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Plasma Selenium Levels in Chronic Liver Diseases

Plasma Levels of Angiogenic Factor in Chronic Liver Diseases
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Why drinking green tea
could prevent cancer
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MayBridge, and Merck 3D databases of
190,000 compounds were used to select
inhibitois by Biosym LUDT and DOCKING
programs. In these calculations, the relative
position of inhibitor and receptor (uPA)
with the minimum potential energy repre-

pidemiological studies suggest that the

consumption of green tea may help pre-
vent cancers in humans; also, breast and
prostate cancers in animal models are
reduced by green, but not black, tea', Here
we offer a possible explanation. We have
inferred (using malecular modelling) and
subsequently demnonstrated that one of the
major ingredients of green tea inhibits
urokinase, an enzyme crucial for cancer
growth

Tea is drunk in three forms: black
(78%), green (20%) and ocolung (29%)
Green tea contains many polyphenals
known us cathechins, including epigallo-
cathechin-3  gellate (EGCG), epigallo-
cathechin {(EGC) and epicathechin-3 gallate
(ECG). The brewing of black tea oxidizes
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nm, ol the ceury. EGCG,
nto s cavity, is shown
ocel’ i green (C), red
(H) The calculatzd
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lated K, 104x 1075 M b, Clez
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Ems
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-ozyme (cabobenzyli-(v}Glla 840) Gly-Arg-
»), for 30 min. ASsorbance, which is inversely prepon cral to the LP\

the cathechins, destroying any beneficial
cffects’, Several mechanisms of anticancer
aclivity of catheching have been postulated,
but none seems universal for all cancers' ',

Human  cancers  nced  proteolylic
enzymes Lo invade cells and form metas-
tases. One of these enzymes is wokinase
(uPA), [nhibition of uPA can decrease
lumoul size ot cven cause complele remis-
sion of cancers in mice'?, The known uPA
inhibitors are unlikely to be used in anzi-
cancer therapy becavse of (heil weak
inhibitory activity or high Loxicity.

We have searched lor new uPA
inhibitors by computer modelling using the
active site of uPA a5 a template. Coordinates
of human uPA were kindly provided by
C. Phillips%; National Cancer Institute,
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sents the most probable way of binding
Polyphencls, among other compounds,
showed good inhibitory potential. One of
them, EGCG (2 component of green tea),
binds to uPA, blocking His 57 and Ser 195
of the wPA catalytic triad and extending
towards Arg 35 fiom a positively charged
loop of uPA (Fig. l1a} Such localization of
EGCG would interfere wilh the ability of
uPA to recognize its substrates and inhibit
enzyme activity"

We have verified our computer calcula-
tions using an amidolytic essay of uPA
activity in the presence of different concen-
trations of EGCG. The uPA acrivity was
quantified spectioscopically using Spec-
trozyme, which releases a chromogen on
specific cleavage by uPA. EGCG from two
diferent suppliers showed almost identical
rates of uPA inhibition

We have compared the ability of EGCG
to inhibit uPA with that of a well-known
inhibitor, amiloride, and a conteol samiple
where ne inhibitors were used {Fig. 1b),
EGCG is a weaker inhibitor than amiloride,
but can be consumed in much higher doses
without any toxicological effects. Amiloride
is administered in a maximum dose of
20 mg per day, whereas a single cup of tea
contains 150 mg EGCG, and some tez
Jovers consume up to 10 cups a day'

Such tugh levels of a uPA inhibitor are
likely to have a physiological effect and
could reduce incidence of cancer in humans
or the size of cancets already formed.
Theoretically, EGCG might inhibil cancer
formation in many different ways; however,
we postulate that the well-known anti-
cancer activity of green tea is driven by inhi-
bition of uPA, one of the most fiequently
overexpressed enzymes in human cancers
Jerzy Jankun
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1 Phenolic Glycosides with Potent Antioxidative Activity found
in Cells of Sesamum indicum L

HO

HO

CHj

OH

CH,0H
0—C-C OH
2

OJ Ha H
o
HO c=C-C00
H H

OH

OH OH
Acteoside
3,4-dihydroxy-B-phenethyl-O-a-L-rhamno-
pyranosyl(1-3)-4- O-caffeoyl-B-glucopyranoside

HO

CHg

OH

CH0H ¢
o 9-C—Cc—-C-0 OH

Hz Hp
o]
HO C=C—-C00
H H OH

OH OH
Sl-1
3,4-dihydroxy-B-phenyl- O-ethylcarboxyl-G-a-L-
rhamnapyranosyl(1-3)-4- O-caffeoyl-B-glucopyranoside

B2 Chemical Structure of Anti-Tumor Promoting Compounds
Produced by Cells Culture of Sesamum indicum L.
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4 Comparison of Anti-UV-B Activity among 4',7,8-trihydroxyisoflavone and Other
Isoflavonoids Contained in Soy bean
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B 5 Inhibitory Effect of Oral Administration of Sesame Fractions
on UVB-induced Skin Tumors in Mice
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1_'-Acetoxycavicol acetate,
Auraptene {2 & 2 %&b A DI &
- BEBREHER |

