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URLC 1 

[0001] n 

LT3¥Mlz.^®]t<zm%'<~?3L K\ l^/^7°51 K£ 

/cJM©>£^£<fcRfi©tN"fftfrt /c& M^CD fcg) 0^^ ft ^tHC 
7°^ 

[0002] *!±!gl&, 20 1 4^8^40 (CHHSI^ tl/c^SI 201 4—1 58925 

© H H £ £ H U ^ (D ± ft # # 0S( c <£ T * BE Iffl ® (CM A ti ̂  ti £ 0 

[0003] IfflMHSFttT 'J (cytotoxic T lymphocyte : CTL) (i% HEllMilljS'n 

ISn"^ (MHC) O tl&M'MWM$n,JWs (tumor-associated 

antigen : TAA) fi5fc©x t>-7°^7> K£g§^ U 

vtrCH (MAGE) 7 T7 $ 'JtlX 

©TAA^\ (#4# 

fF£SKl : Boon T, Int J Cancer 1993 May 8, 54(2): 177-80 ; #^£$2 : 

Boon T & van der Bruggen P, J Exp Med 1996 Mar 1, 183(3):725—9) 0 H 

tlb(DMKk(D^t>(D^<'DtH-X, LT, 

lZ$)&o 

[0004] Z.tlb(DTkk(D^< -DtiHZ&^Ttes CTUC§£!^ftt#£x t° 

vtfmM-ztix&v, m* 
tlTlN£> (l-E^I^iit^S : Harris CC, J Natl Cancer Inst 1996 Oct 16, 88( 

20): 1442-55 ; #^l^^;il^4 : Butterf ieId LH et al., Cancer Res 1999 Jul 

1, 59(13):3134-42 ; l-E^lrFiit^ : Vissers JL et al., Cancer Res 1999 No 

v 1, 59(21):5554-9 ; #^l^^;il^6 : van der Burg SH et al., J Immunol 19 

96 May 1, 156(9)3308-14 ; #if#I^^;il^7 : Tanaka F et al., Cancer Res 199 
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7 Oct 15, 57(20):4465—8 ; #^I^F^;il^8 : Fujie T et al., Int J Cancer 19 

99 Jan 18, 80(2): 169—72 ; : Kikuchi M et al., Int J Cancer 

1999 May 5, 81 (3):439—66 ; l-E^lrFiit^l 0 : 0iso M et al., Int J Cancer 1 

999 May 5, 81 (3): 387-94) 0 Sift STIC, £ tl^CDTAAS^CTLx tf h-7°^ 

7°^ "ttlb 

(#^£S£11 : Be I 

li F et al., J Clin Oncol 2002 Oct 15, 20(20):4169-80 ; #M$fF:fciKl2 : 

Coulie PG et al., Immunol Rev 2002 Oct, 188:33-42 ; #^#1^^:11^13 : Rose 

nberg SA et al., Nat Med 2004 Sep, 10(9):909—15) 0 Lfci)^T> tf-hifc 

M#£f9ICTLikr h-7°©^l^^fS^«h LZ'&Wt^tlZ^Z 

o 

[0005] URLC10 ('J mfe^IilK (lymphocyte antigen 6 comple 

x, locus K) : LY6K<h tl£0 ; GeneBank/7-^ iz "V a >#-^-BC11714 

2 (IB^U#^ : 36) ) (£27,648i©Il5?^t^V KcDNA^-T^P7 

U -f 7 y-f jisMmz^V, 

t LXmfeZtlfc (#^£S£14 : Ishikawa 

N et al., Cancer Res. 2007 Dec 15;67(24): 11601-11 ; ^fFjtSfcl : WO2004/ 

031413 ; ^£S£2 : WO2009/016691) 0 URLC10©fgl!&, 

<D£g<D8o%yi±<Dm&$aB&v!ftiz±jjftm$tiz a t ^ & t>< 
s £££, siRNA(C•SUR 

(#M$fF:fcitK14 ; ^£S£2) 0 

[0006] gjfi-ett. URLC10a5fe©HLA-A24^m,l4CTLxtrS-^^K(#^fF^ 
15 : Suda T et al., Cancer Sci. 2007 Sep 2;98(11): 1803-08 ; ^IrFiS^S : 

WO2006/090810)^i;t/HLA-A2^SttCTLxHo K : W02 

008/102557) Z.tl ^©^7°^ HLA-A24§y tc (£HLA-

A2§y %M?Z> ft iz & IN T •T? h z> t\ z.tib mim % M £ & tf 
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[0007] JftfFjtSfcl : WO2004/031413 

: WO2009/016691 

^£S£3 : WO2006/090810 

^£i£4 : WO2008/102557 

[0008] : Boon T, Int J Cancer 1993 May 8, 54(2): 177-80 

: Boon T & van der Bruggen P, J Exp Med 1996 Mar 1, 183(3) 

:725-9 

#^I^F^Iil^3 : Harris CC, J Natl Cancer Inst 1996 Oct 16, 88(20): 1442-5 

5 

: Butterf ield LH et al., Cancer Res 1999 Jul 1, 59(13):313 

4-42 

: Vissers JL et al., Cancer Res 1999 Nov 1, 59(21):5554—9 

: van der Burg SH et al., J Immunol 1996 May 1, 156(9):330 

8-14 

: Tanaka F et al., Cancer Res 1997 Oct 15, 57(20) :4465-8 

: Fujie T et al., Int J Cancer 1999 Jan 18, 80(2): 169-72 

: Kikuchi M et al., Int J Cancer 1999 May 5, 81 (3):459—66 

0 : Oiso M et al., Int J Cancer 1999 May 5, 81 (3):387—94 

#M$fF£iKl1 : Belli F et al., J Clin Oncol 2002 Oct 15, 20(20) :4169-8 

0 

#^§^^11^12 : Coulie PG et al., Immunol Rev 2002 Oct, 188:33-42 

#^§^^11^13 : Rosenberg SA et al., Nat Med 2004 Sep, 10(9):909—15 

#^§^^11^14 : Ishikawa N et al., Cancer Res. 2007 Dec 15;67(24): 11601 

-11 

5 : Suda T et al., Cancer Sci. 2007 Sep 2;98(11): 1803—08 
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[0009] 

K (C M t~ £ 0 £tlbCD^ZfJ- KA*, (human leukocyte antig 

en : HLA) (C <£ -o (antigen-presenting cell : APC) ±(C^1^ 

ti&o zn%Tjiz^fe^nT^&wLC]Qm$k(DCTLmmi&%mtz>'<7°?- K& 

, HLA-A2^Stt£fc(mA-A24^Stt©^7> KT-&<<J, dfte>CDHLA£fggE 

CTL^I^'T^C.h^-e^^^o ^(DtcSb, ZLtl 

ig£&l\, HLA-A11 (£, T^J7\(D^X£<'5lbtlZ>J7*) JIX&V (Sette A, 

Sidney J., Immunogenet i cs 1999, 50:201-12) , HLA-A03(iE=| AO^^XJ: < 

M *o tl%> T 'J ){/7:'<foZ> (Cao et al., Hum Immunol. 2001; 62 (9): 1009—30) 0 HL 

A-AliPltt^m^^LT^HLA-AII^Stt©^^ K, £<fctfHLA-A03R§1£© 

s *fgB£tt, HLA-A11 ^/c(iHLA-A03^St4©URLC10S^/^7°51 C 

TLmsffizmtz^TFtzMtZo *wmwtzm^-ztitc&^frt>. *fg 
Ktf, WLC]Q£>£mLh-hU3.tcmLh-M3$:m%rZ>mmiZttl; 

x ̂  frr> ft % mm L m & i tr K - 7°^ 7°^ K-e & & ^ t & 
^HiE^ tl'So 

[0010] Ltctf-i T, HLA-A11 £fc(mA-A03^Stt©*§^T-CTL£f^I M#£URLC10 

^^©^7°^ *^BJj]©1^©gto-e£>£o otl^©^7° 

^K&, cTL^-r>^hp, y ^tfxmmt ztc/sbizm^ 
ZZttfXZs Zfc&s URLC10&&mTZJb^fflB&lZttTZft&lfc&&m& 

TZBtoXtt&lZ&S-TZfcdblzR^ZZttfXZZo ifS Ktt 

: U 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£<fctf 

31 (D^ J: y 31±R^ft£ 7 $ 7 fc ©Tfe . <fc if £ L < 
/^7°51 K, T1 ̂  ̂  7°51 K ^/c (i ̂  >T1 ̂  ̂  7°51 KT'^^ £> (CfcF L < (i 

, : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£<fc 
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31 CDy £ft 3 T7 $ y e^7°^ KTfeSo 

[0011] br^USdm^y0^- FtfTnaiy?- KCDCTL 

SPSHK us. 2{mx ifc(«tij^±©75y^m 

KCDl/^tlAMofczi — tlfc# 

'J 5?^> Ctl6(Dtf'J is*? Ktt, 

K<hlH^i(CN CTL^®fg£^-f£APC£giSt"5fctf>fc:fflV,N£ £ 

fc ttURLC10 £ fgglf £ # [Z *tt £ ft ^Jfcg £ If #t" * /c ̂  (C ftt> (C $ 

[0012] ^^©ifsiit b < mumio^y0^ K\ ^mmomm 
tU< &*tfm©^7°:P K£n — Kf 3 IffllSt L < (JliS©^ 'J 5? <? Utf 

^K\ ^B^©APC, K^t5i^Vy-A, 

So U < 

. t&bx$lzWi:k(n:t(D^%(D^%B(DtcSb{zm^Z>Z-£t>i~?:^Z>o $.tctfMz 
MM.IZLfcJf-£ 

> kPC(Dmm±iz^$ti, ^niz&vWiU? K£H 

to£-facTLtfBf&3*i£0 cTL^ii^-rsifi^-e^^r, * 

^©ifsnt u< K\ u < 

7°^ K £ =l - K1" £ 1 ffllSt U < (£H&iSCD# 'J 3? ^ U * ? K, ©APC 

. £J:T>V3;/c«fgBJl©^7> K£^t"£x*y y-A£#OJfc&$tl£ 

[0013] CTLI^t^^-rSAPC^Ii^-r^^iT-fe^T, APC^^B^01|SIIt L 

< Km^-fft 

AMofcU- KTS^'J 5^ K^APC(C^A1-^M^#0^^:^ 

£&£@fcj"C35>50 

[0014] *#PJ§tt3;fc. CD8PSt4T«^s HLA^^fgBJ^cD^^ K<h©*t^*£ 

g#©^®±(Cji^T3APC«hi±i«-r&!mb. CD8Pit£T«£. HLA#LJ!£ 



WO 2016/021510 6 PCT/JP2015/071839 

mt2>®m. %tcmm^'m±izuLhtt.mz&vm^titc*mR(D'<70T K 
(Cfp-n (T cell receptor : TCR) (D&y~Z?H-— V K^rP — 

Ki-s^u *<? \st?- $-tkcmmmmmizmxt 
h\ CTL*mmtZ?5)£&mtZ>o lA^LAirCJItt, HLA 

-A11 £/c&HLA-A03-e&So 

[0015] uLmjWst^ws®^?0?- ^ 
tcwczm&tzztiz. ^^©^e>tcsy©swes>i>o 

K£^ft£t"£^SI£ft;fcCTL£iji#*t"£o £ft£>©APC£J; 

tfCTUi, * 

ftmz&^Ts &&m%;(DttMl£tZtfA,&s tc£.Xti'HLA-A11 fc(£HLA-A0 

3*fc:£$Lt£lZ^Tnlzmt2>&%<DtfA,~Z$>2>0 ttUtottSmi*. URLC10 
ts HLA-A11^i;t/HLA-A03^^)l^^tlS/>^< £ fc1^©HLAirCJI£fggE-r 

[0016] nmz^xtfuznt^%m^^mmt^)ixh-ox, *fgB£©/* 
7°^ K\ 7°^ K £ =1 - K t Z> # U 3? £ U t ̂  K\ *fgB£©APC, *fgB£© 

^7°^ 5x+VV-Ax &£X?/3.tc&^%Bft(DCTL%:t%MMlZ& 

-&%mm\(D^xfoz>o ££>£ 

, ttttiz&^xtebXflZffi&(D:Z<Dnf£%: 

?R6t5^"efe^ T, ^^B^©^7°51 K\ ^^7°^ K^:=l-K-TS^U 3? 

^^B^©APC, ^^B^©^7°51 5x+VV-Ax i><fc 

. ^B^©sy©@ft-e^So 

[0017] ±§E(CjQpu ^B^©ffe©SWd3<fc^^[^ 

{%vx&Tmmmm%mtiz£iz£^Xs ^J+^MCB^AMC&SO u 
AN Lft#^, tu^©^B^(DWM£><fct/J^T©SNfflftfftBE&t\-ftii& 
mffiV&Vs *&BJl£fclZ*&BJl<D?<D{&<DttWtoti:mffi&mfeT&:t,<DX 
i&&i*c:ttfmi&t*tiz'<$x$>z0 *$&Bjj]£i\< ^fr©^©n*§ 
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L T(C £T I£0£] t S ^(Dtm£0!lSEf St© 

T?£>y, 

o (DJftfFII3c CD §BH (C <fc O T IB® £ tl S -%•%0^ CDftW £ <fc ®5H ^ 

j&fsd^^&*§*<fct/Mizmmtzztttx^zo 

J^"F(cIB®i" s ̂ ©n*§fr e> 0^ e> friz & y, ^iz (c 0^ a iz & s 
ts>5?o ^ 

I3^e>. LT, 0£ 

h (C & S "C ifo S 9 o 

[0018] [mi]|HHi% URLC10fi5fe©^^ LfcCTUC£ttSIFN-y |#|| 

h (ELISPOT) (a) ~ (d) 

J5££tlSo URLC10-A11-9-98 (I3?U#^ : 1) ^/c0 iJU#^#5 (a) , UR 

LC10-A11-9-18 (I3?U#^ : 9) %m ̂ tc 0 xJU#^#4 (b) £<fctfURLC10-A11 

-10-132 (I3^#^:13) £ffllNfc£ijU#^#3 (c) lC£tt£CTUi, 

tt$$LT^&iFN-yjt££^L/c0 £ tib<DWM<DO ^ 

CTLtt£®lAl~Sfcto(Ci^it£l±/co <h£^-t0 

Mettle, L 
Ts URLC10-A11-10-63 (I3?U#^ : 12) (d) %^To M^s T + j 

^^7°^ K^r/^UX L/c^IM^tC^I-SIFN-r^^^^L. l"-j &, IN 

ttl(D^7°^ Kt/^UX UTlN^tN^^^jcMfSIFN-r^^^f o 

[0019] [^2]^2&% URLC10-A11-10-132 (I3?U#^ : 13) X'MM L/cCTL*fcCDIFN-y 

m^miTzifu-ymm^ftmjkwmfem (EUSA) m 
9=7 7X$>2>0 ztl FlZ&ZMflUZ&^TffitL-ZtltcC 

Jim*, 

. r + j K^AJUX LfcJIMJ^Cft'tSIFN-r^^ 

U r-j IN-fn©^^ KtAJUX LTlNft^iMj^Cft-tSIFN-
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jNt"o R/Stbtt, (Responder cells) 

(Stimulator cells) 

[0020] [^3]^3tt, URLC10-A11-10-132 (I3?U#^ : 13) Z%m UfcCTUfcfr ^PSff 

mR^&-oxM\L^ntcNiou-y(Div\\-y]k^ik^t%TnM?z>7Zfoz> 

o Z.ti£>©i£H&, K(C<£SM(C^T®lA£ftfcCTL^p->;^ 

, ^<hJ:b$$LT^&iFN-yjt££^l-o<h£^§I LT^S0 M*. r + 

J Lfcilft«(cft-tSiFN-yjt££^u r 
-j LT^&WIft»(c>tf-tSiFN-yjt£ 
^r^lTo R/SJ;btt. (Responder cells) T'&SCTL9n — y(DMMWL 

(Stimulator cells) <, 

[0021] [^4]^4ti, wLC]Q&£mLh-h*nQ](Dmj5%:m%rz>mfommiz.ttTz>i&m 
ft CTL^tt%^t$fTtim<?7 7ZfoZ>o HLA-A* 1101 3; fc tt^SURLC 1 0»{E? © 

h7>77i^ h L fc C0S7$| ^ ̂  0° <h LT11M L/c0 URLC1 

0-A11-10-132 (13^0#^ : 13) tl/cCTL^ P->&, URLC10& 

i:t/HLA-A*1101©^£ h7>77i^ h L/cC0S7«(C>tf LT^SftCTL^ 

tt£^L/c {mmm o HLA-A'1101 (SH£) £/C&URLC10 (fi*J © 

h7>77i^ h L/c^IftlfflJ^C^ L"a£. 

[0022] [^5-1]^5tt, URLC10fi5fe©^^ LfcCTUC£tt£IFN-y E 

llSPOly ^ iz-( (D^^t^M (a) ~ (o) A^i^tl50 URLC10-A03-

9-64 (13^0#^ : 5) £ffllNfe^7xJU#^#2 (a) , URLC10-A03-9-98 (I3?U# 

^:1) 5 (b) , URLC10-A03-9-131 (l3?U#^:6)£ffl 

^/c^xJU#^#3 (c) , URLC10—A03—9—127 (I3?U#^ : 3) 

#^#1 (d) , URLC10-A03-10-63 (I3?U#^ : 12) Vtc 0 x JU#^#6 (e 

) % URLC10—A03—10—166 (I3?U#^ : 22) ^tc 0 x JU#^#3 (f), URLC10 

—A03—10—126 (13^0#^ : 14) l^fc V x JU#^#5 (g) , URLC10-A03-10-1 

49 (13^0#^ : 16) (h) % URLC10-A03-10-161 (|3?U 

: 18) SrffllNfc^xJU#^#! (i) , URLC10-A03-10-143 (13: 15 
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) ?imf1 (j) s URLCl0-A03-10-204 (|3?iJ#^ : 27) 

ZcOxjU#^#2 (k) , URLC10—A03—10—183 (S35U#^§ : 17) xJU 

#^#2 (I) % URLC10-A03-10-209 (13^#^ : 30) l\fc0 xJU#^#1 (m 

) d3 J:T^URLCI 0-A03-11-131 (13^0#^ : 31) (n) iZ 

fentscTLtt, nmtimbx^timvw-rm^^Ltc0 ztabcDwrnw 

m&T-*<Dm£LT. URLC10-A03-9-7 (I3^JS-^ : 8) (o) £^t"0 

. r+j its 

U r-j Its LT^£^*IMJ^Cft-t&IFN-

y M^&TjkTo 

[0023] [|H5-2]|H5-1 (DW,^ 

[0024] [^6]^6tt% URLC10-A03-10-166 (I3?U#^ : 22) (a)£<fctfURLC10-A03-11-13 

1 (13^J#^§ : 31)(b)-e$iJ)i[UfcCTLtt©IFN-r^^^^lIlT?)IFN-r EL ISA 

(D^%^T5fttim?7 7 (a) ~ (b) VfoZo 

KiZ J: Zfflmz J: ? XffliL$ tlfcCTM&s Mmttm L T^^IFN- y 
Z^TZtZMM. LTUSo ®fK r + j its M&^7°^ K^/\°;U7. Ltc 

MMflSfc^f-tsiFN-yjg^^u r-j ^ttKD^y0^-
R/SJ:btt, (Respon 

der cells) (Stimulator cells) 

[0025] [g!7]g)7(i, URLG10—A03—10—166 (IB^J#^ : 22) (a)33 J;T/URLC10-A03-11-13 

1 (l3?U#^t : 31)(b)-e$iMlyfeCTL^e>PS^^Cj:oT®3i^tLfeCTL^ 

n-y(Difn-ym^^t^fjti^i</^y (a) ~ (b) ?$>&„ 

its 3-Viz&z>%\\mzk^zM\L^titctTLVu-yifs ttJS?tt\ML 

T^^IFN-r^^r^f ei^^rHSELT^^o IH^ r + j its 

7°TVZy<)lsXLtcmmmiZttt&i™-ym±$:^Ls r-j its ^ttl 

7> LT^&^ilft»(CM't3IFN-yjt££^-fo R/Stbtt 
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s (Responder cells) U — y(Sti 

mulator cells) ^&£Mft$ffllc!10$ffll[!lift©J:b£^"t'o 
[0026] [^8]^8(i, wLC]Q&£mLh-h*rn](Dmj5%:m%rz>mfommiz.ttTz>i&m 

mTLft'^^tSfrtimV^yXfoZo HLA-A«0301 

h7>77i^ h L fc C0S7$ffl ^ <h LTIiML/c0 URLC1 

0-A03-11-131 (IB^U#^ : 31)£ffl^T®Ii£tl/cCTL^P->&, URLC10& 

<J;t/HLA-A*0301(Z)^£ h7>77i^ h L/cC0S7«(C>tf LT^SftCTL^ 

{mmm o ~15. HLA-A*0301 (SH£) 3ifcttURLC10 (fi*J (D 

h7>77i^ h L/c^IftlfflJ^C^ L"a£. 

mmzmmtztdsbmrn 
[0027] j^UCDsftEE 

0S(DH*§%^:M3-tcteU$ktZ>lZ.fotc^Ts *0SIffl#(cIE®©a 
i; # *m ̂  m>x<b t. tc it & £ x?ttm Z Z> 
t>\ gi, ^otXfU%^Z. o(C|E®"t£0 LAV * 

\f)is 7°p 

ig-fbtcjTS UTnrfg-efo&tctsb, #o ti^ (cmM£ n &IN o «h 
*IE®(c{£ffl1-£ilFM§l&^©Mtfc&II*§(Z)<^ 

£ m m t Z> S ft (D tc It) (D i (DT? $> y. gl •© n fF If 3c © §B H IC <£ o T (D PS 

[0028] I . £« 
T1^(Z) (a) J % H^CD (an) J r^e© (the) 

j ffetc^iE^n^iNPsy r'>j&< ^ 11 -3>©j 

tilt (flUtf. ^7°^- K\ into, (CMLTffl^£ r 
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"tco^y0^-
mt L < m&iift j^st^tm©;!A$ 

nmz<££ti;\,^7? v%mt0 
ZlmSlzits K&fuiElfflltt L < lt{fo(Dik¥ 

yaWteMWRllZSK£JB1~0 £&INJ 

£ IN 9 JjM&£ tl/c« £ tl/c«©«J5£ 

#jbN£. ^7°^ K^il^tl/c^^ UfctfoT. « 

fcm^ltfttC#^^^0?1 K&. &J301 201 101 £/c&5l 31 2%£ 

/c(ii% (I^Jtfim^-x) /><7051 K©I1M 

It, t&mt&m*'*?? KllMt)©#m©^201 101 £/c&5l 31 2%t/c 

m% (l^'Jtfim^-X) ^liftttSx ^7°^ K©ilMt);&S#'t£o ^ 

7°^ K£lb^j5£-t£*I^ Ktt, fuiEfatllt 

fcstX?{fc(Dik&£Wftiz#tt\ fuiEfat)It£<£ttffe©Ib^t)It£^ 
Sft(C#^^^^7°^ K&, iiuiEft^M£<J:tWfe©4b^lM£/*:/31 KliM 
t)©#m©^301 201 101 51 31 2%£fclt1% (mmm^-X) 
^TZs ^7°^ \?<DmWfa*^tZ>o ^©^7> KilS^^i£it£/c 

ItmWkZ tltc^ 7°^ K-efe Z> o <h tt, 0!JPL It, Vv'i/MMm.l- h U 0 A (SDS 

) — U 7^ lUUZ^ U 7> h 

^-^^©^©^-/o ifs 

LlN#i*§-eIt, *fgB£ ©"*7°^ Ka<£tf # U 3? <? [y t ̂  K&i£it£ /c(iffM 

^tlTlN^o 

[0029] r^u^^Kj . r^^Kj . £<fctf r^>A/7jtj 
^B^S-es^fttcffliN^n. 7$yi£$is©tf u^-^to 
^sn z $ y •; v - © s A\ mu< y$; mm 

yit^u yittc^ 
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[0030] 5^7^ it 

my<y mtmmzmmt $ J mmwttmto 
5^7^!mfeBt^C^TP-h*^tl57$ £<fctf*fflJSF»3 

JWL \L KP^>7°P U X y-^U^dr 

u >&£) vfoZo rrssM&tei#] 
(?m s. z 

$ys. fc^t/RStci^rLtcawtM) ftfcRSS 

a-fb^-ti ^-tzux yjup-r^x 

K\ &i%To r 

iwiii^tg^-tsib^ti^-to 7$yitt/c(iD-7$ 

--c&a IANO 
[0031] . r^ IJ zijLt [stj- KJ . r^itj t\,\? 

