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[0002] Litt, 	LiToErMtsOli8e31ffi+GARAAbDNA0Migt:_ct-D -cgz..Ribl,„T 

t:_±,14-41-z•J_. L t: ct 9 Rt-4-zt 0Y-eZ. 	ogoitizlatfi *  

el-4<, 	-ftl'T--"Ctil*130TAl-),_LeTitaL iltkh-L'S 41,, 45TA1-),_LeTi'LaTE 

t Li-C-0Z 	(CA Cancer J Cli n. 	2011, 	61:69-90) 	0 

Tita04-4-1#(, 	,firii (M-f1-1*51) . t-taAIJ (*)1/>1#51, ,V341# 

I) , N Al- a f ig Al- (NAM ICI) vc_)c1J-,'sti.ze, g < otaa, 	•J_ti.60) 

51*.la(7).a4-Dt--z- 81#7V,"ff4-Dtt.z. 311 +ii=i 7 7 4 ') > 	"75\6, 7Latt(1) 

luminal A (*)1.>.Az..'-g-i* (I 	11=lit>k-gi* (ER) R6t7°i=lif5-1=1 

>A2..g.,f* 	(PR) 	) 	Pat, 	human epidermal growth factor 	receptor type 2 ( 

HER2) at) , 	(2) 	l um i na l B (*)1. 	>k74,f4qaft, HER2131t) , 	(3) HER2 

Mit, tVet: (4) ER, PREzVellER2eT/<-C rata) 	') 1)1. 	)15- 4 10 4 "D 

01)-1 	4 1VC-3M-,'Sti.Z. *)1/ 	>..5164131'it;it-Z-ett.a, 	7 

i >, 7 	37 --ffITLVAJISE0i)I.~ J 	HER2131,1t ;,t-Z--ett,a I, 

X71, 	=1‘t.S.E0t-i`,FIER24CIL 0 -D tc.ct ', VL, -t1.Tti.01)-1 

4 7° rjit U 1-‘71#i*A75qfpc,'sti.--D--D 5 9, iiiiipfbEl#01&,,eri-_\< a Ez 

Li-CO Z 	(J Clin Invest. 	2011, 	121:3797-3803) 0 	—, 	I) 1/1. ,i15- 

4 It:_li--Cttibr1341#51/Y—Nniz.s_e, 	IR,H,,--e5-̀ dits8.1*Itti-soc, 	'iz.-.. 

, 	*)1/>1*51(zi,--ctt, 	ttu6b\68.1#5-thAol-so;it-Z-\b, ffil-ittf'4' 
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[0002] %m(DrnntemmtfmfcT(D&m>pvnh(Dmmiz£-iTmtLs m 
&mzmmr * £ £ ic <t y fg^-r * t ©•?& *0 M^omo^-ent <11^ 

^^-e^130^A^±^?L^«hi#if^ti. 45J5 

tLTlN'2) (CA Cancer J Clin. 2011, 61:69-90) 0 

(*M«&) . ircussy (fciu^ym&s it^m 
)i) s WLMW.WM #<©*1^, z.ub(Di5 

afef^P7 7^u>^>^ ?L^&(D 
luminal A >§:#{* (IT, h • ̂  >§:#{* (ER) X(i7°P • 

(PR) ) Pitts human epidermal growth factor receptor type 2 ( 

HER2) Pitt) . (2) luminal B >^#<*Pltt. HER2Pftt) . (3) HER2 

Pitt. MtHC(4) ER, PR&tMER2^1"^TPitt© h U 7"©4^ 

(DV7°^-r 7°(C^I^tl^0 >S#l*PlttM^T-&tU;£\ ^^">7 

XX HER2R§tt£^-C&fttf 

77X77\ ^A5L-7^£,©}/CHER2^;£<h^/ci:9 (C, 7° 

LT^£ (J Clin Invest. 2011, 121:3797-3803) 0 h U 7°>/U^^^ 

< 7°(c^LT(i^b^)i^—&l^o t/c 
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ast Cancer Res. 	2011, 	13: 	224) 0 	L'it1.60)3.11±/k(big)ItIT, 	-i6Z.:PIK3CA 

gtA6Vita0ONg25%r.:06 641,Z (Chin J Cancer. 2012, 31 :327-334) 0  PIK 

3CA6 PI3KOftga= sy 1 --eZp110alpha0)3.11±1-C 	9, 	- . 0)1N ') )311. 

K )( 4 > L -J-  -- ff K )( -I > tz: A' M.g..r3tA0) AZ* sy I, 	t sy I` 7V4? 

Z. 	Zritt, 6 03.1ffi+O.P, tz.-. ct 9 PI3101M75”titibl-- Z L, Akt L k,\ -3 -4') > • 

A-  = > 	t --ff7P) %N 	VAI.4./ -c5ttibl-  Z 0  AktOTAVCitmamma l i a 

n target of rapamyc i n (mTOR) 7V4? -4-  Z 0  mTORtt 	i'7 4 :»osn L L 

-C PY/VS tt. tz_-_, -t ij > • 	A-  = > -J- --ff-e, WIEntimbt4t-seonitrot: 

1:1=16nt-sfA'mtH -D -c OZ. Zr_ OP I3K / Akt / mT ORM t . (1)5titib tt, AMIEJ8 VII 

I1ATZ)(t=XALL-cl3/bz*RTZ -J_Le75\Dzoz(oncol. 

og i st. 	2011, 	16:404-414) 	0  

232411710M81,*t''OM—intRt',  L li -C %il 641.Z )( l*J1/ Z >6t, AMP5titib 

ii1- 4 >J---ff (AMPK) 	5t,lt,( LT Z •J_. LT , '-i'voci80)±,enicu,v,-4- 

z zri L eld.**R, --,'S ti,---C 0 Z 	(Cancer Res. 	2006, 	66:10269-10273) 0  AMPK 

tt Ft, .g. 6Z. :a 4 -,'S tt. tz_-_, -t ') > • 	A-  = > 	f— -.ff Z, a 17 GAE8 r.: 80 -C 1 

)1/*-4-t,41$1.1411 li -c-  8 9, WIE181TAMP/ATP.LLOgali 	=g—  Li  --ur,4, 

-4-z 	(Annu Rev B i °chem. 	1998, 	67: 821-855) 0 	)( 1*)1/-Z > (.: ct ZAMPK5t 

tibtt, 	:::: I. 	i> K ') 7Complex IFE,VYNER vz.,a-i-  < <-_-_. Le 	75\ -D ---C k,\ Z 	(Di 

abetes Metab. 	2003, 	29(4 Pt 2) :6S88-94) 0 	Complex IFE,V, VC., ct .D --adjEni 

ATP 1 , )1.7`e-F-4-- Z L Amp / Arp tLe _Eril Li, AMPeAMPK (Z. 71=1 	5-  ') 'y fJ r.: el  

al-  z zr_. L rz., ct 9 AmPK75”titibl--  Z. 5titib litcAMPKtt, 	tuberous sc le ros i 

s complex 2 (TSC2) 0) ') >NHL 	.1i L-CmTORG):> 	t/l/CTLiVi -4-"Z 	(Gene C 

ells. 	2003,8: 65-79) 0 	L'i (1) Zr_ L tt, 	)( 1-*)1/-z >75qMIE180±PRACTL ,V, 1-  

zITHEia)--D L 4A. 6 tvr 0 Z 	(Cancer Res 2007, 	67:10804-10812) 0  1.),_E 

75\6, 	Complex I F.€1. ,V, AU ttP I3K/Akt/mTORgit. 	Fia ,V, -4-  z tc.6, 	zri ogit.75”t 

itiblitz_-.KA.V81L li-cVE11--ezL4A..641.Z. 
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i>(Pyridaben), 	l':>>(Bullatacin), 	E 1') : > : ' ) > A(P ierici di n A) 
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ast Cancer Res. 2011, 13: 224) 0 £4#(CPIK3CA 

(Chin J Cancer. 2012, 31:327-334) 0 PIK 

3CA&PI3K©Mfc-y K-e^)^p110alpha , ^0^'JtlA 
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ogist. 2011, 16:404-414) 0 
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~t ~b (Annu Rev Biochem. 1998, 67: 821-855) 0 ^ K tfUU $ >(C J: •SAMPK)^ 
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abetes Metab. 2003, 29(4 Pt 2):6S88-94) 0 Complex IPMSHC <£ -z> TilffllciJft 

ATPU^JU;6M£T't£<hAMP/ATPtt^±#U AMP^AMPK(C7 • 7>T >J V t IZ%£ 

-gT&Z.tlZkVMPKm&mkt&o /c&tt'fb L/cAMPK(i% tuberous sclerosi 

s complex 2 (TSC2) CD 'J Vlt'fb^rlT LTmTOR©:>y^,lU£:P.iS:t~'I> (Gene C 

ells. 2003,8: 65-79) 0 / h 

•i>ilS© —(QtlTlN'2) (Cancer Res 2007, 67:10804-10812) 0 

complex m^mpwkkt/mioRm^m^t^tcisbs z.(Dm&tfy& 

[0004] Complex ^^iT^bni^ <h L"Ois • "T J > (Rotenone)% tf'jy 

(Pyr idaben)% 7>;7 :> > (Bu I latac i n)% tfx 'J 5>'v>A(Piericidin A) 
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, 	)3 it -f :>>(Capsaicin), 	7 itif>(Fenazaquin),-, XM • 4x?,-,. 
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[M 

i) X^C i i) XifC 

T?S>y ; 

Yti, "FiBross-efey, 
[<b5] 

R5 (Y—9) (Y-10) (Y-11) 

YHi, C RhXttN-eS>y, 

Y2ti% CR'xtiN-efey, 

{0 Ls Y1 (h Y2(i|W]0t^ N Z. £ (£& < .. 

R\ R^RtfRnt, Hxtt/xpyv-c&y, 
Rb&s Hxtt€«R^u^u-es>y, 
Rc(is igMzJu^u-e&y, 
Y3(i% cHxtiN-efey, 
Rd&tfR8tt, HXttiS^JU^U'e&y, 
RHi, Hxtt€«R^u^u-es>y, 
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y 4tt, 	ORttS -e (,J, 

y 5 6t, C IHRUN --e 	9, 

y6 6t, C IHRUN --e 	9, 

Rgtt, 	HRtJ-sea77 )1.-)1.--eV,) ; 

R 2 6t, 	HR6 IVR77)1.)1.--eV,) ; Ezt i , 

R 3EzveR 46t, Ip7-RttA4 -D -c, 	H, i\Dif>, 10)3(77 )1.-)1., -0-ea 

77)1/)1., / \ 1=1 if i ,E67)1.)1., 	- 0 -/\ 1=1 if i ,E67)1.)1., 	ih D 7 

)1.-)1/R6t-CN -eZb\., Aott, 	R 3EzzflR 4e-ti.6759iia-4-Z>-ff> 

IlL-4*Lts-D -c2, 	2 -7)1.7J- 1=1- 1 , 	3 - >Ni7J- Ni-)1/TfMC 

1, --Ctcto. ) 

[0009] 48, -it:_,Eili,e401N9, *IEINISI=1=1 0Z,V3441:1=1 0,E'-4e1-to),V# 

AtL8k,\ --ctlEllk,\ 641,Ztaa, 	P1-0,E'-4ttP1-074[1 77 -4-0 

[0010] Vt., *RIElAtt, A ( I) oibatttRtto)±1 -g--4- Z'i'LC81#1EllEt 

AM'Arc_124-4-Z. 48, 	1,AEtItiMi-tttt, A ( I ) otatttxttoira 

-A--4-z'i'LC8AIJA--4-zo 

Vt., *RBA tt, 'itC81#1,11EtItiMi-ttaxtitiotc.6o4 ( I ) otat 

RttoiraoitER, 'i'LC81#otc.6o4 ( I ) otatttxttoitoitER, 

'i'LC81#otc.6o4 ( I ) oThatttRttota, Ezv,  , A ( I ) oibatttx 

ttoirrio5th's - AuLtR4-4-z .J_. L /J\ 6 ts z'itC81#51t:_r4-4-  Sao is 

8, 	1-,1-*_1 Ltt, -V81#/2\RL -4-z L. 1-xttofthotiii-treV,), 

z,VOL 1, --c6t, -off81#/2\RL Tz L. I- -ez. 

RBA 00A 

[0011] *RIEIA-Z 6 tt, A ( I ) oibai-ttRtt- otte.ftt-SComp lex IFE,V,MERR 

VeAMPK5tttibilf1111-Z <: L eftg----e 5-  ktz_-.6, pi3Kgme5tttib --,'s tot. 

7ita-eZ, h IPIK3CAgMatt'itrall18 	MDA-MB-453O118 -Ast,', 0 < "D 

b\OL. HDIK3CAgMlit'itralli8 	CE110-C, A ( I ) 0-fbatttxttoira 

oVatienilE,V,41F111, Ezve/Rut-tErAfF1114,11-  Lit± L. 	, -a)-3 to 

0 < -DIJ \ 0 h 1,  PIK3CAgMlit'itralli87"-AVLS-30 -C, -0Alli8±114-41E,VYFJEll 
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oxtts-e&y, 
YHi, CHxtiN-efey, 

Y6(i, CHxtiN-efey, 

R9(is HX(i€M7;Udr;U-e^)l'J ; 

R2(is H 

R3&tfR4tt, |f|—H% /xp^fX ISMZJU^Jk -0-{£M 

ZJU^rJk /xP^rVlgMZJU^Jk - 0-/\• *f J ISMZJU^Jk ^ 0 Ul7 

JU^JUXtt-CN ZfoZ>h\ ^x&% 

T2, 2-^7>/U^P-1, 3x/y>drV-jU^rfFM 

LTt<Ux0 ) 

[0009] $#lC§Eii#&lx|jgy% 

(C<13l/Xx tffll/X i^tl&tMa's m — ©EE"*§"fc£m — (DMVM&TF'TO 

[0010] ztcs ^ (i) 

&fc\ ^ ( I ) <Dib'&MX.&*<DikZ 

^mtz> *n<at%o 

%tcs ?Lm%tmmmm$&j&m<Dmi£<Dtctb<D3, (i) 
?L&&m<Dtctb<D3, (i) <oit^y.^(oik(o^m. 

$Lj&&m<Dtcfy<Dj$, ( I ) CD-fb^tlXtt^©^ ^ ( I ) 0-fb^tlX 

iz&^-t Z> z t fr b ftZ>?Lm£mj5%IzMT&o & 
fc\ Wiu t(D>£m%ij&Mtt%t: h 

£H*§<h LT^ 

#PJ30$JJH 
[0011] ^ ( I ) 0<b^tlXtt^©&tf&&&CompLex 

mw^mmm^Mt&zttmmz^tctcisb, POKM^^^ntc 
%mzfoz>, M \-pmch&mmmimmmvh-rn-mmm%:<3h\ ^<-D 
fr<D£ hPIK3CA^apitt?L^«tt^ffltxx, j£ (I) OMb^tlXtt^©J& 

f09^0 

ix<c>^©t; KPiK3CA^apitt?L^«tt(cfc^xx, ^©«±^ilPlS^ffl 
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, RvvRttti-,ErgifFnleHOJ_LR,,±,Lito ,-•J_. ---e, 	--L's66:.*RHA-Z6 

tt, 	zritt,60LI-FIK3cAgzRAritt-itgAIEnTL-Atz.-. --Do--MSWIA- L, A ( I ) 

otatttxttotaiAgoOli8±BANIV,i/FJEll, EzvVRttgot-tliMrieFJEll 

/-7 -4-L I-FIK3cAgMitt-itrAlli8 	--ett, mcrzieRIR,L -c kiN 1-S kiN .j_. LfrE,0 

L, 	zrioAtz=ZPI Ltc, ts8, MCT4L tt, monocarboxy late transporter 4 ( 

i t )1/t AkftItL1 44) a) ' IT 	9, 	VC :Ant 	*Hili81 	iJN. 6*IfIli8M-011 

-4-ziati-5, nhltsEIMFAA/Y7-tifELA-404--eRiRe-h40 (J Biol Chem 

. 	2006;281:9030-9037) 	. 

*RHA-Z 6 tt, A (I) 0 tatttx6t0piraiAgoOli8±BAFE,V,1,FPI, Ez 

Ve/R tJ-A 0 -tlErCtit 	TI' J_. L L, 	-. GAIII18 'Ts-t,7.../-31,./zkici-40RIR,L 0) 

rA, 1E1A6b\t:_ -4-ztc.6, PIK3CA0gMtitc.i-so LI-'i'Lamia 	tL -Do-c 

t, A ( I ) otatttxttoitioAlli8±,011E,V,i/FJEll, EzvVRttt-taftf/F 

1,11MI- Lito -0*IiA, PIK3CA0gMtitctsoLl-'i'LaUli876zs-31,\ -c 

t, mcr4eR/R,1,-cotso L 1-KamiaTL-A--e, A ( I ) otatttxttoira 

iY,gA*11i8t:W4-zgo*Hili8±,en-Old,V,41F111, Ezve/Rugot-targiiiNEll ,-T 

-4- J_LeHA6b\Lts-Dtz.-..„ 

apt,, A ( I ) O'fbatttRtt- 	Ottatt, at-SComplex IF.IIVYFJEIIRTfAMPK 

5titib4,F1111_,, Ka, *t.c_rocrzieRiR,L -c kiN 1-S o'ita, 	L 9 bt.tmcrzie 

RIRL-ck,NtSOPIK3CAO_ArkilltKaV8*Ali L li -C 'WERT 	Sao 

[0012] 

RBA 	1A-')A4--  Z tc.,60J,V, 

IV,-F, *RIEIAV,MtL,N,H1J-4-zo 

*13AUfsc_s-30-c, 	1-1EM7)1.)1/i Ltt, 11$14xtt3T-W0P—ikAtkel 

5\66 	(J-) a, 	c1_6L 1 I-4-1 	0)7)1,-)1/, 	INA..a)()I., 	i)i., 	n-7° CI EA/ 

, 4 V il=1 EA., n-1 	11., 4 V 1 	A/ , sec-1)k tert-1)k n-'> 

)1/, 	n-iN-:>J1.- --CZ. 	z,fiNILi,--cttcl_47)1.-)1.-eV,), 	1.10,hle 

LL-Ctt )< 	)1/Rtt 1 	)1/ -  - e 	Z,, 	--,'S 6r,= 1.10DEOLL --c6t)<)1/ -e9, 

V-z.-.. -L's 66:_ 1.10),VOL i,--oti)1,---ez„ 

[0013] I-i \I=1172 >J tt, 	F, Cl, 	Br, 	I .0A-4-- zo 	z,VOL1,-cttF-ez. 

WO 2014/199933 7 PCT/JP2014/065181 

. ^z.z\ 
znbvt^prnch&mm^mmmmz'D^TmmtmLs ^ CD 

t hPIK3CA^apftm^»ttTi£, MCT4tffgSE <h £flls§ 

Ls ti CD,^UClf IH L/c0 MCT4<h(is monocarboxy late transporter 4 ( 

J t) )\z^yWtW\xk^.W4) ©B&T'ifo y s 

t"'2)ISl$'(J Biol Chem 

. 2006;281:9030-9037) 0 

^ (I) Jk 

M&%VRbtMZtZtctos PIK3CA©^S£J#/cft^t: 

t. 5S (i) (Dik&Mx&tfDikfDmmmmm.mftm. Rxf/ximmm^ 
o PIK3CA©^S£J#/cft^t: h?L^«tt(caiNT 

fc, MCT4^I1LT^^^H K?L^«ttT\ 5fc ( I ) 0Mb^tlXtt^©J& 

1"o ttfVRbfrttt-otco 

IP*>, ^ ( I ) &$?&Complex iPMftffl&tMMPK 

^CMCT4^IILT^&^?L^ ^yfew-Mtnw 
mm i>T^^^PIK3CA^apitt?L^©)^^y 

[0012] 

RfiMZJUdrJUJ 1 

fr£>6 (J^% C,_6£BSf) (ZWUdrJk 0!l*.tf*^k n-7°P HMU 

% -f 7 7°P tMk n-7>,lk -fV^Jk sec-^Jk tert-^Jk n-^> 

^Jk n-^dp^v'U^'e^^o LT&C1_47,'UdrJUT-&1'>U SU©^ 

<h £ ^cSiJ©fi*§<h 

^(csy©H*i«h LrteJi3LJl'TfcZo 

[0013] r/\p/f>j F% cu Br% &£ll*§<h L"a£F-e£>£o 



WO 2014/199933 	 8 	 PCT/JP2014/065181 

[0014] 1- /\1=litieN3(77)1,-)1H 	Ltt, 	1 11:11,)1_E0/\1=1 /72>TZ11-,'St1.tz_-_, 	C1-67 

)1.-)1/TZ. 	Z;e0L1_,--Ctt, 	1-5 11:10/\1=1/72>TR -,'Sti.P.-..C1-67)1. 

-)1,--e 	9, 	IJOSOL 1, -C tt 	') 7/1/7t 1=1 )( 	)1/R1,J-s:')7 )1.7t 1=1 )( 	)1,--e 

Z. 	--,'s 6 t::. 1.10;e0L  LZ6t 	')7/1/7J- 1=1)( 	)1/."-C 	9, 	'/"'c. --,'S 6 (Z.IJOD 

SOL 1,--C6t:')7/1/7J- 1=1) 	)1/."-CZ. 

[0015] I- 1=177 /1//1/i 	Ltt, 	C3_100M1QLL'A7JKAI-AaT9, 	1:17,1_,--Cl,\ 

.-Ct,t0. 	II.JA..a, 	:>1=111=1E)1., 	:>1=11)1., 	:>1=1/>)1/, 	:> 

1=1/\-:>)1., 	:>1=1/•7° )1/, 	:>1=17J- )1/, 	77 Y7>)1, 	--CZ. 

ZEOL 1,-C ttC3 _8:> 	1=1 77)1.-)1,--e 	1'). 	1.10);VIL 1,-C ttC3 _6:> 	1=1 77 /1/- 

)1/TV'), 	--,'S6r.:IJOSOLLZtt:>1=111=1E)1.---eZ. 

[0016] [7')-)1H Ltt, C6_140*If -Ellyt- -ap-ikiLZKAI-AaT 	9, INA_a 

7i=)1., t7/1/TV'), 	1.10,gaLl_i-C14.7i=)1/TZ. 

[0017] 1*MAA-2A/•5-I=I77 ')-)1/i Ltt, 0, SEzVeN75\65EfRti,Z,\T-i=iff, 

±.1 -4 ilil-g--4-  Z 5 R(4.6 AVC-A4-ai-AI0)-3 tiloW-ZA±L 

1,-C111:11,),_LONTZI-AaTZ. INA_a, 	El=1 1))1., 	4 ZY VI) )1., 	L.° 

Ni ,) )1/, 	A- 	- 1)-‘1,) )1/, 	4 N/A- 	- 1)- Vs ,) )1/, 	77 `i ,))1/, 	4 N) 	77 Nis,))1. 

, 	1- ,)77 NP))1/, 	A- 	̀i ,) )1/, 	77 :')77 `i ,) )1/, 	5-  I- 	V') )1/, 	h°') 

/1., 	E')Z:')=)1., 	E:')=)l., 	Ei) y:-)=)1„ 	I-') 7:-)=)1„ 	5- I- 

=)1.- ----e9, 	Z,f4MIL Li -CUE') 	)1., 	L.°=)1., 	E.Vs ')/1/R6t 

77 77 `i'))1,--eZ. 	I.JODEOL1, --Ctt L.") 	)1., 	L.°=)1/Rtt ENi') 

)1/ -e 	9 , 	--,'s 6 t::. 1.10),VOL 1,-Ctt EI):')/1., 	E:')=)l/R(4-E,) Z:')=)1. 

[0018] 

--eZ. 	-,'S 6 t::. 1.10)VOL 1,-C tt E'):')/1/TZ0 	-,'S 6 t:..lionaL i_,--04, 

A ( I ) t:.../-31,./Z-Y -e4(Y-1)0a/-7 -4-taa04 ( I ) otatttxtt 

- .0)12L6t, A (1 - 1) O'fbatttRtt-OlITZJ_L741]-4-Z. 

WO 2014/199933 8 PCT/JP2014/065181 

[0014] r/xp/fVlgMZJUdrJUj tit, 1 {®^±©/\P^r>-eS^^tl/c, C,_67 

foZ>WMt LTtis 1 ~5m(DJ\nfyxw$k^titcZ^-7)\s 

JrJl'Tfci'Js SO(DWMt LXlt h 'J 7Jltnt^JlXltis? 

$>&o blZ%\}(DWMtLTl&h 1)7)13-t/c£i^CS!J© 

WMt 
[0015] \*sOu7)\,*)\/\ tit, C3-w(DMn®i4k7kMm&-Z'fc['). 

TtctUo 0U3.1& :>^P7°P HMk ^>^P7*fJk is? n^y^Jlss is? 

p^dp^jk is? u^y°^jiys is? nt?^)is fo 

Z>WMt LT&C3-aistn7)V*)VUfoi<js %\}(DWMt LXltC3.6is? nTJi,^ 

Jl/VfoVs $ blZ%i]<DBffit LXltis? wfa ¥)\sX&%>0 

[0016] rrv-jisj tit, 

7x"Jk -f 73-J\,-?&l'Js %iJ<DMffitLXtt7J:=JI/V&Zo 

[0017] >j-JUJ tit, o, 

•?^r 1 ~4m$mt2>5 5uz6m<Dmm3.35mmm&<D?t>m<Dmj&m:?£ 
utiiJ-uoN^ttssi-esiSo tfp'jjk tr 
^V'jjk x*y-vi)jw -< v^i-^itV'jJk ^zi/iuk -< v^zi/iuu 
, KUZV'lUk ^dpHt^Zl/'JJk ?J7i/J7VlJ)W T h^V'lUk tf'J 
•^Jk tf U $ y"—Jk \^^V—)1>S t?'J-$fi/—Jl>s h U /^-Jk -x h ^ v 
-ju#-es>y, &£fi*§<hLT(in°uy^k tr^^-Jk 

7^7x/U;U-e^^o sy©i^i^: LT(it0|J vJk v-JUXti 7 U 

ju-c&y, £ ^csy©fi*§<h unt^u i/)w ^v~)i 
-e$>Zo £ £icBij©^n£ LTtieu $ ibizmommt bxit 
¥?is-)\,U$>Z>0 

[0018] 5$ ( I ) lC£tt£-Y-tf^(YH)0g£^Tt!£-©5S ( I ) Oit^Xlt 

5$ ( I - 1 ) £o 
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CiL6] 

Re  
N 	I 	 R4  

•-....)- 
Y2 OH) 

R2 	 R3 

[0019] 	A ( 	I 	) 6z_-.861Z - Y -7VA(Y-2)0)a ..-TVIa0)4 ( I ) 0)4bat,R6t 

-. °DIAL tt, A ( I - 2) otatxtt-ottore.bz:.Lan-4--zo 

Eib7i 

(I-2) 

[0020] 	A ( 	I 	) 62 =81,1 Z - Y - 7Y4 (Y-3) Oa '..-7 .4-taa0)4 ( I ) 0)44at,R6t 

-. (DIAL tt, A ( I —3) otatxtt-ottore.bz:.Lan-4--zo 

[M8] 

Re  
O 

*----- 

 

R3 

[0021] 	A ( 	I 	) 6z_-.861Z - Y -7Y4(Y-4)0)a ..-TVIa0)4 ( I ) 0)4bat,R6t 

-. °DIAL tt, A ( I - 4) otatxtt-ottore.bz:.Lan-4--zo 

WO 2014/199933 9 PCT/JP2014/065181 

[<b6] 

R1\ ^-Nv 
•^Y 

1 / 
N O r r VA 

~N Rc 
N 

R2 

R4 

R3 

(1-1) 

[0019] 5$ ( I ) Y-tf^(Y-2)0g£^fii£-CD5£ ( I ) (D\ 

5$ (I -2) <Dik'&y!lXte:t(Djk-ei!bZZt%MufcTZo 

[<b7] 

(1-2) 

[0020] 5$ ( I ) Y-tf^(Y-3)0g£^fii£-©5£ ( I ) CD-fb^tlXtt 

5$ (I -3) £o 

:-fb8] 

(1-3) 

[0021] 5$ ( I ) Y-3b^(Y-4)0g^^-rJi^©^ ( I ) CD-fb^tlXtt 

^ (I -4) 
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[Th9] 

r ?( 
, 

Rf  

N Ra 

(1-4) 

R2 	 R3  

[0022] 	A ( 	I 	) r=861Z - Y -75'4(Y-5)0I7T1- taa04 ( I ) O'fbaltRtt 

-.0)±2.L tt, A ( I - 5) otatttxttotra-zzz_-_. L;0,A-4-- zo 

Eibioi 

R \.-- N--...„)' ...., 

R2/  R3 

(1-5) 

[0023] 	A ( I ) 	tZ.-1-30- Z - Y -e4(Y-6)(/)a.-T -4-- taa0)4 ( I ) (1)4batttRtt 

-.0)±2.L tt, A ( I - 6 ) otatttx6totra-zzz_-_. L;0,A-4-- zo 

[tin 

r. (1-6) 

R2 	 R3  

[0024] 	A ( 	I 	) 6Z=S3t./ Z - Y -75'4(Y-7)01.-71- taa04 ( I ) O'(batttRtt 

-0)±2.L tt. A ( I - 7) O'fbatttxttott.--ez z_-_. L .;,07A-4-zo 

Eibi2i 

O 

(1-7) 
..-----,,, 

WO 2014/199933 10 PCT/JP2014/065181 

[<b9] 

R\ 
9 

R2 

R4 

R3 

(1-4) 

[0022] ( I ) Y-^(Y-5)©S^^fiI^©^ ( I ) (Di 

5$ (I -5) (Dit^Xlt^t(DikXh^Z.t^MMt^o 

utm 

(1-5) 

[0023] 5fc ( I ) Y-^(Y-6)©S^^fiI^©^ ( I ) CD-fb^tlXtt 

5$ (I -6) £o 

[-fbi i ] 

R\ „N 

x-
Y4 O 
/) " 

N' 

R2 

R4 

R3 

(1-6) 

[0024] j£ ( I ) Y-^(Y-7)©S^^fiI^©^ ( I ) CD-fb^tlXtt 

5$ (I -7) £o 

[-fbi2] 

x-
r^N 

R\ 

O 

N 

R2 

R4 

R3 

(1-7) 
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[0025] A ( I ) t:.1-30- Z - Y -7VA(Y-8)0a7T -4-taa04 ( I ) otattxtt 

--otra Ltt, A ( I - 8) otatttxttoirezJ_L7Fitu -4- zo 

PL13] 

O 
R4  

N (1-8) 

/\X Rz 	 R3  

R ,,,„ ....,...), 

[0026] A ( I ) t:.1-30- Z - Y -7Y4(Y-9)0a,-7 -4-taa04 (I) otattxtt 

--otra Ltt, A ( I - 9) otatttxttoirezJ_L7Fitu -4- zo 

PL141 

O 
R4  

Y6  
(1-9) 

N N .,,,)- 	/ 

Rg  

[0027] A ( I ) t:.1-3(1Z - Y -7Y4(Y-10)0a7T -4-taao4 (1) oibattx 

it--o 

Eibi5i 

Lit, A ( I - 1 0) otatttx6t-oirezJ_Lygri -4- zo 

O 

r — 

R4  

(1-10) 

R2 	 R3  

[0028] A ( I ) V,: 80-  Z - Y - 7Y4 (Y-1 i ) Oa 	/-7 -4-taaa) A ( I ) O'fbattx 

ttotaLtt, A ( I - 1 1) oibatttxttoirezJ_LS[1-4-zo 

WO 2014/199933 11 PCT/JP2014/065181 

[0025] ( I ) lC£tt£-Y-tf^(Y-8)0g£^t-t!£-©5S ( I ) 

5$ (I -8) £o 

[<bi3] 

(1-8) 

[0026] 5$ ( I ) lC£tt£-Y-tf5£(Y-9)©g( I ) OMb^tlXtt 

^(Diktte, 5$ (I -9) £o 

[<bi 4] 

(1-9) 

[0027] 5$ ( I ) £fcH:J-£-Y-tf^(Y-10)©g£^rii-&a)5S ( I ) 0-fb^tlX 

[<bi5] 

R1\ ,N 
X-N (1-10) 

[0028] 5fc ( I ) Y-^CY-lD^g^^l-if^©^ ( I ) 0-fb^tlX 

^(1-11) £<, 
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[M16] 

O 

' , R2 R3  

[0029] *BMW: 8 k, \ -c, 	I-Z 	--,'s ti.--c k,\ -c t ct k,Ni 	L tt ,,,R,Z -  0 , 	-1-  li < (. 

-Oca 	1—  5 11:11, --0,\ Z •J_. L70,,[1-  4 - Z . 48, *N11:10Z-Oa -4-z 

via, - . 41.60)ZI'IttP1—T-D-C t, ThiNtZ.:At'S -D --C 0-C t ,t0„ 'V-z_-. 

, NCTOVRIR, 1_, ---0,\ ts k,\ _1 Vii8L tt, 	3.1ffi±w±,51 (f 	FISH (f luores 

cence 	in situ hybridization method) 	, 	PCR 	(polymerase chain 	react ion 

method) 4E) , 	)( ‘y -t > :' -t,  — R NA*t±, 	(IN, 	RT—PCR (Reverse Transc 

r iptase PCR) 	, 	ISH 	(in situ hybridization method) 	tSE) 	, 	'>/'N 

*t±,51 (IN, 	IHC ( immuno—h i sto—chemistry method) , 	r,i'>11=1‘Y 

iIt's E) fsE a) 	51"-C, EARN 6 T PI 0 itMDA-MB-453M8, BT-474Ma, 

-'- L < ttOCUB-M„JEJ8, 	Rtt, 	MaiN7TJEll l,\ tz:FICC1500*Ej8, 	ZR-75-30VJE18, 

L < tt HCC2218*E8 L Pleomci - 4 0 RIR,a ---e 	zuji8sri -4-  Z 0  

[0030] A ( I ) otai-ttxtt-ottoZ1-60J-),-Ft.,:,-7 -4-0 

( 1 ) 	R'e, ea 77 )1/ 	.JI/Ezz) — 0 —,W)3(7)1.)1./J\ 6 tszETb\ 6int1R-L's 41, 

za--e-ttTtLITlic -,'stl.---ck,\ -c t ctk,N, 	7 m=A,, 	E 1) :'))1,, 	E:')=)1,, 

E 1) z :')=)1/R6t h 	Vs ,) )1. ---e 	zibai-ttxtt-otto 	1.101-SOL 1,--ctt, 

R le, ea77 /1/ .JI/Ezt)`—  0 —,E67)1.)1./J\ 6 ts z ET /J` 6 in* -L's ti.zI-e 

-,TtLiTlic -,'stl.---ck,\ -c t ctk,N, 	7 s=)1., 	Ei) :'))1,, 	E:')=)1,Rtj-,E1) 

Z 	=)1.-ezibai-ttxttotrio 	--,'s 6 vc_ 1.10,WIL Liz tt, 	Rie, 	)< 	)1. 

, i)1/, 	)< I- 	)3zz)i I- 	iiJN.6iszET/J\ 6int1R-L'sti.za-ett.TtLIT 

-0,-,'sti.-ck,\ --c t ctk,N, 	7 i =J1., 	L") :'))1., 	L.c' 	=)1/xi,J-, E 1) z 	=)1.-e 

Z,fbai-ttxtt-ott,i. 	A-. --,'s 6 v,-_-. 1JoigaL  LZ6t, 	Rie, 	)< 	)1,, 	i 

)1., 	)< I- 	i )3zz)i I- 	i iJN. 6i-szET/J\ 6int1R-L'sti.zI-ett.TtiM11-,'sti, 

WO 2014/199933 12 PCT/JP2014/065181 

[<bi6] 

(i-iD 

[0029] rg^^tlT^Tt J:lNJ tlts &SS&U SLOiS 

tf^u swcs&^wrt<fciN0 t/c 

, rMCT4^HLT^^^J (0!k FISH (fluores 

cence in situ hybridization method) „ PCR (polymerase chain reaction 

method) ?<j:t) % ^ v iz >i/1 — RNA^HHTJ/S (0!k RT-PCR (Reverse Transc 

riptase PCR) % ISH (in situ hybridization method) t&t) % 

(0!k IHC (immuno-histo-chemistry method) % ^7> 7°P "V 

h;£&£') IS,^y6-effl^/cMDA-MB-453i|fflR BT-474|fflR 

g L < (iOCUB-MlfflR Xlt, iSM7-effl^/cHCC1500i|fflR ZR-75-30«, 

gL< ltUCC22mmtm%mCT4(Dm%mXfoZ>mm%:WMTZ>o 

[0030] 5$ ( I ) (Dit^Xlt'tCDikCDh^mm^liiTlZ^to 

(1) R1 

7x"jk kf'J*>Mk \Z=?V-)W 

^^-)ixit^^vij jixh^it^xittoiko soommt LTit, 
R 1 tf. - o -7)1MR£n&s-e 

7i-Jk kf'JS/Mk 

£ ^cEy©H*§<h L-ai, R1#, 

S I^Jk h dp'V^.'tM h dp'>'AV,Q^'2)S¥AV,Q3SiR^ tl^i&X'ttl't'tlM. 

7JL-)IS eu^Jk ^-,/u-e 

^csy©iMi<h LTti, R1#, p^Jk if 
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-co-c t ct 0, 	E' ,) 	)k., 	L.°=)1/Rtt Ei) z 	=)1--ezibatttRi,t,- 

oito 	--,'s 6r,= 1.10,4ML liztt, 	Rie, 	)<)1„ 	=)i„ 	)< 1, 	-:>Rti 1,  

JJN.6i-sZET/J\ 6 intR-L'sti.Z/--eZlic -L'sti.-co-c t ctoEi) 	)1.-eZ,fb 

atttxttotra. 	--L's 6t.,:lio,feaL Liztt, 	R ,e, 	)<)1,, 	i)i„ 	)< 1 

)3zz)i 1-/J\6i-sZETe.6intR-L'sti.Za--eZlic -L'sti.-co-ct,t0E' 

=)1,-ezibisi-ttxttotra. 	--L's 6t.,:lio,feaL Liztt, 	R ,e, 	)<)1„ 	i 

)1/, 	)< I- 	)3zz)i I- 	JJN. 6i-szge.6intR-L'sti,Za-ett.T412-0-,'s 

ti.k.., 	E') 	)1.3ztt E. 	=)1,--ez,ib atttxtt ,- 	oz. 	--L's6t:lio,feaL 

1, --C6t, 	Rib,. 	)<)1/, 	i)1/, 	)< I- 	)3zz)i I- 	./J\6i-sZET/JN. 6 in* 

--L's ti.Za--eZlic --,'s tLit. E I) 	)1.-eZibsitx6totra. 	--L's 6 Vc_ 1.10,COL 

1, --C6t, 	Rib,. 	))1/, 	i)1/, 	)< I- 	)3zz)i I- 	./J\6i-sZET/JN. 6 in* 

--L'sti.Za--eZlic -L'stLiz.-..E=)1.-eZibatttRttoirao 	--L's 6r,= 1.10),fee 

L 1,--c6t, 	Rie, 	)<)1., 	)< I- 	)3zz)i I- 	./J\ 6i-sZETe. 6intR-L'stLZ 

/--ett.Ttalic -L'sti.tc., 	Ei) 	)1/xl,tL° 	=)1.-eZibiSi-ttRttoira 

0 	--L's 6t:_iJonaL liztt, 	Rie, 	)<)1., 	)< I- 	)3zz)i I- 	./J\6i-:Z 
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V^*7-JU£^rT£<b^tlXtt^©&o ^ blZ^\(D?sMh LTtis R3 

A<HX(i2 - F-C&oT, R4AU - h >J yJUtn^^JUXl^A- -C N-efeS 

£ e>icsy©^il£ LT(i, R3tfHX&2 - F-efeoT, 

R4AU- MJ 7Ju*p*^uT&£<b^tixtt;£©J&o £ e>icsy©^ii£ L 

Ttt, R4AU - h >J 

i&o £ bizmomut LT(i, R3^H-efeoT. R4AU-C N-e£>£-fb^ 

(8) ±|E (1) ~ (7) lC§Eii©&S©lN1* tl^(Z)H^i(Z)9 t>^/t 
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[0035] nigE (8) tLENCOE(7)-ab-ffL li-C, Ai*FYN:it, imA_alv,-Fosee 

 	'64-t.z. 

(9) R27YHTV,), xecH -eztatttxttoira. 

(1 0) 	Ye(Y-1), 	(Y-2), 	(Y-3), 	(Y-5), 	(Y-6), 	(Y-7)R6t(Y-1 0) ---eZ 

(9) ENCO'fbatttRtto)±1. 

(1 	1) 	Ye(Y-1-A), 	(Y-2), 	(Y-3-A), 	(Y-5), 	(Y-6-A), 	(Y-7-A), 	(Y-7-B) 

R6t(Y-1 0) --eZ ( 1 0) giENCO'fbatttRttOta. 

( 1 2) 	RbeHR(4.)( 	JI., 	Rce)( 	JI., 	Rde)< 	)1/•"-CZ 	( 1 	1) 	EENC,G) 

Mat Rtt '-o)±1. 

( 1 3) 	R 3eHRtj-,/\1=02 > --e.D -c, 	R 4ei\i=1ifieN3(77)1.-)1/R6t-C 

N ---ezb\., Aott, 	R 3EzveR 4e-ti.6759iial-Z>-ff>rAL—f*Lts-D 

Z2, 	2 -7/1/7J- 1=1 - 1 , 	3 ->Vsv-)1.)TMZ-4-Z 	( 1 2) pa 

Ni,otatttxttoira. 

