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Abstract

AIM: To investigate the regulatory effect of glycyrrhizin
on the tissue inhibitor of metalloproteinases-1(TIMP-1)
expression and to explore its anti-fibrosis mechanism.

METHODS: The TIMP-1 promoter was amplified by
polymerase chain reaction(PCR), and the product was
named TIMP-1P. The TIMP-1P was cloned into pGEM-
Teasy vector to obtain pGEM-Teasy-TIMP-1P, and then
the product and pCAT3-basic vector were digested
by NAel and X0l to construct pCAT3-TIMP-1P. Then
pCAT3-TIMP-1P was transfected into HepG2 cells and

the cells were treated with 0.1 mmol glycyrrhizin for
48 h. The HepG2 cells transfected with pCAT3-basic
were used as negative controls. The expression level
of chloramphenicol acetyltransferase(CAT) in HepG2
cells was detected by enzyme-linked immunoassay
(ELISA).

RESULTS: The expressive vector pCAT3-TIMP-1P
was constructed and confirmed by restriction enzyme
digestion and sequencing. The optical density(OD) of
the cells transfected with pCAT3-TIMP-1P was signifi-
cantly higher than that with pCAT3-basic(2.329 + 0.685
vs 0.004 + 0.002, F = 26.075, P <0.05). After treatment
with glycyrrhizin, the expression of CAT in the HepG2
cells transfected with pCAT3-TIMP-1P was notably
decreased as compared with that in the same cells with-
out glycyrrhizin treatment(OD: 0.268 + 0.009 vs 0.490 +
0.153, F = 35.775, P <0.05).

CONCLUSION: Glycyrrhizin can down-regulate the
activity of TIMP-1 gene promoter as well as inhibit the
expression of TIMP-1.

Key Words: Glycyrrhizin; Tissue inhibitor of metallopro-
teinases-1; Anti-fibrosis

Wang QX, Cheng J, Guo J, Li WF, Wei HS. Glycyrrhizin down-
regulates expression of tissue inhibitor of metalloproteinases-1. Shijie
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fiig B
BH: THREES 2R AR R O B 240 BT —1
KA B FERATAER, 3T L i ek
P

Fik: BRARGEHER S PCR)YT EEREEE G
WRIPH R F-1ABARBFH T, 4L ATIMP-1P, VA
T-AsuE%, FTIMP-1PA R K BEANE AP GEM-
Teasy. ¥HEFH RMAPpGEMTeasy-TIMP-1P, 51k
2% i ¥p CAT3—basicH A AANAe FoXhol B G H#)
HETIMP-183)T#HE AR &KL HKpCAT3I-TIMP-
1P, AEMEAKX R EpCATI-TIMP—1PBR I 45 %
HepG24 ., 4 h/EvA0.1 mmolH 8 & 43 48 h
J& WK 2 e ) BY A SR Fp CAT3 —basichiHep G248 e,



2184 ISSN 1009-3079 CN 14-1260/R

RN HIAYE 2006898288 $13%5 51857

AR, AR H LT IR, A B R 9 R M R
(ELISA)¥ M A7 A f£415 nmik K e9ROEEAL, H4E
BB n b B E A LB AR A B (CAT) 9 A KT

R MAENIRERRELLEKpCATI-TIMP-1PZ
T 5 A Fe Bl b S T B BB 35 F Hep G248 L5

pCAT3—basic# B, EAL40.004 + 0.002, pCAT3—
TIMP—1P#42.329 + 0.685,%% £5¥ k& £FH%
HFELEF = 26.075, P<0.05), pPCAT3-TIMP-17
HepG22a it P 645 B Sh CAT ) & ik 45 FHep G248 0
#pCAT3I-TIMP—1P£0.1 mmolH & F #l s,

HoB R AR 40.268 +0.009, Bl A K 22 H 34 R ey
pCAT3-TIMP—1PE AL #0.490 £ 0.153, F 24
MBI £ SR it E SUEF = 35.775, P<0.05).

G, HEHETTATIMP-1 B3 T T EN,
I TIMP— 189 3 B A

X HE#MER; EReREABASMEIEF-1; i
YA

IO, E, 201, XA, B0 B2HE MEEREEEDIBARID
HIRF-12BARA. BRENBIRE 2005;13(18):2183-2187
http://lwww.wjgnet.com/1009-3079/13/2183.asp

051

HEEH 2 (glyeyrrhizin, GL) 25BAER) 12, &edil
JH R 289 S S, 5 ) M OR 7 T 40 I JBE, 38 i JH
MR EEDIRE, DRI 08 BE VR 3, 3 v I At Xy
A HPTST, ERERR LT AR, BRI
WL A, JFMb 2 FoR SR R
B 1) A RH S S AR A s TR A R 0 ML 1) B
BT, JH R R A0 MR SR 7= A ) B D R A e Db i 1
FERTRHER OB, W R R I LT itk . IFREAL S, 5
Ah, T R e R A T SO R (1 R A ek A 2
YOE R R A R B R RS wrs k],
FE 4 JE R AL AR -1 (tissue inhibitor
of metalloproteinases—1, TIMP-1)ZtATFIEH¥I4H
I A 35 i e e et R v LA e P S R
W EERSLIGHIT 9T B 28 R PG LA B35 i HU 4T i A
JHE, PG LA 75 2 e T 1M P—~L A DRI 25 1 5%
FIPTA LA H I — AT A TR G LT
TIMP-1IERIZIA P, TR HAT A AL E I L.

