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LM TR, BHESEMANRE LT, L L TEZOBROMEICET 5 EBIFELIT,
ZOBRICA I TCOENEhSRTEL. REtZ, &5 RETFZH - BEFHE~NTT
TOWY A ZED TS,

ANBRBIZOWTIE, 19954 3 B, AAGREMIHHFPRFEEICABER L LT L7,
X, AHBZPRTESHFENB R L, KEHKE 3 EMOBREREZ R L, LMKEE 2
HRAIREL/, 19954 4 A, KO BArELKRSEREABER L V#EHE LT, &F, BT
ERPERE LT, BA BEPRFREL LTAMREE2ARIDAR/L, 19954 5 ik
RIBFEHHPIMKESE 2B L VFBEL LTAB L. 1956 TH, #E #BIKEY 77—
YV VERERICEE L2, 19954 9 B, MARLIKRELY PV a— MNERETOZFE & #&
Z, BIPELTHEELL. 2B, 1995F11A REE;EHBPRFENHEL 2.

A. EREEZICEIT 3 EBHME
a. EEESMEBICS I IEFERAFEEETORRE TOBH (L B, F &,
B R, ELER, BiEkt, & E#H, RE H)

A, MRS TH (CTL) CREBESNIEENER, TobbEBERAREI I EEZTFL
NVTREENTETWS, TNHRBETRAT /) - TREENZDDOTHEH, bHHEDOH
FiZ x5/ —<UNOEE CORBAIRESA TS, 22T, AL IHCEE, HICHE,
BEWE, KBBICBITAINS5D mRNA LAV TORERY RT-PCREICLVKRELE. 20
KR, MAGE-18 X ' MAGE-3Tix, B TH40%, BEHRETH60%, KBEHETIIH20% 125
BH%#E®, BAGE, GAGEIZ2WTORE TIX, BB TE423%, 16%IHBR2AD, A5/ —
REGUCKEOBEUERICHL T, PR VBVRAETH-Z. TOL) HRE, hb
HLEEICB VT, Tk REFEEEIEICL 2 BEENREREOTEEZLOL TV S
dbOEEZ LN,

C0L) EHFEEIEOERICL 2EHOBHVRE SN TS, BixXF VLA, 5-aza-
2’-deoxycytidine (DAC) 12X 5 25 /7 —<RILMIRIC BT 5 MAGE- 1O BB FEIHRE I N
TWADS, HEHELFEEEMLICOWTREFE L MET L 225, MAGE-3, BAGE, GAGE
WZBWTH, ZORHAOFEI RO LN,



b. EEERAEICHT3EENMBEESYE TME (CTL) OFE (BLER, BEikd,
#E B, F 2 F IEH, BF B
HAEEBEERTEICOWT, B4 OHERTF FHFFAEENTE TS0, EFHEERE %
HEL-ECEEMAED 2 VIEIREXRTF FEZHAVT, BENYCTLOFEZRAA TV S,
MAGE-3122W T, HLA-A2D BHBETZOEEI MAGE 32 EH L CWwaEELY, B
BEEM MR ERT L. oM bEBY AL THCRKMIMEZLER (PBMC) L ORARKE
(MLTC) %47\, CTLOFHFE*RA. ZOKE, MAGE3RRW CTLOFELE O, £
7=, HLA-A20 9% B3 o PBMC, MM, BHREY »/3%kic>owT, MAGE-3 - A2R7F F
YHAWCHRENYCTLOFEORAZRFN T TH S, BE, TOIIHREERLLT, E
BEMNEEZ AV BERENREREOTREICOVTREZ T TOTN A,

c. B/ 70— FIHtkEkEEBEESEYE (ADCC) ([CBT 3 ERMNKRE (BiEikd,
=2k & F  # BF B

AMILFEEEERFEICNT €/ 70— FVHE, BIZIT1AKZDOWT, €0 ADCCIZDoWw
TOREZIT>TE, HE, KBEBZEONZCITIAZHBREL L TRESTH I LK
D, BFREESEORZESHmE SN, 22T, TOADCCIZOWTTHRE—=YADH
BEicHT o2 RE 2R A, E P HERE L7227 —-L L,  MAEEKRILERRESY -y b E
L, 17-1A 2 BT ADCC # & L725%, T DK DNA fragmentation assay $ & UF TUNEL
assay CT R P =V ANEELTWBIEFHLNE R o, SHIZEDORFOBMT AL
A, TOBEOT K=Y AIC, INF-o 2°B5 LT 5 eI RO bz,

