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Abstract: HCV RNA and HBV X gene were detected by in situ hybridization and HCV core ,C33¢ antigens and
HBxAg were localized by mmunohistochemical method. Results showed(1) The positive rate of HCV RNA and
HBV X gene were 40% (55/136) and 82% (112/136) in HCC respectively, both of them were positive simul-
taneously, 34% (46/136) . HCV RNA was localized in the cytoplasm of cancerous cells and hepatocytes, the
positive cells distributed in scatter, local or diffusion pattens. The distribution of HBV X gene in HCC eancer-
ous cells showed cytoplasm, nuclear and nuclear-cytoplasm, the positive cells distributed just as that of HCV
RNA. (2) The positive rates of HCV C33c and core antigens in HCC were 81% ( 133/164) and 86% ( 141/
164) respectively, and C33c antigen was localized in the cancerous cells intracytoplasmically , either in the form
of focal or diffuse in distribution, some were access to the nuclear membrane .. Not only was HCV core antigen
positive stain distributed in the nuclei of the cancerous cell but it was also found in the cytoplasm, C33¢ antigen
positive cells were focal in distribution in HCC. Core antigen nuclear positive cell was observed more aften in
cancerous tissues, and cytoplasmic positive eell was predominant in paracancerous tissues. (3) The detection
rate of HBxAg in HCC was 75%(123/164) , (33c and HBxAg positive simultaneously were 63%(103/164) .
HCV infection is familiar in HCC of our country, HBV and HCV overlapping infection accounted for a certain
proportion in cases studied, which might play an tmportant role in the development of HCC.
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MR RS TF2R5 BB T HCV RNA B HBY X BEH; RAGE AR SR Hov B iR FEREK
C33c VLR B HBxAg EFFRME PR OB 22 5710 . SR FRWI(1)HCV RNA,HBY X 53 76 748 e 88 4 40 b 3
SR 40%(55/136) F 82%(112/136) ., HCV RNA E (¥ TRBRMRKE A, AEMREHE R EFR I H =5
K& ;HBY X EEEFSAE T4 T EREER BREEEE AR E R =R HER; (2)HOV C3c i
I TR 7 T 0 T o OPB 3 81 9% ( 133/164) B 86% (141/164) , C33c $LIFLSE fir T8 S M B FF 4 AL iy B
G ELORREREMTEARE T X TEE TRET. CBcERESN I ERAE TR EREA

WA 8 39 2000-11-10, £ 51 8 # : 2001-04-25
«  HSTH B A AR B A 2%400155)
FEERA R 1934 - ) BT THE HE 50 R85 SRR RS



http://www.cqvip.com

326 P EH R OB ¥

£ OO0 http://www.cqvip.com|

H16%

BOVE RS 28 1A 57 M i B 1 0. . 790 55 BT 40 2R LA B 3K P i 20 5 (3) HBxAg 7E FTAR R R P AR 1 Ry 75% (1237
164) . C33c ) HBxAg — & AT FHM & 63% (103/164) . HCV BirvER BT AR PS8, HCY #1 HBY HH
ERAS YA, TREFARERN 2T EFEEER.

RRE M AR RE; LU RAE R RS B o TR

hE S #S R7375.7 FRERIRE A

PIES AT 32958 (Hepatitis C virus, HOV ) S P4 AT
2 ( Hepatocellular carcinoma HCC)B) X 7 H51&E
FEZERNEE, HWE R KBNS HCV &
P55 HCC MR B XN -8 HE hE 2 mi
HCV A X A 5 RT-PCR 3% 8 Wi 4 & F 49 HCV
RNA, 8= 8 24K, A BRI R Bkt HCV i
HERRTEN KR, KRR TRERE G
MR 164 FIA I RATE R K E SR a8
) HCV RNA, C33¢ Hi )8 . & L-41J& ( Core antigen,
C)RI 54T T 9T, R8T 455 HBV BRI Ei, o
#7 HBV #/ZL HCV 55 HCC EAEMER.

