K5 TG B R, AR TR, TG W ROk I
G W TH Y TN AR FE k. NAUEB RS /1 155

2.2 FFLLRF 4 TR 69 &% JA SN L4 H
TR & B W R [%(P<0.05). A414E IR & BN
HIK-(P>0.05)(#1).

2.3 TGF-B14=CTGF# % & & ik TGFBI{EN4IH
D RIS T I LS ) 40 iy, 7RI 3k
B, AT RN, R, AR
T 240 16 S5 % /0 B30 4 B 5, DA /i e
PR BRFNIL A B O B 2. CTGFAENZL R IiA
BANE VA DX 0T R ) o 4 B f o N A 2D B3R
K FETALR TSN g R DL R A ST
At T WAk, RN TR, M L
HbmRik, WA ATEAL T RIKE I kb
(RD).
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D4R n  TGF-pI CTGF Collal
p-actin WHBLE (N) 8 0.34+0.05 0.17+0.05 0.10+0.02
ToF HfE4E (J) 6 0.53+0.17° 0.41+0.13° 0.18+0.03°
Pl BT4E (A) 6 0.41+0.06° 0.30+0.04° 0.14+£0.03°
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B 1 KERFFLAELRTGF-p1, CTGFFIColal mRNABYRIA (RT-
PCR). 1: Marker; 2: NZH; 3: J4H; 4: AZH. A: TGF—p mRNA; B:
CTGF mRNA; C: Collal mRNA.
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