d. ¥4 tH4 > mRNARBROTENEN (BXEL, #L 8, & E#, RF R)
ZEBRMIZL > THEEINLY A PHA VIZ20WT, mRNA LRV TORRE* EEHICH
FETHEOIL, NI Y PO —VORELP TCIVFIRY YT LT IAR—2RVTE
RT-PCR #4179 HEOEBHEBRFLTE . ZOFEZHVT, KEMEKLRKE IL2THE
L72B® TNF-a, ILl-a, IL1-3 mRNA ORBEOEENBIT 2 RAALH, FL0OH A A
VICOWTHEBI Y — RN, BIC, L22H5 LA-BFCBIT5INLREEHD
% bRA TV,

e. EENSTFCD0HS LU CDSRIBICAAT 2 ERMWEN (X @&, B F, #L 8,
mE B

CD80B & ' CD86D HHIZEHEMBTRIADOhAVWEEZ LR TWw5. fA3kid, ERENKR
e LT, FEEABBERERLHEBICOVT, ZORFAZRFLALL IS, i) BRICE
BErOPEEORALZEHLANLVTED, 72 RT-PCRICL DIFE A EOKRILMNE T mRNA



DEFAZBOL. B, BALXVTORBAOY A M4 k2 BMi2sRELAE 5,
IFN-7 KX 2 @A RO oM, TOHMIILINC L YIRS EZ L2 R L. BIE, € b
BEHEBICBT2R8ALED T, ZOERBIIOVTRITTH 5.

B. BMORBEILFRAICET 3 EBHAR
a. BELRELLEREDNDHARE (FXELK, L #8B, UF &)

ML, BEOBCERERICOVT, ZORBEBHERICEREL, £t oTlHb 2
DEA DV RIZR LT 2MEHOD LI L %R0, BREOKHMBEHKOF S —EHEDO L~
NWTHEZDE) RBARFRBOONL L EZWHLNIILI:. 22T, ZOBFEEEATL L ED

12, COBREIH LA REEREOREERAL. Tabb, TOMBIANEEL LR
LEHKZ, HRERG LHEICBVT, FEBRMICL > CHE SN2 RERY R T 2/
HTPRBOONEELIE, 20X %GBT THELHATLIZ LICL VHENZDESHET
ELbDEERZOLND. 22T, TDL) BMEITET W # B % Anticancer drug-induced
chemoimmunotherapy (ADIC) & &ff1F, AT TREORAZITo T X 7.

b. B ADIC L X DEABBOMIT (BXER, #L #B, BHEKtE, B»EF 8)

MMC, AM, DDP % #EEBF TG LB, K MEMIRO LAK AR MBI 2 L %
AWEL7, £ T, BROFEFRRESHE, DX % LAK BEARIS KB SN LB IL2% #
595 ADIC 2 HEL, EEBEEICH L TRATEZ, ZOHKE, MMC - IL2EETIXEH
IZHZERAE <, DDP - IL2BE 2 REMICHIT L2 25, EMBI 2B, T/, @i
LTAM - IL2ZFBIRAICIEAT 2 REL T, BRBIZ2 A Twa. 20k, £EED
HEDOREMEIZHIE L7 ADIC 24T\, ZOAEBBEICOVTORIE 2 TTO TN,

MMC - IL2FEIC BT 2ERBB 2 BT T 572012, ABREZHITL-BFICoWT, HE
BRRERHMLUNVTHELEHENT X — 5 —DOLEB & OB RE L TR, ZOEE,
PR UL EDAEZIHIT, $FEEBREI & OHERD TNF- o A RIE EICHE SNL0020 507,

R, KBETHEHOAIBOONZERBICOVT, WITICABEELRITL, YBL - 5EER
TRBEMBMFOICRELT, BB LEBTIZLICIVZOBBYRIT L. Z0OKE,
MMC & IL2% B L7 ARBEEICBWT, MMC BB, ILOEMBEB LI CELBENREICK
L, 1) EHREY) BROBRBEEEAOEM. 2) BEY >~ /380 phenotype 75 CDAE i &
%%. 3) REMIBO ICAMIORH. 4) EHMIEO HLADRHEEORH oM. % L5
OLoNl, Y UNKROBERELEEEMEO HLADRMEOSEREIX, wWIFnd, ILOEE
DEHBPBOOLNIFRTHY, KFEEICBVTIDL ) RFASEZD LN LT, KK
BB S ILMEEDOBER, SOCADUERTIOLEELONT:,