K0/fU7-^g 

"To 

[0032] ^0Slt«t§ ril^J 

j$$k a<£e> S& to £ /c(c£ i; 

tiz>o 

&e>tttcffit©2ofc L < *t^»J5L fc L 

< lofeK &Wk(D$Lfi(D'mWt>xib, L < &*ti£ 

(Df&ftcDi&commcD&fob L < 

mm, 
Wt^kW^tzz. t iz& y ^M£ftsfiES©Mj5£t)£S#-tSo *0Mffl»-e 

tits t/c(i 

jfttefc L< tt@te©iifi£!k BMftl 
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Mm £ d ft £ £ £ ft & i\ (C fF^ £ ft S 

til, 0^1" So 

[0033] ^lEL&^Pgy, rA^J ^:^9ffll^iURLC10a{s?;&iiiiMIl'rSA^ 

M£tf/U ¥Ltf/U JlWflfflJ&tf/U 

#^lSfis fuizlI^/U H 
SIIIMA,, oft<^cpg££ 

ftftl\ t/c, rA^J tt, URLC10£HLA-A11£<fctf 

/ £ fc & H L A-A03 £ fgll 1" S ̂  A, "e & S 0 

[0034] ^sEUfcwsy. r«{ISttTU>/^J . r«{ISttT«j . £<* 

am^sy, ^§3« o ̂  % 
gg^U yjmowm^ 
to 

[0035] ^sEU&WSy, THLA-A11J tl^mfgtt. HLA-A110U HLA-A*1102% HLA 

-A*1103% HLA-A*1104^^©+f7^-r ^^^^HLA-AIISy^^-To 

[0036] ^sEU&WSy, THLA-A03J tl^mfgtt. HLA-A*030U HLA-A*0302% HLA 

-A*0305&£©1t 7$ -f 7°£#frHLA-A03§y£^-to 

[0037] tOmmz^X. ^llltfffl^ftS rft#® (t/c 

&B%<D) HLAj/Ljl&HLA-A11-e&Sj fcttl^ttfMHC ( 

U froHLA-AHtrCj 

INTHLAJTLJI^: LTM^ft^c^^fo |W]*§(C, £ ftS r 

HLAtrCJlttHLA-A03-eS>i>J 

ttl^tfMHC LT©HLA-A03J/LJ!»{S? 

U fr^HLA-A03^JItf)tt£^;/cttj§ 

^0*fflJSlC£lNTHLAtn;J!£ LT^H^ftS £ «h 

[0038] ^%m(Dj5}£&£X?$&)T>^j £<DMMlZ&^X^mX&Z 

pgy. $j*.immz.&^ s ̂ , jA^y, tu 
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Ms r^-c&sj 

sQ t, AX© 
AM# ii&^ftstu<zfc&tf/om&fcmtmiitfbti 
st L< tiiiD^tiSc^^Mt^o 

^ tc (i^T s tcsb(D&WKD'MU©£ nig u T£ ft so 

[0039] ^B£©;fr>£££T/flJ&t]^A,© r^Rfij ^0^^i(ca^T^ffl'e^)S 

psy, ^A,lcJ;S5Bt^£/c&<jl 

S^©^£g;$£i±sfiE#s©ft$£#fro rn-^% a 

-eftfrfttfSo !|-&©^[$(£^I©^££0M 
-tS©(CftU £,#©Jifji><fcTfl£J|* 
©amfc^BrrscL^icflna., 

i#0fel©Iii^lT^i+2>ct^@^I^ btc 

&SU&, ^©g#©fi^j££ili*Q-f S££. 

M^t^iSo 

[0040] *f£nft£<DM&tZ&\,^T. ^©^fcefctf/fc L < t&^mz/ 

^tc\m'iko^ow%(D^mz. if/vm^ommmms mm^w^^t^rM 
lis fli&<Dm&&&XftfA,<Df££.<D$i$L Sfi^*3Ii@s &e>mc$E^©®;]$£ 
/eras. ^©^©iifswjv &£x?±mm(Dmm%:£<DmM(D^t 
ftjbN£#fro ^X©^llft&>&1f 

, Jta^©®#^ —2J—©l^JUSr-fST^ 
i+, mkomtLZtciz 

101 201 30%, &L<& 

^ftJiLt©^*, L < o 

[0041] ^B^^CD^JCiJlNX, rtrc^j ^IN^fgtt. *§£©* V/^ff ££: 

K<h^fttcj5/St">&&XfJZ<D%fr^^sTo 
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£££, *BMffl»(C£^T TO*] 

izi&j htz't; tn-1-MKWs 'J *? 2U ±(ZM>^ 

(0!l*.tf, IgA, IgD, IgE, IgG, ai;t/IgM) T 

[0042] *wmw-e&mT2>&mmm££xfm¥mmzT'<-c. 

\lMvfc%^TZo 
[0043] I I . ^7°^ K 

HLA-A11 (£, 7^7A©^-ei: < B.'btlZT'J Jl/VfoV (Sette A, Sidney 

J., Immunogenet i cs 1999, 50:201-12) , HLA-A03(iE=| ACD^T'ct < M *o tlS 

T 'J ){/7:'<foZ> (Cao et al., Hum Immunol. 2001; 62 (9): 1009—30) 0 ^(Dtctib 

, HLA-A11 SfettHLA-A03JC<fcoT^^ni>URLC10a5fe©CTLg|^'tt^^ K 

%mi&tZ>Z£lZ£V, #< ©Z^ZAt/c&fiAtC, URLCIO^^Ill-S^ 

o <fcoT, *$&BJj]tt, HLA-A11t 

/c(iHLA-A03^Stt©^-eCTL^I^ LtfSURLCIOfi^©^^ K£Jll£t" 

S o 

[0044] Ktt, HLA-A11 t/c(iHLA-A03^Stt©*i^-eCTL^I^Lt# 

SURLC10a5fe©^^ KT-^So HLA-A11^Stt©^-eCTL^I^Lt#S^ 

7°51 K<h L"Oi, I3?U#^ : U 9fc^t/13©^i; yi£l3?U 

K^W £>tl£0 mmz, HLA-A03^Stt©*§5$-eCTL£f^I 

Lt#S/><7051 K<h L"Oi, I3?U#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15 

, 27, 17, 30£<fctf310*<fcy]iiR£ft£;p$y$B3^J£^t£'*;^Ktf 

mihtiSo 

[0045] Z.tlb(D^9^- KTv^UX (dendritic cell; DC) 

JS©^ vtrsp Tronic <fcy, z.ub(D^9^ 
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®ii£ft/cCTU£, K£AJUXL/C*I 

[0046] URLC10»{s?&. ?LfliW 

$01 Sell ^ A., WifAss Srfr^A,, #l^lHs fl^lll^A., fuiz 

wtfAss SIIIMA,, &<£M ̂x»T«yfg 

ULT^S^, %&mk<Dtc1to<D 

ftftfc}Iftj"C£>So Ltclf-iT^WRO^-Jj- K&, 1$AsQft&WMOtclsb 

ici?igicffliN£;:£tf-e££o fcft K&, (7$y 

K) , •x^/^7°51 K (7$ yi£$ISl0{®fr£>&S^ 

7°^ K) 12^99- K (7$ y II5IS1 Hill Av <Q & S ̂  7°^ K) T? 

fey. IB^y#^ : U 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30 

£ <fc 31 © * <fc y MiR £ ft £ 7 ^ e> & s ̂  70?1 K t< £ y if t L ^ 

o IB^S^ : mztmoy^ K&, HLA-AH 

is LT& y, HLA-AI 1 PIstfLo^mm^otcsbizBmz&mt 

S il t. ifX $ So IB^y#-^-: 3HCHE®©/7 $ y 

^7°^ K&, HLA-A03<hURLC10,h^^Il'rS«(C^LT^S^]^«{ISS 

tt^tCTL©!^!^ LTfcsy, HLA-A03PlttI^C£ S 

0fcfe(:|!fl[:ffflt§c^^'e$i)o <fcyifS *fg0£©^ 

7°^ K&, iB^y#^ : i3fc^t/3KZ)^i;y)i^^ftS7$yitiB^y^^^s 

^7°^ KT-feSo 

[0047] K&, i£H<h LT£ US ̂ 7°^ KCTLf^Itg 

£M#-tspgy, ^0^©^7°5l K©7$yit^s 

K©CTLg|$tg£mfc;bfclNPSy. ffit©ffl§S©7$ 7£**$;* ft?# SQ 

L/c^-^T^0^©^7°51 Ktt, IB^y#^ : U 9, 13, 5, 6, 3, 12, 22, 14 

, 16, 18, 15, 27, 17, 30£<fctf31©*<fcyjiiR£ftSj7$>'$SB?y£^fr 

. CTLI^f^^-rs^^ K^S#1-So 
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407 $ JIy, # < ©*§•£•£ tt$]20 7 $ JIy, jI^tt$J1 

57$y$7&S"C£>£0 L/c;6^T, Ktt, ^©^^KAV 

KT&fttf, ^^^7°^ K(CttM&7$ 

i;-^T^i;si07$yitSs t/ctiii~407$K£^#-ts 

o Jfc, 7n©/^7°51 KA'?T1^/^7051 >T1^/^7°51 KT'fetlti, ^ 

K(CttiPft&7$ 

-407$ yi£S£i:t/12~407$ yiUS©^?1 K£S#-t£0 ^©<£9 ft 

mt£, 11-207$ 11-1 

57$ yI^©^7°^ ttflpft&7$ yit^s©ift L 

URLC100^:17$ y ItlB^U (0!J;Ltf, IB^y#^ : 37) (Cfc^NT^ 

0^©^7°5l K©7$yitiB^y(c^g-rs7$yit^s-efeSo L/C^T, 

^0^©^7°51K^ IB^y#^ : U 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 

15, 27, 17, 30£<fctf31©t£<fcyjIiR£ft£7$y$SB?y£^fc\ URLC10© 

^7°^ Kiff^-efe-^T, cjmmm^t^^y0^ K£s#ts0 

[0048] -jM(C, P^K^©H®, 2{®, £/c&^tm±©7$ yi£©B&^ 
^§^7°^ jf^c^-a^©^0?1 K©mn 

^Pitc, (-tftto*., ^©# 
MIB^ttlxLT, HEU, 2<®, £/c&M©7$ y tl/c (f 

S$U JfA£<£t//£fcm«tl/c) 7$yitlB^y^^ti 
K) tt, 7L(D^y°^-

(Mark et al., Proc Natl Acad Sci USA 1984, 81: 5662-6; Zoller an 

d Smith, Nucleic Acids Res 1982, 10: 6487-500 ; DaIbadie-McFarland et 

al., Proc Natl Acad Sci USA 1982, 79: 6409-13) 0 L/c/^T, —H*§(C 

fc^T, K&, IB?y#^:1, 9, 13, 5, 6, 3, 12, 22, 14, 

16, 18, 15, 27, 17, 30£J;tf31©*<fcyjIiR£ft£7$y$SB?yiCttUT1 

®. 2{®, t/c(iM©7$y 

/c7$yitiB^y^#^ fr?cTLm&m%GTzu? K-c&y?#£0 

[0049] 7U©7$ Jmm&(Dm^(D{%felk1btcbtm.\§1ffoZ>, ^-© 
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7$yittfc&toT7$ 

LtctfiTs ^tl<M£U£U£ r{£# 

WSij £fc& r&fcto&M] tm^tis r{^#^s^j £fc& 

m (D&mis 

Wkcomz. ^M^lf(Cfc^NTJl^p-efeSo 4M^C«ILT^S:P$ JWL 

W&«D!ft&<DmtZ^ JfoKtt7$yi£ (A, ls u M, F, Ps W, Y, V 

) . (R. D, K c, E, 0, G, H, K, S, T) , tabXfilZ&TfD 
(G, A, V, 

U I, P) ; £\zn**/)\,&$mWM. (S. Ts Y) ; (C. M 

) ; K#MyfI (D% N% Es Q) ; i^S#Mytt (R, K 

. H) ; fc<fctf3^!£^i<llgt (H, F, ys W) 0 JPX.T. J2TF08S#tt^ft^ 

tu tBKlZ&&KiW&V$>& £ 

: 

1) 7^-y (A) , ?*)*/> (G) ; 

2) (D) % (E) ; 

3) T7,J^^y (N) % 9)1$ $> (0) ; 

4) 7)V^~y (R) , VVy (K) ; 

5) -f7l=K^> (I) , U4*/y (L) . *TX-y (M) , /<u> (V) ; 

6) 7 JL-)lT^-y (F) % =5-U^y (Y) % Klj7°h777> (W) ; 

7) -tru> (S) , (T) ; 

8) :>7>7M > (C) % (M) (^yx.ti\ Creighton, Proteins 198 

4£#BS£ti/cLN) o 

[0050] KtSfc, K(C^#£tl£0 

(D^-?^v(DCTLwimm*imTz>m[>Js z^iz 
. URLCIs&xttti 
^©CTLI^RT 7° 51 K£I«L&^0 
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[0051] ^©^7°^ wcTimmmtkimtzmv. '>&© n@, t 
/c&M©) S#u 

tempi's) o«h^"e$S0 &nM&lz&^Ts r 

iij 5{®£fc&^ti^©7$yit u< &m 

£tc&*n£ffizm.mtz>0 B^1"S7$ yit©sy^(i, ts-t. L < &20%t L 

< <£ y if£ L < m5%t L < y if £ L < & 

i0%t L< £/cm~5%-e&So 

[0052] if£LO£HLA 

•efeSo Ltctf-ix, pi&s 

fSll\ ^(DtcSb. J7$JWB&(DW&. jfA£<fc 

Xfi/lztc&mDtCcfcoT^^ K£B&^LT, tl/cB^ 

^7°^ HLAtn;Jl^©||e^JcJ:oT^^ni>^^ K0SB5U 

il <h AV|Q (Fa Ik, et al., Immunogenet i cs 1994 40 23 

2-41; Chujoh, et al., Tissue Antigens 1998: 52: 501-9; Takiguchi, et 

al., Tissue Antigens 2000: 55: 296-302.) „ -^(Z)<£ 9 ^N/c 

[0053] KTii. — JSfttc. N3« 

tx b 2# @ © T $ y It a & CD T $ J It ̂HLA ̂  =? XI^ CD 

§7>i— il <h (Rammensee HG, et al., Immunogenet i cs. 

1995;41 (4): 178-228.) 0 HLA-AIITii, N3«fr£>2#@©7$ 7It 

t Lrxut-ys /<'j>s -fyp-r^x p-r^x 7X-JU:P^->£ 

<fc^p$/>3b^ JW.il LT U HLA-A1 

>%-%&£ LT%WbtlT^Z> (Falk, et al. 

, Immunogenetics 1994 40 232-41; Chujoh, et al., Tissue Antigens 1998 

: 52: 501-9) 0 £ blZs HLA-AIITii, HMmfr ^>3#@ £<£ t>7#@ (DfaWilZ 

N^M^^3#@(Z)7$ JW.il LTtiP-T 

, 7I-^77-X ^USy>s -fVP-fS'X L < 
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, UT&P'T -<7P^>>. ^Pv>, 

/<'J (FaLk, et al 

., Immunogenetics 1994 40 232-41; Chujoh, et al., Tissue Antigens 199 

8: 52: 501-9) 0 ^0/ctf\ HLA-A1 

N^^^2#g©7$yil^xu^-x /<])y, -<yp^>>, p 

-ii/ys 7 jL~)V7=>-y^b L< l&3-u^yxW$ktZ>Z.£, 

&C«0 7 $ y i££ 'J v > t U < & 7 JU > T?S&f s ̂  M £ L ̂  RT 

fg'IWfeSo N^iffi^^3S@0T$ yit^P-r^Vs 7x"JU7^ 

-x fp>>x -fy p>r t u< &77—yxw.$ktz>z£, ski* 

/s/cTOiA^7S@©7$yit^p-r<yp<i/x ^PV>S 

A'J >£ L< «7x-JU7^->-eS^TS^<htMt l^RTt&l£tf£>£o 

S3?m^ : h 9£J:V(13<D'Pfr?>m#i$tl&7$>'MB3&JlZ& 

i^Zs N^f,2#@®7$ygt^u^-x /<'jx ryp-f^x P 

-<*>x 7xu < N^SA^3 

#§07$yit^p-f*>>. 7x-;u7^->s -fyp-fvx 

r^-yvsN^mfrb7mB(D7< yit#p-r vx -fyn 

-f*/x fp->x /<>; >t, L < ii7i-;u7^->"es^^tirt^% & 

<£ t/x t tc 7 $ y •; *>* > £ L < & 7)i % - y -znr^z 

s T^JMmFJz^&cTLmmmz^rz^y^Ftes 

#^tis0 $?£ lA^rci*. •• u 933^^1 

30^fr£>)lJK£tlS7$ yitlB^(CfoANT, N^ffi^^2#@07$ ylt^'X 

u^->% A'UV, -fvn-f^y, p-rs/v, 7x-Jiu7^->t) u<(i^ 

p^>>-ea^^tiT^Ss N^^<b3#@07$yit^p-r^>x 7x-;u 

7^-X ^P^>>s -f VP^^Vt L < (i7^->"ea^^tlT^S, N^ 

^Tb^7#@07$ ylt^P< i>>s -f 7P-r^>X ^Ps>>, /<u>tu< 

& 7 X - )\y 7 7 - > -?«&3 tlx ̂  , £ J; t// £ fc tiC^0 7 $ y @f ̂  >J 

Vy^j L < (i7;U:Sr->"e®^^tlT^Ss 7$ yillB^y^^^SCTLH^fg 

K-efeyttSo = 1 
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, 9£<£t/13©^fr£>)l^tlS:P$ yitlB^Cft LT, \>XT<D (a) ~ (d) 

©*<fc y MIR-Zn& 1 m±©s&tf £ti/c7$ yitiB^y cngi^fg 
K ^r'S'a T S : 

(a) SMtfZls* = >s A'JX 'fVP'fi/X 

P>T*>X 7x; 

(b) N^fr£>3#@©:P$ yit^P-f :>X 7I-J1/77-X ^P:> 

x -f VP'f ^>t/c(i7^-xes^^tix^s ; 

(c) N^fr£>7#@©:P$ yit^P-f :>X -f VP-f^X fp^x 

A'U >t/c&7x-;U7^-XeS^^tlT^S ; 

(d) C^M(Z)7$ sMtfv iSygfci&TJisX^yxs&ztix^Zo 
[0054] xmiw^y0?1 Pits •. u 9&<*:tm©^fr 

±IB (a) ~ (d) ©^yg^tisi 

cTL.mmffiZGTZ'*?? FX 
fey#So ^WBlZ&l^X, $?£ lANS&©i&&s ±13 (a) ~ (d) 

2®s m&tc.izmGiW&xibZo 
[0055] t/c, Ktt, IB^y#^ : U 9£i:tm©^fr£>)l^tlS 

7$yitiB^y^a^T, /<ux 

-f yp-f^x p-f:>x 71 L < l£3-n*/yxw&-$tix 

IN £, £ <fc 1 /c &C^© 7 $ J W$ 'J V y t L < tt ZJU4r- > T?S&£ 

z^yitiB^y^^^cTu^t^^-rs^y0^ K-efeyt#So 

L<(is *fgB£©/*;^ Ktt, IB^y#^ : U 9£<fctf13©*JbNe>jiiR£ft£ 

7§SMM&]IZ&^XS N^M^^2#@©7$ A'UX 

-f yp-f^X P-f:>X 71 L < (i^Pi>xeS^^tlT 

IN £, £ <fc 1 tc (iC^Uffi© -7 $ y U ^> t L < &ZJU =£- > T?S& £ 

nr^-s. px&vmzo t 
tet>t>s *fgB£©/*;^ Ktt, IB^y#^ : U 9£<fctf13©*JbNe>jiiR£ft£ 

7$ jmmiz&^x. \>XT© (a) £<£# (b) (D*£i>Jm$R^nZ>UmA± 
©s^^tsz^yiiiB^#^ cTu^t^^-rs^y0^ K-c&y?#* 
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(a) A'UX -fVP-f^X 
P-f:>>, 71 -Jlyy^-y^fcli^USyyVS^^tlXl^ ; £<£?>' 

(b) C^M(Z)7$ sWtf'J ^y^fcitrju^-y-esi^^tiri^o 
[0056] *mB(D'<7m&s : U 9£<fctf130*JbN 

bmiR3tl&T$SME5?\}lZttLTs ±IB (a) ~ (b) y M^tlSI 
m±©s&tf£ftfc;p$y$sB^yfre>&£. cTLmmmz^tz^y0? K-e 
feyttSo ^y^tui^iim 
s A'UX -f vn-ri>>-es^^tiT^s0 

[0057] HLA-A03-m, N3«fr ̂ >2#@ ©7 $ J Wt LT P -f *> X /< 

U x 7^-X -fyp-r^x iz'jys C^©:P$ 

J Wit. LTZJU^r-X U^X fPi/X J5J:tf7i HLA 

-A03(C^-rSiS^lffltt^^^7>^-^S«h LT^P'btlT^S (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) 0 ^(Dtc&b, HLA-A03|^£ffflt:t£lt}# t 

N^^^2#@©7$ sw^n-f *>x 
x /<ux T=p~y. -fvp-f*>x iz'jys i L<itxut-yvs^ 
TZ>Z.£, te&Xf/t.tc^MmCDJ7^ JW^kTlV^-y, 'J *>*X ^P^>> 
, L/c 
tfoT, : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£i: 
t/31©^/)^)l^^tlS7$ y^SB^JtcaiNT, N^M/)^2#@(Z)7$ JW 
1$p>r*>x ^^-x /<ux z^-x -fyp-r^x -tux t/c 
&x u t - y T?S&£ nx IN s, a <fc 1 /c tic^iffi© 7 $ y ZJU =£-
x u^x ^P^>X t/c(i7x-AT^-yxsi^^tiri^s 7<s 
wsmz^&cTLmmmz^tz^y0?- K&, ^BE©^?1 

o ifS LlNfJ^i-e(i, ^BE©^?1 K&, IB^y#^ : 5, 1, 6, 3, 12, 22 
, 14, 16, 18, 15, 27, 17, 30£<fctf31 (DrpfrbMfcZ tlZ 7 $ J WMmiZ 
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->, -fyp-r^x iz'j>s & L< &xu*=>vsi%$tiri^s 

yit^ZJUdr-X U^X ^Pi'X tLO£7x 

-JUZ^-XeS^tiT^S, 7$ 

7°^ K-efeytfSo ^0^0^^ Ktt. IB^#^ : 5, 1, 6, 3 

, 12, 22, 14, 16, 18, 15, 27, 17, 30£i: #31 <D$*fr tlZ 7 $ J 

ItlB^C^LT, &T(D (a) £<£# (b) ©*<fcyjiiR£ft£ 1 ®J^±0S 

CTLI^f^^-rS^^ : 

(a) N^M^^2#@(Z)7$yit^p-r*>x ^^-x /<ux 7^ 

->, -fyp-fS/X -tz'JX t/ctixu^-xes^^tix^s ; 

(b) U^X ^P*>X t/c(i7x-

jU7^-XeS^^tlT^So 

[0058] ^0^0^^ K&, IB^#^ : 5, 1, 6, 3, 12, 22 

, 14, 16, 18, 15, 27, 17, 30£<£#31 tlS 7 $ J I£IB3^C 

>tfLT, ±IE (a) (b) 1 

cTu^t^^-rs^^ K-efeyttSo *fg0j^c£ 

iN"C, ift lANS^©$U£s ±§E (a) (b) 

2{®0s^-efeso 
[0059] cfcyjfsN3«fr£>2#@(Z):p$yit&p-r*>x ^;t-

X t/c&A'U XeS^^tlT^So 

[0060] yit(caiNT/c^-e^<, ^7°^ 

(TCR) mM&tiUZ&VZbs l^<-Dfr(D 

5JF^bfc£% $!] X. tiCAP 1, p53 (264-272) •> Her-2/neu (309-377) % ^/t(igp100 (209-217) 

£\ 7$K^7U©^^ vtmt§(D}%'\£%:^t 

Lt#S d <h ̂ r^llIE LTI/NS (Zaremba et al. Cane 

er Res. 57, 4570-4577, 1997, T. K. Hoffmann et al. J Immunol. (2002) 

Feb 1;168(3):1338-47., S. 0. Dionne et al. Cancer Immunol immunother. 

