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&4AtciA^\ ®a&T 

[0003] -%<D%m 
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ft]©^l"C£>£o tztc, BP^ 
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$T^&ANofc0 

[0004] CD lilts ^VA| 11^ (Pharmacogenom ics: PGx) CD 

) ©#?i>s<)\s-e<Dm%tf-piffi£tj;ys mm<nm.w%:^tz>&%miz&^T 
fp-t,. &^3tl/c^0PM^ #*&N 

[0005] ZOZtfrb, 0!la.^ ^C^tC'lELTl^E^tCfc^-a^ 
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^tc<fcy% 

§ o 

[0006] %tc, n*mc, n^AtcfciNTt^ z.<b*fj&A<D? 
; MumttmtffLs &*mzs 

tctt-ctet, L^ts) 

[0007] tut, 

(bio-marker) £L/cC®^L 

^" — y— KEIS (order-made medicine) N "r — ̂  — ^- — 

KEIS (tailor-made medicine) N {mSlKbElS (personalized medicine) 
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— KEIS (custom-made medicine) 

E^pnp®"eiXlJ Atl £*i£ J: 9 K &o T $T£>„ 

[0008] ttz, 

[0009] (FGFR) &N 

'J -ten FGFRU FGFR2, FGFR3, FGFR4K J: U FGFR7 7 

$'J-£!*/£ LT^£0 (FGF) T?fey% 22ffl 

[0010] FGFR£ttLT^3ft£r>?:fJl4iMAPKli&j&^PI3K/AKTli&j&lC^*U C® 

*m $* 
SfcFGFRtt, m.mm%s ^Ms 

)o FGF 

R3ti, s^g-eilfc^#i(#f# 

[0011] znboztfrb, FGFR£^£0P^147^P£3ftT;i3<',U FGFR^PlSt" 

, #f#I^£it£5)o 

[0012] £tzs ZKMiUs (brain tumor glioblastoma multifor 

me (GBM)) (97^ > y°)\y^(D3V > 7°;U ; 3.1 %) IZ&INTFGF 

R3<^;^K$E^Ittt^l -f JU K3 -Y JU§lE=|jK3 (transforming acidic coiled-coi 

I; TACC3) t(Dm£>tfiJs<7°?- K\ £cfct/FGFR1 £TACC1 tomtit 'J ^7°? 

K0£3 tlS GD$EJ^ 1,ft 3 tl/c £ £ 3 tlfz t> (D(D ( 

#f#i^»6) N FGFR twin* >Atn£<Dm&#i)U3- F £&m<Dmm 
£ (D£ LTBE 
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[0014] FGFRPlS$iJtC<££^>£iPtC;l3ttSl® 

(personalized medicine) — —t LTfUffl 

t§o 

[0015] ±&0)t£>Vs FGFR^^P^ttT^Pg^tlTl^t®®, FGFR^© 

tyj^ont 'j * 7°^ K £ ̂ rnvrnm t ornate & 0^ e> t>nz is nx 

[0016] «*&^«tC;l3tt£FGFR=|-^ 

y<fm^(D%ii, miz-D^xmM^izm^n 
l\ FGFRS*0'^^ 

ffe©/1? >J ^7°^ Kilfef tL>J ̂7°^ Klfe?, JM*lft 

IZ ti, FGFR3*° 'J ^ 7°^ Klfe? £ BAIAP2L1 *° "J ^ 7°^ Klfe? £ 'J 

^ 7°^ Klfef, fc J: t/FGFR3^f\ 'J ^ 7°^ Klfe? ̂  TACC3*° 'J ^ 7°^ KHE 

[0017] UtTOcti, 

^rmETzzmtem-stfij^y0?- K\ K^=I- PTztf'j * 
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FGFR3*° <J ^ 7°^ K t s BAIAP2L1 *° 'J ^ 7°^ Kg L < ttTACC3^ 'J ^ 7> K 

£ U ^7°^ K : 

lit, g£FGFR3tf\ 'J ^ 7°51 K ti, B3?!l#^ 6 g L < ti 7 tC§E*63 *i£ 7 $ 

y 'j ^7°? K®-^g L < %tcmm±m. 
*°u^7°^Ktc331,vx 1 gu<mmt(D7$ J^gu<timA 

KCD-SSL < IZ^-efoV, 

|^BAIAP2L1 ̂ f\ 'J /^7°51 Kti, B3^J#^8tC§B«63ft£>:P$>'&B3^Jfr£& 

3I?£M^ •; ̂ 7°^ K©-asg L < ti±^s t tcu *7°? Ktc 
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K-e£>£, tugs en KQ 
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[1 7] 

tulE [13] lESCOjnfrS/cti^-©JjtJ^ilp-n®T>dr^:'a 

[1 8] 
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o 

[1 9] 

tugs [1] Tim [7] <D^tnfiHZ$m<VM'£tfiJ'<y>3L 

fo £ tc ? (DStU^iTft Z t vT, 3 ft tctmIZ 33 I vT 
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, FGFRBAIAP2 

L1 'J *7°? Kg L < &TACC3*° 'J ^7°? K t 'J *7°? K0*£tt 

[2 0] 

tulE [1] 75M [7] 0)^TtlfiHZ53M(DM'ntflJ'<7o? K£=l- Kt~£> 

*°'J b:*?1 KtC^ti^ti/W 7" 'J y>r X"t^ -tz>X70^^ 

yO \y#? K®^aiS/cti±^^®/c 

isb(D—tt(D# 'J =fZO \y#? K7°^ 

|&$&&•#*) 3- K£=l- K"T^)/1N0|J yO K£*£tt 

FGFR3/1N° 'J ^7°^ Ki:, BAIAP2L1/1N° "J ^7°^ Kg L < &TACC 

3/1? 'J ^ 7°^ K £ £Hfc^/1* 'J ^ 7°^ K Z =l - Kf £ *° 'J 7 0 b 51 K©& 

a^;£0 

[2 1 ] 

tuiE [1] 7b^ [7] 0l\"ftlAMClEi6©ffl^/1?lJ/><7o51 K£=l-Kt~£> 

*°'J b:*?1 KtC^ti^ti/W 7" 'J -tz>X7°^^ 

:P>^iz>X7°^ yO \y#? K®^aiS/cti±^^®/c 

SbO-ttO# >J =f*0 \y#? K7°5K FGFR31\ 'J ^7°^ K, BA 

IAP2L1*° 'J ^ -f? Kg L < &TACC3*° 'J ^ 7°^ K t 'J * 7°? K Z 

• — K"^"•?> 1? 'J ^ b^51 K©^aiK0 

[2 2] 

tulE [1] 75 M [7] FlZfa-STZtfi 

Wt-tc^CD^m^m^^h\ FGFR31\ 'J ^7°^ K, BAIAP2L11\ 'J ^7° 

? KgL< &TACC3 K©M + '> K0 

[2 3] 

tuiE [1] 7b^ [7] (D^ttifr 
iz^m<om^ >js<7o? K0#g^^^ u u ^-f? Ktf&ai3n 
tcVfta LHl\ LTlN5v S^ 
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tc -DivT mWit £> ~h}£ o 
[24] 

tulE [1] 75^ [7] 

tClEtSOS^tf'J^f- K£=l- K-TS^'J ^<7 U^t-51 

'J ^7> K£ =i - Kf £ *° 'J X 0 U*? tb 5 tifcif^rtcti^fi 

tC'SEL^i\ ^StC'lELTi^ £fcti*ffitf£fTLT^££:^9gsgtcg 

-3$, wfcg(D&^<D ft ft *>)%•&, ttz{tm<om^7<o^m 

[Z-D^TWMt %>Jj)ko 
[2 5] 

3MHp|3^^p_h^^N |rji^N Mi|li^F--hf£ 

m, mm [23] stciz [2 

4] HE^CD^jio 

[2 6] 

J£TF ©Ii^#FGFRPlS;m^Wf & <b^$l £ tc ̂ * ©H£¥ft tCfF# 

3tl£i££#W1-£ igffl 3 tl 3 E# £31JR1~ -2>^;£ : 

(a) L/cl^^tCfc^Ts tulE [1] 7531 [7] ©v,N-f*l 

^tCiE^coSio" 'J /^7°51 K©#S£>££~tSX;£ ; 

(b) K0#S^I^^ti/c,ts#^l^Jt^y^M^ti 

Sliti: UTl^tiiXio 
[2 7] 

JiiT ©XfM £ #k\ FGFRPISSIf £# f £ £ tc ti * ©H^ft tC fF# 

jg 3 tl 5 it# £ MJRT £ : 

(a) LtcW&tplZ&^T. tulE [1] 7b^ [7] CDV^-ftl 

Anci^mom^'j^y0? K^=I- K-f £*°'J yo v#? K©#s£^"f 
£>X^ ; 

( b) l£M"n 7l\ 'J <* 7> K £ =l - K f & # 'J 2 ? u * ̂  K©#£E^f!6ll3 

ti tc <§# £ mmm $nz>m%tLzm$Rtz> n„ 
[2 8] 
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m, j^jtufejis #31 m, tuiE [2 6] %tc& [2 

7] §Ei6<OT;£o 

[2 9] 

I^FGFRPlS^ttit-SMl £ tc ti ̂  ©££^fa tCfF#3 tl £ TIE 

IE [2 6] Tim [2 8] 0lN-ftlfrtC§Ei6(OT;£ : 

Dfbi] 

R2 

(i£4^ R!~R4tis ^ft^ft&tEtCJJTFOS^-r ; 

Ritis 7kMs tKP + ̂X /\p^>, i/?;, — KC,_4/\P7J^ 

Jk 0,-6 7^1/, C2_677;u>r->ik C2_677;u^->ik C3_7i/^P7 

ju^jk c6_1077|j->'uc1_477>iu^>ik -OR5N -NR6R7N - (CR8 

R 9) n ^ b c (0) NR12R13N SR14, SOR15, s 0 2 R 16 

, -NR17S02R18N COOHN Pig¥fr^iilLT5iiJR3tl£ 1 £fcizm&. 

©S'CM&StiT^Tfc J^Ce^o;7'; -Jk Q £¥ £>Skit LTiiliR^ ti•& 

1 StiTl^T t ct 5 ~ 1 Om^TnT'J-JUi, L< 

ti3~ 1 Om^?l=lSsO 'JM -COR19S -COOR20S -OC (0) R2 

I% N R22C (0) R 23* N R 24 C (S) R 25* C (S) N R 26 R 27 

% S O 2 N R28^29N 0 S 0 2 R 3 o* SOsRsi^/cti S i ( R 3 2) 

3 L ; 

R2ti* 7kMs tKP + ̂X APfy, isTJs — KPs C1_4/\P7Jb^r 

Jk 0,-6 7^, C2-6TJU^r-M C2-6TJU^r-M C3-7^>^P7 

R4 H ( I ) 
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JU^Jk C 6 _! o T7 'J — JUC ! _4 -0R5N -NR6R7N - (CR8 

R 9) n ^ b c (0) NR12R13N SR14, SOR15, s 0 2 R 16 

, -NR17S02R18N COOHN 1 ttc&im. 

©S'CM&StiT^Tfc J^Ce^o;7'; -Jk b^kiL LT5SJR3ti£ 

1 S t ct 5 ~ 1 OM^P^'J-JUt L< 

&3~ 1 'JJk -COR19N -COOR20, -OC (0) R2 

I% N R22C (0) R 23* N R 24 C (S) R 25* C (S) N R 26 R 27 

* S O 2 N R 2 8 R 2 9* 0 S 0 2 R 30* SOsRsi^/cti S i ( R 3 2) 

3 L ; 

£tcteR,&£ZfR2&, 3~ 

1 oiAfps/^ luus/cti 5~ 1 OM^P^'J-JU^JFMU ii*e^ 

^PS/? 'JjU^/ctil^^PT7'J-Jl4i* /\P^>T'M^^ tiTl^T t> cfc 

< ; 

R3ti7.KSl* C,.67Jl/^k C6_10T7lJ->'UC1_677>iU^>iUS/ctiC1_4 

/NP^JU^JU^L ; 

R4&* AP^fX C^sZib+Jk C1_4/\P7J^Jk kh'P^r 

•>"* •>" 7V% — K P% C1_47JI'P+S>N (C H 2) nZ1% N R 6 R 7* 

O R 5v C (0) N R 12 R 13* S R 1 4N S O R 1 5^ S 0 2 R 1 6* N 

R ! 7 S 0 2 R 1 s* COOH, —CORig% — C 0 0 R 2 o* —OC (0) R2I 

* N R22C (0) R 23* N R 24 C (S) R 2 5* C (S) N R 26 R 27 

* S02N R28R29* 0 S O 2 R 30 S 0 3 R 3! ^ /c ti S i (R32) 3 

%£7F. L ; 

Ati, 5 ~ 1 Om^?UT<J-)UmttcltC6_,0T<J-)UmX$)''J ; 

R5tiC T_5T)U^M C3_7:>^P 7)ls*M C3_7^^P7J^^C1_3 

7)ls*M C 2-67Jb^Jk C 2-67Jb+-ik C1_4/\P7J^Jk C,_ 

37JbP^^C1_47J^Jk C ,_37JbP+^C 1_477;UP^ri>C ,-4T)V^r 

Jk C1_47$;7J^Jk C T-4TJIS*JIST$ J C V (C "i _ 

47Jls*Jls) 7^^,-47^ c6_10 T'J-Jlss C 6 -1 oT7 'J Jl/C ! - 3 
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Qffifri? £k±z: L T jliR £ ti § 1 £ 

=fei<fc3 — 1 Om^nis? 'jjuCi-aTJUirM 3 ~ 1 0a? 'J ju 

% 5~ 1 OM^P^'J-Jk 5~ 1 OlATP7lJ-Jl/C1_37J^Jk C 

,-6ty £ KP+^>7Jb+Jk K 'J 

H KP^i/7Jb^Jb^^L ; 

R633J:t/R7(i, C1_477;U^ 

Jk C 2_6:PJU>r-Jk C 2_677-'U^r—-IUN C1_4y\P7JU=^rJk C^a^JU 

H+'yC1-47ib + ik Ce-To^'J-Jl/CT-arJl/^rJk 3 ~ 1 OlAfPy 

0'J)UCI-37JU*)U, 5~ 1 OlAfP7lJ-il/C1_37W, C,.6f 

ykKp^>mjk c^ei/'th'p^mjk c^eh'jtKp^ 

TJU^Jk 3~ 1 OS^TP5/^ "j;k C _4 7 < J 7)\s*)\s, C ,-A7)l* 

^7$yC1_47J^Jk V (C ,-4T)\S*)\S) 7?LJ C ,-A7)\y^)\y£tc[t 

*/T J (C ,_37)\,*J\,) S/cti R6£<£t/R7&, ^ ft I, 

OlArPi//? 5~ 1 01 

n ti 1 ~ 3 ft TJS L ; 

Rsfc^t/Rgti^ ^ft^ft*^ C ^A7)\s*)\, 

£7cttR8i><fctfRg&N 

<fc < ; 
zji, 7m, NR10R„, -OH, £fcttQ$fre>&3£LTMft3ft5 1 

ttcltW.^OSXW:^HX^Xi<^^3 — 1 Om^?uis<7 'JJUi L < (i 

5~1 0 Ji'v-^P 7 {) — U ; 

Riofi.t^Rntt, n—J; <N ^eti^tiC 1_477>iu^>ik 

C2_6 C2_67)U*c-)l>, C,_4/NP7J^Jk C1.37Jl/3 + 

^>C1_477;U^>ik v77 (C ,-37)\s*)\s) ZtcteC , _37)\s*)lX)\sfc-

)UC 1_477;U^;U^^-rA\ Sfc(iR,ofi<):tfRu^ ^ft^tf^LT^ 

£MHH:?£-i&tK&oT3~ 1 OI^TP^>^ ';;us/ctt5~ 1 OIAT 

P7'J-;i/%MLT:bJ:< ; 
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R 1233<£t/R 1 still — s C1_477;u^r 

Jk C2_6TJU0--M c2_6C1_4/\P7Jl/^k C^T7^ 

H+,yC1_47ib+Jk C6_107'J-;k 5 ~ 1 0 • 7 'J-Jk 3~ 

1 OIATP^^ 'JJk C6_! OT7'J->/UC 1_477;u^r>/k 3~1 OI^TP 

'JJl/CT-a^Jl/^fJk 5~ 1 OM^P^'J-JUC^a^JU^Jk 

(C ,-z7)\s*)\s) N Cl_377>'U^>'UX;U/lN-;UCl_477>iU^>ik 3~1 01 

SsSti£SIL 5~1 OJt^-^P;7 'J — JUS 7c ti 3 ~ 1 0 JI^T1 • :> 0 'J 

Ti>\ S/ctiR ! 233ctt/R 13tis 

oT, Qig¥fr<^iilLT5iiJR3ti£ 1 S/cti^Ii^®S"TrM^^tiTl^TtJ: 

I\3~1 0M^P:>0 'JJlsb L< ti5~ 1 Om^nT'J -Jls^ffMLZ 

=&<£<; 

R 1 4 ti% Ci^/^U-^rJk C2-6T7JU^7~ — Jk C2-677JU"^T' — Jk C i _4/\ 

• 7Jls*Jls, 1 S/cti*f$(®g-eM^3tiT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3tl£ 1 S/ctiifit 

GDg-eM^tiWCt <£^5~ 1 OM^P^'J-JUt L< ti3~ 1 01 

R 1 5 tiN C 1_477 JU -^P Jk 02-677JU'^" — Jk C2-677JU"^T' — Jk C 1 _4/\ 

• 7Jls*Jls, Pig¥fr<^iilLT5iiJR3ti£ 1 S/cti*f$(®g-eM^3tiT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 S/cti*f$( 

GDg-eM^tiWCt<£^5~ 1 OM^P^'J-JUt L< ti3~ 1 01 

^TU*/<? 'JJlsZ^L ; 

R16ti, C 1_477;u^;k C2-677>'U^->,k C2-677>'U;^->,k C1_4/\ 

nyjis^jis, Pig¥fr<^iiiLT5iiJR3ti£ 1 S/cti*f$t®g-eM^3tiT^ 

Ttcfc^Ce-TQ^'J-Jk SfctiQig¥fr^iiiLTMJR3ti£ 1 S/ctiifit 

GDg-eM^tiWCt <£^5~ 1 OM^P^'J-JUt L< ti3~ 1 01 

R 17tis TK^S/ctiC !-4TL ; 

R i 8ti% C T -47Jl/^JUs O 2 — 6T7JU^~—Jk C 2-67JL/^r—Jk C i _4/\ 
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U7)\s*)W P&fr£>&±LLrMiR$ti& ^ 

Ttcfc^Ce-TQ^'J-Jk 1 ttc&im. 

GDg-eM^tiWCt <£^5~ 1 OM^P^'J-JUt L<&3~ 1 01 

^TU*/<? lUU^L ; 

R19tt, ?kMs C I_47JU*M C3_7i/0 DTJU^M C _4/\• TJU^r 

Jk C6_10T'J-Jls, gfcteQmfrb&iLLrmfcZtlZ 1 £fcte&$k<D& 

-eM^tiWTtcU^-1 Om^nT'J -Jlst, L< &3~ 1 OI^T 

P*>? 'Jju^L ; 

R20IZS c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c i-4/\U7Jls*M C 

6-10T'J-J^ 5 ~ 1 0SATP7'J-JbJ/c(i3~1 OM^P^'JJU 

L ; 

R21IZS c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c !_4/NP7J^Jk C 

6_10T'J-Jiss 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^P^'JJU 

L ; 

R22lt 7K^N C T-4TC ! _4/\p 7)[/=%• )[/jt7jk L ; 

R23&s 7^MS C 1_477;U^r>/k C3_7^P TJU^rM C •, _4/\P7W 

jk c6_107'j-;k 5~i 0SAjP7lj-ji/Sfc(i3~i oiAfpi/ 

^7 IJ L ; 

R24&, ?kMs C 1_477;u^;us/ctic 1_4/\P77;u^;u^^L ; 

R25ti, C 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c 1_4/NP7J^Jk C 

6_107'j-;k 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^P^'JJU 

L ; 

R 2633J:t/R 27tt, C1_477;U 

3fJk C 2_67 )[/0~ ~)[/s C2_6TJU^-M CT_4/\U TJUdrM C}_37 

)[/C 1 _47)[/=%• )[/s C6_10T'J-M 5~ 1 Om^?UT'J-M 

3~1 OlAfP SsO'JJlss C 6 - T oy 'J —JlyC T - 4y Jly^JL^s 3~1 OlA 

iJJlsCi-37JlsirM 5~1 OlATP7'J-JbC1_37J^Jk *> 

7 J (C 1-S7)\s*)\s) N Cl_377;U^r>iUX;U/lN-;UCl_477>iU^>ik s/cti 
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3~1 0 STcti R 2 6focfc R 2 7 ^tl^7^$n"n LT 

1 OlvPi/^ 'JJUS/cte:5~ 1 01^ 

R gsiJcfctfR 29tt, C1_477;U 

*Jk c2_677;u>r->ik c2_67;i/^r-;k C^/NP ̂ Ji/^fJk c}_3y 

;u=l^^>iuc1_477>iu^>ik C6_107'J-;k 5~ 1 OM^P^'J-Jk 

3~ 1 OIATPS/^ !j;k C 6 _! o T7 'J — JUC ! _4 /'JU^rJk 3~1 OIA 

7^Pi>^ "Jjl/CT-g^Jl/^rJk 5~1 OlATP7'J-JbC1_37J^Jk *> 

:py (CT.ST7^^^) N cl_377>'u^>'ux;u/iN-;ucl_477>iu^>ik 

3~1 0 S/cti R 2s33ctt/R 2 9^% ^tl^7^$n"n LT 

^2>m.M^t-mzt£?X3~'\ OIATPS/^ 'JJUS/cte 5~ 1 OlA 

^P^'J-JU^JFMLTtJ; < ; 

R30teN c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c ,_4/NP7J^Jk c 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^P^'JJU 

L ; 

R31&, C 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c ,_4/NP7J^Jk c 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^P^'JJU 

L ; 

R32&, C ! _477;U^r>'US/ctiC6_1 QT7 'J —L ; 

<P?¥> 

/\p>f>N 0,^7^^ C1_4/\P7Jl/+Jk -OH, C,_37J^ + 

*X C1_3/\P7J^^r<X 3~ 1 OS^TPJ/^ 7, -S02R16 

% -CN% -N02N £J;tf3~ 1 OM^P:>^ !j;k 

<Q?¥> 

/\P>f>N C ! _47Jl/^rJk C1_4/\P7Jl/+Jk -OH, C 1_37>'UP^r 

*X C1_6f;LKP+>>7il/^k KP+^7J^J^/c(iC1_ 

eh'Jth'P^r^y^k 3~ 1 OIATPS/^ 'JjUT7^ X -S02R16 

% C N N N02N C 3_7 p /'JU^Jk C O R i 9, fcJ^ £/ C i - 4 T7 JU 
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C3 1 ] 

tulE c 
1] Thm [7] (D^tMHZtm(DWk£>tfiJs<7°? K£fgii"t£A\ 

§£S4"£-*° 'J ^7°? K£ =l - Kf £*° 'J 3? 0 \y #? K£ft 

J^o 

C3 2] 

tulE [2 6] TiM [3 0] 0lN-rtiAMClEi6©^;itCJ: <J3iJR 

^ft/cE^T-fe^ tulE [3 1] §Ei6©^)£ME^flJMo 

[3 3] 

P^^^N 

m, j&jtufeiis #3im, imttcimm-e&Zs tugs [3 1] %tc& [3 
2] §Ei6©^)£ME^flJMo 

[34] 

^ fuEE [3 1] S/cti [3 2] HESCD^/p^ffiE^ 

flj^o 

[3 5] 

m%B'mtnmm®fimzis^Tx?-v3^x±<om%K#m^n%, tugs 
[3 4] IEi6©^)^0fflE^II^o 

[3 6] 

^FGFRPMSte ib&ytl S tc ti ̂  ©££^fa iz fF# 3 ft h&tfs TIE 

IE [3 1] Tim [3 5] 0^-rtl^tC|Ei6©^)^ME^II^ : 
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Dfbi] 

R2 

R4 H 

y—R3 

( I ) 

R!~R4tis ; 

Ritt, tKP + ̂X /\P^>, — K C1_4/\P7Jb^r 

Jk 0,-6 7^, C2_677;u>r->ik C2_677;u^->ik C3_7*>?P 7 

JU-^r Jk C 6 _ I o 7 'J JUCi_477JU-^rJk 0R5, N R 6 R 7% (CRg 

R 9) n^i% C (0) NR12R13, S R 1 4, S O R 1 5, S 0 2 R 1 e 

, -NR17S02R18N COOHN Pig¥fr^iilLT5iiJR3tl£ 1 ttc&im. 

©S'CM&StiT^Tfc JaNC6_10 7'J -Jk Q?¥fr<^iAlLT5iiJR3ti£ 

1 tiTl^T t ct 5 ~ 1 OM^P^'J-JUt L< 

&3~ 1 0^?Ui/<7 iJM -COR19S -COOR20S -OC (0) R2 

i% N R22C (0) R23% N R24C (S) R 2 5 % C (S) N R26R27 

•. S02N R28R29N OS 02R30N S 0 3 R 3! S /c ti S i (R32) 

3 L ; 

R2&, 7KMS tKP + ̂X AP^>, */T J s - hP, C! _4/\P 7JU^r 

Jk C,.67^k C2_677;u>r->ik C2_677;u^->ik C3_7^P7 

JU-^r Jk C 6 _ 1 0 7 'J JUCi_477JU-^rJk OR5, N R 6 R 7N (CRg 

R 9) n Z. 1 s c (0) NR12R13, S R 1 4, S O R 1 5, S 0 2 R 1 e 

, -NR17S02R18N COOHN Pig¥fr^iilLT5iiJR3tl£ 1 ttc&im. 

©S'CM&StiT^Tfc JaNC6_10 7'J -Jk Q?¥fr<^iAlLT5iiJR3ti£ 

1 tiTl^T t ct 5 ~ 1 OM^P^'J-JUt L< 

&3~ 1 iJM -COR19S -COOR20S -OC (0) R2 

i% N R22C (0) R 23* N R 24 C (S) R 25* 0 (S) N R 26 R 27 
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% S O 2 N R28^29* 0 S 0 2 R 3 ON S03R31S/cti S i (R32) 

3 L ; 

S/ctiR !&£ZfR2te> 3~ 

1 oiAfps/^ luus/cte 5~ 1 OM^P^'J-JU^JFMU 

^PS/? 'JjUS/c&I^^P;7'J/\P^>T'M^^ tiTl^T t> ct 
< ; 

Rs&zK^ C,.67Jl/^k C6_107'J->'UC1_677>iU^>iUS/ctiC1_4 

/\P7J^i^^U ; 

R4&S y^Ms AP fy, c I-37JU*M c1_4/\p7J^Jk LKP^ 

Ss % •>" 7V% — K P% C1_47iHl+s>N (CH2) n^iN N R g R 7% 

O R 5v C (0) N R 12 R 13% S R i 4N S O R i 5^ S 0 2 R 1 6* N 

R ! 7 S 0 2 R 1 8% COOH, —CORig% — C 0 0 R 2 o% —OC (0) R2I 

% N R 22C (0) R 23* N R 24C (S) R 25* C (S) N R 26 R 27 

% S O 2 N R28^29* 0 S O 2 R 30 S03R3iS/cti S i ( R 3 2) 3 

%£7F. L ; 

Ate, 5 ~ 1 Om^nT'J-^mStcteCe-ioT'J-^mXfoV ; 

R 5 tiC 1 _ 5 ~y )[/^c )[/s C 3_7 U y C3_7V^P7Jl'^rJl'Ci_3 

7)ls*M C2-67H-ik C2-67J^-Jk C!_4/\P7J^Jk C,_ 

37J^^r^C1_47J^Jk C ,_37J^+^C 1_477;UP^ri>C ,-4T)V^r 

M c1_4y^y T)is*M c 1_4TJU^JUT^ y c 1_4TJU^M V (C^ 

47JIS*JIS) 7<S C1_477;u^r>ik C6_107'J-;k C6_107>J-Jl,C1_3 

TJU*M Qmfrb&iLLrmfcZtiZ 1 £fc&^&©S"CM&3*iT^T 

td;^3~1 Om^TUS/? 'JJlsC^sTJlslrM 3~1 OiAjPi/^ 'J )l 

\ 5 ~ 1 0 UT 'J —Jk 5~ 1 Om^?U7'J-Jl'C1_3TJls*M C 

,-6^7 L KP^i/7J^k C^ei/'t KP^T^U^JUS/C&C ! _6 K 'J 

L KP^r^7J^b;&SL ; 

R e&^t/R 7 Us C1_477;U^T 

Jk C2_67Jl/^—Jk C2-67J^-Jk C!_4/\P7J^Jk C I-37JU 
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C 6_! o T7 'J — JUC ! _3 3~1 OlAjpi/ 

t'JJUC 1_3T)U^)US 5~ 1 C,_6f 

y t C^gytKP+t'yj^Jk c !_6 K <J t: KP^> 

7)l/*Jlss 3~1 OI^TP SsfiJM C1_477$y T)ls*M C 1-47)U* 

jb7^yc,_47j^jk *>* (C1_47;U^;U) 

*sT J (C ,-37^^) £^-T*>\ S/cti Refc^t/Ry^ 

ilf tC&-^ T 3 ~ 1 OIATP^/^ ',UUS/cti5~ 1 01 

ArP7|j-j^i^L ; 

n ti 1 ~ 3 ft 7j\ U ; 

R 8 33 <£ £/R 9 tiN C,_47Jb^ 

S/cti/\P^>£^1-A\ S/ctiRs&cfct/Rgti, 

t~ilttC^o LTt ct < ; 

ZJi, 7K^ NR10Rlh -OH, LT}1JR3 tl£ 1 

Sfcti*f££®g-eii^3tiT^T:& <£l^3 ~ 1 OM^P^ 'J JUt L < ti 

5~1 0 Jt^x- P ~7 'J — )\y%:7js L ; 

R i o33ctt/ R 11 ti, J: <* ^ti^'tiC _4 ^JU^Jk 

C^T^U^-Jk C2_6^JU^-Jk C1_4/\P7Jl/^k C,_37JbP + 

S/C1_477;u^;k (C ,_37W) S/ctiCT-s^viU^viUXJU/l-N-

;uc ! -47)\s*)\s%:7jst£)\ S7tti R i o33 J:t/R T i tis 

^S*Jl^<h-^tC^oT3~ 1 Ol^fPi/^ UJUS/cti5~ 1 OI^T 

P7lJ-Jl/HMLTt<t< ; 

R 1233ct t/ R 13ti|W| —T t ct < s ^tlftl7j<^s C1_477;U^r 

Jk C2_67J^-Jk C2_6 ^JU^-Jk C ! _4/NP7J^Jk C ! _ 3 T7 JU 

p^^c1_477;u^;k Cg^o?1;-^ 5~ 1 oiAfP7'j-ik 3~ 

1 OM^P^ 'JJk C6_1077lJ->'UC1_477>iU^r;k 3~1 OlAfP 

*/<7 'JJlsCi-sTJls^M 5~1 Om^nyiJ-JlsCi-sTJls^M ->7J 

(C !-37)ls*)ls) s C ,-3T)\y^)\y7,)\y^-)\yC , _47J^Jk 3~1 01 

SSJSI^JSN 5~1 OiAfp? IJ — ;uS/cti3 ~ 1 OlAfPN>^ IJ 
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•o T, Qig¥fr<^iilLT5iiJR3ti£ 1 J; 

l\3~1 OI^P^/^ 'JJUt L< ti 5~ 1 OM^xP^'J-JU^JFMLT 

=&<£<; 

R14tiN C ! _4 ~7 JU^r Jk C2_67il'^r-ik C 2-677JU^r—Jk C1_4/\ 

P^JU^Jk P?¥fr^iAiLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLT5iiJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tti<£^5~ 1 Om.^?uylJ-)\y^ L<ti3~ 1 01 

^xP^ lUU^L ; 

R i 5 tiN CT-4? JU^Jk C 2 - & 7 )\/ — Jk C 2 - & 7 )\/ — Jk C i _ 4 / \ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLT5iiJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tti<£^5~ 1 OM^xP^'J-JUt L< ti3~ 1 01 

R 16 ti% C T _4 T7JU^Jk C 2_6 —Jk C 2_6 —Jk C 1 _ 4 / \ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLT5iiJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tti<£^5~ 1 OM^xP^'J-JUt L< ti3~ 1 01 

^TU*/<? 'JJU^L ; 

R17tiN TK^S/cti C !-47 )[/=%• )[/jt7ik L ; 

R18tiN C ! _4 /'JU^-'k C 2_6 ~Jk C 2_6 Jk C1_4/\ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce.To^'J-Jk SfctiQig¥fr^iilLT5iiJR3ti£ 1 ttc&im. 

GDg-eM^tiWCt <£^5~ 1 OM^xP^'J-JUt L<ti3~ 1 01 

^xP^ lUU^L ; 

R 19 ti\ TK^\ C T _4 T7JU^JUs C 3-7 y ̂  P T7 JU -^r Jk C 1 _4/\P 7 

Jk C6_107'J-;k SfctiQig¥fr^iiiLTMJR3ft£ 1 S/cti*f$(®g 

-eM^tiWTtcU^-1 OM^xP^'J-JUt L< ti3~ 1 OIAJ 
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u*/<? ; 

R20tes C C3_7:>^P C1_4/\P 7)ls*M C 

6_10 T'J-Jlss 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 

L ; 

R21IZS C T_4T)U^M C3_7*>?P ̂ Jl/^fJk C1_4/\P7J^k C 

6_10 T'J-Jlss 5 ~ 1 OM^xP^'J-JUS/c&S- 1 OM^xP^'JJU 

L ; 

R22^N C T-4T C ! _4/\p 7 )[/=%• )[/jt7jk L ; 

R23&s 7^MS C I-47JU*M Cs-ji/V UTJU^rM C,_4/\P7J^ 

Jk C6_107'J-;k 5~1 0SAjP7lJ-Jl/Sfc(i3~1 OlAfPi/ 

^ 'J U ; 

R24teU C i-47JUlrJl'£fcl£C ,^^7^1/^1 ; 

R25&* C 1_477;U^r>/k C3_7*>?P ̂ Jl/^fJk C •, _4/\P 7JU^Jk C 

6_10 T'J-Jlss 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^xP^'JJU 

%£7F. L ; 

R2633J:t/R27^ "tti^'tiyKM, C1_4T7;U 

^Jk c2-6yj[/^r~j[/s c2_6^ju^-jk c1_4/\P77;u^;k C^T7 

;UP^ri/>iUC1_477>iU^>ik C6_107'J-;k 5~ 1 OM^xP^'J-Jk 

3~ 1 OlAfpi/^ !j;k C 6 _! 0 T7 'J — JUC ! _4 /'JU^rJk 3~1 OIA 

TP^^ 'Jjl/CT-a^Jl/^rJk 5~1 OlAfP7lJ-JbC1_37J^Jk *> 

7 7 * C ,_37)\s*)\sX)\sfc=)\sC ,_47)l*)l, £tz\& 

3~1 0 jysSSi£St£:;^t"A\ S 7c ti R 2 6 33cfc t/ R 2 7 ti* ^tl^7^$n"n LT 

^£Mf!lJ!:F£Hti;:&oT3~ 1 OIAJP^^ 'jJUS/cti 5 ~ 1 01^ 

?U7'J-)l>ZMj$Lrtj<}: < ; 

R zaft&XfR 29&* C ,_47il/ 

3fjk c2_677;u>r->ik c2_67;i/^r-;k c1_4/\P77;u^;k C^T7 

)[/C 1 - 47)[/=%• )[/s C6_107'J->»k 5~ 1 OM^xP^'J-Jk 

3~ 1 OlAfpi/^ !j;k C 6 _! 0 T7 'J — JUC ! _4 /'JU^rJk 3~1 OIA 
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TnSsf'JJUC ,.37KJk 5~ 1 0m^?UT'J-JUC1_3TJU^rM *> 

yy (c! _37J^Jb) N c gfcii 

3~1 0 S/cti R 2s33ctt/R 2 9^* ^tl^7^$n"n LT 

OIAJP^^ lJ)U£tc&5~ 1 OIA 

? • T 'J — J\s%:MJ$c LT i ct < ; 

R30teN C 1_477;U^r>/k C3_7*>?P ̂ Jl/^fJk C _4/\• TJU^M C 

6-IO7'J -Jk 5 ~ 1 0SATP7lJ-JbJ/c(J3~1 OM^xP^'JJU 

L ; 

R31ti, C 1_477;U^;k C3_7*>?P ̂ Jl/^fJk C!_4/NP7Jl/+Jk C 

6_107'j-;k 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^P^'JJU 

L ; 

R32«u C1_477;u^;uS/ctiC6_1o7lJ->'U;&^L ; 

<pm> 
J\ufy, C 1_477;u^r>'k C1_4/\P7i^;k -OH, C1_37Jl'P^ 

*>N C1.3/NP7;b3^X 3~1 OlAfP^^'JJL/7$y, -S02Ri6 

% -CN% -N02S fcNJ:t/3~ 1 OIATPS//7 ijjk 

<Q#> 

/\P>f>N C ! _47Jb+Jk c ,_4/NP7J^Jk -OH, 0,-37]^ + 

*>N C1_6f;LKP+>>7il/^k KP+77J^J^/c(iC1_ 

6 h 'J t: h'P + ̂ >7Jb+;k 3~1 0lATPi//7|jjb7$k -S02Ri6 

N -CN, -N02* C3.7i/^P7KJk -COR19, fcNJ:t/C1_477>iU 

<£^3 ~ 1 0I^Py{7 'J Jk 
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R ! ~ R 4tiN ; 

Riti* TK^* tKP + ̂X /\P^X *>7 A — K C1_4/\P7Jb^r 

Jk C,.67^k C2_677;U>r->ik C2_6 C3_7i/^P7 

ju^jk c6_107|j->'uc1_477>iu^>ik -OR5N -NR6R7N - (CR8 

R 9) n ^ b o (0) NR12R13N SR14, SOR15, s 0 2 R 16 

, -NR17S02R18N COOHN Pig¥fr^iilLT5iiJR3tl£ 1 ttc&im. 

©S'CM&StiT^Tfc jaNC6_10 7'J -Jk 

1 S7tti}fi£CDST'M}^£ tiTl^Tt ct5 ~ 1 OiAjP L < 

ti3~ 1 0IATPS//7 !j;k -COR19N -COOR20, -OC (0) R2 

1\ N R22C (0) R 23* N R 24 C (S) R 25* C (S) N R 26 R 27 

% S O 2 N R 28 R 29* 0 S 0 2 R 30* S 0 3 R 3 T S/cti S i ( R 32) 

3 L ; 

R2ti* 7kMs tKP + ̂X AP^>77, — KPs C1_4/\P7Jb^r 

jk 0,-6 7^, c2-6c2_67;i/^r-;k c3_7i/^P7 

Jk C g _ 1 0 7 'J JUCi_477JU-^rJk 0 R 5,, N R 6 R 7* (C R 8 

R 9) n^i* o (0) NR12Ri3* S R 1 4 N SOR15, s 0 2 R 1 6 

, -NR17S02RIS* COOHN Pig¥fr^iilLT5iiJR3tl£ 1 ttc&im. 

©g'CM&StiT^Tfc JaNC6_10 7'J -Jk 

1 S/cti^Ii^®ST'M^^ tiTl^T t ct 5 ~ 1 OiAjP T'J-JUt; L< 

ti3~ 1 0IATPS//7 'j;k -COR19N -COOR20* -OC (0) R2 

1* NR22O (0) R 23* N R 24 C (S) R 25* c (S) N R 26 R 27 

* S02N R28R29* 0 S 02 R 30* S 0 3 R 3! S /c ti S i (R32) 

3 L ; 

S/ctiR ! fc^O^ti* 3~ 

1 OlAfpi/^ 'j;US/cti5~ 1 OM^P^'J—11^ 

AfPi/^ 'JJUS/ctil^xP^'J-JUti* /\P^>T'M^^ tiTl^T ct 

< ; 

R3ti7K^* C,.67Jl/^k C6_107'J->'UC1_677>iU^>iUS/ctiC1_4 
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R4teu ^KMS c T _37JU$-)Us C T _4/\p yji/^-j\ys kh'p^ 

*s7J, -Kn, C 1_4TJUU*Sss - (CH2) nzls -NR6R7S -

OR5N —C (0) NR12R13N — SR14N — SOR15N —SO2R16N N 

R17SO2R18N COOH, —COR19N —COOR20% —OC (0) R21 

•. N R22C (O) R 2 3 % NR24C (S) R 2 5* C (S) N R26R27 

% S02N R28R29N 0 S O 2 R 30 S03R3iS/cti S i ( R 3 2) 3 

ttTjs L ; 

Ait, 5~ 1 0'J-jumsfcttc6_!07•;; 

R 5ltc ̂ 5TJU=irM C C3-7^0 U7)\s*)VC ,_3 

TJUlrM C 2_67)lstr—)lss C2_67^-Jk C1_4/NP7J^Jk C,_ 

3yji/=i*isC ^4yJU^JUS c i-3 yjuzi^isc I-47JU=UTSSC ^4TJU1T 

Jk C ,.47$;m;k C T-47Jls*Jls7$ J CT-4TJU^M v (CT_ 

47Jls*rJls) 7$yC1_47KJk c6_107'J-Jk C6^10T'J —J\sC 1 _3 

1 tfc&iff£©ST-MM£ft-ru-r 

tJ;l\3~1 'J )\,C ! -37Jl/^rJk 3 ~ 1 Oi^TP 'J ;u 

% 5~ 1 OM^xP^'J-Jk 5~1 OlATP7lJ-Jl/C1_37J^Jk C 

,-6f; t: KP + S/7^k c,-6^b KP + ̂ >7Jl/^l/^/cttC1_6 K 'J 

L KP^T'JUdfJU^L ; 

R 6&<£t/R 7teU H — J; <k ?kBs C^47Jl/^r 

Jk C2-6TJU^r—M C2_6TJU^-JUS C,_4/\P7^k C^g^U 

P^^C1_477;U^r>ik C6_107lJ-JbC1_37ib^k 3 ~ 1 0|^Py 

0 IJJ\,C,-37)\,*)W 5~ 1 OlATP7lJ-JbC1_37J^Jk C,_6f 

;LKP + ̂ 7J1/+Jk c,_6$/b KP+S/^U^k C , _6 K 'J fc: KP + S' 

7Jls*M 3~10lA7P^^JJk C ,_47< 7 7)\s*)\s, C^_4y)\y^r 

jb7$;c1_47j^jk y (C,-47W) 7$ 7 c,-A7j\,*j\,£tcl& 

iHUC&oT 3 ~ 1 OiAjp>>^ IJ juS/cti 5 ~ 1 Oi 
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n ti 1 ~ 3 L ; 

R8£<fctfR9«u C1_4T7;U^;U 

£7cti/\P^y£^TA\ S/cti R833<£t/R9ti, 

ZJi, 7<m, N R ! o R i i N -OH, SfctiQl¥frbailLT5SJR3tl§ 1 

£7cte^ffc©ST?®&3ti'C^'C:fe»£^3- 1 OlAjp<>/? \)J\,% U< ti 

5~1 0 • 7 'J — )\/%:7F L ; 

R i 033cfc£/R i i ti, IU —'<k < s %tl^tlC i _47Jl/^fJk 

C2_677;b^r->'k C 2-6rJU^-M C1_4/\P7JU^r;k 

i/C,_47J^ik SsTS (C I-37JU*JU) gfcteC ,-37JU*JUZJ\,ft — 

JUC^T^U^rJU^-ffrs S/ctiR 10fcNJ:t/R ! iti, ^tl^lfftanLX^ 

SHitC&^T 3 ~ 1 0 s>0 'J JUS/cti 5 ~ 1 Oi^j 

P^'J-JU^JFMLTtJ; < ; 

R 1233<£t/R 13 ti |W] — J: < , "tti^'ti7KMs C1_477;U^r 

;k c2_67;i/^r-Jk c2_6yju^-jus c1_4/\P77;u^;k c^s/Ji/ 

^•>C,_47m Ce-joT'J-M 5~ 1 OlAjpy'J-Jk 3~ 

i oiAjni/^jik c6_lo7,;-;uc1_4y;u^Jk 3~i oi^jp 

is? IJ JUC 5~ 1 OlAjP7lJ-Jl/C1_37^^k 777 

(C ! .sT^U^PJU) , C T.g^-'U^JUXv'U/lN-v'UC !_47;u^;k 3~1 0| 

SltSi^Si, 5~1 0 IAJP 7 'J — JUS/cti 3 ~ 1 0|Af p v^7 "J 

tt\ S 7t ti R ! 2 33 ct t/ R 13 ti, 

•PT, Q8M>^&3tLTjl}R;**i£ 1 S/cti^II5;0S"Tr®^^ tiTl^Ti <£ 

l\ 3 ~ 1 0 p 7 0 'J Jlstj L < ti 5 ~ 1 0 P 7 'J — )\s%M$, UT 

i <£ < ; 

R 1 4ti. C,_47Jl/+Jk Cg.ey^U^-Jk C2_6T'JU^r —/IU, C1_4/\ 

P7il/^ik LTjiJR3ti3 1 SfctiififcDS-eM^tiTU 

Tt^^Ce-ToT'J-^k £/ctiQg¥fr£>&3£LTiIft3*l£ 1 
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<£^5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

^TU*/<? lUU^L ; 

R15ti, C T_4T)U^M C2_6C2_6TJU^r-M C1_4/\ 

Ttcfc^Ce.To^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tfc<£^5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

^rPi/^ 'JJU^L ; 

R i 6 ti% C T _4 T7 JU^Jk C 2 - & 7)\/— Jk C 2 - & 7)\/— Jk C i _ 4 / \ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 Sfc&^&Og-eM&StiT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3tl£ 1 ttc&im. 

©g'eM&StiT^Tfc<£^5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

^TU*/<? lUU^L ; 

Rwlt TK^S/ctiC !-47)[/=%• )[/jt7ik L ; 

R 1 8ti% C ! _4 T7JU^Jk C 2_6 —Jk C 2_6 77-'U^r—Jk C 1 _4/\ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fc&^&©g"CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tfc<£^5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

^TU*/<? lUU^L ; 

R 19 ti % TK^\ C T _4 T7 JU^JUs C 3-7 y ̂  P T7 JU -^r Jk C 1 _4/\p 7 

Jk c6_107'j-;k SfctiQig¥fr^iilLT5iiJR3ti£ 1 S/cti*f$(®g 

-eM^tiWTtcU^-1 OM^xP^'J-JUt L< &3~ 1 OIAJ 

U*/<? lUU^L ; 

R20teU C 1_477;U^r>/k C3_7i/^P7KJk C1_4/\P7J^k C 

6_107'j-;k 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^XP^IUU 

L ; 

R21ti, C i-47Jls*M C3_7>>^7P7^Jk C1_4/\P7Jl/+Jk C 

6_10 T'J-Jlss 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 0M^xP7^',UU 

L ; 
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R 22C !-47C 1 _4/\p TL ; 

R23&\ &Ms C ! _4 /'JU^rJk C3_7i/<? p^JU^Jk C _4/\• T7^ 

Jk c6_107'j-;k 5~i 0SAjP7lj-ji/Sfc(i3~i oiAfpi/ 

^ 'J U ; 
R24ti% TK^N C T-4T C ! _4/\p 7 )[/=%• )[/jt7jk L ; 

R25tes Ci-47)ls*M C 3_7*>?p ̂ Jl/^fJk C 1_4/\P77;U^r>/k C 

e-To^'J-Jk 5 ~ 1 OSAjP7lJ-;i/ifc(i3~1 OM^xP7^',UU 

L ; 

R 2633J:t/R 27^ C1_477;U 

3fJk C2_677;U>r->ik C2-6yjU^r-M C,.4/\P7KJk C^T7 

;UP^r7;UC1_477>iU^>ik C6_107'J-;k 5 ~ 1 0IATP7 'J-Jk 

3~1 OlAjpi/^Jjk C6_107lJ->'UC1_477>iU^>ik 3~1 OIA 

TP^!? 'JJl/CT-g^Jl/^rJk 5~ 1 OlATP7|J-jbC1_37Jb^k 7 

7 J (C ,-z7)\s*)\s) N Cl_377>»U^>iUX;U/lN-;UCl_477>iU^>ik s/cti 

3~1 0 S/cti R 2 633ct t/R 2 7 LT 

1 OIAJP^^ 'JJUS/cte: 5 ~ 1 01^ 

xP^'J-JU^JFMLTtJ; < ; 

Rss&^t/R29tis M—J: <k ^ti^'tiTK^ C1_4T7;U 

^Jk C2_677;u>r->ik c2_6^JU^-Jk C1_4/\P7J^Jk CT-ST7 

;UP^r7;UC1_477>iU^>ik C6_107'J-;k 5 ~ 1 0IATP7 'J -M 

3~1 OlAjPi/^JJk C6_107lJ->'UC1_477>iU^>ik 3~1 OlA 

"TU^O )VC ,_z7)V^r)V, 5~ 1 OlATP7|J-jbC1_37Jb^k 7 

7 7 (C ! _3T7JU^r JU) N C _3^JU^JUTJU*-JUC _4^JU^Jk 

3~1 0 S/cti R 2s33ctt/R 2 9^% LT 

^£Mf!lJ!:F£Hti;:&oT3~ 1 OI^TP^^ 'JJUS/cte5~ 1 01^ 

?U7'J-)l>ZMj$Lrtj<}: < ; 

R30IZS c 1_477;u^;k C3_7i/^P7^Jk c ,_4/\P7^Jk c 

6_10 T'J-Jlss 5 ~ 1 OM^xP^'J-JUS/c&S- 1 0M^xP7^',UU 
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£r^j\ L ; 

C C 3_7*>?P C^/NP ̂ Jl/^fJk C 

6_107'j-;k 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^XP^IUU 

%£7F. L ; 

R 3 2 C^^JU^JUS/c&Ce^o^'J-JU^L ; 

<P#> 

/\P>f>N 0,-47^^ C1_4/\P7Jl/+Jk -OH, C,_37J^ + 

*>N C1.3/NP7;b3^X 3~1 OlATP7^UJb7$y, -SO2R16 

% -CN% -N02N £J;tf3~ 1 OSAjPi/^ lUk 

<Q#> 

/\P>f>N 0,-47^^ C1_4/NP7Jl/+Jk -OH, C,_37J^ + 

*>N + KP+77J^J^/c(iC1_ 

eh'Jth'P^r^y^k 3~1 OlAfPi/^'JJl/7$X -SO2R16 

N — C Ns -N02S Cj-ji'^PWJk -COR19S j5WC,_47Jb 

<£^3 ~ 1 0I^Py{7 'J Jk 

[-fb2] 

H 
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[<ft3] 
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[<ft6] 

H 

OH 

[44] 

) AhU y K-JU-efeUs Rsfc^t/R^^t 
lZ&m-e$>2>ib'£W}£tc&:f:(Dm¥#llZ^&ZtiZik-Z&Zs tulE [4 3] 
IEi6©^;io 

[4 5] 

itulE [1] Jbm [7] (D^tMHZBBMOM^Tfs^J^y? 

, £tcltI^S^/1N0|J^7051 K£=l- K1"£/1N°'J 2 0 \y#? F%:^tZ>B%lZ 

iktr^ £ tc ? ©££^ft iz&#£ ti £ o 

[4 6] 

tulE [2 6] Jhm [3 0] 
3 tlfc tuiE [4 5] §E*60)feEo 

[4 7] 

W&ifs MiM, Slfl^ji¥±j£^ Jffi/H¥±j£ 
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m, j&jtufeiis #31 m, imttcimm-e&Zs tuis [45] s/cti [4 

6] IBtScCO^fflo 
[4 8] 

Itmifs tulE [4 5] S/cti [4 6] IEi6©^fflo 

[4 9] 

tnmm®v3^x±<om%tugs 
[4 8] §B*6©tefflo 

[5 0] 

I^FGFRPlS^ttits®} £ tc ti^ ©££^fa tcfF#3 tlh&tfs TIE 

IE [4 5] Jbm [4 9] ©iN-ftlfrtClEicOM^ffl : 

Dfbi] 

Ritis 7kMs bh'P^X /\p>f>N i/?;, — KPs C1_4/\pT)\,5r 

Jk C^eTJU^M C 2_6T)U^--M C 2_6T)U^-M C3_7i/^P7 

)[/^r Jk C 6 _ i o 7 'J JUCi_477JU-^rJk 0 R 5,, N R 6 R 7N (CRg 

R 9) n z. 1 s c (0) NR12Ri3% S R 1 4 N SOR15, s 0 2 R 16 

, -NR17S02R18N COOHN Pig¥fr^iilLT}iJR3tl£ 1 t-tcmmi 
©S'CM&StiT^Tfc cnNCe.^;7'; -Jk Q?¥fr<^iAiLT}iJR3ti£ 

1 Sfcti^&OS'eit&^tiT^Tti J; IN 5 ~ 1 OlAjp? >J -jut u < 

ti3~ 1 oiAjPi/^ 'j;k -COR19N -COOR20, -OC (O) R2 

i% N R22C (0) R 23* N R24C (S) R 2 5 N C (S) N R 26 R 27 
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% S O 2 N R28^29* 0 S 0 2 R 3 ON S03R31S/cti S i (R32) 

3 L ; 

R2&* th'P^X 777, — SPs C1_4/\P7Jb^r 

Jk C,.67^k c 2-6 TJU<r~M c 2-67Jb+Uk C3_77^P7 

ju^jk c6_107'j->'uc1_477>iu^>ik -OR5N -NR6R7N - (CR8 

R 9) n Z. 1 s c (0) NR12Rl3% S R 1 4 N S O R 1 5, S 0 2 R 1 6 

, -NR17S02RIS, COOHN Pig¥fr^iilLT5iiJR3tl£ 1 Stc&im. 