Hp f=
CEPS Pl R D)

e, IR ©UEEFAL L
TR S N7 B AR O AD A TR R
IZUICC ¥ ¥ 7R 7 LA D chemoprevention
DrriarykPFydFrrL, 6122
DDy RIY LATIEHEPEIIBIT A&
HORR L 5 HOMFEH I Z RS 5L
== 7 B BRI D W FE R SR
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RO TN —TIEREMIC L B
Al B8 L. B i o 7o AR 2
HFE & i T % (Crit Rev Oncol/Hema-
tol 25: 139-174, 1997) . ARRTIE, FHHE
Y. R o - B S zE Lw
&4 1'-acetoxycavicol acetate (ACA) &
auraptene (1) 12 & B 3EA5AEHIZES
THHMAMEDOREEE LR B L
Wy,
kLD HEhoERE MTIILT
WHERMEHIE TN TV AH LW ATA
b Em e RVl L7 EEL T
EZhH, FRAEESIBEAREFEART
ACAIZHE¥ 5 BIRIE VIR (HEES

187, ¥4anHpds) ZRIFRA L, B
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L L., 2O OHRIEEN A E = HEE,
FEEEL T TV A KEERR (KBRS
). A LA GEEEREE) . ANEKGA
—#Hiz (EHKRF) D7V —7 (Asia
Pacific J Clin Nutr 3: 185-191; 1994; Cancer
Lett 95: 139-146, 1995) (245 ZDFHEKT
i, 174 EETHEOEY fF1) 3
WZHFIH STV 5+~ F 2 7 Languas
galanga (4£ZEH)) OWREN SR SN
ACAIZIZ, (i) invitoEAATEE—Y
a NG OME R T d % Epstein-Barr
7 AV AT IR T B 2 A
WE, (i) w7 AEB2EBESAET
)V (DMBA/TPA) Toi/j%7UaE— =
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OAc
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z

(1) EBV activation inhibitor
(2) Anti-tumor promoter in DMBA/TPA-induced mouse skin
carcinogenesis

(3) Superoxide generation inhibitor in differentiated HL-60 cells
(4) Induces GST and QR activities

(5) Present in Languas galanga (Zingiberaceae)

(6) Inhibits 4-NQO-induced tongue carcinogenesis in rats

(7) Inhibits ACF formation induced by AOM

(8) Inhibits AOM-induced rat colon carcinogenesis

m
0 ) of‘\¢fl\~/‘\¢¢i\\

Auraptene
(1) EBV activation inhibitor

(2) Anti-tumor promoter in mouse skin

(3) Superoxide generation inhibitor in differentiated HL-60 cells

(4) Induces GST and QR activities

(5) Abundant in the peels and sarcocarps of natsumikan and hassaku orange
(6) Abundant in the bottled fresh juice of hassaku and grapefruit

(7) Inhibits ACF formation induced by AOM

(8) Inhibits 4-NQO-induced tongue carcinogenesis in rats

10



WZEPER T, RERS L TCHHAWHE
DREVABHIER 2 2556, 80K
BHLEEL D, RAEEFTOTHE
B FEETHBRI 2 E THEW,
INEEIZIAE D T EAPEL (L, FOH
HEZIIRE TN P LETH - 7
B EHER LS L, R ST
% T2 OOBWEN AT T NVERE
fta L7z ZOFR, [4NQOIZ X 51
PEZEATA . AOMIZ & % FRRIRGRE BE aber-
rant crypt foci (ACF) ZA & KIGSEATA
TRRMIHIE L. ENEROERRT
FHES T DL BEREHSAPIHIE
Ry TEs]| LohELITo 72
(Jpn J Cancer Res 87: 349-356, 1996; Carcino-
genesis 18: 1113-1118, 1997; Jpn J cancer Res
EIRI) o FEIEAIR 5 Ui L 7o
Zr DA IETE 2 J0H] 3 5 Z & A3 2 DVEM
BRO12DE L TORES NS, —H,
ACAIZI3587) TR ILEM . xanthine
oxidase (XOD) PRFIMHEASA LN, £0D
PUBRILVER © BB 5E6H% A BIHIE R
DIDELTEZLL, FE, HE3ED
ATz (GHE) Cl/ER—HE )
CDAAEIZ X BAENT v MFFEA AL
9B ACADEN - FHIRIR A G S
NTw 5D, [RFIZ, KR, A NEK
7 v — 713, XA/XOD % & NADP oxidase
DM > AT bk 4 L7200 BEE & 45
L. Mg codE(tHE (LOOH) =
TR S EDL L EMEL TS (563
[EfF7E £; Oncology 53: 386-391, 1996) .
SHICHAADERL T8, %
MNTHRYD ) LHHEHOERZIT d-
limonene # {3 L& W\ { DDA FIS
WEMNFLLET A, d-limonene [ IFH A
TR S AL T 2 DT HT L\ s AHP
WEETFHRL, BEILTOFEGE
R ZEZE RN B L D) 2 15
T, EHH O hespridin, diosmin D IHE -
il - KIBZED APIIVER & ke L 72
{Cancer Res 57: 246252, 1997; Carcinogenesis
18: 761-769, 1997; Carcinogenesis 18: 957-
965, 1997) 0 —77, EIEOM LESAN 5
BHORFERLY 2 — R ZBREN 7 <)
YHEILEMH S, Thr gk BRL
7oL DM ESZIT -, F ) auraptene
T, BIRR U R 3 O glutathione
S-transferase (GST) {FHiEZFET 5 L\
I RT, BORFERRE S dnipEREE A
FRFE R EEMAEHEDHIZ &
NF—4 2T MERR L 720 7— 412
I, v AFWNMEHliES L
auraptene {3 GST &4 % BHA & [Ff#/%
FEL. CORNFAIEWERIFEI N
oo KL YL INBEKT IV —T5138E
Ry AREEPARIIBOTH IO E

Liver GST-CDNB Activity
{mU/mg protein)
2000
P<0.001
1500

1000

500

0 T T T 1
0 200 400 800
Dose of auraptene (mg/kg bw, i.g.)
_Liver QR Activity
(mUhng protein)
400 @

P<0,001

1004

0 200 400 800

Dose of auraptene {mg/kg bw, i.g.)