(2003) 52: 199-206, 0. Dionne et al. Cancer Immunology, Imm 
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unotherapy (2004) 53, 307-14) 0 

[0061] (0!J;Ltf. SBflJ#^ : U 9. 13, 5, 6, 3 

, 12, 22, 14, 16, 18, 15, 27, 17, 30£ J;T/310^fr ^ 

K) 1®, 2®, £tc 

(i W 0 7 $ J It £ ft JP t % Z. t tfU $ £ £ £ % ±Mt Z o CTLf^al fg £&& 

t"S^09 ^ Kt S/c, tlSo IB^JS^ 

: 13^/c(i3HC!B®07$ K0N^d5<fc^/S 

C^(C1{®, 2{g, t/c(iM07$yit^JP^tl/c^7> K(i, APC(Cg 

APCftlc^ 3££ftT70P-tz^>>^£gtts IB^JS^ : 13£/c 

(i3HC§Eli07$ 

^HT, APC0$ffl^®(C^^tiSo^(Ci:1'J, CTL£f^#U#&0 T&to 

t>*^BB0^7°^ Klis 

2{®, tfc(iii©75 y|t^JP^tl/c^7> 

[0062] bfrbtetfib. ^7°^ K07$ yptlB^y^, 

fc^a^v/^i©/^ yitiB^y0-s^^i-"efesii^, IBMPI 

S a J: I// S tc & # £ 0t) It (C 2t1" £ 7 [y JU%•- & £ 0IU ft £ 
LfctfoT, ^7°^ K07$ yitlB^y^jte0^>/^« 

07$ yitlB^J-h-^l-sra^S^TS/ctotC, fiJfflpTfg&T1-^-* 

ZttfBt. IA\ *@lqltt&filfr £x K 

t tm LtliSfc&2®(D7 $ y It AWc£ £ ̂  7> K £ *. fc #£ U ft ^ CI t 

^0£9&SIJM0^£#9^&UC, HLA 

JTLJI £ 0 ̂  0 t£ £ ±i A £ 1± £ fc to, a J: tf/ S /c &10CTLll^tg £ 

ii*3-t±£fctolc, K^rS^-rSC-h^-e^So 

[0063] K©1i, 2l@, S/cttti07$ yit^S^^tl/c^7> 

K&, ^0^7°^ FacTLm&ffeZfc&Lm&t^mznz&s B^^7>K 

£llllyTCTLgi&tg£tesS'f £££#$?£ IA\ rCTLf^I 

WkMf&^-fT KJ £&, K^M^tl/cAPCtC^T, CTLtf 

K£*rr0 rcTL0i^#j tc&, CTL^0$MbBS$. CTL^|4 
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4b(DWs£s CTLMm<DWS&. CTUC J: 

mm<Dmm, &<fct/cn©iFN-yg^jp© 
[0064] CTLg§$fg©fl|s§tt. HLAtrCJl^^-rSAPC B'J>Al^ "?^P 

7 7-y\ £I^IU ^7>KT«L/cm. CD8R§1£T«ffl 

*Ift*(CttLTCTUC<£^T^!±l£ft/cIFN-y £)!$£ 

TZZtlz&VftvZtff'ZZ&o APC«, t: S^ifa^Sifa 

2>£?lZftm$tltc t/c, 

<^7> K-ei^^tl/cCTL©«{IS/m^^l±l'rSo^:^-e$So £>£U 

tt, ^7> K-e$iJ)i(LfcAPC©#ST-e, CTUC<£^Tjt±£J:tJ\$ft£tl7cI 

FN-y ttMfiz. Ls iaIFN- y t y £ P — £JE 1,NTip£> IS± w £ RT*E 

fc-f^ZL^lCcfcoT, CTLl^fg £ ilt £ d <h tfV $ S o 

[0065] ±|BCD^tCiJPAT, ^WRO)^7°^ K&, ^<h LTJ£ U •£>|p^7°51 

K^cTLgi^fg^^-rsPsy. # 

fgB^©^7> K0#!l<h UT(i. IfiUMSSKJFsTAA 

(Cfi5fe1-SCTL=»f^7> K^W e>tL^0 £tcs KHD±£ 

, #!]*J£AAY (P. M. Daftarian et al., J Trans Me 

d 2007, 5:26) , AAA, NKRK (IB^S^ : 38) (R. P. M. Sutmuller et al., 

J Immunol. 2000, 165: 7308-15) „ i£/cfc£K (S. Ota et al., Can Res. 62 

, 1471-6% K. S. Kawamura et al., J Immunol. 2002, 168: 5709-15) (D<£ 

9&u ^7> K^S m*mm 
mmt. mw<z£) 
t&X?*Z o 

[0066] xmBwum&tfcs Lz±i;z>m$'<703L vtfcTLmmmziz 
ftt&mVs ttz<Dyonizmiii£-z-&&ztb-e$z>o 
isik^mm^W(D\ntLx^ /^7°5i K\ flgg, 
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©^7°^ K&, y, fiimn, mmmts 

cm#. t/c 

[0067] 0!|*.tf, ^7°^ K(ZM D-Z^yit 7$y 

Tfey, K(C^£l±S;:<htT$So ^7°^ 

U ;iT7 y t ̂ t § c ̂  ft $ § o 0!l*.tf. ^7°^ 

t: h©Mt£<£t/i£a;i £ 
^tt^rlSHlT'I) o .h^T^S ($!JAJ£\ Verhoef et al., Eur J Drug Metab 

Pharmacokin 1986, 11: 291-302^r#0°^titcl^) 0 

[0068] ££>(C, ±£&U £<£•?£, H®, 2<®, t/c(iM©7$yit^S^S^ 

K©^;6V£>, 7U(Z)^7051K 

«h j:t$$ L T m i; t /c tii; y t im s t © £ x ̂  u - - > y 
7u©t©<hJ:b$$L 

Tin y U 

^7°^ 'J- = >9TZJj)£-?fo-?rs yLT<D&Pg&'£tJxJj%&i%& 

TZ : 

(a) IB^U#^ : U 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17 

, 30£<£t/31©^fr£>)l^£tlS:P$ 7 ItlB^Ufr^&STi;©;7 $ yitlB^C 

>tfLT, HEU, 2{®, t/c(iM©7$yit^S^S^, jfA. £<fctf 

/t.tcMM$nity$ Jimmsmm •, 
(b) (a) T{«L/c^lilB^©^^^URLC10^(Z)^^^S^P(Z)H 

£lfcpg ; 

(c) (b) TjlJR L/c-fltlilB^UAv <Q & S ̂  7° 51 K <h, APC£ £&M£1±£ 
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; 

(d) (c) •, 

(e) ^©7$ t^fr£/c^£i:<<,lim^cT 

[0069] rURLCIO^0?1 Kj £tc& 

rURLC^'J^?0?1 Kj .htlEi^tlSo 

[0070] MI. wmm 

. vtkmmtzzt 
^-e^So ®*izs £/c&2^t L< &^tm±©^7° 

^ K<h LT, M&3.DNA 

ttet> 
t>s Htc&q&co^frtjL^b¥ 

ttfVZ&o 

[0071] muz&^T^(D^y^\z(D^wfc\ikt>iW£iotit£ 
wsy. mmmts ztc&v >m4tte£(Dm&b%$frmzo 

tlSo 

[0072] ym&mz&^tcit^mz^^Xs 

%%2>Zttf-Z%2>o K-nJqJc 

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

( i i ) The Proteins, Vol. 2, Academic Press, New York, 1976 ; 

(i i i) (B*s£) , %m, 1975; 

(i v) (B*§D , %m, 1985; 



WO 2016/021510 28 PCT/JP2015/071839 

(v) (B*S£) , 4# C^^K^) , JAJII# 

j£, 1991 ; 

(V i ) W099/67288 ; 

(v i i ) Barany G. & Merrifield R. B., Peptides Vol. 2, Solid Phase P 

eptide Synthesis, Academic Press, New York, 1980, 100—180 

[0073] ^7°^ 

Morrison J, J B 

acteriology 1977, 132: 349-51 ; Clark-Curtiss & Curtiss, Methods in En 

zymology (Wu et al.) 1983, 101: 347-62) 0 *fgB£©/* 

7°^ K^mm-e 
©T^C) ss 

*fgB£©/* 

7°^-<>tf^nmmnkzm^Ts 

[0074] I V. TKU 3?^ K 

*fgBm£3;/c, K©^Ttlfr£=l- K-TS^U Z<7 \s^=5-

K^r^-rso 5^URLC10»{s? (0!J;Ltf, GenBank7^-tr>>^ 

a>#^BCJ17142 : 36) ) U 3? £ K\ £<£«© 

{£#B*HCB£^£tl/c3^ 3*^ \y^^-

o *BEi|ffl»(C£^T r{£#ft(CB&^£tl/c3^ \y^^- KWUj <h^9§I^H£ 

. |t|—©7$ Kt"£SB5!J£ffit"o mfe 

Bt^©ftSfi©fca&, i£# < ©4MgB<Hc^]-©Ml*mit©^©^ v/^ft 

^•-Kl-So =1 K>GCA% GCC, GCG, te^XfGmZT^Ts 7$ 7 

K-TSo Lfci)^T> fe§PKXa^T77->^ 

=1- K£^b^1±S;:<h 

&<s §£=i KV^rfulE©^^^ 

o ^©<£9&Ml©^s& r+M UVK^sj T?S>y, {£#B*HCB£^£ti/c 

^S©-ffl-efeSo ^7°^ K^: =1 — K1-£*BMffl»^©fe^SMllB?m 
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s prtg&+M K^s^t^-To K> o 
M*~yiztttz>v&—©=i Kvefe^AUG, h u ^^77^1: 
Mfi>Pt-©=l K>-C£>£TGG£|&<) j&tgftlClfl-©#?*:?# 
2>Zttf-Z%2>Zt%s %M%&mWiTZ?$>?>?o Ltctf? Xs ^7°^ 

£=l- Kt£Ml(Z)£+M U> 

(CHE® ̂  tlT tN 5o 

[0075] *fgB£CD#'J 3*^ [stJ- Ktt, DNA, RNA, £>;»$ 

DNAttA, T, C, £<fctfG&£©l&gfre>^lC;»J$;*ft, RNAT&T 

(iLKCS^^x. i^tl^o 

[0076] *fgB£©#iJ 3*^ [stJ- Ktt, t/c 

^0^©^©^7O51 K^: =1 — K U#£0 frfcTZT 

SSMmmts lJ*<7 \y^^- KS/c(«^ tltc^y^- (0!J 

sni^ra) zmmLmzo $bizs *fgB£ 
CD/^7°-51 K^rP— Kf'SP— KIB^y(C^)'t"'2)'fi^(Z)'f\tJP&5IB^y^:'a<7^t#'2)o 

m A. tf. U 3? ^ U X T K tt, ^ 7°^ K©fgSE(Cftll tfilB^y £# 

x.7l\ U 3? 9 \s^7~ KTfe — t) — 

(flUtf. 7°^X$ K) — JSfttCl. tel^'J^-

K3*^ 3?^ 

51 "t(D^ 9 U 3? <7 \s^=$- K^rllMt" 

[0077] *fgB£©#'J *£ !• 

t&ZtlZ 

3?^ £tU£=i>HT> hlfflj^c 

h7>77i^ h L/cif^r(C^Il^tlt#^0 PCR&;£t/cMtj]& 

#'J 3?£ \y^^- (tfy*. 

Sambrook et al., Molecular Cloning: A Laboratory Manual, Cold Spr 

ing Harbor Laboratory, New York, 1989£:#M^tl/clN) 0 Beau 

cage SL & Iyer RP, Tetrahedron 1992, 48: 2223-311 ; Matthes et al., EM 
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BO J 1984, 3: 

[0078] V. x dp V V — A 

£Mr<D£M±lZ^7Fit2>s xdpv 

I dp v v - A tt, m Pi 11-510507^§ £ <fc tfWO99/03499 IZ $ ft T IN 

£ JJ>£ & IN TUMI" ZZttfV^s <fc tf/ £. tc BS©fcMfe ttH2> 

BM b % b ft tc APC £ SIN'x MMt Z> Z t if'T $ £ o BE © x dp y y - A 

(is ^BE©/^?1 K<h^*§©*§i$T, 7^f>^LTglt§c^^T$ 

^ o 

[0079] fu§E*t^{*^C#£ft£HLAj/Ljl©§m. 

0iJ3.tfHLA-A11 (0iJ;Ltf, HLA-A*1 

101) &7^>AII0TJA<-jM(Cjl,£>ft£:Pl,UUTfey, 7V7\MM<D 

%tmiZ&LT^Z£M?LbtlZo £tcHLA-A03 (mt£, HLA-A*0301) &fiA 

mmzfc<-WL^zfibtiz>-r>jjuTS>y, aA£^©^iciguTiN££ 
HSHtolCtt, Sl^tcaiNT, ^£&^£T£l^©HLAin;]I© 

§yO <h IZ£ y, ^©HLAtfOIlCtt LTim 
mtz>. %tcimfe(DULhfcWs*frLtcfcWsm^z&z>cTLmmm%:mtz>'< 
7°^ 

[0080] ^lfflx^yy-A[i% *fgB£©/<7> K<hHLA-A11£fc&HLA-A03<h© 

^{*^^©^±^^1-^0 *fgB£©/*;^ K^II^^ffM-r^HLA^ 

HLA-A11T£>£ti£\ *fgB£©/*;^ Ktt, IB^S^ : U 9£<fctf 13©*JbN£ 

KSfc(if©^^f KT£>£d 

iB^y#^: u 9fc^t/i3©^^^)i^^ti^7$ jwmm-fr 

btez*??- KSfc(if©^^f KTS)§c^AUy^f IA\, £tcs 

K£^tt£^J$TmAtfHLA-A03T£>£ti£\ *3§B^©^ 

IB^#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£ 

<fctf31©^JbN£jiiR£ft£ j7^ K£/c&^©B&^ 
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7Pf : 5, 1, 6, 3, 12, 22, 14, 16, 18 

, 15, 27, 17, 

IA\ 
[0081] V I . (APC) 

*mmzztc. ptomzMf&ztiz&'&tezs 
M(DmM±izm^tz>wc&mtz>o *mm. HLA 

KtomzMi&zutc^w^'tmm^M^zMt 
TZ>o *fg0£©APCtt, ^H^tl/cAPC-efeytf^o MB (APC, CTLfO IZM 

mfrbtt&ztiTvzztzMto ^B^©APC(i, fems&xf/ztciz^yj 

(DttMttZ&BMlZ&$kt&WCfrbWim^tLtc:b(DX$>-3T:b£<s fr-D^ 

&"C, t/c(i^^B^©^7°51 K, Xdr77-A, t L OiCTL 

[0082] U>Ai^C<£^T§;g!^tl 

£<£ 9 ic £ £ £ tffca £>ftTiN 

•SlfflSSs (dendric cell: DC) , =? y f )\/J\y 7. IffliS, "7 

P7 7-A B«, DC&, APCCD^-Cgfc® 

timTLmmftm^t&ft^mpcxfo&tcisb, DC&^BEOAPC^ LT£F 

t L < ^§B£Uc£l\T, fc?tlANDC&, 

tcDCV$>Z0 3itc*f%BE0APC&, 

• ott<t <, ^'tlzftlS7^^)7|s;^B^(Z)/><7051 K•SAPCCD/fb'n 

[0083] 0!l*.l£, "AiZ^tlb^-l' > tf h PT^^B^ 

0^7°^ *3§BE(Z)APC£t#£ £ *fg 

B^(Z)/^7°51 K^MMlZfx-^- L/cif-n, K£Jl^-t£APC^§£>tf 

L/C^T, ^B^©APC(i, 

MtlZ&S- L/eft, §£2t tcfr£>APC£0JJXf£ d <h (C<£ Tt#£ £ <h tfX$ £c 

*fgB£©APCtt, M^A^IUJlX^nfeAPC^^B^©^^ K<hg 
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M (c T t-e $ £ o 
[0084] Ztc 

^^0^©APC^^4[T\ ^.tcl^%B^(D^y°^- K\ i + VV-A, t L 

< LT. nmz&ia-tzzttf-ezzo 

(a) Sg1©tt&frMPC£®J|X-r£!fcPg. 

(b) ®pg (a) ©APC£^7> K<hgM£l±£lS:^ 

(c) ®pg (b) (DkpezmxDttmz&s-tzWimo 
[0085] mwMMtm2(Dttmm-(D®wxfo^Tib£<s 

$b2<DttMi.mLk&m-<Dm-e$>z>z£tfiR£[s\,\ ±IB©ISP§ (b) 
?# b tl tc APC if A, £ a <fc 1 /c & •^ Rfi'1" & fc #> ® 7 £ 51 > <h ft LJ ?# 
^ o 

[0086] ±§E0<fc 9 oT?#e>ftfc, *fgB£0APCtt, CTLm&tfeZ^tZ 

o APClCHIUTffll^ft* rCTLgl^fgj CD8PittT««hgM 

cTL%mmtz>z£i?Tj^z>wc(Dmti%mto $btzs rcn 
i^itgj izns cTumfczmmtzAPcvmti, cTLmmttmmtzwccDm 
tis cjuz^^mmmomM^Mt^^pcomti. CTUCJ^IFN-
yjt££i^«1±£APC©t^:^#£tl£o *fgB£©APClC<fcoTBi$£ftfcC 

TUis URLCmc^SftftCTLTfe'-J, URLC10^I1«(C>^LT^S^]^«{I 

[0087] *fgB£©APCtt, ±IE©^)i(CjPx., *fgB£©/*;^ K£ p - Kt" U 3? 

