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, HPV^^LT, L2^7°^K^S, ^0—^ (^IJA«L2^^ K(56-75)) 

tL< K^^E^^-V^BSAtC^ 

L/CL2^7°51K (0UtfKLH-P56/75) 
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•o Xs ^HH Rrtg^;-> 

[0016] J^~RC, ^©fy 0 n-±MKW(D#LWs(DmM}t;s £J 0 • 

- i-MKW (b^&ik iz-D ^xmmt&o 
(1) tmmm 
«©fy 0 n-1~)\sfaW^mWktZ>tc!<b[z\t.^tiZ>%iW.t LTti, 

HPVL 2m&U(D7$ yil#^5 6-7 5 K ( 

L2^7°^K (56-75) ) N IB^U : 1 X^t$tl£>7 $ JI£IB 

*\ m&zwz 
2mvx±Mt% (i=r$) ^7°^K\ mm^-. 1 

b t&Z> *° 'J ^ 7°^ K £ tc^©If #<*ft £\ ^Pitl® 101 f £ £ £ "C 

(JUTs dtl£>£J^CL 2^7°^ KiaH^^-r^d^tfei)) 0 

BB?!I#^ : 1 T^Sti-ST^ JWMy&SMTZtf S'Sfcttf® 

0UtfWO 09/01867^^$^c|Ei6©^;i^^i;T^-e$ 

, 3 L 2^7°^ KStHi: LT0^7°^ K&, ( 1 ) K0 

Sfctt (2) 13^0#^ : 1 : 2, 3, 24 

t, L< £2 5-e^3*i£>;p$ K£^&^7° 

51 y-lz-e^iif £ d £ K J: O T^jtf £ CI £ =fc T?$ £0 

^^7°^ K LTti, 0!la.l£@*l£-j$^ 

t&*>*>, 1^7°^ Kt L< IZJ7 

y @^0^7°^ K£§Uist~£>d £#•?$£>„ 

^£ilS©«<>: JUTK§B*63ftfc;££#tfPtf £ft£o 

(i) M. Bodanszky ctt/M.A. Ondetti, /^7°51 K (Peptide Sy 

nthesis), Interscience Publishers, New York (1966^) 

(ii) Schroederfectt/Luebke, +f /^7°51K(The Peptide), Academic Press 

, New York (196530 
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ttcs P?l> 

±i K«n^-efe 
^tc^-en 

e> tl /c *§£•1±, (C J; o T jgSSft tc 

[0017] ^7°^ Kffi7$ Kttfciu 75 KffMtC^iL/cmiMa)^^ K£7£ffl$fl§£ 

ffl^T^t5Ci:^"eSSo LTMJ;iti\ £PP*^ 

;u®s^ tKP^ryyfJ* s<>X£ P'JJU7$>mm, 7$.J*3-)\s 

+ 4 - ̂ fMVXk K 

'J^7$^l, PAMffi, 4 - t + 5^7 x ~ Jl/^-tz K 

^'J7f 'JJI/TS Ktt@^ 4- (2' ,4' -S^h^> 

7xzjl^-1 KP^'y^ fJI/) 7iy^'>ffi, 4— (2' ,4' -v>7 h^r 

*>7x-JU-Fmo c7$yi^) 7 x J £f£PCf -5 C £ #T? 

£©<fc9&$Jt£J3l\ a-77^ yS^iliJiltt^S^ji^tC^aL/c 

@e^-ri»^70f K^SB^yaytc, 4Ho©&M£-^;£tc^ 
, #^±-e$s£-3t!:3o 

&ffi«tIS£P££U gM0^7°^ K£®tf#t£o fcS^PPh'J^l/ 

^ 4-tKP + ̂ ,li!l«^ffil\ £|3#ft]tC« 

IlL/c^^ K^IXUiii U MtcmS^IST-«fSS^P^Lg0^)(D^7o^ K 

£*#€>£ fcfc-es&o 

[0018] ±IBLfe«Il^tl/c77$ y@l®ls^tC^LTtis ^7°^ Kl^tC^T:^ 

4#tC, -h)\sifsV< $ KIlAUl^ 

0 il)\sttV< $ vmt LTti DC C, N, N' -vX V^P^U^U^^ 

$ S\ N —JL^-)\y — N' - (3 -V* ̂ )\/7$ J 7°P ]))D 

btl2>0 Cltl£tCd:£>S1£4btCt£7lz${bMJ8sMJ 

HOB t, HOOBt^n ££=MC&^3tlfc7$ V@££ it^tHatC ;^JP 

t£A\ S/cti, ft««t)3;/ct±HO B t iXfil'feS^ttHOO B t 

1 * XJU £ L T £> e> i; & 3 *l fc 7 $ y BfcCDStefb £ *T ^ tc © t, tC® 
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tcgsJQtz ttfv$o urn^titc7$ Jttcm 
LTti, ^7°^ Ft&'S&fclZfem LoZZttPmbtlT^Z 

tctX&N, N-y^Jl/jtfxJl/Aj7^ K\ N, 

Nh T7^ K\ N-^Jl/fcfp'J Ky&ifO^j7^ KII, i^b 

0 • P*JUA&if®/\p^><fbj^'fb7K^Is h'J7J^px^y 

-JU&^OWUP-JU^ KII, tf 
'J ,y>^iJ:'©E|R7$ >*1% 'x K ^ t: KP 7 ̂  >&i:CDx —T1 

T7iz K — K 'J ;k 7°P tt— K 'J h 'J M|p< 

if© £ Wi d tl b (Di£1fm ̂btl 

Z>o K^JFMJ5J^tc^ffl^tit#^d«>:^[]^tiTiN^I5 

®^-2 0°C~^5 O°C0l5H^^}gl:M^^ti^ 

o Ste<bstifc7$ yilifgtttiii^#] 1. 5 T^IN 4 ti 

§o — > t: K 'J >Kj£\%:Rily>fcJrX hCDiln:^ |g"n 7^^ + #&:t§"n tCti^fl 

ScDE&it^tT'? Zt^< ls-nSJ^A;&^l'J St" CI t tCct lJ + #&i5"n CI 

ItS/cti^-tz^JH' yil^^'tz^v'U^bLT, 

&©J5JfctCi2g9 iZtZ Z tifXx*Z>0 

[0019] yil®^7^ y&(DUm&t LTti, tctxt£\ 

;u^-;uS% t-7" JUSs t jug 

s -f V^U" J\y&s 4 - p< K ^r^^y V M ̂ r^ti )\z^— 

JkgN 2 - C I ;uS% 2-B 

^;U/1f-;uSs yy^y^jujjristjjutf^juS, h 'J yjujuT-tz^jug 

\ y^u-fjuS, S, 2--KP7x-;ux;U7x-;uSs ^'71 

-;U/1NX7 -r J N — 9 — yji/?f [/—)[/?( \^*i/ti)\stf-)\s&ti; 

Zifmibti£0 £Jk1^> JUSTUS ,>: LTt^ tct7Ll£C^7)\,*)\,\ 

\ c3^>^P7Wi, c7_14:p^,iu^,iugN 2-yy^y^juSs 4--

h P^O^JUS, 4-p< 4-^pp^>y;uS% 7it 

:>JUS&<£ti^>yjU:^:>;fr,iU^—JUL K7sy Kl, t -7"h 
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- )\y th*7 V KSN K 'J ^)\s kh*7 V KS& £Ptf £ tl£0 

-tz 'J /C&X-^JU 

-fbtCct o T d ©i X71 JHbK>g 1" £ 8 £ L "C MJ A 

£©<£«& (c!_6) :pju^y 'O W JUg&ifo^cK 

JUgN JUSft£:CQj^ii£;6N£> 

^§#3ti£g&£tfPtf £>ti£0 s/c, i—T^HbKig-raSi: tz 

Ss T h71 KP tf^—JUSN 

C I — s<yV)\y3^, 2 — ~ K P^vy^USs B r —s<ySs)ls?f%-SsjjJls7}\=. 

jisSs t-y'^jisg&t'tfmifbtiZo 

yy-jisomu&t uriZs p - hjux>;uu7 *-JU 

Ss 4—p< K^r'v—2, 3, 6 - h >J jt^Jls^yizyZJlsfc^Jlsg, *J— K 

P7iy-^ t-7"h^^juSs t-7" 

K^r-'V^v'U^ — ;USs K 'J i^JlsSs N-9-y)\y^-\y—J\y/\>-^iytlJ\y^ — 

£>ti-g>0 

JI^CQ;frju^^:>jugCQS141b£ti7ttCQ£ LTtis 

MTM^K 72/K\ StiXril/ [:PJU=l-,/U ^>^PP7i 

y— Jk 2, 4, 5 - h 'J 0 P P 7 X y — Jk 2, 4 - y ~ h P 7 x y — )\s 

, fy^yp<^JU^JUP — ;k /^7-hP7xy-jk HONB, N-LKP 

5r^X9^y< $ K\ N — t: KP+^7 $ K\ HOBt) ^©IXT 

JU] £ti£0 J^^t-CDT7 $ y SCD^tt-fb^ ti/ct CD £: LTtis 

'J >11T7$ KtfPtf £>tl£0 

[0020] l£ilg®P&£ (J&it) ;£;£<>: LT^ tztX^t P d P d-j^ 

M7K7>yfb7K 

p< ^ >X;U/1N>II, K u 7Jb^p^ ̂  >X;U/1N>II, h'J7MPii 

£ IN & d tl e> (DM-Sfote ifiZ&Z I£MH^ y -f V 7° P fcMH T $ > 

% K 'J $ >N kf^'jyx tf^^iSy&tfiz^zikSmM, Ztc'sL 

i^yy^-y^Pi- h 'J £AK£ti£0 ±§EI£MHtcJ;£ 
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2 0°C~4 O°C0^-etT^btl^)^\ 

7~V-)\ss 7x7-Jk ^^T7-V-JUs s^tisV-

Jk -f K\ 1, 4-7'^ y^^-Jk 1, 2-x^>y,51 

$yx/-Jk£HS£: 2, 4-V— KP7x-;uSti51^7x 

y -JUMHtC <£ y tl, h 'J 7° h 7 7 >0M > K-Jk£iiS£ LTffliN 

£>tl£*JU$,iUg&±§E® 1 , 2-x^ yy^-Jk 1, 4-7"^>y,51 

^TKSHb^ h 'J OA, % 

yy^-yt&mz&^y^-h <jMUtcj^TtP&i^ti^o 

u (D R it iz m 5-1 * $ T? & ̂  t tgs (o urn & £ t/^iiSs tzbxuz^o 

^7°^ K®;7^ Kfr£t#£3i|(OT;££ LT^ ^k1^>JU^m:P 

$ yi£0a-£Jk1^>JUg£:P$ K^bL/c^, T7 $ ySilltc^7°^ KII£ 

P/rM®IIS S T?Mb 7°^ KII® N a-y$J g© 1£!1S 

®<^ £ P&IN/c^ 7°^ K £ C ^ JkK3f:>JUgaM£ilg©<^ £P&l^/c^ 7° 

^K (£tztey$SII) K£±§ELfcJ:9&M£• 

}§^g4^"e^^^S£•3•t!:£o ls^-J5J^a)i¥lffltcoiNTti±iE^iwia-efe^o is^tc 

J: y ?#btitcUm^-7°^ K £*tl[ L±§E^;£tc J; y t 0«ilS£ 

P££U K «£•©£• 

KCD T7^ 

^JUS^P/TM^^V'UP-V'HI^IS^LT7^ yitxx^ju^: L/cti, ^7°^ K 

©T7^ Kfr£|W|*§tC LTPSJM(D^7°^ h*0iX7^^:^^no 

[0021] L2^^KjnHtt, ttcs L2^^f 

W (*vljy~) ^L2^7°51K^ (/\7°^» £0;Fbi=rJ:b^ 
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2^7° KJrCJlUCftLT^y 0 P 

