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[# ZE)BH. K5 HBV (hepatitis B virus, HBV) W AIAI AT CD8* T bk EL 41 A1 il 4 56 R 2 25 55 75 98 28 B B )
HBV BYLLE R, F53k . BILg A 239 il {EEXT R (healthy controls, HC)#& 429 fi] H % i Bk (spontaneous clearance, SR)
& ,858 B2 HBV J&YL (chronic HBV infection,CH) B3, M 54 CD8* T itk B 4N il o4 35 (4] o pk ik 11 28 425 SNP
(tagging SNP,1gSNP)FEATIEH 4378 | SR FH BB 0 2 HBV JR 2878, 4558 . CD8* T bkt 4R ikl 5L PR 23851 (CD244 iy
1485618 , 14656942 153766377 F1 BIM H1 1) rs6746608) 5 HBV €75 (T53C, A166C, T216C, A293G, A1762T,G1764A Fl A1762T
[ GIT64A) AR ELAE ] b 2 2 M T AL (liver cirrhosis, LC) 841195 (hepatocellular carcinoma, HCC) & ZE XU, FEZ IR R FE
A3 H (multifactor dimensionality reduction, MDR)Z3HT A BIZEIZE R . 4538 . CD244 Al BIM YSLN Z 251k nl RES-5 015 T
T AL T2 AR A DG HBV 2848 ) S e % O FCAR BRI T RERZ 18 4 HBV YL
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Influence of interaction between the polymorphisms of CD8* T cell
inhibitory genes and hepatitis B virus mutations on the progression of

chronic hepatitis B virus infection
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[ Abstract ]Objective : To investigate the interaction between the polymorphisms of hepatitis B virus(HBV ) -related CD8* T cell in—
hibitory genes and HBV mutations and its influence on the outcome of HBV infection. Methods ; A total of 239 healthy controls, 429
patients with spontaneous clearance,and 858 patients with chronic HBV infection were enrolled. A total of 28 tagging single nucleotide
polymorphisms were selected from 5 CD8* T cell inhibitory genes for genotyping. Direct sequencing was performed to determine HBV
mutations. Results ; The interactions between the polymorphisms of CD8* T cell inhibitory genes(rs485618,1s4656942 ,and rs3766377
in CD244 and 1s6746608 in BIM) and HBV mutations(T53C,A166C,T216C,A293G,A1762T,G1764A ,and A1762T/G1764A) had
a great influence on the risk of liver cirrhosis (I.C) or hepatocellular carcinoma (HCC). Similar results were obtained by multifactor
dimensionality reduction analysis. Conclusion ;: The polymorphisms of CD244 and BIM genes might be involved in the regulation of
immune selection of LC— or HCC-related HBV mutations,and the interactions between them may affect the progression of chronic
HBV infection.
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18 P 2 BT 28 995 B (hepatitis B virus, HBV ) J&&
Yu R R E R @R, S8 HBY 8
PBEAA 254NN, FAESET HBV AHICHHRE 1L
(liver cirrhosis, LC) FlJH-4f i1 5 (hepatocellular car—
cinoma, HCC) (I # NBUMHIAE 20 T30 30 TT LA ER,
REY) =532 — 19 LC i {9 Al ik —>F 19 HCC 9 1]
JEMEYE HBV BRYLs A,

W R PE CD8T AHTE HBV L ) S i
s B OCEEMMEN] . 8M: HBY B iz,
Joi B3 R S CD8* T 40 it 1) £5 = v/ I B g A2
P AR DT A HLE] i AT AE . BESR Ss Z Rh e
Tl IR 2 5 R AL S AN T ke
YA ARSCHE 4(CTLA-4) T 40 5 5k 25 (1 26 7R
145 R 56 23 7 3 (Tim=3)  FEF ML T2 14K 1
(PD-1) .5 Bel2 M HAEH A2 HIZE T4 15 F (Bim)
1 CD244159