Kfe'T vt: s p-eAPCicgAt-oTiilTf* 

0 ^A-r^^'J Ktt, DNASfettRNA©^-eS>oT<fclN0 ^A© 

^©0!Kctt, 'J/t^x^^aX i^hP'f 

U—>aX 

<fc Cancer Res 1996, 56: 56 

72-7 ; J Immunol 1998, 161: 5607-13;J Exp Med 1996, 184: 465-72 ; 
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^l^$gH2000-509281 £ ftt ^ £ <fc 9 ^ 3 d £ tfV $ 3 

o K£=l- K£APCK#AT £ £ £ £ J: 

oT. §^U5^lKMSS^-e$E¥. SlR#£gW\ £Ufc 

^7°f- K(iMHC0^XI(Cct^r7oP-tzv>^^nT, lfN®^gt^0S 

7°^ K^APC0i|fflJ^®(Cjl^ft£o 

[0088] ifS *#gB£©APCtt, HLA-A11 U y L < &HLA-A*11 

01) £fcttHLA-A03 (J: y $?£ L < &HLA-A*0301) ^fSB^CD/*^ K£CDF^ 

(CffM£ft£*a^{*£. S#©«M±(CjI^LT^^APC-efe^o ^B^ 

0^7°^ F£m-£#£mmT&HLAmLA-A11-e&Zl§<£% X&BJI®'* 7> K 
@35>J#^ : K 9&J:Z/13a)^frbm4R$flZ7$ 7 Stge^^-T 3^7° 

7 KSfctt^CDftm^y0?- b'V&&Z£tftff£ L<s IB^y#^ : U 9£J:tf1 
3 0 ̂  ̂  e> M4R £ ti s 7 $ y it 13 ?y ^ 70 51 Kv & z z £ AU y $? s u 
IX *&BB(D'<7?l<£m&#&1&j£T&HLAmLA-AQ3-e$>zm'£s *W% 
0/^7°f- Kl£, : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 3 

0 £ £ T/ 310 ̂  ft & 7 $ y i£@B£ij £ ̂  -f & ^ K £ /c l£ ̂  © B& ̂  

@3^J#^ : 5, 1, 6, 3, 12, 22, 14, 16, 1 

8, 15, 27, 17, 30£J;£/310^7!)^M^tl3 7$ 7 @£gB?Ufr <b&£^7> 

K-efe-g.C<hAUy$ft IAN0 

[0089] t/c, *fgB£0APCtt, ttT0 (a) Sfcte (b) (C§Eii£ft£ 

mm £ #(C J: o T BIS £ ft & APC-e h £ : 

(a) HLA-A11 U y L < &HLA-A«1101) £J;tfHLA-A03 (.tyjfiL 

< &HLA-A*0301) 0*J:y^£ft£'>&< £ &100HLA£f§Ijl LTIN^APC 

^^B^0^7> K<hSM^i±^imb ; 

(b) HLA-A11 (<fc y SfS L < teHLA-A*1101) 33«fc t>'HLA-A03 (<fcyjfgL 

< &HLA-A*0301) ©4'J:l'JI^ftS'>ft< <h 11 ̂ ©HLA^fgll UTIN&APC 

^Bj3<D^7°f- K£=l- KT£^'J 2^7 K^r^AT^Mo 

[0090] HLA-Aii^mmLri^APctmM^-^^^mm^y0^ R*, -. 1 
, 9£<fct/130^A^]l^R^ft^7$ K£/c&^0fi& 
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^7Pf : U 9£<fctf130*JbNe>jiiR£ 

tl Z> T $ J It IB m frh ft Z> ^ 7° 3- KT? £> Z> Z £ <fc y if £ LI'* 0 

[0091] HLA-A03^mM LAPC7°^ Ktt, IB^S^ : 5 

, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£<fc#31 ft 

£7$ JWmm^ Fv$>zz£tftt?£ 
L<s IB^y#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£<fctf3 

1 (D * e> m $R £ ft z> y $ J it IB m frb & z>* 7° ̂  KT? $> z> z t AU y if t L 

[0092] t/c, *fgBJ^c<fcfttf, CTLg§$fg£;£T£APC£g§$T£2£^ftM$tl£ 

JPA.T, *fgB£&, c 

TLmmm%mt&APc%mmtz>M¥mmM%m&tz>tcisb(Di5)iki£tc&j: 
cTu^t^^-r^APc^i^-r^/c 

db(D^%B^(D^y°^- K£Jll£-t£0 

[0093] VII. (CTL) 

*fgBJ3©/*:^ K(C^T!^I£ft/cCTU£, -f >tT/K-eURLC10^^111"^ 

K(C^T!^I£fc&;^b£ft/c, CTL^^-r^o *fgB£©CTUi, *fg 

B^(Z)/^7°51 K "T^CIVC £>y, *fgB£©/*;^ K<hHLAj/[Jl<h(Z)*t£-
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) s 7^ U ZDNA^ -f $ y\Z^ y 'J > ('f$dp;EK (Imiquimod) % R848H 

) s CM U 0 51 > U #y K ( h U/\P—TvyX/svlt (trehalose-6, 6' —d i beh 

enate : TDB) #) , CD1d'Jtf>K $ K#) , 

>x^Jk>a> (MF59, AS03, AF03^) , PLGA^#£ti£^\ 

. <fc 
m7ts^;<y FtskM^mmyn&s 

fti^©$^Sfu(C;Fb^£tiTt<U\ Z.Q& 9 
7°^ h<h£#frdp>;/ Ktt/c, *fg0£lC 

t/c, *fg0£tt, *fg0£© 

7*/=L/<y Fmm^nxi^nm 
Mi. 

|Q (C'a<^-t#'2)o 

[0127] yisiLjiy Ft LT;itt79i/0 *fg0£©££^to 

x^JU:> a ><h LTIiM^tlTt <fcl\, x-7JU*>aV&* $1*.# 

. ilE^^CflML/c^0?1 Ki§iSi:M7S/'aA>hi:?:I^ • JS#f 

£ d £ IZ J: y ilMf £ d £ "C £ £ 0 ^ 7°^ K^jft 

<fclN0 I7jk>a>(i, W/OIi-?JI/5/ a V £ <fc tfO/WgH 
x^Jk>a vroiN-fft'e&oTfc 
£&W/0^xvJU*> a >-?£>£ ££#$?£ IA\ h £ LT&IF 

A£$?£ x^Jk> a >©Ii 

=£»<£<* oCDif^r (c(i, *3§0,B©2i£^ 

^0^©^7°51 K <h 

L tiT t <fcIN0 

[0128] ^ ^tC. *m%(DM¥mmm£s *fg0£©^7>K££fAL/c'JtfV-
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^.tc^y0^- K(c^lt^i^LT^£S^yT-fe-3Tt<U\ 

[0129] *%mmi(DWsmz.&^T. K&t/c, 

siroii^LTtct^o ^©ifsIAM^C&, -riitiij&m CJ^O 

As Jo'J OAs -f h U ^ A&£:) .hCDilL 7>/U^ D ±II#S<h©±^ (;fr,iU:> 

t7A, &£) , ^©|fe©#jS (^ gk ffi&K 
7$>«h©^ MWB. (Mts =£gt 7°PH°^> 

Its 7^Ht, ^U-T>It% ;I5Its ^i>®, U>P'1ts *>IL 
^Its ;>< ^ >7JU* >!£&<>:) <h©i^ (j^||% IJ 

>it JMb7.Kllit *«. 

tl& <h^9§^H£, ^©-fb^tl©£tl^ftk £il 

if-oTs *3^©/*7°^ 

/c, t/c KJ (c&, JSSI^©^^ 

K0&jb\ 

[0130] CTL£$IJMTZI&#* 

o fl&fttt. •WJU^MUCttUT'T >£#T-CTL£MU#£ 

tlft£ UTItl^ftfco 

S£i;t/a7$ J&izttwm±s ftiz^m^©^7°^ 
-e$£o &^"C, Sel^jp L/C/<7051 K^S StJUfc IXttStTFCD^-CiS: 

U^V-A^(ClXl'J3At1±T^^'r^A\ t/c&Z^/O 

K^ic¥i/fb£-t±T&-5-r£ d «h#-c$ & 0 cTL^©flggtc&zmMmmn 
£ LTs h UAJU$ h-f )l-S-<f 'J 

izUJU^X^^-JU-izUJU-iz'Jy (P3CSS) (E. coli) 'J rf 

$ >y\$M&Rll'x'ZCTL%:MMT£ Z £ (0yx.ti\ Deres et al., Na 

ture 1989, 342: 561-4£#BS£Utc^) 0 

[0131] ma. 

&fas ^T, fltflg£<fctfflMF»9£f^ ft 
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£ LT&s fl£S3ifcttJISI93#© U 

tfmfbtiZo ztcmmt 

mtZtctiKD&mfat, L < 0£3§Iji"T 
UyjM*ft(c&CTL) &B 

tait\ KCDEfiii, M 
£ft£gi£u ,#^©*Mk f^fis &^:£^icjfci;Tig:i:ilS-f £££#"? 
$, RCHIUT, il^0.001mg~1000mg, ®|*.1*0.01 

mg~100mg% 0yz.Wf0. 1mg~30mg% 0yz.Wf0. 1mg~10mg"T:'fe y s 0y*.tef0. 5mg~5 

mg-e$>ZZ£tf-e$Z0 £tc, &^fHPS&$t0 £ IC1J£T?£>£ Z ttfV 

^s 0y*tfMici[i]©^pre£^T£c:£tf'C$£o 

[0132] frsb^mmizs^-c. feWM^mo^wn 
i^mzwrm^nz>m*^$io momm-? 

&&xf7*jD.rty K£#&0 *mmm^ 
^B^©^7°51K^, 0. 001mg~1000mg% if £ L < £0. 01mg~10 

0mg% cfc^ift L<(i0.1mg~30mg, £ blZ#}i£ L < (£0.1mg~10mg% 0y*j£0. 

5mg~5mg#fr£ S/c, *$P|j©2£^ftMj£^#£i^J"C&£>}i 

"n(C(i% ^^§0J]CD/^7O-51 K^rs 0. 001mg/ml~1000mg/mU if U < (£0. 01mg/m 

L~100mg/mU <£ l) if S U < &0.1mg/ml~30mg/mU ^ £> tCif j£ U < &0.1mg/m 

L~10mg/mU 00^.^0. 5mg/m l~5mg/m l©)ji^T"a'tjNZl t Z>0 o©if-n 

, 0IJ3.1& 0.1~5mU if t L < &0. 5ml~2mL©^^0^©^^^]|lJ^i^:% >i 

&f £ <fc y ttMlZf$-5-TZ Z t tfV ZZo 

[0133] £tcizs 

Ztctb. &bXflZ/-£fc&W&(D^(D&$£%:^®3T&tcdb(DU}$;$:^{£T& 
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o at0.001mg~1000mg, 0U*.^0.01mg 

~100mg% 0UA.(£0. 1mg~30mg% 0UA.(£0. 1mg~10mgT'fe lJ •. 0Ux.t£0. 5mg~5mg 

£ 1 [I] IC £ IN x 1" £ £ £ £ £ 0 if £. L IN H*§ (C £ IN T 

s Ktt, TisiL/<y Ftt^iz^mz^^tl^o t/c, $ 

£3 (C1^% if ̂  L < fc£i&0 ~1 Av£3 (C1 •?> il 

MTL&S 

[0134] (2) LXrfVZtls*?-

^0^©^7°5i F^mMRim^mPMv=i-
Ftztf K£#^#&0 ^0^iffl»(cfc^NT. 

T?J «hlN9|E^(i% *f£0£ 

©^7°^ 0y^w^n*i(cfc^Nx, ^0^© 
lJZ<7 \y^^- K0SB5!J^ *3§0S©^7°^ KCDfgSElCj&^&Iltfii Up< > 

h£#fr0 ^0^©^U Z<7 \sls=f- K(C&, WfoW&COfJ A^(D£%.btc 

ffi A $ ti z tc to iz& m z. $ n- & c: £ A<-e $ & m m *. 
jjizy ^ — ©|^0^(CM LTtis 00 z. ̂ Thomas KR & Capecchi MR, Cell 

1987, 51: 503-12&&ffi$tlfcIN) 0 0OPLW:\ Wolff et al., Science 1990 

, 247: 1465-8 ; f§5, 580, 859^; f§5, 589,466^; M5, 804, 566^; M5, 

739,118^;H5, 736, 524^;£5, 679, 647^; £<fctfWO98/04720£#flg;*ft;/clN 

0 DNA(cScKiiSiM©0O(C&, rnaked DNAj , (EJISftfc (7^°/^^ 

x /t^j7- mm* 

^§fSIS5,922,687^£#^;*ftfclN) 0 

[0135] 

00*.#. 
LTs )\/7>%&mt2>Z£ 

&V$Zo !s±izmXT2>£. m.&z.r7t*/ = 7V4)\sZlZ%,&mfe<*7?-
K£fSSEU ftiz4t7°nFz\-)llzmm 



WO 2016/021510 51 PCT/JP2015/071839 

& 7 7 ̂  ̂  . mz. 722,848^ iz IE® $ 
tix^^o ByfiD^^-ttBCG K • -efe^o BCG^ 
$ — (is Stover et al., Nature 1991, 351: 456-60 IZ IE® ̂  tl TlsZ> 0 >nli 

^ttcaftmitIZGMV&Z 
0 4)lX'<W-&£X?J771';m¥0'()lX'<W-s [y hP 

$—s f 77i (Salmonella typhi) $ — % 

£> AvT'fe'2)o 0Ux.ti\ 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£#BS£tl/c^0 

[0136] *fgB£0#'J S&ft-e&oTfcJX. 

tT SP"CSfflJS£*fgB[st?- K£{£^-t£^^--e^lt$E^L 

. &WWilMB*&MPMZ&mT2>o dtl^2^077°P-51(i^tl^tls -f 

> kTtffc<£x0 X krtfCDjtfc?^<h L T £^P £ 0 

[0137] jM&liJft(CStl LT(i. GoLdspieL et al., Clinica 

1 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 

nee 1993, 260: 926-32 ; Morgan & Anderson, Ann Rev Biochem 1993, 62: 1 

91-217 ; Trends in Biotechnology 1993, 11(5): 155-215£#BS£tltcl\ 

(C t m ̂  £ d <h CDT? $ Z>, X.DNA^^©^if (C £ ivT — ® (C&$P CD 

Jj/H&s Ausubel et al., Current Protocols in Molecular Biology, John 

Wiley & Sons, NY, 1993; &c^t/Krieger, Gene Transfer and Expression, 

A Laboratory Manual, Stockton Press, NY, 1990(C|E®^ tl TIN'S 0 

[0138] UTFO&ia-tmmiZ, MQ. &F»3. &~F 

£c t/c, tf'J \y^^-

pjf^"efeoT<fclN0 }£^£% ^m^JCcfcoT^r-p Zt U £tc 
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Ktt. L < &2£^ft^&fi3i;/cttURLC10£fg 
u<<jjM*ft(c&cTL) %mmtztc.sb(Dfemtf} 

U 2 7 [stj- KCDfflfi, tLtc&Kfmcn^-Jl- K£P- [st 

s BM<D$Em WMs zmz 

jfi^0.001mg~1000mg% $y*j£0.01mg~100mg% 0UA.ti\ 0. 1mg~30mg% 

0. 1mg~10mg% 0y*j£0. 5mg~5mg"£•£>•£> Z. tif0 (C1I3; 

~iiz 1 jfefe&ztifx^s mvmmz&^-tz>zt#-c 
(Hi) z£tfv$z>o 

[0139] X. u*h\ xdrVV-A. APC. fecfcrtCTLfrffllNafra 

2 7 [stj- APC£<fctfCTL£gi$ 

T&ZtifZ^ & o ^^0^©xdrV 7 —Ais<fctMPC£ffllN"C\ CTL^gl^f 

ZZt&Z^Zo ^BE(D^7°^ F\ #'J 2 7 S\ I + 77-A, £ 

<fcwctt, ^n^rocngi^fg^PM^n^iNPsy, ftE©ffeaMb£-ti£M 
3^to-t±TffliN£;:£tf'e££o K\ #'j*7 

U^-51 K\ APCd3<fct^x^7 7 —A01N1* 

^©cn^gi^-rsci^^-e^so t/c, Kt/cMu 27 

IsXT K£ IVT*fg0£©APC%m&tZZ£tf-e$Zo 

[0140] (D kpczmmt&J5:& 

*fg0£tt. *fg0£©^7> KtfcMU 27 U:*?1 CTLf^Itg 

%^tZ>APC%m&tZ>l5fe%:lK&tZ>0 

[0141] APC^^^0^©^7°51 K<h-f >tf hP. x^xif^ t/c 

& < 7 eTtt'TSM 3i±3 IfcPg £ #frc 0] A. tf, APC £ 7° 51 K <h x 7 7> tf/K 

J2TF©IS!Pg£^?#£ : 

(a) MM.frbwctkmztzmm ; &£t? 
(b) SPg (a) ©APC^^0^©^7°51 Ftm^^zmmo 
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'J V/^UCcfcoTsSHiSftS <fc 
9 iz s utttrcjd e> nr IN 
R mifDC, 7^P77-i/\ 
T«£m ̂  & d <h tf-e $ &0 DctiAPc©^-ent^ftCTLgfmfgf & tc 
isb, tfr£[s<&dc%m^zz£tf-z%z0 K^m^-e 
, Kt±t(:ffliN§dhtft$?>o S/c, *fpj§© 

U?\*£s ffiCDCTLlf#^^ K (0Utf. ffeOTAAfi&CDCTLgS#^? 

51 K) ££M^fri*TE^£d£ £-?$£<, 

[0142] K£ftiac$^L/ciii§r, APC&l^^?1 K<h-f >tf 
U i*lNCTLI^t^#T^APC^^0fr^-e^»^ 

tlZo £©Pg 

u£\ ^^B^CD^7> K AH > tr^-eisai u d nmpct -r > tf# 
fiiL, $£H0*JfC\ ^lNCTL=^tg£#T3APCA^^0fffiTf5fiI£tl 

-So ^^0)/1xO|>l F&ttMlZ&STZ 

lxP^^:'a'<^f#'2)o 

[0143] cTLif^t^w-r^APc^i^-r^^tofc, 

(a) fcf&A^APC£[g]J|ZTZ&m ; £<fctf 
(b) ^B^(D^7°^ K£=l- K-t^'j 2 <7 UTT^ K£®Pg (a) CD APC 

(c«AT£!» 
IS® (b) tt, rv I . (APC) j (Dmzt^tc&^MT? 

Z.£tf-2l*%o 
[0144] U/cA^T, -^itcaiNT, UT© (a) Sfctt (b) (DlSPg 

cTn^t^^-r^APc^i^-r^^^ji^-r^ : 
(a) kpc^wm^-f^ •, 
(b) *fgB£CD^7> K£=l- Kt-£#'J K£APC^AT£ 



WO 2016/021510 54 PCT/JP2015/071839 

IfcPgo 

[0145] £/c, VLT<D (a) ZfclZ (b) ©IfcPgS:#fr, CTLgl^fg^^f 

(a) APCfe*^©^:^ ; 

(b) K£=l F^MClzmXtZ 

SPgo 

[0146] ±§E©^&&* -<>£>•, i^kT^, tl"ettT 

? Z.ttfZtz&tfs -f > tr h • ^#"e^T9 £ <h #$? t IA\, ± 

£ft£ APCtt, !^>I£ ftfcAPC©$-^;6^££ tlTIN&NM.IZa 

oTt<fciN#% £tcoTfeoTt<fcIN0 

(K^--) (cS5fc-t£APC£{£fflt" 

£*1^. Fi—<DtiLnmz. m-v&z&wtf&zo 

mz&^Ts Ft LTIB^y#^ : 1, 9£<fctf130*JbNe>jiiR 

^nz>7$. Ks/c(if©^^f F%i&mtz>m 

F1--mimtes lN-fntHLA-A11 (<fcy$?3; L< &HLA-A« 

1101) -Z$>ZZL£tfft$. IA\, £>£IN&, ±§E©:£&"C^ffl-f £APCtt, HLA-

A11 (cfcyifS L< &HLA-A*1101) ^^ULTlN^APC-efe^d^^ift LlN0 

K<h LTIB^#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18 

, 15, 27, 17, 30£<fctf31©*JbN£3iiR£ft£;p$ 

Ftkimtzm-Ss tss-ttsmt K^-^HLAM^ 
lN-ftltHLA-A03 U yjfS L < &HLA-A«0301) T?£>£ £ £ IA\, £>£ 

IN«, ±iB©^-e^ffl-ri>APCtt, HLA-A03 Uy$?3;U<ttHLA-A«0301) £ 

$&SE U T IN £APC-C£>£££#$?£ IA\, APCtt, 

yPBMC^^HL/cm, §£PBMCfr<^n©;^££ffl 

ivxmut zzttf-zzzo 
[0147] Sy©^^JCd3lNT, Kt/c(ii^^7°51 K^=l 

- K-T*#1; K^#tj\ cngi^fg^^-rsAPc^gi^-rsfefe© 
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[0148] cTLmmi&%mtz>Mc%mmtz>tcisb(DM¥ 
Fztc&m*?? K^=I- Kt& 

U 2 <7 is t ̂  K £ o 

[0149] ^fsnrnz-zbiz, cTLmmi&%mtz>MC(Dmmiz.&^Tm^z> 
tctbCDs 7°^ Kt/c(il^^7°51 K£=l- K 

zmmtzo 
[0150] 

^0^©^7°51 Kt/c(il^^7°51 K£=l-

[0151] sycD^iiicfciNT, cTimmtz^tzwczmmtztcisb 

K£=l- Kt£tf U K£H^0<HC£/c&£iI^ 

*fg0£©;^C^T!^I£ft/cAPC&, URLCmc^ft&CTL (ttet>t> 

^B^©CTL) %m&tzz£tf-e$2>o 

[0152] (2) CTL£ = 

*f£mt£tcs 7°^ K\ tfVZtisXTFs xdp7 7-A, t 

fettAPC^ffllNTCTL^gl^-rS^^^-rSo *fgBJ3£3;fc, 
7°^ (TCR) 
|J/^7°^ K TCRHt7°^-X>> h) £=l — K1~£ 1 ^£.tc&fflgHDtf 

VZ<7\sXTF%:l£m[.TCTL%:mmtZ>?5)£&mtZ>o fcftLOi. CTL 

%mmt OT©*<tyjiiR£ft£'>&< •. 

(a) cD8Pft£T«£. 

± (c }1^ f £ <h i£M £ -t± £ lx m; 
(b) CD8Pft£T«£. 

l^pii-t (Cjjl^ir >2) xdp V V A "tlr •2>lxP^; ct t/ 

(c) ^0^©^7°51 K^HLAtrCJl^ro^^^^-rSCl^^-e^STCR 
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'J /^7°-51 K^r P — K"3~ 1 "O 'J 3^^ K^: 

CD8H1£T*fflJSlC$At£!S!Pgo 

[0153] K, xdp77~A, £/c&APC£ftiac 

&5-t2>£. URLC10£fgIl1-&^A,«£*I 

$l£T2>fM&fcig<D&g.tfm&-Ztl2>o *fgH£ 

0^7°^ K\ K, APC, t/c&xdp7 V-A&tt&lZ&^-TZ 

WLm*$frmz>0 

[0154] VtTSPiifcttx^krtf-Cffll^il^CcfcoTCTL 

(a) 

(b) (a) ©APC^^0^©^7°51 

(c) IfcPg (b) ©APC£CD8PlttT«<h«iMir£imbo 

IfPI^tl/cCTUi, LTt <fcl\, 

[0155] ±iB0®Pg (c) (C£^TCD8PittT»«h^#'r^APC(i, TV I . JrCJl 

(APC) j ®^(C±^L/ci:9(C, K£P-K"T£# 

K£APC(C>IA1-£d<h(Ci:-3TilM-t£d<ht--e$£o LAv L 

tzifb*. *wmi5)£-T:-m^bnz>Mmznizm'M^nt. 
0^ 7°^ K ^ % g M(omm± izm^rz&M<DMc%m # 
•e^^o 

[0156] ^©cfc^&APCCDftfey (C, HLAKJl,h^0^(Z)^7o51 

K <h CD^ti* £ g #©^®± 

o HLAKJl,h^0^(Z)^7o51 

0^1® ± & x dp 7 7 - A £ £ IfcPg * So ^ © <fc 9 

T^xdp77-A(i, TV. x dp 7 7 — A J (DmlZ±$i Ltd5felZ&o TliM 

[0157] ^tC. «^®±(CHLAKJl(Ci;''J^^tl/c^0^(Z)^7o51 K(C|^L 

mz>Km&y-7=L-y h£=i- K^#^7^-^CD 

mfeJBi&lZ&XTZZtlZ&^Ts CTL%mmtZ>Z.£&TJ^Z>0 
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rv I I I . (TCR) j (DmiZ±j&btc£?lZ'ij 
9 ZL£tf-Z$2>o 

[0158] -l&mz&^Ts 

(a) cD8PittT«^. 
mm±izm^tzwctmmt•, 

(b) CD8Pft£T«£. 

