gbobobobmb oo

gug

gubooboodogog

gooboodoogod

U g
U g
U g
U g
U g
U g
U g
U g
U g
U g
U g
U g
U g
U g
gobodooo
gobodooo
gobodooo
gobodooo
googao
googao
googao
googao
googao
googao
googao
googao
googao
googao
googao
googao
googao
goodgao

I s A [

|

|

|

N [ [ O

OO oooOooOooooDooooooooogoogno
O O

O 0Oogonod

OoOOooooooooogoogo

OOOooOoo0ogooogod

N [ [ Iy |

O

il
obomooooogoo

o

gomooooooo

4 4 dpod o o

obomooogo
il

obomooogo
il

obomooogo

il
obomooogo

Oooomomooo

Oooomomooo

N 0O00DODODO0DDOO0DOO0O0DO00 00DMOO0DMOOOO

omg



gmg

gboboboooboooboobooboobobobooobooobooooboobobobooboboooboobobOobobo
gbobooooboobobobooo

gMmooooobobobooooobo

gmooooobobobooboooboon

omoooooboobobobobobooooogoo

gmooooobooboboooboooboon

gmooooobobobooboobon

oMmooooobobobooooonbo

gmooooooooobobob

omooooooooooboooooboooooo

gMmoooooboobobobobobooooobogoon

gmmooooboboooooboobo

OMMOO0O000 Qualityof Life OO O OOO
gboboboooboooboooboobooboboboobooobooooobooboboboobooooboobobOobobo
gbobobobooobooboobooboboboboboooooobooboooban
goboboboboboocoooboooboboboobooobooooooboboboobooooboDoDOobLUob oMo
gboboboooboooboobooboobobobooboooboooboooboobooooooboboobomoboo
gboboboooboobooobooboboboboooooboooboooboan
gboobobooooooooboobobooboooboooooobobobobobooobDobDobOobobo
gboboboooboomomoobooboboboboooooooobooboboboobooboooboobobobobo
gooboboboboooooog
gbobobooboooboooboobooboboboooboobobooooobooboboboboboooobooobDobOobobo
goboooobmooooboooooooobobooooooooobooobbooooboooooobo bcoboooooO
[ooooooooooobooobooboboboooooboobob0bobobobobbobobooboDobDOoDUbOobo
gbooboobobooooooon
gboboboooooboobooboboboboooobooooboboboboobobooboobobOobobo
goboboboboooooooobooboboboobooboboooobooboboboboboooboobDobOobobo
gbobobooooobooboobobobobooboobmoobobobooboooboooboobobobobo
RN
gbobobooboooboooboobooboboboooboobobooooobooboboboboboooobooobDobOobobo
gbobobooobooboobobobobmboooooboooobooboboboobobooboobobobobo
gooboboooomoooboobobooboooooobooobo
gboboboooboooboobooboobobobooboooboooobooboboboobboobobobobobobo
gboboboboooboobooboobobobobobooooobooobooban

gboobobobboobooboobobobobooobooooobooboooboooboboboboOoDooboobo
oo bbb oboooooobobobobobobooog



omg

gbooboobooboboooooon
gbobdob oobooboobobobooooobobooboboboboobobooboboboboboon
goboboooooog

god t NN t
RN J 1 M
goooo ta O th
goood ta R g
oo O N g
goooad ta 0 g
gboobooobd a O g
gogd O 0 g
RN RN o o
gooboooogo
oo RN I th
goooan O t
gogo O O g
goooooao g O g
RN 1 [ o
goobooooog
RN ta NN g
gogo g g
oo ta O
gboboood
oo dJ N g
RN O g g
RN J O 0
RN RN I o

gboboboboooooooooboobobobooon
gbobobooooboobooobooboboboooo

00DO0D0ODO0O0O0OO0O00D0000 minimally invasivesurgery D0 00000000000 ODOOOODOODOOO
ggooooobooobooooboobooobooboobboobooboboobboobLbooboobbo
gooooobooboooobooboooobooboobDbooboooDbooboobDboobooooo
gogoooobooboooboobbooobooboobDboobUoooboobUoobbooboobbo
goooood

goooooobOoOoOd QoL

gboboboboooooooon

gobooooobooobobeoLbooboboooboooboooobboooooogo
gooooooooobobooooboboboooobooboboobooobobobobbobobOon
gbobobooboobooobooboboboobo

gboboboboooodooobobobob oLbobobobobbooboobDoboboboboboobogoo



gmg

gbobobooboooobooboboobooo
goooboboooboooooobobobobooooooobDoboboboboobooog

gbooboboobooboobooboboboboooooooboobobobooobooboobooboobobobo
gooboboooboooooobobobooboobobooboobDobobobobobooboobDobDobDUobOob O
gooboboooboooboooboobobobobooboooooobooboboboobooobooboobobobo
gboboboooboobooboobobobobooooboooooboan

gbobobooooboobooboboboboooooooobosNoDOobonoo
gboboboooobooobooooboboboboooooobooo

000000000000 0D0D0D sentinel nodeconcept D00 DO O0O0DOOO0OODOOODOOOOODOOOO
goobobooobooooooboboboobooboboooobDobobobobobooboobLDobDobDUobOob O
gooboboobooboosNOOooobooborRIODOObOO0OOO0OOOOOODOODODODOOOODOODO
gboboboooobooboobobobobooobooobooobooboboboobooboobobobobobo
gpoobooood

gboboboooobooboobooboboboooo
gbobobooobooboooboobobobooboooooobooobon

gooododoooooooobb bbb bbb bbbbbbbobbbb0dd0UUUUgo
0000000000000 00000D00DO0ODO0O0O00DOO0O00O0D00D0OOdDdAO intensive chemo-radiotherapy
0000000000 Ocompliance 000000 0OD0DDOO00DOO0OOODDOOODODOOOOOOO pilot study O
00000000 OTsH+radiation, DOCH#IFU O O O intensive chemo-radiotherapy 0 study O 0 0000000 OOO

000000000000 ODOOO0DOODODOGene-chemotherapyD O OO
gboboboboooobooboooobobobooboo

gd00o000OoO0o00oo0o0ooOo0ooo00oo00oDooOO00oDDOoUoO axoOOoDOOoDOoOoDODOOO
goobobooobooobooobooboboboboobooboooooboobobobooboooobooboobOobobo
0000000oooooooooooooooo0o000C00O0O00O0OOoO0OoOogOg baxecDNADODDOOO
00000000000 0000D000D000D0OD0D00O000000ObaxcDNAO lenearize0 000000
gboobobooboobooooboebbPOO0b00-FUDOOOOOOOODOODOODODODOODOOD0 NCIOO
000000000 0baxOOOOOOOORT-PCROCOOCOOOOOOOOOOOODOOOOOOODOO
TUNELOOOOOOOOOOOODOOOOoOOoOooOoooboboboboooboooog
O0D0baxcDNAOOOOODOOOOOOODOOODOODOOODOOImviveOOODOODOODOOODOOO
goobobooooooooboboboboobobooooboobobobobobooboobDoDobDobOob O
goboboobooobooodg

000O0O000DoO00bOO lowdoseFPOOOOOOOODOOOOO

gbobobooooboobooobooboboboooo

0000000 0DOO0O00C0DOOO0DOO0DOO0O0O0O0OOO lowdoseFPOOOOOOOODOOODOODOO
OO0ooO0oO0oOoocbbPODOO-FUO modulator DO OO effecor OO0 DO DOOOO0DOOOODODOOOODOO
00000000 MKNDOOOOinvitroOOO invivoOOOOFPOOODOOOOOOOOODOCOOOIlNvitro



omg

OO0O0OMTTassay DO OO M-FU+CDDPO OO0 OOODOOOOOO-FUDOO CODPOOOOODODOO low dose
FPOOOOODOODOOOOOOODOODODODOODLOODOODLOODLbOODODOODLDObOOODbOODbDODD
gocbbPO OO0 freeCODPO D OO OODDOOOODODODOODOODODODOODOODOODODOOIN
vivoOOOOOOOOOOOOOODOODO rPOOOODOOCDDPODOODOOOOODOODOODOOD-RUDOOO
goobpDO0O0O0O0O0O0OUODODDODDOFPOODDODODODOOOOOO0OU00O0O0OU0O0OUUOULODUOOUOUODDO-RU
goOocobPOODOODOODODOODOMviroODOOODODOODOOOODOODOO-FU+CDDPODOOOOOO
00000000000 0o0o0o0oooooooocecbbPOOOOODDOO freeCODPOOODODOOOFasO
0000000000 OdOcaspasetd, cytochrome ¢, caspase] 0 000000000 OCOOOOOOODOOCDDP
Oeffector 000000000 DODOODOOODOODOOOODOWpelOO0DOODODOODOODOOO

goboboboboooooooboobobobooboooooobOoDbo
gbobobobooobooobooobooboboboobooo

goobobooobooobooobooboboboboobooboooooboobobobooboooobooboobOobobo
RN
goooobooobooooboobobobooobooobooboboobbooboobDbobOoobOobDUo
gbooboboboooooobobobobobobob BaxbobooooooooooboOoboOobo
gobooobobcobobbobb0ccaspasel0 00D OD0O0ODOOOOODODOOODOOODOODOOO COOO
go0b0bO0o0Ob00OOcaspase OO0 OO0 OO0O0ODOOOOOOOOODOOODODODODOOO COOOO
OO0caspase0 00 000OOODOO0DOOO0OOOOODOODOcaspase D0 OO0OOOOOOOOOOOOODOOOO
O00O000O0O0O0Odeathreceptor 00O OOODOcaspasel0 0000000000000 O0O0O0O
gboobobobooboooooooboobobobobobooboobooooADM, SNLL, cobPODOODOOOO
gbobobooboboboboboboboobooooboboboboobOobObeceaspase oo
VPO, SNIDOOOOOO0OOD0OO0O0D0O0O000OTLCKOOOOOADM, SNL, CODP,O-FUODODOODOOOO
goobooTeCKOOOOOODOODOOOOOOOOODOOOOObOOOOOOOOOO cOoboooOooboOoDbOoDbo
gboboboooboobooboobobobobooooobooobooboboboobooboobobobobobo
gobobobooooooboobobooo

ggbbooboobobooboobbooboobboooobo
gboboboobooboboobooboobo

gooboboobooooooboobooboobooboD Pgp,MRPOUDDODODODODOOOODOOO
gbooboboobobooooboboboboooooooboobobobooboboobooboobOobobo
gboboboooobooboobobobobooooobooboooMrRPOODOOOODODODOOODODO
gboboboboobooooobooboboboboooooobooDbo
gboboboooboooMRPOOOOOOODOODODODOOOOOOOODOODODODOOOOOODODOO
gooboboobooboobooboobobooobooboboobooobobobO0obDoobobobOoDOo
goobobobobooboooooooobooboboboooboooobobobobooMrRPOOODOODODOO
gbobobooboooboobooboboboboooobooboboboboooobobobobobo
g000o000oO0o00Oo0000oo00DoO00bOO00DO00UDOOOOOooOOdbed-XsOOOODOOOO
gooOo0ooooOOocOo MRPOOOBSOODOOOOODOOODOOOOOOOW-XsOOODOOODOOOOO
bel-XsOOOOOOO BSOOOOOOOODOOOOOOOOOOOOOOOOOOOOoOoOoOoOoooooooog
goboboboooooooobobobooboobobooooboDbo



gmg

mooobobobobooooooboobooboboboobooooooboobOobon
gbooboobooboobooooboobobo

gooooobooboboooboobboooboobboobLDbo0boooDboobboobLbooboobbo

Oooooobbbobobooooooood

gooboooboono MDA-MBHIOOODDOOUODOOODDODOOODOUOOODDOOUODOOODDbDOUObOoODbOO

ugooooobooboooboboobbooobodbboooboobboobo0obbOobL0boobboobOoo
Bax O 0O OO cytochrome C, caspase010 000000000000 DOOOODOO FasOODO , TRAILO O 11 DRY,

