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4 0) 1350#^ 810757 It13 50 (C 1 g L < &M© 7 5 7 & 

S&glXttttflP£ftfc7 5 7$£^T£figtRT^J& 

1350#-^- 8 5 CD7 5 7 III350(CT 1 g L < &M©7 5 7 S 
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=ZJ o u-j-Mm t (Dmtm ̂  

4 1) I350#^8 9 07 5 7ltl350£^1-£filIpT^I±^ 

1350#"^ 9 3 (Z)7 5 7 IHI350%nM~§~^SIHRTl^JtisE^r'^'l-£ 1:7 ̂  • —^-JU 

irCfa ^ /c (£ (Z) J/Efa Iff in s 

4 2 ) 1350#^ 890757 IHI350 £ fill RT^I±^ £ <£ 

1350#^ 9 3 (Z)7 5 71113501 g L < &M(Z)7 5 7 S 

ML<mjp^ti/c75jwfeMt^IIRT^M^U A 
-^©giM^iits ̂ 7^ • t /c (Dmtm ft. 
4 3 ) 1350#^ 890757 I£|350 (C 1 g L < &M(Z) 7 5 7 & 

S^SL<m«ftfc7 5 7It£^1-£fi|jtpT^Ii^ 
1350#^ 9 3075 J U 
^©gi^t^iits ̂ 7^ u-i-Mm t ©Kfaiff 
4 4) 1350#^ 8 9075 7III3501gL< &M©7 5 

1350#^ 9 3 ©7 5 71113501 g L < &M©7 5 7 S 
ML< &tt«tl/c7 5 7l££^t" ̂ gllRT^M^U A 
-^©giM^iits ̂ 7^ • )vmt t /c ©Kfaiff 
4 5 ) 1350#^ 990757 I£|350 £ fill RT^I±^ £ <£ t>\ 
1350#^ 1 0 3 ©75 7111350^^-r^gllRl^I±i^^1-^)^7 ̂  P-^-
J ui/bfa ̂  /c (i CD Iff in s 

4 6) 1350#-^-9 9 CD7 5 7l£l350£^t~£fillRTl£!pI±is 

1350#^ 1 0 30757 Itl350(CfelNT 1 g L < &M(Z)7 5 7 

L < u u 
/^-^©giM^iits ̂ 7^ • t /c & ̂  ©tattifi 

4 7 ) 1350#^ 9 907571£|350 (C 1 g L < &M(Z) 7 5 7 & 

S^SL<m«ftfc7 5 7lt£^1-£fi|jtpT^Ii^ 

1350#^ 1 0 3 ©7 5 7111350^^1"^gllRl^I±i^^L. 
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-a©ggfustes:lit&^/ccDtrcttdsiT&<fc 

4 8) g3#J#-^ 9 9 0 7 5 7 IfB3#J (C & V,\ T 1 U < tefM@<D 7 5 7 & 

s^gL<mjp^ti/c7 5yif^^'r^aiipr^i±i. 

S350S^ 1 0 3 07 5;IfiB^Cfe^T 1gL< Iiil075 7 

1ML< miP^tl/c7 5;if^^1-^gllRT^I±i^^L, tfaWft^'J 
/ t—tz0g*>m£ Pfi#t Z> ^ J *? • --f )\y#Cfa £ tc it=t 0#vfa®r Rx 

ANb43lid: y iiJi'ti3Kfa ©i/tttWT 

(16) ItJlE (1) txb (1 5) 0lN-f tlAMC|E®0"E; <7 n-tMKW^. 

tc It 10 trC fa Iff n- £ # ̂  1" £. Jfil'm ft & 1) 11—tz M ̂ t £ £ j§ 0 >£ £t £ tc 

lt^ffi(Dtc6b 0 iilM, 

(1 7) jfaWft^'J^—(1 6 

) !Si&0EMlJ5£tJo 

(1 8) MWft&l)'<t-iitfMMtZ1&&(D%tm£tc&:$®(Dtclsb(D. tulB 

(1) ~ (1 5) 0i\"f tlAMClE®©^; £ •—^-jU^fat/c(£^0Kfair 

in" % 

(19) mwft^'j/^—(1 8) 

BM(D^Jtn-j-MtiW£tclt:Z(DlnfoWfrs 

(2 0) fu§E (1) ~ (1 5) 0^TtlAMclEtfc©^; £ P-^M/Cfat/c 

mwft&'j 

0 ̂  Bfi £ /c 

(2 1) ifiiWft&'J/*—(2 0) 

HE^073/ix 

(cMt£0 

#g0E£>'3&j|l 

[0010] «0f;^P-^UirCfatt. E 

^iti»0t\ ^©fy^p-tMAfa^t^ilMtKt IMilpcK 

nmmt. T^n-Mmmmfcs 
U^TP-Mf, imhuyj-tru KJM, 3|gJ^ IEffi&&Xf/3itclt*/ 
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> KP —l±X(DfeW:1o&tf/t.tc&^b(Dtct$b(DWWi£ 

^ o 

[0011] [^1A]^1Att, 55A1»^z^7^f^ELN tt E h ( 

to 

[^1B]^1Btt, 7 D4tn;ti5©a-£>r-tfJUE U tt E h (1 

-157) ^X^^E uc^i-^giimpist^iy^L/cisii^-t 

o 

[^1C]^1Ctt, 1 4 A 1 mt(Dtl ~0<*f)\sE U ttELfc^t/tlh ( 

1-15 7) ^Xdr^E 

"To 

[^1D]^1Dtt, 2D5^0^z^^fjbELN tt E Lfc^t/t: h (1 

-157) 

o 

[^1E]^1Ett, 53A1 1»^)Z^^f^ELN tt E Lfc^t/t: h 

(1-15 7) x^Xdr^E L(C^-r^gmSttPI#t^)iy^L/ciSm^: 

^t~o 

OTFM1F&, 13B3mtOti-U+Dl, kt, t: h (1 -

[H|1G]|H 1 G(£% 23H8Kft©^z^^fjk tit, h ( 

1-157) 

to 

[^1H]^1Htt, 1 6 B 3m*(Dtl ~0<*f)\sE U ttlEL, -^^EL 

, th (1-157) x^Xdr^E L£<fctft: h (1-305) "7^7^ 

^EL iztttzmmftmrnm^mfeLtcmmtk^to 
miM 1 I (is 1 6E7»^jz^^f^ELN ttlEL, ^-tf-^EL 

, th (1-157) x^T^^E L£<fctft: h (1-305) "7 7 7.^ 
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[|H1J]|H 1 J (is 1 4 E 1 $fLifc(D±) — O-i +F)l E L N ttEL, ^V^EL 

% t K (1-15 7) T^X^r^E L£J;£/t: K (1-305) 

^EL (c&t u/cisn^to 
[01K]@1 K(t 1 9 E im*(D±-t-(-*f)lE Ls ttEL, ^V^EL 

, th (1-157) T^Xdp^E L£<fctft: h (1-305) "7^7^ 

^EL izttt 
[g)2A]g)2 A (is 55A1#tfa6Ds k: K H L £ J; K L P L (C^T Z>Wm 

[g]2B]lil2 B(is 7D4», £ S H L K L P L (Cftf 

[|H2C]H! 2 C (is 14A1», t: K H K L P L(:^t§®i 

)c§t4PMSBb^)R'J!^ U 7c $• ̂  /j\ o 

[®2D]®2D(is 2D5SM t h H L h L P L IZttt 

[^2E]^2E(is 5 3 A 1 1 Sft©, t: h H L £ <£ t: h L P L IZMt 31# 

b Jc$n^kfk'<r\~$~o 

[^2F]^2F(is 13B3KM t h H L h L P L (Cftf 

L/clp^^r^f o 

[g|2G]|2| 2 G (is 23H8»s t h H L h L P L (C^l" 

/SttISel B b )$!J AE! b o 

[1H2H]H] 2 H (is 16B3KM k: K H L &<£ X? t: K L P L IZltit £gffi 

u/dsjn£^-r0 

[1H2I]H1 2 I (i% 1 6E7»^ t KHLfc^tftlhLPLl^t^gi 

}^t4IS eltb^C/S'JAEi U/ci|p:^;^:7I\"3~ o 

[g]2J](H 2 J (is 1 4 E 1 #tfaCDs tKHLJJit/tKPLC^tSgi 

/StiPflStb^/iy!^ L/cip^^^fo 

[^2K]^2K(is 1 9E7M0s t h H L h L P L (Cftf 
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mm )iy ̂  u tc ism £ ̂ 10 
[^2L]^2U£, 1 6F6», t: h H L h L P L (C^f&MM 

mm tg £ m M L tc isn £ ̂  •t o 
[^3A]^3 Att, 5 5 A 1 Sft©, £ " 0 -f +f JU E L, ttlEL, 

U 7^EL h (1-15 7) V-^^^E ucfcrrs^te 

L/clp^^^fo 

[^3B]^3 Btt, 7D4SM *j - +fJU E U ttlEL, ^^EL 

, "7^7. E L£<fctft: h (1-15 7) V^T^^E UCfcrr£^1££ 

}iy£L/ci£H£^-to 

[^3C]^3Ctt, 1 4A1», £"^HfJUE U ttlEL, ^drE 

U "7^7. E L£<fctft: h (1-15 7) L •Sfp'ntt 

L/cfp^^^fo 

[^3D]^3 Dtt, 2D5trC^©, t) — ̂ ^ 'fJU E L „ ttlEL, ^ =£ E L 

, 7^EL h (1-15 7) "7^7^ ̂ E UCfcrr£^1££ 

}iy£L/ci£H£^-to 

[^3E]^3Ete, 5 3 A 1 1 +f JU E L% ttEL, O+t^r 

E L% "7^7.E L£<fctft: h (1-15 7) "7 0 X*/ =? E L IZttt 

u/cin^^^To 

[^3F]^3 Ftt, 1 3B3», jb-^'f^l/EL, ttlEL, 

U "7^7. E L£<fctft: h (1-15 7) V1} 7. * * 7 E UCttt" £ ̂ 14 

Ltc% 

[^3G]^3Gtt, 2 3H8trC^©, t)-0 < +f;U E U ttlEL, 

U V5 7.E L£<fctft: h (1-15 7) ^W^r^EL •Sfp'ntt 

*mM Ltc% 
[^3H]^3 Htt, 1 6B3», t) - 0 -f +f JU E L, ttlEL, 

U v£*E U UK (1-157) 7^X^r^7EL, UK (1-305 

) V^T^^E L£<fctft: h (2 0 2-5 0 0) "7r>7>^r^^E L 

•?> Ip'n'tt^/iy/E L/c|p^:^:^J\t" O 
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[i3I]0 3 l(t 1 6E7», t) U ttlEL, O+F^E 

