i VA | i

PERHF IR R AL S 2 MBS D BRI R e D 1 W]
fe oo

[(BR] KGR YBREZEOHEICE VT, B RO L VHRBEEIERTH 5. YIRS KB 6163
B AR IR BRI D — D TH 4%, YIRBOFHIERIIEETH 5o MBS L TR E I E U IUSMEE LR
G35 DU & B Brm O Bk & W RBEIERE % b, L L., YIBRSNDIFEEEAKE L % 513 1N T
HL AW EN, BEEOMMAREINGE ZLIZX > T, ROBRICOLDD L) IGErd 5. HERICBT 20T
YIBRIZIR I BR 2> S IR UI B % B BE I YU BR 7 & OB % R YIRS H % 25, TSI BR 2SI S; D35~ T3 o2
2OV TIEWE ZZARHRERT D% o

[BM] AFZeClE. RFPAREBTA M v ATV 22y 7 <9 A EGFPR 5B A M2 BV T, EERN 2 iR
RNFERBEZER L. M4 IR ZITV, COMEBELCIHEEENEO L HIZHI L, FUEAED L) hEZEE B
v orzmitLiz.

[AiE] ~v 2AHBEET NV (ShamB), 35%FEIFE 7V (Minor/F8JF : LA FMinor®), 2 BRSIF-LIERE 7V (35%
+35%. Repeated minor/fF¥JFx ; DL FRepeated®f). 70%HFEIFRE 7V (MajorBFUIEE o L FMajor®t) % H T, Mitnf
W PR OFE 2 L7z, Mk astsy v 8y B2 3813 5 Colon26~ ™7 APdE#k (Colon26-GFP)
AV XY RRGENRS YN HEREBT LTIV AV 22y 7 - Py AT, BHERO, BHENICBT
545 F Sk o [V O R & SO E TIlE Lz, T 7214 Hepatocyte growht factor (HGF). Vascular endothelial
growth factor (VEGF). Transforming growth factor f (TGF-f) OfizELISAHZEZ W THllZE L 72,

(ER] HLIBRBOMFFAICB N T, Fili#kl4H H ORI 4 B TR S d o7z (p=0.636) Majorffil
BTl f BT oRE & B L TERICHEE A Lz (p<0001), F72/FHBRICBWTOMMoREL KL THRE
12K L7z (vs Sham#E. Minor# : p<0.001. vs Repeated#f : p=0.003), Sham#. Minor#t. Repeated# o T4
Btk O Mifn e 1 R O ONER; O K & SITEFBD SN h o7z FiEBENOE EHRO B R EOREITB W
Tv Majorff O BIEBEAMUORE & I L THREIZE > 72 (p<0.001), % OHGFORERINZILCTld, U7
(2RO b dr o 7275, VEGF TidMajorff Tl ORE & I L TEWEZ MR L Tz (vs Minor## : p=0.025.
vs Repeated® : p=0.049)c FFUIBREDTGE-f O ¥ — 7 flizMajorE TIIMUOBE L R THBEICHEEZ R L2 (1lifk14
HH. vs Minor#f : p=0.003. vs Repeated# : p=0.039),

(#558] MajoriF¥IBR (70%MFYIER) & Repeated MFHIBR (ZBREHFUIRR) 13UIRRS 2 PSR IE M U722, B RO
BEERIC T T BIEIRE KRR D, Major FYIBR TR R 2 UIEE 2 K S 872, TOERE LEENOEE
HRDOEE K E S 5 LT B REMEAUR 7z, Repeated 80 B £ o0 95 0 B4 5 13 Minor U B & IR AR B2 T < #p
AbNTwi, ZOZLick Y, mBEOMEE 2R L ORI R30Ik, RO BB REHICUR I NS
FEEAEICLZ2 0TI R L, —~ROFWBREISRRNT 2 2 EAUREN e IR G L2 RHE, JEE oMb %
FMT 2 L0 HEZELT, URGTEZEIRT L2 LPEEND,
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FLIEIZ BT 2w B i 22 8 55 - CRMPFE 3 0 B R s PR 19
BaHc ka7 4 F~—H—L LTOWKE

[ I

[B2] CRMP (collapsin response mediator protein) 1&F 2 — 7V ¥ OEA/BLESIZ X O /NG OB % )
FTHRFTH O BV Y EIb/ ) Y ELIZ X o THRUNE X 0 2 Al T i 32 o i B 2 R 3 2 filaN&EB L LT
MREE 5 TIIZE X N TV %o JT4E, CRMPIZ RGO Tk BE & DM BIATHRE 2 T 2 3R 5 s
1370,

[B89] CRMPOFLIE S X OSFLIEHLRL I 51 I8 Bl 2 #1152 L3I 351 A CRMPDORERE 2 1R § %

[753E]

1) ESsPEFLE2200 L IEFFUR A B2 T 7V 7 £ LRGSR - R A 5 — Bl KIS (Quantitive Reverse
Transcriptase-Polymerase Chain Reaction: qRT-PCR) % JitifT L. CRMP (CRMP1~5) ®mRNAZH & % 7L &
IEHEFBRICB W TR L 72,

2) qRT-PCRIZIBWVTHIE & IEHFLROM TOMRNAFEH & 1272 % BD 72CRMP2IZ>W T, qRT-PCRIZMEA L 7z 3fif
HRER D SRR 21 L. U Y BILEICRMP2 b & b8 CHRIEALRRLS 9t (IHC : Immunohistochemistry)
ZHATL 7 » 827 LAV TOCRMP2E Y ¥ ERALEICRMP2D 331 2 T L 720 F 72THCIEBI B D BN D 72 121735
DI E ZTNENOIEFE AR D /3T 7 4 VUMK EHCTT 4 v v a~x A 787 LA Z2{ER LIHC% HifT.
FLIE O RIS B2 T & CRMP2, V) Y BR{LRICRMP2 & DI % #eid L 72,

