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WFEE R OBEE (F30) : Cellular senescence is defined as the irreversible arrest of cell cycle.
Senescence in premalignant lesion and escape from senescence are thought to be important
the early stage of tumoriogenesis. Senescence-associated markers are observed in cirrhotic
liver and the markers disappear in dysplastic nodules. The results imply that the cirrhotic

state already might to be premalignancy.

AR ERA
(EHAL : 1)
RS [ 18 2 & &t
2008 4E i 1, 300, 000 390, 000 1, 690, 000
2009 4R 1, 900, 000 570, 000 2, 470, 000
R
R
R
# 3, 200, 000 960, 000 4, 160, 000

WFFEST T - AT B

B OSF - B - RS - ABREL

X—U— K g, HET, MRz, AT A5

1. WHEBAR S WO 5

txr vy A (HIEE(N|L cellular
senescence) |% A B 3 {1 72 F B B B cell
cycle DEIEE L TCERINTERY, MinE
HAPNHI IR - Cd D pl6 <0 p21 BMEA DT
& L T senescence—associated f3
—galactosidase (SA f-gal) BNErEA)~—T

— L LTHMBLNTWD, T1a AT ROBEMEN
TOEBERBEMRFTOHDLEE XL LN TW
LM, ENLSMTEEL T OIEM(L, B{bA
kLA DNA #1572 ERZ O ERGIA T &
LCTIRB SN TS, ITF, FBEiRiEicsls
LRy AOEENER SR TWD, IE
ORI B R TR B & OISR 1 DME
M3 2% &, B & U CRpEias &



XU ADRREICZHED, BERy B AEN
ANRAH DT A —T LIRS EE
I TH . R~ ERT S, o
T, BAEARAICB T 5% v AHaOH
BB IONER Y B 205 OEGEEEFE T E
ERAEYYEE CORERBERAT v 7 Thd
EEZHNTNS,

—J7, WM TR AT R R AT A
EEFICEEEMICRET D EN bR
TEY, TORHEREE LTIFT A AT TV
THEEINER S TW A, EBMEFERICEBT
HexrvErAfMAORERSL PRy
ATHER A DO L0, IR O fiF
ICH 5T A58 0 9 % L EMBT B
Eolr,

2. WMEOBEH

b RAFREIERICB T AR v A
JADOFREIC LD, IFEsERiEIcs T o
ELOBAEZHETT 5, £/, ZHLETOMR
LV B3Ry A M T IR LR R
(FIARIER) kAR CTORME, MBI~ 5y
{LRE. FFRMALE IS AR 72 & DL HFERL
RPRWEEN5, AT LHilaTOE xRy
T UARITNZONWTHREIL, ERryEBUX
Al & OMAERREH LN ET D,

3. WHEDTTik

t MFARROEIBRA L 2 - TR L7,
TR FHEE 51 13 B 73 B 8 2 OV B B I s 0 R
TRIENE L NTZERIZIR D,

xRy AT Ry AR
~— N —T& 5D senescence—associated f3
—-galactosidase(SA B-gal) % Dimri H®DJF
E LI, Xy Ay 7T
&5 p2l, pl6, cyclin D1 Z oo/ FAIIZ
W95 Z & CRIEZR AT

AL X OHFT 4 277 U7 /8 O#
FEPE R RE & 72 13 P ARIBO f aE e ¢ i A
AR HERE oBlErG, HiEoRE
ML RICB W THER SN TWS, Byt
v AP Sy - b T AR B 5 - (CD34) F
T2 VA A B 3 - (Ki-67, cyclin A) @
TEHAEREEITV., ZOEEMEE R LT,

AT AHEIE O R B MR = 00 12 /N B
EMMiED 5> B, CKT(HFileE LTl L7,
CK7 Lexyt AFES LD _HH DN
IE=EAEY A, SA B-gal etk OPFHIC
X0, A7 Lfila~—h—LttxvtEU R
RSy 1 O BIEEME A fRET L 72,

4. WHIERCR

v MFRAL~ Y CEENT T 0 el i)
F A~ — 4 —"T& % HepPar I (DAB 3§
@), IEME~—F—Thd CKI9(Vector
red &f4) ., CK7 (Vector blue Ffh) D 3 EL
PEYLEET T, HEE EOIF AT Afflila A [FE L
7o JFAT SRR P ARG G AR L,
BYENTR OMEATEE, TRBEWERANCE N, AT
SMEREBTEEIN L T (K1)