(1 4) 	IR , e, 	IEUR77)1.-)143z-ue-0-1,EUR7)1.-)1.75\6i-sZET75\6int)R --,'s 

ti.Z/T- - tt.TtLZ14 -,'sti.--0,\ --Ctctk,\, 	7 i=)1,, 	Eij:'))1,, 	E:')=)1, 

RttENJI))1,--ez (1 3) ENCO'fbatttxttoira. 

[0036] *RIElAtL -A--,'sti.ZA'17gligibatttOINL Li -CU, 	Z,VOL Lt. 	[Th 

tgGiotati Rtt '-ti.60±Paetf6ti.Z. 	IJOSOL Li-CU, 	[Th 

tgG204battti R6J--t1.60±1751,1641.Z. 

FibatttgG104battm 

(5-{1-[(6-)( 1-E ,):')>-3-4/1.))<)1.1E, >-4-4/1/1-1H->N1 

4 Z YV-J1.-2-4 JO {4-C4-( I- ') 7 )1.7J-  Q) 	)1.),  > :'))1.1 E, 	)>-1- 

(5-{1-[(5-)( I- 	-:>E:')>-2-4/1.))( 	)1.1 E/H):')>-4-4/1/1-1H->Vs 

4 Z YV-J1.-2-4 JO {4-C4-( I- ') 7 )1.7J-  Q) 	)1.), >:'))1.1E, :)>-1- 

-1  

(6-{1-[(5-) 	JI/L.°>-2--()1.))< 9 )1.]L.°, ' 1) 	>-4--( )1/1-1H-> Vs-1 

Z YV-J1.-2-4 JO {4-C4-( I- I) 7 )1/A-  CI) 	)1.),>:'))1.]L.°/>-1--1 

WO 2014/199933 23 PCT/JP2014/065181 

[0035] fulE (8) LT, 

mf btiZo 

(9) R2^H-eS>y, XtfCHT&^b^tlXtt^CDJ&o 

(10) Ytf(Y-1), (Y-2), (Y-3), (Y-5), (Y-6), (Y-7)Xtt(Y-10)-C&£ 

(9) %m(D4t'gmXte:Z(Di&0 

(11) Ytf(Y-l-A), (Y-2), (Y-3-A), (Y-5), (Y-6-A), (Y-7-A), (Y-7-B) 

x&(Y-i0)-e&£ d o) 

(1 2) Rbtf R^fJk R (1 1) IE MO 

(13) R3^HX(i/\Py>"e^)^T, R4^V\p^ 

N-e&£jb\ 

T 2 , 2-^7;U^P-1, 3( 1 2 ) IE 

(14) R1^, fcttikT)\/*)\/Mf-0-fctgkT)\/*)\/fr%t£Z>&fr%MiR-$ 

7X-Jk kf'J*>Mk 

xtttr^V'jju-efei) d 3) iES©^b^x(i^©J^0 

[0036] LT(i, LT, 

x.it*tit><Diktfmtf*>tiz>o mowMt LT^, r^ 
tl i#G2 © <b ̂  tl J X ^ ft £ © & £ ft £ 0 •• 
(5— {1 -[(6-j>< */y-3-'nk^fju]^1;^>-4—rJUHH-^X/ 

-< JU-2—r ;u){4-[4-( K U 7>/U^-PP<5I>'U)^>^>'U] 

-nn^y >, 

(5— {1—[ (5—j>< K tr^ ̂ >-2—r JU) * ̂ JU] tr^ u ^>-4—r ;U}-IH-^> y 

-< JU-2—r ;u){4-[4-( K U 7>/U^-PP<5I>'U)^>^>'U] 

-nn^y >, 

(6— {1 -[ (5- j>< fju tr^ ̂ >-2—r JU) * ̂  JU] tr^ u ^>-4—r JUH H-^ > vy 

JU-2—r ;u){4-[4-( K U 7>/U^-PP<5I>'U)^>^>'U] r 
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11/1 )4'7 I 

(7—{1—[(6—)< k* 	El) V >-3-4 )I.) )( 	-)1/] L.'/' ') V ./-4--1 A.} -I Z YV[1 

, 2—al 	'') V i-2--f )1.){4—C4—( k') 7/1/71-  r:I)( -)1.),Nz 	V/1/7 L'is' 	V 	—1- 

-f J14)4  '5' J N./, 

4—({4—[(5—{1—[(5—i k 	- -:'J E' -3 ..;>-2—,f )14 )< 	)1.]L°/' ') V >-4-410-1 — 

)( '*)1/-1H-4 '.i r —)1.-2-4 )1/) til.t=)(/]E/5 	—1--( )L})4 -)1,),  

V= k ') /I., 

4—({4—[(6—{1—[(5-1 k * 	L7 -3 .)'../-2-4 )14)( 	-)1/]L'i' ') V:i-4--f )0-1- 

-)1.-1 H-4 J r —)1.-2-4 AA ig )1/t=)1.] E^'• 5 :')%-1-4)1.1)4  '. 114/:,  

Ni= k I) )I., 

4—({4—[(5—{1—[(5—?< k*'> E7 V1-2-4 A') )( 	-)1.] L°/'') V:f-4--f M-1 — 

)4  -)1.-1H--( J r —)1.-2-4)14t)1/t=k]L° 	:). -1--f )1/})< 	)1.)/J 

V= k I) )1., 

{6—[1— (4— )( k 	4.7/ ..'J':')/1/) E°'^') f).'.J —4— 4 )(.1-1H— 	V-f Z YV—)1,-2- 

4 JI/}{4—[4—( k ') 7M/7f 0 	)ii),  > VA.] Lr°/ ...N)>-1--(k} )( 	) >, 

(6—{1—[(6—)< k 	..'.J L°. ,) 	—3---f )0 )< 	)1,] L.°, 	1) 	—4--( )i.}-1-- 	)1.— 

1H—/ 	̀14 -"-Z '9'`V—J1.-2--f )L){4—[4— ( F 1) 7 )I/7J-  D )4 .-)1.), 	)1.] L''' 

7V:1-1—'1)14)(5J N.i, 

(5-11—[(6—)( k*',/ E') i'-3--( A.) )( ill.] 	°' 	I) 	—4--1)1.}-1—)4 	)1.-- 

1 H—, 	V-f --Z 1N; —)1.-2— 4 )14 {4—[4—( k ') 7 )1/ A-  1=1 )( .-)1.,)/'‹ 	il.] L7/' 

7VN.J-1---1/1/}i1, 

4—({4—[(6-11—[(6—)( k *-, E.") V1-3-411.))< 	-)Ii] L°1'') V 	—4--( )0-1H 

--, Ni"-f z YV—)1.--2-4)14tA/A1=1)1,]Ei 5 	>-1--f )t.) )( .)1.),•<:,  Vs 

= k I) )1., 

(6—{1—[(6—)4  1> El) 	—3--( )0)4 .. /1/7 E°/') J 1-4--111.1-1 Z YV[1 

, 2.—a] E° ') f).'J-2---1 A.) {4—[4—( k ') 7 )1/t CI)( 	./1/)••'1.))t.] E', ' 7 .JN.J-1- 

4 )1.1?('Y ) 

{4—[(2, 2—f)7)1/7t1=1-1, 3—/J Vf)7J-4-`)—)1.-5-4 )0 	-),]h°'' —j:')1-1 

WO 2014/199933 24 PCT/JP2014/065181 

(7— {1 —[ (6— r ;u]b0^'j ̂ >-4—f JUM $^V[1 

, 2-a] tf 'J *>* V-2-< JU) {4—[4— ( h'J7MP^ f 

4-({4-[(5-{1-[(5-X V**s^Vy-l-^ )V)t ^l/]£X'J y>-4-<^}-1-

P^U-IH—r v K-JU-2—fiHy 

y - K >; ;K 
4-({4-[(6-{1-[(5-x K=^>e^>-2—NU)* =5-'J y>-4-f JU}-1-

V- K 'J Jk 

4-({4-[(5-{1-[(5-y h^v 1^7^>-2-^ Jb)y f iH 'J y >-4-< Jb}-1-

IH—r > K-;i/-2--f r 

V- h U Jk 

{6—[i—(4—p< Kdrv^>v;u) t0^1; ̂ >-4—r;i/]-iH-^>vy ;u-2-

(6-{i-[(6-^ h^>n°'j ̂ >-3—r;u)y^>-4— 

IH-^>yy $yy-;u-2—r;u){4-[4-( K U 

^>vy-\-4 J\S)* $ J y, 

(5-{i-[(6-^ K^P'V eu vy-3-< JU) y ^JU] tr^ u vy-*-<;u}-i-* 5^u-

1H-^> w $^,y-Jl/-2-'f ;U){4-[4"( K u tr^ 

4-({4-[ (6-{1 -[ (6-p< S ^ v e 'J ^ >-3-f ;i/) ̂  f ^ >-4--< ;i/}-1H 

> vV ^ yv-)i-2—( v >-w JU} / v y 

- h U Jk 

(6— {i-[(6-j>< 

, 2-a] h? 'J ^>-2-<;U){4-[4-( K 'J 7Jl^ • ;* f ;U)^VS/*JU] t^^>-1-

-<>iu}y $ J y, 

{4-[(2, 2-^7^*1=1-1, 3-s< y Wt V -;k5--f JU) ^ f JU] tf^ 7 *>* >-1 
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-4 JO (6-{1-[(6-)( 	-:> E') :')>-3--f )0 )( )1/] E°/'') :')>-4--f )1/1-1H- 

>V4 z YV-)1.-2-4)14)>, 

{4-[2-7 )1.7f 1=1-4-( 	') 7 )1/ A-  CI) )1.)/>:')/1/1E/:)>-1-4 )1.1 (6-{1 

-[(6-)< I 	E') 	>-3--f )0 )< )1/] L7,' ') >-4--f )1/1-1H-> `J -fZ 

V—J1/-2-4 )0 )( 7  ) >, 

(5-{1-[(6-)(  I:> E ') :')>-3--f )0 )( 	)1/] °'') :)>-4--f )14-1-)( 	)1.- 

1H- El=11=1[2, 3-c] E') :')>-2--f )0 {4-[4-( 1) 7 )1. A-  C1) 	)1.),>:')/1.] E 

':')>-1-4/1.1)(1>, 

(5-{1-[(6-)(  I:> E ') :')>-3-4 )0 )( 	)1/] °/'') :')>-4--f )0 E' 	VI=I[1 

, 5-a] E ') :')>-2-4 )1.) {4-C4-( 	') 7 )1/7J-  CI) )1.), >:')/1/1E, 	:')>-1- 

4 JO )( 	J >, 

(5-{1-[(5-)(  I:> E:')>-2--f )0 )( 	)1/] h°'.') :')>-4-4 )0 E' 	V1=1[1 

, 5-a] E ') :')>-2-4 )1.) {4-C4-( 	') 7 )1/A-  CI) )1.), >:')/1/1 E', 	:')>-1- 

4 JO )( 	J >, 

(2- {1-[ (6-)( 	-:> E ') :')>-3--f )0 )( 	)1/] E'' ') :')>-4--f )14-2H-4 > 

V-)1.-5-4 .n) {4-C4-( 	') 7 )1/ A-  1=1 )( 	)1.)/ >:'))1.] E'/ 	:)>-1-4 )1.1 )( 

) >, EzVe 

(2-{1-[(5-i 	-:> E)>-2--f )0 )< 	)1.1E/ 1) :')>-4-4 )1/1-2F1-4 >Y 

V—)1.-5-4 .n) {4-C4-( 	') 7 )1/ A-  Q) 	)1.)/>:')/1/1 E'/ 	:')>-1-4 )1.1 )( 

i>0  

[0037] FibatttgG20)Mattti 	: 

(5-{1-[(6-)( 	-:> E') :')>-3--f )0 )( 	)1.1E/ 1) :')>-4--f )1/1-1H->Ni 

4 Z YV—)1.-2-4 )1.) {4-C4-( 	') 7 )1/ A-  C1) )1.)/>:')/1/1 E'/ 	:)>-1- 

(5-  {1-C (5-)( I:> E' 	:')> -2-4 )0 )( 	)1.] E/ 1) :)J-4-4 )1/1-1H-> Vs  

4 Z YV—)1.-2-4 )1.) {4-C4-( 	') 7 )1/ A-  C1) )1.)/>:')/1/1 E'/ 	:)>-1- 

(6-{1-[(5-)( 	)1/ E:')>-2--f )0 )( )1.] E/' 1) :')>-4-4 )1/1-1H-> V-1 

WO 2014/199933 25 PCT/JP2014/065181 

~<)\y}{ 6-{1-[(6-* h ^X3—f Jl) ̂  fJU] U ^X4--f JU}-1 H-

^x/-r $yx/->»u-2—r x 

{4-[2-7;U^-P-4-( h U 7JU:tPP<f JU^X^JU] t°^:yxW,/U}(6-{1 

-[(6-/ ^>-3—^>-4—rju}-iH-^>yy $ 

y x/->»u-2—r JU) p< ^ y x 

(5— {1 -[(6-j>< ^>-3—vy-4-<)\s}-\-*i-)\s-

1H- tfp P [2, 3-c] tf "J ^X2—r ;U){4-[4-( h U 7JU;t P fJU^X^JU] tf 

*=?vy-\-'nuM^y x 
(5— {1 -[ (6-j>< K tf u ̂ >-3—r JU) ;< fju] tr^ u ^>-4—r JI} tr^ VP [1 

,5-a]t°U ̂ >-2—r ;U){4-[4-( h U 7JU:* P fJU^X^U] ^X1-

-nn^y x 
(5— {1—[ (5—j>< K tr^ ̂ >-2—r JU) fju] tr^ u vy-4-4 JI} tr^ x/p [1 

,5-a]t°'J ̂ X2—r JU){4-[4-( h U 7JU:*- P fJU^X^U] ^X1-

-nn^y x 
(2— {1 -[(6-j>< K^>-3—^>-4—r ju}-2H—r x? 

V-jU-5—r;U){4-[4-( h U 7JU;tPP<51,lU)'<x;y,/U] —f,lU}p< 

^yx 

(2-{1-[(5-X r ^X4—f ^U}-2H—f 

v-JU-5—r;u){4-[4-( K u 7;u^pp<5i>'u)^>iy>'u] r;u}p< 

^y x 

[0037] rjb^?¥G2(Z)^^J : 

(5— {1 -[ (6- j>< ^X3—^X4—r JUHH-^X/ 

-f $yx/->»U-2—r jU){4-[4-( h U 7 Jit n ^Jl)s<y is)l] \f^=pVy-\-

-nn^y x 
(5— {1—[ (5—j>< K tr^ *>*v-2—r JU) fju] tr^ u ^x4—r JU}-IH-^> V 

-< $yx/->»u-2—r ;u){4-[4-( K u 7ju;tpp<5i,iu)'<x;y,iu] tx^xi-

-nn^y x 
(6— {1 -[ (5- j>< fju tr^ ̂ >-2—r )D * ̂ -)\si tr^ u ^x4—r JUH H-^ > yy 
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Z Y Vs  - )1, - 2 - 4 )14 {4-C4-( F-') 7)1.7J-  1=1 )( 	)1/)1 > 	)1/7 L.°, 5 	>-1-'r 

)1.1' ) 

(7-{1-[(6-)( 	.L 	L.") 	>-3--( )1.)) 911.7 h°''') 	-4--f )04 Z YVE1 

, 2-al L") 	>-2--( 10 {4-C4-( 	') 7 )1/7t 1=1 )( -)1.), 	> 	)1.1 L/' 	>-1 - 

4-({4-[ (5-{1-[ (5-I F 	:> E:)>-2-4 )1.)) 	)1.] E°/'') :)>-4-4 )0-1- 

)( ..)1.--1H-4 J K -)H2-4 A.) )3 )1/t=)1.1 L'/:')>-1-4 )0 )( 	)1.)/'.J 

Ni.= 	I) )1i, 

4-({4-[ (6-{1-[ (5-I F 	:> E:)>-2-4 )1.)) 	)1.] E°/'') :)>-4-4 )0-1- 

-)1.--1H-4 J K -)1.-2-4 Ai) )3 )1/t_=)1.] L'/:')>-1--f )0 )( 	)1.)/'.• 

V= 	I) )1/, RV` 

4-({4-[(5-{1-1(5-)< I.Li E. 	J-2--01.))  	)1.] L°,'') 	>-4--( )0-1- 

)4  -)1.--1H-4 J K-)1.-2-( Ai) t )1/t_=)1.] L'/ 	f)>-1-4 )14 )( 	)1.)/'.• 

V-= 	I) )1.°  

[00381 A ( I ) otaltt:tt, Z-0/0MfA6L-D -c, 	gM,Iti*-\'DNAlti* 

e4t_i -) z. *13A*0161:1=1, A ( I ) opibaltent40-ff,V0(7),--egEil 

z •c. Leze, *RIElAtt, -ti.1,),M-oAeti*t te -A- 1_„ Alt4o3A1E 

--,'sti.tcto, 	zk,Na ,-4-t.60DM'ai-ttt -g,--4- zo 

®4 	t,.6 	ni,EA ( I - 1 ) t:..8k,v-c R be H --e 	z via, Rue, 4 ( I 

- 9) 6:../-30-CY 6eNT-D•Z RgeHTZtaat:..tt, -FEE.4(Z -4- ct '34 

MOAftl*e4t, -) Z. *BAMS,IticL8k,v-ca, ffia_Ek,NftLii\o,sV,E 

1, --c ki N  z e, *RBA a k,\ f to) 	gM,Iti*t 	-A--4-  z. 

WO 2014/199933 26 PCT/JP2014/065181 

ju-2-'r;u){4-[4-( h u 
;u}p< * y x 

(7— {1 —[(6— j>< ^V-4-f JUM $y7[1 

, 2-a] tf 'j */y-2-'r;u){4-[4-( h u 

4-({4-[(5-{1-[(5-X hdr^b°^^>-2—r;U)^fjU]H°^U $/V-4—f JU}-1-

r > K-;U-2—r ju)^;u#->/u]no^^^>-i— 

y - s IJ M 
4-({4-[(6-{1-[(5-X hdpis i?y-2-<f JU) ?< £°s< IJ ^y-4-^f )l}-1-

^u-1 H—r > K-;U-2—rJU)^;U#->/U]HO^^^>-I— 
V— K U Jk St/ 

4— ({4—[(5— {1 — [(5— j>< hdr^b°^^>-2—r;U)^fjU]H°^U ̂ >-4—f JU}-1-

p< ^yu-iH—r > K-;U-2-<ti;ufc;u] ^>-1—rJH^ v 

y - K u ;u0 

[0038] ^ (i) (Dit-smzte. m.&&<Dmmz£?x. 
«i^0 ^ (i) 

fulEit ( I - 1 ) Rb^HT-£>£ii£u S.t>\ ( I 

-9) Y6#Ntl>ot TIE^C^t" J: 9 ft 

*BJ!JjfeI#E£fc:£lNTtt, <l:t±^-ftlfr(Z)il§E£ 

Ltix§^§0£]&t 



WO 2014/199933 
	

27 
	

PCT/JP2014/065181 

[M22] 

,„••••"•<- y2.-- —1—a) 

R3 

: a,,,

R2 

/ t 

(I 1—b) 

R2 	 R3  

O Ra 

( —9—a) 

1t 
O 

(I-9 —b) 

R
1 

Vt., A ( I 	) otattrcit, 	ArA'Aff.+Ab$IiiAr -4-ZtaalYV•) 

, 	.J_. 41, VC_ 1'i < V#Aiti*IY4? li ', Z . *RBA tt, A ( I ) o tat o 

'34Aiti*O3AfE-L'S ti.itt 0), 	Z1iN6t-,60`)Eatttt * -A--4-  Z. 

[0039] 	-,'S 6i-L, *RIElAtt, A ( I ) --e7T --,'S ti.Z'fbatttOtIV34nrCIV-g-,'S ti.Z 1 

1=1 K 	V ''t,* -A--4-  Z. ti.Z im K 	V 	''L tt, )074t7g3 -TIV34nrCIV-g-,'S 

t: ct 9 RtttI1'34nAlt-FT, 7 ;/I, 7_1<nkI, )3 )1/t 	)1/I,- 

1-,StV, ZI -4-Z'fbattr-eZ. 7°1=1 K 	V 	)±MZ4ZIL LiCU, 

INA_a, 	Prog. Med., 	5, 	2157-2161 (1985) - , 	I-EtiTn0193.Mi 	(*)11,611 

WO 2014/199933 27 PCT/JP2014/065181 

[>fb22] 

, oft(cS-3\^st£{*^#£L9£o ^ (l) (D\t^(D% 

cD#S®£ tifct®. 

[0039] ^ ^ tc. ^ (I) -e^-ZtlZ4k'£M<DmM¥$ltZ^-Ztl2>7 

Ph^v^ttSo Mll¥^cl^£ti£70p 

$ic<fcyx&£*i^to£#~F-c, 7j<its. ;bju#^>jusmc^ 
^T^ti9 7°P y£ffM1"£S<h LT(i, 

flUtf. Prog. Med., 5, 2157-2161(1985) rEHPnp(Z)P^j (JSJII»/£ 
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AiFTRt71±M'AN L I, -C*1-0-,'S 41., fitt1-,'s 41. Z . A ( I ) otatotat, 

IoisLivia)7t‘t.c_14-4- •J_Lt: ct 911 3ST Z .J_. L t -e 	zo 

WC Fitt  6t, tt±,, 3 1.1*Iiinib, 	-fM3ITI h i=i7 I- h 	7 4 	J-, 3.E* 

oiL'34t311,FiLA1111, --Cffbti.z. 

-fM0A,It,f4q,t, V_A_i-sff*Mai-ttintR-4- z•J_. Lt .: ct 9 111-e 	z 

k,Nttptti4may-ttIlibP4nftwompl 1_, -c 3A1E-4-  z •J_. LIY --eZ. INA_ 

a, YV#Attf*a. 	-tZ,1*0-4201gtsY'343,T,IJI (INA_a, YV345tittstst 

IRttnkL 0)77 5-17J- 7—±Parc_4< 3 1J*Iiin'fb-\b, 	.)1/i3 	/,.-CE11 

WO 2014/199933 40 PCT/JP2014/065181 

£ (11 -b) IZ o T. (12) £*§ £ lit & £ 0 

f§2g^c3ti;-aT9 zttfvz&o 
£fcs >fb*nit:^)(i0) <h (11-b)^11, 

l/\ tl ft 'Q h Jl/I ^ T7 

s/^uyh'j at0.1 B# 
•~ 5 a p^i #t & d 11 z <fc o T ?r ft ft & o 

[0058] (lllg) 

iisit ̂ tl(12)^P7X^J5J^^-riI^:^J:y, <bl^tl(13)£?# 

HU^ro^y^CP. G. M. Wuts)st/yu-

>(T. W. Greene)H\ TGreene's Protective Groups in Organic Synthesis 

{mm. 2006^)j z£tf-?^z>0 

[0059] (IEI1) 

iisit Mbsj&icttfci^ccfcy, it 
^i(8-d)^|§lStl)i.o 1 - 1 (Dm-JimzmVTft 

o 

[0060] (iEIl) 
iisit ^tl(8-d)^BocJ5J^^-rc:^^J:y, <b^tl(1-d)£?#£ 

is-efe^o JUN-^I - 1 <Dfb=T.mztg\:zft?z£tf-ei* 

^ o 

[0061] 5$ ( I ) (Ditsm&s iSSHb^-tk "t(Dik, TKffltk $>2>MZ 

t^m^M<o^aW£ LT^H^ft, ffM^ft^o ^ (I) ©jb^©±^(i, t 

^sJ& iz ftt Z £ IZ <fc y t Z> Z £fcT? $ £ o 

rnmis tti±i. #mmb. at 
LTtT^bft^o 

Lx^mt^z£t^^^0 m*. 

sx&it£W7x^\s*^-mzm<#sy aeinb ̂  
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kiN it, f7 Cl 7 I- 	7 4 —-) t:_ct 9 "f'4' 641., 	it, LA 	fse345tittsff*ib 

alt75`.6-113STZZ:LtT,Z. 

[0062] 	A ( I ) oibatttotICtittt, 1-;k-Fog-ARtLct 940 Lito 

[0063] MaiN 1 	L F. Z I. 	i > K ') 7Complex IFfLiViiiNER GATifi 

MDA-MB-453II'Act 9 z F. a > K ') 7 	.t111,±, L, Vaiba 1-tt CD C omp lex I FE ,V, 

;tit 	PM i, tz_-.0 

— K7 r,Z 0)1 —F6z.-. L HD IK3CA/kAPS'It'itraE8 	MDA-MB-453M8 	PEI 

a L, MDA-MB-453JEMtom# ,±, 1, -r, 	Z F a > K ij 7tEli,±45 	(O. 25M Sucrose, 

2mM EDTA, 	10mM Tr i s/HC l pH7. 5) CIVAREGAig Will A., 	JWh̀.  li tz_-.0 600xg 

, 	4°C, 	1033irN L --C_E'M-Mtz-_1 r=14000xg, 	4°C, 	10331ir\L -C- 	I, sy 

'f'41  tc . 	v I- 	.t?4,±, 1_, itliMARA 05fga 010mM Tr i s/HC l pH7. 5 r.-.SEN 1, 

C , L 	Z Fa> K ') 77SI A A V4' tz_-.0 

Z.:, 	Complex Utft;141J7f)Ell A (200mM potassium phosphate pH7. 6, 	0.35% 

Bovine Serum A lbum i n(BSA), 	60µM 2, 6-d ichloropheno 1- i ndopheno 1, 	70µM 

decy lubigui none, 	1µM ant imycin) 	lm ltz_-_, 9 L F.ZI. a > K I) 7S3A5A. 

25 µ l)ill A_ tz_-.0 96--  L < 6t 384r, i JI. 7°I 	— I. tZ.-.3N.R 1_, it,1 tL, 	Vaibatt 00 

000nMbN 6 0. 3nM -e), EzveraftW.iL L --cM-Mai-ttV44--eZDMSO, 

PS'ItMg L 1, -CComp lex IFfLiViAlt-e 	Z Rotenone 	11CA.g.1 mil L td: Z ct "3 r.:t 

Ail Lito 	-.'S 6 (ZNADH 	.*3VA.g.0. 2mM L td: Z ct -3 tz.-S A., 	/9')37°C(Zgaif Litz:Sp 

ectraMax (Molecular Devicet) 	vc., ---cr<600nnntz.-.80- zoRY1.00.4bCfldt 

Lito DMSOVUTTO):>t)Viatop, Rotenone 1µMV1,11T0):>'7J-)1.111.b 

ottomL L, ag-.0Yeffrezrffini --e:>"t)1/0/0.M-A*,±,L, 50%FE,V,1 ( 

ic50) 	1=1 	5--f V 	111451t::-C*1±1 Lit.0  kiN < -DiJNO4 ( I ) otatto 

MA.-1 tZ.:77 -4-0 48, -s1=1=1, Extt•INEIDA'rtiN#'-477-4-  (J.),-F pa) 

0 

[0064] 

WO 2014/199933 41 PCT/JP2014/065181 

\^tc<7 p-7 h^77 4 —#) (Ci; y?#£>*u t/c, 

[0062] j£ (I) 

[0063] 1 t h $ h H > K 'J ^Complex IlEilH'EfflCDl^'fl 

MDA-MB-453ffi&<fc y $ h P > K U 7£tt!±! U $®Hb^tl©Complex I®# 

M^Pilfco 

3?- WOZOJ&TlZt KPIK3CA^spitm^»WA-MB-453«£I.I 

^ U MDA-MB-453|M£^!±i LT. $ h P > K U 7tt!±!;^(0. 25M Sucrose, 

2mM EDTA, 10mM Tris/HCl pH7. 5) 5$#L/c0 600xg 

, 4°C, 10^1/5 LT±;i£t#/cft (Cl4000xg, 4°C, 10#jl/t> 

?#fco S£iSd}UfcffiMfi©5tefi©10mM Tris/HCl pH7.5(CML 

Ts t h $ h H > K 'J 7lS)ft^lfco 

)%IZ^ Complex I;!§t:lEMJ/E:ffl;S(200mM potassium phosphate pH7.6, 0.35% 

Bovine Serum Albumin(BSA), 60yu,M 2, 6-dichlorophenol-indophenol, 70yu,M 

decylubiqui none, 1 yu,M antimycin) 1mldfo/c l) t: h $ h P > K U 

25MUPA./C0 96^L< (i384t7xjU7°U-h(C^IXL/cm(C, $®Hb^tl(10 

000nMfrf)0.3nMS-e). LTMl^b^t)©;^T-&£DMSO£, 

LTComplex iPI#£y-e£>£Rotenone£it)j§Jt1 yiiM<h9 « 

JPL/Co ££>OADH£«jt0.2mM<h&£J:9(CjP7U ^<ft37°C(Cf££ L/cSp 

ectraMax (Molecular Device^) (CT/j£S600nm(C&t:f'I>P$^l3£CD|i£'fb£:MJAE: 

L/co DMSOMlST'(Z)'>'y^">'U'fii^:top% Rotenone 1 MMMI1T'©:> y^JUlOt^rb 

ottom<h Ls Ls 50%|SS!'fii( 

IC50)£P^7>7^ V ^0^§)i(cT^i±i L/co (i) (ZMb^rti© 

o 

[0064] 
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[0065] MaiN 

) 0) 

ibiiFJEll 

— 

a 'I't 

1 V 

ffered 

800 

. 1% 

fer 

Z L t--- 

Ex IC50  (nM) Ex ICso (nM)  

0)79# H 0D-z') > (Ser79 

vz., ct zAMPK5tilt 

Z ct -3 t:10% tel  ;ELM* 

T36µ. lf -D384r,i)1.1 

NH. 	Mattt, Eztle 

.g. 0) 1 ofgai .g. L ts z 

1_, tc mama/A tt*C4 1.1 

. 	- ,g),1c024-4? -F37°c -e 

(tin —r 5- 

1 41 38 59 
7 75 44 87 

8 83 49 18 
18 7.1 57 12 
23 160 66 120 
35 1.8 69 22 
36 55 79 120 
37 29 

Car boxy lase (ACC) 

9 AZT Z L'i L --evaibat 

tom. 9 15000*Ifla L t'S 

(Life technologiest) 

L it. 

v74 tve 	zDMS0 WA' 

-r, i)11z4g, lf -Dt)31:1 

Dms06tOV5.g.0.1%) 

-,, i/1/6.:40%) A- 	-1)--)147.,% 

.J_. L T*1111i8 

0. 1% 	Tr i 

lf --D-r, 1 JIALtAll L, 

11=1 ,y 	> 	'7454I 

.20,11, Lf --Dr, 1 

> s''74A 	M 	, 1 in 

ngt) 	.1/500 11L tSZ 

l_i -C4t VC:r — EllinIFIT 

l-CoA AMPKG)aNTZAcety 

MDA-MB-453*Ifla 

Ast'Leibovitz' 

tzIfitTtstigt-e*Ai 

0000nM75\ 

21i1VigALito 	 

t) 

Atilibij-ti* 

s''74A 

	

2 	AMPK5titibi/FJE110),Wifi 

, ) >NHL 	Cell ELISAVC.ct 

. iiTid5 Lit°  

1 r, i )1. 

s L-15igtt 

Vc_4fM L. CO2,4-4? -F37°C-e—EltigA 

4 11'.4 L li "T V Ri La/A 

L. 

6 0.3nMVe 1 ofRig, 

igkl, 

2e1 /1•1t)irl L. 303'13ATIVIFITTZ 

	

— I- 	. 31ii_,\ -4-- Z zri L T_EAV, 

Saline(PBS) 	.20µ 

rpmT8VIVitib (1-).-FOitii_ALct 

Tr i ton X-100-g- PBS13, 

; L i-COR B i osc i encest) 

 0 	3111:)\ t 'C.. ct 9 1 1=1 V 

(Cell 	Si gna l i 

	

l0µ' 	if "D 	r, 1 )11,Z:tAli 

if Lit. -. 0•1. 

W74Ant314ifttl---CP1A(t) 

ton X-100-g- Phosphate-Bu 

10312a13.H.TrIFIT Lito  

1, --00 

(ODYSSEY Blocking Buf 

AA: tAll i_i -C 1 1112a13.E0'.--e 

-ti* L L-CACC Se r790) ') 

ct -3 rAfR l_i tz_-_, ID 'Y 

l_i /to 	'' ON El . 	7° 
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[H1] 

Ex IC50 (nM) Ex IC50 (nM) 

1 41 38 59 

7 75 | 44 87 
8 83 49 18 
18 7.1 57 12 
23 160 66 120 
35 1.8 69 22 
36 55 79 120 

37 29 

[0065] mmnz AMPK 

AMPKCDSJtT^>'I>Acety 1-CoA Carboxylase (ACC)CD79#@(Diz 'J > (Ser79 

) CD'J V^fb£Cell ELISAJCcfcy^-rSCl^'e^ll'fb^tl^cfcSAMPKS'tt 

MDA-MB-453«£ 1 0 x )l fo tc y 15000« <h ft £ 9 (C 10% JfilJi £ 

lafoLe i bov i tz's L-15ip±te (Life techno logies£t) T36yu, ltio384r> x>/U7° 

U-h(cSfflU CO2##£T37°CT-0fti£#L/co SB. 

M <h LT M,^b^ CD^&T & £ DMSO £ «]t 010{£>j§]t ft £ <fc 9 

(cffPfti£iftT^fKU ^t7xjKc4Ml-To»L/c ($®Mb^ma&lJtl 

0000nMfre>0.3nMS-ei0®Pg, DMSO(i|t)jiS0.1%) o ^©tiC02##£T37°CT 

20t^iML/co iSitl &*iJUlC40%^'J**-tf--JU^& 

£*t) £20MI»U 30#^-eflS-r£ d<hT«£S£L/c0 ^(D'&s 

7°U— h ^:js/L>t"'2) il <h T_h/it£:P&$\ 0.1% Triton X-100-a^Phosphate-Bu 

ffered Sa I i ne(PBS) £:20ju, xJKC^jQ Ls 10^PEa]II/miTffS L/c0 

800 rpm-e8#^ii/t> (&T<Di&iblZ&Z&m££&m&t'<Tim#) LT0 

.1% Triton X-100#^PBS£P&$, 7°• ^>^5^ (ODYSSEY Blocking Buf 

fer ; Li-COR B i osc i encestt) £:20yu, xJKC^jQ LTIBtre^JmTif 

iLfco M'biz£ y 7°P V DX^KWt. LTACC Ser79CD 'J 

ymt$KW (Cell Signaling^) £1/500m<h ft£ 9 (CltfKL/c7"P v ̂ r> 

y;^£10Miro^xjU(cMLT4°C(CT-0ftHSLfco f©^B, 7° 



WO 2014/199933 	 43 
	 PCT/JP2014/065181 

[0066] 	 

[0067] 

1— 

TBS) 

Lit° 

CW 

*f 

li tz_-.0 

t) 

6Zit 

[2] 

MaiN 

P] 

TIVII) 

TBST1:n-ti*ag.7v1 

--a)'11—  

I6L-C*,±,i_itc.0 

.3.tii_iN Li -CaVrAV, 0.05% Tween-20-g- Tr 

(Thermo Scient i f ict ; 20x TBS Tween-20 

.25 /IA f --D - `,I)11,LtAni. 	itir_i\lt -4-- Z 

-`, I11/05A50- ttg±3111N9 3g litz_-.0 A549-1, 

Goat ant i -Rabbit 	IgG 	(Li-CoR Biosciencest) 

R li A-. 11=1 V 	> 	'74 A 	10 /.1 1 f "D 	r, i )11,:= 

2W.J-T/4*aktvl, 	7° I — 	it/L\ l_i -carit 

L PI 0 V,A- r, i )I. 	.3113 

I` 	'13E01.-e311 r41-)._EFEtit -L'S -ft, 

tZ.-. --C:>"t/l/CITit Lito DMSOVUTTO):>"t/Vilibottom, 

Lii-cAo 	"j-)1.111topL L, 50Ctitib4a 

l, \ < --DiJNO4 ( I ) O'fbatttOMA-s 

is-Buffered Saline( 

.-r A-  >5-c07.1c-e*gi l_, 1 x 

	

C.: L --e -r, Ill/ 	5A54a- 

2W.J-TAL LZIRDye 800 

.1/1000 A L tci.:Z ct -3 VC. 

t)ili li --C11112a131E're 0 Z 

A 	It 	, 0.05% Tween-20 As 

549- L ito  AAA 	It 0 tz__,1 VC_ 

Aer i us 	(L i -CoR Biosciences 

7° 	— 

(EC50) 	1=15- -r v 	III 

	 2 t:-/-71-0 

Z 2 t'i4-HA 

li ito  

tt, 	1 a4batttOij-ta4FP1 

b z Ojj8.4.4zit GAM 

 	— I- C'Il kiNZIlYZ0 

AT-384; HA 	444±) 

Ex EC50 (nM) Ex EC50 (nM) 

1 

7 

24 38 13 

8.3 44 5.2 

8 13 49 6.5 

14 34 50 14 

18 3.0 57 L8 

19 10 58 0.86 

23 19 66 2.8 

35 3.6 69 1.8 

36 5.1 79 3.3 

37 10 

t:14-4- Z41F111 	PM 

(a 1=1= —I) 

kiNZ0 	1=1= —I (zit 

0 ct -3 tj.:44Z 1 

F. 	(Lipidure-Coat 	plate 

3 	L I,PIK3CAgtAIWIt'itEMIEnTL-AMDA-mB-453War.:41- 

4nO18±MITMEll 

vatatt 

Zt'i'4HA4rligfcalli8±BAVAIJZ 

*til-  

384r, 

0 iiTifi 

ofma vim 

1- Z A L t, --c %-_1 6 tt.-C 

Z 1-Z 	I L L---C, J-;CF 

i)1/4-4 	7%,— 

WO 2014/199933 43 PCT/JP2014/065181 

U— h LTJxJ/SjS^rP&^s 0.05% Tween-20"a^Tris-Buffered SaL ine( 

TBS) (Thermo Scientific^ ; 20x TBS Tween-20^:'f * L1x 

Tf^ffl) ^25/x If'D&'J Ls d. <hT:&r> 

L/co JiJMDfcmzmiBimVMLtco 2^/[{*<hLTIRDye 800 

CW Goat anti-Rabbit IgG (Li-CoR Biosciences£t) £:1/1000m<^:&'I><£ "MC 

HfKL/c7°P v ̂ >^^^10^ l"fi&O LT10tP^;UTffS 

L/co 7°U—h 0. 05% Tween-20# 

^TBST 1 tmmz&o*.JU£3®&&Lfc0 &>#•^tcMiz 
S £^/lmT30#[lfl£l_hJj|<$£^"tt\ Aerius (Li-CoR Biosciences 

tt) IZX^ DMSOMllT^^y^JUlit^rbottoiiK 7°^ h — 

izmitcBm^Vi-^mZtopt Ls 50%^ttM (EC50) 

Di)i(CT^I±l L/co (I) (D it^%} 2 iZyjkto 

[0066] imz\ 

Ex 

1 

ECso (nM) Ex ECso (nM) Ex 

1 24 38 13 

7 8.3 44 5.2 

8 13 49 6.5 

14 34 50 14 
18 3.0 57 1.8 

19 10 58 0.86 

23 19 66 2.8 

35 3.6 69 1.8 

36 5.1 79 3.3 

37 10 

[0067] ^3 t ypmcmmmmimmmmM-rn-453mmiztttz>&mm£ 

(P •--&) w&ik 

%mitz>&t Lx%wbtix^z>o 

ZiM'MtZ>J5%t LT. £lT©i:9&#Jg#70U- h 

384^ x>/U#^#7°U — h (Lipidure-Coat plate AT-384; 
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[0068] 	 

[0069] 

t: L 

tSZ 

sit) 

1-tt 

-F3TC 

iabi 

VO; 

ttt 0 

[3] 

MaiN 

Z t-T,E 

°/0:> 

LIIR4 

0>>744---eZDMS0iigt-e*Ai 

ItM,MgdifIFIOVE,V, 

I. (ICA) 

PIK3CAg,'APS'It-itralfla '7,-MDA-MB-453*1111i8 

ct -3 (Z., 	10%tli8lAl[A -Asti`Lei bov i tz' s 

Z36µ l/we l lT4fM L. CO24 -F37t-e—Ellitig4 

(Wkg.10000nM75\ 60. 1 nM' -el I PAIN) , RTfiratt -IAL 

L. Wat:_zig. Lt 

-NH IV igA L. *Iflat,kgrZatt'' (Ce l lTi 

l i ty assay; Promegat) 	C,)JU L. 	303Y1'14=' 

Perkin Elmert)C110-Cglrif Litz_-_,,, tigt0)(7).T0Ogldif4i100%F.EA, 

LL-C4RibaltOITAS(%) 

1=1 	5- 4 sy 	iiinIt.C-ct 9 5R6tz.-..„ 

MA 	3 VC-77 -4-0 

1 r, i )1/ 	tc. 9 500„ E8 L 

L-15igtt (Life techno log i e 

Lit. NH. Vaiba 

Li  --c-vaibat 

Ai Lit. 	co-"*. CO2,4-4? 

ter-Glo Luminescent Cell V 

Litz_-_ ,I, RY6;g1j7fItT (AR 

a 

±L.* 	50%Fff 

kiN < -DiJNO4 ( I ) ota 

r, Z t:-.1-3 (1 

lb/c 	— K7 r, 

M14611019 

1 a4balttIR4ET VC_ tt6 

< 6t3 mg/kg) 	.)M-E; l_, -CR 

88 ct -131119 -CAI] 

'7,-MDA-MB-453*1111EntHa7 

Lit° gitattv4t7gETEztPgRibalttIR4ET-5E 

Ex ICso  (nM)  Ex IC50  (nM) 

1 12 38 8.1 

7 12 44 4.2 

8 26 49 2.8 

14 1 	7.6 50 4.0 

18 2.5 57  

58 

0.65 

19 8.5 0.55 

23 40 66 6.2 

35 5.2 69 3.2 

36 11 79 7.8 

37 8.9 

(19*-t,—)1/X')/—t)Oi453 /3 -FtLA41- 1, --C*FAA_ -Dt.Itc.. 

