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WFoEEE R O R (J€30) : Incidence of breast and colon cancer is increasing recently among
Japanese women. As these cancers are considered to be obesity- and diet-linked diseases,
we have investigated the association of breast carcinogenesis with visceral fat obesity and
dietary factors through in vivo, in vitro, and epidemiological approaches. Model rats for
visceral obesity did not produce any tumor 40 weeks after oral administration of
ethylmethane sulphonate (EMS), while a control rats produced tumors in 2 rats out of 16
rats. Genistein (GEN), a phytochemical with weak estrogenic activity, did not suppress the
incidence of EMS-induced hormone-dependent tumor in WKA rats fed on diets with low to
high concentrations of GEN. A case-control study suggests that intakes of oil and plant
lipids were associated with elevated risk for breast cancer, but not with Soybean intake in
postmenopausal Japanese women. These results suggest that Soybean isoflavone may not
reduce the risk of breast cancer for postmenopausal women.

AR E A
(GREHAL @ 1)
EL AL B LIEESES ¢ & &t
2008 4R 1, 400, 000 420, 000 1, 820, 000
2009 4R 1, 200, 000 360, 000 1, 560, 000
2010 4FAEE 900, 000 210, 000 1,170, 000
I
FHEE
#dh 3, 500, 000 1, 050, 000 4,550, 000
W8 - # A fEiEk

PR D43 - M E - TR - R4S

*—v— I : DL

QEO—RTY] Q@RFMERNT @OREAY7IHRr OIEMOT T 1
RAA v QT FMBE OREBIIRITSE




1. WIS O 5
JE Dy TR ORI L &b ITmIREITRE
RESPE LTS, L LAHIZENT
JEDFE TR IT—MICBEN A BT, 2020
FIZIFE A= AT THLE T2 & HER &
NTW5, EXEHEICLD & BECEREY
B3 OISR K O 5 % D, Z D72
AEEESCEAEOUEICL DO —RT
B, B ERD D700 21 oK
XRMETHD, L VDbITITE, Aokt
WCBWTHIINAE LVl & RIBEIX. &b
B e VR RIS 7 AR TE B B BT B
HLEEEZLNLTEY, &ICHEmIZHE
L CIEHARANDREERII KD 1/13 TH Y |
COFEKNELTRKREALSA VYT TRUNET L
N, TOERGTHD 7 = AKX A INFUES
JiE Z I 95 O TR WDy & OGRS E 2
R TRENTWD, L LECKTOMSET
BREA Y T7ITREOBEITIZEAE
W2 ERREEINTND,
FEAARY v Fa—ADOKT
& D NI R IR IR 1 B R B & B
DL DT ZB O TWD A, IO
RWFGEIZ B THIE ORI O B8 121X, B
fii & < ICBE IS REEERm N A2 B, 77
ARIAVRELRF A& LTND L
DWESNTWD, LLTTARIA D
TS ORI kT 5 REM 22 VE B I
BH & 2722 o TR,

2. WHEOEM

AWFIE Tl EFL OS2 R T 5729,
TR N AT D F TOWRR T, NIk
JEFEICBEE LY A A THDBT T+
KA F o0, BRNIFAHRBEEOR T
HOEREA T TR, ELIWTT=ATA
NEDEICEHGELTWENEHRLE LT,
YRR, MR, B SICL %
RIS 5 Z ENERTH D,

& ATIBERFIC BT DO RIEKT &, B
WETFTLEMICBNWTT T A RIA RO
K-8 LT L, F7-t MRz 6H
LT, FEHIaEIE O A B = X L% 55 TEW
RN ST IARE L D T 5, S 5ICR
FYER T LI A OBRZ TR D e
& LT, MR R & IR Aotk 2 kBRI
L7 B HERAEIC L DIEGIRRIFIEZ 1TV, L
S8 D FEGE ZARME B D VI 5 &K o
FE L, 24D OFBIEET T VEIIC CTRGE
T B L L BT, FIEMRIZSWTEDOIERE
FEy TP NRERE LT+ 25 2 L1
Lo THEO—RFHIIGHT2HLDOTH D,

