— 646 — BERERKZFIR 2018 £5 43 55 5 H5 ( Journal of Chongging Medical University 2018.Vol.43 No.5 )

1) DOI: 10.13406/j.cnki.cyxb.001631

HBV-X%4 Y TGF— B 1 S ani s A1 ek 5 b

EER AT A
(FEPRER AR RS B IE RN, R 400010)

[ E]BH.HETOMHRE X X FE A (hepatitis B virus X gene, HBV-X )48 5 SE LS ‘m‘ﬁz;)ﬂ:ﬁﬁ:(hepdtltls B virus, HBV )&%

Y fB B IMLIE AL AE AR K R F-—B 1 (transforming growth factor beta 1, TGF-B 1) IAE TN 988 8] BOAH S, F73E  WCEE 2015 4F
1 HZE 2016 4F 10 A 3118 5 EERNR A A BB it 2 RGBT 4 i 13 35 61, AL 35 4], i 35 i, RIS
A B I T 5 (polymerase chain reaction, PCR) Y1 HBV-X JEKFF, I H =41 DNA M5 000 P45 58 5 2250 HBV-X
FE R P o347 A8 5467 05, BAEE G5 W FFH I 72 725 (enzyme—linked immunosorbent assay , ELISA )& F 34 135 TH TGF-B1 ¥R
B EE IR ORI B BTy 22 0T S T A BRI 5 BR . TGF-B1 W BEAE NP 2 08 A (o 7 TR 2, 2 S A G+
7 L(P<0.05) , Y5 H8 3 LT P WL IR S8 28 67 SR YR N - A1762T/IG1764A [ T1719C .G1635A (A1605G .C1653T \T1753G, Hirh
A1605G A1762T/G1764A [ T1753G S48 FAE IR AT 5 TR @ AL, 25 HA G2 L (P<0.05) . RH t Krguxf w4 #E17
TR B,3 /\uﬁﬂ%”’i%Ka&Q?E% TCF-B1 W EAFAE G222 57, iR . HBV-X ﬁﬁlﬂPE’J T1753G ,A1605G ,A1762T/
G1764A {5 RAETBE S TCF-B1 ik KR R A X T RES S T MH@Bs & B ik
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Correlation between HBV-X gene mutation and TGF-1

in hepatocellular carcinoma
Wang Yufeng,He Song
(Department of Gastroenterology ,The Second Affiliated Hospital of Chongqing Medical University)

[ Abstract JObjective . To study the correlation between hepatitis B virus X gene(HBV-X gene) mutation and transforming growth fac—
tor beta 1(TGF-B1) in hepatocarcinogenesis among the patients with chronic hepatits B virus(HBV) infection. Methods ; The serum
samples of 105 patients with HBV infected were collected in The Second Affiliated Hospital of Chongqing Medical University from
2015 to 2016. They were divided into chronic hepatits B group (35 cases) ,liver cirrhosis groups (35 cases),primary liver cancer
group (35 cases). The HBV-X gene sequences were amplified from the serum samples by polymerase chain reaction (PCR) ,then the
amplified products were sequenced, finally compared with those reported in GenBank to find the variable sites. The levels of TGF-1
from serum samples were detected by enzyme—linked immunosorbent assay. Results ; The level of TGF-B1 was significantly higher in
primary liver cancer group than in other groups. The common HBV-X gene mutation sites including: A1762T/G1764A ,T1719C,
G1635A,A1605G,C1653T,T1753G. The HBV-X gene mutation including A1605G,A1762T/G1764A,T1753G was significantly higher
in primary liver cancer group than in other groups. T test was sued to compare HBV-X gene mutation sites and the level of TGF-B1 in
all patients;there were statistical differences in TGF—B1 levels of three mutation sites between mutation group and non—mutation
group. Conclusion :The HBV-X gene mutation sites including A1605G,A1762T/G1764A,T1753G may have correlation with the level
of TGF-B1 and HCC,which may participate in the occurrence of hepatocellular carcinoma.
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JH 2 B 983 (hepatocellular carcinoma, HCC) J&
TS b DA AR R T BRI
H AT 0 R 1 e A R Rt BT ANIE HE | 12
P Y FF R 9% 7 (hepatitis B virus, HBV ) B L 9 1A
i [ HBV AR e i 3222 )5t KM, HBV Y4
2R T e S T A e 1 2R A R
I EE X JE & HBV DNA Hrig/i— TP
BERSAE , 2t & 3 X 2 H (hepatitis B virus X
protein, HBx) , 25 HCC K& /E & AR Z E W)k
o KEFORHE R HBV-X B8 5 nl s HBV 11y
AT R AR HBV RR2et 2 i, fE#F HCCHE
R A4 K B (transforming growth factor—3,
TGF-B) /& —Fh A A=A 45 B 5, 5 JH I e A
KAt TCF-B1, ITAFARMIFE A B TCF-B W] il
HBV & il , Z 5520 HBV AP~ E 8, 1] HBx
AIAEHT TGF-B 114 20 M 35 58 4 i /E F , HBx rp Y ik
A% )8 81 (basic core promotor, BCP) [X. [ 9k &
AR TGF-B BYZE A T vyes 20 i i b
FHM, {0 HFTF HBV-X JEEAE 5 5 TGF-B &k
TEE HBV AHOCHE HCC YR RIEATERE . ML,
AR ST 38 i Y 4E 105 9] HBV A 56 M IF 0 HR 2 i
I R HBY X RN AR 5§ Ol S TGF-B1 WL,
BT HCC B TS T HBV-X X5 UL AR 5407 5 5
TGF-B1 FER A I | TR T 5 70 JHH 200 M
RImid PRk R