1 WREFX

1.1 HRE¥ER

164 7l HCC $H 8 R P8 EE B 1986 ~ 1997 5
HEAUREA, FSMBIEX, KT 76 BIHH B
FHALA., FERANE W ERIHEE, B
KoEROREE, HE Sum FESED A,
1.2 RFAFER

& HCV 5" # B X #) <DNA, pGEM B, &
HBV X ZE /) pMMIS FH0R 35T HCV B0 R
2B B R, LR R R R
MR ETRIFESIZER I HCV 330 2B6 BREE TR
AR EER K2R B, &30 HBxAg
LY i B 26 B IR Fox Chase S55E LR 4L,
ABC #5371 & 1 H Vector Lab, M B 3 FEHLG | H1i5 101,
& ¥4 B 8 H Boehringer Mannheim £ 7]
1.3 BHEUERRARE

4 HCV 534555 X cDNA pGEM i 5 & HBV
X ZEFE A pMMIS BB IR RS 5 B EL & 4
FRELRHEERT, 2953 257bp #9 HCV 3£
#RIBIX i By B 584bp B HBV X X[, IR0 R
AR AR, R 23S ok P e ek, 1
EFRBEEWE.
1.4 REAfkRe

Fi HCY #0307 2B #RE It 300 &
B, 51 HCV (33c HUJK 2B6 SRSB4 % 1 150

¥ RS 1003 - 5125(2001)04 - 0325 - 05

B, ¥ UBxAg ZTTREHIESE 1:200 38, KRB
Veetor i3] BT
1.5 XMLW

PR Bk B MiE HCV RNA FHEFFER A
HEXT BREEHE HCV RNA B bR PAtE FF SR 4, h5h,
BRI, B REHEA, BRIt TER . E
HXT IR, EMREZSROTER TH,

2 &R

2.1 HCV RNA.HBV X BB HCC )73

HCV RNA.HBV X EH7E HCC " ket 2 43 51
# 40% (55/136) & 82% (112/136) , & [FTaf f4E 5
349 (46/136) , FAPEZRZCIE S ARER . AR,
HCV RNA i TR o iR iy, 2 AER R R 3 16
{W# 3 BEAR 1-A) HBV X B EH A HEY: R E,
A DR R HE(LE 3 BB 1-B), B
R E B AR eGR B 1 .
2.2 HCV B3 B iR B HBxAg 7 HCC RAY 5
il

REFIHL HCV C33c 8031 JF 88 30 R i 4k R 470
HBxAg B3 B (A% 164 #] HCC A48 K 76 Bl 55
AR RN, BEYFE iR a5
R, C33c BN TR AP EA,
BREN EREARRLERFELH(AHIER
BR 1-C)o C33c MPEHIMEE B2 Akt IR =54
R, BEATLSE, BRI B RER, HF
ARSI B EERE, HOV B ORI E N
FH MRS AR P, L 20 FXEARMAR
3eep  RRR B, BE LA RSR D 3, 35 LU P B
RE R -HRHE EEFARTEEA S,
HCV BLHRELIR R R HEES R(RLH 3 EER
1-D), EFFFHRN P L% HCV B LI E R KA,
HBxAg A FH #: 3 B4 A5 T 98 40 Ff 5o FF 4 B 3 1
(3 3 ZE IR 1-E) {B7EEF 25 51 R] W40 e 5o
HRRAZ P , ZER—40 F TR T EF HBxAg 1 HCV
C3cHEHEHRES 2 EE(LHE I ZEME 1-
F), AR AR e —3H, TitE HCV
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C33c, Bl U FE R HBxAg, TE HCC 41451 4 R 4R
AR A — R A E R, H R REMESH
%, BAtER RSt N IAN S R I
2.3 HCV C33c iR O RE R HBxAg & HCC f
MERHERBEXE