3. WO HE

(1) FUERIEET/LZ v b (OLETF) IZB1F
% FLIE S AERE P O AT & HIEIR 1 D[R] &
Dt FOAZRY w7 v Fa—LORH%

#H95OLETF 7 v & ZDOXMBTHD
LETO 7 v h&fEHL T, 7 v ML
WA AT LA K ANLNT + LER(EMS) %
BHELTEMT v b EERWT > M CTRIE
BERBIOTT 4R R 7 F o L-LERIE
L, ABRARELIESB I RT T o R A v
& OBE ZRFTT 5,
QFHINTANAMEBEO=A b F oz
FIRER), 7o v =270 ZHKKRPR),
Her-2 7¢ & 2 LR & B U 7= $LpE D 4=
b= e LS CIAVANTRVIRY i3 e A

(2) EMS#FRMHANAETT VT v M & fE
A LU= NAIEICB T 5 REER T O1E
F O gt
OREA VT ITRTHDLT=AT A D
FLONAFIE TR % . EMS #5388 ML A
ETNT v NEEHL TR %,
@QuarHkDI NI I ALK DILB AR
JEMH A2 EMS B RBMEANAET VT v M &
MAWTHETT %,

(3) K. oMk T 7« K22
F o L RFEMERTIC L DM ED Y S
F G EE

KIGFE IR C LB MR I BV T, 77
ARRTFoRFmAAA v INT D
ARG TRk S EH 2 WST-1 7 v & 1 T,
FEETRN—VRET70—Y A R AR —
(FACS) T & % fpe)E Wifgtt & PARP 7
TADOINT D, ETv T FIMBEDOED
EALZINHI L CTWD DO EI LT DT
W12, PI-3K-Akt #2#. Ras-Raf-1-Erk %,
HRE K- STATS, 778 h— 3 ARSI [K 1
(Bcl-2 <° Bax), mMTOR (Mammalian Target
of Rapamycin) DIERI5 1T 5 S6K1 X
4E-BP1 72 E &It L= o 7 VR D & AT
T 5,

(4) FLFEHAE DR & BFHMRE T O —
LI BE BT BIEFI* FRIFIT

JUNDS Ao o B2 — DFLH At i3 150 44
3 O [ 3T 40 D e e 2 Mkt RS 800 44 12D
W TR 22 B iR & BRPR = i & Y
B UMBHRNT 21TV FERIE 2 6l &5 5 W\ T
RETHRE -2 L, Odds lb&HEE L
CERIRBIFZE) +TICHRE SN TV AR
T LD EIT I,

4. WL
1) =TT v MBI D NIENEN & L%
SEFSFF O FEMT & HIAEA 7 D[R E

t NOWNIBIEIEBEREOET VT v K
OLETF (2% 4 Biinn b, FLEIIESE S
FHHNTH 5 EMS % 12 B A KITIRE T
5 L, FLEIIEORGE & 1 OFE < DA
rHAvEREL, 2 ha—Lo LETO 5
v~ L7z, EMS #5 BICIT W TE
X720 E D ICHTH OUKETHEARE L,
HIR T L7277 v M EFRE | EBRHMGHE 40



HETOANARIELIL., OLETF 7 v b
0/16 JE, LETO 7 v~ k 2/16 JETH 7=,
LETO OJEEIIm#E & & BRI R VR
HWHEE THoT-, ZO-ONIEENZ » k
NIRRT WNWE WS Z L FFEFATE
o7,

LETO THIE L7 O =R ey
LY AT a R, Her2 70 ¥ 0
AR 20 & 2 S ik e a2 L v i~
LA 2t LETO OILFEMEAED O E i
ER(+). PR#). HER2() &, &9 O & i
ER(+). PR+), HER2H#) ThH - 7=,

