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[(HE] BN FEAMNEZBITRHEEHBY)H C X AIR6. XA L 23 F K (BCP)
T1762/A1764 R4 F. FiE  WHESHA B BLE B4 4 R R R R K LS RES # (ASC) .18
PERF 4 (CH) AT BT 88 46 (LC) BT 40 M TR (HCC) B I 75 482 4, AT RIBHI MK B K X Sk
W A1896.T1762/A1764 S 1 S#H PCR-RFLP B JE B, 58 A1896.T1762/A1764 45 5
i 247 B % 23.03% f129.67% ., WRBYE AL896. T1762/A1764 25 5 & H % N 27.64%
36.04% & T .8 ARKIEKBERESFERT.06% .8.85% (P<0.01), A1896 AF R 7E B.C R FH R
P R 20.34% fM27.13% (P> 0.05), T1762/A1764 % 5 % 18.97% #146.28% (P<0.01),
A1896 . T1762/A1764 £ 52 7€ HBeAg B . FHHE 41 181 (9 43 i 2 BB G5 312 B (P {639 <0.01), M ASC
| HOC #,A1896 . T1762/A1764 7§ 53 A7 B Wit B , LC HCC (M i 2 W] B % F CH 1 ASC 44 (P
35 <0.01). A1896.T1762/A1764 %8RB 514 B2 FH (451 M 31.79% F141.06 % ) B F 3 2 (10.94 %
F14.06% ) FE51(8.64% FI11.11% ) RYLH (2.86% F12.86% ) ,{H £ B XK logistic B A HEH & T
HBeAg HBV AR E K RBUEME  EHXKASAERLLE T 2T L, &1 A1896.T1762/
Al764 EREFRMERFRER S HE —FEF. CHBEE S KE TI762/A1764 TR, Fif T 7
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[Abstract] Objective To investigate the distribution of hepatitis B virus (HBV) precore A1896 and
basic cote promoter(BCP) T1762/A1764 mutations in Guizhou area. Methods 482 patients with chronic
HBV infection, belonging to 4 nationalities, including 225 asymptomatic carriers (ASC), 158 chronic
hepatitis(CH), 57 liver cirrhosis (LC), 42 hepatocellular carcinoma (HCC), from 4 areas of Guizhou
province were examined. HBV A1896 and T1762/A1764 mutations were determined by direct sequencing
and restriction fragment length polymorphism (RFLP). HBV genotypes were determined by PCR-RFLP
based on S gene. The relationship among these mutations and genotype and the progression of liver disease
were studied by multi-normal logistic regression analysis. Results A1896 and T1762/A1764 mutations
were detected 23.03% and 29.67% among 482 patients. These mutations were more prevalent in Hans
than in Dong, Miao and Buyi minorities( P< 0.01, respectively). The mutations of A1896 and T1762/
Al764 were more commonly seen in HBeAg negative than in HBeAg positive patients ( P< (.01,
respectively) . The mutation of T1762/A1764 was significantly higher in genotype C than in genotype B
(P<0.01). There were significantly statistical differences in the detective rate of A1896 and T1762/
Al1764 mutations between patients with HCC, LC and CH, ASC. The distribution of these mutations in
Guiyang (31.79% and 41.06%) was higher than in Zunye (10.94%, 14.06% ). Duyun (8.64% ,
11.11% ) or Kaili(2.86% ,2.86% ) . However, there was no statistical difference by multi-normal logistic
regression analysis after controlling the influence of HBeAg statu, genotype and clinical types. Conclusion
The distributions of A1896 and T1762/A1764 mutations were different in some nationalities of Guizhou
province. The mutation of T1762/A1764 was more commonly seen in genotype C than in genotypr B.
These mutations were closely related to progression of chronic liver diseases.
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ZRIBT % 55 8 (HBV) §i C X A1896 4175 &
2% HBeAg 64 B, # A& #% .0 )8 30 ¥ (BCP)
T1762/A1764 25 77 5| f HBeAg ik [, BiFh 2R
SR M HBeAg BT 18 1 FF 4 (CH) MIHLH 2 —.
% F HBeAg BATE CH M4y %5 BH — & W b B AE ,
HY5lGERER# R RUR SR EYARKR, B
B, 45 R X B C X A1896 .BCP T1762/A1764
A SR A 5 Z AT B IR R AR R E L. AR
FIMNE FHATH HBV B C XK K& BCP ZERH R, L F
T — X i HBV B H A K A R R
EHREREMNE C X & BCP BRMIAERE, Nt
— L HAR N4 HBV BT C X1 BCP 4 8 M 21,
B 7 S A R R R O R M R R AT BN A
4 MR I 482 Bl E #AT T AE,