£1^77 —A££i£^t"£!fcpg : £><fctf 

(c) mm^'m±izuLhtt.mz&vm^titc*mR(D'<70T MCI^L 
^•STCR (D&y~ y' IL— y F %: P — Kf •2>7t\'J2^U^"51K *? — 
CD8PlttT«(C>IAir£imbo 

[0159] ±§E©^&&* -f 7£>P. x^7 7.tr^ Sfc&'T Vtf*K©lN"f ftTtfr 
-f >trKp^#"e^T9£t#$?tIA\, ± 

§E^}£-e{£ffl£tl£APCt L< ttx*77-A, £J:t/CD8PlttT«&. 

£ ft fcCTLCD&-£ ^ ftT •?> t; (C S 5fef £ t O T? £> o T t <fc IN S 

ft£t;lcfi3fe'f£:&©'e£>oT:&J:i\, $ £ftTIN£t;<h&s 

(K^--) £APCt L< (ixdr77-A, £ <fctfCD8R§1£T*iffl 

Fi--(owim^ m-v&z&mtf&zo 
Ft LTIB^S^ : U 9£<fctf130*JbNe>jiiR£ft 

F^tc^coim^y0^ $ 
lN-ffttHLA-A11 U <-,!£?£ L <&HLA-A*1101) 

-£$>&£ ttftRS IA\, ±IE©^)i-efJffl'r^APCt/c(ixdr77 

-A&, HLA-A11 Uy$?3;U<ttHLA-A«1101) <h 7"?1 K (IB^U# 

U 9£i;t/13(Z)^A^)l^^ft^7$ Kt/c(i 

K) <h©*tl^{*£g#©il®±(Cjl^1-£APC£/c&xdr77 

UIN0 £©*§•£, g§g;*ft;/cCTUi, HLA-A11 

®s<y°^F£(Dm£ii*%m^tZ>mm (0!J;Ltf, URLC10^:^gl^-r^>HLA-A11 Pi 
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7°51 K«h : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30 

Ks/c(if©^i 

^7°^ F1~-(DULm&. HLA-A03 ( 

yifS L < &HLA-A*0301) -?£>£ d <h ifft £ IA\ ±1 

^ffl-r^APCt/c(ixdrV7-A(i, HLA-A03 U y L < &HLA-A«0301) t 

: 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 1 

K) £0^tt£g#0^®±lC^T£APC3;fcttx*y y-A 

o g§g;*ft;/cCTUi, HLA-A03£*fgBJ3©/* 

7> URLC1•2>HLA-A03PIt4ilffl 

J®) Lit LT, 

[0160] sy©n*mc£^T, j^_F©^<fcy]i4R^fti>/>^< 
CTLttmmtZ tclsbotIj5&t) t /c 

£ : 

(a) ^^B^(Z)/><7051 K ; 

(b) KTn K 
J 

(c) *fgB£©/*:^ K^S#©^®±(Cjl^'r^APC ; £<£# 

(d) K^S#0^®±tCtj|^t"i>x4iV V —A0 

[0161] Sy©fi*§(C£^T, CTL&ffi&TZ>tctb<D%&fltya£tcl£M¥ 

Z> : 

(a) ^fgB^®^7P51 K ; 

(b) K^^RTfg^^-ezi- Kt£tf U K 

j 

(c) *fgB£©/*:^ K^S#©^®±(Cjl^'r^APC ; £<£# 

(d) K^S#0^®±tCtj|^t"i>x4iV V —A0 

[0162] *fgB£&££>£, CTL©I^(Cfc^NTffl^^/cto(Z), J2TF0^<fc 
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(a) K ; 

(b) ©^7°f- K =i - KT & # y 2 <7 u * ̂  K 

J 

(c) K£g#©il®±(Cjl^-t£APC ; 

(d) 7 —A0 

[0163] *fgBjm£e>£, 

tl *W£t £ tc 6b (DJ5& £ fc ttXig-e fcot, J^"F0^<fc 

tl^&^tcteTM&xL&stZ> : 

(a) K ; 

(b) K£f£3&eTig&fl2!rc=l- KI-^TJ-SU UTt"^ K 

j 

(c) *fgB£©/*:^ K^S#©^®±(C^-r^APC ; 

(d) ^B^©/><7051 K^S#(D^®±tCji^1"i>xdpV V —AO 
[0164] sy©n*i(cfc^NT, cTizmmtztcsbmrnvastcteM^ 

KIKi % mi£TZtctb(Dl5fc3itc ttXig-e fcot, J^"F © * <fc y £ ti 

(a) K ; 
(b) ^WRO^I- K£fSIl^tg&MI"e=l- KI-^/1-v'J K 

j 

(c) *fgB£©/*:^ K^S#©^®±(C^-r^APC ; 

(d) ^B^©/<7051 K^S#©^®±(C^1-^xdrV V-AO 

[0165] x i. 

£ e>£*fgB£tt, miZWZfmTZtfMztttttlk 
M£tf/U ¥Ltf/U A,, iimiffl 

Ic^/U 1 tfA,s JtfitfA,* #^lSfis fuizll 
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ICRB^Stl&INo Ztcs tfMZs HLA-A11£<fctmJWW3©^<fcyjiiR£tl£ 

'>&< IANQ 

[0166] 

}££Jl{£1~£o URLC10(i, ±§E©<fc9&&ffi©#A,lCi>lN-c\ jiiiJ^ULT 

^z>z.tmmbnz>a ^©/c<&, micMd^m%Tz>ifA,mBizttTz>ftf$. 
^©i£H<hLT, ^A,«©±^it;MS£tl£o L/c 

tf-ox, wLcudZfzmtztfAsmmfDmmzm^tzijfe*, 
jlitSo ^%m<Dy5m^iZs URLC10^HLA-A11 ofcO-HLA-A03(Z)kJ M 

4R£ tl£'>& < 1fc10©HLA^fgllt" £ AJifflJj&CDiifiiPM ICjg U T IN £c 

[0167] *3§B,B©^&&% K©^Ttlfrt/c&^tl£>£=l-K1~£ 

t/c, K©^TtlA^Jl^l-^xdrV V-At/ctiAPC©^-^ 

^ri&IIIf•So l¥lffl(CdNT(i, r I X. ©If, ftlZ&f£B%(0 

© 7 £ 51 > <h L T ©f£ffl (C ^ IN •T IE® L T IN £ 93# £#M £ tl 

tci\ JPX.T, %.mfc&%m&Tztcisbiz*f£B%<Di5mz&mTzzttf-e 

v — A£<fctMPC&% fu§E© rv. xdpVV —Aj , rv I . trCJl 

(APC) j , ta^mz rx. ^7°^ K\ xdpVV-A, APC, a<fct^c 

TL^ffllN^^j © (1) ££# (2) ©JllC£lNT!¥£!i;*tlTlN£0 

[0168] sy©H*i(cfc^NX, ^B^(it/c, miZWZifmTZtfMzttTZfeMfc 
J2TF©^ <fc lJ ji 

(a) ^^B^©^7°51 K ; 
(b) K 

J 

(c) *fgB£©/*;^ K£g#©il®±(Cjl^-t£APC ; 

(d) ^^B^©/^7°51 K£g:t©il®±(C}1^1-£xdr7 7 —A ; 

(e) *fgB£©CTL0 
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[0169] 

J2TF©E£<fcyjiiR 

(a) 7°51 K ; 

(b) K 

J 

(c) *fgB£©/*;^ K£g#©il®±(Cjl^-t£APC ; 

(d) ^^0^©^7°51 K^S#(Z)^®±(Cjl^1-^xdrV V —A ; 

(e) *fgB£©CTL0 

[0170] £>£1^ *fgB£&££>£, URLC10£fg^T£AV^JS©ii^£PM-r£ 

(a) ^^0^©/><7o51 K ; 

(b) ^0^©^7°^ K£fgii^tg&m^-e=i- Kt£tf U K 

j 

(c) *fgB£©/*;^ K£g#©il®±(Cjl^-t£APC ; 

(d) ^^0^©^7°51 K^S#(Z)^®±(Cjl^1-^xdr7 7 —A ; 

(e) *fgB£©CTL0 

[0171] sy©H*i(cfc^NT, *fgBJ3£3;fc, URLCW&f£mTZ>tfA,lzttTZft&Ifc 

^ t&tcdb(D t /c tt 7 £ 51 > ©MJS (C £ , £l~F © ̂  

(a) K ; 

(b) Kt&tf n K 
J 

(c) *fgB£©/*;^ K^S#©^®±(Cjl^'r^APC ; 

(d) ^^B^©^7°51 K^S#(Z)^®±(Cjl^1-^xdr7 7 —A ; 

(e) *fgB£0CTLo 

[0172] £>£1^ 
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(a) K ; 

(b) K^^Eiwt^ff#n-e=i- KTu 2 7 K 
J 

(c) *fgBE©^7> K^S#©^®±(Cfl^-r^APC ; 

(d) K^s#©^®±(cfi^-r^xdrw-A ; &&& 
(e) ^0^©CTLo 

[0173] 

tctsb(D t-tci&l 9 J-yCDWk^ZfctfZ), 

(a) ^SgBEtD^7°^ K ; 

(b) K£mi^f£&ff^~e=i- Kf•; 2 £ K 

J 

(c) *^(Z)^7> K^S#CD^®±(C^"r^APC ; 

(d) ^0^(D^7> K^S#0^®±(Cjl^'r^xdr7 7-A ; £<£# 

(e) *fgBJ3tf>CTL0 

[0174] URLC10&m%iTZ>tfMZtttZ>ft&Jfoig%ffi&TZ>M¥K) 
ili^Iilti./cto0^i^/c(ii^-e^oT, ^0j©^7°51 Kt/c(i 
^ u 27 is*? F*n¥mz^m^nz>$mtmzm^3.tcizmmttz>® 

[0175] foZ>\,^ *fgB£&, 

URLC10£^lT£^A,« 

®i^it£ PI# 1" & tc&)(DID&S £ /CI&URLC10£fgll f £ ̂  A, (C M t~ £ 

(a) T|S;^0^(Z)/><70^ K ; 

(b) ^0^®^7> K^^iiRrtg^MH"e=i- K-T*# K 
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(c) ; 

(d) K^S#(Z)^®±(Cjl^1-^xdrV V —A ; 

(e) ^B^0CTLo 

[0176] ^BAPC, 1*7 

7 - A £ <fc /£ /c&CTL £$^1" £ d <h (C <£ <-J, URLC10%mMT Z> ^ A, £>£ 

o APC, x 

* 7 7 - A £ <fc X?/ £. tc IZCTLZ&S-t Z URLC10%mMT Z> tfA, 
lZtttZ%,&lfcig%:m&tZZ£tf-el*Z0 *<D£?tetfA,<DmiZ&, fl^E 

?L£PA,s rPHfl£PA,s ISWIffliS^A., 1^^, Srfr^A,, # 

Mis fPH^A,, fuizll^A^ Mtf/os slilnlWA,, d3<fct^lkpP 

K, APC, i*7 7-A£<fctf/3i;/cttCTL££-£-r£C:£lC 

<fc <<J, URLC10£fgSEf £^AJWcftt 1"£ d £tf-e$2> 

o Ifc^oT, 

£ fu (c, M1" £ ft & © £ j§93 fe (c a £ U RLC10 (D fgSE U ̂  J U ii ̂ £ tlT 

^ ̂  9 fr^mmt z>z.t t<u t L 
[0177] L/cA^T-H*i(Cfc^NT, *fgB£tt, URLC10£fg^r£tfA,©^£& 

fU ^©<£9 

T©l£Pg£#fr : 

i) fths^mt&ttM(D^mmiLfrbmi^ntc^wm,n^(Dm\-t\m 

ii) i) -e)iy^^tl/cURLC100^11 U^jKcS^\NT, URLC10£fgllf£ 

Z>®m ; 
iii) ±IB© (a) ~ (e) ft*'>& < ^ fc1 ^0>J$ 

uRLcio^^-rs^^^-rsM^tc^-rsispgo 

[0178] ^B^(it/c, URLC10£fg^T£^£^T£tt&lC&-£-r£ 

fcg>0, ±IB© (a) ~ (e) ft£'>& < «h 11 -D(OM^ 

&fi^$ivt^yi£tc[m¥mm^m\&tz>o *mm£^bizs ±§E 
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CD (a) ~ (e) jliR£tl£'>&< £ 

&tz 15%;u ©i;9 

i) if A, % M t Z> MM (D&BSMu. fr b WSL £ tltc^faUU ̂  CD URLC10 (D% 
mis'<ji>tkmfeTZ)&m •, 

ii) i) -e)iy^^tl/cURLC100^11 URLC10£fgllfZ> 

ZttMZ&'MTZ>®m ; 
iii) ii) Xn^tltcttMtks ±IB© (a) ~ (e) frb ft £ I# <fc 31±R 

SSPgo 

[0179] ±§E©^")i(Cfcs^TURLC100^11 

ti£ £{fctijN-(c ps££ tiftINA\ #yA. &s ic <fc y jfix^ ti/c#A, 
»£#kifi§l£§S^£fc?£ U<ffllN£d£tf-e££0 ^^^©URLC10© 

URLCI0»{K?©$E 

¥^^70P-7>PCR^IC^y^t" CDNA"7 -f ^ • j7 U 'f 

y-fv^pyhii, RT-PCR&&£) , \)RLC]mfc^mmm^%:$iW 

#£ffliN£ £fCs <fc <, z.(D 
MnlZ&s URLCIO^/c&^CDlfrjn izttt&$n,W(DlftL^ U I^JfiL 

^ is ̂  J HZ S-3\vX £j§93ft IZ £ 11 Z> URLC 10 CD %l% Is ^ J l> £ M L T t <fc IN 

o URLC10tcMf &trCft©JfiL^ U IN•T?j 9 £ £ ft 

X$s $!*.#. URLC10^y/^M^^©^^ F%#iIWs£ bxm^tcm 

mftmmfcfc (EIA) , (ELISA) , 
mMfe (RIA) IN 

[0180] If, WLCW%f£mbte\,^ffi&£XfiMl&lZ&^T&s URLC10©fe¥^tl 
i?ofctd:^A,^^Idhti^:v,N0 L/c^T, 
A,» £ /c tt ^ A,« % # frMtlim (C a IN •X s URLC1 £. tc tifB 
mm^ m$ i±i $ ntc iz &, tmMo if A, &URLC ud%f£m,LT^z£$m 
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TZZttfitZZo t/c, URLC10£fgIl1-£^£^Lft^i;©M§^ 

-o T, URLC1©Iff 

tetii £ tlfdMo'lZ &, MZURLCW&&m L T ̂  £ <h ^tUfff 

ZZ£tf-et*&o &£, £#A,tfURLC10£$&SE 

^Jlfftis A,1£gp&•=>$!& £ ti/cttctt A,% 

l£ll<h(D];b$i^d; y ttet>t>s 

ttt&LTs mwittM.(D±fammiz.inttz> 
m Is<<Jlstf±W lTlxi>£its ^ A, &URLC10£m% UT V,N£ £ 

$MTZZ£tfi*%2>o tc£z.&s If^MU^U<hJ:b$$LT, '>&<££ 1 

0%U±)iy^^^©^l±lM^AL/ciI^(C(i, mtt&<DtfA,teURLC10^r^g 

$fS L < &25%£l±s J: V B£ L < &50%&L± 

IA\ 
t/cURLC10(Z)$E¥^t/c(ifliR^(Z)^tl±lM(is VVizfrT 

;i/ft: K3'j 

X * - e > ©*i!±! & IZ M L T UJHb L T M L T fc J: 

[0181] ±IB© (a) ~ (e) fr£&£S¥<fc y 

£liulCU ft&©HLA§y£?t^T £££;&<$?£ lAN 

o IB^y#^ : U 7 

UTte, HLA-A11Hte©tt&£5I 

IB^U#^ : 5, 1, 6, 3s 12, 22, 14, 16, 18 

, 15, 27, 17, 30&<£t;31©^fr^MiR£tl£:P$ 

Fizm^tz^®!LT(i, HLk-mm'&VttMtkMSRtZZ. 
££>m£ IA\ 

[0182] *mn(D^-J3- F£\\ik£(Dm.^w^m^t^>o 
fMTS>^11^11 J:l^o 

£*§•&, m^m^izm^tits &M<Dm-&8L(D&m&~e$>zz. 
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blzm^tl^l\ £fc% mh77- (WO2002/072631) , 

- (Knabel M et al., Nat Med. 2002 Jun;8(6) :631-7.) 

ft£0 FtHLAtCDm&mts &%HDJj%lZti£z> 

XMM't'& Z. t. Altman JD et al., Sc i ence. 1996, 274(52 

84):94-6, WO2002/07263U WO2009/003492, Knabel M et al., Nat Med. 200 

2 Jun;8(6):631-7.#) 0 ^0^©^7°51 K(C^ 

^ U PBMC£#J® Lfd£CD4Pitt«£flM U 

7P-+M KP< h 'J-T^-rSd^tCcfcy, ^0^©^7°51 

^tu. tik-tf/Z-tcm^mZs *fgB£©^7> K(C^#|ft&CTL£ 

$ 'J >?Tzzttf-e$zo 
[0183] XII. fr.fe 

*^£££>1;:, *fgB£©/*;^ KtC^-rStrC^^^-r^o fcftlAN 
^(i^0^©^7°51 K(c4#s0*Hci^r U ^0^©^7°51 

izttHfi-SLtei* (t/c(ill< iS^rl"^) 0 S!J©II*§(C£INT, ^©cfc-p&in; 

mts HLAft?t(DMMV<y?F&mfflT&in;#s 

o ISSlSi^TfSn/lJir •?> 

ci^^-e^So Ftomo 
Hfc-Sfts K©#ST-ePI#^ft^if^ Z.(D$KW1$*mn(D 
/^7°51 K (C^#S^](cip-n t" •?> il <h t^Tjk.iS ft •So ^^B^©/^7°51 K (C£t"f" £tri 

^ ftt# Z> o 

[0184] *fg0£tt3ifc, Kt L < 
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•Mm t Z> tc t£> (Dm * ft T v -tr -f >£ %t Z> 0 t O <fc 9 ft 

7-^^ft^P7h^77S, 
(ELISA) , (ELIFA) m^t^tfztI^ICPS 

^ •T? m %u (D m * & ft ^ ft 7 y -tr -< ^ © is m ft T? ?r 

[0185] URLC10£fg^T£AVi,£&diM#£ft^ft®^b&lC 

URLC10£fg^r£jb^©&di. £<*:tmi§#tHC£; 

^T^J*ft(C{£ffl£tu ^©<fc9&^©0!Hctt, mmtfAss ¥Ltf/U 

flA^A/s ^;3S^A/s #^Sfi. IP 

Htf/U tuii^^Xs sIHWA^ 

[0186] M A.&'E J <7 n-1~)l#ifa3.tc&tf,J <7 n-1~)l#ifat<i: 
£(D&M(DMWi-em^zz wxtezcowfattftK 

t^X(D0^7,(Dif^) <7n~i~MK 
ftJSit/fy 0u-i~)^%W, t. t£bX}lZmfe^W®k7LlZ&[')ftW: 

^tltc^-t 7trends<fct^b MbirC{fc££ ^(C-a^tf^o 

[0187] fttt£?#£fc&©in;JI£ KtKlifOlf 

K-&. <b^$icj;y, t/c 

i¥ft#>£(c <fc y mz> z t tfv 
[0188] fimffiMt UrH^btlZ'*?? Ktt, *fgB£©/*;^ K£fctt*fgBJ3© 

^7°^ K©»T>T-eS>oTJ:iNo t/c, ^7°51 K^ 

tv7-> (KLH) tfJifcp-C£>£0 KLH^^ t/c, ^ 

M#i? tc & ̂  T MP -e & & 0 

[0189] ^jou-y^ 
fa*§£• (C tt, IfflJMiS-(crn ̂  b tiZ>£!« t (D%#jt(C A 
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tl%> Z t ^ lANc —SlSfg (Rodent i a) % (Lagomorpha 

) s (Primate) CI <h^'0 

-f+fJU (Macaca fascicularis) % 77tlJf~if)\/s iScfcTJ^VS V 

(Catarrhini) (ISttfMfJU) (ZWU^#£tl£0 

[0190] 

>MSJ:£^7K (PBS) , ^iI^7K^-e^lKL 
, K£1±£O 
&z<Dmm<Dmm$i7iS3.'<>\*tM'&u ?ubL/cm. pssuAtuc^-r 

^M©7P-r > h<h;f^L/c 
irCJI£. 4-21 B d'<h (C£ d <h W£ IA\ M&g. 

JP(CM 
[0191] -i-)\,fcmz. f&'mmzihi.m*(Dpfim. 

mUT& Z 

^7 • - T) U Jrc^ £ # O® # £ §£l£n;i <Q ^it L T t ^ 0 

3- K^iS^r^1±/c7 7 < -7^-12=> A^m^tc±.X\ Z(DWfi*k 7°P7M 

>At/c&7°P7M 

*S o 

[0192] tu-i-Mmzmmtziziz, ^mkiz^m^^m 
©±H£flls§Ufc±-C. PS?LiM^e>ft^«£0JJXU «S^C{*t£ 

Pfi?LK]t)©#iS 
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m L /c iiii® & IN & d t & z o 
[0193] Milstein et al. (Galfre and Milstein, Methods E 

nzymol 73: 3-46 (1981)) (Djo)£iZlfe-z> Zs ±§E®ft^$ffllc!l<h#Mflfi$[l]l[!l£: 

[0194] mmk^^Z^-oX%btltcJ\s( 7"U ^tl£>£HATi£±fe (t^*^ 
y^-y, 7$ J 7°^ u x a<fct/51 $ *>*>£#fri£±fe) ft£©*l2£ft ftjiiR 

i£±fe^ T?i£^f £ d <h (c <£ T jiiRft (c 

% HATi£±fe^T\ FJTM©/W 7'J K —vSr^ffeCDf^T©^!® (#S4^rlfflJ® 
) fr^Mi,'t^>(Diz-\-^ti.^W[ (0yx.ti^sreiAv,Q^jsrpi) iz^tc-oxwtw.'t 
&0 ^(Dm. ^ft&Psi^R£fTi\ pmfDfcfazm^TZ'^?1) K-

'j — ~y V&u — ~y Vtz> z. z>a 

[0195] /\^yj F-%mMT Zfctf) iz#t: S±IB©^ 
(CJPX.T, EB^-f JUTJCJilfeL/c'J h U >AE££, ^7°^ K 
, ^7°^ K^^HLTIN^-II^ VkTSPlCfclN 
Zft'mtZZtbT&Zo >X^?\ U266tezommz 

hfi:£#M«<hS^£l±T. 1^7°^ K(C|^ 
K-^£t#£d<h^-e$£ (4# HHBp63-17688 

^") o 

[0196] m^Xs %btitcJ\47V 

TZo %bntc=£J tn-j~Mn,fote. $yx.fc£\ WkT>^-lPJxttWL. 7° 

PTM >At L < &7°P7M yGtl^As DEAE-r ^>55^ p^ h^77^-

s ^/c(i^^0^(Z)/><7o51 K^rlnn" ̂ •t±/c777 -f — ̂  — y ffMt" 

[0197] &£IN&% ft^L/cU 

t; <?n-i-)\/$n.W(DmMlzm^&Zt 
[0198] d©i;9 (C 

M^PUC^yilMI"3d (MPL^S MacMillan Publishers LTD (1 
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990)IZy 15 HI T'TO fa ^tl/cs Borrebaeck and Larrick, Therapeutic Monoc 

lonal Antibodies£#0S£tl/c^) 0 1—Kf£DNA£% tfC^ 

->^U M^/></7^-(C^AL/C±T\ ?silfflJ^C>IALT, 

W*k'mWktZ>Z.£1?X^Z>a *f£B%i&£fcs ±§E©<£9 (C LTllS^ti/c&i. 