(2) EMS A BMANAETT VT v FEMHAL
723N A BIEIC BT B BEIER 1 OfAT
RKEA IV T TRV THITF=ATA V%,
RVE MRTFEFLIEFIET S EMS #HE I
ETIVT v MIRAOFSE L, £ O3IERE
BILOYEMROT A ha Uik, Fay
= AT 0 VURRR, Her-2 ZBIKR YDk
EUSZFEORB LTS, THRAZTF O
DS AT BN B D A RO R 2 Wt LT, fid
BHIAF = 2T A4 v - 7 U — DN WY
Birse ARt ZFER L, 2 =271
K - e mO BRI SR AT, s
FIEZ I LTz, BARsrKEEED M TE
FEIXHARNDOEWRERN 2P = A X A VREIC
YT HHDOTHD, sl b, FBIEFHEICH
Besdm< | BIERIIXIZIERI L Th o T2,
F 7, SRR KV S RIRTE B A R
Lzt A, FRATA U EHGHICRIE L
BT T R CALEVSRIKEETH -
Too RO FIE X Her-2 Btk 27 L 72, BUTE,
BRI A LERT TH 5,

) IJLEOMBKR T T AR F U L BE
PRI X BHIRSETHEE D > 7 VAR EE

DR NVE AT IEMCE-1)E L O
Her-2 #AIEILE(SK-BRI)ICHE T T F 4 &K
X7 F O M xT S ERR
PARP(PolyADP Ribose Polymerase) KA
{7 v AICLDTHRN— A& LT
Wb, ZORE, TT 4R R F 03I b
DF AL O HEFEINHN B 5 LT 5 ]
BEMED RSN, AEREZTH R T2,
F2TTF 4 RR T F LD Akt B L OV Erk
DV VRt (ML) X mTOR ORE TH
5 S6K1 & 4EBP-1 DU VLI EA LY
AT LN Do Tz, RO 2 KiGHE
Wit cdH 5 (SW48, DLD-1) TH1iT-> T
W5,

W77 Ik E L v 7
{REEDfRHT

A IZEENDIRY) T2 ) —THDBY
NI Ik ZRIREA T ORI A

fa 5 f& (MCF-7, SKBR-3, BT474, T47D,
MDA-MB-361) ([Z¥RIN L HS R E ) 3 4 L 7=
& =4, ER, PR O &R LE AR HER-2
WZBIfR 2 S B lah R AR L, TR F—v A
EHEETOHIZEDNHLMMNE R oT-, 2O
INT I ERNVEY LS ¥ —L HER-2
O FH D> 7 FIVEHAOTEMEALZ Hl LT
WHZENEZ DI, BIEZOENERE Y
TRALZTaT 4 T K VERTTH D,
F 7215 ML Ras 3 K ONEMEAL Sre A
(HAG/Ras 8 LW HAG/Sre) IZRBITFTAH 7 v
7 I OFMER AT L& Z A, Ras,
Src OIEMAGIZRRA L 7 V7 2 v DG E
BELRNoTz, TOZ I, 77 0T
INLDOTFTHROY T FALREKETH D
Ras-Raf-1-Erk ##. PI3K-Akt &, x5
[K¥ STAT8 72 EIFAER 71 TlX7enZ &
R E T,

(5) FLERIE OB FIER T OB —AE R
FTBUT DIEBxHFRAFZE

KRFLETUNB AT Z— L DIFET, I
JEFEREZ I UT B B R 7 & B EER T OB
FRAZ DUV T ORERIcHRAFZE 2 ok 20 AR FE D>
HBE L TWAN, ZOF CHRRIAE & I
OB, FIERIE 2 Bl B D WVIXMEET D
B T AT Uiz, BN & O BfRITFRIE
B % BMI, BEfERKIRE 2515812 LU CREMNT L
7o BAETE & ORRIT TR A 48 Bk
EEHWTHE L, TWUNNAE & —iEF
HOFLEERE 146 4, KL L TEMENO
B oM 162 412 DWW CREIZ B HAE & i
IREZERAIE TE 72, ZOF THREEZ
FLS AR IZIRE U CHENT L7 5R. SLv A
BECBOWCARICRAERERE, =X
—EBIE L HI2E < (& HIT p0.001) HE
(p <0.001) 3 L OHEWMHENEE (p=0.018)
DOIBFHERUIABICHNA) AT 2 ED, &
0] D R F W TR I O FAE I 1
TR 36 K OWE D 14 N5 & o it 6l 43 B 2 73 B AR
LTWBZERHALMNI 2> (5 69 [ H
AFEFR) . SEIOMIE M TITo 7228
JEGIAR D72 einiEig ay MFZETH -
7=DT, BAE, UM RS S 20
FERA D 71 %45, 2000 il D EHEFHAE A BILE L
TW5,