ZHPUREE HCC PR R 1. 8851
X R, C33c LR HCC B F R B ETHE
RRHBELEEZER(P>0.05), ZLHFEE HCC
A P R BB B R TR S T P a3
(P>0.01),7 HBxAg HEHFETPHEHERER
FHES (P> 0.05) ;7 HCC AL, HOV #4041
AR 3B 8 B T C33c $iJE X HBxAg AR HH 3
(P>0.05); EHFH TS, Hexag WM RB R
BT C3c BB LHRRPBER(P>0.01) . TEFTH
R HCCHEHAD, ZHAFRHEELEELER (P>

0.05).
M1 HCV e MR HUR (C) R HBxAg % HOC BHH
el o

mEEE W Ok C HBxAg (33c Fl HBuAg

bkl 164 102{(62%) 123(75%) 105(64%) 69(42% )
BETFHEN 76  0065%) 37{48%) 6H91%) 42(55%)
WEMERF 164 1M(81%) 141(B6%) 123(75%) 103(63%)

3 itig

SRR A FRER R EES % FEY
HCV RNA BHAAXRIERMGN , BEAFMUE B
BB BN R HOV Sk F i/ MREAR AT S 4
ST RN, A R I AR AR HCC 4 H HOV
RNA.C33c. B HU B HBV X 2 & HBxAg # 5
MHFTTHIR . TP TEHE, EHER
B RAI 0. HCV RNA 7] LI T HCC Ay 40
MR H— I TR R TR, Mesh, A g
HCV RNA #E HCC = s th 3624 40% , & T LATE
H RT - PCR # I/ 1fL # HCV RNA B955 8 {H4; HCV
C3c UERB OO AR AR A, i T
EEHEZHTE RNA ERE %, T ERA SR
TR, B RNA BOBRAE,

C33c HUF 030 R B AT HCV Fu ff e 3 i
AlEFe EEH RS, O3 ER HOV BREXR
B - EEMRERLLIE, EH HCV NS3
HEAESM NS ERLEMEQN—-LIIEEEA M,
AHa#8RNECN S =AM A IEmR S5
AR, R R @ IEN, EF 82 5 HCV RNA
HFlet RNA REHMBH ., LIRS HCV A4S

MERFERE, EEBEEER, ZHELEHQT
BEFR EE RNA M EEERT, CBcmEBL
PLIRTE HCC R RYR =ik, #m HCV M P
P HIRIE RS, X5 —MELESE T HCV RNA
FERF4EAR R B L ey g

R Fit HCV C33c B OHUR B P 2 vE [ b 4 xd
HCC & HCV M EZHUFSfTRN, ZFREBT CBch
S T I B T S B AR 2E P, B O B SR 7 4
B o S 4 B o BT B PR, R IR RATE s
R . BoCHURRH AR AR E 2 re
S, AMEXRH.BECEEM 9~ 102 BERZ
E R EEFEE T DNA G, FEEZOEAY
AR EFAEEILTMEEMFSEIL T EAHME A
CRARN R, IRAROCEATBE—FEER
HEAMS, HoV BB BEBIFIEHE
LEAEERES HOC B g0 B, 80K
BEMEABE, AT HEEILERE THEMNR
B

HBxAg 78 HCC M+ S X E R+ —
F7-5] | R PFER  HCV CBHE LRI
5 HBxAg 7 HCCPRYMMREBADEER HH
BA YN 63% , MTE 164 #] HCC P F HCV f/
&%, HBV B3k 95% , 382 HCV 1 HBV 2R E HCC
EEMFEEHEHBER., LEEASTREKA,
HBV 2 HCC RAEMFEBFRERZ —, HFERM
HCV S HCC AR X RMIFFRFZ M, HCV 7 HCC &
ETAFEERA SEERERSEEDY,
HAETF ST EIN Y HBV #) HOV R4 B HS
B R HCC A A MEEREREZ 23],