DROOOOD0OO caspaselU 0D D O00O0OOO0OODOOOODOODUOODDODOODbDOODbDOODDUOODDUODbDOO
ggboboobooobooboobbooboooboboa

O0OMMCOODOODOODRI, FasOODOOOOODOODOOcytochrome C, caspased], Bax D O OO0 OO0 O0O0O

0o0obOO0bOOoOooOoocooOADMODOODOODROOOOOODOODOODODOTaxolOOOOODRO,OOO0OO

goobbdddddddressObbbbbbObODbODODOODOODOO0O0O0O0O0DDODUODLDODDLODODOOUO0O0O0OUOOO

ODRO,DRO,Fas 00 000O0O0OOO0OOOOODOO0O

Mo0O000O0O0000O0O0000O00O0O0 be-OOODOOODOOOODOO
gboboboobooboobooboboobo

000000000 00DOO000bDOO0 bel-OO0O00ODOOO0ODOOODOOOOODDOOODO
gobo0o0oo0ob0OO0oO0oDO0bDOobO0o00O0O0oDO0D0ODOO00Ob00O0ODOn eytocchromeCcODOOOOO
BeldDOOODODOOOOOODODOODOOODODOOOODOOOODODUODOD beldODODDODODODODOODOODOO
goooooOoobOOoobooOoooOoOoboOobooOg BeldOOOOODOOOOODDOODOODOOOOODOO
O0o00oooooogecldDOooOoOoOoOoOOOOODOODOO

OO0OMDA-MBODOOOODOOOOODO beHDOpMOOOOOOOOBOOOODMOO% OOOOOOOOO
goooooooOoOVMMC, TaxolOOODOOOODOOOOO0OO0DOODOOOODOOODOOOOODOOO
O0000000bcE000 be-XLOOOOOOOOOOOOOOOOOO0OO%OO0O0O0O0O0O0O000O0OO

mooobobobobobobobbb0 HER-OOODOODOODOOOOOOOD
gbobobooboobooboobooboobo

gdboboobdd HEREOD O OO HERRODO OO OOoobooobooobooboobobuoobooobooboa
oo
OO0OHEROODODOUODOOOOOUOODDOOUOODUOUOUOHEREODODOODOODOODbOUOUOObUoobobuoobobo
ggooooobooobooobooboooboobboobboobboooboobboobLbooboob Lo
00000000000 0DOO0DO0ODO00DO0D00D000DO00000000O00o0oO0bOODOOO BelZ, 00O
oo pPgp,MRPOOUODOOOODOOODOO

000oo0ooo BTHOODODOOOODDOOO HEROODDDODOOODDODDmIMy MOMI% ODOOO0O0DOOOOHERYO
O000000ODO0OBax, cytochrome C,PARPO DO OO DOOODOOODDOOODOODODOODBelOOOIO
% O0000ADODDOO0D0D0O000D0DDO000000000O00MMOODO M ADMOMIOO O TXLOmMO
00 TXTOOO0oooooooooooooboobooo0 HERDGQO O DO oD oOoooOoooobooboo
proapoptotic protein O O O O antiapoptotic protein 0 0 OO0 O0O00OOOO0O0O

moooobooboboooooooboobobobooobooo

gbobobooboobooboboboobo



omg

gbobobooboobooobooboboboboboooooobooboboboooboobooon
oo0oooooooooooooooooOoooooBlDOOOOOOO0ODOOOOOOOOODODOOOO
0000000 BelDOOODOOOODOOOODOOOOODOOODOOOBlDOODOOODOOOODOOOO
goobooowMTTOODOD

gooooooMCcROODODOOOOOOOOODOOO BlJOOODDOOOOODO®BOODOO BalOOOOO
gooboooboobooboooboooooooboooo\pnoooooobobooboobobobobob TAMOODOO
Ugooooboobobobooooboobobobobo

moooobooboboobooooboboobBCRPOOODOODO
goboboboboooooooooboooboobooboo

gboboboobosCcRPOODOOOLOODOODOOOOOODODODODODOO
0000o000ooo00oDoOoOoOoBCRPOODODDOOOOOOOODODOOODOOODOOINvViroOODOOOO
gobooobobOBsCRPOUDOODDO BCRPOUDODOODOODOODODOODOOODOODODOOODOO
BCRPOOUOODODODUOODOUOODOOOBCRPOUDODOODOOOODOOOODOOODOOODDDODODOODDOO
goobooboboooooo pPep,MRPOUDODDOOOOOOOODODODODOOOOOOO
gooboooboobooboobobOoo BCRPO MRNAOODODODOODDOADMOODOOO ABCODOOO
goboooboooooooooobbooobooooboooooOoeCcRPUDODODODMIm-FUDOOODOOODOOO
goMMC, TXLOOODODODODABCOOODODODODOOOOOODODODOODOODOOOOO

ooooobobooboooobooboobobobooboooobobo
gbobobooboboobooboboobo

goobobooooooooboobobobooboooooooboboboboboooooDobDobDobOobo
O0DOO0000m-Te-HSAO OO Tin-colloidO Phytate D OO0 0 DO0OO0OOODOOOOOOOOOOOOO
gbooboboboboboobooobooboooooboooobobobobobobobOobXn-E0DOOOOO
gboboboobooooooboboooobobOon ecko, Mudl, CEAD OO0 OO0O0O0OO0oOnOdRrT-PCR
gbooboboobooboobooboboboboooboooooboobobobooboobooboboobobobo
ood

O0D0Mm-Te-HSADO OO Tin-colloidD OO0 0OO0OO0O0DOOO0ODOOOOOOOOOODOOODDOODOOOOOOO
OOinternal mammarynode 0 0 00000 0M% O00000000OH-EOODOOOOOOOCOOOOOOOOO
gooboboooooooooboobobobooboobooooboboboboboboog

ooobooooobooooooboooobooooooboooo
gboobobooboobooboobobobo

gooboboobooooooboboboobooboboobooboobobobobobooboobDoDobDUobUob O
goooooo
gobooooooobooooooOoobooOooDOoRrT-PCROODODOOOODOODOODDOOOOOODOOO
goobooo0o00oooooobbooo0oooooobbooOoOr-EDDOOOOOODDODDDOCKT,
MUQI, CEAOODOOOODOOOO0ODOO0ODOO0OO0ODOOOO0DOOO internal mammarygland DO 0000
gbobobooooboobooobooboboboboooooboooboobobobobooboobooon
gooboboooooooobobobobooboooooboobobobobobooboobooboobobobo
gbooooooboboboobobono



gmg

mogooobooboboboobobooobooboboboboon
goobobobooooooooobooobobooboo

go0obOdobOo0OO00oOO0obO0obOOobOOoOobOOobOO0bDO0bOOoU0OOO0oODOobOODO Beld,HER-OOODOODOO
gpoooododdoogooooo

00000000000 O0OdocO0On0ginvireODOOODOODO Beld, HEROOOOOOOODOODOOOO
ggooobooobooboodobbooogbobboooobboobLbLoooMTTRODOOODDOOODDODOO
ODNADOODODODODDODOODODOODDOO0ODOO0OO0ODOO0O0ODDbO0O0ODODDOOooDbOOooobooo
00odncoooOooOonooDO Beld, HEROO O OO O OO OO ADM, MMC, CDDP,0-FU, TXL, TXTO O O
gogboobooboobooboooboobbooboobboo0b0 HERO DD OODbOOoDLboobboobbo
000000 BelJOOOODOBelO OO O caspaset], cytochrome C, caspased0 0 0 00000 OOODOOOO
000DO0ODO0O0O0O0000 HEROO O OO OBcldO O O OBax, Fas, caspased], cytochromeCO OO OODOOOOO

mooobooboboboboooboob0ob0 HERBOOOOOOOOOOOODO
gboboboobooboobooboobooo

gboboboboboobobobob0 HEROODODODOODOOOOOOOoOOoobOobooboo
goboooo MKNOOOOoOooooooo HeEROODODOOOODOOOOODODOObOOOoOboOooogoo
gooboboboooooooboobobobobooboooobooobooobooD

MO0000000000 micrometastasis 00000000 0OO00OO
0000000000000 oOO0o0boDo0ooooooboooooOon

gooooobooooooDoboooDoooboobooooDboobOoooDboobOooDbooboooDoo
00000000 polymerase chainreaction0 O 0 0 000 00O0O0ODOODOODOODOOOODOOODOOOO
micrometastases 0 D 0 0000000000000 0ODOO0OOOOO

000000000 O00000O0 cytokeratinl, CEAmMRNAOOD 00000 OOOODOODODOODOODOOOO
gooooobdooboboooboobboooboobboobLDbooboooboobboobLbooboobbo
gpoooododdddogoooooo

gdoooob0ooboboOobDDb ek CEAO mRNADOOOOOODDOOODOOO

oooooboboboboooooooo
gboobobooobooobooobooboboboboooooooobooboboboobooboobobobobobo