Liver GST-DCNB Activity
(mU/img protein)

P05

60

0 200 400 800
Dose of auraptene (mg/kg bw, i.g.)

Bg 2 a. Liver GST and QR Activities in
Rats Gavaged with Auraptene

2 b. GST and QR Activities in Colon and Tongue of Rats

Gavaged with Auraptene

Colonic GST and QR Activities
(mUtmg protein)

[ GST-CONE  *P<0.05 |
BOR

0 200 400 800

Dose of auraptene (mg/kg bw, i.g.)

=Y aMEHERE TR AL MIIL
72 (JpnJ Cancer Res 88: 443452, 1997) s K
B %@ U AR R LT 9T
TEEMD SR - 455 S 172 auraptene
R LT, 706 b OIERASA (Ifa
) RRIBFEDAINT AIEERTER 2 4%
L7z KO ACF I L TIZHEH
Maio TFDOEETARICHL Y
(Carcinogenesis FIIHR) . KIBASAFEHEA
DR KR OFEBRIIHT L Ep

1

Tongue GST and QR activities
*P<0.05

{mLlimg protein)
4004 L GST-CONB

3001

100

0 200 400 800

Dose of auraptene (mg/kg bw, i.g.)

O CRIREZRICd 5 AN BG4 &
nr,

FOEREFO—D2 & LT, FimiEt:
DF—=5 PO RE, HE ) IR
(B R OB 7 B, B EE
NERFRE OREREAE) . IR RIER RS
R, AREAER K5k L
HI9EEE % 1T > 7= Auraptene (800, 400,
200, OmgkgRE) %7 v FEHMNIZEH
5 A ikl S L. mefdx 503050 %12




fF. K, |/ICB 5 GSTiEE & quinone
reductase (QR) TEMEZAIE L7z, FHR%E
M2 T 25, WO T b GSTI:
P, QRIiGTEIX 800, 400mgkeg FRERGHE
THEIZESLTEY, HEMAELAL
7z (R2a . fF. B2b i KB &)o

DX BHRERT, ACAIZHI
BWOMERERGEER S 5 2 L 2 THE
L. MFfL72E ZBE30 &) RiRE
57

Bl %, auraptene & FIf£IZ ACA (200,
100, 50, OmgkgKE) =7 v FEHMAIZ

Liver GST-CDNB Activity
Utmg p

P01 P 001

0 50 100 200

Dose of ACA (mg/kg bw, i.g.)
(mUimg proteiny Liver QR Activity

0 50 100 200
Dose of ACA (mg/kg bw, i.g.)

HEH 5 HEsEHS- L, 503050
BOF, K, WICBITAGSTHEML
QRIFMZ Tz, FEFRIT. S0mgkg A HE
DRBGSTIEHEB BREVWTNOREET
b GSTiEM., QRIGM X 50, 100,
200mgke REHGHECHEIZ LA L. M
A TCHEHBEbLALR (K3a : BT,
B®3b ;K. o

ZD X I IZACA, auraptene | JIXFEDA
Fe 5 CILE L /oI sEaH o3, HiAR
LRI A ClFmmER OFEER IS
Y. Talalay HDF ) HHEHEREFEICLD

- Liver GST-DCNB Activity

(L

200
Dose of ACA (mg/kg bw, i.g.)

E 3 a.Liver GST and QR Activities in Rats
Gavaged with ACA

B 3 b. GST and QR Activities in Colon and
Tongue of Rats Gavaged with ACA

GST and QR Activities
of the Colonic Mucosa
(mU/mg protein)

[ GST-CONB
| g o

*P<0.05

0 50 100 200

Dose of ACA (mg/kg bw, i.g.)

GST and QR Activities
of the Tongue Mucosa
{mU/mg protein)
400
[l asT-cDNB
-
300 1

"P<0.05

200

it} 50 100 200

Dose of ACA (mg/kg bw, i.g.)

12

BOAMF O S RE SN, S
%, s coBiiziE. F (8t)
DHEMOFERER., HABLT - DA
EETHRHE~ORE, MR ~DE
B OKRKBPACEL T COX 2D
B Min~v v AREAL-ERE 2R
HLUTHTELVWEZEZTVA,

PLE. ACA, auraptene (2 & 2 525AH]
Tl OVE MR % RERE R OB 2 i
TRARAS, HRFU IR AR %
Bt EmPIINGFEET 5 L TESR
bo DL RALEMERIIL, BH
ABEIER 24T L T Izt BATA
FHCEER X N OIATLH &
FED WIEE D F N EFNDOBESTE 2
AR Z THRE L TH LB RmEL
TWwb, FWEsEDREMIZL S
v MO T I AREOSHY D
Bo Kk RAED O OEBRRVIRET 5
ECH Y, clinical tial (21X FOxFHR & 7%
A M OMET = biomarkers DR D VB
THhH9o it FERITDEGCGH Y
R S A AT 1 i a1 1 [ N ROy I o
17 =7 I RERECERICS
N7 (Science 387: 561, 1997), FEWLARHF
LI RO TEHONFEEPSH S
TWETOT, F LB LS DOIEFRIRE
AL E N, b bOVATAEIEE HIE
THRAD—BOELEPLELEDbN S,
(Gl EoffsEx479 BT, HEEEE
i U RESdE, B ALY Y —
AHESEE, BHRA LY ¥ —ARIE
EHHEPSBEELT FNNA ARTEHEF L
72.))