3x1Ø64E tom, 5-631MG)MittBa 

1=1 	') >7_IQ4A. 

(1 -'- L 

19 1111"ff O. f**EzV'ErCil 

PBS 

•IVCAR'(balttOIR40448 

---e''ffkiN. 

4 	L I,  PIK3CAg,'APS'It-itralli8 

rg'1111ER 0 PM 

tala L tcMDA-MB-453„Ifla 

'7.44ET VC_ tt 6% 

D 5 	Imo ') >71Q4'rfItZ:Vaibalt 

L it. IR46t15191241 
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(C t: KPIK3CA^spitm^»WA-MB-453«£1 0 JifoJbtc V 500«<h 
&•!><£ 10%^|]p.i<ulfil/it ̂ "a foLe i bov i tz's L-15ip ±te (Life techno log ie 

stt) -e36Ml/well-eS«L. C02#ST37°C-e-^iML/co SB. W^b^-

t) («Sl0000nMfr^0.1nMt-ei1|SPieb) . LTMl^b^t) 

«(C4MI»L/C0 ^com. co2##s 
T37OCT'40 [Hinii Ls (Ce L LT i t e r—G Lo Luminescent Cell V 

'lability assay; Promegatt) £;f^Q Ls 3 0^1# L/ctils (AR 

VO; Perkin Elmer*t) SrElNT^ L/c0 i£ife©^T©5fl!l:^ii£100%PM, H 

tWM©}iy£{it£0%P.iS<h LTMI^b^t)©PI»(%)£tl!±!U 50%PIS)1 

S(IC50{®)^:P^7>^< (I) CDlb^r 

^©Ip^^rllS (C^lTo 

[0068] [^3] 

Ex ICso (nM) < IC50 (nM) 

1 12 38 8.1 

7 12 ; 44 4.2 
8 26 49 2.8 

14 7.6 50 4.0 

18 2.5 57 0.65 

19 8.5 58 0.55 

23 40 66 6.2 

35 5.2 69 3.2 

36 11 79 7.8 

37 8.9 

[0069] =sii4 t 

•?> "fE 

PBS(CML/cMDA-MB-453|ffl^ 3x106{®£% 5-6Mfi&0il1£Balb/c2 - KV1} 

X (B*-)IX U /<-tt) ©#SP^T(C)Elt Ltttio^/co 0B 

U/Co 

%i/9 PT^^TTV h U XK/^^C^lllbni^ (1SL< (£3 mg/kg) ^;|-p LTi 

P^L/co £-5tt15Bi^1B1®fTl\ {*fi&tm^£££^PiBTliy 
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[0070] 	 

[0071] 

[0072] 

[0073] 

t 1_, 

,±, 1_, 

-D it 

, Ergi 

iJN.  OA 

[4] 

td: 

CAgM 

FA, 

Oli8Ez 

WON 

CErgif4qt(mnio)]=CErgi 	 

VaibatttIR4 

4 oargii2M-t - ti.TtL1 

it. 	rgii2M-to*,±, t: ttiv,-FoACER 0 tc.„ 

0.M1(mm)lx[Ergi oWl(mm)12x0. 

rA 48 H oVaibatttIR4gTonrgi 	 

it. Vt., VatatttIR4gTonrgii2M-teIRVAMH 

via, WaibatttIR4 rA 48 H oartf4qt 0%3EN 

*Mt 0 	100%3EN L Liz, Vaibattto3Egg$(%) 

	

( I ) oibalt 0MA 	4 vc_77 -4-0 

(MITA, 0%Fia,V, L lizVaibatttoDIE,V,$(%) 

5 

f2M-tEzv,IR441 7 H V7.44 

oartf2M-A -F111 

(1-  ts b -5 100%Fid ,v, ) 

*,±, L ito 	kiN < -D 

efe,V,-,'s ti it L 1-P 

-C 04:0 L F. P I K3 

tHa7 r, 	t: 8 t.lzt-t 

T 

CAL-51 OJEJ8EzTfOCUB-MO 

,iTiat Lito  

Liz tt, 8 mg/kg 

MDA-MB-361 

.,-T -,'S 475\ -D /to  

VC. 8 t./ Z MCT4RIR, a 0) 

MCT4759M1, 

-4-1,Tti, L. HD IK3CAgMlit'itrAlli8 

ocuB-M„atz.34 

Ex **(E-8-4tY14-* all1441/PM 
1 3 mg/kg 26VoiNig 

7 3 mg/kg 49%.1F4ig 

88%1311-0- 
36 3 mg/kg 10%iArd 
66 1 mg/kg 91Voille 

69 1 mg/kg 87%illia 

I K3CAgz''A 

Jim rWiNER 

Mg

Z, 

a tLW4-  

-,g)*IiA, 

019.4'4 

79 

IN 5 

0 

-MN 4 

z 

--e 

Tfi CAL 

6 

8, -FEMM--e77 -4-  

Plit'itralfla 

ritt-itgA 

BT-474„JEJ8, 

1 mg/kg 

ct -3 

a 	--e 	Z. 

p ifi 

OD 	I L Rat: L -C, 

HCC1954VJEJ8, 

Vg-Malt otga7 

VaibaIII, BT-474„aRTf 

Ea 0 Aggilf JER 	75 

-51 *EH a tZ.: -c11_, --C tt, 

43Voian 

MDA-MB-453O1186t, 

kiN < -DijNO) L IID IK3cptgmpsititrAiii 

k,\ < 'D 75\0) L 	P I K3CAO.P.131tKralfla 

tL, Mg-MN 4 TiJi`,11UtfiNER 

MDA-MB-361„JEJ8, 

r, 	VC_ 8(1 z t-targiMER 

L tz_-.e, 	- . 41.1-),M-0)HCC1954*ENEJ8, 

50%1E ,V, 1-;1_E0)7 -tiVAME11 

gld 
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[Sfi^^fl(mm3) ]=[|]fiM(0M&(mm) ]x[fflS|©^^(mm) ]2x0. 5 

a omt 

HHL/CO t/c. 

. LT. M^b^©3IW(%)^^l±lL/co 

tx(Dj^ ( I ) ®'fb'nil::^)©ip^:^:||4 (C^t"o 

[0070] [^4] 

Ex 
1 3 mg/kg 26%M^ 
7 3 mg/kg 49%iMf 
8 3 mg/kg 88%PfiW 

36 3 mg/kg 10%ilffi 
66 1 mg/kg 91%ilflg 
69 1 mg/kg 87%il$t 
79 1 mg/kg 43%JMI 

[0071 ] ftfc\ TiESti^y-e^-t<£ 9 (c, tti$$y4 # fiis§£ ti/c t: KP 

IK3CA^sp§tm^»WA-MB-453«&s MCT4frfgIl LT^ft^ t: KPIK3 
cmmmmmmmfoxfoZo 

[0072] tti^ys IN< 

BM^RKDWin 
iS^y4©^)i^:^l*i(cLT. ^M'tit: KPlK3CA^apitt?L^«tt-e 

fo&s BT-474|fflR HCC1954|fflR MDA-MB-361|fflR CAL-51«&t/0CUB-Mi|ffl 

mizttt&tmit oxtz mwm *wm u tca 
BT-474«&tMCUB-M«(C^LT&. 8 mg/kg 

(D^mxmmOMmWm^LtctiK ^ftJ^0HCC1954*ifflR MDA-MB-361 

«MCAL-51«(C^LT^ 

[0073] =S,^y 6 IN < -Dfr(D t: KPIK3CA^apitt?L^ffl^(ca^^MCT4^Iia(Z) 

MM 
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1-).-F 0 	510E110 -C, MDA-MB-453M8 (', 	4) , t Ver:., BT-474„JEJ8 

HCC1954VJEJ8, MDA-MB-361VJEJ8, CAL-51M8RTfOCUB-MOJEJ8 (1.),_E, MaiN 

5) ogatz.-.80.zmc-r4oRmaCITJZ li t.0 

"AIM 4 X ttgARIN 5 TVE,04 baltt#R4 7593  I litz_-_,fga7 r, 	75` 6 '74tigIR' 

4ET OEM 	MN li , it ks. t tz: **2' A t: --C AM -,'S t.  A:. #C4R li tz_-_, Ea 0 — 

53 t:Ce lLyt i c MT (SIGMAt) , 	protease 	inhibitor cocktail 	(Rochet) 	Ez 

Tfphosphatase 	inhibitor cacktai l 	(SIGMAt) 	0);Maa-t)31:11_„ 	Tissue L 

yser II (CIAGENt) (..: -OVA 	ti_gNib 1_, A:0  	0)Ergign'741174ANuPAGE 

4-12% Bis-Tr is Gel 	(Life techno log lest) 	vz.,---cs,,t,m(1),1_„ 	PVDFat: 

>7 7 — 1_, tz_-.„ 	PVDF Blocking Reagent for Can Get Signat5 	(Mt 

) 	VC:t 11=1 V 	> 	".''ff .D tz_-_,"*, 	PVDFM 	MCT44.j'v4* (H90;SantaCrurt) 	T4 

t, —Hiitag-,--,st-tz_-_,„ pvDFattAALtcA, 	 n 5r7 it Es /l/A- 	-:>Y--ffe; 

ra Es sy I- IgGiji`,4 (GE/N/1/ 17- 77 t) T'13E, 	1Hemaz--,st-tz_-.0 PVDFJR 

144, ECI-W±A 'y 	(GE/•11/ 177t) CER kiN -CMCT4RIRE CP] if li ito 

-.4)*IiA, _LEE-ORAittZ:1-30-C, MDA-MB-453M8, BT-474M8RTfOCUB- 

IMM0DIIVATUMCT4e+3(ZRIR, L -c k,\ ts 0 .<-: L Nem --, ti  j-zi. 0 	... 0_ 

- . 41.1,),M-OHCC1954WIE18, MDA-MB-361WaRTfiCAL-51M8011WAT6 MCT4e+ 

3(,:=RIR,1_, --C 0 Z :. L efifig -,'S tt.tz_-.0 

.J_. okiCT4ORIR,6t, "AIM 4 EzVeMIRIN 5 --e,-T Lit, Vaibalt Ofh`,Erg 

'fiNER L ct< $H r4 li --C kiN Zo Mt. Vatat tt, MCILleRIR, i_, -c 0 i'S 0 L I. p 

I K3CAgMg't'itrMi8T0)afA tZ.: -,i-  1_, --C ttapt43E4ref jEil 	.,-7 .-4--, MCT4e 

RIR, li -C 0 Z L I- PIK3CAOAPS'It-itgAli8 	OEM tZ.: -,1-  li-C tt50%13.1d,V,J,),_E CD 

fj-tiiVA 'fi f ill 	. ,-T - -,'S t d: 75\ "D t 0 

[0074] FAWN 7 	kiN < "D IJN. OP IK3C AOgrA# A-..1-S.0 L. PitrAlli8 	0244MA4 

nuaimiu,v,,fifilloiNifiEz TACT4RIRE 0 grit

A ( I ) OA bat ODUatientlE ,V, 41F111 L, 	giA*Hili8t:_S-3t.t ZMCT4ODRIR,L 

0)$HrAfitiETZt,-7.67'), PIK3CA0)/kPA.titz_-.44:0L 1-"-i'LWASE187"-AtZ.: -DO-Ct 

, VW b at O*1118±,011TAME11 L, MCT 4ORIRL OM %$t!,1-  Litz.-..0 
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MDA-MB-453« (SSifcflH) , MtHC, BT-474« 

, HCC1954|fflR MDA-MB-361|fflR CAL-51«&t/0CUB-M« (J^±, |Sg|0iJ 

5 ) (DMrnZ-tittZ>m4(Dm%m%m,M L/co 

umm4 jummm 5 utcum^ox 
^S#©ffiJ*£$SXU /c/ct»(C)<WM*(CT;^iS^1±/co %®SLLtcm&(D-

n|3(CCe ILyt i c MT (SIGMA£t) „ protease inhibitor cocktail (Roche£t) R 

t/phosphatase inhibitor cacktai I (SIGMA£t) Ls Tissue L 

yser II (QIAGENft) £Tffi&£iHfHb Lfc0 #fi©ffi&ga^$&£NuPAGE 

4-12% Bis-Tris Gel (Life techno logies£t) LS PVDF|i(C h z? 

y — Lfco PVDF Blocking Reagent for Can Get Signal)^ 

) (CT7"P>>dr>y^tTPVDF|1^MCT4^ (H90;SantaCruz*±) T?4 

°c. pvDFiKi^jf L/cm, 

hlgGKI* (GE^jUX^Ztt) 10#^J5J&£l±fco PVDFH^ 

ECL^tjH^y K (GE^jUX^Ztt) ^ffl^TMCT4^Iia^)iy^L/c0 

MDA-MB-453«. BT-474|ffl^^t/0CUB-

M|ffl^©Sfi^I-e(iMCT4fr+^(C^HLT^ft^d 

^ftJ^0HCC1954*ifflR MDA-MB-361«&t>m-51«©Sfi^Ti£MCT4fr+ 

filZ%m tffem-Z tltco 

d(Z)MCT4(Z)^iKis isit^y4 ̂ .t^iSii^y 5x^ L 

IP*>. MCT4tffgSEt: KP 

IK3CA^apitt?L^ffl^©Sfi^(C^ MCT4fr 

fgllLT^ t: KPIK3CA^apitt?L^«tt©Sfi^(C^LT(i50%PI#^±© 

o /to 

[0074] HS,^y 7 IN < ofr©PIK3CA©^£ftfc&lN t; 

Wlffl^±^mPlS^ffl©M^t/MCT4^Il»(Z)}iy^ 

^ (i) %mmmtz£ttzm4<Df%%t£ 
(DfeMZfemtZtctbs PIK3CACD^£ftfc&lNt: fc 

. MCT4©fgIl<h©P»£*iltL/c0 
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VW bat 0Alli8±PalITAilf PI ttL),-F 0) L 8 9 iiTifi L /to 96r) i )1. 4-4Z 

7° 	— F 	(MS-0096S; Z Z 1=1 >t) r.:PIK3CA00.P, 	.titz_-_,IS.kiN h l'.7i'LjeaMli8 

""e 	Z, 	HCC1500VJEJ8, 	ZR-75-30VJEJ8, 	HCC221 8WJEJ8, SK-BR-3VJEJ8, AU565O 

ji8, HCC1569M8, HCC1806Wa1 TfiCAL-120M8 	1 r, i)1/tz_-_, 9 1000WIEJ8 L 

t-SZ ct -3 tL, 	1 0%t118 1,Edilfi* 	.-gst,`RPMItigt (SIGMAt) Z90µ l/we l lT4fM 

L, CO24? -F37t-e—HlitigA Lit. NH, Vaibattt OCA.g.3000nM75\ 60.3 

nMVC9fR138) , EzTfratt4T.iL li -ClgaibatttV4tITZDMSOtigt-e* 

Ai L, Oat:10,u ltAil Lit. - . 0)•1, CO244? -F37°C-C4191VigA Li, Oa 

tk;g1j7,giM 	(Cel lTi ter-Glo Luminescent Cell Viabi l i ty assay; 	Promegat 

) 	C,)31:11_,, 303Y1'14-' Ltz_-_,I, R Y011 j t ItT (ARVO; Perkin  Elmert)CER 0 

-C Alit l_i it. Ad if 'MO 	1 0 0%F.IIV, , 	111411.4 0 gld if I& 	0%F.Id ,V, L li-Clgaiba 

1-tt0F.IIV,$(%) 	.*i±, Lit°  

-WIEJ87"-A0)10CT4RIR,Nttl-),-F 0) L 8 9 gld if l_i /to 6 r, i )I. 4Z 1 	— 	(1W 

AK I t ) t: _E E *EH a 	1 r, i )1. 	A-. 9 50 0 0 0 OU a LtSZ ct -3 r.:, 	1 (Ate, IjEul  

ILA '-gs ti‘RPMItigt-ean l/we l lT4fM li, CO24? -F37°C T —HlitigA Lit. N 

H, 44'fbattt Malin nM) , 8,tVell'14*TZDMS02/.1, Lf --D- 

r,i)l/tLtAil Lit. 444bat 8 ct TfiDMSOtigt tz.:tAil L ---C 75\ 637t T 2 El 

IV igkl r.: ig tt 	gx 9 It 	, 3}C liP BS 50011 l T —1. 	r, ill. 	5A549-1 , 	.g. 

31clipBs500m. Ltm t,, AK_Etz.-.-c-t)i, 	J 1, —,— -Ma 	Ill ily 1_, tc 0 	r, 

i )I. 	.*;WPBS 500 µ Ire —1.5Ak,\ zr_. a -) , Atz: .1111IRL tzAligliMAL 	*pt.  A-. 

. DR li it *MB WrA 	3000 rpm, 4°C --e531243Iii_iN litcAr.:_EA 	L 9 Mk/NZ 

il 	v I- L L,  	i' V sY H,Z.-,Ce lLyt i c M 	(SIGMA µ) 	, 	protease 	inhibitor coc 

ktai l 	(SIGMAt) RTfphosphatase 	inhibitor cacktai l 	(1)-- 	--(i>5- 

4 7 -I V 	t) oniaat)in Lit. EA' v 5- -I > ''''* (Z)_K_E-e303A-IF IT 1, 

tzrA , 	12000 rpm, 4°C T531243kkii_iN li_E31*.14) 	a — Ir.-.L -D ZSDS-PAGEJER 0) 

glE1M74117454IL Lit. 	- 140)glEIN . 5%-20% SDSt 1) 7f7 1) A/7 Z Kif)i, ( 

1:1"t) 	.111 0 -C al; %M A)] L. tataiN 6 L P100)51TMC-140)RIRE CAM' 

li it . 
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t&ymnL/CQ 96^ 
7°U-h (MS-0096S;X$ P>ttHcPIK3CA(Z)^S£J#/c&^t: 

X'fo&s HCC1500|fflR ZR-75-30|fflR HCC2218|fflR SK-BR-3|fflR AU565|ffl 

R HCC1569|fflR HCC1806«&t>m-120«£1^iJU&fcy 1000«<h 

10%^J^mM£#frRPMIi£±fe (SIGMAtt) "e90M l/well TSffl 

U C02#ST37°C-e-^iML/co SB. (it>j§Jt3000nMfr £>0. 3 

nM^-e9®pg), Rxfmfettmt 
1Kb. «(C10MI»L/CO ^(Dm. C02##£T37°C-e4BP^i£#u « 

(Ce L LTi ter-GLo Luminescent Cell Viability assay; Promega£t 

) »JPU 30^1#L/cm, (ARVO; Perkin Elmertt)£fflLN 

xmMbtco )iy^{s0^i00%pis. ^tWM(Z)}iy^{s^0%Pis^:LTM,^b^ 
Hdi L/co 

^•»tt©MCT4^Iia(i^T©^ay)iy^L/c0 6^:UUjg*70U-h (iw 

AKItt) (C±§E»tt£ 1 ^xjU&fcy 500000«<h&£<*:9(C, 10^JftJE 

itD./W^r'a tjNRPMIip±te"T:'2ml/we I IT'Sffl Us CO2#£T37°C-e-0fti£# L/c0 S 

Ss (H&US100 nM) , &&Xfmi\£ttMX'fcZ>mS0%:2fjL[t'D& 

0 iJUCflflD Ltco LTfr ̂ 37°Ce 2 0# 

SIC&PBS 500*1 i-c-jt&'}iju£2fc&m. 
7K;^PBS^500MI»L. 7K±(CT-tr;UX^ U-/-s--e«^0JjXL/co 

xjU^r^K/pPBS 500Ml-e-Jt&^d<^ ^(C0JJX Lfc«K^<h&to1±/c 
o 0JIX Lfc«K)S£3000rpm, 4°CX'5ftmmfo btcmz±m£ £ lJ l&^T 
^1/!V h <h Ls ^1/!V K tCCe LLy t i c M (SIGMA£t) „ protease inhibitor coc 

ktai I (SIGMA£t) ̂ .t/phosphatase inhibitor cacktai I (If-flt-f IVT 

<7< ^tt) (DM&fozmuufc0 tr^yjo(C7K±-e30^iisL 
tcm, 12000rpm,4°CT?5£f^SI/t> L±;f £B!JO51 -7"(C t-z>XSDS-PAGEffi(D 

L/CO mm(DWBWtt%-m SDS^K^U ( 
fflT'ctt) Ls §Sll$y 6 <h |^ll©^£T'MCT4©^Iim£:MJ/E: 
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-0*IiA, _LEAVAittLs-30---c, Watattt, mcr4oRme+3 --ets 

< PIK3CAO)gzPA.titc.7-co,N L I- KraM1187,1---e 	z, HCC1500M8, ZR-75-30O 

1 vel-ICC2218M8 r: 8 kiN -C tt 100nMtAilit:80%1E ,V, 1,),_LoAdateanla ,V, iif lEll 

,-7 -4-' — , mci-4e-HtLR/R,L-ck,\ZPIK3CAOgMtitc.i-soL I-7Lram 

jEnTL-A--ez, SK-BR-3M8, AU565M8, HCC1569M8, HCC1806M81veCAL-1 

20M8 r: 8 k, \ --C tt 100nMtAillitz:5()%1E,V, j,),_Lomatiewogiv, 4/NER 	.,-T--,,s 475\ 

-DA:0 

[0075] _EgErakoMA, A ( I ) otate, Complex IFfAilf1E11)A.YAMPK5t,Itib 

,f/ER 4 Z J_. L Nem --Ls tLito 'vt., A ( I ) otate, MCT4eRIR [_, 

--C 0 is 0 L 	P I K3CAgMktKralli8TL-AMDA-mB-453M8 t: 'N1-1-z*Hili8teatFia 

,V,,fifnl 	1-. 	J_. L, Rue MDA-MB-453„8tH jA7 r, Z t: 8 k, \ --c fj-tar44/NER 

/-7 -4- J_Lefe,0--,'stLito --L's66L, A ( I ) otate, MCT4/YRIR, i_, -c 0 ts 

k,\ L IPIK3CPtAliatt-itra1118 'Ts-ks.t .1"-Cts <, MCT4ORIR,ets < PIK3CAM,' 

A 	titc.14:0 L I- iLaMili8 	t:_ 	Liz t, OliValFid,V,4,Fnl -4-z •J_. Le 

tiE -.,S 41. A-. . -It -D --C-  , A ( I ) otattt, Ka, -i6Lmc-r4759m i_, --c 0 ts 

0 '-i'LrE,, L 9 b (1MCT4 759M L -C 0 ts k,\ PiK3CPtg,'Arti ititaos.Ar.:JER T 

Z. 

[0076] A ( I ) O'fbatttRttOtaG) 1 aRtt 2 al,),_E5AijAZ3L 1, ---c -A-4- 

Z EtItiM-tt tt, 	T,1 t.: 8 0 .--C AA PI kiN 6 tt..--C 0 Z PIMP], Mt, 7 I.J PI 

RIMAIJAbtAIJJEIltl±f*-CE110.--C, CAN CE11 -.,'S tv-COZ 	I t: ct -D --CM-II-4-  Z 

•J__LIY -- Z. 

IR46triAIJ, PAIJ, )3 1-t/l/AIJ, MAP], UM. AAM- t.c._ ct ZRLI#R4, 

Rtt, rArDi. rIFIIM III IfJ- OD AN.AIJ, 'AIJ„ORAI_IN MO*. RVII 

AM. gMAIJ, R1 	fliM4AIJ, RMIRAPJ, RMIRAM4AIJ, PkAAM-t: cl: Z 

4M1=1#R40D Of tt.0)±,VT 	-D -c t ct 00  

[0077] R LI IR 4 0 it 6 0 	f44.1M-tt L li --C tt, rad. UM. 	ftLAM-en1 kiN  6 41. 

Z. 	j_. Oct -.3 fd: 	-*AMA t:-/-3 0 .--C tt, 	.1 MR tt2a1.)1_E 0V)(jMZ3 	, /..t.s, 

< L t 1 fMOD5tittSPIMAIJ L Ea-,'S tt.Z. AMA tt, *It:At -D -C. 	5t'I't 
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<PIK3CA©^S£J#fcft^t HCC1500|fflR ZR-75-30|ffl 

^^t/HCC2218|ffl^(Cfc^NT(i100nM»0t(C80%PI#^±©i|ffl^mPlS^ffl 

MCT4fr+^(C^IlLT^^PIK3CA©^a^:^/c^^H 

JStfTCfc*. SK-BR-3|fflR AU565|fflR HCC1569«, HCC1806«&t/CAL-1 

20«(Cfc^NT(i100nM»0t(C50%PI#^±©«±^ilPlS^ffl;&^^^fr 

fco 

[0075] ±§ESti$©i£H. ^ ( I ) <Dfc-&Mtfs Complex iPlS^ffl&tMMPK^f^b 

t/c, ^ (i) mttsw, MCT4^IIL 
XI^I\ n KPIK3CA^apitt?L^ilffl^WA-MB-453i|ffl^(C^'r £«i^i!PI 

&t/MDA-MB-453|fflMl^ X iZ&^xmmftm £ 

$btZs 5& ( I ) MCT4frfgIlLT^& 

INt KPIK3CA^apitt?L^ffl^/c^-e^<, MCT4©fgIlfr&< PIK3CA©^ 

femztifco x, ^ (i) (Ditsm&s ftizmutffzmbxvtz 
«hyfrmcT4tfm%Lx^te^pmch&mm'mm(Dfemjzi£mx 

[0076] ^ ( I ) (D4t£tyXWt(Dik(D 1 fflX&2LT#^t" 

Z.ttfx^& o 

MIH^S HMF»3. mt £@m mm.ws m&m 
><m im&k wxmmz&z 

[0077] mn^cDtctbcDmmmtytLxte, &&K M, 
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tst)NAIJ, INN_ aM5RAIJAbillIAIJ, 'k74LAIJ, 	74/1744.1MAIJ 	-A'' 	1,-0/NZ t 

ct 00 raliR ttP,Ali 6t /26R t: ct 9 AARtt ra '74'1't-1-  L < ttliagIt'AN 0 7 4 

11. INTVIRLZ t ct ki \ 0  

RLIIR401-c.60***JMIttt, tAlint.c_,!,-g --,'s ti.z KAP], 	'7&,,fIAIJ, Th 

P], 	1=1 V lAIJR tt I I) 	11/AM- 	a(7)-. —Amt.:ill ki \ 641,Z 	5t,Iti-d: 

*CAI], IN A_ tatIzI 	7j< R tt i 	I —11. -gsti•c, 	i!,AA'f7t1M-tt tt 	5t'l't ts* 

fRAIJJ-;04-t: Ui'7.MLAIJ, MAIM, BAAIJo)c 	ts40)JAIJ, lEMAIJ, FIVIAI.J, -' 

[0078] 

-AI.J, MNAIJ 	-A'' 	I, --C o-c t ct oc, 

4-M LI IR4 0 tc.6 0 AN-Ad tt„R,M07_10tR tt,4-7_10tV4AAIJ, EAPJR 

6V L; 	''As -4-' Z o 7_10tV4AIJL LT' it. INA_ aA41111,4g7xxtttlIft 

itae-g- ti.zo 4.7_1<ftv4AliL L -ctt, imA_ai ,  i —11.0 ) ct ', 4:7 7 11. 

—11,fiezo 	.J_.oct -)tsNm-tttt, 	--L's 6 t.,:-MiLAIJ, MR- Aii, MAIM, Tit 

MALI, 	3MALI, 	t'fbAIJ, 	X tt'7.411q40)JAIJ 	-g/1,--et ck• \ 0 	.j_. 41, 6 ttiN A_ a 

5-  I) 7R ig 7 4 )1/' — 	3,E -411A, *IMAIJ0gEaRttfgAl- t: ct -D ---C,wa 

'fb --L's ti.Z 0 Vt., 	•J_. 41, 6 tt,w,M0 	41MA 	LT‘liS L. ItElIntL,w,MAKRtt 

,w,M0 A41-111 74tIVC- 741174R USA li-CIVIITZ .J_. L t --e 	Z0 

[0079] M-111AIJL Li -CU, BixT111J, R*11J, 	h I) —AP], -E') —Ad, /' ‘y lAd, * 

RP], 	1=1— 	a >AIJ„ORAIJ, IREiix71. - -A--4- Z0 —42(znIo6ti.ZEi'xft 

IA1J, 	1=1 — i a >IAIJ, 7_10tR6t47_10tV4IAIJ, BAP], '-i'LAM- 	-A'--4- Z 

0 

[0080] [IRAAIXDR 'AIM- 	oRMIRAIJ tt 	'f*, Af*Rtt# 	WIX0 t0 /oil ki \ 641, 

, ItR'i,̀.%ii0)51t:_lt. -D --Ctliti 1-Z •J_. Le T 	Z0 INA_ tvirioDRIMAIJA'D, 

Et:, plIKAVAIJ, MJNAIJ, IT-5t'ItAIJ, MRAIJ, 	ZAIJ-\b±TAAM-eig__at 

Aii -L'sti.-co-c t (t o° IR4tt, iI__Ats[IRARttilotc.6052/-1 	'ItEll 

TZ j_. Le-- 	Z0 INA_a, itrilR4[IRA5/4 ZJ-o)'/_%]0)52, -( 	-\b[lA 

17. 2ilEll I, ---C , i b a ttt 	*a --e x tt 9a, 	-,'s 41. it Eat 0 t* L li --C , 	t L 

<ttEtnrciv-gt_Agztgi*LE(7),abt----C 74ARttEAAL 1, --C1R4T Z 

.J__LIP"- Zo 	 --e 	-D tit1105.HsoRA.2-1,t, *IIIRUM,k1110#R4111 0 t 0 

WO 2014/199933 49 PCT/JP2014/065181 

<u\ y ng&xtti^gu< < 
JUA-C^flgUTt <fcl\, 

ftwvk m7Limm7kx&±$ ;^tmmmty 
^yj^cpr^b&k um$L K^yauaftiism mp*&k ^ 

[0078] #gPf^0fc«)0;iM(i, M a © 7K14 X & # TK 14 © m M % K£yx 

M^tStiSo #7Xtt©)^U«h LT(i, fliJa.tfi^y-jucDcfc-p&^UP 

££lc#3Hb&k BfiH&k UM#k ?L 

^b^O. #ifc&k ^-fb&k X&^MS^y^/u-et^o 

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

ik^ti&o £.tcs lj£ffliulc&sHi7j<x& 

[0079] IfcS&k WwMs tl)-Jx#k -tf'J-Sk rtvzfftl P* 

mn. •—a >#k j&n&k IKE 
s^y, n-isay&Ms 7KttX&#7Ktt©;Ms 

o 

[0080] p^A^y^^^y^©^i^y(i®^ 

mzs pHiis^y, Rfinsi. )t)K^y. 
jD^tiTiNTt<fciN0 &%tMxy*tevkT£<Dtctb<DT'<'( 
TZZ£tf-Z%2>o MZ.&. ^m&^VkXT'U X^(D4k$Q<DT'U X'&ifc 

LTs tcM&M}<D%&%.t LTs t L 

< Lx&^-tz 
z.ttfz^z>o m\°ix.&&&\9i<Di9L5-m<Dt,<Dv$>? 
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•--C t ct < , 	tit1105)*Rttl'.5..Hs-A- 	)3 7° --t )1/ 	*IJJEII -  4 - Z •J_. L e--e 	Z 0 	Zk,\ 

1-41V(i±iAli, tt, LA 	 IN A_a, h 1 = 1 1=1 7 )1.7J- D7)1/t>xtt=nkiLA'A-otzT 

igtstt,,f*IVII LA-Ai:111'7 Vs—)i. 	1 	—-0)±,te--e 	-D -c t ct 00  

[0081] Argla LI IR4ovia, 1 H (DIR41 tt, f*m 	tz: 9 No. 001-100mg/kg, 

L < tt 0. 1 —30mg/kg, 	EtZ.: 	L < tt 0. 1 —1 Omg/kg eig 	--C' 	9, 	Z: ti, 	1 

lireZ Ott 2111-4 --c#R4-4-zo rIFIIMIR4--L'sti.ztaatt, 1 El oIR 

4 it tt, f*M 	tz_-. ) „'j0.0001 —10mg/kgei 	T, 	119 1 iii—M,kgrc. ---cIR 

4 1-  z0 	tom, RMIRAIJ L 1_, --c tt, f*M 	A-. 9 MO. 001 —100mg/kg 	1 191111— 

*t,k111 -c#R4-4-  z0 IR4'ilta=1X, *,-L, itl.1- 	41,1,-c1111/7 ots 

atur,, u --ciy__AvAt -L's ti.Z0 

[0082] IR4R11., AM, IR43,131A, PATFOIJAbt)NAIJGABAtLct -D --CAtSZe, * 

RIE9JoEtItiMi-tttto. 01 —1 oomal, 	z,fiNIL 1,--ctto.01-5owilo5th 

C3'-e'z 1 fti-c.tt-,1-)._Lo4 ( I ) otatttxttoirri-g- -4- zo 

[0083] A ( I ) otattt, n3LR.o4 ( I ) oibattte5thit,-7 -4-L4A.. 641, 

zA;itofM/7 V81*AIJ L141111-  z •J_. L e--e 	z0 	1,A1),HEIltt, 	Pli IiIR4, A 

0 tt 1.11111t:_40, 1, -c, -1- 1, < tt pfimmenamFas-30-c#R41,-c t ckiN o Pi 

ii#R4I'z'Adtt, 	gEaPJ-e-D -c t 	1.11111(ztlAdib --,'s ti.-co-c t ct 00  

[0084] J-;CF, 'AVM vc_a-i 	A ( I ) otattotn51 --L's 6 vc_MIllt:1,01J-4-  

Zo 48, *RHAtt, -FE'Attin:Eili,otalttLINZ-L's ti.z t aye 	ts 0 

0 	V-z_-_, fAr=l-fbattto11 51 	.I'13,SIN t: -- t1,Tti,-T40 	V-z_-_, A ( I ) Ota 

'AO-II/LIU, 1,),-Ft:_77 -,'S ti.zR4n'AttiNotliS310)(7),vc_FRZ -L's ti.z t a) 

-euts<, A ( I ) oibatttuJA-L6otnisIoAda.),abt-, 	Zk,N1,tM 

	Vc_ilEl1J --eZItLc-D--Cttliti--,'stV,Z0 

[0085] *HAMISV:80-C, ibatttiOfttLACD/Name (t_Iiitlf,gs, Advanced Chem is 

try Development, 	Inc.) 	j_0),:, v 7 I. 	,ItEll i_,--ck,Nztmaiyzo  

[0086] A:, 	Ifia_E, 	MIA° 1/ l 	.ML L --c -4--0 INA.. a, 	11071<ntibt I`') r,L.7_1< 

'74Att 1 mo ilizzlqkibt 1,1) r,A7JK..g.A--ez -,: L 	,-_,s[1.-4-zo 

WO 2014/199933 50 PCT/JP2014/065181 

Its MTLISS <? any )itn77)\st>yxi&—B.ik®zM^(DB 

L tc JPJ±x 7 V-JUX 7° U^TUl^o 
[0081] m^mn^com^ ia©£«tt. tefi^fcy$j0.00i~i00mg/kg% u 

£L<&0.1~30mg/kg% L < £0.1 ~10mg/kgtfig^-C£>l). £tl£1 

ia©& 

^fi^fey#tj0.0001~10mg/kgfrig^-e. 1 B1 ®Ht&0lC#ttT£ 

^t5o t/c, ^ll^y^LT^ #10.001 ~100mg/kg£1B1 [I]~ 

-c&^-tZo ttsy^^jtL-r^©*! 

(c j& i; T $ ti & o 
[0082] * 

wftowmmmz®.®i~i00fimi &£fi*§<h L-a£0.0i~50fim%©^ 
J&ttXJbZ 1 ( I ) (DikSityX&'ZCDik^mtZ>o 

[0083] ^ (i) (Dik-smts (i) t^xbti 

sB^yefeoTtMtcs^yib^0 

[0084] i^Ts ^ (i) (Dik^ty(Dm&%*zbizmmiz.mmt 
Z>o &fc\ *fgB£tt, TIB^Wy(C|ES©jb^(C®^^tl^t(Z)-e(i^^ 
o 3-tCs W^katyOWkfefcWk^'&UZ.^tl^tl7Js~$o 3-tCs ^ ( I ) (Dibp 

(Dm&iu% ©^cps^n**,© 
X&te<s j£ (I) ©<b^$itt£ft£>©£!^&©M^to-t±\ 

[0085] {b"ptl©^ (CACD/Name Advanced Chemis 

try Development, Inc.) HCD-PP^ 7 7 h LTlN'I>i§'n tF-fc>Z)0 

[0086] t/c, }j§Jtmol/l£M<h LT^-To 1M7j<iHb^ h U ATK 

}§)S(iimoi/i(Z)7KI^b^- h U ^ATK^-e^^o^^SD^-r^o 
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[0087] 3:5)*Xelil*tt, RINT-TTRII(RIGAKUt) CER 0, ILt : Cu, tg. 51 	: 300mA 

, tga : 50kV, It> 1 I) >Ng' : 0.020° , 	3p_g. :4° /min, 3jr : 1.5 

4056A, Ark-u*Agin (2 6) 	: 2.5^-40° ODAitTgldif li, 5=s-9/._1.11 .  

-g-ti•Itx (Div 9 goAt, 	-1,tx-efg,-T -L's ti.tz_-.51)AlfIllAtz.-.4t-D it. 48, 

5Hs00111*6c_S-361Z111*A 	(26 	(0  ) ) 0`)0,-0,12 tt, 	±0.2° fi'l.-eZ 

0 

-*Iiipl,tt ,- 	ti,Tti,3:5)*Mitg*/ 	— > -e . MN 6.1 641,Z e, 115.)*00111* 

tt52-0'ItN_E, METR0P1-1VDMILs-3k,\ -ctt, matt,±rmFaAbf*nts 

/ , —>eaR---ev,), iii*ARvIiitNtliterazr<or=ii, t ±a)_ 

--,s, grzAittLct-D-ct,%/-4-)9 -)ZtoD-eZ/J\6, ag'vc_1174-,'sti.Z_ 

T tttS.00 

[0088] 213,1,IN 1 

5-11=1 	-1H-/ > Vs-r Z YV—)1.-2-t )IA1 >K6 (1. 0g), 	1-C4-( 	I) 7/1/7t 

1=1)< 	)1.)/>:')/1/1E1' 	:')> 	(1.0g) , 	1H-'Z>' 	P) 7 `J—J1.-1-7t—J1. 