1 #RFFTE

1.1 ##

R 2015 4F 1 H % 2016 4F 10 H WA FHKERKY:
PR A BEBE RS A8 P HBV L 5 M i 2k 105 41, 1
BhRES IR 2015 BRI PE 2 IF R 7GR ) 2011 FCE
RAEIF ST ) b 58 FRE A 8 5 4% 35 41,
JT A B B HE R FLA g SR 2Rk g, LG A B e I |
RGPS 25 PRI 3 S s o o i FR 2 B MR [
B, AR E R ER A IR A e B B2 5 A A R
(4i'5:2014-075,2014 4E 11 H 28 H),

1.2 E2E

5332 il PCR X (Eppendorf, 75 [ )  H1 3k 4% (Bio—Rad,
E[H) BN M 5 (Bio—Rad, [ ), B ALY
FEHEET (Thermo scientific , 3¢ [ )45
1.3 EE3XA]

17 HBV-DNA $2 B0 £ (OMEGA, HE) | i & 5

PCR ¥ 34 (KOD-201, LRI AW RHE A BR A A |
TGF-B1 ELISA &7 & (FIU A YA R A .
14 Fk
1.4.1 HBV JEEEIMLWGFIEPRAI AR 112 oA B e khlk
LA TP B WP AR % (HBV-DNA i 5205 T 14 E
it RN R SRR R B R A AR
1.42 HBV-X EERABGY 1S MF s Bl el o] 342
U AT M3 1 HBV-DNA, SRS PCR J7ikY H5HBV-
X 2 [H (GenBank accession numbers:JF911665 to JF911696)
HBIYpgen . 1040519 L5149 .5 ~-TGCCAAGT-
GTTTGCTGACGC-3", Fii5|41:5 ~ACGGGAAGAAATCAG—
AAGG-3"; U519 . 1514 .5’ ~GCCGATCCATACT-
GCGGAACT-3", N34 .5’ ~-GGCACAGCTTGGAGGCTTG—
AA=3 | B8 BOR/N R 624 bp(B19H B TA) .
% —% PCR WAL % : Tag i 13 mL,10 mmol/L 7|4 %% HX
1.5 mL #i4K HBV-DNA 4 mL, Il K ERGE/K E 25 mL, [
ZF .94 °C,15 5350 °C,30 5368 °C, 1 min, 3£ 30 PMIEFF, B
R T 2 mL R P 5 i B AT A i R AR
Z SRR 194 °C,15 5355 °C,30 ;68 °C, 1 min; 3 304
PEER, PCR P2H0F 1.5%3 NS HESERE AL bk , TR (5 4%
HMT FEREE R YR F H W R BUb 52, F= ik A -
T A Ttk 5 FEOSUON P 51 4 58 BN Y, D 45 2R g
BioEdit , ClustalW %1 5 #5fE B #k (HBV/ayw , HBV/adr , HBV/
adw, HBV/ayr) #E47 FUAZ, [RITE NCBL _FH#EAT X,
1.4.3  I3E TCF-B1 MR R FH BRI G g2 e SFH 52 125 (en—
zyme—-linked immunosorbent assay , ELISA ) #& #ll TGF-p1 ¥
BE |, A% 4 B ELISA 70 & Ul A BHRAE , T4 ook BT
IR S E (absorbance , A)E, SK TG R4 A {E22 B i i
IR
1.5 it o