0000000000000 O000DDOOex vivo gene therapy 0 0 O cancervaccine 000000000 M
gdbobooobooboboobuoobbooobbooobDbooOo bbb OO RNADODDOODODOD DO
OODOcancer vaccine 000 OO00O0OO0O0ODOOOODOOO
O0Ointerleukini@ ILOOO O OOOOODOODODOO ILOODODODODODOOODOOOODODOODOODOOOO
000000000 vaccinO0DODODOOOOInviroDOOODO ILOUOODOO0ODOOO0ODOOOODOOOOODODOOO
000000000000 oO0oooDooob0o0booo RNADODOODDODOODODOOoOOoDOO cTLOoooooo
gdboboobuoobbooboobobooboo



omg

mgoobooboboooboooboooboobooboboooo
gooboboooooooobobobobooboboooooobobobooboooooDobDobDobOob o

goooooooooobDinvireOODODOOODOOOOOOOOODOOODOOOOODDOOODOOOOO
0000000000000 00000D0.00000D0DOICEA, Hefl/neu, SART, MART, MAGE, NY-ESO- O O
000000000 O0DO0O0.0ODO0D0 mRNADOOODOODOODOOOODODDOODInviroODOODOO
0000000000000 0oO0O0o00oo0ooooOoOOO PhaseMooooooooOonO

goobooo LAK TILOOOOOOoobooooboboob HLADOODOobooboboooboooo
gboobobooobooobooooboboboboobooooooboobobobooboobooboooboobOobobo
goooogooooooobboooobogooooooooooobooobboooboOooooDOboOoobobooo
iLopooooboboboobooboooooooooooooboobobobobobobobobobobOoD
gboooooboboobooobobooobooboobobobbooboboboobobobO0bO0O RNADDOO
gooboboobooctLogboobobobobobooboooDobDobU0Ob0ORNADODODODODOOO
goooooboboooboob0HAAOODODOOODOOOOODbDOoOOoOOOobOOooOOooObOobOoobooo
gbobobooboobooobooboboboboooooobobobobooobooobog

moooboobobooooooboob cTLobobobooooobooon
gooooobbooooboooooooooDooobobDoobbbbobobbObboDObDDoDOoD OO

godbOHLAOODO CTLOOODOOOoO0o0bOboOoooobobobooooobboooooboboooobobboOoo
CTLprecursorD OO0 O OCOROODODOOOOOODODOOOOCODODDODOOOOODODOOOOODD
gboboboboobooooobooboobobobobooboooooobooobon
goboooooooOoooo0oobo0ooooobOo0oooo0oooDObO00DOOoOOOOIRN-y O ELISAO
gboboboooooooboobobo
gbooboboooobooobobobo-0o0b00000b00ob00ob0obO0obOo00b0Ob0ObDIFN-y ODOO
goboooobooobbo0ooboouobboooDoOOELISptDOD00DOO0OO0ODOOODOOODDOOO
gcrLogbobobooobooboobouoboboboboboooobobobOoboboboOoiELISAODDODO
gbogbOIFNy OO0 IFNy ODO0OO00O0DbO0bO0oboboooboobooboooboobobobobobooo
gooboboboboobooboobuobobob0ooboDubDOD CTeprecursor D000 oooooonboOonO
goboboobooobooodg

MOOO0O0OD0OVEGF-ROUDOO RCASUO OO CTLOOODOODODO cTLoOoO

gboobobooobooobooobooboboboboooooooobooboboboobooboobobobobobo

OUOOEGF-RODDOODOOOODDOODODOODODOORCASHD CTLODODOOODDODOODODOOODDOOODOO
ggboooobgooboo ctLbooobuooboocrtLboooboobbooboboo

O0OOVEGF-ROOO RCASOODOOOODODODO OO DO OHLA-ATO binding motief O O O O OOmer sequence O O
goocrtLogoobooooonono

MOoOoO0o0o0oo0oo0o0 TOO0OO0O00O T cell receptor COROO O O

gboobobooobooobooobooboboboboooooooobooboboboobooboobobobobobo

gogobogoooboobog TCRCODRODODbDObOObOOoOOooOoobobobobobobooboboooooo
gooboTOOOO0O TCRCDROOOOOOOoOOoOTCROOOOOOOOOoOooOoooooooboobobooo
gooboopoobooooon



000bO0DbOo0O0O00O0bO0oDO0obD0ObO0obO0Ob0OOoObOOOoTCRuusaged DO OODODOODO TCRODODODOO
00 TCRCOROO OO OO O OO OO CDRIsequence O 0 O O RT-PCR-Southern O 0O O O OCTL precursor frequency
gobobooboooboobooTCROUObOUOOODDbDOUObLDbOUOODbOUOUObDODOODbOoOoDO
gooboobOooo TcROUODOOOODODODOTCRCOOOODODOOOOOODOOODODODOM

mgooobooboboobobooboboboboobooooooooboan

gooobobooooooooooooboboboobooooboboboboobooboooDobDobob oo
goooooooon

goooboboboooooogooboobooboboobooboooobobobobboobooboobDobDobUb o
gogoboboooooooobooboboboboooboooobobobooobooooboooobobobo
gboboood

goobooooobobobooobobobooboobobooobo0oob0obUODUO0O 00O RNADODODODO
UOHLAOOODOODHeDODOOOODOODODODODOOOOOODODOODODODOOOOOODODODOO
gbooboboooobooboobooboboboboooboobooboooboobooboboo IN-y ODODOOOO
gobobooboobooooooboboboboooooobogoon

o000 RNAOOODOOODOOOOOD HeOOODOOODOOODOOOOCTLODOOOODOOO
Oo0gdIFNy DODOO0OO0O0O0O0obOOooooboo

oooboooooooooboobooooobooooDo

goboobobooooooooooboobobooboooboooobobobobooobooboooooboboboo
00000000000’ 0o00oooon

goooooboobooboobobooboboooboooobobobooboeMLObDODOODDODOO
gbooboboooooooboobobobobooooobooboboboboooooboo
0000000000000 DO0000D000O000ODOHLADODOODOODOOOODODOOODOOO allo-
pBSCTO DO OO GvHDOOOOODODOOODODOOOOODODODOOOOOOODOODAO donor
lymphocyte infusionO DLID OO OOOOOOOOOOOOOOOOOOOOO
gooboobooooooooobooboboboobooooobooboboboooobooboDobobUobo

Mooooooooooooooooo00 Toll-like-receptord TLRO O O O

goboboboooooboooooboobobobooboobooooboboboboooboobooooobobobon
goano

gooTLROOO0OOOODOODOODOOOOODOOOODOODOODOObOOOOODOODO
gbobobooooobooooobooboboboooobooobobobobooboobooboobooboboboon
goobobobooooooooobO ThkrRstaus DO O OO OOOOOODOODO

ooobooooooooooboooooooobboooboooooboooboOoooo

goboboboooooboooooboobobobooboobooooboboboboooboobooooobobobon
goano

goobobooooooooboboboboboooobooooboboboooobooboooboobobobo
goooooopmooooooooboooooooooooooboooooOobooobbooobDboooooboogo
goooboboboooooooobooboobobooboooboooobobobobobobobooboobDobDobUobo



omg

goboboooboooboooo
0oo00DoDOoo0O0oO0OoOD Il AP ILER, TGR-hetaD D D D ODDODDOODODOODOODDODODOO
telomerase, cell cycle regulator, growth factor0 0O 0 000000000 COO+CO+ 00000000 ODODOO0O
gooooobooobodoobogbooobooobooboeAlMtODDOODDOODOUODDOUODDO
pgpoogoddoooopoo bbb bbb bbbbbbbobbobboobooogog
goboobooobooooboooo
000000oooOoIL, TGrR-heta DD DD DD OODDDOO0ODODOOODDOOOODDOOODOODDODOODDOOO
000000000000 tlomerase 0000000000000 O0ODOODOODOODOOOOOOODOOOODOODO

oooboooboooooooooobooo
gbobobooboooboobooboboobo

gl oo o

O0OCPTIO+LVHI-FUO CPTHOO O OO ODOOPhase IDO0 OO OODOODOOOOODOODOODOODOODOOOO
O0LVH-FUvs CPTEO+LVAI-FUO RCTOOODOODOODOOOOOOOOOUFTsLVODODOOOOOOO
0000000000000 00000000000D00O0dLv+4-FUdlow dose CPTEOOTSOO O O CPTHI+LV+
O-FUDO TSHO sequential therapy O O O O O survival benefit 0 000 O0O0OO0O

oO00DOO000O0O0o00D FDO0O cdkOOOOoOoOoDo
gbobobooobooboboobobobobooobooboobon

000000000 OceycinDODOOCOODOODOOODOOODOOOOODOO cyclinDOODOOODOOCAKO
gbooboboooobooboobobobobooobooobooobooboboboooboobooboboobobobo
goboboooood

O0OcyclinD, f0,i0,i00 0000000000000 O0DO0O0O00O0OWesternblotD00O0O0O0O0ODOOOO
O000000O0ODoOoOoOoOoOoOsouthernblotDOOPCROODOOOOOODO

0000000000000 D non-invasive detection O 0 O
0000000000 000bO0o0b0o0oooDooOon

gooboooboobobooboboobboooboobboobbuoobooobnobo

00000000000 preparation 000000000000 CO0DOOOOODOD exfoliatedcell DODO OO0
00DODO0O0O0O0O00O000 Telomerase 00 O0DODOOOO0OOODOOODOODOODOO mRNAODOODO comO
variantexon 0 0 0000000000000 0OO00O0OD0O0OOOOOO0ODOOO0OODOOOOODODOOODOOOOO
O00OTelomerase 000000000 immortal 000000000000 DOOOODOODODOODOODOOOO
moooboboooomooooobooboobobbbooooodogbLD bbb oU U
0000000 Telomerase D 0000000 0DO0OO0OOOOODOODOODOOOOOODOOOODOODOOOO
00 0000000000000 00M00000 TelomeraseO OO COOOODOOOOOOOOOOOOODOO
ggbooobuoobobooobooboobobooboobboo

mooobooboboboooooooboboboobooboooboooboobOobon

goobobobooooooooooboooboobooboo

gboobobobooboooboobooboooboboboobo
ggbboooboobboobbOoobO DNA,RNAODDOODOOOODOO oncogene, DUODOOOOOODOO



gmg

highriskgroup O OO OOO0O0OODOODOO

MOO0O0D00OO0Thymidine kinaseO TKO OOO0O0OOOCOOODOOOOO
gboboboobooboobooboboobo

gbobobooboobooTKobooooooboobobobooooooooooboobobo
0000000000000 0o0OOoOoOoDoOoOoOoOO retroviralvector OO DODODODO TKOOOOOOOOO
TKOODOOOoooooooboboboooooobooboboooooooooTkoobooooboboooo
000 invitroOinvivoOOOODOOODOOODOOOOODOOOODOOODOOODOOOODOOOODOOOOO

moooooboboboobooooobooboboboobooo
gboboboobooboobooboboobo

gbobobooooooooboobobobooboobooooboDbo

0000000000000 000000O0O0O geneticO OO epigenetic0 000000000 O0OOOOOO
gooobobooobooooooboboboboobobooooooboboboboboobooboDobDobDobUob o
00o000O0DO00DOO0O00O0DO0b0O000OODO0O0O0O0C0OD moleculeDOOODODOOOOODODODOO
gboboboooooboooboobooboboboboobooboooboobooboboboboboooboooboo

mgoobobobooboobooboooboboooooooooboobon
goobobooboooooobobobobooboobooobobobobooobooog