©S'CM&StiT^Tfc JaNC6_107'J —Jlss Q&frb&±LLrmiR3tiZ 

1 <fc^5~ 1 0 P 7 'J -JUi, L< 

&3~ 1 OSAjPi/^ 'JJk -COR19S -COOR20S -OC (0) R2 

I% N R22C (0) R 23* N R 24 C (S) R 25* O (S) N R 26 R 27 

* S O 2 N R 2 8 R 2 9* 0 S 0 2 R 30* S03R3iS/cti S i ( R 3 2) 

3 L ; 

S/cti R ! 3 ~ 

1 OI^TP^^ lUUS/cti 5~ 1 Om^nT'j -jis^jfMLs 11^ 

VP^!? ',UUS/cti§^xP7'J-Jl4i* /NP^yeM^^tLT^Tt J: 

< ; 

R3ti7.KSl* C,.67Jl/^k C6-107,J—)l'C1-67)l':ir)l'£fcl/£C1-4 

/\P7J^i^^U ; 

R4&* TK^* AP<f>s C 1_37;U^r>'k C1_4/\P7J^Jk kh'P^r 

7N 77 7, — h P, C T _4 T'-'UP ^r7% (CH2) n ^ 1* N R 6 R 7, 

O R 5, C (0) N R12R13* S R14* SOR16, S O 2 R 1 6* N 

R ! 7 S 0 2 R 1 8* COOH, — COR19, — C 0 0 R 2 o* —OC (0) R2I 

* N R 22C (0) R 23* N R 24C (S) R 25* C (S) N R 26 R 27 

* S O 2 N R 2 8 R 2 9* 0 S O 2 R 30 S 0 3 R 3 T S /c ti S i (R32) 3 

%£7F. L ; 

Ati, 5 ~ 1 Om^nyj-^mStcteCe-ioyj-^m-ZfoV ; 

R 5 ti C 1 _ 5 ~7)[/ Jk C3_7y^P7il/JFik C3_7y^P7Jl';^il'Ci_3 
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7)V^r)Vs C2-&7 C2_67K-ik C I_4/\U7JU1TJUS C,_ 

37Jl/^^i/C1_47Jb+Jk C1_37J^+i/C1_47Jba^^C1_47^+ 

Jk C^j^y C 1_47>IU^>IU77$ y C1_477;u^r>ik V (C^ 

4:PJU^JU) 7$yc1_47j^jk c6_107'j-;k c6_,07*)-)\,c,-3 

TJU^M LTMlRZtlZ 1 S/cti^f&GDg'Cil&^tlTl/NT 

tJ;i\3~1 Om^T-ni/f 'J )IC •, _37J^Jk 3 — 1 IJ JU 

, 5~1 OSAjpy'j-Jk 5~ 1 OM^xP^U-JUC^sT^U^Jk C 

T-e^y t: Kn^^>7i^k C^e^'t h*p^^7Ji/^^/cliC1_6 h 'J 

H Kn=^> ; 

Refc^t/Ryti, =£tirtis 7KMs C1_477;u^ 

;k c2-67)Utr-jvs c2_677;u^-;k c,_4/\p ̂ ju^jk C1_3T7;U 

3 + ̂ >C1_47^^k C6_107l>'->'UC1_37';U^>'k 3~1 OlAjPi/ 

'JJUC^sTJU^M 5~1 Om^nyj-JlsCT-sTJls^J^ C!_6f 

ytKP+^>7KJk c !_6 h 'J t KP^> 

7Jls*M 3~ 1 OIAJP>>^ 'JJk C1_477$y r;u^r>ik c,_47^ + 

;u^$y c1_477;u^r>ik 7 (c7$yc1_47WSfcii 

77y (C ,-s7)\s*)\s) ^tfj\ S/cti Refc^t/Rytis 

T^&mmWsT£-mzti:^Z3~ 1 Oi^TP^^ 'j;US/cti5~ 1 01 
ArP 7 'J — Jl/lkMtic L ; 

n ti 1 ~ 3 7F. L ; 

Rsfc^t/Rgti, HI—J: < ^ ^ti^ti7K^ C ,_47)\s*)\s 

Sfcti/\P^ S/ctiRsfc^t/Rgtis "etl^^p-n LTlN-g)^ 

ZJi, 7K^ NR10R„, -OH, £fctiQ$fr£&3tLT^;*ft.& 1 

S/cti*fi£®£-eii^3tiT^T:& <fc^3 ~ 1 ijjut u < ti 

5~1 0 P 7 'J — Jly^^k L ; 

R i o33ctt/R 11 ti, (wi—Ti>J:<s tM'tiC, _4 7;u^;k 

C2_677;U>r-Jk C2_67J^-Jk C1_4/\P77;U^r>ik C^T^UP^ 
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7C ! -47(C ,_37)\y^)\y) S/ctiCi-37JU*JUZJU7ts = 

)\sC i_47)\s*)\s%7istfi\ S/cti R 10£J:tf R T Ji, 

2>m.M^t-mzt£?T3~'\ OlArPi/^ 'JJUS/cti 5~ 1 OlAj 

P^'J-JU^JFMLTtJ; < ; 

R 12&<£t/R 13ti|W|—J; < N C1_477;u^r 

Jk C2_677;U>r->/k c2_6TJU^r-M C 1_4/\P7Jb+Jk C^T^U 

P+,yC1_47Jl'+Jk C6_107'J-;k 5 ~ 1 0 • 7 'J-Jk 3~ 

1 OSAjPi/^ 'JJk C 6 _! o T7 'J —-/UC ! _4 77-/U^T-'UN 3~1 OIAJP 

7^'JJUC ,.37KJk 5~ 1 0*'S7LPj7lJ-Jl/C1_3j7Jl/3fJk 777 

(C^S^U^JU) N cl_377>»u^>iux;u/iN-;ucl_477>iu^>ik 3~1 01 

SsSti£SIL 5~1 0 Jt^xP 7'J —JUS/cti3 ~ 1 0 Jt^x • i/ o 'J 

tfi\ s/ctiR12fcj;t/Ri3tis t-mzte 

oT, Qig¥fr<^iilLT5iiJR3ti£ 1 J; 

l\3~1 OSAjPi/^ 'JJUt L< ti 5~ 1 OM^xP^'J-JU^JFMLT 

t» < ; 

R i 4ti% C ! _4 T^JU^Jk C 2-&~?—Jk C 2-6~7)\s^r—Jk C i _4/\ 

P^JU^Jk Pig¥fr<^ilLT}iJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 S/ctiifit 

COST'S^ ̂  tlT l^x t ct lN 5 ~ 1 OM^xP^'J-JUt L< ti3~ 1 01 

IUU£^L ; 

R15ti, c 1_477;u^;k c2_67;i/^--;k c2_6T)U^-M C1_4/\ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

TtcUNCe^o^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 ttc&im. 

COST'S^ ̂  tlT l^x t ct lN 5 ~ 1 OM^xP^'J-JUt L< ti3~ 1 01 

^rPi/^ 'JJU^L ; 

R i 6 ti% C i -4 T7)l/-*r)l/s C 2 - & 7)\/— Jk C 2 - & 7)\/— Jk C i _4/\ 

P7KJk P?¥fr^iAlLT5iiJR3ti£ 1 £fcti^&©g-CM&3*iT^ 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLT5iiJR3ti£ 1 ttc&im. 
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J:^5~ 1 0 • 7 'J —JUt L < & 3 ~ 1 01 

lUU^L ; 

Rwlt TK^S/ctiC !-47)[/=%• )[/jt7ik L ; 

R18tiN C ! -4 7JU^JUs C 2-6 7JU^r~Jl/s C 2-6 C1_4/\ 

UTJU^M P?¥fr<^iAlLT5iiJR3ti£ 1 

Ttcfc^Ce-To^'J-Jk SfctiQig¥fr^iilLTMJR3ti£ 1 ttc&im. 

©g'eM&StiT^Tti<UN5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

lUU^L ; 

R i g ti % 7.K^\ C T _4 T7 JU^JUs C ^-jty ̂ 7 OT^JU-^rJUs C i _4/\P 7 Jb-^r 

Jk c6_10T'J-Jls, gfcteQmfrb&iLLrmfcZtiZ T £fcte&$k<D& 

-ew&ztir^rt, J^5~ 1 OM^XP^'J-JU^ L< &3~ 1 OIAT 

u*/<? lUU^L ; 

R20teN c 1_477;u^r>/k C3_7>>^7P7^Jk C1_4/\P7J^k C 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^xP7^',UU 

%£7F. L ; 

R2itis c 1_477;u^r>/k C3_7>>^7P7^Jk C1_4/\P7J^k C 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^xP7^',UU 

L ; 

R 2 2ti% TK^N C T-47)l/:ir)l/£fcl£C ! _4/\p 7)[/=%• )[/jt7jk L ; 

R23^ C 1_477;u^r>/k C3_7>>^P7J^Jk C •, _4/\P7W 

Jk c6_107'j-;k 5~i 0iATP7'j-^fctt3~i OIAJP$/ 

^7 IJ L ; 

R 24ti\ 7kMs C !-4TC ! _4/\p 7)[/=%• )[/jt7jk L ; 

R25ti\ c 1_477;u^;k c3_7>>^P7J^Jk c1_4/\pc 

6_107'J-Jk 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^XP^IUU 

%£7F. L ; 

R 2633J:t/R 27&N ^tl^'tlTK^ C1_477;U 

3fJk C2-67Jl/'ir-Jk C2-67JL'^-Jk C,.4/\P7KJk C^sT7 
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c6_10T'J-M 5~ 1 

3~1 OlAjP 7^'JJk C oy 'J —JlyC T _4y Jly^JL^s 3~1 OlA 

IJ)UC1_3T)U^M 5~ 1 0m^?UT'J-JUC1_3TJU^M 7 

7 7 (C ,_37)\y^)\y) N Cl_377;U^r>iUX;U/lN-;UCl_4 77>iU^>ik s/cti 

3~1 0 S/cti R 2 e33ct t/R 2 7 ^ti^7^$n"n LT 

1 OM^XP7^',UUS/C&5~I OI^ 

xP^'J-JU^JFMLTtJ; < ; 

R ss&^t/R 29^ =tti^'ti7kMs C1_477;U 

^Jk C2-eTJ^^-M C 2-67i^Uk C1_4/\P7>»U^>ik C ! _3 T7 

JbP^^C1_47J^Jk C6_107'J-;k 5~ 1 OM^xP^'J-Jk 

3~1 OlAjpi/^Jjk C 6 _! o T7 'J — JUC ! _4 T'JU^rJk 3 ~ 1 01^ 

iJ)lsCi-37)lsirM 5~1 0I^TP7lJ-^C1_37J^Jk 7 

7 j (c T-STJU^JIS) S C i-37)\s*)\sX)\sfc=)\sC 1_477;u^;k 

3~1 0 jysSSi£St£:;^t"A\ S/cti R 28&cfct/R 29&N 

1 OM^XP7^',UUS/C&5~I OI^ 

^UT'J-Jly^JfMLXiJ: < ; 

R30IZS c 1_477;u^;k C3_7i/^P7^Jk c ,_4/\P7^Jk c 

6_10 T'J-Jlss 5 ~ 1 OM^xP^'J-JUS/c&S- 1 0M^xP7^',UU 

L ; 

R31ti, C 1_477;u^;k C3_7i/^P7Jb+Jk c ,_4/\P7^Jk c 

6_10 T'J-Jlss 5 ~ 1 OM^xP^'J-JUS/c&S- 1 OI^TP^^ 'J JU 

L ; 

R32&\ C1_477;u^;uS/ctiC6_1o7lJ->'U;&^L ; 

<P?¥> 

/\utfys C T_4T)U^M C1_4/NP7Jl/+Jk -OH, C 1_37;UP^r 

7, C! _3y\P7JbP^rk 3~1 OlATP^>^lJJb7$y, -S02Ri6 

% -CN% -N02S fcNJ:t/3~ 1 OlAjP^^ 'JJk 

<QS> 
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C,_47Kik C 1_4/\P77;U^r>/k -OH, C1_37J^ + 

C,_6f;t:KP KP + i/7JL/^f/ctiC,. 

eh'Jth'P^^y^k 3~1 -SO2R16 

% -CN, -N02, C3_7^>^P7KJk -COR19, £<££/C,_47Jb 

J: IN 3 ~ 1 OI^Py{7 'J Jk 

[-fb2] 

[-fb3] 

—o 

0 o 
\ 
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[<t4] 

[-fb5] 

H 
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lit 6] 

OH 

o 

[5 1 ] 

) iz^tizik-gynzfo^z, A y \z-)uu&v, R3&&xfR4 tft*> 
lZ7kmT$>&ib'£$%}£fcte'£(DM!¥MlZ:Blf^lstlZikV&Z>, falB [5 0] 

[5 2] 

tuiB [1] ihm [7] pz&mtzfr 

s K£=i- KiT£*0'j K£^-r £>*§£# 

(D%m £ tc tc £ tt 5 © fc# 0FGFRPlSStt£^f £> £ /c 

[5 3] 

ftllB [2 6] 75^ [3 0] ©^-ftiAHClBStOD^&lcJ; 

3 tlfc *£#-?£>£, fulB [5 2] IBi60^b^S/cti^0^^tCl^^tl 

i)^o 

[5 4] 
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m, j^jtufejis #31 m, imttcimm-e&Zs tugs [52] s/cti [5 
3] $m<nit^mtcte^<DM¥mz=am$nz>ik0 

C5 5] 
Btm-zfs mm<mz&z>s tugs [52] s/cti [53] =moit^trcu 

[5 6] 
m%B'mtnmm®fimzis^Tx?-v3^x±<om%c^i^ns, tugs 

[5 5] im<D\t£;%£tcte^(Dn¥mz=£nistiz>yk0 

[5 7] 
^FGFRPMSte£#f£> it-SMl £ tc ti^ ©££^fa tCfF#3 tlh&ti\ TIE 

^^1$n&^tnfr(b\bt;%£tc[Z^(bM¥^zl^1$tiZ>^foZ>, tu 
IE [5 2] Ibm [5 6] (D^tntHZim(D\t£;%£tcte^(Dn¥mz=£n 
IS tl&ik : 
Dfbi] 

Ritis 7kMs bh'P^X /\p>f>N i/?;, — KPs C1_4/\P7Jb^r 

Jk 0,-6 7^, C2_677;u>r->ik C2_677;u^->ik C3-7^^P7 

JU-^r Jk C 6 _ I o 7 'J )\y C i _ 4 ~7)[/ Jk 0 R 5,, N R 6 R 7N (CRg 

R 9) n^i% C (0) NR12Ri3% S R 1 4 N SOR15, s 0 2 R 1 e 

, -NR17S02R18N COOHN Pig¥fr^iilLT}iJR3tl£ 1 ttc&im. 

©S'eM^^tLTlNTticfc^Ce-TQ^'J —Jk Q&frb&iLLrMlRZtiZ 
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1 1 OlAjp L < 

&3~ 1 OSAjPi/^ 'JJk -COR19S -COOR20S -OC (0) R2 

I% N R22C (0) R 2 3 % N R24C (S) R 2 5 % C (S) NR26R27 

% S02N R28R29N OS 02R30\ S03R31S/cti S i (R32) 

3 L ; 

R2&S y^Ms kh'p ;\n?ys 77A — KPN C1_4/\P7Jb^r 

Jk 0,-6 7^, C2_677;u>r->ik C2_677;u^->ik C3-7^^P7 

JU-^r Jk C 6 _ I o 7 'J JUCi_477JU-^rJk 0R5, N R 6 R 7N (CRg 

R 9) n^i% c (0) NR12R13, s R 1 4, SOR15, s 0 2 R 1 e 

, -NR17S02R18N COOI-U Pig¥fr^iilLT5iiJR3tl£ 1 ttcitWSi 

©g"eM^^tLT^Tt»cfc^Ce-TQ^'J —Jk 

1 <fc^5~ 1 OM^xP^'J-JUt L < 

&3~ 1 OSAjPi/^ 'JJk -COR19N -COOR20, -OC (0) R2 

I% N R22C (0) R 2 3-. N R24C (S) R25N O (S) N R26R27 

% S02N R28R29N 0S02R30N S03R3iS/cti S i (R32) 

3 L ; 

S/ctiR ! JS^ZfRite, 3~ 

1 OIAJP^^ 5~ 1 OM^XP^'J-JU^JFMU ii*e^ 

AjP^!? ',UUS/c&§^xP7'J —J14^ /NP^fy-eM^^tiTlNTt J; 

< ; 

Rs&zK^ C1_57J^Jk C6_107'J->'UC1_677>iU^>iUS/ctiC1_4 

/\P7J^i^^U ; 

R4^ ?kMs AP fy, C I_37JU*M C1_4/\P7J^Jk kh'P^r 

Ss s Ss ~7 J % — K P% C T _4 T^JUP (CH2) nZ1% N R6R7N 

0R5N C (0) N R12R13N SR14N SOR15, SO2R16\ N 

R17S02R18N COOH, —COR19N — C 0 0 R 2 o% —OC (0) R21 

% N R 22C (0) R 23N N R 24C (S) R 25N 0 (S) N R 26 R 27 

% S O 2 N R 2 8 ^ 2 9 N 0 S O 2 R 30 S03R3iS/cti S i ( R 3 2) 3 
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L ; 

Ati, 5 ~ 1 ; 

R5tiC T_5yjU^JUs C 3_7S/<? UTJls^JUs C3_7i/^P7J^JbC1_3 

TJls^rM C2_67J^-Jk C2_67Jb+zJk C _4/\p TJU^Jk C,_ 

37JL/P^^c 1_457ju+jk c ,_3 jMUP+s/C,_47JI/P+^>C,_47;U^ 
jk c1_477$y :pju^jk c 1-47JU=¥JI^7< y c,_47Kik 7 (c^ 

4:PJU^JU) 7$yc1_47j^jk c6_107'j-;k Ce^o^'j-JUC^s 

7;u^;k Qi¥fre>&3tLTgiR3*i£ 1 

=fcd;^3~1 u >)UC ! _37JU^rJU, 3—1 0P70 'J JU 

, 5~ 1 Om^?n7'J-Jlss 5~1 OlATP7'J-^C1_37J^Jk C 

T-e^y t KP^r^>7MJk C^gi/k KP3f*>7;U3fJl/£fc&C •, _6 K ]J 

t: ; 

Refc^tfRyteu TKSIS C1_477;U^ 

Jk C2_677;U>r->/k C2_6 7Jl/^r—Jk C _4/\P 7JU=^;k C^T7^ 

P^7C1_477JU^r>lk Ce-To^'J-JUCT-a^Jl/^rJk 3~1 OlAjPi/ 

'J Jl/C^;7JU^Jk 5~1 OlArpy'J-JI/C^syjI/^k C,_6f 

;tKP+^>7^Jk c , _6yt KP+^>7Jb+Jk C , _6 h 'J t: KP + S> 

T^U^Jk 3~ 1 ORATPS/^ UJk C , -47il/^r 

jb7s;c1_47j^ik 7 (c 1_4T;U^>IU) c1_4r;u^r>ius/cti 

^7 J (C,_37^l/) £fcliR6£J:tfR7tt, 

T^£>Mf!lJI:F£Hti;:&^>T3~ 1 0M^xP7?'JJUS/cti5~ 1 01 

ATP T7 'J — Jl/tkMtic L ; 

n & 1 ~ 3 £ ̂  L ; 

R8£<fctfR9&N m-TiMti-? rt£<s ^tirtl7KMs C,_47)\y^)\y 

%tz\%t\U*fy^r7^tt\ S/cti RgdS^t/Rg^ LTlN-g)^ 

iHtC&o TSItStitSS^M^c LTt J; < ; 

z,(i% 7KHS NR10R11S -OH, S/cfiQ^fr^£l£UT}l}R3*l3 1 

S/cti*fi£®£-eii^3tiT^T:& <£l^3 ~ 1 OIAJP^^ 'J Jl>b L < ti 
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5~1 0 Jt'NxP T7'J —L ; 

R i035J:tfR T 1 _4 7Jl/^J\ss 

C 2_67Jl/^T-ik c 2_6r;U^->lUs C ! _4/\P7JU^r>lk 

7C , .^JU^rJk i/7; (C T.sTJU^rJU) S/ctiC _3 JUTJU*^ 

;uc1_477;u^r>/u^^-r^, S/ctiR , ofo^t/R , ! ti, 

&MMW--F£— ititc&oT 3 ~ 1 0 it^x P •>"? U JUS/cti 5 ~ 1 OMAJ 

pyj-juZmmLTb^K ; 

R 12S5cfct/R 13ti(Wl —T=fc cfc < > C1_477;U^ 

Jk c 2_677;u>r-;k C2_67^-Jk C!_4/NP7J^Jk C ] _37JI/ 

P^r7C1_477;U^r>ik C6_107'J-Jk 5 ~ 1 0 M^x • T7 'J-Jk 3~ 

1 OlAfpi/^ 'jjk C6_1077lJ->'UC1_477>iU^;k 3~1 OIATP 

'Jjl/C^T'JU^Jk 5 ~ 1 0IAJP7 i; —;uc 1_37;U^k ^>77 

(CT.ST7^^^) , cl_377;b^;ux;u/iN-;ucl_47>'UJr>'k 3~i 01 

mm^Ms 5~ 1 OM^xP^'J-JUt/ctiS-1 OlArPi/^ 

t"A\ S/ctiR ! 2£J:tfR 13ti, £HttC& 

^Xs Q^N^iilLT5iiJR3ti£ 1 Sfcti^&OS'eM&StiT^Tti J: 

IN 3 ~ 1 0 Jt^x P •>"? U JUt L < ti 5 ~ 1 0iA71P7lJ-JL'^fMLT 

=£» <Jt < ; 

R i 4ti. C1_477;U^r;k C2_67J^-Jk C2_67il/Jr-ik C1_4/\ 

P7J^Jk P^N^4ilLT>iJR3ti£ 1 £/^i^ffc©g-?M&3*iT^ 

Tt,ilNC6_107 'J-Jk S/ctiQ^^^^ilLTM^^ti§ 1 S/cti*f$( 

©STMt&StlT^Tt. CUN 5 ~ 1 0IATP7 >J -)\y^ L < ti3 ~ 1 OM 

R!5ti. c1_477;u^;k c^erju^-jk c2_6T7;u^-;k c1_4/\ 

P7J^Jk P?¥fr£>3iiLLT>i*R3ti£ 1 S7cti*t££®gT-M^3ftT^ 

TtJ:^C6_1o7,J-Jk £7cliQ&fre>&3tLTg^3ti£> 1 S/ctiUm 

tiT 0 M^X P T7 'J -JUt U < ti 3 ~ 1 01 

^x P •>"? 'J L ; 
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R16&, C 1_477;u^r>ik c2_6TJ\,*T—JW C2_6TJU^r-M C1_4/\ 

P^JU^Jk P^N^iilLT5iiJR3tl£ 1 

TtcUNCe^o^'J-Jk 1 ttc&im. 

COST'S^ ̂  tlT l^x t ct lN 5 ~ 1 L< &3~ 1 01 

lUU^L ; 

Rwlt TK^S/ctiC !-4TL ; 

R 1 8 C ! _4 T^JU^Jk O 2 — 6 )\s^7~ — J\ys C 2-6^ JL'^P — Jk C 1 _4/\ 

UTJU^M Pig¥7^iiiLT5iiJR3ti£ 1 £fc&^&©S"CM&3*iT^ 

Ttcfc^Ce-TQ^'J-Jk 1 ttc&im. 

©g'eM&StiT^Tti<UN5~ 1 OM^xP^'J-JUt L< &3~ 1 01 

^TU*/<? lUU^L ; 

R i g ti % 7.K^\ C ! _4 T^JU^Jk C3_7V^P7Jl';^rJl'N C i _4/\P 7 Jb^r 

Jk c6_107'J-;k SfctiQig¥7^iiiLTMJR3ft£ 1 

T?M^^tLT^Tt»J:^5~ 1 OM^xP^'J-JUt L< &3~ 1 OIAJ 

P*>? 'Jju^L ; 

R20teN c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c ,_4/NP7J^Jk C 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 OM^xP7^',UU 

L ; 

R2itis c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c ,_4/NP7J^Jk C 

6_107'j-;k 5~ 1 0SAjP7lj-;i/ifc(i3~i OM^XP^IUU 

L ; 

R 2 2ti\ TK^N C T _4/'JU^rJUS/ctiC ! _4/\p 7)[/=%• )[/jt7jk L ; 

R23^ C ! _4 /'JU^rJk C3_7*>?P ̂ Jl/^fJk C •, _4/\P7W 

Jk C6_107'J-;k 5~1 OlATP7'J-^fctt3~1 OIAJP$/ 

^ 'J U ; 

R24tis TK^ C 1_477;u^;uS/ctiC 1_4/\P77;U^;U^^L ; 

R25tis c 1_477;u^;k C3_7*>?P ̂ Jl/^fJk c ,_4/NP7J^Jk C 

e-TQ^'J-Jk 5 ~ 1 0SAjP7lJ-;i/ifc(i3~1 0M^xP7^',UU 
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£r^j\ L ; 

R 2 6 33 ct t/ R 2 7 ti % C1_477;U 

3fJk C 2_6yjU^--M C 2_6T)U^-M C1_4/\P 7)ls*M CT_3T 

JUZldri/JUC 1_477;u^;k C6_! oT7 'J -Jk 5 ~ 1 OIAJP7 'J -M 

3~1 OlAjP7^'JJk C6_1077lJ->'UC1_477>iU^>ik 3~1 OlA 

5-1 OM^UT'J-JUCT-STJU^M 7 

:py N C 1-3yjis*jisZjisfc=jisC gfdi 

3~1 0 S/cti R 2 e33ct t/R 2 7 ti% 

^zmmwsTt-mzte^T3~-\ o<JJUS/C&5~ 1 oi^ 

R ss&c^t/R 29tis ^ti^'tiTK^ C1_477;u 

3fJk C2-677>'U^->'k C2-677>'U;^->'k C1_4/\P77;U^;k C^T7 

;up^r7;uc1_477>iu^>ik C6_107'J-;k 5 ~ 1 OIATP? 'J -M 

3~1 OiAjp7^'JJk C6_1077lJ->'UC1_477>iU^>ik 3~1 OlA 

TP^!? 'JjUCT-s^jU^r^k 5~1 OlATP7|J-^C1_37J^Jk 7 

:py (CT.ST7^^^) N C 1-3yjis*jisZjisfc=jisC gfdi 

3~1 0 S/cti R 2s33ctt/R 29ti% 

^z>mmws=fLt-mizt£^x3~ 1 0M^xP7^',uus/cti5~i OIA 
?U7'J-)l>ZMj$Lrtj<}: < ; 

R30lis c 1_477;u^;k C3_77^Pc 1_4/\P77;u^;k c 

6_10 T'J-Jlss 5 ~ 1 OM^xP^'J-JUS/ctiS-1 0M^xP7^',UU 

L ; 

R31ti, C 1_477;u^;k C3_77^ p^JU^Jk c !_4/NP7J^Jk c 

6_107'J-;k 5~ 1 OM^xP^'J-JUS/ctiS- 1 OM^XP^IUU 

L ; 

R32tis C !_477;u^r>'us/ctic6_1 oT7 'J —L ; 

<P?¥> 

/\utfys C T-4T)U^M C1_4/NP7Jl/+Jk -OH, 0,-37^3 + 
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3~ 1 A -S02R16 

% -CN% -N02N £J;tf3~ 1 OSAjPi/^ 'j;Uo 

<Q?¥> 

/\P>f>N C,_47Kik C 1_4/\P77;U^r>/k -OH, C1_37^P + 

+ K P^T7/c&C ! _ 

6 K 'J t: KP+^7Jl/+Jk 3~1 OIATP^>^ UJb7$X -S02R16 

% C N, N 0 2, C 3.7V ̂  P "J7 )[/-^c)[/s C O R 1 9, XJ" C 1 _ 4 T7 JU 

J: IN 3 ~ 1 OI^Py{7 'JJk 

[-fb2] 

[-fb3] 

—o 

0 o 
\ 
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[<t4] 

[-fb5] 
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[<ft6] 

OH 

[5 8] 

) A > K-JU-efe1^ R 3 33 cfc £/ R 4 ^ t 

tuiE [57] 

IE m o it £•$) £ tc &=t O W t C fF# 3 tl £ o 

[5 9] 

FGFRPlS^tt^^-r^^^^lWI^-r^^i : 

(a) »lbl^©#£T33c£OT#£TT\ tulE [1] 75M [7] (D^ 

-rtiAMClEicCDffl^^'J^^ K£fgiit£««ti^tiiMU IfflM 

II ; 

( b) MHb£-$l©#£~F"C^fflJ&£i&§ L/ciI£-0«i^g® 

; 33<£t/ 

( c ) MHb£-$l©#£~F"C^fflJ&£i&§ L/ciI£-©«i^g© 
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[6 0] 

(a) tulE C 1 ] 75H [ 7 ] K£fgi! 

(b) Ii(a) X&fetSti 

£ ̂  T ̂  ftlN§£||j^ 3 ti/c# t K PffLS]^ iZ £ IN x 3 tifcM 

(c) ii(a) 

£ ̂  T INftIN§£||J^£^3 ti/c# t K PffLS]^ ̂  fcN INx^ tifcM 

iow»^jb<t y^*ii=r^ w^b^^FGFRPis^tt^^-r 
z> tmfet z>TM0 

[6 1 ] 

tuiE [5 9] s/cti [6 0] §Ei6<OT;£o 

[6 2] 

s^s^iis^ 

S7ctiS:tuHE [6 1] HESCO^/io 

[0019] *fgB£0FGFR K£ffe©t>9 1 ^ Oft >J <^7°? K £ £ & £ S4l£-

tf'js<y°? Kti, mtmm^z 
£tcs mzmt;# 'J^7°? K^IIt" Sm&FGFRPlSStt 

s<7°? K£, FGFRPlS^iJtCd;^^)^^^^^/^^^-^-^ LTfUfflf 

Z Z t IZ <£ y N * 0&# CT ,>: K^FGFRPMSU ©iSffl GO <£ tfigffl (DM 

tfx $, tZMM IZ <£ £ femiz fc tt £ ilJfFffl ©fgii £ *2* tc 

P£iLU hP-JUl^C 
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t ̂ pTfbT'fe lJ , (personalized medicine) A* Rita £ & £> o 

[0020] ££>tCti, K£, FGFR^tl^-t^)^!^ IP 

^ #^ft^2£©PI3gtC33t:t£>lift]£ LTfl]fflt~£>££:tCj:yN ^I^-e 

[0021] C9 LTtf^tl/cFGFRPlS^iJ^ tlftT-fe£^«tCtt-t 

m&tz>zttf-Rimttez>0 

[0022] K&, 

7fs I) ^ 7°^ K S /c ti §£1^*° 'J ^ -f? K £ =l - K t & *° 'J Z 0 b # ? K (D # 

&-g>o 

[0023] ££>tcti, Kti, 

ztfrbs *mw<Dm&tfi)U?F*m%LtzMm (^«&£f) tc, $ 
8Hb^$i £ M s •£/cii^ £, M ̂ ^ titc & w- £ mm 

mm$.(D\y^ou^miLXs Ltcmkit^^m 

tC <£ y, FGFR tc ft "T £ i^l^#S<|4£Mt &FGFRPlS^iJ£Jl#tt Z> 

mmvm^mm 
[0024] [miM^tC'iELTi^E# (2OA) frbmjLtc^n^nm%wtmm 

^fi3fc©cDNA£<£tmi12/840RNAJ; y ̂  L/ccDNAtCOlNTPCR (*°'J p< ^ 

—tz'3illJ5J^) FGFR3-TACC3®li^/1?'J^^ K£=l- Kf 

£*°'J ~X9 \y#? Kv10i^§0i|£J|£^-tli|--efe£o 

[|i|2]«^tC'lELTlN^E# (2 OA) ^^MXU/c^tl^tl0S^^ 

^a^a)cDNAfcNd;t/RT40RNAd; y ̂  L/ccDNAtCOlNTPCR (*°'J p< 7—Izg 

f&fcfc) *m^T§itl£ Ltc, FGFR3-TACC3ffl^*° 'J ^7°^ K£ =l - Kt Z*° 'J 
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2 0 Kv2©igili©$^£^t~^"e£>£o 

(20A) frbUMvtc^n^-fovmmn, 
^m&GOcDNA£ £ t/SW780(DRNA£. y U tccDNAO INTPCR 'J — 

mKJfc) Zm^XmWiLtc, FGFR3-BAIAP2L1 u ̂ 37°^ =1 — K"T U 

2 0 K©i^i©^ll£^-tl!T:-&£o 

[HI4]M^^.IIELTIN^S# (4 OA) frbmMc^n^nmm%mnn 
^(DcDNAfc^tOTSOcDRNAJ; y U/CCDNAOINXPCR 'J p< 

fSO £m ̂ 'Tlitlt L fc, FGFR3-BAIAP2L1 *° 'J ^ 7°^ K £ =1 - K t £ # ') * 

0 \^(Di^(D^^7jstMXh^0 ^ISAti, —=f2 ? U 

#? K7°-f V— (1B^!]§"*§"3 33cfc4) T'^ffiV,N/cMittC<B^N~C 

(Dm$k%:*sto ±l&fc<£OTI&©&^©£4TffiU->ti, 

tC^tNX®^-efe?>o ^@Bti, "J =T2? L/Tt-51 K7°^<^- ( 

1 7 fc<fctfiB?!l#^ 1 8) 

±$&&£Z?T$%(D&?Jl'<D&mls-yiZs fi^w^-t)-lZ'D^Z(Dlt£m 

Xfo&o 
[H5]FISH^^^lNT^itL/c^ffi®«^*^^BW?)FGFR3-BAIAP2L1 

Tfs*)^y°? K£=l-

^H)A 1 ti. Split signal probe^rffilN/cm^^RTl 12/84tC^iT'2)iSittC 

#HA2tiN Split signal probe^ffll^tc 

»^sw780tc^-r^i^,ittcfciNX©^^^-riil"efe^o ^IBIH:, FU 
sion signal probeINfffl^RT 112/84tC^"T 

~$HIT'&£0 B 2 ti. Fusion signal probe^^l\/c|ffl$lI$fcSW780tC)tf 

t Z> litft tC filNT (D^m £ ̂  t MX 3 o 

[m6]FGFR3£<£tmiAP2L1©^tl;rfttC)tf-t£siRNA£^NxMitU/c, 

(D«^»^0i^it(DFGFR3fe#440W^0$£ll£^tllT-&3o ^IA 

ti, ^ffl^BFTC-905tC)^-r^|^ittcai^T©il^;&^"rgl'efeSo ^@B 

Ci, lffl^UM-UC-14tC^t-^^,ittCfcNlNT©M^^^"riIll:-^)^)o ^iC 

tis iffl^RT4tc^-r^^ittcfciNTa)^^^"riii"efe§o ^iiDti, m 
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JMfcSW780 tC ftt £ IS it IZ 33 IN T (D ^t M X fo £ 0 

[|i|7]FGFR3-BAIAP2L1ffl^*0 'J ^7°^ K£fgii"t£FGFRPI 

s $y tc j; z> y *° K - 7 x if # ® & n tc ̂  i •\ •x <D is itn £ 1" mx & £ 0 

[HI8]M0iiljii£StC <£ y litit L/c, FGFR3-BAIAP2L1S^/1N° 'J ^7°^ K0IE 

±f£0Hlti, £?£MFGFR3 

T$ot<Dm&. FGFR3-BAIAP2US4 

"n 'J /^7°51 •i)|fflS^0^)l±pS0i|p^;&^:t"o 

[HI9]«0X7IP^ KiM-ei^itL/c, FGFR3-BAIAP2L1S4"n 'J /^7°51 K 

0IEoinati33 j: %^tmx&z>0 ± 
$Qt<Dm&. tti0l«0iS#0lSI^^to *f£0HK^ £?£MFGFR3 

^^ii"r^«0±M0^^^"To Tf£0HK^ FGFR3-BAIAP2L1 SJ-n ^f\ 
lJ/^7°51 K;&^iEt"'2)lffl^0ipS0ilp^;&^t"o 

[H|10]FGFR30g3 'J >gHtt££^tltC§ititL/c, FGFR3-BAIAP2L1ffli£*0 'J X 

7°? F<DJE%Mfa<DBn$z&ffi£<l:V(B£Bn$z&ffilZttT&BAIAP2LW^ 

0^t!nt$n^k%:7r;~$~MXfc>Z>o 

FGFR3-BAIAP2US^ 

(D^^(D%kM$n^k%:^~$~MXfc>Z>0 

[^12] 7- K V7 X l^xiSit L/cFGFR3-BAIAP2L1S4-n ^f\ 'J /^7°51 KOM 

>¥*;xmmMmt(Dmmm%:^tmxfoz>0 ^jiiitc, £?£MF 
GFR3^^ii-r^)lfflR ?f^MBAIAP2L1^^ii-r^)lfflR FGFR3-BAIAP2L1 

%tz>mm, 33<fctfFGFR3£BARKpW>£&£LfcBAIAP2L 

Kv-7X0EEi^J^T 

tCjgffiLT 1 5 

[^13] 7- K V7 X l^xiSit L/cFGFR3-BAIAP2L1S4-n ^f\ 'J /^7°51 KOM 

> £N FGFRPlS^M^mM^JI^tl^JI^ 

^tmx$>z>0 
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[0025] ±7&Ltc C1] ~ [6 2] 

x$>?x. K 

, 'J ^ 7°? K ^k. P — K~b 'J 0 \y # ? K\ 'J ^ b ̂  51 K # 

fc^OO-, I&*<<?$ —KtC^faK^-f 

fotSJiXfZOmfrs §£*°'J *0 \y#? KtC/W 7"'J 'J =f2? b 

? K 7°^ -Y ~? — N H^^f\ 'J ^ ^ 51 K£T|- 'J zf 0 b51 K\ 

S /c mtt 'J zfZ 0 Is J? F 'J ^ 7°^ K S 
x)^0\y^? >> h s 'J ^7° 

51 \y^? mo 

'1E©WMN ^tz\Am<OWij(OMmzr>^X(OUW5lks FGFRPIS$IJ^M 

if^)^0\y^? K£Wt£E^tc&^3ti£J;9tcffli^ti zztzftftit 

FGFRPI 

tCl^#3 'J s<7°? K£fgiEgfcliMtf 'J * 0 

'j s<7°? pz&mgfcumtf'j zo is*? \z*mtz&%iz%L^t%tzto<» 

'j <<70? 'J Z 

0 \s*? VZ>&m(Dtclsb(DFttRm^)% 

[0026] *%mizis[jz> TFGFRJ £tiN • 7y*?-M7 7 $ 'J-izm 

LXl^Z^i- — (fibroblast growth fac 

tor receptor; FGFR) XfoiXs FGFRU FGFR2. FGFR3, FGFR4JC<fc U FGFR7 

T $ 'J — tCSt"'2)'fi^G0FGFR^:^D^t"'2) (Cytokine & Growth Factor Review 

s, 2005, 16: 139-149) 0 £tc, *fP£©FGFRtiN ftHRj&£E3fe©FGFR£jg 

P*U $?£L<tdU PffLS)^ (th, V7X, h, OVX 

\ \1*JVS y-)\s, ^3% p^\ £SX 0^, 70, H) (DV&VRXh-iX, IS 

blZft£ L< tit SCDFGFR-e&y, f#tC&?3;L<t^ IB^ll#^6 S/cti 7 tc 
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JW&MfrbtZZ tl KFGFR3 (cDNAIB^j : 1 

Os 1 1 / GenBank Accession No. : ^tl^tlNM 001163213.1N NM 000142. 

4) T'fe'So tl KFGFR3m'fs:?1CDm'fs:?1^tiN 4p16.37i'#)£>0 

[0027] r tl KFGFR3J ti, IB^US^ 6 £ felt 1 tl£ T7 $ J 

tl KFGFR30£?£M*° 'J^7°? K\ £ 'J ^7°^ 

1 (SfSL<tt1^»M1 OTO:p$ygt 

L<ti 1 M5i07$y|[) &JfA3tiT 

K-efe^o 

[0028] §£^S*° 'J ^7°^ KtCti S fc, §££?£M*° 'J^7°? P(D7< JWMmtm 

J^±0*@|WH4£W-t£*° 'J K\ $?£ L < ti80%J^±0ffiHl4£W-t£*° 

'J ^7°^ K\ 3 £>tC&3; L < 'J ^7°^ K\ J: y 

SfS L < tt95XJU±©4llHf K^#3ti£0 

[0029] TBAIAP2L1J t. ti, (brain-specific angiogenesis inhib 

itor 1-associated protein 2-Like protein 1; BAIAP2L1: insulin r 

eceptor tyrosine kinase substrate (IRTKS)) (Journal of cell science, 

2007, 120: 1663-1672) ZMmtZo %tcs *fP£©BAIAP2LHiN 

m&<DBMkP2U%MMLs Pf?LS]^a)BAIAP2L1-efe^T, 3 £> 

lZft£ L< &H K0BAIAP2L1-efel'J, $$lZfc£ L < ti, IB^US^ 8 tClE®^ 

yi£lB^lfr£>ft-g> tl KBAIAP2L1 (cDNAIB^J : 1 2/ GenBa 

nk Accession No. NM 018842.4) tl KBAIAP2L1 i^ti 

, 7q22. 1-efeyN FGFRSjlfe^^tiS^^^fe^^^-r^o 

[0030] *fgBEtC;i3tt£ rn KBAIAP2L1J tiN 8 tClE®^*l£T7$ 7ItIB 

?llfr tl hBAIAP2L10£?£M*° 'J ^7°^ K\ £ /cti§^?£M*° 'J ^7°^ 

1 (SfSL<tt1^»M1 OTO:p$ygt 

L<ti 1 M5i07$y|[) &JfA3tiT 

[0031] Ktcti^/c, jmmtm 

'J K\ W£ L < 
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>j K, 3 L < K, £ y 

SfS L < tt95XJU±©4llHf 

[0032] rTACC3j £ti, Mff$E^It'l4=l -f JU K=l -f JU^fiff3 (tra 

nsforming acidic coi Led—coi L; TACC3) (Genomics. 1999 Jun 1;58(2):165 

-70) %WMt&0 £tc, *fP£©TACC3ti, Ham ft & fi3fe©TACC3£jgI* U 

SfS L < ti, Pf?LS]^a)TACC3-efe^T, 3 L < ti t: S©TACC3-efe 

y, f#tc^f^L<ti, iB^y#-§-9tciES^ti^yt KTAC 

C3 (cDNAIB^O : IB^J#^ 1 3/ GenBank Accession No. NM_006342. 2) Xfo 

£0 H STACC3it£?©it£?®tiN 4p16.3-e&y, FGFR3Mfe^^#S"r^ 

&&Wtm-v>3k&Wv>±}fclz iZfefct&o 

[0033] *m%lZ£>ttZ> rt KTACC3J ti, IB^J#^ 9 tClE®^ tlZ T $ J ItlB^Jfr 

Wth TACC30£?£M*° 'J ^ 7°^ K, S tc ti§££?£M*° 'J ^ 7°^ K tZ fc^ 

T 1 f L < ti*fi& ($?£ L < ti 1 lb^ 1 yil, f#tc^fS L < ti 1 

75 H5 jm®T7$ yII) (Oy^JWctfW&s < tiJfA^tiTl^^S 

'J ^ 7° 51 KT'fe^o 

[0034] §£^S*° 'J ^ 7°^ K tC ti £ tcs 'J ^ 7°? K (D T $ 7 IIIB^y 70% 

u ̂ 7°^ K, sfs L < 

'J^7°? K, 3 ̂ tc&s L < &mU±(Dmm>\£%:^tZ>tf 'J^7°? K, £ y 
SfS L < ti95XJU±©4llHf K^#3ti£0 

[0035] ^^yillB^y (S/ctiJ^SlB^y) ©H-ttti, KarLin and ALtschuLtCj; £ 

TJlsZf'J X A BLAST (Proc. Nat L. Acad. Sc i. USA(1993)90:5873-7) tC<£^T>£ 

o XAtcS^l^T, BLASTN^BLASTX^Pfti' 

ft£7°P?^Afflfg3tlTlN-g> (ALtschuL et aL., J. MoL. BioL. (1990)215: 

403-10) 0 BLASTtCg^VTBLASTNtCj^T^SlB^M/f-t-Sil^tCti, A 

7^ — 0 — ti^lj^-tiscore = 100, wordLength = 12-g>0 £tcs BLASTtcS 

-^iNTBLASTXtci9t7$ym&mZMtiit£ *I£-tC ti, tifflj 

xti'score = 50, wordLength = 2>ti~§~Z)0 BLAST£:Gapped BLAST 7° • VA £ 

ffll^if^tCti, £-7OP^A0X7TNU 
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(NCBI (National Center for Biot 

echnoLogy Information) CD BLAST (Basic Local Alignment Search Tool) 

K Z t ifX 

[0036] ^ ±$0FGFR3£?£M*°IJ^7°?1 K 

(D-^m L < /c&FGFR3^S*° 'J ^7°^ KO-SPS L < &£SP^ ± 

$0TACC3£?£M*° 'J s<7°? KO-SPS L < /c&TACC3^S*° 'J ^7° 

51 KO-SPS L < tt£SP£ Lfctf 'J ^7°^ K\ S fctt, ±$0FGFR3£? 

'J ^7°^ KO-SPS L < /c&FGFR3^S*° 'J^7°? KO-SPS 

L < ±$®BAIA2P2L1£?£M*° 'J^7°? KO-SPS L < tc 

tiBAIAP2L1 ̂ S*° ij ̂ 7°^ KO-SPS L < tt£SP£ T»£- L/c*° 'J ^7°^ K 

§o 

£fc, 'J ^7°^ KKtt, 2ffl|l0^tl^tl0*° 'J ^7°^ K 

/cti-SP^0ffl^P{utC. FGFR3£?£M*° 'J^7°? Kg L < &FGFR3^ 

S*°'J/^7°51 K£=l—K1~£^V $ y ^DNA (genomic DNA) (i + V>fcv<t: 

rM > K• >£#&) > K• >13^]©—^ <£ y =1— K3ti&T7^ y 

# # £ ti x ̂  'j * 70? K t a# 3 ti £ o 

CCD<£ 9 IJ ^7°^ K^ LT0!Jxfc£\ 13^#^3 0fiJ;tf3 6 

tC^^tl^T7^ 71113^0^W"t£*0|J^7°^ KtfPtf^tU ^tl^tu H761 

~793#@®:P$ ^ofc^>^759—791^gC757^^ SMEZTUtf* FGFR3m 

> KP>I3^I©-£P (^tl^tll3^ll#^2 9 (DM2,281-2,379#@ 

CDiHSl3^lk 33ctt/IB^lJ#-§-3 5 ®H2,275~2,373#@®±^SlB^lJ) tcj;y 

=1- K £ tl £ <> 

rtfiju? KCD—SPJ t&s 'J^7°? K£tc 

'j ̂  7°^ K 7 $ y niB^y ̂ ©{is©^^@s^y *° 'j ̂  7°^ K T-

S)§o 

[0037] LTti, IB^lJS-§-2 8 tl£T7$ 71113^0^#frFGFR3 

tlkCC3(Dm£>tfiJs<7°? K\ l3^lJS-§-3 0 tl£ T7$ 71113^0 £#frFG 

FR31.TACC3®SJ-n ^f\ 'J ^7°51 K\ I3^US^3 2 tl£ 7 $ 71113^0^# 
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frFGFR3miAP2L10l4£-*oU^7°^ K\ @35!J#^ 3 4 HZ> 7 $ 7 @£@3 

^0£#£jNFGFR3<hTACC3CDl!ll"n 'J /^7°51 K\ 13^11#^ 3 6 tl£ T7 $ J 

1113^0£#frFGFR3£TACC30ii£*0 'J *zf? K\ £fcttB3?!]#^3 8 tC^3 

tl&7$ y@tl3^!J^#tJ'>FGFR3^;BAIAP2LlCQli^/lN0|J^7051 btl-g»Q 

±150^33^, 13^1®-§-3 0fcJ:t/3 6 tC^£ ti£ 7 $ 7^B39!]£#f £ 

Kti, ^tl^tl, FGFR3JI1E?0M > 

K P >S3?!I©—SPtcofc ij3 - K^ti^T7^ yill3^lJ^aStiTlN^o 

[0038] U 3? 0 \s*? K&, fu^©^0^©14^° U ^7°^ K£=l- K 

b:*?1 K£P- KLti-g) 

lNfrft£*°'J >fJ $ D N A^/cti c DNA0 

DNAti, x^V >33 

S tc cDNAti, -Y > h P >13^00—SPtCfiJfct" 3^1113^1]T?S> ̂  T 7 5 71113 

?U£P- K-t^ItE^lJ^/uWrt <UN0 

^/c, I^/1N0|J 5?^ Kti, H—©T7^ yi|=&P-K"T^)P 

K £=&#&«, 

[0039] *fgBStC;i3tt£*0'J \yJt? Kti, Pt?LMfii£©l^*0U^70 

51 K£u- K"t3*0|J kh 

a^cDli^/lN0';^^ K£=l- FTZtf'J Z 0 U*? 

§ o 

[0040] LTti, FGFR3£?£M*° 'J K (13^#^ 6 £ tcmm 

mm ) ®-ML< &££P3;/c«:FGFR3gS^'>l^70?1 K©-®L< 

mt, ±^0TACC3If^Sy^O|J^7°51 K (@3^!J#^9) ©-SPS L < tt^SPI: 

/c&TACC3^S*° 'J K©-£Pg L < tt£SP£ Lfctf 'J ^7°^ K\ 

S tctt, FGFR3£?£M*° 'J^y°? K©-£Pg L < /c&FGFR3^*° 'J 

K0—£PSL< BAIA2P2L1^^M^|;^7> K (I3^!JS^8 

) ®-£P£ L < /c&BAIAP2L1^*° 'J^7°? K0-£Pg L < tt±SP 

£ L tc *° 'J ^ 7> K © IN 'J ^ 7> K £ P - K t Z *° U 

\y*? FZfo&o 
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[0041] 1 4N 1 5Jfctt1 6tC|Ei6^tl^) 

I'J ̂7°? KIZ3311 z 2 -DIZ*° 'J ^7°? K©i^itCftjZTZ7 0 

\s~*? KIB^y^r'atjN^\ 'J 7. 0 \s~*? btl&0 

$ ZlZMtetoftMffit LZte, I3^y#^2 8 IZ^sZtiZT $71113^# 

tjNFGFR3^;TACC3®S4-n ^f\ 'J ^7°? K£=l- K"Ti)SB^J#^2 7 lZ^tlZ>1& 

I£I3K\ I3?y#^3 OtC^£ti£ 7^71113^# 

tjNFGFR3^;TACC3®S4-n ^f\ 'J /^7°51 K£=l- K"Ti)S3^J#^2 9tC^3tl£^ 

&B3?y K\ I3^S^3 2 71113^11 

frFGFR3,>:BAIAP2U 01^*°'J ̂ 7°^ K£=l-K"t£13^1#^3 1 tC^3tl£ 

&&B3?y K\ I3^S^3 4 71113^0^ 

#tjNFGFR3^;TACC3®S4-n ^f\ 'J /^7°51 K£=l- K"Ti)S3^J#^3 3tC^3tl£ 

&&B3?y K\ I3^S^3 6 71113^0^ 

#tjNFGFR3£:TACC3CDS!ll"n 'J /^7°51 K£=l- K"Ti)S3^J#^3 5tC^3tl£ 

>j 7 0 \s*? K\ ^^^03^1#^3 stc^ti^^ygi 

!3^lJ^:'a tjNFGFR3^;BAIAP2L1 CDM^n" 'J /^7°51 K£=l- K"Ti)S3^J#^3 7 ^ 

lit, ±$® £33 U, I3^US^2 9®^2,281~2,379#@®J^Sl3^lJti 

% FGFRSmfe-fCO^r > K • ^1113^0T'fe o T, 13^!]#-^-3 0 (D7 

KIZ33tt£f§761 -793#@ 07 $ y II 

13^1 £=1- Kt~§o 

HD*§^ l3^lJS-§-3 5 ®H2,275~2,373#@®±^Sl3^lJtis FGFR3iHs^© 

-f > Kp>tca^"r^^ni3^iJ"efe^T, i3^y#-§-3 6 ®:P$ y 1113^1 

tZ>^tZ>tf<Js<7°? KtC33tt£f§759~791#@0:P$ ygffi^zi- K"t 

§ o 

[0042] *fgBE0/lN°'J 7 0 \y*? btl£ t ^ T t <£ 

l\ 0J A tfmRNAfr £||§!i;* tl£*lfiiDNA (cDNA) N *f J ADNAfr tl£D 

NAN -fb^^tCJ:^Tt#^tl^DNAN RNA^c&DNA£tiM£ LTPCR;£-ei^§ 

3 •£T% b tl £DNA33 & XIZ tl b (D£ jg^ tCfl^t) T3 tl £DNA 
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[0043] K^P- K-ra^'j ^tc^o 

TK£P- Kt"-SmRNAA^cDNA^:^ • — 

*f J ADNA^^HLTX7°^^ 

tc J; U •& d <h $ •?> o 

[0044] 0IJa.t£ K£P-K-TSmRNAA^cDNA^^P-y 

Ibl"^;^ LTti, *fP£©Hfe^tf'J^f1 K^fgiJL 

E<£>fllt!fe £ INteMBfr b Igfelzifc ̂  T§£*fgB.E©Si^tf 'J ^ 7°^ K £ P — 

K-r^mRNA^Ii^-r-So K;i, |7i;-ib 

£=& L< tiAGPC;i^0^;i^ffllNTI^L/c^RNA^^'J =f (dT) izJUU-X 

JptfiJ U-iz7 7 a-X^lZ£Z>T7 < "x-r ^P7 h^77-f —izfrttz 

Z.£lZ£^Tfj? Zttf-CZZo 

[0045] ;^lN-etf ^tl/cmRNA^liM^ LT, £#©&&© 

(MoL. Cell. BioL., Vol.2, p. 161, 1982; Mol.Cell. Biol., Vol.3, p. 2 

80, 1983; Gene, Vol.25, p. 263, 1983) ^tC <£ U cDNAfI££-j$ U cDNACD 

-^IIcDNA^®^Ls £0cDNA£7°^X$ K'*?*—s 7?-^^-

SfctiPXS K^^-^tc£I<^<^ *J]fS£Mff$E$iLT, 

AJlStcMff^A (h7>X7xn) t-£>d 

£ tC J; y cDNA^ -f 7"^ 'J — £fF^"t £o 

IJ ^7° 51 K£P- K"T^/1N0|J b 

^ (fl<^*.^^-) tc^f^o 

[0046] LTti, ^&MMJkZf/£fcti JM£«©&ffl©70± 

A'cMf ISHSft £/ctigBi^g-e$£t»® T-fetit£f#tc*3nt\ 7°^x$ 

K^< o 0-n&Xfy y-V^O *— 

[0047] LTti^iJxti\ pUC 19. Agt10. Agt11#tf0!J^ 

3*l£0 &fc\ 

i£it~t£il£-tcti, §£*0|J *0 \s*? K£fgiiLt#£7°P 

*—"££>£> ££#$?£ LINQ 



WO 2014/051022 65 PCT/JP2013/076200 

[0048] 

WkXm^OO- (7°^X$ KDNA33<£t/A^x'J 77 7-« 

K^P- K-t£*°'j xo \y*? 

IZ J; o XMMt ZZt tfv $ £o 

[0049] LT, K (p 

BR322, pBR325% pUC12% pUC13, pUC19, #) N S#§fi3fc7°^X$ K (pSH19, 

pSH15% m N ttflfi3|5^7^$ K (pUB110N pTP5% pC194N #) 

tl'So 

[0050] 7 7— Vt. LTteU A 7 7— 'J ^7 7— 3 £> 

tCb hP^JUA \yy?^ov 

X&^fCD&^fb^C(pVL1393% -f>tfhP^>i^) WJ^^tl-g) 

o 

[0051] K£P- K"t£*0|J K£fgii3"&*fg 

'J ^ 7°^ K Z <km3 •£ £ g WIZ 33 ̂ T fgii^ ? * - T? 