(#ER]
1) gRT-PCRTIZCRMP1A5CRMP5 £ TO 50D 14 7% 4 7DWN, CRMP2 mRNADAASIEF AW & I TE D%
BUZEZED, IIEICBWTHRIZEBULT 238072,

2) THCTHCRMP2IZIEHFUR & AR THMICB VW THBIBK T 2320772, —H, F2—7) Y OREAEH A
32 YBALEICRMP2IZFUE IS B W THEICEB LA 280, BNICRET 2 2 L2 Sz BRWRASIA
T OMBEOKFETIZ, BEMEBIOFN) TVATT 4 TOFREIZBWTHEND ) Y IBILRCRMP2O A E &,
IZEH LTz,

[#5:@] CRMP20{KT &) Y ER{LAICRMP2? |- 513 398 DprogressionlZ 5 L TW AW REMEDSE 2 S N7z, F 7280
BOREAZMRAET 2 1) VELEICRMP2IE, MUNEOBEAICL ) ZOHEEMEZ IS 2 7 39 2 JPUEA O
TR RT RN T & %2 5 R DRIE S L7z,

SRR - B S
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B ORE. mBREICBITS
Collapsin Response Mediator Protein 4 D&

B o& ¥ 2

(B - BW] FRIZOPEOEILCTHOE ST YWERBIO 5 FEAAFHRIZI5% & MoFEbesf & kL, HLL 7’
RETHbD, ZOJHEEE LT, ML SREAICERE L, EREFEESCHEEZ A LR TV EREZLNTE), £0 X
B Z A LDOIFHDFEzNT WD, F 72, B TR HAE F P ORI - TREAHEE L T [HfERE] &vw )
ERBRADEHEICRD LN L I EHEHNTH ), R E oBAEIFREOEEREOMRB LRI EboTnb e E 2
SNTWb, g, RIS 5 AT T 4 collapsin response mediator proteins (ML FCRMPs) 3Kk 4 7298
JEIZBWT, FoRhm, B, b, apoptosisiZBIS- LT a EHRE SN TS, BHEICE L Tid. CRMPs® ks
¥ & %Semaphorin3A (LA FSema3A). Neuropilinl (LLFNPI). PlexinAl (LLUFPlexAl) ASEEREFAARIC B W TIHHL
DVICHE L, TORIUIFRE LWL LEBRETISICILEL TWAE Z LN E N, Sema3A 7 F 1) ¥ 7 O ESE:
ENDOBGHHE SN T WD, TD X9 IZ, CRMPs& b4 2Rl & O B i 5 X CRMPs® Lt (2§ % Sema3A ¥
FF v LR L OBRDHR R E LA, B & CRMPs & @ B 2 MGE L 7285 I3 R 72 R SN Tue v, A
78 CTldSema3A-CRMPs ¥ 7 ) & 7 IR O #ERMALICB G L T b & ORE 2 7T RSB, mBERICBIT S
CRMPsOf#l xR+ 5 2 L 2 HIE L. LT OEREZIT- 72,

[FFEESER] BRI BSER LB OREER. IENETIZ BT 5 CRMPsOFEH % realtime RT-PCRIZEIZ X DfIE L7z ZDFEE,
CRMPs®DHTCRMPAD AAFEFRIC BT, FEREFR & R LARBICHKHAN LA L T/ (p = 0008). & 512, CRMPs®
LG T THAH (LLTFSema3A) & 208K (LUFNPL) O3 HEZFH—H > 7V EFWT, FEEICHET L7z. £ O E,
NP1OSEBL IR IR CTELED R o 7255 Sema3ADFEH gL, T LKL, BESTAEIC LA L Tw
72 (P =0003) ZN5D%ERESS, Sema3A-NP1-CRMPAD ¥ 7 F MZIED R OHER IR 5 L T 2 il REHEAVRIZ S
720 WIZ. CRMPAEFEBIBREAINEE T3 % Capanl & vy, BEREMINEIC 517 2 CRMPADBEREIZ D W THRES L7z, siRNA%
JHWC, CapanliZB1F 5CRMP4D 3 % knock down L. HEhiing. RHBELZME L7z 2 A, HIEREICEILIZRED DN
o 7205, BEBESHBIMT Lze S SIS YIBIEBIS3H 0 FEHAZ BT 2 CRMPAD F M % 5 iE Mk b5 TRl
L72c CRMP4E536FIH3461 (64.2%) \ZRFEIL TV 7o JERRHR O IEF BRI C LS 15 Oapical ilIZ 721 Fef S i,
ZOHANNIBEATRD S N2DIK L, $EETIEF ISR b, —iE TR INTB ), BT
DHEDTHI L Tnde, FEBURBIZIE RS R R LARIC B L FICRE2EERRETIE, BEAETRTO
FARRRIC B W THEBEB L Tz, E72, 4ERNIB W TRFER L B Y TOCRMPAD I & ik L7245 4, 4 Efl 3 X T
WBWTIEBHET A LTwiz, CRMPAOSEH & BRHRIZW R T & OBRICOWVTHRET L& 2 A, Kbz Bl
R BT L IR L. FREICHEBEHL Tz (p = 0005). F72. CRMP4RFEBIETIL, BB L K LA
BIEREEIKE -7 (p = 0048), F72. CRMPAOFHITFEEFHRIZE (JPS : v2v3) (p = 0044). Stage (p =
0019). JHiEBOARE (p = 0021) EAZICHBE L7225 U USHIEBOATE, V) U oNE R0, RPN, i
FR, RBE, FRRLIIHMBEERED R o720 WIT, Overall survival (&4:47#%) B X URelapse free survival (4
FEAEALR) IZHG T AT % BERMNT & BRI 2 - ORGET L7z. BRI Tk, MERE., V) oS REDR
#, FIREROAH., CRMPARH LANEAAE, BHBEFARIBWTFERERNT L LTRSS N2, SE RN
T3, IR O i & CRMPAZEBL LA D EEAARO PHRBEN T L L TENS N, ) 2V EREO A i & CRMP4ZEBL
LFHPEHEEEGAEOFHEBRENT-& L TRIRS N2, D EOKEED S, CRMPUIEE OFFIRNA~ORE 2 2+ 2
ICED, B EBIR L. BEEZOTHOMIEIZHE S L Tw LRI VRIE S 7z,