C. BT 2 B=FAREOERWHAE

BEFHECESVABEREOHBLEREALBEERL T, UTOERNKRT 2T Tw
5.

a. BEEF (cmyc, k-ras) ICHT BT FELASFERAVAERBOEENE

(%HEE_, & E#H, #L 8 FXEEZ, PEFE, kT B)

BEEIET cmyc DRBZ BRI ICHH T 2B LET v F £ 245 F (AS/cmyc)
zEBL, b MEEREMROMBMICRIZTEREELRF L. ZOKE, AS/cmycid#ER IS
MRBBPRIZEYD AEN T emyc EHOER LT 2 & & b1, MAEEIHELRERENICHE T
LI EhRENTz, T, b FEUEMARICH TSR bus r OBERER R IE AS/c-myc 12
IDHEINDZILAREN, FBWOZA My VEZFHIZBIT S cmyec DEENIZ OV THRE
EEDTWS., T2, 512 AS/cmyc @ in vivo TOMEHEHRICOVTIREZRKATW
5.

b. Interleukin 2 (IL-2)BEFD L MEMBEADBA (L %, F &, LB,
# E#H, REF &B)

b MEEMIICRBENY S - T I AI FICHARA L IL2RIET2BAL, L2BEHORH
ARE LA, BHEAREABER LA o7, FITHAICLIPOIAVART F —~D
R 2 24TV, [EHERICIL-2% EA T % subclone (transfectant) %M1 L, % ® characteriza-
tion 2479 L L b2, X—F< 7 A% SCID v 7 X \ZBH L 2Bk & B AT 508 KIS
WZOWTHMEITo TS,

c. EESFBIHEEEFOE MIRRADEBA (L 8, F @& %F B)

FIBERTHERBROMPIOBKBE TERE L SN2EES T B-THERET %, PCRZHVTAN
75 —ICHARL, BIZLMOTA VAR ¥ —~HEZ 2. BENICBTHEEEED T2 E
#5 5 subclone (transfectant) OB KA TV 5.

D. EEHEKICH 3 ZBRIZFOBEN
a. H{E28E(C BT B microsatellite instability DEH (HEFE, =#ht, AF %E,
# E#, MF &)

REFE BV TRERFBEZFORE, §%bb5, microsatellite instability (MSI) A%#i&
AN, THIRIBORESLERICEHL T, BRGFRENHEETFLRIEL2L2FSEZLTW
LZURREFZEZONTVS. 22T, AEBRPERENICOVWTHRERTTo2L 25, MSI®
BOONBEAID LD THEET S I LA RB L. HICEBEATEISRBBTHS
PIZMSIOFED T, MSIDMRIERBILERBEFNOMBRIILETHL Lz HL R

—91—



I2 L7z, B TGF B @ type I receptor % & @ target gene £ DEHED Hb ¥ THREF TH
5. )

b. HIEBRBICH T3 cmyc 5 SUBIEBEFRENEEMNHENT (RRR-, =Ft,
HE B, F E#H, REF &)

cmyc BEFZIRI LD LTIV OPOBEEBRGRFICOWVWT mRNA LRV TORE2 EE
BT T 2RAAEToT WA, MATO biopsy RAEIZ X VIR L22ERKEZHW, 2hib
RNA Z il L T RT-PCR %17\, BEALZHEA TS, ZHIZ X Y AT IS molecular level T
BOBUELHETELIHICLIEEZ, BERITHTH 5.

c. HILSBEICH 1} 3 proteinase R L EORMEE (=FIhE, F& [EH, HL 8,
BR &, BEHRkt, BEO B, #F %)

bhtbiid, cDNA subtraction HEIZ L ), BHMTHENIIERAL TV L EEFLLT
matrix metalloproteinase (MMP)D—fCT& %5 MMP-7TzRE L7, BIZFORBIIRHE - &
BEICHELRITTZ L oM, BRMEZHECTHLO I L. BAEIB L MEME L
DOHEESERAOE D & proteinase {HHEALOBFE 2 H L P ICT LR EZIToTWVEEIATH S,

E. BEOBI=FREMIEDHEIL

BOBHIIBVLTIE, RI) OREZNRENFNERZRTEEZE) F TRV, ThiC
MZCTHEEFLNVTOBHFEEL 2o TETWAS, bhvbhiz, BROFERE (Fi2K
SRIZFERE) EOEEICLY, UTORFHBIZOEZRETFEZHERAS - PEET0AS.