£>£<> LT^ Jl^»33c£t//Sfc&S^«®;g-ffi®70 

±lffl^^"e^^0^0ffl^/lNO|J^7°51 K£P- K"T^)/1N0|J 10 \s*? K£fgii 

&l\> 

[0052] m?Ll£s pMAL C2 N pEF-BOS (NucLeicAcid Research, VoL.18, 1990, p. 53 

22, m &£WipME18S (^i£E^5M rjt^l^/\> K7>?J , 1 9 

9 2$f) gzmfzzttf-ezzo 
[0053] S/c, ^fgBJ^ffli^'J^0?1 K&ffeOSU©* £©Si£-gE£ LT 

£ Z11 §o GST (Glutathione S-transferase) tCO Si 

&w&£ Lxmrntzmtiiz^ ^^©si^'j^o°? K^P- K-T^CDN 
A£N 00*.^ 7°^X$ KpGEX4T1 (Pharmacia^) 0 U-~y <f L, 

tizxvm&tzzt 
tfVZ&o 

[0054] HA (>r yyju^y-ifMMM) , ^Ay^p^jv^M £ 
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tz\ MBP y/<OM) LX 

m&TZZttf-CZZo m?Ll£s FLAG (Hopp, T. P. et aL., Bio 

Technology (1988) 6, 1204-1210) N 6j®0His (£X?isy) 

XHis, 10XHisN -f (HA) N t hc-myc®8fr^rN VSV-GP® 

mfr, p18HIV0|fr^ T7-tag% HSV-tag, E-tag, SV40T^J^0|ff^N Lck tag 

N a-tubuL inCDlfr^ B-tag% Protein C CD®T)T\ StagN StrepTag% HaLoTag 

[0055] ^iz±mmtkm^z>m£s m 
^00~U, '>&< tt KX * 

K£P-K"T^/1N0|J 70 is*? K\ KX 0-

$ ̂  ~ 0 ~Wt^\tL £ #A/X IN £ £ t tftfr 

[0056] 7s±«>:LTI#§, S]^«S 

-lis /M<i;^Pt-'y- KX K£ 

P- K-t£*°'J b:*?1 K\ $t±P K>£#A,-C^£c:£7Wi; IA\> 

[0057] — tiN 70'?)\s^~f? K £: P — Kt^DNA, Jiy/\y+)- — 

IB?!k £ p- 5' iljfc <fct^3' i|iJ0#illR^I 

X 7°"7 -Y is y O'i^a PPS 'J 7?— is — is a VnlMiu JSJRV — t) —$I±^ 

£ tc ti mmqrt£3Mu& ̂  £ #A/T? I VT t <£ I\ 
[0058] s/c, 

^i: RT it "3" •?> V tj mfe"? (mfe^lH^Smfe^N H) 
^/uWTt <UN0 

[0059] mti\ isHVuMWLisO'OO-H (DHFR) tzit 

IE^N ^sf is 0')\s0 $ >Iln" 7T"J is y 

?7 $ i~ — "tzmfe-fN TNU——f t:^PV^f:> 

y-B-TisXTts h7>X7x7-^'Ife^ 7X/^T- K h^>X£JUA' 

$ ̂  —£ CI tifXl* §o 

[0060] K£fgii3-&£/ctf)®70P;E-^ * 

s<[s — 0 7Pn"E — 0—, *^is— 0 —S.t/Shine-DaLgarno(SD) SB 
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m AAGG&£) 0 

[0061] x 'J ffllAtfTrp^P^E —*—N Lac7°P 

"E-O-s recA7°P ̂  — 0 ~s A PL7°P Lpp^P^E —*—N tac7° 

P^ —£>«, 

[0062] FZf%$im*:2>tzto<D7n=E-*-t L 

TteU PH057°P ^E —. PGK7°P;E —. GAP7°P;E —, ADH^P^E — 

0 — £>tl£0 

TsZE^V^UXSSa^I-n^ SL01 7°P ̂ E —. SP027°P ^E —-S7 —, pen 

P7°P;E-^-^^^tf £>tl£0 

[0063] £tc, SV40fi^07°P;E-

0-s l/hP^^^C^Pf-'?- L-K:> a v 0 — 

mfbtl&o SV40, L/hPO^^-e^^o LAN U 

£>0 

[0064] &Bg&M££P K>£ LTti, p<^^->PK> (ATG) U± 

PKViLTlt f|©HiP D (m&\ TAG, TGA, TAA) 

o * —LT&, 

[0065] fsi»t'f®^DNA&mz&mtzz.£tf-cz 

5ii^:toDNA^ll\ ^m<D 7°^X$K\ tl/c 7°^ X 

SK (^07°^X$ Kfr^liiUStlJcDN A7?^> K) 

K^#3;tl£o &BS&7°^X$ LT^ E. coLi "eti7°^X$ 

KpBR322% (pBR322£}g^&«|#||T-MlI LT 

t#£>tl£DN A7?^> K) l#S-etil#S2 M7°^X$ K\ tL<& 

iSMDNAtf\ S/cPS?LS]^lffl^"eti70^X$ KpRSVneo ATCC 37198 

N 7°^X$ KpSV2dhf r ATCC 37145, 7°^X$ KpdBPV-MMTneo ATCC 37224, 

7°^X$ KpSV2neo ATCC 37149^^fetf £*l£0 

[0066] lywtJ—BB?!k *°'J T'x-b-^a 
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snitc^-ct^ ^n^tc^r® 

[0067] 9 9 — \%s ±^0-fn^E-O-s M££P K> 

s ^^0^©S^/1NO|J^7°51 K£P-K"T^/1N0|J 10 K\ $tihP K>£ 

j; t/^ - $ *•- ̂  w&oam tc jg^ mmRTt^u tc^t & 
ztiz&^Tmwktz>zti?xi*z>o £tzz.(o^s pfjMiz£vmmmmx(D 
mitw DNA 'J X—1zZH^Z:7'f ?-*> s >%<D%mzJ: N A 
77^>h (m&\ 'j>ti-, ifoommmmmmzmti:*:) 
ttf-ez&o 

[0068] ±7&Ltc*%n%<D'<<7*-~eMn&&-ZtitcM.fr&XMm 
ten u ±&(D%m,'<oo-%fe±mmizmAt 
z>ztiz&vmgkt&zttf-ez&o 

[0069] *fgB£Tm^tl£7s±»<>: LTt^ miB(D%l^O *-tC>g£-U M 
n.$i$k is tl 9 Z t> (D T? & tl t£f# tc 3 tl 1% *fg BG tc £ I vT ® 

s nz> & w* AI wtc^tz;^ ntc$mmmt£ zmmmrn 
(^ijxti\ Mm (x$/1 u ^rT7®®, A'^JUXJSlIi) N US 

-tzXB, 11%-TMted) s ft^lffl^S/ctiE^lffl^^^^iJ^^ti^o 

[0070] ft£L<te±mmfoz>^temmrnxfov, ±mm (DH5a, TBI 
N HB101#) N (COP, u C127, Sp2/0N NS-1 £ fct*NIH3T3# 
) s =>V hfi3fc« (PC12, PC12h)% (BHK&tfCHO#) N 

y-Jl/mMm (COSK C0S3, C0S7, CV1&tfVeLo^) n&Xft hfi3fcM (He 
La, 2fefoWL$&%BBlzm%it2>BB, $xp-v«£J;0;HepG2^) 
ifi^\7J\1S tlSo 

[0071] m^oo-©7s±«^©®A (fiisi mnrnx) ) ti^tc^o 
Tfr9 Z ( [E. coLi\ BaciLLus subt i Lis ^®i#n"] : Proc. N 

at L. Acad. Sci. USA., VoL.69, p. 2110, 1972; MoL. Gen. Genet., VoL.1 

68, p. 1 1 1, 1979; J. MoL. BioL., VoL.56, p. 209, 1971 ; [Saccharomyc 

es cerevisiae®i#-n] : Proc. NatL. Acad. Sci. USA., VoL.75, p. 1927, 
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1978; J. Bacteriol., Vol.153, p. 163, 1983) ; 

: Virology, Vol.52, p.456, 1973; [fl£»©il£-] : Mol. Cell. 

Biol., Vol.3, p. 2156-2165, 1983) 0 

[0072] 

(J^~K ^ n 
feiznto t, &z.ti,z<k-o xm^tifx$ £0 

£inSU ±M±;t* tC:fr$£ ZLtlZ^V Mm.t Z> Z t tfX $ 2>0 

[0073] (±;t) 

§£i£S;Jl>S t>s b ̂ 2* £ tc ti a If £ ittiUMtf tc Ztctiblz—IS tc 

K^ii, fits0 

^ LTtis mtii^ ;#$ Jt£ *U "T S 

l^;Jli§, ^U;Jl^ h 'J OA-tf'J TO 'JJU 

7< WJisMMtikMbtetfft?w(D£%$mTZJ3)£s ^>^^P7h^/ 

^7 -f —^t: h^7P7 K 0^7 7 -f — 

77-f -7<-^P7 h^77 -f — 

PY h^77-f — 

#nj&nfu!ci!]& £ %m?z> fife# tfifmf bti&0 
[0074] -ij s 

) ©^U 70^XAS/cti«fffttc#;i£-t£iI£-ti, ±M^^;Jiii^/ctiii 

Lxmwh^mm^isb, fe^teMmmzmmu 
s 0!la.t£®^$^'J v51—IPS4®^;£~e* If ©mj& H fc <fc 

Xf/£tc[tmM^W%Ltc<k, ta£<Dl5feX*f%B%<D$ > 

K>-XI00^©^®^M 

^^^ffl^-sd^tCcfcy, mwktzzt-tfx^zo 
[0075] *fP£tii:/^ ±$©*fgBS©ffl^*0|J^7°?1 K£P-K"t£*0|J 10 b 

(cDNA^y $ y ?DNA) lZs\J 7" >J O'W Xt 'J =f* 0 U * 
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? Ktent"§o 

[0076] 'J =f7 0 \s*? Kti, ^§£cDNA^V $ y ^DNA0i*g|B^|®ft 

It^^SlB^tCffiM^&^SlB^WU (poLym 

erase chain reaction; PCR) IZ iS If Z iz > X 7° ̂ -i fc tkZfT >?~tz > X 

7°^ ft(D* 'J =f7 0 \s*? — t LTtffltfci) 

o sk~tt(D*iJ =f7 0 Is*? K7°^V-£ffllN/cPCRtCd;<<J, *fP£©Hll£-

^f\ 'J s<7°? K£:P — Kf 'J 7. 0 \s*? KCDflilltCD — p|3S7tti:£p|3CDinlS 

mmzmirntz z t tf-c $ £0 
[0077] 'J =f7 0 Is*? K7°^ -?-t LTti, *m%(DtfiJ 7 0 \s* 

? IJ^7 0\S*? K^#3ti£ 

if, $?£ L < ti, &ffitZ'P>ti: < ti 1 2 i*g, $?£ L < ti 1 2 - 5 OJ^S 

, iiJSfSKttl 2 - 2 'J =f 3? ^ K^tf 

btiZ0 

[0078] =f7 0 \s*? DN A;\J 7'<J V'-if-is s >£fc 

ti R N A/\>T 7" 'J y>f-tz —*>a >0}#fEtC£tt£ 7°P-7"<>: LTtWffl'efe 

£o N A^7°P-7"^ LTffl^agfttCfc^Tti* *fgBE0*O|J2? 

KtCl/\-f 7"'J -tz—>a IlLfc2 O^SJU±©SP^S 

BB9!ltfPtf £>ti, $?£ L < ti, IlLfc5 01&gJa±©£B#i&SBB?!k 3 e> 

tc&S L < tiii^ Lfc 1 0 01&gJa±©£B#i&SBB?!k <£ y $?£ L < tiii^ 

L/c2 0 0±^SJ^±CDp|3^±^SlB^lJ, f#tC^fS L< tiii^L/c3 0 OJ&gJU 

±©SP^SSB^JA^tf e>tLi>o 

[0079] ^B^ti^/c, K£P-K"t£mRNA*0'J JL<P 

? KtCilp-n L, §£mRNA0^ ff^©®iR£PMr 'J =T 

70\s*?Plzm*Z>o f#tC&3; L< ti, p-

Kf •SmRNA^K 'J 70 \s*? KtCi^U ^mRNA£^0rf-SsiRNAtfptf £*l£ 

o 

[0080] 'J 37 0 \s*? Kti, ^%mom^!J^? K£P- K-ramRNA 
iz^-SLtomfizm^tz* 'J =f70 is*? K-C&OT, mti\ yy? 
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-tz yx* 'J zfjZ 0 is*? K\ 'J A ̂  /ctis i RNA (short interfering RN 

A) ZMMTZo Ztlbtes |^mRNAtCi|p-n Lfc^s §£mRNA© 0 yj^<P ff^©il 

iR£Pi.St~ §o 

[0081] 'J =f2? K£ti, *f J ADNAfc^tZ/S/ctimRNA^f# 

S^tC/W 7"'J ^XU ̂ ©&¥33J:tf/£fctitSlR£PM-r£C:£t;:J: 
lJ ^(DO y K©^iE^:PMSt"•2)^" 'J ^ 51 §o 

[0082] *1^*° ij 3? 0 is*? K (mRNA^) ^©^ti-jM&^Stt*»l4tC & % 

t(D~£tj£<s £ fetes $J;Ui\ DN A?^-7°isy 0 

tiN -fi^'J V <7X(D±miZ]ntf&^mmmWmiZ&&1b(DT;'1b&\J\ T 
y?izyX*iJ=fZOU*?P©tlMte tL T ti, mRNA® 5 ' 3^it Mx ti' 

A U G mm P K > £ T? 33 <£ tf d tl £ 5 ' #illRI3^lJ £ tc timRNA© 3 ' #il 

^ >^^©ss^yt ̂ tf e>ti£0 

[0083] *%mz-&\d%>Ty?-tzyx* 'J is*? Kt LTffllN£@^tC33lN 

Tti, mmisfc 5 75^ 1 0 O^S©£P^g|B^W£>ti, $?£ L < ti, 

ilLfc5M7 Oi£S©£P^g|B^ 3 blZfr£ L< ti^L/c5 75^ 

5 Oi£S©£P^g|B^ cfcySfS L< (iIlLfc5M3 Oi£g©^i£ 

SSB^WbtiSo 

[0084] S/c, 'J =f*0 is*? KtCti, E^©frfttC&^ 

3tifc*Ii^©ito*¥MI®©^* (££14) , «l*lJ]ii©»l4©i^ tbh 

©@^©/c^tc, i^^'j 3*0 is*? \^(D-tuz\t^^mtztif-^m 
T?&£0 <b3M£$fc£ LTti, mti\ * 'J =T* ? K©l*i£*© 'J >11 

'Jtf-x, 3' %v/£tcte5' 
rnf^ti50 

[0085] 'J >Ililp^©Mft^ LTti, 1 J^±©§£^£, (D 

'J =f) N *sX*sn?*JL- Kilp-n (S-* 'J =f 

) , *?)\s*sx*s^~ (MP-* 'J =T) , *sX*sny^?~ #'j 

X*s J ?* x- h$££•©IN1"tlfr £ /c ti^ tl b ©11^ 
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'J LTIZs 2'-7)\S* 

• >J Wi2' -0-* ?)\y 'J b zttf-e$ 

Zo 5-7°P \f-)l^^iy)l£tc[t2-7^ J 7?-

yt<zE^(D^M.i?mibnz>0 

[0086] 'J/1Mf >C A £ 'J =f2? \y^? K£ 

ItP*"t£o Att, -fl£tC, x> K2? l^j7—tz\ 'Jff— 

u ^ -tz;m£^ L^ m* <D* -f 7°0 K ^ >xwmft 'J A, mX& 
J\ y Vy K£ <£ T7 tf > 0 -f 7°© 'J Jtf+f•-f Atl£o 

[0087] siRNA^ti, RNA=F;£ (RNA interference) £ fj ? —^11^ 'J 

=f2? K£EP*"t£ (00*.^ Bass,2001, Nature, 411, 428-429; EL 

bashir et aL., 2001, Nature, 411,494-498) 0 

[0088] siRNAte, IB^#S^CmRNA£«U ^©^mRNACD* yji<P ff^CDSlR 

^PlS^tl^o siRNAti, *0 \y*? 

#fr2 0-2 5 ±mS>^CDS^ (D—^M RNA If^hfbtl&o *fg0£©s i RNAtC 

ti % tCl^iffi iStltd 0 \s~*? K <13 <£ £/# 1 0 \y * ? K if "a £ tl •?> * 'J 

zfZOU*? KtS#3tl£o 

'J KtC$n"n t~ Z)%jiW£. 

JnJ^ilp'n WTK" tCHtlt" §o 

[0089] *WR(D$im3.s t(Dm$ks MW. Wfi&tZtit's inmt^KW 

T?t»*%$R(D$KWte:E J 0 0 n-i~MKWX"b 

<U^\ 9n—i-)\,ljifo-c$>2>z.iitfti}£. IA\> t: Mn 

Ja\> S/c 

s (chimeric) t: Mb (humanized) itrEffcft £T 

LTtis tl fete t Mb 

[0090] 

o 4O07U-A (FR) tCti3 Stl/c3 

(compLementar i ty determining region ; CDR) tlTlN 
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£o CDR&% CDR0 

^otctb, 

-mz, crnvmuiz^^Ts h^KW^^m^s ifcofcmzmutz> 

[0091] L (reshaped) L hjjtfr.*: tU Ztlte, L KJ-M 

^mm\M^], V Xj/EfrcDCDR^ t L 
fcfco-e&kK (^M#I^ 
H&HS#^EP 125023^$^ WO 96/02576^4m#B§) 0 

[0092] ntTOc&, mx&cvRtf^o-?<yxm*(Dcv 
R£ t: hJ/CffcCD 7 b — A7-OvMM (framework region ; FR) t&i!$L$n~<t £ £ 

9 IZ^LstLtcmmmZs CDRfc >> 7°tZ> 

=T*^ K£7°^v-«>: LT 

ffllNTPCR;itCd;<'J^-r^(W098/13388^^$^C|Ei6a)^;i^#B§) „ t#£> 

tl/cDNA£% L K1"£DNA£}g^U 

£tl£70±^ALjt£3-&Z>ZtlZ&VmbtlZ (EfaNI 

f#^dM&M#^EP 239400, SP^#^aigI^MS^WO 96/02576#B§) 0 

[0093] Cmtm$Hn&k: h^07b-A7-^P^ 

Mf&tz^otfmiRznzo put/snMntt 
£ J: 9 izs jftfoG) RT^$ 

lz&ttZ)7 {y-2x^-0^^07^ ttJP £<££//3;/c& 

JfAHLTt <£l\ V7XCDR® t KFR^®#ffitCffilN/cPCR;i^ 

FRtcT7^ yillB^0^a^®A"r^C«>:^-e$^o F 

wz7--*) y vt^^z>z ti$ 
-e$^)o £®<£9&7°^ v-tCc£^T£-J$3ti/cFRtc&N i^g|B^ll®^S 

^•e>ii^ Lwmt&z t iz <£ o xmm<D'\m^t z&mrmmttmiR-e 
$•2) (Sato, K. etaL., CancerRes. (1993) 53, 851-856) 0 
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[0094] L mn, t 

*in\ t: hlgGICD^^!*^ t: t: KlgGS®^^;^!^ t: 

KIgG4®£^;:pI^ t: KIgM% IgA% IgE% d tif 

-cz&o x, 

U ^fi3fc©IB^HC£lNT 1 XtetM££(D7< J 

mtf&g. (w&s x&s mnts&xf/ztzimx) zntz&mzGtzfeig 
^J|"et.J:^o 

[0095] &fc\ t MbJn^fFiiL/c^ RT^I^ (m&\ CDR% FR) 

Tt<J:<1 t Mbtftfticteu -?•©<£ 9 &;*$ y ti/c t; K 

ti£0 

[0096] t MbftttK33tt£CDR©G3fe&^KIl^;**l1% £'©<£ 9 

RTti"e£>£^ $?£ IX &^X*aft©CDRBB^J-e&£0 

t K<b#L<*tit M^I^UC33tt£AM£~F LT^Ztcito, %mSW& 

[0097] t K^0PS?LS]^ $£tl© 

RT^I$£ t: Mnft©tt$L £&£}nft-C£>£o ^ 

ttfciU ®k%l<Dl5fe$:m^TWmt2>Z.£tf-CZ2>o £/\ 

-f 7"'J K —p-->?'u £ti£7s 

±^At£££^<£^TtT9 (00*.^ Carl, A. K. Bor 

rebaeck, James, W. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, PubL is 

hed in the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#B§) 0 M 

/W7"'J K —"7©mRNAAN^)i£lE¥®^^:ffl^TSL^©RT^Iii (V 

^IJt) (DcdHk^^j^t^o gft£t~£>}nft©V$I:$£=l—Kt~£>DNAtf?#£*l 

tU2\ (C^$) £P-Kt^DNA^^U 
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Kt~£DNA£% 

tl hilvtfrCiii^^DNA^^t^il^^ •$? —cfc lNo 

% MXIS, JLy/\yv—, £T-fgii1"-g> <£ 9fgii^ 

<? :kizs y7s±»£Mff$E^u 

[0098] s/c, L SSL^=fc^il#tC^©^tCj;y^#-ri)Cli:AMti'eS>i)o 
t: K 'J in vi troT'p/rMCDjjtJ^S/ctip/rMC0jjtJ^^:^iEt"'2) 

»-e!®fFU JtfF'J h$xp-v«, ^iJxtfU266^:ffl^^-& 

9878#0S) 0 t hJnfrmfc-fCD^T© Lw? — K 'J — K ^ >X 

y i - >> o m® £ mMoian-eft^-r a ̂  ^ -emu® t K *a<* % m§tz z 
ttf-CZZ (III^#I^dM&M#^WO 93/12227, WO 92/03918, WO 94/02602 

, WO 94/25585, WO 96/34096, WO 96/33735#B§) 0 

[0099] S/c, t K 'J y/mJ-Jlsfrbs 

IfflS^^FLow cytometry^ tc[&W&7 W Ls JSJR^ tl/cB$| 

K^0DNAiB^y^^£-r^ 

(Jin, A. et aL., Nature Medicine (2009) 15, 1088-92, Sch 

eid, J. F. et aL., Nature (2009) 458, 636-640, Wrammert, J. et aL., Na 

ture (2008) 453, 667-672, TiLLer, T. et aL, JournaL of ImmunoLogicaL 

Methods (2008) 329, 112-124) 0 fomzfa&tZtiifoVmmmtfWbfrlZ 

o ZUb(Dl5):kte.n!m-Zfo['), wo 92/01047, WO 92/20791, W 

0 93/06213, WO 93/11236, WO 93/19172, WO 95/01438, WO 95/15388ft 

[0100] ^ tC. L U L K 

tft]£>tiTlN-g>0 t: KJjtfr®^11 
(scFv) £ \,XH7-V?^X^\y^'ik\Z^^D7-V(D^mZ%l^lS 



WO 2014/051022 76 PCT/JP2013/076200 

T"ttiti\ Sjn<*0RT^$£=l-K"f£DNA 

SB^y £ )kfet h Z t tfx $ S o tfiJlC tC^f £ scFv© DNAlB^y WB P> fr tC ft tl 

i£s ts$m%%mtzz 
ttf-ezzo cne>0^;£(imD"e&y, wo 92/01047, wo 92/20791, wo 93 
/06213, WO 93/11236, WO 93/19172, WO 95/01438, WO 95/15388ft 

tc-r£££tf-e$£o 

[0101] *fgB£0tf[$4Cti, IgGtCft^tlS=Mjtl*/ctttft<N SL 

< tilgWCft^Sfta^Maftti^tft^o X, *fgB.S0tfLi*tCt^ ^ftStfi 

tdnn*f ~bZh ifX $ •?> B i spec i f i cJ/E#; ̂  # £ tl & 0 

*fgB£0tf[l*tCti, ©fiI©jS 

$bt:, *#£030 mt tc ti ft ft Z L fcfffetfcft =& # t 
tl&0 ^ e tc. 

[0102] ^B^^^^Bf^tCS^^tl^^^^Ji^Cininibody)^ 

whole antibody, #)]*.{^whole IgGH)0 — ql^A^Jji LTlNi>J/C^BT>i 
lJs ^^0^014^^° U ^7°^ K^0^;£'I4£lJ#tCPg 

SSftft^o 

[0103] £Sftft©-^ft£#fcPiy$#tCPi^;* 

tlftl^\ tfiJl^£r£lM£ti®?it 

J/El*0CDR-e& y, $?£ L < tiial*0 6 O0CDR-e&£o l^t, 

tiL<Dft£L^WtLT&, tfEl*0 6o0CDR^ RT^I^ (tt^RT^^fc<t 

Xf/t /cti^llRT^IJi) £ptf 3 11 *C $ -So 

[0104] y< ft£ c £ 

0iJ;Ui\ yj^-s x- S^v-ft£0#M^£M 
±mm«tytlm^<ft5ittfc5o 

[0105] ^BPM^i^0ffe0I^I^J<!: LTti, 0!]*J£ Fab. Fab\ F(ab') 

2, Fvft ZZmtfZ Z t ft? $ &0 S /c, ^^fc*/L^0JllMy t L T ti, 0ij 

3_ti\ Fab% Fab'N F(ab')2% FvN scFv (single chain Fv) s Diabody^ sc(Fv 
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)2 (single chain (Fv)2) ft if 5 Z11 ifX $ §c Z1 tl 

(0113.^ h'Jv-, /T°'Jv-) =fcN *3gB/j©<£# 

tl£>0 

[0106] 51 

-f>, ^7%>X £>£Wi7°^X$ yftifA^^-efe^o tb&MZs dtl£ 

ig^ft7s±«T-#gii3f (m&\ Co, M.S. et aL., J. I 

mmunoL. (1994) 152, 2968—2976. Better, M. & Horwitz, A. H. Methods in 

EnzymoLogy (1989) 178, 476-496% PLueckthun, A. & Skerra, A. Methods 

in EnzymoLogy (1989) 178, 476-496% Lamoyi, E., Methods in EnzymoLogy 

(1989) 121, 652—663. Rousseaux, J. et aL., Methods in EnzymoLogy (19 

89) 121, 663—669. Bird, R. E. et aL., TIBTECH (1991) 9, 132-137#B§) 

o 

[0107] mimmtes u ftf#£©*i£©^ 

±$© mitmm tcm&izm ztiz #t<* & JUT© tsv-e&Zo 
/OW ym\t : F(ab)2S/ctiFab 

^7%>>>F=Ht : F(ab')2^/ctiFab' 

7°^X $ yffiit : Facb 

s<7°? 

[0108] mfc^ffl^Cj;y*itg£tl/c={I (bivaLent) ©JKW 

(HoLLiger P et aL., Proc. Nat L. Acad. Sc i. USA 90: 6444-6448 ( 

1993), EP404, 097-S§-. W093/11161 ̂ ^) 0 V'j J ~tes 2*©*°'J ̂ 7° 

? Sflfr£>*ij$3ti&^y v —-efe&o "7 —7° 

y^i^tiTi^o y 
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-iztivz'j yti-iis -fl£tc, vL^vH^sinc^T-^ftiMu 
izmi\ jii*fttcti, ij>ti-zmj$TZT<smitt, mti\ 5Bsm 
JZXfo&o t(Dtcisb, SfI±tC=l- K3*l£VL£VH£tiN ^ 

II 77^>h4 JFM T? $ t\ SO © ̂ 11 qT^Iii 7=>? 1-

w.ifctkMfllt'§o ^©$n^ y•< 77/^'T —ti2o®|aJ^|S'n pP-fu^r^t"5 CI 

ttt£Z>0 

[0109] scFvst^tt, ( [VH] ) ( [VL] ) %'j> 
^-^-e^LT—*11/1N0|J^7°^ KtC L/c^fr-efe5 (Huston, J. S. et a 

I., Proc. NatL. Acad. Sci. U.S.A. (1988) 85, 5879-5883, PLickthun l"T 

he Pharmacology of MonocLonaL AntibodiesJ VoL. 113, Resenburg J&Zf Moo 

reH, Springer VerLag, New York, pp.269-315, (1994))0 scFvtCfo^•SHU 

<n\ p'j ytj-iziz, f#tcmtifti\ mti'3^ 
^25m&m&fr*>ft^iimo-MHK7°? >t>-tLTm^z>zt 
ifx$^o tc^N tct?LK u 
-e$^0 

[0110] wmommz, mti'±§E©<£9ftpCR;£tc^T^t££^"e$£ 
o PCR&tCj:£V^$©g^©fca&tCN £1*}&©DNA©9^ Wip/rH 

71113^0^=1- K-r^DNAA^Mi: LTfiJffl3tl£0 

^©Hfl^ctiHflV^p^zi- Kt"•SDNAfB^lk 33J:tf 

#t<*<D im £ tc tiimnm z =i - s t %> DNAIB^O 
[0111] 

l\/cPCR;itCct o T, H&|£UI©V$I$£ =1 - Kf £DNA7^tl^tli^§3 *l£ 

o ^7°^ S'J >£-£P:fr£=l- K-r£DNA£ffljrr£o 

£-£=1- S"t£DNAtPCR£fiJffl Uffl 

1" £ 7°^ V-05' ilij tC, SO tC£-J5£ 3 tl/c^-V^CDi^gji^ £ mmx $ £ 

Sl3^^^iPLT33<0 [HIIV^DNA] - [^7°^ K 'J >tl~DNA 

] - [LHV^IJiDNA] (D&DNAt, Tiz>7'J -PCRffl0 7°^ LT 



[1A] -¥<fi [HA] -¥<fi [HA] -¥<fi [HA] 

[HA] -¥<fi [HA] -¥<fi [HA] -¥<fi [HA] 

[HA] -ct<r, [HA] [HA] HM 

°<2r $ ^ 2 C 

MllfO)nA0C2^HA0C2 <2:4 3 2 ?^Vi7 #21 If 

0 ( [HA] -¥<fi [HA] -V<h [HA] -V<h [HA] ) ~IA VHA V~IA VHA 

on^0£vri0^n^- vnAoczja^HAGocz:^ [tme] 

fi ^AJOS \^1^^ v?l2(Ad)os ° 

(68L-Z.Z.L : l£Z • 666L spoi^m -lounuiwi p 10 uospnn) 

ri^iAGoczja^HAGocz V?I2(AJ)OS [gue] 

[HA] -¥<fi [HA] 

[HA] -¥<fi [HA] 

°<2r$a^ 

TO).:? 

O(2:$at^M^A-|0s^| V1 

4.H-c^Ajos^iing^^fflf-^fv^£ °2sa#* 

v^?<2:^^mh^VNa<2:4.H-I=^^OS0- 0 

^^ifi^T^M^c^Adosri^^tt VX^T21-A>^o£0a 

yod-v^a>-2r 

^fi^lsm^^a^^vNapFM^^in [vNa-¥< M ̂ v] 0£ 

<^aH/r,z].-A>^o£<2:$a^^2<2:4S^T^VNa<2:4.H-l=^fi^3ll1^a)Ad 

KW?-±y££M\13d-(\£<^tL <=!-<%&-$- 0 Wb 

.ZCD [vNapFM^Alin] 

Mf--^2m\ t9CD [VNapFlvAliH] V£1-A y^jlCDmdd- fi.£<3-^ [ZU0] 

00Z9/.0/£I0Z<IfAL3d 6 L zzoiso/noz OAV 
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[VL] Ijyti- [VL] Ijyti- [VH] 'jyti- [VH] 

[VL] 'jyti- [VH] 'jyti- [VL] 'jyti- [VH] 

[0115] 

"Pt: Mb^tiTl^Tt<£l\ 

[0116] tnffi(D^^vMM%$n1=3lt£'J yJj — lZ* mfc^I^tCcfc 

su xti-^b^pj mti\ p 
rotein Engineering, 9(3), 299-305, 1996tC||^^tl'S 'J ytl~-S> Z 

ttfVZZo 

[0117] L^'J S'J >^--efe^0 ^7°51 K 'J 

> £ - 0S 3 tif# tC 3 tl t\ @ W tc Jfc i; T ̂  TZZttf 

qTffivftztf, mn, 1~10077$ y Its SfS L< ti3~50^$ yil, HtcSfS 

L< ti5~30^$ yil, f#tC^fS L< ti12~187^yII (mti\ 157$ 7I£ 

) T?&£0 

^ 7°^ K 'J > tl - (D 7 $ J 1113^01 L T ti, M X ti\ J^TCDcfc 9 ft IB^U £ 

ptf£d£tf-e$.5o 

Ser 

GLy • Ser 

GLy • GLy • Ser 

Ser • GLy • GLy 

GLy • GLy • GLy • Ser (BB9!J#^ : 1 9) 

Ser • GLy • GLy • GLy (BB9!J#^ : 2 0) 

GLy • GLy • GLy • GLy • Ser (BB9!J#^ : 2 1 ) 

Ser • GLy • GLy • GLy • GLy (BB9!J#^ : 2 2) 

GLy • GLy • GLy • GLy • GLy • Ser (BB9!J#^ : 2 3) 

Ser • GLy • GLy • GLy • GLy • GLy (BB9!J#^ : 2 4) 
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GLy • GLy • GLy • GLy • GLy • GLy • Ser (BB9!J#^ : 2 5) 

Ser • GLy • GLy • GLy • GLy • GLy • GLy (BB9!J#^ : 2 6) 

(GLy • GLy • GLy • GLy • Ser (BB9!J#^ : 2 1 ) )n 

(Ser • GLy • GLy • GLy • GLy (BB9!J#^ : 22) )n 

[n&io 

[0118] S'J yt)-(D7$ 

o tctxu±m(D^y? s'j n m 
^1-5, L<& 1 £tcte2XfoZ>0 

[0119] £?!${k£?Mljyti- w^mizmnm^btix 
(NHS) N 

(DSS) N tfX (XJlsfcXOisyj (BS3 

) , V?*\lX {XC^y^i <V)l7°Pt°^^-h) (DSP) N V?*\lX ( 

XMsXO^y^ ^V)V 7°Pt°^^-h) (DTSSP) N If b > V 'J P ~)U tf 

x (x?*>y<< $i/JisX?*>%- K) (EGS) N jL^uyyj p-jutfx (X 

)\s*xo^y( ^.V)\yXO^^~ h) (7JU*-EGS) N vx0^y^^.v)\y 

(DST) N VX)\y^XCisy^ <V)\y)I5II±^ (7JU* —DST) N tf 

X [2- (X^>w$ S^^JU/I^JU:*^) Ifjl/] 7JU*> (BSOCO 

ES) N \fx [2- (X)\y7isX<P isy-i $ JU^^r'v) IfJl/] 

7JU*> (7JU*-BSOCOES) 

o 

S-DftiJ ytl-ifi&Wttj: 

§o UDD-etJ^u 

[0120] s/c, ;m&mz 1 XMM© 
7$ y ti-g>o 

*fP£©#L<*£=l- S"t£*0|J K«^^0^7O 

f SXM 'J ^7°f K£ P - Kf 5 *° 'J 3? ? uJf K £ 7 b - Z> 
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iz©#&£ JB ^a c: £ #-e $ ao t omt; 
m(D^y°? KXtitf'J"*:^ Ft LTti, mti\ FLAG (Hopp, T. P. et aL 

., BioTechnoLogy (1988) 6, 1204-1210) N 6j®0His (tXf^'» B&fr 

^jft^XHis^ 10XHis% -f (HA) N L hc-mycCDBi^ V 

SV-GP©8fr^rN p18HIV0|ff^rN T7-tag% HSV-tag, E-tag, SV40T^J^0|ff^N L 

ck tagN a-tubuL inCDlfr^ B-tag% Protein C CD®T)T\ StagN StrepTag% Ha 

LoTag#©^©^^ tZtc, *§£W<D%iikt<D 

Ft LTti, mti\ GST 

-h7>x7i7-t') s HA (>r>7Jis^>+r'MMM) , -< AJ o'uyj > 

z—ft^ov^v-Ms MBP (v;uh-;u£i=r^>^ff) 

tf btiZo F£fcte^'Js<y0? S£=l- Kt~£> 

'J 10 \y*? P —(hrain* 3 

t!\ dtitcJ; S^fgii^t^d^tcJ; y, 

'J *-?? K%>Z.t 1f~£ 

[0121] £tc^%mo^KWte, *°'jxf P-JU (PEG) 

Stfttt-et, Ja\, Z.(0^otSiZ\yV=L^f- hjjt 

fa tiN ?# £ tl/cirEfr tc ik¥ W ft Mfr £ fifet Z t tc <£ o T ?# 5 d £ tf "C $ 5 o 

ft33s }nft©4£ffc£&t££©#©tC33^Tf"CtC5i3£;*tiT^£> (^Jxti\ U 

S5057313, US5156840) 0 *#gBEtC33tt-g> TO*] tCtidtl^0P ZL>T-

hJ/EfrtS^tl-So 

[0122] 1$ Cbl,Zs 3tl^ltrEifcti—tt^JtttlrE^ (bispecific antibody 

) =fi^1f#L<*£tis aft^xtfh-y^llii-r^pr^ 

^B^tc33^Ts 

K^rSHIi Ls ffe^©iaJ^|p'n •£ ~ t f 
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[0123] tctxu, mmiawL 

So 1 /2^fe^Tt, 

£>&£> 1 /4^-efc^tt^o feswi, 

^7 •—-f 7"'J 

[0124] 

^y, 7$^ tf nfty*§ 

So LtfL&tf^ mbtitc^KWif, LT^ 

ap^ *%mz^£ti%0 mti\ mti'AJl 
s-cfgsas-t*tz^s *&mKW(D7^jmmmikmiz*?*-yTimi? 
ttAP^tlSo ^•%Bft(D#LWteZ.(D<kJ3 ftJjtfr:fcS#t"-g)o 

[0125] ^%^(D^KWte'M^if^^lStltc^KWXh^X^j <£l\ $KW(D% 

,>: IZ £ y ADCC^tt£ "T 5 ©HIItc 33 tt 5 7 =l - X 0#S tc J: 
y ADCCStt£liarr £ ̂  YB2/0Mtc 331vT #L<* £L &> Z> Z. £ tC J: 

ya-1,6core f ucose^#£ &%KW&MWk~t £>^3^ iz 

^T1 -T >^GLcNAc^W-rsHII^^Jp-rs^;iN &£ftfft]£tlT^£ (WO 99 

/54342% WO 00/61739, WO 02/31140, WO 02/79255&£f) 0 

[0126] *#gBE£>JrEfrt^ *^0^©S^/1NO|J^7°51 S (t K^V^X^^PffLS]^ 

tcfijfc) LT, &ft](OT;£tc <£ ^TfFlt 

Ml^LTtfflLT, Cti£®;%0&^;£tCL/ctf^T#L MtfLB]^ 

^Mt§o tf £ ?# e> ti 5 &}£« £ ® ̂  tCcfc o T 

&ft]©£M&£Hli£-;*-y\ u--yoiiiz^ yN t;^p-t^ 

(/\^7"'j s-v) ^iigyu 



ri£'^?sa>Ef0§£¥ [LELO] 

<2 £x&? zi v^^mmm'ftxnmm^w.mcDMBmm-
°<2 $ C fCDXi V£121 

ttwwm'# vn 
^VNO- * o w?m zmmxmwv Q t % $ awi?> 

V?R^VN(I °£$a^2<2: 

(uojiezjunujuji VNa) ~^VNd ^iTOlf-f1-• £ r i v^£ [08I0] 

°<2 $ a# ̂  2 c u ri T nm^ccon 

^ v ns--/£ 

^0£vfi0*^«w 

^(«Yri.H ̂ o£vfio*^$S0^TM V£M£<2 \H 

^WijP^PSGOi^S \£im MW£^n#£ 

±£>s(\)V-§-mmm¥- v?ixn 

+-n o r i=<2 +ji 

v fi jP^PSGOEfaig* ^yf, c* 

^IpgGO^^ ^xn ^W.JP^SCBEfBig* [62L0] 

#^l»lf^<2)#<v?in-^if05h^l'^^a)^]/f °<2:$a^:? 

2^UHt:ii ( 9t7-£ =£Z. (L86L) 'louiAzug spoqi^ '-Q 'uie^si in pue 

"0 •J8140») \£1"£^ V?1^0A-.H C\A >\r [82 L 0] 

xniPin (;?#a£9W860M) yc>n^^r-£)-xm v?^ 

G0^ T£-IM 0*. fi0*<2:-M -l=^.H Wi *P^?Sa>Ef0§£¥ * 

^l^iiiGolf^ v<^6 va \£4- vir4-

\Jp-fr6 VH \£m$ v?ixn ^^WISldH ILZL0] 

° <2:<2 a2#Ik# ̂  2 <2:-£f£^ 3 TO'ir-(- - • 0 r i v X 

00Z9/.0/£I0Z<IfAL3d 178 zzoiso/noz OAV 
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s£=i— FZft&Bimz&s-tZo *%mom 
'J Kfciu ±$L/c^;£tc^T, P 

CR&j:oT£-j$-r a ££tf-c$£o %bntc.mk 

O — tLXte, ±7&Ltc£?ti;{lM(D'<<7 0— (0!la.l£s pcDNA3. ]tj:£<Dlfi 

W,(D%1^0 0~) ^mthZ.tifX^h0 ^<<7 0-%£WlZ&i§-t&J5 

%bs -mzH^ztix^zjjfezwHTzzttfxzzo fctztf, mm 
^<<7 0 (gene gun) -e«l*UC£Tt>&fr 

ztiz^-oxmhfrmzfi? zttfx3;z>0 mhfrmmz, 
^7°f (boost) f7^P-tMn 

% S £? £ o 

[0132] £0<£9tCPi?Lft^tf&^3ti, mii*lz&tt%pftM<DM*mo)±¥tifW 

W^titcfelz, PifLft^frIfflJMin tctt^tiSo fcF 

[0133] LT, PffLS]^©$ x• -

iM^ti-So XO 'J-=>?'(Dtcdb(D]g^%:m$R^-t)-

zmxx^zztmT£Li\ miR^-ti-tte, i^©i$SM©Tt-4 

? y — ? 7 - > - * X * 'J tfis )l K =? > X 7 X ^ - -tz (JUTHGPRT^m £ 
mWstZ) s foZ>^Z?^Vy*1-—tz^Ji (JUTTK^l^«B§"rS) 

HGPRPpTK0^Jl£W-t5«^ S 7° 

?'J (JUTHAT^tt^BS-tS) ZtiT&o HATJi^tt 

(Dmmtemm^rn^xmk^m^n^ ziitfxztjtffitztf* IE^II 
mtmtit & tjEnmmov-^-vwzm Lxmko^m^mmt & z 
t ifx $ s tc isbmm^m * -c t> Jgarr a £ •? K & a» 

[0134] HGPRT^Ji^TK^Jicalfflj^ ^tl^tl6?*0'7~y, V7*fVT~y (JU 

T8h&t^mtz>) ^ uvy$:^i%mxm%i? 
Z>Zt ifX $ So d tl ̂  0 tf 'J < V y 7t • ?'£DNA* tdx <J & 
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ZtibftUW*ZktaLtcMB&s Zti£>0LO|J 

$ V y 7 ± • V £ Ix lJ & isb ft IN (D (DtpX t2>z.ttf-zt*2>o 

^T2-T K U7°^ $ >3Ur[£^ff ($*>* V-f *>tCftf 

5It'14»S4£• tcfcf *0$x• -v«&ft]'Vfo&0 

[0135] g*ft]tCt£&fc]©£^ -f (Koh 

Ler. G. and MiLstein, C. N Methods EnzymoL. (1981) 73, 3-46) =ftC^D 

[0136] j^j^ttfatctdu 

s $ao tLTtes mxti* u P 

-;u (PEG) N -tzyy^fy^fjux (HVJ) Mtcffli 
-&%}&*M#>2>tc#>izpfTmz&y S^CDMSMlJ^JPxS 

ZttVZZo 

[0137] &^«£$ip-v«£©^fflty^tiffiIttc§££T-$5o mti\ $ 

x• -vtc£t LT£ 1 £ 10f££f 5Sf JL^o tc 

LTti, mti\ $iP-V«^0i^tC&BS&RPMI1640 

MEM±§s^ ^©ffes z(Dm(Dmmi%9:izm^t>nz>mi%(Di%mfa%: 
%U~$~ £> Z t. tfiX $ •&o ^ t<-% ^-tniuilfll/it (FCS) ^©lfl/^MX£^i:pSi>(£t<_ 

t" 5 CI t if 7:' $§0 

[0138] «ffl^t^ <W& 

U W37°C*MJt tCM LfcPEG^^I^f 5 d ̂  tC J; o T g ft £ f 

« (/W7"'J S-V) ^JFM3tl50 «S^;itCfclNT^ mti'¥£j 

#?M1000fr£6000g]£©PEG£N il^30fr£60% (w/v) 0}f jfe^* 5 
zttfvzzo ±iEtc^tf/c}g^^±^t;&^;»iPL^ M'OLT 

±;*»£*5}#fF£liyStd£tCc£y/wy'J K-^©£Wtc$?i: L< 

& ̂  »S4£-$lJ # R££ 3 tl 5 o 

[0139] d©cfc 9 tC LTt#£>tl/c/W 7"'J S —VtiN IfflJMin tCffllM^>tl/c$ IP 

- v # f 5 3lliR v - t - tc jfc i; tc £ fy m t 5 Z t tc J; o T 5SJR 
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tzzttf-ezzo mz.iMPRJwm&mzGtzMmiZs HATJ§#^ CM 
7fs*y-y?ys 7$ ; zi%mtz>z. 

ttSit>%s HAT^g140$iP-V«£«ffl^Cffl 
HAT±§g^^T\ 

imm±z>ztti<z%&0 gft£-t£>/w7M 

jisatfe>tS3i^©^tcj;oTs ~?]J 

IZ£-?Z, EttittZtiLfo%g£.TZ>'U 7"'J S-V0X? 'J -~y</tsJ: 
tfl£- ? p - - > 5 o 

[0140] 'J 9 n-~y?'tes &ft]©ft;lgc 

*°'j x^riai5©96'5x;i/©-7'r ? p*>r ^-7°u-

/W7"'J S-V0i£#±;*«>: t*5o & 

#±;*^izJ/El**i£jf 

Z1 CDj/Effc^rfi" LTlIfrtCilp'n t"§o t"S — ̂ irC^^r^uH 

tZZtlZj:? T, g ft £ "T £ JJLI* 7^i£#±;* * tC#£ L T ̂  5 if 9 

^•e^-So 7"'j s 

- •V % iz^vtn-^yfT&zt tr%m ttaZo 
[0141] ttc, £t*&Lfl'<D%imzijL&*'fc&tZZ.£lZ&?Z±&'\UlJ 

*mzi5fevmiz, t K 'J ystmZtfiMmftLTBKltT&ljiteZ&ZZt 
tt~C$Z>o MW^iZtes if'f V^SPlciJ^Tb S 'J >Aif £^#g0.E0I4 
£-*° u ^7°^ K-e^-r^o 'J 

- fflin-^- F±-lZtes tctX\£\l SS3fe"eS>oT^. 

(#&¥1 -59878^ 

mmwo o zonmz*?xm^n^mtes >ju? s 
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[0142] vizm&tztiifo 
£=i-?#£>££ 

[0143] 

Fizm-stztii 
tozftmtzzttf-pim-e&zo mfomzte, 
Sli§lt~ zi — tk%Wk L- Z 

ti^m^oo-izmxLtcik, m*. 
Co, M. S. et aL., J. ImmunoL. (1994) 152, 2968-2976 ; Better, M. 

and Horwitz, A. H., Methods EnzymoL. (1989) 178, 476-496 ; PLuckthun, 

A. and Skerra, A., Methods EnzymoL. (1989) 178, 497-515 ; Lamoyi, E. 

, Methods EnzymoL. (1986) 121, 652-663 ; Rousseaux, J. et aL., Method 

s EnzymoL. (1986) 121, 663-669 ; Bird, R. E. and WaLker, B. W., Trend 

s BiotechnoL. (1991) 9, 132-137#B§) 0 

[0144] s<0$-(Dmt LTtes M13^^-N pUC^^-N pBR322% pBLuesc 

riptN pCR-Scr ipt& £>tl50 £tcs cDNACD-t 7"0 • — — > 0\ W lJ 

tUL^S^tLtcm^s ±lB^-0 0~(Dmz, pGEM-T, pDIRECT, pT 

7 ft b tl 5 o (Dtfii* £ Z> g ft IZ 33 ̂ 'T^ 0 0 - t 

zm-sizte, mz, m 
*Jl®"C©^3I£gft£ Ltdm-Ste, ^<0 

Ts±^JM109, DH5a% HB101, XL1-BLue&£© 

M§mt Ltd< #gii-e$5 <£ 9 ̂ P^E-

9-s 0!la.^ LacZ7°P^E —— (Ward £>, Nature (1989) 341, 544-546 ; F 

ASEB J. (1992) 6, 2422-2427) N araB7°P^-^- (Better£, Science (1 

988) 240, 1041-1043) N £ /c&T77°P -ftif Tl^ Z t #TRT 

Z<D£?t£'<9j>-tLT&s ±iB^^^-©ffetCpGEX-5X-1 (7 

7 S TQIAexpress systemj (^7 fyM) - pEGFP% ^/ctipET 

(d©t§£\ ?S±tiT7 RNAtf'J p<^--tz£#gi!LTlN5BL2l7^f3; l^)&£ 
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[0145] ttcs ^<<7t>-lZte, fafofiB(Dtclsb(Di/<?i-)\sm$J: 

^peLB:>(Lei, S. P. et aL J. BacterioL. (1987) 1 

69, 4379) *-(DmAte, mXteMt 
A;£N iL/^ hP/lN°b-i>a 0 

[0146] mXte, T 

te, (m&\ PCDNA3 uywufyftm 
pEF-BOS (Nucleic Acids. Res.1990, 18(17), p5322)% pEF% pCDM8) N m 

0 — (^Ij^-ti TBac-to-BAC bacuLovirus expression s 

ystemj (#7 pBRL§!0 N PBacPAK8) N - (flUtfpMH 

K pMH2) N J (m&\ pHSV, pMV, pAdexLc 

w) N b hP^-NUXfi^Cftfgii^^- ($J;U£\ pZIPneo) N 

($lJ^Ji\ TPichia Expression KitJ y tf K • fyWk) -

pNV1U SP-Q01) N 0 ~ (00*.^ pPL608% pKTH50) if 

mfibtl&o 

[0147] CHO«, cosmm> nrnismmmommm-zom^mit Ltcm&iz 
teU ^lJxtfSV407°P;E-^ 

- (Mulligan^, Nature (1979) 211, 108) N MMLV-LTR7°P =E~0 EF1 a 

^Pf -O — (Mizushimab, Nucleic Acids Res. (1990) 18, 5322) N CMV 

7° P =E - 0 ~ & E £ ft o T IN 5 C t T RT:KT? $> y % £ M 

fatztzto<D$(m&\ mm (**vr*>ys G418&£) tc<fcy¥usu 
-eZZxUftmfflMfeMfc?) ZGTtil£3 bizftg IA\, 

Xtes $IJPU£\ pMAM% pDR2% pBK-RSV% pBK-CMV% pOPRS 

V, pOP13&£tfPtf£*l£o 

[0148] ZblZ, fr-Ds »TOH^O^t:-t 

(Dmrnzsttttzi§-sizte, mt^m.^^rnLtczwmmztti^m^ 
t-£DHFRit^F£#t~ ($IJPU£\ pSV2-dhf r ( TMolecular Clonin 
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g 2nd edition] Cold Spring Harbor Laboratory Press, (1989)) &<Jf) £ 

#AU (MTX) tCofc £tu ttc, 

SV40 Tj-mZmtltZmfcT 
£lfefeffc±tCftoCOS$ffl^£ffil\TSV40CD}fS^|3/[££:ft'3/><^ 0 — (pcD&£f 
) LTtt, ^'J^-

y L°P-V7 -r (BPV) 

, O-teM^-tl-t LT, 7$ y ^'J P:> K h7>X7i7 — 

"tz (APH) tz (TK) 

'J sfti/)\s h7>X7i7~ if (Ecogpt) mfe-fs V L K • 

mm (dhfr) 

[0149] dtUCj; ?0±»l*l3;/c&«^ (i£it!2&<>: 

) frP>i£|tu LTlti^-rSd^^-e^So #L 

<*©#?& 

fflt~tU£J:<s ^p?h^77<-

±)^AS 7-r)uo-s m^MMs m*s mmviWLs mmtti&s mm, 
SDS-*° IJ 7 0 IJJUT< M 

±nmKwtkfi%fes 
[0150] 0 PV -i -t LTW^ MXteyy -r —T- 4 —o P7 -i — 

s ^>J^P7h^77'f- l7Ktt^P7h^7 7<- ^f>/U;Jijis 

lll^P7h^77<- WkO P7 h?'^7 -T btlZ> (Strateg 

ies for Protein Purification and Characterization: A Laboratory Cours 

e Manual. Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory 

Press, 1996) 0 Z1 tl £> CD ^ P V h 0 ̂7 7 J ~l£s iffl^P7 h^77^-

^iJxtfHPLC, FPLC^®M^PV J 

77-f -T^-^P7 h^77 -T - LXtes 7°Pf -f >A^] 

^AN 7°P^-f £>ti50 MXIS, -?n?j yk^m^tcti^ 

Aih LT, Hyper D, POROS, Sepharose FF (GE Amersham Biosciences) 
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s#-ts0 

[0151] %btiKtc ft lT S(D>U^tis m 

tctccfc lJ ti19 <1 <h ^pjf£-e5o 0!JXti's J/El*© 

LT, ELISA (|#Sl^1§r&«#*££;£) s EIA (gfjlft 

^>UJ£;£) , RIA (M&^>UJ£;£) fes 
So mti\ #LJI£=I—T1 -T >^L/c7°b-

Ktc. mti\ M*m±mm<nim±m^mm$mtki}n7L 
So T)\y-h >J 7tX7TO-iz^0MBriMMLfc-)X^^^aLs 7°b 

— h^r^f y^n^— h LN P--KP7x-;U'JiI|/d:(>:,0i#^S 

ft £ JP a.'X P»Jt £ >il^f S d £ £ Mt 51^: *e $ S» 

[0152] ^fP^tCfctt* r^j .vti, -fl£tc% M^^^^-r/ctotCffllN^tl, 
otitis &^1f£fcti3Mte^irc&c>TJa\, ^J^ti's >^{bW^^lt^©± 

UT, rai^ j£lf^ 1131^ 

#31^ flfalSu +—IBH^ ?L=)ffl. luttfliilfflN ^itffclSu 

J]?®!^ SSl^ ^MUsk 33J:t/#^^^WJ^^tiSo 

%tc, (F^H) frb^LtcfammmfemntLx 
s IK# Ms ^mfaBs ¥)if5£l Ms M&03R 

HWJ^tlSo $ btCs LTs fo*J 

^ry 'J (Hodgkin's Lymphoma) 33ctt/#^'>?^r> 'J (non Hodgk 

in's Lymphoma) t)NHt!fe 'J >^SiL ^'14 (acute myeLocytic Leukemia) 

S/ctitltt#iittSlfll^ (chronic myeLocytic Leukemia) N JScfcU^tt (ac 

ute Lymphatic Leukemia) ;£ /ctitMtt 'J (chronic Lymphatic L 

eukemia) E=l ^.btftC#^§'|41litSi (muLtipLe myeLoma) 

^tlSo 

[0153] *#gBstc;i3tts^tcti, £ 
*fP£tc£^Ttis ^nti®# 

fttcifliwjFM^ft^^t-So ^otitis mti\ ifuwjffi. mm 
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feswi, mti\ HER mm, mmmm^ mmmmm, wn 
y 9 So 

s^sm mmm, siii^i¥±^ 
N B ̂  ̂  tC H fl~F ^ 

=f A^tf £>tlSo 

[0154] r^nntj £&, '>&< tt— 

Hfct"So Ltctf^T, /uTr^NSot e> tc. m 
(tumor mass) (DjfMlZ^tS"T^T0|ffl 

^gy^:t\90 ^^P^tCiS^Ts (a foci of tumor tissu 

e) £IN9O — $£tC, /ctiMilff^^: 

S /cit» tCffi lN ^ tlSo 

*fgB£ti±$Lfc*fgB£©J;tfrgL < ti^©^^!^ Sfctitf 'J =r 

3? ^ K^:#foE^lflJ^c^tClltlt"So 

*^HJ!tC£^Tg2£$lJ$$]£tis mi%s L < ti^B)^ feSlN 

ti*£S • l#lff©/c^0^lJ^lN9o 

[0155] mm^iz^^^m^xmMittsnm^o m 
x&s 7KtL<xim 
;i^y©>EM0M-e#^pfttc^ffl^tit#So mti\ ^n^±i^^ti 
Stlfrt L < ti££fl^ flrfrfttcti, ¥L-fb£!k 
f&m$L «£ijs m^Ms 
^£&£.M.fr'&t>-&Zs -mzm&bntcmM^Mzw^n&miimwM 
mxmu t&ztiz&^zmMit-ztim&o z n e> MM tc & w- s m 
ti^ ffi^3ftfci60©>g^&#Mtf?#£*iS tc§££3tiS0 

[0156] ait <D tc tb(Dmmm% ti att m mmz 
MM MM tc L tc if ^T«^tit#So >iM© TK;#^ ̂  L T ti, 0!J x ti'^H 

#±^7K (mti'D-vJUtf h-Jk D-VW-X 

% D-v>"K-;k ikiki- h'J^A) £#fr#3S&tfPtf£*lSo 
^Jxti'^JUP-JU (i^y-juH) N tf'jT)\szI-JU (7°pL°b 
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>y'j =i-M tf'j7'j =i-Jim) s (*°u 

V;u^-K80™, HCO-50^) tl?#£0 

[0157] )£14)S£ LTti =Tvtf btu £ LT£ 

yV)\yikxl/t.tc[t^-yV)iTjui—juotitis0 S/c, Hii^J (0113. 

ti\ 'J h'J 0 AMMM) , MMitM (0!la.t£s ikII 

7°m2K>) N ($y*.ti\ s<y^)\s7)\s=\-)\sJkxf71;-;u) N it 

<blft±£y£BB^3*i?#£o iJ^tifcat^ti®;^ 

3tl£>o 

[0158] $?£L<ti#i£p&^tCc£y&^£tiSo mt£ 

So mti\ immm, ziz&vs: 

MZtz ti JSM tc&^ ̂  tit# S o 

[0159] &#©*£(& m.mz.£vfeg.miRznmzo 
mti\ -0tco$frtt1 kg&fcy 0.0001 

mg^^lOOO mg®|5EltClx!^^tlt#So STctdU $lj^.ti\ Bs^&tc lJ 0. 001 ~1 

00000 mg0$^M^§££3tlt#S^\ d tl £ ©MtC^-f 

^tiSt0-eti^iNo &^M&m£^;£t^ 

tc J: y t S ^ T? ti ti'=t ti ̂  (D L iS ̂  tf 

Jx-^^i^rlx^l" S Z.£1fv\i%7:foZ)o 

[0160] &&\ ^0^tciEi6-rs7$yili3^tc#^tiS7$yiltiiiiRtitcMft 

(®lx ti\ ^;U0 $ > co tf • 0 $ JMbtc <£ s tf • ̂;u0 $ >11^ 

©MMi^il^tcJ; < ^ti/cMfr"efeS) 

9 tc 7 $ y ti/cii^-efe t£t>< b*%m tc 

EESt" S T7 $ y ItlB^OtC# S tlSo 

[0161] *fP£tii:^ (^E^fc<£tffl;tA£#fr) 0§im*tCfcttS± 
K£=l- K"tS*° 

'J 10 \y^? K^:^ttit"S^'/itC^t"So 

[0162] K©#st^ mti\ M 
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mzmmt&VZ? 
T%s ll^Ao tctc LN t ) fr^lXL/clim 

m, IIWK (tt ifli;*, ^ 
Pi/^ SJITKN ±^!iL/c^^0^®S4-n^f\ 'J KtCilp-nf 

y§m 
(IP-^ ^^B^cosj-n^ 'J ^y°? K) co^tis 

te, 0!la.^ tlffl^tlTlNS^ Ay Tvlzj 

[0163] *mMZt5ttZ4Jx;7y-t>4tlZ, SLU (IP*N 'J s<7° 

? K) tEMnM^Z^a'a L < ti^CD^nJ^ilp-nBT^£ ®Jx£t\ Cowlitz 

g^ ̂  (H^lim lE^im ^«SL< 
%l (ifil^ ifilJts J^ Pl^ SS7K Jfazk H) ) 4nc-a3;ti-g>^fgBE©ffl^ 

tf E(D <£ 9 &>C A y 7 >> -tz-f t tiSQ 

[0164] Ay T^iz^Ctf, mtf\ l#Si&^>fJj£;£ (H 3 jj]xN 

mwgkfebmms ^ 98730 iztmnnx^zxtotem* 
WSs BtM^jDfelZfc^Ttes ^tJHL 

) ©fc&©§£@ftJ/EJlUC^-tS 1 -D\X±(D^W^m^XMMt Z> z tifx-
$50 

[0165] j&mz^&WsmtLT&s mtfs -^KW 

-+f> KW &rm&¥2-39747^&^C§B*63*lT^£J:9& 

vytfv Vfe*y*WM£\sTmiZ>Z.£1f-Z%Z>0 J/c, #LJI#L<*J5J&;£ 

f U L tc 7 V "tz -f ^LTtfs EMIT;£ (Enzyme muLtipLied immunoassay techn 

ique) N X >+f -f A5117 ^ 'J > V7 y *tz -< (Enzyme channeling immunoassay 

) N Ay 7>>-tz^ (Enzyme modulator mediated enz 

yme immunoassay^ EMMIA) N If^PMS^jK^llfilK A J 7 y "tz^f (Enzyme inhi 

bi tor immunoassay) N -f A y x >+f -f Ap< K 'J y ^ 7 y -tz-Y (Immunoenzymo 
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metric assay) „ A J 7 v -tz -f (Enzyme enhanced immunoass 

ay) — ¥ 4 7 (Proximal linkage immu 

noassay) ftS0 

z(»£ Ay m%k 

(D S ft KJfc U 

[0166] ^/cs 9 6ftT>T 

<7^ —7°u— k g^&siNtf >tc<£y*i!i 

5ft ££EINsit> K^ >>5^ hZMZX-Xt, 

y- -tz#©i#li& 3 IN tf ? y iz j; y *ift!£ 

*0>> K^=fc^#^tiS0 

[0167] JbazEO £ 33 y s ^^0^tC33WS^ Ay iz^ £33^TJ8^£ft£*fg0J! 