Fi F3 Fé Normal a1 a2 A3

Staging Grading

8 P < 0105, compared with il el groups
* P < 005, compared with nommal iver

Ryt REES T (p21, pl6, cyclin
DI, SA B-gal) IZIEFHFTIXIZEALRED
SRS, FFEEZE TR P IRIE I 558 o AT
FUZRBRBO bz, T 4 A7 T VT
HiCid' xR v ' A7 (4) MR I T ATAE
P H AN TER LT, IFRmERRIC W
TIEENT 4 A7 T T REE N RIRRE & &
nNTnad, EERARETE R v AITHET
FERAEIZBENDBHR L SNTBY, FTFa A
TIVUTRETOEXR y B Ao HB
VAN I R AW/ N A 2 YA SR o s e S L AN Y S
HZE DRFIIC & % v & o A BLE S - D F
Bk b <R B, FFEZIL T CIITRTHE
RAETH D[RR R I, Fio, TBE
L EZ B2 L TRy AREN DB
L7l EEMa s B2 6T, 20
I DIIAFT 4 A 77 U7 K E LT R
TR B ICHY T 2IRETH D
ZENmEENT (X2),



Cirrhosis -
B
b -
8
5
¥
E
i 4
5
§ 3
1
0 - L ‘
=10} =) {n=ag) {n=24) Lol R

JFEEZEIZ BT, R v ' o ABRHEIS 756
B I PREE ARSI RFE L T, — 05,
JF AT SHERE S @RI A L TEB 0,
p21 (DAB 3&fa) & CK7(Vector blue Ff) D
2 EEPETIINFAT LA Xyt
AR AT 2 < EBFICLE LTS D
Erinbhote, i, M ITIZIEOMEM
BRDH BT (X 3), WY 2 HW ot
THeRry B AE#ESTTHD SA B-gal
I EEE L R AR I Y et 2 3R D T, — T,
TAARATTITHEETIL SA B-gal (+) flfia
3V U 7= PRI 33 © CKT (+) /N
DEEEMEICHEA L TRY . 26 0/MBgiZ A
T L~ — A —T&H 2 ckit X° CD56 235
HTHDIEFINRD LN (X4),

PLE XY FFEEZE CIERE ML o "l gErE
REBENLEXR Y AR AT A
HM & BRPECRE L WD AREME DN H Y . —
5. T 4 A7 7 DT REE IR '
vl ARENGHIE L TV EEbni,
W7 4 277 TGO —5 TSN
P79 2 FIRIGA B A 7 A Ea el o
KOJE 2~ T HIBER 2RO, AT AHif
H R O JHF R R 23R D ATeRE N B D &
Hganr,

BB

Bl dusctule (Total numibar { 10% high-power Eelds) 0
E 8

- # 8

PLEX0 | AL B IIFFREZE O KR BgkE
A ESATHIMZ premalignant potencial %
HLOMEARSH D Z ENRHEERS R, &5l
O OBIIHF AT 2000 S EWEIER B B
AREMEDS R S VT, TR, IFA T AR
KORFHESOHE AT DR OGFENRE S
DOH 0 | FFAT LRI AT TR
DOFER) &R B ATREE RN e ST 5, 4%
TRy B URABEZ O AT Al



FHH L, $HBERZ AW 2BR 325 T3 L
ez S HOISRELSBET L, By B 45
BN F-RMRBRIN - ORIE - fTIC L D T3
JERAE A2 BN LTy,

5. LRI LE
(WFFeEA . WHIEo R e O IE# |2
(=S

(e

1.

seamoC) (G2 F)

Ikeda H, Sasaki M, Sato Y, Harada K,
Zen Y, Mitsui T, Nakanuma Y, Large
cell change of hepatocytes in chronic
viral hepatitis represents a
senescent-related lesion, Hum Pathol,
40(2009), 1774-1782, ##t

Ikeda H, Sasaki M, Sato Y, Harada K,
Zen Y, Mitsui T, Nakanuma Y, Bile
ductular cell reaction with senescent
hepatocytes in chronic viral hepatitis
is lost in hepatocarcinogenesis, Pathol
Int 59(2009), 471-478, ##t

(&) G4

1.

Ikeda H.,et al, Feature of the
cellular senescence in large cell
change of hepatocytes (liver cell
dysplasia) in hepatitis B
virus—related cirrhotic liver, AASLD
(American Association for the Stusy
of Liver Disease), 2008. 11. 3, Moscone
West Convention Center (USA)

Tkeda H., et al, Involvement of escape
mechanism from cellular senescence
associated with activated hepatic
progenitor cells in
hepatocarcinogenesis, AASLD
(American Association for the Stusy
of Liver Disease), 2008. 11. 3, Moscone
West Convention Center (USA)

it PR 7, f,  TAR AR Z AR AR 2 ds 1)
% Hepatic progenitor cell & i1k
[ELEEREAE OB G-, 55 12 [B] B AT =
K&,2008 410 A 1 H, 77> K7
YARTVHER R

it PR 7, f,  TAR AR Z AR AR 2 ds 1)
Dzl cellular senescence M
b T4 277 T REENCB T D
Mz b B RERF IR O JFE & stem cell
feature IZ DWW T DOMH—, 244 [ B A
T2, 2008 426 A 5 H, ZEEIRIRR
SAbasfE (BRI

6. AR
(1) WFzefRE

Ml 57 (IKEDA HIROKO)
BIR: - MHIEIRRT - HEEdR
FgeE 35« 10447675



