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[0001]
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[0003]

[0004]

T B

AERIZ. £EMRZEOLE. LYEBKNICEPAREOSFICET S, &
ICAFEBRIZ. PATIFUELTHBILBWRFHARTF N BRTF K%
AWEEDBRES L UFHOWTNAFELIEIEMADODHE. BHUIC
BRTF RESUCEEMEXRMICET 5,

AR, 201 4F8B4BICHBIN/AKERE2014-158925
DOBHE%EZFERL. TOEABNSRICL > THRBHEEICHAANLON S,
BRM

MRS =T Y /88K (cytotoxic T lymphocyte : CTL) (&, FEMRES
BEEE (MHC) 75 RINFLICRHEINZESEEERR (tunor-associated
antigen : TAA) HED I E M —TRTIF RAEFH L. RWTEREMEA XSG
THIEMNRINTWS, A5/ —THE MAGE) 77 I ) —IERINT
BUE, D% < OTAAD, REFHT TO—FICL>TERINTWS kR
53kl : Boon T, Int J Cancer 1993 May 8, 54(2):177-80 ; FE4FEF A2 :
Boon T & van der Bruggen P, J Exp Med 1996 Mar 1, 183(3):725-9) , &
NSDTAAD S BEDOWLK DMNE, BEEEDOENE LT, RERKFERDOARE
I B,

INSOTAADW L DT HWTIE, CTLICRBINBZ2IE N —FRTF
RAREINTHEY., A2 QEEDOINAICHT 2REFEENDICANPFS
NTW3 (GE4FEFSCER3 : Harris CC, J Natl Cancer Inst 1996 Oct 16, 88(
20) :1442-55 ; FE4FEF 2 k4 : Butterfield LH et al., Cancer Res 1999 Jul
1, 59(13):3134-42 ; FE4FEF~Cmhb : Vissers JL et al., Cancer Res 1999 No
v 1, 59(21):5554-9 ; IE4FEFCHERG : van der Burg SH et al., J Immunol 19
96 May 1, 156(9)3308-14 ; FE45EF k7 : Tanaka F et al., Cancer Res 199
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[0005]

[0006]

7 Oct 15, 57(20):4465-8 ; FE4FeF~cmh8 : Fujie T et al., Int J Cancer 19
99 Jan 18, 80(2):169-72 ; FE4FEF>C#R9 : Kikuchi M et al., Int J Cancer
1999 May 5, 81(3):439-66 ; FE4FEF2mA10 : Oiso M et al., Int J Cancer 1
999 May 5, 81(3):387-94) , IRAX TIC, T HDOTAAERCTLIE h—TR
T7F REFER LEBRERABRI VWS ONMREINTWVWS, BRLHL, Fhb
DEERFARDZ < IFMBEVWEERMNEWE L AR L TUWAW (FEREFXXERT : Bel
li F et al., J Clin Oncol 2002 Oct 15, 20(20):4169-80 ; FEHFEFCMk12 :
Coulie PG et al., Immunol Rev 2002 Oct, 188:33-42 ; FE4FEF @13 : Rose
nberg SA et al., Nat Med 2004 Sep, 10(9):909-15) ., L7=A>T. HAR
BEEAICERALEZFACLIE N —TOREMRAE LTHREEINTWVWS
URLC10 (") v/ ERINERE6ESE. BzFEK (lymphocyte antigen 6 comple
x, locus K) :LYBKE HECEI NS, ; GeneBank7” V& v > 3 > &SBC11T14
2 (BE5UES 1 36) ) (327, 68EDEBELFEESLY / LT 4 ReDNARA /07
LA 2GR 2EEFREIOT7 7 MIUERICEY. MPASIUEED A
IKBWTLEAHEINSELFE LTRESI N (FERET @14 : Ishikawa
N et al., Cancer Res. 2007 Dec 15;67(24):11601-11 ; %F3F @1 : W02004/
031413 ; $FFFCHA2 - W02009/016691) . URLCIODHIRIX, MiAAERENA
DEEDOBLULOESHETRICEABEINDE Z ENREINTVED
. BREBRIMOEBLEZRE TEERINAL, I5HIT. siRNAICEL BUR
LCIOFIRD T ABIEIC LY, M AMEKS L UCRENAMBKICE TS
FBFEA NG I N D Z EDNRINT WS (FERETXXHR14 5 RFEFLER2)
BRITTIE. URLCIOFR DHLA-A2AMRMCTLI ' b — TR T F K GEREFEF
15:Suda T et al., Cancer Sci. 2007 Sep 2;98(11):1803-08 ; 4FaF k3 :
W02006,/090810) 35 & TFHLA-AHIHRMECTLIT ' b — R TFF K (BEF3THk4 - W02
008/102557) RMEIEINTWD, THOHDRTF RiE, HLA-A24U Z /o [FHLA-
REZBTIDVABEBICBEVWTEBENTHEH. INSOHLARZB I GWA
ABEICH L TIMREHFTE AL,
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[0009]

[0010]

FADOBE

AFEAIZ. RLCI0AZFKIRY 2HA2ICH L THRENACTILAZE LBIRTSF
KICBET %, ThS5DRTFRA, b bEMIEKILE (human leukocyte antig
en : HLA) (Z & » TIERRHFE (antigen-presenting cell : APC) _EICIR=
Ihd &, URLCTORIRHEARICK L TRENAMGEEE 2 R~ I CTILAZEEX
N, TNETICAEINTWBURLCIOEEDCTLEEREAZET IR TF RKi
« HLA-A2HR R & 72 (SHLA-A2AERIE DR TF RTH Y. I HDOHLA% RKIR
L TWAWHRZICH LT, CTLZZEET 52 &N TERL, DD, Zh
S5DOHLAZ B I RVWRRICBWTREREZITOHREICKE. ERORTF RiG
B RV, HA-ATNE, PYTADFTEISRSENZT7YILTHY (Sette A,
Sidney J., Immunogenetics 1999, 50:201-12) . HLA-AQ3IZEH ADAHTE
BEo5n37YITH2(Cao et al., Hum Immunol, 2001;62(9):1009-30), HL
A-ATTRRMED T RIS L TIEHLA-AT RO R TF R, 8 & CHLA-AO3RZMED
XRICH U TIFHLA-AOBHRMED R T F R 5FT 52 ENEFEND, £oT
. AFBRIE. HLA-AT1Z /< IFHLA-AO3HIERIE DURLCIOEHER FF RTH > T, C
TLFESREEZET I 2RTFNICET 2, KBHAZICHATINZERI S, AF
BEDRTF KA, URLC10# & TPHLA-AT1 F 7= IZHLA-A03 % FIR Y ZHERRIC KT L
TRANMDRENREEREEZFELB/2IEN—TRTIFRTHZ &N
ESHTRCY (8

L7=h¥> T, HLA-ATT & 72 IZHLA-AQ3Ya SR 1 D #% L TCTL % 558 L 1S 2 URLC10
HRDORTF RZRHET D &E. AEBOIDOENTHS, ThHORT
FRIE CMLaq v E MO, TVRERTLEBA VERTEET SHICAV
B2 ENTE, /13, RLCIVEHEITTIHNAMBICH T 2RERSEFE
THLEMTHRICESTDEHDICAVWDIENTED, FELWRTFRIF
RHES 1. 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30H &L
BMDHLYBRINZTI /BB ZECEDOTHY., LYBFFEFLIE/F
RTIFR, TARTFREFLEDVTARTFRTHY., ILICTFFELLIE
. BBHIES 1. 9, 13, 5. 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30H &
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[0011]

[0012]

[0013]

[0014]

U3DAELYBIRINDT I/ BEIHISRDIRTFRNTH S,

AEBEORTF KRG, BRELTELDZHERTF RPTORTF FOCIL
FEREARFTLRY. B, 2E. FLEThULOTI /BIE#R. REK
 BABLV S FEEBMENMIRTVWERTFREEET 5,

AERIZF, FRBPORTFROWTNM DI~ RT2EHINLR
JRXROLAF RERET S, TREDKRY XV LAF FiE, ZEBRORTF
R&RBRIC, CTLEESBBE%2HA T 2APCA AT T HDICBWA I ENTE, &
FoIZRLCIOEHIRT 2 HNAMBICH T 2REIGEELFET 5LHICHRICE
54232 &0TE3,

AFEPIEFL, ARPOIRES UTEREORTF K. AREBOIESR
H U IREHEDORTF RE2O— R 21588 LIEBEOR) X LA
F R, ARBOAPC, KFEFORTF RARRTIIFVY —4L, BLVTF
TS AFBEOCTLE EOHERM ERET 2, AEPOERDIIIFE L CRIRE
MR TH D, RFEFOEZNERMIS. DADEBRBL T TIETFRE
C BOTEHBOZOERDOFHDLDICAVND I ENTES, FLNAIC
NI BREHEEFETILHOICAVEIENTES, HRICHES LEZEE
. AFEBORTF KiE, APCORALICRTIIN, ThICLYBRTF REE
e T ACILAFEIND, LEN>T, CTLEFETIMEAMTH> T, K
HEDITEES L ISEBFEDORTF N, AFEBPOI1EERL L BREFEOR
TFREI-RTH1EED ULCREHREORI X7 LFF R, KNFEHDAPC
CBECSFRERBORTF REZRRTZ2IF VY - LEBCHEBRMZ
RETZIEIR. AREBOISRZBNTH S,

CILFEEEA BT DAPCEFEE T 255 TH> T, APCERFEBPOIERD L
CIFEBRBORTF FEEMIE 8B SAREREBORTFFOVWTH
MDOEDA—RTBRYXILAF REAPCICEATZREZSUHELRM
§5IEE. AFEBOXLLIEMNTH S,

AFBRIT /. CDSRRMTHIAEA. HLARRE AFEBORTSF REDEEKFE
EEORELICIRTY 2APCE HIFHET S &, CDSREIETHEREZ. HLARTR &
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[0015]

[0016]

[0017]

AEPORTFREOEEHREZEEORALICIRTTZ2IFY Y —LEHIE
BT HKME. FRMERELDICHARRICE YIRRINAEXERORTF R
ICHEE LIS 2 THIRZ B (T cell receptor : TCR) MFH T 1=y hEI—
RT2RIXIVLFIFREZUNRT S —%CD8fEETHIRRICEAT 2 REEZ=
O, (MLZFET LA EERMT 2, FRBICHITZHFFE LWHLARRIE, HLA
~AT1F /= I1ZHLA-A03 T H B,

HAMR E ARBORTF NEDEEAREZBEORAELICIERRT 288 I
TAPCERET B &, AFEPBOILICHDOENTH D, AFERITESIC,
AFEPEORTF REENETHHEBINICILEZRET 2, THHDAPCE &
UCTLIE, RLCIOEFEIRY 2HAICK T 2 RBEEEICAVWSZENTES, K
HPICBWT, REEREOHRET DHMAIE. =& ZIFHLA-AT1 £ 7= [FHLA-AD
BEREFLREIATOILETZEEDNATH S, TAaHHEAFEAIL. URLCIO
& HLA-ATT B K THLA-ADB D HBIRI N B D7 & B 1D DHLARR % RIRT
DRADREEEERET S,

RRICBVWTHAILH T 2REGEEFET2HETH>T. AFEHOR
TFR, BRTFRED-—RTBRY XTI LAF R, RFEBODAPC, RAFEIHD
RTFRERTRTDIFY Y — L, BLV/ FLEAFEBOCTLZZNRICE
B595BB2E80AEZIRET I &G, XEBOFDOENTH S, I HIC
C JRICBWTIHALZBES LU/ TLEFH. R5TICHEBEOZEOBER%
FRETBHETH>T. AEHORTF R, BERTFREO—-RKTBRY X
JLAF R, AEBEDAPC, AEBODRTF RERRIDIFYY—4L, B&
O/ FRAFERADCTLZ N RIS T 2BREEZEVCAEZIRHETLII &F
. AEBFORDOEMTH S,

FERICMA. AFRBOMODBENS L CHFHIZ. RMTOREKS LUTEFES &
HETUTOFMAGRBEFZOCEICEL>T, FYTDITEHLSMNIRS, L
MLANS, FRDOFEBOMES L AT OFEFMARGREEIEWT N FIIRH R
RBERTHY., ARPILIEAEBOZOHOREBNREKREZRET H5HDT
BRWT ENEBBINDIREITHD, FIC. AEHLZ WL DO DREDRER
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[0018]

[0019]

HSRLUTABMEICEWTERAT 2D, ZOHRBIEARBPZHIGETHED
THY., AREBAZRETHIEDOELTERINTVWRWVWI ENEBEINEL D
o BN DOREFBRKOHERICE > TEEINZAFKBORBME L UEEH, L&
fidd &<, SEERRLALBVERESLICERICERTZ I &N TES,
RIS, AFEEOZOMOEN., . FIEk. BLOFRIE. AMES L
LUTICEEE T 2 EDRBENSIELMIARY, BEZRIIIBZICHBICKRS
TH>»D, TOLHIGREN., FH. AR BLTFIRIE. RAHOEEH. T
—4. Bk, BLUTENODOFITHINIH LD IZERHEREHETE
AL, BT, FLRAPASICHEAANLONZSETMEER LT, B
SMIRDTH D,
[ T oD i B4 7 5 R
[E11]1E14%. URLCTORRSED R FF RERWTEE L CTLICH T BIFN- v B
fBEaREARY b (ELISPOT) 7 v 41 OERERTIEE (a) ~ (d) HHH#E
EN 5, URLCI0-A11-9-98 (EEHIFES : 1) ZRAWVWAY ZILESH () . R
LC10-A11-9-18 (BZHES : 9) #BW/AU I ESHL (b) HLUURLCIO-ATT
-10-132 (BHES : 13) ZAWVZV T ILESHE (c) ICHIFBCTLIE, WiRE
LB L CRRARIFN-Yy EE AR LTz, ThODEEDD )L EOMAR, &
KT3I LDMBE%Z. CTLEZBILT 5/OICBEI LI & EZRT,
RIS, BEMBIFN-v EEERI AL > LHENREET -5 DFE L
T. URLC10-A11-10-63 (BC3U&ES :12) (d) &7, BB, T+ &, &L
BRTF RE/NNALEWBRICS T 2IFN-y EE%ZRL. T—1 & W
THORTFRE/NINZA L TWAWERNMRICNT BIFN-v E4X %217,
[E2]181214. URLC10-A11-10-132 (FR3IES : 13) THRIEB L /=CTLERDIFN-y
FEEEET BIN- v BRESREREAEE (ELISA) ORRETRTITNIE
TS57THD, INHDOTERIF. BRTIFRICLBRBUCL > THWILI N 7C
TLEEDY, WERELLE L TEARIFN- vy EEZRT IELFALTWS, HH
[+ & BERRTF RE/L R LERNMRICH T 2IFN-v EEX %R
L. T=1 & WIFhORTF RE/NILR L TOWARWZIHRAZICH 3 2 IFN-
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[0020]

[0021]

[0022]

YEE%ZRT, R/SLEIE. EHIRE (Responder cells) T&H BCTLERDHAREEX
ERIBHMAE (Stimulator cells) TH A EMNMEEOMBHDLLEZRT .
[E431E434&, URLC10-A11-10-132 (BCHUES : 13) TRIBKL /=CTLERD SRR
FRICE > THIIIINACTLY O—V DIFN-y EL 2 RIITNR TS 7 TH B
o TNHLDIFBERIF. BRTFRICLBRBICE > THIULINALCTLI O— 2B
C NREHBR LU CERNDRIN- vy EE%ZRT & ZRIELTWDS, P, T+
1 & BURARTF R/ LERMBICN T 2IFN-yEEZRL. T
—11E. WThORTF RE/NLR L TWAWERHMEICN T BIFN-v E4
%Y, R/SLbIZ. MEHERE (Responder cells) T#HBHCTLY O— > OHEAZEL
ERIBHMAE (Stimulator cells) TH A EMNMEEOMBHDLLEZRT .
[R4144%, URLC103 & THLA-A1101 D5 % FIR T 2 EMMIRICH T 2158
BICTLEM A R TITNIRY S5 7 ThH D, HLA-A1101 £ 2122 ERLCIGEEF D
WIFhh—AF%E K SV ZX7x9 b LACOSTHERE 2B & L TERE L /=, URLCI
0-A11-10-132 (FRZIES : 13) #AWVWTHILIN/ACTLY O— ik, URLCI0#H
L CHLA-AM0 DA% bS5 27 2 b L7=COSTHARBIC R L THREMCTLE
MaRLE (BEW) . —F. HA-A1101 (H=A) F/IFURLCIO (BHR) D
WFhD—F%E bS5V RT7 27 b LEERNBRICEL TR BRAREMCIL
Pl e I A Nl fo

[55-1]1E45(%. URLCIOEEDRTF RERAWTHEE L/CTLICH 1T BIFN-v E
LISPOT? v 4 OfERERTEE (a) ~ (o) MHEHINS, URLCT0-A03-
9-64 (BLHIFES :5) ZAWEY I EFESH2 (a) . URLCI0-A03-9-98 (ECHIZE
5:1) EAVWAEYI)LESHE (b) . URLC10-A03-9-131 (EEHIES : 6) %
Wz o ILESH3 (¢) . URLC10-A03-9-127 (ECITES :3) #FHWET T
#ZSH#1 (d) . URLC10-A03-10-63 (BC5I&ES : 12) 2RV I ESH6 (e
) . URLC10-A03-10-166 (EZHIES : 22) AW/ T)LESH#3 (f). URLCI0
-A03-10-126 (BLHES : 14) Z#FHWED z)LESHS (9) . URLC10-A03-10-1
49 (EE5ES : 16) ZAWED = IJLESH (h) . URLC10-A03-10-161 (BC5
FE:18) £EWEY TIBESH (i) . URLCI0-A03-10-143 (EEHIES : 15
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[0023]
[0024]

[0025]

) AW T )LESH (§) . URLC10-A03-10-204 (EEHIHEES : 27) AFHWL
=2 )L &ESH2 (k) . URLC10-A03-10-183 (EC3IES : 17) #BAWEY T
#ZH5H2 (1) . URLC10-A03-10-209 (EC7I&ES :30) ZRAWEY z/)LESH (m
) &L TURLCT10-A03-11-131 (ERFIFES : 31) ZRAWED ZILESH (n) IC
HB1TBCTLIE, WRBELE L CERARIFN-vyEEERLE, ChODEEDY
T EDOEAEIX, NIET VAL LDMEE. CTLMREZRIILYT 2/ ICHEIE
TIEAEIEERT, SRNIC. BENRIFN-vEE£EZ "I QL > HAINA
2T —4 DFlE LT, URLCTO-A03-9-7 (EZFUES :8) (o) A9, M+
M1 (& BEYRRTF RE/SVR UERMBRICT T 2IFN-y EEE %
L. T=1 1 WTFhORTF RE/LZ L TWAWEMRE IS S 5 IFN-
YEEETT.
[525-2]1(5-1D#x % &R 7,
[E16]1E261%, URLC10-A03-10-166 (ECFIES : 22) (a) & & VURLC10-A03-11-13
1 (BEHUES : 31) (b) TRIB L 7=CTLERDIFN- vy EEE A E5F ¢ B IFN- ELISA
ORERERTIFNRITS7 (@) ~ (b) THB, ThOoDBERIE. BRTF
FICK ZRIBIC K > TRITZ I NACTLEEDY, WERE LB L TRAKRIFN-v EE
ERYCEERIELTVWD, BF, T+ @& BURRTFRE/SLZLE
REHREICH T BIFN-y EE%ZRL. [—1 & WThORTFRE/LZR
L TWARWERMRICS T 2IFN-y EE % RT . R/SEhIE. REHMAE (Respon
der cells) T ZCTLHROMATEL & RIBHAE (Stimulator cells) T#HBE
iR DR O AR,
[B171E7(3, URLC10-A03-10-166 (EZFIES : 22) (a) &5 & TPURLC10-A03-11-13
1 (BEHIES : 31) (b) TREA L /2CTLEA SIRAFBRIC L > TRILXI W 7/=CTLY
O—>2ODIFN-y EX£ZRTIINIEIT>7 () ~ (b) THB, ThHDRBR
. BERTFRICLDFBICE > TRLINACTLO O~ A, SHEBELEEL
TRNRIN- vy EEERT I EERITELTWS, B, T+ & #EAR
TFRENIVALEBWRICH T BIFN-vEE %2R L. [—1 1F. WTh
DRTF RE/NV AL TWARWERMRICH T SIFN-v EEEX %Y. R/SEbIE
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[0026]

[0027]

[0028]

. INEHARS (Responder cells) T#H BCTLY O— Y DML & RIEAERE (Sti

mulator cells) T 2ZFEMMBOMBR DL ERT,

[X81E48Id. URLC10# & THLA-A-0301 DA A HIRY 2 EMMARICH T 22
MICTLEM £ RTINS S S 7 Th D, HLA-A0301 £ /=132 RURLCIOEEF D
WEFhHh—H%2 RSV RT7 x4 b LCOSTHIRE A iR & L CEREL L 7z, URLCI
0-A03-11-131 (FEFIES : 31 ZBVWTHIIIN/ACTLY O— L, URLCIOH
& CHLA-A0301DE A% bS5 27 = b L7=COSTHARBIC R L THREMCTLE
MaRLE (BEW) . —FA. HLA-A0301 (H=A) F/IZURLCIO (BHR) D
WFhD—F%E bS5V RT7 27 b LEERNBRICEL TR BRAREMCIL
Pl e I A Nl fo

FAEERET H7HDOIEE

RERR D EREA
AFEPORKEEERTAIERRT D ICH>T. RNBMEILEHOEES
SUMBERLUDELIZIAFEDERDFES L UTCMBZRAVWSIENTES
N FELWHE EB. BLUMBEE I JICRET %, LHrLANS, K
FEOMBS L PHERICOVWTEHT D80IC. APMEZICEHOBEDKE
T, IR, A MEL A&, 70NV HREAMAERES L UR
BIICISCTEETRTH DD, AREANCNSICREINQWT &HIE
BINBIRETHD, AEBICHERT 2EMABRI/EOR T LIZREROA»
AT 5EMDODEDTHY . RNDRKEFFHEROBEICE > TOHR
EINDIAEBOSHEHEZRET S EIIERHINAVWC D, FLEHEIN
BZRETHD,
=

AEAETHWS M2M (a) ;. M20 (an) | LV TZD (the)

1 EWDBFRIE. MICKRINQWRY (DR Es1D0] 28KT 5,
ME Bz, RIF R ik RYXILAFRE) KELTHWS T
BEEXIN] BLT RBEINE] EWD B BZMENZD ThiFhid
RABRICZEINRZHVDAL EHEOMEEZEZEMICE TRV EETRT,
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[0029]

L7 >T. BREZAIIBEINAERTF RE, TORTF RHIHET 24
b L < IZHEBIES S OOMEME. FIZIEHEE., BESLTHORAS
VINDBEEENICEFERVWRTF REIET, FLERTFRBMMEEERI N
BIBEICIE. BEEFAERBEINIRTF RGRRENES L < Zthobs
MEEZEZEMNICZSFERWRTF RaiET, MMHREMBEZEEMICS T AW
EWD HER. TNAEBEI N/ F A IFHERZEE I N OMREK
DHE. RTFROQEESINAERTF ROREMEST, LA > T, #lg
MR EEERICEERWRTF RIE, #930% 20%. 10%. F7=iE5% 3% 20F
72i31% (RRIREENR—R) REBOMOMEMEESET S, RTF KORAE
MeEDET D, RTF NEMEBRAEET D56, BHFAIEIREINART
FRIZ, BEEMNEEENICSE T, BEEMEZEZENICSEFRVWRTFR
. BEEHERTF NREMOBEDHN20%. 10%. F7/2i35% 3% %%
I31% (FZIREER—R) XAWTEETD. RIFROAEMETET D, X
TFRELZERT 218G, BRILIBEINALRTF NIE, FIBREYE
IO ENMEEEZENICEE T, SIREYES SO ENEEE
BHWICEEAWRTF NI, fIREMES LSOO EMEERTF MR
MOFEDH30%. 20%. 10%. 5% 3% 28F/I31% (FBREER—R) KiET
EHT 3. RIFROAEMETET D, BEORTSF NN BB /-
BREEINEZRTFRTHZ I &, FIAE. FFIVEEEF N DL (SDS
) —RUVTFIIVNTIRTNERKEE IO —<—T) )T b
TI—FRBEDOERDOE—NY ROHBICL > THIRTIIENTES, FF
LWEBHR T, AEBEDRTFRELUVRY XV LA F NISBEREE I3 /85
TNTW3,

[RYORTFR] . IRFFR], L THVRUE] WD EER.
AEMETEHRNICHAWONh, PI/BEEORY T—%i87. ABEIE.
RABTI/BR)T—0EFL. MEE L IZEREOFRAE T I/ BEE
ZE2UHRARBTI /BRI T—ICHEERAINS, IERAET I /BRICIE.
TI/BBELUGABLUT I BERERESEEND,
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[0030]

[0031]

[0032]

AEEHETHWS [7I /B WO RER. RATI VB, 25 TICX
AT I/BERRICEIET 27 I/ BREUARSLIOT I/ BIEREEET,
RARTI/BEEIE. BEESICL>TI—RINDT7I /B BLUHER
TEERRZBICEMHINATIVE (BIXIE erOF>7OY Y. y-HILKRF
STNE IV, BLVTO-RRAKREY VARE) THDB, 73 /EEEE]
EWDEAIR., RATI/BERCEXREEEE (KR, AILRFIVE 7
I/E BIUREIEE LLax®R) 28T 20, BHIhRELLIZE
BN BREBT A BlAlE. RERYY., /042y, AFF
ZUZANEFY R, BEUAFAZUAFILANEKZDLRE) &Y, |
TIUBEME] SWOBAI. —MRUATI/VBERBELIBEEETD
B, FROMBEEZET 2LEWEET., 7I/BRL-7I JBFLIFD-7I
JBOVWTNTH>THLIWD, AEBEORTF KRG, L-PI/BORY <
—THBIENTFFELW,