014^ 'J ^7°f RC&&f b < tf ^©^^Wi^tfs i£®re£ 

fc tf totlfl £ J5 Jft f 5 ZtlZ&V &iij RJt^> ̂  JU ZbtzbtZh tfT? 

^^fS&tJftlCJ: y^5ftT^T=fc cfc^o 

[0168] cffliiii^Lttf, mtf\ mm. %ytW}f£s x*? 
X 7¥V>$>Z>WZWiMfe.^bCIftfi^lCtf, 
i/&—H (j5y^.tf\ horseradish peroxidase) „ 7)\stl *) 7 * X7 7$>—i£ 

s (3-D-fi'^O K->y--tz\ ?\iUP-7>;t^>y--tz\ ^VUP-X-6-

*x7 x- K?b KP?i—Ms 7)1 P-M&KMMM, ]J > zfM&zKH® 

^~i/'J±~-tz\ t]^^--tz\ ^^^UP — 7.%*r*sV— iz\ "7U77-

iz\ Jk>7i7-tz^U< tf^-tz^JUP 'J >i7f7-t*#®gi, 7;U^ 

UX-tz^ ><f V?#*/7^— k #±31#JS^U-S 

^ y ViWU-x' P KSL < tfr K7^f JbP-y-1 V7%•— S 
3H. i4c, ^?y, 7 

ti*/y, <btiz0 

ddT\ Rlfg^ v^;U£ t /c 

[0169] -£N J^Ttf 
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3£tC 1 MU±(Difc(D^MtfR 
fctzztiz* y &ai tc "To 

[0170] mxu, y, 

(J±fe;£, tcfe#LTffl 
^©Sff;6^l\£>tiSo -tz ©*§•••£ tdu Sff^LT 

S/c, If :* 31 >©*!£• tC ti'>ft < £ SIN 

tigHMfr 7 tl'v > £ J5J&3 •££ © tf-flgfa"?#) £ d ©PI y 
^ tc & I; x 3 *> ^ §£gst tc fe#i" s ffi •* © si ft* ^ P> ti s o 

[0171] »#©§^4UC£ttS*^B£©l^1f'J^7°^ K£=l- FTZtf'JIO 
Utf^K©#?^ 0Ut^ »# (*s§^ ^StcgEUTlNSqim©fe 
S^ ^tc-lE"TS'J ll^Ao /c/cL b McPB^Stift^ 

o ) fr£$IXLfcgim (H^Iim JEftfflffis IIWK tiIE;t«£# 
(ifil^ ifiUSs J^ BrJ& St?K JfazKs H) ) tC-aS tlSmRNA, 

H^mRNA^IigytC LTfMlS^ L/CCDNAN >f J $ •> ?DNA#£fi|ffl 

Mn££fiJJ3LT, ±$Lfc*fP£ ©&«©*'; =f2? K (-&©* 

'J =f2? K7°^ * 'J =T* ? \y^? K7°P-7\ H) 

^tc^rim mxix 
s j—yy-JuvTiy 0\ tf 'J * ^ --tz^llJSJ^ (PCR) N -tftf- > 7 • v 
? ̂  y 0\ LCR(Ligase chain reaction), SDA(Strand displacement amplifi 

cat ion)s l\IASBA(l\lucleic acid sequence-based amp I i f icat ion)N ICAN(Isoth 

ermal and chimeric primer-initiated amplification of nucleic acids), 

LAMP(Loop-mediated isothermal amplification)TMA;£ (Gen-Probe's TMA 

system), 7^^P7l/- — btlSG 

[0172] ^fc\ cti^©7>>-tz^tcfciNTti, i^^tca^-rs^B^©s^/iN0|j 
/N^7°51 K^m — K"3~S 'J 10 'J nf 3? K©/\ 

-f 7" 'J y-f "tz — v a §£/\-f 7" 'J y-T -tz~-v a >tC£^Tp/r 

MtC^yiSEStiax K 'J yv^y S&£#£ti, 0Ut£ 6M mm, 0.4% S 
DS, 0.5 X SSC, 37°C©^^^/ctidtl^:|W|#©X K 'J >*>*i >*>-©/\>C 7" 
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ij -tf—5/ a So SfttCct lJ <£ lJ x h 'J >xyi >:>—0 

6M mm, 0.4% SDS, 0.1 x ssc42°ctM-rs 

[0173] ±^L/c»^ Glffi&#£J:rfli^A£#fr) ©gm^C 

£ tf S L ©S4^*° 'J ^ -?? K £ J: XfWM&tf 'J ^ 7°^ K £ =1 -

K"3"Stf\'J 10 K liHC lN ^ tl S ̂ tJH ^ y h tC H "3" S 0 

[0174] *fgB£©#fcaiffl*'y Mi, UtTOC^ 

^ tjN) ^rlEa^ S/c, _hi!i 

-f Ay ;pviz>r©^;te©gfaKjfci;T&ffi©*fcaifflt£££ (g^ Sft ^) 

£ <£ 0^i£}#Ms 

[0175] Kti, UtTOc^ 

Ktca^-rSmRNA, §£mRNA£i|M tC LTPlt 

L/ccDNA, tf J X v OmmiZ/\^( 7r'J y>r Xts±ll/c^0^#l^ 'J 

nf ^ b Tl" 51 K (—'J nf 0 \s~%? V — N ^t'JzHOly^t? 

K7°• — 7\ ^) £#<2^ ttz, ±lL/c#I©IMi©m©I^C 

(g^ ^0^ 'J =f10 IsJ? K\ J5J^ ^) £ 

J: d £ 7^-e $ So 

[0176] 

51 K£=l- K"TS/1N0|J 3? 0 \y^? K©#S£S^ 

£LT, ^©<lE©Wi^ £fcttilffi©iifT©# 

M^oiNT^"rs^;itc^"rso 

[0177] *fgB£©;£££ LTfciu mzmBLT^Z 

qm&<D$>2>^ mzmmtz>iJxoik^tz>%, m^x0 fcfcu LMC 
m^n^\ ) fr^ixu/ciim (ii^iim iE^im 

(ifil^ ifilJts J^ Pl^ H) ) tC£ttS^fgB|0 

K©#S£, _hi!i L/c^i0lip^ 'J /^7°51 K^tttS 
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^ tl/ci4s"n*t<_ ti^);Si ti-'Ulfll U Wb l»\ ^ U X S tz. ti^liSi^ilt'fT U ~C 

S^l^S^tcg-^ Mi^&©^©frfry^3, ^©'1E©W^ tztc 

ti^©3ttT©tlC -P ^ T t£ifcf £ b ti £> o 

[0178] *fgEE©;&££ LTti, 3£>tc, ^tc-lELTiNSprfg 

14©£>S^ ^tC'lE-rsux^^^-rs^ ll^Ao fcfcU 

sti&i\, ) fribm^Ltcmn mmtm, iE^im ^«gL<tiiE;t 
(iMs ifiiJts J^ Pi^ #) ) tctetj-&&§£n%<DM-a 

*0|J^7°? K£=l- K"TS/1N0|J 10 \y^? K©#S^ ±^L/c*fgBE©S4 

'J ^7°^ KZ =1 - Kf £*° 'J 7 ? b*51 K©*£d^;££<fcrfltdiffl * v 

>££U K£=l- K"TS/1N0|J 10 

K7^di3tifciI^tcti^tc<lIiL^i\ ^tC'lELTi^ Sfctijffitfii 

frLT^a^-pS^tcg^^ ^©'1E©W 

Ms £ tc ti^©3ttT©WM tc o IN T £ §iti£"t £> b tl £> o 

[0179] *fgB£tii:^ »^^^^H^tl/c^^tCtfS^B^©ffl^/lN0|J^7° 

51 KSfcti^Hfe^'J'*:/^ K£=l- K"TS/1N0|J 7 ? K©#S£S*S 
£LT, FGFRPlS;m^W-rS^^^#W-rS^^iJ (JU"F"eU£B^f £ ̂  
sy) Mffl^tisE^^M^-rs^itcr^-rso 

[0180] *mi(»l5fe£ LTti, Ufafttcti, (^E^S/cti^tC'lELT 

^£>RTtg1f ©&£#«, t: StcH^^tL^iNo ) (HjlflUt 

, lE^im IIWK tiIE;t«£#fr&ffll« dfir^ ifli;*, ^ Pi 

^ m ) K©#S^, ±^L/C^B^© 

s 'J^y°? ti/c±ln~tCtis FGFRPlSSttfc 

(j^T-ei^B^-rs^fcy) «s^tisE^ 

t LTmftt&jjfe&mfbti&o 

[0181] *%BM(Djj%tLTli, ^ £> tc% (^E^S/cti^tC'lELTiNS 

qrt^©fes^o n Ktc^^^ti^iN0 ) fribm^Ltcmn mmtm, IE 
^im IIWK tiIE;t«£#fr&ffll« dfir^ ifli;*, ^ Pi^ 
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±s&Ltc*%m(DWk'gtf,)'<70? K£=l- K"TS/1N0|J 10 K 

£ =1 - Kf s *° 'J 3? ? u^51 Ktf&ai 3 ti, FGFRPI 

mTzmmtzt&v) tfM3 
tiz&gt LTmftt&jjfe&mfbti&o 

[0182] rFGFRPMS^iJj gfcti rFGFRPMSIfSlbl^lJ ti 

, ^tl^tlS^fttCffll^tl, ±7&Ltc*m% tC£tf£FGFRN IPt,N 

7 $ 'J -tCS 

(fibroblast growth factor receptor; FGFR) Ufo-oT^ FGFR1 

% FGFR2, FGFR3, FGFR4£#frFGFR7 7 $ <J-tCS~tS 1 -DlU±(DHM(DFGFR 

&3;L<ti^ L K0FGFR0 

6£fcti7tC§B*63ft£7$y^BB^Jfr£&£t: KFGFR3 (cDNAIB^j : ttit 

tl!3^lJ#-§-1 0,11/ GenBank Accession No. : ^tl^tlNM_001163213.1 

% NM 000142.4) (Dfe&Zm^tZfe&ZGtZit&ynZlBimtZo 

tc fc tf s FGFRPIS^IJ tc tiN ^ (D <b^ tf FGFR©S1f £ Pitt £ 

^ # -r i> PB y ftS© FGFRPIS^IJ tf 3 tl £ o 

[0183] MfrfttCti, (1) FGFR0Kinase;£'|4©PlSN (2) FGFR, TACC3, £<££/ 

BAIAP2L10^tCfetf (^y V—fb) ©1#, (3) FGFR£^> 

LtciyO'i-M^M (MAPKHE&, PI3K/AKTHE&) 0PIS (mti\ MEKPlS^iJ, 

RAFPIS^IJ, ERKPIS^IJ, PI3KPlS£lJ, mTORPlS£lJ, AKTPlS^lJ, PDKPlS£lJ, S 

6KPIS$IJN m , (4) FGFR0^iiM®PlS(^iJxti\ siRNA, HSP90PlS$iJ, 

%)<Dwmm&ztitz&n<Dibim ^ mmm (SIRNA, yy?^y 
7,m&s m) tfs#3tis0 

[0184] *fgB£tC£tf SFGFRPIS^ LT^#3tl£FGFR©S1f £PMf 

w-rafttttcti, K-eiisy^tis^tfs#^tis (RG7444, F 

P-1039, AV370, PRO—001) 0 
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[0185] SFGFRPIS$IJ£: 

tlTl^S'fb'n^ (Cancer Research, 2012, 72: 2045-2056; J. Med. 

Chem., 2011, 54: 7066-7083; g^MWO2011/016528^) N (2) )%(D 

: AZD-4547 (^©^2-1 

©lb£^C) N BGJ-398 (^©^2-2 ©^tlD) N LY-2874455, cediran 

ib (AZD2171 ; ̂ ©H2-2 ©{b£^ E ) N PD173074 (^©H 2 - 1 ©<b£-

^B) N regorafenibN ponatinibN orantinibN nintedanibN masitinibN Len 

vatinibN dovitinib (TKI258 ; ̂ iK©^ 2 - 2 ©-fbo"^ F ) N brivanibN voLa 

sertib, golvatinib, ENMD-2076, E-3810, XL-999, XL-228, ARQ087, Tivoza 

nibN motesanibN regorafenibN &<££/ (3) tlS'fb'n^tf 

[0186] [<fb1] 

(s^ R,~R4(t ; 

R^^ tKp+^x /\P*>7 A — KPs C1_4/\P7J^ 

M ci-eyjis^M c2-6yju<r-M c2-6yju^r-M c3_7*>?py 

)[/^r Jk C 6 _ i o 7 'J JUCi_477JU-^rJk O R 5,, N R 6 R 7N (CRg 

R 9) n z. 1 s c (O) NR12Ri3% S R 1 4 N SOR15, S O 2 R 1 6 

, -NR17S02R18N COOHN 1 ttc&im. 

©ST'M^^tiTl^Ttctl>'C6_1o77lJ -Jk 

1 5 ~ 1 OlAjp? >J-JH u < 

&3~ 1 Om^?l=lSsO 'JM -COR19S -COOR20S -OC (O) R2 

V^N 
R4 H ( I ) 
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i% N R22C (0) R 23* N R 24 C (S) R 25* c (S) N R 26 R 27 

% S02NR28R2g,, 0 S 02 R 30* S 0 3 R 3 T ^ /c ti S i (R32) 

3 U ; 

R2teU + /\P^X -hP* C1_4/\P7J1/^ 

Jk c,.67^k c2_67;i/^--;k c2_67;i/^r-;k c3_7i/^P7 

JU-^r Jk C 6 _ 1 0 7 'J JUCi_477JU-^rJk 0 R 5% N R 6 R 7% (CRg 

R 9) c (0) NR12R13, s R 1 4, SOR15, s 0 2 R 1 e 

, -NR17S02R18N COOHN 1 ttc&im. 

©S'CM&StiT^Tfc JaNC6_10 7'J -Jk b^kiL LT5SJR3 tiS 

1 St ct 5 ~ 1 OM^T^P T'J-JH L< 

l£3~ TOM^TOSsO'JM -COR19S -COOR20S -OC (0) R2 

i% N R22C (0) R 2 3 % N R24C (S) R 2 5 % C (S) NR26R27 

% S02N R28R29N 0 S 02 R 30% SOsRsi^/cti S i ( R 3 2) 

3 L ; 

S/ctiR ! £J:tfR2&N 3~ 

1 OIATPS//? 5~ 1 Om^nT'J -Jis^jfMLs 11^ 

^PS/? 'JjU^/ctil^^PT7'J-Jki* /\P^>T'M^^ tiTl^T t> ct 

< ; 

R3Wi, C1_57Jl/+Jk C6_107'J->'UC1_67>iU^>iUS/ctiC1_4 

/\P7J^i^^U ; 

R4ti* &Ms APfy, C,_37J^Jk C1_4/\P7Jb+Jk kh'P^r 

Ss s ^77% — K P% C1_47JHI+N>N (CH2) nZ1% N R6R7N 

0R5N C (0) N R12R13N SR14N SOR15, SO2R16\ N 

R17S02R18N COOH, —COR19N — C 0 0 R 2 o% —OC (0) R21 

% N R 2 2 C (0) R 2 3.. N R 24 C (S) R25N O (S) NR26R27 

% S02N R28R29N OS02R3O SOsRsi^/cti S i (R 3 2) 3 

%£7F. L ; 

Ati, 5 ~ 1 Om^?UT,J-)l'm£tcteCe-io7,J-)l'MT:-fo<>J ; 
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R5tic c3_7^ c3_7^o ayju^juc ,_3 

^JU^Jk C2_677;U>r->/k C 2_6 "Jk C1_4/\P7J^Jk C,_ 

3 7JI/P C I-47JU*M C 1 _3 :PJU=I ̂ risC _4:PJU=I C _4 

;k c1_477^y T^i^k c !_4;P;U^;U;P$ y c1_477;u^;k V (c^ 

47J^Jb) 7^yC1_47J^Jk C 6 _ ! o T7 'J —Jk Ce-TQ^'J-Jl/CT-a 

7;u^;k b^tLLxm^n^> 1 £/^i^&©S"CM&3*iT^T 
:fcctlN3~1 0 Jt^x • :> ̂  'J JUC ! _3 /'JU^rJk 3~1 0 ft^"^ • is 0 U Jls 

s 5~ 1 Om^UT'J-M 5~ 1 OlAfP7lJ-Jl'C,_37J^Jk C 

,-6ty b Kn**>:PJU*Jk CT-eS/t: K • *ris 7)ls*)\s £ fcti C ! _6 K lJ 

b Fn*is7Jl<*J\/%7jkL ; 

R 6 33 <£ t/ R 7 ti, H—~CbM&'3~C:b £ < s ttitHs 7KBs C1_4 77;U^r 

Jk C2_677;u>r->ik c2_677;u^-;k c•,_4/\P77;u^;k 
Zl^isC I_4TJU*M C6-io7,J-Jl'Ci-3TJl'lrJl's 3~1 OI^TP^ 

? 'JJUC^TJU^Jk 5~ 1 Om^nyj-JlsC 1-3TJls*Jlss C!_6f 

y b KP+^JU+Jk C,_6^bKP + ̂ 7^Jk C,.6MJbh'P^> 

T)ls*M 3~ 1 Om^TUis? "j;k 0,-47^7^ C1_477;u^r 

jb7$yc1_47j^jk y (c 1_4T;U^>IU) 7^yc1_4rji/^r;i/Stctt 

y7y (C,_37W) 

TU3MfilJI:F£:Htt;:&oT3~ 1 OlArPi/^ 'JJU^/cti 5~ 1 OM 

P ~7 'J — U ; 

n ti 1 ~ 3 ^ L ; 

Rs33cfctf R9ti, H—TbM&'^'Ctf J: < s "ttiftiiKMs C ^_4y )V^-)V 

S/ctiR^^t/Rgti, LTl^Sj^ 

z ! ti, 7m NR10R„, -OH, S/ctiQ^tf 1 

£ fcti^&OSTMt&^tiT^Tfc <U^3 ~ 1 Om^?uisO <J JH L < ti 

5~1 0 P T 'J — JIS&TF; L ; 

R i 033<£t/R 11 ti, M—J; <k 'tti^'tiC T-47)IS^)ISS 
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C2_6TJU0--M c2_6 C1_4/\p 

is C ! -47 Jl/^JUs *>TS (C ,_37W) ^fcltC 1_3TJU^JUXJUtf-

)UC 1_4T)U^)U^^tti\ Sfcti R ! ofcNJ:t/R ! ! ti, ^ tl £ L T ̂  

3~ 1 0M^p^'>uu3;/cti5~i OI^T 

P^'J-JU^JFMLTtJ; < ; 

R 1233ctt/R 13ti|W| —T t ct < , ttlttl7KBs C1_477;u^r 

Jk C2_677;U>r->/k C2_67J^zJk C1_4/\P7Jl/^k C^T^U 

H+,yC1_47Jl'+Jk C6_107'J-;k 5-10M^P 7'J-Jk 3~ 

1 'JJk C 6 _! o T7 'J —-/UC ! _4 77-'U^r-'U, 3~1 OI^TP 

lUK^-sT^U^k 5~ 1 Om^nTV-JlsC J 

(C ,_37W) , Cl_377>'U^>'UX;U/lN-;UCl_477>iU^>ik 3~1 OM 

SsSti£SIL 5~1 0MAXP7 ij — ){,£. felt 3 ~ 1 0 M^7LW>'0 'J 

Ti>\ S/ctiR12fcJ:t/Ri3ti* ^ti£>tf^LTl^MSlJl^£-fitted 

<^iilLT5iiJR3tiS 1 S 7tti}fi£®S"eil^£ tiTl^TtJ: 

l\3~1 0M^P:>0 'JJlsb L< ti5~ 1 OM^P^'J-JU^JFMLT 

£<£ < ; 

R i 4 ti, C T _4 T^JU^Jk C 2_6 —Jk C 2_6 /'-'U^r—Jk C i _4/\ 

P7Jb+ik 1 S/cti*f$(®g-eM^3tiT^ 

Ttcfc^Ce-TQ^'J-Jk SfctiQ^fr^iilLTM^tlS 1 ttc&im. 

GDg-eM^tiWCt<£^5~ 1 Om.^?uyiJ-)\y^ L< ti3~ 1 OM 

R15ti, C 1_477;U^;k C2_6^JU^-Jk C2_6^JU^-Jk C1_4/\ 

P7Jb+ik <^iilLT5iiJR3tiS 1 S/cti*t$t©g"eM^3tiT^ 

Ttcfc^Ce-TQ^'J-Jk SfctiQ^fr^iilLTM^tlS 1 ttc&im. 

©g'eM&StiT^Tti <£^5~ 1 0 M^T1 UT 'J —JUt L < ti 3 ~ 1 OM 

R 16ti% C T -47)[/=%• )[/s C 2-& 7)\/—Jk C 2-& 7)\/—Jk C i _4/N 

P7KJk P^fr^iilLTM^tiS 1 £fcti^&©g-CM&3tiT^ 



WO 2014/051022 104 PCT/JP2013/076200 

1 StemIts 
©g'eM&StiT^Tti<£^5~ 1 OM^P^'J-Jl/fc L< &3~ 1 OM 

lUU^L ; 

Rwlt /ctiC ! _4L ; 

R18tiN C ! _4 T'JU^rJk C2_67Jl''^-Jk C ^eT^U^ —Jk C1_4/\ 

P^JU^Jk 1 

Ttcfc^Ce-To^'J-Jk 1 ttc&im. 

©g'eM&StiT^Tti<£^5~ 1 OM^P^'J-Jl/fc L< &3~ 1 OM 

R i g ti \ TK^\ CT-4? JU^Jk C3_7V^P7Jl';^rJl'N C i _4/\P 7 Jl/^ 

Jk C6_107'J-;k SfctiQig¥fr^iiiLTMJR3ftS 1 Sfcti*f$(®g 

-eM^tiWTtcU^-1 OM^P^'J-Jl/fc L< &3~ 1 OM^T 

P*>? lUU^L ; 

R20teN C i-47Jls*M C3_7>>^7P7^Jk C1_4/\P7Jl/+Jk C 

e-To^'J-Jk 5 ~ 1 OM^7LP7'J-;i/Stctt3~1 OM^TP^^ 'J )[/ 

%£7F. L ; 

R21ti, C i-47Jls*M C3_7>>^7P7^Jk C1_4/\P7Jl/+Jk C 

6_10yj-Jis 5~ 1 OM^7LP7'J-;i/Stctt3~i OM^TP^^ 'j;u 

%£7F. L ; 

R22ti% TK^N C T-47 )[/=%• )[/i£ /cti C ! _4/\p 7 )[/=%• )[/jk7jk L ; 

R23teU 7K^ C 1_477;U^r>/k C3_7>>^P7J^Jk C •, _4/\P7W 

Jk c6_107'j-;k 5~ 1 OM^7LP7'j-;i/Stctt3~ 1 OM^TP^> 

^ 'J U ; 

R24ti% TK^N C T _4/cti C ! _4/\p 7 )[/=%• )[/jk7jk L ; 

R25ti, c 1_477;u^;k c3_7>>^P7J^Jk c 1_4/\P77;u^;k c 

e-To^'J-^k 5~ 1 OM^7LP7'J-;i/Stctt3~i OM^TP^^ 'j;u 

L ; 

R 2633J:t/R 27tis ^tl^'tlTK^ C1_477;U 
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C2_6C1_4/\Pc ,_3y 

JUZldri/JUC T-47)ls*M C6_10T'J —Jk 5 ~ 1 0 • 7 'J ~M 

3~1 OiAjP *>?'JJk C6_10T'J-)lsC 3~1 OlA 

5~ 1 0m^?UT'J-JUC1_3TJU^M :> 

yj (C ,_37W) % C,_27)\y^)\yX)\ytf-)\yC,_47)\y^)\y. 

3~1 0 S 7c ti R 2 633ct t/ R 2 7 ti% -^ti^tfilp-n LT 

^£Mf!lJ!:F£Hti;:&oT3~ 1 oivpi/^ tuus/cti 5 ~ 1 01^ 

R ss&^t/R 29^ C1_477;U 

^Jk c2-67ib^ik c2_67i^-ik c1_4/\P77;u^;k c^;7 

;u=l^^>iuc1_477>iu^>ik C6_107'J-;k 5~ 1 OM^P^'J-Jk 

3~ 1 OIATPS/^ !j;k C 6 _! o T7 'J — JUC ! _4 /'JU^rJk 3~1 OIA 

7^Pi>^ "Jjl/CT-a^Jl/^rJk 5~ 1 OM^-^P^'J—Jl/CT-a^Jl/^rJk s> 

7 7 (CT.ST7^^^) % C,-3-7)\S*)\SX)\S*-)\SC,-4-7)\S*)\S, S/cti 

3~1 0 jysSSi£St£:;^t"A\ S 7c ti R 2833ctt/R 29&N -^tl^tf$p"n LT 

^£>MfilJI:F£Htt;:&oT3~ 1 OiAjPi/^ 'JJUS/cti 5 ~ 1 01^ 

^P^'J-JU^JFMLTtJ; < ; 

R30tis C 1_477;U^r>'k C3_7>>^7P7^Jk C1_4/\P7Jl/+Jk C 

e-To^'J-Jk 5 ~ 1 0*^TLP7lJ-;i/Stctt3~1 OiAjPi/^ 'J ;u 

L ; 

R31ti, C 1_477;U^r>'k C3_7>>^P7J^Jk C1_4/\P7Jl/+Jk C 

6_107'j-;k 5~ 1 o*^TLP7lj-;i/Stctt3~i OiAjPi/^ 'j;u 

L ; 

R32ti* C1_47>»U^>iUS/ctiC6_1o77lJ->'U;&^L ; 

<pm> 
/\p>f>N 0,-47^ C1_4/\P7ib^k -OH, C1_37Jl/P + 

*X C1_3/\P7J^+,X 3~ 1 Om^?Uiy<7 'J J\s7 $ A -S02Ri6 

% -CN, -N02S fcNJ:t/3 ~ 1 Om^Tni/9 'J Jk 



[6810] 

[e^>] [88 L0] 

CT] [Z.8L0] 
0irf, L 

irz*~LOja^sp v6Lyoo- vif^irzno^L~zo V2ON- VNO- V 

9Ly2os- v< £^irfi ^^a^vMo L ~s vir^ifz<^in.H q n H 9 

^^9_Lo q ^i9_L o v<^ 
-£i=ifze~Lo 'HO- vif^irzin\/fr~L o vir^irzfr~Lo v<^a\/ 

<*iO> 

00Z9/.0/£I0Z<IfAL3d 90U ZZ0IS0/H0Z OAV 



WO 2014/051022 107 PCT/JP2013/076200 

[<ft4] 

-N 
N' 

H 
-N 

I H 
NL M O. 

Nk O 
CI' 

.O 

[0190] [<fb5] 

[0191] [<fb6] 

N 

-N-

•NH NH2 F 

-OH 

CT OH 



vgir-^.^-s vgir^irvi=io^ VS 

ir-0qn0£-i vgir-^x [z.610] 

> n ££$ "a^a^a^If 
$NS*i-y£&$I! Vi^ag^W^fO)® L (iifi^d s^$ 

cms) ^SE®i L >#<f/ v?i Mr=^irzj <2^1^21*11^ [9610] 

sgir-^<v vgir=^.£-s v 

"Y<^) s^-^.C-z vgir=^.£-i Vgir=vm0£-s Vgir~vn 

A-L vgirf,z vgir~3 ^liUMw vxn^"ir=4irz [96I0] 

°<2:^pfi#;?#g/ir=4/ir^9~i!o v?i>n£i$ vxn 

:?gir=^irz °<2:$a^:?2<2::?^ra^<^H £1--/£^£M<2:<5j? v ( 

z) <^<,fr^¥1^¥ (3) v¥im^W#l3>^G0^B3 v 

X^T21M3S0 ^Mja^SP^B3 °a^^0^0¥lcli 

$NS¥i^£&$i! 1 <241*3 (iift^zds^na 
cms) ^Sz®i L >#<f/ v?i Mr=^irzj <2^1^21*11^ [^10] 

s 's v 

f^D^ir^)f^-s '3 vgir^<vA> Vgir^<v vgir^.^-i 
vgir^.^ - s vgir^.^ A > vgir^.^ - u vgircq m0£ A > vgircq • 

c£-u ^gir^i vgir^ V?i-1W#M v?ixn ^"ir^irz [£610] 
°<2V[.<i 

£)&&p$tW/\(*/\(£e~lo vSir^irzfr"Lo vgir^irz9"Lo VS1^ 

irZ0 ( °<2:4¥dE^:?^(2:<Si®f b ~ d rb"dQj ±Tc\ v 

9_Lo) 9~ L5g|iif^?i >n v?ixn :?gir^irz 

111^-14^# Virago)® L L 
zimmwcDnwbwmwffiMwm Mr^ir^j <^^1^21*11^0^ [2610] 

00Z9/.0/£I0Z<IfAL3d 80U zzoiso/noz OAV 
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[0198] UtCti, t 1 M £ tc ti 2 M U±(D -

n" S/ctiHjfi •?> d hifTi'x* §o 

[0199] *0Mffl»tc£tt£ r^p^u^juj ti, MS/c(m0^:tSiLfcS 

V\(D 1 ,fl©SsSB^^'fb7K^S;&^o^U tf:>^P3IL X tfPSi^'afo 

o ^>^P7W^:LT, fc?3;L<tis C3_7^ p^JU^JUg&^^tf £ 

ti£0 :>^ P7W1^ LTtiflr^tcti* ^0 P 7°P tfjug 

% i/^P7*fJH, :>^ p/^>^;uSN :>^7 p/s^JUg, i/<7 

[0200] *0£lffl»tc£tt£ ri/^p7ji/+jb7ii/+jbj ti* fu§E£« r^u^uj 

fulE^ft r^ p^ju^juj -eM^L/cg£EP*~t 

£0 n7)\s*)\s7)\s*)\st LT, fc?3;L<ti* C3-7i'^P7WC1_ 

£>*U flr^tCti* fctZl& :>^ P7°P tfJU^JUg 

% P7°P L^Ux^JUg&^tf^tf £>tl£0 

[0201] *0Mffl»tcfctt£ r/s^pj^^j tiN iii? (N) N iii? (0) t 

fctifijSEltJjii-? (S) ^:^R^t"'2)o 

[0202] *0£lffl»tC;i3tt£ T/\p>f>j tiN 7'>^H^ ililf, 

ti3 §o 

[0203] *0Mffl»tc£tt£ r/\p7;u^;uj ti* ll-xtis?^* fc?3;L<tii~ 

9 j|HN ^ £> tc£? S L < ti 1 ~ 5 j|I|®tuHE r/\p>f>J^^j tffuHE f yjl/^jl/ 

J tCilp-n L/cS?:^To 

flr^tcti* fctZl& ^pp^fjH, ^'^pp^fjH, K'J^PP 

^JUS* 7;U^PP<51>'USs ^JU^P^JUS* ^^JU^PT^U^JU 

g (mti\ K'J 7;u^p^^;us* -CF2CF3&£)N 2, 2, 2 — K 

'J 7;u^px51>'us^^tf^tf ̂ ti^o 

[0204] *0Mffl»tc&tt£ ryji,=iir*>] ti* tulE^ft© r^u^uj ff^Ltc 

SfS L< tiC1_477>'UP^^S* C^T^UP 

£>tl£0 7;UP^ri>^ LT, flr^tCti* ^ K 

^:>gN 1 -7°P/lN°^ri>S* 2-7°P/lN°^ri>S* n-7"h^:> 
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S* i h^rs>S> sec-7" K +s>S, tert — 7" K if $>lf £>tl£> 

o 

r/\p7;u=i^^j ti, HD-xtis?^* fc?3;L<tii 
~9j®, $ L< ti 1 ~5r/\p>f>j^^j tffuiE r:PJU=I 

%-isJ L7cS£^t~0 

^ftftjtcti* ^PPp<h^:>S* K 'J £ p pp< h^:>S* h 'J 

7Jb^P^ btl% 

[0205] r^'J-JUj ti, i ft 

%L<teC&-,0-7*)-)\st£E1fmibtiZ>o T 'J —)lst LTtim^tCti* 

fctx ti'* 7x~JUS* ±7 ̂ JUS (/c^xti'* 1 -±7?)\y&, 2~±7 

?)im 
[0206] ^0^iffl»tcfett^ ti* i ^ 

0 s^^jiti* <£ <* 

ju^jFMLTtcU^ Sftu<ti3~i o 

XfoZ> (3-1 OMfllBSsSBS) o LTti* mti'* ^OuT)l* 
)UMs ^ouT)\y^r-j\yms isou-y^-^mtzzifmibtizo 

[0207] r^p^'j-juj ti* L< 

ti i ~ 5 i©Af p jg? ssf it© 1 mmmm&zmmt&o 
/s^p^'j-^uti* tiTi^Ttct <* ^mx^m^m (tct 

xti'* ^>-tz til£Jl^P 7'J-JUS^is^-L/c 2Sit^p 7'J 

-JU) BS^^jS-T-SH^OtStiSfS L< ti5~ 1 0XfoZ> (5~ 

1 01^x07 ij —JU) 0 

[0208] Ajp7 'j —j[/t LTtiflrfr^tcti* tct?il£, 7 'J JUS* ^X-JUS* 

t°p IJJUS* -f $ yvuJUS* tf^v'jJUS* ?TvIJJUS* -iv?yvIJ 
JUS* JF^-It'/Ij JlsS* -f V^^ritV'J JUS* ^^^^77"^ JUS* 5L77'V 

7 V 'J JUS* K 'J T V <J jus* x- h =? V 'J JUS* tf 'J y JUS* tf 'J $ VJUS 

* tf ij *?V—JUS* tf^S'—JUS* K 'J yV—JUS* ^>l/77-JUS* ^ 
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>y^x-juS* s<ysJ?TVTsJ\) )\/S* s<ysJ?TsJ\) JUS* 'oy* 

^y 'J JUS* ^ > V* **fVT V 'J JUS* ^ > W $ y V 'J JUS* -f > K 

'J JUS* -f V -f > K 'J JUS* T+fJ y K 'J JUS* -f > y V 'J JUS* ^ J 'J JU 

S* -fv^y'JJUS* ^>yu-jus* ^r^-yj-JUS* ^y^HfJ-JUS 

* ^ > Vy> * V 'J JUS* -f > K 'J v-JUS* -f $ tf 'J vJUS^ if tf P 

tfbtl£o 

[0209] *0Mffl»tC£tt£ r/s^p^/7 IJ JUJ ti, BB £ It/St"-SJI^tcafi: L< 

tii i mmmm&zmmt& 
o ^P^'JJUti, Jl^tC^tt, Hfii|p-n LTl^T t ct < * 

tilt^t 3 ftx ;b JU^JU£ JFM L T t <£ <, 

L< ti3~ 1 OZfoZ (3-1 OM^^P^^'JJU 

) o 

[0210] ^?Ui/0 'J J[/t LTtiflrffc^tCti, tctX^s ^^r-tz^-JUS* ^ tl K 

P 7 'J JUS* ~f~ K ^ tl K P 7 'J JUS* y tl K P tl°^ — JUS* ~f~ K ^ tl K P tf 

^-JUS* 7^ K ^ tl K P tl° 'J yjUS* "EJU/IN 'J - JUS* ^^"EJU/IN'J "JUS 

, tf p 'j y-JUS* tf^'jy-jus* tf^y-jus* tf^yjy-jus* 
^$yyij-jus* -f^yyjy^jus* ^^Htyj^-jus* -fvtf^-it 
y IJ v-JUS* ^77'J V-JUS* -f V?y 7 'J V-JUS* f7y7yj v 

—jus* ^-tz^y—JUS* ^^Htyj K>S* JUS* 

y^^ntyjjus* y^^r-v^—JUS* jusft^ftf^tf^ti^o 

[0211] *0£lffl»tC£tt£ ryj-ju^ju^rjuj ti, fulE^ft ^JU^JUJ 

M(D7mWsT?k, r7 'J —JUJ -eM^LtcS£ItP*-t£o J7 'J —JU 

7)\y*)\st LTti* L< tiC6_10J7lJ-JUC1_477JU^rJk C^o^'J 

-JUC1_377JU^rJU^(>:,tf^tf^tl^0 ^ftfatCti, tct7L&, ^<>yjus* 

7xt^JUS* ^^JU^JUS&iftf^tfbtl&o 

[0212] *0£lffl»tC£tt£ T/S^P^'J-JU^JU^TJUJ ti, fulE^ft T^JU^JUJ 
|4]CD'f:£1tCD7.|<.^J^:?;£* IU§EAE!I1 r^s^p y 'j — JUJ LtcS^ltP^t" 

£0 AXP7 'J —JU^PJU^rJUi: LT* L < ti* 5~1 OM^P^'J-
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JUC !btl, flr^tCti, tctXlt, t:°P 'J 

s -<)is*?)us, egt 

)ly/?)lyMs *y <J)1>>(?)1> Ss tf'J V)\sJL?)\smt£Z1fmi btlZo 

[0213] *0££ffl»tC£tt3 r^?U->? 'J JUTJIyJrJU] fiN fulE^ft 

cP(DftMCD7kMI£IF%:s fulE^ft r^TO*/? IUUJ TWi^LfcS%:Mo£t~ 

£0 ^?ni/<7 lJ )\s7)\s*)\st LT, fcfl;L<tis 3 ~ 1 OM^P^'J 

i^tl, m^tCti/chpLti', =E)lt^J-JUX ?JU 

Ss Jly7}\'J —JlyJl?JlyMs 'J — Jly f- ?J\/Ss tf P 'J V — JU f- ? 

JUS, tr^'jtf^v^ux^u 
S% ~JUp< £>tl£0 

[0214] r^ y t KP^r^^JU^rJUJ ti* fufE£« r^jU^JUj 

^(D\iU(o 1 1 ^®7Kiis-eM^L/cS^mp*"r^o 
KP^r^^JU^rJU^ LT, CT-S^E J L KP^TJU^Jk C2_6 

L Fn*i/7 )\s%-)\stZ:£1f^ibtl, Mfr^tCti, tc£X\&* LKP^r 

1 -t KP^r^Xf^i, 2 - t 

tC'aS tl'So 

[0215] KP^rV^JU^rJUJ ti, tulE^ft T^JU^JUJ * 

©fi#.©2{®07K^^^;&2{®07j<II#"eg^L/cS;&EP*"r^o yt: KP 

LT, ^SL<ti* 0,-6^t KP^vT^U^Jk C2_6yt 

£>tU ^rfrfi^tCti, /ch^ti'1, 2-^tKP 

*ci/JL?)\s S% 1, 2 -y t KP^ri>70P tfJUg, 1, 3-ytKP^ri>70 

P tfjUS&£tf ̂ tltC# ttl£0 

[0216] *0Mffl»tC£f:f--g> r K IJ b Fn*is7)\s*)\s\ ti, tu!S^« 

*©frit®3M7KSiJii?£3i®07Ki££-?M^L/cg£itp*-r£o hut 
Fn*^7)ls*)\stLT, ^fSL<tis C^e K 'J t KP^TJU^Jk c2_ 

6 K >J t: )\s*)\/tSiE1$mibtiz>0 

[0217] *0|lffl»tC£tt£ \7)\>^*^7)\/*)\>\ ti% fulE^tt r^jU^JUj tp(D 

tulE^ft© r^JUP^r^J Tf^L/cI^tSti.o 7 
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JUZldrSyTJUdrJUt LT, L < lis C1_37J^Jri/C1_47J^Jk C 

! _3 /'-'UP C 2-4 /'JU^JU^ if if^tf ̂  tl, flrfr&^tCti, $|].3_ti', ,X K 

*> X ? ) U & if if Z. tl t C # £ tl £ o 

[0218] fT)l'=l*isT)l'=l*isT)l'*)l'j ti, fu§E£« f7Jl 

^*^7)\s*)\s\ ^(DMrn(D7)\s*)\stp(D{im(D7kmWsT%:, fu§E£«© r 

T)l,=l*is] -eW&Lfcg%MRTZo 7JU^ + ̂ 7JU^^^7JU+JU^: L 

T, fc?3;L<ti% C1_377>'UP^^C1_4 77>'UP^^C1_4 77>'U^>ik C,^ 

T7 J U P ^ *> c 2 _ 4 7 J U P ^ *> c 2 _ 4 7 J U ^J U & if tf p tf b tl £ o 

[0219] rT7^ y 7)\s*)\si ti, fulE^ft r^jU^Uj 

(D7mWs^^s 7$ yg-eM&Lfcg£Sl*-f£o 7$y7JU^Ug^Lt 

% fc?3;L<ti% C1_47$;7JU+Jk C2-47< J7)\s*)\st£Zfifmibtl 
*g) o 

[0220] \7)\s*)\s7< J J ti, fulE^ft© T^JU^JUJ tf 1 j® 

^L/cT7^ ^JU^JU;7^ y i: LT, fc?3;L< 

ti, C ,_47)\S*)\S7< J tZtfifmibtl&o 

[0221] ry^ju^ju;7^ y j ti, fu§E£«© r^ju^juj tf2 

^^L/CT7^yg-efe££<>:£EP*u l^ju^jutiiwi—-ets&^-rt 

<U\ y^JU^JUT7^ y i: LT, ^f^L<ti% *>* (C •, _477JU*JU) j^yft 

iftf^tf £>ti£0 

[0222] *B.£lffl»tC£tt£ r^jU^JUT7^ y ^JU^JUJ ti, fulE^ft© r^JU^JU 

J tp(D{!M(D7kmWsT%:, fulE^ft© r^jU^JUT7^ y J T?M&Lfcg£S 

P*"t£0 7)ls*)ls7< J 7)ls*)lst LZs SfS L<ti% C1_477;U^;U77$y 

c 1_477;u^;k c 1_477;u^;u77$yc2-4^>'k;^>,k7^iftf^tf^ti^o 

[0223] ry^ju^jUT7^ y :PJU^JUJ ti, fu§E£«© r^ju^ 

;uj tp(DttM(D7kmi£T$:s tulE^ft© ry^ju^ju;7^ yj -eM^L/cg 

£EP*~t£o V7)\s*)\s7<J7)\s*)\stLT, ^f^L<ti% y (C1_477>'U 

^JU) 7<y c ,-A7)\S*)\S, V (c 1_477;U^;U) 7$yc2-47juw 

if if mi bti^o 
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[0224] 'JJU;7^ J j ti, fu§E£«© r^p^ 

'JJUJ tf 1 ^P^? 'JJU;7^ 

y^LT, fc?3;L<ti% 3~ 1 OM^P^^J JU:P$ y ft^'tf^tf £>ti£ 

o 

[0225] *BEIffl»tC£tt£ \^7 J 7)^^)11 ti, fulE^ft© r^ju^juj cp(Dfe 

M(D7kmmT$:is7 y g-eM^L/cg£EP*~t £<> ^>7y7J^J^ LT, 

fc?3;L<ti% i/7y (C^s^JU^JU) ftiftf^tf£tl£0 

[0226] *BEIffl»tC£tt£ r^jU^jUTJU/l-N-JUj ti, tulE^ftCD r^ju^juj tf 

^LtcX)\sfr-)\s& (IPt>, 7W-S02-) 

^PJU^F-JUTJU^—jui: LT, L < ti% c^s^ju^ju^u^juft^tf^ 

tf^tl, flrfr^tcti, *?)\sX)\sfr — )\s, JL?)\sX)\sfc-)\s, n-7°Pti)\y 

TJU^-JU, i -7°P tfju;uu*-ju&£'tf ctuc-a^ti-So 

[0227] *BE!ffl»tC£tt£ 17)\S*)\SX)\S*-)\S7)\S*)\S\ ti, fulE^ft r7)1* 

JUJ tp(D{!M(D7kmWsT%:mBfem(D \7)\s*)\sX)\stf-)\s\ -eM^L/cS 

%WMtZ>0 7)\s*)\sX)\sfr-)\s7)\s*)\stLT, fc?3;L<ti% C^T7^ 

JU7JU/1N-JUC _47Jb+Jk C !_3:PJU^JU;UU/1N-,/UC2-4 

tf^tf £>tl£o 

[0228] fulEit (I) LT, SfiStCti, 

[0229] tulE R i ti% fc?3;L<ti% 7K^ t KP+^>, /\P>f>, ^7 J, -hP, 

C ! _4/\P ̂ JU^rJU, C ! _6T7JU^rJU, C 2-67)\s*T—JU, C 2-6^7^;^'—^ 

, C3_7*>? P^JU^JU, C 6_! o T7 'J — JUC ! _4 7'JU^rJU, -OR5, -NR 

6 R 7* (CRgRg) nZlN C (0) N R12R13, SR,4, S O R I 

5, -S02R16, -NR17S02R18, COOH, P?¥tf 

ti£ 1 Sfcti^fi^ST-M^tiT^TtcU^e.To^'J-JU, 

ilLT31JR3ti£ 1 £fcti^t&©S"eit#l3*iT^T:fe> J;IN 5 ~ 1 Ol^f 

P^'J-JUt L< ti3~ 1 OS^jPS/^ 'J JU, -COR19, -COOR20 

, -OC (0) R21, -NR22C (0) R23, -NR24C (S) R25, -C 

(S) N R 2 6 R 27* S02N R28R29, 0 S 0 2 R 30% s O 3 R 3 1 ^ /c 
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ti — S i (R32) zZlb&o 

[0230] tulE R i ti% L< ti^ ?KM, t: + '\ufys J s C,_ 

4/\U7)U*)Us C ,_67)U*)US C2_6TJU*~JU, C 3_7 *> 0 • 7)U*)US 

C6_,0T<J-)UC,_AT)U*)U, -OR5N -NR6R7N - (CR8R9) nZ 

i% c (0) N R ] 2 R 13% SR14% S O 2 R 1 6* NR17S02Ri8* 

COOH, Pig¥fr^iilLT5iiJR3ti£ 1 £/^i^&©S"CM&3*iT^T 

tcfc^Ce-To^'J-Jk gfclZQmfr Z&iLLrmfcZtiZ 1 ttc&ffl&O 

tlTl^T t ct 5 ~ 1 T'J-JH L< ti3~ 1 01^ 

?nis<7 'JJUVfoZo OlAjp y ij —jut LTti^ftft] 

tcti^ ̂ yyjjug, ^X-JUS% bf'jy;i/Ss tf'jyy-;i/Ss tf^yj 

u < s 3 ~ 1 OlAfPS/^ 'JJUi: LTti^ftfttCti^EJl/Jix 

IJ -JU S, 7h7kh'Ptf 'J y;i/Ss 'j y " jugtf^tcfcf S L 

[0231] fulER2tis fa£L<tes 7KBs tKP + X /\P^X *>7 A - hP, 

C T _4/\P 77JU^rJU% C ! _ 6 ~7 JU* )US C 2-e77)U^T—)US C2_6 77)U*—)U 

\ C3-7S/^P7^k C 6_! o T7 'J — JUC ! _4 T'JU^rJk -0R5N -NR 

6 R 7N (CRgRg) nZ1% C (0) NR12Rl3% SR14, S O R 1 

5N -SO2R16, -NR17S02R18N COOH, Pmfrt>®itLL-cmiRZ 

tiz 1 S 7tti}fi£®ST'M}^£ tiTl^Ttctl>'C6_1o77lJ — JU, 

izLT5iiJR3ti£ 1 S 7tti}fi£®ST'M}^£ tiTl^Tt cfc5 ~ 1 OI^T 

ny IJ-jut L < IZ3~ i 'JJUs -COR19S -COOR20 

s -OC (0) R21N -NR22C (0) R23, -NR24C (S) R25, -C 

(S) NR26R27N S02N R2gR29, 0 S 0 2 R 30% S O 3 R 31 J /c 

ti — S i (R32) 3 T' •?> <> 

[0232] fulER2tis J: USfS L < tis 7KBs /\P fys c,_4/\p 7)U*)U, C,_ 

&7)u*)us -OR5N 1 

IS tlTl^T tctl>'C6_1o77lJ —Jk 1 S/cti*f 

tiTi^Ttct5~ 1 Om^uyij-juxfo&o i:w 

9 5-1 Om^?uyij-jut LTti^Wtctibf'jy;i/Stf^tcSfS 
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O 

[0233] tulE R i £> <£ t/fulE R 2 ti% £—$k 

iZti:-z> Xs 3~1 0 P is 0 'J JUS fcli 5 ~ 1 OM^TP 7 'J — JU^rM 

J$f o lit, §£^P:>^'JJUS/ctil^^P^'J-JUti 

&^TJFM1~-2> 3 ~ 1 OlAfPS/^ 'JJUi: 

JUg, IA\> 

[0234] tulE R 3 its $f£L<&. TKS^ C ,-b7)\s*)W C 6_! 0 J7 'J -JUC , .&7 

JU^JUS/c&C !-4/\P ̂ JU^rJU-efeU, TKSIS C1_477JU 

3fJk C6_107'J -JUC 1_477JU^rJUS/ctiC 1_3^JU7JU^P77JU^rJU-efe 

y, f#tCfc?S L< &C17JU*JU-e&£0 

[0235] tulER4&fSL<t^ TKSis APy>, C,.37JU^k C1_4/\P7 

JU^fJk bh'P^X ^>7A - hP, C1_477JUP^^>, - (CH2) nZ, 

% N R 6 R 7% OR6, C (0) N R T 2 R 13% S R 1 4, S O R i 5, 

— S 0 2 R 16% NR17S02RISN COOH, — COR19, — C 0 0 R 2 ON 

-OC (0) R2IN -NR22C (0) R23N -NR24C (S) R25N -C ( 

S) N R26^27N -S02N R28R29N — 0S02R30 — S03R31S/cti — 

s i ( R 3 2) 3X£>o 

[0236] fu§ER4t^ lJifS 1/ < ^-s y^Ms AP?ys c ^^JU^F-Jk c,_3^ 

JU7JU;* P^JU^Jk ^>77, * * >7JU/1"N ~ Jk LKP^>Jk J'JUP^ 

f#tc&?SL<^ TKS^ s/c&/\p^>-efe£0 

[0237] fulEAJi^ LTti, fcfS L< its 5 ~ 1 OM^P T 'J -JUJIS/ctiC 6_! 

07V-)\smXfoVs -f y K—Jk 7+f-iyF-

Jk ^yVy^ys ^<ys/?^y^y^ ^yV?ys/-)Us ^y'j>S/cti 

tf p —luxfoVs f#tcfc?s L < i&< y K-JUS/C&tfp-ju-efe-So 
[0238] tulE R 5 ^ % &fSL<t^ C !_57 JU^Jk C 3_7 *> 0 P 7)U*)Us C3.7is 

0U7)\y*)UC I-37)U*M C2_677JU>r-Jk C2_677JU^-Jk C,_4 

/\P 7JU^rJk C1_377JUP^ri>C1_4 77JU^r>;k C1_377JUP^r">'C1_477 
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JUP^C^^JU^Jk C J TJU*Jlss C,_ 

4yjis*jiss V (c,_47)\S*)\S) 7$y CT_4 ^ju^jk c6_107'j-;k 

Ce.To^'J-JUC^a^JU^rJk Q S¥ tf £Skit LTjiJR3 tl £> 1 

©g'eM&StiT^Tti <£^3~ 1 0 • *> 0 'J JUC _3 T)U*M 3~ 

1 0 JI^T1 • is 0 'J Jk 5~1 0 JI^T1 • 7 'J — Jk 5~1 OM/s7^nj7lJ 

-JUC T-a^JU^fJk c ,_6f y t KP^rs>7JU^rJk C^e^t KP+^7 

JU^rJUStcttCT-e K U tl Fn*isTJls*Jl,?foZ0 

[0239] fu§ER5^ C !_57 JU^Jk C 3_7 *> 0 P T'JU^JUC , _3 

TJU*M C,_4/\P TJU*M C1_377JUP^ri>C1_477JU^rJk C6_107 

•J —Jk C6-i 07 'J —JUC ! _377JU^rJUN Q?¥tf <^4ilLT}iJR3tl£ 1 S 

tiTl^T t ct 3 ~ 1 Om^?ais^7 'J JUC -3y 

jk 3~ 1 OM^P^ IJ ju-e&Zo icti^3~i oiAfp 

JU/'JU^rJUi; LTtis t°^^i^-JUx^JUg, tf *1z* " JUp< 51 

JUg, "EJUtfN 'J-jUx^JUgtff#tCfcfS L < % 3~ 1 OM^?uis? 'J JUt 

LTti Hifcfr^tctitf ^Tiz^ — JUgN T h7 li KP ti0;7—JUStff#^^?S LlN 

o 

[0240] fulE R e & t/fulE R 7 ^ % £FSL<tis ttit 

tl% 7K^\ C ! _477JU^rJUN C2-67H—JU\ C 2- 67JU-^—Jk C i _4/\ 

P^JU^rJk C1_377JUP^r^C2_477JU^rJk C 6 _0 T 'J-JUC _3 T 

Jk 3~ 1 OS^jPS/^ 'JJUC^^JU^Jk 5~ 1 OM^T^P 7^ U —JUC 

! _377JU^rJU% C,_6;Eykh*P+i/7JU+Jk C^eS/'t KP^r^^JU^rJU 

, c,_6 h 'J t. Fn*isTji,*ji,s 3~1 OlAfp *>?'jjk C1_477$y 

7JU^rJk C1_477JU^rJU77$y C1_477JU^rJk *>* (C •, _4T'JU^JU) T7$ 

yc1_477ju^jk S/cti^^y (c 1_3T7JU^JU) -efe^o 

[0241] fulE R 6 & t/tulE R 7 ti% lJ Sf S L < tis ^ti^fti&tz: LT, ?kBs C, 

_377JUP^r'vC 1_477JU^TJUN 3~ 1 OIATPS/^ "J JUC , _37JU^rJk 5 

~1 OM^T^P T'J-JUC T.g^JU^rJk S/ctiC !_6y t KP^r^^JU^rJU 

"efe-So HW93-1 OM^P^?'JJU^JU^fJUi: 
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^ Jl/Jfc IJ L < s OiAfp7 'J — 

)\sT)\s*)\sh LTtifcf'J ̂ jux^jugtf^tc&fs Li\c 

[0242] fe£Wi, tulE R 6 33 cfct/fulE R 7tis SfS L < tiN f tl£>tf^ LT^£ 

1 OlAfP^/^ 'JJUS/cti 5~ 1 OM^P 

T7 ij ~)\y £ JFM"t £ £ ^ ifX $ £o 

[0243] fulEntil ~3®^$(£^U fcfS L < ti^ ntil -?£>£>„ 

[0244] fulE R s33ctt/fulE R 9tis £FS L < tis M~Tt J: < s ftif 

tl7K^ C ! _477JU^r>/US/cti/\P^r>-efel'J^ <£y&?SL<tis 

o 

[0245] fe£Wi, fulE R s33cfct/fulE R 9tis L < tis f tl£>tf^ LT^£ 

Kil? ̂ -M t- & O T fl&BBiSBB 

[0246] tulE Z ! tiN L < tis 7m NR10R„, -OH, i: fc ti Q £ &3t 

LT3lJR3ti£1 S/cti^Ii^®ST'M^^tiTl^Tt cfc 3 ~ 1 OI^TP 

is <7 I) JUt L < ti 5 ~ 1 0 p J7 'J -JUVft y, J: y Sf S L < ti^ NR, 

o R 11 S/cti-0 H% S/ctiQ?¥tf <^iiiLT5iiJR3ti£ 1 £fcti^&©S"C 

tiTl^T t ct 3 ~ 1 Om^?nis<7 'J )ls-£fc£0 ll-ei^3~1 

OIATPS/^ Ijjut LTti, flrfr^tctitfp IJ iy—JUSs 

% S, ^JU/l-N'J-JUStf^tC^fS IA\> 

[0247] tulE R i o 33 J: t/fulE R i i tis £FSL<tis ftI 

f tlC ! _4:PJU^Jk C2_6:PJU^-Jk C2_677JU^-Jk C1_4/\P77JU 

^Jk C1_377JUP^^C1_477>iU^>ik ^>77 (C _3 :PJU^JU) S/ctiC! 