[#&58] AWFZIZB T, DSema3A & CRMPAIZ AR H7BIL T b 2 &, @CRMPAEBEREAIEFRIZ BT,
MNBORMHEICES L CTwb 2 &, @OCRMPUIER O R EFIREME, Wiz RETLZ 2128, BREEFO T
DHEIZHRSHEG L TwB 2 L 2P 6N L7ze SOMBBRD G RO E % 5 M 2 RIEEOREL 7 ) . CRMP47*
HEATHENG B T 2 H 72RO Y — 7y MCa W §b & E 2 bz, F72. CRMP4-siRNA % J#IR I HEH 2 F) 5%
ERDH T EMNTENT, CRMPAZ BRIFEH L T 2 AT ORBRL B 2 632 2 5 e 2 0. BRO®
PHRIE S DM ET 52 0EE 2 5Nz,
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A,
1]

b Y,
R

i H

T B (1/EMTMXOIF R D HWE)
ILUETES (H16) (1049) Breast Cancer Res Treat, 2 [nl

R B (14EMTRIIFEEVIHLEZENE)
EBEEZ (H15) (5.321) Cell Cycle
RO

ﬁﬁ E (%%5 (REFBEAZRD) T3l R WA

)

BieE (H20) G322 M - 2R, %E%%’ti%/%”ﬁ 4 it
*l]EEEH??EE (H20) JE3Cam>C 1 - FISCRmsC 1M - 4y, WFZER s/ 40 2
BHE REOIEE M REZERZELT

INHSHOE CER164E5)

CORIEECEMEEE L V).
HEIIGHS HZHSE T LTH

’Z% DHBEH)TEIET, KEN
WCEWEF LRI, eI
BETHW B EHT BT L

J: V)Tﬁﬂ*LEﬁ LETFET, —&RKHD
AR TIT> T & /2

Iﬂfﬂ.’i’ AEEHZHAE L. Breast

Cancer Research and Treatment?* 5 O LHATICED F

U720 iXA5AT 8N TT IS, Letter to EditorlZHef

WEFEON, ERICHTL2EARLE LTEHVRRS D

b ) —ARFEMEREICHEEINE Lz HoofdFicx LT

HHR2SEEORIENH 5 Z LB L EBITREEL

Ao REHICEBEL VTS, FAMKma@EL

ToOEmE VI RS SETHEREMEIIL D T L7

SBOBELLRENTEDL I )KEICEOLIHTTO

T, MIREMHEREOIZE XA L BHVHEL EIFE Y,

EEE CPR15FEE)

O, FEOHEMKEVZZE, K
ZEAHVHSETwEY, 20XH 7%
BT 720 RENR R LT
HoHrLLHIT, MEE#EDOTNL) 2
TRERPIAICE D EELTVET,
il CORfEN T, 20X hkEER
FTWaZ2x T LaEESR. 250
CHIM S, ERBOHERIC O, S B
EFLJ:L)‘iTo . FEECHI X
QHHOZELERDETH, TOLH
&Ei)‘b\ttﬁtﬂ)ci IOV TEL DHEANTH > 72F
EHCIREL T2 otﬂlﬂ%ﬂf‘ﬁﬁ&%if&) &5 B AR
fﬂ%iﬁ BOTFRLREERRHEZ DD TEITFHI L., @
759227y TLTLEE5TwAhRobert. M. Hoffman#k
B, 2L TMONERD o7 REBLTELDF ¥ Y A% 52
T BESEBEREROBEZEE-TBY I, 2hnrd
3. COZEIMET LI LR TFE TURITHEZ A,
WO TWRFICIRZ A L), BIRD 72w EBnwE$, 720 5%
EREOLEFOIRRBEICHIRDTELLEEZTBNEFT, 0E
FTEEDLLATTEDITEZBHVEL LT3,

MNEMEZZELT
JEHEE (CER204E5)

SR 254E O ERIT B VT,
HEW) B RFHEEZ LTz
&, KEINLARRIZE ST
F9. THEOHEMEHIIL, W
2B LIS TEIFRICIZ 5 &
MRS D) L. WO THEFED 25
EHdTVE T,

FAASHVREE 1 4F H O B BE =1
FEDH ETHEALZIERZ. AMELTHRIEE LT
KEMERIZ R HUERTL 2. [THRHE X Tl #F%E.
OONEETHS | Lvwod THEHE, AFEE LT
DR ZORFNE Lz, 20HZzED LT, BkE
W vy —. AR LRIk, KLY & =k, %
R IRIEBED A F IS THRETHN 2 B2IF T B2 O
IO EEZHETE, FHICEHLTBY I, 5L
LEI)FIALLLBEVHLETET, )AL H K
Wi L7,

=

NEMEZZELT
FHEMNF CPR204E25)
HALZE - BEE VR O e T I
HHEBER, TP LT
Ha—h bR IifErvwiciZn
TBY ¥, T THEHICE
mbwkmbh%&#T ok
I A B\ FRIERR TS
FTCTIRELZEDRED Y A7
HBoTBhET, COHEZWA
ELZENRTEFLDIE, Z0X)kasL, LnwT
FREZ5 2 T2 E T LHELEY. 2oz B
DLFLTELHLPFLETES, Sh2od HA G
L. WEFNIZTIEBEW- 72wt 2 HrIELONS
BV wEEoTBYET, Thebdb kAL B
VW2 L E T,

&

BB - AR FmCEE
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B 27 —EHEEE (JDDW 2013 TOKYO)
AR crmaoss:)

KA 5 —BEFHEEE (JDDW 2013)