[RYUXILAFRI . [)TXOLFFR] . LT TR &WD
FAEEIE. ABEMEICSWTEBMICAVWLN, XIVLFFRORYT—%$F
ERS

ABPMETHERT 2 HEERM &V AEIR. BEEORERSEZETE
B, BLUOCREEORERDOMAEHLEL L EEN /- IXEEMICEL
DIERDERMNETET D ENERIND, RN EENEXRTH S
BEICIE. R E WD AER. BURS S L OREENRD & &0 £,
BROWICERD2DE LLIEENULORS DEAEDLE, BEEEHEMR. B L
CIEBEDNL, 128 L IREROKDDOREN S, F/2id1206 L < IBEH
DORDDOMOERORIED L IEMEEERAN S ERNILITEAEMICEL S
EROERMEEET D ENERIND, Lich>T. ARBFORFEMME
BipiE. AFEBOLEWMT IS BEEZM I LRI EBEFNICHFEINSHE
BREERETDIEILLYERINIEIEDOEBMMZEET 5, ABEMET
FERT2 EENICHFEINZBE] Fhid TEEEMICTFEINS1EE]
EWD B, BED LCIZEFRDEBER. HRE. BEH., AES LUH
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[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

AMBESUNINLICREINRVL, BENFILIEEEBENICHFEIND
MR R, WE. FRBEEEEKRT S,

B LAWRY., THhAL &WD HBIFRLCIGERFEZBRERIRT 25°A
L., ZOHIE LTI, BEMDSA. ADA. FEENA. BHEHESA
BENA. BAA. DA, BRE. BRI’ A. BRIV A. BIZRISA. B
NA. FRFREEDNA. BLUHEEBERESENSENDID. ILHICRES
hew, Fe, BIRMRRBRKRICBWT, THA] & URLCIOEHLA-ANT B LT
/ ETIIHLA-A3 = RIR T B2 HATH B,

BEELAWEY., THIREEMTY v/R5k) . THRGSEMTHRE . 84
O ICTL) &WD AFEBIEARBEMEZICSVWTERNICAWLW SN, FICIERDOESD
DRWRY ., FFECHMIE (FIX X BE/DNAMEE. 741 ARERME) %
R, TOLDLDMBEORBEZET D ENTESLTY VBKOFEE%1E
ERS

B LARWRY., THLA-ATT] &\ D FEEIE. HLA-A*1101, HLA-A*1102, HLA
-A*1103, HLA-AM0472 E DY T4 4 T ETHLA-AN B Z45T,

B LARWRY., THLA-AQ3] &\ FAEEIEL. HLA-A*0301, HLA-A*0302, HLA
-A03057% & DY T H 1 THEESTHLA-A03R 55T,

WRELIEBEEOBEEICSWT, AMETHERINDS HRO (Fk
IFBED) HARRIFHA-ANITH D] WO RRIE, RRFALIEBEHMHC (
ITEMBESESHR) /5 RIDTFE L TOHAANRREGF R EEAN
FLEEATOZEEMICIERE L. D DOHLA-ANIEARRFAIEEEOMEICS
WTHLAIRE LTHRIEIND 2 & %2887, Ak, APRETERINS T
RO (FIFERED) HAFRIFHLA-ASTH B EWHRBIK, TRF
IFRBEDSMHC (EEMBESESRER) 75 RIDTE L TOHA-ABRERELGRT
ERERENILEIATOBREMITRAB L. N DOHLA-ABTIENNREILIEE
EOHICSEWTHARIR S LTRIRINZ 2 & %217,

AFRBOHBES S CHEBRIDBDNAD EE] EOBEICSWTERTHS
RY. BEISEBRNUFR. BIZAIERRICBITE2DPAOKREX, BENY. HL
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ITEBBEDH Y. NADETIEE., DA DBRKERDIEN. £FHBOE
. MEEXEOINEE2LL0THEAIC. BERE [BHTHSZ] &HBTN
%, REAFHMICEAT 25BE. [B%A] &id BRICL>T. BPAD
FEHRAEEINDE LLIGIATFOND M. FEIEDADBRKERL BTSN
2 LEBMINDIEERRT 2, BWER. REDEBEDEER =2
EITEET 2OOEROLAMDAEEBEEL TREI NS,

[0039] AHERBOAESLTERMDDAD [T EOBEELCSVWIERTHS
BRY., [FBhl &WD ARBIEABMEZICEVWT. NAIKEZFHTERILITRE
BROBFEBERITI2EROEEEET, FHIE. TE—R BIR &
FVB=ZROFHLARIV] THADODNEBS, B—ROFHIIKRBOFREE % ClE
TEDICH L, BIRBLIUVEZRLRILOFEIE. EEOEITS L CER
OHIREFHT DI EICMA. WEEZOESE. N OKRBEZEOEHEZR
PIFZIEILEoT. BIFEORBOEREEZRTIESIE2EBMELEL
BxAEEET 5, HdWE. FhHid. FEOEEOEEEEEMT DI &,
BZLEEDERES LS VEBERIVIEZ 2B E LELSBEO TN
SBREEHE D,

(00401 AFEEODOEEICEWT. PADEESLT £ LIIEF. oI/
FLIEMBEOZTOBREDOTMIE. NAMBODBIERE. BEDRITHALITER
B, BREOFESIUPAOKEDING. BERE &5 CICES DK
iEPEE. PADHHBROBRING. SLVCEEHEOERAEDEROVT
N EST, PAOMRNWBEERS L/ FLIEFHIE., BTUXRZRHIIHE
. BPAEETHEAROFREHNEL, IFPOBEBEY—H—DOLNILZRTS
t, HAOHAIHEI REFTEERERAENMT 5, HIZE. EROERI L
BEIIROBES L ERIEFHEBR L. 105 20% 30% B LI
ZFRLUEOBERE L IFERDPRE LIZIREZET,

[0041] ARBEOBEEICSWT., Kkl WO RER. BEOY VNN IVEFL
EEDORTF RERENICRIGT 2RETOT Y > ELTZOMK 247,
REICIE. £ M. ERELCTRE. £XT0RE. ZEFEMRE. M
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[0042]

[0043]

[0044]

[0045]

A, oy YR EEIERSER A I R, BLUREKRED
SFENBED, I5IC. FPEMEZICSWVWT Kkl BEETERAIh. 24K
WA V80 Mt/ 70—F Lk, R)70—FILHE 2BlED( V%
I NEREDN ORI NS EREMNGE B, ZEREMERE) 28
BL. FLHMEOEMEEERTIRY., MEMKF 238795, Tkl X
WIFNoo 52 (BIAIE, TgA. IgD, Igk. IgG, HLUVIgM) DIMAETH > T
S AN

o LWRY . AEBMETHER T 2RMAZES LURERBIRTAT,
AFEPANBET E2RMOTFOHEEZICLI>THELTEBEINTWEIAEEEH
CEKEET %,
| |. RFFER

HLA-ATTIE, PV T ADRTESKRSENZT7YILTHY (Sette A, Sidney
J., Immunogenetics 1999, 50:201-12) . HLA-AO3IZB ADHTLLREOND
FYIT#H2 (Cao et al., Hum Immunol. 2001;62(9):1009-30) , ZFD7=&
« HLA-ATT E 72 1ZHLA-AO3IC & > THIIR I N B URLCTOH R DCTLEEEMR T F K
ERETDRIEICELY, BLOTIYTAFELIZAAIC, URLCI0EHIRYT 5 H
ADBENGEERTERETEIENTES, Lo>T. AFEBBIE, HLA-ATE
7= IFHLA-AOSHA SR ME DR TCTLZ B8 LS D URLCI0ESRDR T F R &=t ¥
%,

AFEBEDRTF K&, HLA-A11 F /- (ZHLA-AQSIRME DX CCTLAFE LB
ZURLCIOEEEDRTF RTH 2, HA-ANBERMEDKRA TCTILEZE LB DR
TFRELTIE, BIBES 1. 9BLTIB3OH LY BIRIND 7 I /BRECS
EBRTHZRTF ROBZEIFONS, BRRIC. HLA-AOSHRMED#KN TCTLAFE
LEZIRTFRELTE, BHES 5. 1. 6. 3, 12, 22, 14, 16, 18, 15
27,17, 0B L UVNOFRLYBRIND 7 I VBEINEFITZ2RTF Y
EiFfons,

INHDORTF RT/LZ LTBHAKERE (dendritic cell; DC) (T & B THE
BOAYEROTOREBICELY. ThoDRTF RICKENLMBEEENE
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H#ETBHCILABIIINGE S, BILINACTLIE. BERTF RENRIVALE
MHERR IS L TRENMEEET 2R T,

[0046] URLCIOE(=FIE. NAKMRE. BIZIEEMIA. HHA. FEFEI,A. BE
LS A. BENA. BONA. ‘A, BRE. BENSA. DRSS A. BIIL
BRONNA. BNA. BBSEEIN A, L UCEEHEBESR G E DN A TERF
BLTWEE, FEAEDEERETHRERELAWED, REEREDLOHD
BNENTH D, LEN > TERERDODRTF KL, "ADREEEDD
ICIFBICAWD CENTE D, WELWRTFRIF, JFRTFR (73
BEEIENSORDIRTFR) | THARTF RN (7I/BEEIVELISLDER
TFR) FLEIVTARTF R (I /VBREVNEMIOAZRTFR) T
HY. BHBES 1. 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30
BLUNOFLYBIRINDT I /BEINSREIRTF ALY IFELW
o BIZIE, BIES : 13RO T I /BEINEET 5T F Ri&, HLA-ATT
EURLCI0E Z#RIR T 2 MRS L TRENGCHIREGEEMH 2~ CTLOFEEIC
BLTHY., HAANBHEREICS T2 P ADRBEREEDLOICFEICERT
52ENTED, TLHMZE., BHIES : 3NIIEHOT I /BEINEZET
RTF Rid. HLA-AO3&URLC10& 2 RIRY 2HIMEICN L TRENSHRIEEE
MARICILOFEICEL TH Y., HA-A3MSEMHEREICHITENADRERE
DIOICFBEICHERTZIENTES, LYFFELWVWEKRTIE. AFEBAOR
TF RIF. BIES : BELNOFRLYBIRIND 7 I/ BEIHNSRDS
RTFRTH %,

[0047] AEBORTFRIE, BRELTELBZRTF RHBTORTF RCTLEFEERE
HERFEETBRY . ARBORTF ROT7 I/ BEIIANNGT I/ BERE
EBMEIE LI ENTES, [MNWART I VBREX. ThSA/TORTF
FOCTLEEEREZBADLAWRY ., FROEEOT I/ BHISEBRINGES,
LD > TARFEBORTF RiE, BBHIES 1. 9, 130 6. 6. 3, 12, 22, 14
. 16, 18, 15, 27, 17, 30B L UBIDF L YBRINZ 7 I/ BEIE2ET
. CTLEEREEZBTIRTFREEBET S, TOLIBRTF RIE, BIAIEH

i
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[0048]

[0049]

W7 I /BRETHY., ZLDFEICIFN207 I /EBRETHY. BEIFHI
S7I/BRBTHB, LIch>T. AEHORTF KE, TORTF KA
FRTIFRTHNIE, HEBRTFNIAMHRTI /VBEBEIESEIC
FOTELBNOT7I/VBEER., EN~0T7 IV BRORTFREEET S
o Ty WORTFRBTARTFRBLPIVTARTF RTHNIIE %
NENLUBRTF RICHNMNAT I /BEBEIESIEICL>TEL S
~T7I/BRELV2~T I JBRORTFREEET S, TOLOM
RTF R, BIZE M1~207 I VBRORTFRTHD I ENTE, 11~1
57 /BRORTFRTHBZIENTES, MNMHRTI/VBEEOIFFEL
WHIE, URLCTODE=RT X / BEEZS) (BIAIL, BLIIES : 37) ICHEWVWTEHHE
BADARTF ROT7 X /BEEHICHET 27 I /BEETHB, Lt > T,
AFEBPORTF RiE, BIIES 1, 9, 13, 6, 6, 3, 12, 22, 14, 16, 18,
16, 27, 17, 0B LVINDOHLYBRIND 7 I/ BEEH%=ZE. URLCTOD
RTF MR TH> T, (TLFEREZETIRTF RE2EET 5,

—MREIIC, HBERTF RRDOIME, 2@, FLEETNRULDOT I/ BOBE
EERTF ROBEBICKEEZRIFS T, HBEICL>TITORTF ROFE
DHEEEIEBRT B2 EIAH D, ERIC. BERTF R (Fabs, TS
REAE LT, A, 2@, FAEREDOT I /BEE,/IREINL (T
Tbhb, B REK BABLT/ FLEMMINL) 73 /BEIISE
MINDZRTFR) IF. TORTF ROEEMEZRIFTE2IENMLNT
W% (Mark et al., Proc Natl Acad Sci USA 1984, 81: 5662-6 ; Zoller an
d Smith, Nucleic Acids Res 1982, 10: 6487-500 ; Dalbadie-McFarland et
al., Proc Natl Acad Sci USA 1982, 79: 6409-13) , L7=H"'>T. —RERRIC
BWT, AEBFORTF R, BHES 1, 9 130 5, 6, 3, 12, 22, 14,
16, 18, 15, 27, 17, 0B L V3N DH & YBERI N7 I /BREFICH LTI
@, 2. FLEFZHEOT I /BHIE#R. REK. BABLIT  FTLIMMEh
7 X/ BEINEEH. DOCILFEEREZETIRTFRTHYES,

LEER. TOT7I/BAEOREDRELZLZLTHEANH D, E—0O
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[0050]

TI/BELEOTHIREEOTI/BEEET S, 73 /BEREINICHT S
BxDEHRZRHTHENTES, LED>T. T LELE THREF
MEM ik TREMRZE] &HIh, [EENEBR] Tk [REHNH
B I VNIEDREIE. TDY VN IEEHLOREEZRT 5HE
SVRIEEE LSS, BENICRELTWSTI/VBEIRRT 2RENE
BORIE, SRMOBICSVWTEANTH S, BENICELULTWST7I /B
RISEHORMEDOFITIE, BIZIE, BRKET7 I /8 (AL I Lo MO FO PO W, YOV
)« KT /B (RODN COEQ G H K SO T), @WoICUATOD
BREFLRFHEHEL TETLRAEIEEND : iRAKRAIE (G AV,
L. I P) s EROFVALESERE S 1Y) mEEFEEMAE (C M
) S AWRVEBSLIUTIREEME O N E Q) ;EESEMHE R K
CH S BEUEEREERSE HFO YO W) , AT, UTFO8EREENZ
h, HEICRENERTHZ & L TERMOBFTROONTWETI /B%
50

D 73=v (A . J)>r (6 ;

2) PRRZFVEE D) . JILyIVEE (E) ;

3) FANRZFY N) . Fuvzy Q) ;

4) FEx=v R) . VI K ;

5) 4vaqA4Yy (), a4y (L) . xFA=v W) . YUY (V) ;
6) Jz=iF7Z5=v (F) . Fa>r ) . N)TbrT772 (W) ;
VY ). A= (T) ; LT

8) YAFA v (C) . AFA=> (M) HBIXIX. Creighton, Proteins 198
ASRINEW)

DL DBRRENRERTF REF L, AEPFORTF RICBEINS,
LOLARDS, KREBAORTFRIZINSIIREINT., BERTF KHG
DRTF ROCTLEEEREZ RN T 2RY ., FRENLDLHREEEHED, I LI
. BMERTF R RLCIOOZEERGE, BEERE. $4LONILERFH
ROCTLEEEAREMR AR T F R & HERR L 7Ry,

i
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[0051]

[0052]

[0053]

TORTF ROCTLEEEREZFFT ZRY. 280 BAE 1@ 2@, &
RBE®D) FFHOITHIRENEOTI/BEHRET S (Tabb, B
RE. BABLG/ TLEMMTZ) 2&ENTES, APRESICEWT, T
BEL &WD BER., EFLRENRREOT I /B, FIAIEHMED L < IX3(E
FERENREERERT 5, RETDHT7I/BEROEER. FFLIF200% L
CIRENKRB. FYFELIFIBRE LLEERRB. ISICLYFFELLIE
10%% L < IEENKRTE. FLE1~55TH 5,

REFRLZEOBETHVWONLZE, ARBADORTF FIE, HFH L <IZHA
MEEDESHRE LT, MBFAEIFYVY —LORALIERRIINERE
THd, LED>T REBORTF RiIE, HMLRICN T 23\ ESHANE
ZHRETDHIENMTFELY, TDLH, PI/BEREOER. RE. AL
C/ELEMINCE > TRTF RZHEL T BERNMEIRE I NALWE
RTIFRE/BTEHELV, HHMEADREICEL > TRTIINBZRTF RO
DI ILEEEITH D T &M D (Falk, et al., Immunogenetics 1994 40 23
2-41; Chujoh, et al., Tissue Antigens 1998: 52: 501-9; Takiguchi, et
al., Tissue Antigens 2000: 55: 296-302.) . FD & D BIRAMHICE IV
REEXRPAORTF FICEATEIENTES,

BIZIE. HLAY SZAUCH T 2REAMEET2RTF KT, —MKRIC. NKiF
HO2EBEDT I/ BELVCRIFEDT I /BEAHLAY 5 AINDHEEICES Y
BPUH—BETHD &M% (Rammensee HG, et al., Immunogenetics.

1995;41(4):178-228.) ., BIA L, HLA-ANTTlE, NRigHDS52BBD7 X /8
ELTALAZY Ny AvAAY Y, QA VY T2V TSZ206
SFUFOTUD, CRIEDTI/BELTYIVBIUTILF =AY HA-AT
HCR T HIBERMMELBTVT Y H—BREL LTHONTWS (Falk, et al.
, Immunogenetics 1994 40 232-41; Chujoh, et al., Tissue Antigens 1998
: 52: 501-9) . T HIT, HLA-ATITIE, NRimH S3BE S L UVTEBDAEIC
BN T o HA—BREEZB L. NRENLIFHOTI /BEELTEAOSMD Y
Z7IZIWTISZY, FAYY AVAAT Y BIUOTIZURMFELL
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 NRIEASTBBEOT7I/BELTIEOM> Y., 4VOA Y, FOY U,
NYUBLIPT7zZMT7SZoBFFELVESTSLNTWS (Falk, et al
., Immunogenetics 1994 40 232-41; Chujoh, et al., Tissue Antigens 199
8: 52: 501-9) , ZMD/c, HA-AESRMMA S ELIEBAIE S D
Ik, NRIEDS2BBOT7I/BEXLA=Z>, X)) v, 4vAOM4> >, 1
A0, 72275320 LRFAV Y TERTZ L. 8LV Fk
ECREDT I /BE YD VELKIETILXFZVTEBR T ENEZLWVA
BEMENH D, THIC, NRIgHSIFEOT7I/BEO(AT Y, TxZILTS
U, B LTS VTEBIRTEZE, B&LV
S EENRENSTEHOT7 I /BEO(S Y, 4AVAAY Y FAY Y,
NYVH LRI ZZATSZVTBHRTHIEBEFI LVWHREELH 2,
LA>T., BHIES : 1, IBLMIB3OFHIHRBIRIND 7 I JBEIICS
W, NRIEHDS2BBDOT7I/BAX LA =0, XYY, 41VOA42 > O
A, 22ZNT7ZZ03LREFAY Y TERINTWVWS, NRigHhH3

v, FOir, 4voOo4q

BEHOTI/BIAOQASY, JTZATSZy, FOYY, 4AVAOA1I Y,

TFSZUTBBRINTWS, NRighS7TEBOF7I/BAO(A2 >, 4V0O
1oy, FAiv, NUVELLRTIZZNNTSZVTERINATWS, &
S/ ELECKREDT I /BN P VE LG TIUFZUTERINTWS
. TI/BENESOCILESEEEIT 2R TF RE. AEPFOXRTF RICE
EXNd, FFELWERETIE. REBEORTF NE, BIUES : 1. 98 LU
3DHHNSBIRINDG 72 /EERIICEWT, NKIENS2BBDT7 I /EHNR
LA =, "y 4vaA>v, o4y, 7220753205 LLIEF
OY Y TBREINTWVWS, NRENMSIBEOTI /BSOS Y, 720
TSZv, FAYY, AVAAYUVE LR TIZVTERINTVWS, K
WmABTIREBOT7I/ B4y 4avaqavy, Fav v, N)vELL
7 ZZITPSZVTEBBRINTWVWS, 8LV FECRmOT I /B
CUE LR TILFZUTEBRINTWS, 73 /BEIHI LA BCTLEER
EETIRIFRTHYB S, T40b5E, AEPORTF R, BHIES 1
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[0054]

[0055]

CIBLTIBOFRNLBRIND T I /BEANICH LT, UTD (a) ~ (d)
DFLYBRINDIEULOBBRAINAEZT I/ BEINEZE0., CTLEEERE
EETDIRTFRETET S :

(a) NKIHAS2BEDT7 I /VBARALA=ZV, KXYV 4vaALT Y,
O4>Y, 222 T7S5ZVFEEEFOS Y TEBRINTWS ;

(b) NRiEMS3FBEOTI/BIrOAT Y, 72752y, FAOY
V. AVAAYVVERRET I VTEBRINTWS ;

(c) NRiSTBEBOF7I/BAO(A> Y, 4vVAAPY, FOV Y,
NY)VERET7IZINTSZVTEBEBRINTVWS ; 4T

(d) CRHDTI /BN I VELIETILFZVTERINTWS,

FELWEBKRTIE, AEBORTF R, BEIES 1. 98LT130HH
S5BIRINZ7I /BEEFICH LT, L& () ~ (d) OF&LYFERINSI]
B LEOBBAINALT I /BEFINSMRDE, CTLEESREELAETZ2XRTFRT
HYBD, RERICBWT, B LWEBRORIZ. L& () ~ (d) HE
RINBDUE 2E. MEHRLIGFMEDBERTH S,

. AFEBORTF NE, BIES : 1. IBLITIB3OFANSERIND
T7I/BEIICEVT. NRIENS2EEDOTI /BN L=, N U,
AVAAY Y, BA42 Y, 722275208 LARFOY Y TERINT
W3, BLT/FLECRHEDOTI/BN) OV LR TIFZUTEHRS
nNTWwa., 72 /BBRENEZSCCTILESELAE T 2R TFRTHYES, FFE
L< i AFEBORTF RE, BIES : 1. 9BLIPIBOFRHSERIND
T7I/BEIICEVT. NRIENS2EEDOTI /BN L=, N U,
AVAAY Y, BA42 Y, 722275208 LARFOY Y TERINT
W3, BLT/FLECRHEDOTI/BN) OV LR TIFZUTEHRS
NTWa, 7 /BEIHISABCILFEREETI2RTFRTHYES, 7
mhHb, AREBAORTF NE, BIES : 1. IBLTIB3OHFNSERIND
73 /BRINICBEVT, UTD (@) LT (b)) OFRLYBRINSIEML
DE#HREET DT I /BEINESE. CILFEREBEITIRTFRTHYES
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[0056]

[0057]

(a) RGO S2BBOF7I/VBAALAZY, N2, 4vO14 PV,
O4>Y, 72220V TPI5320FELREFOSYTERINTVWS ; BLU
(b) CRIGDT I /BN PV ELETILFZVTEBRINTWS,

FELWEKTIE, ARFEBEORTF R, BHIES : 1. 98 L13DHH
LERINDT7 I /EBEHICH LT, £58 () ~ (b) OFLYBRIN ST
BULEOEBMRAINAT I JBEIINSLA S, CTLFEEREEETDIRTFRT
HYUTD, FYBFFLVWEKRTIE. NRiahL2B8EBO7I /JBIERALAZY
) Aavaq P vELEEON YV TEBRINTWS,

HLA-AO3Tld. NRIGML2BBOF7I /B LTOM Y, AFF =V N
Vo, PS3Zv.oavaqasr, )y, BLUTALAZUD, CREDT =
JBELTTZILF=V, YUYy, FOY Y, LT ZIITS=UH HA
—AOBICH T BB EHRMMUELIBVWT Vv H—FEE LTSN TWS (Kubo RT.
et al., J Immunol. 1994 Apr 15;152(8):3913-24; Sidney J et al., Hum I
mmunol, 1996 Feb;45(2):79-93; Gambacorti-Passerini C et al., Clin Can
cer Res. 1997 May;3(5):675-83) . Z M7=, HLA-AOEEIRMME % s &
TLISBARIEZ0ICE, NRIENS2BEBD7I/BEO0/4 0, XFF=
Y. N TSZvoAavaqaTy, B LKA LA U TER
TE5IE BIG/FLECRMOTI/BETILF=V, YDV FOY Y
CELKRB T IZT S VTERT S EHNEZ LVWAREESAH D, L
AoT. BHES 5. 1. 6. 3. 12, 22, 14, 16, 18, 15, 27. 17, 30H &
UNDOHFNLBEBIRIND 7 I /BENICEWT, NRiaHS2BEEBDT7 X /B
DAADY AFFZY XYY, TS3Zo, 4vyaa>r, )V,
WBRALAZVTEBRINTWS, BLV/FLECRTOT I /JENATILF=
V. UTY, FAOY Y, FEET7IZANTSZVTERINWATWS, 73/
BEN A SUCTLESREEZE T 2R TF NiE, AREBORTF NICEBEINS
o FELWRBKRTIE, AEBORTF RiE, BHIES 5. 1. 6, 3, 12, 22
. 14016, 18, 15, 27, 17, 0B LV OHENMSBIRINDZ T I /BREZFIC
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[0058]

[0059]

[0060]

BWT, NRIFENS2BBOT7I/BAOAY Y, XFFZV. "YUV TS5
—v.oavaavy, ) BLLEALVFIZVTEBRINTWS, B&
C/EIECKRIFOT I /BATILF =, YYY, FOYY, $LLIE7 T
“IWTFSZVTEBRINTWS, 7I/BERINLABCTLESREEZET IR
TFRTHYBZ, b5, AFEBORTF RIL, BIES:5. 1, 6, 3
120 22, 14, 16, 18, 15, 27, 17, 0B LU DHHASLRIRIND 7 I/
BEECFICH LT, AFD () LT (b) OFLYBERINS 1EAULDOE
|OIINLT I/ BEINESE. CTLFEESREEET IR TFRE2ETET S :
(a) NRighL2&BDF7 I /BAOA Y, AFF=v, NV TF
—v.oAavaqavy, YV, FEEALVAZVTEHRINTWVWS ; LUV
(b) CRIMDOF7 I /BATINF=2, VDV, FOY Y, FLET7Z

WS ZUTEBRINTWS,

FELWEBKTIE, ARBORTF RIE, BEFES 6. 1. 6. 3. 12, 22
. 14016, 18, 15, 27, 17, 0B LUBIDANSBIRIND 7 I / BBEEHIIC
LT, £5E (a) LT (b) OFLYBRINZ 1EAULOBERAINL
73 /BEINSRDG. (TLEBREEAETI2RTFRTHYES, AFRBPICH
WT, #ELWEROHRIE. L5 (a) LU (b) HOHFBERINZIEFTIE
2EDERTH %,

