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CHEHFM234 P EEZHEFR(CHB AH X EA LT A, 3t 3 # RIF AV I & I 30 ikciE & % 2 147 (transarterial
chemoembolization, TACE) S W # B 4 67 49 228 Al X E T A 2 B2 2 C2 8 HCC B H MWW E 14, 4 & C2 LA HCC
BEHUMBEAFRBEFTINESZ(P=0.000);ZEHE 2 AN, FHP=0.000),F#H>40 ¥ (P=0.030) /7 % £ & >10 000
copies/ml(P=0.017) % HCC Bl M A B %, %W T A B2 1 C2 3 HCC B R th &£ e % T % it ¥ £ 5,50 B U F(P=
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FRE LA EMUM PR N EB5.7%.71.2% .75.0%) A A HE LA WM M AT EZ2 7, -8B NRELEFL2H A
C2TR,ANBAMESR, A& :HBVC2 A B2 TAARMS HCCH RN ARMEERATF LR . EFFH RN HCC %
BREESG FANGED EHEK.
[(X@iR] ZARXmEH FalbE XETE Ak
[(FES2%£S] R 373.21; R512.62 [XHkFRFRAL] A [XEHE] 0258-879X(2008)02-0162-05

Role of HBV subgenotype C2, B2 in carcinogenesis, treatment and prognosis of hepatocellular carcinoma
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[ABSTRACT] Objective: To investigate the role of HBV subgenotypes B2, C2 in the carcinogenesis, treatment and prognosis of hep-
atocellular carcinoma (HCC). Methods: HBV genotypes and subgenotypes were detected in 462 HCC patients and 234 chronic hepatitis
B (CHB) patients by a multiplex PCR assay, and HCC patients infected with HBV B2 or C2 were followed up for a year after surgical
resection, transarterial chemoembolization(TACE) or a combination of both. Results: The HCC patients infected with HBV C2 had a
higher chance to receive surgical treatment than those with B2 (P=0.007). Age of 40 years or older (P=0. 030), male gender (P=
0.000), and viral load (=10 000 copies/ml) (P=0.017) were the independent risk factors for the carcinoge-nesis of HCC by using
multivariate logistic analysis; however, there was no significant difference in the carcinogenesis of HCC between CHB patients with
HBV subgenotypes B2 and C2. Age of 50 years or younger (P=0. 044) , infection with HBV B2 (P=0.027), and non-surgical treat-
ment (P=0.000) were the independent risk factors for the recurrence of HCC. Thick trabecular type was more prevalent in HCC pa-
tients infected with HBV B2, C2 and genotype mixture (85.7% ,71.2% and 75. 0% , respectively) , and the proportions of histopatho-
logical types were not significantly different between HCC patients infected with HBV B2, C2 and genotype mixture. HBV subgenotype
C2 was found in all HCC patients with rare histopathological type and subgenotype B2 and mixture were no found. Conclusion: There is
no significant difference in the carcinogenesis of HCC between CHB patients with HBV subgenotypes B2 and C2. The HCC patients in-
fected with HBV B2 have a lower chance to receive surgical treatment and are more severe than those with C2. HBV B2 is also closely
associated with recurrence of HCC.
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BT R 99 B (HBV) J2 T 41 L 9 (hepatocellu-
lar carcinoma, HCO) B E &G N &H 2z — , B4R
HBYV B&Ye 5| /) & R i mi AL T2 K204 100 71
AL F AR Y — 34y 5 HBV A 56 HCC %, H
A HBV AR5 17 B 77 51 5 i =8 %6 vl 43 i A~H
g R A Hoh A BLC SRR ] g — 4
SRR FER WAL AL/ A GIE /AR A | A/ A
(BRYNE T ) , By /By CH A ) (B, /B, (I PHIEHY) ,
Co/Cr (WA (C./Co (FRWEHY) ,

FATRTWIATFE % B L K R 3h X HBV &
PHEFEDENER B2.C2 M, RARIRGES T
H HCC WK, EEH HBV BEY ) HCC B IE
BT R TS R A 5 R Y A DR R R PR I AR A
KL HRGBAE 2. N, A BF 58 8 3 50 HBV AH
F i) HCC B K8 vk 2 BIAF & (CHB) H & 2
A B2 Ml C2 WA G B0 31T = %) HCC B i I7
LS EAR