HREEFH NI U 2B e TN 8 o IR & e s &t

(Yokohama Clinical Oncology Group YCOG) 7 ¥ 7 — bi&E»L D

%

RIREAY, 5 32, & BEKERY, HDEREY, INEE%Y, W #°,
BEALERY, EHBEAY, I 58, FIERIIY, IRHEYY, fhiadz!?, w Y

1) BRI RABE AR HAbar - TSRS 2) BRI EwRE  A4E

3) M LR MR RS SRR v ¥ —  HLdR L v 5 — 4) MAVRIEGRbE  AMEE

5) BRIV A7 Lol Rk AVRE 6) PSR IR SV
7) MR R A4 8) MLl ke A48k
9) WESERREE S 10) BGEAL R PRBOREE  SHRF
11) EVAGRREREL > 5 — S5 12) isL e Rk S4B

[¥5¢ - H)

HE ORI RE THE T % Yokohama Clinical Oncology Group (YCOG) T & 1T W IBTEMEIH 281 D B IR
B AR IR R D W TG

(¥4 - Jiik]

20004F 1 A % 520094E12 8 F TIZYCOGE N 2jiti % THEER L 7 IHZE 45 A6 77561 v o B AEPEIRFERE I D W T
AL 72,

(54

7080 (1.03%) (ZHAETEIRTENE 2 300D 720 BEGEERE I m : 1961 (27.1%). mp : 561 (7.1%). ss : 3561 (50%).
se : 1141 (158%) 755 720 BEZERIZRE I3 m,mp D 2461 Tl WImEIkI T b ¢, Y 0466142441 (52.1%) T
WY D 4T S 7z EBIREpTH O 5 4E AR TIEpTL : 100%. pT2:51.6%. pT3/4:0 % THh o7z, HE
YRIEEss AR T I YIBR 2 47 o 722451 (ZHIGBIBRTR) & AT 7% b5 7222060 GEZHIMYIRRTER) @ 54 AAfE3H
IR UIBRES - 51.9% . FEZIHRIGIBRER - 29.19% T IO BRAR Cam B iR S o fE ) & 5B 72 (P=0.071)0
K 51ZpT2 (3561) ICRE L THREN 5 & SAEAFERIETIIIEREL (1761) : 684%. FEIWIMLIRRER (19%1) :
355%C. MU CHREICERECH o7 (P=0.038). & HICZHIMYIRRZ AT o 722400 CTHRNT, £4 =
f#MT 2479 £pT3/4 (P=0.010. RR=7.8). Ml flHitiwH (P=0.027. RR=45) 23 FHEARKE T

G

EAETENBEERE (20 2 IS BR O RS2 i 78
TR ENTze M IRTHR I AR S, AR O mE IR
T ORPOLR 2 BAL S ¥ 5 0T, AT REER G T
o THHEEEG 2 W LSS 2 b ESl DD LEEZD
h7z,
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B A5 —EHEEE (JDDW 2013 TOKYO)

HEAS B S Crizdese)

KA 5 —BEFHEEE (JDDW 2013)

7 7 BSPECT/MDCTREAWRIC X 5
™ R ZE R 70 1 3% D ITF A A & BRRE M IT AR SRl o A HI Tk

REAESC, HRER, SEIGRET, BPhOnL, 2 KR,
AN —, ArEEAg, AR, BRIDESEH, &

BEE MR ABEAER  HAbE: - AL

(Hi]
3D-CTHRIC & V. F MRS D LB D7 =3I BE & 720 o 7225, BERERIT 2 = 0 SRl 3 (2 V. S T
W\, ARE TR T ¥ 7 BSPECT & MDCT ORIA T RIZ & 5 MIRERAM (PVE) Hith OIF4HE & B IFE
MO AEEZHOL NI TAZ L2 HME Lz,
(GSE)

PVEZFA L7z, MHEFEZ DR WIFRIMZ IR L L, PVERi TORLAF R & RN RIT

HEE gL 72,
[(R5]

I AERNZ660 Ty B BT KRR 1060 (2 BIZFRIFFRSsaEsl). FFAIiaRE 4 Bl CHh - 720 2R MR
AFNRAS1060, ZZFIRAS 161, 45 3 XIS MRS 1 6B, mi X3 MRS 1 6, %XIEMR2S 1B TH -7 (3BT
BEIRE A DRbE). FFUIBRATRIE, A5 3 DXIBEIRE 1 B, BERASE LB PRACHE L. A SBELIRRA O B, miIX s
PR 1B, AR 1B CTH > 70 MIRZERAT O SIS 25 IF P AR (%LV) & EREIIRA T 2T
R (BFLV) 3 Fh2h, 407+9.7%. 465+158% TEIIIAD SN Lo T, EEBEDOBLY. %FLVIZZH
ZNh535£109%. 67.7104% TV R LI LML TH Y (£hZhP<001. P<001). %FLV®
BINERIZ1.636% T LV OMINHKLI6N & ) Bl TH - 72 P=001). 4
HEOYBRILHETH 5 FER KT HGR (PN = —84.6+0933%
(FFEIERE) +1.11 ACGRI15) +0.999 x (4E##) ) 2 5 YIBRAHE & H i &
N7ERIT. SPECT/MDCTRIA I X 2 BEBEMINTAARIC2ED { T4
TR R &I S 2 3HITIE. BB IR S0 PHEZ
RO H o720

[R5k

770y FSPECT/MDCT DRLEA B {12 & % 5 I HRBEREAG 12 &

0. ZEIHYIERER 2 5K T & 2 e AVRKE S iz,




B 27 —EHEEE (JDDW 2013 TOKYO)
ARt crmases)

AR —EFHEHEE (JDDW 2013)

FELIPE 3551 BB AV 5 VIBRAN I 35V B s@ RUAL D B i & it

AR, KEEHT, MAGHESE, Si A, S5 4, 9L M,
PR, BT, ARILEEA, ISR, BB, R R
Bl KR R G Y 5 —  WILEHE ¥ 5 —

BRUEH RSB LS - MRSV *
BREHT S RSB SS BRI

(]
JE e T B ARG T YIBRAT (Lap-sLAR) & Lap-ISRICEF % AL L 72 P FH & BRSO W TS 3 %,
€1

SLAR : 55 TR IR X 0 2em Bl L OGER], SLARDEFIE WA #RA SR A 5 2em PN, ISR : T2,

B % \IET3TLOmm P, E N HES; O TR OMAAE F 7213 ) > 7 Eifiefe (=) THESS M2tk £ <o
(Fik]