SYUFFELWREEKRTIE, NRimDHH2EBEDT
V. FEENY) UTEBHBRINTWS,

TFUHA—EHMOT I /BICSVWTEIFTRS, RTF ROBENLATHRES
B (TCR) BREIRLLICHEWTH, BREZEATEIENTES, WD2HOD
TFIRIE. B2 IECAPT, P53 pism) « Her-2/neu ggoarm « 721390100 ooy %2
E. TI/BBHREETAIRTFRETORTF REAFEOEEEET 2D
FERELYBNEEEEZBLESZEZEMLTWS (Zaremba et al. Canc
er Res. 57, 4570-4577, 1997, T. K. Hoffmann et al. J Immunol. (2002)

JEIxOA y, AFA=

i

Feb 1;168(3):1338-47.. S. 0. Dionne et al. Cancer Immunol immunother.
(2003) 52: 199-206, & &S, 0. Dionne et al. Cancer Immunology, Imm
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[0061]

[0062]

[0063]

unotherapy (2004) 53, 307-14)

AERIZ /. ARBORTF RN (FI2 I BHES 1, 9. 13, 5 6, 3
120 220 14, 16, 18, 15, 27, 17, 0B LN DHFHIHBREIND T X/
BREIIA S RDBRTF R) ONKRImB L O/ £/ CRimic, 1E. 2@, Fk
FREEOT I /BAERNTZIENTEEIEA2PHT 2, (TLHEERZRE
TERETDLIBRBERTF R, AFRBICEIN D, HIXE BIUES
D 13FEIIINCERED T I/ BEINNSRDZIRTF RONKRRS LT/ T /ld
CARERICIE. 2@, F/EHEDT I /BEAIMEININERTF NI, APCICHE:
ez s, APCRICRYAENTTORy I VI E%F, BIES 133k
E3NCERED 7 X /BERINSWRIZRTF NERD, TDE, NMRRERER
BT, APCOMIBEREICIRT™IND 2 &L LY., (TLEFBLES, T4
HEARFEBAORTF RiE, NRIES L UCRmD. WInh, EE@EAICHE.
2B, FLEBEOT I /BAMTMINAERTFRTHZIENTED,

LALRA S, RIFROT I/ BESIN. BASBELZETIREMS
IEHRES VRV BEOT I/ BENO—EERA—CHD5E. BCRERE
EHLV FLRIBEOMEICTT ST LIILF—ERDEDEERNFERS
NBAREELRHZ, LEN>T. RTIFROT7 I/ BEII MDY VI8
OF7 =/ BESNE BT RN ECRT 270, MATRAT—IR—2
EFRVTHRAMREEITY ZEA/FE LV, BRAMERERNDL. HRRTF R
LB U TIHEEIF2EDT I /VBARBREZRTFFIZABEELAVWI L
PO HZEICIE. TOLDIBEWVEROBREZR D Z & LIC, HLA
HREDZTOEAFEMEABRITZ0. L/ TLIEZOCTLEEREE
BRIEZDIC. BAKRRTFRERETDHIENTE S,

AFEBORTF ROVE. 2@, FAEHREOT I /BAREINERTF
RiZ, TORTF ROCTLFBREEZRIFLED EFRAINDID, BWERTFR
ICRE L CCTLEEERE AR T 2 C &M P E LW, ABBMAZEICSE W T ICTLEE
BEEETHRTF R &ld. ZORTF RTRIBINAPCICL o T, CTLAY
FEIXNDIRTSFREET, ICTLOFEE] ICIE. CTLADSLEFHEE, CTLEM
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[0064]

[0065]

[0066]

bOFEE, CTLIEFEDZEE, CTLOMIREEEHOFEE, CTLIC L 2 FBED
BROFE, BLUCTLOIFN-v EXENOFENSEN D,
CTLEFBREDRERRIZ. HAMRZRB T HAPC (BIZIE, BY >3k, ¥/ 0O
77—V, BIUERMR) 2FE L. RTF RTRIRL /2%, CDSIZIETHE
BRERAL. TO%, EMNMAIICKH L TCTLICE > THRIES WAIFN-v ZRI%E
THIEILELYTITENTES, APCIE, FE LK, & M RELEFAN
KEROBRMIEEER T2 EATES, RIGRE LT, HARRERRY
ZEIICEBINLENS VARV IV VEMERWD I EETEDS, .
Bz L, AR A CrE TRETRR L. ZRHIRED 5B S N REDEED
LRTF RTHEEINLCILOMREEEMEZEHTHENTES, HBHL
&, RTF RTRIBL/ZAPCOBERET T, CTLICL > TEEBIUHREINLI
FN-v &8I L. JIFN-v £/ 20— FILiAa AW TER EOREILES 2R
td22&ICE>T, CTLFEREZTHET 2 &N TE D,
FROBEICMA T, AREBORTF NE, #BRELTELZERRTF
RACTLEEEREARIF T HRY . tMORTF NICEFIHZIEHTES, K
HBEORTF REBEFIEZBULBARTF FOFlE LT, BEBEEEHRTAA
ICAHET ZCTILFEEERTF OB SN D, . FRBORTF NRLTZ
BRESEZIEBTEDS, RIFNHAOERICERTET2EDRY Y H—&
LEMIPBTAMTHY . FIAIEAY (P. M, Daftarian et al., J Trans Me
d 2007, 5:26) . AAA. NKRK (EZ%U&= :38) (R. P. M. Sutmuller et al.,
J Immunol. 2000, 165: 7308-15) . F7/=IdK (S. Ota et al., Can Res. 62
, 1471-6, K. S. Kawamura et al., J Immunol, 2002, 168: 5709-15) D&
IR H—HEHTDIIEDNTED, RTIF R, A2 REE (B XIE.
IR, BEAL) TERTIIENTE, 3DULORTFNEERT ST
EEHETES,
REBORTF ME T, BRELTELZIERERTF ROCILESREZR
BI3RY. hOYBICERIEZEHTED, RREFEORTF R EER
I LBEURMEOFE LT, BIxiE, RTF R, IBE. ¥EH L ISHEHE
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[0067]

[0068]

TEFIVE, BEUTRADB LLEEROR) v —FHETF LN, AFH
DORFTF RiE, CTLESREMERDNAQWRY ., FEHEMNM. RIEEL. FE
) UBBEREDBRAZTICEHTES, JOLDBREBEOEBMEZIT> T,
IR RRERE (BIA X, ERERBES S UEERRE) 25752 &, Fk
ERTFRERELT DI ENTES,

PIZIE. RTFROA VERLEMEZHZLDIC. D-TI /B 73/
BRIEIRIA, FRRBIERARTI/BEEAT S EMNUARMAPFICEVNTAMN
ThHY. COBMIEARARPORTF RICEEGIRZIEHTES, RTFKR
DEEMEIE. W ODDHFETT v A4 T2IENTES, flaiE. RTF
F—tH, ASTICE FOMBES L CIEREDRRABEFRBEEEZRVT, &
EHMEHRRT D ENTEDS (BIAIE, Verhoef et al., Eur J Drug Metab
Pharmacokin 1986, 11: 291-302%&8BXNn/=\) ,

THIC, EdRULAELDIC, ME, 2@E. FLEFEDOT I/ BEENER.
RE, BABLIT FEEAMINLZHRERTF ROFNL, TORTF R
EHBRLTHEU P FEFEEZENIYEESWEEZET2E5D%2RV ) —=ZV T
FRITBIRT DI ENTED, LD >TEAREBIEEL, TOHD &L
TR FEEZENLYEBWEREEZET2RERTFRER V) —=2 T
FRIFBRT 2HEERMT 2, BEENICIE, AFRIZ. CTLFESEEZET S
RTIFRERV )=V T$2HETH>T. ULTORBEZEUHEEIRH
ER:E

(a) BEHIES < 1. 9, 13, 6, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17
C3BFVBNOFRNSREIRINSG 7 I /BEINSRZTOT I/ BESIIC
LT, ME, 2@, FAEHEOT I/ BEENER. REK. A LT
SERIEINMINAET X/ BEID QD IRMHEH E VER T % B ;

(b) (a) THEM L ARRRECS DR A SURLCIOLIADWAR B RFND E
NECFEME BERCERYE (BHR—M) 2832 WMERES ZBIRY
% ERBE ;

(c) (b) TERLLMBEFHEINLMREBIRTFNE, APCEEZEMIES
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[0069]

[0070]

[0071]

[0072]

EXBE ;

(d) (c) DAPCECDSRRMETHERR S I M ; L

(e) TTDT X/ BEINLWMBERTFREIY EAENEIELYBTULCT
LEZEREE BT 2T F N BIRY % &,

RPHEICBWT, AFEBEORTF RIEE. TRLOIORTF K] Fkid
TIRLCTOR Y RTF K] &bEEIN D,
| | |. REAORTF FOFER

BMOFEEZRAWT, AFRBAORTF REFAB T ENTES, HlZIE
. MM ADNARM E IR AEKERAWVWT. AFRBEORSF REFART D&
NTEZ, RFEAORTF RiE, B&IC. L322 LIEZERAMEDORT
FRESECLIYRWRYRTFRELT, BT EHIENTES, #HIZDNA
BiMfiABVWCHEIMERNTEESELE, A EEER LK. BIHMR
FEERRIGHDN S, RREBORTF REBHT LI ENTES, T4
5, MOBEMES VIV ESITENLOMNE., FLEMEOVWHNRB{EE
MELEENICEITRWVE IS, ARAORTF REBREILITERHT I
ENTES,

AFEBEORTF RIZ, BEHICE > TTHORTF ROEWFEEIMERDNRR
WIRY . $ESEATON. RUSEERIE. F/IQY VBEACDBMHESHED, thD
BIRBIERRICIE, BIAEHBRTF NOMBFRHPEZERIES-DICH
WBZENTES, D-TI/VEBELIGMOT I/ BBIEREDORY AHDEE
na,

BIRINEZT7I/VBEINCEDVWEEEZEESRICE > T, AEBORTF R
EBBIENTED, FARICEEIEEIEDTELREDORTF RER
EOHNCIE. IO & D AXEICEEEHDOAENZENS -

(i) Peptide Synthesis, Interscience, New York, 1966 ;

i

(i i) The Proteins, Vol. 2, Academic Press, New York, 1976 ;
(i i) IRTFREKI (BAREE) , AFE, 1975;
(iv) IRFFIFEXOEREEEER] (BAFE) , AE, 1985;
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(v) TEERORFE] (BAE) , &HB145 (RTFRER) , BIE
R, 1991 ;

(v i) W099/67288 ; &L

(v i i) Barany G. & Merrifield R.B., Peptides Vol. 2, Solid Phase P
eptide Synthesis, Academic Press, New York, 1980, 100-18,

[0073] ®HZWE. RTIFREEET LOOEREOAMNDOEBELFIENFEEE
BXHT, AFRBEORTFREBZZEHETEDS (BIZIE Morrison J, J B
acteriology 1977, 132: 349-51; Clark—Curtiss & Curtiss, Methods in En
zymology (Wu et al.) 1983, 101: 347-62) ., BIZ (L, HAIC. KAFEBEDNR
TF RERRAREATET B2, TO0E—4%—EIICHEKET 5AMES
DFRIC) A—RTBRYXI LA FREZSUCETRNRI S —%ZFAML, &
ParE FHERRIC I E SRR T 5, RUWT, EBEEMBEEZEEL T ARBAOR
TFREEEIEE, HDWE. A VENOBRREAVWT, AFEBHORYS
FREAVEMNOTHERTZEETES,

[0074] | V. RYX I LFFRK

AEBIEZE, ARBORTFROVWTIhAEI—RTZR)IXILAF
RERHET 5, I 5ICiE. RAURLCIOEMLRF (HlA X, GenBank 77 o 7w &
3 V&HSBC 117142 (BAIES :36) ) HERODRYXIJLAF R, BLTED
RENICHEINLZXI LA F RBIZBTZIRI)XILFFRIEEND
o REPHMZEICHSWVWT MREMICHEINALX I LA F REFI] &WHEAIE
. B—DFLIAENICA—DOT I /B %EZD— RT3 %ZET, B
EEDIEEDOH. ME < OBENICA—DORBIMEROREDY VNI E
#d— K93, FIxIE. 3 KGCA, GCC, GCG, HBLUVGCUIETRT, 73/
BO7S5=v%0—RK9$3, LEN>T, $HOARVICE>TTFI UM
EINIZERBDMEBEICEWVWT. I—RINZRIRTFREEEIEZE
B, BARVERIRORIGTZ2IRYOVWTINIERT S EHNTES
o TDELIRBBBOERIZ THA LY MEE] THY. RENICHEINL
BEO—ETHZ, RTFRNEI— NI 2RBHEEFRODH 5 2 %REEETIE
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[0075]

[0076]

[0077]

. BERBOHLWIARLYA LY NEREERY, REPOZI RNy (B
BAFAZVICN T B2H—DIAR Y THBAG BLTREN) T hT7 VI
NYHME—DIARYTHBTGZRS) Z2HEL T, BENICA—DODF%R
IENTEDE%E, HEERFBHTZITHED, LEN>T, RTFFR
ZA—RT2RBOEYM LY MEER, AR LAERENICSWTIERRY
ICEEHINTWS,

AEBEORY X LAF Rid, DNA, RNA, B TFNSOFEHEL SHERK
INT5, DNAIFA, T, C, BLTCREDBENSEYNICHEK I . RNATIET
BUICEZ#®A SN S,

AEBORI)XILAFRIE NETET7I/BERINEBICHE>T,
FEHEDLTIC. AREAOERORTFREI—-RFLE%, BIXIE NETDHT
2 /BBEIIE. RY X I LA F RELIGEERINARTF ROUIBTERGL ()
Z &, BREASHECY)) ZRE LTS, IHIC. RYRX T L FF RIE. KFEH
DRFFREI— KT 21— REBIICHT 2ERDONMNERT%E2EH1F 5,
BIZIE. R X LFAF RIZ. RTF RORRICHELRRMES 2 SO
ZARVXIUVAFRTH>TEL, FFYT—H—EBEFEEETIHIHREN
98— BIZIE, TSRAIR) THo>THLW, —fRIC. HIAIERY A5 —
EELIVCIVRIXILT7—EZAVBIEROMBEAREICLYRI X LT
FRZBETHIEICES>T. ZOLODMEBMAR) XV LA F RERAET
52 ENTES,

HBMARES STEEERREOVWT W ERWTH, AFEBEORY XL
FTFREERTZIENTEDS, HIAIE BUGNRII—ICHEATSE I &EIC
EOoTRYRILAFREFERTHIENTE, ThizavETy MR
hSYRT 2 bULIBERRRING S, HDWE, PREGEF L@ A
BERNTORREZAWVWT, RUYXIVLFAFRZBIRTHIEEHETES (HIX
(£. Sambrook et al., Molecular Cloning: A Laboratory Manual, Cold Spr
ing Harbor Laboratory, New York, 1989%&ZRINf\N) . HD\WME. Beau
cage SL & Iyer RP, Tetrahedron 1992, 48: 2223-311 ; Matthes et al., EM
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[0078]

[0079]

[0080]

BO J 1984, 3: 801-5ICEEHMINTWAEMEEEEHAWT, RYXJLAFK
EEKTBDIEETEDS,
V. T¥VYV—»A

AFEBITISIC, AFEBEORTF REHARRE OBICHERI N EEEE
BEDRELICIRTT 2. TFYVY—LEMINIMERNMEEZRET 2,
TITHYY—Aid, HIZIEERTI-5105072 & & OW099/034991C Z5dk X T WL
DAFECAVWTIHAETZIENTE, BESSLIV/FLEFHOTRERD
BENOBONLAPCERAWVWTHART I ENTES, AKPOIXFYY —L
d. ARBORTF REBKROKERNT, 779F &L TEBTLHIENTE
%,

RIELEARHPICE TN IHARBRORIE, BES L/ FLEFHELELE
TENROEDE—BLURITNIE@R SN, FIZIFHLA-ATT (B 2 1, HLA-A*1
101) 77 AERATES —MBHICRONZTYILTHY, PPVTARBED
BEICELTWS EEZI SN D, F/HLA-A03 (X (£, HLA-A*0301) (XH A
ERTES—BUICEROSNZT7)ILTHY., BABEDAEISELTWS &
Zz2bNd, AERNICIE. BERICBWT, BEEVWEELTZ2EEHDOHARERED
HAFOFEARNBIEICLY., BEOHAMIRICH L TELRILOESRME%
B3, FLEEIFEOHAMIREN LAEMERRICE 2CTLESREEZE T 5N
TF ROEIRBIRDATREE 2B,

AFEBAOIFY Y — Lk, KEBFDRTF R EHLA-AT1F 72 IZHLA-A03 & D
BEEREZTDORALIIRTY 5, ARAORTF REEEEREHKT HHAD
HLA-ATI TH 5156, ARIBORTF NI, BIES : 1. 98 L™130HFNS
BIRINDT7I/VBENEETEIRTFRELEZTORERTFRTHB
ENFFELL, BAES 1. IBLTIBOFRNSBIRINS 7 X /EBEEIHD
LRBRTF RELWEZFORERTF RTHB I ENLYIFE LWL, Tk
AFEBEDORTF REEEEETHT DHANHLA-A3TH 2154, AFEBEDR
TF RiE. BEFIES 60 1. 6. 30 12, 22, 14, 16, 18, 15, 27, 17, 308
FUNDFNLBIRIND 7 I/ BEINEETE2XRTF NELREEDOHENR
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[0081]

[0082]

[0083]

TFRTHDZEMIFELL, BEHES 6, 1. 6, 3, 12, 22, 14, 16, 18
160 27, 17, 0B LUVINOHANSBIRINDG T I JBERIIHNSBDEIRTF
RELIZZEORERTFRTHEZENFYITFE L,

V I, $nRIRRHARE (APC)

AFEBIEE, HHAMREAFKBORTF REDBICHRINDESEEH
BORALICIRT T 2APCEIRHET 2, HDWIE. AFERIK, HLALR & AF
BBORTF REDBEICHRINEER%E T DOMIEBRELICE Y 2APCx 1RH#
T5, AFBEDAPCIE, BEEXN/-APCTHYE D, HIRE (APC, CTLEZ) (CFE
LTHWONhZIEE., TEEINh] &V BB, SR M toEEOM
BEOSDBESINTWSE & %1ET, AFEBPOAPCIE, BRIV FTLETFH
DORRERDBEICHRXRT ZAPCHLFEEINLEDTH>THLL. D&
WMT., FLEARFEBAORTF R, ITXxYY—»4L, £ LLECTLESTHOEY)
EHRALT, 99F & LTHRETEHIENTES,

AFEBFOAPCIXFEDEIEDHMIBICIREINT, ) U/ABKICL > TEREIN
2LHICBEROMBEKRALICY VAR VEERRERTT 22 /M5 TW
MR, B2 IEBHAMAE (dendric cell : DC) . SNV WA, <4
O77—2, BiifE. BLEMATHENEZEENS, DCIE. APCOFRTRBHIHA
NRCTLEEEER =B 2KRMLRAPCTH 578, DOITARFEBDAPCE L THF
FLLEAINES, AFRBICEWT, BFELWICIK, & FNEFROEBI N
1DCTH D, FIAFEADAPCIE, MERRTHEEEE T 2EEEEOMEOERE
EMTH>THLL. TRETNELRDZAFEBORTF RERRT HAPCORE
MTH->TH L,

BIZIE, REMEBERIRDODCZHEREL. RICENSE AV E MO TEARER
DRTFRTRIBT B &ICE>T. AFEBEDAPCEBE I ENTE S, &K
BBORTF REWRICES LEE. AEPBORTF RERTT 2APCH
ROKHNTEEIND, LD >T. AFKBOAPCIE, AFEBEORTF K&
RICIZE LR SRROVLAPCEZEINT B EICE>TR/RBIIENTE S,
HDWNE, AFBADOAPCIE, FRHNSEUN I NIAPCE RFEBHORTF K&
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[0084]

[0085]

[0086]

[0087]

MIERIEICE>TIH/RIEHTES,

TRICBEWT, IRLCI0ERIRT 20 AMBBICH T2 RENE4FET 5
OIC. AFEBADAPCEZ BT, FLEAFEBORTF R, IFVYY—L, BL
IFCTLZECMOEXEHAL T, HRICHETEIENTES, HIXIE,
ITORAERESIILUTOREZEHES :

(a) BIDOXTRH SAPCA[OUN T B EXFE.
(b) EXBE (a) DAPCERTF NEEFMIEIERME. BLT
(c) Exf& (b) DAPCEEE2DWRICILS T 5 &L,

FBIORREF2ORHRIGA—DEFETH>TH L. FLIBERDEKT
HoTHLV, BIOFWREF2ONRDPELRDZERTHDIHE. FIONRE
FE2OWNROHLAIZE—DETH B Z EDFE LWV, LEDERE (b) IC&>T
JFONTAPCIE, DALZBESLT TG FHTZEODDTIFVERYRET
%,

LEREOLIBTEICL>THELONE, AFRBFODAPCIK., CTLEESREEZET S
o APCICEELTRWHL NS ICTLEESRE] &\ FEEIE. CDSREMETHIR & =ik
IHEEIL, CTLZFEETEHENTZBHAPCORENEIBT., I HIC, ICTL
FERL) 1T, CTLEM L AFE T B2APCOAEES. CTLIENEA SFE 3 BAPCOEE
B, CTLIC & 2 ERNHMIE DA % (BT 2APCORES. B LT, CTLIC K BIFN-
YEEEEMIEIAPCORNNEEND, RAEBFODAPCIZL > THFEEINC
TLi, URLCIQICHEEMACTLTSH Y. URLCIOFRIZMAICT L THREMAMRS
EEEERY,

AFEBDAPCIE, EEDOFZEICMA. AFEHEORTF REI—-—RTBRY X
JLFFREAVERNOTAPCICBAT S EICE>THRBTZIEETED
o BATBRY XU LAFKRIL DNAZ/IIRNADFERETH>TLW, BEAD
FEDBIUCIFE. FICREIhB &, YR7xzIva3>y, TLY hOR
L—av, BLTYVBALY DLZERED, HPFICSWVWTREERS
NTWBHRL2ABHFENEZENDS, L YEEBICIE, Cancer Res 1996, 56: 56
72-7 ; J Immunol 1998, 161: 5607-13;J Exp Med 1996, 184: 465-72 ; /A%
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[0088]

[0089]

[0090]

RFEF/AEREE2000-509281 SICREEH I N TW A LD AT EEBVWL I ENTES
o REPORTFREDI—RTEZRYXIVLAFF REAPCIZEAT DI &ICL
2T, BRY XV LA F REIMERTERE, BERELZIF. RWT, £UE
RTFREMCY S RUCE > TTOEY VY FINT, BREREETAHR
DARTF RHAPCOMBIREICIRTI NS,

FELWEBKRICBWT, AFBOAPCIE, HLA-ATT (&Y FFE L < [XHLA-A*11
01) F/IFHLA-A03 (& WiHFZE L < IZHLA-A-0301) & ARBBDRTF R & DR
KRS h28EaH%E, BBOMIERE LICIRRILTWAAPCTH B, KFHEE
DRFF R EEEEREHRT ZHANHLA-ATI TH D IBE. AKBORSF R
i, BAIES 1. 9B LPI3DBNLBIRINZ T I/ BEFEET IS
FRELZEBEZORERTFRTHBZENTFFELL., BHES : 1, 98 L
SOHEMNLBIRINZD 7 I /BEFINSRBIRTFRTHDZIENLYFFEL
W, REBORTF REEEFRERNT DHADHLA-AD3TH 2356, AR
DRTF RIE, BHIES 6. 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 3
0BLVINDOHEDLBIRINETI /BEINEBETEIRTFRILETORE
RTIFRTCHBZENFELL, BHFES 6. 1, 6, 3, 12, 22, 14, 16, 1
8, 15, 27, 17, 0B L UBNDFMNLBIRINDZ 7 I/ BEINSREIRTF
RThHdIENAIYFTFELL,

T, AFEBOAPCIE, i7F L <IE. UTO () F/2ik (b) ICBEIND
BEEZZUABICEL>TEEINDAPCTHS -

(a) HLA-A11 (& YiFE L < IZHLA-A*1101) & L T'HLA-AO3 (L YEFE L
IFHLA-A-0301) DR & UBIRI N2 DA< &EH1DDHLABERIR L TV BAPC
EAFRBEORSF NEEMI 25 EE;

(b) HLA-A11 (& YFEF L < (ZHLA-A*1101) S L THLA-A03 (L YW IFZF L
CIFHLA-A-0301) DR & WBRI W2 DA & H1DDHLAERIR L TW3APC
IS, AREBORTFREDI—-—RTEHRY XV LFTF REBANT B EE,

HLA-ATT A RIR L TWBAPCEEMIIE 2 AFRBAORTF Rig, EHIES 1

COBLPIBOHRNSBIRIND T I /BRI EET 2R TF NELIEZTOX
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[0091]

[0092]

[0093]

[0094]

BRTFRTHDZEMWFFELL, BIES 1. IBLTI30HHIHBRI
N27 3 /BEINSRIRTFRTHEBIENLIYFE LWL,

HLA-AQ3% FIR L TWHAPCE FEf I H 2 RARKBDORTF Rik, BRHIES : 5
106, 3, 12, 22, 14, 16, 18, 15, 27, 17, 0B L VN DHHISBIRI N
537 /BENEBFITEIRTFRELIEETOHRERTF RTHD I EDFE
L<. BEFIES 5. 1. 6. 3, 12, 22, 14, 16, 18, 15, 27, 17, 30& L O3
1DOHFNLBRIND T I/ BEINLWREIRTFRTHI I ENLYUFTFFL
W,

Fro. AFEBRICENIL, CTLEESREE AT HAPCAFE T 2RFMERY &
HETDODOARREAORTF ROFANMREINDS, INX T, RAFERIF, C
TLEESREA BT DAPCAFE T 2RFMMERMEEET 2LODHEFIET
RERMET D, I5IC. KRBPIEF, CTLEBREEAE I 5APC%FEET 5
HDEAFEPDORTF RERHET 2
VI, HREEEMTY »/RBk (CTL)