gboboboobooboooboobobobooooobooboobobobooobooobooon
gooboobobobobobooobooooDboboobobobobobOOobobOOo0U0OmMbOD EMR
gboobobooobooobooooboboboboobooooooboobobobooboobooboooboobOobobo
gbobobobooboobooRrRIoboboboboobooboobOobobooooboobobobobobobooo
goboboboooooooobobobooboooboooobobobobooooboobDobobobo

mooooobobobobooooobooboobobobooboo
gboboboobooboobooboo bobobobobooboooboon

gboboboboooooooobooboboboobooboooooboo
goooboobooobooboobbooobooboboooboboobbooboobbobobooboobo
gbobooboboboooooboobooboboboboboooboobobobooboobooboobobobobo
goobobooooooooboboboboobobooooooboboboboboobooboooDobobobo
goo0oooooDbPDO TSOORIODDOOOODOOODOOOOODOOODOO DNAmicroarray OO OO0
goobobobobooogo

tmoooboobobobooobooobooon

gbobobobooooooon

gboboboooobooboobobobobobooooboooboobaobo

gooboboo MDA ODODOOOOO0OOoOooooooOD MDADADOOODODODO MDA ODOODOOOO
O000O0OMKNDOOOOOODOOOOOOOOOMKNIOGOOOOOOOODODDODD cDNA differential
display O DNA microarray J 0 000000000000 CO0O0OOOO0ODOOOOOOOOO0OOOOO0OO



omg

oo

MO00000000000000D0DO micrometastasis 0 O 0O
0000000000 00000 oobooooooooooo

O0Omicrometastasis 00 000000000 O0OOOOOODOOOOOOOO

0000000000000 0000U0DO0O00d CEADDODOOUODOOORT-PCROOODO cytokeratin,
CEAO0DOOO0ODODODOODOOO micrometastasis 100000000000 OCOCOOOOOOOODOOOOOO
gboboboobooobooobooboboboobooooobooboboboooboooboon

mooooobobobobobooboooboobobobobooboboooooboobOoboD
gbobobooboobobobobobobooobooobooban

gdoboobooobooboobobooboooboobbOooDboobobobooboo
00000000000 00000000D0000000000000000 DNAORNA OO O O Omicrosatellite
assay 0 0 0 OO O microsatellite instability] RER, LOH, homozygous deletiond00 O 0 O 0O O O O ORT-PCR O OTRAP
assay 0 o0opoodobobo0obdooboboobuoobboobuoobboboboobbuoo

OO O 0 O O O Orotate phosphoribosyl transferas€l OPRTO OO0 00O OO0DOOOOOOOO
gooooooooOoooooooooooooooo

gboboboobooogoPRTOODOODODI-FUOODOODOODOODODOO
O0000O0ooOoooooOOOooOoooOoOoOoOO retroviralvector 0000000 OPRTOOOOOOOOO
OPRTUHOUODO-FUDODODOODOOLOOLOOOOOCOODODODODOoOPRTOOOOOOOODODOD
OO0 invitroDinvivoODOO-FUOOODOOOODOOOOOOOODOOOOOOOOODOOOODOOOODOO

MOO00D0O0O000D0OD0O00 TsSOOO Docetaxel OO OODODO
gboboboooboooooboobobobobooobob obooboboboboooo

000O0O00D0O00DOO00D0C00DO00DO00DOOO0ODDOO0ODTSODOOO Docetaxel DO O OO
gbooogooboa

00OTSOmMmg/nf 000000000 0Docetaxel OMng/nf day0 00 0000000000000 D0O000O
0000000 Ophasel/llstudy 00000 OOphase |l 0000000000000 O000O PhasellOOOODO
gboboboooood

MOO0O0D00O000D0O000 weekly Taxol D OO OO

gooboboobooooooboboboboobooooobobobobooobooog

0000000000000 DDOOOO secondlined OO0 weekly TaxolOOOOOOOOOOOOOOO
000000000 Od FirstlineD OO TSHOOOOOOODOOOODOOOOOOsecondlinedOOO0OOOO
0000000000 0DO00D00O000O0O00DOO00D00O00n second lined 00O weekly Taxol OO
0000000000000 Ophase [/Tstudy 000000000000



gmg

moooooboboboo Tsaboob ecobpPOOOODOODO
goooboboooboooooobobobobooooooobDoboboboboobooog

000000000000000000 TSOvs TSA/CDDP O 0O phase 11 study
000000o0ooOodFrrstline0 0O TSOOOODODDODOOOODDOOODDODOODDODDODOODODO CobPOODOOOO
gooboboooboobooobooboboboboobooooooboobooboboorsaocoboooooboobobo
O0o000o0o0o0ooooooOoOoOvPhaselllstudy DO O0OOOOOOOOO0O0O0OO0O0O0O00O00O0O0O0O0O
goood

Moooooooooooo Tsa0oo FvidreOOOOOOO
gboboboooboobooboobobobobooooboooboooboon

0000000000000 00000 TSSO vsl-LV4Fu O OO phase 11 study

go0DoOo0o0O0o0D FrstlineD OO TSOOOODODOOODOOOOOOONLVEORLODOODOOODOOOO
goooeoLboooooooobooooooooooooooooooobbooobooooobooOoooDoboo
0000 Phaselllstudy D00 0OO0O0D0OOCOO0OOOOOO0ODOOCOOOOOOODOOOODDOO

MOO0000000000000000 paclitaxelweekyOOOOQOOOOOOO
gboboboooboobooboobobobobooooboooboooboon

00000000000 000 paclitaxelweekly OO OO0 O0O0OD0ODOOOOOOOO
000000000000 mMO0D000000000MO0Mneg/ 000000000000 short premedication
ggooooboobooooo

00000 0phase | study 00 OO Step (Mmg / nf'1J Step (MMng / 00 0 00 0O Step MMng/ MO0 000
goboboooboooboooo

0000000000 O00D0D0O000 weekly paclitaxel 0D UFTOOODOOOODO
gboboboobooboboobobobobooobooobooban

00000000000 0D00 paclitaxelweekly OO O UFTOOOOOOOOOOOOODOODOODOODOOOO
gogobooboooo

0000000000000 000000000000M0Meg/Mf00000000000O0 short
premedication 0 0 MO O OO0OODOODOOOUFTODOODOODOODOOOOOOODOODOmMOODOODOD
O0000O0Ophase I'study 0 00000000 DO O Paclitaxel (mg/ni’, UFT O mg/body 0 0 O 0 O O O O phasell
ssuly 0000000000000

mooooobmbooooooooooboboobooobooouoboobOoD
gboboboboooboobooobooboboboooo

gooboboboooooooboboboooooooboboboboooooooDOobobosvMGOoboo
gboboboboooboooboooobobobooboo
gobooooooooobbooobobooobooooobooobbooboOoooooODmuoboboOoooooUsSMG
goboboboooooMLoooonon
goosMGoooooooooooooooomuboobooooMmb oo oboooooboobooan
0oooooboooboooomintimowd 0 0Do0ooo0oooo0 ,0ooooMmwlimM»oooogo



omg

O000MmOoOoDOoO00oDO0oOoDoObhiessOOOO0ODOOODOOOOODOOOOM»ODM%OODOOOOO
sMcUOOoOoOooooooooobooooooobooooooooooobooooooDbOooDOo0DbbO %O
0000000000000 D00O00D0000OC00D0 doublecheckDOOOODOODOOOOOOODOO
M OO00000D0O0O000O0O000O0O00O0O00000 highriskgroupOODODODODOOOOOOODDOOODO
goobobooobooogooobobobobooboboooobooboboboboboobooLDobDoDbDobOob O
god

000000000000 0000DO00O00C0C0000D00D0O0ORIDODOO0OOO sentinel lymph nodes
gboboboboobooooboobooobobobobo

gbobobobooooooboooobobobooooooboo

gdboboooboobobobobooboosNbOobuoobobuooboobbooo
D0OND000000000O0O0y-probe00000000O0O0ODOO0O0O00O0OO00O00O0000-0O0mO
000D00ODO00D0000D00D00D00000000000D000dDO sentinelnode0000O00OO0ODOOO
ggobtbdby obgobooobuooobbooobbooobboo em U RIDOOODOOODDOODODO
O000ORIOODOmMmTe-0000MOMBg O OOMmOIGOOOO0DOOO0OODDOOODOOOOOY 00O
gobooboobdootbm oo™ obooobuoobboobooobooobo
0000000y OOOODOODOODOO sentinelnode 0 00 0O0OM% 000 00O OO false negative rate 0 0 % O
goboobooboobobooobooboboobooo

0000000000 00o0000 sentinellymphnodes 000000 OO0O0OOODDOO micrometastasis
oooooooooooo

gbobobooboobooboobooboboboooobooobooban

0000000000 0DO00bDO0OO0DOOOSNOOOOO0DOO micrometastasis 0O O0O0O00OOOO
gboboboobooboobooboboboobo
gooboboNOObOoboboboboobooboobobobobotbooybobobobobobobobOobo
gbogbgoosNsOOOoOooooooooboobobobobooooooooooobobobobobobo
00000000000000000 micrometastasisi D0 00000000000 O000O total RNAOOOOO
00000 RT-PCROODOOOPCROO CEAOMammaglobinDO MMGO OO OOODOOOOODOGAPDHOOOO
gbobooboooooo
O00o00ooOoO0CEAMMGOOOII00OO0ODODOOOUODODOUDOODOODOUOODUOoOoOoOg
CEAMMGUOOUODOOOOOOOoOOooOooooboobobooobooooobooboobobooobobooboooboooboon
0000000000000 00O0OO00OO0UDOUOOUOOOsSNg PCROOO micrometastasis 0 0 00 H&EDO
gooboboooobooboobobobooboPCROODDO SNOOODODODODOOODOOOPCROOOO
goood

MOO00D0O0O0000O0O00DODO0O0O0OOOcore-needle0 0 00D0O0O00DOOODOODO
gbobdoboooboob obooboobobo

gooooobdoobbooobooboooboobboobDboobUooobooboobboobooobbo
ggoooooboooboooobooboooboobbobboobboooboobbobLbooboobbo
neoadjuvant chemotherapy 0 0 0 00000000 CODO0OCODOOCODO openbiopsy00O0O00OODOOO
core-needle 0000 0O0O0O0DOOOODOOOODOO

gdoooooooobooooomecoooooboonoooobooooooboobobooboooog



gmg

000000000 0DO00DO0bO00O0O00O00O0OD0ODO0O0OO0OO0O0OODOOCore-needledOnoon
gobboomecuoboooooooooon
gooboboboboboboboboooooooboooooobobobob0boMdi%mdn o
gbooobooboboooobobooboboobobobobbobobobbobOobOobOoboobmi%d
Mo ooooooooooooooooboooooob oo Omibobob0obOobOobobOobOoD
gooboboooooboooboobobobobooboooooobooboboboobooooboooboob0obobo
gbooobobobooooooboobobobobobooobooooboooboobOoboboboobobobobobo
gooooo,0Omb000OoCcoboo0DmicO00OobDO0bOO0bO0oo0oooooooobOooooboobobo
gboboboobooboobooboboooo

moooooboboboboboooobooboboboboo
gboboboboooboobooobooboboboobooo

O0OOstage ILNNADOODODODOOOOOODOOOOOOODDOOOOOOoObOboobOobobobbooboooobo
0000000000000 00000D0000 carboplatin O weekly paclitaxel 00 0000000000 OO
OO feasibilitystudy 000000000000 0O0OODOOOODOODOOOO
gboogooboooobobooooboboooobboooobbLOooobbOooob bbb booobo
feasibility study O O 0O O carboplatin O weekly paclitaxel 0 D 000000000000 OOO0OO0OOOODOOOO
prospective 0 O 0000

