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HE.HA #%m Toll %4k 4 (TLR—4 ), 3#AKKF B, (TGF-B,) £LAM £mA (HBV) MAMK
FRRRAL & W 69 A KT, 33T /8 HBV AR AT ARAL R & . K P8R . ik IR 2016 1 A—2017 %
12 ANAEFRKEERLS % HBV 548 25 4] (HBV 454740 ), B LA X (CHB) &% 504 (CHB
21 ), HBV A8 R PAFARAL B3 139 4] (HBV A8 R MAFARALAE ), 3R B 1 25 448 B kb ok A s R (i s Fa 4 ),
# TLR—4, TGF- B, & HBV DNA /£ & #F 70 3¢ A8 3 o o 64 & 2k R F 4 m 20 46 35 47, B4R TLR—4,
TGF-B, Ak RTF£ZF AL R AL R (ALT ), HBV H 0484, &R HBV #2758 o TLR—4,
TGE- B, K-F 54 Bext LR b4 £ F R4t &L (P >0.05), HBV A& MAFARILLE TLR—4, TGF— B, &iAK
TR R4 HBV 45440, CHB 4R-F7 3 (P <0.05), HBV #8% MAFARALLL TLR—4, TGF— B, &k
K2 CHB A7+ % (P<0.05); /& HBV Aa X MAFARAL 85+, F AT RSAT LRI InE, PEER A TLR—4,
TGE- B, & K-FF+%, Child—Pugh C % HBV A8 XA ARAL & F JE2R 2 TLR—4, TGF-B, K-F 3 &, Child—
Pugh A. B. C4 3 FMkE, £FA%i3FEL (P<0.05); HBV 4845 BATFAEAL & & J83R o TLR—4, TGF-B,
KFL5 HBVDNA HEZEZ A% (r=-0497 #= —0.581, 3 P=0.000); 5 ALT /K-F ZEAX (r=0.572 = 0.619,
3 P=0.000 ); HBV A8 X MIFARAL % G2k f TGF— B, 5 TLR—4 &k KT ZEAE (r=0.736, P=0.000 ), Z5it
HBV A8 X WAL EF 53R TLR—4, TGF-B, &k, THRIFFASFFLLGL L, LR HBV #a%\
FEREAL TR 5 4T AR 0 B B8 AT L — .

EEER . AR AR A RAE, TR Toll %4k 45 2L A KEF B,
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Correlation analysis between expression levels of TLR-4, TGF-J,
in circulating blood and severity of patients
with HBV related liver cirrhosis
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Abstract: Objective To investigate the expression levels of Toll like receptor 4 (toll-like receptor 4, TLR-4)
and transforming growth factor B, (trans-forming growth factor B1, TGF-f,) and their roles in the occurrence and
development of HBV related cirrhosis. Methods From January 2016 to December 2017, 25 HBV carriers (HBV
carrier group), 50 CHB patients (CHB group) and 139 HBV related cirrhosis patients (HBV related cirrhosis group)
were selected from the Affiliated Hospital of North Sichuan Medical College, and 25 healthy people were selected

as the control group (healthy control group). The circulating blood samples of the study objects were selected.
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The expression of TLR-4, TGF-B, in the circulating blood of all the subjects were detected by enzyme-linked
immunosorbent assay (Elisa), the HBV DNA level of circulating blood was detected by fluorescence quantitative PCR
method, and the liver function index was detected by ADVIA 2400 automatic biochemical analyzer. The expression
level of TLR-4, TGF-, and their correlation with ALT, HBV load in the circulating blood were compared. Results
There was no significant difference in circulating blood TLR-4, TGF-f, levels between HBV carriers and healthy
controls (P > 0.05); the expression of TLR-4, TGF-p, in circulating blood increased with the developed severity of
HBV related liver disease; the highest expression levels of TLR-4, TGF-B, were in patients with hepatitis B related
cirrhosis, and those in patients with hepatitis B related cirrhosis were higher than in healthy controls, hepatitis B virus
carriers and patients with CHB, and the difference was statistically significant (P < 0.05); the expression of TLR-4,
TGF-B, in the hepatitis B related cirrhosis group was significantly higher than that in the CHB group, and the difference
between the two groups was statistically significant (P < 0.05); the expression level of TLR-4, TGF-, in circulating
blood increased with the aggravation of liver damage or liver fibrosis; the highest level of TLR-4, TGF-, was found in
hepatitis B related cirrhosis patients with Child-Pugh C, and the difference was statistically significant among patients
with Child-Pugh A, B and C (P < 0.05); the levels of TLR-4 and TGF-f, in the circulatory blood of patients with
hepatitis B associated with cirrhosis were negatively correlated with the HBV DNA load (» = -0.497 and -0.581, all
P =0.000); there was a positive correlation between them and ALT level (» = 0.572 and 0.619, all P = 0.000); there was
a positive correlation between TGF-, level in circulating blood and TLR-4 level in patients with hepatitis B associated
cirrhosis (» = 0.736, P = 0.000). Conclusions High levels of TLR-4 and TGF-f, in circulating blood of HBV related