FER R (10° ¥ 01/ mL) , LRI RIFFF e
P (hepatitis B virus e antigen, HBeAg) £ ik, HBV
C AU 1% S IS E LA RHIT S1/S2/S X Fs s
F 1 /3EREAZ 0 3 3 F/17 C X (enhancer 1T /basal
core promoter/precore , Enh [l /BCP/PC) 578 %] /™ 5 JH
PSR , AR e JFF 400 B8 1) 2 93 R A AR S o131
FENG T HBV RS R b AR R R TE R AT
Y0 i 2 1 T RE B RS0 AR T DL T
20 R 2 A RS I ELARE 28 9 200 B 1o PRI
HBV 245 1] IR M8 P HBV JEYL i T 20 i s
RS B AE YRR S

e 1] DL HBV 78y K AR AL
HBEAERFSE T CD8* T Ik L 40 R il 1 B R 22 25k
5 HBV G5 R R M2 T H5 HBV WA
FIREFERA M KR IA BN ATFFEH) B 2
FE5 HBV WEAIARICH) CDST Ik EL 41t 10 i 1 L A1
ZAM5 HBV 8 248 A B VR X HBV Jg e
S5 IR

1 #RFnFxE
1.1 ARt %

AWML 2011 4E 1 A & 2014 4F 6 Atz TEKE
BRI B S — B B B —EE B2y HBV A& TR B BE

WA, B3k 1526 4], I @ T B 2H (healthy controls,
HC)239 ], HBV [ &35k 41 (spontaneous clearance , SR )429
], &k HBV &4 (chronic HBV infection, CH)858 ], 12
PE HBV B Y 21 S5 BT 40 M 468 (HCC) 20 198 i), JiF A 4k
(LC)#H 340 9, 184 £ BJIF 42 (chronic HBV hepatitis, CHB)
2H 264 FIFITCAEAR HBsAg #5775 (asymptomatic HBsAg car—
riers, ASC) 4 56 il , ARWFFTN AN ITAT BE R CFFRIHHT
J5(HBsAg) F¥ER T 6 A~ H s A AR HED . (DHC 4. JFD)REIE
W HBV W 2 ML R 59 (), TEIF R i HAL B ; @SR
20 : HBV E M YA (anti—HBs) B AZ OHi A (anti-HBe ) B
JFEIREIE R, TOHF 58 JHREAL e B A e E ; @LC 41
5 HCC 4 ARYE G RAEAR A= AL b5 S 2R (CT 5 MRI)
W @CHB 41 . 181 HBV e HF I RE A Wk & Fpak =
WA TFRE A S R AR ; ©ASC 41 184 HBV ki
& HAACHEARHFELE o HEBRARUED , (DA IS Gl A
B (HIV) A AR 2 25 i AR T 2 7% s ; @8 HBV
9o 1 ULV A s R 28 R ) R B HBY R TfIHT 4 (HB-
sAb) P ; O A LI 838 - S5 PR PE RS AL | rh 2
PEITFAE B B AR MEIT R A s QP H M R GRS B RSE
PELL BRI SRS (A HBV AISEHY HCC) ; @208 5
DU o PR BB A B R 45 S B A B B3 x4l T % 0F
KR, WA 5 R R
1.2 HBV DNA #5¢ JL B 5B e R K 547

T8 3 B AL G 5 (Biomed , Beijing, China) $2
It HBV DNA, i S 5t PCRIVKGI HBV A& 5] 73
B 8 NCBI 5[5 43 %1 T A (http : //www.ncbi.nlm.nih.gov/
projects/genotyping/formpage.cgi ) JEATHEIN i L PCR #E
7 HBV DNA J Bty 1, 2815-704 v Bl 3§ . 5 —4e 97 1, 5
Py 2815F (5" ~TTTGCGGGTCACCATATTCTTGG-3") Fl 704R
(5" ~CGAACCACTGAACAAATGGCACT-3") , F2/F:3 min #
JEE,95 C 25 5,58 °C 25 5,72 C 70 s, 3t 35 AMEH 5545
T3 BRSE 407 0.2 pL, 514 2815F (5°-TTTGCGGG-
TCACCATATTCTTGG-3") #l 272R (5’ -TGAGAGAAGTCCA -
CCACGAGT-3") H{# 179F (5’ -CTAGGACCCCTGCTCGTG -
TT-3")H1 704R (5’ ~CGAACCACTGAACAAATGGCACT-3"),,
FEF .3 min #U 501,95 °C 25 5,56 °C 25 5,72 C 50 s, 3% 304
TEER, 1604-2006 K By 1y 55— 54 1Y, 514 1604F (5 -
TCGCATGGAGACCACCGTGA -3”) Fl 2072R (5’ ~CCTGAG -
TGCTGTATG GTGAG-3"), F2J¥ .3 min #J75,95 °C 25 s,
57 °C 255,72 °CC 60 s, 3 35 AMEM S 591 AR —
B 0.2 wl, 519 1604F (5° ~-TCGCATGGAGACCACCGT-
GA-3")#1 2006R (5’ ~ATACAGAGCAGAGGCGGTAT-3") , i
23 min HUHZ),95 °C 25 5,57 °C 25 5,72 °C 50 s, 3L 306
W, f#F ABI 3730 5t 1% 43171 (Applied Biosystems , Foster
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City, CA)FIF HBV DNA ¥,
1.3 HBV B3| 5 A R fo 2 & A 4G 5% 3L