£ < mmx$ tu£\ EO& 9 &t(D% & 9 &tb^-c^&%^nm^s 
-ttTtct<, ou-1-^Kwoiftwkizfotcv 

o. 1~1 o 

§o Lttt, m&'^x ^-ti-^ t K^ii^PifLS]^ 

G0ifii;*:PJU7"$ 7Ht^^^©Pf?Lfi]^©51P 7"P 7'U X 

7"t Hk 17 v & £ © PtfLfi] tl 

-Jls'jy^v h^"EisT=>&£:tfR]i^ti£0 LT& 

, mZ.«'*°'J7$ymis *°ux^u>^is *°Uyo 'jjum, *° u ^ 
, *0|J 7° • If U '> OXtzU 

S/c, /\7°7^>i:^r17 'J ~7~(Dt)Zf]) £ 

£7^-e$£o 0!la.^ LX^X K 'J 7° K 7 7 > £ tf 

7>y Tx/-fb^>*J y y ft E(DVT V-0 -Mbn^^k T7 $ y SH^^£ 

)\s7)\s^¥ Vt££(bV-7)\s^\l KMb^N kUx>-2, 4-i/^V 

2/j7*- Mb£-^ N, 

N' - o-7x-$ Mb£-^ T'^yS^ 

K;£14xx^,Mb£-^ ?<y|^M^ 

$ Mb^$i&£7WfR^ic^£*i£o 

, T7^ ystcy^^ tf'j 

t^MxXTJUSi (m&\ 3-(2-t°'jy>y^;*)70Ptf:*>I£N-;^ 

isy(<V)\s (SPDP) tatf) y^-jug 

£a#AU y StCV W $ K;£14xx^,/U§i®cJ; y V W $ K 

S£#A^ 

«©fy ±IEL 2^7°^ KiaUtt 

, KLH(^-*-JU'J Ll\ &£ 

, KLHi; L 2^7°^ K*aJI©&£-tt£ LT^ £0KLHtCj; £^7°^ K^0 
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Ltc^(DMft Ll^o 

[0022] (2) t; £ p— 

L 2^7°^ KJ/EJlUi, 

§<*!£&•££>£> IN&i§ftN 

t££i%tbZ>tctb, %±DU^y VTV^J^y hW5^7liK > 

®^2~6»tC 1 01"^ It2~1O0 

*MJt*Ttoti£0 LT^ m&'+^k ^3% -f*, W7h 

, 7^7, 7'y hv L7^\ -7 h 'J tZZIftbtf =E J 0 • 

t; Vn-i-)\,tiifo<DWmiZ.ffiLTte, L 2^7°^ KJjtJl^&^tl/c^ 

tc£X^OXfrbMMW(Dm£>btltc{M*%:WRys, 

2-5 'J >Ag5£MXU ^tl<MC#3;tl£j;t 

7"'J K-v (JU"FN *fP£©*n;ttj££/\>r 7"'J K—^<h 

tiN9) 

lfll;*^a)^L 2^7°^ m^^m^(DtWMit\- 2^7°^ 

K £*»;*«>: £>IJ£t-£> £ 

£tcj; y &3ti£0 Mz.l£tr-^-t -f > 

©££ [Nature, 256#, 495M (197530 ] KftlN^Jfe-eS £„ 

tisTtes *°'Jx^b>^'J =l-JU (PEG) ^ 

tl£ 7^\ Jf S L < ttPEG& £ tf E IN P, tlZo #itfi« £ L T tt, tc t X tfNS 

-K P3UK SP2/0, AP-1&£tf&tf£tU P3U1^^^fS L<ffllN^tl^0 ffl 

iN^ti^^^^« 0$B1«) LiNhb^ti, 

®^1 : 1 ~20 : 1jgJt-e«>yN PEG (fcf 3; L < &PEG1000-PEG6000) ^10—80 

%^©)I^-e^iP^tl, ®^20~40°C, Sft L< &30~37°C, ®^1~10# 

PeM >^PZL^- K-r^C^tCJ: y^b^J: < £0 

[0023] *fP£©*attj££/\>r 7"'J K-V0X? 'J -" tiffin 
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zzzmx: 1 -e^tiST7^ ymm*° u ^7° 
51 K£itjgfe£ Willi* 

tCP##3t!:/clII*@ (0IJ% v-r^P7°b-h) tC/W7"'J K-^i£S±;*£;^ 

in Ls yfcw (lira 

^ffll^tl£*nfrj^£ffflJWv7X©iI£\ ^T7 7>^^P7"'J 
ifm^bnz) s/cti7°p^-r>A^JPA, 

Jn&^pyj >JnfrS/c&70P^ >A£o&#3-&/c|I|*@ 

tc/W7"'J K-vi«±>*£«]U 

s^: 1 KS^P^ ®*g^ 

£• L tc *fg B£ 0t y ? p --f Mfifo £ & ft t Z t£ if. tfh tf tl Z o ±IE 

X^7 HPV16 L1/L2^^7%> K£*aJI£ LTffllN-g> £ £ t 

T?$£o *fgB£0^y ? U-j-MfLfaZ^TZ^J 7"'J K-V0X^'J-

S^HAT (tTi-^v-y^y, 7$y^ryx 

) £^JPLT, 10~20%^^lfll;*^#OS]^*ffl±^ (0!k RPMI1640) 

"efrfc>ti50 /W7"'J ±15©^^;*^GD^fgB^ 

©Inft©JnHMMJLT >il £t? $ £ o 

M©^y ? *fgBJ®J;i;faji£/W 7"'J K-V0±§S 

^ (m&\ ±M±;*^ ±£««) s/c, *% 
B^(D"Ey <p n—±MKfaU, 7"'J K-^££fri*i (®| 

XtiW£) tclgfl^titc3E£ (0!Ja.t& 07Ks iM&£f) 

frb®tf#f£d"C$zo £tce>® *fgB£©ty^n-

^JUj/L^©#H!]iS^fc£> ^ P — i~J^in,fa(D^&MWMt. 

?'P7"'J [0!k TJUP-JU^;^ 

mm)7icBi;i, (0!k DEAE) tC<fc£PM^}£N ^JU3 
^PT^ vAtfett^pf-f >G^^©M®f 

SUicd: y ^y ? P-^M/E^CD^MXU ^^it^ttT^y o n-± 

TfttotiZo 

yL±<D&?lZLZs /\^7"'J K — 



WO 2012/090895 21 PCT/JP2011/079994 

U /c&iSMifrb=EJ 0 u-i-MKikZUMZtZZ tiz£ 

-oX, 0 u—1-)\sM*%:Wk^-t% Z tifX^Z0 

&fc\ (a) : 1 K 

CD—Z^%mo=E J 0 n-i-)lstfiW%:M£tZ>^y( 7l) K-

V, ££Xfi (b) 

J 0 ~? 'J K —IJ -~y 

Z> "E J 0 • -±MKW t (D^'\^:M^t z> Z t iz £ y fj9 d t ifx $ £0 

[0024] (3) 

-^%m(D=E J 0 z £ IC J: y N 

SfS U< lit: SAtfP-v7^UX (HPV) 

W (D Jnftfffi® >PJJ KfttH? Z &o 

mwtfuz&s 
A. (a) mHPV^^^M^^ v-y^j^om^mm 

(b) (a) XfcWtf^Ltefr-itc&m(DJi¥ h-7°tc, if%m<D=EJ 
0 • -±)l>jjifo £ 3 i±> 
5Ii, 
fe'i) lNfc£N 

B. (a) HPVtfcjWst 

(b) (a) X'M^n&$KW/$KWsW.nW(D^i5s 

J <? U-1-MKW(Dm%:MfeT£#t^>£s 

IZ <£ y )il^f £ d £ "CS £o 

£.tc, ±IBA(Dfifete, 
(a) §iti$Ht>7°JU£, HPVSLH^SM^^ ^i^>7°JU*©*;tfr£^§£};t 

(b) f U—1~)\/$n,W%: (a) CDJXJ^A^C^JQ Ls 
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J 0 P-:f 

o£xi4*Jni*co>iiiz-DINT% mzmmt&0 

P-i-MKfa£mt^-5(is #tcf!lRB5ti3 =&01?(i 

&<s MJ ^©£ X'I4^ffiJaft mtC 

ttf&t~£;k^B/j©;Ey 0 n-±)\s#LW(Dm%:{k¥tf]3. /cti4Mftj3M&tcJ; y 

$f£ U < ffl^«3*l£>o 

HPVCDL 2gfiff0^xtoh-7o£§lfit£*fg0S 

©^y ^7 P— 

L/c^^T, *^£>>fJj£;£t^ £#itfS-

Hpvifx$§o 

J^-RC, s^tcu^-r^o 

C0 )il £ tc ti, - CD ft; JI tc f£feb^fR L fc Ht > 7°;u £ 3 -tt £ d ^ T? •+f > 
7Ji^©fttt£ftJItc^;*t!\ ^-©^tc^#M©^B^©^ y ? p-^-;u 

fiiWslZ^ystc^mftCD^J 9n—y)l%iWm%:M'fctZ>o Z. 

ct:\ ? p-^Mnfr-ht^ j5j&;&tc#*t-f £ifcf h 
-ytc^uti^^l^^y 0 u—r)\y^KW(D^im^tc[tmtm^X±(D=E y <7 
P — 1~)\s$n,i'fa%:W.Vfc~$~&<> ^H^Mtis /lJj!^tC^lN^)HPV|j![J^®M<^IJ!L#:fffi75)N,i 
^fit»i>il^:^'C$i>o (a) (DKlfcmzim^ntc^mcD'E J <? n--)-)[, 
JrEtfctis &i!l©x tf K-7°tC|gMLi|p-^t"-g)o CCt, ^iiJCDx tf K —7°ti 

, Ht>7°;U^©^^^L^^^fcHPV|nJf,xtf K-^N &£V,N 

tCt & tf K - 7°® 4* AN £ V- y 7°;u ̂  ©Jnfr 7^^ LfcHPVlaJ^x tf K 
— y^rl^iN^cxkfs-7°£Ett1~£0 iiioty £P-^Uj/E^t^ |gM 
L/cxtf K-7°0^> IIsiLt#Sxt° S-7tc^-r£££tf"C$£o JnJIC 
tc^r&Lfc^^B/jcD^y ^7 p-^-;u|jtfrtiN (a) iz^s^xU%^V-yy°)\y^P 

? p-±;i/St^©ffeN 
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v y ~f)^ ortKW t M $? x #EJI L tc^mm o ̂  J O • - -tMK 

j o n-1-MKfo(Dwl£, M 

Xl£, 0 n-±MKfo%mMT&BWi-:X$iW%:sk:E; 0 
W (0iJptt£\ s£§y©xt:0?p-^jujjtfa) tc&ftfe 

3 it, mWM-Jfci/tfttcy £ U 3 £ £ <5: "?;£#)£ £ 

Z(DJ5)£lz&ys xes-7°£*!tf>£, 

X tf h-7°tC^Lt# SOlCftfrft-tJ-0!la.t£ 

s i£f^ > 7°;u#STfcN <fc tc fc # § *> £J±$3"T 3 c ̂  

T?s §£§&ft+f V^l^tC^S L 9 c t 

if-Ti^Zo (a) (C&IN 

(TKS Hir^ « 

& if) £ IN £ d ^ T?>flJ£-f £ c ̂  T&^-e $ £ o 
±§BB<z>#&£ffli,N£*!£\ ^+/->7°>'L/4](Z)3y^®xt:0 K-7°imtl/L# 

(DMJ^tcti, ®m^%Rltc+ty7°)\st-fem(Djh$£BB(£)^; tn-j-MKi* 

fLt, U^ci^^s^<5D^E^ ^ 

?p-^;uJnf££*nJl!©*i^tc, it;?u-i-^w^m 

mt&£mm$t±\ imm-)&Kwiz£ 
3££"C:£a&3;r£tf"C$&o dcD^T-t^ ^©ty^n-

^Mn^£li£-ftjtc^£-u ffl©ty £p-±ju^ft©^£El# (? 