liver cirrhosis patients may induce the occurrence of liver fibrosis, which is one of the important indicators to reflect

the degree of HBV related liver cirrhosis and fibrosis.
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WA Y 2 I BF R 57 (hepatitis B virus, HBV )
J&, KA HBV TEHUAR S Ve T Bl B, Dk oy
HBV e REALIA SRR H R GE ] ORI RS . 2
PLRIR | 18 LBIF % (chronic hepatitis B, CHB ),
HBV AHSCPEIFREAL . iy 5, ™ i g NS iR
fageit, 4Bk 30% AL th HBV BYLra, K
60% R4k H HBV JEY s ", JHAE A48T Child-Pugh
SRR AL BL C39L", HETRWUIFRRRE | JFeF4E
AT TR PR, (HUTARR, Toll FESZ 1A 4
(toll-like receptor 4, TLR—4 ), ALK AT B, (trans—
forming growth factor B, TGF-B,) 7£ HBV #H & T4l 1L
KA R RN Ok B2 B AL, AR A
I HBV #5417 % . CHB & # MR Child-Pugh 5344 1)
HBV AL H AR ML TGF- B, TLR-4 7K,
I SHEIRIM ALT, HBV DNA #REAMAHCHA T, 85T
TGF-B,. TLR—4 7E HBV HISCHEAFAEAL A A . A J
AIYEH

1 ARSI

HRITER
YE B 2016 4F 1 H —2017 4F 12 A )1 b B 2% Bt
B T = e 12 1 HBV #5717 3% 25 5] (HBV #5772 ),
CHB #7450 5] (CHB 41 ), HBV &1k i1k

1.1

139 5] (HBV MIJCHERFREALAL ), BeHRI 25 fFifd
TR J Xt IR (X BRZH ). HBV AHEPERT R AL 4
% Child—Pugh 43 2% & A 9% 64 5], B 2% 48 fi|. C %%
27 1], ELBFFEXS R AEFR ML TGF- B ,. TLR—4 FZikK
Vo WRRRETEMER . AR DR TSEE L (P>
0.05). WAbRHE : OBWikRiES IR BT R BTG
fam (2015 4FHR) " s QBEIIEFE ; @BFHIA
FeZ e RAUR TR . HERRARIE - OH AR
RE IR EE TR . A B et . M A . T
KM S A R 2 S BUR AT 5 @A I sl
B ECPR AR B I BRI T B IR E 5 @&
I HAth ™ 5 4 S PEpOR SlORE M R DA IR O FL
WA,
1.2 WA E

K H OB e 2 W B K % (enzyme linked
immunosorbent assay, ELISA ) Kl #0538 X G416 4 1l
TLR-4. TGF-B, /K (7 3 FEAE MR e dn A fR
ONE]) 5 SEEOEE R AMEERY, (qRT-PCR) Kl
PEFIMLYE HBYV DNA /K ( B AR e A
FRZNE] ) 5 ADVIA 2400 4= H sh Ak A A Fi £ 351
(TEEVG AR BT Shfetabs, Bra e sk
WINEH

o T2 .
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1.3 FitFERHZE 2.3 HBV #8 3 1% BT 58 1 /A 1& K M 7 TLR-4.