i T A R MR AL S5 5l HBeAg P H 0020 i L
PP A R R E OB IS HBeAg B B JCREAR S 3
PR B YRR . HBV RS IR & Xy BA FA4
PR A AL R e, PR RAR " s SCRAE T A
HBV B (35 T H TS 10% 1) 2878 T
1.4 DNA 323 1gSNP 5% 5% MDR 57

NFEKZH DNA AYFEHL AR5 SNP (1gSNP) By B A AL I
43T MDR 434 B ZEARTUBUZE 22 BT 5E i 2m i,
1.5 “itoHr

{8/ Mann—-Whitney U #5814 J7 K 46 4351 AT 14 278
RIS, HWE S04 TR 1 8 415 T bR 4 B 2
BRI AR T4 (Hardy-Weinberg, H-W) . 1 THBV
JREYL 4 & AN E 2 (ASC, CHB, LC F HCC) [ A 7E H & , I
J T AT LC A1 HCC WX B8 e HBV e i 2 R
RN 4 20, DT LC 8 HCC (%, 4% ASC [ Al
(50)CHB; @LC Hl HCC 4 (R 28U % A I IFid
1£); @JC HCC Wy ¥, 4% ASC,CHB Al (2)LC ¥ ;@
HCC B, W —JC logistic [FIH4MTAC 1L 2 3 A M 5 54F
AR RGBT 3L R 225X HBV 5y Bl B 3 ik
JELUIERL B B C 1) HBY S48 P2 AR (s, fifi FH 2275 b
logistic M1 2 M A% IF A IR 1) S5 AR I AR IR 24 T 2R U, 1A

SNP 5 575 2 [11] (4 AHELAE FXS TS A 200 g o A A 1%
WO, I (odds ratio, OR) . P {Ei% ] FDR-BH
(Benjamini—Hochberg step up false discovery rate control) J5
KIEZ HAGI: A SPSS 19.0 #BAFFEATHETH 04T , K g7k e
a=0.05 (424 FDR-BH KIEJ5 1 PAH) .

2 & R

2.1 BFRABEGHAT

WEAE 58 TR TR ABERRRAES, A SR —20 %
B, LC () HCC 41 H 5B P (P=0.000) F1FE A %! B(P=0.000)
P L ke X IR (B 1)
22 %AMY5 HBV LA &34 i tnk

#F B LB (SR vs. CH) L) B (HC vs. CH), 7£
HBV SR B sl AR C B 2 R IR E IS , oA KR
SNP 5% A W F AN, T LC(ASC,CHB vs. LC,HCC,
% 2),CD244 1s485618 K1 GA (P=0.037,0R=0.392) X 1£
HBV B BURILrhof i ARG . )G T HCC(ASC, CHB, LC vs.
HCC),BIM 156746608 4 [K %l GA (P=0.035,0R =5.868) {{ £
HBV B B A OC M (3 2) . CD244 15539771 3L
TG (P=0.045,0R=0.262) M4 i 3£ K G (P=0.044,0R =
0.357) 153766377 H: P AG(P=0.039,0R=3.680) ,1s4656942
FEH GA(P=0.039,0R=3.685) FI45 (i FEH A(P=0.028,0R=

F1 HARNRIEHE

B CH(n=858)

A P
ASC.CHB ( n=320) LC (n=340) HCC (n=198)

YA £ bRmEZE (v £5) 51.2+12.1 50.6+11.5 523+125 0.99%0.15"

BERFE S (%) 208 (65) 240(70.6) 180(90.9) 0.000%/0.000"