AEBORTF RICL > THEEINACTLIE, 1 VY ERTURLCI0ZHIZT 5
NAMEEZENE 2 RELEEERT 50, AFEBADRTF FEBIRIC
DOFELTHWSIENTES, LD > TARRRIE., AREBORTF
RICE>THFEZIEM bI i, CTLARMT 2, AFEBEOCTLIX, AF
DR TF RZBENETBCILTHY . AEPORTF REHAMRRE DES
HBIHEET DI ENTEBCILTH D, HEESHEADCTLOREIE. CTLOK
RELICHEEY 2THEZSEE (TCR) 2N L TiThhd, AFEBEDCILIE, &
BEXNACTLTHYEB S, FELWTLIE, b NEROBE S ACTILTH B,
FEAEBPOCTLIZZENETNERDIARPORTF REENETSCTLORE
MTH->TH L,

AFEBOCTLIZ, (1) ARBORTF REFRICKET D&, FE (2
) WRERDAPC, &L TCDBREMETHIAR. & L < IFRMEMERIK (peripheral
blood mononuclear cell : PBMC) %4 ' E MO TARBOR T F KRTHRIEHT
52 &, F2id (3) COSFZMETHARE® L < IZPBMC%, HLAGLER & AFEBADR T
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[0095]

[0096]

[0097]

FREDEEHREZEFORALICIRTT BAPCH LLIEIFY Y —LEAVE
FOTEMIESZE, FhiF 4) HiERELICHARRICLYIRRINE
AFEPEORTF RICEE LE2THREZEGE (TCR) O&Y Ty bad—
RT2R)XIVLFIFREZZUNRTH—%CD8EMTHARICEAT S I &, I
LoTHBDIIENTES, £5E (2) FiF B) OFETHERAINZ I XY
Y—LBLCAPCIE, FNEFN TV, ITFYY—L] BLV TV I, HRER
HERE (APC) | DEICEEHOFRICLI > THABTEZIENTE, £52 4) O
FEOFME TV L1, THEZEE (TCR) 1| OFBICEWTEHT 5,
AFBBDOCTLIE, SBES LT/ FLEFHORRERDBEICHT LT, B
THRETDHIENTE, TREUREZHATHT 22BN TAFEBORTF K, APC
LR IFYVY—LEZECHOEMEHRLTERETZIENTES, £
foo RFEBAOCTLIZ, ACTLOBERR E 42 BEICHFET 2 CD8SHETH A
LEBEEINCILTHY B/, AFEPOCTLIE, AFEBEDRTF R, FAIER
HEBPDOCTLOFEICAW-EDEA—DORTF RERTT 2ENMEICH LT
BHENICERT 5, ENMRIE. SAMIEO LD ICRLCI0E NERMICHKIRT
48, £EWRWCIGEETFEMNS VYR 727 MLEMBETH> TEWL, K
FPORTF RICLZRBIC L > TERTF RElaRE L ICRT T 2488
HEE. ARPOCTLOREDENERYFTS, T, AFEBEOCTLOZRHH
B, 1FF L <k, HLA-ATT (& WiFE L < IFHLA-A*1101) & & T'HLA-AD3 (&
Y73 L < [ZHLA-A0301) D<K & 610 B0 TH %,
FELWERICBWT, AFBEDOCTLIZ, HLA-ATT (LY E L < [FHLA-A11
01) B L THLA-A03 (L Y iFFE L < IEHLA-A*0301) DL Y BRI N E DA<
EBHTIDDHLAEURLCIODE S A K L TV 2 Ml HEMNICENE T 5, K
HEICHWT, (LA & § 2MAEIE. HLA-A113 K THLA-AO3 7 ) LD WS
e, REFLEEIATOIKETSIHMETHE I ENTE S,
REPHZICHWT, CTLAMIIEZE MEMET 5] &k, HLAE ARFEBORT
FREDEEFREMBRAICIETL TV MEIEACTLAERHE L T, ZMiRICk
L THIRRESE AT I EE2WD, Fo FEMIENETS] &1 C



WO 2016/021510 36 PCT/JP2015/071839

[0098]

[0099]

TLASGAERZ IS L CHERRIE S B2 g A T A OMBRICH L TIHBEE
EMERIBVWCEEWD, T, CTLEOBETIX. THREE3R#H T2 &
W) R, MBRREICIRRIINDHAE AFEBORTF REDESEICED
TCREM L THRE L. ZMBICH L CHENAMREEEA R~ & %2187
o Lt > T, RFEBADCTLIZ, F&E L < IE, MERELICIRAI N/cHLA-AT
1 (& YUFE L < IZHLA-AA1101) F /= IFHLA-A03 (L Y 1F & L < IZHLA-A-0301)
EARFRBORTF REDOBICHRINZEEREIC. TCRENLTHET S &
NTEBCILTH 3,

Floo AFEBADOCTLIE, FFELLIE. UTFOD (a) Fid (b) ICEFHIND
BEZZOHEICLI > THEFEINLIILTH S -

(a) CD8FZMTHARE A, HLA-A11 (& W EFE U < (ZHLA-A*1101) FH/IFHLA-
A03 (L YIFE L < IFHLA-A0301) EAFKBBORTF REDEASEHEBHEDR
HELICIRTRT BAPCEIEIF Y Y —LEAM Y E NOTEMIE 2 ERE;

(b) CDBREtETHARZIC. FARERE LICHLA-ATT (&Y FE L < IEHLA-A*1101
) F7/=IZHLA-A03 (L Y EFE L < IFHLA-A%0301) (T & YIBRI WA= ARBDO AR
TFRICEELEBSTCROZY 712y &2 O—KR$BRYXIVLAFREE
AT B,
VIl THESSHE (TCR)

AFEPIEF A, HERELICHARRICE YIRRINAERFEBEDRTF RIZ
BELEBDTROZEY 71y bEO—RT2RYX I LI F RESTHERY
BIVENEFERTSIHEEZRBT S, ZRY X I LA F RIE HARRIC
SYMIRBRA LICRRINAARFEEORTF RICEE LEBSTCRERIEIH 3
Z&IC&Y. URLCI0% FIRT 5 A AHIRRIC K T 5 S E 4% % CDSRE M THARR (1
59%, ARMDFICETHIAMOAEEAVD I &ICLY,. AFEBORY
FRTHEEINCILOTCRY 721y hELTDaEE LV BEEI—RT
ZRYRVLAFREAET S EHNTES (W02007/032255, & & UMorgan

et al., J Immunol, 171, 3288 (2003) ) , B AL, TCREDITT B7/=DIC
IEPCRIEDNFFE LW, D DEDHDPRT S 14 v —Ik, FIZAIKX, RO AITS
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[0100]

[0101]

A=, BFO3 TS M4 v —%flrabE TBIBRA /43—ty b &
THIEMNTEZN, INSHICREINAL,
SRTSM<—:
5 RS54 <v— (5 -gtctaccaggcattcgcttcat-3') (EZHIHS : 32)
SMMTS4<—:
TCR o SHCHRISICHFE R -
3-TRa-C'S5 14 ¥ — (5’ -tcagctggaccacagccgcagegt-3') (ECHIEHES : 33

TCR B SHC1 RIS ICHF R
3-TRb-C1 /5 4 ¥ — (5 -tcagaaatcctttctettgac-3') (ERFIES : 34)
CERE
TCR B §HC2TRIS ICFF Y -
3-TRB-C27 > 4 v — (5 -ctagcctctggaatcctttctett-3') (BLHIES :
35)

BEINALRYXI LI F FECD8ZMETHIRRICEAT 5 2 &IC & > THER
INBTCRIE. AFEBEORTF RERTT I2ENMBEESWVWEENTHEET S
ZENTE, BD. AEPEORTF RERTRT 5ENMBEOMENLRE%E
AVERBLITI VE NOTENT 5,

TCROBHY T71=y 22— R 2RY XV LAFRIE BULERT S —,
PIZIEL hADAINARG I —ITHBAT I ENTED, ThHDRT 5 —
. ERMAFICEWTEANTHS, ZRIYXILFIFRILBEENLSESR
AR ATEE TSR 4 —%& . CDSRRMETHERE. 4% (3R B (DCDSRSMHET
MIRRICEAT B ENTES, ARRIZ. ZEEHOTHIE (X/IEBIORR
BSREDTHIAR) O@RRABEICL Y. BNEAAMBEREGRMEEZE T HHET
HMEZDLENDBEZICERT 2 & 2mRICT 2HKOMEMMEZIRET 5,

AEFEZEICBEWT, FEMNTCRE X, KTCRHOCD8FFIETHIFEDORE LICFR
T HHBEIC. ENMERELICRTINAERFEREORTF R EHAMLR & O
EREFENICEREL T, ENMEICH T 28ENAMREEEEENME L
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[0102]

[0103]

[0104]

[0105]

S2TRTH D, LERESHFORENRBIEEOLMOAEICE > THERT
B2ENTE, ZOFFLWHICIE, HARDFB L TERFEBAORTF FZHAW
DHLAZ BB A, RO ICELISPOTY v A EAEE NS, ELISPOTF v
A ZTIEICEY, LEBRY XV LFF REEALLTHEATCRICE -
TENMBEEZRENICRE TSI E. BLITITFIULNMMBERTEEINS
CEHEBBIDIENTED, LERTCRACDSIRMTHBRE LICERET 3188
IC. BXTCRAY, CDSRRMETHERRICN L C. EMMlRREN MRS EEEENS
LB2EWOMREEL. RHMOFEICEL>TITIZENTES, FE LW
FERICIE. B2, 70LET7 Yy 214 ERSICL YENMRBICH T 248
BEEEZAET S ZEN S,

FAFRIE, HA-ATE OBETIE. HIZERIES 1. 9BLVT1315
BIRINDT7 I/ BRIEETIRTF RICHEETZTROZY 1=y b %
O—R92RY)XVLFF K%, COSRZMETHIRRICIREEBAT S 2 &ICL>T
FARINBCTLAIRMET B,

FAFRIL, HLA-A03E ORFETIE, HIAFESIEFES 6. 1. 6, 3, 12,
22, 14, 16, 18, 15, 27, 17, 0B LU DOHENLREIRINZ 7 I / BES
ERTBERTFRICEETZTROZY T1=y hED—RTZ2RY)X /L F
F K%, CDSIZMTHIRRICHRESB AT S EICL > TREINSCTLARZHT S

FBESAINLCTLIE, 1 YERTR—IVITEHIENTE, HOEHMOD
AVENOBEBERICL > TEBEIRZZEATES (HIAIE, Kawakami et a
L., J Immunol., 142, 3452-61 (1989)) , AFBIDCTLIL, BEIITFMH
ENEELTWHREREICE T DEEODREE/IEFHICERRBERMEHAR
METRT 2OIERTEIENTED (ZORBISRICL Y RBHE
ICHA AN 5N BW02006/031221 2 2RI hfzWy) o

| X. ZEHHA R

AFERITEL, UTOFRILBIRINDIDRLCEEHTIDOBEMR T =T

MR F S RFZWHER M Z1RE T S
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(a) XEBORTF K ;
(b) AFEBORTSF RAERIEARELAFETI—RTEZIRIXILAFFKR

(c) AFEBFDAPC ;
(d) XFEROZFYY—L;
(e) AFEBIDCTL,

[0106] AFKAORLZMMERDIE. LEROEMRSICNZA T, EERICRERVLS
nN2iEE, BEASERICERACKHBICRCTEX TS, ARPOREN
HERICERTRERBADOHIE LTIk, BEK, £ERIEK. VY VEBIRER
. BEBHRSEIBFONG, LN >T. AFEBIZERL, UTOD (a) ~ (e)
HORBRIRINZDBLEBIDOEYHD EREZNICHFBEINSBREEZT
. RFPWHEHERET S

(a) REBAORTF K ;
(b) AFEBBORTF NERRABERBETI—RTIZRIXILFFR

(c) RFEBFDAPC ;
(d) KEEEBEODIFYY —L ;
(e) AFEBHDCTL,
[0107] X B, ARBAOREMMERMIE. HEICIEC T, ZER. BB RF
Bl, RESEMF. AEFEMEIF. cHRAZX., RENMFIFHEZ2HED,
URLCIODFIRIE. EEMEHELEL T, FPAMBICEVWT. BRICERT
%, TDH., KEPORTF RELEZRTFREI—-RTEZRYIXIL
FFRE, NADEESLT B LLREF. A5/ FTRIFMEDED
BEOFHICAWVWDZENTES, LN > TAFERE. PADBERELT
SEHLLIEFB, ROWIC FERIEMBROZOBEROFEOHDERZIE
B TH>T. AREBAORTF RELIERY XL FF ROIEEFITEH
BEBYRSE LTCECHEBMERET 2, HHWVE. BFOERME LT
AWSEHIC. ARADRTFRE, T£YY—LFIFAPCORE LICIET
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[0108]

[0109]

IEBIENTED, MAT. ARBAORTF ROVWTIANM DEENET S
AFEBDCTILE £/, AFEAORZNHERIMOBEIHRS E LTHAVWD I ENT
X5, AREBOEZHNMERYIE. AERNEDNESLRIEZNEVDEDO LEE
MR EERED,

AFBFORZMERMTE/-. 79 FVE LTERINE S, AREBED
FEICSVWT, [99F v ( TRERMERY] &8MINnd) &WHE
A, BMICEBLARIC. MEREREL O TRELRSEZHET 158
EETMEMMEET, Lich'> T, AFRPOXENERMIS. MESER
EHEELIREBEINBEZFETILEDICAVD I ENTED, KEPFORTF
K. RYRTF R, APC, CTLE L UEREZMERMICL > THEEI N D REIG
BiX. MEREREZEHLOTRERS THNEHICREINRWA, FIRK
ICIE. DRAMIBRICRENARCTILOEE, L UNAMRICRENLMRESE
HOFEEEET,

AFPEOERZHERMIE. E N THIHRELIZBEICSVWT, PALH
BELC/ B ULLEFHTSEH. ROCIC/ FTLEMEOEDEREFMH
THEDICAVDZENTED, AREBOXRFIHEMIE. HLA-AT1EH L THL
A-A03D R & Y BIRI N B DAL EEHTDOHANBBHEDORRICH LT, FF L
CERATZIENTES, T AFEPORZWMEMMIE, HLA-ATTE L OHL
A-A03D R & YU BRI N B DA EEHET1DDOHALR STICURLCI0A IR T B0 A
EEREBLITC/EHULETFRET 2720, O  FLIIWMEBEOEDODERE
FRATBHDIC. FELLAWS I ENTES,

BIDBRRICEWT, AFEBIZF., DAZBETELIEFHT H5HDESE
MR DEEICHE TS, UTOFRLYBRINZEMROOERERET
%

(a) REBOXRTF K ;
(b) AFEBDRTF NERIRAREAHETI—RTZRYXILAFK

(¢c) AEPORTF NeEEDRELICIRRT BAPC;
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(d) XEPEORTFREBFORALICIERRTSIFY Y —L; BLT
(e) AFEBADCTL,
[0110] HBWE. ARBIEI LI, DADEBERFELIEFHICBEVWTRAWSLHLD
 UTFOFRLYBIRINDIBURD AR T S :
(a) REBBORTF K ;
(b) RHEBBORTF REFKRABELFBETI—RTZRIXILEFR

(c) REHORTF REBHORELICIRTY HAPC;
(d) AFKBPEORTF NEBBORELICRTRTSZIFY Y —L; BLT
(e) AFEBADCTL,

[0111] BHDWIE. ARBIII SIS, PAERBREEIEITHT 27200 EMMEK
YEBET BODFEELIITIRTH>T. UTFORLYBRINDZ DA
KEBHIDDEMRD & BENICELIGEBZEMICHFEINDBE &S 2 EF
b 2EREBEESCHEFLITTREZEHRT S :

(a) AEBAORTF K ;
(b) AHFBAORTF RERRIARAFKETIA—RTEZRIX IV FR

(c) AEADRTF R BHDRELICIRTT DAPC ;
(d) XEBFORTFREBEORALICRTT2IFVY—L4L; BLT
(e) ARFBFDCTL,

[0112] BIOREBHICEWT., AFKBEIEF, PATEBRILETFHT 2LODESE
BORERR M A BLE T 2O DHEELIETRTH> T, UTORIYERIN
ZEORD EERENICELIIEBENICHEINZBAERETIREZS
OCHEELIITIREZREHET S

(a) "EBPFORTF K ;
(b) AFEEBDORTF NEHKRAELFHETI—NTIR)XILFFHR

(c) REPDRTF NE2EHEDRELICIRTT BAPC;
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(d) AEBORTIFREEBEORALIRRTZIFY Y —L; BLT
(e) AFEBADCTL,

[0113] RBIOREKRICHEWT, AFRBIEEL. NAEBEILIEFHT 2005%
TH>T. UTOHRLYBRINDZDLELSEBHTIDDEDK S ER/RICIEEST
EEEZUAEERMIT S :

(a) RFEBAORTF K ;
(b) REBADRTF RERRABLEETI—RIZRIXILAFR

(c) REBORTSF NEBHFORELICIRTY 2APC ;
(d) AEPBORTF REZEBEORALICIRTTZ2IFY Y —L4L; BLT
(e) AFHADCTL,

[0114] AFEBICEWT, BEHINES: 1. 9BLTIB30FLYBIRIN D 7 I /BB
NEBTBRTFRIZ, BAGODRENLRELE%FE LB SHA-ATTHR
MIEN—TRTFRELTREINA, LAEN>T, BHBES 1. 98&
CIBOHEMNLBIRINZ T I /VBENEBETIRTFRODRLLEBIDES
OAFRBORZMMAYIE, HLARER & L THLA-ATT (Bl IE, HLA-A1101) #%
BIDIREADESICRHICELTWS, BLZEDN, ThHEDORTFROW
ThhEI—RITBRY)XILFIFR (ThALE, KEBOR)XILFF
K) . TNEDRTFRERRTBAPCEIEIIFYY —L (ThbE, KF
BADAPCE/ZIZ I H Y Y —L) . BIUVINLDORTF REZHE T BCTL (
TabL, ARPADCTIL) 2STEFMMERMICELETEE S, TabB, 6
NES, 9BLGIBOFENLBIRINDTI/VBEINEET2XRTF RICE
BT 2EMRD % SORENMERMIE. HA-ANZET 2K (FabH5, H
A-ATBIEDITR) ~DREIEL TWS, LYFFELVEETIE. AFBEOD
HERENYIE. BEHNES 1307 X /BENEETHIRTF RESUEE
HIHARI T H B

[0115] [E#RIC. AFEBRICSWT, BHES 5. 1, 6, 3, 12, 22, 14, 16, 18, 1
5. 27, 17, 0B L UNDOHALYRBIRINZT7 I/ BENEETHRTF R
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[0116]

[0117]

[0118]

. BANORENLREREEFE LB IHA-ABKHREIE N—TRTF R
ELTREINA, LEN>T, BHIFES 5. 1, 6, 3, 12, 22, 14, 16, 1
8. 15, 27, 17, 0B L UBNDHRMLBIRINDZ 7 I/ BERIIEETI2RTSF
KDL EBTIDEBUARBORZMMEAYIE. HLAFUR & L THLA-A03 (
Bz L, HLA-A-0301) A28 2RRADESITHICEL TV, AL I &,
INLEORTFROWTNA%ZI—RTEZRIVXILAFR (TRHE, K
FHBEORYXIVLAFR) . TOHDRTF RERRTBHAPCEIEIFYV Y
— L (ThRbE, AEBFOAPCELIGIFYY—L) . BLUVIhEDRTF
FaZEM & T BCTL (T7abs, ARADCIL) Z2280EFHNERMICHHT
E 5, 34aH5, EHES 5. 1. 6, 3, 12, 22, 14, 16, 18, 15, 27, 1
7. 0B LVNDOHNSBIRIND 7 I /BENEETHRTF RICEET 3
BYWED 5 SOERLMERYIE. HLA-A3A5 BT 2% (T7/4hB5, HLA-A03
FRIEDOTR) ~DREICEL TWD, LYIFELWVWERTIE, AFBPOES
MHERYIE. BEIES 307 I/ BENAETIRTF NEEUEZNWHE
R TH 3,
AFEBAORZMERMIC L > TAES LV FLEFHINI M ARG, URL
Cl0EHIRT 2HNATHNIEFICREINT., BEMISA. APA. FEBEHNA
. EEHRNA. BENA. BH A, iINNA. BRE. ERESA. IBERNA
. BIIZERD A, BNA. BRI A, BLUHEHERERRE2E50, Tk
ARFEPAORZMEKIIE. HLA-AT15 L CHLA-AO3D HBIRI N BHLAT VL &
REFLEBATOTETINRICERT S EAFELL,
AFEPAORZNHEMMIE. ROROBMHDITIMA T, HNAKMRRICK L TCTL
HFEETLRENEBFTH2TOMORTF R (I Z IEMBDOTAARKOCTLEEE M
RTFR) | ZEFOMORTF REZI—-RTEZFOHMDRY XV LA F R,
ZTOMORTF RERRT 2 ZOMOMIEEELEHES,
AFEPOELMERDIE. KEFORTF R EDLRETIHRD DHES
MRVEZEINGWVWERY., ZOMRODEENESL TLBIXSE L TERICE
HeD, BIAIE. AFEPAORFNMERMIE. MAEMERY. EEF. 2R
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[0119]

[0120]

[0121]

[0122]

[0123]

ERELIRICEHRE D, FARPFORZMNMERIEFICTOMOBRME %
Z2HDIEICMAT, ARPOEZMERDE. 1D FLRBEROZOMDE
FHREARY & ERE L CEAIIRBICRS T8 ETED, AFEBHORSHN
MRS L P2 OHORZHMRI OIS EIE. FIAE. FHRT2REMNME
B DOFESE. BETIER ROCICHREDRA T Y1 - 8L UTREBICKE
5,

RPHEZICSWTEAMICERINDIRICMA T, ARBORZER
Wi, HFOBHEEERL T, YRMIBICEVWTEFNNRZTOMOESE
BHFLIENEBINDIRETHD,

AEBIF ST, AREPORZVERDESTRGEELIEFY MERET D
o ARBOBRFELEF Y ME, ARAOEZWMERYEZNALBRES
HED, BIREBOFE LT, REI, N1 7. BLURREIZTS
S5hah. INLBICREINAVL, B, HSRFLIESSAFvoRE
D2 BB LR INGE D, BaRICIE. SNUPMAIATOTELL
CINVICIE. ARBORZHERNPERINIRETERILIIEREDIR
RRELMIDIENTED, SNNWIEFE, BEFICET 3~ RLES

AEBOHFBFTEF Y ME, ARAORZMWMEMMEINE L B2
ZT, BT, EENICHEINI2AZRBNENB LLE20FREIS5ILEH
95, ARBFOHEREITF Y M, HORER. FRE. 7105 — F
Fet, Y)Y BLCERGBEZEH LAARNTXERED, BELOER
BLITEREOHRANSEFLWVWETDOHOME A2 X SICEAED,

BEIIHNL T, BIRD 2801 0 LIdERORMAFT ESHEB /v Y
FRBET 1 ARV —KBICT, ARBOEZHERMERBT L EHNT
X5, BNy FIZE TURI—NRIDEIICEBRANELIETS
SRAFYIRANEEGRED, Ny I ERIRT 1 ARV —EBICIE, &5
ICRET ERBENRTINE S,

(1) BYED E L TRTF N2 SUERZMHERY
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£0124]

AFEEORTF RESORZWERMIZ, BVETHNhIE, REROEFLE
WKE>THEANT D &N TED, AXKPOXRFMHMRDIE. AEADRS
FRICMAT, ERRICBERVWSONZEE, BHASEEBICERRME
WKICTEaRED, AFKBOERZEMMEKRYICHERTEEABEOH & LTI,
WEK (BIZE EFAK) . £ERIEK U UBRER ) UBEELERE
RIEK, MY RBEEFEERRIEK, 0.3%7) v, EBEREIBSFONE, X
BIC. AFEBOEZHMERMIE. HEICIHLC T, REH. BBR. REHF.
REVEMER, BRAEF, pHREZH, RENFFELZEHED, AFEPOX
FHHARMMIE. RLCI0ZHIRT 2 AMBICK L TRENLRESFET S
ENTEDBRD., PADKEEZEFHOEMICBWS &N TE S,

PIZ i, AEBOEZHMmMIE. BEK Bl EHFBK) . £BR
|k, U UBRER, VY VBBEEERIEK. N ABELESEKEDR
FHILIEEBZNICHETINZKAMEOBEEKICEE L. HBICHLT. &
TR, BEBR, RER. REEEE. BHEEEL. oHEEA. BREDEHS
EARMULER BRTFRBREBRETDIEWLIYARTEZENTES
o RTF RBROBEHERE. FIREI QWS 2BBEICLYTOZ
ERFFELWV, BBEEIE. MR, 0.2unl FTOARDEBRET 1LY
—ZRAWVWTITIZENTES, BREEORTF FARIE. CHICRET
NRWA, FIZIE THFE L THRCHBET DI ENTED, T KF
BROEZHMEMRMIE. LRRTF RBREER/RRET &I LY., Rt
BEFE LTRARELTE LW, FREZBEFIE. LROLD AR LART
FRBBRET VT, N T, FRETSIAF Y IV BEREOFNLESRIC
FELR RREZBRETV. EERICBERE L AETLARETEREHA
TBIEILYARTZENTE S, ERBIZBREFL. BRI, BEK
(B2, SERAK) « EEBEIRK ) UVBRER ) UBEREEERIEK

M) ZBREEEREBKEORENEIFEEFMICHFRINZKAMLEDR
RICHBE LK. HRICEETDIENTE D, AFRBORZNERY D
TFELWHICIE., COLDRBPBBEINLERTF REROZESHEF. LV
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[0125]

[0126]

BARTF NARE REEIE L CRRRREAINEEFNS, IHIC. 2DLD
WRIGRREF EBAEREZEUF Y N FLEARBIIEEINS, T
. AFEBAORZNEMY TH 5 FREBEFIDPPNEINTVWEIESEE, 20
BABBESPNMINTVWE2AREZZUF Y MEFAARBICEEINDS
AFEPFORAERYIE. AFRFORTF RO2EEF L IEFNIULDTELE
ODHAEDLEEECIEHTEDS, RTF ROEAEDLEIE. RTF KR
BINLAITIVORELE E>TEL, FRIBBENREZEEBVWTRTF
FEEWIBEIETELW, FAIEE. RTFREEEZRNITHEIETH.
FEE—DORER)RTF REIE LTHRRIETELWL, KEBFORY
FREKETDIEICE>T. BRTF RIZHARRIC K > TAPCLICHBE
TRAIN, RVWT, BRINAERTF REZHAMRE OBRICHHRI B
BERICH L TRENICRBT 2CTLAFEEI NS, HDWIE. TRHNHAPC (
BIZIE, DC) ZERYH L. RICAFEBHORTF MICL YRR L T, AFEEBOD
RTFROWT IO A BB OMBERE LICIRRY 2APCE18 5, T HMDAPC
AERNRICBERS LT, IHRICBVWTCTLAZZEEL, #RE LT, URLCI0%E
RIETINAMBICH T 2RBHAIEBRIEDLIENTES,
AFPAORZNMHMYIE. MEMREEDERNICHEITZ I EATONT
WBT7TVanNY M ELERED, PV MEE, REPNELEET
DMREAIC (FLIEERLT) BELALBEIC. ZRRICHT 2 REINE
IR T BILEMAEIIRT, 7Y/ hELTIE, BHIZIECLIn Microbiol Re
v 1994, 7: 277-89F DO XHICEEE INTWARHDEDEFERTE I EMNT
D, BT bOBNCIE. PIVZZOLER (VDVBT7ILIZD LA
KBTI ZO L, FAFVKEBETILIZOLE) . IavY, AL
SH%R. TIEXRSHR. A=L2704 Y 7Yanv bk (IFA) | E£70
A N7 a2/82 ~ (CFA) . ISCOMatrix, GM-CSF# MDA ERIEMEH 4 N
A4V, COGEF—V5ETCAN)TTAFIXILAF R (Cp67909%) . K
FHBEITILYay, YRZVELLLIZZEOFEERF (0521%F) . VERAE L
IFZEDFEEHEEZED) REHE (MPL, RC529, GLA, E6020%) . JRRTFK
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[0127]

[0128]

3O NTUY. 7592y, ZARSERNAE L IREDFESE (R ICE
NYFT)TINA, A28 F /)Y (£ XFEF (Imiquimod) . R848%
CRILYFVYHYR (MLNNO—RAIRANVER (trehalose-6,6 -dibeh
enate : TDB) &) . CDId) AV KN (a-AHZ I b2t IRE) . RUT7L
YITIT 3y (MF59, AS03, AF03%) . PLGAZEAZEN DA, NI HICIR
EINBW, PYVa/RY ME, AEBORZFNERME2TF Y MIBWT
 ARAORTF RESUEZMNERY E FZHOBRICNBEINTVWTE L
W ZDFE. ZT7 Y2/ b EFKEZHNEBRYIZ. Bk L THRICERSES
NTHEL, TRADESERISEEINTELL, TOKDBRAFHBPOR
TFREESUCEEMERBE TV anNY MeEE0Fy M F, REBIC
Lo TRHEEIN S, AEPFORZWHEKRD I RRBEIEHFITH HI5EICIE,
B¥Y MIISICBRBRESUIENTE D, o AFKBEIF. AFKBEOD
EZHERYPNEINTVWEERE, 7PanY MIIThTLW 288
EEESUCFY MERBET D, ZFy ME BREBICE U T, BEBRAINRS
NTWLEREILILEHES.