tf>SM£I£:£) f^-tfy^i/CDS^^^yBj-rSo 0!la.t£, §iti$+f->7° 

JU#ST 33 <£ £ IN titflSfc-t > 70;U^iPtLi «h &-?©*> 

£ Jzblxf ZZ£-?* WM&V y 7°)\s*P tC#£ L 9 S 

£>fl!]£-r £ £ i: tf *e $ §o litl^ > 7°JkD##£T tc 33tt i) *> ti 

, (a) tC33lNT^i^>7°;U0^^1'JtCPitt^Bg():/d:iJt#SHt>7o;U (TK 

s Mir^s iM&£) £ Titers 

^B^tc33^T r^iffij &% 
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V y -?)\s^ (DIn fa (Dm £ ̂ t Ja*I £ WM t & o 0^ (D)iltC £ IN TN 

^©fy 0 n-1~MKfa(D$$ 

trmiz-D^x, tomm^jz^Ltct^omtv-yy0 

)\s(D%iMu^ £ ̂  W*f y 70JU tC# 3; tl & J/Efr (D JnM 11 & ZL t tfT? $ & 0 

0Ut£ A0iI^N J5^^©^xt0K-7°tC^Lt#S©tC^^Ht>70 

ttzfo-tb, ^mn<D"E >> <P n-i-MKWo^mom'Pifm 
tbbtlti;< ti;-?tc&(D-y-y 7° )\s(D%iWu^%:, ^ $&'tt > 7°J U tC # S tl & lit fa 

(D^Kfamt S/c, ^©fy^P-

y^)Uiz^^ti^iKfacoiKfai^t 
<fc y i% T? & tl ti\ StMti J; y i% IN t M 3 tu J; y ^^ 

femT? & tl ti\ StMti J; y <£ IN i: M 3 tl £» 
±IEA0^;itCfcNlNXN r^MJ tte, ffl&yy7)\'tZt£te*$£n%<D:ES 

0 • -i-MKfa £ J: > 7°;U0;Ft^ £ HPVJ/CJIC ^ tf\ 

fa^tc^%m<D=E J o u-i-^Kfatmrntifv^m^^m^Lm^ 
mfiT tc£M < d t ZmmT £„ }gMtc ti, SSi^-9- > 7°;u S tc ti;Fb^ 
^HPV^tC^-TS d ^ HPV^^^Ht>7°;US/cti;Fb^tC;Fb^-rS 
£ £, HPVljtJ^£®£lb L£§iti£+f> 7°>»U£/cti;Ft^^ 

3•££ d ts ^skmfa^ftfa*^tc tdiifc-tf->70;u£/cti;Fb^£>i A~t £ c £ 
& if tf # £ ti & o liti^ > 70Jk *fg0£ ©fy-^p -i~)\stfifa t. tc teM-nW} 

t HPVIJIJ^ tztetik-z-ttzts ssi^-9- > 7°;u^ (Dfcfa t tc ti *fg0£ ©ty^p 
- i-Mhfa t HPVljtj^ t m^t £ o 

[0025] (i) m%vy?)\s(Dmwk 
U,WL-y-yy)\st LTtis bhM ifrUiHtffcfS LINQ ^ilati, jfrntcjfc 

UTi^3SM^;&tT9 C^tCd: y, J^T0d:9tC 
EL I SA/R I Kffli^i^>7°;u^ 
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[0026] EL I SA/R I A mUR? > 7 t LT^ L/clfil;*£^0 

7xx^ >7"P y h 

m mfcvy?)uz, mm 
Ky h/xp^ K7"p^ h©ii^t^ ±mtm 

mxfo&o 
[0027] (i i) wmj^ommk 

±1E©<£ 9 iZ LTt#£ftfc§^i£+f 

aitztctoizte, HPmwsZfrmmmt;, visy^o^zmmtttfemz 
HPnmttm 

(mffi-ft) gsg£@*nb 
t~ £>*§••£ 33 ^I7^>7*P'> h/1 Kvh^pyhixiixpyh 

7"p>y y?\syt LTtis - Kp-tz;up-xp< >7"u> 

(m&\ A*^7'> ttiii) s ^-^p>p<>7"b> (m&\ 

K-ECL A • 7 7JU^>:Ptt§i) H) N P y h > P< > 7" b > ( 

7"P '> h7 7" 7 —^ > h 7 -T JU37 — (/W^v KttiU) H) X& 

^° 'J bf— 'J f^y • ^'7Jl/^ 'J K (PVDF) P<>7"b> (m&\ 

y Ktti^^) £>tlS0 

[0028] W%)*Wi:k(D'f)\/1?> y7"UyiZ$n;l£^&M%:&Ts ^fr>ty£7"UVT-

-fyyjjfetLZtts 7x«y h^7*P'>fO^;i (CURRENTPROTOCOLS IN I 

MMUNOLOGY volume 2ed by J. E. CoLigan, A. M. Kruisbeek, D. H. MarguLi 

es, E. M. Shevach, W. Strober) N iz$ K>;7 -Y i£7"P y 7^ -i > (_h§ECU 

RRENTPROTOCOLS IN IMMUNOLOGY volume 2#B§) £ d £ ifX $ £<> K 

v K 7" P y h^7P'> K 7" P y (0!la. 

/W ̂  • Kv K (/W^^v K) #) o 

[0029] EL I SA;i/R I A^^aiS tcisblZlt, 

9 6 7°b — K (0!la.l£s -f Ay 7°b — K • V :> 7 — 7° (7>^tti^) H 

) KHPVftJIXtt^©^& (0U&O. 0 h 'J 7A£#fr'J > 
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(JU"F TPBSj £^9) XmRLtc1b(D) £AtlT4°C 
Tbm^-c-fas x&3 7°c-e 1 jb^3mmi&mtz>ztiz£ y, OIJW 
mm iz wpmws z wm s -trr mm itt & 0 

[0030] (4) 

J^T TR I A;£j £^9) * (J^T TEL I SA;£j t 

tfs ^HH!S)ts IE5614, JkZf&W<D&mt<DpIffi&ti:£<Dmfiifrb 

s E L I S A;itf ct U Sfjg-efe^o 

[0031] 0UtfEL I SA;itCd;tl^\ J^~RC§E 

i6t£<£9&^Jli^^T9££tfX$£o L/cHPV 

iall^EL I S Affl9 6^7°b-

LtzUM+fy7°)l (0!la.l£t: SiftUi) 
-MKWtLT*% 

0|©77xify O }KWt^^ittizB^tc^tf 

K-7°H^B^®^Ey 7 • LT 

3 tl tc Inv 7 X Jjtfr £ Jp A T v 7 X Mt J 0 • - j- MKfo iz 3 

±IB#Jli©SA\ SSItyyy)\s£—WfcW£ LT^©Y^XMf;^ 

• - ̂Mnl* £ ;Fb^ L T e> >D £t Z> d ̂  t> RTti'T? $> Z> o 

§iti^>7°JU£, f£feb^fR (mtf 2f£Pi£U% ft%L<&3m%U±^ 

(^»|J3 ;£ 3 ) #0°) o 

[0032] *mn(Dj5)&zm^t>nz>wmmz, MMM^mmrn-zm^ittcmi 
HPVL1&t/L2gfifffr K\ fat 4 )\s 

Xs ttcteL2geff®|B^|®-^£&-3-£-j$^7°51 KtfffllM^tl^o 
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0 1 3 B% 2 4 BN ttc 

&1 3 B£ 2 4 P, 

ti&^y 0 n-±j\y^mt, ^©fy ? p-^juin;#; ; jfg u < &HPVL 
2gfiff0^xt>-7°£§Ifit£^y ? ; <£ y $?£ L < 

IB^US^ : 1 1 (CDRH1 )N IB^ll#^ : 1 2 (CDRH2), IB^ll#^ : 1 3 (CDRH3), 

IB^US^ : 1 4 (CDRL1 )N IB^ll#^ : 1 5 (CDRL2)£J;tfBB?!l#^ : 1 6 (CDRL 

3)-eH3ti&:p$ yitiB^iJ^fr^y 0 p-^HrE^ : 1 

7 (CDRH1 )N IB^US^ : 1 8 (CDRH2), IB^US^ : 1 9 (CDRH3), IB^US^ : 2 

0(CDRL1)N IB^US^ : 2 1 (CDRL2)£J;tfBB?!l#^ : 2 2 (CDRL3) tl& 

ItlB^#^ J 0 n-±)\,tiifo ; <£ y $?£ L < 
iB^y#^: 7tciEi6^ti/c77$yiiiB^-efey, IB^U# 

: 8 tl/cT7$ y ItlB^lJT'fe•?>y ^ •—j~/cfct SIMR! 
^SPMB^#^: gtciEic^ti/c^^yiiiB^-efey, m^^mn 

IB^y#^ : 1 0 tCEE®^ ti/c T7 $ J ItlB^lJT'fe •?> y 0 •—; 

<£ y JfS L < & F E RM BP-1 1 3 04S/cttFERM BP-

1 1 3 0 5 ®/W7"'J 

«©fy 0 n-1-MKWtes U 

©&ai •if-? $ s o 

[0033] ( i ) &ai 

y ^ p —1~)[/$n,Wh&s A\ X&BMKW^: — 

WKWtiss (ty 0 u-i-)\,foW%rft%LtcM 

%a^cDi/Et*;£§ifi-t £) ti&mt?^ai izm^^n&0 

LT&fS (T7^ V*X7 7$-iz5Umft 
IWOU (fcfcL=%tfLte<D 

IzmMtWsMX h U7° -ZfoZtfs dtl 

(X&*IfiX K U7° VT^Vy) 

&?5}£(Dtc6b(Ds (XtiX h b 7° h T7 \d*Jy) tiffin® 



7\ (\&CD% L "o VA $.Ai^OT<^a)%o L 
L v (|^f¥0¥) x-x^/r. •/: vn °£i|^ 

oa# (sai) >r^m¥iiWIt*:fH?ix (sad) >f^#i^sii< 
fi^^o SA->A% L 'oi^so "o V£ir>v^%s.£m$ v£i 

ytbMmW&g-Z (iK-H (\ UTK^-TK fi*P VA>.AI^OT^ 
c, VA>ZI-Q: M^£4#I^*«m#£#^ra)^A 
1.AA^Qs?£ vQs?^<2r4qTI^^dWw#i#0)^]/fir-(i-n^ Ai \££ 

-^irOH *>I=I.AH & a.AH *>.H VH ^D.£<^TO ( L 

( ! ! ) [9000] 

(i^M v£iv 
1$) -£-fH -S\JLUO y±%% v?i^f^oa^Mg^a^vs i i 
3 "s^aaiik^w^-ynGrFi.H*^»o 
d-±c*-*y • -^*11^-n H *H v$a^^2<2:4W^ri 

A£^A> -¥-1^ 
K3H-lA£<^-^>£lXvir>*>I=I.AH *>•*: 

v£1^i*-.n v^- [9000] 
0£4¥^fi T21 ̂ 2 (<2:^wfi T-1MS 

¥iW^^li<) H-s\£u6 y^comm) 
>11^ ^ixospn^v s i 13 0<2:$aw^a^S?iiv^^ri¥H *>• 

.AH *d*/H ̂ -H 4-¥H 

w$L&Mm<2-$-%&4cMm<2-$-^&hT-fflWQ>mmebVL2: 
<^¥'\(>s?]-b-cJ£(Mwxd—6£CY*(ict'\(<r. (fflfCO 

°^U\ii^i-^^<E4-^1 ̂A w^i^r$ Ma 
^^Hilia^^5}lMli.TOa)^s21 i ?i-^ifO)v i d 

t7666/,0/II0£dTAL3<I 83 S68060/ZI0Z OAV 
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-jutfm'j ~Ju *> 4°CTI 