_3 7)\y*)\yX)\ytf-)\yC ,-47 )\s* )\sXfoV , & y fcfS L < tis C1_477JU^r 

Jk C2_6T)U*-M S/ctiC 1_377JUP^ri>C2_477JU^rJU-efe^o 

[0248] fe£Wi, fulER i o33cfct/fulER i i tis L < tiN f tl £ L T ̂  

ilttC^oT 3 ~ 1 OiAjPi/^ 'J JUS/cti 5 ~ 1 OI^T 

P T ij -)\s%3fMtz Z t ifX $ £0 

[0249] tulER 1233 J:t/fulER 13tis £FSL<tis fti 

ftlTKSls C1_477JU^rJk C2_677JU>r-Jk C2_677JU^-Jk C1_4/\ 
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P^JU^fJk C1_377JUP^P:>C1_4;7JU^PJk C 6_10T'J-JUS 5~1 01 

J-Jk 3~ 1 OlAfPS/^ "JJk C6_1077IJ—JUC1_477>'U^r 

Jk 3~ 1 OlAfPS/^ 'JJUC^^JU^Jk 5~ 1 OM^T^P ̂ 'J-JUC 

T-37)IS*M *ST J (C ,_37)\y*)\y) s C T_3T)U*)UX)Utf-)UC T_4 

7)\y*)\y, Stctt3~ 1 0*fl&5S^5S-eS>yN 7m c,_4 

^JU^fJk C ! _4/\P ̂ JU^rJUTfe^o 

[0250] fe£Wi, tulER 12fcNJ:t/tulER 1fcfSL<t^ 

tlTl^T t ct 3 ~ 1 OIATPS//? ij jUSfcti 5~ 1 OlAjp7 

'J-JU£M/£"f£C:£:tf"C$£o f#tCfcfS L< ti3~ 1 OiAjPi/^ 'J JU 

^JU^fJU-e&kK ^ftftjtdti tf^^^-JUSs ^ JU/1N'J-JUSs tfP'J^-

JUS, tr^ u y-justf j; y $?£ LI\ 
[0251] fulE R i 4 ^ % fcfSL<t^ C1_477JU^rJk C2_67JU^"^Jk C2_677JU 

^p-Jk C ! _4/\P7JU^rJk 1 S/cti*fi(®g 

<£^C6_10T'J -Jk £fcl£Q&fr b&iLLr MRS tl 

£ 1 S7tti}fi£®STM}^£ tiTl^T t cfc 5 ~ 1 OM^P^'J-JUt L 

< ti3~ 1 OIATPS/^ 'J JUTfey, cty^Klt C1_477JU^rJk c 

! _4/\P ̂ JU^rJUTfe^o 

[0252] fulERis^ &?SL<ti^ C1_477JU^rJk C2_67JU^"^Jk C 2_677JU 

^r~Jk C ! _4/\P77JU^PJk P?¥fr^iiiLT31JR3ft£ 1 S/cti*fi(®g 

<£^C6_107'J -Jk S/ctiLTjliR^ti 

£ 1 S7tti}fi£®STM}^£ tiTl^T t cfc 5 ~ 1 OM^P^'J-JUt L 

<ti3~i OiAjp>>/7 IJ ju"?£>£>0 

[0253] fulE R 16 fcfSL<t^ C1_477JU^PJk C2_6:PJU^Jk C2_677JU 

^p-Jk C ! _4/\P77JU^PJk 1 S/cti*fi(®g 

<£^C6_10 T'J -Jk £fcl£Q&fr b&iLLr MRS tl 

£ 1 S7tti}fi£®STM}^£ tiTl^T t cfc 5 ~ 1 OM^P^'J-JUt L 

< ti 3 ~ 1 OIATPS/^ IJ JUTfey, J:y^fS L< tiC1_477JU^PJU-efe^) 
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O 

[0254] fulE R 17 

ti7K^T&-g>0 

[0255] fulE R i 8tis fc?SL<t^ C^^JU^Jk C 2_6 7)\,*T - Jk C2_677JU 

^p-Jk C1_4/\P77JU^rJk LT5SJR3tl£ 1 S/cti*f$(®g 

<£^C6_107'J -Jk S/ctiQf^tf^iil LTJi^R£tl 

£ 1 S7tti}fi£®STM}^£ tiTl^T t ct 5 ~ 1 OM^P ̂ 'J-JUt L 

< ti 3 ~ 1 0 P ^ 'j jUTfe lJ, <£ UfcfS L < t^ C , _4 ^JU^rJUTfe 
§ o 

[0256] fulERig^ &?SL<ti^ 7K^ C1_477JU^rJk C 3_7 *> ? p ;pJl/*Jk 

C1_4/\P77JU^rJk C6_107'J-Jk SfctiQ^fr<^iilLT5iiJR3tl£ 

1 S7tti}fi£®STM}^£ tiTl^T t ct 5 ~ 1 OM^P T'J-JH L< 

ti3~ 1 OIATPS/^ IJ Ji/-e&y% 7m SfctiQ^fr 

<^iilLT5iiJR3ti£ 1 S7tti}fi£®STM}^£ tiTl^Tt ct5 ~ 1 OM 

^PT7 "J —JUt, L < ti 3 ~ 1 OiAjPi/^ 'J JU"C£>£>0 Htl^3~ 

1 OIATPS/^ 'J jui: UTti, ^Wtctibf^^y-Jl/Ss ^JU/1-N'J-JU 

Ss bfp 'J y-Jl/Ss 'J y- JUgtf J; y fcfS Li\c 

[0257] tulER 20tis J?S L < tis Cl_477JU^Jk C 3_7 *> 0 P 7Jl/=^rJk C,., 

MP^JU^fJk C6_107'J-Jk 5~ 1 OM^T^P j7lJ-JUSfcti3~ 1 0 

|AjPy^ 'J JUTfe^o 

[0258] fulE R 2 i tis fc?SL<t^ C1_477JU^rJk C 3_7*>? P ̂ JU^fJk 

MP^JU^fJk C 6 _! o T7 'J —Jk 5~ 1 OM^T^P J7'J-JUSfcti 3 ~ 1 0 

|AjPy^ 'J JUT$>£o 

[0259] fulE R 2 2 tis fc?SL<tis 7K^ C _4 ^JU^fJUSfctiC _4/\p 7)\y*)\y 

[0260] tuiE R 2 3 tis fcFS L < tis iKBs C1_477JU^rJk C3_7*>? P j'JU^fJk 

C1_4/\P77JU^rJk C 6 _! o T7 'J —Jk 5 ~ 1 0 P J7'J-JUSfcti 3 

~1 OiAjPi/^ ij JU"C£>£>o 
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[0261] fu§E R 24^ fc?SL<tis 7kMs C ^^JU^JUS/ctiC ,.AJ\UT )V*)\y 

[0262] fulE R 2 5 ^ N &?SL<ti^ C ! _4 T7 JU^Jk C 3_7 *> 0 • 7)\s*)\s, 

/\p 7)\s*)\s, C6_10 T'j-M 5~ 1 ^'J-JUS/ctiS- 1 0 

|AjPy^ 'J JUT&So 

[0263] tulE R 2 e 33 J: t/fulE R 2 7 tis £FSL<tis ftI 

ftlTKSls C^^JU^Jk C2-e^JU^Jk C2-e^JU^Jk C^/N 

P^JU^Jk C T - 3T JUZl C T - 4T JU*JUS C 6 _0 7 'J -Jk 5~1 01 

/s^P^U-Jk 3~ 1 OIATPS/^ iJJk C6_1077IJ->'UC1_4 77>'U^ 

Jk 3~ 1 OM^P^ 'JJUC^^JU^Jk 5~ 1 OM^T^P 7'J-J^C 

I-37)1,*M ^7 J (C ,-37)\y*)\y) s C 1-37)U*)UX)Utf-)UC T-4 

7Jls*Jlss S/cti3~ 1 0mBB%tj£%tV$>Zo 

[0264] feSWi^ fulE R 2 633ctt/fulE R 2 7 tis fcfS b < tiN ftl£tf^LT^ 

£>MfilJI:F£Htt;:&oT3~ 1 OiAjPi/^ 'J JUS/cti 5 ~ 1 OI^T 

P 7 <J -JlsZBticTZ Z t tfV $ So 

[0265] tulE R 2 s 33 J: t/fulE R 2 9 tis £FSL<tis fti 

fti*^ C1_477JU^rJk C2_67;i/^--;k C2.67^ + --/k C "i _ 4 / \ 

P7KJk C,.37;i/3+i/C w^JU^fJk C6_107'J-;k 5~1 01 

^P^'J-Jk 3~ 1 OIATPS/^ IJ Jk C6_1oJ7lJ-JUC1_477JU^r 

Jk 3~ 1 OS^jPS/^ 'JJUC^^JU^Jk 5~ 1 OM^T^P ̂ 'J-JUC 

T-a^Jl/^fJk (C T.a^JU^rJU) N C _3 ^JU^JUTJU* ~ JUC _4 

7Jls*Jlss S/cti3~ 1 0*fl&5S^5S-efei)o 

[0266] feSWi, fulE R 2s33ctt/fulE R 2 9 tis £FS L < tis ftl£tf^LT^ 

£>MfilJI:F£Htt;:&oT3~ 1 OiAfPs>^ 'J JUS/cti 5 ~ 1 OI^T 

P J7 'J -JU£ JFM"t £ C t tfV $ So 

[0267] fulER 30tis £FS L < tis C1_477JU^rJk C 3_7 *> ? p 7JU^Jk C,^ 

MP^JU^fJk C 6 _! o T7 'J —Jk 5~ 1 OM^T^P J7'J-JUSfcti 3 ~ 1 0 

|AjPy^ 'J JUTfeSo 
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[0268] fulE R 31 C ! _4 T7 )[/*)[/s C3_7S/?U7)ls*M 

/\P7)\y*)\y, C6_10T'J-M 5~ 1 Om^?U7'J-)l'£fclZ3~ 1 0 

<JJU?-fo£0 

[0269] fulE R 3 2 ti N C -47)l,*)ls£fcttC 6_•, 0T 'J-JlsV&Zo 

[0270] fulELT, '\ufys C,_A7)l>*)l> 

\ C1_4/\P -OH, C I_37JUZIJF-*/S C,_3/\P7J^+^ 

3~ 1 Om^nis? >JJl>7< Ss -S02RN -ON, -N02N £fcl£3 

~ 1 OM^Pi>0 'JJls-Cfo Vs £ L < tes AP*fys C ! _4/\p 7)1/ 

3fJk C,-3TJU=l**>s c ,_3/\P7J1/3+SX S fcte 3 ~ 1 0 P *> 
t'JJlsV&Zo ZZV^? 3~ 1 Om^Tni/f 'JJlstLXlZ. 

^JU/1-N IJ -Ll\c 

[0271] fulEQ?¥tC#StiSM^S^: LT, AP*fys C,_47W 

% C !_4/\P ̂ Jl/^fJk -OH, C 1_37JUP^ri>, C •, _6 ^ J L K P 3f*> 7 

JU^Jk C^ei/'t KP^r^^JU^rJUS/ctiC !_6 K U tl h'P + i/7Jb + ;k 

3~ 1 OS^TPS/^ yN -S02RN -ON, -N02N C3_7*>? 

P7KJK -OOR19N S/cti C T _4 tlTl^T t cfc 3 ~ 

1 OM^P^ 'jjUTfeUs AP^>, 

C ! _4/\P77JU^r>/k -OH, C 1_37JUP^ri>, C^gfy tl KP+^>7Jl/ 

-^r Jk S02R16, Cs-yV^P/^JU-^rJk C O R i 9, S/vitiCi_477JU 

<£^3 ~ 1 OM^P^'JJUTfeSo IITl^ 

3 ~ 1 OIATPS/^ !))\S£ 

JUg, ^EJU/1-N'J-JUStf cfcyjfS IA\> 

[0272] JltTOcti, £>tlSo 

(1) [5-7$y-i - (2-^JU- 1 H-^>vy $yv-;u-5 

->ni/) -1 H - tf^ V-JU-4-^JU] - (1 H ->r > K-JU-2 -^JU 

) -p< ^ y > ; 

(2) [5-:p$y-i - (2-^^^-1 $yv-;u-5 

-^JU) - 1 H - tf^ y-JU-4 -^JU] - (6 — tfp IJ i/>- 1 -^JUp< 
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?)\y- 1 H-O K-JU- 2 - ̂JU) 

(3) [5-7$y-i - 1 $yv-ju-5 

-^JU) - 1 H - \d=7 V-JU-4 -^JU] - [6- (4-tKP^r^-tf^ 

1 -^JUp^JU) - 1 H-^> K-JU-2-^JU] > ; 

(4) [5-7$y-i - (2-P^JU-1 H-^>vy $yv-ju-5 

— -Y JU) -1 H - JU— 4 ->f JU] - ( 1 H — tf • • [3, 2 — c ] 

kf'j2-^JU) 

(5) [5-7$y-i - (2-P<51JU-1 H-^>W$yv-ju-5 

-^JU) - 1 H-tf^V-JU-4-^JU] - (6- 1 -^JUp< 

^JU- 1 H-O K-JU- 2-^JU) 

(6) [5-:p$y-i - (2-^JU-1 H-^>vy $yv-ju-5 

—r JU) -1 H - JU—4 --r JU] - [6- (2-^JU/1N'J >-4-

-f JU-x K^:>) -1 H--r> K-JU- 2 —r JU] J y \ 

(7) [5-7$y-1- (2-P<51JU-1 H-^>yy $yy-JU-5 

— -f JU) — 1 H — tf ̂ x/—JU — 4 — JU] — [6— (j h7t KP- tf ̂  > 

-4-^JUtf^>) - 1 H-^> K-JU-2-^JU] - ^ 7 > ; 

(8) [5-7$y-1- (2-P<51JU-1 H-^>yy $yy-JU-5 

—r JU) - 1 H - tf ̂ x/—JU — 4--TJU] - (4-^PP-1 H-Oh-

JU- 2 -^JU) -/• $ J y ; 

(9) [5-:p$y-i - (2-^JU-1 H-^>vy $yv-ju-5 

—rJU) - 1 H - tf^v—JU-4 —rJU] - (5 -yp^E- 1 H —-r > K— 

JU— 2 -^JU) -/• $ J y ; 

(10) [5—7^^^ — 1 — (2-^^JU- 1 H-^<> W $ yV-JU-

5 — ^JU) - 1 H - tf^ V-JU-4 - ̂JU] - (4-a-K-l H-OK 

-JU- 2 -^JU) -/• $ J y ; 

(1 1) 2 - [5—7^^^ — 1 — (2-^^JU- 1 H-'OVy $yx/-

JU-5-^JU) - 1 H — tf^V-JU—4 — ^JU/^-JU] -1 H-O K-JU 

— 5 K 'J JU ; 
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(12) [5-r$y-i - (2 -y^u- i $yy-ju-

5--TJU) - 1 H - fcf^ y—JU-4 —r >u] - (6-7"Pt-5-7 JUtfP 

- 1 H —f > K—JU — 2 —-f JU) -**y>; 

(13) [5-y^y-i- (2-P<^JU-i $yv-;u-

5-^fJU) - 1 H-tf^y-;U-4--fJU] - ( 5 — X51—JU — 1 H-^> 

K-ju- 2 —r JU) -*$> ;y •, 

(14) [5 — — i — (2-^^JU-i $yy-ju-

5 —JU) — 1 H — tf77"—JU — 4 —f JU] - [6- ( 2 — 7 JUtf P — 7 x 

-JU) - 1 H --f > K-JU- 2 — -f JU] jy ; 

d5) [5-7$y-i- (2-y^ju-1 H-/<>VW$yy-ju-

5 -4 JU) - 1 H - t°7V- JU—4 --f JU] - [6 - (3 -7JUtfP - 7 x 

-ju) - i H-jy K-JU-2--r JU] > ; 

(16) [5-7$y-i- (2-^JU- i H-^>yy$yv-ju-

5-^fJU) -1 H — tf 7 7"—JU — 4 — -f JU] - [6- (4-7JUtfP-7x 

-ju) - i H-^y K-JU-2--<JU] jy •, 

(17) [5 — T^^y — i — (2-y^ju- i H-^wy $yy-ju-

5 — -f JU) - 1 H - b°7V"—JU-4--r JU] - [6- (2-^PP-7x-

JU) -1 H-O K-JU- 2 --f JU] jy\ 

(18) [5-7$y-i- (2-^JU- i $^V/-JU-

5 —r JU) - 1 H - b07 V"—JU-4 —-f JU] - [6- (3-!?PP-7x-

JU) — 1 H — -< > K-JU- 2 —fJU] ~^y>; 

(1 9) [ 5 — T7 $ y - 1 - ( 2 — ^ 5^JU— 1 H-^VV'y $?V-JU-

5 —r JU) - 1 H - t°^vy— JU-4 —f JU] - [6- (4-7PP-7X-

JU) - i H-O K-JU-2 —rju] jy 

(20) [5-7$y-i- (2-y^JU-1 H-'OVy $y\/-JU-

5 — JU) - 1 H- tf^y"—JU—4 —f JU] - [6 - (2 - K 'J 7JUtf P^ 

^JU-7x~JU) - 1 H--f > K—JU— 2 — -<JU] J y ; 

(21) [5-7$y-i- (2-^^JU- 1 H-^>vy$yy-ju-
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5-^fJU) ~ 1 - [6- (3- KU7JUtf 

^JU-7 x~jU) - 1 H - ̂ > K-JU- 2 —r JU] -y * y > ; 

(2 2) [5-7$y-1- (2-y^JU- 1 $£V-JU-

5-^JU) -1 JU-4->f JU] - [6- (4 — MJ 7 JUtf P y 

fju-7i^u) - 1 H-f > K-;U-2--f;U] -J<*y > ; 

(23) [5-7$y-i - (2-y^ju- 1 H-^>VV<yy-ju-

5 —fJU) - 1 H-L°^V-JU-4-^JU] - (4-7'Pf-l H-^>K 

-JU-2 -I'JU) -y $ y > ; 

(24) [5-7$y-1- (2-y^JU- 1 H-^>W $£V-JU-

5--fJU) - 1 H-tf^V-JU-4 —r JU] - [6- (3 -7JUtf p- fcT'J 

y> - 2 - ̂ JU) - IH-O K-JU- 2-^JU] -y^y>; 

(25) [5-7^y-i - (2-y^ju- 1 H-^>vy $^v-ju-

5 - ̂JU) - 1 H - y-JU-4 - ̂JU] - (6 — y ^JU- 1 H -j y K 

-JU- 2 --f JU) -y ̂  y > ; 

(26) [5-7^y-i - (2-y^ju-1 H-^>vy$^y-ju-

5 —f JU) - 1 H-e^V-JU-4-^JU] - [5- (4, 4-^7JUtfP 

- v>- 1 -tjju/if-ju) - 1 H> K-ju-2 —rJU] -y^y 

> ; 

(27) [5-7$y-i- (2-y^ju- 1 $yy-ju-

5 —fJU) - 1 H-H°^V-JU-4-^JU] - [5- (3, 3-^7JUtfP 

- v>- 1 — ^3JUTK—JU) - i H->r > K-JU-2 ->TJU] -y^y 

> ; 

(28) 2 - [5 -7$ y - 1 - (2-y^JU- 1 H-^>7V ̂ "V'-

JU-S-^JU) - 1 H-hf^y-JU-4 -^3JU/1f-JU] -1H-^r>K-JU 

- 5-t)JU^>lt (2, 2, 2 - K 'J 7JUtf P-x^JU) -7$ K ; 

(2 9) [5-7$y-1- (2-y^JU- 1 H—'OW $yy—JU — 

5 —f JU) - 1 H - e^y-JU- 4 ->f JU] - [6 - (5 - K U 7JUtf py 

^JU-tf') v>-2-fJU) - 1 H-^y K-JU-2--TJU] -y^y>; 
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(30) [5-:P$y-1- (2-^^JU-1 

5 ->T JU) - 1 H - tf^y-JU-4 - ̂JU] - [6 - (6 - K <J 7JUtfPp< 

^JU-b°'J^>-2-^JU) - 1 H-^> K-JU-2-^JU] > ; 

(31) [5-:p$y-i - (2-^JU- 1 H-^<>yy $ yy-ju-

5— -f JU) - 1 H - tf^y-JU-4 -^JU] - [6- (5-^PP-t0|jy 

>-2--fju) - 1 H-^r > K-JU- 2 --f ju] -p<*y > ; 

(32) [5—— 1 — (2-^JU- 1 H-^<>yy $yy-JU-

5-^JU) -1 H - tf^y-JU-4 -^JU] - [6- (4 -p<^JU-tf'J V 

>-2-^JU) - IH-O K-JU-2-^JU] > ; 

(33) [5-:p$y-i - (2-^JU- 1 H-^>yy$yy-ju-

5--TJU) -1 H - tf^y—JU— 4 ->f JU] - [6- (3-^PP-4-7 

JUtf P-7I-JU) - 1 H —-r > K-JU- 2 —r JU] -*5>jy; 

(34) [5-7^y-i- (2-y^ju-1 H-^>yw$yy-ju-

5 - ̂JU) - 1 H - t°^y-JU-4 - ̂JU] - [6 - (3 - K <J 7JUtfPp< 

^JU-b0|J^>-2-^JU) - 1 H-^> K-JU-2-^JU] > ; 

(35) [5-7^y-i - (2 —^^JU— 1 H-^>y>f$yy-ju-

5 - ̂JU) - 1 H - tf^y-JU-4 -^JU] - [6 - (4 - K 'J 7JUtf P^ 

^JU-b0|J^>-2-^JU) - 1 H-^> K-JU-2-^JU] > ; 

(36) [5 - y - 1 - (6 - 7JUtf P - 2 - ̂^JU- 1 H — ^ > y 

-f$yy-ju-5 —rJU) - 1 H-t°^y-ju-4-^JU] - (IH-O 

K-JU- 2 -^JU) -p< ^ y > ; 

(37) 2 - [5-7$y-i - (2-^^JU- 1 H-^>yy$yy-

JU-5--fJU) - 1 H-tf^y-JU-4-^JU/1f-JU] — 1 H —-f > K—JU 

- 6 -t]JU^>I| ; 

(38) [5—T^^y — 1 — (2-^^JU- 1 H-'Oyy $yy-JU-

5-^jU) - 1 H - tf^y-JU-4 -^JU] - (6 - t KP^r^^^JU- 1 

H — -f > K—JU — 2— JU) — ^ ^ y > ; 

(39) [5—T^^y — i — (2-^^JU- 1 H-^>yy $yy-ju-
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5->TJU) - 1 - {6- [2- (4-y^ju-

tf^^y- 1 --YJU) -XK^V] - i H — ^y K-JU-2--f JU} -y 

^ y y ; 

(4 0) [5-7$y-1- (2-^fJb-1 

5 — -f JU) — 1 H — tf^y*—JU— 4 — •< JU] — [6 — (3 — y ^JU—tz 

*y-3->f JU* -1 H-<> K—JU— 2 — JU] -y^yy; 

(4 1) [5-7$y-1- (2-y^JU- 1 H-^yVV $yy-JU-

5 --f JU) - 1 H - tf^V— JU- 4 — •< JU] - [6 - (3 -7JUtf P-

•J vy- 1 -^juy^ju) - 1 H — -f > K-JU - 2-<JU] -y ̂ y > ; 

(4 2) [5-T$y-1- (2-y^JU- 1 H-^yW $yy-JU-

5 -YJU) - 1 H-tf7 7-JU-4->TJU] - (6- { [tfX- (2-y K 

^>-X^JU) -7$ y ] -y ̂ JU} - i H --< y K-JU- 2 -<ju) -y 

^ y y ; 

(43) [5-7$y-i - (2 -y ̂ JU- i H-^y w $yy-ju-

5-^JU) -1 H-tf^V-JU-4-^JU] - {6- [ (y^JU-7°P/^-

2 -JU-T7^y) -y^ju] -1 H — ^ y K-JU-2--TJU} -y^y 

> ; 

(44) [5-7$y- 1 - (2-y^JU- 1 H-^yyy<yy-ju-

5 —fJU) -1 JU—4 —rJU] - [6- (3, 3-v7JUtfP 

-tfp vvy- 1 -^juy^ju) - 1 H--r y K-ju-2-^rju] -y^y 

> ; 

(45) [5-7$y-i- (2-y^JU- i H-^>VV$yy-ju-

5--fJU) -1 H-tf^y-JU-4-^JU] - [6- (2, 5-vy^JU-

tfp •; v> - 1 -^juy ̂ JU) - 1 H — -f y K-JU- 2 —-f ju] -y ̂  y y 

(4 6) [5-7$y-i- (2-y^ju-1 H-^yW v-ju-

5—<JU) -1 H — tf^V'—JU — 4 —fJU] - [6- (3, 3-^7JUtfP 

-tf^'j^y- 1 -^juy^ju) - i H--fy K-JU-2ju] -y^y 
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> ; 

(47) [5-7$y-i - (2-*^JU- 1 $yv-ju-

5-^JU) -1 H-L°^V-JU-4-^JU] - [6- ( (S) — 3 — * ?)[/ 

-^JU^'J >-4-^JU*^JU) -1 H-^ > K-JU-2JU] -*^y 

> ; 

(48) [5—7^^^ — 1 — (2—*^JU— 1 H-^>W $yx/-JU-

5 —r JU) - 1 H - JU-4 —r JU] - (6 -y'P^E- 1 H —-r > K 

-JU- 2 -^JU) ^ y > ; 

(49) [5-:p$y-i - (2-*^JU-1 $yy-ju-

5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (5-3-K-1 H-^>K 

-JU- 2 -^JU) ^ y > ; 

(50) [5—7^^^ — 1 — (2-*^JU- 1 H-^>W $yx/-JU-

5-^JU) - 1 H - V-JU-4-^JU] - ( 1 H — tf• • [3, 2 — b 

] tf'J 2-^JU) 

(51) [5-7$y-i - (2-*^JU- 1 H-^>yy$yv-ju-

5 —r JU) - 1 H - tf^V-JU—4 --f JU] - ( 5 — 7" P — 6 — K 'J 7 JU 

tf P*^JU- 1 H - >r > K-JU- 2 —r JU) 

(52) [5-:p$y-i - (2-*^JU-1 $yy-ju-

5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (6-3-K-1 H-^>K 

-JU- 2 -^JU) ^ y > ; 

(53) [5-7$y-i - (2-*^JU-1 H-^>W$yy-ju-

5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (4 -*^JU- 1 H - ̂ > K 

-JU- 2 -^JU) ^ y > ; 

(54) [5-7$y-i - (2-*^JU- 1 H-^>yy$yv-ju-

5-^JU) - 1 H - V-JU-4-^JU] - (4 — V 7° P tf JU — 1 H — 

-f > K-JU-2-^JU) -*^y>; 

(55) [5-7$y-i - (2-*^JU- 1 H-^>yy$yv-ju-

5 —r JU) -1 H - tf^V— JU— 4 —-r JU] - [5- (2—7 JUtf P — 7 x 
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-JU) - 1 H->r > K—JU— 2 — JU] -*^y>; 

(56) [5-7$y-1- (2-*^JU- 1 H-'OW ̂ yy-JU-

5-^JU) - 1 H-tf 7 y-JU-4--<JU] - ( 5 — ^ > v JU — 1 H — •< > 

K-JU-2 —rJU) -*^y > ; 

(57) [5-:p$y-i - (2-*^JU-1 H-^>yy$yy-ju-

5-^JU) - 1 H-L0^y-JU-4--TJU] - [5- (2- K'j7JUtfP* 

^JU-7x-JU) - 1 H-<f> K-JU-2-^JU] > ; 

(58) [5-:p$y-i- (2-*^JU- 1 H-^>y>r$yy-ju-

5 — -< JU) - 1 H-b°^y-JU-4-^JU] - [5- (3-7JUtf P~7x 

-JU) - 1 H-<> K-JU-2-^TJU] -*^7 > ; 

(59) [s-T^y-i- (2-*^JU- 1 H-^>yy$yy-ju-

5 —r JU) - 1 H-hf^y-JU-4-l'JU] - [5- (3- KU7JUtf P* 

^JU-7x~JU) - 1 H — j > K-JU- 2 - ̂  JU] -* £ J y ; 

(60) [5-7$y- 1 - (2-*^JU- 1 H-^>y-f$yy-ju-

5--CJU) - 1 H-t°^y-JU-4--TJU] - (4-X^-JU- IH-O 

K-JU- 2 JU) ^ 7 > ; 

(61) [5-7$y- 1 - (2-*^JU- 1 H-^>y>r$yy-ju-

5 —rJU) - 1 H-t°^y-JU-4-^JU] - (5H- [1, 3] 

P [4, 5 — f ] -f > K-JU-6-<JU) -*^y>; 

(62) [5 -7$ y - 1 - (7 -7JUtf P-2-*^JU- 1 H-^>7" 

-<$yy-ju-5-^JU) -1 H-e^y-ju-4-^ju] - (IH-^> 

K-JU-2-^JU) -*^y>; 

(63) [5-7$y-i- (2-*^JU-1 H-^>y-r$yy-ju-

5 — -f JU) - 1 H - tf^y-JU-4 - < JU] - [5 - (4 - K ]J 7JUtf P* 

^JU-7 x - JU) - 1 H > K-JU- 2--TJU] -*^y>; 

(64) [5-7$y-i - (2-*^JU-1 H-^vyy $ yy-JU-

S-i'JU) - 1 H-tf^y-JU-4-^JU] - (5—7" K^V — 1 H-O 

K-JU- 2 - ̂  JU) -y^y>; 
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(65) [5-7$y- 1 - (2-*^JU- 1 H-^>$yv-ju-

5->fJU) - 1 H-t°^vy"-JU-4--fJU] - [5- ( 1 -^JU-fcT^'J 

S/ > - 4 - -f JU) - 1 H--f > K-JU-2-^JU] > ; 

(66) N-{2-[5-T$y-1- (2 - *^JU- 1 H-^>W $ 

yV-ju-5-^ju) -1 ;u-4-±i;u<K—JU] -1 H-^> 

K-JU-6-JJU} - /$ yxji/Tfryy K ; 

(67) [5-7^y-1- (2 -*^JU- 1 H-^> W $yV-JU-

5 - < JU) - 1 H - t°^v/-JU-4 —r JU] - [6 - (6 - ̂EJU* Ij >-4 

-^JU-tf'jy>-3-^JU) -1 H — -f > K — JU — 2 — -f JU] -*^y> 

J 

(68) [5-T$y-i - (2-y^ju- 1 H-^>W$yv-ju-

5-<JU) - 1 H-t0^x/-JU-4-^JU] - (6 -?>JU— 1 H ->f > K 

-JU- 2 — -r JU) ^ y > ; 

(6 9) [5-7$y-i- (2-*^JU-1 H-'OVy ̂ yV-JU-

B-^JU) - 1 H-hl0^v/-JU-4-^JU] - [6- (1 -*^JU- 1 H-

JU-4-^JU) - 1 H-^ > K-JU-2-^JU] -*^y > ; 

(7 0) [ 5 — T7 $ y — 1 - (2-*51JU- 1 H-'OVW ^V-JU-

5 — -r JU) - 1 H-tf^y-JU-4-^JU] - [6- (5-* 

y>-3 — -rJU) - 1 H—^ > K-JU- 2-1-JU] -*^y > ; 

(71) [5 -7$ y - 1 - ( 2 — * 5^JU— 1 H-^>W$yy-JU-

5-^JU) - 1 H-t°^7-JU-4-^fJU] - [6- (2-* K^>-t?'J 

S/y-3--fJU) -1H-0 K-JU-2-^JU] -*^y > ; 

(72) [5 — T7$y- 1 - (2-^^JU- 1 $yy-ju-

5--TJU) - 1 H - tf^V"—JU-4--T JU] - (67°P tfJU-1 H 

--f> K-JU-2 -^JU) -*^y>; 

(7 3) [5-7$y-i- (2 —y^ju—1 H — x/-f $ yV—JU-

S'-l-JU) - 1 H-tf^vy-JU-4-^JU] - [6- (2-/ h+i/-7x 

~ JU) - 1 H - -f y K-JU- 2 — JU] -*^y>; 
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(7 4) 5-75 7 - 1 - (2-7^PJU- 1 5?V-JU-5 

JU) — 1 H — tfi7 v7—JU — 4 — -f JU] — (6 — 7 xz:JU— 1 H —'f > K 

—JU— 2 —JU) -73?7> ; 

(75) [5-75 7-1- (2 -7^JU- 1 H-'O W 5yV~JU~ 

5--YJU) - 1 H-tf^v/-JU-4--f JU] - [6- (5^ >7.JU/1s-

JU-L°U v>-3--f JU) - 1 H--f > K—JU — 2 — -f JU] -7^7>; 

(76) [5-7$y-i - (2-7^JU-1 H-^oyy 5yy-JU-

5 — < JU) -1 H-tf^y-JU-4-i'JU] - (6--r V^PtfJU-1 H-

-f > K-JU-2 -4 JU) -7^7 

(77) [5-757-1- (2—7 -^JU — 1 H —•<> VW 5 yV-JU-

5 —r JU) - 1 H-t°^v/-JU-4-i'JU] - (6 —tfgy>-2—-f JU-

1 H--Y V K—JU— 2 — <JU) -7^7 V ; 

(7 8) [5-75 7 - 1 - (2 -7^JU- 1 5yV-JU~ 

S-'fJU) - 1 H — V"—JU-4 JU] - ( 5 — *> <7 P 7°P tf JU — 1 H 

-f > K-JU-2 --fJU) -7^7>; 

(7 9) [5-757-1- (2-7^JU-1 5yV-JU-

5 — JU) - 1 H-b°^v7-JU-4-i'JU] - (6 — tf U > — 3 —TJU 

- 1 H-^ > K-JU-2--f JU) -7^7>; 

(8 0) [5-757-1- (2-7^JU-1 H-^>Vy 5yV-JU-

5 —r JU) - 1 H — —JU—4 —r JU] - (5--f 77°Ptf^>- 1 H 

-'f > K-JU-2--YJU) -7^7>; 

(8 1) [5-757-1- (2-7^JU- 1 5yv'-JU~ 

5--YJU) - 1 H-tf^7"-JU-4-^JU] - [5 - (2-A^>-Ih 

- 1 H —f > K-JU-2-^JU] -7^7 > ; 

(8 2) [5-757-1- (2-7^JU-1 H-'OVy 5y7"-JU-

5 — 'f JU) — 1 H — tf^ V—JU — 4 — -f JU] - ( 5-i/^P7°PtfJU7 K=¥ 

v - 1 H-i'V K-JU-2--f JU) -7^7>; 

(83) [5-757-1- (2-7^JU-1 5 yV-JU-
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5-^JU) - 1 H - tf^ V-JU-4->TJU] - (2, 2 - 7 JUtf • — 5 H 

- [1, 3] [4, 5 — f ] -f > K-JU- 6-^JU) 

j 

(84) [5-757-1- (2-*^JU- 1 H-^>W 5yV-JU-

5-^JU) - 1 H - fcf^ V-JU-4 -^JU] - [6- (3-^PP-t0|jy 

>-2-^r;u) - 1 H->r > K-JU-2-^JU] > ; 

(85) [5-757-1- (2-*^JU- 1 H-^>W 5yV-JU-

5-^JU) -1 H - fcf^ V—JU—4 -^JU] - [6- (5 -7JUtf •- tf'J 

^>-2-^JU) - 1 H-^> K—JU — 2 — JU] -*^7 > ; 

(86) [5-757-1- (2-*^JU- 1 H-^>W 5yV-JU-

5-^JU) - 1 H - V-JU-4 -^JU] - [6- (6 -^JU*'J > — 4 

-^JU-tf'J ̂ ^>-3-^JU) - 1 H-^> K-JU-2-^JU] -*^7 

> ; 

(87) [5-757-1- (2-*^JU- 1 H-^>W 5yV-JU-

5 —rJU) -1 JU—4 —rJU] - (5-7PP-6-:>^P70 

Ptf JU* K^>- 1 H-^> K-JU-2-^JU) -*^7>; 

(88) [5-757-1- (2-*^JU- 1 H-^>W 5yV-JU-

5-^jU) -1 H - V-JU-4-^JU] - [6- (2, 4-^7JUtfP 

-7x-JU) - 1 H - ̂ > K-JU- 2-^JU] -* ̂  7 > ; 

(89) [5-757-1- (2-*^JU- 1 H-^>W 5^V-JU-

5-^JU) - 1 H - V-JU-4-^JU] - ( 6 — tf 'J > — 4 — JU 

- 1 H - ̂ > K-JU- 2-^JU) -* ̂  7 > ; 

(90) [5-757-1- (2-*^JU-1 H5 yx/-JU-

5 —r JU) -1 H - tf^v— JU— 4 —-r JU] - (3 — 7JUtfP- 1 H--r> 

K-JU- 2 -^JU) -* ̂  7 > ; 

(91) [5-757-1- (2-*^JU- 1 Hyy 5 yx/-JU-

5-^jU) - 1 H - tf^y-JU—4 -^JU] - [5- ( 1 ->T V7°P tfJU-

v>-4 -^JU) - 6 - K 'J 7JUtfP*51JU- 1 H-O K-JU- 2 



WO 2014/051022 133 PCT/JP2013/076200 

->CJU] jy •, 

(9 2) 2 - [5-757-1- (2-*^JU- 1 H-'OVy 5 yV-

JU-S-^JU) - 1 H - L°^x/-JU-4-^JUtf'-JU] -1 H-O K-JU 

- 6 -tjJU^" K 'J JU ; 

(93) [5-757-1- (2-*^JU- 1 H-^>W 5^V-JU-

5-^JU) - 1 H-tf^V-JU-4-^JU] — [ 5 — ( 1 , 2, 3, 6-? 

KP-tf'jy>-4-^JU) - IH-O K-JU-2-^JU] 

7 > ; 

(94) [5-757-1- (2-*^JU- 1 H-^>W 5^V-JU-

5-^JU) - 1 H - V-JU-4-^JU] - (5 - ^>-4 -^JU 

- 1 H-^> K-JU-2-^JU) — *^7> ; 

(95) [5-757-1- (2-*^JU- 1 H-^>W 5^V-JU-

5-^JU) -1 H-tf^V-JU-4-^JU] - [5- ( (R) -3-7JUtf 

• - fcfp 'J - 1 -^JU*^JU) - 1 H - ̂ > K-JU- 2 - ̂JU] ^ 

7 > ; 

(96) [5-757-1- (2-*^JU-1 H-^>W 5yx/-JU-

5-^JU) - 1 H - V-JU-4-^JU] - (6-7JUtfP-5 - LX'J 

—4 — ^JU— 1 H - ̂ > K-JU- 2-^JU) -*^7>; 

(97) [5-757-1- (2-*^JU-1 H-^>W 5yx/-JU-

5 — ^JU) - 1 H - V-JU-4 - ̂JU] - [6 - 7JUtfP- 5 - ( 1 -

*^JU-^>-4 -^JU) -1 H> K-JU-2-^JU] -*^7 

> ; 

(98) [5-757-1- (2-*^JU- 1 H-^>W 5^V-JU-

5-^JU) - 1 H - V-JU-4-^JU] - [5- ( 1 ->T V7°P tfJU-

^>-4 -^JU) - IH-O K-JU- 2-^JU] -*^7>; 

(99) [5-757-1- (2-*^JU-1 H-^>W 5yx/-JU-

5 — ^JU) - 1 H - V-JU-4 - ̂JU] - [6 - 7JUtfP- 5 - ( 1 -

-f 7 7°P fcfJU- ^>-4 -^JU) — 1 H — > K—JU — 2 — ^ JU] -



• sir $yc- vuy-z < y-n i - (iry-i?-<xfi 

v0qL ) - 9] - ciry-i?-if-A£j - H L - (iry- s -

if-A>6$ >A<V-H L -ir^-z) - L-/iZ-g] (z. o L ) 

: < r (ir>-s-ir-.H <y-H L L -<^fi 

• cq- g -a-Mr*:- 9) - [ir>-17-ir-A^0q - H i- (^>- s-

>A<V-H L -ir^-z) - L-/iZ-g] (9 o D 

:< rb*-

[ir>-s-ir-.H <y-H L - (ir^ir>- L -ir^-

17) - g9] - [ir>-i7-ir-/x^cq-H L- (ir>-g-

>A<V-H L -ir^-z) - L-/iZ-g] (SOL) 
l. Kf $ yc- [ir> - s <> - H L - dr> - e - r,0q 

q - 9) - g] - [ir>- i7-ir-/;^0q - H L - (ir> - g -

>A<V-H L -ir^-s) - L-/iZ-g] (170 D 
: < 

r 6, [ir> - s <>- H L - (ir> - e - </$ - ir>- L 

-<^^v0^-9) -g] - [ir>-i7-ir-/x^cq-H L - (ir>-g-

>A<V-H L -ir^-s) - L-/iZ-g] (SOL) 

• K f £yC- (<]( y-Z <> - H L -

-ir j— e -</$ UT\ - g) - [ir>- *-ir-/;^ - H L - (ir>-g-

>A<V-H L -ir^-s) - L-/iZ-g] (SOL) 
: < 

r 6,*- [ir>—s<>- H L- (ir>- e (\P\-My- P 

-<ri^iri-9) -g] - [ir>-i7-ir-/x^cq-H L - (ir>-g-

>A<V-H L -ir^-s) - L-/iZ-g] (LOL) 

• K f 6 yC- (ir>-S <> - H L -

-ir j— s -<a Cio^i - 9) - [ir>-i7-ir-/x^cq - H L - (ir>-g-

>A<V-H L -ir^-s) - L-/iZ-g] (OOL) 

00Z9/.0/£I0Z<IfAL3d ZZ0IS0/H0Z OAV 
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(108) [5-757-1- (2-*^JU- 1 H-'Oyy 

-5-^JU) - 1 H - tf^ y-JU-4 ->TJU] - [6- (4 -^JU*'J >-

4 --r JU-7X-JU) - 1 H ->r > K-JU- 2 —r JU] ^ 7 >; 

(109) [5-757-1- (2-*^JU- 1 H> W 5 ̂  X/-JU 

-5-^JU) -1 H-tf^V-JU-4-^JU] -[6- (3, 4, 5, 6-

7h7kKP-2H- [ 1 , 2' ] If tf 'J y > — 5 ' — -f JU) - 1 H — -f > K 

-JU-2 —rJU] ^y > ; 

(110) [5-757-1- (2-*^JU- 1 Hyy 5 yx/-JU 

— 5 —-r JU) - 1 H - tf^ V-JU-4 —-r JU] - [6- (6-tf^^y>-

1 —r JU — tf u ^ — 3 —r JU) - IH-O K-JU- 2 - ̂JU] ^ 7 

> ; 

(111) [5-757-1- (2-*^JU- 1 Hyy 5 yx/-JU 

-5-^JU) - 1 H-tf^V-JU-4-^JU] - [5- (6-* K^>—tf 

'jy>-3-^JU) - 1 H-^> K-JU-2-^JU] -*^7>; 

(112) [5-757-1- ( 2 — * ?){/— 1 Hyy 5 yx/-JU 

-5-^JU) -1 H-tf^y-JU-4-^JU] - [5 - ( (S) -3-/? 

JU-^JU/IN'J >-4-^JU*^JU) - 1 H> K-JU-2JU] 

7 > ; 

(113) [5-757-1- ( 2 — * ?){/— 1 H-^>yy 5yy-JU 

-5-^JU) -1 H-tf^y-JU-4-^JU] - [6- ( (R) -3-7JU 

tf • - tfP <J i/>- 1 -^JU*^JU) - 1 H - ̂ > K-JU- 2 - ̂JU] -* 

^7 > ; 

(114) [5-757-1- ( 2 — * ?){/— 1 H-^>yy 5yy-JU 

-5-^JU) -1 H-tf^y-JU-4-^JU] - [5- (2, 5-y*^JU 

- tfP <J i/>- 1 -^JU*^JU) - 1 H - ̂ > K-JU- 2 - ̂JU] ^ 7 

> ; 

(115) [5-757-1- (2-*^JU- 1 H-^>yy5yy-ju 

-5-^JU) -1 H - tf^y-JU—4 -^JU] - [5- (3—7 JUtf • — tf 
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- 1 ->r JU*^JU) - 1 K-JU-2-^JU] -*^7>; 

(116) [5-757-1- (2-*^JU- 1 H-'OVy 5^V-JU 

-5-^JU) -1 H-L°^V-JU-4-^JU] - [5- (3, 3-^7JUtf 

• - y> - 1 -^JU*^JU) - 1 H - ̂ > K-JU- 2 - ̂JU] ^ 

7 > ; 

(117) [5-757-1- ( 2 — * ?){/— 1 H-^>yy 5yy-JU 

-5-^JU) -1 H-JU—4-^JU] - {6- [2- (4-*^JU 

- \f.^=jvy- 1 —-r JU) - tf'j y>-4 -^JU] - IH-O K-JU-2 

-^JU} -*^7 > ; 

(118) [5-757-1- (2-*^JU- 1 Hyy 5 yx/-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - (6 - tf'J ̂ >-4-^JU 

- 1 H-jy K-JU-2-^JU) -*^7>; 

(119) [5-757-1- (2 — *?)\y — 1 Hyy5yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - [5- (4-7JUtfP-L° 

- 1 -^JU*^JU) - 1 H-^> K-JU-2-^JU] -*^7>; 

(120) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- (4, A —V~PJUtf 

• - y> - 1 -^JU*^JU) - 1 H - ̂ > K-JU- 2 -^JU] * 

7 > ; 

(121) [5-757-1- (2 - ̂7JUtf P^^JU- 1 H -^>Vy 

5*V-JU-5->TJU) - 1 H-tf^V-JU-4-^JU] - [5- (1-* 

?){/— ^>-4 -^JU) - IH-O K-JU- 2-^JU] -*^7> 

j 

(122) [5-757-1- (2 - ̂7JUtf P^^JU- 1 H -^>Vy 

5*V-JU-5->TJU) - 1 H - fcf^ V-JU-4 -^JU] - (1 H-^>K 

-JU- 2 -^JU) ^ 7 > ; 

(123) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- (3, 3-^7JUtf 



y-17-< 9) - [ify—v —if—/* - 7\ — H L — (ir>-g-

ir-/„£5 >/<V-H L -ir^*-2) - L-/iZ-g] (2 e U 

• 4*- [ir> - 2 -ir-m0q - H L - (ir-T 

£-m4if£-£) -I?] - [ir>-i7-ir-/^cq - H i- (ir>-g-

ir-/„£5 >/<V-H L -ir^*-2) - L-/iZ-g] (i s i) 

• 4*- [ir> - 2 -ir-m0q - H L - (ir-T 

£-m4if£-1?) -17] - [ir>-i7-ir-/^cq-H L- (ir>-g-

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (oe D 

: < A 4 /- [ir>- 2 -ir-m0q - H L - (ir-

L-uuo-z) -17] - [ir>-i7-ir-/^cq - H L- (ir>-g-

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (62 D 

• 4*- (if >- 2 -ir—• 

03-H L-ir-T^-i7) - [ir>- i7-ir-/x^cq - H L- (ir>- g-

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (82 D 

: < r 4 /- (ir 

y-z-M-up - H D - [ir>-i7-ir-/^cq - H L- (ir>- g-

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (Z2 i) 

: < r 4 /- e\( y-z-ir-

• ̂  - H L - ia/i- 17) - [ir>- i7-ir-/^cq - H L - (ir> - g -

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (92 D 

•4*- [ir>-s -ir-.H <> - H L - dr>-17-<^ n v0q - ir 

<^N/D L ) - g] - [ir>- i7-ir-/^cq - H L - (ir> - g -

ir-/„£5 >/<V-H L -ir,£/-2) - L-/iZ-g] (92 i) 

•4*- [ir>- 2 -ir-.H <> - H L - dr>-17-<^ n v0q -ir 

^<vm i) - g] - [ir>- i7-ir-/^cq - H L - (ir> - g -

ir-/„£5 >/<V-H L -ir^^-2) - L-/iZ-g] (1721) 

: < A 

4 /- [ir>- 2 -ir-.H <> - H L - (ir^ir>- L -<.<* fi -• 

00Z9/.0/£I0Z<IfAL3d zzoiso/noz OAV 
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JU*^JU- 1 H-O K-JU- 2 - ̂JU) ^ 7 > ; 

(133) [5-757-1- ( 2 — * ?){/— 1 H-'OVy 5^V-JU 

-5-^JU) - 1 H - \d=7 V-JU-4 -^JU] - [4- (2 -^JU*'J >-

4 - ̂ JU-x^JU75 7) - 1 H - ̂ > K-JU- 2 - ̂  JU] ^ 7 > ; 

(134) [5-757-1- (2 - *^JU- 1 H Vy 5 ̂ V-JU 

-5-^JU) -1 H - V-JU-4-^JU] - [5- (4-*^JU-t°^ 

=7*jy- 1 -^JU/^-JU) - 1 H -^ > K-ju- 2 -^JU] ^ 7 > ; 

(135) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - [6- (2 -^JU*'J >-

4 JU-x^JU7 5 7 ) - 1 H — ^ > K-JU- 2 - ̂  JU] ^ 7 > ; 

(136) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - [5- (t°^^^>-1-

^JU/^-JU) - 1 H - ̂ > K-JU- 2-^JU] ^ 7 > ; 

(137) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

-5-^JU) - 1 H-tf^V-JU-4-^JU] - [4- (2-*K^>-x 

^JU7 5 7 ) - 1 H - ̂ > K-JU- 2-^JU] ^ 7 > ; 

(138) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - [4 - (2-t:KP^>-

1 - L KP^^^JU —x^JU7 5 7 ) - 1 H - ̂ > K-JU- 2 - ̂JU] -

* ̂  7 > ; 

(139) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - [4- (2-L°'J^>-4 

— ^JU-x^JU7 5 7) - 1 H - ̂ > K-JU- 2-^JU] ^ 7 > ; 

(140) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H-tf^V-JU-4-^JU] - [6- (2-*K^>-x 

^JU75 7) - 1 H - ̂ > K-JU- 2-^JU] ^ 7 > ; 

(141) [5-757-1- (2-*^JU- 1 Hyy5yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (6 -^JU*'J >-4 
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JU- 1 H ->r > K-JU- 2-^JU) ^ 7 > ; 

(142) [5-757-1- (2-*^JU- 1 H-'OVy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - (4 -^JU*'J >-4 

JU- 1 H - ̂ > K-JU- 2-^JU) ^ 7 > ; 

(143) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - (4-^JU/IN'J >-4 

JU*^JU- 1 H-O K-JU- 2-^JU) ^ 7 > ; 

(144) - (2-^^ju- 1 Hyy5yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (5-^JU/IN'J >-4 

JU*^JU- 1 H-O K-JU- 2-^JU) ^ 7 > ; 

(145) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - [5- (^JU*'J >-4 -

^JU/^-JU) - 1 H - ̂ > K-JU- 2-^JU] ^ 7 > ; 

(1 4 6) [5-757-1 - ( 2 - ̂  V 7°P tfJU- 1 H —^> Vy 5 V 

V-JU-5-^JU) - 1 H - V-JU-4-^JU] - (1H—O K-JU 

-2-^JU) ^ 7 > ; 

(14 7) [5-757-1- ( 2 - 7°P tfJU- 1 H > Vy 5 #V~ 

JU-5-^JU) -1 H - V-JU-4-^JU] - (1 H-^>K-JU-2 

-^JU) -*^7 > ; 

(148) [5-757-1- (1 H-^>Vy 5 yx/-JU-5-^JU) 

-1 H - V-JU-4-^JU] - (1 H> K-JU-2-^JU) - * * 

7 > ; 

(149) [5-757-1- (2-K'J 7JUtf P*^JU- 1 H ~^<yV 

-f 5yV-JU-5->TJU) - 1 H - V-JU-4-^JU] - (IH-O 

K-JU- 2 -^JU) -* ̂  7 y ; 

(150) [5-757-1- (2-x^JU- 1 H> Vy 5 ̂ V-JU 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (IH-O K-JU- 2 -

-f JU) -*^7 > ; 
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(151) [5-757-1- (2-^>yju- 1 H-^>yy 

JU-5-^JU) -1 H - \d=7 V-JU-4 ->TJU] - (1 H-^>K-JU-2 

-^JU) > ; 

(1 52) 1- (4- {2 - [5-757-1- (2 - *^JU- 1 H 

> vy 5 yv-ju-5--r JU) -1 H-t°^x/-ju-4-^ju^->;u] -1 

H->r > K-JU-5-^JU*^JU} - 1 -^JU) -x^y>; 

(153) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- (4-*^>7JU* 

"JU— 1 -^JU*^JU) - 1 H-^> K-JU-2-^JU] -X 

> ; 

(154) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - (5 - 1 ->T 

JU*^JU- 1 H-O K-JU- 2-^JU) 

(1 55) 1- (4- {2 - [5-757-1- (2 - *^JU- 1 H 

>vy5yv-ju-5--rJU) -1 H-t°^x/-ju-4-^ju^-ju] -1 

H-^> K-JU-6-^JU*^JU} - 1 —-T JU) -x^y>; 

(156) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —-rJU) -1 H-v—JU—4 —-rJU] - [6- (4-*^ju-t°^ 

7i/'>- 1 -^JU*^JU) - 1 H-^> K-JU-2-^JU] > ; 

(157) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —-r JU) -1 H - V-JU-4-^JU] - [5- (4-*^JU-t°^ 

=7*jy- 1 -^JU*^JU) - 1 H-^> K-JU-2-^JU] > ; 

(158) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —-r JU) - 1 H - V-JU-4 - ̂JU] - (5 — fcfp 'J */>- 1 ->r 

JU*^JU- 1 H-O K-JU- 2-^JU) 

(159) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —-r JU) -1 H - V-JU-4-^JU] - (4-7JUtfP-1 H — ^ 

> K—JU— 2 — -f JU) 
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(160) [5-757-1- (2-*^JU- 1 H-'OVy 5^V-JU 

-5->CJU) -1 H - \d=7 V-JU-4 ->TJU] - (5-7JUtfP-1 H-^ 

>K-JU-2-^JU) 

(161) [5-757-1- (2-*^JU- 1 Hyy 5 yv-ju 

-5-^JU) -1 H - \d=7 V—JU—4 -^JU] - (6-7JUtfP-1 H — ^ 

> K—JU— 2 — -f JU) 

(162) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H - V-JU-4-^JU] - (1 H-fcfPP [2, 3-

b] kf'jy>-2->rJU) 

(163) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —r JU) -1 H - JU— 4 —-r JU] - (5 — 7JUtf p- 6 -^EJU 

jfc'J >-4 -^JU*^JU— 1 H-O K-JU-2-^JU) > ; 

(164) 2 - [5-757-1- (2-*^JU- 1 H-/OVV5yV* 

-JU-5-^JU) - 1 H - \d=7 V-JU-4 -tJJUtf-JUl -1 H-OK-

JU- 5 -tDltfyII ; 

(165) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

— 5 —-r JU) - 1 H-tf^V-JU-4-^JU] - (5-^h^>-1H-^ 

>K-JU-2-^JU) 

(166) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

— 5 —-r JU) - 1 H-tf^V-JU-4-^JU] - (4, 6-^*K^>-1 

H->c > K—JU— 2 —r JU) 

(167) [5-757-1- (2-*^JU- 1 H-^>W5yv"-JU 

— 5 —-r JU) - 1 H-tf^V-JU-4-^JU] - (4-^h^>-1H-^ 

>K-JU-2-^JU) 

(168) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 

-5-^JU) - 1 H-tf^V-JU-4-^JU] - (6-^h^>-1H-^ 

>K-JU-2-^JU) 

(169) [5-757-1- (2-*^JU- 1 H> Vy 5 ̂ V-JU 
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-5->CJU) -1 H - V-JU-4 ->TJU] -