1 MBFFTE

1.1 AR ZALLE  BEH 2005 4 6 H & 2006
AE 5 HAES B R AR AR IR AR B B RN A U R
Bel118 M A B B9 HBsAg BH P H 1L 7% HBV DNA
=>500 copies/mlf) CHB i3 234 ;4 B ¥ .CT,
MRI #1284 HBsAg FHTE H It HBV DNA>
500 copies/ml BB &P HCC B & 462 ], REH
FERTRFRIKIM 5 ml, 3 000 X g B0 10 min, W 1M
T —80°CIRAE ., BT AR YR Ioh I A5 A 2547 4 41
FRF AU I X8 b SR BT R U0 B B 28 T Bl ok 46 A R
FEAL YT (transarterial chemoembolization, TACE)
B A BAIRIT Y 228 B HCC BHBHUIWER 1 4F,
JIT A8 BIE 5 X G 25 11385 A A 249 O R T R L TR RL I
9o RN AR RE B B (HIVOPUAR B, Fra B 3
1.2 HBV 4 &4 % HBV DNA & & & tm R
FAL - & )6 (Abbott Architect-12000 4% 25 M H g
Ei{ 7, Abbott Labs, USA) Kl HBV 43 &#, X
M TagMan R £ R KM HBV DNA & &, b H
Roche 24 1) LightCycler { % (18 &) S TEIINVC A
WA R w1 A DR 2 500 copies/ml,

1.3 HBVARAREAXNT RHAABZEH
RIFE RS2 E PCR ik, R %E . 2% 5
JERHEE S HL UK L 28 AP RGN ARSI 9 1 7 W Be K
JINH) R L TR R 28 L (A Y 644 bp, B &L 331 bp, C Al
242 bp, D #1189 bp, E # 130 bp, F %I 487 bp),
R T 3% 45 1) 32k PR 280 P 1 £ 356 PR T 260 2 5 (C1 I

554 bp, C2 WA 653 bp; B2 WA 278 bp, Bl WAl
237 bp),

1.4 Y& G (AFP) R E A sgiregm e R
FAAk 28 % 6 2 22 1L AFP, Bayer ACS-180 14 %%
LB (Bayer A ], FEE) , IE# 2% {620
pg/L. KM Hitachi7600 K It £ i 7] (Hitachi, H
A I E N R RS R (ALT) M H 40 & (TBIL) R
H& H (PAB) | IL{E & 8 B (TP) A i H & [
(ALB), IF# & % {i. ALT 4 ~ 44 1U/L; TBIL
5.1~18. 8 pmol/L;PAB 170~420 mg/L; TP 66~
87 g/L;ALB 35~55 g/L,

1.5 itz JH SPSS 12. 0 #4748t
GIHT. RTERER KR, i HBeAg FHE R $T
HBe PHAE S 25 3 R A8 K 356 R A0 9 B 4 b 455 o
R e T IE SRR AR A ES S
A3 1 GEORE HE AT X FRC B S P A 0 R 50 B 25 4
Mr. ZHEE P RHZHEEK Logistic B3 (multiva-
riate logistic regression) Fl W} J5 2% 43 T (analysis of

covariance) ,

2 # R

2.1 RF HBV AB A& HCC BH %575 X
SHr 462 il HCC 35,168 i (36. 4 %) KT
AR 3697, 105 il (22. 7%) KRB TACE J5 X
TBIT AR R I 28 R 3 A I7 S AR FARIGIT A
STEBFFIRIT (R D . EiE HFARVBRIGBIT ML
SO, EFWR B2 5 C2 WA #2255 (P=
0.007),fE#: 5 TACE JR¥7 i, & L4 it2# 2%
F(P=0.477)., 234 i CHB B # 1. B # 45 fi
(19.2%),C A 151 7l (64.5%) . D & 6 ] (2. 6 %),
TRA 1 36 ] (15.3%) ; Hirh B #4145 B2 LAY, C #Y
¥k C2 WA R KD E] B1 A1 C1 AR,

&1 HCCHIBITARE HBV EE T &
Tab 1 Treatment of HCC and HBV subgenotypes

N < Other
Treatment [”(b%ﬂ [n(Lé)] g[errll(ont/\;]}))%s Total
Surgical resection 14(22.6) 137(40.7) 17(27.0) 168
TACE 13(21.0) 58(17.2)  34(54.0) 105
Others 35(56.4) 142(42. 1) 12(19. 0 189
Total 62(100) 337(100) 63(100) 462

TACE:; Transarterial chemoembolization

2.2 AEAEBEEA HCC B XM BUR BT LR H
M WEE 137 BT AR U B Jid 40 2R AT 2 2 2 s B
ARL(FE 2),B2.C2 MR & R 7E 24 4U0% B 43 1 |- 4R
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PUHLZE R fy (85, 7% ,71. 2% ,75. 0%) , f£ — L& /b
UL 5 L 7R 017 T 4 e R R R A R |l
FRTE 4l g A9 438 ok C2 WAL, K 0L B2 BURNR &
B, B2.C2 MIBE M HCC H& ik B4 2128 1 (1 4
W TG 25 7 (P=0.968)