O000D0ODfeasibility study D OO OOODOO

MO0O0O00O0DOO0ODOO0O0O00000000D00DOO0O minimally invasive sentinel node navigated surgery
goooo0ooooOooOoopoopoooooooooo

0000000000000 minimally invasivesurgery 00000000000 OO0DOOOOODOOODOOO
ggooooobooobooobooboooboobboobbooboooboobbobLbooboob Lo
gooobooboobooobooboooooboooDbooboobOCEAD OO OO bOooboooDoo
0000000000000 0ODODO0ODOOOsentinel lymphnode 0 O0OODOOOOOOOOODOODOODOOOO
000000 sentinel lymphnode 0 0000000000000 OO0OOO0OODOODOOOOOODOODOOOOOO
oo
ggoooobooooooboobboooboobboobLDbooboooboobbooLbooboobbo
O sentinel lymphnode OO OO O00O0OO0OODOOO

ooobooooooooooboooooboooobobooobooooobooobooooobObOoobbooLDOO

gobobobooooobooooboobobobooboooboooboobobobooboboobooobooboboboon
gbobooogoo

000000 0ODO O Sentinel node navigation surgery D SNNSO O OO0 000000000 ODOODOODOODOOOO
OdOconceptd OO0 ooobooboobbooboobbooboobbo rRIDODOODODO
gooooobooooooDoboooDooobooboobDboobOo0ooDboobOooDbooboooDoo
goboobooboobobooboobbooboobobooobUoobbooboobboLoboobbooboo
gogboboobooboboobboooboboobboo



omg

mooobobobooo TOoOoOOoOOoOOoOOoOOobOOoOOO0oOOoDOODo
gooboboooooooobobobobooboboooooobobobooboooooDobDobDobOob o

gbooboboooboobooboobobobobooooooobooboboboooboooobooboobobobo
goooboooTOOobOOobOoTOOOOoDOTCRUODODODODOOOODODOOoO TCROUODDODOO
gbobobooboobooboobobobo

goooooooo0obbO HEOOooooooobooo ToOoOooobooOoOo TcROODOOOODODOOOO
goooo TcROobObOOooOooOOooOobOoboobOOoobOobOoboboboobooboobOobobOOobooDooDobo
gbobobooboobooboobooboboboooooTecROOOoOoOoOOO

moooooboboboboboooobooboobobobooboboooooboobOoDboD
gboboboobooobooboobooboboboobooo

gooobobobooooboboooobooboooooboboooobobooboooboboOooboTOOOOOO
gbobobooooboooboobobobobobooobooobooboboboooboobooboobooboboboon
gooboboooooooobobobobooboboooooobobobobobooboooDobDobDobUobo
gbobobooooobooboobooboboobooo

MD000000000000000000000000000000 1/0000
gboboboobooobooboobooboboboobooo

gboboboooooboobooboboboobooooooebbPFUDODOOOOOODOODOODODOOOO
0000000000000 0000000000O0OO bocetaxelDDFUO OO OOOOOOOOOOO
00000000000000001/I00000000000

oooboboooooooooboboooboboooooboooooDo
gbobobooobooboobooboboboboooooobooobon

gooboboooboooooobobobobooboboooobDobobobobobooboobDoDobDUobOob O
goooboobooooosrsooboooooosiRsOooogooooMOoFOOODOOOOOOODODOOOOO
OO0OO0OOsecondattack DO OO OOOOMOFODODODOODODOODOODOODOODOOOODOODOODOOOOOOOO
gooboboooooooobobD koo oo oboboboobooooboooooboobobo
gbobobooboobooobooboobobobooooooboooboon

mooooobcGrPODODOODOOOLOOOOOOOOODODODODO
gbobobooboobooboboboboboooboobooban

O000D00D0O0O0OGFPOgreen fluorescent proteind OO0 0000000000 ODOODOODODOOOOODOODO
ggoooobuooboboooboobboooboobbobLDboobboooboobbobLbooboobbo
gooooobOooooooDbooobDoooboobooooDbOooboo GRrPOODOODODDOODOODDOO
goobooobbooobbooobboooobbbooUbDbboUbDb bbb bboooUoL o
gooo



gmg

mooobooboboobooboobooboboboobooon
gboboboooobooobooooboboboboooooobooo

gbooboboobooboobooboboboboooooooboobobobooobooboobooboobobobo
gooboboooboooooobobobooboobobooboobDobobobobobooboobDobDobDUobOob O
gooboboooboooboooboobobobobooboooooobooboboboobooobooboobobobo
gbobooooog

mooooboobobobooobooobooobooboboboobooo
gboboboooobooobooooboboboboooooobooo

gbooboboobooboobooboboboboooooooboobobobooobooboobooboobobobo
gooboboooboooooobobobooboobobooboobDobobobobobooboobDobDobDUobOob O
gooboboooboooboooboobobobobooboooooobooboboboobooobooboobobobo
yoobobobomooooboobomobobobooooobooboboobo

moooobooboboboboooobooboonoog
gboboboooobooobooooboboboboooooobooo

gbooboboobooboobooboboboboooooooboobobobooobooboobooboobobobo
gooobobooooogoooobooobobooboobooobogoboDobobobobbooobDoDoDobob OO
gooboboooooboobobO0Ob0O0OO0OO0OO0OO0O0O0O0ROODOODOODODODOOOOOODOODOODOODODODO
gbobobooboobobobbobooooboobobobobob LAKOO NKOOOOoooooooo
goobobobooooog

ooooboobooooooooooooobooboooooboooo
gboboboboooobooboooobobobooboo

gooboboooboooooobobobooboobobooboobDobobobobobooboobDobDobDUobOob O
gooboboooboooboooboobobobobooboooooobooboboboobooobooboobobobo
gbooboboooboobooobooboboboboooboooboooboobobobooobooboobobobobobo
gooboobobobobobomecobobooooooooooooobDobDobobobOobobUobobo
gbobooooooboobobooo

oo
gbooooo ,bob0o:bobo0b0 . oboboboboboODoppi, 0000000 0oLOOma

gbobob:0b0b0 .0bob0b0pdDO, 0000000, 00 00mo

gbobooboooooboboboboobooooo@mooooooboboD™d™eppmooooobOobO
oo

0 O Tominaga, T., Koyama, H., Toge, T., Miura, S., Sugimachi, K., Yamaguchi, S., Hirata, K., Monden, Y., Nomura, Y., Toi,
M., Kimijima,l., Noguchi, S., Sonoo, H., Asaishi, K., Ikeda, T., Morimoto, T., Ota, J., Ohashi, Y., Abe, O.: Randomized
Controlled Trial Comparing Oral Doxifluridine Plus Oral Cyclophosphamide With Doxifluridine Alone in Women With



omg

Node-Positive Breast Cancer After Primary Surgery. Journal of Clinical Oncology, OO0 D410 I100 10

0 0O Kim, R., Tanabe, K., Emi, M., Uchida, Y., Inoue, H., Toge, T.: Inducing cancer cell death by targeting transcription
factors. Anti-Cancer Drugs[: 040, T1TT] 10

0 O Kim, R., Murakami, S., Toge, T.: Effects of introduction of dThdPase cDNA on sensitivity to[0'-deoxy4]-fluorouridine
and tumor angiogenesis. Int. J. Oncol. (J: (T, (T 10

O O Kim, R., Osaki, A., Toge, T.: Feasibility and therapeutic efficacy of weeklyO-h low-dose paclitaxel infusion for relapsed
breast cancer. Oncol. Rep. (: (T4, 0I111] 10

O O Kim, R., Toge, T.: Clinical relevance of meta-analysis of survival benefit when deciding treatment of adjuvant chemother-
apy in gastric cancer. Anticancer Res. [11: (TT T4 111, [T1111 100

O O Kim, R., Tanabe, K., Uchida, Y., Emi, M., Toge, T.: Effect of Bcli] antisense oligonucleotide on drug-sensitivity in as-
sociation with apoptosis in undifferentiated thyroid carcinoma. Int. J. Mol. Med. (13 (TT4T13, [TT113 10

M0 Kim, R., Osaki, A., Kaneko, M., Inai, K., Toge, T.: Factors that influence the incidence of microscopic carcinoma in fro-
zen section and preserved specimens from patients with carcinoma after breast-conserving surgery. Oncol. Rep.[TJ:[(1T1-
[T, T,

M0 Kim, R., Tanabe, K., Emi, M., Uchida, Y., Toge, T.: Death receptor-dependent and -independent pathways in anticancer
drug-induced apoptosis of breast cancer cells. Oncol. Rep. [17: (TTT4TT1, [TTT1.

M0 Kim, R., Emi, M., Tanabe, K., Uchida, Y., Toge, T.: Chemosensitivity testing for gastrointestinal cancer: survival benefit
potential and limitations. Anti-Cancer Drugs (: (T, (TT11] 100

10 Yamaguchi, Y., Miyahara, E., Ohshita, A., Kawabuchi, Y., Ohta, K., Shimizu, K., Minami, K., Hihara, J., Sawamura, A.,
Toge, T.: Locoregional Immunotherapy of Malignant Effusion from Colorectal Cancer using the Streptococcal
Preparation OKEIT] plus Interleukin{l.Induction of Autologous Tumour-Reactive CO+ TH1 Killer Lymphocytes. Br. J.
Cancer, [, (TTTHTTT, (TTTTT 100

00 Yoshida, K., Tanabe, K., Fujii, D., Oue, N"., Yasui, W1., Toge, T.O"Department of Moleular pathology, Hiroshima
University(d Induction mechanism of apoptosis by troglitazone through peroxisome proliferator-activated receptor-y in
gastric carcinoma cells. Anticancer Research [(TJ: (T, (T111.0 10

110 Yoshida, K., Tanabe, K., Ueno, H., Ohta, K., Hihara, J., Toge, T., Nishiyama, M. Future prospects of personalized chemo-
therapy in gastric cancer patients: results of a prospective randomized pilot study. Gastric Cancer 00 suppl OO : (141,
.

