SRR EAE 2020 455 H 5527 % 4558 Pract Prev Med, May. 2020, Vol. 27, No.5

—he

SRR

CHPREERT S He N A8 7 5 & A A B A5 SCME B 5T

AR, Tk, Rm, T A RiAE
L BREZE K% K 400038; 2. MG KN, LifF 200433; 3. FSREEBRASEER AL GKE 050000

BE. HB BWiTCRIBFRIGEE (hepatitis B virus, HBV) {ij S 3£ (preS) 2555 HBV BYY G AL & A M, A
% R BT BBEFIE T, XF 50 12 M 2 B4R (chronic hepatitis B, CHB) f235 F1 67 5] Z - HFA% 4L (liver cirrhosis, LC)
BE ML HBV PreS JEFFEATY BEFM)T , B FH MEGAT7 B AT 78 He X, (5 F SPSS 16. 0 Seit 34 XF PreS 3 PR #4S
ARE LC MM TR EMEZHE M, SEHR  RHEESPEEREN, BV ZEHE A PreS X T3116m(X* =8. 470,
P=0.004) ,A49m(X*=4.939,P=0.026) .T53m(X* = 6. 683, P=0.010) . A109m (X* = 5. 868, P=0.015) K& PreS f 575 5
(X*=12.154,P=0.000) 55 LC &/ REMI, PreS B TAERAEED LC BE IR (63. 16% ) 35 5 T2 1LC
B3 (31.03%) (P=0.007) , ZHRE&EREN, FR K (OR=1.07,95%CI:1.02~1.11) T3116m(OR=4.18,95%
CI:1.39~12.61) PreS #7552 (OR=7.20,95%CI:2. 09~24. 80) & LC ByM 7 GBI ZE, 4518 HBV PreS B R
T3116m J& LT R BH R E LC WAERE R T ERFEARAREETRAE,

KGR BT RIFRE ;IR ; 5878 ; L P A

RESES RIS 9 NEHIREM:A XEHS.1006-3110(2020)05-0547-04 DOI:10.3969/].issn.1006-3110.2020.05.010

Correlation between preS gene mutation of hepatitis B virus and

liver cirrhosis after hepatitis B virus infection

XIE Jia—xin', DING Yi-bo*, ZHANG Li', WANG Fu-kun®, ZHANG Hai—pu’

1. The Third Military Medical University, Chongqing 400038, China;

2. The Second Military Medical University, Shanghat 2000433, China;

3. Bethune Hospital, Shijiazhuang, Hebet 050000, China

Corresponding author; ZHANG Hai-pu, E—mail ; haipuzhang@ qq. com
Abstract:  Objective To explore the correlation of preS gene variation of hepatitis B virus ( HBV) with the occurrence of liver
cirthosis (LC) after HBV infection. Methods

and 67 patients with LC after HBV infection, was designed. preS gene of serum HBV from all the subjects was amplified and se-

A case—control study, including 50 patients with chronic hepatitis B ( CHB)

quenced. MEGA7 software was used to align the sequence. The correlation of mutations in HBV preS gene hot spots with LC was
determined through univariate and multivariate analyses by using SPSS16.0 software. Results Univariate analysis indicated that
HBV mutations in the preS region, including T3116m (X*>=8.470, P=0.004), A49m (X*=4.939, P=0.026), T53m (X*=
6.683, P=0.010), A109m (X*=5.868, P=0.015), and preS deletion (X*>=12.154, P=0.000) were significantly associated
with the risks of LC. The frequency of preS deletion was significantly higher in decompensatory LC patients than in compensatory LC
patients (63.16% vs. 31.03%, P=0.007). Multivariate analysis showed that advanced age (OR=1.07, 95%CI:1.02-1.11),
T3116m (OR=4.18, 95%CI:1.39-12.61) , and preS deletion (OR=7.20, 95%CI:2.09-24.80) were independent risk factors for
LC. Conclusions HBYV preS deletion and T3116m are the HBV mutations related to higher risk of progression from CHB to
LC, which need to be validated in a larger sample size.
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CHB f8 35 % ik 1 Jre 5 005 7 &2 1 % U)AH OC, HBV
DNA i (>2 000 1U/ml) . HBeAg 525 fH %, € 3£ A
RIPL S HE2E HBV 2 PR AR S5 2 B HIE 5202 LC [ 57 i
B[R Z Y HBV PreS 3L K Hi PreS1 il PreS2 ¥4 i,
S 4Rt PreS1 F1 PreS2 2511, Bl & & A AN IS5 &1
SRR IORL LA R CEE 2, PreS1 Fl PreS2 R
H&A T 4R/ B 4Pt 2407, 78 HBV 54l
RGP RS AR I E A A PreS 3£
AASEATRE S HBV R P kg A 3E i 4 T O 5 9 A
LT AT SR I ) %o BRI T 0, LA CHB (5%
H EE) AN LC(fREES SRR ) F3 R F 5 %
%R HBV PreS BHAE5 5 2 8% kA= LC 1A
Stk NPt I LC BRI R IR &R