a. MU L AEEBORE (F E#, =BV, A5 B, MARR, BEO B,

nE B

WAL I C M AREZ BT ¥ N EICEB 2RO 20, BRI ¥
NERZOMOBI RS - BREX2FTHAOH- L CMBATYD, 25T, SEY
CEELZY YR 2 S E L, — A EREBENC, 5 RETSRC D D E TR
VBB O R BRI ) FEE . BERICIE, CEA & MAGE RIZT %
W RT-PCREIZEDITo TS, HAEF TIZRT-PCRIZLEAMEBRIBENL VWA Z L, 104~
10° O ML 100~ 10" O FEMFL A B IUEHRILTE 5 = L 2B B H I L7,



b. MPNHEEMBPOKRY (F E#, =FKL, A" B, #xRE, BEO B,
BmE R

Y UNE & FBRICEMIM2m] X ) RT-PCREZ AV @ 2iTo Twab. RETIZIDIE
FHREFIC1EOBMBES S VIKRETEETH 5. SEFMERIEIC X 2 MH o FEH KO i
FEAOTEEICOVTOREL AV THIEZIToTV5.

c. EEEENRYZH (RO B, =FHFIht, & E#H, BhF ®R)
FRBEIERICB VT, BEERS X UHMBEMICEEANZRESEL, EIX, Zh i) DNA zHH
LTHEMROFEEZRET SH. MAGEZ VW THREZHKROTVS.

d. BEORZE (=FhL, F E#, #BAERiEL, BEO B, #F %)
ERCPIC X 0 W ##RHLL, K-ras ® mutation®2 A5 Z L ICX DV BOZW 2iTo TV 5.

e. BOBMEDRZN (ZHDL, & E#, 8aF £, BEKRt, #XRE, BO B,
/)

p53, rasi¥, routine ICHREL T3, 7/, REBLIABIIBISITpORELEREL, &
DEEEHEICHANTVS,

F. &BEERETFOI/O—=>7 (F EH, BF &, =FL, HAER,
RO B, #F &)

200Kk, HEVIIMBEHICBTI2BEFREIAOERZMSLHEE LT, cDNA
subtraction % differential display #E4H 5. bhvbiid, BEBR LB AERE L ) M
L 72 mRNA % f\> T differential display % H W@ T2 ToTwa. HEFTHELZ 5,
EFEHBCRSCBHELTVWIREOBETR2 70—V 7L, BEBTETTOTVS,

G. b FEEDHRBHNZMEZDRR CBMKICH (LERIE, MR %, & LE#H,
=ZHL, #BEF B APRILKRR & OHXERAR)

e FABEOBIL, BEMNHR, v VvESI 74—, Ta-RMRZTIIbhTw2. bh
PRI TEI2RVBEOALR, TEMLZAFEL LT, BHLNvFEEHRL, ThitHWwT
TWTAHFERRBE L. BEMICIE, Ny FEEALEICEY, ThIZ CEARE% KITT 2
CERXEVBEVEETOBHATRICZ)2OH 5. RETITOEREIZING TH S5, Kk
TF v 7 TELPo/210%DEZ, BEEFLAKEZ(MOBRETESIRIETE2HTH-
7z. —7%, EZH ®FIZiE non-palpable tumor R FLERAEREEE D follow-up FEFIATA S 7z
TEEy, KEOFREIREI N,



H. FRBEOEFEARICORN (BO4E, F LE#, AEEZ, #LE 8,
BXKEE, BEF B)

FREREBFEIREREY A P4~ (IL-1, IL-6, TNF) OEADFHEE L T—EOEKRED
AFLIAFT =L LTHOTVEY, ZOFEXH X LZOVTIIRERELEIEL, b
NONIZRDOEIZOWTEIFLTWS,

FMREEEICITIL-L, INF 2 EOBEADSHMT2LEIZONLA, ThoH AL M4 ol
FERIIEN 2D, ZOBREEENT LI L IEELZEER S . 220, FHEEHOE
WMEBIROY A P I A VBEFORBOBELEENICHET A I LICK YV BERED X %
ZAXLEBITTAHLELEDIC, BELYA NI A VESEZTFHT S modulator 120V T DME %
ToTW5,

¥ ¥ B #
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950 H AN B 2SR K, &HE.
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BHE 28T % ccmyc mRNA & prothymosin- « mRNA BHE DT,

95 HANB ZESRE, LHE.
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