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[0001] 

ik ttZtfA,® >£M IzMtZo 

[0002] BTK (Bruton's tyrosine kinase) (iTec7 T $ 'J — ̂ i~ — MIrCM"?%>4¥%h 

-flstz b 'J >mm F* 4 >s TecffilflK^ 
-fx v—tfem2 KPWX y—tmms tfK* 
-f > £^ 1" £ * > / W ftT? & £ o BTK<h % P& < *93#© iiJfil 

T'£>'I> (Exp. Hematol. Oncol. 2014;3 

(1):4% J. Hematol. Oncol. 2013;6:59)O B«(C£^TBTK&Bi|fflJ^#{;^> 

^^^I^^Bo-TCProc. Natl. Acad. Sci. USA. 2010; 107(29): 13075-13080) 

O 

otit-etcfittu vAt&sm w hju«'j y^Bs ;JIJM£U >A 

tS'fflM, fi SnMfDWi ̂  £ IN •T BTKCDHI-^ £ tir ̂  
•i> (Exp. Hematol. Oncol. 2014;3(1):4% Blood. 2014; 123(8): 1229-1238)0 

£fc% tstt#iittaMa^a5femiM«(Cfc^NTmiRNA(Ci; <<JBTK(D^ 

PMf £££#$*£ (Blood. 2014; 123(8): 1207-1213, Nature. 20 

10;463:88—92)0 BTKPlS£y&}tJMfe U > ASS. U X /JMJ 

xWt'Jx^ffi, #3§tt#iSSfi. Xf£A,fe*Mm 
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tis a ti b (D tfA, % M t £ BM (C £ i vT - % ®MM%. £ ̂ t ZL t fit 

tlTl/N^, (Scand. J. Immunol. 2013;78(2): 130—139)0 

no I. 1994;152(2):557-565)o 

SlfiUPifccfctf'J 

, BTK^^^iixtist^bLtctfA,. 

Ltctf^ZJo^ Xs BTK# o tl b O if A, CDi^g IZ M*§• L T IN £ £ £ £ ̂  ̂  x £ 

v . BTKPI#^imnb(DtfA,izttbx^n&>£ii£y(C ft V 9 £ d t %^ LX 

JAK3 (Janus kinase 3) (iJAK7 T7 $ U — ̂ i~ — iftZMT 

niyy^i--itX&Vs FERMKPWX V—tftm 2 K* -f X -tf 

K^^fX — if b ̂  -f (Genome Biol 

. 2004; 5:253) 0 JAK3(ii(C^««(C^H Ltfe y , +M 

Ls •>,y*>'U^:T;;:it©STAT(C'fs^t"'2) (Acta. Biochim. Biophy 

s. Sin. 2012;44(3):187-196) 0 

J#T«U yj^Bs y^mm£&fiLmiz&^xm3(D%mt 
^©jttT(caiNXJAK3(Z)M^^Pt^tlTlN^ (Can 

cer Cell. 2006;10:65-75, Cancer Discov. 2012;2(7):591-597% Blood. 200 

9; 113:2746-2754, Leukemia. 2012;26:2144-2146) 0 t/c, JAKPiS^y&tstt 

-t^n^ju^^-zTmrn^y^mmms 
J&'J (Cancer Cell. 

2006;10:65-75% Cancer Discov. 2012;2(7):591-597% Leukemia. 2014;28:94 

1-944) 0 

Zti'J MA. 

J AK3 ttStt-fb L tcif A,IZtel^Xs JAK3^£ tlb(Dif A,(D 

L T ̂  £ <h L T £ y, JAK3PM&I o tl bCDifAslZN LT 
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y 9 %>Z.t&TJS 

ITK (IL2 inducible T cell kinase) (iTec7 T $ 'J — — if IZM't'%>$¥ 

zZfoV, 7°U^X h U yftm h7f>, Tec^m K 

v—tfem2 KPWX y—tmms b*-(y. tf K 
PWy*mT%*yrt<?wzib%0 

ilfflSS(C^IlLs (Curr. Top. 

Med. Chem. 2009;9(8):690-703, Mol. Pharmacol. 2012;82:938-947) 0 

c: ti t -e iz ̂ j# T « u > / m * T mmmm iz & ̂  T ITK©^^ 
t/c, ITKPI^y(iITK^^IlL/cT«tttsttU 

(Mol. Pharmacol. 2 

012;82:938-947) 0 

Ztl^V^Mtes SlfiUPifccfctf'J 0!J;Ltf 

, ITK^t^bL/cA^tCfc^NT, ™±<Z.tlb(DtfAJ(Dmmzm5-LX^Z> 

Z. t £^ L T £ y, ITKPMS^y & d tl ̂  A, (Cft L T(c ft y 9 

[0003] 5-{[(3R)-1-/70 <J P'T JUtfP U $/V-3—f ;U]^-dp'>'}-6-x51>/U-3-({4-[4-

nu)n°^'j ̂ >-1—r;u]7x-ju}7$ j)\f=?vy 

-2-^jU#dpHt$ K (J-XTs r^tlAj tnoZ.t1ffoZ>o ) 

EGFR T790M^apitt^)^fflEm^©^^J^# 

«h OftfFiSKI) o 

^fF^UCdSlNT, 

0!l 5 4 <h LT^©7 MMM2 6 1 <h 

* tlT y , EGFR^fidr* —iz [Zjtf~<t Z> PMftffl flls§£ tl 

T^£0 

[0004] JftfFjtiKl : SgS&HI£W0 2013/108754^ 
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[0005] fo^WMt LTBTK^fgllx&m^bL/c^A, 

m (DWMt L T JAK3A* L tz if A, 

£ b^CDWmt LTITK^t^b 

mmf&mzmmtzo 
mmzm&t&tztsbomz 

[0006] *f%w% b&s tfA,<D%tmmwmmm%(DMmtk @ &izmm&m u/cisn 
s 5-{[(3R)-1-/70 <J P'T JUtfP U i?y-3-'tJl>]t=>ri'}-6-J:TJl>-3-({4-[4-

$mt>\ BTK, m3Rmjm?t>'\mxmmk(D*i--i?ifmj3-tz>ifA,(D 

£LT%m~e$>ZZ£%%aM.LT*f£nR%^i&Lt£o 

1 . 5-{[(3R)-1-7^ U P^>/UH0P U ^>-3—T>/U]^dr^}-6-x51>'U-3-({4-

[4-(4-* ̂ )\y w )i) tr^ u vy-\-4 JU] 7 x - JH 7 $ J ) tr^ 

^"t^BTK, JAK3&tHTK© 9 *> 1 £^A,©>£ 

IffliiiMo 

2. BTK, JAK3^t/ITK©9t»1fflX(i^©dr*--tf^M^'r^A^^\ BTK 

#11-51" A, •?£>£, 1 (C|ES©E^I^o 

3. BTKjffl-5-r£tfA,tf, 2 (C|E 

4 . BTK^M^f£ifA,if. B«g:§{*vb Ltzif hsZfoZ, 

2 (C§Ei6©EMlJ5£t)o 

5. BTK#M^t£#A,#\ }JIJM£U >ASfi. Iftt'J /JMJ 

MB«ttu>/^fi. B«tuu>/^ttaM, tsttu m 

'J &T/M£#!t'l4 a MS £ & 61# lJ ti£#X~e& 
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•£>s 2 

6. &u > ASS, -?y KJim 
miJ y^m. y/m?•$>%, 5 tciB 

i. BTK, m3Rxfnm91>m^mwuio*-t-aififJAK 
3 ft1 iz.%m(Dmmm^o 
8. JAK3#Hl-^-r£ifA,if. JAK3tf Ltcif^foZ, 

9. JAK3^ 

'jysm-efoZs nz$m(Dmmmtyo 
1 0. BTK, JAK3&tHTK© 9 t> * 1~-if if M^T Z> if I 

TK ifm^t&if/v-Zfo&s 1 (C|ES©E^I^o 

1 1. iTK#M^-r^#^#\ iwifysmbLtcifL-zfoz, 1 0tciEm<Dm 

1 2. iTKtfm-^-r£tsttT«t£ u ysmRz//xiz u y^mt 
1 0(CIES©E^I^O 

1 3. BTK, JAK3&tHTK© 9 t> * 1~-if if M^T Z> if B 

TK^.t/JAK3ifM-5-T & if&-?:$>&s 1 (ClES©E^I^o 

1 4. BTK, m3RX?nm ? t> mxmn.%L(D* 1--izif m^TZ if Asifs B 

TK&tHTK ifm^-t^if^h^, 1 (C|ES©E^I^o 

1 5. BTK, JAK3^t/ITK©9t»1fflX(i^©dr*--tf#M^'r^#^#\ J 

k^RXfl^ifm^-t^if^h^, 1 (C|ES©E^I^o 

1 6. BTK, m3RX?nm ? t> mxmn.%L(D* 1--izif m^TZ if Asifs B 

TK, JmRXflTKifM-^-T&ifAs-Z'fc&s 1 (C|ES©E^I^o 

1 7. 5-{[(3R)-1-7^ U •'TJUtrp U ^>-3—(JUlt ̂ ^}-6-Ji^JU-3-({ 

4_[4_(4_^ ^ w JU) tr^ u ^>-1 —r JU] 7 x - jui 7 $ y) tf 

7i/y-2-t>)ltf*y-$ 5— {[(3R)—1 — 

TO <J UO\y\^U u Vy-3-'(J^t^iy}-6-^Jl-3-({4-l4-(4-?(^Jl^^ 
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=? )D <j vy-\-4 JU]7 x - jijy $ J ) 

$ K t;1 ~i 6©iN-fn3bHciB^©nilM^c 
«Do 

18. BTK, 

1 9. BTK, m3Rmim?t>'\mxmn.%L(D*1--izifmj3-TZ>ifA,(D}£ 
motctsbo, nz>i&(D&mo 

motctsbo, 

z.t.-frbt£z>, BTK, m3Rx?nm?t>'\mxmmk(D*i--i?ti<mj3-tz> 
tfk(bfaW5lk o 
izmt&o 

[0007] &fc\ 
, JAK3MITK©9t» 

H*§<h LTBTK, JAK3&tHTK© 9 *> 1 m5UZfflBL(D*1—1itfMJ3-tZtfA, 

tfBTKtfM^tztfAs-eJbZs BTK^M^-r^#^©)^^ mommt^xB 
TKtf imfSSES L < &%&4k[;tctfA,<D%im#k £ bizftuommt LTB«g 

)\,tff£mkLtctfA,<D%tm#k £ b^Z^\(DfsMt: LTBTK, JAK3& 

figL< LtctfA,<D%tm#k $ bizmammt LTBTK, JAK3&# IT 
K09^ 1 
, ztc^ibizmcDmmtLziTKm&mtLtc. 
tfA,(D%tm#\*&^tZo 

[0008] t/c, *fgB£tt, BTK, JAK3^t/ITK©9 t» 

t z tf A, <D femm mmm^(Dmik(Dtc. &> ©A X &* ft (C §<F 



WO 2015/182628 7 PCT/JP2015/065154 

m&<Dtc#)<D4b'&®AXtei:<Dm&¥mz^-zti2>ik<D&m. %wmmt 
LTBTK L < m&mt[.tctfA,(Dfemmmmm®(Dm&(Dtcisb(D 

^ bizmoBrnt LTJAK3# 

izmn^n%)&(D{&m. ^ bizmtommt LTJAK3L < 

$ b^zmmmmt LTITK^M^T^A^^ME 
mmy® (DM&(DtcdtxDit^Ax&t comm^M 
ntz-zbizmnmmt LTiwrnmit LtcmM^mm<om^<o 
tctbmkt;®A^&^(DMM¥^Zl^^tlZ>^(D\$.m ; BTK, JAK3&tHTK 
©9^ 1 my.m$M.(D^i--iiifm^-t^>if/xJ(Di^m(DtclSb(D{]C^%l\^t 
^©Mil^ft^l^£tl£^CD{£ffl, fo&mmt LTBTK#i«^-t£#A,<D>£ 
m<otctb<Dit^fii^tt(omM^mzm-^ti^(D^ms so<D%mt L 
TBTK^^^ilS L < \^tci?A,(Dfem(Dtcisb(D4k£i® AXtt^©I!i££ 
^mzmn^nz>ik(D{$.m, se^csoommt LTB 
mt L tc tf A, (D%m(D tc tsb (DA X &=t ft IZ §«F# £ tl Z> i&(D{£ 
m. ^^tcsij0H^i,h bxm3tfm^-t^tfA,o^m(Dtcisb(Dit^Ay.^ 
^(bWM^tfttZ£ blzmoWMt LTJAK3#^tt« 

L < ^mty,tc^/xJ(DiMm(Dtcisb(D\t^A^:t0mm^mz=^m 
£ bizmoWMt LXlWtfm^t&t^OyhmotcSbOfc 