2 4 mm, X&^T 17^3 

[0037] ;^tCN p<>7"b>£0. 0 5 7bH 0. 1 % V -f - > 2 0 P B S X& 

TBS (JU"F XmftLT&fiteynv ̂ y^SLttm 

£ L > 7°;ufe & IN & *fgBE -±MKW £ 7" P y ^ > 

p-^M;tfr£p< >7"b>±®JnJiuc^3-t^ Infr 

$©§i®3; tz&^J 0 P-^JUrEfr©^ 

iRfemzs >7"p 
$?£ L< &^T20|P^T9O 

Ttts y > 7' U > £;£;£ }tT;7t;f 1"§<, ;^lN"e±IE"ejFM L/cJnfr/JnJl^f 

^gi^KL/c^y >7°>»u^ipx^ 

ffc(D:b<D*femtZ)m'&&7ny*>?mfe-e2 0 0 075M2 0 0 0 O^IC 

*&!RR L T ffl ^ §Ei63 tlT IN £*!£•&, 

^©lEiac^ ) o L/ct£©y >7~U 

K^T4 5^75^1 0tP^tL, 

/c^aii#^^tT9o mmwtes mx^t^yyiyy^mm^^ 5^ 
PEHH^S LTtf tbs /%/$!$.%:$[ LT 5 fimWcM. L/ctlL 

LT 5 fiff3\M]BL~$~ •?>££: tc <£ U tT9o i&HtCJ^A LT^ 

LT/%/$ LTt ct INO 

[0038] 2) EL I SA/R I A0*i£-

Sf, HPV|jtJ^^|i|ffi'fb^'&/c70b- K0'7x>'UFfilJg®^®;Ey ? p-^JU 

it§/c^ >7"P v ^ 

i67*Py^>7^lT^Tfcv<o 7"P V JryVCD^ftlZ-D^Ttes 

7'Py K0lItClEi6L/c®l'J Tfe^o 
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0. 0 575M0. 1% 'M->2 0^tt?PBSXttT 

BS (JUT T )9t)% LTM^7"P7^r> 7'}g}t £ 

L/c^ §^i^>7°JU£;^1^T)g:t^ L/c;£^£^>i LT-^PeM > 

>a>L, 

<DUn<Dft1tRfemZs I 
tfT$£0 Sft L<&^TI 0#r^^tT9o 

L, ICC, ffll^/cfy ? P-^Mnfa^Ifi^ft/ct 
©T&£*§£•&, tctc^iz^thUW^fi? ztif-z^&o MWMo^j'pn 

ttfciu 0 00M20000 

L Tffl IN £ IE® 3 tlT ̂  £ *§£• 

teu ^©lEiUc^?) o — )^KW%}%M$^LtcWt(DO 

£#&LT^T1 7b^ 3 0#P^>^ZL^—>a >u 2fc&$T2fc&LTfr 
MTL&^fO 

LT 5 fimWcM. LTtf b-> /%/$!$.%:$[ LIN^ (DLT 5 

fimWcM. L tc'ilks L T 5 •ftW\WC/§L~$' •?> Z t. tC cfc U fr 9 0 i& 

HtCJ^A LT^ £> LT/?t/# LTt <£ lNo 

s/c, mfc*fyy)\/£*%vR(D=Ejon-±j\y^mt, iSUis^Atiii 
^ T m IN & 11 qi ti •r £ o 

Mi, (a) 

(b) fc^t/ (c) ^%mo 
=EJ 0 mt^-v Mi 

, >DfelZi&WteUM, ^'^7 7- TK, MlftB.S^^/uTiNTt 

J:INO 
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[0039] (5) — 

upv?®mt5&mpv%mM. T&^HPV 
HPV^IfetCj; 

=EJ0u-i~)\y^KW1fm^bn^o 

m&mz£w\t*&z.-znzi&&tLT&s 

s £*i£o 

SHPV^ReHfe^OTV^IItt, SfSL<^ 

[0040] Jfg Li^-^MI*§tc£iNT, «©fy 0 a-j-Jl/fafoZmMt LT 

W, SSttk Mbtfttk ~?0X- t: K^rP< "y^KWt^E 

CD^rP< "y^KWif£fS L < , ^flzfcS L < hJ/EffcTfeSo t: MbitrEffc 

£ <£ t/^r P< ^ T IzWMt & ZL t if 

T$£0 ttcs hSftlt UK-UK (fcLOi^X) /W7"'JK 

-7<t ±m(Dtfii*%:!&felZR'Di&z\X K 

T^l^t"-g)/ctotCti, t (0!l : 777) S/c&7 7 

*?[,>( fe*m^Tmitt2>z.ttfm£ LI\ 
[0041] (i) XWCDi^Wk 

\**=7foW\ £&, HlifeJ:tfL 110qT^IJi (VHfcJ; 

tfVL) 0IB^tffe£Pt?LSMMtca3fcL, (CHfectt/CL) ©SB9!ltfffe 

©Pt?LftMtca3fc-t£Jnfr£EP*-t£o Rr^^©SB9!Jtts ii(i>7 7 

Htc / \ -f 7" 'J K — v £ fNBlf £> I £ if T $ £> S T S> £> 11 if 

$?£ L < , ^^Iii©l3^ti^^^^SPifLS]Ma^TfeS I i: tfSf 

£ Ll\ 

[0042] LTti, mt27fcllf#I^6,331,415^tC§Ei63ti£ 

tU^MLttfetzEif^i£>ti&0 St" 
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, J; 9 tc J 0 7"'J K-

V (0!la.l£s 7^7-7"'J K-V) ^^tCfitoTmRNAt, L 

< ti£RNA£fj^L, cDNA^^f-So §£cDNA£i|M£ LT, ^&7°^7 

- (mt£, -tz>X7°^ LTVH£J:tfVL©&N^BB?!l£P-K"t£ 

'J =TD N A, :P>^-tz>X7°^ -7-t LTCHfcJ:t/CL0N 

£ =i - K t z ±MS@S^ £ J \ •-f y 'j y >r xr •& * 'J =r D N A (®J A t*B 
io/TechnoLogy, 9: 88-89, 1991#B§) ) ?j*£tCfi£oTPCRTVH£<fc 

VL£ P - K"t£DNA£i^§% H*§(OT;£tCj; U, ^©PffLS]^ (0!l 

: t K) 0 'J yii^L^cRNAtf £>RT-PCRtCj; yCHfc J:tfCL£p- K 

t&vnhzmm, mmt&o n^m^x\iHtcH, vL£cL£^ti^ti^L, m 
HDNAfe J:^7L IIDNA£N ^ -

CHOM, C0S«, 7 7X#f£Ei«^T$E¥;£14£W-t£70P 

=£ — $— (^Ij : CMV7°P;E-^-, SV407°PzE-^-H) 

) tCjfA1~-2>o Mfl^P—K1~-g>DNAti5M®^^ —tCjfALTt^lNL, 

$ — tc ̂  V^AtCjiA LTt J:l\ ^ 

^L|I^ii^^7^-T?s±«^MK$E^-rSo ?s±«^LTti, Btt 

R mt£±§EL/c7 7X#itii«0ti!j, ft^--X/\A7^-!Pl (C 

HO) «, Ht;ua^©C0S-7«N Vero«, =? v h fi3fc0GHS«&£1f m 

tfbtl £ o ffmia tiftMJfe tc jgffl Rftifc ̂  ft ^ T t <£ IN if 
, SfS L< tixb^ hP*°b-^>a £>ti£0 7s±«tc;gL 

fci£jfe*T-£J(0^i£^ ±M±;*^0J]XLT±IE^|W|«0^;iTltiit-

•Sd^tCcfckK 

ti, fsi»^:LT^^ -7 K 'J^0 h7>X^'i-v 

il L, (i<?t) ^ LT^i»y 

raited; oT 

ted: yN L < ti#tf £#IHcJ=L-3AMtc^rP< 7f7 £ 

P-tibift^iSC^tT^^o 3£tC, h^^PP^X -f*, PAdr, 

X\ ^A'P&^fO) h7>x^'i-v ̂ MtfSSizL, 
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LT, 7°P h7°^X 

-f 7 l=K a >^pxb7 hP*0b-:>a >, 

h7V7>yxi^tt^lU 

t# it AjgtC + ̂  P —7" il il t RT 

tgT&£0 

?#£tlfc3f* 7f; 7 p —>T##¥t~tU£FabtfN ̂ 7%> 

> T #$¥ t~ tU£F (ah' ) 2# ̂ tl ̂  tl?# £ tl £> 0 

[0043] S/c, 7 7 7VH£<£t/VL£p-K^DNA^^U >£-, 0Utf1~40;p 

$ygt Sft L< &3~30:p$yit, j; ysft L< ^5-20^$ jwtfrbt±z> 
/^7°51 K (^lj : [Ser-(GLy)m]n:fc L < ti[(GLy)m-Ser]n (m&0~10CD^i£, nti 

i~5omm m ^^-^t^nk^Lxm^t^ztiz^^scFvtt^z 
tifT3\ 3 ̂ KC^P- K"t £DNA£}g^ft ij >^-^j>LTHSt5I^: 

tCj; Uminidody^7 L/cU, CH£S£p- Kf £DNA£}g^&ij >£-

^^LTMtSCtCi UscFv-Fc^-TSI^tT^So Z(D&ot£imfc? 

(Wtx) 3tlfcJr[fr:fr^£P-K"t&DNA&N 5ig^^7°p^-7 

-vmmTiz z 11>< 
T3\ ±mizM*ft?%:±mtZ>Ztif-T:-^Z>0 

[0044] 7^XVHfe<J;t/VL^p- Kt"-g>DNA^1o®70P;E — 7— G0T)jiUC7 y^'AlZ 

HALT^IillciAtSi:, SP-'>7^3t<E:f^tcJ;yFvi: 

PMti-g>~Mfr£JFM1~-2>o s/c, ^ff'J >7,£ffllNTVH£J;0;VL®7 b 

-A7-7^J| (FR) *©ig^&;p$y®S£CysKM&r££, 

^7JU7 -f K^IC J: UdsFv^Pftftl^-M^tfJFM^tlSo 

[0045] (ii) t Mbtftft 

ruMbiaftJ <>:&, 

M (CDR) IXftOlT^ro^MM (IPt), ^^litte^t/^^P^cDFR) ©SB 

W\i Kfi^TfeU, CDR0|B^U0^tfMi!ia)PS?LS]^ffia^TfeS^fr^EP* 

t^o LT&, $iJ;Ui>7 7l|®#^c/W 7"'J K-v£ 

Li\ tztc, r^t hJrcfrj &, *ff 
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§o 

£\*<btiifo<DWmfe£LTte, 0Utf*g^fF£5,225,539^ f§5, 585, 08 

9-§\ H5, 693,761 -^-JS <£t/if§5, 693,762-^-tCHE®^ tlS^]/£fe'i>lNfc£"5'tl£>^!: 

L fcft if 1f P If e> tl £ o HI*ft K ±§E^ foW©*!£• £ 

t hJ^©Pt?LB]M (0!l : 7^7) E3fe©VH£J:tfVL£=l — K 

-rSDNA^^HL/c^ U gftDNA^-^x>Ht- (^IJ : Applied Bio 

systems#!^) —^xyx^fjlV t# ̂  tlSillSlB^lJt L < 

Ifr^£3tl£:P$ yi£lB^£^ft]©J;tfrlB^-^-X [m&\ Kab 

at database (Kabat^, TSequences of Proteins of ImmunoLogicaL Interes 

tj , US Department of HeaLth and Human Services, PubLic HeaLth Servic 

e, NIHH, fs5j^, 1991#B§) #] MfI©CDRfc <£t/FR£;£ 

^t§0 }k^nt£mmizm±Ltcmm%:Mtz>t 
H|I£=|- K"t ̂ SlB^U IW : t: h /clLll+f 7?V)\s— 7°I& cfc £/ tl h Hfl 