(840mg) EWN, N-:'))( 	)1.*)1..LN 7 -z F (10m l : i:),-F, DMF L ' :ET.) 0) 

3:N-[3-(1,7•Z J ) 7°CI EA,i-N'-i)i,t)i,t:-)-(z K 	gkit 

(1.2g) 	)31:1A_, VII --e414k1R14-  I, it. azimat vc_goomtzKAt I,') 7A 

7.144A 	)i11 A.., '131:1-eiHect 	L. t U it 	4 	31..14R,I, 3r ll-Ft11 li it° 

,f4'641.1-c. 	47t 	1=1 1=1*A/A (100m1) Rue' 	i —)1. Om 0 oaalt vcAttt,  

3.51 -P41174 Lit. Eattt'13E'VeliAP,I, ,N 1)- > (100m 0 	)iiiA_A-... t 

U it 	47t71{R,I, 	ifilll-Ftitll li, 	(5-11=1 	-1H-i > Vs 4 Z Y V — )I, - 2 - 4 

JO {4-C4-( 	') 7/1/t1=1)( 	)1.)/>:')/1/1E/' 	:')>-1-4/1.1)( 	i > 	(1.4 

g) 	47tQ I, -041-c. 0 

[0089] 21IN 2 

2- 	Di=i- ) I) >-6-t JI.t>031 (500mg) , iraib7J- =)1. (5m l) EzTjeDMF 

( 1 A) 0DEalt 	303134)iiiiNt,3.5A,I, 'Aga' 	--eN:li li it. azmatttg 

11 T MIL --04 6 41, it 	4 L 	Dm )( g %0)3a a ttt t:A;13--  F , 1-C4-( 	I) 

7/1/7J- 1=1)( 	)1.)/>:')/1/1L°1':')> 	(620mg) 	/Ave I- ,) I/1/7 -Z > (340 µ, 

WO 2014/199933 51 PCT/JP2014/065181 

[0087] RINT-TTRII(RIGAKU*t)£ffll\ mt : Cu, : 300mA 

. WBEE : 50kV% Ht>7°U : 0.020° . : 4° /min, : 1.5 

4056A% mfemfrnmm (20) 12.5-40° u 

m^mmfTiz&tfzmfrn (20 c ) ) ©!^i50&, ±0.2° mmz&z 
o 

m^aIXT(is 

MWZJbVs 

-Q\tta^o 

[0088] s^a$yi 

5--Ju=£-\W-'<yV4 $yx/->»U-2-^jU#>It(1.0g)% 1-[4-( h 'J 7At 

u^^-)V)^y^)V\^^^Jy (1.0g) , IH-^>V h 'J j7XS—Ji/-i-*—Ji> 

(840mg) J^MA7$ K (10ml : UTs DMF<hB§IEt"•&) (D 

M-gtyizn-is-ds^^JiT^ ;)-fn¥)i]-n'$ K HkWM 

(1.2g)^rJpx.% L/co K U 0 A 

7_K;^£JP;U ^-eietp^i^u lEmiufco 
%%tltcMfa%<7 • P*JUA (100ml) S.t/x^y-jKlml) ©^^HCjPfi 

M;,tT;^?L/c0 ^*+)-y (100ml) £JpXtc0 £ 

;$j±Tf£:)tu (5-7"P^-IH-^>vy $yy-ju-2-^r 

JU){4-[4-( h U 7JU:tPP<51,'U)^>^,'U]t°/^:v?>-W,/U}p<^y > (1.4 

g) £@te£UT?#fco 

[0089] 

2-^ • pdpy U >-6-^>/U#>It (500mg) % )l (5ml) ^.t/DMF 

(1)^) ©Wbaty£ 30 ftP^Jn s ^^t-e^L/co 

ET)jilsLTt#^ti/c®^^y^PPp<^>(Z);l^(C7K^T. 1-[4-( h U 

7>'U^PP<51>'U)/><>^>'U] ̂ =pVy (620mg) h 'J x^JUT7 $ > (340^ 
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0 	Ai A., '131Fo'.-e2HIECRI L /to azimatt:Anp-AtAK„t 	I) r, AzIQ74 

,,,fIA-JA_, 	i=i1=1*)1.L.--ett±, Lit. VAN 	MOit'fbt 	') r,A7_1Q4A--e 

5A501 	,:,7_1<eAkt 	') r, A -CIVI L /to tVIAIJ 	1•1, 31 ll-P44 

Lk, "11464-LitRI7Zi ,))3/72)1//01=17 1-77 4 — ( ,N 

it >-fffnki)1,) 	V,: ct 9 Fittl L, 	(2- 	1=11=1 	i 1) >-6-4 )1.) {4-[4-( 	1) 7 

)1.7J-  Q) 	)1/)/>:')/1.] L',':)>-1--( )0 )( 	) > 	(630mg) 	EIEPIX1-tt L L 

--C•fgtz.-..„ 

[0090] 	 VSLIN 3 

6-11=1 	-2-( 	I) 	1=1 Q) 	)1.)-1 H-4 Z YV[4, 5-b] E') :')> 	(500mg) , 

AVZIKAt 	') r, A (2.0g) Ezt5- 	L K 1=1 7 	> (5ml : 1-).-F, THE L' 1E 

TZ)0Eatttt,7:13E0'.t:-C7X (2. 5m 0 EzVe1-[4-( 	') 7 )1,7j- 1=1 )< 	)1,),>:') 

A.] L'i:')> 	(850mg) 	)31:1A.., 	'131E.T20312CR#1=' Lt :. arit3aat6z.-.7x 

m ., 	1=1 1=1*)1,L. --ett±, Lt. VAN 	Miiitibt I-') r, AZIQ4A-CA50- 

L„:,7_1<eAkt 	') r, A -CIVI L /to tVIAIJ 	1•1, All-P7.44%) 	li 

it. "14 6 ti./tRI, THE (15mo Ezveimilnk(15m 0 oaalt 	'131fri-e2HIECR 

14-  1, it. azimatttt:A0)%jakzIKAt 	I) r, A7M74A 	)3FIA_, 	1=1 1=1*A/A 

--ett±, L /to VAN 	,:,7_1<e,Okt 	') r, A -CIVI L. tVIAIJ 	1•1, All 

-P4t7gig 	Lk. "11464-LitRII) tit JI/t/01=17 l''7-1 — 

1=1 1=1*JI/A- 	J —)1.) 	VC_ ct 9 Fittl Lit. Ti 6 ti.tc. 	'f*Ezt/' 	1=11=1*A/A 

(25m 0 oaalt .303134)31M3.5A,I, ,N- i)- > (50m 0 	Ai A., )076 L to 

t U it. 	f* 	7 gR'1, 3rlll-FtitIl L. 	(6-11=1 	-1 H-4 Z 	"J[4, 5-13] E ') 

>-2-4 )14{4-C4-( 	') 7/1/7J- 1=1)( 	)1.)/>:')/1/1E':)>-1--f )1.1)( 	) 

> (490mg) 	f4Q L --041Z.-..„ 

[0091] 	 ,TCSIN 4 

5-C1-(tert-1-:>t/l/t=)14E'):')>-4-4/1/1-1-)< 	)1.-1H--f > F 

—)1.-2-t)l.t>031(170mg), N,N-:')-( V 7°CI E/1/I)1/77 Z >(240µ, 0, 	1-[ 

4-( 	I) 7/1/7J-  1=1 )( 	)1.)/>:')/1/1E, :')>(140mg))3zVeDMF (2m 0 Oga 

#t6::/•-1)-  7J1.7J-  C1') >K62-(7-771f-1H-> VImo') 7 V—)1.-1-4 )14-1, 1, 3 

WO 2014/199933 52 PCT/JP2014/065181 

i)£aPA.. ^z2mmmn[,tc0 

v • p^uA-ettai u/cQ K U 7 ATX^T-
h 'J ^A«Lfc0 ;1J±T;W£^ 

iLfco %btltcW/M.^:7< J is U •x' h^77 < -

•tfV-Mtx^JU) (2-^7 • pdpy U >-6—T>/U){4-[4-( h U 7 

> (630mg) 

Tt#/c0 

[0090] 

§--Jn=£-2-( h U ^PP^JUHH—T $#V[4, 5-b]t°U (500mg) % 

j^I£7KH^ K U 7 A (2. 0g) JfrXfiT KP7^>(5ml : THF<hB§IE 

"t£)©;fb^itHC^(CT7K (2.5ml) M'1-[4-( h'J 7MP^f J1/)^V^' 

(850mg) £JPPU ^T'20£f^i# L/c0 J5J&$I^tKC7.k£ 

flp*., fp • P/lxjUA-ettai Ltco h U 7 A7K;^-e&;# 

U te7x^it^hUt7A-e^'J:#L/co *£*£&! £&£&. 

fco ff^ftfcggjS, THF (15ml) RXfmmWW(DW^ty%:^Z2mmM 
# L/co SJ^;Fb^(ctSfflj^It7j<*^- h U 7 ATK^^JP;^ 7 p ufr)VA 

"eWHhl L/co K 'J 7A-e$£'Jt U $£&&!£ ;$EE 

TM^SiLfco 'J h^77 < - ( 

7PP*JUA-p<^y-,/U) (C<£ yffML/co P P*JUA 

(25ml)©;Fb^^:30^^Jp^M^ (50ml) £JP;U 7jO£L/c0 

£i;/c®{*£}jITOL ;$J±Tf£'JtU (6-7P^-1H->T $ ?V14,5-b] tf'J *>* 

>-2—r ;u){4-[4-( K u o J 
>(490mg)£g{*<h LTt#/c0 

[0091] s^&$y4 

5-[1-(tert-7" ^>-4—f JU]-1-P< ^JU-IH—f y K 

-;U-2-^jU#>It(170mg), N, W-V4 7 7°P $ > (240 ̂  I), 1-[ 

4-( h U 7 JV* P ̂  ̂ JU)^<y i^JU] tf^-^i^ y (140mg)^.t/DMF (2ml) (DMS 

mz^^-vyjltu u >It2-(7-7+f-1H-^>y h 'J7V-JH-NU)-1,1,3 



CI _11(L ri -I )-17]-171 (1( )--z-1(—/4 	j-/ < 	—H1.-1( 	)-1.-1=1,4-9) 	' 

q i-ittlri ID  21 	(1(T40/11—<-4*•/) — J-  L G  4-1 	1=1 .c7E(ri(ifE(ri 

ri -1 -40`0){a:' 	'*-CND--)fcc7 4i ri -1 -qi'ArTn*W 	EffM °=',-1 '1 M q4 D__ 

i(T40/114ii:=7-'EPi'4 iiti,. '*Altgalt$ °"--Yfl•cgaa_EW__, '*;`aWP" 

LIVV,E1H9L 	'Yliu( 	ON 0 	<-4*-1 -2141;:=7-'E'ZIN 	°=',-Ifl `.V.,'IN111(LEa[117 	'* 

41.#VEICOED-TEW, 	'YEI1(6L 'E)< 	./. 	[1(</(1( 	)( Li _fc1(1 ri ,1 

)-171-L -2144iii-mo 	Owl. 0 	*r/W (1 uull) Ai 	' (69'8) 	v7 4i ri -I -*){40.Y,-11 	' 

(6VZ)1(—/4 	1-/</—HL—(11( 	)(CI Li 4  ri -1 )—z-1( 	)(—L-1=14-9 

9 1-10' c' A 	 CE600] 

°=Zikii;2/-1 R Y t- Lifer tL 	(61B089)< i .& )( {1( 1-1.—‹ 	c,c. 	[1( 

< ,(11()(1=1- 11(L ri -1 )-17]-17}(1()--Z-1(—/4 	i-1< ,—H1.-1()(  

— 1-1=1 4-9) 	‘fPittl ri ID  21 (1(T40/11—<-4*•/) — J-  L 	,s4-1 	L1 4.̀T 

E(rirliC( ri 	w:fg-qii'41,#,J,,  °=-V1 	5 	Wil..P.:4_11T$ 	'*U 	1-1*IV;M ° 

--10 f,;MD__ 'yr 4i ri -1 -40`0)1n:':' 	'*71gNX:111D--15X.P1,4){ccT 4i ri -1 - qi,14in*W 	' 
){ 	ENM °"--zicl MWD-1(ic.101/11 'YEIVV.){ccT 4i ri -1 -*)rocua-Aw 

• _,E.g),K.:14:=7-im‘ziN ---zo F4.,V4J,W__Tow, 	'Y f1 	(69 ' i) v7 4i =1=1 4i11( 

-I --E 'E '1. 11—(1()--1-1(—/Z ri -11 < /—H1.-4Z—L) —Z4g< ri Li _fir 

c_4*N,-2144-,:=7-mo out° diiiww(61'096)<0[1(<(/1()(1=1 

_f1(L ri -1 )-171-i 	•wfg.--1,1•41,#,J;2/1 PrIf ,TV_Ill$ 	4ii:=7-' E'ZIN 	°=-1`l 	1.{ 	 l'  

W--TEW, 	'YEIV 	(PBVE) 	li' ..P..*4 >PT 4i ri -1 -qi,40){mi .211).-Pi...4 	(11B91) 	d1-110 

(61110 IL) 1( 	)(4<*11( [(—Z-11( —/4 	)-/<,-HL-1( 	)-1.-1=1,4-g 

gliaV'A C Z6001 

°7-.11,#,J;2q R*J, 	(6w08Z) 	11(4-1,18140< *11([(-i-< 	ri 

[1()--9-1(-1 < 1—HL—(1(=*1(c( {1( )--L—Ki, 	,/c 	Er1fi,</(1( 

1=1 _fi( c ri -I )-171-17})-Z-1( 	)-l.]-17 	'1 IV%_1(T$ 	'*XliFig 	44 	=-V1 

°=-1(1 F,filf LEA 	L 	'_-.E.g>1( 'Y UV 	){4/WV.P1,4){cc7 4i ri -1 -*){40a-AW-214ii 

:=7-m,ziN ---zo 4.,V4J,W__Tow__, 'YEIV 	(61110LZ)vT 4i = D 4i'1( 	s-£ ,  

I8IS90/tIOZdf/I3d 
	

E9 
	

££6661/1710Z OM 

• -Mr£ (\ H y/^v-Hi-ir^-i-im^-g) * 

rH-^W4» °^1WBa 

^SAHfRBIK l?!Ii 
(imiL) ^ 

#gfEU#0£iS? ^«(6r£)<^v03[ir^<v(ir^i=i£ir£ n H 
)-p}-l21^mC0 (1UILL) W¥(li"22)dHl * (69*8) V0 (\ H * 

(62-2)ir-,A.^$ >,A<v-HL-(ir^^DD^ fi H )-2-ir^^-L-iDi.£-9 

9l$i£nf [£600] 
°^ii1 :? £ iriZ ̂(601083)< /-£*{ir>-L-<.<s4Vc3[ir 

^<v(ir^m£ir£ fi H )-^]-W(/ir>-2-ir-,A^$ >,A<v-Hi-ir^^ 

-i-im^-s) ^nMIiriT2i (ir^x|i^i-<.fr^N/) - >£4^HAQ^V 
cctKActri^zm&y^n^s^mni ° 

^nfmavorH-^W4» nHv 

^D^(6g-L)vc.-ac-ir^ 
>^H ̂ -£'£'i 'L-(ir>-L-ir-,AZ fi H ,A<V-HL-AZ-Z.)-2|1< fi m^if 

(1IU17L) dlfl(ha¥(6w096)<^^v0^[ir^<v(ir^^D 

^ir£rH)-fr]-i 

Has? (1^2 '£) fi H (laigi) JHI® 

(6w0iz.) ir^ ̂ |l<>Pir¥-2-ir-,A^ ̂  >/;< wu-if^ ̂ -i-i a/i-g 

Q^nf [2600] 

"^fian (6W082) ir^/i-usi^oPir^-L-/:^ r,v 

0^[ir>-g-ir-d < >-Hi-(ir=>^r¥{ir>-i-<^v03 [ir^<v(ir^ ><: 

m^ir^r.H)-fr]-rt)-z-ir^*-L]-fr 

^•?^(6ai0^)vo-noir^^^H ̂ -£' 

I8IS90/H0ZdfAL3d £9 ££666I/H0Z OAV 
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[0094] 	 

)( 5-11/)/'<>::;11/]E'f).:1-1 -4 )0 ?< 	) '...,(1.79)1],f4Q LTMtz_-_, 

-SaSiM 7 

0. 5Mt I) r, J-.,./•*1)-  )4 	)V.)4*./ 5 	r/ 1- )t.i•2;74-,,A (5. 3m 0 , 	18- 	5 r) 

>-6 (100mg) , 	THE (15m1) 	02 -1,11-tt tZ.:11 311r.T1H-4 -2 yv—)1.-5-t )1.7ii 

At i 	)I/ (500mg)  cnk. -AR-e53}rmtgvutco &znatttrc_4-Eoc 

>)1,t=)1,),i- -:,]EzI):-.;>-1-)3)1,7jiAttert-l)l. 	(740mg) 	)71:1A.. 

, 90°c--e17HeAYA-1, 	'13.070'. -ea:liUtz_-_,. &zgatttt:..ziKA... EiM1- 

)1,--eIii13±, L it. Vtiq 	Miiiraibt 	I) r, A704'ffITAIE1-1„:,:&7.1q.AK6-7 

" ,4../ri,.-etiVALii-c.. tvgAIA.mvf, A )1 T ;VI 	M 	t, tz_-: . 44 6 tt. A-. 

RITZ 1 	') )3 I 7 2  11/t 	10 1117 I --7 7 -f - (.H)- -ElifK6.1. -)1.) 

l.:. ct 9 ti-T L, 	1-[1-(tert-1 I- 	.J)311.t=)l.) E'' I) .J'.J-4--( )1.]-1H--( 

>YV—)1.-5-t )1/tAki/l/(t.16,SNIP-1 : 270mg) 	ii=1Xtt L LT, 2-[1-( 

tert-1 [- 	-:>JJ JI/t=)1.) h°'.') fj>-4-4 )1.]-2H-4 > 5 V—)1.-5-t )1.t.' 

Oti)l. (N3Sfq7-2 : 410mg) 	1-_],f*L 1_, ---c--4-1,-=1-047-,-L o  

[0095] 	 _Titifli 8 

L'/' --5:')J 	(15g) 	L I- 11. i> 	(40m1) 	03gatt:85tt,:-C1-(1=11=1)(-- 

)1.) -4- ( 	7 it.7J- 1=1)( 	Jii)''J'ff '.J 	(4.4g) 	0 I- ki '.i 	(5m0 g'ffIblik, 

85t -C3111241R-71='•1, A' No'. 	TY5C:13' li it. &Z.ELS ì-tt t:An Mk* A t I--') 

L.7.1<g'XIMA_, 	I/l/i-- "7--)1.-- ft±, litc. VAMZIK, Mlittefbt I- 

') r -A7.1<gATIIIRMAII-'*„1,10.KKWAt 	I) r) Lx —eta L tco CAP.! 

"*. 	*',111-FgW%) 	li, 	1-C4-(7)1.7J-  i=i) .3:)]5,;,/(5 

. 09) 	1:11=1X.1-tt L 1_, -014' tc . 

[0096] 	 -TitifIJ 9 

(5-11:I -1H- > vs-r z yv--)1.-2-4 A.) {4-[4-( P) 7 )1.7J-  I=1)< .)1.)1 

•.j 	)1,] L'A 	:-)>-1--r )0 )( g) > 	(1 . 2g) , 4-(4,  4, 5, 5-5- 	5 )< .)1.-1, 

3, 2-.)7J- *Itt1=15 '2-2-4 )14-3, 6-.J L. r 1=1 L°') 	'.., -1 (2N)--t )1.71-z Atter 

t-1/1. 	(1.6g) , 	-T- 	5 	-.( 	') 7 il--)lit7 4 `,/)ir,/),(590mg) 

Mt-)-  I- ') r, .6, (2. 2g), 	7r$')- % 	(40ni1) Ez.zzi< (10m1) 	03a Qt 

WO 2014/199933 54 PCT/JP2014/065181 

n\s}*$ J >(1.7g)£@{*<h LT %tc0 

[0094] m&\7 

0. 5M±i ]J ^ A^^r+M K/ (5.3ml) , 18-^0 

>-6 (100mg) % THF (15ml) ©;I^tHC^(CT 1H—f y$V-Jl/S-tiJlstf 

VSfx^jU (500mg) ^OTU ^T5^M#U/c0 ja£$I^tUC4-[(* * 

v/U)^^^] t:0/^ U •v>-1-^^7KVlttert-7'>5l>,U (740mg) 

% 90oCTr170^i#t£, ^^fe^U/co JSJ^Fb^tHCTK^JPx., Mx 

Ltco K u t7 A7j<}§5S"e^;fttv HTK^SIT 

V**/VJx-e&tikbt£o ;lET;§®^l§iU/Co t#^ti/c 

y *> U P"7 h^77<- (^^v-Mtx^U) 

1-[1-(tert-y ^>-4-< jU]-1H-< 

y^V-)V-^-l2)V^ym^)immV-1 : 270mg)£|&3|*$)h UT, 2-[1-( 

tert-7" JU) t0/>< U ^>-4-^ JU]-2H—f y W—)\/-S-l3 fofty 

i-. 41 it^tifwifco 

[0095] S^a$y8 

\Z*=?Vy (15g) t h;UX> (40ml) ©;fb^(C85°C(CT1-(^ • • 7< 

;U)-4-(S/7;U^P^-5LJU)/<V-t?V (4.4g) © MUXV (5ml) ;^£l]0x.s 

85oc-e30^rP^imi. ^t-e^L/co j£j&M^$Kcg&ffi^7kfli^ s]) o 

ATK^H&^JP;^ ^X^JUX—rJU-ettai U/Co ^8Jf£7.k* h 

'J ^ A7K>§5&TllI^>ft>#^ K "J ^AT'^IUfco 

m. ;$J±T^££^£U i-[4-(y'7Mpy^)^>^]^7v> (5 

. 0g) JkMttyt LTt#/co 

[0096] i^0!l9 

(s-yp^-iH-^oyy $^V-JU-2—r;u){4-[4-( K U 7;U^P^51^)/>< 
V'v-'U] v y-\--i )l} y $ J y (1.2g) % 4-(4,4, 5, 5-r-h ̂  7^ ^v'U-l, 

3, 2-v^ df-tf-^P =7 V-2->r >»U)-3,6-y H K P t° lJ Vy-\ (2H)-*j JUTK>1£ter 

t-7'>,IU (1. 6g) , x K^dr7>( K U 7x-j[//1x7>7 O)/^^r>A(590mg) 

. j*gU" h'J ^A(2.2g)x Vt* +ty (40ml) WTK (10ml) (DM^^T 
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11/>T5112%,-F, 95t-e24111341R14 "*. '13111VeN:lilitc. azimattLAK 

.)iiiA.., 	Eifoti)1,--etit±, Lit. von 	. ,:,:&7_1<mott I-') r, A -eta L. 	tit 

MAIJ 	RV*. AE-P4t7g 	ii0 	L it. "14 6 ti.tc.R1 	I) t if/l/t 	1N 

I=17 I- 	7 4 — (1=11=1*11.1N— 	) —A.) 	V,: ct 9 fittai, 4-[2- ( {4-[4- 

( I-') 711.7J-  C1) 	)1.)/>:')/1/1E/:')>-1-4 )1.1 )3 )1/t=)14-1H- 	> V 

4 Z Y Vs—A/-5-4 )1.]-3, 6-:')L K 1=1 E 1) :')>-1 (2H)-t/l/tAtitert-1/1/ 

(1.20 	•APIX1-ttL Li --(14 tc. 0 

[0097] 	 ViSIN 1 0 

4-i 	=)1. E'' 1) :')>-1-jj/l/t Aktert-1/1. (1.5g) , 4-7 Z J -3- 

- 11-Mk)< 	11/ (2. 2g) , 	r, ibiT5] (I) 	(82mg) , 	=±1'(b Es Z 	( 	') 7 i 

=11/*7 4 >) /:)r, L. (500mg)EzVe 	') I/1/ 77  Z > (45m1) omat 

'13.H. -M4k1R14-  L it . 	ifil )1 -P4 A 	ii0 	L. "14 6 tt, it RI 	I) t 172/1/t 

/,.1=17 l'' 	7 4 — 	(iN 1)->-fffnkill4 13zzi 	1 ) t172/1/101=1 

7I- 	7 4 — ( 	1=1 1=1*A/b.- )(' i —)1.) 	t::. ct 9 fit-II Li , 4- { [2- 7 Z ) —5— 

()( I- 	-:> tll/t =107 i=11.]= 	=11/1E/') )>-1—t )1/tAkter t-1 

11/ (1. 8g) 	. APIX1-ttL 1,--(14tc.0 

[0098] 	 ViSIN 1 1 

(5-11=1-1H->v-r z YV—)1.-2-4 114{4-C4-( P) 7 JI/A-  Q)( 	)1.)/ 

>:-»1,iE, :-»-1-4)1,1)( 	')> (300mg) . 	L'i 	: ' ) > -1- t)l. t >Otte 

rt-1/1. 	(140mg) , 	:'):> 	1=1/N 	-:>)1. (2' , 6' -:')-( V 7°1=1 t 	-:> E*7 i=)1. 

-2-4 )1.)* 	7 4 > (1 5mg)EzVellib (2-:'):> 	1=1 /•-:>)1.* 	7 4 J -2' , 6' - 

4 V il=lt-:>-1, 1' -E7 i=)14[2-(2-77 Z J ill.)7 i=ji,]/r, 

IN ter t-111/)( 	)1. 1 —5- )1.14)31:11t(23mg)IDEattL7 11, 	>T5112,t,-F, 	1 

.OM') 	r, L/\ 	-1)- )( 	)14):> 	:') K/THF745A(2. 2ml) 	)31:1A.., 	65t-e1711124 

1R14- '1. 'AA. Ve Y5Gli L it . azimattLAKR-0100-mb7>=r,A7M74 

A)iiiA_, h 1=1 1=1*1i.L --ett±, Lit. VAN 	00.1ibt 	') r,L.7_1Q4A-e 

144 „:.7_1<eAk t 	I) r, L. -eta L it. tit MAIJ 	1•1. A )1-P8 

Lit. "14tLit.R1 	I) )3 172/1/t 	/01=171- 	s'7 -f —  (1=11=1*)1, 

WO 2014/199933 55 PCT/JP2014/065181 

%bn7Ls Mix^u-ettif! Lfro K U ^A-e^'jt U $£ 

SETM^SJLfco 

P7h^77-f- (^PP^JUA-^y-JU) 4— [2— ({4— [4— 

( h 'J yjutn^^ju)^<yi/j^ T;U}^>/U#->/U)-IH-^> V 

-f $yy-JU-5—r;U]-3,6-^t; KP H°'J 

(1.2g)£>ittt)<h LTt#/c0 

[0097] 1 0 

4-Ji^-Jl,^'J i/y-l-tUltfyW-ten-y'^Jl (1.5g) , 4-7^7-3-3 

-K^tSl^^U (2.2g) , a^bMD (82mg) , (h'j7x 

-JlfoX y^y) ^7i/OA(5Mmd)RX? h 'J x^JUZ^ > (45ml) 

?#e>ftfcggjS£*> 11*^1/* 

7A^P7hy77-f- (^dpHtV-Mtx^U) U P 

"7 J -(Vnu-fcJVA-tt J -)V) 4-{[2-:P$ 7-5-

(p< y^-i/tl)Ut<-)U)y JL-)UlJi^-)U} ^>-1-^>/U#>Ittert-7° 

^JUO. 8g) LTt#/co 

[0098] 1 

(5-7^^-1 H-s<yV4 $yx/->»U-2—T jU){4-[4-( h U y )lt P ^ 

yi/jl>]t?'<'7i/y-1-'1'jl>}/$jy (300mg) % tf^<^iyy-1-tlJU^yMte 

rt-y^Jls (140mg) % V^O U ^ =t is A (2', 6'-V4 7 7°P^dpi> tT7 x ~ )l 

-2—T jU)/1x7>7 < >(15mg)^.t/^b(2-y%>^ P^dpi>jU/1x7> 7 -f 7-2' ,6'-

yy 7 7°P^dri>-1,1'-^7x-jU)[2-(2-7$ 71^)71 - jU]/^^^ 

A tert-7>>'Up<51>'Ux-^>/U^p^(23mg)(Z);Fb^(C7>'UP">IIHETs 1 

. 0M 'J ^ 7 *>* K/THF}^(2. 2m I) £ JQ A., 65°Cei70#^ 

^^t-e^L/co SJ^;Fb^(C7j<^t/tSffl^b7>;E-r>A7j<;§ 

<? p p^uA-ettai btco K U ^ A7_K;^-e 

h 'J 7A«Lfco ;1J±T;W£^ 

iUfco %hUtcW/t^:iy 'J titfJlsti^At Px' h^77 -f — (^PP 
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la-)< q J —10 	") J D0 1=17 I- 	7 -I — (1N -1)->-fffnki 

3 )1/) 	VC- ct 9 fittl Li, 	4-C2-({4-C4-( I-') 7J1.7J-  C1)< 	)1.)i> 	)1.1L.°,  

>-1-4 JO )3 JI/t=J1.)-1H-> `14 Z YV—)1.-5-4 A.] L'i 	:')>-1-t/1. 

t Atitert-1/1. (250mg) 	'f7tQ 1, -Cfgtz_-_,„ 

[0099] 	 LICSIN 1 2 

(5- 	1=11=1-1H- El=11=1[2, 3-c] E') :')>-2-4 JO {4-C4-( I-') 7 JI/A- 1=1)< 	JI. 

)1>:')/1/1E, :')>-1--f )1.1)< y J > (300mg) , 	4-(4, 4, 5, 5-5-  I- 	) 3 )1.- 

1, 3, 2-:')7J- 	-1)-t1=1 	>-2-4 )14-3, 6-:')L K1=1 E ') :')>-1(2H)-t )1/tAkt 

ert-1/1. (440mg) , 	:')1=11=1Es P)-tert-1/1/(4-:')) 	)1.77-Z ) 7 i 

=)1.)*7-r >1:')',/,.(1501119), 	Mkt ') r, L. 	(780mg) , 	:')7J- 	-1)-> 

(12m1) EzTf7X (3m 0 0);Matt 	95°C-C113 4k1C-1-'L AST , '13.H. Ve NA- L it° 

azi.g,-,Itt:..7x)iii A.., 	1=11=1*11. INTNI±Lito VAla 	),::.7_KMOkt I 	') 

r, INTtaL L. tAlAIJ 	.It'l, 	ifilll-P74tIg 	ig 	Lit. ,f4' 6 tt.tz_-. RI 	:> 

') )3172)14J 	L. 	1=17 I- 	7 4 — (1N -1)->-fffnkill/) EzVeDIOL> ') )3 

if JI/t 	/01=17 I- 	7 4 — (iN 1)->-11fOki)14 VC_ ct 9 fit2'1  L. 4-[2 

-({4-C4-( 	') 7J1.7J-  Cl) 	)1.), > 	)1.] L.°/ 	>-1--f )0 t/l/t=)14-1H 

- E 1=1 D[2, 3-c] L") :')>-5-4 )1.]-3, 6-:')L K1=1 L") :')>-1(2H)-t JI/tAkt 

ert-1/1. (300mg) 	7 	J1.7 7 Z L LiVigtz_-_,„ 

[0100] taiN 1 3 

4-C2-({4-C4-( 	') 7J1/7J-  CI) 	)1.), > 	)1.1L7, 	J-1--f JO )3 JI/t= 

)1.)-1H-> `14 Z YV—J1.-5-4 )1.]-3, 6- 	h K1=1 L") 	J-1 (2H)-ij )1A1 > 

Ottert-1/1. (1.4g) 0)i .  J —11/(40mW4At:10%, 	, , A-5t ,l't 	(n 

50%As7.l< Pn, 	500mg) 	.)31:17.., 	A< AT5-12 tt,-F, 	'13.EIT6H1241814-' 1_, A:. 	'741t 

RV*, All-P7.44%) 	L. "f'4' 6 tt.tc.RIOi 	J —)1. (40m 0 '7.4',A t'LlOW 

r, L.-5tft71 	(M50%-g* A, 500mg) 	.)J11A.., 3. Okgf/cm20)*ATV2WF 

, 	'13.H. T4111241C-1-' 1_, A:. 	'741-tt 	V*, All-P4tIg 	ig 	L. "f4 6 tt.tz_A 

lo))( 	J —11. (41ml) '74'rAt .:20%7_1<ntibi 	:' ) r, A -5t,lt) 	(n50%-g-A<A, 80 

Omg) 	)ililA_, 3. Okgf/cm20)*A4-12%,T, VII --e 2 411 IV MI' Litc. 	'7.41-tt 

WO 2014/199933 56 PCT/JP2014/065181 

J — )l) K^77 -f — 

4-[2-( {4-[4- ( h 'J 7 ^ f ^ ^ 7 ̂  

y-\-'nv}i2)v^-)v)-\w-^<y W $yx/-,iu-5—( 
#>Ittert-7>,lU (250mg) %mWt LX%tc0 

[0099] 2 

(5-^7 • P-1H-t°P P[2, 3-c] tf "J ^>-2—f JU){4-[4-( h U 7JU;t • 

U\A*9 J >(300mg)% 4-(4,4,5,5-^ h^^JU-

1,3,2-y>drHt#P^>-2—nu)-3,6"^t: KP tf'J ^>-1 (2H)-±) 

ert-y^)l (440mg) % VO P P \^XlV-tert-y'^)l(4-V ^ ^)VT $ J 7 x 

"JU)*X7< >]AT^7A(150mg), (780mg) , 

(12ml) ^t/7K(3rnl)(Z);Fb^;&950C-eit^i#L/cm, ^£-e$0£L/co 

v p p^uA-ettai u/c0 K U 
* A-?*£*£ U 3£*£S!J£l&£m. IETmSiLfc0 ?#e>ftfcggjS£*> 
'J^]^^7A^P7h^77^ - (^dpHtV-Mtx^1^) RXiVIOLV lJ t) 

f)lt\z>A0 P7hy77-f- (^dpHtV-Mtx^1^) 4-[2 

— ({4—[4— ( h U 7;U^PP<51>'U)/><>^>'U] 

- tfP P [2, 3-c] tf "J ^>-5—nu]-3,6-^t: KP tf'J Vy-\ (2H)-;b 

ert-7>>/U (300mg) ^7 7^^: Ltf fc0 

[0100] 3 

4-[2-({4-[4-( h U 7;U^PP<51>'U)/><>^>'U] ^>-W JU} ^JU^K-

JUH H-^> VV $ ̂  V-jU-S-'f JU]-3, 6-^ t: KP tf'J ^>-1(2H)-^jU#> 

Ittert-^^JU (1. 4g) (DJL$ J — M40ml)}|^(Cl0%A;7'>?r> (#J 

50%#7j<pnp. 500mg) TKHUHSIT. L/CQ 

t#£>ftfc^;l©x^y-M40ml)}^cl0%A 

7^7A-;Sft^ (^50%-aTKpps 500mg) 3.0kgf/cm2©7K^#HI^T 

. ^-e40trP^i#L/co ?#e>nfcgg 
;t©p<^y-;K41ml)}^(C20%7j<I^b/^^7A-Stt^ (^50%#7Kpnp. 80 

0mg) 3.0kgf/cm2©7K*IIHETs ^-£240#^$# b/cQ 
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RV*. 	1,',1/1-P4t7g 	0 	1, it. "i'4' 6 ti.k..R1 	') )3 172)1. )3 	L. 	1=17 

7 4 — ( 	1=1 1=1*)1.L.- 	i —A.) 	V.:ct 9 fittai, 4-[2-({4-[4-( 	I) 

7/1/51=1)< 	11.)/>:')/1/1E/:')>-1--r)1.1)3/1/t=)14-1H->,14 z y 

V-)1,-5-4 )1,1 E',' I) :')>-1-t/l/tAtitert-1/1/(1. 1g) 	. A3=1X1-tt Lli -C 

"4 it. 0  

[0101] 	 ,TCSIN 1 4 

4-(2-{[4-(4-i7 ) i>:')/1.) L', :')>-1-4 )1,] )3 )1,t=)1,1-1H- 	> vs 

4; Y V —)1.-6-4 )1.) -3, 6-:')L F' 1=1 E ') 	>-1(2H)-t/l/tAtritert-1/1. 

(380mg) 0)i q J —11. (12m l) 	8'rA r=20%*ntlib I 	:' r, 1. \ -5t'ItA' 	(n50%-g- 

7.IKA, 260mg) 	.)31:1A.., 3. Okgf/cm20)7_KAn12%,-F, 	'13.101TWfklkli=q, A:. 

741-tt 	M V*. A )1 -P4 tIg 	ea 	1_, A: 0  "f4 6 41, A-. RI CD iq J —11. (12m l) 

74'rfItz.-.20%7_1<0314b 	::; r, A -5tftjg 	(n50%-gzi<Pn, 	290mg) 	.)ju AT., 	3. Okgf/ 

cm2OZIKAn12%,-F, 13.'01-M4k1R14  1_, it. 	''41-tt 	M V*. 	1,',1 )1 -P4 tIg 	ea 

1, it . "i '4 6 41. tz_-: RI 	7 Z i 	') t 17211/ t 	/0 1=1 7 I s'7 4— (1=1 

1=1*11. IN- )<' J —JO VC_ ,t9fittl L. 4-E2-(E/ 	:)> -1- 4 114 jjl,t=j1,) 

-1H-> vs-r z Yv—)1.-6-4 /I.] 	°''I) :')>-1-t )1/tAktert-1/1. (250 

mg) 	'f7tQ 1, Vigtz.-.. 0  

[0102] 	 tbiliN 1 5 

4-C2-({4-C4-( 	') 7 )1/7J- 1=1)< 	)1.), > 	)1.1L.°, >-1--()1.1)3/1/t= 

)14-1H-4 > K—)1.-6-4 )1.]-3, 6-:')L KM E ') :')>-1 (2H)-t/l/tAtitert- 

1/1. (2.2g) , 	THE (60m l) , 	i q J —)I. (20m l) EzTf)( q i —)I. (10m l) 

Omattt 6c_10wr, L.-5t'ItA' (M50%-As7.KA. 	1. 09) 	)ilil A_. zKAT5112% 

T. -A3E--e481112CRI4 li A:. 	''41-tt 	RV*. 	1,',1 )1T>8 A 	ii0 	1, it . Ti 6 

ti.k..R1 	') )3 172/1/ )3 	/01=17 l77 4 — (1=11=1*11/1N-) 	J —11. 

) 	VC- ct 9 MI' L. 	4-C2-({4-C4-( 	I) 7 JI/A- 1=1)< 	)1.)i> 	)1.1L.°, >-1 	

r )0 )3 )1/t=)14-1H-4 > K—)1.-6-4 )1.]E' 	') :')>-1-t/l/tAktert-1 

11,  (530mg) 	7 	J1.7 7 Z L 1, -04 tco  

[0103] 	 tat, IN 1 6 

WO 2014/199933 57 PCT/JP2014/065181 

9=7-?<— (^PP^JUA-^y-JU) 4— [2— ({4— [4— ( h U 

y—JU-5"^ JU] ^V-l-^JU^Vlttert-^Ml. 1g)£>it£t)<h LT 

?#fco 
[0101] $^$y 1 4 

4-(2-{[4-(4-7 7 'O^JU) C Jlltl Jltf-lD-W-^y V 

-f $yy-JU-6—r;U)-3,6-^t; KP H°'J ^-l^-^JU^Viltert-^JU 

(380mg)©x^y-jU (12ml) }^(C20%7j<I^b/^ VV (^50%# 

TKRCK 260mg) 3. 0kgf/cm2©7.KIIII0flT. ^-e«}l#L/c0 ^ 

SETM^SJLfco ff^ftfcggjSCDi^y-JU (12ml) 

}^(C20%7KI^b/^^7A-Stt^ (^50%#7j<pnp. 290mg) 3.0kgf/ 

cm2©7Km#HET. 

iLfco J V U Px' h^77 < - (^P 

P^JUA-^y-JU) 4-[2-(t°^^^>-1 --t)l>t)Jl>rf=Jl>) 

-iH-^>vy $yv—;u-6—r>/u]u vy-i-jojisrfyMtert-y^jis (250 

mg) LTt#/c0 

[0102] M^yi 5 

4-[2-({4-[4-( h U 7 JUt U / ^JU)^<y VJU] \^^Vy-\-<)\y}t^)\/i^— 

^U)-1 H—r > K-JU-6—r;U]-3,6-^t; KP tf'J ̂ >-1(2H)-^jU#>Ittert-

7>>/U (2.2g) , THF (60ml) , X^y-JU (20ml) (10ml) 

(^50%#7j<pnp. 1.0g) tttoXs &mmm% 

Ts ^-e480trP^i#L/co lETM^giifco t#e> 

U Px' h^77^- «P P $ J — )l 

) 4-[2-({4-[4-( h 'J 7MP^f^)^>^]^7^'>1 

—nn^ju^-juHH—r > K-JU-6—nu] vy-i-tDu^yfskten-y 

3-)l (530mg) ^7f^7 T X t LX%tc0 

[0103] 6 
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4-({5-[1-(tert-1 	-:>t)l.t=)1.)-1, 2, 3, 6-5- 	L r 1=1 E') :')>-4- 

4)H-1, 3-> ̀1 	7 V—)1.-2-4 Mt )1/t=)1.) L.''' 	V >-1-t )1/%11>K6  

:')/l. (330mg) , THF (12m 1) EzTjeig i —)I, (4m1) VIZatttr..20%*031 

'fb 	V r, IN-gitg (M50%-g* A, 82mg) 	.)ilil A., A< A 41#1 tt, -F , V3E1 ----e 3 

Heicc-  t, tc. 	'74''-tt 	n'l, 1,C1-F g A 	ea t 1, it. Ti 6 41, A. RI 	7 

ZJI))3172 /143/01=171- -57-r— 	( 	i=i1=1*)1./N- 	) -1l.) 	t:_ct 

9fIttL, 4-[2-(h°'.V >-1-4 )1/t/l/tz)1.)-1, 3-i> `17`1—)1.-5- 

4 )1.] E', 1) V•.J-1-i-J)1,t-Attert-1)li -AsiVERztfEt-jr -AstE 

- 4'1,Ttl.'f'4'tc. 	TA*1- -Asti•N3f,',111-FM4srg li -C14' 641A-..R1, 	THF 	(5m I.) 

RV' 1 	J-11, (5m1.) OpEt'A rj-20%7_KWIL/ 7 V') J-N-3tItA' (*`50%-g7JK 

Pn, 	410mg) 	-)jli A., 	7.K :A rj.' IRI tt, -F , 	-AZ ---e 2 . 5 1] 	IV 4:14=' li A-. . 	'7141t C 

T1, 31 1±-  T g A 	iiM li it . "i 4 6 41, it RI 	7 Z i i I) t I7  1143 	1N 	1=17 

I- 	7 4 — (f7ClD7)1/ IN- )4 	)-11.) 6099 	''L, 4-C2-(E°'''', 	)> 

-1-4)1,t)i,t=m-1,3-i'VV7V—)1.-5-4/1/]L°1') :;>-1-t )IA-Z> 

Ottert-1- )1,-Ast`MEztff;5 -Asti`M3 - 41.Tti/fgito ff. -Asti'M 

IfAil -FAN li -Cf4 6 tttc:41, THE (5m1) jyz -Cf i. y I — )1. (5m1) vig,-, 

tz_20%7_Kovbir,L.-gitA.  (n50%-g-7xa, 820mg) .)]QA.., AKA  r4-In 

tt, T , V 2--  1. 5H VA 1R14  li tc . 	'741-tt Ct V*, 	ifil E T g t7g 	ITE7 	li it o  "f'4' 

6 41. itA 'I 	77  :-Z I - / 1 ) t if )14] -3 LO 1=1 7 	'' 5 7 -f — ( 	1=1 1=1 7J3k 11, - )4 

i — JO t: ct 9 fitt4 Li, A(CA4641A-..M3Labt—CAETS'48 lis 4--C2- 

( E'1 7 V •;-1-4 )143)1.7J1=)14-1, 3-'—)-5--c )1.] E'/ 	') J'.J- 

1-)3 )1/t >Otte rt- 1/1. (50mg) 	.APIX1-ttL LV4A-.0  

[0104] taiN 1 7 

4-C2-({4-C4-( 	I) 711.7t i=I )< 	- )1.)1 	> V/1/1 L°''5 V>-1-4 JO )3 )1.;j1= 

)14-1H-4 Z YV[4, 5-b]  h°  I) V >-6-4 A/1-3, 6-V L rpL") V >-1 (2H)-t 

)1,tAktert-1/1. (110mg) , THF (4. 5m ORtf )(' J -A.(2. 3m 0 Ogat 

r.:20%*631'(L/ 	V r, L\-gttA. 	(*i5o%-g-7x,y,,,, 	110mg) 	.)3P A., 	3. Okgf/cm2 0) 

* * r5.- H tt, -F , '13n1 T3031ECIT-' li it . 	'74'-tt C 	T1, 	1,',1 E T g A 	IT? 