HBV B %I 154 50 0.00070.000"

HBV C % 64 58 -

¥ :a. ASC .CHB vs. LC \HCC;b. ASC ,CHB,LC vs. HCC

*R2 184 HBV B RS EE CD244 ( rs485618 )l BIM( rs6746608 ) LA MEHI £ T E 04T

TR 25 LA ASC.CHB(n=154) LC(n=108)  HCC(n=50) Precor)
ASC.CHB vs. LC.HCC ~ ASC.CHB.LC vs. HCC
Rs485618 GG 58 62 26 - -
GA 80 32 20 0.000/0.037 ( 0.392) 0.330/0.723 (0.722)
AA 14 12 4 0.268/0.646 ( 0.634 ) 0.351/0.731(0.577 )
G 196 156 72 - -
A 108 56 28 0.007/0.168 ( 0.620 ) 0.238/0.626 ( 0.864 )
Rs6746608 GG 48 44 6 - -
GA 66 44 34 0.727/0.996 ( 1.097 ) 0.000/0.035 (5.868 )
AA 40 18 10 0.193/0.579 ( 0.654 ) 0.026/0.231(3.499 )
G 162 132 46 - -
A 146 80 54 0.237/0.629 ( 0.824 ) 0.015/0.207 ( 1.447 )

P, BEE AR A Y logistic [1JH, ARAIE 22 BAG I ; "P, BLEAFRE A Y logistic [11J-, FDR-BH A% 1F £ B A7 55
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2.855),1s12036670 J: AT AG (P=0.031,0R=0.217) {: HBV
C TR AT B A OGP (3R 3)
23 LC & HCC A8%8 HBV £ %

HBV Enh [[/BCP/PC FIIFT S1/52/S 5875 [X 38, By I )5 3%, 2y
AN Hy 55.48%F1 57.81%, F 4 7R T HBV Enh Il /BCP/PC
FIHT S1/52/S FEAF X SRR AE R K 22 5T 40 A g 28
HAIAFREAL, Bt LAFRATX b LC, HCC 411 ASC,CHB 41
AT IFREAC XU AL $E4RE , HBV B BUFN C AU 548
PR AT RER IR, BT LA T3 R RO o b AT T )2, T

LC, B S1/82/S X H i) TS3C(P=0.043,0R=2.481) T216C (P=
0.017,0R=2.499) ,Enh Il /BCP/PC [X.F A1726C(P=0.012,0R=
2.283) A1762T(P=0.008, 0R=2.485) .G1764A (P=0.007 ,0R=
2.528) (A1762T/G1764A (P=0.012,0R=2.787){{1F HBV B %I
oA BERICHE, 7E HBY C BV AT (L] 5848 Bos AT 42
R RE Y, S HCC iR AT S1/S2/S X HH A166C(P=0.029,
OR=5.434) A293G(P=0.010,0R=6.654){Y{F. HBV C %Irh4
EAHIEN:, Enh T/BCP/PC X HAY A1762T(P=0.006, 0R=
3.261){X7E HBV B R A6,

F 3 CD244(rs539771.rs4656942.rs3766377 # rs12036670 ) 5181% HBV C B+ HCC KB BHE X 14

"PPP(OR )
E PN HERIAY ASC .CHB (n=64) LC(n=72) HCC (n=58)
ASC.CHB.LC vs. HCC
Rs539771 TT 38 34 42 -
TG 22 34 14 0.000/0.045 (0.262 )
GG 4 4 2 0.063/0.374 (0.214 )
T 98 102 98 -
G 30 42 18 0.000/0.044 (0.357 )
Rs3766377 AA 30 38 14 -
AG 30 30 38 0.000/0.039 ( 3.680 )
GG 4 2 4 0.113/0.454(3.215)
A 90 106 66 -
G 38 34 46 0.004/0.138 ( 2.056 )
Rs4656942 GG 40 48 22 -
GA 24 22 32 0.000/0.039 (3.685 )
AA 0 2 4 0.010/0.178 ( 13.417 )
G 104 118 76 -
A 24 26 40 0.000/0.028 ( 2.855 )
Rs12036670 AA 24 22 34 -
AG 32 42 20 0.000/0.031(0.217 )
GG 8 8 4 0.041/0.288 (0.262 )
A 80 86 88 -
G 48 58 28 0.000/0.052 (0.420 )