Ls ?^EL, UK (1-157) -WX**^E Ls th (1-305 

) ^E L£<fctft: h (2 0 2-5 0 0) "7 £ Xdpy 7 E L 

3 ^ )iy ̂  L /c ism ̂  ̂  i" o 
[^3J]^3 J 1 4 E 1 mt(D, t) ~0<*f)\/E U ttlEL, -^^rE 

L s T-t7XELs UK (1-157) "7r>7v^r^ 7E L, th (1-305 

) "7^7^ ̂ E L£<fctft: h (2 0 2-5 0 0) "7 £ Xdpy ^ E L 

3 £ $J SU/cfSH^To 

[^3K]^3 Ktt, 1 9E7», £ " ̂7 -f +f JU E L, ttlEL, -^^rE 

U ?^EL, UK (1-157) -7^7^^E U US (1-305 

) T^dr^E Lfccfctft: K (2 0 2-5 0 0) "7 ^ 7> dp y "7 E L 

3 ^ )iy ̂  L /c ism ̂  ̂  i" o 
[^3L]^3 L (i% 1 6 F 6trC^0, ttlE L> UK (1-305) "7^7^ 

^7ELfim h (18 7 -5 0 0) "7r>Tv^rP<^EL £$• n'tt£: 

m%. L/cip^^^t" o 

[H|4A]H|4 A(£% 5 5 A 1 i/tfa© 5 7 IflB5lJ£:^t~o 

[^4B]^4 B (i% 7 D 4Kfa©Rl^I±i(Z)7$ 

[^4C]^4 Ctt, 1 4 A 1 

[|I|4D]|I|4 Dits 2 D 5iAfa©RT^I±i®7$ yifSB^J^^-To 

[^4E]^4E&, 5 3 A 1 1 irCftGDqT^I±i©7$ 7111550^^1"o 

[g)4F]g)4F^, 1 3 B yitSB^^^-To 

[^4G]^4 Gtt, 2 3 H 8RT^M©;7 $ 7 IflB5U£^to 

[^4H]^4 Htt, 16 B 3Kfa©pr^I±i©7$ yiflB^J^^-To 

[^4I]^4 I Its 1 6 E 7Kfa©qI^I±i(Z)7$ 7111350^^1-0 

[^4J]^4 J Its 1 4 E 1 Kfa©qI^I±i(Z)7$ 7111350^^1-0 

[^4K]^4K&, 1 9El^KW(D^^MM(D7$JWMm^to 

[H|4L]|H 4 L (£% 1 6 F 6 $ y IflB5[J^:^t"o 

[^5A]^ 5 A Its 5 5 A 1 7 D 4 1 4 A 1 2D5^ 
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wornm® 7 $ J mm® 7 =myv 
[^5B]^ 5 B Its 5 5 A 1 7 D 4 1 4 A 1 tfctisfc <fcXf 2 D 5 JrC 

{*©$111© 7 $ y © 7 7 -f * > K %^to 

[H35C]|E| 5 C Its 5 3 A 1 1 tfcfak 1 3 B 3 2 3 H 

[^5D]^5 Dtt, 5 3 A 1 1 1 3 B 3 #[{*;£<£# 2 3 H 8^fa(Z)glI 

©Rr^iii©/7^ yitiB^y©/7^^ t y K £r^t~0 

[^6A]^6 A&% 1 6 BSft^ct^l 6 E 7 trCftfiDfi^© RT^I±i©7 $ 

yitiB^y©/7^^ ^ > K 
[^6B]^6 Bits 16 B 3J/[fa£i:tn 6 E 1 $ 

JW.WMCD/7 "7^ ^ y K ^cTjs'to 

[^6C]^6 Ctt, 1 4 E 1 tfctefccfctf 1 9 E 1 J/CfaOfiit© RT^M©/7$ 

yitlB^y©77^ ̂  > K £r^t~0 

[^6D]^6 Dtt, 1 4 E 1 1 9 E 1 irCftCDfiM© RT^I 

yitlB^y©/7^^ ̂  > K £r^t~0 

[^7A]^7 Att, fl^lALfcttE L(C>tf-t£5 5 A 1 

TF'to 

[^7B]^7 B Its &mZ&XLtckkEHZttt2>7 D4^©|SM^^ 

"To 

[^7C]^7 Cits mmZmALfcHHELlZtttZ 1 4 A 1 
^t~o 

[^7D]^7 Dtt, IS^iAL/cttEL(C)[tti.2D5SM^tt^ 

"To 

[^7E]^7E&, iS^iAUfcttEL(C)[ttl>53A1 1 

^:7jkTo 

[^7F]^7F&, fl^iALfcttE UCfcTT* 1 3B3KM^ 

^t~o 

[^7G]^7 GIts fl^lALfcttE L(C>tf-t£2 3 H 8 
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[^7H]^7Hli, 

[^71]^ 7 Hi, 6E7»IS^ 

^t~o 

[^7J]^7 J (i% IMiAlfcttELC^t^ 1 4 E 1 

[^7K]^7K(i, IMiAlfcttELC^t^l 9E7»IS^ 

^t~o 

mmzmmtztcsbmrn 
[0012] *%mts 'j t*&&£ 

gum £ 3i±R ft tc PI# 1- & *mtz>(D-z\ mmit ̂  # u >> ^ 
> KP-A©^ • >£0Mt LTtitfeSo 

[0013] ^mn(o=t J v n-1-
1350#^ 1 (D 1 1 5 7fe£/c(i2 0 2fefr£>3 0 5 {±07 $ J I£|B5U 

4# (C Pg£ £ ft ft IN ^ 1" £ S £ T? £> £ 6 ̂ Siil± -£$>%> z. tit 

StLlN0 d©J:9^tn;Jl©^rWJ^: LT, £>£lNttAlftlCimfg 

^©0g®$h :t(D{&(D$y^<7Wt.tc 

^^7°^ K (0!l;Ltf, FLAG—t ag, HIS-tag, GST-tag 

, C2 GFP, EG F 

&<>:) t/c(ijb¥W(C^iJ^^ft/c^7051 K^^plft© 

fcfiDfcteffl-r*;:(J^T, dft^^^tc^B^rotitji^^-rsc: 

tfeSo 

[0014] s?u-+Mn,mts 

Z>Z.t&V$Z>o UT 7 • -f > K 7 
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PSfLKtk /\A**-

, HMfts 7>y K/<v 

~ 2 1 B^C1 stlt&^y^l ~1 OB 

i&mt&fi&iWsO'&Mtetiizj: y 

[0015] t; ̂ P-^JU^fa£:fr;$1~£/W 7°'J K-^©IiM(£s 

(Nature, 19 7 5, vol. 2 5 6, p 4 9 

5-4 9 7) RXf'tmcm^tc^mz^X^O Z. Wt>s tuM 
(Dyn<ftmmftisntcmim%frbWM^nun-Ms u>/m 

^EJU^Ey k /\A7>^-, h^©Pfi?L#]tk <£ LJ if 

^ L< =jv ht/c&t: Kfi3fc©g3}jifaj^£fg©&^$xp—T 

7"u a 
o 

mfc£P3-U1, NS-1, SP-2, 65 3, X63 

, AP-imtfflts^tmso 
[0016] fy 0 p— 7°'J K-7^P->CD^^lJ-->^ 

&, /wyj K-X'^S ^p^-r^-7°u-K^-ei^#Ls ±^it 

©H^tl/c^x^© i£S±)i (D, fu^i © "7 ^ 7> JgfcfE1T? IN Tc ^ O tfC 

JfUCttf£J5£&;14£. R I A, EL ISA, F A C S^©JI!l^tC <fc o TJflll 

-3X^90 ^LT, il^ttirCJI 

t/c, 

§£«OW7"'J K-^i£#±;i»iPL. Kizm 
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t iz£ y, 

- -f jutrcft £&di f zzttf-z%2>0 

[0017] Lfc/W 7°U K —^^©"Ey ^ P—/wyj h* 

— >tf SP"Ci&^t"£jb\ ^EJU^Ev k /\A 

7>^ — Ut. L < v k <fc y fcFS U < 

£*0llt7K^#"Ci&^U t#<bti/ci£#±;is tfcM?Li^©St7Kfr £>#. 

n-r^o^tc^ytT^-f>tfJ£# 

~$~ %>z>Z(D @ ^ •ft-(<-'•'-to ti!r~C% 

/x-r^U K-^£i^it. i£#±;i^C^Ey ̂ P-^M/L 

fa £ jt £ £ 1± £ fc to (c ^ ft £ 9 £ IN ©S^i^ 

b f^IUM £ ft £ th b £ 5£#i£±fe £ ^ T £ £ <h RTfg-C & £ 

o 

[0018] M7L&S Ham' F 1 2i£±fe, M C D B 1 5 3 igifefc 

§ IN(ii^) Jk> ̂  AM E Migffif ©i^J ^ AiSMtfM C D B 1 0 4i£ 

i& M E Mi£±fe, D - M E Mi£±fe, R P M I 1 6 4 0 igife, A S F 1 0 4 j& 

btis s 
/INJUREx 

[0019] ^y 0 p-^M/Cfatf^its ffMtis ±^0i£^±Ji£>£iN&llt7j<£* f£ 

m.yy^-0^ ^>^P7h^7-f- (DEAEMDE 

5 2f) % tfc^r Ay ^P^U >A^7Af©77 

-fZ7-fiJ7A^P7h^77-f- (c{£f & £ £ #ic <fc y ?r *5 £ £ #*e £ £ 

o 

[0020] ifc, y ^ p — ^->/Ui/i;fa«h LTs Kfamfe? ̂ Kfaj^^lfflSciL 
0!l*.l£/W 7°U K —"73bNf>^ p —- y^f Ls — 

oft^?si(c^AL. mfcTm%^mv%m^Tm^vtcm%7Lmm?k 

(M7L&. Carlos THERAPEUTIC MON 
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OCLONAL ANTIBODIES, 19 9 0®) o 

[0021] 7"'J £ 

, (V^Jt) ^P-Kt§mRNA^¥It§0 m R N A CD 

^^PCD^")is mTilStfj7 - 'v>Jpjs/L>/i (Chi r gw i n% J. 