WO 2014/199933 58 PCT/JP2014/065181 

4-({5-[1-(tert-7" h 2, 3, 6-^ h7t KP tf'J ̂ >-4-

^^]-1,3-/<>V>7V-Jk2-r 

'OS/MU (330mg) , THF (12ml) RX?±$ J-Jl (4ml) ©Jl^tKC20%TKI£ 

(^50%#7KPDP. 82mg) TKHUSflT. 

mmMWLtco lETM^SSUfco ?#e>ftfcgg)S£7' 

$;i/|J^^J^7A'?P7h'/77^ - (^pp^jUA-^^y-;!/) (C<£ 

y ifM u 4-[2-( tr^^ *>*>-i —r , 3-^> v>7y-JU-5-
-f JU] tl0/>< 'J Vy-\-ti ^ 

tn^timtco THF (5ml) 

R1$JL$ J-)U (5ml) <DE&yt)lZ21t)%fcM4b/S:7SSOA-%fe0Z (^50%^TK 

P°P. 410mg) %Mx.s TKHUHSUN ^X2.5mmmWLtc0 

h^77>f - (^PP/Jx;i/A-p< $J—)V) tCcfcyJt^U 4-[2-(tf^7S/> 

-1—r;u^>'u#->'u)-i,3-^>v>7x/->'u-5—rju]n°^u ̂ >-i-^;u^> 

l£te r t- 7> JU £#0®JIft £ * tl^nmtco Jim 

THF (5ml) (5ml) ©I^ 

mz2W?mik^?VOA-)&\3L®i (^50%#7KPDP. 820mg) TK^HH 

%Ts ^"ei.50trP^i#L/co ;IETM^§SUfc0 m 

htitcWit^iT^ X h^77<- (<?PP7fc;UA-p< 

^y-;U) (C^yfiS^U ^(Ct#^ti/c®^^:^1±T;lET)jilsL. 4-[2-

v-w ;I/*;UTK-JU)-I, 3-^> v ̂  V—JU-5—r JU] H0/>< U *>* V-
l-^JJU/Ky^tert-y^JU (50mg) LTt#/c0 

[0104] 7 

4-[2-({4-[4-( h 'J 7JU:tPP<^,'U)^>:v?,'U] t°^^>-1--r 

JU)-1H—r $yx/[4,5-b]t°U Vy-6—fJU]-3,6-Vt: KP tf'J ^>-1(2H)-;b 

(110mg) % THF(4. 5ml)^.t/^ 9 J — )V{2. 3mI)0;ipi 

(C20%7Kl^b/^^t7A-)m^ (^50%#TKPDP. 110mg) 3. 0kgf/cm*(D 

TKHHHET. ^T-30£f^i#L/co ;IJ±T;£$£^£ 
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L --C 'f'4' 6 tttz:: RI, THF (4. 5m l ) /A tf )( 	J -)I. (2. 3m 0 0)Eattt V.: 20%* i ,fb 

/ 	:'), A-5t,It 	(n50%-gs7.KA, 	110mg) 	.)]QA.., 3. Okgf/cm2 07_KAn12%, 

-F. -A3s-e3Hectl- Lit. 	''41-tt 	V*. All Tgt1g 	iiM L -04 6 tt.it 

RI, THF (4. 5m l)EzTf )( 7  J -)1. (2. 3m 0 0)Eattt 6:20%7J<K6ibi 	),. .A-3t 

tig. (*1 50%-gs7.l< A, 	110mg) 	Ai A., 3. Okgf/cm20)*A4-12%,T. 	'&3E0' -C311 

rA1114- Lit. Tgi-tt 	V*, ATI-FgtIg 	eat L. 4-[2-({4-[4-( Imo ') 7 )1. 

A- 1=1 )< 	)1.)/>:')/1.] Ei:')>-1-4 )0 )3 JI/t=)14-3H-4 Z 	"J[4, 5-b] 

E ') :')>-6-4 A.] h°' I) :'J>-1-)3/1/tAktert-1 /1/(76mg) 	. APIX1-ttL L 

--(14 Pr. . 

[0105] 	 ViSIN 1 8 

5-[1-(tert-1 	- 	)3/1/A1=)14-1, 2, 3, 6-5 	L KM L.") 	>-4--111/7 

-3-)( 	.)1.-1H--f > K-)1.-2-t 11/t Alb( 	)1. (690mg) , 	i q i -)I. (10m l 

) Ez TfiTHF (10ml) 0)Eatt6,=20%71<ntibir, L.-5tit) 	(M50%-gs7JKA, 6 

9mg) 	)ilil A.., 4. Okgf/cm207_KATOLt,1. -Agai-eiHircto-co T .74/-ttit 

V. AETgt/g 	LL it. 'f'4' 6 ti.tc.R1, i 	i -)1. (10ml) EzVeTHF ( 

10m l) 0)Eattt (Z. 20%*ntlib 	:')r) L.-5totA. 	(n50%-g-7JKA, 	140mg) 	.)J11 

A.., 4. Okgf/cm2OZKAT51  IN t4T, 'A' T 1 1] IV 1C-1-'•1 , 50°C T1. 5Hectl-L it 

o aritgattt 	A3'01V-CY5073* L. 	'81-tt .1'1. AETgt/g 	ig 	L ito  

M 6 ti.itAlt: 	IJI/I-5-)1/A_. t U it 	'f7t11gR''*. AETta 

[_, tz_-. 0 	"f'4' 6 41, tz_-_, 0 4, 	i 	J - ) I. 	( 5m 1) 	Ez. Tf THF 	(5ml) 	CD a 	1-tt (,::. 2 0 %AK 031 

'(b/ 	r, L.-5tit' 	(n5o%-g-ziKa, 32mg) 	)3FIA_, 4. Okgf/cm20**T5-12%, 

T. '&38 -C1. 5Hect14-  Lit. 	'741-ttV*. AlITgtIgiiM L. 5-C1-( 

tert-1-:>t)1.t=)1.) E'' 1) :'J>-4--i )1.]-3-)( 9 )1.-1H-4 > K -)1.-2- 

)3 )1.t>031)( 	)1. 	(310mg) 	,f7tc L i_, --Cf4 tc 0  

[0106] 	 ViSIN 1 9 

4-C4-711/t 1=1-2-  ( {4-C4-  ( 	') 7J1.7J-  Q) 	)1.) , •> 	)1.] L.°1 	>-1--( 

)1 })3 	1)-1H-'>11 H-i > vs-rzYv-)1.-6-4/1/]-3,6-:')L F M E ') :')>-1 (2 

H)-t/l/tAtitert-1/1. (720mg) , 	THF (10ml) 15zIf )(' I -)I. (10ml) 

WO 2014/199933 59 PCT/JP2014/065181 

LXmbUtcW/t, THF(4. 5mI)^ J -)l(2. 3mI)©;f^tHC20%7.KiHb 

J^VO (^50%-a7j<pcK 110mg) 3. 0kgf/cm2CD7K^#l3fl 

Ts ^-e30trP^i#L/co mj±Tmt^^[,xmhtitc 

THF(4. 5m I)^ 7 -M2. 3m I) ©;Fb^tHC20%7Ki^b/^ VO A-S 

(^50%#TKPPS 110mg) 3. 0kgf/cm2©7KHII0flTs ^S"C30# 

mmWLtco 4— [2— ({4— [4— ( h U 7JU 

* • ^u^v^u] £><^>-1—r ^b^u^K—>/U)-3H—r $ y VK 5-b] 

tf'J ̂ >-6—r;U]H0^U y>-1-;bJU/:K>Ittert-7>M76mg)£>itltt)<h L 

Tt#/c0 

[0105] 8 

5-[1-(tert-7° Kdpi>^jU#-jU)-1,2,3,6-^ t; KP tf'J 2/V-4-'fJU] 

-3-p< 5^^U-1 H—r > (690mg) % x^y-JU (10ml 

) StfTHF (10ml) ©;l^(C20%7KI^b/^^7A-Sttj^ (^50%#7KP°P. 6 

9mg) 4. 0kgf/cm2©7K*IIHETs ^T'l0tP^l# L/c0 

iti. SETM^SJLfco x^y-JU (10mL) &tfTHF ( 

10ml) ©;l^(C20%7KI^b/^^7A-Sttj^ (^50%#7KP°P. 140mg) 

A.% 4.0kgf/cm2©7Km#HET. ^-C10#^M^ 50°Cei. 50tP^i# L/c 

L/co ?#e>ftfc@t2k x^y-JU (5ml) MTHF (5ml) ©;l^(C20%7KIt 

'fb/^'v7 (^50%"a7Kpps 32mg) 4.0kgf/cm2CD7K^#l3fl 

Ts ^-ei.50tP^i#L/co 5-[1-( 

tert-7" \-%-Vtl)ltf-)l) 2/V-4-'f JU]-3-p« -^JU-IH--f > K-JU-2-

(310mg) %mfo£ LTt#/c0 

[0106] 9 

4-[4-7>/U^-P-2-({4-[4-( h U 7 Jit P ^ ̂ JD^yVll] \f.*<=y 2/V-W 

ju}^ju#-ju)-iH-^>yy $yy-;u-6—nu]-3,6-^t: KP eu ̂ >-1(2 
H)-^]>/U7K>lttert-7,51>'U (720mg) „ THF (10ml) $ J — JU (10ml) 
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OEI:itttt:-.20%7_1<ntib/r,L.-5titA 	(M50%-g7.1<8. 	360mg) 	)31:1A.., 	4.0 

kgf/cm207.1KA3Mtt,T, 55°C-e2111WIRI''I. -ARLVM.t Lk, 	c;7.4'-tt 	n 

. 51;ETS4ta 	lig 	Lk. f'46411:7.4.1 	1) t 172/1/t 	10 I=1 7 

77 i - 	(1=11:=It/l/A--)4  y1--)1/) 	t:..,: 	9 Fittl L. 4-[4-7 )1.7f D-2-({4- 

P1-( I- 1) 7 J1.7J-  C])4 	)1/),>:'))1/7 E',' 	:')>-1-4 )14 )3 )1,t=)14-1 H-, 	> 

Nis-r z 9"v"—)1.-6-4 )1.] L',' I) f)>-1-t)1/Aktert-1-.)1, (460mg) 

f4Q L -CMit.. „ 

[0107] 	 .1'13S IN 2 0 

4-[2-({4-[4-(F ') 7)1/A- 1=1)4 	-)1/)/ 	> f)/Ii] L'''' 7 f) 	-1--( )1.1 t )1.;i= 

)14-1H-> Vs4 z Y ̀ s—)1.-5--( A.] E'''') :')>-1-t )1/t >Otter t-111/ (1 

. 1g) OKOki 	)1. (30m l) 	'7&,4I(..j'AMit'(bzIKA/KOki.)144A(5m1.) 	)ilil X, 

V3E T613124 fR14' L. n 4k 0 IT L tc... 51; E T S4 ta 	lig 	L . f' 6 II. it. RI G: EI'F 

Oki 	JI/Eztle/• 1)-  > 	PQ X ito t U it. 	f* 	;1, 	AE-Ftita L. [5-( 

Lc',H) 	>-4-4 )14-1H-> Vs-r -'''Z YV—)1.-2-4 )1/]{4-P1-( I-') 7 )1/7J-  1:04 

)1/),•>f))1.] Lc'/'7 f)>-1--( J(,}) g i > 0DIPAZ.(7 40mg : 112 L, tat* 

„L 0 	)1/thttt) 	f* LL-C14' tc. „ 

[0108] 	 tat, fd 2 1 

4-[5-({4-[4-( I-') 7)1/A- 1=1)4 	..)1/),> ')1/]Lc'/' 	f) >-1-4 )14 t )1.;1= 

)14-1H-4 > K —)1.-1-4 )1,1 E',' I) :')>-1-t)lit>ktert-1)1/(1. 49) (/):') 

1=1 1=-1 )4  g > 	(10m1) 	'7.4',,fIrc:131Prilz --C I-') 7 Jlit 1=IPfnk (5m 1) 	)iii X, 	WkrIF 

2 1, tc 0 30-1-F54 t 	lig 	L. f'4' 6 tbit.R.Itz:MnAnkzKAt 	') r, /3.7KS4 

A 	)31:1 X, 	1=1 i:i t)1. L. -e tt±i 1_, tc.. AVM, 	,W,7_1<eAkt I,') r, .6, -et* 1_, 

, tit*A1.11•1. 	1,',IE-P74tIg 	iii7E 	L it. o "i14' 6 ttit RI 	7 Z 1 i I) )3 if 

)1/t5/01:17 I- 	s'7 4 — 	(17=IFIA3)1./3.-)4 q1—)1.) 	l:._,:k9fi*&1_,, 	El 

-(h°'-') :')>-4-4 )14-1H-4 > K--)h5-4 )1/](4-[4--( I- ') 7 )1.7J-  CI) 3 )1/) 

, >)1.1L.°./>-1--1)1.1)<)> 	(1.2g) 	IEEAX1-tt L 1, --04 tc. 0 

[0109] l'ati fd 2 2 

4-[6-({4-[4-( I-') 7)1/A- CI) 	)1/),>:-))1,] E',' - :')>-1-4 )14 )MA1= 

WO 2014/199933 60 PCT/JP2014/065181 

(^50%#7Kpnp. 360mg) 4.0 

kgf/cm2©7Xm#H^T. 55°C-e20#^Ji#^ -?}&>% Ufc0 

sm. ^JITM^SSUCO vy 
^7<- (^PP/Jv/UA-^y—JU) 4-[4-7>/U^-p-2-({4-

[4— ( K >j 7 jitnt^jD^yvmd^^isy-]-^ JUtuitf-J^-w-^y 

W $ ̂ y-;i/-6--f JU] tf^'J ^>-1-^;i/#>Sttert-7'>;i/ (460mg) 

UTt#/c0 

[0107] 1^2 0 

4—C2—({4—[4—( K •; y)itu^ f-jM^yzsjis] if^i/y-i-' 
>/U)-IH-^> yy $yx/-;u-5—r;u] ^>-i-;b,/U/:K>ittert-7>Mi 

. ig)®M£x^u (30ml) mmzm^ikim/mm^^WMWtklin^s 
^s-e6^jt#u ^iibfco lETM^giL, m^ntcmmzm 
m^TJURXf^Z-y-yfrMTLtco ;$J±Tf£'JtU [5-( 

i; v-4y Jl/)-! H-/< V $ y V- Jk2y ̂ ] {4-[4-( h U 7MP^ 

s y<Dikmik(740<iig.- {§u ^-fb7jc 
H<h0^,iUJ:b&^>££)£@{*<h LTt#/co 

[0108] m&\2 1 

4-[5-({4-[4-( K g y^tn^^j^^yvjuj^yvy-i-rjujtuu^-

)D- 1H—r > K->/U-1—HU] ^H-^JU^Vlltert-^Ml^g)©^ 

^PP^> (10ml) h U 7>/U^PMt(5ml)^Jp^% 

Ilfco 

PPMA-ettlil L/co h U 7 At^li L 

. $£'Jt£y£P&£m. lETM^^SLfco 

j^7A^P7h^77-f- (^PP/1%^A-^ ^y-;i^) (c J: U !iM U [1 

-(k^'J ̂ >-4—r JU)-1 H—r > K-;U-5-<;U]{4-[4-( h 'J 7-/UTTP^51>IU) 

^yVjuld^^Vy-i—f JU}/ ^ y y d.2g) UTt#/c0 

[0109] S^a$y2 2 

4-[6-({4-[4-( h U 7MP^fil/)/^>yib]^7,y>1 — 
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1L)-J') >-2-4 )1.]Ei:')>-1-h/l/t Atitert-1/1/(840mg)0):')7 

It> (4m 0 ''4A VCAMVALZKA/ 	7J- 	It > 74A (3.6m 0 	)31:1A_ Z. '13n1--e2Hem 

l'A 	L . *Ltt. All-P7.44%) 	L. Ti 6 41, it RI VCAR AV* „ 

t 	1) r, L.71 8A 	.)ili A.., 	h i=i1=1*)l.L.--ett±, L /to VON 	.,:R.7..1KMOkt 

') r, L. T tit Al L . tit *Ad 	n'l. 	ifil )1-38 A 	ITE7 	Lit. 'f 4 6 41, it RI 

7 Z i :>') t 17211/ 	10 I=17 I- 	7 4 — ( 	i=i1=1*11.1N- 	i —10 t: 

ct 9 fit_TIL,, 	[2-(E°, ' 	:')>-1--( )1.) 	J I) >-6-41l.] {4-P1-( 	') 711.E 1=1 

)( 	)1.)/>:')/1/1E,':')>-1--f )1.1)( y i > 	(540mg) 	APIXt L 1_, ---04 tz_-. 

0 

[0110] 	 ViSIN 2 3 

4-[(2, 2-:')711/A-  I=1-1, 3-1 >NP)A- 	V-11.-5--1' )14)( 	)1/]L°, ':')>- 

1-)J )1/tAktert-1/1. (3. 3g) EzVelifOki)l. (12m1) 0)Eattt6L4Miraib 

ziKA/Mtli)14745A (12m1) 	.)jri A.., 	'13B. ---e 2 H 	1241R1-1=' Ltt . 	t 1_;A. 	'f7t. 

2 gR•1 .AETtit IA L it . Ti 6 41. it 	f*, )( y i —11. (12m 0 Ez VeliFK6  1 

)1. (12m1) 0Eat6L4MiratzKA/fffnki114745A (10m l) 	)31:1A.., 	-Ago're4 

Hect14-  oto azimattLi)1,=-5-)1/A_, 	'f7tEgR•1. ifilE 

Ttitll L, 	1-[(2, 2-:')7/1.7f 1=1-1, 3->NP)7j- 	v —)1,-5-4 )0)< 	)1,]E. 

/:')>0)±10kil (2.8g : ig L. itiLZKAL 0 	)1..bLttif) 	'f7tQ L 

--014 Pr. „ 

[0111] 	 ViSIN 2 4 

1H-4 > K—)1.-5-t )1/t Alb( 	)1. (700mg) , 4- L KI=1-:> E'' I) :')>-1 

-t/l/tAktert-111, (1. 5g) , 	:>7 7  i )(1>1-') 1/1.** 	> (3 

. 7m 0 )3zVe 	)1/i > (14m 0 0)3!gai-tt141112CirS3.5A"*. '1311V-eN;I's LA: 

0 azimatt:::>7))< 	1.> 1- 1)1)1,**> O. 9m 0 	.)ili A.., 	14H 

IECJIM3.5A•1. 'AZ VCY507's Lit. 31 E-P4t7g 	ITE7 	L. Ti 641.1-z_-.R1:> 

') tif/l//01=17 l'' 	7 4 — ( 	i=i1=1*)l.L.- 	i —A.) Ezt)e: > ' ) )3 

if )1/101=17 l'' 	7 4 — (iNit>-11fOki)14 VC_ ct 9 fittl L. 	1-[1 

-(tert-11 	-:'./ )3 )1/t=)1.) L''' ') :'.;":.,-4-4 )1.]-1H-4 ":., K—)1.-5-t )1/t ":., 

WO 2014/199933 61 PCT/JP2014/065181 

'J y-2.-'r;U]H°^^^>-1-^>'U#>Ittert-7>>'K840mg)(Z)y>dr 

y-y (4rn[))%mz4m4t7m/V**y-y)%M3. 6mI) £JQZ.T. ^-e20tr^ 
mnu «iisL/co ij±TM^ssu, mbntcwmzm\\m&m 
•f h U ^ £ p P/lNjUA-ettdi L/co K 

•J* A-?*£*£ U 3£*££iJ£l&£m. SETM^SJLfco ?#e>ftfcggjS£ 
7$ y *> U •x' h^77 -f — (^ • m^UA-p* $ J — JU) iZ 

\2-{\^^vy-\u y-6-<r^u]{4-[4-( K U yjitn 
J y (540mg) Jkm-mtLTrntc 

o 

[0110] M^{¥\2 3 

4—[(2, 2-V7)l*n-],3-'<yyV**V-)l-5-'U\y)^^-)\y1d^Vy-

]-tlJl7i<ym.tert-y'^)l (3.3g) (12ml) ©;f^tHC4Mj^b 

7j<m/Mtx5i;u}^ d2mi) zmXs m^x2Bmmni,tc0 £i;tc.mw* 
}JIML ;$J±Tf£'JtL/c0 %btitcmWs (12ml) St/iltxf 

JU (12ml) ©;Fb^(C4M^b7K*/Mtx51;U}^ (10ml) £JPPU ^^T4 

0tP^i#L/co SJ^Fb^tHc^x^Ux-^ju^Jp^ g{*£}Jllxtis ;$EE 

T$£'Jt U 1-[(2, 2-^7^ p-1, 3-s<y VVt* V-)l-5—( )V) * ̂ JU] tf 

^Vy(D^MM (2.8g:(iu t&4kfrM£ 

Tt#/c0 

[0111] mm\2 4 

1H—r > V-Jl-B-tlJltfym.t^Jl (700mg) , 4-t: K • U Vy-\ 

-tlJltfy Ittert-7>>/U (1. 5g) , :> T J * =$- U > h 'J > (3 

.7ml) MUxV(14ml) m^XttDSLtc 

o J5J^;Fb^tHC^>7y h U (1.9ml) 140# 

^t-e^L/co mbUtcW^V 

'J^^^7A7P7h^77^ - (^ • m^UA-p* ^ y — JU) $.-£/:> U ;b 

^J^7A^P?h^77^- (^^V-Mx^U) 1-[1 

-(tert-7° 'J i/y-4-j JU]-1H-'f > K—)U-5~tl JUtfy 
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ik)4 	11, 	(1 .1g) 	!IXVL 1_, "Cf4tc. 

[0112] tati f5ii 2 5 

1-[1-(tert-1 F. 	-:'./ ) )IA1=414 L''°' . ') '.;":1-4-.4 )1.]-1H-4 ":./ K—)1.-5-t 

)1/tAll)( 	)1, 	(1,19) 	, 	)( 	7  ../ —)1. 	(10m1) 	EzIfTHF 	(10m1) 	02,-,t6:.-.1M 

2_KRIL t 1-') r, A z1<5458-z (2m I. ) 	Y]liA., 	'12-e2Rect-,' Lit° &17r,\31A' l'i 'A Vc_1 

M71<fikiL -j-  I- I) r, /0.1<ga (MO 	Ai X, 	50t --e31112411'14  li /to $111-Fg't7g 

iiM Li, "i141 6tt.tc.R11,L'ITILT:LZ1Milf0)iFIX -CPF14. 0-4. 5 L L A-A, 7.1< 

MAJzzo tutc.1715§141*, 5p1E-FX):411,, 1-C1-(tert-11-%t)vf= 

A.) L'', 1.) ;J-4--( )1.]-1H-4 	K--)1.-5-t )1/tAk (850mg) 	®T* L li -C 

Mit° 

[0113] &VP] 2 6 

2- 7 1111=1-1H-> V4 Z 	̀J—)1.--5-jj/lAi>gki)l. (490mg) , 	7 

":1-1-til.t."*-10.tert-1- )1/(1.0g), 	N, N-..;4 V 7°D E.')1/.1 -- )1/ 7 Z '..1 (94 

0,u, 0)3z-ON-)< -)1. L71=1 1) K'J (2m0 onsttt -q-117.13g&wMiT(Biotag 

et)C10--C, VW, 4:1170°C-e3051ValZ-,'S -ttzrA, -A20'.. -"CliZt Lito az 

giEl̀ttt Vc_7_1< 	in x, 	ffrOki -)1,---efElii±, Li /to AVIV 	- 7.1<, 	VII iret 1-  I- I) r) 

.L.7.KsgA-eiiiazA;11- Li „T,7.MAgt-i-  F. 1) r, L. --e t'01 Lit. tiVAAIJ 	MV*. 

*-,111-Fg-AfilL,tc.o •1464-1./tRIEztiliOti)i,  (10m0 V'EL-Si-ttCn 

3:45A-FM174 LA:0 3M-altr/N-ii- J (70m0 	)]Ii A., l'31i 	T ) 	A, 1' 

ifil --el Hi PA 1R14-2  t, it 0 	t 1_; A.-. 	{21K 	;J 1(R-' 	WI T tit VA L , 	2-[4-(tert-I k 

f/t)1/';f=)1/) E/5 f)>-1-4 )I.]-1H- 	̀14 Z 37V—)1.-5-t )1/1- >gt 

.i -)I, 	(730mg) 	.121Q 1, ZMA-..0 

[0114] tac45d 2 7 

(2- 	El ICI- i I) 	-6---( A') {4-[4-( k ') 7J1• 7J-  I:1)4 	)1.)//..i)1,] h° '̂5 

J -1--(J1.} 	g ) > 	(640mg) , 	L'/:')>-1-)3)1A-t>nttert-1/1. (82 

0mg) , 	%Mkt I) 	A 	(610mg) , 	7-t 1,== F. ') )1/ 	(3.2m1) NeVeDMF 	(6.4m1) 

0 ;Ia ,St 	'12.---M40g, 	L, tca, 95°C -e6FIN111.-?-' L it 0 	g-,‘ 2 i'`i tt t: E''/' 

f)>-1-t)1/A:iktert-)1. (270mg) EzUrrAltt 1) ',I.\ (200mg) 	.)ili 

WO 2014/199933 62 PCT/JP2014/065181 

(i.ig) ztewyatbrmfco 

[0112] 5 

1-[1-(tert-7" 'J */>-4—f JU]-1H—f > K—JU-5-*j 

(1.1g) x (10ml) ^t/THF (10ml) (D)I^fCIM 

imiti-h'joAjmmzmutthQpis ^T?2B^I#L/C0 fcfcm&mz 1 
M7Kl^b^KlJt7A7j<)^(8ml)^Jpx.. 50oC-e30trP^i#L/co 

?#e>ftfc^lC^lCT1MJ&M£iJDATpH4.0~4.5£ TK£ 

JP^./co MJETffelltU 1-[1-(tert-7>^r^>^;i/#-

;u)b°^'j y>-4-^;U]-1H-0 (850mg) X 

mtz o 

[0113] !^$!)2 6 

2-^PP-1H-^> w $ - ;i/-5-jtj JI//K Vilf1;!/ (490mg) x fc>^ 

v>-1-;b^/:K>lttert-7>Ml.0g)s N, N-'y'-f V 7°P $ V(94 

Qju-D&T/N-^Jl/^P U KV (2ml) ©$!••*$) £"7^ £ P^JxJfcSIKBiotag 

e*t)£E^T. ^W^170°C-e30^^Sj^^i+/cm. 

^tUCTk^iP^ L/co 

A7K;£;Mi;«>#u te7Kmit^hu^A-e^iu/co 
lETM^SiUfeo (10ml) 
f^S^T;^?U/c0 ;l^(C^dpHtv (70ml) £2jn*.% ^ST*)%SP^ M 

)&ximmimLtc» mi±Tmmbs 2-[4-(tert-?> 
*isti Jistf. - ;u) s>* >-w ;u]-i H-^c > vy $ y 7-)i-5-ti 

x^JU (730mg) UTt#/c0 

[0114] S^i^2 7 

(2-^ PP^y 'J >-6—f ;|^){4-[4-( K >J 

v>-1—> (640mg) % ^H-;bJU#>l£tert-7>,lU (82 

0mg) , jMmio'JOA (610mg) % 7iz K - h 'J JU (3.2ml) &t/DMF (6.4ml) 

©1L /ctf, 95°Ct?60#L tc0 lz fcf>* 

^Vy-l-tlJl/rfyMtert-y^JU (270mg) 'J ^ A (200mg) %j]p 
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A_, 95°C ---e8H1241R14-'1_, it. aZmialt -A3Eiv-e;liApi,, AK (200m0 	)iii 

A... 	t 12 A-. 	4 	. 211.R•1, *1 T tit Al 1, A:. Ti 6 41. tz_-: 	f* 	:> ') )3 if ) 1/ )3 

/01=17 I- 	7 4 — (1=11=1*/1.L.- 	i —JO 	VC_ ct 9 fit2'1  li, 4-C6- ( {4 

-C4-( I-') 7 JI/A-  1=1 )( 	)1.), > 	)1/7 E'/ 	>-1--r )0 )3 )1,A1=)1,)*) I) 

>-2-4/1.]E:')>-1-t/l/tAtitert-i)l. (840mg) 	EIE1X1-tt L 1, --04' 

ito 

[0115] 	 l'13,SIN 2 8 

4-E5-(14-C4-( I-') 7 )1.7f 1=1 )( 	./1/)/>:')/1/7 E'/:')>-1-4 )0 )3 )1/t= 

)14-1H-4 > K—)1.-2-4 )1.] L'/ 	1) :')>-1-)J/l/tAktert-1/1. (510mg) 

ODMF (5. 11110 ga6:A:13*-F, 7KA4bt 	') r, A (AN/ 	7 4 >M45%-A- 

, 	891119) 	)31--1A_, 	'13EIT3031241R14-' 1_, k... 	ag-,\EatttrCA:liT, 	r''(b)< 	)1. 

(61 g 0 	P FIA_ , 'A 2 T2Hem#R14  Lit. aZmatt:_7_1<priA_, -A3E--e303 

rbl#R14-' 1, it. t 12 A. 	f* 	..11.R•I,AE-FtitAl L. Ti 6 41, A-. I:114 	:> ') t if 

)1/t/01=171-7-1—  ( 	1=1 Cl *)1. L.- )(' i —JO t: ct 9 Mtn, , TA 

r4LaZtWtomattt ,f'47-co Ti 6 ti.it. Eat ODMF (5m 0 ga (z)1C13- 

T. 7_1<Aibt 	') r, L. (AN/ 	7 4 >M45%-As, 	90mg) 	. )ili A., 	'13'10'. -C303 

iam1R 	Lit. 	arit‘Eattr..),X;IiT, 	r''(b)< 	)1/(61/./, 0 	)31:1A.., 	-A3M.---M 

4k #A#`-' L it . aritaatt:J_KMA., '131E. T 303 MR 	L it 0  t 1_; tz_-.1=14 

211M, AETtit Al 1,, Ti 6 41. tz_-.1:114 	:> ') )3 if ) 1. t 	-A 	1=1 7 I- 	7 -I 

— 0 1=1 1=1*Ji/A — 	i — JO 	t:_ct 9 fitti L. 4— C1 — )< 	)1/-5— ({4— C4— ( I- 1) 

7 Ji/A—  1=1 )( 	Ji/)•>:')/1/1Lc':'»-1--r)1/}t)i,A1=)1,)-1H-4 > K—)1.-2 

-4 )1.1E'):')>-1-t)l.t>nktert-1 /1. (160mg) 	47tcL L -Mtco  

[OM] !MN 2 9 

5-D-(tert-1 Ii 	:> )3 )1/t=)1.) L''' I) :'J>-4-4/1/]-3-)( 	)1.-1H--1 > F 

—)1.-2-t )1/A1 Alb( 	)1. (82mg) , j77ati-t:> r, .L.\ (130mg) Eztje7-t I- = I- 

I) 11/ (2m 0 oni alttLefik)( 	-)1, (32g, 0 	)iliA_, 75t--M411R-"*. 

'131E.VeY5076iLito ag-,\MattLzIKMA.1-z_-A, lifOki)1.---ett±, Lit. 

Ms 	Onitib-i-  I- I) ,,A7_1Q4A--e57' 549-1„,R,7_1<eAt I- ,) 	L. Tta Li k. 

WO 2014/199933 63 PCT/JP2014/065181 

it, 95°c-e80tp^i#L/co TK (200ml) £jp 

£i;/c®{*£}jITOL ;$J±Tf£'JtL/c0 %btitcmW^W 

A7P7h^77^ - (^PP J -)V) 4—[6— ({4 

-[4-( h U 7 Jit n ^ Jl)s<y V J U 

>-2—r JU] £°'<7i/y-1-t)Jl>rfyMtert-7'3lJl> (840mg) X% 

tCo 

[0115] S^a$y2 8 

4-[5-({4-[4-( h >j yjutu/^ju)^<y Vy-i-^r 
JU)-1H—(y K-7U-2—r jU] ^V-l-^v'UTKVlttert-^^v'U (510mg) 

©DMF (5.1ml) TKIHb^ h U < >^45%#^ 

. 89mg)£Jppu ^-£30#^# L/c0 a^b^JU 

(61 yu. L) £JPPU ^-e20trP^i#L/co SJ^Fb^tHCTK^PPU ^S-e30# 
mmnistc„ ;$j±Tf£:)tu ^bti/cs^^vuti^ 
Jl/i)7A^P7h^77^ - (^PP^JUA-^y-JU) J1 

mbtitcM&Mom? (5ml) temzfrtis 
~K TKSUb^ h U t7AatK]/^7 0^45%#^ 90mg)£Jppu ^-C30# 

mmWLtco J5J^;Fb^(C7K^T. a ^b*3MK6i *t D £JPTU 
SJ^F^IOK^PPU ^-e30^rP^i#L/co £i;tc.mw* 

Jjilxtis ;$J±Tf£'Jt U f# b ti tcMfa**/ P7h^77^ 

- (^pp J -)V) 4-[1-p<^U-5-({4-[4-( h U 

yjitn^^jD^yvm Jijtuitf-JD-w-'f y K-JU-2 

-^r Vy-l-tlJU^yMtert-y^JU (160mg) &m#£ LTt#/c0 

[0116] S^a$y2 9 

5-[1-(tert-7" hdri/^jU#-jU)H°^U ^>-4—f JU]-3-p< ^JU-1H—f > K 

—)l-2-t) Jl&yWt?1- (82mg) % VO A (130mg) h—h 

U;U (2ml) (32/i, I) £JPPU 75°C-eit^i#m. 

^^t-e^L/co L/co ^ 

K>Jo^m^xmmks K>Jo^xmt L/C 
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o tit *Ad 	MV*. A E T '74tIg 	fEM L it. "14 6. tz: RI 	:> I) )3 /72 /1/ )3 

/01=17 l'' 	7 4 — (^ 1)->-11fOkill/) 	t: ct 9 fittl L. 5-C1-(tert- 

1 	t/l/A1=J1.) h°'.') 	>-4--( )1.]-1,3-)< 	)1.-1H--f > K—)1/-2-t 

)1/tAk)< )1. 	(78mg) 	,f4Q i_, --Cf4 tc 0  

[0117] VSLIN 3 0 

2A5V1 -F. 4-C2-({4-C4-( 	') 7 )1.7J- 1=1)< 	)1.), > 	)1.] EA' 	>-1- 

4 10 )3 )1/A1=)1.) -1H-4 > K—)1.-6-4 /I.] EA' I) :')":.,-1-t/1/tAktert-1 

11/ 	(250mg) 	OWN-) 	)1. Ei=ii) K> 	(5m 0 	'745,Al.,=, 	)ICA-F, 	71< A ib -)- I,  1) 

7 L. (AIM/ 	7 4 >n45%-As. 20mg) 	.)iliA... 	 L/30 	L /to az 

mat vc:-Ami t: -c 	r''(b) X11. (30µl) 	Pli1A_, V.3n1-e2. 5111241R1' Lit° 

azm 1-ii-ttrc_7_1<priA_, M' 	11,--ett±, Lit. Vtg, 	71<, AOlitaibt 

') r, L.Z1Q4ATIIIRWA544„:,:&7_1<0.0k7 	7 L. Ttlg L it. titIVVJ 

''* . A E -P7417g 	ii0 	L it . "ig 6 41. it RI 	:> I) t it ) l. )3 	A 	1=17 

7 4 — (^ 1)— > —E1/FOki)l/) t:_ct 9 fittl L. Ti 6 ti.itIOXIt 	Ok=9  

AA: '741174 L itA, ZIK. Mniti b t 	') r, L. 71Q4A-e IIIRWA A L it. VAN 

,W.7_1< Mk 7 	r, L.Ttlg L. tit MP] 	RV*. All -P7.4 a LL,   4-C 

1-)< 9 )1/-2- ( {4-C4-  ( I-.') 7 JI. A-  CI) 	)1.), > 	)1.] Lc'' 	>-1--( JO t JI. 

t=)14-1H-4 > K—)1.-6-4 /I.] E/ ') :')>-1-t/l/tAktert-1 /1. (180m 

g) 	77 /1/ 7  7 Z L LVigtz.-..0 

[0118] tBSIN 3 1 

Lc':')>-1-jj)1,A1>nktert-l/1/(3.09), 	2-7/1/7J- 1=1-4-( 	') 711/7t 

1=1)< 	)1/)1 >X77 /1/7L. F 	(2.6m O. 	fffnk (1.8m 0)5zt) 	1=11=1) 	> 	(60m 

l) o mat 	V.3n1T1HIEA1R1' L it . aZga It VC_ 	I) 77-t 	7_1< A '(b * 

r, A t I` I) r, IN (6.8g) 	)31:1A_. '-k-  Sr *MIR 1' L it oazZattt VC101:1 A' 

nk A< A t 	I) r, L.7_1Q45A 	)ili A.. 	'13.H. ---e15313CR 	1_, tz.-A, 	1=1 1=1 * 11. AR 

v71< 	i A_ tc. 3',A•1, VAN 	Olitaibt I-.') r,L.71Q4AT3 3 	L „W.7.1< 

Mkt 	I) r, L. -e tit 11 L it. tit 111J VV*. 	ff,111-F '74t7g 	fEM L it. "ig 6 

ti.k..41 	I) t7/1//01=17 l'' 	74 — (1=11=1*/1.L.-) y i —11. 