TE P, BOEAEIAIE B logistic [IH, RALIEZ AT ;P MIEARIE FIE S logistic 1), FDR-BH ¢ 1E 2 AL

#* 4 HBV BRI CAEAHREETSLC I HCC MMEXM4E

“PPP(OR )
B CHY
RAR ASC.CHB vs. LC.HCC ASC.CHB.LC vs. HCC ASC.CHB vs. LC.HCC ASC.CHB.LC vs. HCC
T53C 0.000/0.043 (2.481) 0.011/0.127(2.341) 0.261/0.776 ( 1.960 ) 0.603/1.011(0.774)
A166C 0.626/1.017 (0.649 ) 0.270/0.759 ( 0.370 ) 0.849/1.177(1.104 ) 0.000/0.029 ( 5.434 )
T216C 0.000/0.017 (2.499 ) 0.366/0.820 ( 1.333 ) 0.316/0.822(0.528 ) 0.540/0.975 (0.602 )
A293G - - 0.016/0.208 (6.461 ) 0.000/0.010 ( 6.654 )
A1726C 0.001/0.012(2.283) 0.886/1.071( 1.052) 0.903/1.174( 1.114) 0.272/0.674 (2336 )
A1762T 0.000/0.008 ( 2.485) 0.000/0.006 ( 3.261 ) 0.000/0.074 ( 2.644 ) 0.228/0.659 ( 1.618 )
G1764A 0.000/0.007 ( 2.528 ) 0.354/0.708 ( 1.372) 0.065/0.307 ( 2.091 ) 0.713/0.757 ( 0.856 )

A1762T/G1764A

0.000/0.012 (2.787 )

0.014/0.081( 2.408 )

0.000/0.118( 3.101 )

0.798/1.122(0.894 )

T P, B IE AR RN PE S B logistic IS, RALIE L BAGE ; P, A IE A FIPE I AY logistic [B1)-, FDR-BH ¢ 1F 2 S AG T
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24 SNP 5 HBV ® T g g% M

75 /R T# HBV B Bl ¢ B 5 LC 8} HCC AH5EHY
SNP FZAR Z [E] (AHDGHE . 78 HBV C B 28558 2 R 46 A%
1EJG ,CD244 1s4656942 3 P B GA 5 2 5% M 28 48 A166C
(P=0.026,0R=6.073) [ #i% .
2.5 SNP #e HBV ® & Z &) #9480 ZAE A %@ LC F= (3 )HCC
o5 E

6 R T SNP 5 HBV AR AH B AR X LC RA 1Y

SN, CD244 1485618 FIHT S1/52/S IX iy T53C T216 5
Enh I[/BCP/PC X ™ [) A1726C,A1762T,G1764A, A1762T/
G1764A Xt LC KA M50 AE HBV B BUrbAg i VEH]
I AAE A HBV B BRI 835 TP BFIY 15485618 15 LC
AHIE HBV RASIIAHILAE M, CD244 1485618 FE[H T GG I
T53C(P=0.008,0R=3.601),T216C (P=0.003,0R=3.723) ,A1762T
(P=0.000,0R=5.979),G1764A (P=0.001,0R=5.152) A1762T/
G1764A (P=0.001,0R=5.881)%} LC &A= A B F MM, M

%5 HBVCRBRAZHFEHRZEMS HCC 18X HBV REEF=EHE X

SRS s i Aosc - PIPCOR)
Rs4656942 GG 92 -
GA 54 16 0.000/0.026(6.073)
AA 6 2 0.064/0.320(5.882)
T 2P, BEAE AR AR Y logistic [0, A4S 1F 22 BAGI ; PP, B2 IE AR AL B4 logistic [81)H, FDR-BH A% 1E £ B K56
%6 HBVBEESFREH CD244 rs485618 5 LC 103 HBV REHIEEER

L A HBVZRAR ASC.CHB LC . HCC sPPP(OR)
Rs485618 T53C

GG T 42 42 -

GG o 12 42 0.002/0.008(3.601)

GA T 58 26 0.005/0.014(0.393)

GA C 18 20 0.758/0.888(1.131)
AHEAEA 0.002/0.008(0.710)
Rs485618 T216C

GG T 40 38 _

GG o 14 48 0.000/0.003(3.723)