->r > K-JU-2 ->TJU) 

(170) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

->C > K-JU-2-^JU) 

(171) [5 -7$ 7 - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

> K-JU-2-^JU) -*^y>; 

(172) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

H->r > K-JU-2->TJU) -*^y>; 

(173) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

H->r > K-JU-2->TJU) -*^y>; 

(174) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

H->r > K-JU-2->TJU) -*^y>; 

(175) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

> K-JU-2-^JU) -*^y>; 

(176) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

7JUtfP*^JU-1 H--r > K-JU-2--r JU) 

(177) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

-f > K-JU-2-^JU) -*^y>; 

(178) [5 -7$ y - 1 - (2-*^JU-

-5-^JU) -1 H - V-JU-4-^JU] -

(4, 6 -V*?)\s~ 1 H 

1 Hyy $ yv-ju 

(5 -tert-y^JU- 1 H 

1 Hyy $ yv-ju 

(5 ->r V7°P fcfJU- 1 H 

1 H-^>yy$yx/-ju 

( 5 — ^ > VJUtf — 1 

1 H-^>yy$yy-ju 

(4 — />< > y jutf — 1 

1 H-^>yy$yy-ju 

(5, 6 - K^> - 1 

1 H-^>yy$yy-ju 

(6 -tert-y^JU— 1 H 

1 H-^>yy$yy-ju 

(5 — 7 JUtf • — 4 — K 'J 

^ y > ; 

1 H-^>yy$yy-ju 

(5-7iy^>-1 H-

1 H-^>yy$yy-ju 

(6 -*^JU7JU7 7-JU 
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- 1 H-^y K-JU-2-^JU) > ; 

(179) [5 J - 1 - (2-*^JU- 1 H-^>yy $yy-ju 

-5-^JU) -1 H - \d=7 V—JU—4 ->TJU] - (4-tert-7>JU- 1 H 

> K-JU-2-^JU) 

(180) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - (5-*^JU-1 H-^y 

K-JU- 2 -^JU) ^ y > ; 

(181) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - (5—x^JU—1 H-sfy 

K-JU- 2 -^JU) ^ y > ; 

(182) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (5 -7JUtf • - 6 - K <J 

7jutf P^^JU- 1 H - >r > K-JU- 2 —r JU) ^ y >; 

(183) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (6 - 7JUtf • - 5 - * K 

**>- 1 H-<fy K-JU-2-^JU) -*^y > ; 

(184) [5-7$y-1- (2-*^JU- 1 H-^>yy $yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (6-^PP-5-*K^ 

*>- 1 H y K-JU- 2-^JU) -*^y>; 

(185) [5-7$y-i - (2-*^JU- 1 H-^>yy$yy-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (5-^PP-6-*K^ 

*>- 1 H y K-JU- 2-^JU) -*^y>; 

(186) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (6 ->r 1 

H->r > K-JU-2->TJU) -*^y>; 

(187) [5-7$y-i - (2-*^JU- 1 H-^>yy$yy-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (6-^yVM **>- 1 

H->r > K-JU-2->TJU) -*^y>; 



r 4 [ir> - 2 <y- H L (ir^ir>- i r,w^-n 
t^ca-p lp) -9] - [ir>-i7-ir-/;^0q-H L- (ir>-s-
ir-A„£^ y/s^w-H L -ir^-2) - i - A>z-g] (96L) 

• 4*- (iry-z <>- H L 

-ir=^"ir^< 4 g) - [ir>- f-ir-A^0q - H L- (ir>-g-
ir-A„£^ L -ir^-2) - L- A>z-g] (g6i) 

• 4*- e\( y-z -ir-.n <> - H L -
M-d. g) - [ir>- i7-ir-/^0q - H L- (ir>-g-

ir-A„£^ >/<V-H L -ir^-2) - i - A>z-g] (176 i) 

• 4*- e\( y-z -ir-.n <>- H L -ir=^ £ir*: 

ir^m4if£ fi H - g) - [ir>- i7-ir-/;^0q - H L - (ir> - g -

ir-A„£^ >/<V-H L -ir^-2) - i - A>z-g] (s 6 i) 

• 4*- e\( y-z -ir-.n <> - H L -ir> 

- i -ir-/;^ >- 9) - [ir>— i7-ir-/^0q - H L - (ir>-g-

ir-A„£^ >/<V-H L -ir^-2) - i - A>z-g] (26 D 

: ir fi H =>£irc£- 17-ir 

-.HO-HL- i7-ir-/^0q-H L - (ir>-g-ir-

L -ir^-2) - L- A>Z-g]-2 ( L 6 L ) 

• 4*- e\( y-z -ir-.n <> - H L -ir 

9 >) - [ir>- i7-ir-/;^0q-H L - (ir>-g-

ir-A„£^ >/<V-H L -ir^-2) - i - A>z-g] (06D 
t 

<S4*- (ir>- L<> [±-s '2] ALP 'L] -

H 9 - • .H 3 a - £ ' 2) - L^y-P -if-A ̂ -H i - (ir > - g -

ir-A„£^ y/xOs-H L -ir^^-2) - i - A>z-g] (68 D 

• <f47<- (My-2<>-H 

L-<^o^no£ A >-17) - [ir>- i7-ir-/;^0q - H L - (ir>-g-
ir-A„£^ >/<V-H L -ir^^-2) - L- A>z-g] (88 D 

00Z9/.0/£I0Z<IfAL3d ttl ZZ0IS0/H0Z OAV 
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> ; 

(197) [5-7$y-i - (2-*^JU- 1 H-^>vy $yy-ju 

-5--TJU) -1 H - JU- 4->f JU] - [6- (4-7JUtfP-L° 

- 1 -^JU*^JU) - 1 H-^> K-JU-2-^JU] > ; 

(198) [5-7$y-1- (2-*^JU- 1 H-'OVy $yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - [6- U*-)z$y-3-

-f JUtf^>) - 1 H -^ > K-JU- 2 -^JU] -* ̂  J y ; 

(199) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (6-kKP^>-1H-

-f > K-JU-2-^JU) 

(200) [5-7$y-i - (2- *^JU- 1 H-^<> yy$yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - (6 -* ̂  >7JU*-JU-

IH-O K-JU-2-^JU) > ; 

(201) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (4, 5-^'7'Pf-l H 

-kfp-JU-2 —rJU) 

(202) [5-7$y-i - (2-*^JU- 1 H-^>yy$yv-ju 

-5-^JU) - 1 H-tf^V-JU-4-^JU] - (4, 5-^71 — JU— 1 

H - kfp— JU-2->f JU) 

(203) [5-7$y-i - (2- *^JU- 1 H-^<>yy$yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (4, 5-y-t0|J^>-

3 —r JU— 1 H - tfP — JU — 2-^JU) 

(204) [5-7$y-1- (2-*^JU-3 H-^>yy $yy-JU 

-5-^JU) -1 H - V-JU-4-^JU] - (6-^PP-1 H-O 

K-ju- 2 -^JU) ^ y > ; 

(205) [5-7$y-1- (2-*^JU- 1 H-^>yy $yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - (5-^PP-1 H-O 

K-JU- 2 -^JU) -* ̂  J y ; 
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(2 0 6) [5-7$;- 1 - (2-*^JU- 1 H-'OVy $yv-ju 

- 5 ->T JU) - 1 H - V-JU-4 - ̂JU] - ( 1 H ->r > K-JU- 3 -

-f JU) ^ y > ; 

(2 o 7) [5-7$y- 1 - (2-*^JU- 1 H-^>vy $yy-ju 

- 5 - ̂JU) - 1 H - tf^y-JU-4 —r JU] - (IH-O K-JU- 6 -

-f JU) jy •, 

(208) [5-7$y- 1 - (2-*^JU- 1 H-^>W$yy-ju 

- 5 —r JU) - 1 H - JU-4 —-f JU] - (5-yp^E-6-7JUtf 

p - 1 H y K-JU- 2 —r JU) -*^y>; 

(209) [5-7$y-i - (2-X^JU- 1 H-/<>vy$yy-ju 

- 5 —r JU) - 1 H - L°^x/-JU-4 —-r JU] - (5 -ypf- 6-7JUtf 

p - 1 H ->r > K-JU- 2 —r JU) -*^y>; 

(210) [5-7$y-i - (2-*^JU- 1 Hvy $ yy-ju 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - (5 - K 'J 7JUtf P*^JU 

- 1 H-^y K-JU-2-^JU) -*^y > ; 

(21 1) [5-7$y-i - (2-*^JU- 1 Hvy $ yy-ju 

- 5 - ̂JU) - 1 H - y-JU-4 - ̂JU] - (5 - K 'J 7JUtf P* K^r 

*>-1 H> K-JU-2-^JU) -*^y>v 

(212) [5-7$y-i - (2 — *?)[/— 1 H-^>yy$yy-ju 

-5-^JU) - 1 H - y-JU-4-^JU] - (4, 6-y^PP - 1 H 

> K-JU-2-^JU) -*^y>; 

(213) [5-7$y-i - (2-*^JU- 1 H-^>yy$yy-ju 

- 5 —rJU) -1 H - JU-4 --rJU] - (6 -ypf-4 -7jutf 

p - 1 H ->r > K-JU- 2 —r JU) -*^y>; 

(214) [5-7$y-i - (2-*^JU- 1 H-^>vy$yy-ju 

- 5 - ̂JU) - 1 H - y-JU-4 - ̂JU] - (6 - K 'J 7JUtf P* K^r 

is - 1 H-jy K-JU- 2-^JU) -*^y>; 

(215) [5-7$y-i - (2-X^JU- 1 Hvy $ yy-ju 
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-5->CJU) - 1 H-tf^x/-JU-4-^JU] - (5- K'j7JUtf P* K^ 

*>- 1 H - ̂ > K-JU- 2 - ̂JU) 

(216) [5-7$y-i - (2-X^JU- 1 H-^>vy$yv-ju 

-5-^JU) - 1 H-tf^x/-JU-4-^JU] - (5- K 'J 7JUtf • * ̂ JU 

— 1 H-^> K-JU-2-^JU) > ; 

(217) [5-7$y-i - (2-*^JU- 1 H-^>vy $yy-ju 

-5-^JU) - 1 H - \d=7 v—JU—4 -^JU] - (5, 6-y^PP- 1 H 

->C > K-JU-2-^JU) 

(218) [5-7$y-i - (2-X^JU- 1 H-^>vy$yv-ju 

— 5 —r JU) - 1 H - tf^V— JU— 4->f JU] - (6 — yP^E — 5 — 7JUtf 

p - 1 H —-r > K-JU- 2 —r JU) 

(219) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] -(4, 5-y?PP- 1 H 

> K-JU-2-^JU) 

(220) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

-5-^JU) - 1 H - V-JU-4-^JU] - (4, 6-^7JUtfP-1 

H->r > K-JU-2->TJU) 

(221) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - [6- (3-^PP-tf'J 

y>-4-^JU) - IH-O K-JU-2-^JU] > ; 

(222) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [6- ( 6 — * ?)[/— tf 'J 

y>-3-^JU) - 1 H-^> K-JU-2-^JU] > ; 

(223) [5-7$y-i - (2 — *?)\y — 1 Hyy $ yv-ju 

-5-^JU) -1 H - V-JU-4-^JU] - [6- (5-7JUtf p-tf 

'J^>-3-^JU) - 1 H-^> K-JU-2-^JU] -*^7 > ; 

(224) [5-7$y-i - (2-*^JU- 1 H-^<>yy $ yy-ju 

— 5 —r JU) - 1 H - tf^V-JU—4 —-f JU] - [6 - (2 - K 'J 7JUtf P 
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*^JU-tf'J^>-3-^JU) -1 H-sfy K-JU-2-^JU] 

J 

(225) [5 J - 1 - 1 H-^>yy $yy-ju 

-5-^JU) -1 H - tf^ V-JU-4 -^JU] - [6- (5-?PP-2-

* K^>-tf'J^>-3-^JU) - 1 H-^> K-JU-2-^JU] -*^7 

> ; 

(226) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H - \d=7 v—JU—4 -^JU] - [6- (5-^PP-tf'J 

^>-3-^JU) - 1 H-jy K—JU — 2 — JU] -*^7 > ; 

(227) [5-7$y-i - (2-*^JU- 1 H-^>W$yy-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - (6-f^7x>-3-^ 

JU- 1 H y K-JU- 2-^JU) 

(228) [5-7$y-i - (2-*^JU- 1 H-^>vy$yv-ju 

-5-^JU) -1 H - tf^ V-JU-4-^JU] - [6- (4-^PP-tf'J 

^>-3-^JU) - 1 H-jy K-JU-2-^JU] -*^7 > ; 

(229) [5-7$y-i - (2 — *?)\y — 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - (6-f^7x>-2-^ 

JU- 1 H y K-JU- 2-^JU) 

(230) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

— 5 —r JU) -1 H - tf^x/— JU— 4 —-r JU] - [6- (3—7 JUtf P — tf 

ijy>-4-^JU) - 1 H-sfy K-JU-2-^JU] > ; 

(231) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

— 5 —r JU) - 1 H - tf^V-JU—4 —-f JU] - [6 - (2 - K 'J 7JUtf P 

*^JU-tf'J ̂ >-4-^JU) -1 H-^ > K-JU-2-^JU] -*^y> 

J 

(232) [5-7$y-i - (2 — *?)\y — 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- (3, 3-^7JUtf 

p - tf p 'j vy- 1 -^JU/^-JU) - 1 H->r > K—JU-2->r JU] - * ̂  
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J y ; 

(233) [5-7$y-1- (2-*^JU- 1 H-'OVy $^V-JU 

-5-^JU) -1 H-L°^V-JU-4-^JU] - [5- (2, <o-V*?)\, 

— JU/fc 'J y — 4 — tl —JU) —1 H — -f y K— JU — 2— -f JU] — * J 

y ; 

(234) [5-7$y-i - (2-*^JU- 1 Hyy$yv-ju 

- 5 - ̂JU) - 1 H - V-JU-4 -^JU] - [5 - ( [ 1 , 4' ] tf 

IJ y-JU-1 '-^JU/1f-JU) - 1 H-sfy K-JU-2-^JU] 

(235) [5-7$y-i - (2-*^JU- 1 H-^>yy$yy-;u 

-5-^JU) -1 H-JU—4-^JU] - {5- [4- (2, 2, 2 

— K 'J 7JUtf P-x^JU) - \f.*<=7i/y- 1 -tjJUtfi'-JU] - 1 H - ̂ > K 

-JU- 2 -^JU} ^ 7 > ; 

(236) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

- 5 - ̂JU) - 1 H - V-JU-4 - ̂JU] - {5 - [4- (2-LKP 

^>-x^JU) - ¥^Vy- 1 -^JU/^-JU] - 1 H-^ > K-JU-2-

-f JU} > ; 

(237) [5-7$y-i - (2-*^JU- 1 H-^>yy$yy-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5 - (3, 3, 4, 4-

•x K ^ 7 JUtf P — tfP 'J y>- 1 -^JU/^-JU) - 1 H --T > K-JU- 2 -

-f JU] > ; 

(238) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- ( (R) -3-7JU 

tf p-tfu 'j vy- 1 -^JU/^-JU) - 1 H->r > K—JU-2->rJU] -* 

$ jy •, 

(239) [5-7$y-1- (2-*^JU- 1 H-'OVy $yy-JU 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [5- ( (S) -3-7JU 

tf P-L°P 'J 1 -;frJUtf;-JU) - 1 H - -f > K—JU-2 - -f JU] - * 

$ jy •, 
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(240) [5-7$y-i - (2-*^JU- 1 $yv-ju 

— 5 — JU) - 1 H-L°^V-JU-4-^JU] - [4- (4-* h^>~7 

x. —JU) - 1 H - L°P — JU- 2 --f JU] 

(241) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) - 1 H-L°^V-JU-4-^JU] - [4- (3-*h^>-7 

x. —JU) - 1 H - L°P — JU- 2 —r JU] 

(242) [5-7$y-1- (2-*^JU- 1 H-'OVy $yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [4, 5-tfX- (3-7 

JUtf • — 7 x —JU) - 1 H - tfP — JU — 2 —r JU] 

(243) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [4, 5-tfX- (4-* 

h^>-7 x~JU) - 1 H - tfP — JU — 2 —r JU] 

(244) [5-7$y-i- (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [4- (2, 4-^7JUtf 

P — 7 x —JU) - 1 H - tfP — JU — 2 —r JU] 

(245) [5-7$y-i - (2-*^JU- 1 H-^>vy $yy-ju 

— 5 —r JU) - 1 H - JU-4 —r JU] - [4 - (4 - K 'J 7 JUtf P 

* h^>-7:n-JU) - 1 H - tfP — JU — 2 —T JU] ^ 7 > ; 

(246) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

-5-^JU) -1 H-tf^V-JU-4-^JU] - [4, 5-tfX- (3-* 

h^>-7 x~JU) - 1 H - tfP — JU — 2 —r JU] 

(247) [5-7$y-i - (2-*^JU- 1 H-^>vy $yy-ju 

-5-^JU) - 1 H - V-JU-4-^JU] -^>V'7^>-2-^JU-

* ̂  y > ; 

(248) [5-7$y-i - (2-*^JU- 1 Hyy $ yv-ju 

— 5 —r JU) - 1 H - JU—4 —-f JU] -s<yV [b] 7x>-

2 -^JU-* ̂  y > ; 

(249) [5-7$y-1- (2-*^JU- 1 H-'OVy $yx/—JU 
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— 5 — JU) - 1 H - L°^V-JU-4 —r 

JU-* ̂  y > ; 

(250) [5-7$y-i - (2-*^JU- 1 H-^>vy $yy-ju 

-5--TJU) -1 H - tf^V—JU-4--f JU] - (4-7JUtf p-7x—JU 

) ^ y > ; 

(251) [5-7$y-i - (2-*^JU- 1 H-^>W$yy-ju 

— 5 —r JU) -1 H - tf^V— JU— 4 ->f JU] - (3-^PP-7i — JU) 

^ y > ; 

(252) [5-7$y-i - (2-*^JU- 1 H-^>W$yy-ju 

-5-^JU) -1 H - V-JU-4-^JU] -^y'J>-3-^JU-*^ 

y > ; 

(253) [5-7$y-i - (2-*^JU- 1 H-^>W$yy-ju 

-5-^JU) -1 H - V-JU-4-^JU] -^y'J>-7-^JU-*^ 

y > ; £<££/ 

(254) [5-7$y-i - (2-*^JU- 1 H-^>W$yy-ju 

-5-^JU) -1 H - V-JU-4-^JU] -^y'J>-6-^JU-*^ 

y >o 

[0273] UJltTOCt^ fu§Ei£ (I) tCfc^T Atf ̂  > K-JU-efe^U Rs&t/R 

i, 1 &<£t/ 

H 2 tc IEi6 3 tl S It tf ^ tf ̂  tl S o 

[0274] ±§E0Mtl^)t^ mti\ IIMWO2011/016528^tCIE®3tlSi^£;£ 

tc^o T f 5c^:tft$§o 

[0275] S/c, ±IE®^0^tCfcttSFGFRPlS;m^W"rS^^tCt^ 7 'J —ft 

lZWibt> 

c©j;9^ rj^j tLx&s m$mtks 

yi£i£&£ftfW^tiSo 

[0276] M*.&&&&, M±^ 

M±^ 'j >&&%*?&$>&zti, L^mt LTtis 
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7VJUl£i^ ;TCI£±^ 

?LIt±mL 'J>=Tl£i^ 

P- hjuxy^u^vitj^&^tf&tf £tis0 *fg0Etc33ttSf#tc&fS Li^ 
i^ti, 'j >=fi|J^-efes0 

[0277] LlM?iJ£: LTti, t) >J 0AikteZ: 

(DTJl/ti 'J £Miks JDIsisO Aiks ~?y7'5-is0 Aikt£t:(D7 )\st> 'J ±II#S 

iks 7)i/$-<yAiks ~7y=£-^ 

LTti, ^JpLti'yx^U;7^ yiks 

>±^ N, N-v^yv^m-isyvy^yyktzziffotfbn&o 
[0278] 11147$ yit±^0^S L^Mt LTti, 

$ ptf b tl, iMS'147 $ y @t±M©»S L lM?iJ £ L T ti, m ti 
7JUdr->^ Wyik, J-)\s-?yi&ti:£1ffotfibtlZ>0 

[0279] *%BRlZ£ttZFttm^?£&$:Gt2><t'&mzte£tc, 7Kffi^:fcS#^tl 
So ^B^tCfcntSFGFRPlSStt^W-rS^b^tC^ ^0feS 
1©M^ML^ Mtmftttzh!§£• tf &Us 
£tlSo 

[0280] ^B^tCfcntSFGFRPlS^tt^W-rS^^tCtiS/c, j*i£±£-f££T 

coaftft 7*D^aftfts £ £ t/s 

M-n ̂  t ^ ti S o 

^B^tCfcntSFGFRPlS^tt^W-rS^^tCtiS/c, ftIt0^ll#Mtf 

S#^tlSo 

[0281] ^B^tCfcntSFGFRPlS^tt^W-rS^^tCtiS/c, f07°PK^>>y 

tf#stis0 7°p K^y^ti, 

jfcfttCJx-^^ titers TLCO'ft'a^iZm.TL L T ^ tf ^^B^bn" ̂  
(Dmrnfar-foV, tcj: 

[0282] ^0^tCfcntSFGFRPlS;m^W"rS^b^tC^ f 0^I*I0 1 ^± 
©j^-f tf n lift "eit^ 3 ti tc i co tf # s ti s o H/3 tc 33 T M lift t ti, 

(m^m tfnu-e, nm& tfi^si 
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atli, 7j(ii^N MUll^ StSljl^ ^ftH^ 

% tf-fc)yN f ti^© 111 lift tctiN 2H% 3H^ 13CN 1 

4C, 15N, 1?0% 180% 3 1P% 32p% 35S% 18F% 3 6Q £ ft £> o 4$^ 3H 

^i4C0j:9^ 

ttfVZZo ^T^£SS2££x 

ZtifX^Zo 

[0283] S/c, *fgQBK:£ttaFGFR|M£!]£#fr rtfc^ijj riMfflli 

±^L7tFGFRffi*;gtt^W"rS{b^fcJ; 

tf2i£^ fa JC fF# 5 tit# £> lift £ £ & £ 'B O >&M O ffl.J$m ZMMTZo 

[0284] *m%iz&v iij^ti-rus^itcj; 

t^ijs mmJ> iPiiSijs ^ais^Js xzf-tjuM, VP >>^°^j. KP 

flSA&k »J> IfcE&k Bg^*$!k &ML &W 
^'J. /\° y 7°$!J, p - *> a >%m t LxmMiktZ Z t t<X$ £0 S^iJ-fbtcti 

ffi;fffli^tiS®JF^iJ> IS^SiJs ;i>R£!k fccfctfjft 

^tc^j^Mj. fLibgiJs PMISMJ, P umm%L mmm 
^ -mzmMEhmnommt 
t>nz>j$ft%m-£ix<%mz£ vmMitzn&o 

[0285] mti\ *mnizfrfrz{k'&®£t£&;z<Dmm 
3 M&M, >i>K^J 

s W&M, ^P^MiJ^if^JD^/ctis SiiiaiJlt L WMMs 
f££!k tftMimM, t>7°-£)\s%mtt2>o 

[0286] Zti<b(DMfitLXMn7L&s K^OiirtBi 

tl>& ; Mb/7 -r X x^7>, 11^7 7 -r >H©j^b7kll ; $ 'J 7 

KxS/Jk $ 'J X^vlt-r V 7°P ; -tz K 
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^^-JU;PJUP-JU||©^M:PJUP-JU ; :> 'J P > 

^ ; Ss>jn>; *° •; ^ x ? u v M&^X x x Jk v JU tf ^ 
ixrik y >; -tz 'j X^iteltxx^jk yyjutf^ >|M& 
ItX.T.T^Jk 'J \y yW.ifcZfcP. L/i» tf'J ly ytf IJ 

*-y7°nk?l/>yn>y?zitfljY—^<DRM}%i£%i] ; t: KP^x^jU-tzJU 

• -X, ^'J J7 ?'J JUl£, tUlytf^-ytf-Jlytf'J tf IJ Jl? Is > 7 IJ n 

-Jk <K'j tf-JUtfp 'j KX p^JUtJUP-x&^OTftgtti^^F ; x* 

y—Jk -f V7°P/W-JU^i;,®®0TJUP-JU ; ^'j-tz MX 7°PtfU> 

?'JP—Jk y 7°P tf U Vy 'J P —Jk VJUtf K—JU&£f©#lffi7JU=l—JU 

; yjUP-X, Wlt:PJU$ " £ A7^?^> 

^As WI£:PJU$ ^tlSo 

niMtuTtt, en, 
K-Jk VJUtfv k $MHzJUP-*N ^tiSG 

[0287] tfxJUTJUP—Jk *°'J tf~JUx-^Jk * 

^JU-tzJUP-A x^JU-tzJUP-X, 7^tf7=TAN h^tf>k -tz^f-> 

N i/n=>yV, t KP+y^P tfJU* ^JU-tzJUP-A L KP^r^>7°P tfJU 

-tzJUP — 7>N d\ 'J tf—JUtf P ij KX *°'J 7°P tf U>yj P-JU • /1N0|J^^T 

->x^U> • * y'JU$ ^tiSo 

[0288] TOJtLTli, m^Mh iz^>^ feU-tzJUP-X, j^lt 

£jk>^7AN m&kMi- h 'J ^7A, ?x>I£;bJUv^A, f h U >, ^ 

0?y, ^JU^^r^/^JU-tzJUP —Tv • tlJlsi/O <otl£o 

;f LTtis $] 'J >S£ v ̂  ?y^A, ^JU^, ^'Jxf-b 

>y 'J P-Jk v 'J ti, £fbti&o 

if fe^'J 1/ X tiHEsfSpp tl ti ^P^-RT^ tl~€ lN S i) COlfs 

£iJ£LT{i, 

[0289] • mUMlCim&s UiSltP-^< S 

Z£&:b%Z>A,£3:z.&l\ £tcs isOv 
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E%:1)WXT, ^;£tcj; VgkMikt&o 

[0290] 

So ttefo^mMuzfotcv&mtzmmntLTiz, WMM 
PPN d<>:;6MtbX&So 

z&ftmfttLTmfomz^ mz-^mmm, mm, 7 >> 
<?XMs mUSkT^—J^s SsSBIIII, :>'JP>>^ 'J >Ssff 

nibiz&mizjfcv, pmisiak tamim, 
-s&k m&ns mntezzmntzzttf-ezztfs 
tcfr;6NS^ffl£ijCQg£iJJ^^Ui cti£tcpJl^;*ti&^o 

[0291] s/c. ss&k $ 
mk ^$>^is umt nmmmmvj&ft* 

fo tc y IS£3 tiS;IJttZ ftSMT?£> So 

[0292] *fg0£ tc tt S FGFRPMSte % M t S fb^tl £ E# tC £-£f S fc tf) 

so m^mmmmmmtL) ^(D^mm^izm^nts 
ti s tc <£ lJ £1 • t cfc ^J^tiiSSiJs f^iJs fife 

ftk tl y-tZjlsftk VP >> 7°SlJs hP-^glJs P^A^lJs ^Js ait^lJs ^W^IJ 

s £MMs £Ms 7°gjs p-va 

LTi^iJ<fbU is^-rsc^^-e^so 
[0293] ^0^tC33tfSln^iJS/cti^)^Mll^lI^tC#W^tlSFGFRPlS^J 

©fflMti, Otitis I'm WMs &5-MM • ik<om$Is $IE©J1 

i; T iSi:M/Sx C t tf-e $ sQ 

[0294] M*t^ E#©s &#©*£(& 14^ H^Jtc 

ttt-£JSS1f^fc£lcJ:y^lXg&.5^ LT 1 Sfefc^ #]0 

. 03-1000mgN L < ti0.1-500mg% 3 £ tC&fS L < ti0.1-100mg£ 1 0 1 ~ 
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ti, 5!^$] 1 £ig/kg~3000£ig/kg"e#> 
lJ N fcF S L < t£$] 3 /xg/kg—1000/x g /kgX&So 

[0295] mttc, ±i!i®FGFRPlS;m^^^Sib^^\ 'J 

K^P- Ki-s*0|j 27 u 

^ K£^t-£>£^lc&^;*ft.&J:9lcm^ft£c:££&Si&£-r£u l£lb 

&ya % ̂ t s msmm gmsusti tc mt s 0 

±^©FGFRPMS;m^^-rsjk^SL< itt©n^w 
tCf^3tl&i^0^$]l:£|£M£-^ 'J ^7°^ K£3gilSfc&§^ "J 3? 7 U^-

^ KZB^lz&^-TZ Z t%-£&]g(D>£m£fclZ^lfij5}£s 

©2l£^falCfF#3 §£I4£-*° 'J ^7°^ K^fgllS/cte^*0 'J 7 

7 K^^1-SS#©^S/c«^KtCfcntS^ffl©/ctf)a)FGFRPI#}g 

^cm-r&„ 
[0296] HftfatCte, £^tf±$U7cFGFR|l#&J£#frft^ajlCj;£&-££gtt£ 

mz, txmmtzztiz* 
y s §£<S=£^ §£I4£-*° 'J s<7 ? K£fgii LT^3A\ £Tc{£§£14^*° 'J ^ 

-f? K^P- Kt a#1; 3?7 K£W"tsfrsfr£§iti$u 
IJ ^ 7°^ K ̂ u T IN S A\ £ fc 'J ^ 7> K z P - Kf £ *° 'J 

K^^-TSJi^©^ ^FGFRPfl^$J£#fr#tilS&J£^I^C&-5 

t&AvizH^zti&zt&ft&ittzbcD-e&Zo c*uc<fcy, ^££&KC 

<£ •§> )• !lll (•!- <fo If S ^ $$(•<_ RSih U% fi"3ftl!l0}n!llli£i):^: 

ftS<£7>£iMt£P> SP-JU-TSCl^A^tg-efey, MlbEil (perso 

naLized medicine) IfvStzb. 4'5C 

[0297] *^-*>*3 

J^±tCjitTt" S <^^^0^CDS4-n Jt'fE^^SI^tC^iit" £ d £ LT^S 

o 
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(tumrom^)^ mmwjy 
N (Lymph nodeCDnodeCDsJI;#:^) N <£Tf 'J >i^ 

(metastasis©**!:#:^) 

3tl£0 f©*T\ 

71 - y 1 tc Ml 3 tu mmtf @#££Jf tc S Tit;! L T IN S t © ti X - y 2 tc 
MI is n, sfiji^MJn mmmm s x;i;H Lti^t©^b B^I tf tu turn 

si^iN-rtiAMc^iLTiNSt^s-e^x^-yatc^i^ti^ 
jMtf#sg^ mm<D^tntHzmmLT^zi)\ 
tkmsbZ>*>(D%:X?-V4[ZMllStlT^Z>o 

[0298] &fc\ K^^iiLTlNSA\ S/ctiM 

£-*° 'J ^-?? K £ =l — Kf s*° 'J 3? ? b^51 K£Mt z> tf Stf £§iti^ ± 

^e^tis/c, FGFRPis^tt^^-rs^^^iwi^-rs^itc^-rso 

[0299] ^0^0FGFRPlS;m^^-rS^^^|W|^-rS^;iti, HftfatCti, JU 

T 0II £ #tf tf £ tl £ o 

(a) »lbl=r^©#£Tfcc£OT#£TT\ ±$ L/c*fgBS©ffl^*° 

V<70? K£fgii"tS»£ftlftli£SU mmi%M(D\s'<)\s%:)kfetZ> 
il ; 

( b) M^b^©#£T"e§£»£i£S L/ciI£-©«i^g© b^JU 

&-f£H£ ; £<££/ 

( c ) M^b^©#£~F"e§£»£i£S L/ciI£-©«i^g© b^JU 

tf\ M^b^©^#£TTi£»£i£S L/ciI£-©«i^g© y 

ffiiNiliirti, W^b^^FGFRPMSStt^^-rS£¥y£fSii. 

[0300] £0^;£Tm^tis«ti, F*m%tz>mm 

Xfetit££.MB> ^b^ti/clffl^S/ctill^xIffl^^iN-rti-efe^Tt J: 

IN0 M<^*.»tcti, ±^Lfc*fgBE©ffl4£-*0|J^7051 K£=I-K"TS 

*°'J b:*?1 K£#Wt£^^-tf®A3tifc£I<^;L«tf^tf ̂ ti 
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§ o 

s/c, mmt-zntz 
^E^tf ti/c^«tf ti/c^«*fctfmibns 

o 

s/c, *fgBStc£tf£^tct^ 0ftE©^tfS#3tiSo 

[0301] ^0^0FGFRPlS;m^^-rS^^^|W|^-rS^;i^ 3 *>IZS MT<D 

Il^ttf^^ tf P tf £ tl £ o 

(a) ±$Lfc*fgB£©ffl^*0|J^7°?1 K^^ii-rS«^#ffl^tl/c# 

t: MtfLft^tc, M$Hb£^£&^U §£«©i^ita) 

m ; 
(b) Ii(a) T^^tl/clfflJ^i^gcftl^U^ mm.it^(D^ 

£ ̂  tf T IN ft lN§£||j^ 3 tl/c# t K PffLS)^ iz £ IN •T 3 tlfcM 

; &<££/ 

(c) Ig(a) -e^^^tl/clffl^m^b^JUtf, mm.it^(D^ 

^ ̂  tf T IN T£ IN|^||^ £#*it 3 tl/c# t K PffLS)^ tC £ IN •r 3 tl tcMM 

mvmmmvis'ouj. w^b^tfFGFRPisstt^w-r 

st^jstsiio 

[0302] C0^;i-effllN^ti^«^N K£fgii"tS« 

xfetit^b^ti/clffl^s/ctili^xlffl^^iN-fti-efe^Tt j; 

IN0 §££I<^*.«tcti, ±^Lfc*fgBJ3©ffl4£-*0|J^7051 K£=I-K"TS 

K£##t-£^?*-tf#A3ti/^^&ASfflJ&tfPtf £ti 

§ o 

[0303] S/c, §££«&, ^E^tf^Mx^tl/c«tf^tf^tl, l^b^tl/c 

MMte> ^E^tf ti/c^«tf ti/c^«*fctfmi£ tiS 
o 

s/c, *fgB£tc£tfS^tctiN 0ftE©^tfS#3tiSo 

[0304] ^B^©^tC33lNTti«fflflSJ^5S©U^l/tis MPL^S feU (MTT% XTT, M 

TS% WST, m) (^fe) 
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/£• ii./£ ̂k. T tC cfc U eCll"3~ S il tl if 7:' $ S 0 

[0305] ttz, m^ifm^(D^[z[t, IMCIS 

^ n S mm © A $ ̂  s tc ̂  mm 
tifX^Z o 

[0306] ^0^0FGFRPlS;m^^-rS^^^|W|^-rS^;itiS/c, Utf-*-
•v — yyviz-l (reporter gene assay) tlSQ 

[0307] LTti, :>Km^nx^z>\iWs(D&%s>yj^on%:^-
tU ^ij^.ti\ JtiyO^f (Aequorea coeruLescens) 

>/^ffGFP% 0 JL^--\Z 

s jsSi^V^ffiJfe^RCFPs (Reef CoraL FLuorescent Proteins) N 7JU—SV 

y/^9 U, £>tl-g>0 

Utf-^-^-yT'yiz^U, mti\ ft(D£?izmMt 

Z>ZttfX^Z> o 

[0308] ^Wmmtttf')^? K£=l- Ft&tfV 10 \sit? Ft Istf-t-W; 

fi£=l- FtZmfcTZ, WM^tf')^? Kzi-^'-r y<ftf') 10 \sJ$? 

F (DmRNA^ GO(D is V± JU tC ft# L T tt b *°- 0 — 0 > ' ̂ 0 £ =1 - K t £ 

mfe-fCDmRNA^^lE^tf •& cfc 9 tClfA L/c^iE^^ 0 ~X\ 

xoy^o(Dmm.x-m^z\m^num^m%my,xm^tmxm 
mzftmt&o mbtitcMmimmiz, mttr 

LT^ii^ ti^ra-^/lN0 'J ^7°^ K® ^®ll£-<K 'J 
^ 7°^ K0fgii ̂  H0#tcfgi!3 tl£ m Is tf- 0 — ^ >/<0 1f%t%> m%(Dw 
*mfetz>ztiz£vmmmzmfetz>ztiz£vs mt^w, mk-stf 
')^7°?F(D%mz§m^^-x^t>^t>^%mt^ (mti\ xmmmb,4 
36,128^^S^fF^5,401,629^ #) „ 

[0309] %tc, zm^tcmt^vmfetes -7-^yM^mx^mx 
fo&1fs ^ (ntfv K) ^ffllNTSS]"etT9P/Tll/\^XJU-70>> FXO'J 
— ~yO (High Throughput Screening) (IIIH±pSl^, VoL.23, No. 13, p 

.521-524 ; *g^fs5,670,113^) £ ^ £ d £ tc J: U J: U iS5& ffilltCtT 
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9 d tifXx* Z> o 

UTs »wc<£u*fgBj^iiftfatc§^-t£o fc/cu *%mzztib 

S/c, ^MtKDUMT.mt, 'AtiKDHmztit? 
xmM*imx&z>0 

titz, Tfrl5©t£££^*V h^£ffllN£iI^tCtirfrIMnnn®J^»tC^T^ 

M*smxfoz0 

&fc\ mMtLT* 
E^itH® tC iti.^ Atl £> tl-2>o 

^1»J 1 
[0310] tC fc a FGFR3£ ifc(Dtf U ^ 7°? K ^ @1^*° U ^ 7°^ K CD SEEP. 

d) mmm 
h«*fc, RT112/84 (European C 

oL Lection of CeLL CuLtures (ECACOtf^A^ ; tl 0 U '• 85061106) 

N RT4 (American Type CuLture CoLLection (ATCC)tf£>A^ ; ^^ 

: HTB-2) N SW780 (ATCCtf bX^- ; t 0 • : CRL-2169) N BFTC-905 (D 

eutsche SammLung von Mikroorganismen und ZeLLkuLturen GmbH (DSMZ)7bN^ 

A^ ; : ACC 361) N GQ^tl^tlfr f^miRNeasy Mini Kit (QIAGE 

N}±) tCct o TRNA^:JE&t±j LN HiSeq™ Sequencing system (ILLumina}±) CDPai 

red-end reads (Read Length: 2x75bp) tc0 

[0311] t#tl/c±mSlB^lJ^:IS#CD^'/i(Maher et aL. , PNAS, JuLy 28,2009, 106 

(30) : 12353-12358) ^:#^tCRefseq transcr i pttC V y tf> O LN ^TX 

m&z> mfcT tc v -> t° > y 3 ti z> ±^si3^y zmtztiz&^T 
M^rlS^L/c o l£tcs Refseq transcr i pttCV y tf> ̂  3 tlt\ 

^liM0tC V >> tf > y ̂  tl^ ^ T£ 

L/co 

[0312] RT112/84, RT4&t/SW78003ffl|l0S£S^«tC£lNT, ^tl^ 

tlFGFR3 £ TACC3 £ (D>J ̂  7°^ K\ FGFR3 ^ TACC3 £ (D>J ̂  7°^ K 
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, £<£t/FGFR3miAP2L1£0S^*o,J^7°^ K£ =1 - Kf 'J 1 

\ BFTC-905|ffli^tCtiFGFR30?f^MCD^ 'J /^7°51 K£ =1 - Kf 'J 1 0 \s* 

? Ktf5SII^ti/co 

[0313] (2) cDNAm 

FGFR3hTACC3h COS^n" 'J ^7°51 K\ £><£t/FGFR3£:BAIAP2L1 £: ©Sin" 'J 

s<7°? K0fgiitf^P£3ftfc3ffl|l0«J; y&ai 1 (1 ) 

iN/c^tl^'tl^RNA^I^MtC, KTranscr i ptor Universal cDNA Ma 

ster (Roche#) V K 7°P K =UUtC^ T3£ 

CDNA££-J5£L/C0 

[0314] % b tl/c^&cDNA^I^M^; LT, IB^lJS"^-1 (F3fu-F3 : gtgcacaacctcgactac 

tacaag) 2 (RT112-R3 : gtaatcctccacgcacttcttc) 

'J =f10 \y^? K7°^ V- ("tz y K 1 ) , 

1 (F3fu-F3 : gtgcacaacctcgactactacaag) 5 (RT4-

R3 : gggtgtcactcttctgtctaagga) £tCD7f 'J 

=f2? K7°^ V- (-tz y K 2 ) N -?• LTIB^lJ#-§-3 (F3fu-F2) tgtt 

tgaccgagtctacactcacc) focfct/IB^yii-^-4 (SW780-R2 : gacatgtcccagttcagtt 

gac) 'J =?ZO \y^? K7°^ V- ( 

-tz«>K3) DNA*°'J ^-"tzKOD-Plus-Ver. 2 (HC^M® 

) PCR (94°C15#, 55°C30#, 68°C 1 ^£35^ <7 JU) 

/"Co 

[0315] 7°5K V--tz«> K 1 -m, RT112/840RNAJ; U^L/ccDNA^Ii 

MtC L/ciI-^0^tC^670bp®/<> Ktf5SII^tl/co 7°^-fV — -tz y K2£ffi 

RT40RNAct U^L/ccDNA^IiMtC L/ciI£-0<^C^610bp® 

A'> Ktf5SII^tl/co 7°5K V--tz«> K 3 SW780® 

RNAct U^L/ccDNA^IiMtC Ltd§£-®<^450bp® A'> Ktf 56SS3 tl/cQ 

[0316] LTSangeri> —^7 Xct lJ BigDye™ Terminator v 

3.1 Cycle Sequencing Kit (^-Y 77^0 J • V—tt) RT112/84td 
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mm LTlN£FGFR3£TACC3©ffl4-£*° 'J ZO Is if? 1 

4 (FGFR3-TACC3tf\ 'J ~p.9 Kv1) N RT4tCfgii LTlN-g>FGFR3,>:TACC3® 

'J Z 0 1 5 (FGFR3-TACC3*0 'J 2 <? \s* 

51 Kv2) N SW780tC^§i|!, LTlN'i)FGFR3(h;BAIAP2L1 ®S4n"^f\ 'J 9 \s^? FCD 

SI3^J1 6 (FGFR3-BAIAP2L1*°'J K) ©B3*y£H£ 

Ltc o 

fulETlf^tl/c'lt^t^tC, ^tCftoTs ^tl^tlOSi^K'J'*:^ 

K (£S) £=l-K"t£ CDNA0±^SI3^^^^L/CO 

RT112/84tC^§i|!, UTlN^)FGFR3^;TACC3®S4-n^f\ 'J /^7°51 K (£S) £=l-

Kt-£cDNA©j&gB3^33J:tf^©;P$ y^B3^£^tl^tlB3?y#^2 7 fed; 

t/|3^y#-§-2 8 tC^fo 

RT4tCfgiiLTlN£FGFR3£TACC3®ffl^*0U^7°?1 K (£S) =1 — K"T 

cDNA®±^siB^yfectt/^'©77 $ yiti3^y^;eti;e,tii3^ys^2 9 33<£t/i3^y 

#"§• 3 0 tC^t~o 

^cDNAO^SSB^l©^©^^ I3^y#^2 9 ©f§2,281 ~2,379# @ 

SIB^ FGFR3£=l- > K • £&&B3?y-C& <J 

% 13^]#^ 3 0 ®f§761 -793# g 0 7 $ 71113^1 £=1- h'LTl^Co 

SW780tC^iiLTlN-g)FGFR3(>:BAIAP2L10S^/lNO|J^7o51 K (£g) £=l-

K-r^cDNA^j^sE^yfe^t/^^T7^ 1 33 j: 

t/|3^y#-§-3 2 tC^fo 

fu^L/c^^U LhFGFR3ti, ^tl^tl!3^#^ 6 33<fctfB3?y#^ 7 tc^ 

3ti£:P$ yi£l3^£W~t£ 2ail0£?£M*O|J^7°51 K^#STS^:C5 

, d tl e> 'J ^7°^ K tC33 tt £ N ̂ miSjj0FGFR3fi3fc0^ti, 13^# 

•*§• 6 tC^3 tl£ 7 $ 7 III3^y £Mt Z>£?£MFGFR3tC fi3fef •& t> ©'T?& o fc0 

cti^®i^i^^tcs^t^ti\ t Ka^cD^fficD^iffl^tcti, i3^y#^7 

tC^^ti^T7^ tl 9 1 o©^£MFGFR3£TACC3£©2i|fi£g 

©S4-£*° 'J ^ 7°? K\ 33 J: t/13^ #^ 7tc^£ti£77$y 1113^ £ M t £ t, 

9 1 O0^^MFGFR3,>:BAIAP2L1(>:0S^/1NOIJ^7O51 
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150 

mmm z>%T±mttR3tikcc3to) ^ -D 
(£S) £=l-Ft^cDNA(Dikmm^J:Zft(DT< J 

3 33 J:tfBB?y#^3 4 IZ^to 

mmm iz^tizy $ z>%T±mtfR3£-[hcc3to)ifco) 

1 K (£JI) £=l-Kt£cDNA0j£g|B^£J;O^0:P 

$ y ItlB^^ti^tilB^S^S 5 33 J:tfBB?y#^3 6 iz^to 

lit, §£cDNA0i*g|B^]®IB^]#^3 5®^2,275~2,373#@®J^SIB 

FttR3%:Z\-FtZ>mfcT(D-( y Fnyizmmt&mmm-ZfoV, IB 

^yS"^" 3 6 CD if§759~791 Hi § CD ~7 $ J ItlB^J — K LTlN•So 

IB^J#^ 7 tl£ 7 $ y IIIB^y £ £©£MFGFR3^ BAIAP2L11 ©ffe 

© 1 K (£JI) £=l-K-r^cDNAO^SSB^ieJ:^^© 

yitiB^y^^ti^tiiB^ys^s 7 33<fctfBB?y#^3 stc^-to 

[0317] S/c, FGFR3-TACC3ffl^*°'J isj? SlII^l¥±^ Jffi 

FGFR3-BAIAP2L1 K 

SlII^jI¥±j£^ 3ft/c0 

^1»J 2 
[0318] £iB(PFGFRPflM0FGFRK FGFR233J;t/FGFR30*±--tz'lgll)5#Z> 

^t/tCFGFR3-TACC3S^/lN° U ^7°^ FZmmfoCDmmmmm 

1 . £*i0FGFRmM0FGFRK FGFR233<fct/FGFR30^±-t:Bll)5#£m^ 

(in vitro) 

[0319] ( 1 ) FGFR1@x>-tfV AtDffitim 

H1 - 1 ~H1 - 5 tC=Ei6^tl-g)^^©FGFRipiS®tt^N t KFGFR1X 

>+f^A (^JU^-/W^+f^x>Xttiicat 08-133) tf^V-fb^ 

7°^ K (EGPWLEEEEEAYGWMDF ; |B^J#^3 9) CO'J >gHbJ5JMPlS;£14tC<£ 

y >UJ£ Lfc0 u vit-fb?yit^<y°? =L-• tf-7 A^ IJ 7°^ 

- h^^tt/cJ/CJ >I|jb51P^>lnft33J:t/77P7 -r ZI^T7->©§^# 



£ii£^.H ^yfi o*^$S£ad0d^Mt7-iy^M0¥? 

^o^vrio^-^$Se00vi-eyd0d-y\^iirH — ^iQ^^ir^ 096 

(0J1.IA U!) a^M^iTWWSidydOd^Wi')^* (17) [22£0] 

°-yn^ns- L^~ L - L^ v^^^i^i0Xocn^q>-gr 

(# 

0g3I) ^«®%0 3 

^ • - T: v?iW^GO.H ^vq><^^im< r, °-in^d<(i 
Tril-SSI^^^q>ll< Ti0 (6 £-§-|t[i4tS : dOTIM0AV333331Md03) .H ±A 

MSE^ (9SI-80 1BO^YKJ: y&P y^s+Mq:) v>,fr< 

xeydOdH ^ ^I'ssi^ydod^^qi^^^ssin s - L L - L ^ 
m'#y^a)v>,fr<x0eydOd (s) [1200] 

°-yn^ns- L^~ L - v^^^i^i0xocn^q>-gr 

(D>03oi) m 
i^n%o s 

H ^^£^^9991X<2: <20.^*^10) 

>^nz,'SaT.c¥^]/f<^n^q>ll< fi 

£vn-n V¥1W^GO.H ^0£vq><^^q>ll< n °-^n r-i mi, 

S#IdO)^^q>|l< f,0 (6 £-§-!in4tS : dai/\IM0AV33333~IMd03) .H ^c£vq>< 

±¥7\ MK^V^CnzydOdH (snj 1 AOInoeq) ^ir 
v^l-S#I^ydOd0^q>^^^S2iris- L^~ L -

¥Wl^vT^Tx02ydOd (z) [0200] 

°-yn^ns- L^~ L — im K%%mmcD2.^c-2im^% 
°ynwM% (# 

09oi) ^«®%O S 

£1 H ^^fl-^^^999nx<2:^a^ 

00Z9/.0/£I0Z<IfAL3d ZZOISO/PIOZ OAV 



[£2£0] 
°^n 210901(2) 

r£r£^(\#&wm V?1 (0901) ^I^%09l^TWO)W^4 

£ii£^.H ^yfi V-1 £ T4^1 g - L L - L ^ 
°-yn WMicTri¥^=\[vii 

£10901 vntPMi(%) 00L x (O/l-L)0#0-yn ^teWtO^%l\\Q)WmVQ)WL~4-
n #§j3n o?*g^oswa vi^commonT 6 -y n #§j^w 

°--/ n Piui ri T -1 (^if^q^ 

IMJ) 8-isM^i^Mfo)^^ast7 °^n#^ast7af#¥pynD?^^ (&$-
xn ̂ ir-i=H < i=) oswcharsp s - i L - i 

00Z9/.0/£I0Z<IfAL3d 99 U zzoiso/noz OAV 
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[^1-1] 

it-Bm FGFR1 
IC50 (jumol/L) 

FGFR2 
IC50 ((jrnol/L) 

FGFR3 
IC50 (pmol/L) 

HCT116 (CRC) 
IC50 (pmol/L) 

RT-4 (Bladder) 
IC50 (|jmol/L) 

1 <O^TXML.NH 
0.0014 0.0034 0.0035 4.1 0.02 

2 

H 0 MH H 

0.0069 0.0084 0.018 2.7 0.016 

3 

- H Chiral 

r^N'WNvi3 
o^J >v 

vnl/-™ 0.0027 0.0043 0.0054 2.9 0.018 

4 
nJU""/-&r 

(riJ 

F 

0.00067 0.0085 0.030 9.5 0.018 

5 

H o NH, yN"irX 

, 0j ' Q"-~G N 

L-T 
0.00032 0.012 0.012 11 0.021 

6 

<> 0 _ j. 0 '"" xx> v-vxcr 0.00081 0.012 0,0037 12 0.024 

7 VN^ri,J *=NH 0.0029 0.0094 0.13 3.2 0.024 

8 

'°-I 
1 H WW / t^L^y^NH, N^-

'0 v,_0'NH 
0.0096 0.023 0.034 11 0.029 

9 
rN-^rvkU3 

Uii,™ 
><>NH 0.010 0.015 0.046 6.3 0.030 

10 

0 NH-

~^pAivG>. 
W/ H 

0.009 0.0062 0.032 >50 0.039 

11 

NyA (NH2 jg^. 