WO 2014/199933 64 PCT/JP2014/065181 

A7P7h^77^ - (^dr5—[1 — (tert— 

7Vy-4-'r ̂u]-1, ^^U-1H—f > K-JU-2-;b 

(78mg) ZMfot LTt#/c0 

[0117] £^$13 0 

MUSl^Ts 4— [2— ({4— [4— ( h U 

f y K-JU-6—fJU] ^>-1-^>/U#>Ittert-7° 

1-)V (250mg) ©N-p< ^JHfP'J K> (5ml) TRU^ K U 

t7AatK]/^7 0^45%#^ 20mg)£JP;u ^-£30#^$# L/c0 J5J& 

(30I) £JPPU ^-e2.50trP^i#L/co 

SJ^Fbl^tHCTK^JP;^ L/co ^g?:7K. tSffl^b^- h 

'J 0A7K;§;ST-|lll;^^}ftts ^*v7 ALtz0 $£'Jt£J£P& 

itis ;IETM?:§SUfco 

;KC)^?L/cm. TK. tSffl^b^KUt7A7j<}^-ejilI^}f L/co 

i^gE^^^A-cS^U 3£*££!J£l&£m. 4-[ 

1-p<5l>'U-2-({4-[4-( h U 7;U^PP<51>'U)/><>^>'U] 

#-jU)-1H—r > K—;U-6—r jU] U ^>-1-;b,lU/:K>Ittert-7>,lU (180m 

g) ^7t^7 77^:Ltffco 

[0118] S^a$y3 1 

Vy-]-tl)l^y^.tert-y0g)% 2-y ){/* P-4-( h U 7>/U^ 

n^^JD^yXTJl^tl K (2.6ml)% Mt(1.8ml)^.t/y^PPP<^> (60m 

I) ©;Fb^t)£^TM0tP^i#L/co jxJtx;Fb^^ h "J 7iz S*S/7KiHb* 

(6.8g) ttmXs ^•vm&mnbtco 
Wl7mi- K U ^ATK^^JPPU ^-ei5^rP^i#L/cm, ^PP*JUA& 
t/TK^jpx./co fimks K u ^ATK^-e^;#L. mTK 
M^KU^A-e^iL/co lETM^SSUfco t#b 

U Px' h^77^- «P P $ J — )l 
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) 	GL ct 9 fitt4 li, 	4-C2-7kt 1=1-4-( 	1) 711.7J- 1=1)4 	/1,)/ 	f))1,] Lc', 	f) 

-1-t)1.>Oktert-79J1. 	(5. 09) 	EIPIX'M L li ---C f'4' tz.-..„ 

[0119] 11  IA 3 2 

(28)-2-)4 	)1. E'/' 	')>-1-)J JI/t >Otter t-1-)1. 	(1.0g) , 	4-( 	I) 7 

11.7J - I:1 2 ( 	11/)/'.J X7 7  )1.5' L K 	(700 ii, 0 , 	glifk (5aµ 0 	Ez-Y:') 	1=1 i=i )( 

> (20m0 ORS'Ar.'ISn' C.: Z k ') 7-t I- 	7.1KA'(b7iv, At I' I) r, .b. (3 

. 0 g ) 	brI A- . r2.-C645 NMI* L it. & Z3r3b 1- 1 .1-tt cz. ffi RI 'Alt* A t I-') r) A 

7<5745zhilX, 	Ei Fi A-i)i. A -ett± li tc. VIM 	,w,71K4U6-7 	AT 

ti a L. tVAAIJ 	1•*. *I -F 3414 	lig 	L Ito f4 6 tt. it RI 	I) t if 

JI/t 7101=1717 4 — (1N 1)->-11fAti/li) 	(.•,:ct 9 fit t4 litc. "f'46 

tt.tc.fitNtRtie)< 7 J —)I. (9mo omatizzikitritzIKX/A- 1J-74A (9 

m0 	)31:1A_, 	-A31fri-e1111V1R14- 	Lk. All-F5744ig 	G. 	(3S)-3-)4 	)1.-1- 

C4-( 	I) 7)D)'] E'/.' :' ) > Oiragkit (1. 59 : 'El L, ISA b 

*AL OD 	/1/ELU 	AZ) 	'f7tL li -Cf4A-..„ 

[0120] 21ILOIJ 3 3 

4-[2-(E5 	'.1-1--( )14))1.t=J1.)-1H- 	V4 Z YV—J1.-6--(11/]E 

') 72-1-t)1.7JV'Attert-1-)1. (250mg) , 4-71c)1.Z.- )1.i\s 'J V= k ') Jli ( 

98mg) 	, 	fi'f§t,' 	(68µG) 	EzTf::;tJ 1=1 D 	':J 	(2m1.) 	ig);','A'A'A,1.--e30312A 

lt:-- 	L it. 	PL.7.‘E-IS1-tt tz.: I- IJ 77-t 	-:',/7.1<A4L*r,AJ--  I- I) r, L. 	(250mg) 

Ai A., A 31e R4014   Lit. azmat c:..tionwitAKA-t I,  I) r, 1.01<545 

hi' _ 1 	7 Fi 1=1 *)1.1,. Z 	Li /to VtlE 	,:R.71<aPtd-  I- V r, A -eX)* l„ 

1APJ 	ItV*, 31flisll-F3M74 	ITEM L ito "f'4' 6 ti.tcRI 	I) )3 if )143 A 

1=17 i s' 	7 4 — (1=11=1*/1/.6.— 	i —10 VC-ct 9 Mtn, 4-(2-{[4-(4- 

7/ i>:')/1.) L'/' 	:')>-1-4 )1.1t/l/t=)1/1-1H-> V*4 Z YV—)1.-6- 

4 AA E'/I) .)•.i-1-jj ji/tAttert-1/1/ (330mg) 	.31E13=litttt L LiZA'ito 

[0121] tai5IJ 3 4 

3, 4-')77 Z I 't- 11-M,A)( 	)1. (1.3g) , 	1-(tert-71:>t)lit=j1,) E'/' 

') f)>-4-t)l.t>Alt (1. 89) , 	AE') At' 	1) 7 i.=)1. (2. 5m I ) )3COE') ...; 

WO 2014/199933 65 PCT/JP2014/065181 

) Ulillu 4-[2-yju*n-4-( K u 7 )\,*n *?-)[,) ̂ yV)i~\¥ 

(5. 0g) %>&1M%)£LX%tca 

[0119] m&ms 2 

(2S)-2-y (1. 0g) , 4-( h U 7 

K (700 /X L) . Ml (50 IJ, I) RXfW PP^ 

$y (20ml) (DW^WttzmmlZX h 'J Tiz K 'J 7A (3 

. 0g) ^-e64Bt^M#U/c0 

^pp^uA-ettth btca 

f^IU lffTi§i4S£Lfco 

J^7A^P?h^77^ - (^^V-Mlx^U) (Ci; yff^L/co ?#£ 

(9ml) ©JI^tl£4M^b7Kf!iA>***+fV^>$ (9 

ml) mwX. (3S)-3-*^;U-1-

[4-( h 'J y)Utn?(^)U)^<yV)^d^^Vy(Dikmik (1.5g:{BU ikit 

TKH^CD^MI:^)^) ZmfotLT^fco 

[0120] mmiJ 3 3 
4-[2-(^7s>57-1-/f $ y V->IU-6-< JU] tl° 

^>-1-^;i//K>lttert-7>>lU (250mg) % 4-^JU$ > V— K U )V ( 

98mg) , Ml (68/^1) Stf^PP^V (2ml) <DM'&$l£^"C30£fE|| 

MWlstco SJ^;Fb^(ChU7-tr hdr^TK^b^O^^K'J^A (250mg) £ 

JPiU ^-e«li#L/c0 S^Fb^tctSfflj^l^K^^h'^ATK)^^ 

flp*., ^pP/MA?tttH L/co K 'J £ A "?££*£ U IS 

*£5!]£l&£&. iETM^SiLfco 
P7h^77-f- (^PPMA-^^y-Jl) 4-(2-{[4-(4-

VT Js<y ViV) t°^ =?Jiltijutf-JUMH-^> W $ yx/-;u-6-

-fJU) S? V-l-^JUTKVlltert-y^U (330mg) UTt#/c0 

[0121] S^!)3 4 

3,4-^7$ (1. 3g) , 1-(tert-7"SdrS/£^-;U)l^ 

'J ^>-4-;b;i^>l£ (1. 8g) , ®'J>iMJ7xzjl/ (2.5ml) St/t^'jy 
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> (5.2m 0 0Eattt181112CNAVA.5)1A, '13E1 V-ChZli Lk. 31 Pi 

eat L. T46 4'1. tz--- RIO fffnki 	)1. (50m l) 	'74',A.1101-rank, 71<, 	1MAVAK„ 

t I- ') r, L.7_IQ4A, Mnilib t 	') r, A 7_IQ4A --CIIIRWA50-  L itA„W.7_1<e,K6  

t 	') r, A -CIVI L /to tiVIAIJ 	1•1, 3ifilll-P74t7g 	0 	L /to "14 6 ti.it 

II))317211/t/01=17 l''7 4 — (1N 	.A)—  > — lfOki 9 10 t: ct 9 

fit-Illi, 	2-[1-(tert-1 I- 	-:>t/l/t=J1/)Lc' 	'):')>-4-4)1,]-1H->N14 

Z YV—)1.-5-t)l.t>K6 )< 	11/ 	(1.3g) 	''1141 1-z.7.„ 

[0122] VSLIN 3 5 

4-11=1-5-7/1/7J- 1=1>-ff>-1, 2-77 Z > 	(2.0g) 	, 	2, 2, 2-1- ') 	1=11=1 

77-t 	4 Z Knk)< 	)1/ (1. 5m1) , 	1=11=1)< q > 	(57m1) Eztii)l/i- 

5-)I. (85m1) omatt: I-.') 7)1,7J- Dffot (1. 9m L) 	)iliA_, 	-A3E-e3Hemm.  

14- Lito 	'7.41-tt 	RV*, SA t.L1 MAKOkib t 	I) r, A7M74A (100m 0 	)3FIA_, 

ifil E T AV L it 0 "ig 6 ti.k. RI t: :' i 	) l. i — 5- ) l. (50m l) Ezz) e )( q i — )1. 

(50m1) 	)J[1 A. -C13.H. -M4k1R14  L /to 3aattLi-5-)1,  (100m0 	.),IiA.., 

3,41,1, 7..K) 	All Tan L /to "14 6 41. it Eat t: Vat' 	)31:1A.. CpH4. 0-4. 

5L 1,/tc, t UP: 	4*7 gR'1, 	ifilll-FtIVI L. 5-11=1 	-6-7 )1/ti=1-1H- 

>v-r z y"J-)1,-2-t)i,t>ot (1. 5g ) 	i4Q 1, -C 'f'4' Az „ 

[0123] VSLIN 3 6 

5-11=1E'):')>-2,3-:')77-Z> (5.0g) , 2,2,2-1- M=II=17-t 1-(Z 

Knk)<9-)I/ (4. 1ml) Eztilifnk (30m0 	oniattLi- 1) 7)1,7J- 1=1/0 (5.1mi. 

) 	)J[1 A. , '13n1 --M4k1R14  L it 0 t U it 	f* 	SgR•1, 	1,',1E-Ftita 1,, 6-1 

1=1 	-2-( F. 1) 	i=ii=i)( 	)1,) -1H- 4 Z YV[4, 5-b] E ') :')> 	(4.3g) 	f*L 

Li.Vigito 

[0124] t'u3SIN 3 7 

4-11=1 	-N'-)( 	)1./>-ff>-1, 2-:')77 -Z > 	(1. Og) , 	N,N-:)-( V 7° CI EA. 

i)1,7 Z > 	(7.1m1) 	01, 2-:')I=Ii=ii 	>(30m1MA6L:') 	1=1 1=1 	()( I- 

:>) 	fiif031)( 	)1/(2. 5m1))illAT., 	'13.H.T1111241811-'•1, 	60tT319 MR 	Ltz_-_„ 

a zmattt 	-A3E 	ThZ;#'s li , MlialtzKAt I- I) r, INzIA)jri A_ A-A, 

WO 2014/199933 66 PCT/JP2014/065181 

> (5.2mo ^t-e^L/c0 U±TM$: 
ssu %butcW/t(D^m^)i (50mi) TK. mm&m 
^ h U ^ATK;§;SS mniklti- h "J ^ A7K^T1II&&& «« 

££*£&! £&£&. SETM^SJLfco ?#£>ftfc 

'J 7 A^7 P7 h^7 7 ̂  - (^dpHtV-MtX^1^) tc ot t-J 

IfMU 2-[1-(tert-7>dr^^jU#-jU)H°^U ̂ >-4—f JU]-1H-^> W 

(1. 3g) %mtco 

[0122] 5 

4-7°P;E-5-7>'U^-P/><>-tf>-1,2-^7$ > (2. 0g) % 2,2,2-h'J^PP 

Tiz h-r $ (1.5ml) , ^PP^V (57ml) M^x^x-

(85ml) CD;f^tHC h U 7JU;tPMt (1.9ml) ^S"C30#Fai$ 

#L/c0 «(ClM7KI^b^ h U ^A7K;^(100ml)£JP7U 

)lET)jilsL/co tf^tl/c^ltC^x^JUx-^U (50ml) ^ y-JU 

(50ml) ^JPx.T^^-eit^i#L/c0 ^tHCX-^JU (100ml) 

^5<m 7KJi^;lET)jilsL/co t#^ti/c;l^(C}jiJ^It^Jpx.TpH4.0-4. 

5tLfc0 )$J±Tf£'JtU 5-7"P^-6-7;U^P-1H-^ 

>vy <yv*-ji>-2-tiJi>tf>M d.5g) ^mwtbxwtc0 

[0123] M^y3 6 
5-7"P^H0|J^>-2,3-^7$> (5. 0 g ) , 2, 2, 2- h U £ P P 7t h -f $ 

(4.1ml) (30ml) (DM^iZ h'j7J^PS^i (5.1ml 

) £JPPU ^-e«}i#L/c0 £i;/c®{*£}jITOL )$J±Tf£'JtU 6-7" 

P f-2-( h 'J 7 P P ̂  f Jl/)-1 H--f 5 ̂ 7"[4, 5-b] 'J i/V (4.3g) 

L T t#/c o 

[0124] S^a$y3 7 

4-7°P;E-Nl-p<5l>'U/><>-tr>-1,2-^7$ > (1. 0g) , N, N-$/>f 7 7°P tfJU 

X^JUZ^V (7.1ml) ©1,2-y^PPX^>(30ml)}§)S(cy^PP (p<hdr 

*» ma*T)U2.5mi)^jpx., 60°c-e3arP^i#L/co 

J5J^;Fb^t)£^£"e$D£U K U ^ATK^^JP^/cti, 
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D 1=1 *)1/A-ett±, Lk, VAN 	,:.7_1<e,Okt 	') r, A-eta L. titlIAIJ 

RV*. A )1-P4 A 	LL it. "14 6 41. it RI 	:> 'J)3 it) l/ )3 A 	1=17 

7 4 — 	(1N 1)->-fffnki)1/) 	t:_ct 9 fittl li, 	5-11=1-1-)< 	)1.-1H- 

':., Vs-f 	Y"J—)1.-2-t JI/tAk)( 	)1. (820mg) 	,f7tQ 1_, --047-c 0  

[0125] tBSIN 3 8 

3-)( 	)1.-1H-4 > K—)1.-2-t)l.t>031)( 	)1. 	(500mg) , 	Imo ') 7/1/7t1=1fff 

031 (410µL) EzTfTHF (10m1) 03maltr.-.N-7p 	/ 0 0314 z K(480mg) 

)ili A. . '13EIT 30 31341R14-  i, it . aritmattLgootemt I,  I) r,/,,AKg.a 

QA... iNit>-fffoti)1,--etith±, Lit. VON 00Altzl<At I- ') r, A 

7_1Q4A, M* it i b t 	') r, L. 7_IQ4 A --e I I IR ;ZA 544 . /W. ZIK Mk t 	') r, L.-et 

a L ito titMAIJ 	1•1. 	ifilE-P4t7g 	ii0 	Lt0 "f'4' 6 41, Az RI 	1) )3i 

JI/t 	/01=17 I s' 	7 4 — (iNit>-fffnki/l/) t:_ct 9 Mtn, 5-11=1 

-3-) 3 )1.-1H--f > K—)1.-2-t/l/tAk)( 	)1. (470mg) 	'f7tQl_, --(14'tc. 

0 

[0126] tatiN 3 9 

4-{C2-7Z )-5-()( 1- 	-:>)3/1/t=)147i=J1/1I=J1/1E 1):)>-1- 

t)1/tAktert-1/1/(920mg), 	EIM$17 (II) 	(93mg) EzVel, 2- 	fJ 1=1 1=1 i 

> (18m 1) ogatt 	7'( 	1=1;ag-„Itx (Biotaget) 	ER 1,`Z, V11:1=1  

150°C-e1HIVaZ-,'S .ttz:A. '13EIVCIZI'iLito 4-{[2-7Z )-5-(.( 1:> 

t JI/t=J1/) 7 m=)1.]I=11/1 E°'') 	>-1-t)1.t>nktert-i)1/(920mg 

), fffnkti] (II) 	(93mg) EzVe1,2-:')1=11=ii 	> (18m1) Ogatt:., Rao 

taiiF 	,'ff l.\ , =-D 0 a Zgatt 	a b t-, 	im=1*)i.L.--e*fkl, 7_1<T AA 

Lt0 VON 	,,R,7_1<e,K6 J-  I-') r, L. --e tit* 1,, t1:41AIJMV*, *;111-P44 

iii7Elitc'... 	R',1 1))3/72 /1//01=17 I s'7 4 — 	(1=11=1*11.1N-)< 

i —10 r C.., t 9 MI' L, 2-[1-(tert-1 1- 	-:>)J/l/t=J1/)E,H):')>-4--1 

)1.]-1H-4 > K—)1.-5-t)l.t>K6 )< 	-.1- 	(1.7g) 	'f7tQ li-CAtz.-..0 

[0127] ViSIN4 0 

[4-(:')7/1/7J- 1=1) 	)1/) 7 i=)1.1 	J-11. 	(4.8g) 	0)1,2-:')1=11=iiq 

WO 2014/199933 67 PCT/JP2014/065181 

^ • p/iNjuA-ettdi L/CO K <j u $£&&!£ 

P&Sti. SETM^SJLfco S 

9=7?<- (^*y-y-m&^)v) 5-yp^-i-p<^u-iH-

*>94 ̂ 99-(820mg) LTt#/c0 

[0125] 8 

3-^JU-IH-'C > K-JU^-^JU/Kvlt^JU (500mg) % MJ 7JU:* Pifr 

It (410yu, I) &tfTHF (10ml) ©;Fbl^tHCN-7"P^PI\9WL4 $ K(480mg)£ 

JPPU ^-e30^rP^i#L/co h U -}A7K^ 

L/co K U 0 A 

TK;§;SS h 'J 0 A?k®fcZ*MX%&'&s h'J^AT'^ 

'JtL/c0 lETM^SSUfco t#bti/c$i;t£v'J±)^ 

Jl/i)7A^P7h^77^ - (^dpHtv-Mtx^1^) 5-9P 

^E-3-p< ^^U-1H—f > K-JU^-^U^Vlt^JU (470mg) ^W\WtLX %tc 

o 

[0126] 9 

4-{[2-7$ y-5-(p< hdp^^>/U#->/U)7x " U ^>-1-

^;U#>Ittert-7>>'K920mg)% (II) (93mg) Rtf\, 2.-V<7 P PI 

$y (18ml) (DMii'tyitk^ P/J£JX£SSS (Biotagett) 

150°CT-10tP^J5J^1±/cm, ^t-e^L/co 4-{[2-7$y-5-(p< h^> 

^jU#-jU)7x -Jl^JL^-Jlj ^>-1-^>/U#>Ittert-7>>'K920mg 

). ItM (II) (93mg) ^l^-i/^PPi^V (18ml) ©;f^tHC^*§(Z) 

=^©j5j&5i£-$i££-to-t±\ ^PP*)VAzmn$k. 7X"e^)f 

L/Co MJ* A-?*£*£ U *£*£&! £&£&. ;1ET)^* 

£^£L/c0 'J 7 A^7 P7 h^7 7 ̂  - (^PP/lxJUA-^ 

^y-;u) 2-[1-(tert-7> ^ *Vt) JVtf^JV) 9y-4—f 

^u]-iH—r>v-ji>-5-tui>tfym*3LJi> (1.7g) ^mwtbxmtco 

[0127] 0 

[4-(^7MP^f^)7i-^]^^y — )l (4. 8g) ©1,2-^^PPi^ 
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>(64m1.),=, 	l'3 	,= -Cira4b7J- =)1. 	(8.9m1) 	EzVeDMF 	(50µL) 	)31:1A.., 

sot --M4k1R 	,I, VII 	-eN;13.-  Liao *111-F3 gg L, 	1- ( 	1=1 1=1 )( 	)1,)-4- 

( 	7 )1.7J-  C1)( 	)1/)/>-ff > 	(4.4g) 	EIEPIX1-tt L i,---cMtco 

[0128] ViSIN 6 5 

4-C2-({4-C4-( I-.') 7 )1/7J-  1=1 )< 	)1.), > 	)1.1 L.°, 	> -1-4 )1.1 )3 )1/t= 

)1.)-1H- 	> V4 z Y `s—J1.-5--r A.] 	°''') :')>-1-t/l/tAktert-111/ ( 

270mg) 	0') 	1=1 1=1 )< 	> 	(2m I.) 	''4',A VC_ P) 7 JI/A-  1=1 fffnk 	(1 m 0 	)in A.., 	-A 

311-e3031341R1 Lit. a rit mat t:..mn Alt* A t I, 1) r, A 7mw,A 	Ai A.., 

7  D 1=1*)i.L.--ett±, Lit. VON 	Moilibt I- I) ,,A7_1Q4A---e5A50-1„T, 

7_1<eAkt I ') r, L. -et* 1, tc. t1:41AIJ 	MV*, All-P4tIg 	iii7E 	1, it. "f'4' 

641.1-c1 17z i 	)3 172/1/t 	/0 1=17 l'' 	7 4 — (1=11=1*/1/L,-)( 

i —JO t: ct 9 Fittl L. [5-(h°' 	') 	>-4--f )1.)-1H-> v-r Z YV—)1.- 

2-4 /I.] {4-C4-( 	I) 7/1/7J- 1=1)< 	)1.)/>:')/1/]E:')>-1--f )1.1)< g i > 

(150mg) 	7 7 	A/7 7 7 	L 1, V4 tc. 0 

[0129] ta_sm 9 2 

7-11=1 	4 Z YV[1, 2-a] E') :)>-2-t/l/tAk (1.0g) , 	1-C4-( 	') 7 

)1.7J- 1=1)< 	)1/)/>:')/1/1E, 	:')> (1. 1g), 	1H-'Z>' 	Imo') 7 V—J1/-1-7t — 

)1. (840mg) EWDMF (10ml) 0 m at tLN-C3-(:'))( 	)1/ 7 Z ) ) 11=1 EM-N' 

-IJI/t/l/t-r Z K ilnktit (1.2g) 	)jliA_, vivai-e41411R 	Lit. All 

-P4t7g 	ITE7 	L. "f'4' 6 ti.k.R1 vcAn 	*AtAV  	I- 1) r, A AK g'a .)jri A_ tcA 

, 'A 2 --e 1 HectIL' t, it. t u tz_-_, 	4 	11R,I, 	)-;11-Ftitll L. 	(7-11=i 	4 

Z YV[1, 2-a] E') :')>-2-4 )1.) {4-C4-( 	') 7J1.7J-  Q) 	)1.)/>:')/1/1 L'i' 

J-1--f )1.1)< 	) > 	(1 . 7g) 	44Q li -Cigtz.-..„ 

[0130] ViSIN 1 0 0 

(7-11=1 f 4 '-Z YV[1, 2-a] E ') :')>-2-4 )1.) {4-C4-( 	I) 7 JI/A-  Cl) 	)1/) 

i>/1/1L.°/ 	>-1--f )1.1)< 	i > 	(1.7g) 	, 	4-(4, 4, 5, 5-5-  I`)( 	)1/- 

1, 3, 2-:')7J- 	-1)-t1=1>-2-4 )14-3,6-:')L K 1=1 L") :')>-1(2H)-jj/l/tAkt 

ert-1/1. 	(2.3g) , 	5-  I-( 	') 7 m=)1/*7 4 >)ir,LI, 	(1.3 

WO 2014/199933 68 PCT/JP2014/065181 

(8.9ml) &t/DMF (50/^1) £JPPU 

80°c-eit^i#m. ^t-e^L/co IJ±TI«SUX I-(£PP*?MU)-4-
(V7 lltUtJ-lD^yMy (4.4g) LTt#/c0 

[0128] 5 

4-[2-({4-[4-( h U 7 Jit n ^ Jl)s<y V d^Vy-\-<)\/}t^)\yi^— 

)D-iH-^>vy nu] vy-i-tuitfyW-ten-y^ji ( 

270mg) ©i/^PP^V (2ml) h 'J 7 At Pltlt (1ml) £}]P*.% ^ 

^T-30£f^i#L/co K >J OApm^iJQXs 

o ppMA-eaiii L/CO K <J O A7K;^-e&;#m, m 

bUtcW^T ̂  J V V9=y~? <— (0 P 

$J-)D [5-(t°^u^>-4—r;u)-iH-^>vysyy-ju-

2-^f )l>] {4—[4— ( h U 7JU:tPP<51,'U)^>^,'U]t0/^:v?>-W,/U}p<^y > 

(150mg) ^7t^7 77^:Ltffco 

[0129] S^a$y9 2 

7-7^^^ $yx/[1,2-a]t°U Vy-2-tlJU^yM (1. 0g) s 1-[4-( MJ 7 

ji>tu/3lji>)'<yi/ji>] d^vy{\. ig), iH-^>y h u ysJ—)\/-\-t— 

)\y (840mg) &t/DMF (10ml) ©;f^tHCN-[3-(^ $ 7 ) 7°P tMl/]-N' 

-X^U2JJU<K$M $ K (1. 2g) £JP;i, L/c0 )1J± 

U h U A7K}^^:JPA./cm 

. ̂ -ei0trP^i#L/co ;$j±Tf£:)tu (7-7'pf^ 

$#V[1,2-a] t°'J Vy-2-'r ;U){4-[4-( h U 7 P P< ^ 

^^>-1—r;u}p<^y > (1. 7g) %mwtLzmtc0 

[0130] M^y 1 0 0 

(7-7°P ^E'f $#V[1,2-a] t?'J $/V-2—f JU) {4-[4-( h U 7 Jit P ^ ̂ Jl) 

s<yV)\sld^vy-\-< A}*;? J y d.7g) , 4-(4,4,5,5-^ 

\,3,2-Vt**y-&U^y-2-'nu)-3,6"^t: KP H°U ^>-1(2H)-^jU#>Itt 

ert-7>>/U (2. 3g) , ^ h ^dp7>( h 'J 7 x " )IT^X7 ^y)J^VO A (1.3 
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g) , 2MAlkt 	') r,L.7M745A (15m1) EzVe:')7J- 	it > (58m1) Ogattt 	7 

)I. a >'475-1m tt,-F, 1 00t--M4k1R. 'A SI Ve N :li L it . aZmatttrcAn 

AVAKAt i- I) ,,A7_1Q4ARvenifoki)i/mA_A-... 	'74i-tt 	M 	L. 3,41 

,I. 7_1<g, 	fffnki)1.--etEli,±, Lit. abt- tc.VIEWMnitibt I- ,) r, L.7_1< 

'7.&rfI--e5A541-1„,R.7_1<eAkt I- ,) r, L. Ttl:41 L tc. t1:41AIJ 	RV*. All-P4 

t7gi%) 	Lit. ,f4'641.1-cRI ") tif)i/t/01=17 I-''7 4 - ( 	1=1 

1=1*11/1N- 	J —A') Ezve 7 Z i 	,) )3 ifll/ )3 	/0 1=17 I- 	74- ( 

1=11=1*J1/ IN- )( 	7  I -ll.) 	t: ct (,) f it 1'1 L. 	"f'4' 6 ti.tc. 	4 	(2. 7g) 	(,:_i/l/i 

—5)l. (60m1) 	)j11A, tc."*, 	12—e 1 111341I'14- 	I, tc. 	f7tEgR,I. 	ifil 11T tit 

IA L. 	4-C2-({4-P1-( I 	') 7 )1/7J-  CI) 	)1.)i> 	)1.1 L.° 	> -1 - 4 )1. } )3 ) 1. 

t=)1,) 4 z YV[1, 2-a] E ') :')> -7-4 )1.]-3, 6-:')L KI=1 E ') :')>-1(2H)-jj 

)1/tAtitert-1/1/ (1.9g) 	f4Q L ---04 A-. 0 

[0131] 	 ,V,SIN 1 07 

4-C2-({4-P1-( I-.') 7J1/7J-  1=1 )< 	)1.)i> 	)1.1L.°, 	J-1-4f )1.1 )3 )1/t= 

J1.) -f Z YV[1, 2-a] L") :')>-7-4 A.] E'' I) :')>-1-t)i/tAktert-1)1. 

(1.8g) 	0):') 	1=11=1)< 	> 	(12m1) 	'7454It:.. P) 7 )1/ A-  1=1 fffnk 	(8m l) 	Ail A.., 

'13'3.--e3031341IT L it. 	ifillITSElrg L. "f'4' 6 41, tz_-.R1 (.:An imk7j< A t I,') 

r, L.71,4)iiiA_, 	1=1 1=1 *)i.L. --ett±, L /to VON 	,:,:&7_1<eAkt I`') r, A 

-eta L. tlIAIJ 	RV*. ;ill-P4t7g 	lig 	L it. "f'4' 6 tt.tc.R1 t: 	Dm 

*)i.L. (20m l) 	)3FIA:13nTai --e 303rim#R14- 	t, tc. 	'741-tt 	RV*. 	ifilll-P4t7g 

iii7E 	Lit. "f4641.1-c.1 17Z i ,))3/7 2)143/01=17 I- 7 	7 4 — 

1=1 1=1*A/b.- 	. I —)l.) 	6z,t9fit2'lli L. 	[7-(h°' 	I) 	>-4-4 )14 4 z YV 
[1, 2-a] E ') :')>-2-4 A/1 {4-P1-( Imo ') 7 )1/7J-  D)< 	)1.)/>:')/1.] L, ') 

1--f )1.1)< 	i > 	(860mg) 	.A3:1X1-tt L L, z-  M k. 0  

[0132] 	 tatiN 1 0 9 

4-C2-({4-P1-( I-.') 7J1/7J-  CI) 	)1.), > 	)1.1 L'i>-1--()1.1t/l/t= 

)1.) 4 Z YV[1, 2-a] L") :')>-7-4 )1.]-3, 6-:')L K 1=1E') :')>-1(2H)-jj )1A1 

>Otte rt-1)1. (1.9g) , THE (20m1) 1zt)e 	i —)I. (20m1) 	Ogattt (Z2 

WO 2014/199933 69 PCT/JP2014/065181 

g) . 2Mj^ibh h 'J 0 ATK)^ (15ml) RXfVt^Vy (58ml) 

i00°c-eit^i#ti, ^^t-e^L/co 
m&mt K u 0A7mmjkx?mm^)utki]\}7Ltco 

7KJi^Mtx51;u-etti±iL/co ^i±/c^ji^tSffl^b^hut7A7j< 
h 'J ^A«L/co ;1J±T;§ 

Milfc o U ^MU^A^ •x' h^77 < - (^P 

• $ J —JI) {0 

• • $ J —Jl) t#<Qtl/c[iH;£ (2. 7g) 

-^u (60mi) ^-ei0trP^i#L/co METIS 
'Jt U 4— [2— ({4— [4— ( h u 7 Jit n ^ iD^y V )i] )i}t>)i 

tf-JDJ V11,2-a] tf 'J Vy-1-'r ;U]-3,6-^t; KP tf'J ^>-1(2H)-;b 

JU/lOlttert-^JU (1. 9g) %mWt LX%tc0 

[0131] s^$y 1 0 7 

4-[2-({4-[4-( h U 7 Jit n ^ Jl)s<y V )l] d^Vy-\-<)\/}t^)\yi^— 

JUH $ ̂ V[1,2-a] tf'J Vy-1-'r JU] tr^ U ^V-l-^JU^Viltert-^JU 

(1. 8g) (OVO UU*$y (12ml) h 'J 7 Jit Pltlt (6ml) 

^-e30^rP^i#L/co mi±Tmmbs mbntcwmzmmm-imi-v') 
7 ATKJ^^JPA.S <7 • P^^A-ettlfl L/co h U 0 A 

T?$£j£U lETM^SiLfco t#£>ti/c^;l(C^PP 

*JUA (20ml) £iP*^T30£f^#Ufco ;1ET}^* 

^^Lfco J V U ^MU^A^ •x' h^77 < - ( 

/7pp^./uA-p<^y->/u) [7-(tr^'j^>-4—rJUHsyy 
[1, 2-a] tf 'J ^>-2—T ;U]{4-[4-( h U 7 )lt U ^ )l)^<y V )l~\^=> Vy-

\-4)l}*$jy (860mg) LTt#/c0 

[0132] M^y 1 0 9 

4-[2-({4-[4-( h U 7;U^PP<51>'U)/><>^>'U] ^>-W JU} 

JUH $yx/[1,2-a]t°U Vy-1-'T;U]-3,6-^tl KP tf'J y>-1 (2H)-^jU# 

Vlttert-^JU (1. 9g) , THF (20ml) RX?*$ J ~)l (20ml) (DM^iZ2 
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0%71<ntibir, /.\-5t,ItA' 	(n50%-gs7'JKA, 	560mg) 	.)J11 A.., 	zKAT5-12%,-F, 

'13.H.T1.5Hect14-' Lit. 	'741-tt .MV*, AE-Pe11g 	ii0 	li it. Ti 6 ti.k. 

RI77.Z i 	tit/l/t/01=17 I-7 4 — (1N .A)—  > — lfOki 	10 

VC- ct 9 fittl L. 	4-C2-({4-C4-( I-') 7 JI/A- 1=1)< 	)1.)i> 	)1.1L.°, 	>-1- 

4 )0 t )I, t = )0 4 z y‘js [1, 2-a] E ') :')>-7--f )1.] h°/'') :')>-1-t)l.t> 

otitert-1)1. 	(1.8g) 	f4Q L ---0'4' A-. „ 

[0133] 	 tatiN 1 65 

5-i I- 	-E':')>-2-)3/1/t>nki)l. (4.5g) 	G) )( 	. ) — )1. (100m1) 

'74'riItLACA-F, 7_1KA'fb*r,At 	') r,L. (2.6g) 	t,k111(,:_3(1--(11:1A_, 	-Az 

--e6Hectl- Lit. aritmattLimitotmA..-cpH4L LA-A, -A3.8.--e153rm 

TV' 1_,  it. 	:1 MA< Oki b t 	') r, L.7_1Q4A 	)3 u A. -C p H9 L l, tz.-A, 	i=ii=i 

*)l.L.---ett±, Lt. VON 	,&7_1<eRt 	') r, A-eta L. titlIAIJ VV* 

, 	ifil)l-P74t7gig 	Lit. "i'464-Lit.R1 	I) tit )1/t 	/,. 	1=17 I 	7 

4 — (1N 	.) >—ElifOki 	11/) t: , t 9 Fitt  l  L. 	(5-I 	- 	E. 	>-2--f 10 

)< 	) — )1/ 	(2.6g) 	EIPIX1-ttL l, -MI tc. 0 

[0134] 	 tatiN 1 6 6 

(5-I I- 	-:>E)>-2--f)1.) .  i —)1. 	(150mg) 	0):')1=11=1 . > 	(3ml 

) 	'74',,A C. ),_K :13*-F , 	IPA 	A-  =)l. 	(200µl) 	Ai A., 	'13.H.T3031241R11=q, tz_-_,„ 

ifil/ITS1 481_,, 	2-(1=11=1)<3 )1/)-5-I 	-:>E':')> 	(160mg) 	EIEPIX'AL 

L . -CT 	Az. 

[0135] 	 tatiN 1 6 7 

2,2,2- 	') 7 )1.7J- 1=1-1-{4-[ (5-{1-[ (6-)< I- 	-:> Ei) :')>-3-4 )0 )( 	)1,] 

Lc',  ,) :')>-4-4 )1/1-1H-, >V4 z YV—)1.-2-4)1.)t)i.t=)HE:')> 

-1-4 JO 1 	i > 	(1.3g) 	0 )< 	) — )1/ (71110 	'7454I r--.1M7_1< Oki b t 	I) r, A 7j< 

'74',A (2.8m1) 	)31:1 A., '13n1-e5H1241R14  Lit. azmat t:Ane,okt I-') 

,,A71,A)iiiA_, 	1=1 1=1*)i.L.Eztn-li=1/ 	i — )1/03M'a 744--etEli,±,1,1-c. 

o Vtg, 	,:,::,7_1<eAkt I- I) ,,A-etl:411,, titlIAIJ V•1, All-P7.44%) 

L. 	(5-{1-C(6-)< 1-E1)>-3-4/1.))<J1/7E')>-4-4/1/1-1H- 

WO 2014/199933 70 PCT/JP2014/065181 

(^50%#7Kpnp. 560mg) £ip*.% 

^-ei.50trP^i#L/co SETM^SJLfco mbUtc 

W/k&J7^ J V 'J a*' h^77^-

tCcfcy^u, 4—[2—({4—[4— ( h u yjutu/^ju)^<yVju]^^Vy-i-

•i )\y}ti)\y-^-)\y)< $ ̂ V[1, 2-a] t°'J $/V-7—f JU] U 

^tert-^JU (1. 8g) LTt#/c0 

[0133] £^0ij 1 6 5 

5-JL\-^Vd^Vy-2-tl)l^y^.^)l (4. 5g) )l (100ml) 
&mzfr%sT. ymitfcomi-^voA (2.6g) ^mzm-fxm^ ^ 
xmmmw L /CQ tc 1 *. •rpH41 L /cm, 15^^ 

Lfco ;f^t)(c 1 M7KI^b^- h U ^ A7K;^£JPx.TpH9<h L/ct£, ^ • • 

^juA-ettai u/co K u OA?&&u 
, ;IETM?:§SU/co h^77 

-f- (^^V-Mll^U) (5-X hdr^H°^^>-2-r jU) 

(2. 6g) LTt#/c0 

[0134] 1 6 6 

(5-x hdpi> \Z^Vy-2-'(JV)* $ J — )l> (150mg) (DVOUU^^y (3ml 
) mmz7K;^T. (200^0 mwx, ^-c30#F^#ufco 

;1J±T)MSU 2-(^PPp<^U)-5-x V**/\Z=?Vy (160mg) 

L T mtc0 

[0135] £^0ij 1 6 7 

2,2,2- h U 7><U^P-1-{4-[(5-{1-[(6-p< ^>-3—f JU) p< ^JU] 

IJ yy $ y V->/u-2—r ;u)^ju#-;u] d^^vy 
-]-'fJU}x^y> (1. 3g) (7ml) ^jfttClM7X^b"f K U £ A7K 

mm (2.8mi) ZIJUX., ^-e50trP^i#L/co K U 
7 A7K/^)S^:JP A.S <7 nn7isJUARXf2--fnj<>'-JU(DM^mUX^ L/c 

o MJ* A-?*£*£ U 3£*£S!J£l&£m. 

£u (5— {1 -[(6-j>< ^>-3—r^u)^^^]^1; vy-4-'NUHH-
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, >N1-f •Z—)1.-2-4)1.)(E'>-1--()1.))< 	')> 	(1 .19) 	APIX1-tt 

LL.-04tc.. 

[0136] 	 ViSIN 1 6 8 

5-11=1-1H->Vs-r Z YV—)1/-2-t/l/t>031 (3. Og) , 4-(4,4, 5, 5-5- 

1)( 	)1.-1, 3, 2-:')A- 	-1)-t1=1 	>-2--( )14-3, 6-:')L K 1=1E 1) :')>-1(2H)- 

)3 )1/tAtitert-1/1. 	(7.7g) 	, 	:')1=11=1[1, 1' -Es (-tert-1/1/* 

7 -f 1)7 il=1-t >]/:')',11, (410mg) , 2MMtit I`') r, /-1.7i<ga (50m OR 

Ve7J- .A)-> (75m0 0Dniattt7)1.>4.7-mtt,-F, 95t-m4 114- 1, -A 

3E0'. 	ThZli Lit. &ritmatt:..* (170m0 EzVelMill/ (200m1) 	.)ililA.. 

, 	2031241R7f='1_,/tA, 	3'riI Lit. 7JKNEI'fnki/l/(50m1)---ea541- 1_, A-A, 

i>K6 )iliA.PF16-7L Lit. t Utz: 	...11.M. AETtita L-C, 5-[1-(t 

ert-/ It/lAi=)1.)-1, 2, 3, 6-5- 	L. K 1=1 L.") 	>-4--f )1.]-1H-> 

'i-r z Y V —)1.-2-t/l/tAk (2.7g) Caf4Q li --(14 tc.. 

[0137] taiN 1 6 9 

4-(2-{C4-(4-:> 7 ) /> : ' ) 114E / 	: - ) 	-1- 4 )1/it )1,t =)14 -1H- 4 > F 

—)I.-6-4 )I.)-3, 6-:'.; L KME h° ') :'.;>-1(2H)-t/l/tAktert-1 /1. (470mg 

) , THF (14m1) Rye' 	) —J1. (3m 0 0)Eatttr.-.10%, A -5t,Iti7— ( 

M50%-As7.l< A, 	230mg) 	)]QA., 	zKAn-12%,-F, 	'1311-e2111241R14 LA:. 	'741-tt 

"*. *AE-P4tIg 	ea 	L. "4' 6 ti.tc.R1, THF (140 EzVei 	i —)I. 

(3ml) 	oniat0:10%/ 	r) L. -5tit %I)7 	(M50%-As7.K1, 	230mg) 	)ili17... 	7..K 

„g-12Z,T, '13'10'.--MORT Lit. 	'741-ttC"*. 7f,111-P4tIg 	ig 	L. 

"ig 6 tttz_-.R1, THF (14m1) )3zVei 	I —)1. (3ml) 0)Eattt6~.20%*0314L 

r,L.-5t'It'71) 	(n50%-gs7.KA, 	230mg) 	)31:17L_, 	3. okgf/cm20)*An-1 	tt,T, 

'AA. -C41112CIT li tz_-A , 3H !1 	Lit. 	'741-ttC"*. 	ff,1)-1-P74tIg 	ea 

l_itz.-, "i'464-Liz.-.A17Z i') t172/1//01=17 I s'7-1 — 	(1=1 

1=1*JI.L.- 	I —114 t: ,t9fit-TIL L. 4-[2-(E:)> -1-4 ll/t1l/t=11/) 

-1H-4 > K—)1.-6-4 /I.] L'' ') :')>-1-t/l/t>031 tert-1/1. (360mg) 

ElE1=1X1-tt L 1_, -CA tc. . 

WO 2014/199933 71 PCT/JP2014/065181 

t- LTt#/c0 

[0136] £ki£®\ 1 6 8 

b-^U^-lW-^yV^ (3. 0g) , 4-(4,4, 5, 5—x-

^^^-1,3,2-^^^ ̂>-2—r;U)-3,6-^t; KP tf'J ̂ >-1(2H)-

^v'U/lOlttert-^^v'U (7. 7g) % V <7 P P [1, T - tTT. (^-tert-7'>,lU*7> 

y)7iPt>]/^7^r)A (410mg) % 2Mj|^l£^ h U ^ A7j</§>&(50m 1)$. 

X?i7**y-y (75ml) ^ 

^fe^L/co J5J&$I^tKC7.k (170ml) (200ml) £JPx. 

. 20^rP^i#L/cm. MLfco 7KJl^Mtx51;K50ml)-e^}f L/cti. ^ 

x>It^Jpx.pH6~7,h L/co £i;/c®{*£}jITOL METfS'JtLT. 5-[1-(t 

ert-7° Kdpi>^jU#-jU)-1,2,3,6-^ t: KP tf'J Vy-A-'i >/U]-1H-^<> 

W $yx/->/U-2-^jU#>It (2. 7g) LTt#/c0 

[0137] 1 6 9 

4-(2-{[4-(4-vry^yvju) (jvituvtf-jD-iH—r > K 

-JU-6—nu)-3,6"^t: KP H°U ^>-1 (2H)-;bJU/lOiltert-^JU (470mg 

) , THF (14ml) (3ml) (DM&mzJx-fefe&i ( 

^50%#7KP°P. 230mg) 7K*IIHET. ^"C20tP^i#L/co 

THF (14ml) &t/x^y-JU 

(3ml) (^50%#7KP°P. 230mg) TK 

mbUtcWM., THF (14ml) RXf±$ J ~)V (3ml) ©$I^tKC20&!k^b/^ 

^ (^50%#7Kpnp. 230mg) £JPPU 3.0kgf/cm2©7Km#HET. 