-&yn A x &=t (DUM^ft ic fF# £ n z> ik<Dt tc is ^ izm (Dmm t L T ITK 
b ^tch<^(Dfem(Dtcfc(D\t£i®A^^(Dmn^mzi^^tiz>u 
; BTK, JAK3&t/ITK(Z) 91 lll-^t"Z>1?/x,(D 

fem(Dtc£>Q\kt;®Axiz^owM¥mz%!tm^tiz>^ fizmmt LTBTK 
tim^T&1i<A,(Dfem(Dtcisb(Ditt>^AX&:Z(D WM¥ ft (C fF # 3 tl % 
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mommt UTBTK#L < ^mtLtctfA,(D^m(Dtcisbmt^A 

b L tc if/x.CD femvtc sb(Di b^t) A x & cDMM¥ ft (c fF # £ ti £ 

^ £^CSiJ©iMi<h LTJAK3#M^-r^#^©)^©/cto(Z)jb^AX(i 

^©^n^fttcfF^^ns^ s^icsy©^^{.xmsm&rnmm^i. 
< (i^t^b L/c#^©>^©/cto(Z)jb^AX(i^©M^ft(cl^^ti^ 
^ £^csy©fi*§<h LTlTK^M^t"&i?A,®fem(Dtcisb(D4k£i®AX&:Z 
(Dwrn^mzm^nz^ ztc-z bizftuommt L-mw^t^b L/C^A, 
(Di^m(Dtcisb(D\t^Ay.^:t(Dmm^mzi^^u^ •, Rtf, \t^®A 

z> n*§ «h L Tit-sMi A x& t (DWM^ft tcfF^^ nJU(Dm$]m?kttmz& 
^t%Z.tfrbtt%™-hiW\*3-tZ>t>iAJ(DfeW33):k, S'J(DWMt LT^b^A 

ifim%W£ L < LtctfA,<D%tmi5^ z btcsu(ommt Lx\tt>® 

Mm&nfa*s?i-)\'tf%feib[stctfA,<D%imi3fes m>izmommt 

s^icsy©^^ utMAXttf 
©MH^ft (C £ o <h ft £ JAK3 
ttftisg L < &%&4t [stctfA,<D%tmi5fes m>izm(D?mt Lxit-sm 
AXlZJZ<D^M¥#llZ^-ZtlZ>lk<DG%im%tt&lZj9L5-TZ>ZtfrbteZ>I 
TKtfM^t2>tfA,(D%tmi5^ £tc$ bizmammt LT^b^AX^(D 
MH^ft (c ITK Stt-fb 
LtctfLofeW^Hzmtz>o &fc\ Wiu 
t; hX(i^©jte©S!]^-e^l'J. LT^ t(D>£m%ij&Mtt%t: 
bXfc&o 

§%m(D$hm 
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[0009] 

tl&mZs BTK, JAK3&tfITKPI^E£^L. BTK, JAK3&tHTK© 9 t> Hfi 

fo^WMt LTBTK 

BTKtfimfgHS L < L tcif/x,, B«g:§{*v ?1~ 

JAK3 JAK3#^tt«Sg L 

4tbtctfA,s ITK^M^-T^#^ MtHC/X&ITKA^t^b Ltci?A,(Dfem 

m(ommt LTBTK# ®fg3E£ L < &st^b LtctfA,<o%imm 
nnM^cti. ^ bizmnmrnt 

£ blzftUommt LTJAK3#^tt«#IS L < 
Ltctfbizmnmrnt LTiTK#^t^b L/C# 

LT^T^SO 

mmzmmtztztsbmrn 
[0010] uTs *%m*mmizmmT%o 

±^(DmiJs <b^A©-fb^£tt5-{[(3R)-1-;7£ U P'NUkfP U ^>-3-

-f ;U]^dr^}-6-X5l>'U-3-({4-[4-(4-p<5l>'UH0^^^>-1—NU) 'J $/*>-

1—fib]7i->/U}7$ 7 ) KTfey, "tCbfc^-fflk 

IT tc ̂ -t <h & y T & & 0 

[0011] BTK^M-^t" Z> if A, t (is m 

BTKtf imfg3EXttS1£<b Lfctf/U 

LfctfA,£#tf£Cl£tfTS£o IS 

tt'JV/WfefiM. #3§tt#iSSfi. ^>hMm 

yym. >ASS. B«tuu>/^ttaM, 

[<bi] 
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'J >y<Ms £ <h 

mmm*. >) >/<m&mf& z t&?• zz0 
[0012] #A,©JlH©-^#JAK3T&£#A,£ItP* U 

flliLtf* JAK3#^#gElXte;£'l^bU/c#A,s &T/JAK3©;gt^b^Ss $J*J£* 

% GenBankg®#-^ : NM_000215. 3"e^«^ tl-5JAK3(Z)132#@(Z)70P 'J yfrb 

hl/^z>A0fS, 572#g©7^->#^/<U 722#@0/< 

'J yfrb^ V P'f :>>/^CD|£#|£:;^if'I>#A,(Cancer Cell. 2006;10:65-75) 

[0013] ITKjffl-^-f #X©JSH©--9#ITK-e&3#A,£Itn* U 0!l 

x.&\ U^rnm-^ty^mtLtctfL^mi^ M£T»I4U 
yAJffi, U 

[0014] r#A,J &l£a;WA,£:^To 

[0015] To 

(1 - 1 ) 

£#A,©>£MEIIMt)o &£H*§£LT. ^t)AX&^©Mli^ft(c 

lrF?H£ Z>BTK# isfgSIXbtc# A, ©>£MHHM^ctl 

o sy©f§*§<hLT, 4kGyn*5UZ:t<DWm¥&iiz^$ti2>t&%smtz>BM 

(1-2) fc^tlA 
LT, BTKtfi^fggEXtt 

wmMtLx, 
LfcA,©>£MliMlffllilrofcto©, 4ka$iAX(«tc 
irF#^ tl£iHCD{s£fflo 

(1-3) BTK#M^t-^#X©)^©/cto©, ^b^AX(i^©M^ft(C 

$>ZWlffi£ LTs BTKtfsfg^X(iStt4bLfctfA,<Z>& 



WO 2015/182628 11 PCT/JP2015/065154 

motcsbo, soommt 

(1-4) BTKtim^t&tfAsOfemOtcisb®, 

mmstiziko fozPMmtLz. BTKtfmfemx.&%&4tLfctfA,®%m<Dfr 
®(D, mvmmtLz, B«S 
&to*/?i-J],&%&ibLtc&A,(D%tm(Dtctf)(D. 

d-5) 

tZ>Z.t-frbt£Z>, BTK#M^T^#^©)^^)io foZPMmtLZ. 

, BTK#^IlX(iSt^bL/c#^©)^^)io mvmmtLZ, MAX 

&^®mM¥$]lZtlfn^nZ>ik(Dm®]w%:ttmz&5-t Z> Z Blffl 
m&nwis u /c#x®>£ii^;£0 

[0016] (2-1) Ib^tlA ^ y p<^>7.>'U/1-N>ItJ^^#^'r^BTK#M^'r^#^ 

&£H*§<hLT. A ^y^>7JU* 

Ts ^b^A -Ey*$y7s)ifcym^^Mt%BmM^Wisyi-)\'t>i7£ 

tlkifciia®Mffliiilio 

(2-2) BTK^l^t§Aa©MfflIiMi©l)l©fc&©, fc^tlA 

ty^ &£H*§<h LTs BTKtf imfg3EXttS1£<b 

\^tchi/^(DfeW^WWMM'>A(DWk:&(Dtctib(D, jb^A ^yp<^>7JU*> 

mmmm®(Dmik(Dtcsb(D, ^tiA 

(2-3) BTK#M^T^#^©)^©/cto©, jb^A ^y^>7JU* 

JbZmmtLT. BTK#^IlX(iSt^bL/c#^©)^©/c 

to®, jb^A ^yEy©H*§<h LT, B«S 

L/c#^©)^©/cto©, Ib^t) A ty^>TJU* 
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(2-4) BTKit^A 
foZMWitLTs BWtfmf£%t5lte%feik[,tctfA,<D&m<Dtctb<D, 

its®A ^yEy©H*§<h LT, 
m^itLtcif/x,(D^m(Dtclsb(D, Ibl^t) A 
(2-5) jb^A ^y 

BTK#M^T^#^©)^^)io foZPMmtLZ, it a® A ty 

p<BTK^^^IIX 

(i^'^bLfc#A©}^^io 4t£WtiA ^s * $ yxjufc 

[0017] (3) BTK#M^T£#/^ BTKtfi^fg^XttStefcUfctf/U $>Z>1^£, B$S 

Vi-fotffefeikistctf/otfs }jisatt'j >/^fis tittu 

y/m^v y^Bs -^y bMm'jy^Bs t/t 

y/m. B^JMPJ Mtuv/wt 
ait mmittu y^Bs (i -1) gu 
< tt (2 - 1 ) tcgB ; (1-2) gL<li (2-2) (c§E*6 

; (1 -3) gU<li (2-3) (C§E*6©{£ffl ; (1-4)(C§E*6© 

^t)A, 3gU<& (2-4) iClB«t©^t)A y **V7JU*V$& ; 

(1-5) gL<li (2-5) 

Sy©H*i^;UTs BTK^HI-^r^tf/U BTK#fo 

w h;u«uy^Ms xra§»ftu> 
;mr-foZs d -1) gu<& (2-1) iztmowmm® •, (i — 2 
) g L < tt ( 2 - 2 ) (C§E*6©M ; (1-3) gL<(i (2-3) (C§E*6 

; (1-4) (clEi^b^lA, gLOi (2-4) iztmoikt;® 
A ^y * fyxfr&yfflk ; £>£W*. (i — 5) (2-5) tciE 
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£ iolZWKDWMt LTx BTK#HI#-f 

/U fc&Wis B«§:^S/Vi-lim&mtLtztfAstiK 
B«tsuyytm'Z'fo&s (1-n 3g L < & (2-D 

; (1 -2) (2-2) £!3is<zn$ffl ; (1 - 3) g U < & (2 -

3) izmmn&m; (1-4) (ci3m©<b^A, gu<& (2-4) tcia 

tt(ZMb-&t)A ^ J * ; £>£1^ (1-5) gLOi (2 

-5) fC§3i6©>£^>£0 

3 blZ%\)(DMmt LT, BTK#T^-f3#A,. BTKtfMf£mXlt%&4k L/c# 
hs BMife&%&isV1-)l'tf?£fe4b[stctfA,t>\ vybJisMf&'Jy 

(1 - 1 ) (2- 1 ) (Cl3ic®EllffiJ&t) ; (1-2 

) SU<(i (2-2) (C|B«©^ ; (1-3) gKli (2-3) IZtm 

(Dim; d-4) izimmtts^A. gu<« (2-4) [zmmoit^® 
A ; foz>m&s (1-5) 3gL<& (2-5) fcl3 

^^(CSiJ©^i,h LT, BTK#fH^f 3#A,s BTK#^HX(i/m^bU/c# 

(1 - 1 ) gKtt (2- 1 ) ; (1-2)g 

L<& (2-2) (C§3*6©{£^ ; (1-3) gU<& (2-3) £§3i&©& 

ffl; (1-4) CI3i©ftplA, £L<& (2-4) {C=3#6(ZMb^t! A ^ 

J * $ >ZJls,Is >miM ; fcZ^tes (1-5) (2-5) (CI3S© 

)£^)£o 

LT. BTK#(«^T£#A,s BTKtf^fg^aiStefcLfctf 

A,, v L/c#X#\ 'J >/<M 

(1 - 1 ) (2- 1 ) tc!3i6©IIMl$t) ; (1-2)3g 

L<& (2-2) £!3®&<Z>&E ; (1-3) gl<(i (2-3) (C!3fc©f£ 

m; (1-4) (c§3*6®4b^tlAN gU<& (2-4) (ciBtltfMb^lA ^ 

7 (1-5) ^U<(£ (2-5) ICES® 

>&^>£0 
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[0018] (4-D 

•ffo&mmtLZs 
tC fF ̂  £ tl Z> i& % t Z J AK3 teJStefc L tc # A, E 

nmm%o 
(4-2) 

foZmmtLTs JAK3#;gt^b 
umx.&7£fe4kLtctfA,<D%immmMMf&yti(Dmik<Dtcdb(D. ^tjAx& 

(4-3) jmtfM^tZtf/oCDfemfDtcfyfDs it^A 
JAK3#)m^b^X(iSt^bL/c 

(4-4) mStfM^TZ&AsfDfemCDtctiXD. A 
tcl^^ti^JMo foZ>WMt.LZ, JAK3#St4'(b^X(i)gt4'(bL/c#X© 

&m<Dtcib<D. ik^A^z^omM^mzmm^ti&iko 
(4-5) 
f JAK3#M#T^#^©)^^o £>£!§*§<hLT. ^ 

t) A©§yi¥ft ft£ £ <h # ft 

Ss JAK3#M#{b^HXttStefb L tctf/v(Dfem?5}£o 

[0019] (5-1) 4k&®A ts **>ZJI,fc>mM%^T2>M3&M5-T2>&A, 

(D>&mmwm&i&®o fozmmtLx, \t^A WM* 

(5-2) JAK3#M^1-^#X©)^MlSm^CDMjt©^to(Z). it^m 
A foZ>WM£LT\ JAK3tfJgte<b^Xtt 
)&&ikLtcifA,(DfemmUM&$,®(DMi3.(Dtclsb(D, \t^^A =£J*$y7> 

(5-3) JAK3#fl^T£;6^<D>£^<Dfctf>©. 4b n*^A * * VTJUTJN 

>l£i^(D{£ffio JAK3#)gt^bESX^)^bL/c#X©>^ 

m®tci£>(Ds \k^A =t j *$y7,Ji>fcym^(Di£m0 
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(5-4) 

fo&mmt LTs JAK3 LtcA, ©>£il© /c 

to®, -fb^A ^y *$>XJIsfr>miko 

(5-5) 4b^rt)A t; 

-frbtaz, JAK3#^#-r^#X©>^0^)io £>£fi*§<h LTN 4b^A 

p< ^ >7JU*>|£j^©#3M&MMlz&t§-tz>z.£frbtHZ>s JAK3jfftgt£ 4b 

Isx(i;mb/cA^0Mm 
[0020] (6) 

#\ yjmxhZs (4 -1) g 

L<& (5-1) (C|B«©[llil.l$tl ; (4-2) gU<(i (5-2) tClE 

*6©{£ffl ; (4-3) gLOi (5-3) (Cl3*c©M ; (4-4) tC=B*fe 

©4 b^A, glXfcfc (5-4) (ClB*c©4b£rt)A ^y^VTJU* 

(4-5) fl<(i (5-5) (Cl3«(D>^^)i0 

%\(DMmt UTs JAK3#M^t" £#A,, &£VM£JAK3#5gte4b^Xtt5£te 

4b Ufctf AA 6 (4-1) g U <& (5-1 

) ^13S©Em^ ; (4-2)^L<&(5-2) {ClB*6©M ; (4 

-3) gU<tt (5-3) lClBf6©4£ffl ; (4-4) lClBS©4b^A% g 

U<& (5-4) lC!BS©4b^A fy ;>< ^ ( 

4-5) 3gL<& (5-5) (C|B«©)^0^o 

£e>icsu©^ai£ LT, JAK3#M#T-5#^ $>zwzm3tfmmtumx 
&S144b btctf/vtfs ^#4b*«u yymxfcz, (4 - 1) g L < & ( 
5-D iztmvmmm®; (4-2) gu<& (5-2) £§ Bmom^ 
; (4-3) gu<li (5-3) (clB*6©{£ffl ; (4-4) (c§Sf6©4b^) 