2@ 1SCaC
B ALETFHIF S (REFRISCaC=In-
ternational Society of Cancer Chemo-preven-
tion) @ 2nd Annual Conference 2%, 1997 4F-8
A28 H~30HZStGallen (A4 Z) TH
Y (AN
FEER 5 TRAMDOTE)

r |
I 1
I ISCaCTmEEEE |
| ISCaCTREZZMHELTY |
I E3. AZHATFEIHAFA 1
| PHHIAREBRICHDET |
| 0T, SHEOFIEBRY )
I BLEY, 1
| asmlLiad@Edgac |
| BECLET, :
L <



L REEETE
)l HES

(ALiHERZEZ BRI TR R AR FIER)

FUHIC

FAE L X, [HEMBSED 5 CITHEE
ER T3S B ERO FRTRIRLE UL |
YEFRIN, ROSIEITHOBED
SETTAHEEEIETLIOZFEAE T
Bo LU, SEHBHHBR SN TICR
CRFNCERT 5 & RAERGIELL L2
PEISAE & L CRIRIZ 272 » TRk % %
LB B Z Il B, S & RRDEAR
3. BB, FERoOZERIh -7
TR P B PTEMI A~ DI 7 YR A
THh, KEIFEMRLOEMI G &M%
Eo TV A LNV EHEEIR T,
720 S 01T, TAEWBRIHEIZ BV T,
BERRIEDE % BT AW EEHEIZ DWW
THimi#ED 2 SN TE 7 198041 HE
B 4172 Doll and Pito DIFHTIZ L B & b b
DFEDIEHD 10 % |2 G HED IS L T
WhHENS, TORFITEENL )RR
EHHDTHA D, EHIT, BIYES
DI & BLIEDTD » & EEITRIZES
LTWAEEZTHE, FHUTIAEHE
WL T B IEEERR A M A 55
DK T v 7125 5 FERIFEMLS
ERINTWENLTHE, £, FB
FSIE DK AT v T2 B HF2ED
350 VITEHEBHETIE R L OfEE
b 3N TW5B, Doll 5IHEDERK D 60 %
DiEAvRmE (30%) &Y (35%) 205
DOFEFALEME 5O B L HEH L 72
2 I EHEHIIE O BT DNA I E S
., BERPEETARERODAT v 7
ThbitA YT a ZiZzhbibs
WEIBRIEH b DE#EZ ENE, &
CAENA T = a r kST
(X5 ER OB(L T B IO T

BEINRLTWIKEE 257280, 6D
M LSS EMNADTRE A B IR R 2
WiEH A b AL Ko T BEICRIE
DATF v ThEBEONWL IR D, o
T A2V T—3 3 v ST 7= MO
NEIERFTICRIEDTER I3 NS LIRED
ATy FEHETT A EN D, OF
D, SHEORBEROVEDL LTHE
TEXBOTCERLRLOTH A,

TEERIR - BERELE

R84 7 BB S 47258 16 [mIFLIE
BAEIF—EEY VRI Y L N
FWEFEAN) O F A4 b ViE “Molecular
Mechanisms for Inflammation-promoted
Pathogenesis of Cancer” Té V), 4IE &
FEIRE AT E L TSR
VOEBRZHECH o7, ZOERED VK
Uy LTIR e b ORBOREF D LD
(2o TEBMRAYEL IR E DBID D
BV, EBRMLRRIE LB, &6
2. RIEVRIEOEAT v TG T 5
PR & RIEME A+ A o RS EEERE O
SEEH O R S, ERIZHUIEAIRIT
BRALANC & BFIRDO TR O WREMEA YRR
sz,

9, EMEE T, 8
OEERFTRE LT, Wirchow O12 4l
WAL, Potto DB ANDOBREERE,
72y WA - HNlO 3 =L 7 — L iR
Mz L BRRENO NTHIEH BIZT

T, 1B chronic stimuli 233898 D ER
AT LEEN L, A7) EE
NBHL-AREFLTARBIZL B
MOLERPLE U7 Y 2 0ELWEE
B 35 RS S I2MERIEL & A 59ED
BE L THESNTWA, Zi s EudH
AT -RATICIEE ) R L 2 A4
DUSEL BAEPBISE I NS, ZOMiaD
FABEINMROBRETET 5 &%
ZbNb, SHIZRISEDRRIIEE TS
0% —%—TH5TPAD B \VILIEREY
BT R R O &R R AN
SINTCwWhb, 2FH, F0E—ar®
ATy TS KIERICHEIGT 5 L EZ
Lis,