SsLAR : 5-portik, Linear stapler#fi A5 545 Fportid. I E2~3cmBEHEl, 7L 7 DA 2 H 4212,
%5~ NHBMICERES 2, ERORMIIHEEL DB L, SRk RM T LFE2 451 ML
THL e He & Bk, RSN (NVB) ORFIBEE 2323k L3 < %5, HiBEM TIZEEOMEICX D
Demonvilliersfi i 2 ifr - UIHE%E g5 %25, YIBR$ 2356 Cld. NVBAFE CRAEMICEE N 2 ##E LNVB
DIGITHERET 5o BRIKTIIFENMHEE THoIcHBET 2 2 LI X ) ERBYEEITT VLT 2 5. ALMM
B DY) EEIC X linear staplerz V%, WHEZR S 1 RITYEEE 4TS 25, E#TIX45mm A 714 7V % v,
AT 2 M EE A AT 9 o ISR @ ME BRI XERAGRE TRAL LT K £ I OREAMHHANAS, FBRIC/RE
THARHRICA D . RICHEBEDhiatal ligamentZ VJEE S 2 & VEOR G EIG G 2 ik TX 5,

(%]

20084F 3 H 4520124 3 H. &R Ra/Rb/P 4219610 9 £, Lap-sLAR 3661 (35227¢14), ISR 8%l (5 6

% 2), pStage0/ I /0 /MaldZNZFNsLAR 1/22/3/10. ISR 1/7/0/0, L CCLCRRLL PUARRRIALLL L |
[(R5]

SLAR O Jlfi 555 sk IRAG Al 1337, 5mm (15-80). ISR 6.9mm (0-15), W16
L pRAR O Hi#EIZSLAR 11.0mm (0-20). ISR 1.1mm (—5-15).
SE¥pDMIESLAR 18.2mm (0-50), ISR 10.3mm (1-20)s sLAR® HL P4l
W38 O Y eI L 171 (1-3), #EA A4 IEsLAR 361 (8.3%). ISR
261 (25%)Ta o720 sSLARTI3fifkincontinence 2 72 TV 7\, il
LD ICEITHREEZRD TRV,

[#5a5]

Lap-sLAR. ISRTIZ#EE) 2 #ME 2 R 5. FEKFH £ TOH55 %3
BE1C X 1) surgical marginZ PR T & 720 REES B IR IR EEL1Smm £ Tl
SLARDSHHEE # 2 b7z,
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20134E 4 H <9th Women's Health Research Day 2013 Poster Awards> 28\ T
W= Y =TV RZCEAPOIHBE DR TRROBEEZZBEIhE LA

http://www.womenshealth.vcu.edu/research/whrd.html

B The Elizabeth Fries Young Investigator Award (&HTMZEELEREFTE)

B Clinical Award (ERIRWIZEHME)

9th Annual Women’'s Health Research Day S EIRES

20114E 8 A BREN—=Y =7 Y v FE FIZH D
FIN—Y =7 M Kk%¥ (Virginia Commonwealth
University, VCU) OEE/VEN EEbizEEic ) ¥—F
JrxO—L LTHFPSETHENTBY EFT, ZD72,
201344 H24HIZVCUTHfE S L729th  Annual
Women' s Health Research DaylZBWTKRA ¥ =3k %
fivE L7z 25, Clinical Award (FRFERFZEERME) &
The Elizabeth Fries Young Investigator Award (45 T0f
REREFE) #ABSENLE L0 THREXET
HE £,

VCU T3 A% % ™ Sarah Spiegel FALHIZ DI 7%
LT, RE Y TP IVREWETH LA T4 T -
1-U ¥ (SIP) DI BIT 5 EH 2 pbIciiZE L CTw
T35, MIPIRREICEIREEDOIADHARARA N7 &
I ANDBENEARZ B0, & 5IZSpiegelB IR DOHf%E
FIZR@FA Y, AFva, 79 0A A RAT TV
REMPSHIEEEDET > TBEY. ZEREORED N

ISR crmaetz)

THRIB G B RN I SE I BT E T,

RO TOWET —~< 1k, FIEITBITSHABCrT ~
AR=F —DHEENIOVTTTL, ABCrT v AKR—
7 —IVCUTHT =X THLHIIBITLSIPOME & b
BGEL £, SROIETIE, FERETICHEECIER L7
FUEMRE~ A 7 07 U A & TR N IR 2 17
W, SIPRIEF & BE TR & MBI Z B S 212 LTl
HLE L, BHEEVCUOHIZET — <% ) ¥ 7 L7245
WENZD L) BIETEIMMi SNz L2 REEL AR
ERBRIC, Y O HE B ICEENTEN DR LT
B Science TIFAIT 2 WVWELE W) HEICENZR), 5HD
JIAIZD D E L7z MFPDBKTEZAL0PHETY
M ALTHELL DT L ERICHLRHL L, HAB
WrEATHWELVWEEZTBY 7,
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Human breast cancers that co-express sphingosine kinase 1 and
ABCCI have significant shorter disease free survival

Akimitsu Yamada'?!, Masayuki Nagahashi'?, Tomoyoshi Aoyagi'?,
Sheldon Milstien?, Sarah Spiegel?, Takashi Ishikawa?,
Itaru Endo?, and Kazuaki Takabe'?

1 Department of Surgery,

2 Department of Biochemistry and Molecular Biology, and Massey Cancer Center,

3 Department of Breast and Thyroid Surgery, Yokohama City University Medical Center,
4 Department of Clinical Oncology and Breast Surgery, Yokohama City University

Background : The pleiotropic bioactive lipid mediator sphingosine-1-phosphate (S1P) has emerged as a key
regulatory molecule in breast cancer progression. We have previously demonstrated that S1P generated by
sphingosine kinase 1 (SphK1) in breast cancer cells is exported out of the cells via ATP-binding cassette

(ABC) transporters, ABCCl and ABCG2. ABC transporters are known as multidrug resistance proteins

that efflux various compounds out of cells including chemotherapeutic agents.