HEE5TTE

1.0 g xt 4. 3k 482 #il, & 2004 46 4 H &
20054 12 A, St M 45 % 5 fE (302 1) LB (35
) GBS (64 B1) 5T (81 17])4 b XA [6) B W48 1
HBV %, B 362 f), & 120 #, £t 16~
70 %, BB 2005 & 2 RSB ITRGE, H
To iR 345 # (ASC) 225 B, CH 158 B, ff 4 Jif 4%
16 (L.C)57 B, i 40 B iF 2 (HCC) 42 #l.

2. ML 3 FpAS 4B SR BB BRI 3 ml, B0 BUIL I
B R IR BT R I IR BB

3. 51 # iR WA A HBY B4, 7 C Kik
it 6 4514, Eh C, .C, ARSI, T ¥
K383 bp, I = A C1896 K& BCP1762/1764 {i s,
B tr514 4 4, C, R E LS 9), Co (I X5
W) ¥ 5 #1194 bp, LB EFHT C X 1896 L Ko
CUEXBIY), CGUERRE X519k
184 bp, {2 & BCP1762/1764 firi, C; 5115 B
k2], &5l mafaRit A b A TEY IR
AFEIR,FIRFEFIRE 1,

4. FERF SUH BB (£ B Promega 2

7l),DNA 4+ F & Marker.4 x dNTPs, Taq B§ (#£ %
Y TRRAF]), FRH N V) B8 Bsu361.Bcl 1 (SHg
%8 MBI Fermentas 2> 7 ). 5700 B & B ¥
1%.,9700 B PCR ¥ 38 {X (EE ABI A7), BERE &

IEX AERCEN: VIR
5.HBV DNA #A i $2 B . 3R FI UG 26 74 A1 4R 44t
W77 o

6. BE IR A1896.T1762/A1764 38 5 % A A

F L PCR-RFLP ) ¥, EE LT il i 4l
# HBV DNA 5, A C5.C B C,.Cy J 5|4, PCR
PHEET C KBk BCP XK #4r K B, =914 Bsu361 &
Bel 1 M0 ARG B V) B B K BB M AW E FH
HHEKD .

#1 PCR FFASIHFH

R
E3 8 B31(5~3") g KB
(bp)
C; (sence) CACCTCTGCACGTCGCATGG  1592-1611 183
C, (antisence) GGAAAGAAGTCAGAAGGCAA  1955~1974
. . CAAGCCTCCAAGCTGTGCCTT »
Cs (sence) GGOTGGCCTT 1865~ 1895 194
Cg (antisence) GTATGGTGAGGTGAACAATG 2058 ~2039
C, (sence) TCGCATGGAGACCACCGGGA 1604 ~1623

C3 (antisence)” CCTACAGCCTCCTAGTACAA TGA 1787 ~1765 184

RS [1893 R1R T BOH C, 7678 S bk h 31— A Bu36l
KI5 (CC ¥ TNAGG) 1;° 45 BT 49 ( 1767 i) A TR T,7EE R #
55— Bel T #91R(T v GATCA) )

7.0 A1896.T1762/A1764 % 7 . i PCR
Y E W, B ERE S BOCHR(1],

8.HBV N AR RAAZE LN S EH
PCR-RFLPF &,

9.HBV i iEn &4 ELISA &, A1
B FIAR AL R4 B4 .

10. HBV DNA # : Fi 9 % & & PCR ¥, i)
AR I UG /A 7] 42 4L, AR A0 5 BUbR o il 28 4 i &5
H,<10° # 0 /ml R, ARENSEFHES
¥®iH8 HBV DNA HF X8 ILEL

1. G20 B B « BB, KWK
BH Yy’ B, ZEBIE logistic FUH Mo

g R

1.1 PR % %k 482 4] HBV 3 & #, ASC 225
) (46.68% ), CH 158 # (32.78%), LC 57 #i
(11.83%), HCC 42 # (8.71%). T ¥ F #
(30.56+ 23.62) %, ¥ ALT /K F (149.92=
139.62)U/L, ¥ HBV DNA & #(6.93+2.27)log
$£ U1 /ml, HBeAg PHYE 2 H61.41% . TE 4 AT
%, N ASC B HCC, 7z ¥ 9 L B 32 i e K, B &
1T B RIS B . CH 41 045 75 % | /K A
ASC#41#y HBeAg FATER Y B EF® T HM A, HCC
i) HBV DNA S BB F M THMA (P HH<
0.05),