00O Ito, R., Oue, NO., Zhu, X"., Yoahida, K., Nakayama, H'., Yokozaki, H’., Yasui, W'.0 "“Department of Moleular pathol-
ogy, Hiroshima University[] Expression of intergrin-linked kinase is closely correlated with invasion and metastasis of

gastric carcinoma. Virchows Arch, T, (T4, [TT17.

00O Zhang, ., Ito, R"., Oue, N"., Zhu, X"., Kitadai, Y°., Yoshida, K., Nakayama, H"., Yasui, W".[J "Department of Moleular



gmg

pathology, Hiroshima Universityd Expression of thrombospondint] is correlated with microvessel density in gastric
carcinoma. Virchows Arch 10 [TT4TT, [TTT1.

00O Ito, R"., Nakayama, H'., Yoshida, K., Kuraoka, K"., Motoshita, J'., Oda, N"., Oue, N"., Yasui, W".(I "Department of Moleu-
lar pathology, Hiroshima University[l Expression of osteoprogerin correlates with agressiveness and poor prognosis of
gastric carcinoma. Virchows ArchT17: (TT14111, [TTT].

00O Oue, N°., Oshimo, Y., Nakayama, H”., Ito, R., Yoshida, K., Matsusaki, K., Yasui, W'.[1 "Department of Moleular pathol-
ogy, Hiroshima Universitydd DNA methylation of multiple genjes in gastric carcinoma: association with histological
type and CpG island methylator phenotype. Cancer Sci.[11: (TT14111, [TTT1.

00 Oshimo, Y., Nakayama, H'., Ito, R"., Kitadai, Y"., Yoshida, K., Chayama, K’., Yasui, W".[1 "Department of Moleular pa-
thology, Hiroshima University, “Department of Internal Medicine, Hiroshima Universityl] Promoter methylation of

cyclin OJ gene in gastric carcinoma. International Journal of Oncology [TJ: (T4 TTT1, (0T 01.0 10

(D0 Kuniyasu, H’., Ohmori, H., Sasaki, T°., Sasahira, T"., Yoshida, K., Kitadai, Y., Fidler, 1J.00 "Department of Pathology,
Nara Medical University, "Department of Internal Medicine, Hiroshima University, "MD Anderson Cancer Center O
Production of Interleukin [T1 by human colon cancer cells is associated with induction of mucosal hyperplasia,
angiogenesis and metastasis. Clinical Cancer ReserachO: (TTTHTT,(T111.00 100

110 Hihara, J., Hirai, T., Inoue, H., Ueno, H., Yoshida, K., Toge, T.: Mechanism of surgical oncotaxis and its regulation. In-
ternational Congress Series[(TT11: [TTI4TT1,[(TTT].

[0 Goodison, S. ™, Kawai, K. ™, Hihara, J,, Jiang, P.™, Yang, M. ", Urquidi, V. ", Hoffman, R.M. °°, Tarin, D. "0 " Can-
cer Center, Univ. of California at San Diego, ""AntiCancer Inc., USADO : Prolonged dormancy and site-specific growth
potential of cancer cells spontaneously disseminated from nonmetastatic breast tumors as revealed by labeling with green
fluorescent protein. Clinical Cancer ResearchO{TTT14T1, (TTT].

IO Ueno, H., Yoshida, K., Hirai, T., Kono, F., Kambe, M., Toge, T. Quantitative detection of carcinoembryonic antigen
messenger RNA in the peritoneal cavity of gastric cancer patients by real time quantitative reverse transcription
polymerase chain reaction. Anticancer Reserach (11: (TT 141111, [TTT1.

10 Hamai, Y., Oue, N., Mitani, Y., Nakayama, H., Ito, R., Matsusaki, K., Yoshida, K., Toge, T. and Yasui,W.: DNA hyper-
methylation and histone hypoacetylation of the HLTF gene is associated with reduced expression in gastric carcinoma.
Cancer Science, (IO 0O T4, OTTT.

DO Hamai, Y., Oue, N., Mitani, Y°., Nakayama, H"., Ito, R"., Matsusaki, K"., Yoshida, K., Toge, T., Yasui, W0 "Depart-
ment of Moleular pathology, Hiroshima Universityl DNA hypermethylation and histone hypoacetylation of the HLF
gene are associated with reduced expression in gastric carcinoma. Cancer Science [J: T TTTIOOTI0

mooooo:00b0b0b0oobobooooobobnmmOTOErngHaIon

MOO00D0O 00000 0d— Sentinel node navigationsurgery 0000 00— . 00000000 0OONMOIOO-
rooOro



omg

moooogo:0o0bobob .0000b00bmomoobardo

mooooooboobooooooogoooobobooboobobooooboboboboobooboobooboboboo
gboboooooboobobobobooobooobooboboboambmhooayoarnoo

moooboobobooboooooboobobobooboobooLesbobooooooobOoboboobooonDo
Uooboiomoanaooarsg

mgooobooooooobooboobooboboooboobboooobbooobboooobOobboo
[: CO410, COTr.

moooobooobobooboob0booboobobogbbooL bbb ooDbUoobboLDboUubbOoo
0000 O Surgery Frontier (: (4110, [TT1.

Moooo0 ,0000 00000000000 EBM, 00000 Ordedition, 0000000 OO0+, O0T11.

mgoooobobooooooobooboobobobooboooooboobobobooboobooboobobobo
000 DM ooarng

tmgoobooboboobooboobooboboboboooboobob CEAODDODODbOO0bOoboboooooboooDo
MoOoooaImg

MOoO0000000000000000000O0OSurgery Frontier, (1, 00411, [TTT1.

MO0O0O0ODOO0ODODOO0O0O00000000000O0bO0O0O0OO0DODODODDO PPARD peroxisome proliferator activated
receptorDy OOOCODO .0000Q00OQCO QO OMOoOODOOommg

moooboobobob :ob0obobobobomoooanoarag

moooooboboooooooobobobobo bF0boboooobobbodDaDoOTroa

oO00o0000odo0ooOoOO0o0O0000DO0DOO000000oD0OODOoO0bO0oOoODOOOobOOOOg secondd
line0 O OO Weekly Docetaxel D 0 0 DO 0O0O0O 0O OO OMIOOTO4TTO, 01T,

mooooobobooooooooobobooobooboooooboboboboobooboobDobOobobo
gboboooooooooooooobobobmomnoaroo

moooooboobooooooobooboboocToobobooobooooooobOoboboobobobo
00 omoOoorngaroon

mpgooboobobooooboboboooboboooboboooboboobboobobooboooooboa,
41T, .

o0O00DO0000O000DOOO00b0OOO0nDoo Surgery FrontierD M, 41T, 1.



gmg

MO00ODOODOO0O00O0D0O0D0OODOOO Sentinel node navigationsurgery 0 00000000 tracer 0O OODOODO
O fluorescent microsphereC O 0 00 0 0O O O O OO0, OO, [T,

mgoooobobooobooooboobooboboboboooooboobobobooboboooboobobobo
oooooooooooobomaoangaorio

ooooobooboooboooooooDboQoLb bbb OoUbOOoU LESOODOODOOOODOODOO
MoOooanooroo

ooooboboooooogooboooooboooooobooooboooooboooboooooObOooDbbObOOLoOOoO
obooboooooboobmbooadoarng

mpgoooobobobooooooooooboboobooboboooobDobUoboboob0oboobDOobobOob O
0oobobomoooangaIoo

mogooooobobobooooooooooboooboobooooobDob0boboobooobDOobOobOobo
gboboooooooboboboboooboobbnaooarog

moooooboboooooooooboooboooboobooboboooobooboboboobooboobDobOobobo
gboboO0RNAODOOOOOOOOODODOODODOOODOOODMMOrmITooaTImo

MoOo0o0oO0o0oO0o0o0o0O0oOo00o0bo00ooO0000b00oO000oO000000O0000b000n0O0On0nnOTRIDAK
O Tumor RNA-Introduced Dendritic Cell-Activated KillerD O OO 00 .0 0000 0O 0M0OOI D1 0000I00

mgoooobobooobooooobooboobobooboobooooobooboboboobobooboobobobo
ooooooooboooooogoobmbmIoasoaTng

mgooooboboooboooobooboobobobooboooooobooboboboobooboobobobobo
000 DMoOorarooaTrng

mpgooooobooooobobooboooooooobobbbobooooobobooooooomoa-
rmoorio

Mo0o000D00000 0000000000 L' 000000000000 00000mMOooO0ooDoUoOOO
gboboooooboobobobooboooboooboobou b oo noaroo

mpgooboooooooooooobogoooboobDoobo oo oooDboboboobOoo
gboboobooobboboobooboomoaoanoaroo

M0o0000000000000000000000000000o0o0000o0 ooo000 o' o000mon
gbobooooobooboboboboooboooboboboboOoooanoaIoo

Mooo0o0o0o000o00000000o0o0UUoo0o00OO000000OO000O00o0oOO000™OoOoOo0 o’
gbmooobooboboobooooobbbooobooboiomboodrnoarog



omg

B.OOOO
0 O Kim, R., Emi, M., Tanabe, K., Uchida, Y., Osaki, A., Toge, T.: Therapeutic efficacy of antisense HER+{] and Bcl{l in
combination with anticancer drugs in breast cancer -A comparative preclinical study on antitumor effect between
Herceptin, antisense HERH] and Bcl-.[TIth. Annual Meeting of Am. Soc. of Clin. Oncol. Chicago, (TTT1.

0 O Kim, R., Tanabe, K., Emi, M., Uchida, Y., Inoue, H., Toge, T.: Antisense therapy targeting antiapoptotic protein for en-
hancement of drug-sensitivity in solid tumors. (TJth. Annual Meeting of Am. Assoc. for Cancer Research, Washington,
1.

0 O Kim, R., Emi, M., Tanabe, K., Toge, T.: Antisense therapy targeting antiapoptotic protein, Bcl£] for enhancement of che-
motherapeutic effect in solid tumors.Oth. Annual Meeting of Jpn. Soc. of Gene Therapy, Tokyo, (TTT].

O O Yoshida, K", Hirabayashi, N”, Takiyama, W, Ninomiya, M”, Takakura, N.”, Sakamoto, J”, Nishiyama, M”, Toge, T,
Results Of A Combination Phase | Study Of Sf1 And Docetaxel With Advanced Or Recurrent Gastric Cancer (th
International Gastric Cancer Congress, May, Rome, [TTT].

0 O "Dep of Surg Oncol and "Dep of Translational Cancer Res, Res Inst for Rad Biol and Med, Graduate School of Med Sci,
Hiroshima Univ. “Dep of Surg, Hiroshima City Asa Hosp, “Dep of Surg, Hiroshima City Hosp, "Dep of Epidemiol and
Clin Res Inform Managemetn, Kyoto Univ, Grad School of Med, Faculty of Medicine

0 O Yoshida, K", Hirabayashi, N, Takiyama, W.”, Ninomiya, M, Takakura, N, Sakamoto, J, Nishiyama, M., Toge, T",
Results Of A Combination Phase | Study Of S£1 And Docetaxel With Advanced Or Recurrent Gastric Cancer American
Society of Clinical Oncology, May, Chicago, [TTT1.