ANEEH HCCHEE B— T FEE . ZH Bk
HE 038, HBV F1/38 HCV KB HERBEH
WA EZ . e, HE HCC RAENTTRENL
T : (1)HBV f/2% HCV RS I RIFR RN ZE
MR TEFH &, B)E B E @A ; (2)uBy
X BRERSIFAREES, @B ART BEF
i HBV X BREREFH L ME AT R
s Bxm s ®-2, HHHEA XEA
AER—TFN.GEE/ANEAHE, E—HETL
53 A P RO R E X XY c-mye. c-fos B
i, H—HH, X AR E O MRS v 58 o B ARk
BV HINA A IE B TIRER I, R Bl
Rb-1.p53 Fi2k 15 45, AA T 0 3 R 22 ik S 56 1L
GYHCV B OB MR E BA R RE
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$E, 3 3t T R v A0 AR A 1S & L 2 e 5 B0RT 4 B
Al (HHCY ERFRZ =Wl THRARATEZ
FEEERRM S EARERRSE, B4R
F(IGF-11 .TGF-« %) . BEH .DNA 5 EE NN
TETESE MR & K e Sle3, fERR A
RE HCC B4 MTELE BB A0 £, 5
EILBH AR FEHBFRERAMBEENRE,
HBV 1 HCV #& HCC M A IEfF M W A AR B L
R AN TE SRS ERESYERE S, LI
—3E7E 7 FKSE I HE HBY 1 HCV MZss AR,

&% 3wk

[1] Houghten M, Weiner A,Han ], er ol . Molecular biology of the hepatitiy
C wiruses: implications for diagnosis, development and control of virl
diseane[ )] . Hepatology, 1991 . 14(2) . 381 - 388.
Di-Bisceglie A M. Onder 8 E, Klein J L, &1 a!. The role of chronic viru
hepatitis in hepatocellular carcinoma . the United States[]]. Am J
Gastroenterol , 1991 ,86¢1): 335 — 338,
Bukh ], Miller R H.Kew M C. o af . Hepatitis C virus RNA in south-
em African blacks with hepatocellular carcinomal)] . Pme Natl Acad
Sci USA,1993,90(5): 1848 - 1851,
Di-Bisceghe A M. Hepatitis C and hepatocellulr carinomal I . Setmin
Liver Dis, 1995,15{1):64 - 69.
Colombo M. The role of hepattiz C virus 1n hepatocellular carcinoma
[J]. Recent Results Coneer Res, 1998. 154337 - 343,
Dutta U, Kench ], Byth K, Khan M H, Lin R, Liddie C, Farrell CC.
Hepatocellular proliferation and development of heparocellular carcion-
trer: & case-control study in chronic hepatitis C[J7, Hum Pathal , 1998,
29011): 1279 - 1284,
I EBHRE . EF.EES, T.ERFF. H FRELRER
(W] bR B et 1992.24 - 27,
EAA TR, HE. S MHARMREE LRI
B s AT S A T RNA RILE (1] HE RS E,
1993,8(3):213 - 217,
Tautsurm M, Urashima S, Takada 4, ef af . Detection of antigens related
10 hepatitis C virus RNA encoding the NS3 region in the lwers of pa-
tients with clwonic type C hepatitis] }]. Hepatology, 1994, 19(2) : 265
-
Blight K, Rowland R, Hall P D, @ af. knmunohistochermica] detection
of the N54 antigen of hepatitis C wirug and its relabion to histoputholo-
g¥[J].Am ) Pathol, 1993, 143(6) : 1568 — 1573,
Gerber M A, Shich Y §,Shim K S, ¢f af, Detection of replicative hep-
atitis C virus sequences in hepatocellular garemomal) . Am J Pathol,
1992,141(6) : 1271 - 1277,
Ohishi M, Sakisaka S, Harada M, e af . Detection of hepatits-C vims
and hepatitis-C vims replication in hepatocellular carcinoma by in s
hybridization[ CD ] . Scand ] Gastroentein] , 1969, 34(4) 1432 — 438
EER IR, Tz HEERT U A5E CBRER
HBxAg 895116 R A X [1]. P EMAEE,1095,10(2) : 135 140