FIaAnNY N LTHET Y 2V MRV BEICIE. AEBFOERZH
ML, T avE LTRHREINRTELWL, I a v, flz2E
 EEROELDICRE LAERTF RBREAET V2NV NEERE - BRT
BIEINIYRARTEIENTES, RTF NBRIE, RIERIREICHEAR
LEedDTH->THLWL, ITIIavid, WOBRITZILY 3YBLT0/WE
IR avOWThTH>THLIWD, BVERELREEENREB DD
ICIEWOBRI I N a3V THBIIENTFELWY, AT 2/ Y & L TIEIF
AEFE LKAVWR I ENTESD, ThICREINAL, T3 vDHf
BIFRRICHSINZEAICTHONTE L, TOBEICIE. ARBAOESE
MHERIE. AFEBBORTF RARS L WHEET V2"V bE2ETF Y b &
LTIRHINTE LV, AEPAOEZNERD D RERERFITH BHEIC
. ¥y NI SICHERBREZEUCIENTE S,

IHIC, ARAOCERZMHERMIE. AFEPAORTFREHALLYRY —

) .
) .
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[0129]

[0130]

[0131]

LEF, BREHEIA7O0A—RMLOE—XIIRTF RIS L TV 2 EEHE
Bl FRERTFRICBEMEE L TWBRHEAITH>TH LU,

AFEPAORDEKICEWT, AFEBEORTF REFk, EEMICHFEIN
HIBOMETES LTH LWL, BOFZELWANSIEK. PILh)eE (VFV
Ly AYDL, FRNYUDLGRE) EOIE. PIVAYTEEREDE (ALY
DI, RTRIILRE) . ZOMOEE (B8, gk, FHEH v HVQE)
DR, BHMER S DIE. 7IVEDE., B4R (BFER. ¥ SOEZ Y
B, 7B <LAVEE. OV BEAEE. ST UEE. ) UOE. o
Vi REEEE. AV VIR VERE) SR, BLUEEE (B Y
Vg, RIAbKFREE. WS, EERAY) SOEFPEEND, APHETHERY
hd IEZNIFEINDE] EWOEAIR. ZOLEMOENFH, £I1B
28, BEZHFLIEIEZNLEMES I CFELRIFT2E2ET, Lk
Bo>T. REEORSF ROEZMNICHBINDIBEASOERENMERDE F
foo AEBICEBEINDG, T TARBORTF R T, EEEORTF
RDIEDN, ZORZMICHBEINDELE2IND,

WS DD DREBRICBEWT, AEAOEZMNMEXRYIE. CTLEZRIBT 20 %
IHICEAED, BER. VM LVLATRICH LT, VERTIILZRIELES
MBS LTRAESN, BlAE. SILIFUBBREL2Y S VEREDe 73/
EBLVPaT7I/EIINEIE, RICARBORTF NICER/I T &N
TE2, RWT, BBEMMLARTFRE, St LB TORETE
BHE5TED. YURY —LRICIYRAFETHRESTIH. FLETV /Y
MRICEAEIETERETZIENTE S, CTLILBDIBEIC L 2RO B DF)
ELT, BUBRRTF RICHEHELTWEEES, YRV M IL-S-TY
YIS ZTFAZI-E)IL-tY > (P3SS) MEDKFEE (E. coli) YR
AR EBERAWTCCTILERIRT 2 &N TED (FA L, Deres et al., Na
ture 1989, 342: 561-4% BRI N/\)

AFEPEORTF RE L EEFZWERD OB RESHEOHNICIE, 20O,
BHN. ET. iAW, 8A. BEERES LURIRNINE. R5TIKL2ERE5F

NN
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[0132]

[0133]

IR DEE~DRMESNHETIED. IhHICREINRL, #F
FLWKREFEE LT, BMEZLIEIEBEHBED Y v/ EHEEADE T
NEFOND, 5L, BOEKREICE>TITIIIEHTES L, FLEREH
E#ESICE>TT—ANT B EBTES, KFEPFORTF RIE, BAESE
BT DODBEENS L IREFNEWDETIFURLCI0% RIRT 5 A M
ICRT5RE (LYEFEMICIZCTL) Z2FET 5700EENE L IFEEHW
BYET. HRICKEGTDIENTES, AEFORTF ROBEIL, HE
SNBER. BEOER. AE. BEFEZFILR L TEERET S EHNT
T, INIRBERFEBORTF RICBEL T, EF0.001mg~1000mg, 52 1£0. 01
mg~100mg, 5] Z (X0, Img~30mg. 5 Z (X0, Img~10mgTH Y. % (£0, 5mg~5
mTHBIENTES, Tk, BREFRIBE~Hr BICIETHD I ENT
T, PIZIDBICIEOBBETHRE TSN TE D, HEXL, BULKREE
(RE) ZEEBRTZIENTES,

FELWEBKRICBEWT, ARFORZMHERDIE. BENENED AR
DRTF RE, EENFLFEEZNICHFEINIBEEST, FIOEBKT
id. AFEPORZMEKDIE. BERNBEDEOAREPORTF K, BEHNZE
FITEBZEMICHFEINDBE, L7V Y N80, ARPBOERE
FIRERMDIE. ANFEBBDORTF K%, 0.001mg~1000mg, #FF L < 130.01mg~10
Omg, L YFF L <I1E0.1mg~30mg, I SITHFF L < 130, Img~10mg, £ % (£0.
Smg~bmgBL T A TE D, T, AEPORZHERYIEIHFNTH 25
BICIE. REBORTF K%, 0.001mg/ml~1000mg/ml, 473 L < 1£0.01mg/m
l~100mg/ml, £ YHFZE L <I1X0. Tmg/ml~30mg/ml, X 5ICHEFF L < 10, Tmg/m
L~10mg/ml, 45 Z (X0, 5mg/ml~5mg/mlDBETELENTES, TDEFEES
CBIZE 0.1~5ml, fFE L < 120, 5ml~2ml DAFBADELMERDE. T
FHICLYNRICIRET DI ENTE S,

Fcld. AFEBRRZ, ARNBIVEOARREBORTF NELIFAFRBOESE
MHERERNRICIRE T D EE2E0, PALZBESLT E LIEFHT
2720, BOWIL/EIEMEDETOBEREFHT DD EERET S
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o REBORTF RIE., LEEDEBY., BEE0.001mg~1000mg, X (£0.01mg
~100mg, % (£0. Img~30mg. % (£0. 1mg~10mgT&H Y. X (£0.5mg~5mg
ZIEORSICEVWTHRICESTHIENTES, FELWEKRICBWTIE
REREORTF RIE, FUVanv MeEEHIIRRICKRESINS, i, &%
5EMRE. BME~BrBIC1E. FFELLIFRE~1DBICIEOERETH S
EMNTE, HAE, BICIEZAE2BICIEORERTHZ ZEMNTE S,
[0134] (2) BRSO E LTRY R LA F RESTRENERY
AFPAORZNMEMMIEE . AHEBORTF NERFETREABETI—
REBRYRXILFIFREEHXTD, AAMSZICEVWT, TRIRTRLTRE
Tl EWDEAIE. RYXILAF D, HIIEICEAINLIEEIC. AFEHA
DODRTF RPFERIND I EEEBHKT 5, HIRHARBKRICEWT, AFEBAD
R X LAFROEBIIE. REBDORTF RORRICHELRRHIL AV
NEET, ARBORY XV LA F RICIE. EMIEOYT ) LADRE LK
BADNERINDOICHERBINEZFEAITEZIENTES (HEMEHRA
hty bR —OFRBICEAL Tk, A (EThomas KR & Capecchi MR, Cell
1987, 51: 503-1225RInrz\w) o HIAIE, Wolff et al., Science 1990
, 247: 1465-8 ; K EHFFED, 580, 8592 ; 455, 589, 4665 ; £55, 804, 566 ; &5,
739, 1185 ; 585, 736, 5249 ;45, 679, 6475 ; & & T'W098/04720% BEB X 7=\
o DNAICEE D < SEZERMDBICIL. Tnaked DNAJ . {BEX Nz (FTENHA
V. RUT— RTF NENMY) EZE HFF U MEEEESE. BLOHRT
wAM ( NEETFE ) FEEEDENMMEOEENZEND (BIAE, KE
RFEFERD, 922, 6875 2RI e o
[0135] DA IWARYGH—FLIBHMENRI Y —ICL>T. AEBAORTF RERIR
IHDBIEHTED, BREARII—DBICIE. TIZTIOMINRAELIRE
BEVANZARBREDBBLITANRABENEEND, HIZIE. KEBRORTF
RERIRIEDLODNRII—E LT, TI9VZTOAINVR%ERERTEZ &
BNTED, BEILEATDIE, MATISZTIOAINRAERERERTF
REFRRL, ThICL>TREBRELZRT S, fELETONI—-ILICER
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[0136]

[0137]

[0138]

BRI ZTRY Y —BLVFZEIE. BIALKERETHS, 722, 8485 ICEH S
nNTW53, BlORYI 4 —IFBCG (AL AY k- S5 VIRE) THD, BCGRY
4 —iZ. Stover et al., Nature 1991, 351: 456-60ICSBEIN TS, BE
MRS ERELCICERTHIZEEHRBMONI S —, HIZIET T/
DAWARYG G —BLCTT/BHEITANIANRG S — L AT ILARY
& —. F7XE (Salmonella typhi) N7 4 — EBIELREBRENII—F
NS TH D, HlzxIE, Shata et al., Mol Med Today 2000, 6: 66-71; S
hedlock et al., J Leukoc Biol 2000, 68: 793-806 ; Hipp et al., In Vivo
2000, 14: 571-85% BERI I\,

AFEBORYXILFF ROBEAANDEER, BEENTH>THLL,
COBEICEAFERADORI) X IV F RERBETINII—ICEEZERE
BT &ENTES, FLEAENTH>TELLL. TOBEICIEETA
ENOTHEZARBORYXILFIFRERET IR —THEHEL
 ROWTEMBEZBERICHIBT 2, Ino220770—FRRERENR, 1
VERBELUVI I AERDEBLFEEE LTLMTH S,

BLFEEOAEO—RRMAHEEHICE L Tk, Goldspiel et al., Clinica
Ll Pharmacy 1993, 12: 488-505 ; Wu and Wu, Biotherapy 1991, 3: 87-95; T
olstoshev, Ann Rev Pharmacol Toxicol 1993, 33: 573-96 ; Mulligan, Scie
nce 1993, 260: 926-32 ; Morgan & Anderson, Ann Rev Biochem 1993, 62: 1
91-217 ; Trends in Biotechnology 1993, 11(5): 155-215A4 SR XN\,
AFBICEAWVWSE I EDTES, HBEADNARMOZTFICEWT—RICRAFOD
73k I%. Ausubel et al., Current Protocols in Molecular Biology, John
Wiley & Sons, NY, 1993 ; &L UKrieger, Gene Transfer and Expression,
A Laboratory Manual, Stockton Press, NY, 1990(CE2&H I TW 5,

RT7FROBEEERAKFIC. RYX I LFFROFED., O, ER. BT
. BIRA. BN, BRB LV FTERBEEREINFICL > TITONh 3560 H
%5, Tl RYX IV LAFROEER., £B15FLIEENEALEEADR
FIRETH>TELEW, BER, BEEREICL-2TITH>ZEHTES L. L
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EHOESICLE>TT—ANTBHIEETES, ARPBORYX I LT F
Nid. BPAZEET DODEBENE L IZRFZNBE L /IXURLCI0% F
R 2DAMBBICHT 2RE (LYEFKNICIKCTL) Z5Z3ET 57O DEEN
HLIEEZNEMET, WRICKETDIEHNTES, BUREFPOR
VX OLFAFROBE. FLEARBORTFREI—-—RTZRYX VLA
F R THREGRINMEEFROR) X/ LA F ROBER. BAEINLIER
. BEOFEH. FE. BEFEFLIRCCEERET 2 ENTE. hid
EE0.001mg~1000mg, 5 X (£0.01mg~100mg, B XX, 0.1mg~30mg, X (£
0. 1mg~10mg, % (£0.5mg~5mgTH2 I &N TE 3%, FREBEBETHBICIE
~WHr BICIETHDZENTE, FIZIETEICICIOBRETERS T 5 AT
T2, BXEEIFZ. BULKRSE (B8 ZEEERTBZIENTES,

[0139] X. RFF K, T*YY—L, APC, BLUCILERAWSFE

AEPFORTFRBIUVRI) XV LA FREBVWT, APCE LUCTLEFE

THIENTED, AEBPFOIFYVY —LBLVPAPCEAWVWT, CTLEZFET
52EHTED, ARBORTFR, RYXILAFR IFVYY—L. &
L UAPCIE. TN HDCTLEEREMNHEINRWRY ., AEROMDIEEMEE
HFEDETHWSRZENTEDS, LEN>T. AEBORTF R, KXY
LAF R, APCBLTVIFY Y —LOVWITNAESOEEMNEXRMEB VTR
HBADCTLAFETZIENTE S, T, ARBPORTFRILIGR) XY
LA F RE2EOEEZNERMZBVWTARPEOAPCEZFET L5 ENTE S,

[0140] (1) APCEFET 2 A%

AFEBPIE, KREBEORTF RELERY XV LFF RERWT, CTLEEERE

BT HAPCEFEE T 2HEERMT

[0141] AFRBAOAER. APCEARAFREBAORTFREAYE MO, TIVRER, Tk
EM VERTEMIEI2EBEELET, AIXIE. APCEZRTF RETIRER
TEMITIHEE. UTOBREAEHES

(a) WRMNSAPCZLOINT BEEFE ; LV
(b) EXBE (a) DAPCEAFEIADARTF N & #Ffn Xt 3 KR,
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[0142]

[0143]

[0144]

BIEEAPCIR B EDBEOMBEICIREI T, UV /RICL > TRBIN D &
HICEBOMIBRELICY VRV EMRRERRT 2 ENMON TV
. HIAIEDC, SNV MR, v /07 77—, BiifE. BLUNEMLL
THIAZBWS 2 &N TE D, DOFAPCORTREENACILEERZET 5
O, FFELLIENERWR I ENTE S, AFEBFOEEDORTF REEMT
. FRRBAFEBOMORTF RERICAWE I ENTES, . AERBOD
RIFRE, HOCTLEEMRTF K (Fl2E. HOTAABRROCTLES MRS
FR) EEMHAEDLETHWSIEETE S,

—H. REBAORTF RERRICKS LB, APCEBRTFREAVE
RTEML. BRNIC. BWTLEEREEE T 2APCHABHROARNTHES
hd, LD > TERBOFERE. AEBEORTF RENRICKRET % BREE
EEHBD, ARIC. ARBORY X I LA F RERKETHELBETHRIC
BE LIRS, KEBORTF RIS VERTHEREL, ChDPFAPCE A Y ER
THEML. BRNIC. BWCTLEEEEEE T 2APCAZTROFEARTHEES N
B, L > CAFEBRIGEA, AFEBHORY X I LA F RERRICKET S
BiEE2HE 5,

AFBRIZE . CTLEEREAETHAPCAFZET S0, KEBORY X
DL FF REAPCICEAT 2EBEEAB 2, BIAE. AAZXEIUTORKEE
EHED

(a) WRHOHAPCZEIRT B ; LT
(b) RFEBEORTFRE2OA—-RFTBRYXI7LAF REERE (a) DAPC
ICE AT B ERBE,

ERRE (b) &, TV . MERSAME (APC) | OFBICERL7ZELDITITD
ZENTED,

Lo T, —RBRICBWT, RFEBRIE. UTD (a) k& (b) DM
R, CTLEEREE BT HAPCAZET I AEERIET S :

(a) APCEAFBDRTF N TRMI T 2 KR ;
(b) REEEBEDRTFFREI—-RTZR)XILAF REAPCICEAT S
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[0145]

[0146]

[0147]

R B,

Flo. AR, UTO (a) £k (b) OEBREEEST. CTLHEEREET

BDAPCEEART 2 HEEIRHET S ¢

(a) APCEAFEBID R SF N TR I 2 &R ;

(b) REBPORTF REDA—-RFTZRYXILFF RKEAPCICEAT S
R B,

EROFER. A vEMO. TIVRER, i34 VEROWThTHIT
HZENTEZN, A VEMNOAFARBRIVAERTITIZENFELW, £
EETHEBAINBAPCIE, FEINLAPCOBRENFEINTVWARRICH
RKIZ2EDTH>THLIWD, ERDIZHRICHETZ2HEDTH>TH L,
FEDRFEINTVIRREGERDZHR (KF—) ICHETZAPCEERT
3154, BEXKE S R —OHLARZ, A—CHEBELNH D, ARKBEDS
FEICBWT, ARBORTF RE LTEINES : 1. 9B LT130AHN 5HEIR
INZT7I/BEINEBETIRTFRELIETORERTF RNEFERT 215
B, BEREHREE RF—OHLAR L, WIFNEHHLA-ATT (& Y57 E L < IFHLA-A
1101) THBEZEDTFELWL, HBWE. LEEDAHETHERT HAPCIE, HLA-
AT (L YFZE L < IFHLA-A*1101) ZFIRL TWBAPCTH D Z &M FFHE LW,
FERRICAFEBORTF K& LTERANES : 5. 1. 6, 3, 12, 22, 14, 16, 18
150 27, 17, 0B LUBNDOHFAILBIRIND 7I /BRI EET 2R TF
NELEZDODRERTF REFERT ZBE. IHENKREE N F—OHLARZ,
WP N EHLA-A3 (& Y 1IFE L < IZHLA-A0301) THBZ ENFFELWV, H 5B
Wik, EEEDOHETHERAY BAPCIE, HLA-A03 (& YFE L < (EHLA-A0301) %
RILLTWBAPCTH B &ENITFFE LW, APCIE. FFH—ASHREI N2k
D OEERDDBEZICEL YPBMCE 8 L /212, SPBMCO S RFIDHE%E A
WTHART D ENTE S,

BIDRERRICHEWT, AERIFELAREBORTF RELEFERTFRED
—KRTBRIVXRILAFRESE., CTLEFEEEAE T HAPCEFEET 200
RFWHRDE RIS 5,
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[0148]

[0149]

[0150]

[0151]

[0152]

HDWE, AFEBRIFZ T SIC, CTLFEBREE BT 2APCAFET 2 DDEE
MR DOEEICE T 5. ARBFORTF RELEBRTIFREI-RT 3
RYXJLAFROFEREZRBT 5,

HDWE, AFERIF TSI, CTLEBREA BT 2APCOFEICSVWTHWS
HD, RFEHORTF REFLEERTFREI—-RTZ2RYXILAFKR
RMHT S,

HBWE, AREPIXEI SIS, APCEFET 2O DOEFNEXRMEZHET
ODHEFLIZIIRTH> T AREPORTF RFELRERTF &2 —
RETBRYXVLAFRE, EEMICELITEBENICHFEINSBHRE%E
HHE T BB EZ2ORET LR IRERHT 5,

BIDEERICHWT, KAFEBIEE . (TLAEREAET HAPCAFET 5720
DOEZHHR 2 BET 1D DHEFZLIETIRTH> T, AEBORTSF
RELEBERTFREDI-—RTBZ2RYXILAF REEZWICE IEERESE
MICEFBEINBBEERETIBRBEZEVCAETILIITIRZIRHET 2,

AEPEDOHEICEL > THFEINAPCIE, URLCIOICHEEMACTL (T4bhS5
AFEBEDCIL) Z2FET I ENTE DS,

(2) CTLZFET DA%

AFERIZE, REPFORTF R, RYXIVLAFFR TFVYY—L £
F<IZAPCEFRAWTCTILZEE T 2 AE %2R T 2, ARPIT T, AEADR
T7F REHMRR E DEEHZRHB LS 5THESAERE (TCR) 2K LESR
DRFF R (FRHBE, TCRYTI=Zv b)) 20— RT3 1 DFLIEEHOR
VX LAFREFERBLTCILZFET 2 AE%RMT 5, FFELIE CTL
ZHBT5HEE. ULTORIYBRINZDBRLSEHTIDOERBEZET -

(a) CDBRZ1ETHERE %, HLAIR S ARBORTF REDEEHEEED
RELICIRTY 2 ERIRRHERE & iR S 2 KB,

(b) CDBRZ14THERE %, HLAIR & ARBORTF REDEEHEEED
RALICIRRTA2IFV Y —LCEMIEIBRE 5LV

(c) AFEBADARTF NEHAMRRE DEEHEERH T2 &N TESBTCR
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[0153]

[0154]

[0155]

[0156]

[0157]

B LEBEIRIRTIFREI—RITBIDFLIEEHORY XV LAF R%E
CD8R& M THARZ IC B A B EXBE,

AFEBEORTF R, RUXILAFR, IFVYY—L, FEIFAPCETRIC
#5792 &. TRHROFRTILAZEEI N, URLCI0%HIRT 2 A MK 5 E
METHREMEOBEMERIND, LN > TEARBAOAEIE. KAFEHA
DRTF R, RYXOPLAF R, APC, FEREIFYVY —LETRICEST S
BiEz2H52,

HBWE. TNLEAVENOFAEEIVAERTHAWS I &ICL > TCTL
ZFETDIEETEDS, PIZIE. AEBOFEIIUTORBEZEHE5 :

(a) TH&H SAPCEEIINT B EEBE,
(b) ER&RE (a) DAPCEARFEADRTF REEMIEDEME,. SLU
(c) EXBE (b) DAPC%CDSRZMETHAME & HIFET 2 &,

FBEINLCTLIE, ZOBRFERICELTE LW,

LEEDERE (c) ICH VW TCDSRRIETHERE & HIFE T 2APCIE, TV I . MR
1ZHERE (APC) | DEIC LR UL DIC. ARBORTF REI1— KT 3HR
)X OLAFREAPCICEAT B EICEL>TEARTHIEETES, LKL
BHS, KEBOHETHWSNDAPCIECNICIREINT ., HLAIRER & KH
BAORTF REDEEREEFORELICIRTT 2EEDAPCERWVDZ &N
TZ %,

AFEBDHTETIE. TDL I RAPCOR DY IC, HLARE ARKBADR T F
KReDEEHREBBORALIIRRTZIFYY —LEAVWDEIEETES
o TRbHE, AREBADHZEIZ. AR EARBORTF REDEERKREBS
DRELICRTT2IFYY —LEERERTIRBEEHEZ, TODLD
BRIFYY—54LIE, TV, IFVYY—54L] OFEILERULAEFRICE > TRE
THIENTES,

X 50, MERE LICHARERICK YRR INEERFEBORTF RICHEE L
BATRDE Y 71y b2 —RTZ2RIVXILFFREZUERI 4 —%CD
SRR THIRICEAT B &L > T, (TLAFETHEETED, ZTDLD
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[0158]

[0159]

BEEBAR. TV I, THEZEGE (TCR) 1 OEICERLALDICHT
DIEMTES,

Lt 2T, —BRICBWT, AFEBRIE, UTORLYBRINSEEZ
B, CMLzFE IR L2 RHT S :

(a) CDSFZMTHIME %, HLAMIRE ARBADORTF REDEEREZEHD
RE LICIRTRT DAPCE HIEB T 2 XM ;

(b) CDSFZMTHIME %, HLAMIRE ARRADORTF REDEEREZEHD
RALIRRTA2IFVY—LEHEBETIRE; 8LV

(c) MRERE LICHAMIRICKE YIRRINAEERREBAORTF FICHEEL
BATRDBE Y 71y b2 d—RTB2RIVXILAFRESUTRISY—%,
CD8R& M THARZ IC B A B EXBE,