^y^U-yilt L < tiHI (Kabat^, 1991 (±i£) £#B&) ] ©CDRZI-K 

>££3ti/cSffiCDR£=i- Kt"•SimSlB^lJTM^ L/ci^SlB^lJ^lxIt 

U I^SIB^^20~40±^S^©7^^P<> MCE^U S^C^&SBB 

^iHCffiMft&IB^lJ^ tulE7^^P< > \- t&mz^-/<-^v 7ftZ>£7>lZ2 

0~40j&ggj£©7 7?* > KtCE^-rSo ^77^ > S^DNAS/y-tz+M 

7"'j 

y, t Sfi3fe©FRi:ffe©Pi?Lil]tliffia3fe©CDR«:#-ri)VH33 
j:tfvL£=i- K-rsDNA^^-rsi^tf-e^^o cfcya-^o^fttcffe© 

pffLftMa^cDR^ t t*m%yH££xfvLiz&mtzizi^ pmz£z%MiLftm 

ft^Sff fg £ ^ £ 111f ft £ L l\ ^ © <£ 9 £: L T teu M X 

¥5-227970^&^C§E*6©^fcCDR^ffi£#tfPtf £tl£0 !©<£ 9 tC LTt# 

tlVHofct/VL=l — Kt~£DNA£% ±§E^P< Il*§©;fr;£"e 

t K S5fe©CHfcctt/CL^: =l — K-r^DNA^^tl^tl^LT^S^^^ill^tc 

y, t h7V^>'i->> 
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[0046] tl scFv-Fc 

% minibodyN dsFv% Fv^;tCB^^f'2) d t ifjS^^7°p ̂ — *? — 

i±z> z t ifx $ £0 

tl h tis ffl x &' \ -f 7" 'J K - V GO fpMK#5 tffitli L T IN ft 

mt&ZttfXzZZ„ 7 Vs 7'^s tl 7 v\ ^dr\ -7h'J &£<£> 

i<^ (i<?t) £ LTJA <11^13 tiTi^ft^W KS]^ 

LT^tf <^>tl£o 

[0047] (iii) tl h^jt^SM^ffll^c^tl \*$ifo<DWm 

> (Ig) h (KO) L/c#tiK^ifli 

mmzmmwtet. higmfc^£®Au zn&mx%>>mtn&s mmm 
&(DtfiW(DiXfrV tC tl II^T, ^0 X^©<£9tC/W 

7"'J »77Xf;^P 

H*§(OT;£tc J: ti K^y ^ p-±MKfo£IX*§ 

qrt^^so H KIg0Hlife<£t/L 110$-Afc^^mn 

0h7>Xi/i-^ (Tg) 

g mfc^zmno) Ko^ii z ffl ivr Ltc^oxt^mLxm^ntct 
(Immunol. Today, 17: 391-397, 1996£#BS) %m^XW 

iSlStifcH hfy ? p-^-;u^^0i\< -DfiHzmzffiufc&^lzfoV, iifeS 

-e®^C5^tl KIgtl KJjtfr (HAHA) *IT^&1\, 

[0048] ^(Dflks Abgenix}± [j^pp^S : XenoMouose (Nat. Genet., 15: 146-156, 19 

97; 939, 598-§-=f £#B§) ] -^Medarexft: [j^pp^S : Hu-Mab Mous 

e (Nat. Biotechnol., 14: 845-851, 1996; *g^fF^5,545,806^£#BS 

) ] tfHSAllfefel* (YAC) hlgmfc^£® 
AL/cTgv^x^^L, j;y UA- K 'j-tcm/u/cti K 

&olZt£-otc„ tiKIgmfe^t^ #)80ffi 
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ovy £ p - K t ^ ® #*§14 £ L T ̂  £ /c 

Sbs fitful. 5Mb (14#|fefett) N /cLUtfMb (2#|fefett) 

iki,/i- s i)-%fo<Dmwim-cn%Ltz7twzit, ^igmi^(D±m^mA 
~t & Z £ tfalS (^77,$ K\ PX$K 

, BAC, YAC#) (C#A^t£&sDNA&®;%i£kb~tmkbT&U, 

/cDNA^§:$f#H>EA-ri>^a) h7>^>'x-v ^HiHilfFWlrl^l© 

#A«agrc&o/co 

[0049] Tomizuka£> (Nat. Genet., 16: 133-143, 1997) Igmfc^ 

t h^M©siiiR (HCF) ^v^xtc^AUT (m&wmx ao 

) , IP*>, £1% HfMfc 

^ 14#|fefel* fc^t/KL IMfc? £ ̂  fr2#|fefeft £ $j tfH&J jlite"^ 

7"'J v KM£48 

(00 : =uu-tz$ K) T^IIUTs 1 ~tfc*©lfefe 

fat L < 0 niz)\y^mML, 

v^XES«tc^fefr^»A"ri)o KlgiS 

L < (if(DBifr%W5A^ 7"'J >> KES*£ii*R 

U S^©K0v^;U^©*I"n y XE^lM>iA1~£ 

o %btl K ^ "y — ^^WJZt^^ 

7^IjRU b (TC(hCF14)) fed; 

h2S^feft|ff^r^{s^1-STCV'7X^ (TC(hCF2)) fife 

ic^y^S^ H$iit£^feJ;tf * LlMfe^^KO^tl/cT^X (KO(IgH)feJ; 

mo(ig/c)) zttmLs ztib^mvxsBzmvmTztiz^'sjs 4 mom 
(y7Vnc/K0) %M±Ltz>ztif-z^z> 

o 

±IE® j;9 tc LT^^tl^y^UTC/KOv^XtC^ It©7^Xfy^ p 

zmfth^y 

O P—-f 7"'J K—7£fEii1~-2> c 
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ti® 1% © -7 0 X ©*!£• tc tb^X <£ IN ̂  IN 9 ̂ £ o 

[0050] fu§EHu-Mab Mouseti/c LfMfc^©^50%£#frtf\ 

^-tflSAP LfcltiH^£#&*§£•i:H*II©#*§14£ 

(ffe^ H|Mfe^ti^10%Ltf#S^iN0-eH|I©#*itt^g<N stu 
tCttt£J^14W+:fr "?£>£) , MoYAO<?*- (Ig K -YAC) tcj^j^ 
Xlfefefa^tCjiA^tlTlN^©-^ 7^X«ft"e££tcM$3tl£o £© 
jflJj&££AN Us TC(hCFM) V^X^Hu-Mab Moused ££|B LThCFI 4£: Ig K -YA 

C^^tC^t^^X (j^pnp^ : KMV-7X) ® 

^©V7X«>:|W|I|©/W 7"'J 

ZtifZ^Z o 

[0051] 3£>tC, <£U^£tCt htCfc^£#*§&J;tfal^-h U-£IPi1-£/ctf) 

tC, A L|Mfc^£3<MC®AL/ct 

So ±§E£|W]*§(OT;£-e;\ t K22#|fe 

fefat L< ^©Ifttt^AL/cTC^X (TC(hCF22)) £f^U dtl£± 

§E^ 7'JUTC/KOv-7 X^pKM V0 X Z> Z tlZ&V%Z> Z tlbZl* Z> L 

s £>SIN&% A KAi^fefa 
(HAC) %mmLT^oxmmizmAtz>ztiz£vmz>ztibZx*z> (Nat. 
BiotechnoL., 18: 1086-1090, 2000) 0 

[0052] (iv) 7 7— ̂ 'TV X7°b^T t: hltrEfa^^f 7^ 'J — IN/-C^^t: hltrEfa© 

1 ^©777°p-51ti7 7-^'fV X7°W £ 

ffl IN ̂  -e ̂  ̂  o £ 0 ;£;£ ti PCR tc CDRJ^^ tc g A 3 tl £ *§£• 

S)^ ^ © /c X '>£fc©HAHAjt£©$g£$J jffo S ^©-^T?S 

i&^tca^-t zmmmo -f ^N<£^nfa©f#si4tfif 
n-c&a (s±^p->jpiiii^(>:,tc^-rs^fa:fc#^tc^prtg) #©fy 
^^WLTINSO 

[0053] 7 L KJrEfa^ 7"^ 'J -©fEitfr;££: LTtis 0!la.t£ 



WO 2012/090895 38 PCT/JP2011/079994 

ffll\£>tl£ 7 7 — ^ti^tC^AE^ tlftl^\ ®^$®tttK7 7 — V (FfA'^7 

T*)*7 7-V) 1?ft% 7 

LTti, g3p% g6p~g9p®=l-K^7 «^®S4 

tiztfs <fc < ffll^ti^OtigSpt, L < tig8p©N^4ifi(l!ltc:Hli£-;* 

£>£<, 7 7-^'fV X7°W<^-£ LTt^ 1)7 7—VfJ A0P-h 

7 7-^lI±C 

J1^3ti£P- y^VUtowk-nt yy<<7Ut 

- h^>/^ffmfc^tiSytCjfALT, ££?£MP-

3)14-^^ >/^ff£p- K"t£mfc 

?^T§7 7-i>'$ K^^-£&-?AJiatc£?£MP- h^>/^II 

K 

^ ^ if ̂  £ II B 11 c fg JI t £ 7 ̂  ^ £ jt £ ̂  t* £ 10 & ̂  tf £> 

til)®iI£-tiA$&^3fc^ >/^ff£S^3t*££#JM£2)7^;bti 

£/cto, -f 7"^ 'J-(Dwrnotcisbizti2) £ /cti3)© * >T 7°tf ^ ̂  tl 

§ o 

[0054] $ — h LTti, HoLt£> (Curr. Op in. BiotechnoL., 11: 445-

449, 2000) tC§Ei63tl£t®WJ^3tl-g>0 $iJptt£\ pCES1 (J. Biol. Chem 

., 274: 18218-18230, 1999#B§) tiN 1 -J(D =? 0 K — X 7°P -®»P 

"RCg3p0'i>y^->;U^7o51 KCDTsjfttc: K LIIAE!^!*^ P — Kt~•g>DNA£;g3p:> 

V-y )\/s<lf "5- K CD ~F Sit CH3 P — Kf'SDNA, His-tag, c-myc tag, 7y/<— 

*!±P K y (TAG) *t1X LTg3pP — KIB^O tl/cFabfgiiM7 7-V $ 

K^^--efe£0 7ys<-^m%^t&tg3pz\- > 

J^O K-ttCFab^:^l^t"£ T7 >A'—^£Jt£::li#7c&lNHB2151#fc&<Jf 

S/c, scFv^iiM7 7-y$ 

LTti, 0!la.t£pHEN1 (J. MoL. Biol., 222:581-597, 1991) 
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-H, 0!Ja.t£M13-KO7N VCSM13#tfPtfhtlZ 

o 

SO ©7 7-^'fV X7°W<^-<>: LT, 

£; Zl — h *9 5 ' 7^ffitC^tl;?'ti:>7v7M > £: Z| — KlT£> • 

K>£#frlB^£^U Mmfc^£|W|0ttcMtC (m&*y'V?ntLT 

TtiftO ®A3ti/c^>X^M >$IS|W|±tCj;£S-S^£^L 

17 7-^110 3- h^>/^ff±tCjafa£Jl^Lt#£<£9tC7:r^y >3 

tl/ctCD (Morphosys}±®CysDisplayTM££fflr) =f t tf £> tl •?> <> 

[0055] t 7'^ 'J — LTtis i~4 — ~?/'lEIfcfSi^ ̂  ^7 'J —, 

7"^ 'J —s 7"^ 'J — btl&o 

j-'f — (non-immunized) =? 4 ~?=7X)—\&s 

£ VH33 <£ t/VL£ RT-PCR ̂  <£ U IXt# U ^ tl ̂  £ =? > ̂  A tc ±|E(D 7 7 -

^fV X7° W<^-tC^ •--LTt#£>tl£^ 7"^ 'J —T&£o 

lE^Ao^ifm #iis 

LTffllM^ti£o "T/cto, iallis 

fE tc J; £ ? =y X X -f V 51 & d o T IN & iMgM fi 3fe GQmRNA0 ̂  £ i^§ L tz t> © 

^r^tC"^--Y — 7 7 ̂  'J — <h;P¥A/TlN^)0 LTti, CAT*±0 

^^7"^'J- (J. MoL. Biol., 222: 581-597, 1991; Nat. BiotechnoL, 14 

: 309-314, 1996#!$) % MRC}±CD7^ 'J — (Annu. Rev. Immunol., 12: 

433-455, 1994#!$) N DyaxftzCD^^f 7"^ 'J — (J. Biol. Chem., 1999 (±ft 

); Proc. Natl. Acad. Sci. USA, 14: 7969-7974, 2000#!$) #tfptf£tl 

§ o 

•nJ^c^^r 7"^ 'J —tis t: K £JSO\ 

yitlB^!]£=l- Kt~•SDNATM^ LN ^ 7°^ 'J —it 

o ft^^^^ft^scFv^Fab^^^-r^VHfeJ:t/VLjlfe^a)II^^-&T^ 

-f 7^-Y 'j-£*itgT$£®T\ 
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tl£0 CD £ LTtis MorphosysftzCDHuCAL^^f 7=y 'J — (J. MoL. B 

ioL, 296: 57-86, 2000#B$) N BioInventftiCD^^f 7"^ 'J — (Nat. Biotech 

not., 18: 852, 2000#B$) N CruceLLttCD^^f 7 ̂ 'J — (Proc. NatL. Acad. 