[3]

(4]

5]

[6]

{7

(8]

(9]

RO

(11]

(12}

[13]

[14]

[15]

(18]

171

18]

[19]

[20]

[21]

[26]

[27]

Ray R B, Steele R, Meyer K, ¢ al. Transcriphonal repression of p33
promotor by hepatitie C vims care protein[1]. ] Biol Chem, 1997,272
{17): 10083 — 10936,

Moriya K, Fujie H, Shintani ¥, & of . The cove protein of hepatitis C
virs induces hepatocellular carcinoma in transgenic mice[J] . Nature
Medicine, 1998, 4{9) ; 1065 — 1068.

Huang § N, Chisari F V. Strong, sustained hepatocellylar proliferation
precedes hepatocarcinogenesis in hepatitie B anface antigen tranegenic
mice[ I 1. Hepatology, 1995 ,21(3) : 620 - 626

T X2, London WT, Feiteleon MA. 1§ #EFT 46 FF B IR R
BFEP 1B MORGEEE L[] FNEREFER. 199,12
(2):88 -2,

Wang W L, Lindon W T, Feitelson M A. Hepatitis B x antigen in hep-
atitia B virus carrier patients with bver cancer[)]. Cancer Rea, 1981,
S1{18):4971 —4977.

Su Q. Schroder C H, Hofmann W ), et af . Expression of hepetitia B
virus X protein in HBY - infecied human livers and hepatoceliular
carcinomas[ ) |, Hepatalogy , 1998, 27(4) : 1109 - 1120,

Idilman R, De-Meris N, Colaticed A, et af . Pathogenesia of hepalitis B
and C-induced hepatocellular carcinoma[J]. ] Viral Hepat, 1998, 5
(5):285-299

Zhang J Y, Dai M, Wang X,  al. A case—control study of hepatitis B
and C vings infection as risk factors for hepatoceliular carcinoma in
Henan, China[ ]} . Int J Epidemicl . 1998 ,27( 4) : 574 - 578.

Donato F, Boffetts P, Puoti M, A meda-analysis of epidemiclogical
studies on the combined difect to hepatitis B and C vims infections in
cansing hepatocellular carcinotral 1], Int J Cancer, 1998,75¢3) . 347
-354,

Tsai 1 F,Jeng JE,Ho M S, et af . Effect of hepatitis C and B vires in-
fection on risk of hepatocellular carcinoma:a prospective sudy[J] . Br
1 Cancer, 1997, 76(7) : 968 — 974,

Edamato Y, Tani M, Kireta T, @ af . Hepatitis C and B vinus infec-
tions i hepatocelluler carcinorma. Analysis of direct detection of viral
genome in paraffin embedded tissues[ J]. Cancer. 1995, 77(9): 1787
- 1791,

Tsai ) F,Chang W Y, Jeng ) E. & af . Hepetitis B and C virus infec-
tion a3 risk factors for liver cirthosis and cirrhotic hepatocellnlar carci-
e 8 case-control study[ )] . Liver. 1994,14(2) :98 - 102.

Tasi J F, Chang W Y, Jeng ] E, & ol . Effects of hepatitis C and B
viruses infection on the development of hepatocellular earcinoma[]]. ]
Med Virol. 1994, 44( 1):92 - 95,

Goritaas C P, Athanasiadou A, Arvaniti A, ef af. The leading role of
hepatitis B and C viruses as rigk factors for the development of hepato-
cellulur carcinoma. A case control study [17.) Clin Gastroenterol ,
1995, 20(3) ;220 - 24,

Suga M, Senota A, Arima K, & of: Prevalence of HBY and HCV in-
fection in Japanese patients with hepatocelhular carcinonmaf ] . Hepato-
gastrocnterclogy., 1994, 41(5):438 - 441.