As gL<& (5-4) (CiBS©4b^A ^y p<^>7JU*>lt^ ; 

(4-5) guii (5-5) (ClBS0>^0^io 

[0021] ( 7 - 1 ) 4b&MAXteJ£<D^m¥$llZ^tstlZlk$:^tZITK&MJ3-T 

fo&WMtLX, 4b^t) AX&^©MH^ft(c 

L tc # A, ©>^M 



WO 2015/182628 16 PCT/JP2015/065154 

(7-2) 

fo&mmtLT, nK^^bu/c 
tfA,<D%tmm&>©, AXIJ^IC 

(7-3) ITK#M^-r^#XCD)^®/cto0s 
&£iMi<hLT, IWti^mbLtctfAsCDfemCDtctofD 

(7-4) 4b^A 

&3iMi<hLT, ^ 

(7-5) 

foZPMmtLXs ik-SMl 

, iTK^t^b L/c#X©)£iP^;£o 

[0022] (8-1) 4b^A 

©>£MEIIMt)o h^WMt^x, 4b^A ^ j 
1zMtZ>ITKA^^b btctfA,<D%mmEHMtlo 
(8-2) nMm^T&tfA,®femmmmm®(Dm&(Dtcisb(D, 

>7JU*>l£^©{£ffl0 tbZWMt bX, ITKtf S1£<b btcif^CD 
MIIiiMiroDlrofc^®^ -fb^A £ >7Jb*>l£^aM£ffi 

o 

(8-3) ITK tfm^-T Z>tfA,(Dy&m(Dtcl£>(Ds 4b^A =t J * $ y 7,)\,i£ 
>@£i^0{£fflo S)^^I<hUTs ITK^t^bUfc^XcD^^fcto®, -fb^ 
t)A -Ey ^ 
(8-4) ITKtfm^-TZ>tfA,(Dfem(Dtcl£>(Ds 4b^A ^yp<^>7Jl/* 

foZ>WMtbX, ITK#^t^b Ltci?A,(Dfem(Dtclsb(D, it^A 
^E J $ y .TJU/fc viHilio 
(8-5) ^tlA ^ y y*V3JU/1xV$m©^&fi£tt&lCi£-#-rao£ 
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frbteZs $>ZWM£LT. Ib^lA t; 

ITK#^t^b U 

[0023] (9) &£W£ITK#;m^bUfc#A,#\ tsttUfflMt 

•J v^#i«6ifii#i'e£>£. (7-1) gu<tt (8 — i) tc 

s3S0HH^tl; (7-2) gl<(i (8-2) fClS«6©{£ffl ; (7-3 

) SU<1£ (8-3) ; (7-4) £!B*tOMb^lA% gl< 

(8-4) (clEtStfMb^tiA *$y7,JViis>mik; (7-

5) ^L<& (8-5) {C|B®CD}^^io 

SUro^^LT, &£W£ITK#;£t^bL/c#A,#\ tl 

(7-n (8-n (cistioEm 

mfo\ (7-2) gL<(i (8-2) C!BicCDflM ; (7-3) gL<(i ( 

8-3) IZtmo&m; (7-4) (C§3*6tfMb^t)A% gLOi (8-4) 

(7-5) gU<[i 

(8-5) iz$mo>)£mj3)£o 

h^Z^\(DWkW.t. LTs &£^£ITK#)^bL/c#A, 

t\ 'J (7-1) gL< & (8-1) (CIES0E 

2£$a$$l; (7-2) gL<li (8-2) izgBmafeH ; (7-3) gL< 

(8-3) ; (7-4) (ClEtEtfMb^t) A, g L < (8-

4) iCgE^CD-fb^A tS (7-5) gb 

< (8 - 5 ) (C§3i&0>&0^;£o 

[0024] (1 0-1) fc-£WAX&?<DmM¥RllZ&&$tlZ>jk&$tiTZBTWmA 

K3^1§t§i)^0MffliiifiEio fc&mmtLZ, MAXlif© 

^SttftfIX(i;mLfctfX(DMfflEi»o Sy©i^i^; LTS lb 

-&t) AXt« ©MH¥ ft (C1*> 91- )\y 

L tc m&mt Ltdf/^oyhmmmmmm^ 
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(1 o-2) 

. h^WMt^x, BTK# 
L tctfAsRxfmsm&mt&mx&fcmt u /c#x®>^ 

Mo sy©^^uT. mm^Wis9i-
mt^m^^'\ik\ty,tcif/xJ(D^mmm.m%m®(Dm^(Dtcisb(D, A 

(1 0-3) BTK^t/JAK3#M^T^#^©)^©/cto(Z), <b£-tlAXtt^© 

foZWMtb X, BTK#^HX(i^t^b L 
tctfA,RXfm3m%'mt&mX&}%'mtLtctfA,(Dfem(Dtc.Sb(D, Ib^t)A 

MiMi-h LT, 

to®, 
(1 0-4) BTK^t/JAK3#M^T^#^©)^©/cto(Z), it^AXlttO 

ftzmmthx. BTK#^fgIlX&;^b L/c#A, 
JkXfim3tf%mk&mZ.l*?£&fc[;t£tfA,<D%tm<Dt£fy<D. MAXlif 
(DgkM^mzsy©n*i^LT, 
L/c#^^t/JAK3#^t^b^sx(iSt^b L/c#^©)^©/cto©, Ib^t) 

d 0-5) {t^Ay.^cDmm^mzi^^u^cDM^m^nmz^ 

x. 4k-£ynAx.&*<DmM¥mzwr&-ztizik<Dmtom%tt%.izi9Li3-Tzz. 
BTK#^^IlX(iSt^bL/c#^^t/JAK3#^t^b^SX(iStt 

it LtctfA,(0fem?5&o mvmmtLx, {t^Ay.^cDmm^mzi^ 
isn&i9-y^t^ 
mt LtctfAsRxfjhMm&mt&mx&fcmt LtctfA,<D%tmi5feo 

[0025] (1 1-1) jb^A -Ey*$y7,)\,*ym^^MtZ>™jkx}m3tfm 
5-tz>tfA,(D}£mmmM&j&®o h&WMtLx, ib^tiA ^y^>;uu 
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* ymi& % t & izfemt L tc #/i&tj\jAK3#;m«sx 
mvmmtLZs itsm* 

>7JU*>@t±kvL/c#X&T/JAK3# 

isttibfix L /c 
(1 1-2) BTK^^JAK3#T^^-r^#X(Z))^ME^|l^©M^©/cto(Z) 

^ ^tlA ^y ̂ >7JU*>l£^©{£ffl0 BTKtfi^fgSE 

u tctfAsRxfjmm&mt^mR&^it u /C#A,©>£MEH 
Mj^©S^i£>/cto<D, -fb^A 

£ LXs Ufc#A&t/JAK3#;g(44b^X(£;g 

tt^b L/c^©>£ME^fi]$^©M^©fcto®s <b^A ^y^vTju 

(1 1-3) BTKSt/JAK3#T^^f^#^©)^0(Z)/cto(D, Ib^tlA 

* >x;i//1xygt±M0{^fflo hZ>mmt LTs BTK^fgiiXti^Itt LfctfA, 

Rt/JAKS^ti'fb^sxiiStttU/c^Xa))^©^^©, ib^A 

/c#^tWAK3#^t^b^X&;mib LtcrfA,<D%tm<Dtcto(D. fc^tlA 

(1 1 -4) BTOt/JAK3#T^^TZ>i?A,(Dfem(Dtclsb(Ds \kt>®A ^yy 

&£!§*i<>: UT, BTK#a^HX^t^bL/c#^t/JA 

LtctfA,(Dfem<Dtcto<Ds itS^A fy^^>7 

£iJtf)fiit<hUT, BMf&&&fr><fi-)i>tf%&4bLtctfA,RXfM 

Mtf%fefcUm5UZ?£&4t LtctfAsfDfemfDtc&KD. ib'ptl A fy^^>7 

(1 1-5) {b^A ;Ey**v*ju*vs&J&<5DW&fi£Mlu;:iS!-5f<5;: 

BTK^JAKS^^T^^X©)^^^ &£!§*§£ LT. ^ 

tlA =Ey BTK 

L tc #/u WJAK3#>mitM^X L /c 0>£ 

0^io S!Jtf)li*f <h LTN -fb^A ^y 
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[0026] (12) BTKtfUI-^-r^tf/U BTK#Ufctf/U JbZWZ, B 

Mm&nfaisVl-JI'tffSfeibLtctfA,#. Iftt'J 

fijfiupi, /jN'j y^Bs #3§tt#iSSfi. -?> h;u«u yj<Bs xf 

>ASS. B«tuu>/^ttaM, m^)y^m 

&tfJAK3tfM 

5-tZtfA,s & JAK3 Ltz 

U >ASfi-e&£. (1 0-1) S L Oi (1 1 

- 1 ) £§Eii©ll2i£M$tl ; (10-2) g U <tt (11-2) (C§E*6©{£ 

m; (10-3) gLOi (11-3) (ClEtSOM ; (10-4) (c§E*£ 

(Dit^As SLOi (1 1-4) iz$m<Dit^A ^ J tfyxfofcym 

ik ; &£ Wi, (1 0-5) g U <tt (11-5) ICsEiifiD^^o 

Sy©H*i^LT, BTK#M^T^#^ BTK#^IlX(i^t^bL/c#^ th 

B«§:§{* vL/c#X#\ T/tAvl4*«MB« 

tt'J>ASfi. w hJU«U >ASfi, 

JmZfo y. JAK3#Hl-^-r £ /U & £ ̂ &JAK3# 

IbUfc^X^ (1 0-1) S L Oi (1 1 

- 1 ) £§Eii©ll2i£M$tl ; (10-2) gLOi (11-2) (ClE®©^ 

m; (10-3) gLOi (11-3) (ClEtSOM ; (10-4) (c§E*£ 

(Dit^As SLOi (1 1-4) iz$m<Dit^A -Ey*$yx)ifrym. 

ik ; (10-5) gLOi (11-5) ICsEiifiD^^o 

£ bizmommt LT, BTK#M^T^#^ BTKtfimfg^XttSte-fbUfctf 

^s B«§:§{* v L/c#X#\ ^ 

B«ttu>/^fi. w hJU«U >ASfi, XMIWtt 

UV/^Sfi-e^y, MJAK3#M^T^#^ &£^&JAK3#^tt«sx& 

femt Ltct^tK £#4k*Mm'J y/m-e&&s (1 o - 1) g L < & ( 

11-1) £§Eii©ll2i£M$tl ; (10-2) g U <tt (11-2) (C|E® 
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©f£ffl ; (10-3) g L < (11-3) ; (10-4) (c 

gL<ii (1 1-4) iclB«j©<b-&$iA 

>1m-, (1 0-5) gU<& (1 1 -5) 

£ b IZftJ(DpMBt LTs 

BifflB^tt u y/mzfo y. st;jAK3#M#-r ̂  #A,* & & w£jAK3#>sfe« 
o o-n ti 

< (1 1 - 1 ) KiBS^EilH^ ; (10-2) U <& (11-2) 

iz§d,m<»&m ; (10-3) gl<tt (1 1-3) £1B«S0&E ; (10-

4) (cfS«Si®lb£-tjA% 3gL<& (1 1-4) izmWKDikS^A fyy^> 

;uu*>l£il ; (10-5) g L < & (1 1-5) (C!3:«6©>&0 

J5)£o 

is blZ^}(DWMt LTs BTKj&<i^fg^Xtt^te<b Ofctf 

A,. T/3^t£X*M 

Bfcij&te'j v/^re&y, st/JAK3#M^T^#As fcawiJAKStf^te-tb^ 

LtctfA,t\ ^Mb*« 'j (io-i) gu 

< te (1 1 - 1 ) ; (10-2) gU(i (1 1-2) 

(Cs3*d©M ; (1 0-3) gl<(i (1 1-3) (Cl3«©{£^ ; (10-

4) fcl3i6(ZMb-£t]As ^L<(i (1 1-4) KIBfi©*b^A 

(1 0-5) tl<(i (11-5) fCl3«Sc©>&1t 

£ £>lCE!KD^£fc LT, BTK#Ts|^T£#A^ BTK#fft^lX&;£ttlbL/c# 

A,. TV > 

/^fi-efe y, M\JAK3#H-5T£tfA,s &£ 

ibLtcifA,t>\ d o-n g u <& d i 

- 1 ) (C§3#6©[lMim^ ; (10-2) g L < & (11-2) (C§3S<©f£ 

; (10-3)gL<(i (11-3) fCl3*6©f£ffi ; (10-4) (ClBS 

©Ib^tiA, gL<(i (1 1-4) (ciBi6©{b^A 
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M ; (10-5) (11-5) lZ§5m<D%mj3%0 

$blZ%i](DmffitLr. BTK#^ElXttS'^bL/c# 

As TVhMfflflSUV 

&TJ\JAK3M-5T£#As 

it U/c#A#\ 5f^Mb*&ffl)® 'J >/*mV£>£s (10-1) gL<li (1 1 

-1) iztmvmnmm®; (10-2) gu<ii (i 1-2) KIB^©® 
m ; (10-3) gu<« (11-3) £gB*fc©&ffl ; (10-4) tc§B*S 

©Ib-^tiA, 3gu<tt (i 1 -4) n:isi&©4b#$iA t; 