1 g5h%

L1 #Fzest g LI SR BUE bR E B2 aY 175
%] HBsAg FH:A: e T 12 T #4467 5] CHB, 108
i LC) A58 X 52, 2 Wi bR AT G (18 P 2 B R By
TRTER ) (2015 4ERR) , LC W 134 TAS ek A i 3% 2
ZUR kA, HA A 25 AT & LC 2 WibnifE; sl E 2
PR IR LC IR LT DK B R I R F8 AE (0
JEK i/ INBR i | A R T 5K ) o HERR b R A
SR LC @S IEG (AFs RO T
JH S EREPERE 5% | A B e IR 2T IR
Wilson Jpg i, HIV g 55 H A AR sy ) . SREESH
AL 5 ml, -40 CORAF# . 8 A e g A 3 1)
[ S5 5 RIS HE RS X G BN 12 Rl R B ), A S
T MR SEREE 5 (1975 4F) IR 3R AR AL R T
GUSHEIE T R R A Ak £ 3 B H R R ) e A
5T, I B SR E S

1.2 Fik

1. 2. 1 HBV DNA £ Z3 2940 il , {58 F e
R4 DNA/RNA $2HGAH & (bt RRAE LR A
FRA T, DP315) , 4% i ity fiff 15 W1 42 B HBV DNA,
-40 CHEfERH

1. 2. 2 HBVRERAYE FHARSEGIWEE
PCR #5351 HBV SR ARG, BT 51917 511, PCR X
I AR 28 B 2% 25 BR SR ARGE T

1. 2. 3 HBV RS PIFFK: HBV DNA SAHEAR,
K HHEK PCR X PreS X EAT Y 14 PCR 2 i 1A £

BRI A 2 R OSCHRARIE " Pk 32k 4 5 1k oy L v
B REAR PCR Y 2 Wik B A T A HAR iRk
5540 BRZA R HEAT XL IR1 I P I 445 114 3 PRy 40 i
MEGAT7 {4647 exf ab 3

1. 2. 4 FAFKEX DL CHB HF b 30850 3 05 i3 110
WA ERAE R 45 o < WA AL e A R Bk a2
HRAE” PreS1 8y PreS2 X =/NE{ ) F &S BR B
RIRE LR PreS §R A2 S5, % CHB 5{ LC /& # H 748
SRR T 10% 04 AR TR L,

1. 3 %it 34 ffiff] Excel 2010 s A, 1
SPSS 16. 0 k#4748 11434, 1L HBV DNA Ji% B
X B R IES A GORE, TR SR (xts) R,
IR 22 5 LU RS T ¢ A8, PR WK L ERGP  HBV
7 HBeAg BHE R  ALT S8 o0 55 35070k} HL 4
X K, 2R Pl logistic M7,
JIA G TR B R OB 55, P<0. 05 2 5543 5e it