5. TR LE
(WFFEEAE . WFTESTHRE L OSEEEATEE 12
ESN 7Y

CdERsam S0 (BE 12 40)
D BabaE, Esaki T, Ariyama H, Mitsugi K,
Morikita T, Fujishima H, Kusaba
H, Nakano S, Akashi K. Phase II Study
of Sequential Treatment with S-1 and
Cisplatin for Metastatic Gastric Cancer.




#:%i#H, Cancer Chemother Pharmacol.
2011, in press.

Shibata Y, Baba E, Ariyama H, Arita S,
Isobe T, Kusaba H, Mitsugi K, Nakano
S, Akashi K. Irinotecan-based
Combination Chemotherapy for
Metastatic Small Intestinal
Adenocarcinoma. & % A , Oncology
Letters 1: 423-426, 2010.

Kusaba H, Esaki T, Futami K, Tanaka
S, Fujishima H, Mitsugi K, Sakai K,
Ariyama H, Tanaka R, Kinugawa N,
Ueki T, Mibu R, Baba E, Nakano S,
Akashi K. Phase I/II study of a 3-week
cycle of irinotecan and S-1 in patients
with advanced colorectal cancer. 7t
£, Cancer Sci. 101(12):2591-2595
2010

Baba E, Fujishima H, Kusaba H, Esaki
T, Ariyama H, Kato K, Tanaka R,
Mitsugi K, Shibata Y, Harada
M, Nakano S. Phase I study of the
sequential administration of S-1 and
Cisplatin for metastatic gastric cancer.
% # A , Anticancer Res. 29(5):
1727-1732, 2009

Makiyama A, Qin B, Uchino K, Shibata
Y, Arita S, Isobe T, Hirano G, Kusaba H,
Baba E, Akashi K, Nakano S.
Schedule-dependent Synergistic
Interaction between Gemcitabine and
Oxaliplatin in Human Gallbladder
Adenocarcinoma Cell Lines. & it £,
Anti-Cancer Drugs, Anticancer Drugs.
20(2):123-130, 2009.

Abe Y, Ito T, Baba E, Nagafuji K,
Kawabe K, Choi I, Arita Y, Miyamoto T,
Teshima T, Nakano S, Harada M.
Nonmyeloablative Allogeneic
Hematopoietic Stem Cell
Transplantation as Immunotherapy for
Pancreatic Cancer. % #: 4, Pancreas
38(7):815-819, 2009

Shibata Y, Ariyama H, Baba E, Takii Y,
Esaki T, Mitsugi K, Tsuchiya T, Kusaba
H, Akashi K, Nakano S.
Oxaliplatin-induced allergic reaction in
patients with colorectal cancer in
Japan. % %t £, Int J Clin Oncol.
14(5):397-401, 2009
BoliA&, 5K, DEEE, RASO
IV EEE ELEA. ERA,
Mebio Vol.26 No.5, 106-116, 2009

Arita S, Baba E, Shibata Y, Niiro H,
Shimoda S, Isobe T, Kusaba H, Nakano
S, Harada M. B cell activation
regulates exosomal HLA production.

% % A, Eur J Immunol. 38(5):
1423-1434, 2008.