Objectives : We hypothesized that activated SphK1 and expressions of ABC transporters in breast tumors

are associated with prognosis.

Methods : We constructed a tissue microarray with 281 breast tumors from patients, and analyzed
expressions of representative transporters (ABCBI, ABCC1, and ABCG2) and activated SphK1 (pSphK1),
SIP receptorl (S1IPR1) immunohistochemically. Breast cancer subtypes were determined by
immunohistochemistry of estrogen receptor, progesterone receptor, and human epidermal growth factor
receptor 2 (HER2). Protein expression was correlated to clinicopathological characteristics, clinical follow-up,

and pathological complete response to neoadjuvant chemotherapy.

Results : The tissue microarray was comprised of 191 luminal A (68.0%), 17 luminal B (6.0%), 27 HER2

(9.6%), and 46 triple-negative (16.4%) samples. Activated SphK1 was highly expressed in the patients with
lymph node metastasis (40.1% vs 27.3%, P=0.037) and the pSphK1 high expression group had significantly
shorter disease free survival (DFS) (P = 0.05). Eighty percentage of the patients expressed SIPRI;
however there was no significant difference in prognosis. On the other hand, ABCCl expression was
associated with significantly shorter DFS (P = 0.027 and P = 0.003, respectively). ABCC1 and ABCG2, but
not ABCBI, were expressed significantly higher, and more frequently, in aggressive subtypes. Patients
expressing both pSphK1 and ABCCI had significantly shorter DFS (P = 0.002), while patients expressing
both ABCBI and pSphK1 did not.

Conclusions : We have shown that ABCC1 and ABCG2 are highly expressed in aggressive breast cancer
subtypes, and that tumor pSphK1 and ABCCI1 expression are associated with poor prognosis. Our result

indicates that SI1P transported via ABCCI1 may play a significant role in human breast cancer progression.
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Indication for staging laparoscopy for
patients with pancreatic cancer

Takashi Murakami®, Koichi Taniguchi?, Ryutaro Mori", Kazunori Nojiri?,
Takafumi Kumamoto!, Ryusei Matsuyama®’, Michio Ueda?, Kazuhisa Takeda?,

Hirotoshi Akiyama'), Kuniya Tanaka', Itaru Endo"

1) Department of Gastroenterological Surgery, Graduate School of Medicine, Yokohama City University
2) Department of Surgery, Gastroenterological Center, Yokohama City University

Key words : pancreatic cancer, staging laparoscopy, resectability

Background : Patients with locally advanced pancreatic cancer are occasionally found to be unresectable
even if they undergo preoperative diagnosis in details. We have performed staging laparoscopy (SL) to
detect liver metastasis and peritoneal dissemination which were undetectable by clinical imaging. However,
it is better to exclude patients with low risk for unresectablility to undergo SL in terms of saving medical
resources. We aimed to assess tumor unresectability in patients with pancreatic adenocarcinoma and select
the patients who could be excluded from SL.

Methods : We studied a population of 249 patients who underwent laparotomy for pancreatic cancer from
2001 to 2008. We compared the clinicopathological features between patients with resectable and
unresectable disease. Continuous variables were set the cut-off value using ROC curve.

Results : Thirty six were unresectable disease and 213 were resectable. The factors for unresectablility were
locally advanced disease (n=13), liver metastasis (n=14), peritoneal dissemination (n=12). The best cut-off
points for CA19-9 and tumor size to predict unresectability were 97 U/mL and 3cm, respectively. For
unresectable disease, tumor size >3cm, preoperative CA19-9 >97U/ml, male gender, T4 (superior
mesenteric artery or celiac artery invasion), and node metastasis were significantly higher than for
resectable disease. The independent risk factors for unresectability by multivariate regression analysis were
tumor size >3cm, CA19-9 >97U/ml, and T4. More than 2 of the 3 risk factors predicted the possibility of
unresectability with 98.9% specificity. This result indicated that patients with one or less risk factor could be
excluded from SL.

Conclusions : The present study demonstrates that preoperative serum CA19-9, tumor size, and T4 can be
used for the prediction of unresectability in patients with pancreatic adenocarcinoma, which may enable safe

and cost-effective exclusion of SL.
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Recombinant human soluble thrombomodulin prevents liver
failure after excessive hepatectomy in rats.

Yohei Ota, Takafumi Kumamoto, Ryutarou Mori, Koichi Taniguchi,

Ryusei Matsuyama, Yasushi Ichikawa, Kuniya Tanaka, Itaru Endo

Yokohama City University Graduate School of Medicine

Introduction : Recent advances in surgical procedures and perioperative management have enabled
aggressive and excessive hepatectomy (Hx) for the treatment of malignant liver tumors. However, may
cause fatal liver failure. We have shown that 90% Hx was safe, whereas 95% Hx was fatal in rats. We found
that liver failure after excessive Hx results from hepatocyte apoptosis and a delay in the early phases of
regeneration.

Recombinant human soluble thrombomodulin (rTM) protects endothelial cells by inhibiting coagulation,
inflammation, and apoptosis. We therefore hypothesized that rTM may block hepatocyte apoptosis and
promote liver regeneration.

Materials and methods :

Experiment 1 : rTM was dissolved in physiological saline to concentrations of 1.0, 2.0, and 4.0 mg/kg or

saline. Seven-day survival rates were compared among each group.

Experiment 2 : Rats administered 2.0 mg/kg r'TM or saline were subjected to 95% Hx, as described.
Remnant liver and blood were corrected immediately after 95% Hx, and 1, 3, 6, 12, and 24
hours later.

Serum concentrations of ALT and AST and high-mobility group box 1 (HMGB-1) were
utilized.

The remnant liver /body weight ratio and Ki67 positive cell ratio were calculated to
evaluate liver regeneration. Hepatocyte apoptosis was analyzed by the TUNEL positive
ratio. RT-PCR was utilized to assess the levels of mRNAs encoding plasminogen activator
inhibitor (PAI-1 as hepatic regeneration maker, protease activated receptor (PAR)-1 and
Bax as apoptosis regulated makers. The PAR-1 expression was also compared using
immunohistochemistry and western blotting.