YN
RN,

2 & R

2.1 —fBIL 117 BIREARZGY 1 T 415 PreS
FER ), K 2R 66. 86% , Hirb CHB SR K6
RN 74. 63% (50/67) , T LC 4 i oh %
9 62.04% (67/108) , i Z A1 25 RG24 8 L (P>
0.05), LT LC B3 R 29 1 (43.28%) , R AR
£E] 38 i (56.72%); CHB & # i, & & 21
(42.00%), " B 15 i (30.00%), %% B 14 fi
(28.00%) . LC B H W L& T CHB B #F (P<
0.001) ,CHB B & L7 ALT 5% L6 (P<0.001) .
HBeAg FH PE Lt 5] ( P <0.001) . HBV DNA {i% i (P <
0.001) 5 T LC B, HE IR WA RS
ZIM 2R TG E L (P>0.05) , W3k 1,

F 1 WIS SRR

FHAF CHB(n=50) LC(n=67) X211l P
B (% xts) 39.52+14. 84 52.49+11.22 5177 <0.001
B (n, %) 40(80.00) 49(73.13) 0.741 0.389
W (n, %) 13(26.00) 21(31.34) 0.397 0.529
TR (n,%) 13(26.00) 20(29.85) 0.210 0.647
RIS (n,%) 16(32.00) 31(46.27) 2.425 0.119
HBV A (n,%)

B 7(14.00) 8(11.94)

C 41(82.00) 56(83.58) 0.333 0. 5642

B+C 0(0.00) 3(4.48)

D 2(4.00) 0(0.00)
ALT>45 U/L(n,%) 45(90.00) 34(50.75) 20,118 <0.001
HBeAg [HtE(n, %) 40(80.00) 26(38.81) 19.760  <0.001

HBV DNA(log,( copies/ml, x+s)
i ALT AR N8 s HBeAg : ZHTNTE e LR ;2. HBV £ B 5
C I E) 5370 26 5%

6.90+1.41 5.14:1.74 101. 944 <0.001
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2.2 PreSEREFLE TH LC AR EHF 5
PreS [X. nt. 2889 .nt. 2943 nt. 3000 5 14 AR L
JIGAE LUK PreS 55 PreS2 JE 8178 SARRAE AT
LC 5 CHB & 248 R MR 5 T 10%, PreS itk
T3116m ,A49m  T53m  A109m 7E & HF LC Y728 45
RET CHB, 5 0F LC By & A4 B E A& (P<0.05) ,

32,
K2 PreS FENAFE LC AR B K00
s FERAESR (n,%) AOR {H e P
CHB LC (95%CI)
PreS2 REN T8 8(16.00) 18(26.87) 1.93(0.76~4.88)  1.956 0.162
PreS 2k 9(18.00) 33(49.25) 4.42(1.86~10.51) 12.154  <0.001
(2889m 17(34.00)  24(35.82) 1.08(0.50~2.34)  0.042 0.838
T2943m 9(18.00) 18(26.87) 1.67(0.68~4.12) 1. 268 0.260
C3000m 11(22.00) 22(32.84) 1.73(0.75~4.02) 1. 660 0.198
A3097m 10(20.00) 12(17.91)  0.87(0.34~2.22) 0.082 0.775
(3102m 16(32.00) 19(28.36) 0.84(0.38~1.87)  0.181 0.670
T3116m 17(34.00)  41(61.19) 3.06(1.43~8.57)  8.470 0. 004
A3120m 7(14.00) 16(23.88) 1.93(0.73~5.12) 1.770 0.183
ATm 5(10.00) 15(22.39) 2.60(0.88~7.71) 3.101 0.078
Al0m 7(14.00) 15(22.39) 1.77(0.66~4.74)  1.319 0.251
T31m 19(38.00) 29(43.28) 1.25(0.59~2.63)  0.330 0.565
A49m 8(16.00) 23(34.33) 2.74(1.11~6.81) 4.939 0.026
T52m 23(46.00) 41(61.19) 1.85(0.88~3.89) 2. 668 0.102
T53m 9(18.00) 27(40.30) 3.08(1.29~7.35) 6. 683 0.010
A109m 4(8.00) 17(25.37) 3.91(1.23~12.48)  5.868 0.015
S, BRI LT S RIS R B s AOR 22 4R £ |