GA T 50 28 0.073/0.124(0.546)

GA C 24 22 0.872/0.991(1.064)
AHEAEM 0.002/0.008(0.727)
Rs485618 A1762T

GG A 44 38 -

GG T 8 38 0.000/0.000(5.979)

GA A 50 26 0.089/0.148(0.560)

GA T 24 20 0.941/1.023(1.029)
AHEAEH 0.012/0.028(0.646)
Rs485618 G1764A

GG G 38 34 -

GG A 10 42 0.000/0.001(5.152)

GA G 42 16 0.016/0.034(0.394)

GA A 32 30 0.735/0.875(1.129)
AHTAEH 0.000/0.000(0.695)
Rs485618 A1762T/G1764A

GG A/G 40 30 -

GG T/A 8 34 0.000/0.001(5.881)

GA A/G 42 14 0.025/0.051(0.404)

GA T/A 24 18 0.974/1.029(1.013)
A EAER 0.012/0.028(0.630)

TP BCEARES RIS logistic [BF , ARALIE 2 EATE ;P BAEARIE FIPERIY logistic 1107, FDR-BH £ 1E 2 HAGE:
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rs485618 G/A Fl n53 ¥F/: ! T(P=0.014,0R=0.393) .n1764
A4 G(P=0.034,0R=0.394) %t LC KAEAH WEM LM, 5
ASC + CHB 4 3 HH Lt , 15485618 (GA vs. GG) M T53C (P=
0.008,0R =0.710) , T216C (P=0.008, OR =0.727) ,A1762T (P=
0.028,0R=0.646) ,G1764A (P=5.63E-4,0R=0.695) . A1762T/
G1764A (P=0.028,0R=0.630) [ AH B AF AW i BEAR LC & A=
XU, 7E MDR 2387, % LC &A= (520 1 & (HBV B £
L)

F T WIRT 2 MR EAE I — (1s485618-n53-n216-
n1726-n1764 -n1762/n1764) , (rs485618 -n53 —n216 —n1726 -
n1762-n1764-n1762n1764), FefEAF G AR rs4856 18-
n53-n216-n1726-n1764-n1762/n1764 (TBA=0.7329,CVC; 10/
10, P=0.000, 4nEl 1A PR ).,

7% 8 R T SNP 5 HBV Z4Z (WA BAE X HCC &A=
IS4, CD244 1s539771,1s3766377 154656942, rs12036670
FIHT S1/92/S X H il A166C  A293G {X7E HBV C RIrfA i35
YEM . BHBL, AU HBV C AURYL Ry B35 s 81 1 1s539771
153766377 154656942 .1s12036670 5 A166C A293G ¥ A 1.
YEH], CD244 154656942 R GA Fl A166C(P=0.002,0R=
12.104) A293G(P=0.002,0R=56.967) % HCC &4 WM
Fe bk | M rs3766377 FE KL AG FI A166C (P=0.000, OR =
36.341) \A293G(P=0.000,0R=16.294) % HCC k44 G EH
Fetk, 5 ASC+CHB+LC AL, 1s4656942(GA vs. GG)15A166C
(P=0.003,0R=2.043) ,A293G(P=0.000, 0R=2.633) ,rs3766377
(GA vs. GG)5 A166C(P=0.000,0R=2.635) ,A293G(P=0.000,
OR=2.171) WAH BAE ] WG T HCC KA 1 KUR: . BIM
rs6746608 F: K% GA FI Enh Il /BCP/PC X 1 A1762T {LA1E
HBV B BUSYL i} HCC & AEA W35 M G BRI, 72 HBV B
YB3 T rs6746608 F1 A1T62TIAHTLAE Xt HCC %
AR, CD244 156746608 FEHFIGA F1 A1762T(P=0.001,
OR=28.230)%f HCC &4 WA KM, 5 ASC+CHB+LC 4
I, rs6746608 (GA vs. GG)5 A1762T(P=0.000,0R=3.519) ]
AHE AR BRI HCC RAEM AR . 78 MDR 4387t %F
HCC KA RIS S (HBV C BURYL), £ 7 Won T 3 FlA

AR BRI —(rs12036670-1s3766377-n166) , (rs12036670—
1s3766377-n166-1293) , (rs12036670-rs3766377-rs4656942—
15539771-n166-1293) , R AFAH B AE B Z 1512036670
15376637 7-1s4656942-1s539771-n166-n293 (TBA=8.505,CVC ;
10/10,P=0.000, € 1B),