BRI MR SPSS 23.0 St akE. R RORHU
PR« bR (xxs) FOR, HRIILBCRHTRE R T
220007, BE— P LR LSD—t K6 5 AHICHE AT
K Pearson 1, P<0.05 HERABGITFE L,

S

HAEIAM TLR-4, TGF-B, RixkFLbE
KLAPEIAM TLR—-4 . TGF- B, Fik/AKF I, %4
T 200, ZRA G FE L (P <0.05). HBV #i
HAMEIR M TLR-4, TGF- B, 1k /K 5 fid FE X 1
i, ZRIGIFE L (P >0.05), HBV fHXCHE:
JHEEALEH TLR-4, TGF- B, 3K K- fdt e xsf B2
HBV Ji #5720 .CHB 417K F-FH (P <0.05 ), W4 1.
2.2 AERIEIEE HBV 18X 4EFEN BETERM
i TLR-4, TGF-B, Rix/KkE

1E HBV A SCHE AL 8 # rh, Child-Pugh A B,
C % 3 HUEH M TLR-4, TGF- B, kKT H#g, 2
A G 2E R L (P <0.05), Child-Pugh C 2% TLR—4.
TGF- B, K Fixerim, & s £F 4L Re B fin e,
PEERINL TLR—4, TGF- B, Fik/K . WLk 2.

2

2.1

F1 HKARFEAMTLR-4,.TGF-B, RikKFELLE (xzs)
2051 n  TLR-4/ (pg/ml) TGF-B,/ (ng/ml)
fa T IR 2 25 1.09+0.27" 1.49+021"
HBV #5774 25 1.18 £ 0.23' 1.53+0.19'
CHB 41 50 6.71 £ 0.69' 6.15+0.82'
HBV AOCHFREfLA] 139 32.89+4.05 48.97 £5.12
F1H 81.980 68.170

PH 0.000 0.000

H: T5 HBV AHCMERTREILA s, P<0.05,

R2 AEIHISTEE HBV B MA@ BEEIN M
TLR-4, TGF-B, Rix/KFELLE

(x+s)

251 n  TLR-4/ (pg/ml)  TGF-B/ (ng/ml)
Child-Pugh A %% 64 29.28 +3.43 44.20 + 4.36
Child-Pugh B % 48 34.55+3.62 49.36 + 4.38
Child-Pugh C % 27 39.28 +4.17 54.59 + 5.48
FAH 41.200 56.320

PiE 0.000 0.000

TGF-B, Rix/KkFE5 HBV DNAHE, ALT Kk F
] B K

HBV A 5 P JH- 6 4k 28 16 26 1l TLR-4. TGF-B,
7KF-5 HBV DNA #8852 7 AH5C (r =-0.497 1 -0.581,
¥ P =0.000 ), 5 ALT /K2 IEAH X r =0.572 1 0.619,
5 P =0.000 ).
2.4 JAEEIFIM TLR-4, TGF-B, RikKkFay+E
X

HBV AH G A Ak 58 96 20 1l TGF- B, FRIA7K
V5 TLR-4 /K2 IEAHX (r=0.736, P =0.000), UL
%3,

®3 HBATEIAM TLR-4 5 TGF- B, RiXKFRHERKME

TLR-4
205

r i PfH
R HRZH TGF-B -0.068 0.771
HBV #54F 4 TGF- B, -0.359 0.115
CHB 41 TGF-B, 0.086 0.551
HBV AHIMEIFIE L4 TGF-B 0.736 0.000

3 iTig

HBV B 2 2Rt A I T AR Z —, HBV &
S TE R CHB ., 21 4F4E4k . HBV A G- f
PR 4 g 0, B AR . ALY HBV
JE R B R BRI, AR LB, [EA
B RETE HBV JRYe AR SCHE R 0 KA . K 5
FEMWEEN, ERKBEE FZmE HBY B 5
MG RS K T . BT 2+ & F58 2 3, TLRs j2&
BN 2 R R e B B — 2z Ak, Ham ek 1R )
TREE . ANTA . LB S SR AR (1 HE S 45 4 T A ML AAR [
A b KRR EER Y, WF5E K TLRs 5%
AR T 10 Fl, 1988 4FE HASHIMOTO 25 A% S i iR
JiG & B W B UK R B T s B Y Toll JEH 22— 1
TLR-4 Zi&, ©JRT 1 BEEEN, FZRHIA1E N
FE (LPS). TLR-4 J& T4 TLRs, XF A A
A GRE R A A B, A A 4
RAUAE (HSC) Bt b, Z#R%5) LPS F1 DAMPs H1E
M, IF LA HSCs PR o - FIEUNSIEH
(a—SMA ) (IR, 0 o3 e o J 2 11 ) B o 2
FIfE -2 (MMP-2) &%, fieif HSCs itk i