FEROFEIE. 1 vENO, TVRER, g4 VEROVWTNTHIT
STENTEBN, AVENOFERIVAERTITIZEAFFE LWL, £
EHETHERAINSGAPCE LLIEITFY Y —L, BLCCDSFMHETHIRRIE, FE
INECTLOBENFEINTVWEIHRRICHART 2D TH>THELWD, £
BREDFRICHET 253D TH>THLL, BENFEINTWVWEIRKREIZE
REHER (RF—) ICHETBAPCE LKIRIFY Y —AL, L UCDEGHETH
HEERT 2548, BEXNKRE S KT —OHLARIZ, A—THEHEHLDH 5,
BIZIE, RFEBORTF RELTERBUNES : 1. IBLTI30HFISBRIN
57 /BEINEETIRTFRELIGTORERTF REAWVWDIES. &
Exig#E & RF—OHLAREZ, WINEHLA-ATT (KW iFE L < IZHLA-A*1101)
THDZEDNTFELY, HDWIE. LEBOAETHERTHAPCELEIFYV Y
— Lid, HLA-AT1 (K YU HFE L < IEHLA-A*1101) EARFEBEOR7F K (BLF&E
T IBLPIBOFANSBIRIND 7 I /BEINEET IR TF REEIE
ZORERTFR) EOBEEAREEFORALICIRTT HAPCE X TFY Y
—LTHDIEDNTFELL, ZOFE. FEINACTLIE, HLA-ATT & RFEA
DRTF REDEEFREZRTT M (FIZAIE. URLC10% IR T ZHLA-A11R5
MERERE) ISR LT, FENSHRGEEYZRT, TEMXIE. RAERONR
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TFRELTEIES 5. 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30
BLUNOFNSBIRINDZT I /VBEINEETEIRTF RELIFZORE
RTFRERAWSRHE, BREFREE RF—OHLARYL, W £HLA-A03 (
L YUIFE L < IZHLA-A0301) THB I &EDFFE LW, HBWIE, EEBDEET
EATBAPCEZIZTFY Y —Ald, HLA-A03 (&L YiFE L < IZHLA-A-0301) &
AFEBEORTF K (BHES 5 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 1
7. 0B LUVBIDFMNSRBIRIND T I /BENEETEIRTF RELIETOD
BWERTFR) LOBEEFREZEEORELICIRTT HAPCELIEIFY Y — LA
THDZENIFE LW, DFE, FEINLCTLIE, HLA-A03E RFEHHD N
TFREDEEHREIRTT 248 (FIA I, URLCT10% FIR T S HLA-AO3RZ 4
fa) ICx LT RENGCHREEETHZTRT,

[0160] RBIDRERKICEWT., AFEBIEF/., UTOHRIYBRINZ DR EHTD
DEMRD EET. CTLEFET 27O DMK F /- I3 R2NMERD % BHET
%

(a) REBOXRTF K ;
(b) AFEBDRTF NERIRAREAHETI—RTZRYXILAFK

(c) AEBORTF REEHDRMELICIRRT BAPC; LT
(d) RERORTFREZBHORALICRTTSIFY Y —L,
[0161] RBIDREKKICHEWT., AFEBIEF/. CTILEFET 5O DM T IEEE
AR DBEICH T D, UTORLYBRINSZBURDOFER % RET
5
(a) RFEBORTF K ;
(b) RHEBBORTF RERRABELFEETI—RTZRIXILAFR

(c) AHEBORTF REBHORMELICIRSRT HAPC; BLT
(d) AEPORTF FZEEORELIIRRTZIFY Y — 4,
[0162] HBWiE. ARBIEZISHIC. CTLOFBICEWTHEWSLHD. UTOH L
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URBIRIND2BNKD ZIRHTT S :
(a) RFEBHORTF K ;
(b) RFEBRORTSF REFIBARAFETI—RITDIZIRYXILAFFR

(c) KEBORTF REBHDRMELICIRTT BAPC; LU
(d) REBORTF REBHORAELICRTTSIFY Y — L,
[0163] HDWIE, KBTI ST, (TLAFET 5760 ORI F 72 13 FEF B K
MEELET DODHEELIEIRTH>T. UTOFLYBRINZEY
Mo E. BEWICELRIERBFNICHBIN2BAEZHIUCT 5REZS
OHEFLIETIRERHET S
(a) REBBORTF K ;
(b) AEBORTF RERRAREAFKETI—RTEIZRIXIVEFR

(c) KEBORTF REBHDRMELICIRTT BAPC; LU
(d) AEBORTF RE=BHORAELIRTT ST XYY — L,
[0164] BIDEEKICHEWT. AFBIE L, CTLEZET 2-DDHRME L IERE
MR ABNE T 272DDFERELIETIRTH> T UTFTORLYERIN
ZEMBD ERZNICELITERENICHFEINZ2BRHREESTIRELZS
OHEFLIETIRERHET S
(a) REBBORTF K ;
(b) AREBORTF RAEFRFTRELFBETI—RTBZRYXILVEFR

(c) AEBORTF REEHORMELICIRSRT HAPC; BLT
(d) AEBFORTF REEBEORELICRTTZ2ITFV Y — L,
[0165] X |. RELREAZFEY 4%
X SICAFBAIE, RLCI0ERIRT 2HAICKH T 2RERELHET 5%
EIRMET B, EATURLLAICE. BRFA. AN A, FEEI A, BBEH
A, BEDNA. BAA. fIDA. BRIE. BENA. IR\ A, RIZIR
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[0166]

[0167]

[0168]

DA, BONA. BRI A. BILUREEBESLENAETNZD. Thb
ICBREI NV, T, AR, HLA-ATTE L CHLA-AD3DH & U BIRX 1 B
PR EBHTDOHAZRIBL TWB I EDTFF LW,

AFBIEFE. IRLCI0ERIRT 21 AMBICH T 2RENEEFET DA
FEERET S, RLCI0IE., ERDL I BBREONAILSWT, BREIFERLT
WBZERRBOEND, TD/sD, URLCIOARITT Z2HAMBBICH T 2 7E
IWEMNFEEIND &, ZOHERE LT PAMBOIEBEIEEINS, L
Do T, AFERIFFT, URLCI0ZFEIRT 5 0NAMBOIEEEZEET 25ES
BT 5, AFEBADHEREIC, URLCI0EHLA-ATTE & HLA-AO3D H & U &
REINZDEL EHTIDDHAZFKIRT 2 DA OEHEREICE L TW5,

AREBPOHZEIG. AEPFORTF ROWThAZEAIFTNASEZOD—-RT 3
RUXIVLAFREECHEBNZRE5 T 2BEZEHE2, AEBOHFEIZ
Tl AEBORTF ROWTIDERTTHIFY Y —LFLIFAPCORS
ERMY S, EMICOVWTIE, T X, RZPMEMY] OIE, FICKEEBD
EREWHBRAD TV F 2 E LTOFERICOVWTRE L TWEHaESRIN
2V, MMAT, REBEEFETILDICARBOTEIFERTZIEHT
XLZIFYY—LBLIVAPCIE, BIEED TV, ITFYY—L1. VI, BIE
IRHIRE (APC) 1 . ABLTNMC TX, RTF KR, TFYY—L, APC, BLUVC
TLEBWEAEE]I O (1) BELT (2) OEICBWTFRINTWS,

BIDEERICHEWT, AFEBIEF ., RLCIOERIRT ENAICKT 2 RER
BEFETLOOEZMERMEIETIF U TH> T, UTOHLYE
RINZBEURD =20, BFNHEBRDE LR TIFUERHT S

(a) REBOXRTF K ;
(b) AFEBDRTF NERIRAREAHETI—RTZRYXILAFK

(¢c) AEPORTF NeEEDRELICIRRT BAPC;
(d) RERORTFREBHFORALICRTTZIFYY —L; BT
(e) RFEBADCTL,
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[0169] HBWid, AFEBEITISIT, URLCI0ZFKIF T 2N AMEICH T 25 RENS
AFETLOOERZNMRMEIETIF U TH>T. UTOFRLYER
SNZEINDE20. BEWHERMI LTI F 2R HET S -

(a) RFEBORTF K ;
(b) RHEBBORTF RERRABELFEETI—RTZRIXILAFR

(¢c) AEHORTF R BHORELICIRTY HAPC;
(d) REPBORTF REEBEORELICIRTTZ2IFY Y —L4L; BLT
(e) AFEBFDCTL,

[0170] H B WL, AFEBIZISIC, RLCI0EHKITT 2AAMBDIEIEAEET %
FODEZWMERIDEIET IV F U TH>T, UTOHRLYBRINZERD
BoEE0. EFNERYMELIEIT7IFUERETS

(a) RFEBORTF K ;
(b) RHEBBORTF RERRABELFEETI—RTZRIXILAFR

(¢c) AEHORTF R BHORELICIRTY HAPC;
(d) REPBORTF REEBEORELICIRTTZ2IFY Y —L4L; BLT
(e) AFEBFDCTL,

[0171] RBIDEKRICHWT, AFERAITF/Z. RLCI0EZFRIRT 2HAICKTT B RED
BEFETO0XRZNMERMEIE T I F v OEBEICH TS, LTFOH
FYUBRINIBURDDOEREZRHET S :

(a) RFEBORTF K ;
(b) RHEBBORTF RERRABELFEETI—RTZRIXILAFR

(c) AEBEORTF NE2BHORELICIRTNT 5APC ;
(d) ZREPFORTF REEBFORALICRTTZIFYVY —L; BLY
(e) AFBADCTL,

[0172] H»BWE. AFEBBIZI SIS, RLCI0EZRIBT 2 HAMBEICH T 5 RERE
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[0173]

[0174]

[0175]

HFETROOERFMERM I LR TV FUVOREICE TS, UTFORE
YBRINDZBEINDDERERHET S :

(a) AFEBBDORTF K ;
(b) AEBORTF RAERFARELAHETI—RILZRYXILAFHR

(c) AEBHORTF FEBHORELICIRTY HAPC;
(d) AEBORTFREEFORELIERTISDIFVY —L; BLT
(e) AFBFDCTL,

HDWE AFERIZET SIS, URLCI0EZFHIRT 2 NMAMBOIREZEET %
O DRFHEBDE T I F Y OREICH TS, UTORLYRRIN
SEMMADEAZRET S :

(a) AFEBOXRTF R ;
(b) AFEBORTF RAEFKIRATGERFETCI—RIZRYXILFTFR

(c) AEBODRTF KRB HDOKRMELICIRTY DAPC ;
(d) AEBORTFREEFORELIETTSIFYY —L; LT
(e) ARFBFDCTL,

AFEBILFEL, RLCI0ZHIZTT 2HAICH T 2RENBZZEFET EFEN
Y ESNET 2-DDFEZLIETRTH> T, ARBORTF FELE
RYRILFFREEZRICHBINIBHRERITESTLIEHFIULT SR
Ba2AEdhEERET 5,

HDWNE, AFERIZ. UTORLYBRINSZEIXRDZ2CTIFVE
IERENERMERRICHS T HEEEZ2T. IRLCI0ZFEIRY 20 A MK
DIBTEAPRET 27D HE. FHIERLCIOERIET 2D ALK T 5 REIS
BEFEBTDIAERERMTS :

(a) AFEBORTF R ;
(b) AEBORTF RERIFAGELAHBETI—FRIBZRYXILAFHR
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[0176]

[0177]

[0178]

(c) AEBEORTF NE2BHORELICIRTNT 5APC ;
(d) AERBAORTF REBBORALIIRTTZ2IFVY —4L; LV
(e) AFBADCTL,

AFREDEEIZCEWT, ZFEBEORTF K, RYRTFF R, APC, TFY
V—LBLIC/ ELIFCTLEEREST B &ICL Y, RRLCI0ERITT 52 HA %35
BIDIENTED, BV, AEBPORTF R, RUKRTF R APC, T
FYYV—LBLV FECTLERET D &ICL Y. URLCI0ERIRT B HA
IR T 2REMREEFETIIENTED, TOLIBRDPADENTIE, BER
NA. IBA. FEEINA. HEMBENLA. RENA. BAA. ‘A, &
REE. BER,A. BRI A, BILRIA. B A, BBEEIA. B L CEER
HBERLQENEENZD. CHSICREINRY, T, AREBORTF
K. RURTF R, APC, TFYVY—LBELIV FLIFCTLEERSTE &I
&Y, RLCI0ZRIRT 2D AMBBICH T 2RENEEFETDIIENTESD
o LD 2T, LEBOBMRDEST T I F Y EERFWERAEIRE5T
DRIIC. SBET DIRROEERIMICH T BURLCIODRITL NLAEEINT
WEDNEDDEHERT DI EMNFFE LWL,

L7 > T—RBHRICBWT, AFABIL. URLCI0ZRIZRT 2HA DBEE W
BETHREBILBWIBENAZERERT DA EZRML. TOLDQFEIFE
TORBEEZO :

i) NAZBTE5HROEZ[IBAN ORI N EEHXEHR A DURLCTOD
RELANIVERET DR ;

i) i) TREINZURLCIODFEIREL NJLICEIWT, RLCI0ZHIRT %
DPAZETINRERET 2EE; LU

iii) EEED (a) ~ (e) NHRBHELYBRINDIDAECEHTIDOHK
B%. RLCIOERIRT 2 HNAEE T HRRICES T 5B,

HBWE, AFERIEFEL, RLCI0VZRKIRT H20VAZET HHRRICKET S
H®D, EFEED (a) ~ (e) NORBJIFELYBRINDIDACEHIDOEM
MR EEBLT IV FUELRRZNEXD ZRMTT 5, ARRFIFI SIS, L&
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[0179]

[0180]

D (a) ~ (e) DORBIHIYBRINDIDLREETIDOBEMHD THET
DRNREFETLIZTBIRT DT I2AEZRMHL. TOLDBRFERUTOE
[EEET :

1) PAZBT E5HROEEIAN SIS i EFHRADURLCI0D F
WLUANIVERET 5 R ;

i) i) TRAEINEZURLCIODREIFL NJLICETWT, IRLCI0EFKIRT %
DPAZETINRERET 2EE; LU

i) i) THREINZNREZ., £ED (a) ~ (e) MDA BELYER
INZDAKEBIDDEMND THEBEINEFINRE LTRETLIFERT
% B,

FEOFHEICEWTURLCIODREIR L NIV ERET 27D ICH RO HFEX S
N2 EGHABEFICREI NGV, I, ERFICLYERINLDA
MEE2SCHBHEAEZ2EZELCBAVWDIENTES, £AHEBHPDOURLCIOD
RIRLARIVERFOBFETRAET D EATE, HlAE. RLCIOGEETRFDER
EEW%E 70— TRPREICLYRET 5HE (FIXIE cDNAT1 o074
i, /%270y hE RT-PCRIEAE) . RLCI0EBFOMRED =k
FILLYBRETSEHEZE (BIZE. 7 R4> 70y ME REREBZERY)
ZEAVWDIENTEDS, T, EHEBIRMERANTH>THE L. 2D
BEICIE, URLCIOE X Z BT A ICH T 2MAEOMA L NV ERIE L. i
L ANICETWTHRBEMICE T BURLCIODFEIBL NIV EZFMH L TH LW
o URLCTOICH T 2 HADILA L NILORERRAMDAERZERWNTITY Z &N
TX., BIZIE. URLCIOY /IR BPARFEBORSF REHEREE L TRHWEE
REFAEE (EIA) | BRESARERSZAEZE (ELISA) | $LUKFARE
REE (RIA) EZRWHIENTE S,

WE. URLC10% FEIR L AtWHR S LK HIRRIC S W TIE. URLCI0DERE EY)
BLUVEREMIITEAEREINAWL, LEN>T, HRHMSERLAEN
AR E I AMEZ SOEBEBICEWT, RLCI0DEBEY £ /- 138
REMIBREINALIZEICIE. BZRRODPAIGRLCI0ZFIR L TV S & HIER
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[0181]

[0182]

THIENTED, F/. RLCIOAERIRT 20A%5E LAVWTROIIKHR
Tl&. RLCIOF/ZIZZDRIAICH T 2IMAIKIEE A EBREINARL, LD
ST, WERHSEE L AMEHERHICEWNT, RLCIOEZIEZ DI/ ICH T %
RAEDSREINLBEICIE. ZRROAPAIKRLCI0EFKIR L TV 5 &R
ENTED, BB, HROBFTB2HNANURLCI0ZRIEL TWBEHLEHLD
WL, ZRROIEDAMSMUL SRS N RABOEFMB I RENA%E
BLBVWHERINSEMINRABOEGFME (EERRER) ICHT2RE
BREOLBRICEYT>THELWL, ThbE, EEFREARCEIT AT
KWOL R (EEFEL~NIL) B LT, SBREKOEFARICE TS
BLNRULHDLERLTWEHEICIE. ZEHRODSAIKIRLCIOZREIR L TWD &
YIBTg 5 &N TED, L&A EEFRL NN SR LT, D&l
0% ERIER R DOBRHEIER LAIBEICIE. ZHRODAIZURLCI0E F
WULTWREHBRL TE LW, FFL IE25%LL L, LW iFE L < IE50%LL £
EENRLANNLY SRAESRDOBREENMERLTWVWDZEHNEFT LY,
FRLCIODEEEM £ - SBRENOREEIZ. B-TI/FV. JUELT
VT R3 VBB KRBRS LY RY — L8 VR VBPIREDRMDING
AF¥F—EVJVERFORBEICHT L TERELTEML TH LU,
FELWEKRTIK, £ED (a) ~ (e) o3I YEBRIN DAL
EEIDDEMKD ST DRI, WROHAZRZHEET D EAFE LWL
o BlZIE, BEIES 1. 9IBLCI3OFNLBRIND T I /BB ZEET
ZRTFRICEBET 2EURDOEENRE LTIE, HA-ABHEONRE R
RIBDIEMFFELW, T, BHIES 5. 1, 6, 3. 12, 22, 14, 16, 18
150 27, 17, 0B LV DOHFDILRBRINDTI /BRINEETIRTF
RICBEET 2BMKD DIRENERE L TIE, HLA-AOSMGHDO TR % EIRT 5 2
EDEFE LWL,

AFRIREE, ARPORTF REHAE DEAKREIRET 5, BISEARER
DEGRIZ. BEEXTH>THZERTH>TH LV, ARPOESHENS
BEAETHZEE., EAEIIBICRESNT, FEDESROSEARTHD
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[0183]

[0184]

ENTED, fl&LTE. WER, HEF, REAFEHIESFLNZD. Ch
SICREINRWG, Fo TFAMST— (W02002/072631) . A ML T4
— (Knabel M et al., Nat Med. 2002 Jun;8(6):631-7.) £ £/1=AFKBED%Z
ERICEEINDS, REBEORTF KREHAE DEEEIEZ. REOFEICHKE >
CTRETDHZEATED (HZIE Altman JD et al., Science. 1996, 274(52
84) :94-6, W02002/072631, W02009/003492, Knabel M et al., Nat Med. 200
2 Jun;8(6):631-7. %) . ARBAOEEHEIFE. FIZAE. RAERORTF RILKE
EMRCTLOEEBICAWS Z &N TES, HlZIE, AEPORZMHERY =%
B LmgHSMKRER & L. PBMCA 4 BE L /=14 CDARS MM & SASL L.
BENEBREBE I AREBAOEESE & XCDIEMME S 4 EMIE S, 20
B, 70—HA MANY—TEBFTEIEICEY, REBEORTF NICKR
MIRCTLOBIEZRET 2 &N TE D, Flaid. KFEPAOEZMERM D%
570, #5%. LT FLEHRERIC. ARBORTF NICHENACTLAE
AET B EICEY. AEFOEZNERYICL 2RELEFIUREE=
) TFTBIENTES,

X 1. H&

AFEBPIEISIC, AEPFORTF RIS T 2MEERET S, FFELV
MEEAKBORTF RICHENICEE L. AFBORTF RTEAVED
IKIREE LAV (FLRBLEETS) . BIOBKRICEVWT. TO LD A
i, HLARDFEDBEETRTF RERBT 2A. TAHDBERTF K-MHCHE
BRFEICHEET 2R EERED, MAORKESIFEMIE. HEHARTHERET S
ZENTED, TRDLE. PMTBHMAEELRRLCIOR Y RTF FEDED
Bah. ARBORTF ROFEETFTTHEINZHE., COMEIEAFKBPOD
RTFRICFENICRET S EDNRING, AFEPBORTF RICHT 55
Hid., BRROBMBLVCFRBIOT v 4. ROCICARKBEORFMHARR
MO ESHRORBIRE L CARBFORZWHERMOE=S Y Y JICHBVWTE
AIhB2,

AFERE T, ARAORTFRE LB ZOMARE2REB LV FiF
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[0185]

[0186]

[0187]

[0188]

[0189]

EETDODMRLBREFNT v/ 55 RET S, TOLIREEEN
T4 iR, REREAER REI/OT NS V%K BREARERS
RIEE (ELISA) | BRESHRERMSAEZE (ELIFA) FZ2E8UHNINHICR
EINA, SRESBFTCRMNOKEL RREZNT v 4 HX0OBERTHT
bhd,

AFEBAOHAIL, URLCI0AFHIZT 2 1A 5 H LB 25 REENERILIAIC
AW ENTE, ZOHICIE, AEBAOTHNEKEZERT 2RAES VT
T274—BERIEEDNEENZD. CHIREI AW, TOLDIAT vt

1351, RLCIOERIRT 2HNADMKRE. E=4 )V, BLUFERBETICH
WTERRMICER I, Z2OLDA@HBADHICIE. BERASA. ADA. T
|HA. BEEHMIESA. BENA. BOA. fiiD‘A. BERE. ERNSA. 07
ENA. BILIRDN A, BDNA,. BBESEEINA. BLUHREEBEELENEF
nah, THHICREI R,

AFEBOTEIE. FIZIEE/ 7 O0—FIEELIERY) 7 O—F Lk
EDERBDOHETHWS I ENTE, VHFLRECEMEARFKPORTF R
TRETDHIEILIYBLNZME. IRXTOISRAORY 7 O0—FILin
EBLCE/7O0—FTIE. £ MK ROoCISEGRFHEBRAICE Y ER
INEFASHES LV MERAEEZ I SILERE D,

NEEB3-OOMBEE LTHWONZAEBEDRTF KL L IEEOBR
Fi&. RBMEICETT 57 I /JBEINICEIVWT, EEERICLY. Fk
SEGFIZENFEICLIYBDIENTE D,

REFRE LTHAVWSLNDZRTF NE, AEBEDORTF RFIEAFBD
RTFROMRTH->TIW, T, RERUEETHZDIC. RTFR%E
BAREBEFLEBIETELL, BEELT, F—R—IL )Ry kA
EYTFZY (KLH) A TH B, KKHERTF RERATEHEE T, 4
BEMoBICBWTAMTH S,

EROHAENERIENRTRETZENTESZHN,. E/70—F LR
HEEST ZI5EICIE. MERSICAVWSOIhZHEMEE OEEEEERICA
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[0190]

[0191]

[0192]

N EMFELWL, —M&IC, BB (Rodentia) . UHFH (Lagomorpha
) . FRIEERE (Primate) OEMPEFERTEIENTE S, BREEROE)
MICIE, BIZIERD R, Sv b, BEIUNLZAY—DEEND, VY FEFR
DEMICIE. FIZEDHFHNEFhDE, EREBOEBMICIE. BIZIEH=S
A )L (Macaca fascicularis) . ZAZHIL, T ek, BLUTF /Y
- EOHETH (Catarrhini) (IHEFAYIL) OHILNEEN B,

EMEmERTRET DHEIE. SRMTSBFTANMTH S, NMIROEERZE
WEERIRTENE. HIAENERETILOOFENLRTETHD, LY
BEMICIR. MRZEEDY) VEEERIEK (PBS) | £ERIEKETHERL
BBIES, REICKHLT, MERMEREZ, 704 Y bMRETTV 2/ Vb
BREDBEEOEENT V2V NEREL. A LR HIEBMICKREST
22ENTES, TOH®R, BED7OA Y MREL2T7VanNV MERELE
RER%, 4~21HZEICHERES T2 EMFFE LV, RELICIE. B
BFERAVWTELL, LRBOIDICRELALR. MEEZ. IEOHMAKEDOEDIE
MICEE L TERENFETHAND I ENTE S,

AEBFORTF RICHT 2R 7 O0—FILaEE, RERICIEFORE
DAL NIV D EFHHER S N HILEW L S MR %LU L, EEORRE
I YMBENSMBEAEDBET D &ICE>T. ART DI EHNTES, RY
JO0—FILRERRY) J0—F L aGFEE0METH>TH L, TR
JO—FIBEEEUELZZMBENSERELTELV, REITOTY V6E
M, ABEBORTF ROAH%RBHT2ELD S, HIAEFE. KREBORT
FREFEIELTIAZT1A—AZLEAVWELET, COEBSZ70T4
VAFRETOTAVEHSLEAVWTISICHEREL T, ART DI ENTE
oy

T/ 7 0—FIVIGFERART 510, RERICIBEFOMEDOHIAEL NI
DOLEREZME L LT, HIBMHLREMIEZLON L. MEMSICHT S
o MREMEICAVWIREMIEE. FELIZBENINSELENTES, £
MOREMEEMEIE S D —HOHRMBICIE. fIXIE. HASYOSHE
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[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

B, $LU0EYIFELCEMICL 2BMEMIEOBIRD /O DR %%
BLEEBHERREERAVSZENTES,

NHDAE. BAIE, Milstein et al. (Galfre and Milstein, Methods E
nzymol 73: 3-46 (1981)) DAHEICK>T. LEOREHEE SEEEMRR%
MEIGTBIENTES,

MEMESICL>TELONINS T K=<k, TS EHATE L (EREH
VFV. TI)FTIY BIUFITVVESOER) A Y ORERNREIR
EHATEE TSI EICE>TBIRT 22 ENTE S, MREEEIGARINIC
. HATIE#hAR©, FRED/NA 7Y R—T 5RO TR TOMEE GERAiE
) DIERT HDICHaAERE (BIAEEBER, SECER) IChic > TR
%, TOHk, BENLRAEBRETV., MBOREEEETDZNAT) K—
THEEZZAV -0 78Lto0—=V T35 ENTES,

NATY) R=T5AET 27DICIEE NI AERRTRET 2 LEBOAE
ICHIA T, EBOANNRICRELEY VBB EDE M) ViREkE, RTFR
CRTFRERELTCVWAHIE. FLETho0BE@EMTs ENOICBW
TRETDIEETES, RWT, RERDY) /K%, V26672 & DERIC
DAL NEXEHEMREEBEIE T, BRTFRIBE LBIAME
Db MAEKREZEETEINAT) R—TE2BBENTED (5FIHE63-17688
5) o