D) EDEURETERT L ER &
LT, BWEEENDH L, 2HFB DOER
F## C Julie Parsonnet -2t b DIEDE
&L TOEMEGAIEA DWW TR L
72 DANA, MIEZIELDELT, &F
ARG EPRACERIZEET D, BER
LEEhE LRI T H L, Zodh
T, TAINVREGE BRIV DWW B S
HRRGRE L (IR 72T, Thbby
ANV APREERET 2 o T, #
NARIBEBOE->PITIC A ELH A,
UL, FFEY AL R & PR AL~ L
NRAYA WAL MK O —27 ()L A
(HPV) & T30 ECIFEd s
AN ARG L e SRRl
WBS T AR b R ST 4,
BTIEANY 32,527 % - ¥'1) helicobacter
pylod (H. pylori) & B RILFIZITH
ENTWE, FERTEHHEETIT7TILB
{F 5 % B Opisthorchis viverrini & JHE & |
7 7)o MEMKH Schitosoma
hematobium & IR EORRAH 5,
WIS EAEY OGS RIAIC b2 5 T
BMOELEIDZEDVENTHD, B
FRGLHNVEIL T 5 hATHETH 5, REGEE
[FFRFICE) B S N DR &0 JAERTE
DD T @ v S EEZ
55, iU, EAERIN SERIG
12 & o THERR S kg 25t -
TWALDTHA), PIZIE, EEFD
EESAERN SN THEIZBITAH.
pylori B gk (3 B HI AR L 245k E DT B
THbhHLIORIIEE LE2E) OE W
R T IR AU LT B Y AR SEM
OB A B OV E Y
RIF T b, FEERIZIE, KIBREZERE
ERIEL BT v MR, & FORTS -
FETFNTHALLECT v MMIEEIN
B IACH TR IR A 12T ORI
ISRET DAHRL: EOWMEVH B,

2T B BRI EE (n T %
RAELTWBIET A IV ADEYIBWT




b, YANAIZLED Ty AT 4 — LM
FahsiEsile & L CoMROMEIENE % S
THLAT v 7L, HEEOT A M A A
CEFEHRETHETUT -5 —PUETH
LEHEINTVE, FEE, £<{nLr
FE AN AL IV L BTN L E D
D)V, Y AL ) L3S
L2anid ™ 4V 2 i Ch
2ORTHVECTHDBEZ EFREL T
Lo F73, WEELRMUI R VAL, FOH
2ORT-E LTEZLNTWLD053I5
DAY B R T 12 & A2 Ok
RN TII A NS 9 H B2 IE, EBV
& o TRILL72B ) » SEd e s
WX o THESNL, {15 DERERT
(& o T, BEUIESESIG S - & &
WCREPRAGZ) B E LTSSIET 4. b
KOKBNZEHEZSIL, EBVIZL A
IN=Fy M SR TH LT T
) 7 QRGO R, FORIBII A
T AW OMEHIZEBV VT AT 4
— LY E A BT S SO — 5 =S
SENBHILEBEPICLE, ZOTUT
— & — IR THR I & JE ik
HIHIWERD S 5 o

WIEN LG EREEMTDON ?
[SPERRE L IS AR R FRR O B3
ZEEENI S IRRA, FOWIEICES
T 5 DODWEHHEIEIA T (TNF) V) >k
FEL Y (LT) B EOMBEENEY 1
FH42THY, O, HO:, - OH™,
NO (nitric oxide) R &ED 7 1) —FFH
Vo iEMmETH L @), To, Ml
DOHIE TR ABEED 72O EE
HiRaEnE R 7 (EGF) e iE
AT (FGF) % YoMy ER T CdHh
o BIEDRFTIEIINSORFDIF
2, TGF- 3. SREBALHEO 5L
AT AHIL-1, IL-67% &, GM-CSF %2
EDNA M HAUDEAESIND, BMESR
FETIE NS ORTFVL B LT —
Iy WIEESIREL THET
By DRI, BEHIHETIEZ
NPHEAATIZBYELEEASNS Z &
SIS H LD TR WEA S Iy FIL
i, INSRIEILE> TEESHAHET
ldgenetictZd . F 7o, epigenetic i b 5
T HLEINNLDSTH AL,
AL TR SO A il 5
AL F WA EERE R 5 L OBETHE
CEWwEEREr Ry L EZLNE, 3
7oy 2D L) L DNABESEETER
FHEELMET A7-01218, Mlaoss
DML BRI N T UL 59, 1F
PEDsR S & &b ICER OFHER R b EE
Thbo FIUI—RHIIEmWTER M) <

Bi1 EMERFROERGETE & ERILEER

. e +2H* e e +H*
02¥ 02_ L Hzoz « OH L Hzo
| | I H.0 | |
B¥  A—/A—FFHAF BRAAL K EFOFSITHL x
R—IN—FFYA R TNIFFRNFFL T~
ALY —H + (GPx)
(Mn-SOD, ) H 45—+ (Catalase)
Cu, Zn-SOD R F F & ¥ — +(Perox-
idase)
—— AR LR
X2 EMEEREHE - B
PMN Mo NK LAK

i

ol

gﬁ@w
bl X

¥ 4™ K g™ Xy
(0, HO, -OH |
£3 l & \
. R
B
Initiation Promotion Progression
Normal Initiated Cancer Cancer cells
cells cells cells with malignant
phenotypes

&, MBI T OBEEE < 72 0 Ml
LR L LTEEHIToNRWD, R
{ GV DNA LT B 15 EE BT
oWl % A s 8, BVEY
B O BICERFEZILLTLE ) S
LEZONL, INIVEILDE AT v T
FIRELTWLDOTE WS I D, K
S, ARPBCOEFEAES -DI25]
B Z S RIEMICIE . EREER L7
GBI TAREREITOIITE
J Vi S O DNA GE & R =0
MeErmErEThrEZONL, bEA
A 2O L SHEMEASEL S AN
MEeR\LZ DB 5 KE T Ol
ARLTLEIEER D, LT HDIE
DNADIEER Z T 55 E1F LRl 5
VEOMRTH S,