A. HBV %751 SNP 2 [v] ) it A0 BAEHIE HBV B 7Y

SRS LCRURE I 520

s3
rs3766377 \1~76%

rs539771

rs12036670
4.30%

B. HBV 2750 SNP 2 [ (1) {2 25 A E AR I 7E HBV C Y
JEL R HCC UK 1 520

T R 200, 9 2 A B (e AR ELA T
B 1 HBV 3REF SNP Z EMEEEAE

%*7 MDRZ#HEIER

MDR# TBA® cve PAE
HBV B %I#Zsh ASC .CHB VS LC . HCC

1s485618-n53-n216-n1726-n1764-n1762/n1764 0.7329 10/10 0.000-0.001
1s485618-n53-n216-n1726-n1762-n1764-n1762/n1764 0.729 5 10/10 0.000-0.001
HBV C %l#&#trf ASC.CHB . LC vs. HCC

1s12036670-1s3766377-n166 0.750 7 9/10 0.000-0.001
1s12036670-1s3766377-n166-n293 0.756 4 9/10 0.000-0.001
1s12036670-1s3766377-1rs4656942-1s539771-n166-n293 0.850 5 10/10 0.000-0.001

T TBA", R I P ARG ;s CVC s S8 LI IE—H: s P 1 000 R B #0555 PIE
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%8 HCC 8% HBV 222r 5 HBV B Z4rfy BIM rs6746608 & C ! f1f#) CD244 rs4656942 F1 rs3766377 RIHHEER
R 223 HBVRAE ASC,CHB,LC HCC “PPP(OR)
CHY
Rs4656942 A166C
GG A 76 14 -
GG o 2 4 0.060/0.113 (5.731 )
GA A 38 16 0.011/0.027 (3.140)
GA C 6 12 0.000/0.002 ( 12.104 )
AHEAEH 0.000/0.003 (2.043 )
Rs4656942 A293G
GG A 76 16 -
GG G 6 4 0.131/0.201 (2.997 )
GA A 44 20 0.016/0.034 ( 2.905 )
GA G 2 8 0.000/0.002 ( 56.967 )
AHEAEH 0.000/0.000 ( 2.633 )
Rs3766377 A166C
AA A 60 8 -
AA C 2 2 0.188/0.276 ( 4.280 )
AG A 54 22 0.005/0.014 ( 3.807 )
AG o 4 14 0.000/0.000 ( 36.341 )
FHEAER 0.000/0.000 ( 2.635)
Rs3766377 A293G
AA A 60 10 -
AA G 4 2 0.200/0.288 ( 3.377 )
AG A 54 24 0.005/0.014 (3.542)
AG G 4 10 0.000/0.000 ( 16.294 )
FHEAER 0.000/0.000 ( 2.171)
B %
Rs6746608 A1762T
GG A 50 -
GG T 28 4 0.062/0.113 (6.021 )
GA A 72 14 0.007/0.018 ( 10.136 )
GA T 24 16 0.000/0.001 ( 28.230 )
AHEAEH 0.000/0.000 ( 3.519)

T P, BEEARRSFIPE I logistic [B1H, ARALIE Z AT "P, BAEARBFIPERIY logistic [11)7, FDR-BH £ 1E 2 F A5

3o #

ARMFFE KB CD8*T 4 M40 il 14 35 R 22 2454 A
HBV 5875 (1) il 37 FUAH B A FH X 56 A 0 - 40 e da
KA ALAE HBV B #sk ¢ Brpf7fE . 78 HBV
B AU C BIrh | K I SNP 5 50 ek (8% H & T
W) A AH G