Andrisani O M, Bamabes 5. The transcriptional function of the hepati-
us B virus X protein and its role in hepatocarcinogenesis ( Review)
[J3.Int J Onenl, 1999, 15(2):373 - 379,



http://www.cqvip.com

a4

£ OO0 http://www.cqvip.com|

EXRE ATED HBY 1 HCV 2E MBS A4 B 329

(30

{31}

[32]

Tameori A. Nishignchi §, Kubo 8, et al. Possible contribution to hepa-
tocarcinogenesis of X transcript of hepatitis B virws in Japanese pa-
tients with hepatitia C vini’ J ], Hepatology, 1999,29{5): 1420 -
1434,

Zhy M, Londoen W T, Dugn L. X, ef a? . The value of hepattis B x anti-
e &8 A prognmstic marker in the development of hepatocellular carci-
noma[J] . Int J Cancer, 1993, 55(4) 571 - 576,

Koike K. Hepatitis B viras HBx gene and hepatocarcinogenesia[ ],
Intervirology , 1995, 38(3 — 4 : 134 — 142,

(33]

[3s]

Feitelson M A. Hepatitis B x antigen and pS3 in the development of
hepatocellular carcinoma[ 7. ] Hepatchiliary Pancreat Surg, 1998, 5
{(4):367 - 374.

Ryder S D, Koskinas ], Rizi PM, e ai. Hepatocellular carcinoma
complicating sutoimeune hepatitis: rale of hepatitis C vims] J] . Hep-
atology, 1995,22(3]: 716 - 722.

Schirmactter P, Rogler C E, Dienes H P. Cureent pathogenetc and
molecular concepts in viral liver carcinogenesis[ ] ]. Virchows Arehiv
B Cell Pathal, 1993,63(2):71 - 78.



http://www.cqvip.com

ry - o - - *Lha Rl -- f ™ -7 e ‘7 AR
r bl

Bl HCVRNA, C33ciiJR. HBY XZEE . HBxAgfEHCCHAH P16

AHCCAR, HCV RNAREES I TR, H MR E R B4 (I1SH x400) ; BHCCHR HBY XEE
B S TRRmE . . RS SR AE { USH x 4000 ; C.HCCH S HCY CYich B i TR MMy
M, BHERESERINT (ABC x 400 ¢ ;D HCCHA, ACVELLHIEN FRERE N, FHHHRE RSN H
(ABC x 400 } :E.-HCCHER, HBAgREMAU THMMRER, HEHMRE R 257 ( ABC x 400 ) ;F.HCCH S,
HBxAgHICIIc A G TR MR AT . HBxacR s, CLERKE, AHUMRERARNIAA ( ABCIL
Befh x400) .

Fig.1 Distribution of HCY BNA,C33c antigen, HBY X gene,core antigen and HBxAg in HCC tissues.

A.The Positive signals of HCV RNA are localized in the cytoplasm of canrerous cellsits positive cells are distributed in local
patten(ISH x 400);B.The positive signals of HBY X gene are localized in the nuclei and the eyloplasm of cancerons cells,its
positive cells were focal in distribution(ISH x 400);C.The HCV C33c antigens are localized in the eytaplasm of cancerous cells,
ila positive cells are local in distribution(ABC x 400);D,The HCV core anligens are localized in the nuclei,its positive cells are
diffuse in distribution {ABC x 400),E.The HBxAg positive substances are loacalized in the cytoplasm of cancerous cells,
its poative cells are local in disiribution{ABC x 400);F.The positive suhstances of HBxAg and C33c antigen are localized in the
cytoplasm of cancerous and hepatocytic cells, HBxAg positive is showed as hrown color and €33¢ as purple.its positive cells are
local in distrbution(ABC double stining x $04].

Note: [SH=/n sitn hybridization; ABC=Avilin biotin-peroxidase complex. techuique.
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