il FHGE 2R3 F SPSS 19.0 BEATBUESE 0T , R Bk
IR B 2 224301 H A — Rl AL E) 25 57, P IE RS
TR ORER R = P22 (x £5) F0R AR IES TR BORR
FHA BRI 5O I EE 27 | R I 650 4347 45 2L 1] 8 AR 37 85
BT, ¢ RTIR A3 HT TCF-B1 552875 (v 45 0] B 56 2, AR K
YR 0=0.05,

2 % B

2.1 BEF A

B B2 HBV YL B3 MU A T4 4L X H 4R
W TAAEZH NI 22 5 ) T8 SR AR AT /1N (65.59%>21.1%) , JiF
P B E IR (3.4%<44.7%) , 2 R BA S4B L, %
JE R ARG, T 5 R AR | 8 %) R SR T 4
JLJF4RE . HBV-DNA g B4R B AE 4 20 (35 1] ) B Yk ey 1A
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ALE (35 f41)) FJFER2H (35 1)), 22 A gt # i X, HIERZ
BB AR R IENE HBV B W IRV T T HUmeRIRYT . Ik
Ah AT ES HBV SR # 3 A E A0 T A ¢, N UL 4
HBV-DNA a5 aa Z 0 WA TR 4L, i \HBeAg 7K
- EGYUR BRI RS AL A B 225 WA 1,
22 ik TGF-B1 #m

PEVEFR R IS TCF-B1 WREETENTRELL (35 19]) rh i
SR TR AL (35 6 FTFRE AL 2 (35 1)), 23500 K -+ (10.1 =
12.2) (114 £16.8) (34.4 +29.9) ng/mL, ZF AL H¥E X
(P=0.000, % . P} TGF-B1 ¥ FEAEA FILH [ (0 e 2 Y (A
TS Hoh P<0.05 A4tit=#E ), %8 TGF-B1 =Rk
ARES R R R A 6, A 2 1 LR HE R - SRR B,
JHF 4 20 R AR AL 2 40 1) 22 S5 4 BAT B2 5 L (P=0.000) ,
JHREAL S s AR LA 22 RN A Gei 08 X, %18 TCF-B1
AN RE Y HCC MRAA I, MIERSITYUREIRIT /7
R RELH (52 ) FHAE DU RELH (53 1)), R I TGF-B1
EEEUR R T B AR RO AL, 43R (11.5 £20.6) |
(25.7 +24.4) ng/mL, Z 5 A G242 L (P=0.002) , 5 &t
5l HBeAg K FAEH RN, 4563 1, &R HBV-
DNA #2558 m @ i eRe  iF— 2 e s (35 #i))
TGF-B1 H4E# (r=0.000,P=0.999) TC X, 1fii TGF-B1 W 5