’

x2 ERATHESMEARRESE
Tab 2 HBYV subgenotypes and histopathological

types of hepatocellular carcinoma tissues

Histopathological Subgenotype Subgenotype  Genotype

type B2 C2 mixture
Thick trabecular type 12 79 9
Thin trabecular type 1 12 1
Compact type 1 6 2
Clear cell type 0 4 0
Sclerosing type 0 3 0
Pseudoglandular type 0 3 0
Fatty-rich type 0 3 0
Spindle cell type 0 1 0
Total 14 111 12

2.3 HCC %% HBV AR TR L5 F X R #He £
168 Bl T ARUIBR B H AR A AR AL 16 4], 34
il 6, o B2 AL 2 ] (14, 3%), C2 B 14
(10. 2%) W Al L G324 25 55 (P=0. 988)

Xt 222 B F AR YU)ER G I A TACE 3697 LA X 6
B FAR VIR + TACE A I6J7 HY B2, C2 7Y 8 % B
Vi 14E 88 HCC A &k, X THAIFARYIBREE

DATE B JE 04T AT 47 8 3 2 1 Sk oh 5 2% B9 0 I A
#E; XF T TACE 697 T AR UIBR + TACE B G IR YT
HE R R I bR E . 2 TACE JR97 J5 76 1T I i 4T
o (5 BB AR 1 A kb B AR bR AR I e FL
AFP T B B3 I BT e A K. 383k 221
W A (G 7 B, B2 AL 24 11 (10.9%) .17 B K&
(70. 8%); C2 7 197 fi] (89. 1%), 96 il & k
(48.7%) A FRYIBR HCC H# 133 #1],B2 & 14
Bl 9 5 K, C2 #9119 Bl 40 B KA E K
BHFEI ¥ ERF(P=0.024),

2.4 HBV AB% HCC B AR AL LM S A & 5
#r o LA234 i) CHB B3 %t B, 462 i) HCC &3
S g 7 HCC B i fa b [ R 19 2 I & Logistic
BlEBERL ;DL 221 198 A A HCC B3 108 Bk &
RIBE XTI 113 158 Kk A s i it sr HCC &
RIER N R B 2 N 3R Logistic [MIARIRL, 53R (%
DLW FHHEE AR 108 HEREKT
10 000 copies/ml J& HCC J¥ 5 19 1 57 f& B 1 R 5%
i HBV £ WA B2 F1 C2 % HCC By IE Wl 1Y 1& K
LG % £ F (P=0.527), {H HBV %K I A
B2 It C2 ) HCC B EHEH K 5 KH & (P=0. 027,
OR=3.918,95%CI 1. 169~13. 132); 3k T KRB J7
MEFLTFARIBGITREERE S E K (P=0.000,
OR=3.366,95%CI 1. 720~6.587),

£ 3 HCCHEMEELEKEEZE Logistic Bl 134547

Tab 3 Multivariate regression analysis for factors independently associated with carcinogenesis and recurrence of HCC

Carcinogenesis of HCC

Recurrence of HCC

Factor

OR 95%CI P OR 95%CI P

Age(years)

<40(50)* 1 2. 065 1.109-4. 188 0. 044

=40(50)* 1.915 1.065-3. 445 0. 030 1
Gender

M 1 1

F 0. 301 0. 154-0. 589 0. 000 0.368 0.133-1.018 0.054
HBV DNA(lg copies/ml)

<4.00 1 1

=4.00 2.179 1.148-4.134 0.017 0. 987 0.477-2. 040 0.972
HBeAg positivity

Negative 1 1

Positive 0.409 0.166-1.011 0.053 0.431 0.134-1. 382 0. 157
Anti-HBe positivity

Negative 1 1

Positive 0.981 0.421-2. 285 0.964 0.622 0.200-1. 935 0.413
“ALT zp/(IU « L™

<87 1 1

=87 0.775 0.347-1.735 0.536 0.902 0.394-2. 067 0. 808

(% FA)
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(BL£)
Carcinogenesis of HCC Recurrence of HCC
Factor
OR 95%CI P OR 95%CI P

* TBIL ¢/ (pmol « LY

<25 1 1

=25 1. 001 0. 485-2. 066 0.998 0. 666 0.288-1. 545 0. 344
“TP pn/(g + L=hH

<75 1 1

=75 0.774 0.394-1. 405 0.362 1. 805 0.892-3. 653 0.101
“ALBpp/(g+L™H

<42 1 1

=42 0.323 0.155-0. 676 0.003 0. 557 0. 246-1. 260 0. 160
*PAB pp/(mg - L™1)