BWT, BONENATY R—T 2T ADEERICEIEL. BKEHE
5, BonE/ sO—FIkiE. BIZIE MB7VEZJ LB, 7
OF4 VA L7074 6h T L, DEAEA AR/ OT NI ST 4 —
 FREEAREBORTF REFEIRLT 712714 —ASLICLYEET
5 ENTES,

HBWIE, RELEL) VARG ED, MBZELET SREMRZNAER
FICE>TAHREIEL, B/ 70—FLRGEOHABICBVWE I EETE S,
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LV-LTR7O€—4% —. EFla 7OF—4% — (Mizushima et al., Nucleic Acid
s Res 18: 5322 (1990)) . CMVTOE—4—%., BLVFZE L < IEFEER
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FREBEOT I /BB, RE BASLV/ FTLEEAMENRTWVWSET
3 J RS,
R2IUTD (1) ~ (i) »oR28ELYRBRINSG, [1JICEHDORTF R
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FREDESEREZBFDRE LICIRTT 2APCE HIEEE T 2 RS,

(b) CD8FZMTHARE A, HLAIIER &[1]~[3]lOoWTFhh—IHICEEHDO RS
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(a) [11~BIOWIFND—IRICEBHDIELES L REHEDORTF K
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(d) [11~BIOWIFNH—IRICEHDRTF FEHAMIR E DEERKZ
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BHEOBREKEZZUKBBRTH> T, HEBE I NKBR,
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[0212]

[0213]

[0214]

[30] [11~[BloWFhHh—IBICEEHDIEES L IFEHEDRTSF K, K
BUEQBEE, LA TV anNV b EEC IV A Y,

[31] [51~[MIOWFhH—IHICRBHEOERMINEINTVEER. &
V722N MPRBEINTWEERZ2LF Y N,

[32] [11~[B1OWFhH—IBICEEEHDOR T F R &SRB IREF AU
TINTWBEEEE, 7VanNY MAIRI N TWE R &L OEBRIREF
DI=HDEBERDIPIAINTVWEIEREZSUF Y b,

AFERZZOREDREKRICEA L TABMEBICS W TFMICERIBL TEED
. RIRDFEFIEFEE L. FIRMNADFHRBHNREDTH>T. ARASLVE
DIFFLWEKRZHMIATIZEEZEMLTWS I ENEREINEINETHD
o HEEIL, EFINLEREEL T, AREBAOREES L CHEL SERT S
CERLKIRABERSIVTEBENZDOHRTRINEL 2T HICEBHET S
THDD, LD >TAFEBIX, LEDOHBICE > THEINSDTIEAL
. AN OFEFBRKOERS LT ETNSDOEFEMDICE > THEINS ZEDE
KXnhs,

T, ReplzSlR U TAFEBPE L UFMICEKEEHT 5, LHrLAasS, B
TOME, AESLCRELIZ. ARBOHSHEOERSE LCERICEWL
THEEBZZRBTHDICRIUILES—A. ARBOREZHBT 5700
HEDICTET. LN >TAFKPBOHHREZRLTRET & 2EK LAV
o BEEIZ, ABMHEEIEHOLDEBUELRIAEOAES LUHRER
HPAOERBILIIRRICBVWTERTZIENTE S,

BB, KBEMEICSWTEIAINALTORITRMXENIE. ZRELTK
BRHiEICHEAAN DN S,

e
= e 51l 1
RSB L OHE
HEREER
HLA-A$ & THLA-BREME B RBY) » NEIRIFMIEM TH HCIR, BRSITT T
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[0215]

[0216]

[0217]

[0218]

) A RYSFILEMBEKTH BC0S7IE. ATCCHASEEAL 7=,
HLA-A=1101 % 2 BYIC IR S 2 RISEUHMAA O VEER

HLA-A*1101 2= 2 ERNICHKIR Y 5C1R (CIR-A11) (F, RIFMAREE L TERIh
fzo HLA-ANO1DA—T V) —F 477 L —L%— K9 5cDNAIZPCRTIE
BIXN, RERISY—~o/O0—=Z2 TN, CIRMBIIHEIRNS 4 —THKE
I, £ODO%. 6418 (Invitrogen) =AW T2ZEBEBRI N/, G418:ER
IR IEGAIBARM I N BBEMZ 2TV L TL— DT TILAEIN
 ISICEBEI N, HEMHLA-A 0 OCIRIMEICHS T3 RIBIR 7 O—
T4 MXN)—BIFTTHERINE,
URLCIOEHE DR T F R DIE#HZER

HLA-A*1101 9 FICHEE I BURLCI0EEDImer & L P 10mer DR T F R &, #
& F R —/8— [NetMHC3. 2] (www. cbs.dtu.dk/services/NetMHC/) (Buus et

al., Tissue Antigens. 2003 Nov, 62(5):378-84; Nielsen et al., Protei
n Sci. 2003 May, 12(5):1007-17, Bioinformatics. 2004 Jun 12:20(9):138
8-97) =FWTFAIL .
RTF DS

ARTF RiZ. Biosynthesis (Lewisville, Texas) IC& Y. BEMLEES
BOEICE> TEMR L. ¥EEERREI/ AT M TS5 T 14— (HPLC) 1L > THE
LT, BRTFFOME O0%) BLUE—MIE. ThENOTEHPLCS
SUEEDMICEI > THT LI, RTIFREIAFINZILERF T RIZ20mg/ml
TAfREL., 80CTREL .
1 v ErOTOCTLEES

BEIREEDERME (D0) ZHFRIBETHMEE LTEAL. & MALXKXGTER
(HLA) EICRFRINAARTF FICH Y 2MIEGSMT) »/3k (CTL) m&%
FEUr, MATICEEINTWS LD, DOES v E MATHER L (Nakah
ara S et al.,Cancer Res 2003,63(14):4112-8) , E{AMIZIZ. Ficoll-Paqu

e plus (Pharmacia) ABICL > TREQRRZT VT 47 (HA-A101f51M) H
SEEREMBERMEEEZ., 75X Fy 7EOMBBEST « v 1 (Becto
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n Dickinson) AYBEI BB &ICL>THREL. ThoLZEKESE LTE
W L7o 20DmMEBRE LIcEEmE (AS) ZETAIM-ViE (Invitrogen)
. 1000 IU/mlOFERER~ - 7 O7 7 — 20 =—RIBEF (R&D System) &
L TM000 IU/mlDA >4 —0O4 F> (IL) -4 (R& System) DEETF T, B
BNRMEINAEAEZEE L, THEOEER., 4 MAh4a4 2V THEELEDC
(1T AIM-VIEHAR T37°C T3lAE. 3ug/mldB2-2 /0707 YOHFERETT
20ug/mMDBEERRTF RE/NILAR L, FRIhAMEIE. BEOMRER
M £ (CCD80, CD83, (D86, H L UHLAY S RIIAREDDCREAEN FAHRR L TW
252 THo (T—FRRIT) o RWT. RTFR/ULZA LI SODD
C&XHREBET (20Gy) IC&L > TAREIE L. CD8 Positive Isolation Kit (Dynal
) ZRAWEBMRERICE > TELN/BECDSTHEE : 200EETRELE
o CNLDEBWELBY I TL—b (Corning) HICHEE LA, BV )L
. 0.5mLDAIM-V/2%ASEEHEAIC, 1.5 x 104EADRTFF K/LRA L7DC, 3 x 10
5{E (DCDS THARE & & U'10ng/mlDIL-7 (R&D System) ==Lk S L, 3BHE
. INSOEBEEYIC, IL-2 (CHIRON) % B#EE20IU/mlFTHRMLE. 7H
BB L®4EBIC. RTFR/SWALAEBSDCTTHIREA X SICHB L=, DC
R ERER—DOFEICL > TBORAR L, 21HBIC. 3@BEDORTF FRIE
B, RTFR/NVZAULECIR-AINCH LTCTLEZE N 44 —TJ 0> (IFN
) —y BEEFEAREIRY b (ELISPOT) 7y A ICTHER L/ (Tanaka H e
t al., Br J Cancer 2001, 84(1): 94-9; Umano Y et al., Br J Cancer 200
1, 84(8): 1052-7; Uchida N et al., Clin Cancer Res 2004, 10(24): 8577
-86; Suda T et al., Cancer Sci 2006, 97(5): 411-9; Watanabe T et al.,
Cancer Sci 2005, 96(8): 498-506) .
[0219] CTLIZFEEIE

Riddell® (Walter EA et al., N Engl J Med 1995, 333(16): 1038-44; R
iddell SR et al., Nat Med 1996, 2(2): 216-23) ICL > TREINTWD
FEEHLOFEEFEAL T, CTLZBEETTEESIE/, (TL%E, 5 x 105F
MR/ 7220074 A2 U0C& > THRIEBIN2BED E MBY W/ EF
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[0220]

[0221]

[0222]

IRERMABEMR. & & UM0ng/mlDIACD3FAE &6 (T, FEE25m L DSRASEZHAIM-V
(AIM-V/5%AS) b CTHIZE L/, BERFBE 1 B&IC. 120IU/mlDIL-2%
BRIEEMICHM L, 5. 8BLTNBARBIC, 30IU/mlDIL-2% 2L HEFAAIN-
V/5%ASIEH A, SRIEEMICHAI L= (Tanaka H et al., Br J Cancer 2001,
84(1): 94-9; Umano Y et al. ,Br J Cancer 2001, 84(8): 1052-7, Uchida
N et al., Clin Cancer Res 2004, 10(24): 8577-86; Suda T et al., Cance
r Sci 2006, 97(5): 411-9, Watanabe T et al., Cancer Sci 2005, 96(8):

498-506) .
CTILY O—> s

BAEYA 7 O4%44—FL— bk (Nalge Nunc International) (C&HWTC
TL 0.3fE. &, SIUIEM/ VT ERDEDIC. FRMETo7/4, CTLz
T x TOMERRRE/ D T VDT A b A D UCICE > T I N/ 2E5RD E B
)V REFERERMIRENE. 30ng/mlDICD3IAE, B L V25IU/mIDIL-2& & % 1S
. FRE150u /D T IJLDAIN-V/SRASIEM A TIEE L, 108, 50u /v T
DIL-2%, IL-20RAREH25IU/mUTET 2 & S ICKIBHICHM L, 14
HEICCTLEHZEHBR L. LEEEA—0ORFEEZFRBLTCILI 00— Z21BIES
7 (Uchida N et al., Clin Cancer Res 2004, 10(24): 8577-86; Suda T

et al., Cancer Sci 2006, 97(5): 411-9; Watanabe T et al., Cancer Sci
2005, 96(8) ): 498-506) .
R ACTLE M

RHEMCTLEM A AL =0HIC, IFN-y ELISPOTT v 24 & & O IFN- ¥ B R
BERBERET v t4 (ELISA) 2EfE L7, EAMICIE. RTFRRILAL
7=CIR-A1T (1 x 104EHERE/ ™V = )V) ZRIFHMEE L TRAE L, FELALCT
L. $4b50TLskELCTL O—V ZInEMARE U TEMR L, IFN-v ELI
SPOT7 v 24 H L TIFN-v ELISAIE, BEXZEDFIRICHKE > TEREL .
EHEE T H & UHLA-A=1101 % s F10 X t - 2 A O 3T

BHEGTF ERIFHA-ANI A —T V) —F 1 v 77 —L%E0— RT3
cDNAZPCRIC & » THEIE L /=, PCRIBIBEMZRIENIH—IC/O0—=V T L
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[0223]

[0224]

[0225]

oo MEBEEZEDOHRETLFIRICKE>TYRI 24322000 (Invitrogen)
ZER LT, EEETFS L CHLADRRMMMEK T H 5C0STICEMBZF O
WNY G =B LCHA-AVTDRIERI S —DOWThHFELRIERE S VR
JxY ML, FSURTHVaVvHE2E%. NSYR T MLEHRE
NIt (Invitrogen) ZRAWTEUR L., CTLEMT v 4 D7 OFERH
fa (5 x 10+@E#ERE/ 7 =)L) & LTER L,
fER
URLC1OFF S DHLA-A1101EE R TFF RD T

KlaB LURIbIE, HLA-ANOADIEED TR I N/=URLCIOER D Omer R T
FRELKI0mer RTF REFERIAMEOBWIRICRT, HLA-A1101#5 588
BT LA MEOHZEHUEDORTF NE, TEN—TRTFRERETS
TDITBIR L. AN,

[1al
URLC10 ICH¥ET S HLA-A11 &4 9mer RTFF
BHtatIE TI/BES Kd (nM) ENEE

98 RVWCHVCER 269 1
164 EPMPFFYLK 382 2
127 TAAVKIFPR 391 3
108 NTFECQNPR 531 4
64 LLLVVALPR 789 5
131 KIFPRFFMV 857 6
144 SAGCAAMER 1492 7
7 ROQAPAGGRR 8338 8
18 RGGRGSPYR 8884 9
{67 PFFYLKCCK 9856 10
74 WTDANLTAR 10324 11
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[ 1b]
URLC10 [ZH3¥Y 5 HLA-A11 #8 10mer RTFR
BRI E T/ EEESI Kd (nM) BEHES
63 ALLLVVALPR 78 12
132 IFPRFFMVAK 346 13
126 VIAAVKIFPR 361 14
143 CSAGCAAMER 538 15
149 AMERPKPEEK 543 16
183 GPPINSSVFK 1426 17
161 LLEEPMPFFY 1708 18
32 GARRLRRFQK 1877 19
108 NTFECQNPRR 2051 20
22 GSPYRPDPGR 2829 21
166 MPFFYLKCCK 3858 22
163 EEPMPFFYLK 4898 23
185 PINSSVFKEY 9286 24

BAIRGIEIX KOC1 O N Kigh oD 7/ BREHERT.
R ERIKd (aM)] [ZTNetMHC 3210 5HEHLTNVS,

[0226] HLA-A=110138 R4 DURLCIOEHEFRIR FF RIC kL ACTLDEE
URLCTOESRD AR T F RICH T 5CTLE, MBS L UHE] IKRBELALTO
NO— LI > THEE L/, IFN-v ELISPOTP v EAICL 2T, RTF REF
EWMACTLEMZRE LA (1) , URLC10-A11-9-98 (ECFIHES : 1) AWV
7= T )LESH5 (a) . URLC10-A11-9-18 (EEFIES :9) 2RV AT I BS
#4 (b) B L GURLCI0-A11-10-132 (FBHIES : 13) ZAVWEY ZILESHES (¢
) ICBITBCTLIE, NREHBR L TEBAQRIN-vyEE%Z R L, —A. KRlad
FUORIDICRINDZMORTF Ri&, HLA-A1101 & DIEAEMA2ET 5 AR
BHZICENMDDLT, TNOORTF RTORBICK > TR, FEMACTL
SEHENRESI AN o o, HEINRRYT—4 OHITH BN, URLCI0-A11-10
-63 (ECHES : 12) TREB L ACTLA S I EMNIFN-y EEIBREIhAH
o7 (d) o ERELUTWRLCIICHRT 23EORTF K%, @NACTLEZZHEE
THIENTEBRTFRE LTERL,
[0227] HLA-A=110135 M DOURLCIOEER FF RICK 3 BCTLkS L U0 O — > ORIIL
IFN-v ELISPOT7 v A ICTRTF NFENCTLEM % 7~ L /ZURLC10-A11-1
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[0228]

[0229]

0-132 (BEHES : 13) ZBWVWAEYV I ESHICH T HCTLZEiEX &, CTLF
AR L7, T SDOCTLROCTLEMEAIFN-v ELISAIC KL > TRIE L= (X2
) o ZOCTLERIE, RTF RE/NILZ LA > ZMHMRE S B LT, WISY
BRTFRENIVZ UEWMRICN L TGRABRIFN-v EEEZ R L, 5
I, £ MBI LUVHEZE] OEICEEHINLBYCTLEEN SRAFRICE

S>TCTLY O—V&BNI L. RTF R%E/V R LCIR-ATTHRRRICR § BCTLY
O—YHS5MDIFN-v E4E & IFN-v ELISAIC & » TRIE L7, URLC10-A11-10-1
32 (EHES : 13) TRIBLACTIL O— VA SBARIFN-y EEIBERIN
= (&3) .

URLC108 & THLA-A*1101 % FIRJ 2 ZRHUHAAEIC N 4 2 HrEMCTUFEM

URLC10-A11-10-132 (ECHIBES : 13) I L TR I hACTLY O—> %, U
RLC10& & UHLA-A* 11019 F = RIRT 2 EMHMR 2 5389 28E0ICE L TRA
foo £RURLCI0E & THLA-A*T101EEFOMA%EZ bS5 X7 27 b L7C0S7
#EAE (URLC10$ & THLA-A* 1101 BRF 2 RIRT 5 EMNHMREOFENETIV)
AENMEE L TR LA, 2RURLCIOFE ZIZHLA-A* 11010 W T hE S
VA7V MLCOSTHIRR Z iR & L TEAS L 7=, URLC10-A11-10-132 (EC3!
FS 1 13) TREBLAECTILY O—> A% URLCI0# £ THLA-A* 1101 Dl 5 % HIR
§ BCOSTHERRIC K L T N ACTLEM 2R L (K4) , —A. SRR
L TERAGFENCILEHIIREINGAN >, INHDT—4IZ&Y. URLC
10-A11-10-132 (BEFIBES : 13) RTF KA, URLCIOORAB FOt¥ v FiC
FYELBRTFRTHY, HDHLA-A* 11019 F & & 3 ICIEMMERE EICIRTR
INTCTLIC L > TERH#IND Z ENREICEI S Nz, T HDHRERIE. UR
LC10-A11-10-132 (ECFU&ES : 13) A, URLCIOZRIZTT H2NAZET HEEIC
WITBHRATIFUELTELTWSAESEEZRLTWS,

MERTF R OB

URLC10-A11-9-98 (BC3IZES : 1) . URLC10-A11-9-18 (ERHIES : 9) & &
TFURLC10-A11-10-132 (EEHIES : 13) THRIBIL /=CTLIZ. BEMNDREMC
TLEM AR L, COfEEIZ. URLC10-A11-9-98 (ERFIEE : 1) . URLC10-A1
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1-9-18 (EZ%UES : 9) & L TURLC10-A11-10-132 (EEHIFES : 13) DEHIA
. EMNBRERERBETDZIENMAONTVWAMODFICHEKT H2RTF K&
HETHDEWIERILERT 2HEMEIH D, CORREMEEZHRT 270
(C. BLAST7ZJL T X4 (blast.ncbi.nlm. nih.gov/Blast.cgi) Z#FHWT., &
NLEDORTF RO A7) —& L THRMENT 21T/, TOHER. URL
C10-A11-9-98 (EC5I&ES : 1) . URLC10-A11-9-18 (ECHIES : 9) & L UURLC
10-A11-10-132 (B25IES : 13) OEINICH L TAELHEBEMEZE T I
RHOonahorz, Lid>T, ARBAELOMBERY TR, ThooRY
F RO, HOBEDLVWSFICH L TEMLAVWREINE %SISR T HE
HRIFEAERWEEZONS, e LT, URLCI0ICHE T % #THRHLA-ATT
HWREIEN—FRTIFRPAEINL, I5IC, RLCIOEEROIE N—T
RTF REDPARBEEEICER LB I EFRIN,

[0230] =2

RSB L OHE
HEREER

HLA-A$ & THLA-BREME B RBY) » NEIRIFMIEM TH HCIR, BRSITT T
) A RYSFILEMBEKTH BC0S7IE. ATCCHASEEAL 7=,

[0231] HLA-A0301% ZE BN IC FIFJ 5 RIERAD D VE X,

[0232]

HLA-A*0301% ZERICHKIR T HCIR (CIR-A03) (&, RIEHMEE L THEEAIH
7zo HLA-AQ301DA—T V) —F 4> T7L—L%— K9 5cDNAIZPCRTIE
BIXN, RERISY—~o/O0—=Z2 TN, CIRMBIIHEIRNS 4 —THKE
I, £ODO%. 6418 (Invitrogen) =AW T2ZEBEBRI N/, G418:ER
IR IEGAIBARM I N BBEMZ 2TV L TL— DT TILAEIN
. I5IC0ABEINS, ASEMHLA-A-0301DCIRMIC ST 2 RBII 70—
T4 MXN)—BIFTTHERINE,

URLCIOEHE DR T F R DIE#HZER

HLA-A-03014 FIC#EE 3 BURLCIOEEDImer B L M 10mer DR T F R &, #
& F R —/8— [NetMHC3. 2] (www. cbs.dtu.dk/services/NetMHC/) (Buus et
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[0233]

al., Tissue Antigens. 2003 Nov, 62(5):378-84; Nielsen et al., Protei
n Sci. 2003 May, 12(5):1007-17, Bioinformatics. 2004 Jun 12:20(9):138
8-97) = AWTFRI L7, HLA-A-03014 FICHEES 9 HURLCIOERED 1 Tmer R ' F
KA, S FTRIHY—/8— NetMHC3.4] (http://www. cbs.dtu.dk/services/N
etMHC/) (Buus et al., Tissue Antigens. 2003 Nov, 62(5):378-84; Nielse
n et al., Protein Sci. 2003 May, 12(5):1007-17, Bioinformatics. 2004
Jun 12, 20(9):1388-97) #FHWTFRIL7ce TREDRTF RKIZ, American
Peptide Company (Sunnyvale, CA)IC& Y. ZBHEMLBEREREICKE>TH
L. BHEEEREIOT TS T 14— (HPLC) ICL > THE L, &7
F ROHFE C90%) BLUTE—4IE. ThENIAHPLCE L UEENTIC
EoTaAMULIze RIFRREIAFIZIVKRFY RIZ20mg/ml THEEL. -80
CTHRELL,
1 v E+ATOCTLEES

BEIRASEOBHAMAE (DC) ZHREFMEE LTERL. & MALIKNR
(HLA) EICRFRINAARTF FICH Y 2MIEGSMT) »/3k (CTL) m&%
FEUr, MATICEEINTWS LD, DOES v E MATHER L (Nakah
ara S et al.,Cancer Res 2003,63(14):4112-8) , E{AMIZIZ. Ficoll-Paqu
e plus (Pharmacia) ABICL > TREQRRT T 47 (HLA-A0301f51E) H
SEELUARMENERMEEZ, 722X Fy VEOMEBIEET « v 1 (Becto
n Dickinson) AMUBIHZIEICL>THREL., TS EZEKBEDE L TR
8 L7z 20D MEAREL LIcB2mME (AS) ZZLAIM-ViEt (Invitrogen)
B, 1000 IU/mlDFEREK~ - 7 O7 77— 20=—RIEEF (R&D System) &
L TM000 IU/mlDA >4 —0O4 F> (IL) -4 (R& System) DEETF T, B
KOREINAEAZEE L, THEDEER., U4 MHAVTHEELLD
(oo AIM-VEEHARTI7TCT3BA, 3ug/mlDdB2-2 /0707 VY OFETT
0ug/mDEERRTF K&V L, ERINHMRIZ. BEOMEAR
ML (CCD80, CD83, (D86, &L UHLAY S5 117G & MDCRIESFEFKIR L T W
545 THo (F—HRRRETT) o RWT RIF RV LEINSDD
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[0234]

CEXHRIRET (20Gy) Tk > TAIEIE L. CD8 Positive Isolation Kit (Dynal
) ZARWEBHMRERICE > TELONABECDSTHIEE 1 : 200X TREE L
o TNODIZEEYEAY I TL— b (Corning) FICHERELEZ, BV TILIE
. 0.5mLDAIN-V/2%ASEE A, 1.5 x 104EADRTF K/ R L7DC, 3 x 10
5@ DCD THARE & & U'10ng/mLDIL-7 (R&D System) &Lk D IC L, 3A%
. INSOEEYIC, IL-2 (CHIRON) % ZAREE20IU/mlFE THRMLE. 7H
BB LUM4BEBEIR. RFF RSV ZALZEBEDCTTHE%E S SICHEE Lz, DC
FEEEER—OFEICL >THEORAE L, 21HBIC. 3@BORTF KRR
‘. RTF RV RALACIR-AOICH L CCTLZE b A4 —T O (IFN
) -~y BREAREIRY b (ELISPOT) 7y A ICTHBR L/ (Tanaka H e
t al., Br J Cancer 2001, 84(1): 94-9; Umano Y et al., Br J Cancer 200
1, 84(8): 1052-7; Uchida N et al., Clin Cancer Res 2004, 10(24): 8577
-86; Suda T et al., Cancer Sci 2006, 97(5): 411-9; Watanabe T et al.,
Cancer Sci 2005, 96(8): 498-506)
CTLIZFEE|B

Riddell& (Walter EA et al., N Engl J Med 1995, 333(16): 1038-44; R
iddell SR et al., Nat Med 1996, 2(2): 216-23) Lk > TEEEINTWS
REEBEUOTFEEERLT, (TLeBE T TBES ., CTLZ. 5 x 10°%F
MEE/ 752D A YA V0L > TABINA2EEDE MBY Y /REF
IRERMABEMR. & & UM0ng/mlDIACD3FAE &6 (T, FEE25m L DSRASEZHAIM-V

(AIM-V/5%AS) 35 THIFE L/, BERB 1 B&IC. 120IU/mlDIL-2%
BRIEEMICHM L, 5. 8BLTNBARBIC, 30IU/mlDIL-2% 2L HEFAAIN-
V/5%ASIEH A, SRIEEMICHAI L= (Tanaka H et al., Br J Cancer 2001,
84(1): 94-9; Umano Y et al. ,Br J Cancer 2001, 84(8): 1052-7, Uchida
N et al., Clin Cancer Res 2004, 10(24): 8577-86; Suda T et al., Cance
r Sci 2006, 97(5): 411-9, Watanabe T et al., Cancer Sci 2005, 96(8):
498-506) ,

[0235] CTLY O —> DL
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[0236]

[0237]

[0238]