Result :

Experiment 1 : All saline-injected rats died within 52 hours after Hx, whereas survival was significantly

prolonged in rats injected with 2.0 mg/kg rTM (Figure).

Experiment 2 : r'TM suppressed serum ALT expression, but had no effect on the expression of HMGB-1.
rTM enhanced remnant liver growth, with the number of Ki67 positive cells increasing
within 24 h, and reduced the numbers of TUNEL positive cells. RT-PCR showed that rTM
enhanced PAR-1, while reducing PAI-1 and Bax. Immunohistochemistry and western
blotting showed that PAR-1 expression 24 h after Hx was higher in rTM-treated than in
control rats.

Conclusion : rTM may improve survival following excessive Hx by inhibiting apoptosis and promoting liver

regeneration.
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Application of conditionally replicative adenovirus for
chemosensitivity of pancreatic cancer cells

Jun Kimura?, Hidetaka A. Ono", Takashi Kosaka!, Hirotoshi Akiyama),

Yasushi Ichikawa?’, Shuichi Hirai®, Chikara Kunisaki®, Itaru Endo"

1) Department of Gastroenterological Surgery, Graduate School of Medicine, Yokohama-city University
2) Department of Clinical Oncology, Graduate School of Medicine, Yokohama-city University
3) Department of Molecular Biology, Graduate School of Medicine, Yokohama-city University

Summary

Background : Complete macroscopic resection in combination with chemotherapy is only potentially
curative treatment for pancreatic cancer. Even after neoadjuvant chemotherapy, surgeries often fail to
achieve RO resection. Since current techniques of cross-sectional imaging including PET-CT cannot reliably
distinguish viable cancer from scar tissue, microscopic cancer cells may remain on the resectional margin. In
this study, we investigated whether conditionally replicative adenovirus (Ad5/3Cox2-CRAd-delta ADP-Luc)

is an useful imaging tool for diagnosis of chemotherapeutic effect on pancreatic cancer.

Methods : CRAd has infectivity toward pancreatic cancer cells enhanced virus with a Ad5/3 chimeric fiber
and Cox-2 promoter and E3 region is deleted while maintaining the adenovirus death protein (ADP) gene in
its native position and which is inserted the luciferase gene in the next to the ADP gene. A total of 24
BALB/c nu/nu mice with subcutaneous xenografts of MiaPaCa-2 were divided into two groups: untreated A
group (n:12) and gemicitabine (GEM) treated B group (n:12). When a tumor diameter grew up to 4-6mm (day
0), PBS was administered by intraperitoneally injected in the group A and GEM (1000 mg/kg) was
administered by intraperitoneally injected bi-weekly in the group B. The correlations between tumor volume
and pathological evaluation (area of viable tumor (%)) and bioluminescent imaging using this CRAd were

analyzed.

Result : On day 22, 29, 36, 43, tumor volumes (mm3) were 172.7 + 20.2, 286.8 = 28.7, 463.0 = 59.6 and 842.0 + 534,
ROI (x 104 p/s/cm2/sr) were 39.7 =55, 80.7 9.6, 734.7 + 158.8, 1013.3 = 315.6, rates of viable tumor area were
100 %, respectively in the group A, by contrast, tumor volumes (mm3) were 47.5*6.5, 37.3+2.3, 448+ 7.9 and
37.3+2.3, ROI (x104 p/s/cm2/sr) were 56.6 +11.2, 53.3+9.9, 21.0 5.3, 0.02 = 0.005, rates of viable tumor area
(%) were 727=10, 67.0+1.3, 36.3=3.8 10.7+9.2, respectively in the group B. Bioluminescent imaging

correlated closely with rate of viable tumor area (%) (R=0.96) but not tumor volume (R= 0.31).

Conclusion : CRAd could be one of a reliable imaging tool to diagnose chemotherapeutic effect on pancreatic

cancer in terms of distinguish viable tumor from scar tissue.




B OGHREERER .

BB @A, L OWH» > ORENEE B

<HBZHMRERS—
SRR A R AT B
AL (C)

SR EE RLE B

HAEWHE (C)

SRR A B RHAVIE R
AagwrsE (C)

Fpk254F K B2 R S E Bl Bk
S iR AR 15 (2 R B (]

JEA 57 R RIS Ee A B <

JE A5 @R AR Ee A B <

SRR A B RHAV IR
HEwE (C)

RAERFIR A #

e i

& k5

T
Al
HIL

IIEEE S AN

S K5

2] Iy

KH

Al

Fhili

e S

B —2013FEH>

(r48)
#Z (i)
FRAK

=EZ ()

# (i)
HE (5r48)
CEiE)

HE

(r8)

i
oy

(r4H)

A ()

BERE O 707 F — LA

RIGHEITERE B 331 2 i

U A7 IR B EMERZZD S LA
EEERERMNTILIY X LADHTE

E“JZIH

Fluorescent patient-derived orthotopic xenograft
Z DT U NRIE D RN Y 7 IV A LA
A=

BT T % U 2 NEIZE & D S T F
ity & BHIEFl & D LB B 9 2 2 fak LR 5 >
& LAk A B

HETTPER I 78 AU IT R T 2 ARAR BRI D BR TR
TEFEMENL B 9 2

FLIEIZ BT % CRMP O FEHE &[5 R B 22 1Y [ 1
& OB DA

MRS 523-28 mil & iRt A ZITHT 2T
B ik - Ve RE DRFHE(LICBE 3 2 9% (Sr4HRRRE
i E N R AR ICHT 2T ABEICET
D) |

158 i - iR XHBHFERFME. EESBERZMEN. SL0HEL SOREMRE




1iPad project

3 TIX20034F 2 5 [T PR IE 4 9 o i A F 4l >
KAV, TL—=AZRFEDONY
F ¥ — ¥ TH DMeVis® Liver Explore & Y 5 3D-
CTIERR Y 7V r—a YHWTWETY, FEFEIRC
O7 TV — g rEiPad b THEHMNLITFFES —
arEITO DY 7 M % KA Y Fraunhofer
MEVIS#: &3/ T, KAV OMETHMD L
FTonEliz, BENTR¥YRBRETH . EHE%E
LTWERETTLEDOTHEDRAMEIIESHD
FHATLEN, EZTERDTEDN. 5HFY
AU J1 D Applett A&l & EF 4 | OKEE 2T
F L7z, U¥IIAppleth THBH ZEHREL TWVT,
MOEDDETFANHEATINT - (Applefhid
WMEH N L WS L, ETAmEEITO>EILE
KOWTHHMOFESIWTENFETHENIINE
U7z) W RREERIAN DR E, BRNIE -