2.A1896.T1762/A1764 7 T HI K i 2. 177 {3
FaAS FiLU 5 305 1 45 A A B YT R M T A1896.
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T1762/A1764 7E S, KBB4 A1896 & 7 59 £},
BoE T1762/A1764 45 5 91 #Y, A1896 B & T1762/
Al764 7 52 Iy, BB AR SHRALRAH N
Al1896 1 5 4 % 23.03% (111/482), T1762/
A1764 TR H FH29.67% (143/482) 6

3. A1896, T1762/A1764 7% 5 # H#1 X 4 #i .
A1896 F1 T1762/A1764 ZE R W47, RHM & T %
SO ERE VLB (R 2) . BEEE logistic BIHH7E
¥i# 7 HBeAg HBV R H B RIGRAERE WG,
MAERELHRFSHEER(E3).

$£2 AEHIKX A1896 F1 T1762/A1764 25 F #4F

A1896 T1762/A1764
BE B e TRRI(%)  AH HARE(%)
i 42} 302 96 31.79 124 41.06
b: 94 64 7 10.94 9 14.06
#5 81 7 8.64 9 11.11
LR 35 1 2.86 1 2.86
ait 482 111 23.03 143 29.67

#3 . AR DURBSE A1896
H T1762/A1764 %5 B 4347

A18%6 T1762/A1764
g MR (%)  FI% HWEH%)

R %K

1R % 28 1 3.57 1 3.57
ik 30 1 3.33 1 3.33
iR 55 7 12.73 8  14.55
WK 369 102 27.64¢ 133 36.04°

&it 482 111 23.03 143 29.67

588 A KA R, = 18.8974,° * = 30.6589,
P {H¥<0.05
4.A1896.T1762/A1764 7 S Ky R /4 - 1A
B AR b A1896 A8 &K, T1762/A1764
A5 A AT 4 B M3.57% .3.33% F114.55% . K
JRY E AL1896 A F I K th B K 27.64% , T1762/
A1764 2 F H36.04% , 51/ B A Kk HBV &
HAIIGHT.06% 8. 85% MK, ER BRI %¥E
(£ 3),
5.A1896,T1762/A1764 % R 7 B.C 2K i
B4y B B #160.17% ,C %139.00% ,A.D B &

0.41% ., B.C 3[R A1896 45 5 i 40 #7 41 5] %

20.34%FI27.13% , E R LRI F R (5 =2.95,
P> 0.05), T1762/A1764 % § 4y fi, B B K
18.97% MR MK F C Bi46.28% , £ R F Hit ¥
B (y'=40.74,P<0.01),
6.A1896,T1762/A1764 45 % ¥E HBeAg FH .
FH 4 20 5] f) 43 77 : 482 5 28 3 1,301 )y HBeAg FH

#E,181 I HBeAg FAtE . A1896 %% 5 #F HBeAg FH
0 B A 2 () ) A L %R 40 1 2 1096 % F143.09% ,
T1762/A1764 % 5 W & 5| 7 14.62% F154.70% ,
A1896.T1762/A1764 35 7 7 HBeAg MM . B4
BH A, ERE R FE (" E5Red.41,
87.01, P fH#¥<0.01),

7.A1896 . T1762/A1764 78 5 75 A 7] i 1 26 &
HE 4 A ASC 43 HCC 4, A1896 & RIE& 4
T B ) 3 B, ASC £59.33% . CH 28.48% .
LC 42.11% .HCC 52.38% , T1762/A1764 % R %
Xt R 4 B 4 A LA A R RLAR, 4 5 M 10.67 % |
28.45% .71.93% 1 78.57%, ¥ LC.HCC 4 5
CH.ASC 4 & # 4 #r, W LC. HCC 4 A1896.
T1762/A1764 &R i ¥ & F CH.ASCH (K 4).