M ; (10-5) gu<(i (11-5) (C=3«0)^^o 

£ LTs BTK#fi^f£#As BTK# Ltctf 

As &£VM£, 

T&kK &3^&JAK3#;£(£lb^X(£;gt^bL 

/c#A#\ 

(10-1) gU<& (1 1-1) (ClStS© 

; (10-2) gL<(i (11-2) (C§BS©{£S ; (10-3 

) glXtt (1 1-3) £ISi&©&/B ; (10-4) tClB«E©<b£tlA% £ 

L<& (1 1-4) (ClBSCKb^rtlA ^E7 y^>7JU*>l 

(10-5) gUOi (1 1-5) tc§S*Sitf)}Siro£o 

£^C£y©iMi<h LTs BTKtflH^-f&tfA, BTKtf^fg^X&JStelbUfctf 

As B«g:^>^U#)m4bL/c#A#\ 

T?S>y, S.t>'JAK3#M^T^#As feSUttJAKS^tt-ftS^XttJSIi^bL 

fc#A#\ ^Mb*«'J (10-1) gu<[i (l 1-1 

) (CiB«©E^m^ ; (10-2) gL<(i (11-2) (ClS*6©{£ffl ; 

(10-3) gL<tt (1 1-3) iClBife©^ ; (10-4) £gBit©4b 

^tiAs (i i -4) miESaMb^iA 

(10-5)gl<tt (1 1-5) 

^e>tCS!JCD^i;UT. BTK#f»-5T£#As BTKtfj^fg^XttStefcUifctf 
As B«g#^i/^*^#;gt^bL/c#A#s ffiffi&fe'J >/<M 
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T?£> y . JAK3tf Hl-^f £ /U & £ IN L 

/c#A,#\ (10-1) g L <& (11-1 

) £§Eii©ll2i£M$tl ; (10-2) g U <tt (11-2) (ClEtSOM ; 

(10-3) (11-3) (C|E®(Z)^ffl ; (10-4) ICsEiSaMb 

gLOi (1 1-4) ICsEiSaMb^tlA ^y ; 

&£LN&% (1 0-5) gLOi (11-5) (C|E®(Z))^^)io 

^CSy©iMi<h LT, BTKtfimfgSEXttSte'fb L 

IWJV 

y . ̂ t/JAK3#M^T £ /U & £ ̂ &JAK3# 

IbUfc^X^ *;bNb*«U (1 0-1) SLOi (1 1 

- 1 ) £§Eii©ll2i£M$tl ; (10-2) gLOi (11-2) (ClE®©^ 

m; (10-3) gLOi (11-3) (ClEtSOM ; (10-4) (c§E*£ 

(Dit^As SL<& (1 1-4) lZ$m<Dit^A ^ J *$yX)lfrym. 

ik ; (10-5) (11-5) (C|E®©)^^)io 

[0027] (1 3 - 1 ) 

BTK im fSSEX&St^b Ltc# A&tHTK# 

SttlblfciaroMfflliifiEio Sy©H*§<h LT. 

(c fF # £ ti & tk £ t £ B»S#{* *> b L /c tfkJktf 

ITKm&mt L/c#A,©>£MH££M$tlo 

(1 3-2) 

. &£H*§<hLT. BTK# 

mm%x&)%mtLtctfA,RmTKm%'mtLtctfA,(Dfemmmmm®(Dm 
&(Dtctsb(D, sy©H*§<h 

LTs B«g:§{*vb Lfc ITKtf S1£<b L/c#A,©>£ 

mmmmm®(Dmik(Dtcsb(D, {t^Ax^cDmm^mzi^^ti^ 

(1 3-3) <b£-tlAXtt^© 
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tctfA,Jktfmtf%ife.4b LtctfA,(D%im<Dtclsb<Ds 4bl=rt) 

^(Dy&mQtclsbQ, A 

(1 3-4) BTK^t/ITK#M^'r^#A©)^©/cto©, <b£-$|AXtt*© 

fo^WMt LT. BTK#^i|X(i)m^L/c#A 
^t/ITK#^t^b U/c#A©)^©/cto©, Ibl^l 

SycDH*I<h LT. 

*t^ <nno 

d 3-5) 

5-TBTOt/ITK#M#T^#A©)^^o &£!§*§£ L 
T. lb^A5m^©Sail^ft^l^£ft£^©^m£ft#ac&-5T£;: 

BTK^fglfXtt^'Itt Ufctf A&tmiWgM; L/c#A,(D>£ 
SIJO^^LT. 

m^nmz^t^ztfribtez, 
t>'ITK#^f^b Lfc#A,0)>£^;£o 

[0028] (14-1) Ib^tlA ^ y ^^yXJl^ymik^mt^JKRXflT^m^-
t&ifA,(DfemmmM.i^o UT, Ib^tlA 
>@t±M £ T £ BTWiffglJIX (i^f^b L /c tfA,RXfIT\(m%>mt L tc tf/v 
(DfemmmMBi&^o RXoWMtbTs ^JS$yx)isfcyMik$: 
^Mt^mm^Wiy^i-jim^mtLtct^Rmw^mtLtcifAsCo 

(14-2) BTKMlTK#M^T^#A©)^ME^im^©M^®/cto© 
. ^b^A BTKtfimfgSE 
Xl£>£1^b Ufctf/u&tflTKtf^telb Ltctf L(DmM%m^Wk(Dtz. 
&>(D, *$y7s)\s*ym^(»{%mc, mvmmt LTs 
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(DM&otc/sb®. it^A =tJ *$y7,)ifry®kik(Di&mo 

d 4-3) BimmTwrn^tztfAsCDfemotcisb®. it^A 

>ZJlsfc>mik<Dtiim0 foZPMmtLZ. BTK^fgllx&m^b L/c#A,& 

XfnKtf%fe4tLtctfh<D%m<Dtclb<Ds it^A 

©Mo Sy©H*§<h LT. 

st^b L/c#A©)^©/cto(Z), jb^A ^y^VTJU* >I£j^©Mo 

(1 4-4) Ib^tlA 

>7JU*>l£j^o &£fi*§<hLT, BTK#^HX(iSt^bL/c#AMITK 

#St^bL/c#A©)^©/cto(Z), jb^A ItJ^o SO© 

H*§<h LTs L/c#A,&tHTK#^t^b L/c# 

A,(Dy^m(Dtclt>(D, \bt>yj)A ^J/fyXJlsfcyMJUo 

(1 4-5) jb^A ^j*$y7s)ifcyB.^(Dm®}miktt^z&5-rz>z. 

&£H*§<hLT. ^ 

t)A ^y BTK 

imfSSEXttStefc L/c#A,&tHTK#^t^b L/c#A,©)£i^)£o Sy®i^i 

<h LTs ^b^A ^J*$y7s)lfcym^(Dm®}miktt^Z&5-tZ>Z.t-fr 

L/c#A^t/ITK#^t^b L/c#A© 

[0029] (15) BTK#M^T^#A. BTK#^IlX(i^t^bL/c#A, B 

}jijM£u>ASfi. tittu 

/jN'j >ASfi. #3§tt#iSSfi. h;u«u y^Bs xf 

>/^s. Mfeu>Am 
RxfiTwrn^ 

tStfX, IN&ITKSte-fb L/c# A, #\ tsttTMti&fe. u >/"J > 

/^3M£ajfil*Pi-C£>£, (1 3-1) g L <& (14-1) £§Eii©ll2i£M 

$tl; (1 3-2) gLOi (1 4-2) (C§E*6©M ; (13-3) gL 

< & (14-3) (CIES0M ; (13-4) ICsEiSaMb^tlA, gLOi 
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(14-4) b^tJA ^ y (13 

-5)gu»(i4-5) izmmvfemjo&o 

%mnmtLT, BTK^fgiix^mibU/C#A, & 

t4u>/^iSs y/m, 
AMTrfoU s Z> if A,, -fo Z> WilTKtfSttte L fc Atf, M 

t4T«t4!; y;m-?$>&, (13-1) gu < «: (14-1) (CIBWCDE 

££M$$I ; (1 3-2) gUtt (1 4-2) ; (13-3) 

gL<(i (14-3) (CIB«6(Z)M ; (13-4) (C§Btt04bl=rt) A, gb 

<& (14-4) (C|B«60'(b^A ( 

1 3-5) gl<li (14-5) (C=B*6(D>£iU3)£o 

KMfflisii >Aii, ximmm 
'J yymvsu, 

^ 'J (13-1) gu<tt (14-1) (C1BW© 

E^ia^ ; (13-2) gKtt (14-2) (ClBfiCDM ; (13-3 

) gl<tt (14-3) £IB«fc©&E ; (1 3-4) lCBdm<DfcGMlAs jg 

U<& (14-4) icIB^CD-fb^tlA 8£ik ; 

(13-5) %L<1£ (14-5) JCsBtfeCD^^o 

£ *blZ'&](DpJ?Mt LTs BTKffi^T3#A. BTK#®^I£X(i)!§t^b btcif 

B«t4uymzhv, ^t/iTK#M^T^#A, h^b^tiw^mtLtc 
#A#\ y;mzfcz>s (1 3-1) gl<ii (14-1) 

izmmvmmm® ,• (i3-2)gu<(i (14-2) (ciBts^M ; ( 
1 3-3) gL<(i (14-3) (C!S*60M ; (13-4) (ClSictfMb^ 

tlA, gU<(i (14-4) (ClBictfMb-^tlA ^ J * *> ; & 

zmz, (13-5) gi<[j (i4-5) izmmvfemii&o 
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B»I4'J V/NlfitrfeUs RmTKtfm^-T&tfA^ 
u(i 3-D ^ u < & (14-1) iz 

mmvmmm&c® -, d 3-2) gu<ii (14-2) (cist^M ; (1 
3-3) fL<tt (14-3) (C§B*6©M ; (13-4) CIBStfMb^tJ 

A% gb<(i (14-4) (CiBSOMb^JA ^y ; && 

( 1 3 - 5 ) g U < & ( 1 4 - 5 ) lZ§3m<D%mj3%o 

Zblzswm&t LX% BTKtfUI-^-f 

&s^±ITK# ;?§t£fcLtzt, 
t£T«f£'J V/*ffi-C£>£% (13-1) =g L < tt (14-1) (CIBS0I1 

; (1 3-2) 3gL< & ( 1 4-2) fc= Bic®M ; (13-3) 

(14-3) (C|3»0M ; (13-4) ^§B*60{b^JA, 

<te (14-4) tClBSOMb^jA =£J ( 

13-5)gL<li(14-5) (ClB«l0>^^;io 

$£{c:B!l<Z)^££UT, BTKtfHI#-r£tf/^ btctf 

/os tozmts -?y bMmvy 

(1 3-1) 3gL < & (14-1) (C|B«|0E^ 

; (13-2) tu<li (14-2) £§3iS0&ffl ; (13-3) g 

L<& (14-3) (CIBS0M ; (13-4) fcgBSOMb^tJA, gl< 

& (14-4) tclBiSaMb^A ty (i 

3-5) jg L < (14-5) (C|BS0>^^)So 

$£tCB!j©^££U-C. BTK#(«^T£>#/u, BTK#^^ilX«St^bL/c# 

T*$>V s & 3 Wi ITK L /c A, &1£T 

»i4'j(i 3-D tu<« (14-D izmmomma. 
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$tl; (1 3-2) (1 4-2) (CI3S0M ; (13-3) gU 

<(i (14-3) ; (13-4) tcl3il©lb^As 

(1 4-4) £!3iS©fc^A ^(1 3 

-5) (14-5) 

£ iohZWKDfMmt LTx BTKtffl|#-f L/c# 

TfeUs WIlWffl-^-TS#As &§ WiITW;gt£fc L/c#A,tf\ 'J > ̂  

d 3-1) =g u < & (i4-i) rascDEiiiM 

t) ; (1 3-2) gu<fi (1 4-2) (CI3»(Z)M ; (1 3-3) gL< 

(14-3) (C|3«6©M ; (1 3-4) lamnik-g^As ^U<(i ( 

14-4) (ClBictfMb^tlA ^ y ^>7JU*>1£^ ; fe£Wis (13-

5)gl<(i(14-5) (Cg3*£CD)£iTO£0 

£ b^Z^\(DWM.t. LT> BTK^fH^f&^As BTK^i^If XfiSMs U/c# 

As wis >^i 

-e^Us &£WiITK#;^bUfc#A#s ilttT 

Sfflj&tt1;>/\°ii-e^^s d 3-D 3gu<& (14-n (ci3ic©E^M 

mm-, (13-2) gu<(i (i4-2) iztmo&m ; d 3-3) gi 
< & (1 4-3) izmmo&m ; o 3-4) ^u<& 
(14-4) (C§3*6©lb^JA ^ y ^>7JI^1x>S£i^ ; (13 

-5) S L < fi (14-5) (Cl3«c0>^^)io 

£tc-Zt>lZ%\}<DmWi£LTs BTK#H-^-f £#As BTKtfsfgSEXttJgttfcU 

tctfA,s Wis MfW&'JV 

AffiT?^>Us RZflTWm^-t&tfAss &£W£ITK#>£t44bL/c#A#s lJ 

s (13-1) gKli (14-1) (CI3S©E^ 

; (13-2) gL<tt (14-2) K§3t£tf>M ; ( 1 3 - 3) g 

L<« (14-3) (Cl3tt0M ; (13-4) (C=3m©^b^As gL< 

it (14-4) ^iBStfMb-^A ^y ; £>£Wis (1 

3-5) g L <tt (14-5) iClBlSCD^Ifr&o 
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[0030] d 6 -1) 
foZmmtbT, MAXttfQ 

ft ^ fF n s n £ & * t L tc # A,R 
t/iTK#st^b Ltztfmm^o 
d 6-2) %t<h,®femRwtm$MG>wk<»tcib<» 

s fc&mmt bX, JAK3 
#)gi^bEsxii^t^b u tz t>< A.jkmTKm&mt u tc # A © mn$m 
tyCOWk(DtctfXDs MAXlif iZWt&tStlZi&CDfemo 