O O"Dep of Surg Oncol and "Dep of Translational Cancer Res, Res Inst for Rad Biol and Med, Graduate School of Med Sci,
Hiroshima Univ. "Dep of Surg, Hiroshima City Asa Hosp, "Dep of Surg, Hiroshima City Hosp, "Dep of Epidemiol and
Clin Res Inform Managemetn, Kyoto Univ, Grad School of Med, Faculty of Medicine

0 O Goodison, S.”, Kawai, K.", Hihara, J., Jiang P.”, Yang M. ™, Urquidi, V.", Hoffman, R. M.", Tarin, D'TJ “Cancer
Center, Univ. of California at San Diego, "AntiCancer Inc., USAL Isogenic cell lines cloned from HT human colon

carcinoma provide new metastatic gene hunting tools.[TJth Annual Meeting of AACR, Tronto, Canada, (TT11.

O O Tanabe, K., Yoshida, K., Toge, T.: The effect of OPRT induction for enhancement of drug-sensitivity to(0-FU in gastric
cancer cells.Jth Annual Meeting of Int. Gastric Cancer Association, Rome, [TTT]1.

O O Ukon, K., Tanimoto, K., Noguchi, T., Hiyama, K., Toge, T., Fukushima, M., Nishhiyama, M.: Mechanisms of transcrip-
tional regulation of dihydropyrimidine dehydrogenase gene. (Jth Annual Meeting of the American Association for
Cancer Research, Washington D.C.,TTT1.

go0oboo0o0ooooOoOoooO00oDbDO0o0oOoOo0ooOoOOoOooCobDOoOoOO00ODOOoODOOOO BelZoOoO
gbobooboooooboboboooooooboobobOodo

Moo00o0O0oO00ooO0000O000o0O000OOo00bO000oO00DObO0O0ODOO HERG, BelODODOODODOO
gbobooooobooboboboobobobobooobooOomyg

Moooboooooooboo0ooboo0oobo00oobOoO00ooOooooO0oOoobO0oOoDOoOO0O0DO Beld, HERAO
gbobooboooobDmooboboooobooooobooboamo



gmg

0o oooooobooboobobobobobobooboobboobobo0d0d00doooooa
0000 internal mammarynode 0 000000 0MOOO0O0O0OO0OOOOOOOOIOO

Moo0o00O0oO00ooO0o0o0oO00o0Oo00ooO00bO00DOO00DOO00ODOO0O0 HERG, BelODODOODODOO
gboobooooboobobobmooooooooboboomo

Moooo0o0o00o0o0oo0oo0oo00o0o0oooooooooooooooOoOOOOO0OO BlODOODOOOOOOO
gboboboooomooobuoboboboooooomg

oooboooooogooooooooooobobooooboooooboooboooobObooobOoooom
obooboooobooboboboaormg

mogooooooogooobooooooboboboobobobobooobUoD00DbU cfnboboo o
obobooomooboboboboooo

Moo00obOoO0o00ooOod0ooO00oOo0o00ooo00oDOo00ooOoOO0ooooOoOoDoOBelDOODOO
gbobobooooobobobobobomoooobooboobobobOodo

moooooobooboooooooooooboboobooboboooobobOobobooboomooobobobooo
0o oaormo

oooboo0ooOoo0Oooo0o0ooooOooOoobooOoooDoOOoUoO BelpoOOOoOoODOOODOO
gbobomoooboobobobooooroo

oooboO0o0oooOo00oooOoooooooOooboooooDooooO BelpDOOOOODOOOODOO
ooobooomooooooooobbooooooooobooobooooDbboooooooDoOmo

oooboOooooo0ooo0oooooooDoooobOo0o0OoooooooooOoOoOD BelOODOO
gboboooooooboobobobmobooooooooboboamo

mgoooobobooooooobooboobobobobooooobobobobooboboobobobobo
g

oooboboooooooooobooooobooooooooboOoooooOoooooDbooobooooDbObOUOoDOo
oboob0ob0 HEROOODODODODOOmMooOOoooooobobOOobooOomo

0000000000 00000000D000000O Neoadjuvant chemotherapyO NACO OO OO OO OOMIOO
oboboobooooooooamoo

mooooo ,0ooocobooboobobobbooooobooboobOobOo ePTiODODOD CPTED FORUM
IN HIROSHIMA, O 00 OO0

moooooboboooMmb.00oogoooboobooboooooobooboboboobooooboobobobo
gboboooooooboboboboobooobooobooboboboboooooobOoma



omg

mgooooboboooooooboobooboboobooboooooboobobobooboooooboobobobo
0000000000000 OoooooOodup-te-date0 0000000 OOOOODODODODOOOOODOO
oboomoboormo

mogooooobobobooooooooooboboobooboboooobLDobUboboob0oboDobDOobDobOob O
gboboobooooobobmboooooooobobobobOoboobooo

moooooobobooooooogooobooboobooboboooobDob0obobobob0boboobDoboboboo
gbobooooooboobobobooooboooobooboboobooobomooobobobooboog
0oo0mogoarmg

mgooooboboooooobooboobobobooboooooboobobobooboobooboobobobo
bobobomooobooboobobobooooooooooobom oooomg

oooooooboooooooboobobooboooobooobooooboooobObooooOooobOoooDoOoeDI+d
00000000 HLAclss I+ 000000000000 O0DOOOO0OOOIMDO

mooooo0oooo™Mmooo0o™mWo0o0o"™ o000 Uoo0™MmOo0oo™Mmo0oooo™MmOooo
00000 0000000000 oOoo™ 0000000000000 oooOOo0™WoOooooooog
O0000000mMO0O0U0O000ooO 7SO0 Doecetaxel 00O OO IODO00O00O0O0OMOOOOOO
oooboooomd

Mo0000000000000000000000000000000 0000000000000 0o0oO0OO
gboboooo@oooooooooboboboobooomoobobobooooooobooobOTmo

mooobobooooooooooboooooboooooobooooboOooooooooobDbooobooooDbOOoOoDOo
0Mmomooboobooooooooobommoo

MU0o00000000000000000000o00o0oooo0 o000’ 0000 oooooomaa
gbobooboooooboobobobobmoobooooboooboobobooOomo

MU0o000000000000000000oo00Uoooooo™oDoooA 000000000 moon
gboboobooooobobobobmoobooooobooboboboano

Mo000000000U00oo0o00O0000Uoo0o0o0DoUoooo™oo0oo0ooDooo™mouooooon
gbooooooboboboobobomoobooboboobobooboobobooobooboooboobooog
oooboooooooobDooOomo
tmgooobooboboboooooboobobobobobooooboooboobobobooborIoo

moooboobobobooooboobooboobobobobooooooobOobobobbooIoo

ooooO0o0OoO00oo00oO00DOOo0DO00bOO0DOO00bODO000O0O0DO0O0O0ODOODOndlineD O
OO0 Paclitaxel DO OO0 MOOO0O0OO0O0O0DOOOOOIMOO



oo

MO0000000000000000000000000000000000000000B 000000000
oobooooooboooomogoobooobooobooooobooobbooboobOoobobooOooo
0 0O [rrog

moooboobobobooboobogoobob0obobobboUboUoOo oMo

mgooboobobobooobooobooboobobobobbobobobobobooooooboobOoboaDo

mooooboobobobooboobooooboboboobooooooaIoo

moooooboboboooooobooooboooboobooooobobobobooboboobDobobobo
bobooooboooooooboobobOorda

moooboobobobooooooobobodmTe-0000000DO00DOO0OO0OOOOODOODOODOOOO
gboboobooboobobobobmoooooobooboboano

Mo0o000* 00000000 o000®™0000®™0o000®™o0oo®™oo0on®™oooo®™
0000 Br "00000000000000000O000"000000000000" 0000000000
000000000000 0®™o00000o0o0™mOo000000o0o000oo0oo0ooooooog
00 weekly Paclitaxel+tUFT O O 000 DO O00 D OO00OOO0O0OOOOODOOODOOmO

MOO00D0O0O0000O0O0000C000D0O0C0DO0000D00OO000DD docetaxel biweekly O OO DO OO0 DO
gbobooboooooboobooOodd

MO00000 00000 "0000"0000"oO000®™oO000Be"0000000ooonooooo
00000 "0000000000000000000M0OU000000000000DoOUomMoOoouoOo
oboobooooooOordd

000000000000 0D0000000000000000000D0000 Ground-Glass attenuationd GGAO
gooobomboboooboooooboobobOormo

mogoooobobobooooooooobobooboobooooobDoboboboob0oboobLDoDOoDmboo
gboboooooooobgoobo

mooooobobooooooobooooobooboobooboooobooboboboobooboobDobOobobo
gboboooooboobobob crLoboooTOoOoOooOoOooOobOOobOobOOObOooobooboboOooboo

goo

mgooooboboobobobooooboooooboooooooboobobobooboboobobobobo
ooooboobooobooooooOono

MooooooooooooO0O0O0OOnatural history OO OO OOOOOOOOOOOOOOOOOOOOOOOOO
oo

mogooooooooooobobobobobobobDooobooo0obObOODLO0ObOOb0ODbU0ODbUO HERO O



oo

gciLoobombobooboobooboboboono

mooooobobobooooooooooboboobooboooooboboboboobooboobDobOobobo
gbobobooumboboooooboobooboboboooooooobomaJseToOOooOoOO