M. bs B i o c h e m i s t r y ( 1 9 7 9) 18, 5 2 9 4-5 2 9 9)1 

IZ£V±RN A^mULs m R N A Purification K i t (7 

7JRi/7i) LTm R N A^IiM1"^o 

[0022] %btltc m R N D NA^Mt 

•2>o c D N A CDcT J5^(£s AMV Reverse Transcripta 

se First—strand cDNA Synthesis Kit 

£tcs C D N (C(£ 

5' -Ampl i FINDER RACEKit (On-y^V OWk) £ 

<fctfP C R^rffl^/c5' -RACE;i (F rohman, M. A. ^ P r 

oc. Natl. Acad. Sci. USA 19 88^ i8 5#N 89 

98^-$;&£)£^Er£d£tf-es£o f^tifcpc 

•SDN A Kiln £ US? Ls ^^-DNAtIjgno £££, dft<fcyM& 

*Hs^c>IALT=i P--£)1^LTF/TS©$I^X. 

^W-*mmtZo BftttZ>DNA(Dikmm%:yMn(D?5)£. 

=*• *> >£ iz <fc y fiisSf £ o 

[0023] @ ft <h f •Sj/EfaCD V H - KfSDN A A*?# <Q titles ZtlZpftM® 

(c^Jt) ^3-KtsDNAtm^Ls 

£.tcl£s irC{fc©V3iJt£=l —K1~£ D N A£% J/CfaCHii© D 

N A ^ <fc 
iv/w-tf—/7°p^-

c:©^ 

^^ -iz J: y ?sL. 

[0024] rnrmfc^vrnrns mwomm (HID ztcimm (LID zm*iz& 
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^ - ic£ £ in £ -tt •r t <fc IN L . & & IN & H ii 
Lg|£=l- K"T£D N 

ftfe&^-ttTfcJaN (WO 9 4/1 1 5 2 3#BS) 0 

[0025] ±^,IXM^%UR(D:EX 0 U-i~MKW(Di^Ul5^Zlts ^t>ty&7 7-

i/'r -f 7> 7° L -f $L% (Nature Biotechnology 23, 1 

10 5 (2 0 0 5) ) IN £££#-?££„ mtfLh^K] 

% (0iJ*.t& oy-^s /\A7^-ftif) CD B'J 

7"^ U tKlit: 

h^ilroGe rm Li n e EB^Jfr bmftk Lt^MLfc 

/^TU77-A *HS. mm. m*mm 
Z<D£l*s 

LTtt I g G#?, I g Fab77^>K -

MFv (scFv) ~? )ty V¥§=1f^ibtlZ>0 

[0026] £9 LTtf/c^y 0u-1~)\,%iW7^y *y SJtf^Ftt&fcPfiDifr&tCcfcy 
I g G irbfamfef ©it<h itliif x. •!> il <h tc <£ y % irbfaisfa•? £•?> il ti 

tfVZZo fLt, £0<fc9tCLTf#£>ft;/c»f5?£^&'<£*-tcM^ 

3£A,T\ £tl£?sitC>IAL. 

(0!l;Ltf, Carlos THERAPEUTIC MONOCLO 

NAL ANTIBODIES, 19 9 0®) c 

[0027] -i-)\stt,mz. 
z.tmm-zhz>o EL©gmsttPistg©}iy^#ini(Z)-^^iE'ro 

[0028] EL^3-KtSDNA^^P-z>^LfcpcDNA3. 1(-f>£hP 

i/iV ttM) ^FreeStyle HEK293F (C h7>X7i^> 

a > Ls 3 7 °C% 8% C O 2 T? 2 B fl^St £o L. 

JjXLT, 2 0U/mL©^A'J >^tt?P B SCTIIL 3 7^45^ 

^i/<-i/3>L ^5tC<J;y«£P&£LTt#/c±;i£E L|# 

H)^<h LTs PMS^fly^tC^ffl-r^o 2 OmM h U 7^MSj)S( P H 7 

. 5 )s 0. 5%^>m;i 7Jl>7$ X 4mM jk4kt))li/0^ 1 5 OmM ik 
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h 'J 0 A% 2 mg/mL thHDL(At hens Resea rch&Te 

c h n o I o g yttM) J 9 

L/c^C, 3 7°C-e20t^J5J^m. ELgfUlCj: 

^TH D Lfre>£j$£ft£3SS&Mfi$(N E F A)^NE F A h 7 

fONE F Af^iimi^t^o 

KL. &te©&*ijt-c©=i 

y K^©Pisfiiiu ytrc^©5 o%pi#)ji 

Jt( I c 5 

[0029] E LBi01iStt©Ii$^5 0%£^lTKfa©^>j§]t ( I c 5 0) 

Ltf Ltf E LPlS^tt^^-r^I©—LTffl^tlT^£0 

[0030] *fgBJ3lC£lNT, 1 0 n MiilT© I C-ePMSI-^^ 

jtuiB[oo27]^e»[oo29] 

co^iTiiy^L/c 1 C5 o#i 0 n 

"tfomftKWfotZo I^ffitSELlt PS?LK^a5fe©E 

s l^ftlfr(DM(DE L (C 1 0 n M^T"eS)tl 

A--tz£. 1 OnMiilT© I C-ePMSI-^^y <PU-i-Mn. 

(D^KW Iffjn 5o 

[0031] Sfc, E 

UTs E &Z.ts L 

P L£<fctf H L©gm^tt^PlSL4^o^(Z)5ilH#JIII©-^y^^'ro 

[0032] HL^3-KtSDNA^^P-zV^LfcpcDNA3. 1(-f>£hP 

F reeStale HEK293 F«(C h7>X7i^> 

a>L. 3 7 °C% 8%CO2t20ri^i^,o L. «fflJS£H]J|X 

LTs 2 0U/mL©A/^j V^t^P B SCTISL, 3 7 °Ce 4 5 ^'T > 

dp =L^< — i/ a > Ls -^CDtils jg/lMCi: y LTt#/c±;f't H LMM 

fetettZo L P 2 OmM h U 

7^MSi)S(p H 7. 5 )s 0. 5%r>^m;f7>'U7"$>, 4mM 

i/0<Us 15 OmM ^b^-KU^A, 0. 5 mg/mL t hVLDL( I NTRA 
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cELtti) ^Jtu-i-Mm&fcmLtcmz 

, H L t/c(iL P 3 7°C-e20t^J5J^m. HLSfc 

it L P V L D Lfre>£j$£ft£3SS&Mfi$(N E F A)£N 

E F A C-T^ h73-(iffl^IlIttI)«U f©NEFAM 

LTs t; t Lft^0t©gSlStt£ =\y 

hP-Jl4t<h U =i> \- n-MmztttZ>o 

[0033] E Lggf|ilCttLTMiRto&PMS1££^T££tt. E L (C^l"£ I C 5 0 

izm^t&m®^y<?n-i-)im*%xntcmz.&^T. L PL^WH L 

(Dmm)^^3/i—izy h^±Pi#L&^jfi^£ita*-t£o 

n-i-j\,mmz. LpEL 

mzm^tzz£tfftW£<D-es EL^LPL^HL^ 

L ft T?£>£il£tf$?£Ll\, 

[0034] *fgB£©^ 7 L h iZftt 

$yx.fc£\ y ^p-tMnl^ L hM^y ̂ P-^M/Cfa^ Lh 

[0035] y # 'J if U > P-JU (PEG) , jfo 
MmMs v^^ymo^m^tm^LtcnyVzL^f-stfctrcfc <fci\, 
ZQ&otenyV D.f— KKfatis z. t. 
[Z&-3T%Z>Z.£1f-£^Z>0 &fc\ foWQiM^M&Z.QfimiZlo^Tt'Z 

V U—j-MtifolZl£Ztlib(Dn yv 
3-f— 

[0036] SfciPirofy <? ^ONMrnfoz^ttCMmizifccDt 

y fltkWk'a LT & <£ lN (C I inical Cancer Resea 

rch, 2 0 04, 10, 1 2 7 4- 1 2 8 1 ) 0 

iSi: jiiR TZZtif-Z^Z o 
[0037] r^ y q P-^M/Cfatr^J fujil" 3*^©^ y 

^p-^-juKfa©-SP"e^)^T, ^ify^P—fjutrc^^itHHtcjfaWF'g^ 
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|W]*§(cmWft;£ 'J/<—&Ls U/<—tf(D 

zmtitkMMT&o A—tztcft L 

xmwmz^ Fab, F(ab')2> Fa 
b\ — ̂ fU/Cfa (scFv), ^^7^ s F v)N 2fft 

(D i a body), CD ttf? 

(xdpxA- K • • *y • T4 vO • j^yv, 

I6i, I5f, I4 4 1~4 5 6I% 1 9 9 6$) 0 

[0038] M©fy illM^Lt^ 

m~e$>z>o Lfci)^tffl®f;^p--tM^w&<fcxt*o^wmft£# 

Lxtis mfa 
mxtezzMfctzzttf-e 

it, y^u-M^MWits im=i L/^fP-Mi, M K U yj -tz U KJM 

% $HlJzKf[lu lB/n§ij<fcTJ?/i£;/cfcfcS'V KP—AXCDg^lfHCtJ/S^ RltbT'^'So 

[0039] ^0t; £ P—IB5y#^1 

£7$ yitlB^y© 1 1 5 7&©E£©'>&< 1 -D(D7$ 

~t%>h\ IB^y#^ 1 JWM¥\(D2 0 2{\Lfrb3 0 5{\L(D^P(D 

'>&< tt, 1 -3)07$tifr&ftffitTZo 

1 JWM¥\(D 1 {iLfrb 1 5 7&©E£©'>&< tt 1 -D(DT$ 

SM&S&ffiT&tl&s IKDffiMfaCD^Ttlfrl -D(DT$ t fcs§ 

felt"& Z. t 5o 

[0040] *<K'J v KP-A-e 

&£o<h;6^l££tl£0 — 0(C"3>$fafi1 kgfotcV 0. 0 1m 

§hxb 1 0 Omg©l5HIAv'Q3ltitl'2)o 5~5 0 0 0mgN 
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f—is a 1 6°CV 3 0trB^TtN (ligation hig 