SIEMIOEL T 5 5EMERD DA SRt
—TUSSHENTE ) SRR T 1T

14

54505 -Th, #NE LRV
LOEESTII R, % OHE DT
B AL SR E S SER DA El T 5
ZLERLELDOTH S, DMBA-TPA
DEBERSEBET N, v ARERIET
TLTH, FERIVFDOTOE— 3
Y2 e b b epigenetic (2B 5 L. BB
{LVER oW E DS 2 N 5 L1
LXNTWDE, §4bLETOE—%—T
&5 TPAISRIEIZEG T 54N =F >
Wik % (ODC) X TNF, GM-CSF %
FEESHDLZENHP IR TS,

5T, JHEMR SRR O AL
ERFPERETLIEZRTIHDOT T A
FEBEFNEER L2, Thbb, <7
ADMCAFRMAMEREL Y . EWHEA
7y ANZEEE LSRR EEEMAE A L L
1oo TR (QRMEME) (JomE
OfhE 2X109) E s~y
ATIEA I L 2w as, [A] UHlila s



plastic plate X gelatin sponge 7% & DRy &
HIHHT A L T0%IEE D~ 7 A TH
LT A EREE L2, ZORRIZL
THGE U 7oA B¢ AR F~
ATOEEEMES ., Afnfae bigmasn
THEY, HMIEEE EREL Tz,
Wik BT 5 L, I hoBys
SRR II LD LT 5
a7y =3, ) sk B O JEM
NaDRE %70, 35 ek L TR
TaDSEagE LT B 2 L DTER S,
QR il % plastic plate %° gelatin sponge 7 &
@t%&ﬁﬁﬂ el & e BT 2
EEHL T AL, I, REEETS
[mAme%t‘Lf7D—/®mﬁ
FEEASEINT A A%, mannitol 72 & D 7 F
HNAANRY VX =2 fmINT 5% & F0tE
MANZ s s, TRHOBRE,S, &
H oI &) Il OB s AT L 4R
Fi LT < BAIENIB A T A i1 %
PORANEDEMALER AL L TV 5
EHEGEL 7o COHESRE, RIEANNE &R
BRI N QR TIAIHERE 12
DNA 58 O 4518 T 5 8-OHIG = AN
TAHIENHEINEIPOSN,
7z, invivoTH, EATARLPSK, L~
FF % EOBRM 2425 LT, QRIEH
A AR A ST FT 24 %
A—=IN—FFHF - T A L5 —FE(SOD),
LY FF v ALk F LY — 4+ (GSH-
Px). #1497 —+ (catalase) 7% &DHLEE
b+ % s 5 LB LR EIC
gl s Nsze 2E 0 KMl EET
el E RS i A B R I
BYT5ZEFWMILA, S50
gL 7 7y —flACTHLUPER. ~
yua77—3, NKHfE, LAKHIfR
A B IEVERR SR b R R A
I ERRTHREG TS, ZOFE
BoRid, EERRICB T AEEEE O
ﬂz%ﬁ?ém$;w%ﬁfzer
HLEEZLNDL, T, EREEL
5 I3 HER - EGF £ TGF- 2 12 % J&aflfiz
DFEBERZAEE T A1ERAPH L Z &
THELTW5, EEOIIBEREOR
BATy T THATAT Ly ar %l
FLLTWDHH, FIC7okRLD, RIEA
MO T HIEHRRE D SIS R D%
AT TN BT BIE| % BT L 7-i3ens
EZHEEINTWE (B2),

RNEITEDFEELELEES
FIZHAL7EZE SO L EO T
KNG OEIET A RATIZE 5 LB 9HER
o3k 4 R CHROMEL BlLs &
bo BIZIE, SHERMIGEMT A1
77—V O@ERT % PGE. R TGF- 5 (141T

'; T |'-:_'I L@ nliaiinie!
Mo 2 4ml L . Al orsis 4 B
5, F72. BEWE cachxiaDFEH &
LTIL-6° TNF 7z & D IS5EMET 1 b
1 DG LTW5E, ZOBER,S, IR
D FEREVT O P E FEitE . (L
7707 7= R L ERER £ 2K
5 Z EHTE, SEITIMIIIES R
RIS, bRl 07 7 —UDIL6
R PGE: R TGF- 3 % AT 5 & DL A7
L., HEMBHIEET LI DRV
JECHA] ) Dvorakfﬁiﬁ)%:‘%%
FIRLTWA, SIS ISR & [
ﬁ&#%bﬁ4zvm§W§%iﬁ¥
(VEGF) HSEEAESNTWVA I AL
ThHE, HELZVOIIEMREE O LS
HEE TR A AR AE st~ M)
7 A (ECM) OFIZREFHLON b
LNy, BE O QOL DR/ R 7
é“’”@ﬂ EICBWTIE, JOREGER
HrbOREEERRAT A2 L S LET
HAH9,

57 p13 ]
PR - K AR SEIZRE AT 5
FEld, %%ﬁm%WCZ&ﬁ%m’
E) H. pylori F {3 Tla i E |
FHEAHREEIIED LD w%#%a
/J PRI SN TnBE, —h, FAERLE
waéK%f%57ztu/¢g@#
xTu4bﬁ %A (NSAID) (2K 7%
EWLTHENDH D 2 EHHRE I TY
by T2, PUEELANZ L 2 EBOFHO
EEHARALNTVWE, &= LI,
FERRCHEDOE D TH D hT =R EY
BEOEINLTIR/ A&, BT
PR & RTWEDE S higbiem %
R ZEBHRIAE Y DDH L, Tn
R S OMZED, R E SIEDBRE
I L, BoALFETIICE DB
LEERIDOFFEIAET D EHIFF S LB,

(%320

1.Parsonnet.J.: Molecular mechanisms for inflamma-
tion-promoted pathogenesis of cancer
The sixteenth Intemational Symposium of the Sapporo
Cancer Seminar, Cancer Res.,57:3620-3624.1997.