CKWJ 0.011 0.017 0.065 5.7 0.052 

12 

0 

0.045 0.021 0.082 7.2 0.058 

13 

J; [! H 0 

0.036 0.010 0.35 0.39 0.065 

14 
1 I IjMwNH2 

v^v 
H 

0.038 0.0076 0.10 3.1 0.075 

15 

H 
/VN 0 
L**L/\NH2 

VN^ 
F 

0.035 0.016 0.36 19 0.076 

[0324] 
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[^1-2] 

it-Bm FGFR1 
IC50 (jumol/L) 

FGFR2 
IC50 ((jrnol/L) 

FGFR3 
IC50 (pmol/L) 

HCT116 (CRC) 
IC50 (pmol/L) 

RT-4 (Bladder) 
IC50 (|jmol/L) 

16 

H ^ 

0.23 0.20 0.40 17 0.076 

17 

O 
0.011 0.012 0.041 3.8 0.077 

18 
'0TCd-l NH, 

O-rrV 0.048 0.021 0.079 11 0.082 

19 

H 

^ N^-

VN<>NH 0.017 0.017 0.070 2.5 0.084 

20 

0 NH; /fc=^ 

J y.-NH 
0.029 0.025 0.082 >50 0.088 

21 

H 
O 

0J 

VNONH 0.021 0.020 0.090 21 0.088 

22 
H jf T-'-

0.016 0.0086 0.21 1.2 0.089 

23 
,-JL.P NH. H F 

,N-s 
0.087 0.11 0.13 10 0.09 

24 

NVAV^_N 0 

v^y 0.023 0.016 0.060 >50 0.092 

25 

H ,-. 
<^r"N 9 
i J t~K NH7 

H 

0.018 0.012 0.045 >100 0.098 

26 
KH> 

0.022 0.0055 0.094 11 0.13 

27 
NH, 

^c&- 0.015 0.023 0.077 25 0.15 

28 
H 9 ^H: JPY 

0jf Cx\j'H 

d 
0.048 0.039 0.16 21 0.2 

29 

H 
"V^r-N O 

NH2 

fr-cfr-
H 

0.03 0.015 0.14 8.5 0.16 

30 
NH? 

H 

0.033 0.020 0.077 13 0.16 

[0325] 



WO 2014/051022 168 PCT/JP2013/076200 

[^1-3] 

it-Bm FGFR1 
IC50 (jumol/L) 

FGFR2 
IC50 ((jrnol/L) 

FGFR3 
IC50 (pmol/L) 

HCT116 (CRC) 
IC50 (pmol/L) 

RT-4 (Bladder) 
IC50 (|jmol/L) 

31 W '""xfir 
H 

0.039 0.018 0.077 2 0.17 

32 

H 0 Mii H 

N-/ 
H 

0.043 0.039 0.015 8.7 0.18 

33 

H ^ 
A,-N ,0 

H 

0.15 0.056 0.95 4.4 0.18 

34 
CX,-^ .0 ^ 

^t?-r 0.050 0.026 0.23 3.8 0.19 

35 
V^O"N' 

0.043 0.022 0.086 7.8 0.19 

36 

0 NH2 

J\ / V- N /tfW >-\ —N N 
0.075 0.040 0.38 4.8 0.19 

37 

^Oy%.'N 0 
NH2 

0 ^ 
H 

0.040 0.015 0.080 8.9 0.19 

38 

0 
jJ^ANH2 t^y 

H 

0.022 0.012 0.16 6.1 0.21 

39 
r-rN o 
JUQ~V-rNH2 •/"- &-o v 

H 

0.024 0.0083 0.37 11 0.21 

40 Q>V' 
N'N-TTTV 

0.042 0.026 0.15 19 0.22 

41 -NH-
S?-^yV- 0.053 0.017 0.21 >20 0.24 

42 

H 
/V-N O 
lXi^\NH2 
T VN<>NH 0.043 0.021 0.15 15 0.25 

43 

,/•<-. ..i 

0.060 0.027 0.13 >50 0.25 

44 
k J. ?"'{ NH, 

M VYTV-
H 

0.030 0.0089 0.11 10 0.26 

45 
I^N^°YVN P 
0^ U^/^NH-Ny-

VNONH 0.0027 0.0032 0.0054 9.4 0.29 

[0326] 
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[^1-4] 

it-Bm FGFR1 
IC50 (jumol/L) 

FGFR2 
IC50 ((jrnol/L) 

FGFR3 
IC50 (pmol/L) 

HCT116 (CRC) 
IC50 (pmol/L) 

RT-4 (Bladder) 
IC50 (|jmol/L) 

46 

Q. ,0 H 

v"-ox 0.056 0.021 0.068 37 0.3 

47 0 / N C=/" 0.0079 0.011 0.036 14 0.320 

48 
HOY^N O 

IX--XA,NH2 VN<>NH 0.027 0.018 0.12 37 0.32 

49 

0 NH, 

C 0.0050 0.023 0.018 13 0.350 

50 
0 NH. / ̂  

f 0.091 0.057 0.37 34 0.39 

51 Xo:V>, 
4N.NY^'V 

0.076 0.036 0.80 5.1 0.41 

52 
-V^J, o w VH- „ v"oy 

H 

0.093 0.019 0.35 10 0.44 

53 
c O-V^T-^ P Fx ] T /-< NH2 F O ]={ M 

H 

0.057 0.014 0.67 >20 0.44 

54 
°TyaR^. 

ir / i M 
vTO~ 

0.038 0.022 0.082 >20 0.46 

55 
N-S 
H 

0.033 0.038 0.068 16 0.48 

56 

H 
/VN O 
1J^A^NH2 

V° VI"0'NH 0.091 0.026 1.3 19 0.49 

57 cVs "" _v"" 0.095 0.040 0.32 >20 0.51 

58 

H r> ^Oy'VN P XXHWNH2 

H 

0.0055 0.0040 0.029 12 0.56 

59 TX^WNH* 
4 N-^-WN. N 1 X ">' 

0.046 0.016 0.25 3.3 0.58 

60 0.030 0.0054 0.0031 17 0.6 

[0327] 
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[^1-5] 

FGFR1 
IC60 (U mol/L) 

FGFR2 
ICS0 (Mmol/L) 

FGFR3 
IC60 (pmol/L) 

HCT116 (CRC) 
IC50 (|jmol/L) 

RT-4 (Bladder) 
IC50 (|Jmol/L) 

61 5Xrky-
0.14 0.078 0.37 9.1 0.62 

62 
£F H 

F IT^TNW:I 

pWlf^v vKr 
0.060 0.029 0.18 1.7 0.64 

63 
rJLiP 
I V"<>NH 0.077 0.022 0.32 13 0.67 

64 
,<k0^r. H 

VN~CJO~ 
0.042 0.031 0.36 1.2 0.68 

65 
L X —\ NH, 

H 

0.031 0.020 0.11 23 0.68 

66 
H JXr ,v s"<pcvfvl N W/ 

0.025 0.048 0.043 >50 0.74 

67 

H 
/yOY^yN O oj U/1,NH Y 

\/N-ONH 
0.0030 0.0043 0.0067 7.3 0.75 

68 
r"v« 

FyWl/^ 
wvv-

H 

0.092 0.037 0.33 >2 0.91 

69 
^ r-vU> l » I X^XNH2 °^av 

H 

0.12 0.11 0.38 4.3 0.92 

70 rCO-}^ 
vrrV 

^ H 

0.031 0.0085 0.50 9 0.97 

71 

H 

^-JL^/WNH= 
^-N 

0.051 0.034 0.18 3.8 0.99 

3 
[0328] FGFR3-TACC3S^/1N° U ^7°^ K^/c^FGFR3-BAIAP2L1g^/lN° U ^7°^ 

(1 ) ^ii^.t(:Mtl,FGFRm#§i|0lMimi^ffl (in vitro) 

FGFR3-TACC3ffl^*° IJ ^7°^ KS/c&FGFR3-BAIAP2L1Si£*0 'J ^7°^ K£fg 

RH 12/84 (ECACCA^A^ ; t$u 

: 85061106) N RT4 (ATCCfr^A^ ; tl $ • : HTB-2) £J;tfSW7 
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80 (ATCCfr^A# ; : CRL-2169) N ft £>OHCFGFR£?£M*° 'J ^ 

7°^K£fgiiU (D 

SMZA^A# ; : ACC 361) N FGFR^SM*° 'J ^7°^ K^fgiiL 

s K£fgiiL^«^fe£UM-UC-14 (ECACCA^A# ; 

£ ̂  : 08090509) , FGFR3£fgiiL^«^fe£HT-137 

6 (ATCCA^A# ; : CRL-1472) 0ft 6LTFGFR 

(H2-133^2-

[0329] 96-7x;U7°b-(RT112/84, BFTC-90533J:tJUJM-UC-14& 

N 3.0E+03 cells/we 110 SW780, RT433 J:tfHT-1376&5. 0E+03 eel Is/wel L£iS 

m) izttLs 2 0 ixM%m±mmtLT3i%t'D9®mmRLtc&{b^s 33 
d:t/DMSO (•VhP-^hLTtffl) ^^iPL/c^E"e4S^±ML/c0 40 

P^H^©«i^g£WST-8 tC^UIt^JL/co 

[0330] L 

»£Lfc^xJl/©450nM0P«Jt©lit£T% DMSO£gsJp L»£L 

/c^0450nM0P»Jt ©lit £C£: L/c0|®(1-T/C) x 100 OO^^U IC50& 

-oXWih L/co 

[0331] 1^3 9 tCN 'J /^7°51 

i^g50%PlS;fjt (IC50) &N K^^iiL^iN«0iC50 

tchb^WlltC'fJST L/co 

[0332] 
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imz-w 
fB^t 

A 

H 0 Nh2 

/N\ J /)—N /X/XVMTK \N N 

B 

Hb2][Z7F£ti^b£ti 

^Jk CK N ^ 
H 

C 

A ' NH yO"^ 
\ v XX^NH n^tf 

0 
\ 

[0333] 
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im.2-21 
tB„ 

D 
H 1 Cl 

rymW^ N^N 0CIA^ 
/O 

E 

F rrW NH NH2 F 

/*0 r O OH 

[0334] 
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[^3] 

IC50 (/imol/L) 

A i'l: fr^ B il'AW c ft: -\Xn D E f^tJF 

UM-UC-14 0.11 0.010 0. 016 0. 017 0. 066 0.075 

RT112/84 0. 018 0. 014 0.017 0. 018 0. 15 0. 13 

SW780 0. 12 0. 069 0. 16 1. 1 0. 53 0. 57 

RT4 0. 35 0. 18 0. 25 0. 23 0. 24 0. 25 

BFTC-905 >10 14 11 >20 2. 5 2.8 

HT-1376 >10 11 6. 7 10 1. 1 0. 62 

[0335] (2) FGFR3-TACC3Sj£-fr° U ^7°^ K£^il.t-£mjC^t-£FGFRmM©£ffl 

mmmmmm (in vivo) 
$KMm$]mZs BALB/c 2-KV-7X (0*^1*-JUX • 'JA-) tCLKSg 

S^«^RT112/84 (ECACC) ©E§I^j£~RC#*it L/cJl^V -7 X 

It L/co 

L/c2- 1 iI^©*ft^J(0^©^ £<£^1 x 10^@©R 

T112/84«^ElI^J^T^#ffl^tl/c0 H^l©^$^^fcJ:^200 mmnc&o 

0t £ "Tr © V -7 X £ ̂  JC ̂  L/co 

10% DMSO, 10% Cremophor EL% 15% PEG400, £J;OM5% HPCD£ 

^mmzmmLs 20 mL/kg©&^fflMT\ nm-ei 0 1 0^0^-7 ;uc& 
^-Ltc o 

[0336] £-§W&fr£1 1 am ti9L^mt&BZ0£tZ£1 001 
) iz&ttzmmmmZs wmiz&i-izMmimtbmtzztiz^vwih 
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L/co 

(TGD = o 
mmommmmomm) x 1 o o (%) 

L/co 

[0337] FGFRPIS£IJ&N FGFR3-TACC3SJ-n ^f\ 'J /^7°51 K£fgii"t Jl&"t 

[0338] [^4] 

•!IJ >Vc (mg/k g ) 1 1 PgltOTG I (%) 

Vehicle -

ik&t) A 

2 5 6 1 

ik&t) A 5 0 8 6 ik&t) A 

10 0 12 5 

^1»J 4 
[0339] lffi£i|£ftfcfitt&FGFR3-TACC3g!fe^;fl U ^7°^ Kfc> cfc t/FGFR3-BAIAP2L1 111 rj/t\ 

U ^ 7° 51 K^^tl^'tl=l- K-r-S^'J K CD 

( 1 ) FGFR3-TACC3S^/1N° U ^ 7°^ K £ =l - Kf -5 *° U 7 ? b X 51 Kv1 

y FGFR3-TACC3ffl^*° 'J ^ 7°^ K £ =l — Kf £ *° 'J 7 ? b tf 51 K 

vl©c D N !£!^OlELTl^I^ (2 OA) frb 

m%Ltc^n?'nmM%mmnm&(Dcmh (Origenett) £J;rmi 12/84 (EC 

ACC) 0RNAJ; U L/ccDNA£gff £ U BB?!J#^ 1 2 

tlZikmmfrbteZJ 'J 37L<? btf?1 K£7°5K -?-£ LT, Tks Gflex™ 

DNA Polymerase (* 2J tf *t) PCR (98°C 1 0#, 6 0°C 

1 5#, 6 8 °C 1 ^£4 2+M 0)\>) £fjl\ DNA (>T 

>t'hpyx>tt) ££t,iz, ±^^L/c#+f>7°>»U^^^;7]<S]L/co 

HI FGFR3-TACC3S^^f\'J/N^7°51 K&3 — Kt~£> 
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tflJ -*0 btf ̂  Kv10c D N 

[0340] (2) FGFR3-TACC3S^/1N° U ^ 7°^ K £ =l - K t Z> tf U 7 ̂  b tf 51 Kv20tedj 

y FGFR3-TACC3ffl^*° 'J ^ 7°^ K £ =1 - Kf £ *° 'J 3? ^ b tf K 

v20c D N S£S^C<1ELTI^I^ (2 OA) 

m%Ltc^n?'nmM%mmnm&(Dcmh (Origenett) £J;tm4 (ATCC) 
0RNAJ; VtrfftLtccmh^mnt U BB?!I#^ 1 5 tlZ& 
mm-frbt£Z>* 'J =f*0 btf T K£7LT, Tks GfLex™ DNA Po 
Lymerase (^^/Wtftt) PCR (98°C 1 0#, 6 0°C 15 

6 8 °C 1 ^£4 2+M 0)\>) £fjl\ DNA (^>tfh 

P^i>tt) ££t,iz, ±^^L/c#+f>7°>»U^^^;7]<S]L/co 

HI 2 ct 9 1 ^©^^iJtCfcl^TFGFRS-TACCSSi-n 'J ^ 

7°^ K£ =l - Kf £*° 'J * O \y tf 51 Kv20 c D N A3 tlfc0 

S^^E^^tefra^©^^©FGFR3-TACC3ffl4 

K£=l- K"T^)/1N0|J *0 btf 51 Kv2©#S^tedit"i)C:i:A<"e 

$N FGFR3-TACC3ffl^*° 'J ^ 7°^ K £ =l - K t Z tf 'J Z O b tf 51 Kv2P§<£&# 

£MJR-e $ £ £ £ ifyjk3 ti/cQ 

[0341] (3) FGFR3-BAIAP2Lia^/-tN°U^7°^ Kfr =1 - Ktf Z>tf U 3? ^ Utf * K@te 

HjfclfcttJ: y FGFR3- BAIAP2L1 'J btf 51 KC0 c D NA^Itlilt^lW 

(2OA) frbmiLtc^t 
^fi3fc£>cDNA (Origenett) £J;t/SW780 (ATCC) GORNAJ; y ̂  L/ccDNA^S 

Mt U l3^S^3^t/|B^#^4-e^^tl^±^Sl3^^^^^tf ij zf*? 

btf 51 K^:70;7^r V — £: LT, Tks GfLex™ DNA Polymerase (•$? tl tf 

) PCR (9 8 °C 1 O#, 6 0°C 15#, 6 8°C 1^^42Ht^ 

0)D DNA u>t>pi/'x>tt) tttiz, m 

mLtc^v-yy°)\y^m%^W]Ltc0 

^(Dftn^ks M 3 ct 9 It 2 ̂ ©^^iJtCfel^TFGFRS- BAIAP2L1S4"n 

*° 'J 2 0 btf 51 K CD cDNAIfr K" jfi%k t±i ^ tl 7to 
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1S^/1N0|J^7051 K£=l- K"T^/1N0|J 7 0 btf 51 

3\ FGFR3-BAIAP2L1 S^*° 'J ^ 7°^ K £ =1 - Kf •& *° 'J 7 ? b tf 51 KH14E 

H jliRT' $ £ Z1 £ £ tl/co 

5 

[0342] &li©^©5£)*mfctCfc^&FGFR3-BAIAP2L1S^tf0 U ^7°^ Kfe^t/FGFR3-B 

AIAP2L1Sf£-tf0U^7°^ Ktf atf°U *0 Utf ̂  KCDtefl 

( 1 ) flfclffi ($E«-IB) 0E^J^tefetCfe^^FGFR3-BAIAP2L1S^^° U ^7°^ 

K £: 13 — Ktf £ tf U 7 ̂  lx tf 51 K0teifl (a&j& 1 ) 

y FGFR3- BAIAP2L1 tf <J * 0 btf ̂  ̂ (DcDNA^tHti> 

Jffi^J*$H*fi3fccDNA (Origenett) 4Q+t> 7°JUiS <£ t/SW7800RNAJ; 

y^£LfccDNA£gff£ U IB^lJS-^-3 (F3fu-F2 : tgtttgaccgagtctacactca 

cc) 33ctt/IB^lJ#-^-4 (SW780-R2 : gacatgtcccagttcagttgac) tl£ 

&gBB^Jfr£&£-tt©tf 'J =f2? btf 51 K7°^ T 

ks GfLex(tm) DNA Polymerase (0 t) tf tt) PCR (98°C 10#\ 

60°C 15#, 68°C 1^^42Ht^ 0 )\>) £fjl\ "tMXv-^-DNA (^>tf h 

ttbiz, ±^^L/c#+f>7°>»U^^^;7]<S]L/co 

^0^!^ H|4 0AtC^-rd;9^, !t1$iJ©^WC£^TFGFR3- BAIAP2L1 

mtttf 'J ^ 7°^ K £ =1 - K t Z tf 'J * 0 \y tf ^ K ©cDNABfr ft tf&ai 3 tl/cQ 

[0343] m-<DB&mfcfofom$icmh&£xfsvn 
800RNAJ; y £-j$L/ccDNA£gff £ U IB^US^ 1 7 (F3fu-F1 : caactgcacac 

acgacctgta) 1 8 (SW780-R1 : ccatcgtagtaggcttttcctg) U 

mfozn&ikmm>j K7°^-7-zzti? 
Tks Gflex(tm) DNA Polymerase (0 t) tf tt) PCR ( 

98°C 10#\ 60°C 15#\ 68°C 1^^42 "tMXv-^-DNA 

ttbiz, mmLtc^v-yy°)\y^m%^W]Ltc0 

[0344] m4 0)BlZ^t£?lZs It 1 $UCOIH —;GE$I]IZIS^TFGFR3- BAIAP 

2L1 mtttf 'J ^ 7°^ K £ =1 - Kf £ *° 'J 3? 0 \y tf 51 K©cDNAIfj^ HH 3 tl/c 
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o #S£Sft^J*tel*fi3fc©cDNA^0FGFR3-BAI 

AP2L1 S^/1N° 'J ^ 7°^ K £ =l — K t Z> tf 'J Z 0 b ̂  51 K(DPr 

imer-e^aiLs FGFR3-BAIAP2L1Si£*0 'J ^7°^ K£ =l - K"t£*°'J 2 ? b:* 

[0345] (2) (jEMfcJa) 0E^^mtCfe^^FGFR3-BAIAP2L1I^^°U^7°51 

K ^ — K"3" & U 3? ^ b Tl" 51 K(£>fttlil (I&H 2 ) 

flfclffil&j£#fc<*G3fecDNA (Origenett) 83^>7°JU^SMt L, I3^S^3 ( 
F3fu-F2 : tgtttgaccgagtctacactcacc) 33ctt/IB^lJ#-^-4 (SW780-R2 : gacatg 

tcccagttcagttgac) 'J zfT. 0 \s^J-

K77^7- ("tz 'jy K3) Tks GfLex™ DNA PoLymerase 

-f:**±) tCJ^TPCR (98°C 10#\ 60°C 15#\ 68°C 1#£35+M ?Jl/) 

^ tco > 7°;U0DNA±^^0^ 77 ^p _xLtctZ. 

5^ 2$ij0tefrT-@^®+MX®DNAA'> KtfteaiStU £tl^FGFR3- BAIA 

P2L1S^/1N°U b:*?1 Kfi3fc©cDNA|^|B^T-fe£££^DNA^-^x>X 
mm (y-y-ti-fe) -e&fezntzo zvztfrb, mmfcfofornXiOcmh* 
tCFGFR3-BAIAP2L1S^*° 'J * 0 

[0346] (3) B&s #3m (PBSaflaftfttCfc 

rt£FGFR3- TACC3S^/-ft° U ^ 7°^ K =1 - K^ £ tf U 3? ^ U X ^ K (Ptefl 

flfclffil&j£#fc<*G3fecDNA (Origenett) 83Ht>7°Jk #3I^J*$H*fi3fccDNA 

(Origenett) 18+}" >7°^ B^[5!iiiJ*te$:fi5fccDNA (Origene}±) b^yyPJk 

mffil&Jfc#fc<*G3fecDNA (Origenett) 5^>7°JU^SMt L, IB^S^ 1 (F3f 
u-F3 : gtgcacaacctcgactactacaag) 2 (RT112-R3 : gtaatcctc 

cacgcacttcttc) tl-g)±^SlB^lJ^^^^— j$(D^ 'J =f* £ K7° 

7^7- ("tzyhl) Tks GfLex™ DNA PoLymerase 

*±) tCJ^TPCR (98°C 10#\ 60°C 15#\ 68°C 1#£35+M ?Jl/) tt^tc 

o ^ > 'f)\y(Dmki^(DMU^:7l2U-7,tf)\ym.%)^M'^WmLtc tZh, 
1^2^ #31^2^ wmummtx-^^(D+t^X©DNAM-> KA* 
tediStU £tl^FGFR3- TACC3mt>tflJ Z <7 \sU- Kfi^CDcDNAIfr^lB^ 
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Ti-foZ>Z£ifmhi/-OJLyxmft (+}->#-;£) -e>££3ti/c0 

bs #ffi®^E^J^tefra^©cDNA^tCFGFR3-TACC3ffl^/lN° 'J 2 0 K## 

fct £ Z. £ tlfco 
[0347] (4) FISH)i^ffilN/c«^ffl^tCfe^^FGFR3-BAIAP2L1S^/lN° U ^7°^ 

K — K "3" & U 7*0 b Tl" 51 K0teifl 

S£S^«^tC33tt£FGFR3-BAIAP2L1ffl^Mfc^£:£7lD in situ /W7"'J 

1z — Sy 3 > (fluorescence in situ hybridization; FISH) ;£ tC <£ lJ 

aiTZZtZBMlZ, 2/8433J:tJJSW780©/1x;i/^"J 

^7-r>SiI (FFPE) +t>7"JUlZjtfLs J'MT 2 o CD 7°P — 7"iz y h £ 

[0348] t S^4#^fe^±©FGFR3itfe?©—LT^£ d £ 

^:tettit"'2)/c(ist»tCFGFR3 Split Dual Color FISH Probe ( Split signal prob 

e-tzvk GSP Lab., Inc.) £ tc L K ^4S^fefr±0FGFR3jlfe^ 33 

<£ Xf t: K £7#|fefett±©BAIAP2L1 tf L T ̂  £ d t 

^:tettit"'2)/c(ist»tCFGFR3 and BAIAP2L1 FISH Probe ( Fusion signal probe 

izy k GSP Lab., Inc.) FISHftflr^fjofco 

[0349] m5lZ^t£?lZs SW780fr^fFi^L/cFFPEHt>7o,'l4C33^T, 

Split signal probe-fey K l^/cFISH^^/f tC33lNT ti 2 OCDfeCD :> 

tl (IH 5 CD A 2) % Fusion signal probe-fey 

/cFISH^/ftC33^Tti 2^(D&m<k£>Ltci/<?i~)\sm$lhZnZ> d £ £5611 

L/c (H50B2) 0 £0£,>:fr£>±§E^;£tCJ; FGFR3it£?CD#SI33J: 

t/FGFR3<^;BAIAP2L1 mfe-fCDSSn"^:FISH;itC<£ U RTtg-C&£ d £ tl 

tCo 

6 
[0350] FGFR3-TACC3S^/-ft° U ^7°^ K^fctiFGFR3-BAIAP2L1 7t\ U ^7°^ KfrSEiP. 

"j" 

(1 ) &*im.^@FGFR3fe^#@M 

FGFR3-TACC3ffl^*° 'J ^7°^ /c&FGFR3-BAIAP2L1Si£*0 'J ^7°^ K£fg 
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RT433ctt/SW780% FGFR3^SM*° 'J ^7°^ K 

£fgiiU K£fgiiL^«^T-fe£UM-UC-14N 

tCFGFRSg^M*0'^^ K^fgiiU K£fgiiL& 

lN»^T-fe£BFTC-9050ft4ffl|l0MtCttLTFGFR3£J;t/ BAIAP2L10^-

ft^tuctt-t^siRNA^jpu &msrnh(Dmmim^(Dmw%:tmLtc0 

siRNA^LTtis ON-TARGETpLus siRNA Reagents (Thermo Fisher Scientif 

ic}±) 

[0351] 96-7x;U7°b-(UM-UC-14focfct/BFTC-905ti1. 5E+03 ceL 

Ls/weLL0 SW78033ct£/RT4ti2. 5E+03 ceLLs/weLL) tCftU 10nM£||*}f Jt £: 

LT1 Ltc&siRNA% £<£t/Mock siRNA (=l > h •—L 

^^iPL/c^E"e7S^±ML/c0 70^^ii^0«±^m^CeLLTit 

er-GLo™ Luminescent CeLL Viability Assay (7°P ;>< tC cfc lJ ft/UJ L 7c 

o 

[0352] tomm, 6 ofc tc. FGFRs^Mtf'j^:^ K^fgsau 

7fs IJ ^7°^ K£fgii L&lN«tiFGFR3£ <£t/BAIAP2L10^tl^tltCtt"t £si 

RNAtCct y tfPMStl&fr 9/co FGFR3^SM*° 'J ^7°^ 

K £fgii U 'J ^7°^ K £fgii L£ t/FGFR3-TACC3ffl^ 

tf 'J ^ 7°^ K Z mm t Z>«tiFGFR3IZ ft t Z> s i RNAIZ £ ^ X (D =t (DtgMft 

1ftfPM3tlfc0 -Hts FGFRS-BA^LIffl^/^U^y^ K£fgii"t£« 

tiN FGFR3& <£ 0-BAIAP2L10 ̂  tl^tl tC£ s i RNA0 IN ?tl tC £ ^ T t 0 

i^ftftf PIS3 tl£ <1 <h tf {SSI!;* tl/c0 

[0353] (2) FGFR3-BAIAP2L1Sj£-fr° U ^7°^ -5FGFRPHH 

£HtCcJ;&:Pfr0 h-->Xl%a0M 

FGFR3-BAIAP2L1SJ-n ^f\ 'J /^7°51 K£fgii"t £SM£fi3fc0 H h«*fcSW780 

% FGFR£?£M*° 'J ^7°^ K£fgii U 'J ^7°^ K^^ii L^IN« 

BFTC-905, FGFR3^SM*° 'J *7°^ K£fgii U 'J ^7°^ K 

£fgii L ftlN«^-efe £UM-UC-14, £ J: t/FGFR3£fgii L ftlN«^"efe £ 

HT-13760ft 4 MM®«tCM LTFGFR0*±~"tz;£<I4$}£.?$>& 
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(H2-1 -2) 

v X tf If a# £ tl £ tf if 9 tf £ L /c0 

[0354] Pr imeSurface™ 96U7°b — K — 0 7-f htt) tClil^/c^ll#!} (UM-U 

C-1433cfct/BFTC-905ti3. 0E+03 cells/we IL SW78033 <£t/HT-1376ti5. 0E+03 c 

eLLs/weLL) tC^U LT3^-r^4|^b^ L/c^b^ 

s 33ctt/DMSO (PVhP-^hLTtffl) ^JlLfcWSP^iLfc, 

40LLTiter-GLo™ Luminescent CeLL Viability Assa 

y (7°P ̂  ^ftt) tCctlJs 40^^ig^®Caspase;^tt^:Caspase-GLo™ 3/7 Ass 

ay (7°P ?*• ^tt) tC ct lJ It/IU L tcQ Caspase-G Lo™ 3/7"Trft/fJJ L tc 1 we L Lp*gCDC 

aspase®tt®»^CeLLTiter-GLo™^Lltf LfclweL 

^"e^L/cffi^Apoptosis^Ll^ LTWtJHU ^Iffl^CDApoptosisIf'Sti, 

mvmsomu^kftTxwih ̂  n/cApoptos i smx&t tc0 

[0355] FGFRm^nzm^^^^mm^ok 
poptosistf PMS^lJtC<£ yg§#3tl&tf -otc-j5X\ FGFRPlS^lJtCJi^tt^^ 

"Tlffl^ti^©Apoptos i stf FGFRPIS^IJ tc £ y If #3 tl£ £ £ tf 56II3 tl/cQ 

[0356] (3) FGFR3-BAIAP2L1S^/-ft0U^7°^ V ZMmiZtttZ> in vivotC33 

BALB/c 2-KV-7X (0*^-jUX • 'J •<—) tCLKSg 

S^«^SW780 (ATCC) ©ElI^J^TtC^ilL/clI^V^X^ffllNT^L 

fco L tc 2 - KV -7 X ti 33 & ? 1 il(Dm (Dit, 33 £ 15 x 106® 

0SW780«tfElI^^TtC#ffl^tl/co fijl®*$3tf33J:^200 mm3tc&o 

tcm&X(D^VX%mmmzmLtc0 10% DMSO. 10%Cremopho 
r EL, 15% PEG400, 33<£OM5% HPCD£#fr;#^tC;1§;l U 20 mL/kg(D&S-m 

np-e 1 01 0^0v7xtc^L/co fcrnmsmte, &-§w&tf£ 
1 1 0^ O0@) iz&ttzmmmmZs nmm 
tc 33tt £JMi^S «>: tmt & Z £ IZ £ V WtJH Ltc0 

mmmmmmm (TGD = o 
mmommmmomm) x 1 o o (%) 
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FGFRPIS$IJ&N FGFR3-BAIAP2L1Sll^'J^^ 

z>mmmB>f jt &xWE&M 

[0357] [^5] 

mmm^k 
ffll (mg/kg) 11 0HiH£0>TGI (%) 

Vehicle -

itnty} A 

25 47 

itnty} A 50 79 itnty} A 

100 1 1 1 

^1»J 7 
[0358] FGFR3-BAIAP2L1 U ^7°^ 

(1 ) FGFR3-BAIAP2L1 U ^7°^ 

FGFR3 (BB9!J#^6) £ =1 - K f £ cDNA 1 0) £ <£t/FGFR3-BAIA 

P2L1 (BB?!l#^3 2) ̂zi-K-T^cDNA (BB?!l#^3 1 ) b 

^ 0~ pRece iver-Lv 156 (GeneCopoe i a}±) tC"t7^P——> 

^'LN Lenti-Pac™ LentiviraL Packaging Systems (GeneCopoeiatt) tCcfcU 

=j*J -tzb^>a>v 

-£-Puromycin^»ft~RCTi£SU FGFR3*° 'J ^7°^ KSfc&FGFR3-BAI 

AP2L1S^/1N°IJ^7°51 K^^tl^tl^^ii"r^RAT-2«^ttilL/co $3t 

L/cFGFR3-BAIAP2L1S^*° 'J ^7°^ K£££fgii"t M 8 tC^"T J: 
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9 tc, i£jfi£STtc&iNTME^btfilll3ti/co 

[0359] Pr imeSurface™ 96U7°b — h — 0 7-f htt) tCN 'fqltMlS 

INRAT-2« (£|«) , FGFRS*0'^^ K£££fgii"t£RAT-2MN fcj; 

t/FGFR3-BAIAP2L1S^*° K£££fgii"t£RAT-2«£ ̂ tl^tl2. 0 

x 103 ceLLs/weLL-ei§3\ 14 0^±ML/co 140 L 

tctZZ, FGFR3-BAIAP2L1ffii-^7K U ^ K£££fgii 

"T £ RAT-2M tc £ IN T (D<^eiI#fe#MJ^ftttf /L31 L T IN £ £ £ tf HH 

3tl/c0 

:©:^tf^ FGFR3-BAIAP2L1S4"n zK 'J /^7°"31 KtiIE^«tC^ LflS 

[0360] (2) =*<Mh4g.g^afcWFGFR3-BAIAP2L1 U ^7°^ 

©M 

BAIAP2L1 tf 'J ^7°^ K (T7 $ 7 ItlB^lJ : 13^#^ 8 /^I£|3^ : 13^#^ 

1 2) ©^M^^biEJi^'efe-SBAR KPW L/CFGFR3-BAIAP2L1 AB 

AR P — Kf'ScDNA^ PCR;i^^lN/-cSi te-Di rected Mutagenesis;£tCd; lJ 

^L/co FGFR3 (fulEtCUD D) N FGFR3-BAIAP2L1 (fulEtCUD D) £J;t/FGFR 

3-BAIAP2L1 ABAR0^tl^tl£p-K"t-g>cDNA£% pCXND3^^- HbM 

£ M£i£»«293tC, pCXND3^^- =fc L < ti&zK 'J ^7°^ 

0 — fks FuGENE™ HD Transfection Reagent (7°P ;>< ^ftt) 

LNX^AUN 10t;ttCCeLL Lysis Buffer (CeLL Signaling TechnoLogy}±) 

tCd; LTML/Co 'J >I^bFGF^#fr (Tyr6 

53/654) J/Cffc (Phospho-FGF Receptor (Tyr653/654) Antibody) (CeLL Sign 

aLing TechnoLogytt) t L < tiJjtFGFRSJnfr (Santa Cruz}±) ^ffll/Nf^iX 

0 >7"P v 7^-r XffeTffltfr Ltct Z 5S M 1 0 tC^I" J; 9 tC, FGFR3-BAIAP 

2L1S^/1N°IJ^7°51 KtCfclNT/L3tL/cFGFR0iJ >SHbtf\ BAIAP2L1 tf 'J ^7° 

51 K©=M^b{EJi^'eS>i)BAR KP< -f L/cFGFR3-BAIAP2L1 A BAR 

S4^/1N° 'J ^7°^ KtCfclNXMil LTlN^*tf5t|f^ tl/co 
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[0361] 3 biz, fulEiitit (1) £|ID*§©^;£^J; kK b y^O -f )\sX\Z& 1TBAI 

AP2L17fs 'J ^7°^ K (fulEtCUD U) t L < &FGFR3-BAIAP2L1 ABARS^*° 'J ^ 

7°^K (tuBEtClWl U) £££fgiit£RAT-2«£tfilL/co 

Pr imeSurface™ 96U7°U— K — 0 7-f Ktt) 'fqltMlS 

INRAT-2« (£|«) , FGFRS*0'^^ K£££fgii1-£RAT-2«N BAIA 

P2L1*° 'J s<7°? K^^^^ii"r^RAT-2|fflR FGFR3-BAIAP2L1Si£*0 'J *7°^ 

K^^^ii"r^RAT-2«N is ct t/FGFR3-BAIAP2L1 ABARS^^° 'J /^7°51 K 

£££fgiit£RAT-2«£^ft^tl2.0 x 103 ceLLs/weLL-ei§3\ 140P^i£ 

HL/c0 140LLTiter-GLo™ Luminescent CeLL ViabiLi 

ty Assay (7°P P< tftt) tCcfc y ft>UJ Ltc0 ^©^^ HI 1 1 ^"t<£ 9 K, 

BAIAP2L1 zK 'J /^7°51 

t\ FGFR3-BAIAP2L1 ABARSi^tf 'J ^7°^ K£££fgii"t £RAT-2«-m, 

FGFR3-BAIAP2L1ffl^/1x° 'J ^7°^ K£££fgii"t ̂ RAT-2"e^ ^ 

ZCDZtfrb, FGFR3-BAIAP2L1S4"n zK 'J /^7°51 K©IE^«fflflStCMf £>Mff 

$E^t£tf\ BAIAP2L1 *° 'J s<7°? K©^0=M^b{EJi^tC J: o TFGFR3/1? 'J 

^7°^ K© h^VXgB'J > Itlttf ̂ 31 £>££«>: 

tf 56SH3 ti/co 

[0362] (3) FGFR3-BAIAP2Lia^^°U^7°^K©M^M^©M^:. FGFRBfl*ai 

fulElitit (D ££Xf (2) -ettilL/cFGFRS^'J^y^ K\ BAIAP2L1*°'J 

^7°^ K\ FGFR3-BAIAP2L1S^/1N° "J ^7°^ Kt» L < &FGFR3-BAIAP2L1 ABAR 

K©^tl^tl^^^ii"r^RAT-2«^BALB/c ^-K7^ 

X (0*^-JUX- 'J •<—) ©E§I^j£~RC4.8-5.4 x 106W^gffiU5 

011 lL/c^I5, i1 2^"t<£9^ FGFR3-BAIAP2L1S4"n zK 'J /^7°51 K 

£ £ RAT-2M £Jgffl L tc-7 V X IZ £ I vT ©^flM©ig± tf ffgsS3 

tl/Co 

ZblZs X-KV^7XtCFGFR3-BAIAP2L1^^^^ii-r^RAT-2|ffl^^5.04 x 
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106®gfflU FGFRPlS^iJ-efe^^^A (fulEtC|W| U) 

£10% DMSO, 10% Cremophor EL% 15% PEG400, 33<fctf15% HPCD£#fr;#>fc 

11U 20 mL/kg0}fjtT\ UPT'ISI 0 XIZ&5-Ltct Z Zs M 

1 FGFR3-BAIAP2L1Sll^'J^^ K-e/CJiL^cJUg©^^: 

tf\ FGFRPMS^JtCct ~o T, 

o 

Z(DZtfrb, FGFR3-BAIAP2L1SJ-n zK 'J /^7°51 K&#;% 

U d ©H^JFMt£&FGFRPlS$iJtC <£ o tl£ d £ tf56S§3 tl/c 

o 

££±a>fUfllRrtBtt 

[0363] ^%Bn(DFGFR37fs^^y°^- 1 OCDtf'J K £ £ & £ «&£• 

fgiitfl,£>tl, Ztcs U ^7°^ Sm&FGFRPlSStt 

£#t-£<b^$lKJ:y#SKigmtfPM3*i£C:£tf 'J 

^7°^ FGFRPlS^iJtCd;^^)^^^^^/^^^-^-^ Lxmmt 

zztiz^v, m*©&#c:£^§£FGFRPIS$IJ0M©>ss33j;t/M<Dm 

m*&fetZ>Z£ tfX $, tZMM IZ J; £ )£i^C 33 tt £ iOfFffl ©fgii £ *2* tC 

P£±U lot#©^&]^tf?#£*l£>J:9^^£=iy hP-JUl^C 

tf'RltbT'fe lJs MJ-fbEiH (personalized medicine) tf q]" tb £: & £ <> 

[0364] FGFR^!^ t. ~$IP 

%s Lx^mtz>ztiz& yN Hft-e 

fe^^«tC^-r^^l^#Stt(v^iN^|i^tt^mii"r^FGFRPlS^J33J: 

tmPM&J£ £ ̂ #*1" £ d £ AMIS £KZO 

[0365] C9 LTtf^tl/cFGFRPlS^iJ^ Ji ft *e&agamic ft f 

fia.£d£tf^ HlJfEffl tf 

fe&tZZttfpimiiteZo 

[0366] ^%m(Dm^tf')^^- Kti, 

ztfrbs 
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*° 'J ^ 7°^ K £ tc ti§£1^*° 'J ^ 7°^ K £ =l - K t £ tf 'J Z 0 b ̂  51 K (D# 

S£^-r£Cl£tCJ:kK (^tcttt£^14 

) s vlffit 

&£<> 

[0367] ££>tcti, ^%m<Dm^tf')^^ Kti, z> 

ztfrbs *mw<Dm&tfi)U3-F*m%LtzMm tc, $ 
mt&yti tc & w- z mm 

FGFR tc ft "T £ i^l^#S<|4ZMt&FGFRP§S$iJ%Jl#tf£ 

ztifeimtte&o 
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!t#©S6SS 
] FGFR3*° 'J ^ 7°^ K N BAIAP2L1 tf 'J ^ 7°^ Kg L < tiTACC3*° >J ^ 

7°^ K £ ZafrMk^tf 'J ^7°^ K : 

d d X, §£FGFR3*° 'J ^7°^ Kti, 6 g L < ti 7 tC§Ei63 

yitlB^tf K0—£PgL< ti£^ 

S tc ti§££?£M*° 'J ^ 7°^ K tc 33 ivX 1 g L < 7$ J I£tf M 

^gu< imxunx^&^mtf*)^??- K©-*pgL< ti£ 
SB-c&kK 

§£BAIAP2L1 *° 'J ^7°^ Kti, 13^08 tClE®^ tlZ 7 < J IIIB^U 

tf Cbte&^mtf 'J ^7°^ K0—SPg L < ti^^s 3;/cti§£!?^*° 

'J ^ 7°^ K tC 33ivr 1 g L < ti*f ££© T7 $ y Ittfit^ ^£g L < ti 

ffiAznx^&^mtfv^?0?- K©-®L< ti^-efe^u 
=£TACC3*° 'J s<7°? Kti, IB^US^ 9 tClE®^ tlZ 7 < J ItlB^Utf 

bte&^mtf 'J ^7°^ K©-SBg L < ti^p|3, 3;/cti§£l?^*° 'J 

^7°^ KtC33^T 1 g L < ti^f&© j7^ y I£tfg$U ^£g L < tijf 

K0—®L< l££$X$>Z0 

5f<lI2] §£FGFR3zf\ 'J /^7°51 Ktf\ l3^lJS^6gL< ti7 tClEic^tl^T7^ 

yiii3^ytfK-efe^, tmm^mmom^tf 
Ko 

^113] Ktf\ FGFR3zf\ 'J ^ 7°^ K s BAIAP2L1 *° 'J ^7° 

51 K £ £#m<k£ttf 'J ^ 7°^ K'Xh Z>, 1*^111 %tc ti 2 |Ei6©ffl^ 

tf Ko 

5RII4] §£ffl^tf 'J ^7°^ Ktf\ !3^lJ#-§-3 2 £/cti3 8 tC§Ei63 tl£ T7 $ 

y tf b&Stf 'J ^7°^ KT'&S. fiM3 §E«©S^tf 'J ^7° 

51 Ko 

^115] §»£tfKtf\ FGFR3tf'J ^7°^ K TACC3tf 'J ^7°^ K 

£ £# tf 'J ^ 7°^ K "e , 1*^111 £tcl£2 §Et£©S^tf 'J 

^7°^ Ko 
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IB?y#^2 8, 3 0, 3 4 £fcfcfc3 6 £15 

K""e&£, MII5!B«6© 

'J Ko 

ImMWl 1)^7°^ Ktf, 1*^111 75 

S 5 0^f tltf-lIlB®0M-£tf "J Ko 

[Ii^iI8] ti^in BE. 7 0^f ftfr—iIIB*60I4£-tfy) ^7°^ K£ 3 - Kf 

'J 3?^ Uf 51 KO 

[MJI9] I3?!l#^1 4„ 1 5Jf:li1 6iC§B*c$tl£3?? KW0£# 

8 !B*l0tf 'J 3? 0 UTf-51 Ko 

[1*^1110] 1B^#^2 7, 2 9, 3 1 , 3 3, 3 5 ttclt 3 7 (Cl3«3 tli> 3? 

? Uf ^ KIB?y^^t;s!t^iI9 tClBi6©tf 'J 3? ^ Ko 

[§1^1111] !*^II8 75S1 O0^ftitf-iI§Bli0tf 'J HO K£#fr^ 

0 0~o 

[MJH2] it^in i 

[I«5t<II13] li^Ii17iS7®lN-rtltf-Jl!3i60S^tf'J^7> RC^Sfttc 

& im ttzit* <D$ 
[1*^1114] 1*^IH75M7 0lN-ftltf-IIIBic(Dl^tf'J^7> K&U- Kf 

•; 3?? Uf 3- 7"'J y-fXf £, "tz>X7°^ V 

-33J:^7'>51-fe>X707-r 'j 3?? K0&& 

S/c«i|f!i0/c#>0—&0f 'J If3? ^ H77-f?~o 

[Ii5RiI15] Ii^li1^M7 0^f'tifr—iI§B<60ltntf'J^7> K&3 — Kf 

i>mRNAtf i) 7,0 1st?- KCife^U I^mRNAtf 'J 3? ^ K0^>/\° 

on^(DMm%mgt&}%>t£%%T£*,j if*? K0 
[!i^lI16] l£f VH'jlO Uf ^ Ktf, mRNAtf 'J K^tflfrf i>siRNA"efe 

i>, 5IB«60^,J If3?^ Ko 

[11^1117] 11^111 

[11^1118] 1 5 StclZ 1 6§B*t0f 'j if3? ? bf f-
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^1119] 1*^111 Jbm. 7 0lNf tlfr-lI§Ei60ffli£tf 'J ^7°^ KtC^f £ 

£/cti^0#LI vXs 

tCfclNT, K^tetiif FGFR3tf'J^ 
7°^ K £.s BAIAP2L1 tf 'J ^7°? Kg U < tiTACC3tf 'J ^7°^ K £ 

frSS^tf U ^7> K©^HH7j;io 

;£lI20] ImifclM 1 7 —IIIEi60ffl^tf 'J ^7°^ K^rP — Kf 

•g> tf 'J 2 ? b f 51 KtC^7" 'J y>T Xf -tz >X 7°^-f V 

£>&£§£*0IJ 77 bf 51 K0tetJH 

t/cti±i^S0/cfit)0—>tt0f 'J =f2 ? 

^^H^tl/c^^tcaiNTs l^ffl^tf'J^7> K£=l — K 

f 3tf 'j \y^^- K^tetJhf FGFR3tf U^70^ K £ 

\ BAIAP2L1 tf <J ^ Kg U < tiTACC3tf 'J ^ 7°^ K £ £#frHl^tf 

'J ^ 7°^ K £ • - Kf £ tf 'J * ? u ̂  51 K0tet±i^io 

30121] I*^il 1 M7 0lNf titf-iIIEi60ffl^tf 'J^f1 K£=l- Kf 

•g> tf 'J 2 ? b f 51 KtC^7" 'J y>T Xf -tz >X 7°^-f V 

70 bf 51 K0tetJH 

3;/ctiii^0/ctf)0—ft0f U =f2? Uf f1 K7°^-r V-£"a&\ FG 

FR3tf 'J ^ 7°^ K £, BAIAP2L1 tf 'J ^ 7> Kg L < tiTACC3tf 'J ^ 7°^ 

K ^ £#frffli£-tf 'J ^ 7°^ K £ =1 - Kf £ tf 'J 7 0 b f 51 K0tetJHffl 

+ K 
^1122] 1*^111 7 0lNf ntf-IIIEi60ffl^tf 'J ^7°^ KtC^f £ 

ft<*£fcti^0ftJI^iTtt£#k\ FGFR3tf 'J ^ 7°^ K £: N BAIAP2L 

1 tf 'J ^ 7°? Kg b < tiTACC3tf 'J ^ 7°^ K ^ ̂ a^li^tf 'J ^ 7°^ K 

0tetJHffl^ry Ko 

5RII23] ^ilt^tl/cl^'+tC&lN'C 1 75M7 ©^f tltf 

-lIIEi60ffl^tf 'J ^7°^ K©#S£&£ U I^I^tf 'J ^7> Ktf 

tetJH^ti/cil-atcti^tcgELIji\ ^tcSELTiN-g>N ^/cti^tf 

3ttTLTlN^«>:lN9SStcS-^$, ^0 
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<10 © M m s s tc ̂  m © mn © m & i c ̂  i^x is @tt & -% & „ 
[|*3<II24] $|fc#tf £^^3tl7c5ftft4H;:a3V/*T\ 1 Ib^l ©V^ftltf 

'J ^ 7°^ K £ =l — K f z> tf 'J * 0 \y f ̂  K©#S £ 
U 1^14^-tf 'J ^ 7°^ K £ =l - K f & tf 'J H 0 U f 51 K tf tetb 3 

ti/ciln"tCti^tC'H,# LHl\ LTIN^)N ^/cti=)Stf iifr L 

TiN-g>£iN9S^tcS-3'3\ Mi£#©^©tftf ^S©SE© 

^ s /c ti^S © Jifr ©^ $& m o v/* T Mi$f ^)io 
[os3<lM25] MiM 

¥±jkm, j^jtufejis #3m it^ii2 3 
£. tclt 2 4=Ei6©^;io 

[1*^1126] £TF©H££#k\ FGFRPMSte£#f 

# 3 tl £ i& £ 1" £ tfE^J tf M 3 tl £ E# £ ®*Rf £ : 

(a) Mi£#tf^it I*;£ll 1 75^7 ©l\f tl 

tf-iIIEi6©ffl^tfK©#S£>££f £I*M ; 

( b) l^ffl^tf 'J ^7°^ K©#£tf 56II3 titc&gZm/i'BMtf iS 

ffl3ti£ii#£ LTlKtSIio 

[1*^1127] £TF©H££#k\ FGFRPMSte£#f 

K fF# 3 tl £>&£## f £ J/L^lJ tf 3S ffl 3 tl £ ,## £jIJRf : 

(a) Mi£#tf^it I*3<I11 Ih^l ©l^ftl 

tf-IIIEic©!^tf 'J ^ 7°^ K £ H - K f Z> tf 'J * 0 \y f ̂  K ©#g 

£>*£f £1*1 ; 

(b) !£M£-tf K&3 — Kf 2>tf 'J 2? Uf 51 K©#£tf 

5SSH^ tl tc &# £ ̂ UsSO tf M 3ti£>lMt£: LTjSJRf £ II. 
[PS3<IM28] p^^tf\ MiM 

¥±^ #3m smttcim&x&Zs immz6 
S/cti 2 7=Ei6©^;io 

[1*^1129] I^FGFRPlS;Stt^^f i) ik&M £ fc ti^ ©H^ft tli>^tf 

s TIE^-e^^ti^iNftitf©jb^S/cti^©^fttci^^ti^ 
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6 7^11 2 8 0 iN-ftifr—iI§Ei6<OT;£ : 

Riii, tKp+^x i/?;, -hcu c,.4A 

P^JU^fJk C 2_6 /'JU?" —Jk C 2 _6 7'JU^r ~ JU 

% C3-7^>? P^JU^fJk C 6_! o T7 'J — JUC ! _4 T'JU^rJk -0R5 

% -NR6R7N - (CR8R9) nZlN -C (0) NR12R13, -S 

R I 4 % SOR15N S 0 2 R I 6 N N R ! 7 S O2 R 1 8* C O O H, 

INC6_10:P 'J —Jk 1 S/cti*f$(0g 

-eM^tiWCtcU^-1 OM^P^'J-JUt L< &3~ 1 0 

JI^T1 P :> ? 'J Jk —COR19N —COOR20N —OC (0) R21 

N -NR22C (0) R23N -NR24C (S) R25N -C (S) NR 

2 6 R 2 7> S02N R28R29N 0S02R30N S 0 3 R 3 ! ̂  /c ti 

Si ( R 3 2) 3 ^ U ! 

R2tis 7K^ LKP^X /\p>f>N i/?;, — KPN C1_4/\ 

P^JU^fJk C ! _6 T7 JU^Jk C2_677JU>r-Jk C 2 _6 77JU^r—JU 

% C3-7^>? P^JU^rJk C6_1077lJ-JUC1_477JU^Jk -OR5 

% -NR6R7N - (CR8R9) nZlN -C (0) NR12R13, -S 

R 1 4 % SOR15N SO2R16N N R17SO2R18N C O O H, 

INCB.TOT7'J-Jk 1 %tcmmk(D& 

KtW 

R4 H ( I ) 
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<£^5~ 1 OM^P^'J-JUt L< ti3~ 1 0 

JI^T1 P i/ 0 'J )ks —COR19N —COOR20N —OC (0) R21 

N -NR22C (0) R23N -NR24C (S) R25N -C (S) NR 

2 6 R 2 7> S02N R28R29N 0S02R30N S 0 3 R 3 ! ̂  /c ti 

Si ( R 3 2) 3 & U 

titzte R R2tiN 

X, 3 ~ 1 lUUS/cti 5~ 1 OlAfP7 'J 

J$U /\P^'> 

£ < ; 

R 3 ti 7j<^ C ,-57)\S*)\S, Ce--i07l)-J\'C T-e^JU^rJUS/c 

tiC1_4/\P77JU^r>/U^^L ; 

R4tis AP>T>N C !-3TJU*JU, C T _4/\P TJU*JU, t 

KP+^X i/7A -hP, C1_477JUP^^>N - (CH2) nZlN 

N R 6 R 7% 0 R5N C (0) NR12R13N S R T 4N SO 

R i 5* S02R16, N R 17 S 02 R 1 g, C O O H, C O R i 9N 

C 0 0 R 2 o% —OC (0) R21% —NR22C (0) R 2 3 N —NR24 

C (S) R 2 5 % C (S) N R26R27N S02NR28R29N 0 

S O 2 R 30 S 0 3 R 3 T ^ /c ti S i ( R 3 2) 3 ^ ̂JN U ; 

Ati, 5 ~ 1 Orn^U7,J-Jl<m£tcteC6-i07lJ-Jl'mXfo 
y ; 

RgtiC C3_7:>?P 7Jl/*M C3_7:>?P T)V*r 

JUC ! C2_6TJUO-~J^ C2_6TJU*~J^ C1_4/\P 
7Jls*Jlss C T_3TJUZI*SyC T_4TJU*JUS C1_377JUP^ri>C1_4 

7J^+t/C1_47J^Jk C T_47$ J 7Jl/*Jl/s C T-47JIS*JIS 

7$;c 1_4TJls*Jlss V (C ,_47J\y*J\y) 7^ J C ,_47J\y*J\y 

s c6_10TV-JW c6-10yij-jisc1-3yjis*jiss Q 

LT5SJR3ti£1 S/cti^Ii^®ST'M^^tiTl^Tt cfc 3 ~ 1 OM 

'J J\sC T-3TJU*JUS 3~ 1 0IATPS//7 IJJUN 5 ~ 1 
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01^x07 ij —)US 5 ~ 1 OIATP? 'J-JUC ! _37)U*)US C 

KP *->TJU*JUS C T-eSsk: Fn*i/7)U*)U3. fctiC 1 

-6 K U ti KP*^7)U*)U^L ; 

Re&^t/Rytis tti'ttis 7KBs C, 

-47JU*)US C2_67)WT—)US C2_67)U*—)US C T _4/\P 7 JU 

*)US C T - 37 JUZl C T - 47 JU*JUS Ce-ioT'J-JlsCi-sTJU 

*JUS 3~ 1 OIATPS//? ij JUC T-37JU*JUS 5~1 OlAjp 

T>J -JUC 1-3TJU*JUS c^e^ytiKp*S;TJU*JUS C^-6*J 

HKP*^>TJU*JUS C ! _6 K 'J t: Fn*i/7)U*)U, 3~1 OIA 

C I-47$J7JU*JUS C1_47J^Jb7$yC1_4 

7)U*)U, V (C ! -4T JU*JU) 7$ J C ,-47)U*)Ut.tc\t^7 J 

(C 1.3TJU*JU) ^tfj\ £fctiR6£J:tfR7tiN 

bx^&mmwsTt-mzte^T3~-\ luus/cti5 

~ 1 0 V -JUZJtmi ; 

n ti 1 ~ 3 ^k. ̂  L ; 

Rs&^t/Rgtis C,_4 

7JU*JU£ fcl£/\Utf>%:7jkTi]\ S/cti Rs&^t/Rgtis 

tf$p"n — ilitC&o LTt cfc < ; 

ZJi, 7m, N R ! 0 R 1 1N -OH, StcteQmfrb&tLLTmiR 
3*l£>1 £ fcti^t&©S"eit#l3*lT^T:fe> <£^3 ~ 1 Ol^fPy 

0 'J Jlstj L < ti 5 ~ 1 0 Jt^ir P T 'J —JU^Tjk L ; 

R i o&^t/R i i ti, ttlttlC ! _47)U 

*JU^ C2-6yju^T—JUs c2_67JU*—)US c!_4/\pyju^-jUs 

c j _3yJUZI*ssc j _4yju*jus */7 J (c 1_3TJU*JU) ttcti 
c T_3yju*juxjutf-juc l-4yju*ju$:7jkT1]\ £tctiR ! 0£J: 
tfRii^ 1 o 

|Ajpy/7 >JJU£tcti5~ 1 OM^^P^'J-JU^JFMLTtJ: < 
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R ! 233<£t/R 1 still — S C -| _ 4 

7)\s*)\s, C2_6TJU^r-J^ C2_6 C T _4/\P TJU* 

Jk C1_377JU=I^^C1_4T)U*JUS Ce-i0T'J-M 5~1 01 

^P 7'J-Jlss 3~ 1 OIATPS/^ iJJk C6_10y'J-Jl^C1_4 

T)U*M 3~ 1 iJJl/C1-37)ls*)Us 5~1 01^ 

^P7'J-JU C,-37)\S*)W */T J (C,-37 JU^JU) N C^37 

)\s*)[sX)[s7ts-)\sC ,-47)[/*)[/S 3 ~ 1 0 5~1 01 

^•^PT7 'J —Jls£fcl£ 3 ~ 1 OS^TPS'^ 'J JU£^1~A\ S/ctiR 

1233j:t/R 13^tie>tf^LTt-

Q?¥tf 1 S/cti^®S"eM^^tiT^Tt J; 

l\ 3 ~ 1 0 JI^T1 P :> 0 'J JUt L < ti 5 ~ 1 0 Jt^x- p 7 'J — )[/jkM 

J5c LTt ct < ; 

R T 4 tis C I-47)U*M C 2_67^-Jk C2-.&7)\y*~)\y, 

C1_4/\P77JU^rJk P£¥tf ^$UiLT}IJR3tl£ 1 Sfcti^&CDg 

T?m#l3tiT^Tt> d;l\C6_1077lJ -Jk £/ctiQ^tf £&±z: LT 

M^3ti£1 Sfcti^&Og-eM&StiT^Tt,<UN5~ 1 Ol^f 

P^'J-JUt L < ti3 ~ 1 OlAfpy/? 'JJU^L ; 

R ! 5tis C1_477JU^rJk C2-677>'U?-->'k C 2_6^Jl/^Jk 

C1_4/\P77JU^rJk P£¥tf ^$UiLT}IJR3tl£ 1 Sfcti^f&OS 

-eM^3tiT^T:fcJ;^C6_1o:'7lJ -Jk £/ctiQ^tf £&±z: LT 

M^3ti£1 Sfcti^&Og-eM&StiT^Tt,<£^5~ 1 Ol^f 

P^'J-JUt L < ti3 ~ 1 OlAfpy/? 'JJU^L ; 

R ! 6tis C1_47JU^rJk C2-67JU?"=Jk C 2-6^^Jk 

C1_4/\P77JU^rJk P^tf ̂ tCLTg^Stia 1 S/cti*f$(0g 

-eM^3tiT^T:fcJ;^C6_1o:'7lJ -Jk £fctiQS¥tf b^kiL LT 

MiRZt1^1 Sfcti^&Og-eM&StiT^Tt, <£^5~ 1 Ol^f 

P^'J-JUt L < ti3 ~ 1 OlAfpy/? 'JJU^L ; 

Ri7tis 7K^S/ctiC ! _4/'JU^-JU^:^ L ; 
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R18ti, C C2_6TJU*~M 

c1_4/\pPig¥fr1 t-tcizwwS 

J^Ce^o;7'; -Jk 3;/ctiQig¥fr b^kiLLX 

S 7tti}fi£®ST'M}^£ tiTl^T t ct 5 ~ 1 OIAJ 

• T'J-)^i L< ti3~ 1 0|AfPy^ 'JJU^L ; 

R i g ti \ 7.K^\ Ci_477JU-^rJk C ̂ -jtyOOT^JU-^rJUs C i _ 4 / \ 

P^JU^Jk C6_107 'J-Jk 3;/ctiQig¥fr <^iilLT5iiJR3tl£ 

1 S 7tti}fi£®ST'M}^£ tiTl^T t cfc 5 ~ 1 OlAjp T<J-)\s 

i L < ti 3 ~ 1 0 Jt^ir • :> 0 'J L ; 

R20tis C1_477JU^rJk C3_7i>? P^JU^rJk C1_4/\P77JU 

^Jk C 6 _! o T7 'J —Jk 5~1 0M^7LP7IJ-Jl/S^cti3~1 0 

Jt^ir P v ? 'J Jlslk^L ; 

R21tiN C1_477JU^rJk C 3_7 ? P^JU^rJk C1_4/\P77JU 

^rJk C6_107'J-Jk 5~ 1 0M^7LP7IJ-Jl/S^cti3~ 1 0 

Jt^ir P v ? 'J JU^:^ L ; 

R22ti, TK^N c1-4yju^jutfciiC1-4y\nyju^ju^L ; 

R23ti\ TK^% CT-4yJU*JUS C3_7v?P/'JU^PJUN CI_4/\ 

P j7 JU^Jk C6_107'J-Jk 5~ 1 OM^xP^'J-JUS/ctiS 

~ 1 OIAJP^/^ 'J )l>%r7js L ; 

R 24tiN TK^N C1_477JU^JUS/ctiC1_4/\P77JU^JU^^L ; 

R25ti, C1_477JU^rJk C3_7:>? P^Jl/^fJk C1_4/\P77JU 

*Jk C6_107'J-Jk 5~ 1 0M^7LP7IJ-Jl/S^cti3~ 1 0 

Jt^ir P v ? 'J JU^:^ L ; 

R2633J:tJcR27tis ^ti^'tiTK^ C, 

_4j7JU^fJk C2_677JU?"-Jk C2_677JU^r-Jk C1_4/\P77JU 

3fJk C1_377JUP^^JUC1_477JU^Jk C6_107'J-Jk 5~1 

OM^xP^'J-Jk 3~ 1 OlAfpi/^ 'J Jk C 6 _! o T7 'J JU 

C1_477JU^rJk 3~ 1 OlAfpi/^ "JJUCT-a^JU^rJk 5~1 
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0 -)\sC , */7J (C •, _3 7)\s*)l>) ^ C, 

-s^JU^JUTJUtf^JUC ,_47)[/*)[/S S/C&3~1 

^t~A\ S /cti R 2 6&cfc tf R 2 7 

£: — iHUC&o T 3 ~ 1 0 'J JUS/cti 5 ~ 1 OJt^-^P;7 

'J-JU£JFMLTtJ:< ; 

R ss&^t/R 29teN C, 

-47)\S*)\S, C2-6T)U0--M C2-6TJU*-M C1_4/\P77JU 

3fJk C1_377JU=I^^JUC1_477JU^Jk C6_10 7'J ~M 5~1 

OM^P^'J-Jk 3~ 1 OlAfpi/^ 'J Jk C 6 _! o T7 'J JU 

C1_477JU^rJk 3~ 1 OlAfpi/^ "JJUCT-a^JU^rJk 5~1 

0MAJP7 'J —JUC ! _377JU^rJUN *S7J (C •, _3 T'JU^JU) N C, 

_377JU^TJUXJU/1N-JUC T-^JU^fJk S/c&3~1 

^t~A\ S/cti R 2s33ctt/R 29^ 

£ — iHUC&o T 3 ~ 1 0 'J JUS/cti 5 ~ 1 0Jt/s7^P7' 

'J LT t ct < ; 

R30teN C1_477JU^rJk C 3_7 *> 0 P^JU^rJk C1_4/\P77JU 

*Jk C 6 _! o T7 'J —Jk 5~1 OlAfP7'J-JUifcli3~1 0 

Jt^ir P v ? 'J JU^^: L ; 

R3iteU C1_477JU^rJk C 3_7 *> ? P^JU^fJk C1_4/\P77JU 

*Jk C6_107'J-Jk 5~1 OlAfP7'J-JUifcli3~1 0 

Jt^ir P v ? 'J JU^^: L ; 

R32^ C1_477JU^rJUS/ctiC6_1077lJ-JU^^L ; 

<P?¥> 

i\Ufy^ C1_477JU^rJk C 1_4/\P77JU^rJk -OH, 

7)UZ\*i/s C,_3/\P 7JUP^ri>, 3~ 1 OlAfpi/^ 'J JUT7^ 

A -S02RI6S -CNN -N02S B<tt/3~1 OlAjpi//; 

'JJk 

<om 
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/\p>f>N C c1_4/\p -OH, C -| _ 3 

TJls=l*Sss KP^r^>7J^Jk C^e^LKP^^? 