(1 6-3) JAK3^t/ITKffl^T-5#A©)^©/cto(Z). {b^tlA 

^H^fttCfF#^tlSm©^ffl0 &£f§*§<hLT. JAK3tfStt<b^XttS 

tt^b L/c#AMlTK#^t^b L/c#A©)^©/cto(Z), Ib^t) AXJ£^©M 

H^ft^fF^^tl^J^CD^o 

(1 6-4) JAK3WITKffl^T-5#A©)^©fcto(Z), lb^]AX&^© 

MH¥ft(ci^£ti£j^o bzrnmt LT, JAK3#^tt«sx&st^bu 
/c^AS.t^ITKA^t^b LtcifA;(D)£W:(Dtclsb(D, AX&^©$^^ft 

(1 6-5) fb^tlAX&*©§g2£^ft£§^;*ft£l&a>;£&fi£ttaUC& 

JAK3^t/ITK#M^T^#A©)^^)io L 

tfrb%:z>s mzm^mt^m^z^ikLtctfAsjkmimfe'mtLtc-tfL 
0%mx%o 

[0031] (1 7 - 1 ) fc-n $3 A ^ y ^^>X>/U^>lt^^#^T^JAK3WITK#M 

LT, ^b-n ̂  A 

tcfi^vy-amHmmmmtVo 
(1 7-2) JAK3%mTKtfffll3.TZtfA<D%mRmmfaj£y!l<Z>mj§<Dtc6t)<D 

^ Ib^A ^ J y ^>;Ul/*>l£J^©Mo &£li*!l.hUT, JAK3#;g'|^b 
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(Dtcsbo, ^ J 

(1 7-3) m3RmTWm^t&i?A;(Dfem(Dt£lsb(D. ^ J * 

JbZmmtLX. JAK3#^t^b^SX(i^t^b L 

/c#AMITK#^t^b L/c#A©)^©/cto(Z), A >7JU 

(1 7-4) lb^t)A 

^>7JU*>I£j^o LTs JAK3tfS1£<b^XttS1£<b UfctfA, 

$.tHTK#^t^b LtctfA;(D)&M(Dt£db(Ds Ib^iA ^yp<^>7JU*>It 

-ymo 

(1 7-5) jb^A ^ 7 

WQA *$yx)iftymkoM^m*k$$^z&5-tz>z.£-frbttZ>, JAK3 
L tctfAsRmTKm&mt u /c#x®>£ii^;£0 

[0032] (1 8) JAK3#M^T^#As W£JAK3#^tt«SX&;£t^b Ltctf 

*5-tZ>1f^ &IlW;Sttlfc Ltz> AffiX (i "J 

(1 6-1) g L <& (1 7-1) IzmmoWM 

; (1 6 — 2) SLO£ (1 7 — 2) ; ( 1 6 - 3) g 

L<& (1 7-3) (C§E*6©M ; (1 6-4) (C§E*£(ZMb^t)A% gL< 

& (1 7-4) (clEi^bi^tiA *$yx)ifrymi&-, (1 

6-5) (1 7-5) (C|E®(Z))^^)io 

soommt LTs JAK3#M^T&#A,. 

ibufc^x^ n^&mm^BihLmxfcv, jkxfiiwtfM^tztfA,. && 

W£ITK#^t^b L/c#A,#\ y/mXfcZ, ( 1 6 - 1 ) g 

L <& (1 7 - 1 ) £§Eii©ll2i£M$tl ; (1 6-2) g U <tt (17-2 

) (C|E®(Z)^ffl ; (1 6 — 3) SLOi (1 7 — 3) ; (1 6 

-4) (C§Et£(ZMb^t)A% gLOi (1 7-4) (C§Et£(ZMb^t)A 

(1 6-5) gLOi (1 7-5) (C§Ei6©>£ 
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£ LTs &£W£JAK3#^t^b^sx 

listed uy, RmTK^m^tz&A 
s &£W£ITK#;£t^b L/c#A,#\ !J (16-1 

) g L < tt (1 7 - 1 ) ; (1 6-2) gUtt (1 7 

- 2) IZtmo&m ; (1 6-3) (17-3) (ClEtSOM ; ( 

16-4) sua* d 7-4) [z^mmt^A 
(1 6-5) gLOi (1 7-5) (C|E® 

£ LT, JAK3#M^T£#A,s &£W£JAK3#^t^b^sx 

L/c#A#\ ^Mb*« "J y, &tHTK#M^T£A, 

, &£W£iTK#;£t^bL/c#A,#\ M£T»I4'J y/mxfcZ, (16-

1) g L <& (1 7-1) £§Eii©ll2i£M$tl ; (16-2)gU<tt(1 

7 - 2) (ClEtlOM ; (1 6-3) g U <tt (17-3) IZBZWMD&m ; 

(1 6-4) (ClEtEtfMb^tlA, gL<& (1 7-4) (ClEi^b^t) A 

y (1 6-5) gLOi (1 7-5) tCifl 

W,(Dy&mj5:£o 

ztc-z bizmommt LT, JAK3#M^T^#A. &&W£JAK3 

sx(i^t^bL/c#A#\ ^Mb*«u jkifiTwrn^-Tz 

tfA,s $>ZM*nKtf?£fe4k[stctfA,t>\ (i 6 

-1) g L <& (1 7-1) £§Eii©ll2i£M$tl ; (1 6 - 2) g U < ( 

17-2) (C|E®(Z)^ffl ; (1 6-3) (17-3) 

; (16-4) (ClEtEtfMb^tlA, g L < & (1 7-4) (ClEi^b^t) A 

^ y /fyxjlsfcymik ; (1 6-5) gLOi (1 7-5) (C 

[0033] (1 9-1) 4k^AXte^(Dmm¥ftlZE^$tlZlU$:^TZBTKs JAK3 

$>&MffitlsTs ik^AXlt 



WO 2015/182628 32 PCT/JP2015/065154 

LtctfA,, &tHTK#;^b L/c#A,©>£MMM 
EmwMtLx, 

JAK3#^tt«SX&;£t^b L 

tctfA,. RmTKm&mk y,tcif 
d 9-2) BTK, m3RmTwm^t&tfA;(Dfemmmmm®(Dmik(D 

tcdb(Ds h^bWMt^x 
, BTKtf imfg3EXttS1£<b L/c#A,, JAK3#^tt«SX&;£t^b L/c#A,, 
RmTKm%'mkLtctfA;(Dfemmmmm®(Dmik(Dtc.sb(D, <b^ti AX& 

mmMtLX, Bmm§inWis<?i-)U 
m&mt L/c#A,, JAK3#^tt«SX&;£t^b L/c#A,, RXflTKm&mk 
Lfc#A,©>£MIiMI©lilrofcto ©, ib^t)AX&=t 

tl&ikCD&fBo 
(1 9-3) BTK, JAK3^t/ITK#M^T^#A©)^©/cto(Z), it^AX 

$>zmmtLT, BTK#^HX^S 
mt L/c#A,, JAK3tfS1£<b^XttS1£<b L/c#A,, RXflTKm&mkLtc 
tfA(D}£m(Dtcisb(D, nz>i&(D&m0 m 
(DWMt LTs JAK3#^tt«SX 
&St^b L/c#A,, Ik XfI TK #^t^b L/c#X®)n^®/cto®s Ib^AXti 

(1 9-4) BTK, JAK3^t/ITK#M^T^#A©)^©/cto©, Ib^tlAX 

foZPMmtLX. BTK#^HX(i^t^b L 

tctfA,s JAK3#^tt^b^SX(i^tt^b L/c#A, &tHTK#;£t^b L/c#A,® 

>^©/cto©, sy©n*i^LT 

. L/c#A,, JAK3#^tt^b^sx(i^tt^b L/C 

#A,, MITK#^t^bL/c#A(Z))^©/cto(Z), Ib^tlA 

d 9-5) 

BTK, JAK3^t/ITK#M^T^#A©)^^)io 
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mt LTs 

tZ>Z.tfrbt£Z>, BTK#imfgIlX&)^bL/c#A, JAK3#^tt«SX& 

L/c#A. Jk XfI TK #;^b L tz # A 0 >£il^;£o WWMt LTS \k 

L/c#A. JAK3tfS1£<b^XttS1£<b 

L/c#A. JkXflTKm&mk LtztfA,(D%tmi5feo 

[0034] (2 0-1) jb^A -E y *$yX)lfrymi&%^TZ>ZTK JAK3&tHTK 

#P^T£#A©>£MEliMjm, ftzmmtLT. Ib^tiA 

7JU* ym^^Mt^bBTKtf im fg3EXttS1£<b L/c# A. JAK3#^tt«S 

XttS^b L/c#A. &T/ITK#;^b Ltz# A® EHM/Stlo EWM 

mt LTs ^b^A -Ey 

JU#St^b L/c#A. JAK3#^tt^b^SX(i^tt^b L/c#A. &tHTK#^tt 

(2 0-2) BTK, JAK3^t/ITK#M^T^#A©)^MEm^©M^© 

/cto®, Ib^tlA ^ y £>£H*§<h LT, BTK# 

imfSSEXttStefc L/c#A. JAK3tfS1£<b^XttS1£<b L/c#A. JktfITK 

^mLfcAa©MfflEiMi0l]l©fcit)©, Ib^t)A ty^> 

7JU*>I£j^(Z)Mo Ey©H*§<h LT, 

As JAK3#^tt^b^SX(i^tt^b L/c#A, &tHTK#;^b L/c#A©>^ 

fflll2£M$ti©£!^©fca&©, lb^t)A ^y 

(2 0-3) BTK, JAK3^t/ITK#M^T^#A©)^©/cto©, lb^t)A ^E 

y^^> TJU*>I£^©M0 &&mmtbx, BTK#^iix&^t^bLtc 
#A, JAK3#^tt^b^SX(i^tt^b L/c#A, &tHTK#;£t^b L/c#A©>£ 

motcsbcD, jb^A -EyEy©H*§<h LT, B 

Lfc#A. JAK3tf L/c# 

As MITK#^t^bL/c#A(Z))^©/cto(Z), jb^A 

(2 0-4) BTK, JAK3^t/ITK#M^T^#A©)^©/cto(Z), lb^t)A ^E 
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u£ #/u ITK# si£<b u/c#x®>^®/c 

to®, ^ y ^>7ju*>i^0 Ey©H*§<h LT, 

LtctfA,. JAK3tfS1£<b^XttS1£<b LtctfA,. ITKtf 

%&4k[;tctfA,<Dfem<Dtctb<D, 4k-&ynA ^y^>7JU* >l£j^0 

(2 0-5) jb^A ^y 

BTK, JAK3^t/ITK#M^-r^#A©)^^)io LT 

s lb^t)A ^y 

, BTKtf imfg3EXttS1£<b LtctfA,. JAK3tfS1£<b^XttS1£<b LtctfA,. 

jkxfnKtffsmkbtctfAsfDfemijfeo mvmmtLz, ty^ 

JU#St^b LtctfA,. JAK3tfS1£<b^XttS1£<b LtctfA,. ITKtfStt 

lb L/c#A,©>£^;£0 

[0035] (2 1) BTK#M^T£#A,. BTK#^IlX(i^t^bL/c#A, B 

}jijM£u>ASfi. tittu 

am#i, /JN'J >/m&i) y^Bs K;U«U >Aifi, # 

tefijfii^ MiBTOt'J JAK3#M^T 

3# A, $>ZW*m3tf%fefc&m5UZ%fe<k LtctfA,ti\ 

fim#§X&^Nb*«'J ysm-ZfcV. JkXfilWtfM^tZtfA,. 

ITK^S^b L/c#A,#\ tsttT'J y/mxte 'J VAiJlftaiiT'fe 

(1 9- 1 ) gLOi (2 0- 1 ) £§Eii©ll2i£M$tl ; (19-2) 

g L <& (20-2) izmmoi&m ; (1 9-3) g L <& (20-3) (C 

§E*6©M ; (1 9-4) (C§E*6(ZMb^t)A% (20-4) (C§E*£ 

CDlb^tlA ^ y (1 9-5) g L < & (2 

0-5) (C|ES©)^^)io 

Sy©H*i^LT, BTK#M^T^#A. BTK#^IlX(i^t^bL/c#A, & 
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Aja-e&y. L 

tctfhtfs RZ?ITK 
fc> •§ WilTK L tz ft A >/*JfflX 

ti'jd 9-n gL<& (20-n tciBS© 

; (1 9-2) gL<(i (2 0-2) (C§B®<Z)M ; (19-3 

) gL<(i (20-3) (C|B«6©M ; (1 9-4) £!B*6©<b^tlA% g 

L < & (2 0-4) (CiEtfctfMb^tlA ^ V7JU*Vi£iM ; 

(1 9-5) gU<tt (20-5) (ClE®0>^^io 

£ *b ltZ%l(DpM§.t LTs BTK#afg^Xte^ttlb Lfctf 

As £>3W£, v L /cAt\ t>*i:At£*«M 

B«t4'J>AH. TVhMffll&'JvAJffi, XttHMsfcte 

U y. JAK3tf HI-5T£#A, &£ WiJAKStf^te-fb'ggXteJSte 

4bU/c#A#\ tst4^^i«SM"e^y, feS 

WiITK#5£ttlb Ufctf A#, (1 9 - 1 ) g 

L < tt (20-1) ; (1 9-2) gl<(i (20-2 

) izmmoim •, (1 9-3) sua* (20-3) ; (19 
-4) IClBtlaMb^A, jgUOi (20-4) tClBtfcOMb^tlA =t J t *) 

yX)l&ymik ; (1 9-5) gL<tt (20-5) fC!Bi60>£ 

0Jj/£o 

$ blZB>J<DMffi£ LZs BTKjffl-^-f^tfA, BTK^fgllXkU^b L/c# 

As £>£Wi, v ;£t£fb LfcAfr\ i: Ate*$fflJ®li! 