BIM 2 —Fp e {0 3L, AT AR HBV & il
MM CD8*T iRy B | AT B il 28 52

HI2 S, 5 ASC+CHB+LC ZHAH L, BIM 16746608
SRR GA {XUAE HBV B Bl g 4885 T HCC &
AR, Rs6746608 i BIM JEHI 5 7S N &7
N, H G HBUR A (http ://www.ncbi.nlm.nih.gov/projects/
SNP/snp_ref.cgi?rs=6746608) , iX /& BIM rs6746608
£ HBV AHOCHHE S 50 F I RHGE . F-SNP D)6
T 5 7, rs6746608 1Y He 5518 15 1Ll 7324 0.010,
DRI, I EC T B8 A DI RERY SNP, R4 Nt 755k
T BT Z I D RE SR B0 TEAS R A 1) R B
TEMEPE HBV B YL, CD244 15 by 4 5 1) i) Bk
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L E T AR 22 TSR AT R T R M T 20
e LR AR I 1485618 5 LC (1Y &AL
T HBV B % o f7 48 1B % A & % . Rs539771,
3766377 1512036670 .rs4656942 5 HCC ) & 4L
TE HBV C BUrpofy 35 AH G i R LS 153766377
15485618 154656942 5 LC Ml HCC & A A9 AH S (1
SR B, X 15539771 1512036670 5 HBV
AHIE LC HCC [ CHE I B Xl 1 . Rs539771 F
rs12036670 43I T CD244 FE S — P& T 5L i
T AL G (http://www.ncbi.nlm.nih.gov/projects/SNP/
snp_ref.cgi?rs=539771) 1 CD244 KR )5 8hF- X |
i A UL G(http://www.ncbinlm.nih.gov/projects/SNP/
snp_ref.cgi?rs=12036670) , F-SNP Ijj fig il 7R |
1539771 (5% A1 0 434 0.010, ST =, 4
AT RE A ThRER SNP, {HAT R 75 51 £ (i3
RIS UEFRATT ) R I

HBV Enh Il/BCP/PC FlHij S1/S2/S X 3k Y 58 48
AT AR S 958 200 M 1) 365 A T T 0 JHF 0 e R AR Y
AU 1s-16-201 - ARBIFSY R BIANAE HBV B AlH TS3C
T216C (A1726C . A1762T .G1764A  A1762T/G1764A
5 LC kAR BEMIEYE, A166C A293G 5 HCC
MY AAANAE HBV C AU B A5G, A1762T 5 HCC
KAAUAE HBV B B Ay 25 A G M . A1726C,
A1762T Fl G1764A i T H%.0 A 2l DX e 4351
$ 3 HBV X /& [ (HBx) ¥ C I X 88 f K118T,
K130M #1 V1311 iz ELRR U, T216C F1 G293A
Oy 5 S B S X C21S Fi T47G 1 22 55 1R BUAR .
T53C 1 C166A N2 B IR 24, 0] LUE i
SR A R 45 B OO T e BE TR M,

SR 2 B, S R 152 HBV 2848 ) & A= 07,
R AR & B CD8* T 4 M 40 i 1 BE A1 v st A% 22 2
EYARAHICH) HBV 2828 (R 1 OCHE . A A,
CD244 14656942 FEH Y GA i 520 HCC A%
AR A166C HIMIA (35 6) , T2 0 HCC %2 42 9 X
(798

AR EE L BIETE HBV B Al C A
CD8* T #i Jifg 410 il 4 3£ K (CD244 1 BIM) i) £ 2544
SPIRAHICH HBV 28 (A1762T ,G1764A (A1762T
IG1764A T53C A166C . T216C il A293G) i 5 &

LC Fl HCC KA o 45 R HL] v AT 2
HBX A L% STAT3, 55747 HBX AL, HBX
ZEAR T LIFEE STAT3 JTE™, ARS8 2 A5 HBX
Il HBsAg nI i CD244 fil BIM A HAE 5 23k 1
P8, TR SRR e CD8* T 4N AYThEE . Bk
R 2] Bel-2 TR sz HBX i 75% Jf H HB-
sAg 12 AT BIM Y 2 35 DA T 78 41 ML 8 7 v k2 1
FHen 3% S AW FR o — B AR T ZE 2P n
FERKAIEZ K P
ZE AR, CD244 Fl BIM Ay 2 510 5ES 510
7R £k ST A0 g AH OG HBV 28 48 1) S 28 e
M SZ W18 M HBV SRS (25 5 B AT AH B 1E H
FIRBZSE MR I E R BRI [N 2 A8 PE X B R
AR P RE SO A PRI A 2 e s A, TR i
BriG WS Tk AT VR By b — i fE . S 4h,
CD244 1 BIM 5 HBV 2878 {AH B AE FH ELARBLE A
B , X2 AR ARSI ) 7 [

Z % x #
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