<200 1 1

=200 0.377 0. 204-0. 697 0.002 0. 726 0.325-1.619 0.434
Subgenotype

C2 1 1

B2 0.778 0.357-1. 695 0.527 3.918 1.169-13.132 0.027
AFP pp/(pg « L7™H

<300 1

=300 0.992 0.516-1.911 0.982
Treatment

Surgical treatment 1

Non-surgical treatment 3. 366 1.720-6. 587 0. 000

4,50 years (recurrence of HCC) ; * ; Median values; Carcinogenesis of HCC; CHB patients as controls; Recurrence of HCC: HCC patients

without recurrence as controls

34t it

1% HBV &Y 5 B A 88 )2 19 iF I 22 9%
Tk L TG R 28 B0 0% 6 0E A8 8 3] JH 6 A B8 & i 4
Ji g7, e R Y K i DR R AE PR 2R R DR
YRR R kA R R o B B T AR
A, AFE HBV & FH & TE % HCC ) 1E B A
], R A — TIAF 93 7, 5 G Al 3 DR R g JR g
HA LA A HBV B FH AR 45 5 8 i HCC ; 78 M
X, C # B B 45 5 F i HCCH 'Y, Ding
Orito%F M # N Ry 76 v [ i F1 H A, HBV SE
B C 5 HCC W& A% )M G ; 481 b [ & 7 Kao
AL % M 50 % (19 HBV M6 HCC H &
Y HBV B3 HA, S Yu " E -5 1R
FIBEPERF ST & B0, C A HBV & & B M H B
M HCC fa & P r 5. 11 £% (95% CI 3. 20~38. 18),
HBV DNA 1y & & > 5. 90 lg copies/ml 1§ C %!
HBV & & JE i HCC i f& K % & HBV DNA & &
<4. 23 lgcopies/ml B93E C BUEH (HIEIR G /D 1)
26.5 1% (95%CI 10. 41~67. 42), 16 [A] X 38 A9 Ak
ZWFFEAF T AR B 4538, 3 T RE 5 224 Ml A O $4 3
HIH —EMRFR, ZHE Logistic [H1IH 4> Hr 45 %
EW.BHEEE FRBEL 0% HEEREKRT
10 000 copies/ml & HCC JE& i (1) g 7 & 6 PR I &

52 R — ey g AT A LA & B
HA A B2 F1 C2 XF HCC A Fiit=22 5,

AR LR B HBV 8 35 X6 I7 09 50 A7 7E
Z5, —WHEHM R MRIES S, TIRERITE.B
FE AL HBeAg I 554 %0 41 %, MR 44 C
Fe R FE B R AN 1590, FEAEA 2L H WA B2
F1C2 9 HCC IR b B b, ml LU AT T AR DI BR A 1
HCC B IR () A Gt 225 5 . 5 2 0 ) — L
o gsie" iR, AR EZHEE Logistic 119
YA & B, AL B2 51 HCC W™ &, HiRir 5
HRFRE C MW A S IT¥25%, /2 HCC B &
iy —A sy fEp R, R AT RES . (DB BUER
e HCC B4R B/ AR N 1% 5 3 i 3 5 5
BR . AR — 0T A Sk R P90 7 2k S T
Ja A k0 (2)HBV DNA A] 5 T 20 i 35 X 4 g 17
BEMLEE G, A A] A 56 PR 28 ke ik R0 28 ) oy S5 M ) 41
e L E B AN 3 PR 4 ) L Bk 3 4] DNA B R F
SEME R T AN T g R DR {5l i, B2 A
RSP I 285 5 ] RE s TR A N i — e 5
KGRI B AR NS TRk, EF
ARVEIT W T ARIGIT B R 0 fa ks m . Ko — i
THOLT . PRI R E AR T ARG BE RN R K
PR ] L A TR R R PR R AR R L 2k 25
TFAREHL,
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HAET, HBV KK M5 HCC i 20 235 B8 /Y
P AR SCPERF ST 3L D . AR R 58 25 2R O W] B L (HL A7)
AR I C2 P 7E — /D DL B 2S AU op B, 4 i B
YA R ALY OB A R R IR B MR A R AL (.
AU B2 RURNR G AL, HE AR R AT A T B —
R,

AWFFRER T A HCC I M b, %A &
PR A B2 1 C2 XF HCC JE WA Gt 2 5
£ HCC WyRY7T FIS 77 i . 5 C2 W HIAH 1L, B2 W
RIGE ) HCC MR &, A e, T AR, B
BHEK,

(B AHRBFEHAE _FEEKFEFAFES
HERSABHEAEFEE . TEEHERAURLE =
FERFIAHLFFRRATRERAEMAKLE %
BEXEHL KB . REEME 0T AH B
AXF,E,—FRTFEHD

[Z % X #k]
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