Kusaba H, Fujihara M, Nagashima R,
Kaji Y, Baba E, Nakano S. Systemic
chemotherapy of TS-1 and cisplatin for
gastric signet-ring cell carcinoma
presenting as cardiac tamponade. #Ht
A, Medical Oncology 25(2):241-244,
2008

Moriyama K, Ando C, Tashiro K,
Kuhara S, Okamura S, Nakano S,
Takagi Y, Miki T, Nakashima Y and
Hirakawa H. Polymerase chain
reaction detection of bacterial 16S
rRNA gene in human blood. &EHiH,
Microbiol Immunol 52: 373-380, 2008
Nakajo A, Hokita S, Ishigami S,
Miyazono F, Etoh T, Hamanoue M,
Maenohara S, Iwashita T, Komatsu H,
Satoh K, Aridome K, Morita S,
Natsugoe S, Takiuchi H, Nakano S,
Maehara Y, Sakamoto J, Aikou T
Kyushu Taxol, TS-1, Study Group
(KTT-SG). A multicenter phase II study

of biweekly paclitaxel and S-1
combination chemotherapy for
unresectable or recurrent gastric

cancer. 7% it i, Cancer Chemother
Pharmacol. 62:1103-9, 2008

(FaRE) Gt 9 1F)
© DEFERE, FEEARHREEOROVERAICE

T2 HINE I DN EMABBOR, F 14
[ B AR R A R E R AN R 2, 2011
£ 1A 158, Sy 7 0 aiie 5
W%, VI 7WKERLZE VS
FEREE B OVEHE, 5 14 [ H AN EE
FAFL, 201141 A 15 H, v 74y
g (PRI

B, AU A X7 TR e
R D o3 bR K352, B AR Z1b
2011 FEFE RS, 2011453 A 8 H, A
EpRtE D)

NBFIERE, PHRRR ZMEIC I T 2 HERIE
(2R3 2 B R T O MR F—2 YR EUE
JEFA & TSR Bk IR ZE—, 2557 [H]
A AR U E AR RS, 2010 429 A
11 H ZrRERY OUR)

/PR, Dietary factors associated
with a risk of breast cancer in
postmenopausal Japanese woman. A
case—control study., % 69 [6] 0 AW
2, 201049 H 22 B KIKIEEE#Y
(KBR)
INEBERF, T RFPEDFEEITITNN
O REFEILRILOZS), % 57 [l H AR
BUEFRANRS, 2010429 A 11 H,




A RBRTE GR)

RS H, e RPEDOH RS KOS
WILDAERZAVIZEE T 2 BB A, 55 57
[ H AR B UGE SR FINR S, 2010 4 9
H 11 R, KfRERY G
NBFRERR, RIS DR f
FEARBE 2N e B B MIE T 52, 4 56
[ERBYGE RS, 2009 429 H 4
H, flig=o xR v a vt o2 — (FLIR)
/B L BE, Does visceral adiposity
hasten the onset of the breast cancer?,
55 67 [8] A A 524, 2008 410 A 29 H,
4 B ER S

(XF) Gt 6 )

)

)

6.

/NIFERE, AT 4 HL L B2 —fk, NST
A K7 w7 2011 GETHE 3 /R, S ABE
DRFEHL, 2011, 200-206

NIFERE, AT 4 HL L B2 —fk, NST
A K7 w27 2011 KGETEH 3 K, el - &
i, 2011, 211-216

NIFERE, AT 4 HL L B2 —fk, NST
A K7 w27 2011 LGETH 8RR, BECRIR,
2011, 216-221
INBFERE, AT ¢ L E 2—%E, The
Clinical Guide to Oncology Nutrition,
Second Edition, 2011, 94-99

Bew], BiGE, PEn SOk
EHEEEY @a oWilbise Rk
% (HEERR O L HFRIEZ H0Z) 2008
pp229-235

HEP B EEERE 4 HOBFEER
2008 THALAEHE DL FHEE 2008
pp336-338

WFFERL R

(1) WFFEfA

e &V (NAKANO SHUJT)
HORP R K - SRR - B
e as 40164248

(2) WFge s

B E (MIYAZAKT HITOMI)
HRS R R« SRR - Bh#
MK ET:60412558

/NEF O ZEmE (ONO MISAKI) (H21-22)
HR R R - SRFBREE - BT
el s 10441726

(3) EAEF T

L