h, s Jf— "> 3 >*> 3 yhStb I 3 

h-tzJU, -f >tf A U/c 

o 7>kf*>'J>MR&s mbtifc?u-yj:<>j7°7x$ (Q I A 

prep spin Miniprep Kit, Q I AGEN £tM) x )% 

P a c I 1#^ (New England Biolabs ttM) MH(C 

J^±tc<fcy, T=rJ 

$-WmOtcSbQ 7°^ 7$ KDNA^Ifco t# ̂ tl/c 7 $ K D N A £ H 

E K 2 9 3 HIS (AT C C lJ A#) tC L i pofectami n e 200 

0(-T $:ffi^Th7>^7x^S/aVU 10%£$/]fiL 

Jf^iDMEMigife^ 3 7 °C% 5% C0 2TtiSSLfco h7>X7i^ 

*> a 5 a a $ ici&±fe£&£?Ti\ (CPE) n 

zz-ztsmzmmLtc0 cpE©iit, i£#±M&<£t/«£0jJxL/co 

;M 7 • ^ y -;U>£<h^7K>&£fflV,N}^li$?£ 5 

3 000 rpmCTI 5 LTt# tl/c±;f£s 

LT0J-IX L/c0 Cl(Z)ilffllSttttl>S<hs ip#±;f ̂ ;Ip Ls 7'OU 

7^7^-#^)t<h L/co E K 2 9 3« 

tc^iiQUs tiz£yx 

o/co Benzonase (Me 

rck — Novagen *±M) t'3 7 °C% 3 0 U %btltc 

±m*. 1. 5 

% 1. 3 5, 1. 2 5 g/c m3©j^b-t^>7A£#frP B S (P h o s p h 

ate buffered sal in e ) £:jSi/L>lilft (CUM Ls /^NT'_L!!E 

±M%&MLtc0 Z ti^k. 35000 rpm, 1 6 °CT? 1 U g*JE(C 

k-oXnbtltcO -f JU7^7 ̂ -^0JjXL/co ^XL/c^-nUT.^^-^ 

, 1 0%yU"trP-;U#^P BSlCttUT^#r£fTl\ Wi7fV^^J^ 

s<W-tLtc0 m -&-&$:*<< *-mM (Ad eno-X 

rapid titer kit, ^PVj'y^ttl) &<£t/Ell 3itt$ttb 



Kx-xw-m$$-6 6>sr'\(yo r^tLcomt °-+ 
^u^WiComtrnx^^w^w-i^MMhtu? TM#§ 
m^muL s±w ^mmco (# 
Yfi r-^irxrx^s *B° is s w r r/v) roAHia^iRg * 
3^s*-n Tieo i 333-^nMI* 

^-^Vrif>0^/'lil 3 q 3 [171700] 

e fi«¥ 
°^nSS|2U6 '9 6 SL s9 ^9 > ^e 

lJQrl*-2r $^C01 3 4 K + rOA (00 9-202) H ^.>aT 

Sfl3^K^^0A (90S-L) H 3 ^3Y0A ^13^46 ^13^ 

K + (L L L-L9) H3 s13^K^rOA (£9-1) H 3 ^13 

(Z.9 L-L) H 3 sn3ir/h>^-¥ K-4-n$M&6 6Z0 

mfts: fi ^/V01 3 4 K + rOA (0 0 9-202) H^jaT£Pl3^K^F 

(90S-L) H 3 ^3Y0A ^13^46 ^3^K^Y0A ( 

L L L-L9) H3 %13^K^rOA (£9-1) H 3 V13^^^0A 

(Z.9 L-L) H 3 ^13 ̂ Ay^f-% ^?»^2 0 ^¥^011 

°^n fi^vi 3^^^lT-/il1¥IB 

«fir 21^ wi °^<E<.-^<>^9taaie "is* 
ili2i s a fiv^anw/no 2 

°-^#^i0ea2oo w 'Go LZ sn < 2i§ifflf d 

8 6 2>i3H 3 I MS" J d? (nfT^< • H .^ < >) L 'SVNO 

O d^n^/c^-m^vNalr-M -1=31 3^^-^^TO^2G 

fiyvl3 [£1700] 

2 fi«¥ 
°^1i2121 2 ̂ #^31 ^1^3111 Z&&6 6 2 G 

°^n a^}2i^o)iY:i^^a)a)^o^a)^w '0^21^0^^^#^ 

9ZS9S0/H0Z<IfAL3d 017 Z8im/H0Z OAV 
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o INT. LT, JSffSIfti: 7'-

nwy 4 
[0045] 7"U K-70^1 

3 Btitc, ttEL btltc^WiZ 

^xmB.Ls JftH£iSdiL. STOfflJ^ML/co S$H»tv£X$x 

• -Vflfflj® (P3X63-Ag8. UK £50 %(Dtf U 

xf U>yj ZI-JU4 0 0 0^ffllNXS^^1±, L^^^X 7^7 7° 

f "J X Stff^y>^tW«Lfco 

H»!J 5 
[0046] HbE K-~7®^ 

HJM^- 1 o BmznmfoWiu-->y^tT-^/c0 u 
--y^tCffllN^E LS I AtiJ^-F©iiy-eS>i>o 384^7^^p^^^ 

— 7° L — h CD&^xJUCO. 3 5 ju.g 0^7^ I gG-Fc 

it/Lfa( Jackson Immuno Research £tM) £rl3 h U X 

Mii)S ( 5 0 m M Tris-HCU pH7. 5) ^3 5 M I iDiT4°C 

„ 1 6 L/co H tl *o (D 0 x JU £ 9 0 jj, I CD (0 . 0 1% T 

w e e n 2 0 T 1 L td$L, 7°P v £x —3. (*0 

^IOOM I 3JD*.T^T2 0#MtSLT. 
tc I g G - F c}/Cfa®*Hb7°L- h) o &OJIJI>$:9 0 u- I 0)% 

MT1 L/cti, 1 5*t I ©/x^'J K-^iM±;f^JPx.T2 0t^ 

MLfco il tl <Q (D 0 xJU^r 9 0 /i, I (D^t/i^T 3 L /ctils 1 5/i, I 

CD L L E L 'J >j&tii?fc&i£tjx'j7yiZ'('<y 7 T — (4%7'P V ^X — 7>, 

0. 05% Tween 2 0, 150mM N a C I 5 0 m M h >J X 

Mii)SpH7. 4)£jQx.T, 4°CT 1 60tP^SL/co Z.tlbO'y JL)\S%:9 

OVL I 0gtMt?3|HMLifc^ 15^1 ©tT^f>^trCC2^^tn;^( 

F a b)ihH R P h hZLi/VCT h e rmo sc i ent i f 

i cttlD^frZy-tr-f A'-/ 7 1 BtfelKML/c0 
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(DO x JU £ 9 0 yu, I 3 0/7'c/^' L /cf^ (C% 1 5 yu, I CDTMBH— S 

ubstrate—Chromogen (DAKO £t§?) L T ISt' 

3I5MI©O. 05MLSJ^£{¥± 

Ls 4 5 0 n 

ttE Lih i^n" L /c/ \ 'f 7° U K —"7©£P —V£1 

1 {® (5 5 A 1, 7 D 4 % 1 4 A 1 % 2 D 5, 5 3 A 1 1 % 1 3 B 3, 23 

H 8S 1 6 B 3, 1 6 E 7, 14E1 \ 9 E 7) ?#fc0 5 5 A 1 % 7 

D 4 „ 1 4 A 1 % 2 D 5, 53A11, 13B3, 2 3 H 8, 16B3, 1 

6 E 7, 1 4 E 1 9 E 7 <D$ n-ytfm&tZfofoZs 

5 A K 7 D 4 % 1 4 A 1 % 2D5, 53A1 1% 13B3, 2 3 H 8, 1 

6 B 3, 1 6 E 7, 1 4 E 1 9 E 7#ifatfit£, L/c0 J 0 

P — Z'f V^-f h (BD B i osc i ence) 

lsXs 

m*(D+r-JV=>Xl&, 5 5 A 1 ircflstf I g G 2 a, 7 D4SIW I g G 1 

, 1 4 A 1 ircflstf IgGK 2 D 5 J/LIW I g G 2 a, 5 3 A 1 1 ircflstf I 

g G 2 a, 1 3 B 3 fcWif I g G 2 a, 23H8 fcWif I g G 2 a, 1 6 B 

3 trCtistf I g G 2 a, 1 6 E 7 I g G 1, 1 4 E 1 I g G 1, 

1 9 E 7 it/CfaA* I g G 2 a XJb •? tca 

H«!J 6 
[0047] & E LjitttOE LB*%ttffiJMK<Pfli|£ 

5 5 A 1 % 7 D 4 % 1 4 A 1 % 2D5, 53A1 1% 13B3, 23H8 

, 1 6 B 3, 1 6 E 7, 1 4 E 1 9 E 7 (D&fcWiZ-D^T, 

2 IfcttE L % ^-/7-rHfjUE U UK (1-15 7) "7^7^^ 

EL, Lh (1-53) "777dr^EL% Lh (61-1 1 1) "777^ 

7EL, ^^EL% 7^7EL, Lh (1-3 0 5) "777drP<^EL3; 

tc&M h (2 0 2-5 0 0) 7^W7E LtcMfSE LS1£PMtg£5fl!l 

AE! L/CO 

2 OmM h'J7iigffjS(pH7. 5), 0. 5 %7 X 4 m 
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M i&it15 OmM J^b^ h U ^ A, 2mg/mLt h H D L (A t h 

ens Research&TechnologyTlfij5£^tl£ JxJ/5 

ELgiMMLfc(Mti OMD 

o 3 7°C-e9 E LgfUlCcfcoTH D L e>£$£ft£]SSIfl& 

EFA)£NEFA C-f ̂  L 

, f©NE FL/CQ E 

hp->/u{s«h Ls m*o&m&x(Dny 

£H!±!LT70Py h L/c m 1 A~H3 1 K) o m 1 A~^ 1 KCDPMffii&gJ; 

y. &m*(D5 o%piS)jiS( i c5 0i)^fco 

H»!J 7 
[0048] ^E Lt,tt(DHLfeJ:rR P 

thHL^3-Kt5DNA^^P-z>^LfcpcDNA3. 1 

hP^'iVttD^F reeStyle HEK293 F|ffl^(C h7>X7i 

a > Ls 3 7 °C% 8%C 0 2 T? 2 B L/cQ £>!/[> L. 