Sci. USA, 92: 3938, 1995; J. Immunol. Methods, 272: 219-233, 2003# 

m) H^WbtlSo 

f&lg. (immunized) =7^ ~?=jx) — ^ 

y;m, 

ML/ct: K U ±§E^ — 7"/#&^^ 7"^'J-0*1 

H*mcLTmRNA£ij^U RT-PCR;£tCj; ^ TVH££Xf\lLmfc?U ^ 

7'z> 'J —it LfciCOV^^o liftCDilvtfamfci1^^^ ^7 'J — 

#StiZ(D?\ X©^ 7"^ 'J -fr Pj-et 

[0056] ^7'^U-©#*§imA$l^£:cn^\ J^T0A>"> 

^JifETixy M3-&7 (10"~101377—V) tm^(Dy<y-y</-e 

0 n — y £X?i^lZij&Wti:7 7 (100~1, 0007 7 — V/0 • 

-y) 108~10"^ p->*MJtM^"efey^ mwtn-yo 

7 ̂  'J --e®^10-9^-y-0Kd^il u--yftzz 

[0057] jnfttftji tcft-t £ £ 7 7 - y T1' -r x 7° b -f ;i-e®sy = 

>^^iN9o ^JI£@^bLfcJS<*£7:p-y;7>r7 

m77-y^;»iLfdl, ^L/C77-^' 

y &r c: £ K <fc y i) 7 

7 7 4 ~^4-OU^ YV=?7 4 — fflX&713n — 

X, f+Xh7X "tzJU• -Xftif©*° 'J X^ l> y, 7fs >J 7 

^IUU:P$K\ i^'j-iyg<D-£f&mB> 
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mmy°^x^ynm (SPR) 

<UN0 mxis 
\f.*=f-y- (xhbXh) y\tvy%mm?3; L < tift^-e 

Htt'J 15y K^70^ StU^Si: 
L T m ̂  tc&fttffefa t (Dfa&lZ J; y tift IN J; 9 tcf# IZy±Mt Z> !&W 
tffoZo #lp^7 7 v(D)%r&[Ztis BSA;#^^^©7"P '*=*•>?$ (1-20 

) N Tween^^S^'M^frPBS (3-50) d t1fXx*Z> 

o (pH5) lA^©£g£ =&£>£>o ilfi7? 

mnm. (®J = 0. IMJ^II^^) f#sft7op 
^7-lzlZ£Z>tm (m&\ 

K 'j -fiyymmtm^-
o Z(Di§£\ ^-^Mtcti^MP-K37 

sot, P- y^tnot^TifM-nf y^<?%£ 

-S^®MTU (0!la.^ fulEL/cCysDisplay™-^ >g^& 

MT^IJ £ ffl I vT foW t P - K * > / <9 M. t Z M&3 •£ 3 Z t IZ J; y stu^ 
^77-^^mxtzzttf-ezz) iz^^mih^mxh^o i£-e;#ttL 
testes K 'J L/c^-e;#ai7 m 
W&s Mmz^. y 7 7—y&0j|xt"£>o 

[0058] A>- >?tc<£ ya7 t, z 

tibttmmz&mz-Gtc&yis-h±i:iiut^p-->^iT?o n 
Jt7 7-^£0i|XU (0IJ:ELISAN RIA, FIA#) ^FACS 

&£WiSPR£fi|ffl LtcMfelZ* y 

[0059] MR^tltc$KWM^MKW%^^t&y 7-VOU-y-frb(D$KW(DW$k 

33J:tfilt§!U;iu 0!JAfc£\ 77-^TVxyb^^^^-^Lt^ 

P- K^7 >/^Kmfe^©3iilpp^C77>/<-^±P KV^A^ti/c^^7 
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(0IJ : HB2 

151&) 7°^XAt L < ttig 

z>(D-z\ mmmz >J 
i]XLs ±§E£l^§©#iS^#j£ffllNXtT9 d His-tag^ c-myc ta 

g^iALTfiWfc£\ IMAC^/Ec-mycJjtfa 

zt&vzzo ttcs ^y-y^omz^m^n^y-iziz^^mm^} 
mt&mtiizte, $Z7°UT7-a y7-vmm-fr 
bftmznZ>(DX\ mmvfem&wznmtzztiz&vmmmtzmm 
t&zttf-ez&o 

[0060] t K 33 <* -a 7 7 - vT 4 x 70 u >r t: K =? -f u - % m 
^tc^±\i 

(DlZ^I&mt&Zttf-ZZ&o $13.^ Ois, 7"3\ L7X -7h 

(i<?t) ^ LTJA <11^13 tiTl^ft^W 

v LT^tf £*i£o #t: Sii^lC33^Tte^ft#i;JI©A 

&ftft^£ttt-£>^SftFpEi§Itf'>&^©Ts 7"^ 'J — J: y 

[0061 ] (D=EJ on -±MK{* £ L T R&SU 33 <£ tf / S /c 

&<f«14T£>y, L 

T, LhS/cM?LE>]^ (0!k k M*JVS Ois, *=l 

, -f*. -y-jutetf) izttLr$-mnM£fctemnMiz&-5-Tzzttf?'$z 

o 

X^nWEStn-i-JUtfifali, ^ tig <*£&-£ LTt&iN 
^&g££$&/£$l£ LT&^LTt&^o £^K^£ti£ £££$!/£$]£ LT 

mm¥ftizfF#3tit#zis 

jsti&^ MPStc&#npizjgf z>MMtLxm&tsn&o 
^mu^otcisbmm^tLx^ mm, ^y^m^n 

, aitsy tiff Mattes J£T>EI^ i^aMy, ,^ian 
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£LT&, ±ltt%mo=EJ 
wjtcffliNbtizmmoM'&fc, ttcit^mz^Ms fm^tcmutt & 
z tiz£ -z>XMM~£^Z>0 LTW^ 0!la.l£N ^H#±^7KS 

7)\s-\~)l (^U. X^y-JU) N t^)7)l-\~Jl> (0!k 7°Pt°b> 

^JP-JK ^'jx^uvyj P-JU) , (®k u v 
Jl/^- K 8 0, HCO—5 0 (poLyoxyethyLerie (5 0moL) adduct of hydro 

genated castor oil) ) LT t <£ =f 

7)[/Z\-)\s^%:{#m LTt ili^ti/catM^ ^t£7y7°J\slz3t 
mztizzttftktt Li\ ±ttt;t>n-1-
M/Efa %tztet(Dlk%: m ̂  &M IZ Wt^t £> Z. t IZ £ T MM £ tlT 

[0062] 
m 7 j jisAzi—?=-1 y •?'§&%:~a &) > ins^y% tuf 
-tzJUgy (7 7 h^7°-tz,iU$iJ£#fr) % vP >> 7°SiJs fL^iJs 5K>S£y#tfPtf£ 

tl^o C0cfc9^M^ti^^0^)itCd:^TM^^tls S^J^IKCfelNT 

L< ttM^ttLT^T=66^o 

mm\t LTti, TA^A,, WM, X^T>J 
7'^ '>"7 A IN P, tl S o 

[0063] 

J: 7 &Jx^i£fu©£yjF^CPi^ti-g> d ^ iKDi? &&££!£ 

tiUDMBtLXlis 0UAl£s $£&k A£y> t7°-izJUM, ail (7y7°JU) 

% ^y^tf^ti^o t; 7 LT&, 

^/cUlS5~5 0 0mg gj£% ,>: y tott>E»jT«: 5 ~ 1 0 0 m g gj£% 

^0Mi!}(£>}WT& 1 0-2 5 0 m g ^©±15^ 7 7 • 
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CI t if ft £. 

&£fu§ELfc&£ljM&, ±15^7 7 n-i-MKWtom-aiz^ y L 
< & £ £ L & IN PS y ffeosteL T t <£ i\ 

[0064] <7n-±MKW%<a^tZ>^®5Ms (E 

HI) Jx^JU- h^cJ^Ttsft 

ztfs 

0t; 7 P-^JUjrEfa^: 1 @1^: LT, ®^0. 01~20mg/k g fafifM 

J^ jffSL<tt0.1~1 Omg/kg fattfMJt, 3 b lZft% L < 0. 1 ~ 

5mg/kg ^ 10 1-5 0gJtN $?£ L < 1 0 1 ~ 3 0gJt 

^) £<£t/l£P&^®iI^t dtUC^-fSM^&^-tSd^T^So £E*R 

£*>-?%Zo Mi, 

*mn<Dmm<D^ ffe©si&£$K #S#£#A,T 

[0065] (6) ^©fy 7 P-:l-M;afa£^T&&HPV#Jfe0§|:8fr§i^ 

«©ty 7p-^Mnfa£^ffl LfcHPv#jfe0*£d^;£^ ST 
s 96^70b-KJp3847v:70b 
— K#©v;U517x>/U70b— KO^xjuftjg®^ >7'b >iHC|jtlfl=Mb LT 
felNT^f^, y 7 P-^-JUiJtfa^ffllN/c^^OHPVO^tJH^Tt) 

tL-So 9 6^7°b—K^3 8 4^7°!/—K#©v;U517x>/U70b 

- (EL I SA;£) 

(R I A;£) ih;P¥titl'i)^'/iTfe'i)o —,^V7L!WC|jtl 

mtZjmt LT&, 77 'JJl/j7^ KlI;?](ft^iTy>7"U 

(7xx7 >7"P >> K;i) A\ X&itJgp<>7"L 

Kv K7"P>> h^XP 

v h 7~ P >> h;£^WbtiS0 
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[0066] * S St« * ® II M as ti 

oMumRz/MMzmfctztjO-ete&^o *%m&s 
^ iz £ o TI5H £ 3 ti£ t, 0T?&fti\ lffl»0§E$ 

I*^0l5ElfcNJ:t/lil®0lEi675)N 

*BS lffl» tc 33 IvT 3 I 3 tlJ^fFftSI33 <£ tf&SK £ #t^X 0# 

1. L sAb°a-v^-r>)uxi6^j (HPVI6) — 

i-Mn,fo(Dftm 
AlML/c^yfK (HPV16 L2gfiff0:P$ yit#^56fr£>75 : P56/75 

[BB?!]#^ : 1] ) iZ^-Tfs-Jls'J > 

(KLH-P56/75) (50/xg/IZH) £7P^>hP>7°'J 

-h7^'a/^h (FCA) ttJblZ3\K0)Ba\.b/c^0XlZfeftmm[,tco 2J1^ 

% 4JJ1PP^N SjJl^^tC^tl^'tllWI^tCjSJp^^^tTC) tc0 k 7®^ 

mz, 2bfMg/^miw-PbQ/ib^FCktt^izmmiMLtc0 6 
0^ 0i|X L/cS£H«£ $ x• -v«P3U1 £6:1(Dim^W^ 