HBV-DNA (r=0.494 , P=0.003 ) ELA AH Gk,
2.3 fiF P HBV-X 2K & F 547

JITAT B B REE I & 56.19%(59/105) , C 50 35 [R] 951
i 43.8%(46/105) , Ho 2 i DL B B S = BE P 8 5]
5 HBeAg KA1 5, HBeAg BAPER E T € BUIEH A5 60.3%
(35/58) ,HBeAg B 3 B MIFEHA 5 76.6%(36/47) , i 5
Btk I e &R X 5 22 AT AT — 3R (K 2) . K
HBV-X 78 507 5 85 R -5 UL 28 A5 AR K R A1762T/
G1764A T1719C .G1635A A1605G ,C1653T . T1753G, Herh7E
JHFIR 2R rp A B 1 58 AR A5 AT . T1753G(57.1%,P=0.016)
A1605G(74.3%,P=0.001) . A1762T/G1764A (74.3% , P=0.003)
HIBLL LS AR R T e 5 T PR R G Z TS
iR —3(FR 2) , WA, AR Y UR BRI YIRTT A M R
WLAR S 5 R A1605G  T1719C, MiAS IR ZH % B IF9as 4 b LA
A1605G HL AR N R AE R (RPN ERIRY T R & 2 I HBV -
X HEF RS 2 550 HCC PR FH i — A HHIEiEse.
24 HBV-X X B EF5 TCF-B1 K FE45H7

SR ¢ KRB W AT 40T, R ARE (L 105 461)) R4
H A1605G (1=4.778 ,P=0.000) . T1719C (¢1=2.555,P=0.002) .
A1762T/G1764A (1=3.105, P=0.000)3 43 i 5878 5 AR 5 A8 40
B TGF-B1 M EEAAEG I 225, 4563 2 #&/R HBV-X %t

F1 BEBEEHAEH

Tab.1 Baseline characteristics of different groups

iH JHRA (n=35) JHAEZ (n=35) JFEd (n=35) FACIZH. PAH
R () 39.83 + 14.36 46.49 + 13.05 51.11+9.27 7.308 0.001

<40(n,% ) 19(54.3) 9(25.7) 1(29) 23.249 0.000
=40(n,%) 16(45.7) 26(74.3) 34(97.1)

HBV-DNA[ x 10° ¥ D1 /mL, M ( P»s, Py ) | 5.79(1.06,46.30 ) 3.62(1.72,7.42) 0.17(0.02,2.25) 20.720 0.000
RN (5, %) 26(743) 27(77.1) 31(88.6) 2.500 0.262
HBeAg(FH,n,% ) 23(65.7) 19(54.3) 16(45.7) 1.448 0.240
BURERRYT (JE.n,%) 20(57.1) 17(48.6) 15(42.9) 1.448 0.485
T PAE R 52 PR 2 (WA [RTLE B AN IR B BE 14 43 A1 AT JCIX G, P<0.05 A Ge 23

F2 FAHEHBV-X fLARTER(n,%)
Tab.2 The HBV-X gene mutations in different groups (n,% )

WiH R (n=35) FFREfEA (n=35) AL (n=35) X H Pl
G1635A 18(51.4) 19(54.3) 17(48.6) 0.229 0.892
C1653T 12(34.3) 17(48.6) 21(60.0) 4.658 0.097
T1753G 9(25.7) 11(31.4) 20(57.1) 8.319 0.016
A1605G 10(28.6) 17(48.6) 26(74.3) 14.706 0.001
A1762T/G1764A 12(34.3) 17(48.6) 26(74.3) 11.531 0.003
T1719C 19(54.3) 14(40.0) 22(62.9) 3.742 0.154

FE R 5] 7.041 0.030

B #l 17(48.6) 16(45.7) 26(74.3)
C#l 18(51.4) 19(54.3) 9(25.7)

T P AR HE PR R R [R) S AR s TSI AN [ B 5L AT TE XS], P<0.05 AT 5E 778 3
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AT T1753G  A1605G  A1762T/G1764A i f5 58 A% R AE T
S (35 1) NTHEALEH (35 1) T 2H (35 491) gt i
AAE R oA R b i, 22 R EA G L, HBIET1753G
A1605G A1762T/IG1764A i s 275 g 5 TGF-B1 Fik KT
FEI R AEARDE X RES 5 T Hm & ke

A8 3 X 105 ) HBV YL i34 135 47
TGF-B1 ¥ 5 HBV-X K S ARG A& B, 76 9
b TGF-B1 ¥R BE B 2 T &, I 41 A1762T/
G1764A T1753G A1605G 28 5K FAE e 4H , %
HBV-X RN 35 TCF-B1 W E /T & IR, IFR A
FEFPAA A1605G  T1719C  A1762T/G1764A 13 1558
A5 TCF-B1 MR R LBAFAEGe I 425 5 AR
H2% JE HBV-X £ HY T1753G . A1605G  A1762T/
G1764A v 35 A T g5 TCF-B1 ik MR %
A, X TTRES S T RSN R R