0JJXLT, 2 OU/mL®A/^j V^t^P B SCTISL, 37°Ce45^P^ 

-f >dpZL^<—:> a > L/co js/LMCi: y LTt#/c±;§ £ t: 

hHLgiMiiLfco |W]*§(Z)}#mci:y, t; h L P L|#H}^£ilML/c 

o 2 0mM h U 7^MSj)S( P H 7 . 5 ), 0 . 5%0 7"$ X 

4mM j^b^JU^A, 15 OmM ^b^KU^A, 0. 5mg/mLt KVLD 

L ( I NTRACELttl) E L^M^SllD L/c 

m. thHL, S/ctt t h L P Lgii§S^il]0 LfcC^iT 1 0 M Do 3 7 

°C-e2 0tP^J5J^m. H L t L< &L P LmmiZ£-?T. VLDL^f,^ 

EFA)£NEFA C-f ̂  h7P-(MIHttl 

Ls f©NE F L/c0 E L&^Bt 

hP-JHtt-h Ls P > hP-JU{Lt(C>tf-t£J;tStt£Jl!±! L 

fco £b&©fca&, L©PMffl$g£MXT§EiiLfc 

2A~@2K)0 

5 5 A 1, 7 D 4 % 14A1, 2 D 5, 5 3 A 1 1% 13B3 
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, 2 3 H 8, 1 6 B 3, 1 6E7, 1 4 E 1 1 9 E 7 H 

LihLP 

8 
[0049] &ELtn.to£EL£<Dm<&mmi£ 

irCV 0 X I g G — F c \y — h IZS 1 5 /A I CD E 1 /^g/ 

mLfr£>3{£ltfK^U)£#fr:'7y-te'f/<y 7 7-JPA.T 20t^^SL/co 

<Q(Z),^x</U^:9 0/i, I 3 0$;^ L 1 5 fx I (Dtl — 9 4 )V 

EL, ttlEL, ^it^EL% 7^EL, UK (1-157) 

7EL, UK (1-305) 7^^^r^7ELJfc(ith (2 0 2-5 0 0 

) -70X^?i^EL^/i'J 4 

°c-e 1 6et p^sL/CO z.ub(D0^)v^9 0 ix \ 3 Lfc 
1 5 /x I CD tr^l-f y^trCC 2 $ ̂ trC^( F a b ) £ H R P HfSU K L> 7° 

7 i ̂ riKiLfco 

IQCD^XJU^^OJU, I CD^t^^T 3 0/7'c/^' L tc$k IZS 1 5 ix I CDTMBH— 

Substrate — Chromogen (DAKO £t§?) £ J^jbP L T Igi/mi 

T?3 15^100. 0 5 LJ5J&£te 

it Ls 4 5 0 n mlCfctt^lSbfcJg^iy^Lfco }iy£i£H£. 03A-13K 

(<- /JN L TC O 

5 5 A 1, 7 D 4 % 1 4 A U 2 D 5, 53A1 1, 13 B 3£<fctf 2 3 

H8trC^^ tt, th (1 -1 5 7) "7^7^^ E L (C|£ 

St&tfs -?0X E L t/c, 1 3B3isJ: 

2 3 H L 5 5 A 1, 7D4, 14A1, 

2D5£<fctf53A1 1 irCtett1} +*-=£ E L IZ^ L&^ d £ tltc (^ 

3 A~|EI 3 G)0 

-J5s 1 6 B 3, 1 6 E 7, 1 4 E 1 1 9 E 7 irCtett, tl - 0 -f +f 

Jl/E L, ttlEL, UK (1-305) 7^^^r^7E Lfc^tft h (20 

2-5 0 0) WXf-t^ELlZll&'&tZtfs 7WELJ3J:tft h (1 -

15 7) ^0X**=>E LlzUfc-SLteVZ^^tltco Ztcs 1 6B3, 
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1 4 E 1 1 9 E 7trC^^ O+f^E L IzHfc-gt 1 6 E 7 trCtett 
^=£E (@3H~@3K) 0 

nwy 9 
[0050] #EL 

i§" E L irL't^ ©fp'n' B i aco r e L /C0 in,C 2^0 

$n.W ^Sensor chip CM5 (GE HealthCare 

) yVmz&ymMikU HBS-P (GE Heal t 

h C a rettl) THIR L/c t:t: E L 'J EL, 

tL<(t t: h (1 -3 0 5) 

Senso r Ch i p (C E L £ h "7 "V 7° L/c0 HBS-P "C^IIR 

L/c E Lj/L^^r^jQ Ls B I Aeva I uat i on software^: 

Bivalent fittin g (Ci: L/c0 

£^L. a-^-tJMUE LICtt 

UK (1-3 0 5) V1}*** 7 E Lieut­

's 3 k^J\ L /co 
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[H1] 

Affinity for Baboon EL 
No. •

 I V
 ka[1/Ms] kd[1/s] KD [nM] 

1 55 A1 3.5 X105 4.2 X10"4 1.2X10"9 

2 7D4 7.8 x104 3.5 X10"4 4.5 X10"9 

3 14A1 1.9x10s 6.2 X10"4 3.3 X10"9 

4 2D5 7.7 X105 1.7X10"4 2.2 X10"9 

5 53A11 1.7X105 2.6 X10"4 1.6X10"9 

6 13B3 6.1 x104 3.1 X10-4 5.1 X10"9 

7 23H8 1.5x105 4.4 X10"4 2.9 X10"9 

8 16B3 3.1 X104 9.8 x 10"s 3.2 x 10"9 

9 16E7 5.3 x104 2.5 X10"4 4.7 X10"9 

10 14E1 1.5x10s 8.5 X10"4 5.8 X10"9 

11 19E7 6.7 x104 8.3 X10"4 1.2X10"9 

:H2] 

Affinity for Cynomolgus EL 
No. <?n—> ka[1/Ms] kd[1/s] KD [nM] 
1 55A1 2.5 x10s 4.4 X10-4 1.7X10"9 

2 7D4 1.2x10s 2.3 X10"4 1.9X10"9 

3 14A1 2.1x10s 8.1 X10-4 3.9 x 10"9 

4 2D5 7.4 x10s 2.8 X10"4 3.8 X10"9 

5 53A11 9.1x10s 3.8 X10"4 4.2 X10"9 

6 13B3 4.7 X104 4.1 X10-4 8.7 X10"9 

7 23H8 1.2x10s 7.5x10 •* 6.1 X10"9 

8 16B3 4.2 x10s 8.9x10 s 2.1 X10"9 

9 16E7 8.5 X104 3.2 X10-4 3.7 X10"9 

10 14E1 1.2x10s 6.9 X10"4 5.9 X10"9 

11 19E7 5.5 X104 1.8X10"4 3.3 x 10"9 



WO 2014/142182 47 PCT/JP2014/056526 

[H3] 

Affinity for Human[1-305]mouse chimeric EL 

No. V>
 
•
 I V *»j5ttJC50 [nM] No. V>

 
•
 I V ka[1/Ms] kd[1/s] KD [nM] 

1 55A1 1.9x105 1.4X10"4 7.3 x10"10 

2 7D4 1.1 X105 1.1 x10"4 9.7 x10"10 

3 14A1 2.1 x 10s 1.0X10"4 5.0 X10"10 

4 2D5 8.5 X104 9.3 X10-5 1.1 X10-9 

5 53A11 1.8X105 1.1 X10-4 6.3 X10-10 

6 13B3 1.5x10s 1.4X10"4 9.1 x10"10 

7 23H8 1.2x10s 1.1 x 10-4 8.7 x10"10 

8 16B3 5.1 X104 1.9x10"4 3.7 X10"9 

9 16E7 9.5 x10s 1.0X10"4 1.1 X10"9 

10 14E1 4.2 X104 2.3 X10-4 5.4 X10-9 

[0051 ] 6-9 xmm E (C %£isbtc0 

[H4] 

No. <7P—> •^0=77, **aS14JC50 [nM] No. <7P—> •^0=77, 
tt •h 

1 55A1 lgG2a 2.0 1.1 1.5 N.T. 1-157 
2 7D4 IgGI 2.6 3.7 2.1 N.T. 1-157 
3 14A1 IgGI 2.7 5.8 3.1 N.T. 1-157 
4 2D5 lgG2a 2.9 2.7 3.0 N.T. 1-157 
5 53A11 lgG2a 2.4 2.3 1.9 N.T. 1-157 
6 13B3 lgG2a 2.6 4.1 1.7 13 1-157 
7 23H8 lgG2a 3.2 1.7 2.7 67 1-157 
8 16B3 lgG2a 3.0 1.3 1.9 6.3 202-305 
9 16E7 IgGI 2.1 1.1 2.5 >40 202-305 
10 14E1 IgGI 3.3 1.4 2.4 5.9 202-305 
11 19E7 lgG2a 2.0 2.4 1.7 5.7 202-305 

H«ll 10 
[0052] bhELfej:tf70XEL IZM&t 
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[0053] mfeflyi E 

L;^7^ K^;uc^»y3tmmvys&xf&'mLtco 

5 tmm(D?5)£X£ S£<fctfV^;*E UC^f£tn;m 1 6 F6)^IfL 

tc o 7CXt; O p— -fMfilkTj 7^-r K (BD Biosc 

i ence) L^ 1 6 F 60^7^77, 

I g G 1 ~Q$b~z>tc o 1 6 F 6 ©^ffl/^tt<^$p*c^.Efi]t:fe£}iy/E: L% "^©Ip^ 

5 &<£•£/6 L/co 

[H5] 

•
 1 V
 

EL *WJ514JC50 [nM] 

•
 1 V
 

EL tt 

16F6 

ttEL 2.8 

16F6 th-V^X^^EL 4.0 16F6 
T^XEL 2.5 16F6 

W*EL 2.3 

[H6] 

v>
 

•
 1 V St® v>
 

•
 1 V St® ka[1/Ms] kd[1/s] KD M 

16F6 
3.3 x105 4.0 x10"3 1.4 x10"8 

16F6 Vi7XEL 2.2 x105 1.5x10~4 6.8x 10"10 16F6 
ttEL 2.4 X105 1.0X10"4 4.2x 10"10 

H»!J 11 
[0054] b b E L(D<gm*&mm LfcE Lft(i0M^(C#4t^M07^ 

E Lj/C^Ol^Cfi^&E L(DT$ JfflS&ZfcfetZtcfylZ, ttEL 

(DT $ J l££§S(C|£S£:iQx.% E L^/L^(Z)ip-n £ E L I S A (CTli^/co M 

Quikchange Site — Di rected Muta 

genesis Kit (7i/ U > h • 'rt' J U V—^S^Ttt 

E L©c D N A(C^S£JQTU 7^->(CS^L/CO fc/cL ttEL^Y 

^7ELT7$y 7^EL (DT$y MISICS& 

L/co II^iALfckkEL^t5^77$h*DNA^ffl^T, » 

m2£mm<Di5fc-e^i)>&&te*mm[;. ^«y 8^*11© EL i SA 
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ttELOT$ 

II TZtctolZ. ( [A4 5 0A<1. 0 tt£Z>m*)rn&_m. 