BfflMte'jym* vybjufflffi'jysms mfewffife&mfa jumm&fe 
<J V/^Sfi-e^y, JAK3#M^T^#A, &SWiJAK3tf 

4bL/c#A#\ ts'ft^^i^tiaM-e^y, &tfITKtfHI-£-r£#A. ^>-2> 

WilTKj&^tt-fb L/c#A#\ 'J (1 9 - 1 ) gL 

< & (20-1) ; (1 9-2) g L < tt (20-2) 

ICsBi&CDteffl ; (1 9-3) gL<& (2 0-3) ICfBt&CD&E ; (19-
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4) gbOi (20-4) 

7JU*Vl|Jt ; (1 9-5) gl<(i (20-5) (Cl3«6(D>£0 

^ICSyflD^hLT, BTKtfHS#f BTK#fftf£I£X&;^bL/c# 

B»I4 u v;TVS jufcfflj® «j v/,%t£#ist£eun^ x 

•JV^I-e&y, JAK3#T^T£#A. &3W£JAK3#>^b^X&;m 

tebfctfAtf. ^Mb*«'; v/^IST^y. 

W£ITK#^t^b Lfc#A#\ "J V/N°ffiT&3. ( 1 9 - 1 ) ig 

L < (20-1) £s3a©HHM$tl ; (1 9-2) gL<tt (20-2 

) (Cl3i6©ftffi ; (1 9-3) gL<(J (2 0-3) (Cl3ic©M ; (19 

-4) f L<(i (20-4) (C13SCD-fb^A ^7^ 

V7JIftZVl&s (1 9-5) gL <it (20-5) lClBi6©>& 

/So 

ZblZSWMffitUTs BTKibm^tZtfAs BTK#s^HXti)ft^bUfc# 

Ay, £>£IN&, t^Att*«gy 

BlffljMfe'JvA®, 7VhJHffll'JV/^E 

'J V^fflT'fey, JAK3#H^-f &3W£JAK3#>m«SX&;£(£ 

\k ItctfAyfiK 5^Mb*«'J v/*flrc&y, MiTK#fi#-f £#A. 

WiITK#;£t^b L/c#A#\ U V/^J«aM-e^)^s (1 9 - 1 ) gL 

< (20-1) ; (1 9-2) gUOi (20-2) 

(ClBSCOM ; (1 9-3) (2 0-3) (C13«©M ; (19-

4) (CgEicOMb^lA, gb<tt (20-4) (ClESOib^A ^E/^V 

3JI//1xV$i& ; (1 9-5) gL<(i (20-5) tc!3®0>^ 

7a/So 

^e>tCSy©^^LT. BTKtfH^f£tf/U BTK#^IlX(i^t^bU/c# 

As T/£At£*«3y 

B$U&1£'J V^Sfi-e^y, JAK3#Tal-5T£#A. W£JAK3#;m^b^X 
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, tb&wznwfcmkLtct?A£>\ d 9-
1) g L < & (20-1) ; (19-2)jgU<&(2 

0 - 2) (C!E*6©M ; (1 9-3) (20-3) lZ$m<Ditm ; 

(1 9-4) ^LOi (20-4) A ^ 

J (1 9-5) gL<(i (20-5) tCgB 

M,(Dy&mj5:&o 

iS b[Z^\(DWM.t. LTs BTK#^IiX(iSt^bU/c# 

As B«g:g{* vL/c#A#\ £/t At£*«^ 

B»I4'J V/^fi-e^Us JAK3#M^T^#Av &£W£JAK3#;£t^b^SX 

tctf/utfs 

, &£W£ITK#;£t^bL/c#A#\ l) >/<&&&&tfn.ffi'e&Zs (19-1 

) g L < (i (20-1) (CIS®® EIMi ; (19-2)glXtt(20 

-2)(C§E*6©M; (1 9-3) gL<(i (2 0-3) (C|E«g©M ; ( 

19-4) (ClES©^b^A% gL<& (20-4) (ClEStfMbl^t) A t; 

^ (1 9-5) gL<& (20-5) (ClES 

(D/u$jtj5)3ko 

iS b[Z^\(DfMMt: LTs BTK#M^"t£#A, BTKtfimSgSEXttStt'fb Ufc# 

As fo&mZ, Bl®|§ftvU/c#A#\ T/£At4*«M 

BSfflJ^tt'J JAK3#f»^lj-£#A, &£W£JAK3#>gttlb^X 

&St^bL/c#A#\ ^Mb**U >/^Sfi-e^y. ^t/lTKffl^T^^A 

, &S WilTKtf^fc Lfctf Atf, (19-

1) £ L < & (20-1) (C§E*6©EliMj5£t) ; (1 9-2) gL<tt (2 

0 - 2) (C!Ei6©M ; (1 9-3) (20-3) ICsEiifiD^ffl ; 

(1 9-4) [zmm(D\t^A, =gU<& (20-4) IClBtfcOMb^lA ^ 

fflk ; (1 9-5) gL<(i (20-5) tcgfl 

M,(Dy&mi5:£o 

iS blZftjCDpMMt LTs BTK#FH^-t£#A, BTKtfsfg^Xtt^fbUfctf 
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V U tz ti* L fi\ T/£A,t4*»^ 

B®I4'J JAK3#M^-r^>#A. &£WiJAK3tfS<|4fb^X 

L tctfA,bK *3Mb*« 'J >/*JfiT*&y s &T>'ITK#fS^T £ if A, 

s &£WiITK#;£tt4bUfc#A,#\ (19-1 

) su<& (20-D [zmrnvmrnm® •, d 9-2) gL<« (20 
-2)(CIB«60M; (1 9-3) gL<& (2 0-3) ICsBftGD^ffl ; ( 

19-4) (ClBS0^b^A% £L<& (20-4) (ClEtEtfMb^t) A f; 

y (1 9-5) gL<tt (20-5) fClBfc 

(Dy^m^i o 

3 ̂ CSiJ©lMi<h UT. BTK#M^T^#A. BTK^sfgllX&^t^bL/c# 

/NlTfey, JAK3#H^-f &£ WiJAK3tfSte<b^XttnStelb U 

ITK#St»L/c#A#\ (19-1) gu< 

te (20-1) ; (1 9-2) L < & (20-2) [Z 

1B®0M ; (1 9-3) SUOi (2 0-3) tC§Bic©M ; (19-4 

) KIBt^b^jA, gL<li (20-4) (ClBSCD'fb^A 

(1 9-5) gLOi (20-5) (CgBS©)^^ 

)£o 

^e>^UCD^^LT. BTK^^iJEX&S'lttL/c# 

/os Bmm^Wiy^fi-ilify^'mtLtcifhytK h 

/•^Sfi-e^y, JAK3#M^f W£JAK3#;mib^X&)£ttlb L 

ITK#;gf^b U/c#A#\ 'J V/^IfcteSJflUpi-££>£, (1 9 - 1 ) g L < (£ 

(20-1) tClBmOE^M^ ; (1 9-2) £L<tt (20-2) £13 

m®&m ; (1 9-3) gl<(i (2 0-3) (C|B«©M ; (19-4) 

KiBSoMb^tiA, SU<& (20-4) iciBtlaMb^A 

*>l£i^ ; fo&l^Zs (1 9-5) gu<ti (20-5) izmmCD^m^ 
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a bizmvmmtLTs 

y, JAK3#M^Ts#A. £>& u 

/C#A#\ >/\°B"e^ys &T/iTK#ii^-t£#A. fcawi 

ITK#^f^b U/c#A#\ t,t4T«t4 u (1 9 - 1 ) gU< 

& (20-1) {CgS*60llliffimtJ ; (1 9-2) 3gL<& (20-2) IZ 

IBtKDM ; (1 9-3) gL<tt (2 0-3) IC!3®GD&E ; (19-4 

) (ClB^CD'fb^A, gU<tt (20-4) iZtmOit^A 

;U*>l£j^ ; (1 9-5) gu<(i (20-5) CCg3«<D>£iu5 

/2A O 

£ e>(C5MI§J§<h LT. BTK^^T^^A. BTKtfig#§SEXtt^te<b btzif 

A, fozmz, Bmm^Wis7i-)im&mkLtctf/vt>K -7>HIXW;> 

Affi-e^y, JAK3#M^T£#A, &3W£JAK3#;^b^X&/m4bU 

tctfA,t)\ 5fc$Mb*SM&'J 

ITK#)gt^b Ufctf Atf, U (1 9 - 1 ) % L < 1* 

(2 0-1) C!3l(Dg«i ; (19-2) gKU (20-2) tClB 

l©HS; (1 9-3) (2 0-3) KIBtEOM ; (19-4) 

lC§B$S<ZMb^$lA, gu<(i (20-4) (c§3»0Mb^tJA 

* ; £> 3 Wi. (1 9-5) £ L < (£ (20-5) (C|3«Sc®)^^)S 

o 

LT. BTM^tSR BTKtf^fgSaXtt^telbLfctf 

As vL/c#A#, ,%te#B£t£aiftUfPl 

-c&y, JAK3#TJ^T^>#A, L/C# 

A#\ &tHTK#M^-t3#As hzmuw 

m&mt U fc# A#s tst£ T «|4 'J >/, (1 9 - 1 ) g L < tt 

(20-D iztmoimnmf&ty -, d 9-2) gu<ii (20-2) tcis 
l©Sffl; (1 9-3) gL< & (2 0-3) tCBBtSOM ; (19-4) 
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gu<ii (20-4) (ciBi&tfMb^jA 

Wi, (1 9 - 5 ) ^ L < (20-5) 

o 

£ LT* BTK#igfp£X&;£t£4bU/c# 

As 

T?$> y s JAK3#f»^f3 /k £>§ W*JAK3#;gt£fc^X&;£f£fc Ltcif 

A,ti\ JkXfilTKtfM^t&tfA,* £>£W£ITK 

#Sf^bL7c#A#\ >j yj<mit£Sifypi-e&£, (1 9 - 1) tu<(i ( 

2 0-1) ; (1 9-2) gb<(i (20-2) [Z$m 

<D&m; (1 9-3) gL<(i (2 0-3) (C!BioO>M ; (1 9 — 4) tc 

HBi^b^A, 3gL<& (20-4) (ClSictfMb^lA 

Wi, (1 9-5) gU<& (20-5) KIBSCD&^&o 

^ ̂ (C@y0||^i<h Lis BTKtfU-^-f BTKtfigfgSEX&^t^b Ufctf 

A. B* v?+){,L tc ftLt\ tst£#iS'i4£M 

T? & y, mztfms-t&tfh, h&w*jAK3tfutctf 

AA ^Mb*«'J £>£IM£ITK 

#St^b Ltc#Ats'ftTIffljMi'J (1 9 - 1 ) gu<li 

(20-1) tClBtKDE^Ii^ ; (1 9-2) g U < & (20-2) (C=B 

; (1 9-3) ^L<(i (2 0-3) (C|B«6©M ; (19-4) 

(cistfctfMb^jA, SUOi (2 0-4) tclBSo-fb-n-^A 

Wi, (1 9-5) £ L < (20-5) \,Zwm<Z>feW35fe 

o 

£ e>£S!]fiD^$£ LT, BTK#M#-r^>#^ BTKtfmm%5UZ}%'l±{k Ltctf 

A. mm,%.mwi/'?i-)\'ifti£mkLtctfAJt\ M£#itt£6M 

Tfey, JAK3#T^T3#A,. & £ WiJAK3tf U tcif 

h,t\ &&W£ITK 

Ltctf/wtiK 1j d 9 -1) gu<« ( 

2 0-1) (C§E*6©EllMj$tJ ; (1 9-2) gU<(i (20-2) (CgB® 
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; (1 9-3) (2 0-3) tCsB®©M ; (1 9-4) IC 

!3tfc©'(b-n^A, (20-4) (ClBStfMb^lA 

; £>£ IM£, (1 9-5) g L < (20-5) IC§B«6©>S0;&;£O 

3e>KB!]<D^S£:UT, Lfctf 

A, & £> tes B«LTcifAif, M!®I4 'J >/\ffi 

T?& y. JAK3#M^TA. &£VMiJAK3tf Lfc# 

A#\ S)<5tNtiITK 

LfctfAtf. 'J >/<M-?fcZs (1 9 - 1 ) ^ L < it 

(20-1) (C|BS0E^$im^ ; (19-2) gLOi (20-2) £13 

WWfem-, (1 9-3) gL<tt (2 0-3) fC!B«S©M ; (19-4) 

KIB^CD-fb^A, gL<(£ (20-4) iCsBtKaMb^tlA =£S**>ZJU 

ft >M& ; & £ Wi, (1 9-5) g L <tt (20-5) IzmMCO^m^ 

o 

$blZEi]<DBm£Lr* BTKtfmj3-TZtf&s 
A, >/m 
X*$> y, JAK3# Hl-^f £ #A, &JAK3tf;gttlb^X&;S1£{k U tcif 

At\ £>&wiiTK 

^ti'fb L/c#A#\ U (1 9 - 1 ) fu<ii ( 

2 0-1) tcSB^CDHHM^tl ; (1 9-2) 3gL<& (20-2) iztm 

(D&m-, (1 9-3) gL<te (20-3) K§B«£a>®E ; (19-4)£ 

IBtttfMblirtlA, ^L<(i (20-4) ICsBSOMb^A 

(1 9-5) fl<{i (20-5) (Cl3S©>^^)i0 

zbizEiwmmtur, BTKtfffl^-tztfA* BTKtf%mmxtt%&fcL?c& 

V&y s JAK3#M^f £#A, ^&JAK3tf Ufctf 

A#\ ^Mb^ffliS'j v/^ffi-e^y, wiTK#M^-ri>#A, &&W£ITK 

btcifAtf, 'J y;m-?&Z>s (1 9 - 1 ) gu<tt 

(2 0-1) {C§S»©Eil!fij3ctl ; (19-2)gl<(i(20-2) mi3 
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(1 9-3) gL<(i (2 0-3) ; (19-4) 