TGF-B TE1&PE HBV B Ys B e i A ke
A, AT 20 A R R TGF-B T i i 75
S5 SR AR AL, A S HBY I A A
KRR BR R F 7 IX AT BB 2352 HBV (AW 2417
Ko HBV-X JEHE 0] 5] HBx SR AV #1T
SEE AR HBV Re22tE 2 R i HCC /&4
FUIASR BoR |, A 05 F 4010 By, HBx Al 5
HHAE RN AR A 1256 s TGF-B1 A
B, TCF-B1 FRIAE, g 205 K AE
FEAR R HBx A % P27 K TGF-B Ak, ki
FEPL TGF-B 15 41 i B T G1 I, £ a2F 4 e Ji 1
RS, A TCF-B BMIRERIAF HBx 1Y KA A
F T 240 B A2 ) W A TR 8 7T RIS 2
2 E] P4 (pgRNA) 18 B LA B AZ 0 R D )
SIS, TG FI T AR 3 510, HBx T $5$T
TGF—B 14 4 Ji 34 58 410 i /E H , 42 i pSmad3C 1]
pSmad3L #45 AH| T AN MRS FE HBx 348 7] FAIK
JHF A B0 B3 448 JH %k TGF—P 1 1458 410 ) 250 17 14 e
e A A0, AT L, TGF-B 5 HBx 7
S L9 1 R L A —E AR ARG R
HBV =X 3[R 5 A8 2 5 35020 i J9 19 T R 22—
AR ST HBV-X JER AL R TR, A
WF7E % & L HBx 1 BCP [X. [ SR 27484 HBx B4 Al
TREM] N TGF-B Ik P4 s A H)

T e A e B

ABEFE KB, TCF-B1 ¥ B A8 9 4 B I =
AR T S5 AFRE PER HBeAg /KIS G R |
X5 Z AT A R — 20, TR/ T TGF-B1
W25 HBV-DNA # i AHOC , {H ELPR T &[] 1 5%
PUHIA T E— 2D UESE AN ARBiFR & 30 TGF-
B1 Vi BEAE I 20 rh 28 8 % 5 B Gt i LI L
JH A1762T/G1764A T1753G (A1605G, 5 2 T f4
WA R —B, 200, e AR A
A1605G (1=4.778 ,P=0.000) . T1719C (1=2.555, P=
0.002) A1762T/G1764A (1=3.105,P=0.000) {3 5 28
55 TGF-B1 W BL 8] (1 LU B AE B 3 it 2R 25 7%
254 HBV-X ZE A H A9 T1753G A1605G (A1762T/
G1764A 3 1 878 HAE R AL AL | 9 4
G, HAE A rh R AR A i, B IR T1753G
A1605G A1762T/G1764A 13 15,5728 vl i 5 TGF-B1
FIR KW R AEADE XTI RES 5 T IR &
it

A5G &I, HBx BCP [X [ SR %78 n I TCF-
B FRIK A FI T Ied 4 ML Y K FE B A -4 s
S AR TGF-B VEFIBLEI il BEANIE] . TGF-B 7E
LA ELA A i an i A K A S S R T RE
I FEMPRE M TCF-B HA fie it Js 40 L 5 A GL A%
(ST, HBx 5 TGF-B FIAHE 20N, fiE ifF 240 B 5 |
TR A, B4R HBV-X JERI %A TGF-B1 %
I8 5 D R e 9 T 2 A5 5t TE A OGP 75 ifE— 254
FEUESE

i I A 528G A5 Y HBV -X 2 HP i T1753G
A1605G A1762T/G1764A 1 55 %75 v fE5 TGF-B1
Fh MR R ARDG X T ReS 5 T ISR &
JEHERE | H BRI MR T i — P E S HBV A%
P 448 L H s 1) 2 A ML AS It — I A 2 1
AR A HEARHISE K HCC 19 & HIL ) B 1A o 4 4
J5 RSO R — 125

W
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