BAEYA 7 O4%44—FL— bk (Nalge Nunc International) (C&HWTC
TL MEZE IR 10EMI/ Y &b LI, FRETo7%k, CTLE, 1 x 104
EMRE/ 7 DT A b A U0l > TRIBIN/2FE5ED E B V/RZF
KiRHBRERK. 30ng/mlDHFCD3FLA, &L TM26IU/mlDIL-2& & 1T, HEE150
w L/ I DSPASZHAIM-V  (AIM-V/5%AS) HihFRTiE&E Lz, 108, 50
wl/D IV @DIL-2%, IL-20KREIREANM25IU/mUTET 2 & 5 ICERIBEHICH
mU7, 14BBICCTLEM ZHER L. LRER—0FEE=FERA L TCTLYyO—
vaiEEX 7/~ (Uchida N et al., Clin Cancer Res 2004, 10(24): 8577-8
6; Suda T et al., Cancer Sci 2006, 97(5): 411-9; Watanabe T et al., C
ancer Sci 2005, 96(8) ): 498-506)

HEMCTLEM

RHEMCTLEM A AL =0HIC, IFN-y ELISPOTT v 24 & & O IFN- ¥ B R
BERBERET v t4 (ELISA) 2EfE L7, EAMICIE. RTFRRILAL
7=C1R - A03 (1 x 104EHERE/ ™V = J)U) ZRIFHMEE L TRAE L, FELALCT
L. $4b50TLskELCTL O—V ZInEMARE U TEMR L, IFN-v ELI
SPOT7 v 24 H L TIFN-v ELISAIE, BEXZEDFIRICHKE > TEREL .
EHEET & & OHLA-A=0301 % R45I FER X + /- &= 4RRa O 1t ir

BHEG T £ IEHA-A 0301 DA —T V) —F 1 v 7L —L%E0— RT3
cDNAZPCRIC & » THEIE L /=, PCRIBIBEMZRIENIH—IC/O0—=V T L
oo BEEZEOHETDIFIEICKE>TYRTZI V49 322000 (Invitrogen)
ZER LT, EEETFS L CHLADRRMMMEK T H 5C0STICEMBZF O
RARY S —BLTHA-A 0T DRIBRN V4 —DOWIT D FEdmEAEE NSV R
JxY ML, FSURTHVaVvHE2E%. NSYR T MLEHRE
NIt (Invitrogen) ZRAWTEUR L., CTLEMT v 4 D7 OFERH
fa (5 x 10+@E#ERE/ 7 =)L) & LTER L,
fER
URLC10E S DHLA-A=030 1 IEE R FF RD T

F2a, R2bPH L VFR2clE, HLA-A0301 ~DFEEH TR X N 7/=URLCTOEE D Im
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erRTF R, 10mer RTF REBL P Imer R T F REFSRAMMEDOZWIBICT
T, HLA-AO301HEEREZ R T 2 REMEDH 2 AET22BORTF R%E, T -
TRTIFRERET HDITRIR L. AR,

[0239] [5<2a]

URLC10 [ZH3ET D HLA-A03 #4 9mer RTFF

BRI E 7/ BRERS Kd (nM) EES
64 LLLVVALPR 399 5
98 RVWCHVCER 456 |
131 KIFPRFFMV 1257 6
170 YLKCCKIRY 3954 25
7 RQAPAGGRR 4267 8
127 IAAVKIFPR 5768 3
18 RGGRGSPYR 6629 9

[0240] [3R2b]

URLC10 [ZH3ET D HLA-A03 4 10mer RTFF

BB EIE TI/BRES] Kd (nM) By ES
63 ALLLVVALPR 114 12
132 IFPRFFMVAK 369 13
166 MPFFYLKCCK 1042 22
126 VIAAVKIFPR 1081 14
149 AMERPKPEEK 1184 16
161 LLEEPMPFFY 1752 18
32 GARRLRRFQK 1847 19
143 CSAGCAAMER 2167 15
131 KIFPRFFMVA 2463 26
204 GLWLAILLLL 3495 27
183 GPPINSSVFK 3956 17
58 TMALLALLLV 4549 28
57 GTMALLALLL 5698 29
209 ILLLLASIAA 6128 30

[0241] [F2c]

URLC10 [ZH3¥9 % HLA-A03 #4 11mer RTFF
BRMRGIE /B Kd (nM) BENES
131 KIFPRFFMVAK 75 31
BRI E (& URLCI0 O N Rt o D7 I/BEREHE TS, .
FRBE E HKd (aM)IETNetMHC 3.2 (9mer & &TX 10mer RTFR) FEfzI&TNetMHC 3.4
(1mer RTFR) hoEZHL TS,
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[0242] HLA-A=03013¥ 3R DURLCIOEE F3RIR FF RiC L BCTLDEE

[0243]

URLCTOESRD AR T F RICH T 5CTLE, MBS L UHE] IKRBELALTO
NO—ILICHE> TR L 7=, IFN-vy ELISPOTZ w EAICL > T, RTF R
ERACTLEMA8E L7z (5) , URLC10-A03-9-64 (F25IZ&ES :5) #HW
o zIL&EFSH#2 (a) . URLC10-A03-9-98 (ELHIFES : 1) ZAWVWED I ES
#5 (b) . URLC10-A03-9-131 (EEFIES :6) #AW/AEV I ESH3 (¢c) . UR
LC10-A03-9-127 (ELHIES : 3) #AW/D z)LESH (d) . URLC10-A03-10
-63 (BL5I&ES : 12) ZRAWED I ESH6 (e) . URLC10-A03-10-166 (BL3!
#FBS5:22) ZRAWVWED T )ILESH3 (f) . URLC10-A03-10-126 (BCHIES : 14)
ZRWED ZI)LESHS (9) . URLC10-A03-10-149 (ECHIES : 16) ZRA W
o zI)LESH (h), URLC10-A03-10-161 (EEHHEBS : 1) AWV AEY = ILESH
1 (i). URLC10-A03-10-143 (ESFIES : 15) =AWy zILESH (j). URLC
10-A03-10-204 (ELHIES : 27) &AW D T )LESH2 (k). URLC10-A03-10-1
83 (BRAES : 17)=RWY z)LESH2 (1), URLC10-A03-10-209 (A3
F:30)ZAWEY zILESH (m)H & TURLC10-A03-11-131 (EBHIES : 31)
ZARWED TIILESE (nid, WREEBR L TGRARIN-vEEX %2R LT,
—Hh. FR2a, R2DBFIUVR2ISTIINSMORTF Nid, HLA-A0301 & DFEE
EEEBTDIHARENHDICELDDLLT. TNOEDRTF RTORBEICL
2> T, BENGCILEMNMHEINGAL) >, BEWREMET—45 DFITH
%, URLC10-A03-9-7 (ECHIZES : 8) TRIB L /=CTLA ST EMIFN-v EE
BERIhAAN >/ (0) » FBRELTRLCIICHET Z14EORTF K%,
BANRCTLAFE T A ENTEBRTFRELTERLE,
HLA-A=030145R 4 MURLC1OESER FF RICH§ ACTLES LU0 O — > OFIIL

IFN-v ELISPOTZ v A ICTRTF NREFEMCTLEM % 7~ L 72URLC10-A03-1
0-166 (ERFIES : 22) #HW/=D =L B SH#38 L TURLC10-A03-11-131 (EEFI
BS 3N EAVWAEY I NBESIICSITACTLAERE S, CTLEERMIIL .,
INSDOCTLHkOCTLEM A IFN- ELISAICK » TRAE L& (X6) , T DCTL
BEld. RTFREZ/RSNZA LA >ENMEEEE LT, HinT5XRTF KR
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[0244]

[0245]

NIV A LT-ERHRRIC S L CEARIFN-y EE =R L, I 5T, E£EOD
(MRBELCAE] OBICEHINBYCTLELS SRAFIRICE > TCTLY
O—YABITI L. WIETBRTF RE/LZ L CIR-AOHERL IS 3 BCTLY
O— YA SOIFN-y EEEZIFN-¢ ELISAIC & > THRIE L7/, URLC10-A03-10-1
66 (BCHIZES : 22) & L CURLC10-A03-11-131 (ECBIFES : 31) TR L /=CT
L7 O—Y D SBARIFN-y EEDBERI N () .

URLC10 & THLA-A*0301 % FIR 4 2 8RR IC N 4 2 HrEHCTUFM

URLC10-A03-11-131 (BEFUES : SNICH L THIZLIN/ACTLyO—> %, R
LC10& & TFHLA-A* 0301 F = RIR T 2B 2 5858 4 288 NICE L TEAN
foo £RURLC10E & THLA-A*0301EmFDOMA%E bS5 X7 29 b L7C0S7
#iRE (URLCT0& & TFHLA-A*0301: &5 F = HIR T 2 FMMBRORENETIL)
AEMNMEE LTRSS LA, 2RURLCI0FE /ZIZHLA-A* 031D W h A S
VA7V hLCOSTHIRR Z iR & L TEAS L 7=, URLC10-A03-11-131 (S5
FS 3 TREBLACTLY O— >, URLC10$E & TPHLA-A*0301 (DT 5 % HIR
3 BCOSTHERRIC K L T N ACTLEM 2R L (K8) , —A. WRMRICH
L TERAGFENCILEHIIREINGAN >, INHDT—4IZ&Y. URLC
10-A03-11-131 (EEHIES : 3 RTFF KA, WRLCIOODRABW O > JIC
FYELBRTFRTHY, HDHLA-A* 03019 F & & 1 ICIEMHERE £ ITIRTR
INTCTLICE > TREIND ZEMBEICEIII NS, ThoDfFERIE. UR
LC10-A03-11-131 (FRFIES : 31 A, RLCI0ZRIRT 21 AR BT B EREC
WNITENATIFELTHELTWSHAREEZRLTWS,
MERTF R OB MR

URLC10-A03-9-64 (EZ%IZE=S : 5). URLC10-A03-9-98 (ECHIZES : 1), URLCI
0-A03-9-131 (BCFIES : 6). URLC10-A03-9-127 (ERFIES : 3). URLC10-A03
-10-63 (BZ5UES : 12), URLC10-A03-10-166 (ECHIZFES : 22), URLC10-A03-1
0-126 (E2%UZ&ES : 14). URLC10-A03-10-149 (BEZFUES : 16). URLC10-A03-10
-161 (Eg3)&S : 18), URLC10-A03-10-143 (E25&ES : 15). URLC10-A03-10-
204 (EZHZES : 27). URLC10-A03-10-183 (EZZI&ES : 17). URLC10-A03-10-2
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[0246]

09 (EE3IFES : 30) $ L TURLC10-A03-11-131 (EZFIES : 31) TR L 7=CTL
. BENDREMNLQCTILEE 2R L, ZOfERIZ. URLC10-A03-9-64 (&L
5% : 5). URLC10-A03-9-98 (EZ5&ES : 1). URLC10-A03-9-131 (E2FIES
: 6). URLC10-A03-9-127 (E2%U&ES : 3). URLC10-A03-10-63 (EZHES : 12)
. URLC10-A03-10-166 (E25&ES : 22), URLC10-A03-10-126 (E2FI&ES : 14)
. URLC10-A03-10-149 (EZ5ZES : 16), URLC10-A03-10-161 (EZFHES : 18)
. URLC10-A03-10-143 (EZHZES : 15), URLC10-A03-10-204 (EZFHES : 27)
. URLC10-A03-10-183 (E25&ES : 17). URLC10-A03-10-209 (E25&ES : 30)
B L TURLC10-A03-11-131 (EEHIES : 3 DEIIN, B M RERZRET S
CEDRHMOLNTVWARMMODFICHETZRTF REERTHS EWVWIEREIC
BRYTSAREN DD, COTREMEEZHRT 5701, BLASTZIL T X4 (
blast.ncbi.nlm, nih,gov/Blast.cgi) ZFHWT., Th5DRTF KDEF %=
1Y) —& LTHRMEN Z1T o7, TOHR. URLC10-A03-9-64 (BLIIHES
: 5). URLC10-A03-9-98 (EC5U&ES : 1). URLC10-A03-9-131 (BEC5UES : 6).
URLC10-A03-9-127 (EZHIZES : 3). URLC10-A03-10-63 (EE5I&ES : 12). URLC
10-A03-10-166 (BZFIES : 22). URLC10-A03-10-126 (BEFI&ES : 14). URLCI
0-A03-10-149 (E25I&ES : 16). URLC10-A03-10-161 (EZFIES : 18). URLC10
-A03-10-143 (BCFIES : 15). URLC10-A03-10-204 (ECHIES : 27). URLCI0-
A03-10-183 (BEFIES : 17). URLC10-A03-10-209 (EZFIES : 30) 5 & VEURLC
10-A03-11-131 (E2FIFES : 31) OEIICKH L TEELERMEEE T 2E5IF
RHOonahorz, Lid>T, ARBAELOMBERY TR, ThooRY
F RO, HOBEDLVWSFICH L TEMLAVWREINE %SISR T HE
HRIFEAERWEEZ BN D, fawe LT, URLCTOICHRT 5 #H#RHLA-A03
HWREIEN—FRTIFRPAEINL, I5IC, RLCIOEEROIE N—T
RTF REDPARBEEEICER LB I EFRIN,
013
Iy 3 VEEIDRES
RT7FREEFFAKIFLISHEEEESRKIZ.0~10.0mg/ml& R B LD IC
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BEEL. VI UVICERY S, ChEFNAKILIEERRKEEEODIFA
FRELAEY)yIEARVHICLYERL, ERELE2ZRADOY Y TDYY
VIOTSUVYERBICHETSIEICL>THERT S, BOBER LK
. ROy TFRARNKICLY, IRILY 3 VORRETHET 2, ROy 77X
NEE, BRLUAYY TIVIBEKELISET T2 EICE>TITI T ENT
X%, KEALICET LAY Y TILHAEBICKPICHE L AWSEIZIETYIL
YavEmREFE L., £ESICKAICIERYT 2HBEICIEIVILY 3 VRTER
EFHEYT B, Ty aVvREREAMINAIFEICE. ILHICERZTS
TIVNYaVvaEERIES, BRLAITILYaviE, RESFICEY
NABEICHET DI ENTED, HETROIPAREE LTE. BRI A
. IJAAA. FESENA. BEMESA. BRENA. BHFA. DA, BREE
. BERED A, RS A. BILEREDSA. BONA. BRI A, T IFEREREBE
BEEEICEBLTVWIRELRIRTZIENTES,
[0247]

RTF REFZHREKIC.0~10.0mg/mlE 2 LD ITARL. 2EBBEE1T
Do TNERENATIICHREL, BELAETLRERITHRT S, D/
TILERBEZR LR, 2IIRBELTVTLIF vy TOEEHDEITOZ
L&Y, RELERFEEKT 5. MAOKRICIE. /S PILIOERBKEL
EREEERRKEEIAL CRBRZEMREBBEH TS, YV IE2AVT
NATIIHOBBREBRERIL. RINULABRBRESEDOIFAZTIELLY
VT EARVEIICLYERT B, ER-LE2ROY ) oDV ) I TS5y
Vv ERBIHEYT S &ICL > THERT S, BoBEERLAE. Oy S
TANEILEY, I aVvOEREFMT 5, TERLEZITILS a3 vid
C ETFESICEY. BPABRBICERETHIENTED, RERRONARE
ELTIE. BN A, DA, TEENA. BEMBENSA. BREDSA. B
Ao DA, BRE. BENSA. IIRSA. BIZRDSA. BH A, BEFEERD
Ao ETIRBEBESSFICERBLTCVWIBELRIRT DN TE S,
EEX DR ATt
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[0248] AFEIE, MO DRENLREBREGSEHZEL. LN > TREWD
ADRBEICH T2 EAMEE LES. URLCI0EEDEIRHLA-A11$ & THLA-AD
SARMIE N—TRTF RERHT 5, RFEAORTF K, HE#. APC,
BLUCTLIE, URLCI0ZHIRT 20'A. HIZIEE, BEMNSA. AP A, FEED
A, BBEMBENA. BEDSA. BHA. DA, ERE. BEREISA. IIEDN

AR A, BD A, BRI A. BLUEHREHEBESICT T2 RTF
RO F & LTERINGS,

[0249] ABBMZEICHWVWT., AFRBEZOREDRKICEEL TFEMICHRBALTWS
B, BHROBEBIEAREMICHIRNNDRBMAREDTH> T. AERES LV
ZTOFELVWEKRERBET I EE2BEHLTWE I EHNERINDIRETH

o BAIMAREREZEL T, HXE L. TOEASLUVRANRNTOREFSE
ROFBERICE > TEBINDIAKBFOREHS L CEHEL S@®IRT 5 &<
 BRABERS L UVRENEOFTRINGED & E2BBICERHBT 2,
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[55KIA1]

[553K1R2]

fa R D&
UTOELYBRINSG 7 I /BENZ20. HMRESHETHERE (C
TL) HEEEETHI57I /JBRABEORTF R :

(a) BEHUES 1. 9. 13, b, 6, 3, 12, 22, 14, 16, 18, 15,
27, 17, B LUVINDORBIBEELYBRINDG T I /VBES ; BLT

(b) EE5IFES 1. 9. 13, 5. 6. 3. 12, 22, 14, 16, 18, 15,
27, 17, B LUVINDSRBBEELYBRINDGT7 I /BENICH LT
cME. 2@, FEEBEOT I/ BINEK. RK BABLIVFk
EAMINTW3B 7 2/ BES,

UTFD (i) ~ (i) Do bBLYBIRINS, BRE1ICES
DORTF R :

(i) BBIBES : 1, IBLPIINLRBEELYERINE T/
BEECHICT LT, ATD (a) ~ (d) o2 LYRBRINSIE
UEOB#MNINALT I /BREIESTCRTF R :

(a) RGN S2BBDO7 I /JBED, ALFZ2, RN A
VAAY Y, A4SV, JIZVTFS20BLCFOAS UL DE
SYBRINDT7I/BICEBRINTWS ;

(b) NRImHDH3IJEDT I /BN, O(P Y, 7T
o, FAIY, AVOA I VBEIVT I UNLRDEELYBIRS
N7 /BICBHEINTVWS ;

(c) NRImADHTEEDOT I /BN, oAy, 4AvaA12 Y
CFOVY NYUBLVTIDATISZUNLRBELYRERIN
DT7I/BICBHRINTVS ; LT

(d) CRIRDT I VBN, VI VBLUTILFZUDLIRDE
SYBRINDT7I/BICEBRINTWS ;

(i i) BESUES 5. 1. 6, 3, 12, 22, 14, 16, 18, 15, 27,
17, 0B L VNDSAZELYBRIND T I /BREIICH L TUT
D (a) ~ (b) BDORZBFLYBRINDIBEULOBENAINLT
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[553KIR3]

[553K1R4]

[E53KIR5]

[E53KIR6]

2/ BEBENEETCRTF N

(a) NRImDH2&/EDT I /B, QAP V, XFFZV,
R T2, 4vVAA2 Y B)UBLTRLFZUDEAS
BIYBRINZT7I/VBICBEBRINTWS ; 8L

(b) CRIHDOT I /EEA. TIF=V, VIV, FOLVEE
VCIIZNTIUDLRBIBLYRBRINGTI /JBICBHRINT
W3,

BoH&ES : 1. 9, 130 50 6, 3, 12, 22, 14, 16, 18, 15, 27, 17
C3BFIWNDLRBELYBIRIND T I BERINLAD, BK
BUIEEHORTF R,

BREI~B3OVWTNA—IHICERHEORTFREI—-—RT 3, R X
JLFF R,

EPMICHBINDIERE, UTO (a) ~ (e) hHRBBELYE
REINBDIDRLEHIDONRD & HSTHKY -

(a) BEREI~30VWTNM—IBICEHOIELES L < (FEHED
RTF K ;

(b) BRIFI~30WTFNA—IRICEEEHDRTF R & HKITARER
FMRERTI—RT21EEHEE LIEEREDORY XV LAF N ;

(c) BXREN~-3OWTNM—IHICEEHDORTF REHLAMRRE D
BEekEB5OMRKRE LICIRTT 2MERIETHME (APC) ;

(d) BEXREN~-30OWTNO—IHICEEHORTF REHAMRRE D
BEREE5OMIERELIRRTZIFYY —54L; LT

(e) BXRIEN~3DWVWTFNM—IRICEEEHORTF REZENE T 50
TL,

BIEERZDUTD (a) ~ (d) »HRZFLYFBRINZ DAL &
E1DDOMOTHY. CTLZFET 5O DKM TH S, FFKIESIC
ELEOMENRY

(a) BEREI~30VWTNM—IBICEHOIELES L < (FEHED
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LEEKIRT]
55 KIR8]

[E53R1RI]

[EAKIR10]

[E5KIR11]

[E5KIR12]

[E5KIR13]

RTF N

(b) BREI~30WVWTNA—IRICEEE DR TF R ERFE 8L
BRETIO— KT 21EEE LIEEBHEORY XV LAFK;

(c) BRBI~30WTNA—IRICEBEDORTF REHARRE D
BErE2B5OMBERE LICRTT 2HRETMER (APC) ; LT

(d) BERBEI~30WTFNHA—IRICEEHDRTF K EHARFRE & D
BAEKEEEOMBERALICRRTZ2IFVY — L,

KWWMY TH 5. FRIRSICEEEH DR,

(i) BADEE. (i) DPADTFR. LY (iii) BPADMED
BREOFHENINORZIELYRERINZIULOBEDLDD., FEKIAT
ICERE DHR R,

DAICH T DRENEEFET 500, FREBVICTHOERY

BAD. BRI A, HDNA. FERIA. BEMHEIA. BENA

. BAAL it A, BRIE. EESA. RN A, FILZERSA. BY

A, BBSEERD A. BLUEHRBPEBEEN OB LYBERINS, &
KIB8F 7 13T SR H D HARR .

HLA-AT1 S L THLA-ADBD S 2 85 L W BRI 2 DA< &6 1D OH
LAV TH 2 RRADRESD-DICHFIEI NS, EKIE~100D
Whh—IEICERE OB,

UTHhoa2BLYBERINIEEZSE. CTLFEEEEE T 5APC
#FETDBHE:

(a) APC%E, FERIE1~30WVWTNH—IRILKREHORTSF REA Y
EhO, TVRER, FhiEM VERTEMIEIBE. L0
(b) BRBI~3OWTNHI—IHICERBEDORTFRE1—-RT3
RURJLAF REAPCICEANT % ERIE,
UTFHOLRdBLYBRINIEREZED. (LEFET2HE
(a) CD8FZMTHARE A . HLATTER & KIB1~3DWTFhh—IHIZE
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[55K1R14]

[553KIR15]

FERIR16]
BB RIRNT]

[55K1R18]

HORTF REDEEFEEEORALICIETT 2APCE HITET S
EXBE.

(b) CD8FZMTHARE A . HLATLER &FEKIE1~30WIFhh—IHICE
BORTF REDEEAREZEEORALICIRTTZIFYY —LEH
BETLIRE. L0

(c) HifE@Rm LICHLAFRIC L VIR I WABEKRIETI~30WTh
HN—IBICEBMORTF NICHEE LE2THIEZEHF (TCR) 0&Y 71
—y Med—RTBRY XV LFF RaCD8FMHETHARICE AT RS

HLAfLR & 55RIB1~3D WM A—IRICEEE DR TF K& DEER
AEBORELICIRTT BAPC,
FEKIRI2ICEBMOAEICL > THEBIND, FEKRIFIATEBEDAPC

AEREI~3OWTN N —IBICEEHORTF NEERNE T 5CTL,
ERFJCBHEOFEIC L > THEEI 1D, FHRIF6ICTHOCTL

UTD (a) ~ (e) DoAZBEHLYBRINDIDVDALLEHETIDORK
DENRIIRETIEREZE0. PAIKHTIRELREZ2FET DA
i

(a) FBREN~3OVWThA—IRICEEHDITEES L IZEBED
RTF K ;

(b) BRIFI~30WTFNA—IRICEEEHDRTF R & HKITARER
FMRERTI—RT21EEHEE LIEEREDORY XV LAF N ;

(c) BXREN~-3OWTNM—IHICEEHDORTF REHLAMRRE D
BEekEB5OMRKRE LICIRTT 2MERIETHME (APC) ;

(d) BEXREN~-30OWTNO—IHICEEHORTF REHAMRRE D
BEREE5OMIERELIRRTZIFYY —54L; LT

(e) BREI~30WITNM—IRICEHEDRTF R EZHNET B0
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[5KIR19]

[E5KIH20]
[EAKIE21]

TL,
UTD (a) ~ (e) oA LYBRINDIDVDALLEETDDRK
DERRICIKETIEBESU. PAZEBESLC /B LIETFHY

5, BMOWIC/ TIEMEOEFDERE=FHT 5% :

(a) BEXRIEI~30WIFNHA—IRICEEHOIEEE L IFEHED
RTF K

(b) BRBFI~30WVWTFNAIN—IRICEEEHDORTF R & RKIFTEER
MRETI—RT 21585 LISBEEORYY XV LA F K ;

(c) BXREN~3OWITNN—IHICEEHORTF KEHLARERE E D
BahxB5OMRIRALICIRTT 2MERRTHER (APC) ;

(d) BEREN~30WVWTFINA—HICEKHDORTF K EHARRE D
BEhEE5OMBERELIRRTZ2IFY Y —L4L; 4T

(e) BXRIEN~3DWVWTNMN—IHICEEHORSF REENE T 50
TL,

BRIFI~3OVWTFNA—IRICEEHDORTF RILHEET Sk,
CILEBEREABITHIRTFRER V) —Z VT T2/ ETH- T,

UTOEBEESUHE

(a) EBHIES : 1. 9, 130 5, 6. 3. 12, 22, 14, 16, 18, 15,
27, 17, B LUVNDLRBZIELYBRIND T I /VBEEIHN DS
TTDT7 I /BRI LT, A, 2. FEHEO0T7 I/ BEES
B, REK, A, BLG/TEMMINEZT IV BEINSADD
IBREBCO & VERR T 2 BRBE

(b) (a) THERK L 7=1=@EIDHAMN SURLCTOUAD VAR DN
Mob MEGTENE EBERLERY (BEIE—M) 28 I RVEH
Beol % BN 2 B

(c) (b) TRBEIRULLIERBEIINSLRDBRTFRE, APCE &%
il X 2 ERRE ;

(d) (c) DAPCECDSREMETHARE & A iEAlI B M ; LV
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(e) TTDT X /BEINSRBIRTFRLYBAENELIFL
YBWCTLEEEREZ B T 2R TF N Z:BIRY 5 &,

[E&KkTE22] FERIEI~30WITNO—THICEEHDI1FELSEE L ISEHEDORTSF
R, KAMEODEE, LTHETYanNv R NE5E50ITILYa Y,
[E&KTE23] ERIE~NMOWTNAO—TBICEEEHOHERIIANEIN TSR

BEUOTV ANV EIDBPRBEINTWEEEREZELF Y b