2.Hamada J..et al:Progression of weakly malignant clone
cells derived from rat mammary carcinoma by host
cells reactive to plastic plates.Jpn.J.Cancer Res..83:483
490,1992.

3.0kada,F..et al:Malignant progression of a mouse
fibrosarcoma by host cells reaclive to foreign
body(gelatin sponge). Br.J.Cancer.66:635 -
639.1992.

4.0kada F..et al:Progression of weakly tumorigenic
mouse fibrosarcoma at the site of early phase of
inflammation caused by plastic plates.Jpn.J.Cancer
Res..84:1230 1236.1993.

5.0kada.F..et al:Enhancement of in vitro prostaglandin
E2 production by mouse fibrosarcoma cells after co-
culture with various anti-tumour effector cells.
Br.J.Cancer.70: 233-238.1994.

6.Hamada J..et al:Enbanced effect of epidermal growth
factor on pulmonary metastasis and in vitro invasion
of rat mammary carcinoma cells.Cancer Lett. .89:161-
167.1995.

15

Symposium on Dietary Factors in
Cancer Prevention
| The State University of New Jersey

ESZ I
(ESIH At > 8 —~HIR A A FBERIFERR)

New York 7 5 PIHL-CRIPH L 249 1 R
L Z A1 New Brunsw1ck73 H5b, BRrb
’577/ T15% <bl«‘L——:L—/Jr—

“l‘Iiﬂ“?@#’r//\Xt L, iz
ﬁ‘(ﬁb‘ﬂF)v//\X (S %U)ﬂH"/
IS AN D ESF WO%J;(6H12—14B

12, DBATHIZBUSEFERD Y VR
Y LDRES I, IO R A
(= a2—3 v — Y —INL RO Chung S.
Yang, Allan H. Conney % U* Harold Newmark
HEEN TR LD 0T, KEND 5D
HWEEEDIZE AT, £ROBIMARIL
150 THH-72, BEDPLOHEEIL
NS R NN Jw*ﬁﬁﬁﬁi(
EAAE), PHEEL FESAE
Em%ﬁﬁi(kﬁﬁkt)ﬁﬁﬁ
L (EFEER. RURE S m6A
Ho71,

#IH, 6 7 12 HT A1, Walter Willeww (>
— /8= FKR) KBruce Ames (#1) 7 #+
VT R) MEOREEI TN,
Willett - IHRE K U 01) — DEEDY
AN RIZTEEIZOWT, X, Amestd
HED AT B BIERIEH O R/ 4
ZENZDOWTE U7z 1%, Bandaru
Reddy i+ CREMERRF]) . Martin Lip-
kinf#it: (A + 7 2 ZBAFHE) RO
%Wm AL EEDT Y P XIZTY A,

SN ATV =y I AR
u>T'kﬁ%§éfﬁ/uL:b‘h‘%ﬂﬁﬂ)’iw%;*i!‘\ ¥
12w 3TMZASEIFINENAEE 12 X D565 A
IR 0 6 T Sl A Fa I BERLBR L £
SEPDSIAREVERIZ DWTIRE L7y L
Elio Ribolitf#1: (JARC) (3F (23 —1T v
INTI BN T BN AILEAT 5955
LB L, ILETD o 3B LA
MBEMEE, Hile—1) / LV EBRELNSE W
b MIE, SLBADTIEIIRI SIS Z
L X BDPALBIT D w3w6hDE




AR L7, B2, Diane Bintf# 1
(TA4FIR) FHro)—HIEREIZE 5%
AN D A B = X 4% MifuIEnE > 7
N OFENER OB E D HE T,

2 H B OB 9 0%713 Lee Wattenberg
T (3AVIR) Thot, HLIZIA
172 b =NEFXFHAY S OBADS
A= ADIAATETVIZBWTHE
LR AHRWER 2 RT 2 L 2daE L
7o M Ty BRI 344K 7
./ = VO A EERE. Michael
Gouldidi+ (¥ r 233 K) 1341
YUILEINTWEE FARAMALGY
DIEDAMFBEREIZ DV TIEL 72,
George Baileyl#1- (4 L T HIv.K) F
IV ADEEEFLERNT, 70
0740, AV K=V —-3-HhN¥E/
— VERZ X BEDAIMIERIZ DWW THR
5 L7z, Fred Kadlubarti£ (NCTR) |3
ANFOY¥ A2 v 2T I TdHbHPhP
D DNATHIMRAER 7 HE S 5 & m X3
B AR L, LAY K U kah-
weol: cafestol palmitates DR &) D3R5 L
{ DNAfFIMRER ZHIHI L 722 & 23R
L7z, FiZ, Stephen HechtlEt: (3 %
v %K) & phenethyl isothiocyanate % % <
&t LY VIINNKEREMFELSAOH
BRI THDZ L2 RE L, THRO
Yy a Y TIEDPAFHOBEERRLTIA
WO EMRRIAB SN, T2b
%, Waun Hongt: (7F¥H2K) 3L
F /A FIZ L BBEGEADLFF I
D\, Charles Boone i+ (NCI) K OF
Michael Wargovich 8t (7 F A K) &
DBADINA F v —H—I2D2WT, Dean
Brennerf#it: (37 K) w7 A
N X B RGOS ADICETRHIZOWTE
F L7z, THEH 513 Emst Wynder 8 1-