U 50%*°'Jx^b>^'J ZI-JU (PEG) £ffllNT!ffl®££*T^/c0 

Tsvyzmu Ltcmm (HAT±^) 
«£®*RU mm*/7n--y'?Ltc0 HPV16 L1/L2^r^7%> 

SELISAtCj;^ SLHPV16 2>MM<7 n-yZM^tco ^ 

y ^m-^M/Cfal 3 BN &tfN 24 B£jt£-t3 2ffl!l0M?P->£ 

?#fc0 iJtfal 3 B£^^-r^«33J:t/2 4 ^tl^tl 

TMouse-Mouse hybridoma 13BJ 33ctt/ TMouse-Mouse hybridoma 24BJ £:$|\ 

U 20l0^l0^l50tc^ailiA^J;y3itz;^jS^Aj^ilS^^W^m ftfF 

(0*s^$m^< tfmjiciTgi#jfei ^^^6 (s^is^ 
305-8566) ) S^Kg^Sgl&^fEStU FERM BP-1 
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1 3 04BJ:t/F ERM BP-1 130 5 1 3 B 

, RXf, 2 4Bi4«, ;Ztl?tim<DBalb/c^V7><Dm.mz&mL, t 

J o u-i-
[0067] 2. =EJ 0 •— ±J^M 1 3 B. Jktfx 2 4 B ffli b° K — 7°T y b°> <f 

P56/750N^N foZ^ZT 

K^SLH (KLH^) i:LT, ELISAtZc^ U. P56 

/75<DT$ JWLO-^$:7z>-y iZM^^Pitc^y^ K£©^£ll'< T, & 

^7 ̂ 7 p— :FjUi|;;tfa®;|^tC/ft2I&;7$ J II (g| 2 "jfiT&D J&Z/ftnn \z% 

WtZT^JW. (M2TB) ^m-^M/Efal 3 B% &tfN 2 

4 B0xLoh-7°£4f£L/co K£ELISA©^£^ 1 tC 

^L/co c©m^ 1 3 BN RZf, 2 4B(i, HPV16 L2m&M(D7<S 

I£#^067fr£>72N RZf, 56frt>58%tpfotTZftMZ?:ti?timmTZZ 
tift>ts-otc0 

±mO)£?lZ-mfe$tltc, =EJ <7n-1-MKW\ 3 BM'2 4 B0P56/75 
ftitrK-7\ x^MHPv-e®^^yiii3^y®^#Tiii;&iii2 
"To 

3£>tc, fo& 

MZT:7 = yiZW&Lfz%i}<D&m'<7? K^SLH (BSAi|p-n) tLxm^x, 
#t;?K-7°£±iE^iwi*i©^;i"ep^/co u/c 

^^7°^ Ki:ELISA©^£^8tC^-ro 

L /c^H, 1 3 B s&!$r •& X tr s - 7°ti HPV16 L2g fi ff 0 7 $ y I£6 

4fr e>73^$F«3 tC & y N 2 4 B s£I$f 3 x tf K - 7°ti 7 $ 7 I£58fr ^ 67$I$ 

l*l (HI9TiO tc^-ts^x^tiso 

El9tc. ±§E©££y4f£3ftfc^y ̂ p-^Mnfai 3BM'2 4B©P 

56/75ft x tf K — 7\ X<?mPVX(D7 $ 

to 

[0068] 3. 

1 3 B&tf2 4 BtC<£3HPV^^jUX0£Xl4#JfePlS&miPV L1/L2-^r 
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i* ~fi/ :rX hifa;#^©r&Xtt^ffillvtfafffiti, 1 
3 B&tf 2 4 B£HPV16L 2SLH©^£TL7> MfttfftfT&f 3t^-e4f£ L 
tc o 

(§itl^;£1) HPV16, 18, 31, 33, 35, 51, 5233 J: t/58^-7 ̂  JUX (PsVKc 

f 3 ̂  y ? • --f) U in fa (D * ffi}% '14 (D >|JJ £ 

(1) HPV16, S/cti, HPV580L1^t/L2^ii7°^X$ 'J 

*X7^-iz(SEAP)fgii7°^X$ K££;Fb1^U 293FT«tC K ^ >X 7 i 

^i>a>L/co K ^ >X 7 i ̂ a >20^®||^£, Detergent Buffer (0. 

35% Br ij 58, 1 /J, LCDRNase, (Amb ion #2286) i n D-PBS(0. 9mM CaC L2, 10mM MgC 

\.2)lzmffiL, 37°CT:-m^ > + K Ltco fc*lZ5ftr$&W Ltz&s 10,0 
00g, 4°C, 10£^SI/&U ±;*£0i|XL/co 0iR L/c±;*&, 271 331 39% 

CDiodixanoL (0.8M NaCL in PBST'IMI^) CD-htCjfiH L, 50, 000rpm, 16°C, 3 

.50|^JSM^L/co HPVie^/ctiHPVSS®^^-f JUX (PsV) 7 

9 is B, >£[l!]i|XL, L/co 

7x7-j^y K^Olffl^iMffli^-e^L/cPsV^ijtfa^#^!^ ( 

1 3 B, 2 4 4°Cei"tt\ W9 

6-7i;U7°b- KtcML/c293FT«tC#,^^-&/c0 30^C±M±;*40M L 

£[°]J]XL, 20^ L00. 05%CHAPS;#>i&, $.£/, 200^L®SK/§/S (9. 5M Diethan 

oLamine, 1mM MgCL2, 0. 5mM ZnC^ffi0#tC20mLfe/c lJ 1 "3CD4-

NitrophenyL phosphate disodium salt hexahydrate tablet (Sigma N9389) 

£Atltc^(D) tUtTL, 450nm0P»Jt£>fJJ£L/co ^KWtU^ 

Ltct^(DPs\i(Dmm^, PsMt^oxMm (&^tu, 1:503^) tzms 

Ltctitomm*. (P»M) timLtco 

(mm) 1 3 BM'2 4 B£ttCHPV1 6&£mPV5 StikOJ JlsXlZtttZ 
tftfal 3 B <h 2 4 B ^T^Ltc^mm 1 3 Bg;7cti2 4 

(|3) „ 

(2) HPV1633ctt/HPV58tCJPx, HPV18, 31, 33, 35, 5133<£t/52GO 

fe0 4JlsZlzttT&tt;fa 1 3BM2 4B®wm ±|E (1) £|W|*§ 
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zzxit, <pn-±j\y^m2 (5 

0Mg/mL) iJtfal 3&JkXf2 4BtLX^0XWk-frbmWkLtc=EJ 
On— ±MKW (50/xg/ml) \/c0 (inFLAGtf[faM2, 1 3 B, 

2 4BJfc(i1 3 Bih24 B £PsVi¥&&£ Jt^^g/ 

mUZteZXTizmGLtco £tc, ^WtWt^Ltct^(DPs\l(Dmm^, m 

im0$ (mimmm tm-&[stct$<DPs\i<D®mfe.t&m[^ m&z* 
©#&£¥!!£ L/Co 

(*£JH) 

1 3B&HPV16, 18, 31, 33, 51 fcNd:t/58£^ffi L, 2 4B&HPV16, 18, 3 

1, 33, 35, 51, 52£J:tf58£*fl]Lfco 1 3 B^JU 

X©*, HPV35£J:OTV52J^©£T©M©te,5>nux£*fflLfco 24 B 

S/c, 1 3 Bt 2 4 BtZMG 

TZts ®10)„ 

[0069] (§it|^;£ 2 ) rn 'J X 0 ML1 /L2^r * 7%> KC)ttt§^y^ • 

(1 ) HPV#M0L1&t/L2fgi!7°^X$ K£293FT«tC h7>X7x^> 

a > Ltco h7>X7i^i/a > £©L1/L2-^f * 7%> 

96 weLL ELISA7°b-h®& we LUC, P&SXmR LfcL1/L2^f * 7%> K(0. 5 

Mg/ml)£50jLtlt*OiJPA, 4°Ce—^iLfco 7" • ̂  ̂  (5% 

A$JU?, 0.1% Tween20£#frPBS) 20#^7"P v * ><? L, *aJI@ 

*@<fb7°b- L/c„ 

7" • v 1 0 n-±MKW%:<atlWk%:s 

ELISA7°b- KtCSffi'fbL/cL1/L2^^7%> PBST-e&mi, 

7" • V 3f >1:2000L/c^ —X^7^ 'r>a^J^^y y— *tz( 

HRP)*iHliJtV7XlgGiJtfa (Santa Cruz: sc-2031) £#weLUCiPx, ^St'l 

0#PeE]Jx£t\£"t±'/co PBSTT}#;}#^, SK/#/S (2mg/mL0o-7 x. ~ b > 

, 0.0065X©i®^b^^K£#^0.1M^x>I|3^- K 'J ^A, pH4. 8) £ 



vn sfB^sad^^KE^Go^g v%g<^T V-1 

^--r-ji^'i^ °^n^^-nw-isad^^vc.rn +imo wo v 

<*£ *r*ZMn vn^'WS 

*•2-0,02 vmdJ000 >e "--/H if® (i VH ^id-Klu'/682 " L)S 
vnra-isada^0t7-dN %9-Q^ 

mmcom s mm* •ir > 4, °^ n mm £ mm % * •ir > 4, • ̂  *> / <2 3 

Zl&^tn 9LAdH-1 (6J-S) SHOTW V¥LH <*£ <±*ZVH 9LAdH<2:4^^3/f 

(e 
0 ( L L@) 

2 <2:4-^ -1W w#i21M 5 ̂ Z1 CDtmCD 9 U 2 v <5 ^ 2 O # 1 ̂  
:nii.H v-./£ °-yn^iRin#<2>:x 

v4--yvii?ia P z o~j-^&m?m^cDXw^j-wmcD^rmz<i?mz¥)'a 

s L °-yn^^n.H <%^4-^2n/n^8L?ia 17 s L 

(^) 

°-yn iilli8#:i^?^ 

riI I8M/6U 092a^#^< •/: v?i^]/fir-(i-• ̂  r i-g^tn W 

I^OA °^viia^<2)^y^ (L) 2lT^-^0W.H 

•gr iipii v-y? °-y>^ia¥^a)iiiMR (L 

) 2IT ^^093 P Z&T&Q £ L ©vjj <%£ 4-^2"|/n^S8L 

0£4-^2n/n^89.'SaTsc¥29 U9 v9£ v££ HE v9L^vgfia2lT v21<5£ (Z) 

° (1711) (O 

^m\^m^cDY^(°*m--n^R.H^vc^^r^0a9A-99 

11^ ~l^9lAdHI1#0M|ii0A-.H fi,£>\/G) L[^l¥) V 12 
°^ n ^m'mcDXw^j-

vgfi?iai7s o~j-^&m?m^cDXw^j-wmcD^rmz<i?mz¥)'a e L V 

°^n^avSn3n.H <%£ 4-^-21/110^89 v29 U9 v9£ v££ U 

e v9ijawn589 U9 vee ue v9i vi*.ari*i v?ia 17 s:orspa s L (in^o 

t7666/,0/II0£dTAL3<I 617 £68060/£I0£ OAV 
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31,000rpmN 4°C, L1/L2^7%>K£ 

#&7^^>a>£, 0.5M (Dikiti- K 'J ^ A£#frPBStCft U 

inJWst Ltco 

96 well ELISA7°b-hO&^xJUtC, PBST^ L/cHPV16 L1/L2^7%> 

K(5ju,g/ml)£50ju,lt"oiJP^ 4°C + A $ JU? 