PRI TE B9 H AL

2.3 PreSEARAETFE LC %KV“#H?“(' &S|

%l HBV DNA %45 HBV SR B HHE , DL BA R R A

Br LC #0256 HBV 28 S AEAC AL 'ﬁé’eﬁ{* LC )53 A5
FHE, IR PreS SR8 AR AE R AEE LC JRE TP
EE TABAY LC B3, PreS R4S B 54042 LC B
B REMEME(P=0.007), 3,
F3 R LC HIEHET (n,%)
REMLC &M LC AOR fif

i (n=29)  (n=38) (95%CI) i P
HBV J A #

B 5(17.24)  3(7.89)  2.45(0.50~11.91) 1.224  0.269
C 23(79.31)  33(86.84)

ALT(>45 U/L) 15(51.72)  19(50.00)  1.05(0.39~2.85) 0.009 0.925
HBeAg FH1E 11(37.93)  15(39.47)  1.05(0.38~2.96) 0.009 0.923

HBV DNA(log, copies/ml,xs) S.11£1.78  5.16+1.73  1.05(0.77~1.42) -0.126  0.900

PreS 9(31.03)  24(63.16) 4.42(1.50~13.00) 7.269  0.007
T3116m 20(68.97)  21(55.26) 0.48(0.16~1.40) 1.818 0.178
A49m 9(31.03)  14(36.84) 1.35(0.47~3.84) 0.315 0.575
T53m 10(34.48)  17(44.74)  1.91(0.67~5.44) 1.452  0.228
A109m 7(24.14)  10(26.32)  1.11(0.35~3.49)  0.030  0.862

L ALT . RN R ; HBeAg: IR TE e PUI AOR 240y 51

KIEHAE .

2.4 THIC AR Z®MSEAEZ»H KGER
%] HBV DNA % B  ALT HBV J: X 81 & PreS 2k
T3116m ,A49m  T53m A109m 25 7] fg 5 LC AHCH) A
RWAIEFKAE logistic PIHBIAIHEFT Z N2 34, A
AR | PreS B S T3116m & ZHF LC By kST
G N ZE (P<0.05) , W 4,

R4 LI LCFEK N ZE R logistic [FIIH 74T

EES B SE  WadX*{§i P OR(95%CI)

A (H) 0.064  0.021 9.617 0.002  1.07(1.02~1.11)

HBV DNA -0.617 0.196 9.976 0.002  0.54(0.37~0.79)

PreS 2k 1.974  0.650 9.771 0.002  7.20(2.09~24.80)

T3116m 1.431 0.575 6. 460 0.011  4.18(1.39~12.61)
3 it i

5T, HBV R B3 45 00 R i i, o5 |k /) 4
PRE I 25 IF AR ML 8 405 % 4% i 2% A 0 S EEHLA, 0 I
RAFAE RS CHB b LC MEZE R K, i HBV
PreS B FTENLIR S HBV A58 S0 AP 2 A 1,

PreS X2 2 B WIS 5 HBV 8 J5 905 1k e 45
o 10l ORHIFSE R FR AN ] S AE AL BE CHB H 3 (%

RN ﬁr“)ﬁﬂ, A DA FE A B AN AR L B
SR 6], B4 AN TR) 8 i R R R e RS 228 o 300 %) 9 75 2
FRF 225X A8 S 5 LC MR R, LC B3 17
PRS2 5 T CHB S35, 1 HBeAg PH4: 2 i X
T CHB 3, [F] I HBeAg BH 1 e 2 B K 24 4F I3 1%
T HBeAg PIVERR UL # | $784F 1% /& CHB [ 35 K el
LC WEERERNZE, M HBV 28 5 ALT F4
HEHEHFRPELIUELE LC ZAMHKE Y R Ry
2L HBV & il 5 A e i 1 LC &4 Bl Ry
Hfgk AR, Hid, A5 LC & 1iL7E HBV DNA
SEEINHEE S ALT S8 Lu 3 5 2K T CHB 35 (P=
0.000) ,CHB 3% HBeAg FTER B #E & T LC B,
— BNl HBV J&YL 5 HBeAg BHYE Y, if 35 5 75 2%
R, PR PRI N BE B PR XX HBeAg [15%
5L HBV 28748 koA 1 3 OCHE . HBV B KA C 7E[A]
W5 EIESEE AT LC BIfER R RS B RABF
FEP R G h JE R B o i 22 R RS 2F B X
(P>0.05) , \TRESHEARR /NG L,