^-e40trP^i#L/cm. 3B^IISL/CO 

iLfco y *> U Px' h^77 < - {OU 

y -;u) ic<fcy]|i£!iu 4-[2-(t°^^^>-i—r ;u^ju#-ju) 
-1H—r > K-;U-6—r;u] tert-7>>/U (360mg) £ 

LX%tc0 
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[0138] 	 tat, IN 1 7 0 

5-i 	)1, E. :-»-2-t )1,tAti (2.3g) , .9.4b>:')/l. (2. 3m1) , mti 

)3 I) r, /.1, (4. 0g) 	&TfDMF (20m 0 Ogaltt 	.80°C-C1111241R11='"*. 	'IA' 	T 

h'El's 1_, it . ariwmattLffoti)i,mA_, moiraibt 1- 1) r,/,,AQ,&,4I--ea 

Ali it. VIEW 	,W,7_1<eAkt 	') r, L. -et* L. titAlAIJ 	It'l, 	ifil )1-P4 

1a 	Lit. Ti 6 	tt. 	; 	i ') )3 if )1/t 	/01=17 l'' 	7 4 — ('N 

1  t > -ElifOki 	JO t:-..,t9fit-Tai, 5-i/l/E:')>-2-)j)1A1>K6 >:'))1, 

(3.0g) 	ElE1=1X1-tt L 1, -C 'f'4' it_ . 

[0139] tu3SIN 1 7 1 

2, 2, 2- P) 7 )1.7J-  1=1-1-(4-{C5-( L'/' 1) :')>-4-4 )1.)-1H-> Vs 4 Z YV— 

)1.-2-4 )1.]t )1/t=)1/1 E/':')>-1--f )14i q J >1-Mk t% (2.0g) , 6-)( I. 

:'./=":.177 /1/52 L. K 	(680mg) 	, 	I, 1) i)1.7:-',-*: > 	(1.2m1) 	Ez.T1`:'.;1=1 

1=1)( g > 	(80m1) 	O) ;a a Itt 	'13E0' -C103 rAl l'A 1' L t-.•1 r=, 	Mk (1. 3m1) 	.)31:1 

.. -Am! --e3owcv- Lit. azimatt: I-') 77-t IF 	i7.KA.'(bt'7At 

') r, L. (6.6g) 	]QA... 	'13E0' TWik#R1' 1_, it. azimattL6-)( 	-:> = 

>77 /1/52L F' (340mg) RT./1qt (650µl) 	.)iii A. --c-Ami --e3o3rctIL' t, tz_-_, 

. azimatt: I-') 77-t 	7_1<A'(b*r, At 	') r, L. (3.2g) 	)jQA... 	'1 

3fi' T6lirct14-  Lt  _-_,•1(Z, 	'13fi' T3 H MIMI, ito azim-,,i-ttt:..mopAtziK„ 

t 1- i) r, L.7_1Q4a)in A_ --c 1 Hect14- t, A-A VC_ , 	1=11=1*)l. L. TN] ±, 1, it. 

MJE 	,W,7_1<eAkt 	I) r, L. -et* L. titAlAIJ 	It'l, AE-P44 	ITE71_, 

it. Ti 64-Lit.R1 	') )3 if/l/t 	/01=17 l'' 7 7 4 — ( 	i=i1=1*)1,L,-)( 

J —10 	t: ct 9fitttai, 2, 2, 2- P) 7 )1.7J-  1=1-1-{4-[(5-{1-[(6-)( 	E 

') :')>-3-4 )1.)) 	)1.] h°' 	I) :)>-4-4 )1/1-1H-> v-r z YV— )1.-2-1114 

t/l/t=)1.]E:)>-1--f/l/lii > (1. 3g) 	.APIX1-ttL 1,-(141t.. 

[0140] AVM 1 

IMIN 2 0 L Rat: L -cigtc.E5-( L./. 1) :-»-4-4 )1,)-1H-> v.(  z yv 

— )1.-2-4 A.] {4-C4-( F. ') 7/1/A-  CI) 	)1.)/>:')/1/1 E/:')>-1--f 11.1 )( 

J %0D±nkta (200mg) , 6-)( 1- 	i=a 	>77 /1/52L F (100mg) , 	') 1 

WO 2014/199933 72 PCT/JP2014/065181 

[0138] Wtftm 1 7 0 
It (2.3g) , JMb'O^JU (2.3ml) , 

tlVOA (4.0g) RXfmt (20ml) ©;f^t)£80oC-eimmMWm. 

/#L/co ^&g£&7KgE$^ MJ* A-?*£*£ U 3£*££!J£l&£m. 
l^SSUfco %btltcWM.%:V 'J t)?)lst)7A? h^77 < - (^dp 

(3. 0g) LX%tc0 

[0139] £ki£®\ 1 7 1 

2, 2, 2- h U 7;U^P-1-(4-{[5-(H°^U ^>-4—f JUHH-'O W $ VV-

)\s-2-'\ )\y1ti)\y-^-)\y}^^Vy-\-'fJU)x^y (2. 0g) % 6-p< h 

K (680mg) % h U > (1.2ml) RtfV <7 U 
U*$y (80ml) (DW^^^X\^mmnLtcmz, mm. (1.3ml) £Jp 

x.% ^T-30£f^i#L/co 

U7A (6.6g) ^-e«}l#L/c0 h^>"=l 

f >7^ft K (340mg) StfSI (650*t I) £Jp ̂ T^T'30£f^i# L/c 

o h U 7-tr S^TkflMb^ffi^ K U OA (3.2g) £JPPU ^ 

^-e60trP^i#L/cm(c, ist'3s s L /CQ izmnm&m 
•f K U ^A7K;^&£JP;iTi0tP^i#L/cti(c, tnnfc)\,AZl&& L/c0 ^ 

&g£&7KgE$^ MJ* A-?*£*£ U 3£*£S!J£l&£m. 

fco U tifllti^At •x' h^77 -f - {0 • Ufo^A-* 
$J-)l) 2, 2, 2- h U 7J1/^ •—1 — {4—[ (5— {1 — [ (6— j>< h dp5> tf 

u ^>-3—nu)^?1^]^1; ̂ >-4—r ju}-iH-^>vy $yv-ju-2—r ;u) 

fJU}x^y > (1. 3g) Jk'Mffyt LTt#/co 

[0140] ^te$yi 

M^y2 o [wj^mtc LTt#/c[5-(n°^u ^>-4—r ;u)-iH-^>yy 

-)l-2—r JU]{4-[4-( h U 7JU:tPP<51,'U)^>^,'U]tv^:v?>-W,/U}p<^ 

(200mg) % 6-p< h^>"=lf>7^ft K (100mg) % h'Ji 
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It vcARAV7_1<„t I- I) ,,L.7_1Q4A)iriA_. 	1=1 1=1*)1,L, --ett±, L /to  vt 

N, 	,:,:&7_1<eAkt I- I) r, L. -et* L. t1:41AIJ 	RV*. 7 ll-P44 	ea t Li it 

o ,f4' 6 tt.k..R1 	1) )3 if )1/t 	/0 1=17 I- s'7 4 — (i=i1=1*11.1N- 

I —10 t: ,t9fitTzl  L. ,f4' 6 ti.A-APIXIt (1 60mg ) 0 77-t 	> (2m W745A6: Ii :> 

)1.0k-7_0111-tt (Ming) 	.)in A. A:. 	ifilll-P4tIg 	LL. "f'4' 6 41. tz_-.R1 6:J 9 ) 

—111 {1` 	4 NJ il=IE 11 /1-5-11/ 	)31:1A _ , AifICA. A -F1R14-  L it •1 . Vit 	T 

NA-  L it. t U A-. 	4 	1114M . A 11-F titll L -04 6 41. A-. 	4 	oDs)3 LO 

1=1 7 I s' 	7 4 — 	(77--t IF = I- ')11/ -7X -1- ')711 / 7J- 1=Ifffnk) 	t: ct 9 fittl L. 

'4' 6 41. it IWJ3 V74 A 	r,',1 11 -F ig 	L it . "f'4' 6 41, it RI vc_ MR P-1Atzl< A t I-') 

,,L,71%)iliA_, 	1=1 1=1*)i.L. --ett±, Lk. VON 	,:,:&7_1<eAkt I- 1) r, A 

L.-Ma 	tlIAIJ 	RV*. 31 Pi ii0 	L. ,f4' 6 t1.A-APIX1-tt (1 40mg ) 0 

77-t 	>(21111) 745At: H>J1/K6-7_01:11-tt (01mg) 	.)ililA..tz_-.0 	1,',1/1-P4tIg .  1a1_, 

. 	"f4' 6 t.t._.J 3 	t,-.: Ig J —11/EzVe:')-( NJ 7°CI E/l/i — 5- )I, 	.)jii A.., 	'13.H.---eM 

14- 	Lit. 	t 1_; it 	44...gx "*. 	1,',1E-Ftitlg 1,--C, 	(1-  {1-C (6-)< 	-i L.") 

>-3-4 )0 )( 	)1.] E°/'') :)>-4--f )14-1H-4 > K—)1.-5-4 )1.) {4-C4-( 	') 

7 )1/7J- 1=1)( 	)1.)/>:')/1/]E':')>-1--f )0 ) 	9 i > = H>11.0kil (190m 

g) 	47tQ L --cMit.„ 

[0142] AVM 3 

[2- ( L.°, 	1) 	>-4--f )1.)-1H-> `J -fZ YV—)1.-6-4 )1.1{4-C4-( P) 711 

7t1=1)11.), >:')11.1L° 	:')>-1-4 )0 )( g ) > 	(100mg) , 4—)( I,  

>X7)1. 	L F'(39).. ink (18g 013zt) 	1=11=1) < 	> (3. 4m 0 onia 

ttt 	-A3111--e3owc114- Lit. azimatt: I- I) 7 --t 	7_1<A,(b* r, At I- 

I) r, L. 	(110mg) 	.)ilil A., 	'133-e2H1341R14- 	I, tz_-_,1, 	'13'10'. --e Wik 0 Z L A:. 	) 

zimattt vc_mmotzKAt I- i) ,,L.7_1Q4a)iiiA_, 	1=1 1=1*)1,/,,--ett±, Lit 

o VON 	,&7_1< 	Mkt I-') r, L. -et* L. t1:41AIJ 	RV*. 3> ll-P44 

Lk. "f'4' 641.1-c.R1 	1) )3 /72 )1/ 	/0 1=17 I- 	s'7 4 — 	(i=i1=1*11. 

L,-)( 	7  J —10 	VC_ ,t9fittl L. "f'4' 6 ti.itIMX1-tt (120mg) 	0D 	7J- 	.A)-> 7.45 

vc_zimilibzIKA/A- 	.A)->'74A)iiiA_. 	ifilll-P4t7gig 	Lit. ,f4' 6 t1.tc.1 1 

WO 2014/199933 74 PCT/JP2014/065181 

'VMz.mnjrzWkmi- K <j ^ ATK^&^JP^ ? • p^uA-ettai u/c0 Mifo 

Jf£i^It^hU^AT-$S:)tU ;IETi§I^giLfc 

o %hUtcW/k^:V 'J titfJlsti^At Px' h^77 -f — (^PP/MA-^^ 

J-)l) t#^tl/c>i^(160mg)(Z)7-tr h>(2ml)}^(C 

JUlt-7Kfflt)(100mg)£jQ7l/co ?#^ftfcggjSlCi* J 

V7°p tMn—T^U^P*., 

$0£L/co £i;/c®{*£}jITOL $ETl£&UT?#e>ftfc@te£0DS2j7A£ 

P7h^77-f- (Tiz K-h UJU-TK- K U 7J^Pftl) (C <£ U 

f enfci^©i§I^lJ±TSS Ufco K U 

7 ATKJ^^JPA.S £ p p*JUA-ett!±! L/co K U £ A 

T?3£*£U *£*£&! £&£&. t#^tl/c)i^(140mg)(Z) 

7-tr h>(2ml)}^(C h^H£-7Kfflt)(91mg)£Jp*.fc0 

. 1§<btlfcB)£lZJ:$ S-)lsRW-{ 77°P ^Ux-^jU^rJpx., 

#L/c0 £i;/c®{*£}jIML ;$J±TfS'JtLT. (l-{l-[(6-* h^> tf'J V 

y-2-'^>-4—r JUHH—r > K-JU-5—nu){4-[4-( K U 

7>'U^PP<51>'U)/><>^>'U] > ~h (190m 

g) ^mwtbxmtco 

[0142] ^wy3 

[2-(£X'J ̂ >-4—r jU)-1H-^>yy $yy-jU-6—r>/U]{4-[4-( h U 7JU 

^-• p< 5LjU)^<>'>?>/U] If^^'vV-l-'f jU} p< ^ y > (100mg) % 4-;*hdr:>/>< 

VXZJU^t: K(39yu. I), Mt (18>u. L) Stf^'^PP^^V (3.4ml) (DMS 

K U ?t h^>7Kmb*t7ii^ K 

U7A (110mg) PPU ^£-£20#^# Ufcm, ^-e«ffSL/c0 J5 

J^;Fb^(ctSfflj^It7K*^- h U ^ ATKJ^^JPA.S £ • p*,/UA-ett!±! btc 

o ^Ji^^x^it^hu^A-e^iL. i£*££y£i&£m. 

iL/co %hUtcW/k^:V 'J tltfJlstl^At Px' h^77 -f — (^PP^JU 

A-^y-ju) iCcfcyiiiiu mbutcmm d20mg) covt^v-ymm 
lz4mib7m/V**y-ymm*M7Ls ;IETi§I^giLfc0 ?#e>ftfcggjS 
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vc_fffnki)1/EzzPNI)->)NA_. 	'13A-C1R14-  Lit. t Utc.f4..gR•1. 

ifilll-Ftl:Alli--C, 	{2-C1-(4-)( 1- 	-:>>:'))1.) h°''') :)>-4-4 )1,]-1H-> 

' I 4 Z Y V-11.-6-4f )1/}{4-C4-( I- ') 7 )1/7J- 1=1)< 	)1.)/>)1.] L.°, 	>-1 

-4 )1.1 )( 	i > =±1031±2. (82mg) 	44Q i_, ---cm tc.„ 

[0143] -*-1-0j 4 

[1-(E, I) :')>-4--f )14-1H-4 > K—)1.-5-4 )1.]{4-P1-( I-') 7 )1/7J- 1=1)< 

)1.)>J1/1L.° >-1--f)1.1)< g i> 	(150mg) , 	4-)< I- 	>X7711. 

5'L K (58g O. lifnk (27µl) EzVe:) 	1=11=1)( 	> (5ml) 0Eattt'131101.-C 

3031341R14-  li tc. azimat t: I-') 7 7 -t 1- 	7_1<A,fb*r, At I-') r,1, (170 

mg) 	)31:1A.., '12 --e 2 ii IV 1R14-  L itA. '13E'T *Ltt. azimatttrcA 

np-At AKAt I-') r, L.7_1Q4A)J11A_, 	1=1 1=1*)1/A-efElE±, L/ 	vtg 	,:,:& 

*Mkt 1- I) r, L. --et11 L. tlIAIJ 	RV*. ifilll-P74t7g 	LL it. "f'4' 6 

tt.tz_-.R1:> I) )3 it 1/ )3 	/01=17 I- 	7 -I — ( 	1=11=1*)1. L. -) q J — 11. 

) 	t:_ct 9fit2'1 1,, 	,f4' 6 ti.A-APIXIt (19011100 7 -t 1- > 	(2m 0 	'745•At: I- :>/1/K6  

—7MITA(120mg) 	Ai A. A:. 	ifil 11 -P4tIg 	LL. "f'4' 6 41. tz_-.R1 t: i 	J —11. 

EzVe: ' ) 4 V 7°1=1E 11/ 1 — 5-  )1/ 	)3 ii A.., 'I 2 T MIL' L it . t Utz_-. 	'f7t .  1114M 

. 3> ll-Ft11 L -c. ,f4' 6 ti.tz_-. 	4 	Ops )3 	LO 1=17 1- 	7 4 — ( 7 -t 1- = 

1- I) )1.-71<- 1- ') 7 )1.7t 1=1 ink) 	t: ct 9 fittl L. 	"f'4' 6 ti.tc.M3V4t7g 	ifilll-F 

ITE7 	L tc. 'f'4' 6 4-Ltz_-.R1t:3011Altzl<At I- I) r, L.7_1Q45A 	.)iri A.. 	1=1 1=1 * 

)1. L. --ett± L it. VON 	,&7_1<e,K6 J-  I-') r, L. ---et11 L. t1:41AIJ 	I3 	'l. 

ifilll-P4tIg 	LL. ,f4' 6 ti.A-APIXIt (1 60mg ) 0 77-t I- > (2m W745At: I- :>)1. 

Ok-7001-tt (1 0 Omg ) 	Ai A. A:. 	ifil 11->4 A 	LL.   "f'4' 6 41. tz_-.R1 t: i 	I — 

11/13zVe: ' ) 4 V 7°1=1E 11/ 1 — 5-  )1/ 	)3 ii A.., 	'1311-C1C-L' Lit. t U it 	'iiillix 

"*. A 11T titll L -04 6 41. A-. 	4 	ODs) 	LO 1=1 7 1- 	7 4 — ( 7 -t 1-- 

1- I) 11.-7_1<- 1- I) 7 )1.7t 1=1 ink) 	t: ct 9 fittl L. 	"f'4' 6 ti.tc.M3V4t7g 	ifilll-F 

ITE7 	Lit. 'f'4' 6 4-Ltz_-.R1t:3011Altzl<At 1- I) r, L.7_1Q45A 	Ai A.. 	hQQt 

)I. L. --ett± L /to VON 	,&7_1<eAkt I-') r, L. ---et11 L. t1:41AIJ 	It'l. 

ifil 11->4 A 	LL.   "f'4' 6 41, itIMIt (78mg)OD7t 	1)->'74al,:_ziMitibziKA/ 
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METIS*# LT, {2-[1-(4-p< 

vy $yx/->/U-6—r;U}{4-[4-( h U 

-'f JU} ^ 0 J y —imltim (82mg) Jt^Wh LTt#/c0 

[0143] HMJ4 

[i-(tr^'j^>-4—rJU)-IH—r > K-JU-5—NU]{4-[4-( K U 7JU;*PP<?1 

;U)^>^>/U]H0^^^>-1—r;u}p<^y > (150mg) % 4-?i 

T^K(58MQ, Mt (27^1) W^pp^v (5ml) 

(170 

mg) ZMA-S mEL-?2mmsmLterns ist»iLfc0 ^m^mzm 
K U 0 ATK^^JP;^ 0 PPMAtlilil L/c0 

7Kflfc^Mj*A-e3£*£u lETM^ssufco mh 
UfcW/t^:Vx) AO h^77<- (£ p P/1xjUA-p< £ J — )l 

) t#^tl/c)i^(190mg)(Z)7-tr h> (2ml) 

-7KffltKl20mg)£Jpx./co lETM^SSL, f#^y-JU 

RWJ V 7°P L/co ^fcMt^MMk 

s METlS'J#LT. tf^ti/cg^^ODS^ =? AO P^ h V=? 7 < - CP-feh-

hU^-7K-KU7;U^PMt) ?#e>ftfc®#©^&£MET 

Silfco t#^ti/c^;t(ctSfflj^It7j<m^KUt7A7j<}^^JPA.. *PP* 

juA-ettdi L/CO K u ^ A-eiS'j#u iS'j#£y£P&£ti. 

iETM^^SLs t#^tl/c)i^(160mg)(Z)7-tr h>(2ml)}^(C W)V 

It-7Kffl^(100mg)^JPx./co lETM^SiU, ?#£ftfcggjSlci* y -

7 7°P IfJUi-T^U^JPx., ^^Tll#L/c0 £ i;/cg{*£}JlIX 

tts METIS*# LTt#^tl/cg{*£ODS;b^A^ Px' h^77 < - CPiz h — 

KU^-7K-KU7;U^PMt) ?#e>ftfc®#©^&£MET 

Silfco tf^ti/c^^ctSfflj^ItTKm^KU^ATK^^JPx.. *PP* 

juA-ettdi L/CO K u 7 A-eiS'j#u iS'j#£y£P&£ti. 

lETM^aiu m^tifammasm9)(DVt^v-ymmz4mit7m/ 
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7J- 	>ga)iiiA_, AE-Fgtzgig 	Lit. "f'4' 6 tLitAlt: i q J -)1. 

Ezv, 	4 v 11=1 EA,  i - 5-  )1/ 	)3u A_ , '13n1-e1R14-  1_, it. t u it 	,f4,gx,1 

, 	*-,1E-Ft111,-c, 	{1-C1-(4-)( I- 	->)1.) h°'.') 	>-4-4)1,]-1H-4 

> K-)1.-5-4)1.1{4-C4-( I- ') 7 )1.7J- 1=1)( 	.)1.),>:'J)1.]E',.' 	:')>-1--1 )0 

g J > =110kit (7 7 mg) 	i4c L l, --c-Mtc. 0 

[0144] -AIM 5 

[6-(E, 	,) 	>-4--( )14-1 H-4 > K-J1.-2-4 A.] {4-C4-( 	I) 7 JI/A-  1=1 )( 

)1.)>:')/1/]E:')>-1-4/1/1)()> 	(16011119) , 	6-)(  Ii 	:>=>77  

)1.5'L F (50mg) , Doti (5µL) )5z.Tf::; 	1=1 1=1 )( 	> (4m 0 Ogattr:131a. 

6:Z I-.') 7 't 	*:>7_1KAib*,, At I-.') r, L. 	(200mg) 	)31:1A.., 	'13.'01.-e80H134 

1R14-  1_, it. azmiattatomotAKAt I- i) r, L.71<ga 	)iii A.., 	i=i1=1*)1, 

A TtEli i±, Lit. VON tL5titA' 	)31iA_„:,:&7_1<e,K67 ,,L.--etitIli_ii-co 

5tit'OEzvIVAPJ 	1 ,/*, 	rfilll-Fgt7g 	r''1E17 	1, tc. "f'4' 641. it RI 	)3 

if)i/t 	L. 	1=17 	7 -I — ( 	1=11=1*JI/A- 	) —JO v,:ct 9 MI,  L. 

"f46411-c 	4 (140mg) o)( 	J — 11/EVAVC- 7 7 JI/K6  (2511119) 	)311_, 3> EE 

-P7.441i0 	Lit. "f46411-cA3 	6Li)i,i-5-)1,)juA_, 	r,-,1E-Fgg 

ITE7 	l, A:. ,f4' 6411-z_AltL,N1 	> 	.)iu A.., t U it a* .1111R,I, ATITM 

Mita 1,-c, 	(6-{1-[(6-)< I- 	i El) 	>-3-4)1.))< 	)1/1L.°, 	i) 	>-4-4 

)0-1 H-4 > K-)1.-2-4)14{4-C4-( I- i) 7)1.7J- 1=1)( 	)1.),>)1.1E,  

> -1- 4 )0 )( 	J> 7 7 Ji/Okta(1301119) 	Laf*L 1, --c ,f4' it. 0 

[0145] -AIM 6 

[5-(L° 	,) 	>-4--()1,)-1, 3-,•>Vs77Nis-)1.-2-4)1.7{4-C4-( I-') 7)1. 

ti=i)( 	)1.), >)1.1E,' 	>-1--( )0 )<. ) > 	(43mg) , 6— )< I- *i= 

>77 /1/ s L. K (14mg) , Mk (10mA) 13zt) 1=11=1 ) < 	> (2m 0 oa 

att'13E--elHectl-  Lit. azimatt: I- I) 7 -t I- 	7_1<A,fb*,, At I- 

I) r, A (37 mg ) 	)iii A_ , '13n1--e*M1R14- 1, / z. azgatt vc_tionA. i7.K„t 

I-') r, AziKgaPriA_, 	1=1 1=1*)1,L.--ett±, Lit. VON 	Opilib-i-  I- ,) 

r, L.7.1Q4A--ea50-  1, „:,::,71<e,K6  t 	I) r, L. -e tit IA l, it. titMAIJ 	1 ,/*, A 

WO 2014/199933 76 PCT/JP2014/065181 

PPU mhtitcmmzjioy-ji 
RtfVJ V 7°P L/co £ 

, ;$J±Tf£'JtLT. {1-[1-(4-P< V^V^yVA) U Vy-4r4 JU]-1IW 

> K-;U-5—nU}{4-[4-( h ij ^ >-1—f JU} 

^ 0 J y —imltim (77mg) Jk^Wh LTt#/c0 

[0144] HMJ5 

[6-(t°^U ̂ >-4—T^U)-1 H—f > K-;U-2—TJU]{4-[4-( h U 7>'U^PP<51 

>/U)^>^>/U]H0^^^>-1—U\A*$J > (160mg) % 6-p< 

)lK (50mg) % Mt (5/^,1) M'^^PP^^V (4ml) 

(CT h U 7-fe h^>7j<IHb*r>ll:»- h U ^A (200mg) ^-£890^ 

MW L/co SJ^;Fb^(ctSfflj^It7j<*^- K U £ A7K;^£JP;U £ p p^ju 

A"ett!±!L/co ^x^it^y^^^A-e^iL/co 

lETM^ssufco mbutcW^vjti 
^J^7A^P?h^77^- (^PP^JUA-^y-JU) 

t#£>tl/cg{* (140mg) (D* $ J -JUMWMlZ 7^Ht (25mg) £flp*.% ;1J± 

TM^giUfco ;1J±T;£$£ 

Siifco m^ntcm^z^-foy^upis METJP 

i^'JtLT, (6— {1 -[(6-j>< hdr^eu vys-j*jy-4-4 

)\y}~ 1 H--f > K—JU-2—r JU){4-[4-( h U 7;U^-PP<51>'U)/><>^>'U] 

>-1—f JU}p< ^ J y 7^Hti^(130mg)£g{*<h LTt#/co 

[0145] HMJ6 

[5-(H°^U ^>-4—< Jl)-], 3-^yV ̂ 7 V-JI-2-'T>/U]{4-[4-( h'j7^ 

P p< 5LjU)^<>'>?>/U] If^^'vV-l-'f jU} p< ^ y > (43mg) % Q-?( ^%-V — 

z\3-yy)l^\i\z (14mg) % Mt (10yu. L) Stf^'^PP^^V (2ml) (DWt 

^^^-ei0trP^i#L/co K u r-tz h*v7kmit,fc'ymj- K 
•J^A (37mg) ^rJPx., L/c0 

K U 0 A7_K/§)S£:JP A.s 0 PPMA-ettlil L/co h U 

^ A7K;§;ST;^}f Us h 'J 7A«Lfc0 ;$ 
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11-P4tlig 	li it . Ti 641. it. RI 	)3 if )I. )3 	L. 	1=17 i` 	7 4 - 

( 	1=11=1*11/ IN -  )(' ) -10 VC_ ct 9 fit-111, "i'4' 6 ti.itIMIt tLi 	) -11,  

)31:17t_, 	t 1_; it 	'f4,gR'1, 	ifil )1-F titIll, -C, 	(5-{1-[(6-)< 	-i L.") 	>- 

3-4 )1.) )< 	)1.] E/1) :')>-4--f )14-1, 3-> `17`1—)1.-2-4 )14{4-[4-( 

F ') 7/1/7J- 1=1)< 	)1/)/>:')/1/1E/':')>-1--f)1.1)< y ) > 	(11mg) 	f* 

L l/-  - CM it. 

[0146] AVM 7 

[5- ( L'/' I) :')> -4-4 )1.)-1H- 	> Vs-1 Z Y V —)1.-2-4 A.]{4-[4-( P) 7 JI. 

7J- 1=1)< 	)1.)1>)1.1L71' 	>-1--f)1.1)< g i > 	(47 mg) , 	N,N--1 V i 

1=1 E/1/I)1/7 Z > (68 µ, 0, 	7-t F. 	1) A. (1 m 0 EzTfDMF (1m 0 0Eaft 

VC-2-('J1=11=1) 	JO -5- )< F. 	E. 	> 	(16mg) 	)ililA_, 	'12-e5Hricc— 

Lit. azmattrc_7_KmA_, EiFoti)1,-- tEb,±, Lit. VAN 	„'.7_1< 	Mkt 

1) r, A-eta L. titlIAIJ 	•1, 3ifilE-P74t1g 	ii0 	1, it. Ti 6 ti.itflat 

1-tt'))317')i/t/01=17 l'' 	7 4 — 	(1=11=1*/1/A-)< 	J —)1.) 	t: 

ct 9 fit2'1  L. Ti 6 ti.k.APIXIt (38mg) 0 7 'tF. > 	(2m l) 	'745,fI t: F :> )1.0k—zIK 

1:11-tt (24mg) EzVelifnki 	)1/ (3m0 	Ai A.., 	'13.S.--Mk1R14  1, A:. t L tc 

f*SgR'1, 3r ETtl:411,-C, 	(5-{1-[(5-)< 1 	i L.c' 	>-2-4 JO )< 	11/7 

°'-') :')>-4-4 )1/1-1H-i> v' -f zYvs—)1,-2-4)1,){4-E4-(1-1) 7 )1.7f1=1)< 

)1/)/>:')/1/1E':')>-1--1 JO )< 9 ) > = H>/l/Okil (53mg) 	'f7tQ 

1, --C 'f'4' A:. 	A, _LE L Pet: Li Vig it Ad t 	1-tt 	7 Z i :> I) tit 11/t 	IN 

1=17 l'' 	7 4 — (1N 1)->-11FOkill4 VC_ ct 9 fit110464-Lit. 	4 

200mg) , 	7-t 	> 	(18m1) EzIf 7 -t 1 , = F. 1) )I, (3m0 	3i80°C 

14-t_itz_-A, 	:> ) 1/ Ok-7_001-tt (130mg) 	)]Q A. A:. a It 	'13.S. Ve 1R14 -FN 

:Ii'l, 	'13n1T72111241R14  L it. t 1_; it 	4*ZtsgR•1, 	ffil E -F tit Al L t , 	(5-{1 

-C (5-)< 1:> E:')>-2--f )1.)))1.] L'/ 	I) :')>-4--r )1/1-1H-> `J -fZ 

V—J1/-2-4 )14{4-C4-( I. I) 7 )1.7f1=1)< 	)1.)1> 	)1.] L.°' 	> -1- 4 )14 

)> =1- :>/l/Okil (300mg) 	*iiiE% L 1, Vigtc.0 	j_0)*IiiETROI•ii*M111* 

5='—'11,E-st:_,-T-4-„ 

WO 2014/199933 77 PCT/JP2014/065181 

o h^77<-

(^PP/JvJUA-^y—JU) 

JPTU £i;/c®{*£}jITOL METfS'JtLT. (5-{1-[(6-p< hdr^H°U^>-

3—r JU) p< ^JU] t0/>< u ^>-4—r JUH, 3-^ > v> 7 y—j\,-2-'r JU) {4-[4-( 

hlj7MP/f^)^>^]^7^V-iyjH/5'y> (11 mg) 

t. LTt#/c0 

[0146] mfe0iJ7 

[5-(t°^U ̂ >-4—r jU)-1H-^>yy $yy-jU-2—r jU]{4-[4-( h U 7JU 

^•P<51>'U)^>^>'U]H0^^^>-1—> (47mg) , N, N-^V V 7° 

P^Ux^^Z^XeSMl), 7-trh-hU^ (1ml) ^t/DMF(1ml)©;Fb^ 

(C2-(^PPp<^U)-5-p< (16mg) £JPPU ^^50^# 

L/co L/co 

MJ* A-?*£*£ U 3£*££!J£l&£m. SETM^SJLfco *§£>ti/cfl£ 

^i^s>lJ^^J^7A^P7hy77^- {0 P P/lxJUA-^ ^ y — )l) (C 

(38mg) (Dy-\z h> (2ml) h 7j< 

fflt) (24mg) (3ml) £JPPU ^-e«}l#L/c0 

W^mmik, ;$J±Tf£'JtLT. (5-{l-[(5-* h^> \?.=?*Jy-2-4)D* ?JL>] 

vy-A—r ;U}-IH-^> vy $#v-,iu-2—r JU){4-[4-( K U 7^P^ 
3L)l>)'<yi/)l>] Jl}?1- 0 J y — h (53mg) %f£\Wt 

LTt#/co t/c, ±§E<h^]*§(C 7 *> U 

^P7hy77-f- (^drHt>-Mtx^;u) iz&v%%mt£izmbtitcmw ( 
200mg) , 7"trh> (18ml) RtfTiz h - h U JU (3ml) 

h^H£-7j<fflt] (130mg) £ip*.fc0 ;Fb^t)£^£ 

^-e720trP^i#L/co METfS'JtLT. (5-{i 

-[(5-P< hdr^n°^^>-2—r ju)^^^]^1; ̂ >-4—r ju}-iH-^>vy $ 

yx/->»U-2—r jU){4-[4-( h U 7;U^-PP<51>'U)/><>^>'U] ^>-1—f JU} 

*$jy (300mg) UTf#fc0 £ ©i£0H0©|ft3*;X$§0#T 
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[0147] AVM 8 

[5-(h°'-') :')>-4--f )1.)-1H-> Vs -1 Z YV—)1.-2-4 )1.7{4-C4-( P) 7J1. 

7t1=1)< 	)1.), >)1.1L.°1>-1--f )1.1)< 	.)> 	(48mg) 	, 	N,N- 'r V i 

1=1 L.°  11/I11.7 7  Z > (70 µ, 1), 	7-t Imo= 	1) )1. 	(1m1) 	EzVeDMF(1m1)0E-E;'-tt 

VC-2-(f71=11=1) 	)1/)-5-)( 	JI/E' 	> tankt. 	(19mg) 	.)J1:1A.., 	'1313.-e5 19 Mil 

#'114-  L it. azmatt:_ziK)NA_, Eliot i)1,-- tEb,±, Lit. VON 	,'R.7_1<e, 

Ott I- I) r, L. --et11 L. tlIAIJ 	RV*. 3ifilll-P74t7g 	LL it. "f'4' 6 41, it 

RII))3/72)1//01=171- 	7 4 — ( 	1=11=1*/1. L.- )<' J —A.) 	t: 

ct 9 fitll  L. 	"f'4' 6 41, A-. EIPIXIt 0 lif nk i 	)1/ (1 m 0 	'74',,AtL4kliraibziKA/fffnki 

11474A (200g0 	)31:1A_, -A 3nTai --e 1 owc114- t, Az. 	r,-,IE-P74t7g 	g 	L. 

"f'4' 6 41. tcR1 t: l'FOki 	)1/ 	)iii A_ tc.0 t U it 	f* 	itgR"*. 3 ll-Ft11 L t 

(6-{1-[(5-)( 	JI/L°:')>-2-4/1.))( 	)1.]E'' 1) :')>-4-4 )1/1-1H-> Vs 

4 Z YV—)1.-2-4 )14 {4-C4-( I-') 7 JI/A-  I=1)< 	)1.)i> 	)1.1L.°, 	>-1- 

4 JO )< 	i ":1 Etank.t. (55mg) 	,f4Q Ltfg  it „ 

[0148] AVM 3 6 

[7-( L'' 1) :')>-4-4 )1.) 4 Z YVT1, 2-a] E ') :')>-2-4 A.] {4-C4-( I-') 7 

)1.7J- 1=1)< 	)1/)/> 	)1.1L.°,' 	>-1--( )0 )< g ) > 	(200mg) 	, 	6-)< I- 

=>77/1/52L. K (87mg) , 	ink (110µl) Ezt)`1=11=1)< 	> 	(8m0 0) 

a att,7:13Iniit,= --C I-') 7 7 -t I- 	-:>7_1<A,fb*r, At I-') r,1, 	(720m9) 	.)ililA.., 

VII --M4k1R14-  L tc. azimat vc_mnAltzKAt I- 1) r, A 7M7.4A 	Ai A.. 

1=1 1=1*)i.L. --ett±, Lk. VIM 	,:R.7_1<e,Okt I-') r, L. ---et11 L. t1:41AIJ 

RV*. ifilll-P4t7g 	LL it. "f'4' 6 41, it RIt 7 Z i i I) t if )I. t 7 A 

1=1 7 I s' 	7 4 — (iNit>-fffnki/1/) 	t:_ct 9 fittl L. "f'4' 6 41. it 	4 (20 

Omg) 	10) .  ) —11/ 	(101110 	745•At:.. H>J1/K6-7_01:11-tt 	(130mg) 	. )31:1A... 	3ifilll 

P7.44 	ea 	L Az. "f'4' 6 tt. it 	40) 7 --t Iii (10m0 SENAt:/• 1)-> (20m 

0 	Ai A_ . 	4* 	3I 	3rlll-Ftitll L -C. 	(7-{1-[(6-)< I- 	L.") 	>-3 

-4 )14 )( 	)1,i E°,'') :')>-4--f )1.14 Z YV[1, 2-a] E') :')>-2-4 )14 {4-[4-( 

I- ') 7 )1.7J-  I=1)< 	)1/)/>:')/1/1E/:')>-1--f)1.1)( 	) > =1- : > )1/0kit ( 

WO 2014/199933 78 PCT/JP2014/065181 

[0147] mfe0iJ8 
[5-(tr^'j ̂ >-4—r ;u)-iH-^>vy r ;u]{4-[4-( K U 7JU 

nuM^y y (48mg) , N,N-yy 7 7° 
P^Ux^UZ^ >(70/^1), 7-trh-hU^ (1ml) &t/DMF(1ml)©;f^t) 

(C2-(^PPp<^U)-5-p<^m0^> (19mg) £JPPU ^^50^ 

}l#L/c0 L/co 

It^hU^A-elS'JtU IS'Jt£y£P&£m. SETM^SJLfco ?#£>ftfc 
'J 7 P7 h^7 7 ̂  - (0 • P/1x>/UA-p< ^ y — )l) (c 

j:y^iu dmi) 

(200/i, l) ^-ei0^rP^i#L/co 

tf^ft/c^ltcMtx^U^JPx./co £ l^cSftSrJiSX^ METIS*# LT 

s (6— {1 -[(5-j><^A\f.=,vy-i-<)i)*^-)\sitr^uvy-4-4JI}- 1 H-^>y 

-f $yx/->»U-2—r jU){4-[4-( h U 7;U^-PP<51>'U)/><>^>'U] t°^^^>-1-

-f JU} .Xy > Himltim (55mg) Jk^Wh LTt#/c0 

[0148] ^»y3 6 

[7-(t°^U ̂ >-4—r JUH $yV[1,2-a]t°'J ̂ >-2—r jU]{4-[4-( h U 7 

P 5LjU)^<>'>?>/U] jU} ^ y > (200mg) % 6-;><hdr:> 

- Zl^yyjl^ti K (87mg) % Mt (110yu,l) M^^PP^^> (8ml) CD 

SI^tKC^SlCT h U Tiz h K U 7 A (720mg) £JPPU 

K U 7 ATK^^JP;^ 

^7 p P/lxjUA-ettd} L/co K U 7 AT* IS*# U IS*#£y£ 

lETM&Silfco 
P7hy77<- (^drHt>-Mtx^;U) (20 

0mg) (DJLOJ— )V (10ml) h x>>'Ht—TKffl^ (130mg) *k~h\\X^ ME 

TM^iLfcc fe>nfclft®7th> (10ml) (20m 

I) £JPPU METIS*# LTs (7-{1-[(6-p< h^>H°'J^>-3 

—< vy-4-'r JUH $yv[i,2-a]tou *>*v-2—r ;u){4-[4-( 
h 'j 7Mp^fji/)^>^ji/]t°^7sy>-iy^^y v —\-vjimik ( 
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260mg) 	'f7tQ 1, -041z.-.. „ 

[0149] AVM 5 9 

(5-{1-[(6-)( 	Ei) 	>-3--( )1.))< 	)1.1 Eil) 	>-4--f )1/1-1H-> 

`14 Z YV—)1.-2-4/1.)(E)>-1-4/14)( 9 J> (100mg) , 4- 	m 1=1 

> X7)1. 	L K (42mg) , Mk (40µl) Ezt) e: ' ) 	i=i1=1 ) ( 	> OW OE 

attt -A3E--e303rim#R14-  Lk. aZmatt t: I-. 'J 77-t 	7_1<A'(b*r, At 

') r, L. (160mg) 	.)ili A.., '13.E'reW1k1R 	Lit. aZmattt t:_mtzKAt 1- 

i) ' , A, 7_10ATf 	1=11=1*)l.L. 	.)ili A.., Presep (fiVitz±, OftdX, natt'T 

VC_ ct 9 35 	1_, tc. 7_1KM 	i=i1=1*)l.L.---ett±, 1_, A-A, abt-itvgno 

'74t1g1E-Fig 	Lit. Ti 641i:7AI 	:> ') )3 if )I. )3 	L.fj 1=17 	7 4 

— (1=11=1*JI/A- i — )0 t: ct 9 Fitt  l  L. Ti 6 ti.tc1M1-tt, 	77-t 1= 

') )1. OW )3zt 	1=11=1*A/A (2m 0 Ogalt t: 1- 	)1,K6-7_01:11-tt (82mg) 

.)31:1A13.Foi.---ei Hem#R14-  t, tc. ititl-P7411g 	ea 	L. "i'4' 6 ti.tz:RIO 7 DDt 

)1.L. OW 	'7.4AtLI-5-)I. (50m1) 	)iii A_ tcA, '1311-e303rim1R14  Lk. t 

lit 	f7tEgR•1,*1E-Ftit1:411_, Z . 	[4-(4- 1=11=1> 	)1/) L'/' 	> -1- 

4 A/] (6-  {1-  C (6-  )< 	Ei) 	>-3--( )1.))< 	)1.1 Eil) 	>-4--( )14-1H- 

> V4 Z Y 	)0 )( 	) > = I- : > 11.0kil (160mg) 	'f7tQ 1, --C 

M it. 0  

[0150] _LEO-IIILINEztPArtiNOIL Pet: 	z.li 	INE-st:-/-71--1'13SLINEztr*-  

rtiN 0 tat 	_I.uiti Lit. l'ILINibaltRzPAttiNibalt oMiti, tliCIR 

tMtIlib'34n5=s— 	I,E-st.C-77 -4-0 

[0151] 48, INE-s 1=1=4:_S-30-C, 1,),T0111-4CE110Z. 