SiEL] / [A4 5 0A<1. 0 £tZZ>$KW)m$L UzfeM EL] ) £Jl!±i L 

fco Ifi^SALfcttEL®, 5 5 A 1, 7D4, 14A1, 2D 5, 5 

3 A 1 1, 1 3 B 3 2 3 H 8trC^tcMf 7 A 

-GC^Lfco tfc, II^iAL/cttEL®, 1 6 B 3, 16E7, 1 

4 E 1 £<fctf 1 9 E 7 IZttt 7 H - L L/c0 

[0055] ^7 A-G£J;b$$L55A1, 7D4, 14A1, 2D 5, 53A 

11,1 3 B 3fc^t/2 3 H 8trC^©E L £<D$£'&lzmWteJ7 § IB 
1 yiti3^y©5 oitoyji^-y, 6 O{±(D</JI^$ 

>It, 6 1|4©t7fi/X 65{tL(D^niyys 1 0 Ofe07^/^7^rVe 

J)l.c^:*Lfco 

[0056] ^7 H-K£J;t$$L /ci£H, 16B3, 1 6E7, 1 4 E 1 £J;tf 1 9 E 7 

ELt(D^izmmte7$;m&s ras^i 

IB^y©2 2 0|i©k7f^x 2 2 1 i\L(D h L^-X 2 2 2|i0fPi/> 

, 2 2 3|i©hL/^->, 2 2 4i\L(D7)l%-y^ 2 2 6{\L(D7 

"X 2 2 7fe®yiJt/X 2 3 2 3 2fe(ZM VP-f 

, 2 3 3|i0^^$X 2 3 4t®^f^zX 2 4 0|S©77/^7=£> 

It, 2 4 2fi0fPi/X 2 4 3|S©^PUX 2 4 4|S©77/^7 =£X 

2 4 6{i©yj $/X 2 4 9|4©yj^$V, 2 5 0{£CD7°P U X 25 1 

{\L(D <f i) is y s 2 5 4{£CDP-f :>X 2 5 8 {\L(D P -f X 2 6 3fe©f P 

*>X 2 6 91i0/\''JX 2 7 3c tLfcc 

12 
[0057] &m*(D p\^m<p y $ y ati?££ 

E LtrCtelCOlNT. I4A-04 

L ^j\ L Tc o 

HSS0O 13 
[0058] 5 5 A 1 . 7 D 4. 14A1. 2D5. 53A11. 1 3 B 3 JS J:Tf 2 3 H 
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8 Ante® p\<g$m(Dy $ JmwMOT =j-f * y h 
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©ISH, 5 5 A 1 % 7 D 4 % 1 4 A 1 £J; 2 D 5 trCti*©! 

fl£ <fc #&$£©& CDR07$y glfel LTfey, gg y CD 5 3 A 1 1 

, 1 3 B 3£<fctf 2 3 H 8 J/CfaCDfiflCD C D R 1 £<fctfC D R 2 07$ 7 It 

IB^y iHfel L T ̂  £ <h £H,!±! L /cQ 

[0059] 5 5 A 1 % 7 D 4 % 1 4 A 1 £<fc 2 D 5 irCtisCDfiM# <fc t/gflCD^-C D 

R ©7 $ J UTX^&£& y §1^ LTl^fco 

fittOC D R Hi, N YGMN05 
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G CD 1 7 
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1 5 T7^ 7 
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P P (- orW) T0 9lfcli1 0 7$ 

LXl^Z.t ZMVfc LTINS0 

[0060] 5 3 A 1 1 % 1 3 B 3£<fctf2 3 H 8 J/CfaCDfiflCD C D R 1 £<fctfC D R 

2 ©7$ 7ItJ2TF'Si:fey iHfel LTl^fco 

fillCDCDRHi, (DorE) (YorN) T (Mori) HCD57$yitlB 

fillCDC D R 2 XINPYYGGTX (YorN) NEKFKDCD1 7 

T $ J Itfr INfeo X miM<D7 $ J ItlB^y%WM LTIN§0 



WO 2014/142182 51 PCT/JP2014/056526 

mm® C D R 3 £ C D R IZ its 7$ J s§#> 
htitafrr>tco 

14 

[0061] 1 6B3, 1 6E7t 1 4E 1 fe.ttJ'l 9 E7 J SfeBfl 

m(D7^4 * y K 

1 6 B 3, 1 6 E 7, 1 4 E 1 1 9 E 7 &te©fig|£ cfctf&gtCDT-

$ y V 7 KGENETYX LT77^f^VhLfc 

(i6A^f,i6 D) 0 

7=my h©i£H, 1 6 B 3 £ 1 6 E 7 ftte©figt£J; #&$£©&C D 

R ©7 $ y illBLT IN£ £ £ £ H,!±! Lfco 

[0062] 1 6 B 3 £ <fc tfl 6 E 7 #i#<DS8i£ <fc #&$£©£• CDR07$y 
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fill© C D R 2 its EISF (AorT) R (DorS) RAFYPDTVK 

GCD 1 7 7$ y$jbN£&oTlNfc0 
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7 $ y AN e> & o T IN /cQ 
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mn.(DC D R 2 AASNV E S (D 1 7 $ J o T l^tc0 

gfICDCDR3(i, QQSWKVP F T CD 9 T7 $ y i)V|9^^TlNfc 

o 

££±0fUfflRTlBtt 
[0063] *f%w<DHn.wft&i)'<i—e<Dmm%fe.*m.mT2>$ifaits A-

tf£ttLTMiRto&IS#S,l££^LTlN£©-c, imfl&JM 
s WiMWiks 7TU—J±i&MMW.fcs im K 'J ?' J iz 

'J KJM, BRftlKP-AX0Mfcs<t^/Sfc 
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2 4 3{i©7°P U 7, 2 4 4{i©77>/^dr7, 2 4 6 {\L(D? >J 7 7 
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*1110] I3?U#^ 1 Z^tlZ>7$ yitl3^y©2 2 0{4©t^f^7, 22 1 

fe©hU^-7, 2 4 0{i©77>/^dr7lt, 2 4 2|4©fPi/7, 

2 4 3fe©7°P U 7, 2 4 4\tL(D7XJ^^y, 2 4 6fe©7*'J 77 
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£3^©CDR£^frfigtRT^J& UhtfiZ, 

iB^y#^3 8, iB^y#^3 9£<fctfBB?y#^4 o(D7$;mm*m 
t&S-DCDC D R©9^ 1 -D£A±(DC D RiZ^X 1gL< &M© 

7^yL<itm$titc75JitiB^y^^53^ 

©CDRu uA— 
lit * ̂  7 <? • -i-)im* t /c ©into iff , 
1 7) IB^y#^4 2, |B^y#^4 3fc^t/IB^y#^4 4 07 5 7IIIB 
?y^t1"§3o0CD R^#^filIpT^I±i. 

IB^S^4 6 % IB^S^4 7 <l3<£'LFIB^yii"*§"4 8 (Z) 7 5 7 ItlB^y 
t§3o©CDR £ RT^M t ̂ t7^P - ̂UirCte £ 

tciZ*<Dtt,mfrtf\ 
1 8) IB^y#^4 2, |B^S^4 3fc^t/IB^y#^4 4 07 5 7IIIB 
?y^t1"§3o0CD R^#^filIpT^I±i. 

IB^S^4 6 % IB^S^4 7 <l3<£'LFIB^yii"*§"4 8 (Z) 7 5 7 ItlB^y 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^r 1gL< &M(Z) 

r$yL< izm$titcy$ytzz3^ 

©CDRu uA—t 

lit £ ̂  y £ p -£fc©trC^Brfr. 

1 9) IB^yS^4 2% |B^y#^4 3fc^t/IB^S^4 4 07 5 yitIB 

?^it^3o©C D R©9^ 1 -D&±(DC D RlC^T 1 g L < 

M©75 y L < £ ti/cy $ y itiB^y^e>& 

£3^©CDR£^frfigtRT^J& 

IB^y#^4 6 % IB^y#^4 7 <l3<£'LFIB^yii"*§"4 8 (Z) T7 5 y itiB^y J&M 

t^3o®CD tfCDS? 

ustt £ PI# i" & ^ y * • --f )vmt zfciz? (Dmtm n-. 
2 0) IB^y#^4 2, |B^y#^4 3fc^t/IB^y#^4 4 07 5 yitIB 

?y^tt^3o®C D R®9^ 1 -D&±(DC D RlCislN-C 1 gL < tt 

M©7 5 y L < £ titc7 $ y itiB^yfr bta 

§3offlCD R^#^filIpT^I±i, 

IB?y#^4 6 % IB^y#^4 7 <l3<£'LFIB^yii"*§"4 8 (Z) T7 5 J miB^y 1&M 

t&S-DCDC D R®9^ 1 -D&±(DC D Rtca^T 1gL< &M(Z) 

7 $ y mtfkSi. L < £ titc 7 $ y itiB^y ̂  e> & & 3 ̂  

©CDR U JfilWF»3& U A —tz(Z)g|lStt£ 

lit £ ̂  y £ • - ̂UtrCtt; £ /c (i^e ©trCtedllT . 

2 1 ) IB^y#^5 0, IB^y#^5 1 £<fctfBB?y#^5 2(Z)7$yitlB 

?y^t1"§3o©CD R^#^filIpT^I±i. 

IB^y#"^- 5 4 „ |B^y#^5 5 dSctt/IB^y#"^" 5 6 (D 7 $. J ItlB^y J&M 

t§3o©CDR £ 

fettle ©trC^BTfr. 