1 #RRTSA

1.1 A AR 40 i A Hep G241 i X K AT EDH 5a

WA ZRAE. Tag DNA E4 . T4 DNAIEHNE A2 BT
PN VIR A TakaraA . FORIDNAFERER £, iR
HARPGEM-Teasy MRk &5 Wi RipCAT3-basic I HPromega
Aw); CAT-ELTS ARSI &0 A BOREDN AR Yeia 7] &t A

Rochen#]. BEFEWAEARFI G A AR, HeEik
RFIE [Sigma AT,
1.2 7k MRy CER13] A ka9, LiEs14pl: 57
~GCT AGC AGA ACC GGT ACC CAT CTC AG-3" . R
2#P2: 5’ —CTC GAG CTG TAC CTC TGG TGT CTC TC
=37 AE BRSNS <y 5| ANAe THIXAo TH.
—BEUINE L S A el B A T AR TR R AR R
FZHMR AT 5EM. LiHep G241 fa L R 41D N AN AR,
PCRY™ T IMP-15: M J5 5 1800 bpfDNAJT B, PCR/~
M9 g/ LERPEER YK, VIR, BEEEEE R Al
fh. DAT-AvERERE, T4 DNAEB:MEATIMP-1PAEE A
BOENEAMDGEM-Teasy, HAKMFTFHDH 5a 52
B4R, kiRl (Amp, X-gal/IPTG) ZEK 1
PR A SR EUTORL, BEY) (NAe 1/XAo 1) MDNAJ 4%
€, DNAM Pt B i AR R A | 52l ¥
IRTB) T RipGEMTeasy-TIMP-1 P FI4R 45 JBikipCAT3-
basic/r i HANAe TRIXAo TGV 5 T4 DNAJERE NG 2E
TR R, PR IAFFEDH 5 a B2 5410,
TEPIRA N T B R Bl AR TR,
FERAEEY) NAe 1/Xho 1) JePCRY G 1F Al 48 N v e
44 ApCAT3-TIMP-1P, HEERVIAEIUTORL LA 4L 4.
Hep G241 AEF 100 mL/L/NFIME DMEMAR RS 7. T
35 mm I A A4 K 48 50-80% il A i 5% FH I 5t Ak e 4y
12, B9 Z MFuGENEG Transfection Reagent
UL EEAT. pCAT3-TIMP-IPH R FIE N v g, &
HEpCAT3-basic 1 u g APITEXTHE, pCAT3—control
1w g ABHPEXTEE, Rpdld R L. 448 hig Ik
SRANML, AR AN M2, T C AT PEAS I LG AIE
SLREIDNA T W A 3 FistE. 7535 mmig R
WO TR e p G2 i, 40 i AR K A 50-80% A I 4% 4t
pCAT3-TIMP-1P 1 wg, THYL)54 hifill iy i AGLAE
L E M0, 1 mmol, [AJHS PL#: YepCAT3-BasicHHepG2
M MAEBAEXT I, DA 8pCAT3—controlfHepG24H
Mk BHAE ST . #64k48 h)m, WoSEgN e,
T-CATHRIEACTATIN . ARSI 7575 42 HE AR F & g ] 15 3k
7. W10 wg/L MICATHRUES GRAERME) K40 i
FFEH200 v LD CEBEPUARMI6fLER T, 37°Cil
B1 h, FRBIIA—PT b mEArid PT-CAT) .
Pt (I W E A R i = P dkant i-Dig—Pod) %%
200 p L, 37TCHEL hfa, MALEMNYEETEY =
2 A10-30 min. PR OO FR A TE4LS nm K
(EIWR G AR, LB S e 4 3 L) R R C A T TR K
S DR Yo 1) 40 M AR 1A T SIS AR 2 6] R
Brit b HdE Limean+SD#E 7%, FHSSPS1L.0
Geit 2 RAR AT O 2250 W

2 ER
I BT IMP-1RE K K JE 8 74, 429 o/LBilg



TIofk, & HREHE MNEERZEEEBARIFIRT - 12RHNRA 2185

2 000 bp—|

1 000 bp
750 bp

B1 DHepG2ERELEDNANIELR, PCRYIETIMP-125)5 =5

5000 b
2500 bp

2 000 bp

1 000 bp
750 bp

3 pCAT3-TIMP-TpMBBLDETE (NAd/Xhd)

B B LYK 2 AT SR T i BR800 bp, TN
B (D . it b Rl #ii4kp GEM-Teas y-T IMP-1p
LINAe 1/Xho DUIEVISEE, 9 o/ LB R BEAERS Ik 4>
BT 7RI 2k 5 (3015bpIpGEM-Teas yZ 4 F1800 bpft)
TIMP-1)F 8 FDNAF BY) » 5T —S(Kl2) . DNAJU 7
UESE A R 800 bpll) H BYHER, LR HESE IE
. BRG] ) 5 pCAT3-basic ik, LINsel/
Xho IWEEYISE, 9 o/ LEARHHIEE B ik 70 b /s P
217 (4022bpRIpCAT3-basic#AAFIS00 bplKTIMP-1/
S FDNAFBY (K13) , it B S 4 JikipCAT3-TIMP-1p#4)
AIEA (Kl4) . 4 FE 4 FURipCAT3-T IMP-1p4% 4tHe pG2
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A0, 1 mmol GLFEEWOGEEE 40. 268 40. 009,

AR B pCAT3-bas i el 40, 003+
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