[0199] i?lzs K(C|p-n f'SPSys J/L^COlffin 

-O X & <£ lNo J/L^lffjn (is KfrCOKJ^Ip'n P^lll 

trC^ISf^^ Fab, F (ab') 2, Fv, t/c 

it m & £ tan a 5fe <D F v if n- ̂  jgia & u > ̂  - iz t. T Mn ̂  n x ̂  & - * 
fHFv (scFv) XS ~o T <£ lN (Huston et al., Proc Natl Acad Sci USA 85: 5 

879-83 (1988)) 0 <£ y > % /c&^7° 

wmfgs^^-icjfAu 
Z11 tfX^Z) ($!lAJi\ Co et al., J Immunol 152: 2968-

76 (1994) ; Better and Horwitz, Methods Enzymol 178: 476-96 (1989) ; PI 

uckthun and Skerra, Methods Enzymol 178: 497-515 (1989) ; Lamoyi, Meth 

ods Enzymol 121: 652-63 (1986) ; Rousseaux et al., Methods Enzymol 121 

: 663-9 (1986) ; Bird and Walker, Trends Biotechnol 9: 132-7 (1991)£ 

#^£ftfclN) o 

[0200] trCtistt, (PEG) & £<Dffi* t (Dffi^lZ <fc o 

trift&s trL#&fc¥falZ&1foTZZ£lZ<l:z>Xl§ZZttfX$Zo Ztib<D 
i&M/klts ^ S % ft !? X I'M $j B^X&ibo 

[0201] X&BJKD&imAs #£\*fcmzm&t2>psg.fti&££\*tiiteiz 

(CDR) ts k \-tt,mzm%iT<7(FR) £ 
MkirHttLTW&ZtbXZ&o "tfD&otatiiW 
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fc Mbte, StfcflsGDCDR 

Verhoeyen et al., Science 239:1534-6 (1988)tl/clN) 0 

Ts t: h RT^ 

£>£o 

[0202] t h©7 t h RT^I 

^©<£9 

0J3.J& -f>lf KPtf)^ 

/<$T U ^7 7"^ 

U tl'i) ($!JxJi\ Hoogenboom & Winter, J. Mol. Biol. 227: 

381 (1991)) 0 HOJfUc, khM^P7*'J>Ifem ftHt4ft^yP7" 

U 93#ft £ fctt^lC^l^b£ tltz h 7 >X Vx " y ^7 

^;U£v^;UC>IA1~£d<h(Ci:-3T. t SirCft£fE§!it"£ d £ 

d©77°P-^£. 0!l A.^S^fF^6,150,584^ f§5, 545, 807^ ; f§5, 545 

,806^ ; M5, 569, 825^ ; f§5,625,126^ ; 115,633,425^ ; f§5, 661, 016^(C 

lBt^tlTl/N£0 

[0203] ±=E©i;9(CLTtfbtitctiifotes "CffMMit 

& —B$}te$y^<7WlzttLTm^>bti&#S& & £ <£ (c fi£ o T. 

tfs 77< -7^ — <7 PT h^77< -^^7A^P7 h^77^-

7-fJU*-, Pg^Jli®, ^/Ts JS*/K SDS^'J 7$ >) JUT $ K^UBSUIcKk 

a J: £ m MftSbateH & J&W tz 3§^ L ̂  o B tt Z Z £ IZ J: V, 

ii £ tf~C $ & (Antibodies: A Laboratory Manual 

. Ed Harlow and David Lane, Cold Spring Harbor Laboratory (1988)) 0 

7°P^M >A;b^A£i:t/70P7M >G^7A?:77^ -T^-^7A^:LT 

teHTZZttfv$Zo yht>?Aiztes m 

Hyper D% P0R0S% & iit/Sepharose F.F. (Pharmacia) ff-^'^.tlZo 
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[0204] ^ • 7 h^77 -f -C77 -f -7^ — £ P"7 h^77 -f — 

'f^V^P7h^77'f- p-7 h^77 -f -

s ^||^P7h^77^- WM<7U-?VV=7-? 

Z (Strategies for Protein Purification and Characterization: A Labor 

atory Course Manual. Ed Daniel R. Marshak et al., Cold Spring Harbor 

Laboratory Press (1996)) 0 0 P "7 h 9=y 7 4 HPLC£<fctfFPLCft 

£(Dy®&0 P "7 h 9 7 -f — (C <fc o T^T9 £ <h #-C $ £0 
[0205] p^jt©^ (ELISA) , 

& (EIA) , (RIA) , (IF) 
^^0^©i/L't:^©i/Lj^ip*n'/:Stt^}iy/E'^" Z tl £ $ •2)0 ELISA (Z)^n"s 

*fgB£ 7° U- h±(Cg^bU K£§£7°U- Fizm 

JP U ^C}/[{*j^£ilfflJ®©i£#±;i 

OtftN-Sr^JPf £o —&#[{*:£ ISIS U TJUti l)7 $ 

£(DW-MZWM^Utc—yK^KW^M\\ U 7°u- Vk< ht§0 

P-- KP7 x-JU'J >It^^©g*SK^I^7°U-

i/P U% ^T/iy/E U T» iS^4©i/Lj^|p*n'/:Stt^p¥'fffi'^"'?>o ^{^©Ip^/Stife 

zwmtztMz, Fcom^^Wst L 

BIAcore (Pharmaci 

a) 

[0206] 

Z d £ IZ <fc y, ±§B© <fc 9 (c <fc o T*fgB£©/* 7°^ K©*i!±! £ /c M 
RTfglC&^o 

MTL&S tt&©jfii>$tijN- ($yxJ£i£n;i§i^) 

Z^%m(D^9^F^\^tZtclSblzm^ZZ.£^^Za 

. ^©Mt^ ($yxJ£l£n;i§i^) ^B^ 

©^7°^ KSrffllNT&di'f tt&©Jfr&ti&4n;:£lNT*fg 

B^©/^7°51 Kt/c(i^B^©^^)iy^L/ciSm(is *fgBJ3©2j£^ftMj$$l 
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'J y?\z\9L 

iLX&ZttfX^&o tctTLltW^yt K 

iztttz>tt.fo$:^tz>BM&s w^yiztttz 
{ytcfr-o X, Kli, K£7 

t^ytLX&^-Ltct^lZ, CDjm^MMCDtrcte£<h 1"£ £ <h (C 
<fc -oXm$RtZ> tc1to<D4 A y 7 v iz -f ffltrCH «h L xm t & Z £ tfX $£c 

[0207] XIII. 

K£r P — Kf •2>7t\'J2^U^"51K 

[0208] s<W-lkAmm (flUtf. JM109. DH5a% HB1 
0U Sfc&XLI-Blue) LTAm(C£j5£f £*I^K *<<? $— \&* AH 
sft-ei^i-t^/cto© r*fg^E£j £. ^m%i^^UtcAmm^M^Rtztc 
tsbCD^-ti-m^ (flUtf. 7>^>'JX ^+M^'JX t>i-v( 
*>ys ^P7A7i—n-ju^©nti(c<fcoTMIRZtiz) 
£%%tZ'&mtf$>Zo M13SV<£*-, pUCSV<£*-, pBR322% p 
Bluescript% pCR-Scr i ptH£:^H,\£ Z. £ tfX^&o JQX-Ts pGEM-T% pDIRECT 

s &&XfpT7%i£.tc±3&<D'<<7$ — £MffilZ$n— — y9<Dt£lsblZM^Z>Z. £ 

tfv$Zo F<Dm£.izm^zWi'&iztes 

Mmm^TZtc6blZ±m(D&ffi.%:^TZ>!&WtffoZ>o JM109, DH5a, HB101 
, t/c(iXL1-Blue^^©Alia;&?si»«h bXm^Zm^s 

m?L&s lacZ 
-?U=£-$- (Ward et al., Nature 341: 544-6 (1989) ; FASEB J 6: 2422-

7 (1989)) % araB7°P^E — $ — (Better et al., Science 240: 1041-3 (198 

8)) , Z(D£jzmi;Xs pGE 
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X-5X-1 (Pharmacia) % rQIAexpress:>7>:r Aj (Qiagen) „ pEGFP% JS^t/p 

ET (d©Jf^ L< &T7 RNA^'J * 7tZ>ZL2MJfoZ> 

) %±fd,(D'<W-(DiJtfrVlzm^Z>Z£tfT:':$Z>o ^ 

7°^ FfiB(Dtclsb(Di/<f1-)l^7°^ K^Hs©^',! 

7°^XA(C^;$^1i pelBi/y^-jUB^y (Lei et 

al., J Bacterid 169: 4379 (1987)) ^ 

hP^U —:>a>;£ 

^"a ̂  tl •?> o 

[0209] (flUtf. PCDNA3 

(Invitrogen) „ &^t/pEGF-BOS (Nucleic Acids Res 18(17): 5322 (1990) 

) , pEF, pCDM8) , $ - (0!J;Ltf. rBac-to-BAC/< 

*ZLP£>NU3J&3E&J (GIBCO BRL) , PBacPAK8) , 

- (flUtf. pMHU pMH2) , -(- (flUtf. pHS 

V% pMV% pAdexLcw) % U h P 0 -f $ — (0!lz.Wf% pZIpneo 

) . \\Z*T (Pich.a) KJ (I 

nvitrogen) „ pNV11% SP-Q01) % &<£tJ^£]p|li (Bacillus subt i Lis) Efi^© 

(0Utf. pPL608% pKTH50) *fgB£©# 'J ^7°^ K©jt£ 

[0210] ^^-£CHO, cos, 

SblZlts s<<7 $-l£Z.(D£^ti:lmBlZlntf&m%lZij&W<Z~?n:E-$-s ffl 

7LI& SV40 7° P — (Mulligan et al., Nature 277: 108 (1979)) , MM 

LV-LTR7°P ^E — $ — % EF1 a 7°P ^E —^ — (Mizushima et al., Nucleic Acid 

s Res 18: 5322 (1990)) , CMV^P^E-^-^ £<fcL < 

W*m$RtZtc6b(D^-t)-mfcT (flUtf. Mm (flUtf. 

, G418) (C<^TM^£ti£lit)Itttm{K?) *kMtZx&WtffoZ0 Ztib 

ow^mtzmm^t-oimziz, m&'pMAM, pDR2% pBK-RSV, pBK-

CMV% pOPRSV, £i:t/pOP13^#ttl£o 

[0211] ±iE^B^(cs^<^B^©n*i^^T(c^y^'r^^\ *f£Bmzztibizm 
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«{!St4T« (CTL) m 

£157' $ J K : 

(a) IB^S^ : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17 

, 30£J:T/31fr^&£^Ull}R^ft£SMMm ; &£Zf 

(b) lB?y#^ : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17 

, 30£J;T/31fr^&£g¥J;yg}R£ft£:P$ yltlB^C^LT, US, 2{®, 

WA&£Zf/£tctetttlQ$tLT^Z>77 

$ J ltlB?[Jo 

[2]£IT<D (i) ~ (ii) K 

(i) •• u 
(CMUT, J2TF0 (a) ~ (d) ij HSJ^±<Z>g&tf ;* 

ntc7$ K = 
(a) UMmfrb2mg(D7$ K'jX -fyp^> 

y, p-f$/y, 7x y5Iift;**i£ 

(b) N^^ig©?^ y|t^, P-f*>>, 7I-JI,T=7-y. =5-

p:>y, -f yp-r 

(c) N3^re/^7#@tf)7$ JW>\ P-<^>s 4 yp-r^y, ^Pi/ 

y, / < g y & d: t/ 7 x - JU 7 ̂  - y e> & & y MiR £ it ics 

(d) C^07$y|t^\ U ^y££Tmi/*-yfrib&£g¥cJ;l'.J)l 

( i i ) 13^#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30 

fo^t/SIA^^^^^y^R^tl^T^^ltlB^JlC^UTiilT© (a) ~ (b 

) i Jstis^£#fr^ 
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7°^ K : 

(a) P^>>, A'JX 

-fyp-r^x -tru 
£7$ y^CS&StlTl^ ; 

(b) 7;u*->s U^X 

y^lCS&^tlTl^o 

[3]|B^y#^ : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17, 30£ 

<£ t/31 ̂  e> & £ I# <fc y 31±R £ tl £ 7 $ J ItlB^y £> ft £, [ 1 ] (C IE® © ̂  7°^ 

Ko 

[4][1]~[3]©lNl*tL3bN-]ItCiB^©^^ K£P- Kt" £, #'J 

Ko 

[5]||^ft(Cl^£tl£l.I{*<h, J2TF© (a) ~ (e) 'J tl 

Z '>& < £ 11 -D (Dj$fi £ £#iLiilj^i : 

(a) [1]~[3]©^Ttl^-lI(C|E®©1ffllIt L < K 

j 

(b) [1]~[3]©lN-ftI^-IKCIE®©^^ K^^RTfg^^-eP-

Kf £1ffl§St L < K; 

(c) [1]~[3]©lN-rtL^-]ItCiE^©^^ K<hHLAj/[Jl<h(Z)*t^{*£ 

(APC) ; 

(d) [1]~[3]©lNl*tL3bN-]ItCiE^©^^ K<hHLAj/[Jl<h(Z)*ti^*£ 

S#©^fflfl§^®±tctj|^t"i>x*v v —A ; 
(e) [1]~[3]©^Ttlfr—II(C|E®©^7°51 K£Hftj£t"£CTL0 

[6]fulE^^T© (a) ~ (d) £^1-3 

©J$#"C£>y, CTL£g|gt-£;/c&©Mj$J$l"C£>£, [5](C|E®©M^ : 

(a) [1]~[3]©^Ttl^-lI(C|E®©1ffllIt L < K 

j 

(b) [1]~[3]©lN-ftI^-IKCIE®©^^ K^^RTfg^^-eP-

Kf £1ffl§St L < K; 
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(c) [i]~[3]©iN-f ^twimmtco^W^ 
(APC) ; £<£•£/ 

(d) [1]~[3]©lNl*n3bN-]ItCiB^©^^ K<hHLAj/[Jl<h©*ti^*£ 

V-Ao 

[7]^ft&|J5£t)"e£>£, [5](C|E®©II^o 

[8] (i) # A, ©*&}£* (ii) # A, 0^19^ £><£# (iii) A,(DW&(DW%(D 

llClEijCDMj^o 

i^tf^znt^m^^mmtztcisbo, [7](CIE®©II^0 

[10]^/^, SilSft^A,, fL^A,, fjlWIfflJWA,, 1 

tfA,s tuii^^Xs itfX, SIIIPB 

A,, a <£ IfcSBMMffiJlfr b ft Z> I# <fc y ]14R £ tl £, [8] £ /c tt [9] (C IE® 

©Mj$$lo 

[ 11 ] HLA-A11 £ J; t/HLA-A03Av ^ & £ I# <fc y M$R $ tl Z> '> & < £ fc 1 ^ ©HLA^ 

mi&-?:-foZ>ttM.^(D&J3-(DtclsblzmMk^tlZ>. [5]~[10]©^Ttl^-II(C 

IE®©IIJ^to 

[12]J2TF© (a) (b) fr£>fc£i#<fcyMiR;*ft£IS!Pg£^ik\ CTLg§$ 

(a) APC^r, [1]~[3]©^TtlAv—iKClES^^y0^1 K<h-T > ^ h •, 

i^kMv t /c (i 6 ISP^s £<£T/ 

(b) [1]~[3]©lN-fn3bN—]IJC|E^©^^ K^: =1 — K1" £#'J U 

^ K^APCJC^A-rSSPgo 

[13]J^"F© (a) ~ (c) fr£>fc£i#<fcyMiR;*ft£IS!Pg£^ik\ CTL£g§$f 

&J5)£ : 

(a) CD8Pft£T«£. HLAKJl,h[1]~[3]©lN'rtl^-II(C|E®©^70 

TFt m%^w * § %(Dmm± & APC t mmt & 
(b) CD8Pft£T«£. HLAKJl,h[1]~[3]©lN'rtl^-II(C|E®©^70 

^ K t m%^w * § %(Dmm± & x * y y -At m%mt & 



WO 2016/021510 78 PCT/JP2015/071839 

(c) ±tCHLAtfCjWs £ <fc y ^£ ftfc [ 1 ] ~ [3] (D IN "f tlfr-If^ 
tmo^y0^ (TCR) (D&y-7=L-y h£=l-K 

K£CD8PlttT«(C>IA1-£l£®o 

[14]HLAKJl,h[1]~[3](Z)^'rtl^-II(C|E®©^7051 g#0 

•SAPCo 

[15] [12] tC IE® 0)15% i/Z^-oX £ tl £, [14] td IE® 0APCo 

[ 16] [ 1 ] ~ [3] CD IN ttlfr—II (C IE® 7°^ K <h 1" £ CTL0 

[17][13](C|E®©73)i(Ci: -oXmm^tl&s [16](C|E®©CTL0 

[18]J2TF© (a) ~ (e) frbti:2>m£ V MRS tl£'>&< 1fc1 

(a) [1]~[3]©lN-f tl^-lI(C|E®©1ffllIt L < K 

j 

(b) [1]~[3]©lN-rtl^-lI(c|E®©^7°^ K£fgll^t£&m^"e=l-

Kt£1ffl§It L < K; 

(c) [1]~[3]©lN-rtl^-lKc|E®©^7°^ K<hHLAj/[Jl<h(Z)*t^{*£ 

(APC) ; 

(d) [iWS^N-ftifr-lItclE®©^0?1 K<hHLAj/[Jl<h(Z)*ti^*£ 

£i*y y—A ; £><fctf 

(e) [1]~[3]©lN-ftlfr—II(C|E®0^7°51 K£Hftj£t"£CTL0 

[19]J2TF© (a) ~ (e) frbti:2>m£ y tl£'>&< «h fc 1 ZXDj&ftZtt 

(a) [1]~[3]©lN-f tl^-lI(C|E®©1ffllIt L < K 

j 

(b) [1]~[3]©lN-ftI^-IKCIE®©^^ K£fgll^t£&m^"e=l-

Kt£1ffl§It L < K; 

(c) [1]~[3]©lN-ftL3bN-]ItC|E®©^^ K<hHLAj/[Jl<h(Z)*t^{*£ 
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(APC) ; 

(d) i]]~i3](D^tnfr-miz.mm(D'<-f3L FtuLmmtfD&'&fo* 
v —A ; 

(e) [1]~[3]©^TtlAv—iKClES^^y0^1 K£Hftl£t"£CTL0 

[20] [ 1 ]~[3]CDINT7°^ K IC^f &trC^o 

(a) : U 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17 

, 30 & j; m 1 AN e> & z> m £ y 3i±R £ n 3 ̂  $ J itra frb & z> it® y $ J it 

IB^C^LT, H®, 2{®, t/c(iM©7$yit^S^S^, jfA. 

a <£ T//£ tz £ tltz y $ y ItlB^y ISPg ; 

(b) (a) -e{«L/c^lilB^y©^A^URLC10^(Z)lN^^^^p(Z)H 

(IB^y^l-tt) 

ZWtm ; 
(c) (b) "CjlJR L /cltlilB^y Av <Q & £ ̂  7°^ K <h, APC££&M£1±£ 

; 

(d) (c) ©APC,hCD8PittT««h^gM^1±^ISPieb ; 

(e) ^©7$ K^ytm^ANSfettcfcyim^cT 

L0 

i22]tfA,izttt2>%,&fc{g%m&t2>tcdbmrnmom^^ ^ , \>xT© 
(a) ~ (e) ±^bt£&ffi&Vm^tlZ>>}>t£<t.lb\'D(D&fi(D{$.m-. 