Jls*Jls£fclZ C 1 _6 K 'J t; KP *SsTJls*M 3 ~ 1 OlAfpi/^ 

'JJUT^X -S02R16N -CNN -N02N C3_7^>?P 7)\y*)\y 

\ -COR19N 33 ct t/C ! _4 /'JU^rJUT'M^^ tlTl^T t cfc 3 ~ 1 

OlAjP^^ 'J JUo 
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•NH NH2 F 

CT OH 

[1*^1130] ^FGFRR&^te £ fc li^f ©££^ft tCfF#3 tl£ J&tf 

% it (I) iZxi-Z tl2>it-Sty-?$> ? T, AtfV > K-JUT-feU^ R3fc 

J; tf R 4 tf £ =£» £ *11T? & £ 1 b£-$) S & ti^ © ££^ ft £ fF # 3 ti £ m 

[1*^1131 ] FGFRPMSSif £ M t & it^ty £ tc ti * ©H^ft tC fF# £ tl £ tf\ 

1*^111 75M7 0tx-rtltf-lII3i6CDl^tf KfcfgiI"f 3tf 

, SfctiMll^tf1,)^?1 K£=l- K"t£tf 'J 2? U* 51 K£^"t£ 

it# tcs ti ̂  & o tc m ̂  ̂  ti ̂  c t % 11 % s mt&ty z # 

Mt & msmm wmmi$ty0 
[I*3<II32] §£E#tf\ 2 6 JbE 3 0 0 lN-rtitf-iIIEi60^;itC J;UI 

^^tl^c,##"eS>i)s I*;£iI3 1 §Eic(£>^>nM 

[1*^1133] imt>\ m%m, ^ 

¥±^ im£tcimm-e$>z>s $mm31 

£tz ti3 2§Ei6©^>£Mll^flJ^o 

[I*3<II34] §£=)Stf\ Tr-g)N Ii;£iI3 1 S/cti3 2§Ef6©=l§>£Mll^ 
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[ i* ̂ ii35] tfTNM^ $HI tc & i vx x ̂ - v 3 u± <D mmz s ti 
S, I*;£iI3 4§Ei6©^>£MllMlJ$^o 

[I*3<II36] I^FGFRPlS^tt S tc ti ̂  tC fF# 3 tl £ ik tf 

s T§EitT-^3tl£l^tltf®lb^Sfcti^0li^fttCl^3tl£ 

I*3<II3 1 7b^3 5 ©iN-ftLtf—iI§Ei6(£>^)£ME^fI 

J$$) : 

Dfbi] 

Ritis 7kM, tKP + X /NP^X i/77, - hp, C1_4/\ 

P7KJK 0,-6 7^1/, C2_677JU?-->ik C2_67Jb + -Jb 

, C3.7i/^P7^k C 6_! o T7 'J — JUC ! _4 -OR5 

, -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 

R I 4 N —S0R15% —S02R16N — NR17S02R18N COOH, 

P?¥tf 1 Sfcti^&Og-eM&StiT^TfcJ: 

INCB-TOT7'J-Jk Q?¥tf <^iilLT5iIJR3ti£ 1 S/cti*f$(®g 

-eM^tiWCtcU^-1 OM^xP^'J-JUt L< ti3~ 1 0 

M/>s"7-Pi/?'JJk COR19, COOR20N OC (O) R21 

N -NR22C (O) R23N -NR24C (S) R25N -C (S) NR 

26^27* S02NR28R29N OSO2R30\ S O 3 R 3! S /c ti 

— Si ( R 3 2) 3%7jk L ; 

R2tis 7K^ LKP^X AP^'X *>7 A - hp, C1_4A 
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U7)U*)U, C,_67)U*)US C2_67)WT~)US C2_6 7JU*-JU 

s C3_7i/?p 7)U*)US C T 0T 'J — JUC T _4y -OR5 

, -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 

R I 4 N —SOR15% —S02R16N — NR17S02R18N COOH, 

^C6_10T'J-Jls, 1 £fcli&$k(D& 

1 Om^UT'J-JUb L< &3~ 1 0 

P is 0 'J Jl/s C 0 R i g N COOR20\ OC (0) R21 

N -NR22C (0) R23N -NR24C (S) R25N -C (S) NR 

26^27* S02N R28R29, 0S02R30N S03R3iS/cti 

— Si ( R 3 2) 3%7jk L ; 

titzte R R2«u 

T, 3 ~ 1 0IATPS//7 'JJUS/cti 5~ 1 0IATP7 >J—)U%M 

J$U zzr-B^^uSsO 'J jugfc T'J -JUtes y\Ufy 

x. < ; 
R3ti7j<^ C,_b7)U*)U, Ce-,07V-)UC ,-67)U*)U%tc 

teC 1_4/\P7J^J^^L ; 

R4&N AP>T>N C !-37)U*)US C T _4/\P 7)U*)US t: 

KP+X i/7A -KP, C,_47)UZ\*iss - (CH2) nZls 

N R 6 R 7% 0 R 5% C (0) NR12R13N SR14N SO 

R 15* SO2R16\ NR17SO2R18, C O O H, c 0 R ! 9% 

C 0 0 R 2 o% —OC (0) R2I% —NR22C (0) R23N —NR24 

C (S) R 2 5 % C (S) N R26R27N S 02 N R28 R29, 0 

S02R30—S03R31S7cti—S i (R32) 3 ^ L ; 

Atts 5 ~ 1 Om^yLUT<J-JUm^tc^C6_10T<J-JUmr-& 
y ; 

R5^C ,.57JU*JUS C3_7:>?P 7)U*)US C3.7isO U7JU* 

JUC ! -3y)U*)US C2-67)WT—)US C2-6y)U*—)US C1_4/\P 
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7)U*M C ! _3~F C i _47 )l/*)l/s C1_377JU=l^ri>C1_4 

C T-4T< J 7JU*M C,_47)U*)U 

7$7C ,_47)l*)l, V (C ,_47)\s*)\s) 7^ J C ,_47)\s*)\s 

s C6_10 /"J-Jk C&_,07')-)\yC ,_37)\y*)\y, 

LT3lJR3ti£1 S7tti}fi£®ST'M}^£ tiTl^Tt cfc 3 ~ 1 OM 

'JJUC^^JU^Jk 3~ 1 OlAfPS/^ 'JJk 5 ~ 1 

OIAJP7 'J —Jk 5 ~ 1 OlAjp 7 ij-JUC !-37)l/*M C 

,-6t;t: KP *Ss7Jls*M C^si/'t KP^f*> ̂ JU^fJUSfctiC ! 

_6 K 'J L KP^>:PJU^JU£^L ; 

Refe^tfRylt ttlttls 7KBs C, 

-47JU^r;k C2_6 ^JU-^Jk C2_677JU^r-Jk C1_4/\P77JU 

3fJk C1_377JUP^^C1_477JU^rJk C 6 _0 7 'J-JUC _3 7 )V 

3fJk 3~ 1 OlAfpi/^ ij JUC T.g^JU^rJk 5~1 OiAjp 

7 'J —JUC ! _377JU^rJUN C1_6^yt:KP^^7JU+Jk C ! _6 

tKP^r^^JU^rJk CT-6 MJ H KP^fS/^JU^fJk 3~1 OIA 

xP^>?'JJk C1_477$y 7JU^rJk C1_477JU^rJU77$yC1_4 

7JU^rJk *>* (C ! _4 T^JU^rJU) 7^7 C, _4/'JU^rJUS/cti:> T7 7 

(C ! _3T7JU^rJU) ^tfj\ 

LT^5lilS?t-i^«):^T3~1 OlAfpi/^ 'J JUS/cti5 

~ 1 OM^xP^'J-JU^JFML ; 

n ti 1 ~ 3 £ ̂  L ; 

Rsfe^tfRglt ^ti^'tiTK^ C -I _ 4 

^JU^rJUS^ctt/NP^y^^f A\ S/cti Rs&^t/Rgtis ttlb 

ifftnn £ — ilttC&o LTt cfc < ; 

ZJi, 7m NR10R„, "OH, StcteQmfrb&tLLTmiR 

3*l£>1 tlTl^T t ct 3 ~ 1 OlAfPv 

0 'J JUt L < ti 5 ~ 1 0 Jt^ir P 7 'J — JU^ L ; 

R i o 33 ct t/ R i i ti, ttlttlC ! _477JU 
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3fJk C2_6TJU0--M c2_6C1_4/\P7Jb+Jk 

C T - 37)l/Zi C T _47 Jl/*)l/s is7 J (C I-37)\S*)\S) S/cti 

C 1-37JU*JUXJUtf~JUC S/cti R, 033<£ 

tfRuli, 1 0 

• :> ? 'J JUS/cti 5 ~ 1 0 Jt^if • T7 'J — JU£:M$c LT t cfc < 

j 

R 1233<£t/R 13tiH—'TWet^TtJ: < s ^ti^'tuK^ C,^ 

7)U*M C2-67JU^—M C 2_6TJU=ir—JUs C1_4/\P7J^ 

Jk c1_377;u=ldr^c1_477;udr;k C6_107'J-;k 5~1 01 
^U7'J~M 3~1 OiAjp*>?'JJk C6_10T'J->'UC1_4 

^JU^fJk 3~1 OlATPi/^lJJbC1_37J^Jk 5~1 OIA 

xP^'J-JUC^a^JU^Jk i/77 (C,_37J^Jb) N C^aT7 

—JUC ! _47JU*JUS 3 ~ 1 05 ~ 1 OM 

• T7'J — JUS/cti 3~1 0 • is o 'J JU^^f tf% S/ctiR 

! 233ctt/R ! 3tis ^ti^tf LTIN 

Q£¥tf t>$k±LLTMlR$ti& 1 £fcti^&©g^M&3ftT^Tt, 

l\ 3 ~ 1 0 Ji^x1 • is 0 'J JUt L < ti 5 ~ 1 0 My^Jr • 7 'J — JU^rM 

J5c LTt J; < ; 

R i 4 ti% Ci_477JU-^rJk C 2 _ Q7 JU?~—Jk C 2-6 7 )\s*—Jk 

C1_4/\P77JU^rJk P?¥tf b&iLLTMlRZnZ 1 S/cti*f$(0g 

"eM^^tlTl^Tt il^Ce., 07'J -Jk SfctiQgftf b^iLLX 

M^3tl£1 S/^i^&Og-CM&StlT^Tt, <£^5~ 1 OIAJ 

• 7 'J —JUt, L < ti 3 ~ 1 0 • i> 0 'J JU£^ L ; 

R15tiN C ! _4T'JU^rJk C 2-677JU?--JUN C 2_6TJU^r —Jk 

C1_4/\P77JU^rJk P?¥tf £>$UlLT®jR3tl£ 1 S/cti*f$(0g 

"eii^tiWtt J;^C6_! 07 'J -Jk S/ctiQ?¥tf £>3iAlLT 

M^3tl£>1 S/^i^&Og-CM&StlT^Tt, <£^5~ 1 OIAJ 

• T7 x) —JUt U < ti 3 ~ 1 0 JI^T1 • is 0 'J JU^CTT; U ; 
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R16ti, C2_6yC2-eTJU^-M 

C1_4/\P 7)\y*)l, 1 S/clili©! 

-CM&StiTV^Tfccfc^Cg.To^'J-Jk £7cliQ8M>^&3t UT 

5SJR3ti£1 S7tti}fi£®ST'M}^£ tiTl^T t ct lN 5 ~ 1 OIAJ 

• l7 'J —JUt L < ti 3 ~ 1 0 JI^T1 • is 0 'J L ; 

R 17tiN TK^S ti c1 _4yJU -^r JU ̂ 7j\ u 

R18ti, C i-4y)l/*M C2-6yjU<r-M C2-6yjU^r-M 

C1_4/\Pyju*M z®±Lbrm}R$tiz 1 tfctiif#£©g 

•^MKl^tiT^TtKfc^Ce-To^'J-Jk SfctiQ^fr£>&3tUT 

5SJR3ti£1 <U^5~ 1 OIAJ 

• y 'J —JUt L < ti 3 ~ 1 0 fk^T~ • is 0 'J JU^:^ L ; 

R i gti\ 7X^% c i _4y)[/*)[/s c^-jisO ayji^*ji's o i _4/\ 

• y JU^Jk C6_10 y'J-JIss S/ctiQ?¥tf 

1 1 OM^xP^'J-JU 

t U < ti 3 ~ 1 0 ft^T1 • "> 0 U JU^:^ U ; 

R20tis c i^4yju*M c3-7i/0 uyju*M c1-4/\ayju 

^jk c6_107'j-;k 5~1 o*^7LP7lj-;i/Sfeti3~i o 
Jt^iruis0 'J Jl/ltzkL ; 

R21tiN C1_477JU^rJk C3-7isOuyjls*M C1_4/\P 7JU 

3fJk C 6_! QT7 'J —Jk 5~ 1 0*^TLP7lJ-;i/S^cti3~ 1 0 

R22tis 7kMs c T-4y)ls*)ls£fcl£C 1_4/\P7J^JL'^^L ; 

R23tis 7K^ C^^JU^Jk C3-7is? uyjls*M C1_4/\ 

p-pJU^rJk C6_10;p'J-Jk 5~ 1 OM^PT'J-JUS/ctiS 

~ 1 0 Jt^ir P s> 0 'J )\y^7j\ L ; 

R24tis 7K^ c T_4 ^JU^fJUSfctiC 1_4/\P7J^JL'^^L ; 

R 2 5 ti-, C i _ 4 T7 JU -^r Jk C3-7V?P7JU^Jk CI_4/\PT7JU 

^rJk C 6 _! o T7 'J —Jk 5~ 1 OlAjp j7lJ-JU£fcti3~ 1 0 



i n^ir-fi^OL-9o£P/£ir^if4£:fr~lo 
: l^ir f, O^U^M 

o L-zw-m^-UtLu^mo L~3 xi/,-ri<£°l~9o vif* 
ir^m/^o *ir*ir*rci£<^-eo o v£ilEy 

; n^ir f, 
0 i ~s?P-/^ir-fiZa^N/Mo L ~3 sir-fi^0l-9o vir* 

vir^ir^a£<^~eo sir^ir^^lo ^0£& 
: >T^^n»^ir-r, 

iD^vfo L ~9?P^^1/Ti £<*D^WO L~£lc^:il-? 
^63yjQ^£P82Jd?P/$ 

L-8¥Py? ^r^irzfr~loir-^'irr'ir^ird:e" 
lo * (ir^irze"lo) ^r^irzE-tO'if-fi^a^Wo 

1 ~s sir^ir^e~lO'irri ^<~Q^N/MO i ~e %/\(*'irzfr~lo 
ir-ridiol~9o ^rri^^D^vMo i-e v-ir-fiZci^Wo 
t~s sir-ri^OL_9o si^i^fr~loir<^cir^:e-lo vir* 
ir<£a\/*~lo vif:rjF'irz9~zo ^r-^ir,£9~3o 

lo ">v?56Zd/2^£f8Sy 
; ir— r. 

id^vio L~s£P./£irfii-eit^on-^ 
%¥ii2y3aT^92y«^? 

^l^lllo i~££P./£ s'ir^'ir^fr-loir-^irri/'^'ir^s-
lo v (-ir^irze"lo) sif^f^e~loiiWi^ci^Wo 
i~s sir^ir^s~loirfit~e xir*if^fr~lo 
if-fiZol~9o virfiK^^VMO L~e Mr-CiZci^Wo 
i ~ g ^r— fn£° l~9o vir^ir^fr"loir<^izirze""lo vir* 
/ir<£D\/t?~"Lo ^r-^irz9"2o ^r-^irx9_2o 

lo ^>^^2-^^M^a-iMi *t)LZhnt$9Z*i 
• n^^irn 

00£9Z,0/£l0£df/13d S08 ZZOIS0/H0Z OAV 
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<pm> 
/\nfys C c1_4/\p 7)ls*M -OH, C -I _ 3 

7)[/Z\*i/s C ! _3/\UTJ\yZi*i/s 3 ~ 1 0M^xP:>?'JJU;7^ 

A -S02R16N -CNN -N02N fcvJ;t/3~1 

'JJU o 

<om> 
/\nfys C T-47)IS*M c1_4/\p 7)ls*M -OH, C "i _ 3 

TJls=l*Sss C!_6f J tl KP^r^^JU^rJk KP^>>7 

JU^JUS/c&C T _6 K U ti KP^^JU^Jk 3 ~ 1 0m.^ui/0 

'JJl<7$ys -S02R16, -CN, -N02, C3-7^^P7J^Jb 

% -COR19, fcct t/C ! -4y t ct 3 ~ 1 

OlAjP^^ 'J JUo 

[-fb2] 

H 



WO 2014/051022 207 PCT/JP2013/076200 

[<ft3] 

•o 
fV7 

N 
NH 

O 
\ 

w 
N-N 

H 

[-fb4] 

N' 
.N 

O 

CI 
H A, 

cK 

,0s 

.0 

[-fb5] 
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[lb6] 

-NH NH2 F 

O' OH 

[11^1138] 

[I*3<iI39] 

CII3<II42] 

, ^ (I) Iz^n&ik-StyX'fo^T, AtfV > K-JUtrfeU^ R3& 

<£ tf R 4 tf £ i tc 7kmt? £ fb^ S ti ̂  0 ̂  ft tc fF§ 3 ti & tg 

T:hZ>, 

FGFRPl#;^ £ ̂  t &S tz ti=t (£>^ft tC 1*F# £ tl £ i^GD M 

1*^111 75M 7 m^fttf-lI§Bfc©I4£-*° 'J ^7°^ K£^g 

S/cti^ffli^rtf'J^7°^ K£n- K-TStf'J bf 51 K 

£#-r s^n^tc^-r 
§£j§=ttfs li^il2 6 ThM.3 0 0^-f titf-iIlB*£(OT>£tC J; <J 51 

ftStifc,%#-?&£>, fi^il3 8lBS®^;io 

^ mi yMs SMUp^^-^F-h^^N ^rf5MSl<}liik MiHi 

¥-±&ms sj*nfejis #3im, nm^tzimm-zfo&s i*^ii3 8 

t/cti3 9I3i60^o 

Itmtfs 1*^113 8 S/cti3 91Bi6©^;io 

l^«^tf TNM^^IStC fc^tXT-^3 J^±<omm tl 
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S, 1 

[I*3<II43] I^FGFRPlS^tt lb£^ £ fc ti ̂  tC fF# 3 tl £ tf 

s T§EitT-^3tl£l^tltf®lb^Sfcti^0li^fttCl^3tl£ 

J£n?£>£>s I*3<II3 8 75^4 2 ®l\-ftltf—: 

Dfbi] 

(i£4^ RI~R4^ ^ti^tiailtCJ^T^S^^t- ; 

RJis 7K^ tKP + X /NP^X i/77, - KP, C,.4A 

P 7)ls*M C C 2_67JU?"=Jk C2_67Jb + -Jb 

, C3.7i/^P7^k C 6_! o T7 'J — JUC ! _4 -OR5 

, -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 

R I 4 N —SOR15% — S 0 2 R 16% — NR17S02R18N COOH, 

P?¥tf ^AlLTM^ti^ 1 £fclim&<D&-eW&3tiT^Tt,<l: 

^C6_10T'J-Jls, Q?¥tf<^iilLT5iIJR3ti£ 1 S/cti*f$(®g 

-eM^tiWCtcU^-1 Om^yUT'J-Jl'b L< ti3~ 1 0 

P is 0 'J Jk —COR19N —COOR20N —OC (O) R21 

N -NR22C (O) R23N -NR24C (S) R25N -C (S) NR 

26^27* S02N R28R29N OS02R30N S O 3 R 3 ! S /c ti 

— Si ( R 3 2) 3^^: L ; 

R2tis 7kMs t KP^>, /\p>f>N i/7y, - hp, C1_4A 

P^JU^rJk C ! _6 7JU^Jk C 2_6 7JU?" ~ Jk C 2_6 77JU^r—JU 

% Ca-J^^pmjk C6_10J7lJ-JUC1_477JU^rJk -OR5 

% -NR6R7N - (CR8R9) nZlN -C (O) NR12R13, -S 
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R 14% —SOR15% — S 0 2 R 16% — NR17S02R18N COOH, 

INCS.TOT7 'J-Jk 1 %tcmmk(D& 

-eM^tiWCtcU^-1 OM^xP^'J-JUt L< &3~ 1 0 

• i/ 0 'J Jk —COR19N —COOR20N —OC (0) R21 

N -NR22C (O) R23N -NR24C (S) R25N -C (S) NR 

26^27* S02N R28R29N O S O 2 R 30% S03R3iS/ctc£ 

— Si ( R 3 2) 3%^ U ; 

titzte R R2«u 

T, 3 ~ 1 0|AjPi/^ 'J JUS/cti 5 ~ 1 0IAJP7 'J-JU£M 

j$u 'JJUS/C&I^XP^'J-JUW:, /\p^"> 

tlTl^T t cfc < ; 

R3ti7j<^ C^^JU^Jk Cg.To^'J-JUC !_6:PJU^JUS/c 

tiC1_4/\P77JU^rJU^^L ; 

R4&N AP>T>N C !_3:PJU^rJk C , _4/\P :FJU^rJk t 

KP+X i/7A -KP, C^^JUP^X - (CH2) nZls 

N R 6 R 7% 0 R5N C (0) NR12R13N S R T 4N SO 

R 15, S02R16, N R 17 S 02 R 1 g, C O O H, C 0 R 1 gN 

C 0 0 R 2 o% —OC (0) R21N — NR22C (0) R 2 3 N —NR24 

C (S) R 2 5 % C (S) N R26R27N S 02 N R28 R29, 0 

S02R30—S03R31S7cti—S i (R32) 3^:^L ; 

Atts 5 ~ 1 Om^yuy,j-)um^tcltc6_,0ylj-)umx& 
y ; 

R5l£C C3_7:>? UTJU^rM C 3_7 :> 0 P T )V5r 

JUC ! _3:PJU^Jk C2_677JU?"-Jk C2_677JU^r-Jk C1_4/\P 

7)ls*M C1_377JUP^r^C1_477JU^rJk C1_377JUP^r"vC1_4 

TJlsZl^rS/C i-47Jls*M C ,_47$ J C1_477JU^rJU 

C1_477JU^rJk V (C 1_477JU^rJU) 7$ 7 C _4^JU^rJU 
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, C6_10T'J-M C&_,07*)-)\sC,_37)\s*)\s, Q 

LT3lJR3ti£1 S7tti}fi£®ST'M}^£ t cfc 3 ~ 1 OM 

^7-U^O lJJlsC1_3T)ls*M 3~ 1 OlAfP^/^ 'JJk 5 ~ 1 

OIAJP7 'J -Jk 5 ~ 1 OIAJP7 'J-JUC ! _3:PJU^Jk C 

,_6fyt: KP ̂ SsTJls^M c T-eSsk: KP^>:PJU^JUS/ctiC 

_6 K 'J L KP^>:PJU^JU£^L ; 

R 6&<£t/R 7ti% ttittis ?kBs C, 

_47i^Jk C2_6:PJU?--Jk C2_6:PJU^-Jk C ! _4/\P TJU 

^Jk C1_377>'UP^^C1_4 77>'U^>'k CB-TO^'J-JUCT-ST7^ 

^Jk 3~ 1 OIATPS//7 'J JUC T-s^JU^rJk 5~1 OiAjP 

^'J-JUC^^JU^Jk C1_6^yt:KP^^7JU+Jk C i - 6i/ 

tKP^r^^JU^rJk C ! _6 K 'J t: KP+i/7JU+Jk 3~1 OIA 

xP^>?'JJk C1_477$y :PJU^Jk C1_477JU^rJU77$yC1_4 

:PJU^Jk V (C 1_477JU^JU) 7 C 1_477JU^rJUS/cti^>77y 

(C ! _37 JU^JU) S/ctiRefc^t/Ryti, 

bT^&mmWsTt-mzti:^T3~ 1 OM^xPS'? 'J JUS/cti5 

~ 1 OM^xP^'J-JU^JFML ; 

n ti 1 ~ 3 ^ L ; 

Rs&^t/Rgtis ^ti^'tiTK^ C,_4 

^JU^rJUS/cti/NP^V^^t"^ S/cti Rsfc^t/Rgtis ^eti^ 

tfilp-n t— ilitc&o TSsStitSt^M^c LTt cfc < ; 

ZJi, NR10R„, -OH, S/ctiQ^fr^iilLTMJR 

3ti£1 S7tti}fi£®ST'M}^£ tiTl^T t ct 3 ~ 1 OlAfPv 

0 'J JUt L < ti 5 ~ 1 0 M^ir P T 'J L ; 

R i ofecfctfR i itis ttlttlC ! _477JU 

^rJk C 2_6 T'JU?"—Jk C 2 _6 T7JU^r—Jk C ! _4/\P j'JU^rJk 

C1_377JUP^^C1_477JU^rJk *s? J (C •, _3 :PJU^JU) S/cti 

C !-S^JU^JUXJU/IN-JUC 1_477JU^rJU^^"rA\ S/ctiR •, 0i5J; 
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tfRnti* 3 ~ 1 0 

v? 'JJUS/cti5~ 1 OM^xP^'J-JU^JFMLTtJ: < 

j 

R ! ̂ ^t/R ! 31#:[W] — J: < % C,_4 

7JU^Jk C2_67Hiik C2_677JU^-;k C •, _4/\P 7 )[/=%• 

Jk C1_3T7>'UP^^C1_477>iU^r>ik C6_107'J-;k 5~1 01 

^xPT'J-Jk 3~ 1 OlAfpi/^ 'j;k C6_10TIJ->'UC1_4 

7Jl/^fJk 3~1 Ol^fP^^UJbC^s?^^ 5~1 OlA 

TP7iJ-ji/C1.3mjk *s7 J % c^aT7 

JU^r JUX JUtf—JUC ! _4 7Jly^rJlys 3~1 OMSsSitSS> 5~1 OM 

P T 'J — JUS /cti 3 ~ 1 0 P •>" ? 'J JU^^f tf % S/ctiR 

12&£V:R I 3ti% t-$%lZ&?Ts 

Q&frb&±LLrMft$tiZ> 1 S/cti*ti&®3S"T:'ii}^;* tiTl^Tt J: 

V/N 3 ~ 1 0 P is 0 'J JUt U < ti 5 ~ 1 0 P 7 'J — JU£:M 

J5c LTt ct < ; 

R14(t c 1_477;u^;k c2_6T7;u?--;k c2_6/Jb+-ik 

C1_4/\P77;U^;k P£¥tf ^4ilLT5iiJR3tl£ 1 S/cti*f$t0g 

-em^tiwct^I^CS-TOT71; -Jk s/ctiQ^tf ̂ iiiLT 

SJR3ti£1 Sfcti*fi((£>g"eii^3tiT^T:& <£l\5~ 1 OIAJ 

P 7 'J —JUt L < ti 3 ~ 1 0 M^ir P is 0 ') )\/%:7jk U ; 

R15ti, C I_47JU*M C 2_67JU0--M C2_67Jb+zJk 

C ! _4/\P7J^Jk P?¥tf <^iilLT5iiJR3tl£ 1 S/cti*f$t0g 

?-Wi%ZtiT^rtj£^C6_107'J - Jk S/ctiQig¥tf b?k\LLT 

mmsti£ 1 SfctiJti^gT-M^ftT^TtcU^- 1 OIAJ 

P T7 'J —JUt L < ti 3 ~ 1 0 M^ir P is 0 ') )\/%:7jk L ; 

R i e ti\ C -\ — 47 )\/-^c )\ss C 2 — & 7 JU?~—Jk C 2 —&7—Jk 

C1_4/\P 7JU*Jl>s P£¥tf ^4ilLT5iiJR3tl£ 1 £tcmmk(D& 

-eM^3tlT^T:fcJ;^C6_1o:'7lJ -Jk S/ctiQ?¥tf b^iL LT 
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mmst15 1 Sfcti^&©S^M&3ftT^Tt,J:^5~1 OI^T 

P 7 'J —JUt U < ti 3 ~ 1 0 ? 'J JU&ir; U ; 

R17ti, TK^S/cti C ! _4/'JU^rJU^:;^ L ; 

R18ti, C 1_477JU^rJk C2_677JU?-->ik C2_677JU^-Jk 

C1_4/\P77JU^Jk 1 Sfctijf&Og 

<fc^C6_10 7'J -Jk S/cti£&±z: LT 

miRZti§1 Sfcti^&©S^M&3ftT^Tt,J:^5~1 OI^T 

• 7 'J — JUt L < ti 3 ~ 1 0 Jt^x • :> ? 'J L ; 

R 1 g ti., TK^\ Ci_4/7JU-^:'Jk C3_7V?P77JU-^"'Jk C I _4/\ 

• yju^rjk Ce-To^'J-Jk 

1 S/ctilfi^a-eM^tiT^Tt <£^5- 1 OM^xP^'J-JU 

t L < ti 3 ~ 1 0 Jt^ir • :> ? 'J JU^:^ L ; 

R20ti% C1_477JU^r>'k C3_7i>? P^JU^rJk C1_4/\P77JU 

^Jk C 6 _! o T7 'J —Jk 5~1 0 P J7'J — JUS/cti 3 ~ 1 0 

R21tis C1_477JU^rJk C 3_7 ? P^JU^rJk C1_4/\P77JU 

^rJk C6_10 7'J-M 5~1 0 P J7'J — JUS/cti 3 ~ 1 0 

P ? 'J JU^:^ L ; 

R 2 2 ti, TKSIS C 1_477JU^rJUS/ctiC 1_4/\P77JU^rJU^^L ; 

R2sti% TK^S C T _4 ZJU^Jk C 3_7:>? P ZJU^Jk C,_4/\ 

P 7 JU^Jk C 6 _! o T7 'J —Jk 5~1 0 Jt^x P T7'J — JUS/cti 3 

~ 1 0 Jt^ir P is 0 'J JU^ L ; 

R 24tis 7X^ C !_4^JU^rJUS/ctiC 1_4/\PTJU^rJU^^U ; 

R25tis C1_477JU^rJk C 3_7 ? P^JU^rJk C1_4/\P77JU 

^rJk C 6 -1 o T7 '7 — Jk 5~1 0 P T7'J — JUS/cti 3 ~ 1 0 

P N> ? 'J JU^:^ L ; 

R 26&J;t/R 2?t^ C, 

-47JU*M Cg-e^JU^-Jk C2-e 7JU^p-Jk C,_4/\p 7JU 
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3fJk c c6_10 T'j-M 5~1 

OM^xP^'J-Jk 3~ 1 OIAJP^^ 'JJk 

C^^JU^Jk 3~ 1 OIAJP^^ 'J JUC 5~1 

OM^xP^'J-JUC^^JU^Jk */7J (C 1_377JU^rJU) N C, 

-S^JU^TJUXJU/IN-JUC 1_477JU^rJk S/c&3~1 

^t~A\ S/cti R 2 e&cfc tf R 2 7 

£ — iHUC&o X 3 ~ 1 OIAJP^^ 'J JUS/cti 5 ~ 1 OJt^xPT7 

'J-JU^JFMLTtJ^ ; 

R 28&c£tf R 29^ C, 

-^JU^fJk C 2-e ̂ JU^-Jk C 2_6 ^Jl/^r —Jk C1_4/\P77JU 

3fJk C1_377JUP^^JUC1_477JU^rJk C6_107'J-Jk 5~1 

OM^xP^'J-Jk 3~ 1 'J Jk C 6 _! o T7 'J JU 

C1_477JU^rJk 3~ 1 OlAfpi/^ "JJUCT-g^JU^rJk 5~1 

OMAJP/ 'J —JUC ! _377JU^rJUN */7J (C •, _3 T'JU^JU) N C, 

_377JU^TJUXJU/1N-JUC T-^JU^fJk S/c&3~1 

^t~A\ STcte R 28&cfctf R 29^ 

£— iHUC&o X 3 ~ 1 0 Jt^xP'v?'J JUS/cti 5 ~ 1 OiA-fp? 

'J LT t ct < ; 

R30teN C1_477JU^rJk C 3_7 *> ? P^JU^rJk C1_4/\P77JU 

*Jk C6_107'J-Jk 5~1 OlAfP7'J-JUifcli3~1 0 

IAJP^^ 'J Jlslk^L ; 

R31teU C1_477JU^rJk C3_7:>? P^JU^rJk C1_4/\P77JU 

*Jk C6_107'J-Jk 5~1 OlAfP7'J-JUifcli3~1 0 

IAJP^^ 'J JU^^: L ; 

R32^ C1_477JU^rJUS/ctiC6_1077lJ-JU^^L ; 

<pm> 
/\nfys C1_477JU^rJk C 1_4/\P77JU^rJk -OH, C,_3 

7JU=l3f*X C1_3/\P7JU^+^X 3~ 1 OIATPS//? 'J JUT7^ 
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A -S02R16N -CNN -N02N 

'JJk, 

<om 
/\nfys c C1_4/\P -OH, c^_3 

7)\sZ\*is, C^e^y t KP^^7J^Jk 

JU^JUS/c&C ! _6 h 'J tl KP^^JU^Jk 3 ~ 1 0M^xP:>? 

'JJUT^X -S02R16N -CNN -N02N C3_7^>? P^JU^rJU 

% -COR19N feet t/C ! _4 /'JU^rJUT'M^^ tlTl^T t cfc 3 ~ 1 

OlAjP^^ 'J JUo 

[-fb2] 

[-fb3] 

—o 

0 
O 
\ 
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[<ft4] 

[<ft5] 

H 
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[<ft6] 

OH 

[1*^1144] ^FGFRPW^tt itaty t fc ti ̂  0 tCl^3 tl & i&tf 

, ^ (i) [ZTTs^ti^itStyxh^Xs Atf^ > K-ju-e&y, R3& 

<£ tf R 4 tf £ t tc 7.k^ £ ik&Wtl 

XfcZ, !#^II4 3l5«ICD^;io 

[it^ii45] it^ii 1 jbm i ®^-rtitf-iii3*E©M^tf u ^7°^ 

tf, K£=l- Kf HO Uf ̂  K£^f 

50# tC$^f 37ctf)a)^>&MFGFRPI 

S t± ̂  tc fF# ̂  tL s o 

[I*>f<iI46] I^M#tf\ II3<iI 2 6 7bE 3 0 (D^ftifr~ iI§Si£<OT;£tC <£ y 31 

[os>f<lM47] p^^tf\ fl^fbtlliSu J]|X|U}®N flifilli 

j^j#mfeii, #3m nm%t^mmxfoz>, 1*^114 5 

[g*>RiI48] !^tf\ m%%XfoZ>, Ii3<iI4 5 S/cti4 

[I*>RII49] I^S^tfTNMM^ItCfelNTXx-y 3 J^±©^lltC^I^ tl 
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5, 8§B<6©^ffl0 

[I*^1150] ^ FGF R PM S & f £ fb^tl £ fc & ̂  © ££3* ft K fF# 3 *1 £ tf 

I*3<II4 5 75^4 9®lN-rtltf-IIIEi60)^ffl : 

Dfb1] 

(i£4^ RI~R4&, ; 

RJis 7K^ tKP+x /NP^X i/?;, - KP, C1_4/\ 

P^JU^fJk C^^JU^Jk C 2_6 :PJU?" ~ Jk C 2_6/'JU^r —JU 

, C3_7^>? P^JU^rJk C6_1077lJ-JUC1_477JU^rJk -0R5 

, -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 

R]4N —SOR15N —S02R16N — NR17S02R18N COOH, 

P?¥tf 1 

INC6_10:P 'J —Jk QS¥tf <^iilLT5iIJR3tl£ 1 %tcmmk(D& 

tlT lNT t ct lN 5 ~ 1 OM^xP^'J-JUt L< &3~ 1 0 

P :> ? 'J Jk —COR19N —COOR20N —OC (0) R21 

N -NR22C (0) R23% -NR24C (S) R25N -C (S) NR 

26^27* S02NR2QR29N 0 S O 2 R 30% S03R3iS/ctc£ 

— Si ( R 3 2) 3^^ b ; 

R2&S 7.m tKp+x Ap/fx i/?;, - hp, c1_4/\ 

P^JU^rJk C ! _67 JU^Jk C 2_677JU?"-Jk C 2 _6 77JU^r—JU 

% C3-7^>? P^JU^Jk C6_1077lJ-JUC1_477JU^rJk -0R5 

% -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 
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R 14% —SOR15% — S 0 2 R 16% — NR17S02R18N COOH, 

INCS.TOT7 'J-Jk 1 S/cti*f$(®g 

tlT lNT t cfc lN 5 ~ 1 OM^xP^'J-JUt L< ti3~ 1 0 

P i/ 0 'J Jk —COR19N —COOR20N —OC (0) R21 

% -NR22C (0) R23% -NR24C (S) R25N -C (S) NR 

26^27* S02N R28R29N 0 S O 2 R 30% S03R3iS/cti 

— Si ( R 3 2) 3%^ U ; 

S /c ti R ! 33 cfc £/ R 2 ti% 

Zs 3 ~ 1 OIAJP^^ 'J JUS/cti 5 ~ 1 0IATP7 'J-JU£M 

J$U 'JJUS/ctil^xP^'J-JUti, /\P^"> 

tiTl^T t ct < ; 

R3ti7K^% C^^JU^Jk Ce-To^'J-JUC^e^JU^JUS/c 

tiC1_4/\P77JU^rJU^^L ; 

R4ti% TK^% AP^'V, C !_3:PJU^rJk C T _4/\P 7JU5-JU, tl 

KP+X i/7A — K P% C1_477JUP^r^% - (CH2) nZls 

N R 6 R 7% 0 R5% C (0) NR12R13, S R T 4N SO 

R 1 5* SO2R16% NR17SO2R18% COOH% COR19% 

C 0 0 R 2 o% —OC (0) R21% —NR22C (0) R 2 3 N —NR24 

C (S) R 2 5 % C (S) N R26R27% S02N R28R29N 0 

S02R30—S03R31S/cti—S i (R32) 3^:^L ; 

Ati% 5~ 1 Om^uy,j-)um^tcltc6_,0ylj-)umz& 

y ; 

RgtiC T_5T)U^M C3_7:>? UTJU^rM C 3_7 :> 0 P T )V5r 

JUC ! _3 T'JU^rJk C2_677JU?--Jk C 2 _6 T'JU^r ~ Jk C1_4/\P 

7)ls*M C1_377JUP^r^C1_477JU^rJk C _3 :PJUP C _4 

^JUP^r^C ! _477JU^rJk C _4 T $ J 7JU^rJk C1_477JU^rJU 

C1_477JU^rJk y (C 1_477JU^rJU) C1_477JU^TJU 
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, C6_10T'J-M C^o^'J-JUC^a^JU^Jk Q 

LT3lJR3ti&1 Sfcti^fi^g-eM^tiT^Tt <£^3 ~ 1 OM 

lJJlsC1_3T)ls*M 3~ 1 OlAfP^/^ 'JJk 5 ~ 1 

OIAJP7 'J -Jk 5 ~ 1 OIAJP7 'J-JUC ! _3:PJU^Jk C 

KP ̂ SsTJls^M c T-eSsk: KP^>:PJU^JUS/ctiC 

_6 K 'J L KP^>:PJU^JU£^L ; 

R e&^t/R ?ti% ^tl^'tl, 7KBs C1 

-4:FJU^Jk C2_6:PJU?--Jk C2_6:PJU^-Jk C1_4/\P77JU 

^Jk C1_377>'UP^^C1_4 77>'U^>'k Ce-ioT'J-JlsCi-sTJls 

^Jk 3~ 1 0IATPS//7 ij JUC T-s^JU^rJk 5~1 OiAjP 

^'J-JUC^^JU^Jk C ,_6f 7 t KP^r^7JU^rJk C,^^' 

L KP^>:PJU^Jk C ! _6 K 'J t: KP+i/7JU+Jk 3~1 OIA 

xP^>?'JJk C T-4T$ J TJls^M C1_477JU^rJU77$yC1_4 

:PJU^Jk y (C ! _4 T^JU^rJU) 7$ J C ! _4 ^JU^JUS/ctiS'T7 7 

(C ! _37 JU^JU) £^-r*>\ S/ctiRefc^t/Ryti, 

LTl^MSlJl^<>:-ilitC&^T3~ 1 OM^xP^>? 'J JUS/cti 5 

~ 1 OM^xP^'J-JU^JFML ; 

n ti 1 ~ 3 ^ L ; 

Rs&^t/Rgti, ^tl^'tlTK^ C,_4 

^JU^rJUS/cti/NP^V^^t"^ S/cti Rs&^t/Rgti, ^eti^ 

tfilp-n t— ilitc&o TSsStitSt^M^c LTt cfc < ; 

ZJi, NR10R„, -OH, S/ctiQ^fr^iilLTMJR 

3ti&1 J:IN3 ~ 1 OM^xP v 

0 'J JUt L < ti 5 ~ 1 0 Jt^ir P 7 'J —JI/%:^ L ; 

R i 033J:t/R i i ti, H—£ <, ttittiC _4 7)\s 

^rJk C 2_6 —JU, C 2_6 T7JU^r—JU, C ! _4/\P T'JU^rJU, 

C1_377JUP^^C1_477JU^Jk *S7J (C _3T'JU^JU) S/cti 

C !-S^JU^JUXJU/IN-JUC 1_477JU^rJU^^"rtf, S/ctiR •, 0i5J; 



WO 2014/051022 221 PCT/JP2013/076200 

tfRnti* 1 0 

M^xPv? 'JJUS/cti5~ 1 OM^xP^'J—< 

j 

R ! ̂ ^t/R ! 31#:[Wl — J; < , C,_4 

7JU^JU, C2_67Hiik C2_677JU^-;k C1_4/\P77>'U^ 

Jk C^a^JUP^C^^JU^Jk Cg-To^'J-Jk 5~1 01 

^xPT'J-Jk 3~ 1 OlAfpi/^ 'JJk C 6_! 0T 'J —JUC ! _4 

3PJU^JU, 3~ 1 OlAjPi/^ 'JJUCT-a^JU^rJk 5 ~ 1 OpA 

xP^'J-JUCT-a^Jl/^rJk *S? J (C T.a^JU^rJU) , C,-27 

JU^r JUX JUtf—JUC ! _4 T'JU^rJk 3 ~ 1 0Jt!sJ8itSS> 5~1 OM 

P T'J — JUS/cti 3 ~ 1 0 Jt^x P •>" ?'J JU^r^f tf, S/ctiR 

12£<£t/R 13ti% t-WilZK-iZ, 

Q&frib$&±LLTMlR$ti2> 1 

V/N 3 ~ 1 0 Jt^x P ̂  ?'J JUt U < ti 5 ~ 1 0 Jt^xP T7'J — JU£:M 

J^LTtd: < ; 

R14(t C1_477JU^Jk C2_677JU?"-Jk C2_6T7JU^-Jk 

C1_4/\P7 JU^rJU, P£¥tf 1 S/cti*f$t0g 

<fc^C6_10 7'J -Jk S 7c ti Qf$tf <3%kiL LT 

gjR3ti-g>1 S/cti*fi((£>g"eii^3tlT^T:& <£^5~ 1 OIAJ 

UT'J —JUt L < ti 3 ~ 1 0 Jt^ir P ? 'J JU ^ L ; 

R15ti, C1_477JU^rJk C 2_677JU?--Jk C 2_6 7JU3f=Jk 

C1_4/\P7 JU^rJU, P?¥tf <^iilLTgjR3tl£ 1 S/cti*f$t0g 

T?M^^tLT^Tt» cfc^Ce-TQ^'J -Jk S/ctiQ^tf b?k\LLT 

mmst1-5 1 S/cti^Ii^®ST'M^^tiTl^Tt cfc ^ 5 ~ 1 OIAJ 

P T7 'J —JUt L < ti 3 ~ 1 0 Jt^ir P :> ? 'J JU^ L ; 

R i 6ti% C !_47 JU^rJU, C 2 _ 6 T7 JU?"—JU, C2_g77JU-^r—JU, 

C1_4/\P77JU^Jk P?¥tf<^iilLTgjR3tl£ 1 £tcmmk(D& 

T?M^^tLT^Tt» cfc^Ce-To^'J -Jk SfctiQ^tf £&±z:LT 
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mmst15 1 Sfcti^&©S^M&3ftT^Tt,J:^5~1 OI^T 

P T 'J —JUt U < ti 3 ~ 1 0 • is 0 'J JU&ir; U ; 

R17ti% 7KM£fcliC T _4T)U^r)U^:^kb ; 

R18ti, C T _4 T7 JU^Jk C2_6TJU0-~M C 2_677JU^-Jk 

c1_4/\p7ji,*)i>s pmfrb&iLLrmfcztiz i a 
tlTlNT t ct lNC 6_! oT7 'J -Jk S/ctiQ^fr^iilLT 

OI^T 
• T7 "J —JUt L < ti 3 ~ 1 0 Jt^x • is 0 'J JIS&TT; L ; 

R 1 g ti, C I _ 4 T7 JU Jk Cs — yV^P^JU^rJk C 1 _4/\ 

• yju^rjk Cg-To^'J-Jk SfcliQl¥fr<b&3iLTji}R;**l£> 

1 Sfcti^&©S^M&3*iT^Tt>J:^5~ 1 OM^xP^'J-JU 

t L < ti 3 ~ 1 0 Jt^ir • :> 0 'J JU^:^ L ; 

R20ti% C1_477JU^r>'k C3_7i>? P^JU^rJk C1_4/\P77JU 

^Jk C6_10 T'J-M 5~1 0 P J7'J — JUS/cti 3 ~ 1 0 

R21tis C1_477JU^rJk C 3_7 ? P^JU^rJk C1_4/\P77JU 

^rJk C6_10 T'J-M 5~1 0 P J7'J — JUS/cti 3 ~ 1 0 

P ? 'J JU^:^ L ; 

R 2 2 ti, TKH% C 1_477JU^rJUS/ctiC 1_4/\P77JU^rJU^^L ; 

R2sti, TK^ C T _4 ZJU^Jk C 3_7:>? P ZJU^Jk C,_4/\ 

P I7 JU^Jk C 6 _! 0 T7 'J —Jk 5~1 0 Jt^x P T7'J — JUS/cti 3 

~ 1 0 Jt^ir P is 0 'J JU^ L ; 

R 24ti% 7X11% C 1_477JU^rJUS/ctiC 1_4/\PTJU^rJU^^U ; 

R25tis C1_477JU^rJk C3_7i>? P^JU^rJk C1_4/\P77JU 

^rJk Cg-io^'J-Jk 5~1 0 P T7'J — JUS/cti 3 ~ 1 0 

Jt^x P is 0 'J JIS&TF L ; 

R26&J;t/R2?ti, C, 

-47JU*M Cg-e^JU^-Jk C2-6 J^l^-Jk C1_4/\PT7JU 
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3fJk c c6_10 T'j-M 5~1 

OM^xP^'J-Jk 3~ 1 'JJk 

C^^JU^Jk 3~ 1 OI^TP^^ 'J JUC ^^JU^Jk 5~1 

OM^xP^'J-JUC^a^JU^Jk */7J (C 1_377JU^rJU) N C, 

-a^JU^rJUXJU/lN-JUC 1_477JU^rJk S/c&3~1 

^t~A\ S/cti R 2 e&cfc tf R 2 7 

£ — iHUC&o T 3 ~ 1 OM^xP'v?'J JUS/cti 5 ~ 1 OJt^xPT7 

'J-JU£JFMLTtJ:< ; 

R 28&c£tf R 29^ ^tifti7j<^% C, 

-^JU^fJk C2_67i^-ik C2-67ib^ik C1_4/\P77JU 

3fJk C1_377JUP^^JUC1_477JU^rJk C6_107'J-Jk 5~1 

OM^xP^'J-Jk 3~ 1 OlAfpi/^ ij Jk C 6 _! o T7 'J JU 

C1_477JU^rJk 3~ 1 OlAfpi/^ "JJUCT-g^JU^rJk 5~1 

OM^xP/ 'J —JUC ! _377JU^rJUN */7J (C •, _3 T'JU^JU) N C, 

_377JU^TJUXJU/1N-JUC T-^JU^fJk S/c&3~1 

^t~A\ S/cti R 2s33cttf R 29^ 

£ — iHUC&oT 3 ~ 1 OIAJP^^ 'J JUS/cti 5 ~ 1 OiAxP? 

'J LT t ct < ; 

R30teN C1_477JU^rJk C3_7*>?P ̂ JU^fJk C1_4/\P77JU 

*Jk C 6 _! o T7 'J —Jk 5~1 OlAfP7'J-JUifcli3~1 0 

Jt^ir U->0 'J Jlslk^L ; 

R31teU C1_477JU^rJk C3_7*>?P ̂ JU^fJk C1_4/\P77JU 

*Jk C 6 _! o T7 'J —Jk 5~1 OlAfP7'J-JUifcli3~1 0 

Jt^ir U->0 'J Jlslk^L ; 

R32&% C1_477JU^rJUS/ctiC6_1077lJ-JU^^L ; 

<P?¥> 

/\P>f>N C1_477JU^rJk C 1_4/\P77JU^rJk -OH, C,_3 

7JU3%-*>s C1_3/\P7JUP+^X 3~ 1 OIATPS//? 'J JUT7 ^ 
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A -S02R16N -CNN -N02N 

'JJU o 

<om 
C c1_4/\p -OH, C -| _ 3 

TJls=l*Sss C^efy t KP^i/7J^Jk C^e^LKP^^? 

JU^JUS/c&C ! _6 K 'J tl KP^^JU^Jk 3 ~ 1 OM^xP:>^ 

'JJUT^X -S02R16, -CN, -N02, C3_7^>^ P^JU^rJU 

% -COR19, fcNJ:t/C1_4 77>'U^>'U"eM^^tiTlNT:fcJ:lN3~ 1 

OlAjP^^ 'J JUo 

[-fb2] 

[-fb3] 

—o 

0 
O 
\ 
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[<ft4] 

[<ft5] 

H 
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[<b6] 

-NH NH2 F 

OH 

[1*^1151 ] i^FGFRPlS^tt £ M t z itSty S tc ti ? ©H^ft iZ fF# £ tl Z> tf 

, ^ (I) iz^tstiz It-Sty-? fo-iT, A tfy > K-JU-e&y, R 3 33 

<£ tf R 4 tf £ t IZ 7j<^T? S> 5 fb^tl S /c ti t (D ft IZ fF# 3 tl 5 ik 

-zhz>s stalls o=si6®^fflo 

[1*^1152] 1 1 0lN-rtitf-iIIB«60I4^tf U ^7°^ K££gBEf 5 

tf% S?cti§£I4£-tf K£=l- 'J HO bf 51 K£^"f 

5 S 7t ti? [ft tC 33 tf & (D tc isb (D FGFRPlS^ft £ # f 

5^b^S/cti^0^fttCl^#^tl5±^o 

[1*^1153] nMMt\ li^il 2 6 Tbm 3 0 0^-f titf-iI§Bi6©;£;£tC <tUI 

%H$tltcM%-?foZ>, li^lS5 2=BS0jb^S/cti^©^a^tCl^ 

§^tl5i^0 

p^?)Stf\ S^S^^ISN sMS§pPM^P--t^?lS% fl$Hl 

l^S/ctiS^T-feS, 1*^115 2 

s tc ti 5 3 i^mmtsty s fc ii ̂  ft K fF# s ti £> ^0 

[Ii^lI55] Wti&b\ 5% 1*^115 2Jfctt5 3 IBic© itSty £. tc ti 
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5, 5mm(D{tsty£tc^t(Dm^mz^ntsn^ik0 
*^1157] I^FGFRPlS^tt % M t & its®} S tc ^ tC fF# 3 tl 5 iktf 

, TIE^"e^^tl5lN-rtltf®jb^S/cti^0^fttCl^^tl5 

±^£>5% I*3<II5 2 7bH 5 e^lN-rtltf-IIIES^jb^S/cti^ 

©H^ftlCfF^Stia^ : 

Dfbi] 

R,(i, 7K^ bKP + X /\p^x i/?;, - KP, C1_4/\ 

U7)ls*M C,-67JUdrM C 2_6 ~ Jk C2_677JU^-JU 

, C3_7*>?P C6_1077lJ-JUC1_477JU^rJk -OR5 

, -NR6R7, - (CR8R9) nZlN -C (0) NR12R13, -S 

R I 4, —SOR15% —S02R16N — NR17S02R18N COOH, 

Pfgfr *>$&±L LT31JR3ti-g> 1 Sfc^ti^gT'ii^tiTlNTt J; 

INCB-TOT7'J-Jk Q^tf t>&±LLTmft3ti& 1 JfcttMCi 

T?M^^tLT^Tt»J:^5~ 1 OM^xP^'J-JUt L< ti3~ 1 0 

M^xP Ss 0 *J Jl/s COR19, COOR20N OC (0) R21 

N -NR22C (0) R23% -NR24C (S) R25N -C (S) NR 

26^27* S02N R28R29N OS02R30N S03R3iS/cti 

— Si ( R 3 2) 3^^: L ; 

R2tes 7kMs bKP + X AP^>, i/?;, -KP% C,.4A 
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• C C2-6TJU<r-M C2_6TJU^-JU 

s c3_7*>?p c6_10yj-)isc -OR5 

, -NR6R7N - (CR8R9) nZlN -C (0) NR12R13N -S 

R I 4 N —SOR15% — S 0 2 R 16% —NR17S02RI8N COOH, 

INCS.TOT7 'J-Jk 1 £tcmmZ(D& 

T?M^^tLT^Tt»J:^5~ 1 OM^xP^'J-JUt L< ti3~ 1 0 

P 'v ̂  'J Jk COR19, C O O R 20* OC (O) R 2 1 

N -NR22C (0) R23* -NR24C (S) R25* -C (S) NR 

26^27* S 0 2 N R 2 8 ^ 2 9* 0 S O2 R 30* S03R3iS/cti 

— Si ( R 3 2) 3^^ L ; 

S /c ti R ! 33 cfc £/ R 2 ti* 
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