Tal—TyarlZ

Fooolr BEE

F ULk, 7 —DOHEEENDIR D HE W ITFRE:
BEZHLHB LT EATHERNWIEICRDELE
MEDBN<KHEDWE2 KT, TonDENTWE
tH, % ®FH#HIZ Fraunhofer MEVIS#:/ 6 Jm& £ L
o A—ILIZIE "BHTES |7 EEMNTVEL
NI AD I ENEMTEERTATL 2,
MW, RAHEDDZIEDEATHRNWI ENHEL
F L7, Apple® 7 7 > O HIZ L THEAM BN
F I Appleld FIZ 2P OREREZR DS L
WDTT, (BDAT A —T - 2adAXNT TIs
THHEBZECRTISNDLTWERTT )
ESHZDORTHMHEDiPadZ BN THEFTAIC

ENTWeEXS7mDTYd, EBETHxY PTHRE
Ll Em2B<snWTd I ER--ZF D% AppleD
R—LRXR=VICZEDOERMMPEBHINEL =,
2014F 127 T > ADT L ERPWMMITKS XS

EOLRNDTHRALEDHNEL SEHEZ W

T &

177> TW % A 7FiPad project- -+

AWML KRE Hikss -

FFEOFHIBCELTHLOVHDTT., Lhbd., <D
BE. ABHEIFHNENTEELRFEREBDI LN TESE
Hh, SO, REKRER & Fraunhofer MEVISIZ. Fif
RICA VIS OTATREBEBET— 5 &RRT BiPad7 TV
g—rarvzEmRRELELE,

SO7TUT—arvid. FHBEOERK. TLTEED
MEHOLICEMLTWET,

EEREMIZ. AREESL TOBEMOF v 7 OHF T,
FFIRFEHRICIIHBBORMARNICH D EE U TVEL &,
APV 49150 v ML O MEAFHAVGAD, &2 &
L EESTVIEED—DTYT. ZNNIFIEFN % M

FFBtENEEE ~=J'!'=5‘<’=1‘§IZETI5

o

S

xtE -

%8,/ iPad project

159




G

[tz lEiPad7 U —2a v &E>T. F

fiRICmEEMATY 7 DIDE KR EERTRER
SH, FHERATEZICHTSILEYZLDER
EHBTWET

HiLR: - FFEBEARBE EEREELM

OTHLL, FFEO2N2HDIZL TWDHH
HT, ZOFHEBFKRICEOHINDHDTY,
Ehfi7z BIEFWN T T > 0F—% & FIRENITE
AZEWIC, mfictEsr—>aN—Rozx
TEMEN, KREORAI U= ay hzESY >
F7o L, YT > 2EELEST, 207
Ot RBESZEREBLN ST TR,
ARG EDOREEBEZL TLENET,

REEMIZO IO A2 KETE L0 TIER
WinEEZ, iPad7” SV —arEMo T,
FVZETIVENEZFIEZBENEEL &,
Z T TR, BEUR TN K SEB) B 1l R A
fifi, # L TAlexander Kéhn[kx&F—LZED,
I FHICBEH 2 U X 7 % /MBS 2 DITEANT
DY TV r—aEfEITLIERRLELE,
Alexander KohnfKld., RV OEFEE G >

160 2E4& - iR IPad project




Ea—F4 27 ORI T & % Fraunhofer
MEVISO > =7V 7 b7 5X0Ov/)NTH
0. EEEMOEFETT,

BHIEHEKEFMOEATND ZDiPad7 7Y 7 —
23 > T 3DDOFMT —FITIEILWEFETY 7
TATELLDCRVEST, 2OV JUr—3 3
FZAR (REHFE) 2R L. T icE Mz
BREZHNQTERRLET, T5952&T. AD
HICWRARABWHENARONY —2BRZDED
220, BEOMEDEMBRMES I SICE<SD
MBEDITHBODET, UTIVYA L THEHFOM
DI ZX R LD, BIENR Y AT O Z T
S5TLEBHTEERT. HEOMENHTLEND
L ABERIRLTEL0TT ) ERBEEMIS
WET, 2L T, #YRy( 3> CHEyny)

FNTEDEDITRDET )

EERTIX, mafRS=vic., ~HTEHZEN
T2, FifiiCiPady 7Ur—3 a2 &l
ST —ANMATHET, BHEMI 2077
UZr—2a> DOARZIIUD &T HHAED K 4
i3, 5075 RV BT 2HEBICILIT2TL &) &
HELTWET,
ZLUTHEMD/N— b F—ENEKREELR TN
2, 51 OARENFINEITIPadY 7V
F—3alEHEEAR IS5ITEOBRED,
FORETIVENZHEREZ LS T Tl 2%
JTCTWET, lApple® {5 7= iz, 213
EBTEBHEEUET) CEBEMIZTVET.
THAMMZOXSBRES LRG0 —T—
THhHIELz2#HEDITEH->TNET

[IPadTZD7 7V —2a aEAILAHEEZRSO L. FHBEMEESTEIIENTEET

HILER - FFEBESARSER RHREERM

5| A : http://www.apple.com/jp/ipad/life-on-ipad/new-eyes-for-hands-on-surgery/

o

S

& - T iPad project

161




	学位論文_樅山将士先生
	学位論文_嶋田和博先生
	学位論文_廣島幸彦先生
	論文奨励賞
	表彰・学会賞・研究会賞等
	科学研究費
	iPad project