KsBfjOMb^tiA, (20-4) ^y^^yxju 

(1 9-5) gL<(i (20-5) IZBBM<D%0JJ% 
o 

is blzmoimmtLT. BJWM^TZtfA,* 

t?&y, JAK3#fW^T£#/U fc£VM*JAK3#^telb^XttJ£te*b Lfctf 
A#\ 

1J d 9 - 1 ) gu<« ( 

2 0-1) (CH3*6©Eliffi$t! ; (1 9-2) gUtt (20-2) lZ$m 

(D&m ; (1 9-3) gu<& (2 0-3) KBSSGD&E ; (19-4)lC 

IBftOMb^A, gu<« (20-4) \zmmoit^A 

; &£Wi, (1 9-5) g U < & (20-5) (C§EtS0>S^&o 

[0036] {t^k^t^omm^mzmmisu^mt, ±IB#I^MI OIS&PI 
mm 2013/108754^) fcZlHZtom&ZJ: •? TA 

[0037] ttts Ib^ACDltttM 

i&it JMb7KHgt a^bTKSlSt mst 'J 

Mt. 7°Pt0^->l£, VP>@£V =i/\ 

^It, 7TjHt, TU"T>ltv ?L@tx 'J>=TS£. TV^Vugts *Js< 

>yy;u5@5*>*^x>itN p<^>7>;U/ix>lts 

P-h;ux>;ui//iN>it, 

Sis r-fb^A 

(cti. ib^tiA^^ntk mtmz[t, mx 

^r'a'fco 

s 4b£-t)A (7'y-^-T.) 7^P(f£>tU SiJ(Dfiil<h LTte, -fb^JA =£ J 
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t $ ybti&o 
[0038] 

%m^Ts 

ti 7iz)l>#k II^Os Ms y&frMlz&zmn&^s 

x&s HISSF^ iis^^is mt ifcs&k m 
mxmmiz.£z>$mn&5-(D^t 

tKDMPM^h ̂ TUl^o 
[0039] mu^cDtcisbcDmmmmtbx^ M. 

te<t*,im<D^%fetj:ffi:&#\£M&-Zti2>o T 

7 JUA-C^flgUTt <fcl\, 
mn&5-<Dtctb<DfoM.2£#Jto£fF!g;*ft£¥L$§&k m 

5§ftk 7°£yX&X'J^>,/U£y^£#fr0 

^tcRl 

&it#k )S}i^s #m#k mofc&k Bsnsy 

[0040] #gpf^0fc«)0;iM(i, M a © zK 14 X & # TK 14 ® m M, K£yx 
tiiLi^y^ttt^o 7j<te©^£y£ UT&. 

#7Ktt©)§^y<h LT(is Mz.tfi$ J-Jls(DJ:? ̂ 7^=1 

-j\,mtf$>2>o £e>£#3Hb&k Rfinsi. ?L 
4k$L ztibtemTLlS 

7- 'J 7fta7 -f — £:jfit~/Jii/§k lxa^y©IB-nX(iMlt(ci; -^Tilll! 

lb£ti£0 £.tcs f^fflfu(cteg7XX(i 

II©^ltfflM(cMX(iIIUTfffl1-^C £%-?$&o 

[0041] 1B0&-M&. {«^/c y ^0.001-100 mg/kg, U 
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£ L< £0. 01-30 mg/kg, L < £0.1 -10 mg/kgtfig^T£>lJ. 

wm^tcy#10.0001 -10 mg/kgtfig^-e. iBHHHt&HHc# 

ttT$^T£o t/c, #10.001 ~100 mg/kg£1 

* (om^ tCJTS UT ̂ g:t>££ £ tl £ o 

[0042] mmmmmmmiz^^Tmteztfs * 
^0|®im^tlli0. 01 —99SM%S fo&WMt LT&0.01~50fim%(Dit^ 

[0043] *W%(DWmmmZ. ^yfettBTK, JAK3&OTrK©9^ i axi* 
*t$t© ^ # III t- a ^ -T £ # e> n a a * © >£^£y «h 

su< 13 

o T iMtcs^yib^ tixiNT t <fc IN0 -r * £ £ #T$ & 

i^^LTs U7dri>T7°(Z)i;9^KCD20^y 

7 7$ h'W^77$ KfiDJ^&^JU^Mbftk b^rV 

^fV^PP^ K h Udp+f- h^P7> h^+M £ U S$ K©J:9&in; 

try* ij7>^>©<fc9^^jNWfi^PMsy. 7°u s-vx 70 

> <D <fc 9 &fti&f £irc&k -< T 51 - 7> y •+f 51 - 7"© <fc 9 & dp *- -tf pis^y, 
-f V* —7 xP >©<£•? &+M h^-r $ hdpHt> hPV^^b^-Y 

-f $/ > © <fc 9 fcirC^ till, 7 X / ̂  =£ - a tfig If b tl £ o 

nwy 
[0044] if0s©ii»©ii^^Kt ^T©^wy(ci;y5iiHL/co tzt$ 

. {t^ky.^fDmm^mzi^isti^t LT, j^Tro^jfetfOTkMb^ 
tiA ^y(j-xTs Bj tm9C ) 

fc0 ^ti^ti©^wy(cfc^NT% ft^iA7U-ft 

©}j§Jt(C$!j|LTjl!±! b/co 
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[0045] mfefljl BTKdp*—tfPiSSttM 

BTKdr*-"tfPI#Stt(C^^T(iOSS Assist BTK MSA kit 

-fiV*) 

wmfc'SyaB&'strjiszji,***/ s (DMSO) is,i^)jis©i00fe 

>j§Jt ©)^£ilM L tco *<Dm%L*-Z b IZttMfDJ7 V "fe -f /< >> 7 7 - IZT 25 

L/co &fc\ h(Ctt]SLT^£B 

TKdp*— 

±§E© 7 >> "tr -f / < >> 7 7 - (C T11M L /c5 *t IfDAfeWtffl&mt'&m B fefaJk 

10 At L © 2fj^lJgBTK * -f - "tr ^384r>xjU7°U-h©r>xjU^ L 

. ̂ lCT30#MtSUfco 5ML©4fe}JiSSK^7°51 K/ATP/MgCl2 

^£T10#^J5J&£l±fco K(iit)jiSl000nM% AT 

PttH&lJglmM, MgCl2(iit)jiS5mM(CTM L/co ^©&. 

a >A> 7 7-M fxL&mn LTJ5J^^{¥±^1±/co BTKdp*—trStt&SIt 

(u K) ©tr-^s^^e) 

^t<to ^^^^^^©l^^^^rLabChip EZ Reader II (Perki nE Imer) t'tll 

XWth btco 

£"C©ixJfc=l V# —h£#fr=l> hm-JU^xJU©-^ 

j£]^^E£0%p£^ BTK*^-tfJ^©£T©J5J&3 h £#&/<>;/ 

u ̂ gMb^Bgag^iju 

©¥±n^«i^^e>PI» £i+ti u/cQ ic5jgMi^b^ti B*IJStPI»IZ£ 
•i> 7° • y h ̂ S(C|#$|<[II]|J## ̂ :>!<#)/c0 

^©ISH. B (iBTKdp*—tz^tt^PiS U IC5Jit&0. 17nM-C& 

•3 tc o 

[0046] ^MJ2 t: >ASfi«ttOCI-Ly10«(C£tt 

0CI-Ly10||^(i% B«t»'fflM© — 

JM£'J >/^fifi5fe©ilffl^"eS)l'J, BTK&#1£tfiHs§£ftTlN£ (Nature. 20 

10;463:88—92) 0 20%^lfn;f ^ 7> =1 75^^'^^ v> =lip±fe (s>^"7 
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IS (University Health Network) ^96^ xjU7°U—h (CSffl L/c0 IUBlC$t 

)1S0.1nM#^1yLtM,h^^M^b^B(Z)DMS0}^ XttDMSO(Dfr (DMSO?¥) 

»JPU 5%C02#ST, 37°C(CT3B^iML/co ( 

Ce I ITi ter-G lo (JllijSllO Luminescent Cell Viability Assay (Promega) 

) £ffl^T«i££)iy£L/c0 DMsos#-eM^g£0$£Pfrk 
u(Dm^\$.^m°/s-mt u/cQ 

M^b^B(iOCI-Ly10«©±^il^»JL. GI50{S(i1.0nM-e 
h -o tc o 

[0047] mfe0iJ3 t; h7V 

Rec-i«(i, D-zfc&t h7> K;U«Uy/mm 
BTK©^I1WJ (Cell Oncol. 2 

011;34:141—153)0 10%^;!£RPMI1640i£ife (i/^7) 

SUfcb h7V U >ASfi$fflSc3ttRec-1i|[|l£j (American Type Culture 

Collection, CRL-3004) £96-} xjU7°U-h (Cgffl L/c0 SB IClj&lJglnMfr 

£>10MM£&£$i^b^tlB©DMSO^>& X&DMSO©^ (DMS0?¥) U 

5%C02#ST, 37°C(CT3B^iML/c0 (CellTiter-

Glo (JllijSllO Luminescent Cell Viability Assay (Promega) ) 

»i££)iy£L/co DMSO^-e©)iy^{g^0%W$iJ% 

(Dfr(ov u/cQ 

M^b^B(iRec-1«©±^il^»JL. IC5JS(i68nM-eS)^ 

tc0 

[0048] mmmi t 
KG-i«(i, t: zTrnm^mE 

£tlT^£(J. Immunol. 1994; 152(2):557-565)0 10%^;!£#^1"&RPMI1 

640i£±fe (i/^7) Ktstt#iittaM«ttKG-1« ( 

American Type Culture Collection^ CCL-246) ^96^ x>/U7°U—h (CSffl L 

tco SB(Cit}jiSlnM#^10MM,h^^M^b^B(Z)DMSO}^ X&DMSO© 
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^ msom) 5%CO2#ST, 37OC(CT3BP^#L/C0 « 
(Ce L LTi ter-GLo (JllijSllO Luminescent Cell Viability Assa 

y (Promega) ) L/c0 DMSOi#T0fcy:^ii£0$£Pfrk B 

J® L T IN ft fr(D 0 x )VX (DM £{it £ 100%»J t LT «±^it 

#PfW£Hdi L/co 

M^b^B(iKG-1«0±^il^»JL. IC50{g(i38nM-e^)^/c 

o 

[0049] HMJ5 tl 

MV4-11«&, tl BTKCDfgSEtffll 

IH^tlTlN^(Mol. Cell Proteomics. 2009;8(7): 1751-1764)0 10%^m;i£ 

#^T^-rx=l7B^y>'U/><>>=l^±te (^>^7) 

(American Type Culture Collection^ CRL-9 

591) £96-} JL)17°[S-blzMMLtco SB (C«Jt1nM#^10MM<h&£ W? 

B ©DMSO^jft, XttDMSO(DMS0?¥) U 5%C02#£T, 37°C 

(CT30^i§# L/co IffliSI^/iy^iS^ (Ce I ITi ter-Glo (©IIF^I) 

Luminescent Cell Viability Assay (Promega) ) INXUlciJi&^rMJ/E: L/c 

o DMSO?¥-e(Z)}iy^{S^:0%W$iJ% JL)IX(D 

u/cQ 

M^b^B(iMV4-11«©±^il^»JL. ICjmWnMXfc-o 
tCo 

[0050] ^«y6 t; hllitt'J 

u-937«(i, t: histi'j BTK(D%iwm 

S§£ftTlN£(J. Immunol. 1994; 152(2):557-565)0 10%^;! ̂ #^T^RPM 

11640i£±fe (i/^7) £m Ivxb tc t: hU >/^fi»*fcu-937i!ffl 
j® ^96t7xjU7°u-bizmmbtco inaicii&ijtinM 

AN£10/x,M£&£$i^b^tlB©DMSO^>& X&DMSO(DMS0?¥) »JP L 

. 5%C02#ST, 37°C (CT3B Pelip# L /cQ (Ce L LTi te 

r-Glo (JllijSllO Luminescent Cell Viability Assay (Promega) ) ^T^IN 
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DMSOg¥T-©)iy£{Lt£0%»J% 

B &\)-93imm(Dinm%:$m u icjmMnuzh 
tC o 

[0051] ^Jfe0iJ7 OCI-Ly10^m^Tt7X^^KC^-r^KSfi^M 

(NOD. CB17-Prkdc scid/J, I#, 4®^ (B*?1^ >J 

/<-) ) ©HSBlCt: >A!fi«ttOCI-Ly10« 

£&~F&*iU OCI-Ly10^m^Tt7X^^U^^ML/co 

(Cig¥^LfcOCI-Ly10^m^T^X^\MC>tf LT, 0. 5%/ ^JUizJUU-

(=1 > h •— )U%$ : 10mL/kg/day% QD% po (n=4)) % ^M\ta®B ($ 

H-fb^tlB^I# : 30Xtt100mg/kg/day, QD% po (n=4), 0. 5%p< ^JU-tzJU P 

P> hP-JU£¥Ti£$^££B(Cl88mm3T-&-3/cJM{*ft#\ 14 

Brn(C(i520mm3(C±^PL/co ~15. 30mg/kg/day©$gHb^tl B L/c?¥ 

Ztes B IZ190mm3-e& o 14Bft (C&50mm3(C3ilf5 L/cQ 

^ biZs 100mg/kg/day©M.|^'fb-nil:^) B^-5g|Tii184mm3#^22mm3(CSfi^3lls 

[0052] HMJ8 JAK3dr*—tr'PMSSttM 

JAK3dr*-"tfPI#Stt(C^^T(iOSS Assist JAK3 MSA kit (tl Ai~s<-( * 

wmfc'SyaB&'strjiszji,***/ s (DMSO) 
>j§Jt L fco ^ ^ ̂  lZttm<D7 v -fe 'T / < v 7 7 - £ T25 

{smRLrtmik^BmrntLtco &fc\ %mzn*y bizttMLz^&j 
AK3dr*--tf£ffl ̂ /Co 

±B3<D7vtz'f/<y7 7-izzmmL tcb B m^R 

X? 10 M L CD 2{£}j§Jt (D J AK3 dp ~t~ \ilgfa ̂ 384r>xjU7°U-h(Z)r>xjU^ 

U ^(CT30#^^SL/co 5ML©4fe}JiSSK^7°51 K/ATP/MgC 

l2)^»iPU ^lCT10#^J5J&£l±fco K(i«SlMM, ATP 
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MgCl2km)j!]t5mM(CTM L/c0 

a y T-6Q 

^7°^ b(D£°-?m$ ttkm® OJ v^bSft^:^ K) ©kr-£im£fre> 
^t<to ^tl^^J^^CDlg^^^rLabChip EZ Reader II (Perki nE Imer) t'tll 