2 2) IB^S^5 0, IB?y#^5 1 £<fctfSB?y#^5 2(Z)7$yitlB 

^£^T£3^0CD R£^frfigtRT^j& 

IB^y#"^- 5 4 „ |B^y#^5 5 dSctt/IB^y#"^" 5 6 (D 7 $. J miB^y 1&M 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^r 1gL< &M© 

7 $ J L < $ tltc? 5-J t>xbtZZ)2>'D 

®CDRL. uA— 
lit £ ̂  y <? • t /c (Dmtm n-. 
2 3) IB?U#^5 0, 1 2©7$yitlB 

D R®9^ 1 -D&±(DC D RlC^T 1 g L < 

M©7$ y L < £ ti/cy $ y & 

£3^©CDR£^frfigtRT^J& 

5 4 „ |B^y#^5 5 dSctt/IB^y#"^" 5 6 (D 7 $. J miB^y 1&M 

t^3o®CD R^frgflRT^M^L. JfiLWfc&'J/*—tfCDS? 

ustt £ PI# i" & ̂  y * • --f )vmt t /c &* (Dmtm n-. 
2 4) IB?y#^5 0, IB^y#^5 1 £<fctfBB?y#^5 2©7$yitlB 

?y^tt^3o®C D R®9^ 1 -D&±(D C D Rtca^T 1 g L < & 

M©7 $ y L < £ titc7 $ y itiB^y^e>& 

§3offlCD R^#^filIpT^I±i, 

IB^y#-^- 5 4 „ |B^y#^5 5 dSctt/IB^y#"^" 5 6 (D 7 $. J HHB^I J&M 

t&S-DCDC D R®9^ 1 -D&±(D C D R(C£^T 1gL< &M© 

7 $ y it#L < £ titc 7 $ y itiB^y-frb && 3 ̂  

®CDR Ls U A--

lit & ̂  y ^ • - ̂utrctt t tc (Dmtm n-. 

2 5) IB?y#^5 8, IB^y#^5 9fc^t/IB^y#^6 0 07$ yitIB 

?y^t1"§3o®CD R^#^filIpT^I±i. tebmz, 

IB^y#^6 2, IB^y#^6 3fc^t/IB^y#^6 4(Z)7$yitlB^y^^ 

t§3o®CDR £ RT^M f ̂ fy^P - ̂Utrcte £ 

fettle ©trC^BTfr. 

2 6) IB?y#^5 8, IB^y#^5 9 6 0(D7$ yitIB 

?y^t1"§3o®CD R^#^filIpT^I±i. 

IB^y#^6 2, IB?y#^6 3fc^t/IB^y#^6 4(Z)7$yitlB^y^^ 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^r 1gL< &M© 

7 $ J L < $ tltc? 5-J t>xbtZZ)2>'D 

©CDRL. uA— 
lit £ ̂  y <? • t /c (Dmtm n-. 
2 7) IB^#^5 8, 9fc^t/IB^S^6 0 07$ yitIB 

D R©9^ 1 -Diii±(D C D R(C£^T 1 g L < 

M©7$ yL < £titcy$ yitiB^y^^& 

§3o®CD R^#^filIpT^I±i, 

IB?U#^6 2, IB^S^6 3fc^t/IB^S^6 4(Z)7$yitlB^^^ 

t^3o®CD R^frgflRT^M^L. JfiLWfc&'J/*—tfCDS? 

ustt £ PI# i" z> ^ y * • --f )vmt t /c &* (Dmtm n-. 
2 8) IB?U#^5 8, IB^y#^5 9fc^t/IB^S^6 0 07$ yitIB 

?^it^3o®C D R®9^ 1 -Diii±(D C D R(C£^T 1 g L < & 

M©7$ ymtfkSi. L < £titc7$ yitiB^Ufrb& 
§3offlCD R^#^filIpT^I±i, 

IB^S^6 2, IB^S^6 3fc^t/IB^S^6 4(Z)7$yitlB^^^ 

tl>3o®C D R®9^ 1 -D&±(D C D R(C£^T 1gL< &M© 

7 $ y mtfkSi. L < £ titc 7 $ y itiB^y-frb & & 3 ̂  
©CDR Ls U A — 

lit & ̂  y * • --f )vmt t /c m%wm n-. 
2 9) IB^y#^ 6 6, IB^y#^ 6 7SJ: t>lB^S^ 6 8 (D7$ J ItIB 

?y^t1"§3o®CD R^#^filIpT^I±i. 

IB^S^7 0, IB?y#^7 1 £<fctfSB?y#^7 2©7$yitlB^y^:^ 

tii3o0CDR £ 

fettle ©trC^BTfr. 

3 0) IB^y#^ 6 6, IB^y#^ 6 7SJ: t>lB^S^ 6 8 (D7$ J ItIB 

?y^t1"§3o®CD R^#^filIpT^I±i. 

IB^S^7 0, IB?y#^7 1 £<fctfSB?y#^7 2©7$yitlB^y^:^ 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^X 1gL< &M0 

7 5 7 L < £ ftfc 7 5 7 t>xbtZZ)2>'D 

©CDRL. uA— 
lit £ ̂  7 <? • t /c (Dmtm n-. 
3 1 ) IB^#^ 6 6, IB^#^ 6 7 £ <fc 680757 ItlB 

^^tt^3o©C D R09^ 1 OiU©C D R(C£^T 1 g L < it 

ti07 5 7 mtfkSi. L < £ tltc7 5 7 b ft 

§3o©CD R^#^filIpT^I±i, 

IB?U#^7 0, IB^#^7 1 £<fctfSB?y#^7 2 075 7I£lB?y£^ 

t^3o0CD R^frgflRT^M^L. t*0S¥ 

3 2 ) IB^#^ 6 6, IB^#^ 6 7 £ <fc 680757 ItlB 

^^tt^3o©C D R09^ 1 OiU0C D R(C£^T 1 g L < tt 

M0757 L < itm$ titc7 5 J b & 

§3o©CD R£#frfii|pr^Ii^ 

IB^y#^7 0, IB^y#^7 1 £<fctfBB?y#^7 2 07 5 7l£lB?y£^ 

tl>3o©C D R09^ 1 OiU0C D R(C£^T 1gL< (itiO 

7 5 7 ItL < £ tltc 7 5 7 ItlB^y AW3^ 

0CDR £#frgfIpT^Iii£;pi Ls U A—tr0gHStt£ 

lit £ ̂  7 £ • - ̂UirCte£tcit'tCDtiiWIfrfr. 

3 3 ) IB^y#^ 7 4, IB^y#^ 7 5 £ <fc t^SB^J#^ 7 6 07 5 7 ItIB 

?y^1"53o0CD R^#^filIpT^I±i. 

IB^S^7 8, IB?y#^7 9£<fctfSB?y#^8 O07 5 7ltlB^y^:^ 

t^3o©CDR £ RT^M f ̂ t7^p - ̂l/trCte £ 

fettle 0trC^«Tfr. 

3 4 ) IB^y#^ 7 4, IB^y#^ 7 5BJ:t>lB^S^ 7 6 07 5 7 ItIB 

?y^1"53o0CD R^#^filIpT^I±i. 

IB^S^7 8, IB?y#^7 9£<fctfSB?y#^8 O07 5 7ltlB^y^:^ 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^r 1gL< &M© 

757 L < izm $ titc y 5 J +z z 3 ̂  

©CDRu uA—t 
<?u t tc&"£ (Dmtm n-. 

3 5 ) IB^#^ 7 4, IB^#^ 7 5 £ <fc 760757 ItlB 

?^it^3o0C D R©9^ 1 -D&±(DC D RlC^T 1 g L < 

M©7 5 7 L < £ ftfc 7 5 7 I£lB?yfr>b tz 

§3o©CD R^#^filIpT^I±i, 

IB?y#^7 8, IB^y#^7 9£<fctfSB?y#^8 0©7 5 7$SB?y£^ 

i"£mi RT^M£^ L. mw1*1&u /1—tf<Dmm%'\$. 
7 ^ •—^t/c (i^e ©J/CI*Ifffr, 

3 6 ) IB^y#^ 7 4, IB^y#^ 7 5 £ <fc t^SB^J#^ 7 6 07 5 7 ItIB 

?y^tt^39©C D R©9^ 1 -D£A±(DC D R(C£^T 1 g L < tt 

M©7 5 7 L < £ tltc7 5 7 ItlB^^ £ft 

§3offlCD R^#^filIpT^I±i, 

IB?y#^7 8, IB^S^7 9£<fctfSB?y#^8 0©7 5 7ltlB^y^:^ 

tl>3o®C D R©9^ 1 ^J^l±0C D RlcislNT 1gL< &M© 

7 5 7 L < £ tltc 7 5 7 ItlB^y frbtz*3z> 

©CDRu uA— 
lit £ ̂  7 ^ £ /c ©trC^ISffr. 

3 7 ) IB^y#^ 8 2, IB^y#^ 8 3 £ <fc t>lB^S^ 840757 ItIB 

?y^t1-§3o©CD R^#^filIpT^I±i. 

IB^S^8 6, IB^S^8 7 ^Sctt/IB^yS"^'8 8 0757I^IB^y^:^ 

tii3o0CDR £ RT^M f ̂ t7^7P - £ 

©trC^BTfr. 

3 8) IB^y#^ 8 2, IB^y#^ 8 3 £ <fc t>lB^S^ 840757 ItIB 

?y^t1-§3o©CD R^#^filIpT^I±i. 

IB^S^8 6, IB^S^8 7 ^Sctt/IB^yS"^'8 8 0757I^IB^y^:^ 
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tl)3o©C D R©9^ 1 -DVL±0C D RiZ&l^X 1gL< &M0 

757 L < itm $ titc y 5 J & z 3 ̂  

©CDRL. uA—t 
<?u t tcit* (Dmtm n-. 

3 9 ) 8 2, 8 3 £ «fc 840757 ItIB 

?^it^3o©C D R©9^ 1 -3>£l±0C D RlCislNT 1 g L < it 

M0 7 5 7 I£^£. L < itm $ tltc 7 5 7 ^ ft 

§3o®CD R£#frfii|pr^Ii^ 

8 6, IB^Ofi"^"8 7 8 8075 7I^IB^y^:^ 

t^3o®CD R^frgflRT^M^L. &<Dm 

UStt % PI# t £ * 7 ^7 • - £ /c & ̂  0*/L{* !fr. 