MOO00D0O0OO0O00O0O000OO00O0O0OCBDCA+weekly TAXOLODOOODODOOODOOODOOODOOOOOO
gboboooooooogooan

mpgoooboobobobooooooboboboboooooobooboboboboboobooooobooobOon sur-
gical Oncotaxis 1 0 0 0 000 0O0ONOD 00000000000 OOTINDO

mgooobooboboooboooobooobooboboobobooooobooboboboobooboooboobobobo
gboobomooooobooboboboooaormg

mgooooboboooooobooboboboboobooooobobobobooboboobobobobo
obobobooooobobobmbobooooooobooboboboOmo

moooooooooooooobooooooooobobobooooooboDbDobOOobOboDLDOobOOobOobDDo
lowdose CODPOFU O 0 OO OODOOOMODOCOODOOOODOODOOOOIMO

mpgooooboboboooooooooobobooboobobooboobDobUboboob0oboobDUobDobOob O
gbobomoooobobobobooboooo

mogooooobobobooooooooooboboobooboboooobDoboboboobOoboobDOobOobOobo
gbobooboooooboboboboooboooboobobobobobooooooaoo

moooooboboooooooooooboboobooboobooooboboboboobooboobDobOobobo
gbobooooobooboboboooobooboboboboboboobooooaoo

moooooboboooooooboobooboboobooboooooobooboboboobooboobDobobobo
OO00OO0OCOOOOOOOOOOOOOOOOO SIRSIALVARDS D O OO OO0 0OOoOImo

mooboobobooboboobooooobooboboooooobobobOobOocpPTO+CODPOOOODOOO
gooboooooooooooooboboobmuooboooooooboooboOoo

ooobOo0o0ooOo0oooo0oooOoooobOoooOOo0oO0oOO000DOO0O00bOOO00ODDOOodTrastuzumab
U000 LAKO HeOOOOOoOOoOoOoooobOobobOoboobobobobooooooommya

oooooooooOoOoOoOo0O0O0OC0COCOCOCOOO0OCOOC0O0000O00000O000OOOOUOdOTrastuzumab
U000 LAKO HeOOOOOOOoOOOOOOODODODOMuobooooooboboboOmo

ooobooooooooooboooooooooooooboOoooooOooooobOboobobooooODbObOOoOoDOo
obooboobomoooboobobobobobboodmoo

mogoooobobobooooooooooboboobooboboooobDobUboboob0obLDobDobobOob O



oo

gboobomoooooboboboboooOormg

Mooo00oooo0o0oo0ooooo0o0ooooUo* 0000 0000000 oO0o0ooDoooooon
gboboooboooooboboboboboooboooboobobobobooboooooboooOoma

moooooboboooooooboooboboboobooboooooobooboboboobooboobDobOobobo
gboobomobooooooooboboano

mooooooboobooboboboboboboeoLbOubobOobOob OoLeshboooooooomoooo
oooooooooormoo

MoO0O0000D0o0oDO0o00b0O0OvonOReclinghausen0 00000000 OCOOOODOOODOOODOODO
gboboboobomoobuobobobobooooaomg

Mooo0000000000000000000Oo0O0O0O0O0O0O0O0O0O0O0O0O0000 low-doseDFPOOOOOO
gbobooooboouboboooooooooboooOmo

Mooo0o0o0o0o000o0ooooooooooO0o0OC000OoOO0OO0O000OooOOO low-deseFPOCOOOOO
gbobobooobomubobooooooooboboono

00000000000 0000OOColonDpreparation0 0000000000000 O0DOOODO0ODOOOOODOOO
oo

mogoooobobobooooooooooboboobooooooobDoboboboob0oomoDobobobo
0 0O rog

ooooobbobobbooooooob0o0boboobooobUobDobbOO0bOobbobOb0OOn0OO RNA
gboboooooboobobo ctLooobooooboobmboboooobobobobOodo

MO000000oo0O0Ob00000000ob00000000000D00000000d0Gastrointestinald stromal tumor
0000 matinb0D 000000000000 DOO0O0O0O0O0ODOOOOOOO

mooobooboboboooboobooboboboboboooobobobOoboobOoboOobOobOooOd RNA
oooboooooobooooobooomoooooooooooonoomoo

mgooobooboboooooobooboobobooboobooooobooboboboobooboobobobobo
oboobo0RNAODOODOOOOOOOOOODOMOUDODODOOOOOODOOIMg

MO0D000000000000000000000000000000D0 D0 0040 GastrointestinalJ stromald tumor
0000 matinibO OO0 O0ODOOOMOOOOO0OO0OO0OO0O0O0O0OOOOOOA

ooobooooooboboooobobooooooooboooobobooooboooeoPRTHOOODOODODOODOOODOO
gbobooooboobobmboooooooooboboono

0000000000000 00000000D0000D00O000000O000DO0O00 antisense HERDO O O



oo

gboboboooboobobOoboobobobobonbooaoo

MOO00D0O0O000O0O00DOO00DODO00DOO00DDO antisense HEROOODOOODOOODODOOOOOODOO
gbobooobomboobobobooooroo

mooobooboboboobooboooobooboooooobobo TsoObobobooooooooobooom
gboboboooooboooOod

MoO00DOO0000DOO0O000DODO000O0DOO0000ODOODObODOOO0DOO Antisense ODN, Herceptin
000 HEREO modulation 0 00 0000000000000 OMOOOONOOOOOOOOTMA

tmgoooboobobooooooboobooboboboobooooobobobobooboboobomooboobo
ooooooooooroo

mgooooboboooooobooboboboboobooooobobobobooboboobobobobo
gbooctLoocooooooboobomoobooooobobobobooOoo

mooobobooooooooooboooooboooooooooboOoooooOooooDbbooobOooDobooDoOo
obooboooorno

mpgooooboboboooooooooobobooboobobooboobDobUboboob0oboobDUobDobOob O
gbooctLoooooooboobmboboobobooboonboaIoo

moooooboboboobooboooobooobobooboboooooLDobobOobobobooboooooDOooDOm
gbobobooooooooamoo

MOO000O0O000000D0O0C00D0ODO0000C00D0OCO00DDO00D0DO0O0D0O Docetaxel/TSEOOODOOO
gboobobobooooooobobOoda

MoOO00D0O0O000O0000O0000000000D00O0000C00DO0O0D Weekly Paclitaxel DO OODOO
gbobooomooobobobobooboooo

mgogoooboboooboooobooobooboobooboobooooobooboboboobobooobooboboobooon
omoooooboooobooOooo

mogooobooobooogooobooooooboobooboobooboobooooooboboooooobocrROo0oOoOoOO
gbobobooooooboobuobobooooooooooDobLob oo

ooo00o0o0000oU0oooooUooooUooooUOOooOooOOoO0OOOoUog lymphoepithelioma-
like carcinoma 0 0 0 0 0MOI 0000000000000 OODO

oooboboooooogoooboooooboooooooooboOoooboosuooboooooDooOOooooOoooUo
obooboooogoOordd

noooogoooooboboboboooooooooooobDobobDobobob oDy bbb O



oo

gbobmooobooboboboOorng

noogoboooooboobobobobooooooooooobobobob0obobbboy bobobobooo
gboboooooboobobOobooobobobobooboooOooyg

(moooobobobobobooooboobooboooooboobobooboboob oL b0y ObOoOoOO
gbobobomboobooboobobobobooooorng

(noogogooobooboboboboooboobooboooobobobobobobbbby boboboboooOo
oooboooooooooDpmoooboooooooooMoooooooDo

nooooboobooooboobobgbOcDNAODODODODOODOODOODOOOODbOODbOODbOObOODbODbDOObOOO
gboboooboooooboobobobooboooobDopDOocoboobDobob oL ooOmo

(noooobooboboboooboobooboobobobobooooboobobobobobobooboooboobOoboobo
gbobooooooobooboobbbobobobooboooooobobuboboobooooDbOoo
oo

dDO00000000000000000000000000000000000Db00000O000000TRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O OO0 0000000 0000000000 0OOOII20

0000000000000 00oo0oOo0oboo0bo0o0oO0o00oo0obOOooOb0oob0o0oo0obOnnTRIDAK
O Tumor RNA-Introduced Dendritic Cell-Activated KillerO O O 0 0 0000000000 0O0O0O0OOOOOO
[EEEE[E

dD0000000000000000000000000000000000000000000 0 00TRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O OO0 00 00O 0000000 OODO DO OO0

dNO0o0000O000000000L000L000L0 00000 L0 000000 0oO0DLOO00bLO0O0DObOOODnTRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O OO0 00 00O O0O0O0O0O0DOOODOOOOOOOOO

0000000000000 0000000O0O0o0o0o0000b00000000o0o0oO0O0oo0o0000nn0TRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O D O D 00000000000 OODOOOODOO

oo

dD0000000000000000000000000000000000000000000 0 00TRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O OO 0000000 OO0OOODOOOOOOOOO

dD0000000000000000000000000000000000000000000 000TRIDAK
0 Tumor RNA-Introduced Dendritic Cell-Activated KillerO O OO 00 00O 0000000 OODODOOOIOO

oooooooooboooobooooobooooobo0oboOboUooOoUoDObO00bObO0U0DOoObDU0On RNA
gboboooooobooobo cTtLooboobomoooooboboboboooaoImg

00000000000 000O00000D0O0O00000DO00DODO0000000O0DO0O000OTRIDAK



oo

00 Tumor RNA-Introduced Dendritic Cell-Activated KillerOO OO0 00000000000 ODOOODOOOOOO
00 mImo

oooooooooo0oobooOooooOoooOoDboO0ooDoOoOoOOoOBelODOOOODOOODOODOOODDOO
oboboonooooooobooboooo

o0 o000000000o00o0OC0C000000000ooOC0O0OC0O0OC000O0O00OoOoOOd Antisense Beloo OO
BelxLOOOODODOOOOOOOODOOMDOOOODOOOODOOmO

nooooooo0ooO0COC000O000000000000000O0O0O00000000 AntisenseBeldD 00O
BelxLOOOODOOODOOOOODMOOODOOODOOOOOImd

0000000000 0000000000000000D000 AntisenseBcl D OO0O0ODO0OO0DOOOOOOOO
ooboboooooobooboobodd

Ooo0o0oooo00ooOoo00bO0bOoO0000ooOoOO0o0ooboOOD0D0oDoOU0U0ODOO0 EGFOOOODDO
0 O O SNPO single nucleotide polymorphismO OO0 O0O0MOOO0OOO0OODOOOOOOIOO

noogogobobobooooboooooboobooboobooooboboboboboboooobDoDbOobobD
b HLTFOOOOOOOoboboooboooooboooboobooooooomooboboboobooo

ool oooooooobooooOoobOobOobOobOobObOoOoobOo00o000oooooa
dO0O Sentinel Node Navigation Surgery 0 0 0 0O O O OO100

(noogobooboboboooooboooboooboobobooboooooboboboboobooboooobOobooo
omoooooooooobbooooanmg

(noooooobooooboobobobobobobobooboooobooboooobboboooboobooooobooon
oobooooooboboboboaomg

(nooobooboboboooboobooobooboboboboooobooboobobobobooobooobooboom
obobobooooooooobotdd

dD0000000000o00ooO0O0000oooooO0o0ooADM, TXTOOOOOOOOOOOO weekly TXL
gboboboomoobooboboboboboomg

0000000000000 00000000D00000O0Weekly TXTOOODODOODOOODOOOODDOO
oobobobooooobooaoo

nooobooobobobooooboooooboobooboobooooobDobobobobobooboooDobDobobo
gbobO0Oy OoooOoboboboooobooooboobobobooboboomoobobobooboog
0 oo

dNO0O0O00O0ODO0O0O00000O0DO000000ODOODOOOPRTO Orotate phosphoribosyltransferasell 0 O 0O O O O
0o0oooooooooorND D000 00D0O00o00o00omMb oo o0ooDbo0ooDoooDbOoooDoOno



oo

oo