PBST(0. U0Tween-20£#^PBS)-e^, 20#^ 7"P >> * > <7 U 

7°b — h £ L/co 

1/10^^1/6250^5^-f^s 7"P y hlfil;* ( 

•7+^^56/751^*, RXf, xjU 

tCjPiu ^-e20|^J5J^^-&/co KLH-P53/69 (P53/69 [ 

IB^US^ : 23] K^XTMy^LKL-

l-l , KLH-P56/75, KLH-P18/38 (WO2009/001867) N ttz 

m6L1-430(56/75)^p<^^7%> K (WO2009/001867) L/c^+f ̂ rifl1 

o &fc\ KLH&, rimject (Miii^tl) mcKLH (in PBS Buffer)] 

(Thermo Scientific Piercett) PBST^/St/f^it, 1:100000. JkZf 

\ 1:3000 tC 7" =t tl ̂'tl^R L/c1 3B, 24B7C 

XSITK£^-C20^J5J&3 tt/co PBSTT;$t}fms 7'P 7"}§}tT1:2000 

tC^lR L/C^JN — X7TV '> :> ii (HRP)^iiHiJtV ^ XlgGJnfa 

(Santa Cruz: sc-2031) £#weLUCJP^.N ^St'littcQ PBSTT 

/Vt/Qfes (2mg/mLCDo-7 x. ~ b >N &0\ 0. 0065%®iill-fb 

7K^7K£#tJN0.1M^7X>I|3^ K'J pH4. 8) £jbp^ 

fgfe^0450nm0P»jt£>fJJ£L/co fX 1/50, 1/250, RXf, 1/1 

imzmRLtcm(DVk%&frb, 
L/c0 

mm) KLH-P56/75^t/16L1-430(56/75)^rP<^^^7%> L/c^dr 

P-^Mnfa 1 3 

„ KLH-P53/69, KLH-P56/75&OM6L1-430 (56/75) L ^ifil;* tC 

? P-^-;UiJtfa2 4 B0^£PlS-tSJnfa7^#StlTl^Co 
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tLXm^ tc KLH-P18/38-eft^ LtcO+t J 0 n-± )\s 

infaCDilp-n tcQ (IH5N 6) 0 

l|6 0ELISA0^Jil£gtCN mkmofemzfi-itco KLH-P56/75-eft^Lfc 

u 1/50, 1/250, 1/1250^03^-^000^^^, 

mnifemmm* 
VsTomz Lisbto 

[0070] [H1] 

1 

OD at 450nm 

1/50 1/250 1/1250 PLLfiKJnWl) 
—> KLH-P56/75 

16L1-430(56/75) 
KLH-P53/69 
KLH-P18/38 

0.1 
0.133 
0.478 

0.45 

0.195 
0.237 
0.484 
0.437 

0.344 
0.425 

0.5 
0.458 

10.0000 
5.3839 
0.0846 
0.1170 

24B(Dm-g&mm-rz>tiifa(nmwm 
OD at 450nm 

1/50 1/250 1/1250 PLLiKtttWffi) 
Hitlfilii -*• KLH-P56/75 

16L 1-430(56/75) 
KLH-P53/69 
KLH-P18/38 

0.369 
0.453 
0.349 
0.552 

0.387 
0.495 
0.444 
0.544 

0.481 
0.489 
0.507 
0.545 

10.0000 
0.5293 
6.3672 
0.0062 

[0071] 4 . 0 • -i-)\stt,W 1 3BM24B (D+F7Q -f 7P0ltf 

KLH-P56/75£g^jbL/c-tz7 7 P-X4B (GE HeaLthcarett) 1 

3 BM'2 4 B£777-r-^'r-|tiiL/co tUM LtctiUbW?* -f 7°£, M 

ouse MonocLonaL Antibody Isotyping Test Kit (AbD Serotectt) 

MtirLtco 13BttIgGU 2 4BttIgG2b Xfo-?tc0 %tc, Siltettlttl K 

MV&vtco 

5 . JO • — j-)[/$h,ik 1 3 B Hitf 2 4 B CDPT^TSU^;7 $ J ItiP.ffilCDfigfrr 
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1 K-7 (^S§FERM BP-

1 1 3 0 433<£t/F E RM BP—1 1 305) RNeasy Mini kit (Q 

IAGENtt) L/co RNA^SMARTer RACE cDNA Amplification 

Kit (CLontech}±) l^TcDNAtC^^f'2) t cDNACD5' ^.mlZ7 0' 

~fO~%:ti1]W Ltc0 13B©fiH&N 70'7°0-iZjtft £ 7°^ v'-tlgG! 

(5' -ATAGACAGATGGGGGTGTCGTTTTGGC) [SB9!J 

S^:4] ^ffllNTPCR^tro^Co 24B0fiH^N 7^-iZMtZ 7°^ 

-f V-^IgG2b0^^IJitC>^-r^7o^^ V- (5' -AGGGGCCAGTGGATAGACTGAT 

GG) : 5] £ffllNTPCR£frofc0 1 3 B2 4 B7 

"7 —£ V- (5' -GGA 

TACAGTTGGTGCAGCATC) [BB9!J#^ : 6] £ffl^TPCR£frofc0 PCRjt^T7 

^fP —K£"tO lJ HH LN pGEM-T Easy vector (Promega 

*t) tc^p-->^L/c0 zn?nmwn-><Dik&m7\i%MtfTu PCR^C 
tt £ x ̂  - £ & fo tl £ IB^y £ L fcG cDNA0 IIIB^U 

Z&feLtco 

77-f -T^-T-%%WkLtc 1 3 BM24 B£*°'J 70 'J )i>7 $ 

&ii]^ PVDFJgKfe^U ^tl^tl0ttll, (5gl 

S) £Edman^^tCj;y^L, £>4f £ L/cT7^ 7 

?hZ.£*.1feMLtc0 

1 3 B^.t/2 4 B^Pr^IJi^T7^ yi||B^lJ£^2 tC^-ro 3 dtl 

(CDR) 1 ~3 0|B^£^3tC^-r„ 

S^c^7JC33^Ts 1 3 B^.t/2 4 B^Pr^IJi^T7^ yillB^U, 33<£t/ 

(CDR) 1~3£^t"o 

[0072] 
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[^3] 

13B (D CDR IS^IJ 
MM ga»^- sa^ij#-^ 

CDRHl SDSAWN 1 1 CDRL1 RSSLSLVLSNRITYLQ 1 4 
CDRH2 YITFSGSTNYNPSLKS 1 2 CDRL2 KVSNRFS 1 5 
CDRH3 PFLDY 1 3 CDRL3 SQSSHFPWT 1 6 

24B (75 CDR gfi^lj 
JMK 

CDRHl SNffMH 1 7 CDRL1 KSSQSLLDSDGKTYLN 2 0 
CDRH2 AIYPGTGATRYNQKFKD 1 8 CDRL2 LVSKLDS 2 1 
CDRH3 YSLY 1 9 CDRL3 WQGTHLPHA 2 2 

[0073] m'JxO 

MHPVKtt £# U «©fy 0 u-i~ 

r?<p^ym%, ^IZKMWV? o^y commit* sm^tc^m 

RTt£&#ffl&;£&"C£>£o £tcs *%mo=EJ On-1-MKWtes Im'JXO 

MHPV^ j; *>m.$tmmns tc&^WM t L T t, *ys -e $ £» 
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!t#©S60 
3tigl] t JUX L 2ISg©Mxtf h-7°£SI!fi1"-g>;E 

j Vn—t-JiUifoo 

MW] t L 2K —7°7^\ IB^US-§-

: 2 N IB^ll#^ : 3 „ IB^lJ#^ : 2 4 : 2 5 HIE®© 

T7$ y 1113^0?>&•?>s !*^II1 £13®©^ ̂ P-^Utfifto 

;£lI3] b h/^tfP—JUX L 2Htfift®±±WxL° h —7°7^\ IB^JS^ 

: 2 : 3 IZBM<D7^ Sm&fUfrbftZs 

lE®©^ 0 u-i-MKWo 

*Jg4] 13^0#^ : 1 1 (CDRH1 )N 13^0#^ : 1 2 (CDRH2), 13^#^ : 1 3 

(CDRH3), 13^0#^: 1 4 (CDRL1). |3^US^ : 1 5 (CDRL2)£t/13 

^0#^ : 1 6 (CDRL3) ^^ tl?) 7 $y 1113^0^#^1*^111 HIE® 

©ty^p-tJi/Mo 

^115] 13^0#^: 1 7 (CDRH1 )N 13^0#^: 1 8 (CDRH2), 13^0#^: 1 9 

(CDRH3), 13^0#^ : 2 0 (CDRL1). 13^#^ : 2 1 (CDRL2) fc J; tfEB 

: 2 2 (CDRL3)-e^^tl?>77$ 71113^01 HIE® 

©^y^P-til/jnfto 

^ii6] mm= i HIE®3wzy^ji£i3^-e&y^ 
i3^y#^: sniES^ti/c^yitiB^-efe^it 

MM 1 Izmmo'E J <7 n-1-MKW0 

mm fillqr^^ii^^@3^s^ : 9 HIE® 3ntc7$;niB^-e^y, 
I3^ys^: 1 0 IZIE®3 ti/cT7^ yitlB^lJV&Z 

li^ftil 1 IziEmo^y O u-i-MKWo 
^118] b S^fcfP—"7^>NU3.L 2?i£f|£l!liU ^fES^-FERM 

BP-1 1 3 0 4©/\^7*'J K-vMte<£^Tjt£3tl£lt;£lI 

6 [ZBW.O'Ey 0 n-i-MKWo 

;£lI9] b S^P-V^JUXL 2g£St£IIliU F E R M 

BP-1 1 3 0 5®/W7"'J K-V«teJ:^Tji£3tl£!t>f<II 
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7 0 •—^UJrEfao 

30110] t (HPV) 

(a) §it|£Ht>7°JU^ HPVSLH^^M^^ ^§^>7°^®^!* 

£ ̂  Wc JI tc ̂  3 it z> 
(b) I*5f<ll HClE®®^ ? P-^Mjtfa^ (a) GOSJ^^C^AP 
u mzfaWsiz^Ltcmt'EJ<?n-i-)\sm*(Dm%::Mfet 

\ 

30111] L h^tfP-V^JUX (HPV) 

(a) §iti£Ht>7°JU£, HPVSLH^^M^^ ^§^>7°^®^!* 

£ ̂  Wc JI tc ̂  3 it z> 
(b) (a) T'Jjtfa^ilp-n L^ANo/c^iiJ®xt:0 K —7°tCs Ii3<il 1 

<7 n-l-MKW&Mk^its ^ify^P-tMnM 

ilp-n t" 514 >il^f 5 

£#£^£0 

30112] L h^tfP-V^JUX (HPV) 

feX'fo-iTs 
(a) 1*^111 tClE®®^ 0 U-±Mfifotm$+f>7°Jl'%:)tt'£l 

tcmzwnmtm^its $m/$mmttw%:Mf$zitz>j:&s 
(b) (a) J/Efa/J/EJl^t-nfa 

£#£^£0 

30113] l^nJItC^^-tt/cl^y P-^M/Efa^/ctifetf h-7°tCjg 
y p-^Mjtfatc, i^yn-±MKW^m 

Wit its I^Ifi^Mnfatc <£ U £ i;0'± 

Ju 0 Jt £ IS 1^ > 7°;U#ST fcN J: T JC £ I vT >UJ ^ "T 5 ^ 
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tcy% y7°JU^ tc#£ 

!*3011 OJfcttl 1 tc§Ei6<OT;£0 

30114] Ig (a) tCfc^TJFM^tl&^y <7 n-±)\s#iWt#iWs(DMnW 

v y 70;u#ST & <£ tc & ̂  T tc £ y £ i; £ 
yj-juo&jzzmfet z c £ tc <£ y N §£§&!£+*- > 7°;u^ tc#s L 9 

!*3011 2tciEi6©^;£o 

30115] H P V ̂ TL 7b^ l^l ̂  ̂  ̂  ̂  tC |S| ̂  ̂  T L N -g> g* 5t<lM 1 0~1 40l\-ftl 
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