HBV JE[HAF 57 HBeAg BHMEEC Y & ik, H.
W25 et S BA L ARHFSE DL CHB B I
HBV PreS D40 i A6 B im A 1T R AR Sl B A= 3
JELL CHB SBEAE AT A # HBV A2 57 5 i LC 1Y

A, 7ES % HAh R oe ) i Eml |- 45 ANk
I I 25 R B A8 S 0508 > 10% I s AE R« FR s

ARG PN SE, AT ) T i v A 5 A 6 5% R 9 S AT
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ECRAS S, T HBV A8 S50 % bl 5 A W 1 K
T, 76 5 P B 3 A0 S T AR 5 ) 2
ZRIREHE R HIES T4 HBY 2R 52 F LC
(R AH SR IR A XA IS S PRI TR OE . R R AT s
IR PreS 2% ' T3116m . A49m  T53m , A109m %575
SWERIN LC B & A KUK (P<0.05) , Hif A49m
A109m 7E [FIZEBIFSE rh S5 A G |, AH M 5 2 B R A
A P HEATRAIE

CHB B ETERINRRE | F 18 P i & R E 33X
LC KM, 29 15%LC B3 i A RAEEW], Bls #8022, 5
AR AE] 35% " FERZ LR R Hh, HBV Jik
BEUR P SRR OGP AR S rT 34 CHB JRE B 2 LC
SACEIIRIBE T RS, A FE L3 T HBV 5 8 22 4
fIEF PreS B AS AE AT 5 A0 E% LC R )i 22
5, KR PreS SR A8 A R AL LC b i 25 TR
W LC(P=0.007) , $&/~ A2 LC BF RN HBV PreS
FEPR & A B I B G i R O R AR, T HBV S5
MRS R LC BRERIR B RFE T2 R,
TG CHB BRI Z PR R IRYTY . ZHE
IYMTEE R R AR | PreS BL AR S T3116m J2& 2 AT
LC ST fE e 2 (P<0.05) , 5 H 584518 —
O BB AR SN, AL SR AE AW R R
St AR OCAE SR I R, P AR IR 2 LC I E G
B2, PreS X PR Fr B 2% 5 35 g 5 2 11 45 44 Fl
Uife kA28 % & BRI IS S PR S sie R G0
FHEAER = A 5200, % sk I F 0 ( http - //www. cbre.
jp/research/db/TFSEARCH. html) 45 2 . 7 , HBV PreS
FE nt. 3116 1 T RSN HERHRE , HH X Bk
F2 T HESEIMRIN F Tik69 B 45 & 07 45, HBV K 5 5¢
JEE K AR G, HED HBV PreS %5 R 7AE S 1]
REFE HBV 2R e i A Pl s 25 ORI 20 i B2m, S
B RAR i TIPSR AE KRS LC KA, PreS 3
A S B SR G ROV, E At DNA B, LA RO
B -1 EMEAEHTE N LC KA b s g

ZE LTI, ARF5E & B HBV PreS & [N A48 5+ 7E
CHB JBY AR B B 430 22 57, Herfr PreS R AR S 5
CHF LC KA Rkt Je 2 R AR 0 i 35 AR O, Sy ik — 20
5T O LC AHRAR SRR R . AW IS IR 2
AJEZAE  ABFFEAEAS A /I, AH 2518 5 78 B AR AR
WO P T EE . R, HBV 5P B4 b 3 5 A%
BRI R, A ARFE S, N —2 08 HBV

YR 5 AN [R] I A2 S 155 100 S AR G
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