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[(HE] a® Kl FRTHEZ O 3T (basic core promoter, BCP) [X 48 5 o7 15 7 Z T AH I 5% 19 A8 F 4R L 1A 2,
R EA FEXRKYIITR L ETORE, & I 2 093§l HBV JoiE R # (asymptomatic HBsAg carrier, ASC) .12
1 Z BUF % (chronic hepatitis B, CHB) \iFfifi b (liver cirrhosis, LC) FlIT 4 Jfl % Chepatocellular carcinoma, HCC) # 2, i FH
FP I HBV A7 i 728 5 5 33 9 (9% BB 9 07 125, DA ASC 41 2 X B B 9T P T8 4% 0 J8 3l X0 28 S 55 2 T A DG 95 6 & A=
B FR AR &0 Logistic IV 43 MR IE 4R R 5 J5 HBV 28 5 /£ CHB.LC Al HCC K& iR, 4 & HCC
AR T1768A 78 540, AR AR S A S A8 AR Y KT 30 %, i 76 ASC 41 vh JC 78 S5 v s 19 28 R A 8l i 30967 AN AE 4
SAE 4 HAHEE AR B RGBT T (Prena << 0. 001) 5 B T1768A {7 S 40, HiAx A8 B 4 CHB.LC Al HCC 41 " /9 1 1F Lo fH L
(adjusted odds ratio, AOR) ¥JZ ¥4 Jin, A1762T/G1764A MR ALY HCC KA H Y AOR 2~ 13.91(95% CI 9. 66 ~20. 03);
HBV BCP X {7 i BBV S5 R AE 2 JHF A 5 5295 1 2 0 B2 R T 8 38 (Poea <C0. 001), # & R HBV BCP X745 ¥ HBV
AH O 9 1E 8 ek A vp 2R i SR, R B I B9 & KU 38 i s HBV BCP X 78 55 ml 7R S B 000 HBV A 56 2 R I 9 & A= 14
WAL ALY .
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Frequencies and risk of basic core promoter region mutations of HBV in HBV-related liver diseases

ZHANG Min-feng'® , QIAN Pei-xin*®, PU Rui’, HAN Xue', ZHANG Hong-wei*, YANG Jia-mei', YIN Jian-hua®*

1. Department of Special Treatment, Eastern Hepatobiliary Hospital, Second Military Medical University, Shanghai 200438, China
2. Department of Clinical Diagnosis, The First People’s Hospital of Zhangjiagang, Zhangjiagang 215600, Jiangsu, China

3. Department of Epidemiology, Second Military Medical University, Shanghai 200433, China

4. Center for Disease Control and Prevention of Yangpu District, Shanghai 200090, China

[Abstract] Objective To evaluate the frequencies and risk of HBV mutations in basic core promoter (BCP) region in
HBV-related liver diseases. Methods This case-control study enrolled a total of 2,093 cases, including asymptomatic HBV
carriers ( ASC) . chronic hepatitis B (CHB) patients, liver cirrhosis (LLC) patients and hepatocellular carcinoma ( HCC)
patients. HBV mutations were detected by DNA sequencing method. The association of HBV mutations with the risks of CHB,
LC, and HCC was evaluated by non-conditional Logistic regression model adjusted for age and sex as compared to ASCs.
Results The frequencies of all the HBV mutations, except for T1768A mutation, in the HCC patients were higher than 30% ;
while all the HBV mutations frequencies were lower than 30% in ASCs. The frequencies of all the 7 HBV mutations gradually
increased in ASCs, CHB, LC, and HCC groups in order (P . <(0.001). The adjusted odds ratios (AOR) of all the HBV
mutations. except for T1768A. were gradually increased in the CHB patients, LC patients. and HCC patients in order

compared to ASCs. It was found that A1762T/G1764A was associated with HCC (AOR=13. 91; 95%CI=9. 66-20. 03). The
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cumulative frequency of HBV mutations in the BCP region gradually increased with progression of hepatitis B-related diseases

(P end<<0. 001). Conclusion

HBV mutation frequencies in the BCP region gradually accumulate during the progression HBV-

related liver diseases, which finally leads to end-stage liver diseases. These HBV mutations can be used for early prediction of

HBV-related end-stage liver disease.
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[Acad J Sec Mil Med Univ,2013,34(9):929-933]
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1.3 T4t A HBV DNA a0 ZHF
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ABI 3730 FE P 23 B AGHEAT 7 W B 42 50 m) )T

1.5 %542 KA MEGA 5.0 fl Bioedit 7.0
A AT R 50 43 1. A SPSS 18. 0 # {4 (SPSS
18. 0 for Windows, SPSS, Chicago, 1L) JE475#E 5%
ANMGET 2o b, R o K b B M 2 e 4
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Tab 1 Clinical and virus characters of patients with different HBV-related diseases

Characteristics ASC(N=848) CHB(N=369) LC(N=316) HCC(N=560) P value
Age* (year) 29.35416. 68 41.81414. 60 50.44410.73 52.32411. 24 <20.001
Male n( %) 498(58.7) 260(70.5) 244(77.2) 455(81. 3) 0. 001
HBV genotype n( %) <20. 001
B 285(33.6) 83(23.5) 68(22.7) 89(16. 8)
C 562(66.4) 270(76.5) 232(77.3) 440(83. 2)
ALT* zg/(U L™ 22.0049.77 153.624243. 45 116.644193. 06 81.274154.09 <0. 001
HBeAg n( %) <<0. 001
Negative 339(40. 1) 148(42.5) 171(64.5) 341(63.0)
Positive 507(59.9) 200(57.5) 94(35.5) 200(37.0)
HBV DNA levels® 4.1942.19 4.9141.91 4.30+1.43 4.6241.45 <0. 001

(log1o copies/mL)

*, x®s. ASC: asymptomatic hepatitis B surface antigen carrier; CHB: chronic hepatitis B; LC: liver cirrhosis; HCC: hepa-

tocellular carcinoma; ALT.: alanine aminotransferase
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Fig 1 Frequencies of HBV BCP mutations in ASC,
CHB, LC, and HCC groups
ASC: asymptomatic hepatitis B surface antigen carrier;
CHB: chronic hepatitis B; LC. liver cirrhosis; HCC: hepa-

tocellular carcinoma
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Fig 2 The adjusted odds ratio of HBV Enhancer I[ /BCP/PC
mutations in CHB, LC, and HCC compared to ASC
ASC: asymptomatic hepatitis B surface antigen carrier;
CHB: chronic hepatitis B; LC. liver cirrhosis; HCC: hepa-

tocellular carcinoma. x=s

2.4 HBV BCP R4z &8 Z R E F I £ £ T M
XEBF AR R E 3 ERW. P C1653T,
T1674C/G. T1753V, A1762T/G1764A F1 A1846T

() SR AR S5 45 2 0 AL b B R, S5 AR & B HBY
BCP XA i 28 PR S 4 A4 AE £ JTFAH DG 1 i ok A%
B (R*=0.880 4, P ,.q<<0.001),
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Fig 3 The cumulative HBV BCP mutation
frequencies in HBV-related liver diseases

ASC: asymptomatic hepatitis B surface antigen carrier;
CHB: chronic hepatitis B; LC: liver cirrhosis; HCC: hepa-

tocellular carcinoma
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