(a) [1]~[3]©lN-f tl^-lI(C|ES©1ffllIt L < K 

j 

(b) [1]~[3]©lN-ftI^-IKCIES©^^ K£fgll^t£&m^"e=l-

Kt£1ffl§It L < K; 

(c) [1]~[3]©lN-f ftfr-JllCsE^©'*:^ K<hHLAj/[Jl<h(Z)*t^{*£ 

(APC) ; 

(d) [1]~[3]©lN-fn3bN-]ItCiE^©^^ K<hHLAj/[Jl<h(Z)*ti^*£ 
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(e) [1]~[3]©^Ttlfr—lltClES©^"^ K£Hftl£t"£CTL0 

[23] L < 

©^K©fcto©^ftMj^©$^s(C£tt£, J2TF© (a) ~ (e) frbftZ 

(a) [1]~[3]©^Ttl^-lI(C|E®©1ffllIt L < K 

j 

(b) [i]~[3]©iN-fftfr-Jiic§Eita>'*:^ K£fgil^t£&m^"e=i-

Kt£1ffl§It L < &*t$tffi©tf K; 

(c) [1]~[3]©lN-m^-]ItCiB^©^^ K<hHLAj/CJl<h©*t^{*£ 

(APC) ; 

(d) [1]~[3]©^'Ttl^-II(C|E®©^7051 K<hHLAj/[Jl<h©*tl^*£ 

g#©^l]&^li±lciji^t"£x*y y—A ; 

(e) [1]~[3]©^Ttlfr—lltClES©^"^ K£Hftl£t"£CTL0 

[24] tfMZtttZft&fc&Zm&tZtctiXD. J2TF© (a) ~ (e) 

&i#<fc y M$R$ nz 'p& < £ 11 ©^^©M : 
(a) [1]~[3]©^Ttl^-lI(C|E®©1ffllIt L < K 

j 

(b) [1]~[3]©lN-rn^-]ItCiE^©^^ K?:^Rrfg^^-e=l-
Kt£1ffl§It L < lima©# K; 

(c) [1]~[3]©lN"f ftfr-JllCsEiUZ)^:^ F tWimjWstOm^W^: 
(APC) ; 

(d) [1]~[3]©lN'Ttl^-lI(C|E®©^7051 K<hHLAJ/LJJI<h(D^LaW£ 

g#©^l]&^li±lciji^t"£x*y y—A ; 

(e) [1]~[3]©^Ttlfr—II(C|ES©/><7051 K£Hftj£t"£CTL0 

[25] L < 

Hfg^Brr^fc#©, J2TF© (a) ~ (e) £>&£!#<£ yjliR£ft£'>& 
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(a) L < K 

j 

Kf zmm*> u< mwmmtf K; 
(c) 

(APC) ; 

(d) [ll-CSl^^Ttl^-lKClE®©^^^ K<hHLAj/[Jl<h(Z)*ti^*£ 

§#©^J]&^li±lCiji^t"£x*y y —A ; &&xf 

(e) [1]~[3]©^TtlAv—II(C|ES©/><7051 K£Hftj£t"£CTL0 

[26] J2TF© (a) ~ (e) < «h fc 1 

\iRLcw*f£m,tz>Mmiztttz>Mmtom%&* 
ZiJj/k '• 

(a) [1]~[3]©lN'ftl^-lI(C|E®©1ffllS:fc L < K 

j 

(b) [i]~[3]©iN-fftfr-mzumfou? 
Kt£1ffl§It L < K; 

(c) [1]~[3]©lN-m^-]ItCiE^©^^ K<hHLAj/[Jl<h(Z)*t^{*£ 

(APC) ; 

(d) [1]~[3]©lN"f ftfr-JllCsEiUZ)'*:^ K<hHLAj/[Jl<h(Z)*ti^*£ 

V —A ; 

(e) [1]~[3]©^Ttlfr—II(C|ES©/><7051 K£Hftj£t"£CTL0 

[27] [n-^^^-rti^-iKciES^iffliit L < K^# 

[28] [1]~[3]©^Ttl^-iI(C|E®©1ffllIt L < K£TK 

J$$lo 

[29] [1]~[3]©^rftAwl(c§E«E©1ffl§It L < K<h7K 

}^(DUWt £-e$>-oTs 5III£ ti/c7K;§;So 
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[30] [1]~[3]©^rftfr-iI(C§Ei6©1ffl§It L < K\ 7j< 

h^afjNX7Jl/v a >Q 

[31] [5]~[11]©^Ttl^-iI(C|E®©II^^JjX#^tlT^^#^ £<£ 

XfTt/=L/<> Ko 

[32] [1]~[3]©^-rti^-iI(C|E®©^7°51 K£^fr/^$£j££!&!JtfJ|X$ 

£ ft T IN £n%5s 7*/ZL/<>\* J|X$ £ ft T IN 3ai; jtl&y 

© /c to £ ftT IN £ * v K 

[0212] *fg0J3 0^0^11 ICllil LT^0^lffl®(Cfc^NXl¥lffl(C|^0^ LT^fctf 

s fuj£®f£0£K£#^±s 

© u t L IN #j*§ 

o is$yft&^i$£auT. 

zttz<m* ̂ iifcs i; xffemtft (D*xtz^timz>z.t%n% izm MTZ 
tS)5?0 L/cA^T^0^(i, ±§E©f£0^C^T*I££ft£©Ti£&< 

s ^0^fFsi^©l5H&<fcft £ ©#Ml(C<fc o ft £ d <h tfM 

mznzo 
[0213] VXT. mMm*mMLT*%m%:£['jmmztmtz>o \>X 

T<oun. ijfes&xfimMmz. 
X ^WM£3df f ZtcSblZlt>%Z>-J5s -fcwnomw&lW$Z>tct$b(D 
bmzt&ts L tc X *fg0J3 © §Brn £ >£ L T PS •M t Z> Z t % MHI L & IN 

%0J3 (D £. tc tttti$ IZ a IN •r {£1" £ £ t T? $ £ o 

&fc\ ^0^lffl»(Cfc^NT?|ffl^ft/c^T®^TM«^ #M<h LT^ 

0J3$I1® (Citl^Aft <Q ft'So 

nwy 
[0214] jgjftfl!! 1 

HLA-A£<fctfHLA-B^1£t: KB 'J tebtftZTy 
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t\ < K u +rji/Wfflm&-e&zcosm% ATCCA^WA Ltc0 

[0215] HLA-MI 

HLA-A*1101^S^ft(C^Il'r^C1R (C1R-A11) It, MfflMti&t 

tco HLA-A*1101 (D^ — y°y <J >97 U-A£p- Ft £cDNA£PCR-Cii 

iH£tu p-->y£ti/c0 ciRiffle^ 

&&£tu G418 (Invitrogen) tl/cQ G418jl4R 

Iffl J® it G418 JP £ tl /c % # fr96 ^ x ) U 7° U - h CD 0 x J U ̂  If tl 

, £ £>(C30Bi£#£tl/co «tmA-A*1101©C1R«(C£tt£fgIl&7P-

"9"'f h;< h u-m/T-emn^ti/co 

[0216] URLC10a5fe(Z)^7o^ K(Z)fe*iilliR 

HLA-A*1101;fr^Ci^-t£lJRLC10fi5fcCD9mer£i:t/10merCD^7o51 

"n"^MJ"1^"-A- rNetMHC3.2j (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)£ffllNT^mfc0 

[0217] ^7°^ KCDi^fiE 

/N^7°51 Fits Biosynthesis (Lewisvi I le, Texas) 

h^77<- (HPLC) (C^Tfi 

lifeo 090%) ^tl^tl##rfflHPLC£ 

^7°^ RC20mg/ml 

-e^fsu -80°C-e^#L/co 

[0218] -f >bf Sp-g0CTL^a 

(DC) HhfiMJ/CJl 

(HLA) ±izm^titc^-f^Fiznt^mmmmmijy^m (CTD 
g^#u/co mt^y^Fnxftm^tc (Nakah 

ara S et al., Cancer Res 2003, 63(14) :4112—8) 0 Ficoll-Paqu 

e plus (Pharmacia) o Tfjif y=j- ^ y (HLA-A*1101 Pitt) Av 

vis=L (Becto 

http://www.cbs.dtu.dk/services/NetMHC/
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n Dickinson) 'vfa# £ "1± £> ^ ^Ls LT)ji 

IfsL/co 2%©liDi^kL/cgBlI (AS) £#frAIM-Vi£±fe (Invitrogen) 

1000 IU/ml©fIlii$^ P 7 T7—^P P——(R&D System) £ 

cfet^l000 IU/mLCD-r — l=K (IL) -4 (R&D System) ©#STt\ #• 

7ari0igm +M S2K xef^lL/cDC 
(C, AIM-Vi§±te^-e37oC-e30trP^ 3Mg/ml©/S2-$^pyP7"lJ V0#ftTt 
20yLtg/ml(Z)^^7o51 K^r/^UX L/co 

®±(CCD80, CD83, CD86, £<*:t/HLA^ ^ 7JI& ̂ ©DCM^?£fgSE LT^ 

ZxtoXfo-otc o ^7°^ K/^UX L/cdtl^©D 

C^:X$i0S|x)- (20Gy) (C<£ oT^F/c&'fb Ls CD8 Positive Isolation Kit (Dynal 

) ^:ffl^/cPitt)l^(Ci;^Tt#^tl/cSBCD8+T«(h1 : 2mtkmXM£> btc 
o Z.Ub(Di^Wt^i48^x^7°^—h (Corning) ^(CSfflL/c0 

% 0.5ml©AIM-V/2%ASi§±te^(C, 1.5 x KAJUX L/cDC, 3 x 10 
5/f|5]<Z)CD8+T7^ffl^i5cfctJ^10ng/mLCDIL-7 (R&D System) *MC L/c0 30^ 

, IL-2 (CHIRON) £ft«Jt20IU/ml£T-M L/Co 70 

§£<£#140 SIC, ^7°^ K/^UX L/cSBDC-eT«^:^ ^(C$iJ)i(L/co DC 

210@(C, 30@(D^7°T KM 

ft. ^7°^ KAJUX L/cC1R-A1 HCftL TCTL^t: h -f>^-7xP> (IFN 

) -r h (ELISPOT) j7 y iZ'f (CTISH L/c (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) 0 

[0219] CTLiiflt^lllf 

Riddel Ib (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) 

?5)£t$m(D?5)£%:i£m[.x, cji^mmTxmm^^tc0 CTL£, 5 x i« 
»/777^©7^ h7^ ^>>C(Ci;^TMiI^ti/c2ffl|I(Z)t; KB 'J 
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H&fi25m 1©5%AS#^AIM-V 

(AIM-V/5%AS) o a120IU/ml©IL-2£ 

tmrnmizmubtco 5, 8£<fctf11BglC, 30IU/ml©IL-2£^frfrP&AIM-
V/5%ASip±te^:% §£i£#tHCML/c (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) o 

[0220] CTL^ U-y(DWiiL 

963^]®^^ 0 • $ -i Jp — 701^ — (Nalge Nunc International) (C&^TC 

TL 0.3<@, n@, CTL£ 

, 1 x h^^>>c(c^TMii£ti/c2ffl§i©t KB 

'J 30ng/ml©tn;CD3tn;^ fc^#125IU/ml(Z)IL-2(h <h t IZ 

s itMl50Ml/^xjKZ)AIM-V/5%AS^±te^-eiML/co 10B&. 50^1/-^ xjU 

©IL-2£, IL-20gljiiaiiS^125IU/mUC^-ri><fc9^^JtetC^iJDUfeo 14 
asizcTL^tt±E3£m-<Djj%&&HurcTL?n->&tgm$ 
itfc (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) 0 

[0221] 45ilftCTL;m 

IFN-r ELISPOTZy-tr-f £<*:tHFN-y |#H 

(ELISA) o M#MIZIZ% K/^7L 

/cciR-AI 1 d x i04{®«/t7xju) urmmu/co mmu/cCT 
Ls T&frt>CTm£J:Z?CTL?n-y$:]timm£ LX{£HLfc0 IFN-y ELI 
SP0T7>>-tr-r £<*:tHFN-y ELISA&, m£MM<D^MlZfi£? Lfc0 

[0222] ^ElfrfcT&cfcrtHLA-M1101 
t/c(iHLA-A*1101©^--7°> U —T 4 >^*7 U-A£=l- K1~£ 

cDNA£PCR(C J:^T^lLfco PCRi^ijgt) $ -\ZOu-~y 9 
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tco T 'J *J\7 x $ $ $ >2000 (Invi trogen) 

— fcsi:t/HLA-A*1101 ©INf h^>7> 

7i^ h Ufco h7>77i^>a >A^2Bfi% h 7 >7.7 x £ h L/c« 

(Invitrogen) Ls CTL^tt/7 y t'f ©fci&0i^i 

m (5 X 10M®«/t7xjU) ^TffflLfco 

[0223] i£H 

URLC10a5fe(Z)HLA-Ai11017°^ KCP^I 

^1 ad3<fct>'^1 btt, HLA-A*1101 £ tl/cURLC10fi5fc©9mer^7° 

51 Kd3<fct^10mer^^ 0 HLA-A*1101 

fc&lCjliRU Ii^</co 

[0224] [|^1a] 

URLC 10 -S HLA-A11 9mer 

BHtt&B Kd (nM) E5IJSI-1-
98 RVWCHVCER 269 1 

164 EPMPFFYLK 382 2 

127 IAAVKIFPR 391 -> 
J 

108 NTFECQNPR 531 4 

64 LLLWALPR 789 5 

131 KTFPRFFMV 857 6 

144 SAGCAAMER 1492 7 

7 RQAPAGGRR 8338 8 

18 RGGRGSPYR 8884 9 

167 PFFYLKCCK 9856 10 

74 WTDANLTAR 10324 11 

[0225] 
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[311 b] 

URLC 10 -5 HLA-A11 lOmer 

M&&S 75/itEHJ Kd (nM) SBfiJ#^ 

63 ALLLVVALPR 78 12 

132 1FPRFFMVAK 346 13 

126 VTAAVKIFPR 361 14 

143 CSAGCAAMER 538 15 

149 AMERPKPEEK 543 16 

183 GPPINSSVFK 1426 17 

161 1 I.I.I PMl'ITY 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 

KOCl 0) N o 
®H^$[[Kd (nM)| (irNetMHC 3.2j^b»#ttlLTLN<5)0 

[0226] HLA-A^1101 0URLC 10 a 3fc^)BiK 7°^ K tC J; £ CTL0Ifia 

URLC10fi5fe©^7°^ RCftf£CTL£, (C|E®L/c7°P 

hZI-^KC^^T^ML/co IFN-y ELISPOT^y-b'TtCcfcoT, ^7°^ 

Sft&CTL;m£}iy£L/c (El 1) o URLC10-A11-9-98 (I3?U#^ : 1) 

/c^xJU#^#5 (a) , URLC10-A11-9-18 (I3?U#^ : 9) 

#4 (b) ^<£tAJRLC10-A11-10-132 (I3?U#^ : 13) xJU#^#3 (c 

) lC£tt£CTLtt, ^.hJzblxLT^^I^IFN-r^^^^L/co iHa£ 

1 b IZ ^ £ tl £ ffe ©^ 7°^ K HLA-A* 11011 (D £ M t £ Rl 
•tffo&izibfr-fr-fobt, "ttibo^y0^ Fx-ommz^-^xit, ^ft&CTL 

tl&fr o fc0 ft ^ OmXfo Z> t\ URLC10-A11-10 

-63 (i3?u#^:i2) xm^LtcCTLfrbimmmfu-Ym^tfwim^titefr 
•otc (d) o LTURLC10(Cfi5fe'r^3ffl(Z)^7o51 &;*J&CTL£g§$ 

Ft LTjlJRL/co 

[0227] HLA-Ai1101^^#g)URLC10a5fe^7o^ KtCj^l-^CTL^fe^t/^ n~y(DM\L 

IFN-y ELISPOTZy-tr-f iZX^9^~ K^S^jCTL^tt^^ L/cURLC10-A11-1 
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0-132 : 13) CTL*fc 

^mtLLtc0 Ztlb(DCim(DCll)^\^lFn-r ELISA(Ci:^T}iy^L/c (^2 

) o dfiDCTLfefctt, ^7> Lftfr^fc*Ift«<hJ:b$$LT, ttJfcf 

^^7°^ K^/^UXL/c^IM^tC^LT^^I^IFN-r^^^^L/co £ £ 

IZ* ±IB© ©^ClEi^ftfcgy CTL^fr^pg^ltf^Ci: 

^TCTLtn-y%mlU ^7°^ L/cC1R-A11||^(C^)"t"^>CTL^ 

P->fr£>©IFN-yjt££IFN-y ELISAlCcfcoTfcll^Ufco URLC10-A11-10-1 

32 (|B?U#^:13) T«LfcCTL^P->fr^i^&IFN-yjt£^mfl£tl 

tc (H3) o 

[0228] URLC 10& £ t/HLA-A* 1101 frfSBP.f 2>Mft«tC*tf 2>ftCTL)5tt 

URLC10-A11-10-132 (IB^U#^ : 13) iZtt LT®Ii£ tl/cCTL^ p->£% U 

RLC10 a J; t/HLA-A* 1101 £fgSEf £ *Ift« £ l^t" £ (C M L T II x 

fco ^SURLC10^i;t/HLA-A*110ia{s?©^^^ h7>77i^ h L/cC0S7 

» (URLC10£<fcHLA-A* 1101 £fgSEf£*Ift»©4#Sft^?j\,) 

£*Ift»<h LTflML/co ^SURLC10SfettHLA-A*11010lN-m3b^ 

>X7i^ h LfcC0S7«£^BS<h LTIiML/co URLC10-A11-10-132 (@B9U 

: 13) vmmLtcCTL^P —URLC10d3<fctfHLA-A* 1101 (DjfifiZmM 

•r^C0S7«(C^LT^^I^CTLStt^^L/c (^4) 0 -Jjs fcTOffljj&lCtt 

LT^m^S^CTL^tt^tl±l^tl^A^/co Ztlb(DT~$tZj:<<Js URLC 

10-A11-10-132 : 13) ^7°^ K^\ URLC10©ftHft7°P-t^>>y(C 

<fc y £ i;7°^ K-es> y. A^HLA-A* 1101 <h 11 tc*ift»±(cji^ 

LC10-A11-10-132 (IB^U#^ : 13) t>\ URLC10£fgI%T2>tfA,%GT2>BMlZ 

ttTZtf/oWTyt LT^LT^^Rltgtt^^LT^^o 

[0229] ^]j^7°^ KfiDffllflfemr 

URLC10-A11-9-98 (IB^U#^ : 1) , URLC10-A11-9-18 : 9) £<fc 

t/URLC10-A11-10-132 (13^#^ : 13) "eM L/cCTL&% 

TL^tt^^L/co zmSmZs URLC10-A11-9-98 (IB^S^ : 1) , URLC10-A1 
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1-9-18 : 9) cfct^URLCI0-A11 -10-132 : 13) (OWMtf 

, t; Ft 

RT&$.#$>&0 ^z>tct$b 

BLASTZJUP" U XA (blast.ncbi.nlm.nih.gov/Blast.cgi) tl 

Fmm*kom)-t URL 

C10-A11-9-98 (IB?U#^:1) , URLC10-A11-9-18 (IB^U#^ : 9) £<fctfURLC 

10-A11-10-132 (IB?U#^:13) 

mtbbtitefr^tco Ltctf?Xs ^BM^cD^a^PSyett, ztib(D^y° 
^ K^\ 
mZte£A,£te^£M?LbtlZo iSli«hLT, URLC10tC^^"T£ff*EHLA-A11 

Ftfm^tltco ^blZs URLC10S5fe©xHoh-7° 
^7°^ u#& z. ttfT^^stitco 

[0230] ggMI 2 

HLA-A& <£ t/HLA-B|^tt t: KB 'J tebtftZTy 

>Jti< F U +f;umffl^-e^)^C0S7(i% ATCCfr £>IiA Ltc0 

[0231] \\Lh-hmm$'&j£Mizm%.itzmmm.(Dftf$, 
HLA-A«0301^S^WtC^-ri>C1R (C1R-A03) &s MMMBt 

tco HLA-A*0301©^-7°> lJ-T 4 ^#7 \s-A%=\ - Ft £cDNA£PCR-Cii 

iH£tU n-~y<f^tltc0 C1R|fflJ®(£fgI 

&&£tu G418 (Invitrogen) ^T2MF^jiiR£ tltc0 G418jl4R 

M J® & G418 tfm JP £ tl tc 96 0 x J U 7° l> — F CD 0 x J U ̂  II fr tl 

, £ <^C30Bi£#£tl/co «ttHLA-A*M01©C1R|ffl^(ca^^^Il(i7P-

y~'f KP< Mj-$^-eiHs§£tifco 

[0232] URLC10^0X7°^ K(Z)fe*iilliR 

HLA-A*0301;fr^Ci^1-£URLC10fi5fcCD9mer£i:t/10merCDX7o51 IS 

"nrNetMHC3.2j (www.cbs.dtu.dk/services/NetMHC/) (Buus et 

http://www.cbs.dtu.dk/services/NetMHC/
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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)£ElNT^mfco HLA-A*0301:fr^Ci^-t£lJRLC10fi5fc(Z)11merX7o?1 

|p"n TNetMHC3.4j (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) Ztlb(D^7°^ Ktt, American 

Peptide Company (Sunnyvale, CA) (C "J % Tn" 

J5&U h^77<- (HPLC) (Ci^TfiML/co §£^7° 

^ (>90%) "zn^nfimmwLc&^xfnwfimiz 
^7> K(C20mg/mlT^?U -80 

°C-e{^#L/c0 

[0233] -f FnX(DCTimm 

(DC) HhfiMJ/CJl 

(HLA) (CTD 
I^L/co mmZBd,n^tlX^Z^^iZ, DCkM >tf hPTMUfc (Nakah 
ara S et al., Cancer Res 2003, 63(14) :4112—8) 0 Ficoll-Paqu 

e plus (Pharmacia) o Tfjif y=j- ^ y (HLA-A*0301 Pitt) 

(Becto 

n Dickinson) 'vfa# £ "1± £> Z. £ IZ o T^il Ls ^ H b %: £ LT)ji 

IsL/co 2%©liDi^kL/cgBlI (AS) £#frAIM-Vi£±fe (Invitrogen) 

1000 <7 P 7 7~ $/P P——(R&D System) £ 

cfet^l000 IU/mLCD-r — P-f (IL) -4 (R&D System) ©#STt\ #• 

7ari0ism >-ei^L/cDc 
(C, AIM-Vi§±te^-e37oC-e30trP^ 3yLtg/ml(Z)/S2-$^pyp7,|J V0#ftTt 
20yLtg/ml(Z)^^7o51 K^r/^UX L/co 

®±(CCD80, CD83, CD86, £J;tfHLA£ ^II&^CDDCHIJg#?£fgSE LT^ 

ZxtoXfo-otc o ^7°^ K/^UX L/cotl^©D 

http://www
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(20Gy) (C<£-z> T^/c&'fbLs CD8 Positive Isolation Kit (Dynal 

) : 20©JWe;f^ btc 

o otl^©i^#t^48r>xjU7°U-h (Corning) ^(CgfflL/c0 

% 0.5mlCDAIM-V/2%ASi£:tfe^C, 1.5 x KAJUX L/cDC, 3 x 10 

5/flU<Z)CD8+T7^ffl^i5cfctJ^10ng/mLCDIL-7 (R&D System) *MC L/c0 3Btil 

, ztibai&myaiz, 11-2 (CHIRON) L/CQ 7B 

§£<£#140 SIC, ^7°^ K/^UX L/cSBDC-eT«^:^ £>(cML/c0 DC 

21B@(C, 30@KM 

ft. ^7°^ KAJUX L/cC1R-A03(C>tf LTCTL^t: h -f>^-7xP> (IFN 

) -T h (ELISPOT) j7 y iZ'f (CTISH L/c (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) 0 

[0234] CTLigfli^lllI 

Riddel Ib (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) (C<£ 

x. CTL£, 5 x i« 
»/777^©7^ h7^ ̂ >>C(C<£-3TMiI£tl/c2ffl§I(Z)t: KB 'J 

fc^t/40ng/ml(Z)KCD3^(h^:t(C, 3&£25m 1©5%AS#^AIM-V 

(AIM-V/5%AS) o amz, 120IU/mLCDIL—2 

tmmmizmuLtco 5, sa^t/nas^ 30iu/mi©iL-2£^ofrP&AiM-
V/5%ASip±te^:% §£i£#tHCML/c (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) o 

[0235] CTL^m-VCDifci 
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963^]®^^ 0 • $ -f $ — 7° U — h (Nalge Nunc International) 

TL CTL^% 1 x 104 

mmm/o4 isyuz&-oTm^ ntcwmmt KBU>A# 
30ng/ml©tn;CD3tn;{2k 125IU/ml©IL-2£ 1fc 3&£150 

Ml/^xjKZ)5%AS#^AIM-V (AIM-V/5%AS) 10B&. 50 

At 1/ £ x JKZ) IL-2 £, IL-2(D M.lt>J§Jt tf 1251 U/m UC 1" £ <fc 9 (C §£i£±fe (C fl 