.73.
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LRAEANMT, WA YEE A g, AR e &
AU, T EAE RSk R SR M & B,
LPS 7] I3 TLR-4 Fik/KF-, IRESHIFAL A4k
oL R . KR

JEREHZH TGF- B | 24 Fh TCF- B bk i
FEMNAAIER, IR AZ 455 BN TGF-8
S sh AR B HSC S AL Pl i s 2 —,
RS R PR AT b A e 72— TGF-B
U B AN, B9, TGF-B 2 2>
30 Z P i N4 R R A P R KR, TGF-B 43
H TGF-B,. TGF-B,. TGF-B,3 F I A, TGF-B,
J& TGF-B MFBEM N Z—, E—MHEAZE LY
UiRerEE R, AR EZMaER . BF . k.
MT-Yihe, = 5REHMANER (ECM) ™4
Mt . ECMULE, S 5IFALL g ibiifi B R,
R AT e A 1, 2 T AR 105 S
WAFRA LA . RIRN RSB FZ—, [FR
e dfb A . kg b A G4 HSC, it
JREER ek, HA%E T EUEMEANE A L S5 UURE I,
[Fi) i 308 o 41 ) 5 D 9% 98 37 00 ) 200 B o 35 I 1%
fife 5 PRIERLAT A i R L A AL . fEdE A TS
ZRERT. A E RN, B IFALh— R
oA TGF- B, {H7E HBV A G A Ak &
BUEA M Sk, EnES s S T
JHF 440 P R AR S JE A0 B 4 D o P T B ke 15 3 I T
kg, B R, S5 R A KRS

AT LSRR, HBV #5157 F 4G 1f TLR—4
TGF- B, K-S st B4l A e 22 5+, 5L TLR—4
TGF- B, F3k /K F-BE HBV A &1 I 3 5 I &
T, 76 HBV MMk g 3 h ek K dc i,
HTLR-4. TGF- B, FikAK TFHAEFREXTIEZL . HBV %%
B4 . CHB 4UKFFhi, 4 FH LA 25, HBV
AH 2 M I AL 41 TLR-4, TGF- B, 3 ik /K ¥ % CHB
I, WE IR 225 . AFREERER, TLR-4,
TGF- B, 7€ HBV MSCHEIFIEfL B & ik, XnTig
5 HLIAR HBV B J5 BT A0 I P A B 3
A, 278 TLR-4. TGF- B, BRIk K EAE— & FEE
[ HBV YL #7E CHB . HBV AHCHEAFRE LAY & A |
KIBHITRMMEN . FL4E{L & CHB [a] HBV FH2¢HE
JFRE A & R i) — A el A, 22 PR 28T i & A
PR ERAE RN R A, SRR R A ™
Ao Ho TGR- B — ELHN N 215 5 I B R 4 A
e FEApE T ", S5EFFEREEL . 55

53850 & ECM G 50, 233 ECM & S
Rty , MM DRFAZL 4l . HBV AHSCHE A
e kA . B sE M ARSE R, TLR-4. TGF-B, A
RETEIE# P 4Up 363k, 76 HBV M SEPE s £
A, 5 LR T 7 T 200 5 2 e b 3 3 A T 40
b, FFARERE ERFS, HIHAE CHB KA G A A
LB E AL Ak, fE—a R e S 4l
LAYAL . IFREILA A G . PR 25 SRR, T4
MY HBV &, #] [ TLR-4 kKK, %S AT40
L= R TGF- B, P I ARG, 53 AR
HMpEIGTE, BTG LA . BFERE IR E
IAGIR I TCF- B, FE T L LA b 1) 45 A4 B B v 3=
POKFTHE,  HX IR WA A 25 5 TR
S BRI £F 4 Ak o3 BRI AR & i35 m, A3 1
TGF- B, FikAKFTHE, RUPERM TCF-B, KTV
JHFAHZR AT YAk 2 J ) i Bk B TP 2 AR B B AR S
58k, FRARGSERER, TLR-4 7E{gH I
AP JLEARZEGS, 76 CHB 4 K HBV A& AT Ak 4H
PRI L P BB 2Rk, HAE HBV AH G il A 2
R IAKFE R T CHB 41, thiE—E R R w5 1
FUEACI ARG, B2 h 48 "l kil CHB . HBV
FHOGE R AL L K2 HBV AH G JF 40 it Jes 28 35106 2 1.
K HTFHEURY) TLR—-4. TGF- B, By F ik K254k & 3,
TLR-4. TGF- B, Fik/KNV- 5 JFH LR R GE M4 dE b
FEM—3E, Wt T SRR A AU