£4  AFIEKRER HBV R H A1896.T1762/A1764

ERM ST
M3 o A1896 T1762/A1764 A5

Bi% WA (%) B M%)
ASC 225 21 9.33 24 10.67
CH 158 45  28.48 45 28.45
LC 57 24 42.11 41 71.93
HCC 42 22 52.38¢ 33 78.57*
&it 482 111 23.03 143 29.67

HCC.LC A5 CH.ASC 44 th," ¥’ =37.69," y* = 121.34,
P {H#<0.05

8. A1896 . T1762/A1764 A8 4y fi kA X H R H)
ZEAE logistic {34347 : A1896 , T1762/A1764 % 5
5 HBeAg BAME:, I R B H i) LC, HCC [i] 77 7£ 48
XKk, EEBREFHAARLER(ES),

5 it

HBV A1896 #l T1762/A1764 7 S ¥ Wi 1T R &
HIREAR—, EHIEM HBV R H + A1896
T1762/A1764 25 S IR R4 5 K 27% F1 44% 5,
HAKEH T RE ERERHEHER31.5%M
54.7%", B/ N R 0 4 B K 30.7% F
32.5%" . A BF5E AW ¥ & PCR-RFLPJ5 % , i &
T 4 A Hh X3 482 #1844 HBV Y& A1896,
T1762/A1764 72 R #) 5+ i, & B 7 M 4 A1896.
T1762/A1764 7 5 09 & 44 3 43 3 H 23.03%
29.67% , t AA EEM, 5TMMHIE, EFRMNEH
R My X, PR AR 5 19 o A AR AN AR . BE FH ML X
W A1896 B T1762/A1764 25 SR 16 Rty B %
RTELHS B, HEHEE logistic [B] 134 Hf
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7E#E % T HBeAg HBV R KWk R 2 R 5,
BROAEABRALER, AERARS SR
ABRPAEN, ERRERYERE X, hE
TE 2 B 96 7 5 E 5 M 45 K B 4 A L B b KA 2
TEM, EFEERELERA D,

RS EHEFE logistic BIFAH A1896.,T1762/A1764

TROFHHEEER
A5 43 i OR fH(95%CI) P1{E
A1896

HBeAg B #E® 4.000(2.359~6.780) 0.000
CEHERM’ 0.633(0.380~1.053) 0.078
WX -8V 0.645(0.233~1.785) 0.398
#4 0.609(0.201~1.844) 0.380

= 0.157(0.020~1.218) 0.076

WA RY CH 2.634(1.151~6.024) 0.022
LC 2.749(1.035~7.303) 0.043

HCC 4.321(1.532~12.185)  0.006

T1762/A1764

HBeAg B2 3.254(1.983~5.340) 0.000
CHHR 2.093(1.282~3.418) 0.003
WX b 94 0.716(0.307~1.671) 0.440
Fi ) 0.532(0.237~1.191) 0.125

JE 0.394(0.087~1.782) 0.226

MEHR%ERY CH 1.096(0.819~1.467) 0.537
LC 7.004(3.301~14.863)  0.000

HCC 6.841(2.824~16.572)  0.000

“HBeAg FAYE Jy 3¢ JB4H ;% B 3 B B o 0f T4 ;¢ 8t P o xf
4,9 ASC H 3t BA

A1896.T1762/A1764 LR S BEHKFR,32%
W 19% AR 9% KB ABEFIE A1896 Z R,
SHHTFHNAAURIINDHWBAREL R
T1762/A1764 R (A FA R R M8 H W04 A
A L ARGE . ABF S LA RN A B R A D
BEWR B ARERRE IS, DUk B E 5t
1B, JA#& A1896.T1762/A1764 ZERMAF ST, %
BT A2 S 0 S SRR L MR R AR, AR R IR, I
R, ZFRARIT¥ENL. ARREREL RS
MMER BRFMERES, TSRS M HBV & EH
BARRE XS,

A1896,T1762/A1764 £ R 5 HBV £ H & FH
K THEEREEFEENARR, ZE45KESRE
—BHLEIET . AR B C B AT Bk 0 8N
B HBV BB EANNGE HEWNMERS B.C HH
R RFR, KB CBURE A T1762/A1764 % F46 1
FERT B, logistic A kL CEERE %
4 T1762/A1764 BRI EBEMALEE, 5250 K

BB, Al896 ZERMKEZHE,C HREEIFE B
WE, HERTEIT#E L, ER A189 ER5 B,
CHHERMEW KRB AR, X T Orito H™ IR E
-3,

%t A1896.T1762/A1764 78 5 5% BIEE & 1Y &
PR, A1896.T1762/A1764 AR E B &4 F LC.
HCC 8% MM ERY SERHEBEE X, IR
F I, A1896 il T1762/A1764 25 5 #E HBeAg B 1% &
FP R EYE T HBeAg FHE B, 118 70 Fh Ax
75 HBeAg FAtEIRSH X, X5 T1762/A1764
5 5 F B HBeAg ik >, A1896 % 5 58 HBeAg
KRR LA X,

& % X W
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