XWth L/co 

7*—±Z(DfcJ&=\ytf-^y h£#fr=l> hP-JU^xJKW 

j£]^^E£0%p£^ h£#iLv< 

vtv=?y u 
bim»£f+ji u/cQ ic50{gMi^b^ti Bmist im»tc 

J: £ 7° ny h (C|# [II] |J##^ :>!<#)/c0 

M^b^B(iJAK3dr*—IC50{g(i0.44nM-e^) 

fco 

[0053] HMJ9 t: h^Mb*«U 

M 
SU-DHL-1«&. t: h^Mb*»'J JAK3© 

(Leukemia. 2014;28:941-944) 0 

f •2>RPMI1640i^±te (i/^7) ^ffl^TiSSLfck h^Mb*»'J >ASfilffl 

iSttSLI-DHL-1i||^ (American Type Culture Collection^ CRL-2955) ^960 

x )l 7° U - h (CSffl L fc0 IH B (CIj&lJg 1 nM# £> 10 mM t ft Z> B ©D 

X&DMSO©^ (DMS0?¥) U 5%C02#£T, 37°C(CT4B P^i£ 

iiL/co (CellTiter-Glo (f£$|j^^i) Luminescent 

Cell Viability Assay (Promega) ) lNTilffliS^^:}iy!^ L/c0 DMS0?|T'(Z) 

fcy^ii£0$£Pfrk xjKZ))iy^{g^i00%w 
frj<h LT«±^it»J^£Jl!±! L/co 

M^b^B(iSU-DHL-1|ffl^©±^m^W^JL. IC5JS(i120nM-e 

£> -3 tc o 

[0054] ^JfefliJI 0 t; h^Mb*«'J >/^fi«ttKARPAS-299«(C^^^±^il 

»JM 
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KARPAS-299«&, t: 'J V. JAK3 

©S1£-fbtfi?ls§£tlTlN£ (Oncogene. 2002;21:1038-1047) 0 10%^^;!^ 

#^T^RPMH640^±te (i/^7) h^Mb*»'J 

Sfi»*fcKARPAS-299« (DSMZ, ACC31) £96-} xjU7°U-h (Cgffl L/c0 HI 

B(Cit}jiSlnM#^10MM,h^^M^b^B(Z)DMSO}^ X&DMSO(DMS 

01#) »JPU 5%C02#ST, 37°C(CT3B^iML/co IIISMS 

(Ce L LTi ter-GLo (JllijSllO Luminescent Cell Viability Assay (Prom 

ega) ) L/c0 DMSOg¥T©)iy£{g£0%»J% 

lsT^%:^i%ifo(Dfr(DO 

I±1 L/co 

"t(D^s Mi^bl^t)B&KARPAS-299«(m^it£»JU IC50{g(i250nM 

H-fo-otco 

[0055] mfeflijl 1 tl 

CMK«&. tl JAK3©^tt« 

tl TIN'S (Cancer Cell. 2006;10:65-75) 0 20%^lfojif iS^tJ^mM 

^U*$V£^i-r£RPMI1640i£ite (i/^7) £INSilted 

(DSMZ, ACC392) ^96-^7 xjU7°U-h (CSffl L/c 

o ^B(Cit)jiSlnM#^10MM,h^^M^b^B(Z)DMSO}^ X&DMS0©<^ 

mSOm) »JPU 5%C02#ST, 37°C(CT4B L/CQ 

(Ce l ITi ter-Glo (JllijSllO Luminescent Cell Viability Assay ( 

Promega) ) lN-c«i££}iy£ L/c0 DMSOg¥T©}iy£{Lt£0%»J% 

Sffl xJUT©}iy£{it£100%»J<h LT«±^it»J 

^£H!±! L/co 

Mi^b^t)B&CMK«(m^£»JU IC5Jg(i110nM-e^)^/c 

o 

[0056] ^«y 1 2 ITKdp*—tfPlSSttM 

ITK*-f--tfPMS1£lC^lNTttMobi lity Shift Assay^^ffllNtiiLfc 
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S (DMSO) IZfeMLs Sti$>lJt©100fe 

>j§Jt©;^£ilML/c0 iz^f/<y7y- (20mM HEPES, 

0.01% Triton X-100, 1mM DTT, pH 7.5) lZX2b{%mR 

L/co 

±IB© T v "tr -f / < >> 7 T7 - IZ TmWk b /c5 M L©4{£^JtB 

t/10 M L © 2{£}j§Jt © I TK dp * - ^384r>xjU7°U-h(Z)r>xjU^ 

U ^(CT30#P^SL/co 5yLtL(Z)4fe}jiSSK^7051 K (Srctid 

e, ^7°^ #AD-995) /ATP/MgCU ^SICT1 

•ttfeo K(iit)lSl000nM% ATP(iit}jiSl000yLtM% MgC L2(ilt)jiS5mM 

(CTSfflLfco >A>7 7-(127mM HEPES, 0.01% T 

riton X-100, 26. 7mM EDTA, 1% DMSO, pH 7. 5)60AIL»JP LTJ5J^£{¥±£ 

tfco iTKdp*—(yymt&w. 
/^7°51 K) ©t°-^im£#£>;£to£>ft££j$t)©^^£LabChip3000 (Perk 

inElmer) LT^HH L/c0 

7*—^T©J5J^=I >& — *> h£#fr=l> hP-JU^xJKW 

±||^&^£0%PM. ITKdr*-"tf^©^T©J5J^P>^-^> 

K*iJU0¥±ll^&^£100%PM£ U ^gMb^BiSg^iJU 

<^I»£!+JS L/c0 

M^b^B(iITKdp*—U 10nMlC£tt£PI 

»&^tl^tl29.5%, 92.6%Xfo^tc0 

[0057] 1 3 tl >ASfi«*fcJurkat 6.1 E« (C £ £ i^it 

»JM 
Jurkat 6.1E«&, t: K tst£T«tt 'J >/m&£<D$RlB&&X$> LJ. ITK© 

(Mol. Pharmacol. 2012;82:938-947) 0 10%^m;i £ 

t ZRPM11640i£±fe (i/^7) £IN'X±%m Lfcb h 'J >/ 

IfflSSttJurkat 6.1E||^ (European Collection of Cell Cultures^ 88042803 

) £96-} JL)17°[S-blZMMLtco ^B(C«Jt1nM#^10MM<h&£Mi^b 

^B©DMS0}^ X&DMSO(Dfr (DMS0?¥) »JP U 5%C02#£T, 37°C(C 
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T4BP^i£#L/c0 (CeLLTiter-GLo Lum 

inescent Cell Viability Assay (Promega) ) Lfc0 D 

Mso^-e©)iy^{g^0%M$ij% jLjixorn'M 

fit£i00%»j<h u/cQ 

$®Hb^tlBttJurkat 6.1 E«©±^it£»J U IC5Jit&940nM 

Xfo^tc o 

[0058] mmn 14 thu 
m 

M0LT-4«&% t h U ITK©^H# 

(Mol. Pharmacol. 2012;82:938-947) 0 10%^^;! 

£RPMI1640i£±fe (S/^V) h 'J V/^fifiIi*ttM 

0LT-4i||^ (European Collection of Cell Cultures^ 85011413) ^:96r>x>/U 

7°U- K(CSfflL/co ^B(Cit)jiSlnM#^10MM,h^^M^b^B(Z)DMSO 

}§&, X&DMSO(Dfr (DMS0?¥) U 5%C02#£T, 37°C (C T4 B Pelip# L 

tco -^CDtils (CellTiter-Glo (f£$|j^^i) Luminescent Cell 

Viability Assay (Promega) ) U/c0 DMSO^TOMIAE! 

t LT«i^6»J^£Jl!±i Ltco 

Ml^b^t)B&M0LT-4«(^m£»JU IC50{it&410nM-e& 

fco 

[0059] JAK3& 

BTK, JAK3&tHTK©9 Hfi 

XfcMt&CD** —tz#M^T£LT(D 

>ASfi»ttT&£OCI-Ly10i|fflR "7> hJUiWJ y/mmBffiXfo&Rec-] 

>ASfi«ttT££U-937«, ^Nb*«U >/^filffl^tt-e^^SU-DHL-1 

MBs &tfKARPAS-299*ifflR Mfe 
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>/\lI«^T&3Jurkat 6.1E, MtMC <J 

IfaXfo £M0LT-4ftfflJ® ©i^g £»JT £ £ t tu C tl b CDBTK% JAK3& 

t;iTK(Z)9t» 1 

tco ^ ̂ tc. >ASfi«^T&£OCI-Ly10«£ 

in ® !®f Ml ̂  ^ p^. T $ tc o 

[0060] ^iAXttf(Dli^K(:^ 

3tl£J£ttBTKPI^E. JAK3PI^fflSOTKPM^ffl?:^U. BTK, JAK3& 

x?nm?t> 1 & 
zmmt UTBTK#a^s u < &%mt su© 
mmt Lxmm^\*^vi-)\'tfi&mkLtctfAJmhmmmnm.m%s •$e> 
tcsuommt LTJAK3#st^b^ms u < LtctfAvfemmmmm 

ztc-z bizmommt LTiTK#st^b LtctfAQfemmmmm^® 
#m ft -e S £ o 



WO 2015/182628 54 PCT/JP2015/065154 

ff^GDfSIS 
[11^111] 5-{[(3R)-1-7^ |J p-nut°P u Vy-3-' 

({4-[4-(4-^^At°^<^^y-WJU) vy-\-'f^]7i-JU) 

LT^T^BTK, m3RXflTK(D 9 *> 1 

* — iz # M -5t~ & # A © )P W: E o 

[11^112] BTK, JAK3^t/ITK©9t)1fflXti^©dr^--tz#M-5T^#A#\ B 

11^111 (C|BS0EMI^o 

[11^113] BTK#M^T^#A#\ BTK# LfcRT'fc^, If 

^ciI2 tciB^ronilM^c^o 

[11^114] BTK#M^T^#A#\ vL/c^X"^ 

11^112 lClBS©ll^llJ^o 

[11^115] BTK#M^T £i$Ah\ ;JIJM£ 'J titt "J 

/JMJ >/^Sfi. #3§t£#iSSfi> hJU«U >AJffi, Xfit. 

>ASfi. B«fuU V/WfefiM, Mfe'JV 

/ ̂ 14 6 Jfr#I, 'J >/<Ms %.&&&•£•$&& S JfiLJrahs btz%> i¥ 

& -££>£, 11^12 tclBS©E^Mct)o 

[11^116] BTK#M^T£#A,#\ >ASfi, T>h 

>/^ss. >Ass-e& 
&s ii^ii5tcIBS©Eii^io 

[11^117] BTK, JAK3^t/ITK©9t»1fflX(i^©dr^---tf#M^T^#A#\ J 

AK3#M^-f£# A, "££>£, H5RII1 (C1B®©EM^O 

[11^118] JAK3#M^T^#A#\ JAK3# Ltz1$A,T*1h 

11^117 iZIBS©Eii^llo 

[IIM9] JAK3#M^T^#A#\ 

»u yjmxhz, 11^117 ^ IBS© mmmvao 

[11^1110] BTK, JAK3S.t/ITK©9t»1ffiX«^©dr^-"tz'#M^T-5#X#, I 

TKIl^tin (C|BS©E^I^o 
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*1111] If *ll1 OIZ 
§Ei6©EMlJ5£t)o 

*1112] ITK#M^T'J y/imJkXfi/5UZ 'J >/<£ 
ff *il1 otciB^ronilM^c^o 

*1113] BTK, m3Rmim?t>mxmn.%L(D*1--1zifmj3-TZ>ifA,ifs B 
TKMJAK3n*111 iz$m(Dmmm®o 

*1114] BTK, m3Rmim?t>mxmn.%L(D*1--1zifmj3-TZ>ifA,ifs B 
TKMITK n *111 iz$m(Dmmm®o 

*1115] BTK, m3Rmim?t>mxmn.%L(D*1--1zifmj3-TZ>ifA,ifs J 
AK3&tHTK 11*111 iz$m(Dmmm®o 

*1116] BTK, m3Rmim?t>mxmn.%L(D*1--1zifmj3-TZ>ifA,ifs B 
TK, JAK3&tHTK Il*ll UCiB^©HHM^C 

«Do 

*1117] 5-{[(3R)-1-7^ U P'T JUtfP U iyy-3—()^t^iy}-6-^Jl-3-
({A-\.A-(A-^^-)\y\^^vy-\-<)\y)^^) vy-\-'r;u]7x-ju} 

t>\ 5-{[(3R)-1-7^ U UO\y\^U u iyy-3—()^t^iy}-6-^Jl-
3-({4-[4-(4-P<51>'UH0^T^>-I —nu)n°^'j vy-\-'r;u]7x-ju 

y)¥^isy-2-tuitfJry-$ K t; 

s 11*111 ~II*I11 6 (D^ttlfr 1 lI(C|ES©E^I^o 
*iH8] BTK, m3Rmim^t>}mxmwi!i(D*i---£tfm5--$z>tfAJ(D 

*1119] BTK, m3RX?ITK (D?t>'\mxmn.%L(D*1-—&ifmj3-TZ>ifA, 
<D&m<Dtcfy<Ds ik&ya A X&"t (DWM^mzfFn£ tlZ>i&(D&mo 

*1120] BTK, m3RX?ITK (D?t>'\mxmn.%L(D*1-—&ifmj3-TZ>ifA, 
<D&m<Dtc£><Ds ik^Axtetvm'm^foiz^nisti&i&o 

*1121] ti^ik(Dm^m^Mmz^t 
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BTK, JAK3&t/ITKCD9 1 h?tf 

M^T Z> if A, (D 