AWFFE 45 R Bon, 78 HBV A G T 6 1k i 4
o, B B ST dE AR N, A ER I TLR—4.
TGF-B, 35K F-TH, Child-Pugh C 2% HBV #H 54
JFREAL B F G I TLR—4 . TGF-B, /K FiR%H, Child-
Pugh A, B, CH 3 HIWEA LR, AMRER TR,
FEKEEILN TLR—4. TGF-B, AlREiB S S 5. {2k
R BRAFAE R KA B, IS IR AT AR fir, 523 HBV
FHSNE AT Y fb P REAL R A . KRR, X5k
FIRSF " PR A AL S, TR SE M SE A I
N[F] Child-Pugh 434% 1) HBV A 5614 JFA Ak 5 18 30
. TLR-4. TGF-B, FRKikKF-, WiFH 5EEHLIAY
gk

AWFFTEER R, HBV AHSEME I Ak 5 A 1L
TLR-4. TGF-B, /K5 HBV DNA # i 2k, 5
ALT KPR IEA G, BH K, HBV FPEA AR 23
I ZUARAE 2 A B2 1) B B F-, HBV ilid £
WA I BRI R Eh Ak S355E, et TLR—4,
TGF-B, K aRik, Mmfedk e 4efuny k4 5%
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M5, 5« JRPRINL TLR—-4, TGF- B, F3ksK V-5 HBV AHICHE TR0 25 0 1 AR (0 A DM o3 B

. ARWFFTEER RN, HBV AH M 1h 2 2 0834 1.
TLR-4. TGF-B, /K°F-5 HBV DNA # &R A%, X
AIfE S HBV AHOCHEFEfL 85 HBV BT, K
it HBV 5 40MEA% A5G, FE3R 0 HiF 2 HBV fIRKF
ik, (HIFHR LT g bRis & B, TLR-4, TGF-B,
KFEFZeik, FRF TLR-4. TGF-B , (B FRAA ]
PR AR A S PR EEPLE 530 HBV DNA & il K
SEHIE. 34, HBV DNA K IFFLEAAE, £
5SS HSC, 23U L B g i sz 5 A 4 Ak &
e, WE B TLR-4, TGF- B, TG AL 5K EFik,
SRR FENREE A8, K EFME " W5
ZER IR, HFHAN TCF-B |, £ik/KFEFEE HBV HH
M F 6 B IR A I HBV DNA %% H % 384 fin i v %
ik, WoR HBV MFETE S HIKF X CHB 85 21 4E
R RAESE R EY) . (HE2m5S% " 5% &0
TGF- B, FI72ik/KF 5 HBV DNA # & oA M, 1E
HINN, CHB B AH M I AL B E I EA 1M+ TLR-4
TGF- B, 7KF5 HBV DNA 2k i i+ S AT A AS [ W0
M ARG . 2K TR Db
FEAFS

ZE LTk, ARG HBV ke K HAR & T
T Ak B E BRI, TLR—4 . TGF- B, A3 3K 7K F % H:
AT, B8 TLR—4. TGF-B, 7E HBV AHCE fFAE
LAY 2 313 G 3 ke (S S (B P =Y N5 7N 1
B TLR-4. TGF- B, 78 HBV #H &M T 4k i 2 15 7K
A4k, (EREUIFHZ TR TLR-4 . TGF- B, /K FHKik S
LU 22T Y AR BE R AG I I TLR—4 . TGF-B, #ikK
FHTIOES, WA TLR-4. TGF-B, 5
HBV DNA A4 IR R, B, AT
AT A K AL AE— R R . ASIRE Ok
Ak, B2 AN E I TLR-4, TGF-B, 5 HBV
DNA KFRISER, DL S LT AL FR I 5C R WA
FERT LAKIE
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