4 0) IB^y#^ 8 2, IB^y#^ 8 3 £ «fc t^SB^J#^ 840757 I£|B 

?y^tt^390C D R09^ 1 -D£A±(DC D RiZ^X 1 g L < it 

M0 7 5 7 I£^£, L < itm $ tltc 7 5 7 I£lB?yfr ̂  ft 

£3^©CDR£^frfigtRT^J& 

IB^y#^8 6, IB^y#^-8 7 ^Sctt/IB^yS"^"8 8 0757I^IB^y^r^ 

tl>3o®C D R®9^ 1 -3>£1±©C D R(C£^T 1gL< &M0 

7 5 7 ItL < itm $ tltc 7 5 7 ItlB^y AW3^ 

©CDR £#frgfIpT^Iii£;pi Ls U A —tz0gHStt£ 

lit £ ̂  7 ^7 • -1-)im* £ /c it*(D$iW Ifrfr. 

4 1 ) IB^y#^9 0, IB^y#^9 1 £<fctfSB?y#^9 20757ItIB 

?y^t1"§3o0CD R^#^filIpT^I±i. 

IB^y#^9 4, IB^y#^9 5 dSctt/IB^y#"^"9 6 0757I^IB^y^r^ 

t^3o®CDR ^t7^7P - ̂UirCte £ 

tcit*(D&C^lfrfr. 

4 2) IB^y#^9 0, IB^y#^9 1 £<fctfSB?y#^9 2 07 5 71113 

?y^1"53o0CD R^#^filIpT^I±i. 

IB^y#-^9 4, IB^y#^-9 5 dSctt/IB^y#"^"9 6 0757I^IB^y^r^ 
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tl)3o©C D R©9^ 1 -DVL±0C D RlZ&l^X 1gL< &M0 

757 L < izm $ titc y 5 J itra tz z 3 ̂  

©CDRL. uA—t 

lit £ ̂  7 ^7 • - ̂UirCte£fc0£tttlfr 

4 3) I3^y#^9 0, 13^y#^9 1 £<fctfB3?y#^9 2 07 5 71113 

?y^tt^39©C D R©9^ 1 -Diii±(D C D R(C£^T 1 g L < 

M07 5 7 I£A^£, L < £ tltc7 5 7 Itl3^^ b ft 

§3o®CD R^#^filIpT^I±i, 

I3^y#-^9 4, I3^y#-^9 5 dSctt/IB^y#"^"9 6 07 5 71^13^^:^ 

t^3o®CD R^frgflRT^M^L. t*0S¥ 

UStt £ PI# 1" £ ̂  7 ^ • - ̂UirCte £ tc & * 0*/[{*!ffK". 

4 4) I3^y#^9 0, 139 1 £<fctfS3?y#^9 2075 7I£|3 

?y^1"§3o®C D R09^ 1 OiU®C D R(C£^T 1 g L < tt 

ti©7 5 7 I£A^£, L < £ ftfc 7 5 7 Itl3^^^ft 

§3o®CD R^#^filIpT^I±i, 

I3^y#-^9 4, I3^y#-^9 5 dSctt/IB^y#"^"9 6 07 5 71^13^^:^ 

tl>3o©C D R09^ 1 OiU0C D R(C£^T 1gL< (itiO 

7 5 7 ItL < £ tltc 7 5 7 I£l3?y frb ft 2> 3 o 

0CDR Ls U A—tz®iiM^ 

lit £ ̂  7 ^7 p -£fc©trC^Brfr. 

4 5 ) I3^y#^ 10 0, I3^y#^ 1 0 1 £<fctfB3?y#^ 1 0 2 075 

jmrn^mtzz-DvcD 
13 ̂ y#^ 1 04, 13 ̂ y#^ 1 0 5 £ <fctfB3?y#^ 1 o 6 07 5 7III3 

?y^t§3o0c D Jiu—y)\, 

%KW ^ tc (i * 0 %KW Iff in s 

4 6) I3?y#^ 1 o 0, I3^y#^ 1 0 1 £<fctfB3?y#^ 1 o 2 075 

jmrn^mtzz-DvcD 
13 ̂ y#^ 1 04, 13 ̂ y#^ 1 0 5 £ <fctfB3?y#^ 1 o 6 07 5 7III3 
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5iJ^t§30CDCDR©^ 1 o£Lt0C D R^fcUT 1 gKtt 

|fl©7 5 7 L < (ittJP £ tltc 7 5 7 ItiB^Ufr b ta 

3 3-P©CD\f<omm 
/Ste&RBSTZ* J <7 n--f ^tcit*©tfcfttffr K\ 

4 7 ) 13^0#^ 1 0 0, SB^Jfr^j-1 0 1 £<fctfS3*!J#^ 1 02075 

3-D(DC DR©9^ 1 -3U±(DC D Rtca^T 1 g 

L < &M07 5 7 L < ttttflP£ tltc7 5 7 ItlB^O 

fre>&&3o©CDR£ fife ^t/(Cs 

IB^y#^ 1 04, iB^J#-^-1 0 5 £<£T/@B^J#-§-1 060757 ItSB 

4 8) SB^iJ#-^ 10 0, SB^iJS-^ 1 0 1 £cfctfSe?!i#-5i 1 02075 

JWiWM%:MT2>Z^<0C D R09^ 1 O£l±0C D R(C£^T 1 S 

L < &M0 7 5 7 L < uma $ tltc 7 5 7 $@B5!J 

A^4^3 9©CDR £#fillRT^$S#U &£Xf (C, 

IB^iJ#-^-10 4, |B»^ 1 0 5 ^^t/IB^J#-^ 1 0 60757 lt@3 

?^t1"§3o©CDR0^ 1 9^±0CD R££VAT 1 3g L < it 

M107 5 7 @£^£, g^3g L < tettiP £ tltc 7 5 7 ItlB^U^ b ta 

£3O0CD R£#0&MRT^$£#U JfilWft&'J/*—t*0B¥ffi 

iSttefllt £^ 7 <7 • - ̂ fc&^0Kfttl!frK\ 

£ & £ S# <fc y jltfft 3 in# S tc it-* 0Kft Br o 

[Efi*ijt12] 1) IB^S^ 9 07 5 7 I£lB?y £ fill RT^I±^ 

IB^J#^ 1 3 07 5 7 IIIB^y Sli'RT^I±t *Mt Z> f7^P 

— "t" )V^KW iztcit* 0ta^®ffr, 

2) iB?y#^90757£><£•?/ 

IB^y#^ 1 3 07 5 7 IIIB^y(CaiNT 1 g L < it&m<D7 5 7 

u < miip^ti/c7 5 u 
JM ̂  & y A- -tz 0®m5sit fcPist-a^^p- -t JU^ s /c 
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3) 9 0757 (C 1 g L < &M© 7 5 J It*)* 

X? 

IB^Ll#"^" 1 3 (DJ7 5 7 L% ituWl^l^ 

U A --tz © £ PIS "t^y £ 

in % 

4) iB^y#^9(Z)7 5 yitiB^ytcfc^NT igu< JWf 

X? 

1 307$ yiUB^c^-r igu< yi£^ 

L < n /c 7 $ y it £ ̂  -t &mn.*mu. 
mw 1*1 & u /1- -tf (Dgum £ PI# i" & * y * p --f)vmt t tc & * 
(D^n.Wifj fis 

5 ) IB^y#^ 1 7 (DJ7 $ y ItlB^y^r^t" 

IB^S^2 1 (DJ7 $ y ItlB^y^:;^t"'2)SIMRr^'pIi?l^:;^t"'2) J 0 P 

— "f) UtrCtt: t /c &•-t © JrC^ Iff s 

6) IB^y#^ 1 7 (DJ7 $ y ItlB^y^:;^t"'2)filMRr^'pIi?ls 

ra#^2 1 ©7$ yiUB^ca^T igu< yit^ 
L < tl /c 7 $ y It £ ̂  1" £ Hit RT^M * M L. 

mw 1*1 & u /1- a (D gustt £ mm t & * y * p - -t > vmt t /c &* 
©J/L^lffins 

7) iB^ys^i 7©7$yitiB^(cfc^NT 1 gu<tt»7$yi 
S^SL<m«ftfc7$yit£^1-£fiit^M. a 

IB^y#^2 1 (Z)/7 $ y I^IB^y^:;^"^"'2)SIMRr^Tli?l^:;^'Ls ifilWl*]^ 

in % 
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8) 7(D7§;m&mz£\,^T^%L<&8L®(D7§;m. 

IB^y#^2 1 <D7 § S&Mmz&^X 1gu< 
*m u. 

mm I*I & u /1- a (D gum % PI# t & * J o • --f) vmt t tc & * 
CO^/L^lffj^s 

9) 2 5 <DT $ J 

IB^y#^ 2 9 CD T7 $ J RTI^JtisE^r^'f"Z> * J ^ • 

— -f) l$KW t /c &•=t CD $KW Iff s 

1 0) IB^y#-^- 2 5 CD/7 $ J ItlB^y^:;^t"'2)filMRr^'pIi?ls 

iB^y#^2 9©7$ yitiB^y^aiNT igu< 

L < n /c 7 $ y it £ ̂  -t &mn.*mu. 
mw I*I & u /1- -tf (D gum % PI# t & * J o • --f) vmt t tc & * 
CO^/L^lffj^s 

1 1) iB^y#^25©7$yitiB^y(cfc^NT 1 gL<(iM©7$y 

mtfK&s IML< temn-ztiters. 

IB^y#^2 9 (DJ7 $. J Ls ifilWl*]^ 

u J o u-i- )vmt^tc^*(Dmtm 
in % 

1 2) IB?y#^2 5 07$ yitlB^ytCfc^NT 1 gKliSi©?^; 

IML< 

IB^y#^2 9(D7$ yitlB^Cfc^T 1gL< (iM©7$ 7 

L < tl /c 7 $ 7 It £ ̂  1" £ Hit RT^M £ ̂  U 

mm 1*1 & u /1- a (D gum £ PI# t & * J o • --f) vmt t tc & * 
CO^/L^lffj^s 
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1 3) 

3 7 CD/7 S J •Sllfll 

— -f) l/trCte t /c &•-t CD $KW Iff s 

1 4) 3 3 CD/7 S J 

IB?y#^ 3 7 CD/7 S J ItlB^KC&lNT 1 SL < (ii^lIlCD/7 $ JI*ktfK 

*m u. 
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