JPL/co 14B@(CCTLStt£Sti$U ±IB«h LTCTL^ • — 

y%mm^-£tc (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) 0 

[0236] 45ilftCTL;m 

^SftCTL^^fl^/ctotC, IFN-y ELISP0T7 >> "tz-f IFN-y 

(ELISA) ZmMLfco 

/cC1 R - A03 (1 x 104{®«/t7xjU) LTIiML/co I^L/cCT 

L% ttet>t>CTLfa&£mTLtn->$:fc&Ml&£LTfemLt£o IFN-y ELI 

SP0T7>>-tr-r IFN-y ELISAtt, W8kMM(D^MlZ$£? L/c0 

[0237] MM&J:T/HLA-fe0301frjffifllSSBP.£ # 

t/c(iHLA-A*0301©^-7°> U —7^ >^7 U-A£=l- K1~£ 

cDNA£PCR(CJ:^T^lLfco PCRi^ijgt)*-(C^P-">yL 

fco T U *J\7 x $ *? $ >2000 (Invitrogen) 

tFHLA-A*0301 (D%1^ 9 $ — CD ^ 1* tlfr 3; /c £ h ̂  > 7> 

7i^ h Ufco h7>77x^>a >A^2Btis h 7 >7.7 x 0 h L/c« 

(Invitrogen) Ls CTL^ft/7 y t'f CDfctoCD^Iftlffl 

m (5 X 10«ffl^/t7xjU) ^TffflLfco 

[0238] |£H 

URLC10a5fe(Z)HLA-Ai0301 MS* 7°^ KCP^I 

^2a, ^2b£<fctf^2ctt, HLA-A*0301 tl/cURLC10fi5fcCD9m 
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-To XH°K-

7°^7> m^tco 

[0239] [^2a] 

URLC10 CiSJfcf <!> HLA-A03 $£•& 9mer <"v^51K 
HiSiiS YSSMmM Kd (nM) 

64 LLLWALPR 399 5 

98 RVWCHVCER 456 1 

131 KiFPRFFMV 1257 6 

170 YLKCCKIRY 3954 25 

7 RQAPAGGRR 4267 8 

127 IAAVKIFPR 5768 3 

18 RGGRGSPYR 6629 9 

[0240] [^2b] 

URLC10 ICSJfcf <2> IILA-A03 lOmer 
E9MB rsystiB^ij Kd (nM) 

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 KTFPRFFMVA 2463 26 

204 GLWLAILLLL 3495 27 

183 GPP1NSSVFK 3956 17 

58 TMALLALLLV 4549 28 

57 GTMALLALLL 5698 29 

209 1LLLLAS1AA 6128 30 

[0241] [^2c] 

URLC10 HLA-A03 $g£ llmer 
MJf&feg 7s.mmm Kd (nM) 

131 KIFPRFFMVAK 75 31 

URLC 10 © N ^Sfrb£>75/lf$t*tfc£jF't'<, . 
Mitt$ifc[Kd (nM)]IiTNetMHC 3.2J (9mer fccfclK lOmer ^TRSfdirNetMHC 3.4J 
(llmer ^"^PK) Ax&^#i±jLTl^'So 
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[0242] HLA-Ai0301^^#g)URLC10a5fe^)aiK7o^ KtCcfc&CTLCDlSa 

URLC10fi5fe©X7°^ RCftf£CTL£, (C|E®L/c7°P 

KP-;KC^^T^ML/CO IFN-y ELISP0T7 >> "tz-f lZ£ o T, ^7°^ 

S^^CTLStt^)iy^L/c (H5) o URLC10-A03-9-64 (I3?U#^ : 5) 

fc^xJU#^#2 (a) , URLC10-A03-9-98 (I3?U#^ : 1) ^/c^ xJU#^ 

#5 (b) , URLC10—A03—9—131 (I3?U#^ : 6) Vtc 0 x JU#^#3 (c) , UR 

LC10—A03—9—127 (13^0#^ : 3) ^tc 0 x JU#^#1 (d) , URLC10-A03-10 

-63 (13^0#^ : 12) £(e) , URLC10-A03-10-166 (|3?U 

: 22) ^ffllNfe^7xJU#^#3 (f) , URLC10—A03—10—126 (|3?U#^ : 14) 

5 (g) , URLC10-A03-10-149 (I3?U#^ : 16) 

-t7xjU#^#1 (h), URLC10—A03—10—161 (I3?U#^ : 18) x JU#^# 

1 (i), URLC10-A03-10-143 (I3?U#^ : 15) l^tc 0 xJU#^#1 (j), URLC 

10-A03-10-204 (13^0#^ : 27)^rffilN/cr>xjU#^#2 (k)s URLC10-A03-10-1 

83 (13^0#^ : 17)^ffilN/cr>xjU#^#2 (I), URLC10-A03-10-209 (I3?U# 

•*§• : 30)^ffllNfe^7xJU#^#1 (m)£i:tAJRLC10-A03-11-131 (I3?U#^:31) 

7xjU#^#5 (n)tt, ^<hJ:t$$LT^&IFN-yjt££^L/co 

^2a, ^|2b£<J;tm2c(C^ft£lfe©X7> K&, HLA-A*0301 <h©Inn" 

URLC10-A03-9-7 (I3?U#^ : 8)-eSUSUCL/cCTLfr<M£4#SftIFN-y 

(o) o i£H<h LTURLC10(Cfi5fe'r^14ffl(Z)X7o51 

K<h Ltl^Lfco 

[0243] HLA-Ai0301^^#g)URLC10a5fe^7°^ KtCj^l-^CTL^fe^t/^ n~y(DM\L 

IFN-y ELISPOTZ^-tr-T iZX^9^~ K^S^jCTL^tt^^ L/cURLC10-A03-1 

0-166 (I3?U#^ : 22)£ffllNfc^xJU#^#3£i:tAJRLC10-A03-11-131 (@39U 

3L)vmm^z&\,jz>£\iikmm^^. CTL^^IAL/CO 
Ztlb(DCim(DCll)^\^ IFN-y ELISAtCi: XM'M Ltc (^6) 0 Z. CDCTL 
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£AJUXLfcilft«(CftLT^&IFN-yjt££^L/co ±§B© 

rurns<fcxfi5)k] (Dmiztm£utcMy CTL^frpg^Hf^c<fc o TCTL^ 

P->£®IAU L/cC1R-A03«(C>tf-t£CTL^ 

P->fr£>©IFN-yjt££IFN-y ELISAJC<fc URLC10-A03-10-1 

66 (I3?U#^ : 22) d3 J:t^URLCI0-A03-11-131 (I3?U#^ : 31) L/cCT 

L^P->fr^i^&IFN-yjt£^mfl£tl/c (^7) 0 

[0244] URLC 10& £ t/HLA-A*0301 fSBP.f £*ift«tC*tt Z>ft CTL)5# 

URLC10-A03-11-131 (I3?U#^ : 31) tC^f LT®Ii£ tl/cCTL^ P->£, UR 

LC10 £ <fcHLA-A*0301 &*Ift«&mfflt •2>tb^l(CM LT1MK 

tco ^SURLC10^i;t/HLA-A*030ia{s?©^^^ h7>77i^ h L/cC0S7 

» (URLC10^i:t/HLA-A*030ia{s?;&^Il'r^^Ift»©^aft^^U) 

£*Ift»<h LTIiML/co £SURLC10g;fcttHLA-A*0301©lN-fftfr£ 

>X7i^ h LfcC0S7«£^M<h LTIiML/co URLC10-A03-11-131 (@39U 

: 31)T-ML/CCTL^P->^\ URLC10£<fctfHLA-A*0301CDM;££fggE 

•r^C0S7«(C^LT^^I^CTLStt^^L/c (^8) 0 -J5s 

LT^m^S^CTL^tt^tl±l^tl^^^/co URLC 

10-A03-11-131 (13^0#^ : 31)^7°^ Ktf\ URLC10©ftHft7°P-t^>>y(C 

K-e^y, fr^HLA-A*0301^<h<ht^Ift«±(Cjl^ 

LC10-A03-11-131 (S3?U#^ : 31)tf, URLC10£fgIZ>tf 

LT}gLT^£prtgtt£^LT^£o 

[0245] K0*g|fH£figflr 

URLC10-A03-9-64 (I3?U#^ : 5), URLC10-A03-9-98 (I3?U#^ : 1), URLC1 

0-A03-9-131 (13^0#^ : 6), URLC10-A03-9-127 (I3?U#^ : 3), URLC10-A03 

-10-63 (13^0#^ : 12), URLC10-A03-10-166 (I3?U#^ : 22), URLC10-A03-1 

0-126 (I3?y#^ : 14), URLC10-A03-10-149 (I3?U#^ : 16), URLC10-A03-10 

-161 (I3?y#^ : 18), URLC10-A03-10-143 (I3?U#^ : 15), URLC10-A03-10— 

204 (13^0#^ : 27), URLC10-A03-10-183 (|3?U#^ : 17), URLC10-A03-10-2 
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09 (I3?U#^ : 30) <fctfURLC10-A03-11-131 (I3?U#^ : 31 )-?$!!$[ L/cCTL 

zmSmZs URLC10-A03-9-64 (IB 

: 5), URLC10-A03-9-98 (13^0#^ : 1), URLC10-A03-9-131 (IB^U#^ 

: 6), URLC10—A03—9—127 (|3?U#^ : 3), URLC10-A03-10-63 (|3?U#^ : 12) 

, URLC10-A03-10-166 (I3?U#^ : 22), URLC10-A03-10-126 (|3?U#^ : 14) 

, URLC10-A03-10-149 (I3?U#^ : 16), URLC10-A03-10-161 (I3?U#^ : 18) 

, URLC10-A03-10-143 (|3?U#^ : 15), URLC10-A03-10-204 (|3?U#^ : 27) 

, URLC10-A03-10-183 (|3?U#^ : 17), URLC10-A03-10-209 (|3?U#^ : 30) 

cfcr^URLCI0-A03-11-131 (I3?U#^ : 31)©|3W, t 

c: t tfto b tix IN izm&tz'iJ'TFtfem x$>zt\,\? ̂ mz 
&mt£?!&&#$>Zo Z(D-£Jiim%ttmtZ>tcisblZ, BLASTjMUzf'jXA ( 

blast.ncbi.nlm.nih.gov/Blast.cgi) ^rffilNX, Z K CD S3 ^ 

?<D&Ms URLC10-A03-9-64 (I3?U#^ 

: 5). URLC10-A03-9-98 (I3?U#^ : 1), URLC10-A03-9-131 (I3?U#^ : 6), 

URLC10—A03—9—127 (I3?U#^ : 3), URLC10-A03-10-63 (I3?U#^ : 12), URLC 

10—A03—10—166 (13^0#^ : 22). URLC10-A03-10-126 (|3?U#^ : 14), URLC1 

0-A03-10-149 (13^0#^ : 16), URLC10-A03-10-161 (I3?U#^ : 18), URLC10 

-A03-10-143 (I3?U#^:15), URLC10-A03-10-204 (|3?U#^ : 27), URLC10-

A03-10-183 (13^0#^ : 17), URLC10-A03-10-209 (13 : 30)£<fctfURLC 

10-A03-11-131 (I3?U#^ : 31)©l3^C>tf 

m#)btltefrz>fco btctf-3 T, Ztlb(D^7° 
? K^, 

|pf#<h LT, URLC10(CS^t"•2>DT^EHLA-A03 

^bizs URLC10S5fe©xtoh-7o 

^7°^ L%Z> Z£tf^tltc0 

[0246] ggjfcfl!l3 

^7°^ K%£ tcIZffimtd . 0—10. 0mg/m I £t£Z£?lZ 
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uyvii-1***ic<fcyu ufc2*©*>u> *>*©*>u 
> V 7°^ > *» £ Jf J±f £ d £ IZ J; o &o L /eft 

, KP V 7°^7> y, a y(D^f$,%:WiWtZ>o KP>>7°^7> 

Kmts mnbtcv-y7°)im%7m±iz)$i:t&att?x 
$• z> o TKm± ic )is•T u tcv y -?)u fts •t> iz 7j< ^ iz ra L & ̂  iz & x -7;u 
:>a >7uJ5£<hMU fcfc^OK^crai-£Jf^C&x^,/U:> a 

^itSo a>^m£mm^titcm^z^ -zbizmftzn? 
Tx^,/U:> a >£TUJ5££1±£0 ^ L/cx^jUi/ a ^T>Ett(Ci: y, 

A,£^C&-5f £ o £ tfV$ £ LT(is Mctf A, 

s ?L^A/s -FI^'MfrAss 'MM.frAs WifA,^ flrfi^A^ #I^IH 

s J^Il^A^ fpi^^A^ fuizH^A^ mtfAs sIHnB^A^ 

izmB LTIN£BMGiWRtZZ. £•&-£%%>o 

[0247] mtmmmmm 
^ 7°^ K £ >E Itm 7K (C1. 0•~ 10. 0mg/m 11 & Z <fc 9 iZL. 5 III Z ft 

9o TJMZIZ&LS iiLtc^A^^m^t^o o©/<-r 
7)1 %%. i£$£'Jt L tcm. ££Tte£ <fc t/ZJU $ dp * v 7°©# $$$<£ %ft 
tcj:y, Ay zjucaitfflTKt/c 

&Ma£iI:£^7K£}EA *> U >*S%m^T 
;<-(7)u*(DwmmtkmzLs m^Ltcwmmtrnm^iFk^mLtcty 
'J y iS£=l*<7$lZj: y Z>o JSIP L/C2^0V u > v®v 'J > v 7°^ > 

*s**&mzmmtzz£iz&?zmntz>0 KP>>7° 
^7>h)i(Ci;y, i-7JU*>a V07Gj$£!i|Mffit"£o ^JlL/ci7Jk>a >(i 

. &~F£&ucj;y, tfA,£^ic&-£-r£c:£tf-c££o 

M£#A,* ¥L#A>* fjlWIfflJWA^ 1 if 

M^Xs #^ffis fl$H^Xs tuiiI7|^Xs mtfA, SIIIPP^ 
t/cttlkSPMMffiSl#IZrnB LTiN§BM 

£36±0fyfflRTflBtt 
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[0248] L tc if o T fliJA if 
Aommzttt URLC 10a1 & & mik-M 

APC, 

£<fctfCTUi, mi^^mi^t^ifA, fl&Etf/U ?L if A, if 

As ^MifAs Wif As #l^lSis jj?Isi^A,s 

As iuSJitf/U Wif As sIHMA,, m&lztttZ*?? 

[0249] *n%m&lZ8\,^Ts ^%B^:t<D^'M.(DfsMiZW\ LTl¥il0HCf&0|] 

tCDUt LINH*§£fft 0EBELTIN&z.£tfmM 
&0 mm%&s 11 
-&Q mm ic j: o T a <fc t^iBH AN e> Mi- & o ^ & < 
s *§>5? ^IIfcs <fc ^ CD "C& £ ftf# £ £ £ £^ £ ISISf £ o 
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HacOlfiH 

TL) K = 
(a) : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 

27, 17, 30£<fctf31fr£>&£i#J:yMiR;*ft£j7$>'$SB?!J ; 

(b) : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 

27, 17, 

, ma, 2<®, %tcim®(DJ7$;mtfw.&s rnxs^xf/ztc 
lift JP £ nx IN £ T $ J ItlB^Uo 

1^112] iX T(D ( i ) ~ (ii) frbtzzm* lJ MtilZtlZ. Il^ll 1 (C§E*6 

K: 

(i) : u 
J2TF© (a) ~ (d) 

(a) N^M^^2#@(Z)7$ X\st-y, A'UX -f 

VP -<:>>, P -<:>>, 7 JL-JlT^-y&^Xf^nisyfrbte&U 

<£ yjiiRSft* yit(CS^^tlTlN^ ; 

(b) N7^umAv'Q3#@(Z)77$ yit^, P 7 x ̂ JUT7^ 

->, fpi/X -f VP^>>£<£tJ^^->;6^&££¥i: y 

tl&7$ yit(CS^^tlTlN^ ; 

(c) u-fisys -fvn-fisy 

, fpi/X /<U >£<£t/7xy 

(d) ttimCDTSSMtfs 'J 
AVMfcztizTsswzs&ztir^z •, 

( i i ) IB^U#^ : 5, 1, 6, 3, 12, 22, 14, 16, 18, 15, 27, 

17, 30&j:m 1 ANe>&&m£y3i±R£n3^^ 
© (a) ~ (b) 
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$ J "a £JN/N^ 7°-51 K : 

(a) CK^X 

A'UX 7^-x -fvcK^x -tz>jy&&.x$7,\st-y-frbtez> 
l#<fc yjliR£ft£ 

(b) c^©7$yit^\ r)u^-ys 'j*sy% ^ni/y&Jt 

\sSZ>o 

^cII3] : 1, 9, 13, 5, 6, 3, 12, 22, 14, 16, 18, 15, 27, 17 

muzmm(D^-f^ Ko 
5RII4] K£=l-Kt"£, 

y7 Ko 

#315] J^T© (a) ~ (e) £>fc£i#<fc y ji 

(a) Il^clI1~3(Z)^Ttlfr—iKClES^IffllSt L < &*SIkM(D 
^7°^ K ; 

Kt£1 fflllt L < U K ; 

(c) II^III-S^^Ttl^-lKClESO^X^ K t HLA^/LJ^ t CD 
(APC) ; 

(d) Il^lII-S^^Ttl^-lKclESO^X^ K<hHLA^/LJ^<hCD 

£l=£77 —A ; £<£?>' 

(e) Il^in-S^^-rtl^-lKclES^xX^1 K£*Ift<h-t£C 
TL0 

mm tulE^^T© (a) ~ (d) fre>fc£i#<fcygiR;*ft£'>&< £ 
ti^ro^-e^y, CTL£=^ii-£fcto©Mj$t)T-&£, mmmz 

(a) Il^clI1~3(Z)^TUfr—iKClES^IffllSt L < 
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K ; 

(b) 11^111 -307°^ K£^IleTfg& 

L < K ; 

(c) 11^111 ~3(D^-rn^-lI^lBm0^7> K<hHLAi/tJH<h0 
(APC) ; 

(d) m&W~3Wttlfr-miZ5ZWMD'<7? F£HLA&iM£<D 

5i^VV-Ao 

|II7] 11^115 (ClES0ll^o 

^118] (i) ^A,0>£it (ii) #A,0W, £<£# (iii) tfkOWfe.® 

^ ffifr b & z> m £ y M$R ̂  n & 1 J^I±© ̂  jt© & & 0, 11^117 

(clSS0M^o 

^j|9] 11^117 (ClE«60ia^ 

o 

5t<iI10] if A if, S^E^Xs IL^X, ^^WifA, 

v WifA-. BfrA^ WMifA^ WMtfAs itliLBiff'As Wfr 

A, mm^frAs Ii 

^ciI8^/c(i9(C IE® 

^clI11] HLA-A11 & J; t/HLA-A03Av £>&•!>fid: y M£R$ < <ht,1O0H 

LAfrWiVfcZttM^tD&^fDfcS&lzmfflfcZtlZs 11^115-100 

ftfr—lI(C|E®0lI^o 

^1112] CTLmgffi&GTZAPC 

(a) APC£, ll^in~30v,\ ftlfr-JMlZBm®^7> K<h-T > 

t>P, y hfrfT-SM£ i± 3IxP^s 

(b) K£=l- KT& 

# U 3? ^ \st9- K&APCIC&AT SSPgo 

^1113] JU"F^e>^2>my]l^^tli>®I5g$:^t,\ CTL£^rr<&;£&: 
(a) CD8Pft4Ti|ffl^^:. HLA^Jl«hII^II1 ~30^TtlAv—II(C|B 
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K t APC £ m%mt Z 
mgs 

(b) cDspitM^^. uLmjWstmmm-so^tnfr-mizm 
K£m%t;W%sM(omm±izm^rz>±*vv-A£±± 

(c) |ffl|^®±(CHLA}jiJl(C<J; ^ }l^£tl/cIf;£lI1~3CD^'f tl 
fr-mzumfou? (TCR) (D&y-y=L 
- v h£=l- Kt£tf U z<7 \st3- K£CD8PlttT«(C>IA1-£IS:Pi6b 

o 

^1114] HLAKJl^ll^III-S^^Ttl^-lKClE®©^^^ 

%&M(D$tm±lzm^TZ> APCo 

^cII15] II^II12(C|ES©^)i(Ci;^Tl^^tl^, II^II14(C|ES©APC 

o 

^clI16] Il^lII-S^^Ttl^-lKClE®©^^^ K^^Ift^-r^CTLo 

^cII17] II^II13(C|E®©^)i(Ci:^Tl^^tl^, II^II16(C|ES©CTL 

o 

^1118] \>XTO (a) ~ (e) V MRS tl£'>& < £ fc1 rXDM 

ft*ttmz®L^tz>£#&\ A, £ ft "T £ ft £ BIS "T £ £ 

/i : 
(a) Il^cII1~3(Z)^TtlAv—iKClES^IffllSt L < 

^7°^ K ; 

(b) Il^iII-S^^-rtl^-iKclES^^X^ K£fgSERTtg& 

ff#J-e=l- Kt£1ffl§It L < U K ; 

(c) II^III-S^^Ttl^-lKClES^^X^ K £HLAJ/LJJI t CD 

(APC) ; 

(d) Il^lII-S^^Ttl^-lKClES^^X^ K<hHLA^/LJ^<hCD 

*t^r{*£g#©ilfflJ®il®±(cJl^-t£xdry y—A ; £<£?>' 

(e) K£*ift<h-t£c 
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TL0 

[11^1119] IX T(D (a) ~ (e) V < £ fc1 ^(Dm 

(a) §f;£lI1~3©^rft;6wI(C§ES©1fflHt L < M© 
^7°^ K ; 

(b) K^^IlqTfb^ 

ff^n-e=i- L < mrnmoif^) -zt \sjr3- K ; 

(c) ^£\\imm£<D 
WLaW%: (APC) ; 

(d) ^£\\imm£<D 

(e) II;£ili~3tf)i,N-ftifr—iMiz$BM(D^y0^ 
TL0 

cii^ii20] vizufc-stzifcfoo 
[11^1121] 7°^ K£7>^ U 

(a) : U 9, 13, 5, 6V 3V 12v 22v 14. 16s 18s 15s 

27, 17, 30d3<fct^31^e>^i>l#<fctJ3l4R^ni>7$>'^SB5!J^e)'&i> 
7U(Z)7$ </$SB5!HcttUT, Hi, 2®s 

S#U JfA, 

(b) (a) -e{«U/c^liI3^©^^^URLC10^©lN^^^^ 

mmzmfctzwim; 
(c) (b) \Z£. APC£%& 

M3i±6l£P§ ; 

(d) (c) ©APC£CD8|lteT^|fe££gM£l*£IS:Pg ; 
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y im^CTLg^ImISPg0 

[11^1122] Il^ciIi~3(Z)^TtiAv—L < 

K\ 7K;§'I4©S^S h^a^x7Jk>a >Q 

[11^1123] 11^115-11 ©iN-f ftfr—JllC§Eii©Mj$$ltf J|X^£ tlT ̂ £#§5 