MRaTEE ¢ 2 RKE. BIMTE (A4 & Reddyidt. Lipkint$1t. Ribolitgt. Birt{#t

CREMEEME) D Keynote L 7 F ¥ — 2%
HY. BAFHIBILEFEROES
PSR ST

3HHEIE., 7 Peter Greenwald fE 1
(NCD 7%, KENTIT bR TWEDA
FEMFFEORR A FEM L, BATHIZB
D EFREROR/-THENIOVTH L
725 #E\2T Pelayo Comrealit: (VA4 27
FINER) @EAYans g —ro)
EEPA L OBGEMSE R FOFHiEIZD
WTHK L, FIZ, Wei-Cheng Youl#
+ (bR b, MEWEPLE Y I~
E. CExHwiAyanysy—¥Yuay
ORHE T 5 HENZ BT LD
[ZDWTHE L7z, Lay Clark it (7
)R WBAFHAARBETEL
T1IHHZY200u gxG LIz N—T
Tix, i, BB R KBS A OFEAED
BEICHY L2 L 2B L, &k
|2, Harold Newmark &8t (=2 —3 ¥ —
T—TK) (L AIN-T6A A 2SR L,
xRy AT A VR BERS (40% %
1) =), J B (08mgkeal), HIL Y
2 (0.11mgkeal), V.D. (0.05IUkcal)] %
e L, 10~ 2088~ 22575
L KEG. FUBR. BEREUR USRS AROMRE
BEEDSTET AT L 2 5FE LT, HIT,
DT AT VA ANERTY T A%
2EMBAET S L. KB EEMRED
WET 22 L L7,
INHLREERIINA T, BT DFEA
g—FLY¥r5r—Tarvdirihbhs,
RAS —IZFWBRICETH2RENSS
L ERLEERAM TR b, ERide
MSAREIZECES L TWwLZ L L
D, BEEEROI AN OBRYS
LA BRI o T B BN,

16

BEhE8IC 18#A A

SEROEDBHAEBIMALTREO 184 (9H 1
ABE) T, Laofirld B L LifEd,
ST 3Ty TALFEGLER) - == (5D -
TLIg 27 e B gE R CRBR) - R RREE T3
(BE) - BANbF TR - ZH0ERD) - K
MesE i T8I 7 — (BRE) - v 45 (K
g0 HARILEGHR) - AR o v 7 (HE) -
HARY v 7 ) — (5 - EAEED CIW5eRT
(2 Y - ISR T RS - ZH AR
AR (B - FFHIBECGRED - v 27 L b
AR IAFFEA (L) - I NREE(D 1) -
LR INSE & TN

. ATRMABRN
TRl EHB SR OHERL L IHIMAD B L
AAEBFELLTEN 7.

(REED)

4+[0]0> News Letter T{d, FERY 1 K50
Mma oWl I EWTEL, ATFHD
W ED 200, 2 E T FBRRIESESE
O N—THRELEWY LTEbT
THHH, 5% LIIRKANESE DEHE
A, EBRLTWEE L2 Ed I &
Tlho>TL b, E0RIbll, £ DEKRR
DI Z OWEGFTHICEEY - TEmL
TREALIL-TETEBY, LoHEL
TWwh, — ., LFEFHE»LLERE 72w
7o WAFHIZOWTERD A TO LIS
DBILWEHIF D> TWAEZ X > T
REFADTERCEAI D! SEL I
DBV A REIP LY 52 L1C
LoT, WEODRVERENTEL Z LIIHE
WDRWEIAHATHY, 5HEHIZLVET
THRATFHOMEN TN L I ENLETFNE,
FOBEHERRBHPEETHIDIEEHIET
b wAs, BHFFES D News Letter % {552 FIH]
LTw/AiElZeEb—20/HETHA). T
7o L OEEFAMIGIE IS AR O
PRI OBI R, £ LA AIZDWTOHRF
L tiwngz, FLT, K46 AIKECHIE
& 4172 Symposium on Dietary Factors in Cancer Pre-
vention COZREFRIZE LT, HME (B A
W) ILF DT, B Lwd,
[IE= VR AS ARV AL s s | N B AN
EZAT. BAFHORHICBWT LD
W8 & I3 T TEORHA DL »
TV HDEFHENEY, ThE/-7HT
WEETE L, BraRTTE Y 27 b
F— b xfio THENICHEL TIXE) TH
B H 7 FREIN % BRI EATH R D
LEFNLZERPFELT, #RETLLEY
THhb, (7% )

%84T Japanese Society For Cancer Prevention
BAYAFBMES
£ K BHSE (REFIENAZLLZHE)
WREERE (A58EuExX)
XE B EF B4
MR B Bk HR
*EE @HE  (50EIR)

EHR ARG PRI KERE6

At [ i & B N
TEL 011-241-4550 FAX 011-222-1526
FMuaht. AGOIELL & REERA