Pre : t‘u3SIN#'-4, Ex : 'AY01]#'-4, Str : ib*ICSA, Syn : 2‘u3S51 (ni,E0 

A' AN/1'3SM 0 -) -5, Pli 00)5I-e-Iliti Litcl'ILIN# 1-4Rtt ATOIJ# I-4 	,-T 

To 	=----e, tk'l'On0P(4,tu3SIN, E6t'ArtiN - 41.Ttl./-7 -4-0 IN A. a, I'l 
IN 4 1 otalt ttlaSLIN 1 oibalt L Re0)51--el'iti Litc..j_. L. AVM 

9 otatttArtiN 1 O'fbatttL P100)51-C-Iliti Lit •J__L'• t1.Tt1,-T -4- 

. fi it, Syn L Li -r, 2 --DOVSLIegEWS t1.--0.\ Z 'AttiNibattteZ e, ^n^uAS ° 

^vt^vt^^z?-2-j.r]wmx¥^cDmi MMMWW&IW6 

nf \£1im °4-^.arO|^^^TO¥l3 WM¥1dO)n|a)^ ^22 °4-

0Sin|) mwm •• uAS : ns : x3 : 9Jd 
%iO€p21t^^Si^ 'SP# [LSL0] 

wmwrn ^mow&imwn&xw&imwM °-/^wM%m&imm 
^nzmM^w^mm^nmmmco^T [0210] 

°-m 
(6UI09L) minr^H3 < A^^(ir>-2-ir-,A^^ >.A<v 

-Hi-{ir>-^-/:^nv03[ir^(ir>-£-<^fi03<^H *-9)]-L}-9)[ir> 

-L-^/^wUir/^va •£-*)-*] 

^ o^n#lfa^0£as? (linos) ir^-xn^ (m) vir 
xi¥S^mni 

(6lu28) TO^—llir^H -i^q^0) QUIZ) V W • • £.>Q-¥ (1IUL) irfi 

H-H^-z ipp^^l snMI*fiT-i (ir-/'^K-WDD^) -

a)K^^+i-q:° ^nwwavwcm£3iw °^/n^riT-1 m 

ili^Di *T3g5) d0S0Jd sVOC\ 

H (601031) vc-rn 

4-Z fi H °^n#if^0£a^^^ 

1«0 (I«UL) (1^017) IM * (601317) d ^^irzx<v 

• •£-* * (6U100D <A^^(ir>-L-</:^v0^)(ir>-z-ir-,A^^>.A 

<v-HL-{ir>-^-<^ fi v03[ir^(ir>-£-<^ fi03<^H K-9)]-L}-s) 

6 [61710] 

°-/|l1 (6OI09Z 

I8IS90/H0ZdfAL3d 61 ££666I/H0Z OAV 
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•J_ti.agiA'ArtiNibai-tt eSyn VC_ gE NC, --,'S tt. it 2 "D 011 itil 	,i,aili,IIIR t: 	-3 J_. L 

t: ct -D --Clati -L's ti.it'J_. L 	,-T T. INN_ a, -AIM 5 5 otat a, LlzlitiN 2 

1 L Pdeo51-etliti LA-Abattt UF*L L -CArtiN 1 L Pdeo51-etliS. 

Litc:J_. L 	,-7 -4-0 	) , Dat : tttllibP4n52—, 	Esi-F:wiii 3*fit.Ls-3t.tzlii/zo 

(-1 A- >ibIEsi, 	c 9 optsk,\tma[m+H]+) , ESI-:NE3*fit:...T-3(1Zm/zia ( 

4 A- >MIESI, C9 opt:0,N Via[M-H]-) , APCl/ESI : APCl/ESI-MS (,t,Eib 

,14,  4 7j-  >4LIApci, APCl/ESIttAPCILESIORHAdif 	.7Fitn -4--  Z. C9 04:0 

Via, 	APCl/ESI-Ftt [M+H],-, 	APCl/ESI-(t [M-H]-) , 	CI :CI[M+H]+, 	NMR1 : CD3OD 

1:1=1 0'H-NMR(Z.S-31,./ Z h°—t7 0 6 (ppm), 	NMR2 : DMSO-d61:1=10'H-NMR(Z.80- Z E- 

0 6 (ppm), 	Me : )( 	)1., 	Et : i)1., 	iPr : 4 V 7°1=1E/1/, 	Boc : tert-1 

I- 	-::/t/l/t=)1., 	Cbz : i':.,::))1,7j- 	-::/jj)1A1=)1,0  

[0152] -,'S 6 vc_, ib*IESLAI=1=iadcut - oibatttetaktrez •J_. L. 2HCltt - O'fb 

attt e=tankto.TZ J_. L, 3HC ltt - oibattt 7`EZOk1t .-C 	Z j_. L, xHC l 

a ,- otattetankire 	z t ootatzKAL 0 	)1/tLiYAZ.--e 	Z .j_. L 

, 2Ts01-I6t - otattte= i-:»i/Okirez J_. L, 3Ts01-I6t - O'fbattteE 

:>/l/OktaTZ -c:L, Fum6t-O'fbattte77/1/11TZJ_ L . - . 4-t.T ti,77 -4- 

. 

[0153] 
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d tltc 2 £§3*6)111^9 £ <h 
iz&?Tmi£-ztitczt*^To m#. wmmz 

. Dat : ESI+:ftfi##rlC£tt£m/z{ii 
(I'tfWb&Esi, mv (DK^m^iM+m , Esi-:5tm^Nmc£tt£mMt ( 

-f tfWb&ESI, f^J©ft^il^[M-H]-) , APCI/ESI : APCI/ESI-MS (*tlJ±4b 

^tfWb&APCI, APCI/ESHiAPCI,hESI(Z)^10t}iy^^mo^'r^o ISfy©^^ 

tf^u APCI/ESI+(£[M+H]\ APCI/ESI-(i[M-H]-) % CI:CI[M+H]\ NMR1 : CD30D 

$KD]ti-nmiZlDtfZ>d-0(D8(ppm)s NMR2 : DMS0-d6^©lH-NMR(C£tt£ t°— 

0(DS(ppm)% Et : X-^Jk iPr : -f V 7°P t?Jk Boc : tert-7" 

hdp'v^v'U#—Cbz : JU^K—JUo 

[0152] 2HCU£^(ZMb 

3HCUi^©jb^^HJ^ItJ^-eS)^o^:, xHCl 
&t (DtflkWtfk'Z& & t (D CDikik7km t CD ^Mb Tfc&^'C fo Z> H t 
s 2TsOm$:Z(D4b'gmif-yV)imi&ZfoZ> Zt, 3TsOH&^(ZMbl^t)^H h 
VJimkzfo&z. t, Vm&^CDiktiWy^^Zfo&Z. 
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[05] 

Pre Syn Str Dat 

1 P1 

Br 0  N 

N 
H 

0 

ESI+: 467, 469 
N—\ 
( 	) 
\----N  

CF3 

2 P2 /. 

CI 

0 

N 	
N 
	lel CF3  ESI+: 434 

3 P3 

)1 

Br 	N''• N 
H 

N 
,._4 

0 

ESI+: 468, 470 
N—\ 
( 	) 
\—N 

CF3  

4 P4 

BOC Isi  

IP 

CF3 

ESI+: 607 
1M+Na1+ 

Me 

* 

5 P5 

Br 01  

N 
Me 

N_4
0 

APCl/ESI+: 
481, 483 

N--\ 
_Ni) 

II CF3 

[0154] 
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[H5] 

Pre Syn Str Dat 

1 PI 

BrYYV-f 
H Q 

^//—^^3 

ESI+: 467, 469 

2 P2 

0 

ESI+: 434 

3 P3 
JC jC N^~^ 

H 
hJ / ' ' \ 
^^ ^ CFg 

ESI+: 468, 470 

4 P4 

B0C"N^| 

'^^VYV?0 
\^-~N N—\ 

Me 
—— |\j y— -v 

V_H\__/~"CF3 

ESI+:607 
[M+Na]+ 

5 P5 

BrTYN>-f 
N—\ 

Me ( ) 
[\j / \ 

v / \ i 

\ // 3 

APCI/ESI+: 
481,483 

[0154] 
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[06] 

Pre Syn Str Dat 

6 P6 

Me 
Br 	/%1e 

APCl/ESI+: 
481.483 

is 

N 	N--- 

C-NN  

li CF3  

7-1 P7 

N i

s

i 
 CO2Et 

N 

/ 
Boc 

ESI+: 374 

7-2 P7 ESI+: 374 Boc--N 
lio  CO2Et 
-- 

8 P8 HN 	
oil 

 CHF2  
ESI+: 227 

P9 

Boc-..N  

....- 	 0 
\ 

®N 

ESI+: 570 N 	N 
H  

F3  

10 P10 

sNH2   

Me02C 

NN'Boc 

ESI+: 381 
[M+Naj+ 

[0155] 
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[H6] 

Pre Syn Str Dat 

6 P6 

Me BrTXN^° o v_N 

APCI/ESI+: 
481. 483 

7-1 P7 

"JCrc°'" 6 ' 
/ 

Boc 

ESI+: 374 

7-2 P7 
/—\ Boc-N V-N if T 
\ / 

ESI+:374 

8 P8 
HN^ |<^Y°HF2 

ESI+:227 

9 P9 
^YYW 

N—\ H o N /=\ 

\-O-CF3 

ESI+: 570 

10 P10 
PYNH2 

L^NS. ^ Boc 

ESI+: 381 
[M+Na]+ 

[0155] 
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[p7] 

Pre Syn Str Dat 

11 ' 	P1 1 

Boc--.N.Th 

Ls,_,,,N 0 N 
\ 

APCl/ESI+: 573 N 	N 
H ci 

r

) 

CF3  

12 P12 

BOC,..N  

.." 

NH 

I ` 
 0 

APCl/ESI+: 570 N 	N 

'-N 
CF3  

13 P13 

Boc.,.N  

0 

Boc-. N 
 

N
\ 
	0 

F,'SI-1-: 572 N 	N 
H  

CF3  

14 P14 

0 N
/ 
 0 

APCl/ESI+: 414 N 	N 

C—N 
H 

15 P15 

H 
N 

0 
CF3 

N 	
0 N  

ESI-: 569 

ilk Boc—N 

[0156] 
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IW1 

Pre Syn Str Dat 

11 Pll 

BO^N^ 

,N-A H o v_N 

APCI/ESI+: 573 

12 P12 N-^J-N N H J 
\—|sj 

V~\J"CF3 

APCI/ESI+: 570 

13 PI 3 

BOCXN^ 

N—\ H o ̂HO_OF' 
1 Si : 572 

14 P14 

-n H kAQ-N^O 
N—\ o 
—N 

H 

APCI/ESI+: 414 

15 P15 ESI-: 569 

[0156] 
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[8] 

Pre —  Syn Str Dat 

16 P16 

Boc 

N 

ESI+: 431 S' 	N -- 

C---N 
H 

17 P17 

Boc N  

N 	0 

APCl/ESI+: 573 itl N>  
H 

. 
CF

3 

18 

19 

P18 

P19 

Boc N  

Boc hi  

F 

Me  

0 \ CO2Me 
N 
H 

ESI-:371 

588 

1\1 
H 

0 

APCl/ESI-: N 	N 

N 

* CF3 
 

20 P20 

HN 

N
\ 

 0 

ESI+: 472 

0 

N 
H 

xHCI 

N 

N  
CF3  

[0157] 
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[H8] 

Pre Syn Str Dal 

16 P16 

BOC.N^ 

o fSJ—y O 
H 

ESI+:431 

17 P17 

Boc.^ 

N N-\ H o N /=\ 
CF> 

APCI/ESI+: 573 

18 P18 

BOCXM^N 
L 1 Me 

|| |>-CO,Me 

H 

ESI-: 371 

19 P19 

B0C _ H 

^QCNH° 
N N—\ 

F O 
APCI/ESI-: 588 

20 P20 

HN^ 

N—\ H o xHCI —N \ 
\ ^y-cF3 

ESI+: 472 

[0157] 
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[09] 

Pre Syn Str  Dat 

21 P21 

it 
HN ES1+: 471 

CF3  

22 P22 

0 

N 	
0  CF3  40 	

N rN N  
HN 

ESI+: 484 

23 P23 
F 
	0 	 xHCI F 0 	

LNH 
 

APCl/ESI+: 257 

24 

25 

P24 

P25 

0 CO2Me 
/ 
N 

Boc 

ES1+: 359 

--- 

ESI+: 345 N  • CO2H 

Boc 

26 P26 ESI+: 375 

CO2Et /--\ 	N 0  
Boc— 	B—N 	1\1.— 

\—/ 	N 
H 

[0158] 

WO 2014/199933 85 PCT/JP2014/065181 

[H9] 

[0158] 
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[010] 

Pre Syn Str Dat 

27 P27 

0 
C F 

0 	

0 3  

N 	N 

Boc
,,N)  

ESI+: 584 

28 P28 

0 

ESI+: 585 Boc—N 	 N  ®F3  N Olt N  
/ 

Me 

29 P29 

Boc,,N  
Me 

C 
0 	°2e 

 
N 	M  

I 
Me 

ESI+: 409 
[M+Na]+ 

30 P30 

	

Me 	0 

	

N 	 F3 ESI+: 607 
[M+Na]+ 

I 

0 

Boc—N 	
iiLN 

 

31 P31 

F 

0 F3C 	 Boc 

APCl/ESI+: 363 

32 P32 
HN 	

CF 

.1 	3  M 	N 	xHCI e 
ESI+: 259 

33 P33 

Boo. N 
 

N 	0  
/ 

APCl/ESI-: 527 

is 

N 	N 

N 
CN 

[0159] 
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imm 
Pre Syn Sir Dat 

27 P27 

0 

Boc'"^^''^ 

ES1+: 584 

28 P28 

0 

BOC-N^V/YFS1^ f^YCF3 
V-/ N-V"1 

Me 

ESI+; 585 

29 P29 

Bocx. 
N | Me 

TTVcOJe 
\ 
Me 

ESI+: 409 
[M+Na]+ 

30 P30 

Me o 

fVCF3 

BOC—N~\—\y 
ESI+: 607 
[M+Na]+ 

31 P31 

F 

rj^V^N^ 
F3C ^ BOC 

APCI/ESI+: 363 

32 P32 HN"^) 
Me^'k-NvA/ xHCI 

ESI+: 259 

33 P33 

^Yl H ^VTNH° 
N—v o —N 

—4 h—CN 

APCI/ESI-: 527 

[0159] 
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[011] 

Pre Syn Str Dat 

34 P34 

Me02C 

ESI+: 360 

0 N 	
N-Boc 
/ N 

H 

35 P35 

	

Br 	N 
----CO2H 

0  

	

F 	N 
H 

ESI+: 259, 261 

36 P36 

N 	
N -CCI3 

Br 	N 
H 

ESI+: 314, 316, 
318 

37 P37 

Br 

to 

 N 
,—0O2Me 

N 

Me 

APCl/ESI+: 269 

38 P38 
Br 

Me 

 CO2Me 
0 

 N 
H 

ESI+: 268, 270 

39 P39 
Boc—N 

ESI-: 357 

CO2Me 
/ 
N 
H 

40 P40 CI+: 176 M- * F2HC 
CI 

41 P1 B o  

0 

N 

ESI+: 571 

* F3  

[0160] 
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[H11] 

Pre Syn Str Dat 

34 P34 TXN^>-Boc 
H 

ESI+:360 

35 P35 | >-CO,H 
2 

H 
ESI+: 259, 261 

36 P36 
JVN 

BrXJ;^ 
H 

ESI+; 314,316, 
318 

37 P37 

Br\tx^r-N 
Ij^L >™C02Me 

Me 

APCI/ESI+: 269 

38 P38 

Me 

Brv0^co^ 
H 

ESI+: 268, 270 

39 P39 Boc"V>^Xj 
H 

ESI-: 357 

40 P40 FgHC—^ ^\ CI+: 176 [M]+ 

41 PI 
rrM^>f0 

^-N ^0~cF3 
ESI+:571 

[0160] 
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[012] 

Pre Syn Str Dat 

42 P25 ESI+: 346 

HO2C 
\ 

0 
N—Boc 

N 
H 

43 P1 

0 
H 

CF3 ESI+: 572 N 	N Boc—N 
N 

0 	

N  0  

44 P21 

0 
H 

CF3 ESI+: 472 N 
HN) \

N 0 

N 

0 

N 

45 P25 

/__\ 	N  

ESI+: 347 

CO2H 
Boc N 	N — 	

/N 

0 

\ --/  
H 

46 P1 

0 
CF 

3 
ESI+: 573 

f---\ 
— 

N 110 	N 	

I. 
Boc— N 	N 

\---/ 	N 	 N 
H 

47 P21 

0 
CF 

3 
APCl/ESI+: 473 

r—\
N / 

N 401 	N 	

0 
H N 

\--/ 	 N N 
H 

48 P25 343 

CO2H 
Boc—N 	/ ® F,SI-: 

N 
H 

49 P21 

0 

CF
3 

471 
..--' 	N ESI+: H 

0 N  
H 

[0161] 
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[H12] 

Pre Syn Str Dat 

42 P25 

HO2CYVN /—\ UXN^N~Boc 
H 

ESI+: 346 

43 PI 

H 0 

Boc_N^M:-fvAN'^ fY*' ESI+; 572 

44 P21 •O^s/ojCr"' ESI+:472 

45 P25 
/—\ N~-r-^5^co2H 

Boc—J[| 1 
H 

ESI+;347 

46 PI 

H 

ESI+: 573 

47 P21 

0 

H.TWYVLPM rrCFi 
H 

APCI/ESI+: 473 

48 P25 
B-v>^trC02H 

H 
ESI-: 343 

49 P21 OCoVsjOr"1 
H 

ESI+:471 

[0161] 
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[A13] 

Pre Syn Str Dat 

50 P1 

O 
F 

ESI+: 571 Boc—N 
01 	® 3 N 

H 

51 P21 

O 
F 

3  
APCl/ESI+: 485 HN 	/ O 	

Si  N 

Me 

52 P23 
HN 	. CF3  

cN 

xHCI 

ESI+: 263 

53 P1 

N 	0 0 
 N N 

ESI-: 483, 485 F 	H 	
\—
< -- 

N 
CF3  

154 P1 

Br 	N 	0 
\ 

0 
 N N 

ESI+: 424, 426 H 	
\--
< -) 

N 
CN 

55 P1 

F 
Br 0  N

\ 
	0 

ESI+: 485, 487 N 
H 	--) 

\—N 
4
.

0  CF3  

[0162] 
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[H13] 

Pre Syn Sir Dat 

50 PI •-CUx/o.JDr"' ESI+: 571 

51 P21 

0 

fYCFl 

Me 

APCI/ESI+: 485 

52 P23 "OXr0'' 
xHCI F 

ES1+: 263 

53 PI 

Br^^N ,0 XI F^N 
v_N __ 

V~\_JKCF3 
ESI-; 483, 485 

54 PI 

Brx^x^N p 

L JC H O —N /=\ K>CN ESI+: 424, 426 

55 PI 

F 
p 
N—\ 

H ( ) 
\-N /=v 

K>CF3 

ESI+: 485, 487 

[0162] 
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[A14] 

Pre Syn Str Dat 

56 P1 

N
i

Br 	Isi 

485, 487 
N 

F
ESI+: 

* CF3 

57 P35 

F 
Br 
0 N,--CO2H 

N 
H 

ESI+: 259, 261 

8 

59 

P35 

P9 

Br 	N 
®,--CO2H 

N 
F 	

H 
ES1+: 259, 261 

Boc 

1%1 

ESI+: 588 101  1‘c 

* CF3  

60 P1 

Br 	N 

APCl/ESI+: 
449,451 

• 

	

140 N 	N 
---) 

	

H 	( 
\— N 

* CHF2 

61 P9 

Boc,,N  
H 
N 	0 

APCJJESI+: 527 
/ 

N 	N 

N* CN 

[0163] 
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[H14] 

Pre Syn Sir Dat 

56 PI 

H 

j X. jC 
F \ ) 

—N y=\ 
^^ —CF3 

ESI+: 485, 487 

57 P35 

F 
Br-xJ^N UQ"C°2H 

H 

ESI+: 259, 261 

58 

59 

P35 

Brx^v^N 
L JL V"C02H VTI 

F 

ES1+: 259, 261 58 

59 P9 
jl j }—\ 

p-^x^N N-A Q _ K>CF-
ESI+:588 

60 PI 

Brx^^xr-N p XX^ N N—\ H o ^ >'"""• "' 'V 
N—4 >-CHF2 

APCI/ES1+: 
449, 451 

61 P9 

Bocx^^x 

kAQ-N^O 
x/^N N—\ o 

—N /^X ^~v/~CN 

APCI/ESI+: 527 

[0163] 
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[015] 

Pre Syn Str Dat 

62 P9 

Boc,,N  
H ..,- 	N 
/ 

11°1  N . 
0 

APCl/ESI+: 552 N 

N .CHF2  

63 P17 

B 	.... N  

1-141  

1.1  N APCl/ES1-: 552 

N 
* CHF2  

64 P21 

HN 
/ *I  

H 
N 

APCl/ESI+: 470 N N . F3  

65 P65 

HN 
4110

1 
 NI 0 

APCl/ESI+: 472 N 
H 

N--\ 

c_N
) 

CF3  

66 P21 

HN 
*I  

H 
N
i 

 0 

APCl/ESI+: 454 N N 

N 
CHF2 

[0164] 
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[H15] 

Pre Syn Str Dat 

62 P9 

Boc\^/v 

lj 1 //—^ o N /=\ 
Ns~—\ >"CHF2 

APCI/ESI+: 552 

63 P17 "^CcU ^— N N—v o ••• M < " 11 Y 
\_/~CHF2 

APCI/ESI-: 552 

64 P21 N—v o —N /=\ 

APCI/ESI+: 470 

65 P65 

HN^i 

N—v H O 
—N /^K 

^~\_jT~CF3 

APCI/ESI+: 472 

66 P21 

HN^1 H 

N—v o N—N /==\ 
N—£ >-CHF2 

APCI/ESI+: 454 

[0164] 
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[016] 

Pre Syn Str Dat 

67 P21 

HN 

[4 

1101 Ni 

CN 

APCl/ESI+: 429 

* 

68 P9 

Boc.N  

110  

N 

CF3 

APCl/ESI+: 588 N/  

* 

69 P9 

Boc N  F 
„-- 	is 

H 
N 	0 

APCl/ESI+: 588 N 	N 

N  * CF3  

70 P9 

Boc-.N  

0 \ CO2Et 
N 
H 

ESI-: 369 

71 P17 

Boc r‘i  

1110  

N 

CF3  
APCl/ESI-: 588 N 	

N 
it 

[0165] 
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[H16] 

Pre Syn Str Dat 

67 P21 N—\ o —N /=\ 

APCI/ESI+: 429 

68 P9 

BOC-M-N 
1 H 

N—v 
F ( ) 

—N f=\ 

APCI/ESI+: 588 

69 P9 

Boo. ^ 
1 I H 

|T JC N N—\ o —N /=\ K>CF= 
APCI/ESI+: 588 

70 P9 

Bocv. N > 

^YYVco,Et 
H 

ESI-: 369 

71 P17 N—\ o H>". 
APCI/ESI-: 588 

[0165] 



WO 2014/199933 
	

93 
	

PCT/JP2014/065181 

[017] 

Pre Syn Str Dat 

72 P17 

Boc,N  

\ 	CO2Et 11101 
N 
H 

ESI+: 395 

[M+Na]+ 

73 P25 

Boc-.N  

110 \ CO2H 
N 
H 

ESI-: 343 

74 P17 

Boc•.N  

F 

0 
H 
N 	0 

CF3  

APCl/ESI-: 588 N 	N 

N 

75 P9 

Boc,,N  
Me  

01 \ CO2Me 
N 
H 

ESI-: 369 

76 P1 

Boc.N  

40 \ 	

0 

ESI+: 571 N 	N 

N  . F3  

[0166] 

WO 2014/199933 93 PCT/JP2014/065181 

[H17] 

Pre 

72 

Syn 

P17 

Str 

Bocv 

C02Et 

Dat 

ESI+:395 
[M+Na]+ 

Bocx 

73 P25 CO2H ESI-: 343 

Bocx 

74 PI 7 

H 
N O 

N N APCI/ESI-: 55 

N l /=\ 

N CF3 

BOCN. 

75 P9 C02Me ESI-: 369 

Bocv 

76 PI ESI+: 571 

v /^X 
V___y C F3 

[0166] 



WO 2014/199933 
	

94 
	

PCT/JP2014/065181 

[018] 

Pre Syn Str Dat 

77 P21 

HN 

\ 	

0 

APCl/ES1+: 471 

	

1101  N 	N 

	

H 	( 
\--N 

CF3  

78 P21 

HN 
N\ 	0 

APCl/ESI+: 490 

0 N 

	
c

._ 
 ) 

N--\ 
H  

* CF3 

79 P1 

0 H 
N 	 CF3 N ESI+: 466, 468 

N 	011  Br 41  

80 P1 

CI 	)1 N
)_4

40 
I 

 

APCl/EST+: 424 
N'• 	N 	N 

H 	
\— 

( --) 

N  .CF3  

81 P9 

Boc.. 	,--,„ 

	

.--- 		N  
\> 	l< 

APCl/ESI+: 571 N 	
( 

 N 
H 	--) 

\—N 
CF3  

[0167] 

WO 2014/199933 94 PCT/JP2014/065181 

imm 

Pre Syn Str Dat 

77 P21 

HN"^i 

H Q 
^ C /)—^^3 

APCI/ES1+: 471 

78 P21 

HN^ F 

H o N /"' \ 
N \_y~CF3 

APCI/ESI+: 490 

79 PI »„^XCr ESI+: 466, 468 

80 PI 

CiXr/JV-N P iC jC 
H M 

^-N /=N 
APCI/ESI+: 424 

81 P9 

N > 
H p J \T H o —N H_>"CF3 

APCI/ESI+; 571 

[0167] 



WO 2014/199933 
	

95 
	

PCT/JP2014/065181 

[019] 

Pre Syn Str Dat 

82 P9 

H 
N 

Olt 

CF3  
ESI+: 569 

Boc—N 	
41 I 

83 P21 

HN 

® N  
F 

\ 

APCl/ESI+: 490 N 
H 

N 
0 

* F3  

84 P9 

BOC•%.N  

,,, 

-.
N 

H 

/ 

• 

N 

F3  

APCl/ESI+: 571 N 

N * 

85 

86 

P17 

Bocc

L1 

 
N 

, 	I 
- 

H 
N 

0 

ESI+: 573 N 

c_.
— 

N 

* CF3 
 

P21 

HN 

I 
%-*".--"N 

N 0 

APCl/ESI+: 473 
\ 

H 
N 
c

...N 
 

* CF3 
 

[0168] 

WO 2014/199933 95 PCT/JP2014/065181 

[H19] 

Pre Syn Str Dat 

82 P9 ESI+:569 

83 P21 N—\ 
H / ^ 

N^Q-CF3 

APCI/ESI+: 490 

84 P9 

B0Y1 " ^xxN^° 
N N N—s. 

—N /=\ ^3~cp3 
APCI/ESI+: 571 

85 P17 

BOC-N^| 

X jC " o ESI+;573 

86 P21 

HN^ 

il jC v^~~^ H o N /=\ 
X-\J^CF3 

APCI/ESI+: 473 

[0168] 



WO 2014/199933 
	

96 
	

PCT/JP2014/065181 

[020] 

Pre Syn Str Dat 

87 P21 

HN 
,... 	NI

...4
0 

APCl/ESI+: 473 N 	N 
H  

* CF3 

88 P21 
H 
N 	 C F

3  
ESI+: 471 

01  
41/ HN 

89 P21 

HN 

® N 
 

ESI+: 490 N N 0 
H  

* F3  

90 P25 

Boc,.N  
Me 

0 \ CO2H 
N 
H 

ESI-: 357 

91 P1 

Br.„,... 	N 	0 

ESI+: 467, 469 
"-- N 	N 

N * 
3 

 
F 

[0169] 

WO 2014/199933 96 PCT/JP2014/065181 

XMl 0] 

Pre Syn Str Dat 

87 P21 X|s| N N—y H o \ M , . H>CF' 
APCI/ESI+; 473 

88 P21 

H 0 
N^AN^\ ^YCF3 ESI+: 471 

89 P21 

HN^I 
k^YVN 0 u I ̂—K V^N N—\ F H o 

\ ^ ^ CFg 

ESI+: 490 

90 P25 

Boc-x 
N | Me 

TTVCO,H 
H 

ESI-; 357 

91 PI 

B'Y^rv^° 
N—V Q 

^MO>_CF3 
ESI+: 467, 469 

[0169] 



WO 2014/199933 
	

97 
	

PCT/JP2014/065181 

[021] 

Pre Syn Str Dat 

92 P92 

Br,,,,7---,,,r..N 	0 

ESI+: 467, 469 
---;,,,_„N 	/ 	N  

N 
CF3 

 

93 P1 

Boc-s. 
Me 

0 

ESI+: 585 10  N\ 	N 

N  * F3  

94 P21 

HN 	Me 
0 

ESI+: 485 Si  N\  
H 

CF3  

95 P9 

Boc 
... 	N 	0 

	

0 
 NI 	N--\ APCl/ESI+: 584  

Me 	i 
N 

CF3  

96 P21 

HN'Th 
L,N 0 N\ 	0 

APCl/ESI+: 473 N 	N 
H 

* 
CF3 

[0170] 

WO 2014/199933 97 PCT/JP2014/065181 

[^21] 

Pre Syn Str Dat 

92 P92 

I X N--% Q -
N V_/ CF3 

ES1+: 467. 469 

93 PI 

BOCN.. ,/\ 
N | Me 
x/v/y^ 0 

N—\ 
H ( > 

—N /=\ 
^d ff—CF3 

ESI+:585 

94 P21 

Me 

N—v H Q 
N J v 

ESI+: 485 

95 P9 

Boc-N^ 

^YVNH° 
N~A 

Me ( / 
—N /==\ 

^-\J~CF3 

APCI/ESI+: 584 

96 P21 

HN^ 

^NYYV° 
N—v H Q ̂̂

 ^—CF, 

APCI/'ESH-: 473 

[0170] 



WO 2014/199933 
	

98 
	

PCT/JP2014/065181 

[A22] 

Pre Syn Str Dat 

97 P17 

Boc rsi  

	

N
\ 
	0 

	

0 
 N 	N--\ 

F3  

APCUESI+: 586 
N1 e c_ 

IN
? 

* 

98 P21 

Me 0 

N 	 CF 

3  
ESI+: 485 

. I
LN  0 HN 

99 P9 

BocNN  

..-- 
N \ 	0  

ESI+: 570 '. --- 	N 

N  * F3 
100 P100 

BocN,N  

--- 	.,, N

/ 	

0 

ESI+: 570 •-.. N 	N 

N  * F3  

101 P29 

BOCN.N  

11101 	\ 	CO2Et 
N 
I 
Me 

ESI+: 409 

[M+Na]+ 

[0171] 

WO 2014/199933 98 PCT/JP2014/065181 

[H22] 

Pre Syn Str Dat 

97 P17 

B°CxN'^Vj 

^^ N—\ 
Me (_/ 

N /==\ 
V\_/ CF 3 

APCI/ESI+: 586 

98 P21 

Me 0 

rrcp3 
HNC>OJ ESI+:485 

99 P9 

BOC-N^ 

N—\ o 
—N /^X 

V~\__/~CFs 

ESI+: 570 

100 P100 

Boc\,.^v N > 

o >—N /=\ 
V-^/-CF3 

ESI+: 570 

101 P29 

BOC-N^| 

^|YVc02Et 
I 
Me 

ESI+: 409 
[M+Na]+ 

[0171] 



WO 2014/199933 
	

99 
	

PCT/JP2014/065181 

[023] 

Pre Syn Str Dat 

102 P25 

Bon N  

0 \ CO2H 

% 
Me 

APCl/ESI-: 357 

103 P21 

HN 
0 N 

ESI+: 486 N 
I 
Me K

N 
 

* 
CF3  

104 P21 

HN 

0 
Me 

APCl/ESI+: 499 \ 	

0 

M CND N 

* CF3 

105 P21 

HN 

101  \ 	

0 

ESI+: 485 N—\ 
Me _N/ 

lik CF3 

106 P21 

HN''' 

IN1-- e 

ES1+: 472 
N ___ 

N 

N 
CF3  

[0172] 

WO 2014/199933 99 PCT/JP2014/065181 

[H23] 

Pre Syn Str Dat 

102 P25 |TVCO;H 
\ 
Me 

APCI/ESI-: 357 

103 P21 

HN^ 

X I v)—K 
N—v 

Me ( ) 
\ JyJ /=\ 

N>—C ^—CF3 

ESI+:486 

104 P21 

Me 

N v 
Me W 

APCI/ESI+: 499 

105 P21 

HN^i 

N y 
Me (X) —N /==\ 

K>CF3 

ESI+: 485 

106 P21 

HN^j 

N—s. o —N /=\ 

^0CF3 

ESI+: 472 

[0172] 



WO 2014/199933 
	

100 	 PCT/JP2014/065181 

[024] 

Pre Sy-n Str Dat 

107 P107 

HN 

•,.. N 

N

/  

0 

ESI+: 472 N 

• CF3 

108 P17 

BOC,.N  

N \ 

CF3  

ES1+: 572 

109 P109 

Boc.-.N  

,,, 

.. N 
.....N
/  

0 

* C F3 
ESI+: 572 N 

110 P25 

Boc,- N  
Me 

I* \ CO2H 

Me 

ESI-: 371 

111 P4 

Boc rl  

1101  

Me 

\ 	

0 

CF3  

ESI+: 599 N 	N 
Me 

N 

[0173] 

WO 2014/199933 100 PCT/JP2014/065181 

[H24] 

Pre Syn Str Dat 

107 PI 07 

HN^ 
Us^lO 

0 ̂
>CF3 

ESI+;472 

108 PI 7 

BOC>XN'^X| 

nfm0 
N—v Q 

\ /^X —\\ j)—CF3 

ES1+:572 

109 P109 

B°CNN/V 

p 

\J~°F3 
ESI+: 572 

110 P25 

Boc\kl/\ 

ll Me 

|| |"*}>—CO,H 

Me 

ESI-: 371 

111 P4 

Bocv. ,x\ 
^ | Me 

N-v 
Me \ / 

—N f==\ 
\^"CF3 

ESI+:599 

[0173] 



WO 2014/199933 
	

101 	 PCT/JP2014/065181 

[025] 

Pre Syn Str Dat 

Br  0 
/ 

N 	N 
112. P1 

N  
ESI+: 468, 470 

* C F3  
Br 0  0 

0 	N--  
113 P1 

C— N 
EST+: 468, 470  

* CF3 

H 
ESI+: 313, 315, 

114 P36 CI 
®Br 

3C-4 317 
N 

Boc rq  
•"" 0 

115 P9 

0 
N ES1+: 571 

. CF3  

Bon-.N  

0 . 
116 P9 0 ESI+: 571 11_—) 

N  II CF3  

[0174] 

WO 2014/199933 101 PCT/JP2014/065181 

[H25] 

Pre Syn Str Dat 

112 PI 

BrYYV<0 

o >—N / \ 
N 01=3 

ESI+: 468,470 

113 PI 

T Y y—f 
N—v o ^—N /=\ 

\^jf~CF3 

ESI+: 468, 470 

114 P36 
H 
N-x/V-Br C'=C~1AJ ESI+: 313,315, 

317 

115 P9 

BOC-N-^| 

N—\ o ESI+: 571 

116 P9 

B0C-N-N 

V^-0 N—\ O 
\—^ ^—CF3 

ESI+: 571 

[0174] 



WO 2014/199933 
	

102 	 PCT/JP2014/065181 

[A26] 

Pre S), n Str Dat 

117 P17 

Boc-. N  

0 	0 
ESI+: 595 
[M+Na]F 

0 

N N 

N 
CF3  

118 

119 

P1 

P1 

Br 	NI
N 
	0 

ESI+: 485, 487 

	

41
1) N 

	N 

	

H 	
\-- 	

F 
N  

CF3  

Br 410  N 	0 

ESI+: 479, 481 
N 	N 
H 	( .--)

F 
 

\--N * 

120 P36 

Me 
Br 0  N 

e—CCI3  
N 

ESI+: 327, 329, 

331 

121 P21 

HN 
N
\ 
	0 

APCl/ES1+: 490 

0 

N N 
H 	( --) F 

\—N  *CF3  

[0175] 

WO 2014/199933 102 PCT/JP2014/065181 

[H26] 

Pre Syn Str Dat 

117 P17 

OxQ.0^0 
N-\ Q ̂  

\^)~CF3 

ESI+: 595 
[M+Na]+ 

118 PI 
X. JC ^ 

H ( > F 

\_/™CF3 

ESI+: 485, 487 

119 PI 

,0 

XXNM^ 
H / \ F LN> _/^F ^Cr° 

ESI+; 479, 481 

120 P36 

Me 
Bryv^ kXN^cc'3 

ESI+: 327, 329, 
331 

121 P21 

kA^VN ,0 XX ^-"^N N-A H O \_ —N /=\ 

CFs 

APCI/ESI+: 490 

[0175] 



WO 2014/199933 
	

103 	 PCT/JP2014/065181 

[027] 

Pre Syn Str Dat 

HN 

® N 
 

122 P21 N 
H 

N—\ F  

c_N
) 

ESI+: 484 

* 

CI 	
I 
	-, 

N 	'' 

\ 

123 P1 ESI+: 423, 425 
N 
H 

N---‘ 

\-- 
( 	) 

N 
CF3  

Boc N  Me 
N
e...

4) 

124 P9 N 	N--- ESP.: 584 
C -N 

CF3  

Boc,,N  

FN1  
125 P9 41110  N ESI+: 588 

. CF3  

Boc'.N  

NI, .e 

126 P9 

0 

N N--\  ESI+: 582 
H 0 ( 	)

F 

\—N F 
O 

[0176] 

WO 2014/199933 103 PCT/JP2014/065181 

[H27] 

Pre Syn Str Dat 

122 P21 

HN^i 
kA^N^O 

(si—v H O ESI+: 484 

123 PI 

//° 
NAN N—\ H o N /=\ 

ESI+: 423, 425 

124 P9 

Bot>^ Me 

N—v o —N /^X 
V_^_/~CF3 

ESI+:584 

125 P9 iOc^0 
N—\ 

O Fx —N /==\ 
V~\J-CF 3 

ESI+: 588 

126 P9 

BOCN^XV 

IOC>^0 
N \ r-" ^ M°+' K>° 

ESI+:582 

[0176] 



WO 2014/199933 
	

104 	 PCT/JP2014/065181 

[028] 

Pre Syn Str Dat 

127 P17 

Boc-..N  

0 N\  
0 

APCl/ES1-: 582 N 
H 

N 
< 	---. 0 
\-- 	 F N 

II 0  

128 P17 

Boc..N  

si  N
, 

 
/<
0 

ESI+: 590 N 
H 

N 
.-- 	F  

\--N ii 	
F3  

129 P4 

Br 

01  

0 

APCl/ESI+: 
460, 462 

\ 4

,i_

J —  

N 
Cbz 

130 P4 

Br 

a APCl/ES1+: 
460, 462 

/ 

N \ 
Cbz 

131 P30 

CI 

N 	.--- N 
APCITESI+: 437 Me 

N 

N 
*CF3  

[0177] 

WO 2014/199933 104 PCT/JP2014/065181 

[H28] 

Pre Syn Str Dal 

127 P17 

BOC^N^ 

IOCNSM0 
H (3 f =< T-F K>° 

APCI/ESI-: 582 

128 P17 

BOC^N^ 

N—\ 
H w VA 

ESI+;590 

129 P4 

BrYYNM° 
N—v 

1 ^ 

Cbz 

APCI/ESI+: 
460, 462 

130 P4 

BrTYs.M° 
N—\ o 

Nx XCbz 

APCI/ESI+: 
460, 462 

131 P30 

c'YVy.o 
NXAN N v 

Me \ / N /=\ ^0"cp3 
APCI/ESI+: 437 

[0177] 



WO 2014/199933 
	

105 	 PCT/JP2014/065181 

[029] 

Pre Syn Str Dat 

132 P12 

Boc.. 	..--,,, 

NN 

0 

CF3 

ESI+: 584 N 
Me 

N 
11 

133 P17 

Boc,.. 	---,, 

I 
NN 

0 
\ 

CF3 

ESI+: 572 N 
H 

N 
 

11 

134 P3 

Br to  N
\ 

 

N 
ESI+: 481, 483 H 

MeN°. 
II CF3  

135 P9 

BOC \ N  

ii N 	0 

APCl/ESI+: 563 1W S 	

'i i> N 
Cbz 

136 P9 

Boc..N  

riii  

APCl/ES1+: 563 141"/  NON 

N 
NC bz 

[0178] 

WO 2014/199933 105 PCT/JP2014/065181 

[H29] 

Pre 

132 

Syn Str Dat Pre 

132 P12 

^0C^ 

N—\ 
Me i / —N /=\ 

V~\_/~CF3 

ESI+: 584 

133 P17 

Boc\^^\ 

fsj—•, H o 1 j^j /1 i 

^ C CFg 

ES1+; 572 

134 P3 
TT 

N—s. 

Me*°Y-N' /=x 
ESI+: 481,483 

135 P9 

BOCSN^ 

'^Vrvf o N 
Cbz 

APCI/ESI+: 563 

136 P9 

Boc^N^|j 

IQ^0 
N—\ o 

Cbz 

APC1/ESI+: 563 

[0178] 



WO 2014/199933 
	

106 	 PCT/JP2014/065181 

[030] 

Pre Syn Str Dat 

137 P9 

Boc r\I  

NI 
N 

 

CF3  

ESI+: 584 N 
H 
MeN‘'‘ 

lik 

138 P17 

BOC\N  

® N\ 
 

CF3  

ESI+: 586 N 
H 
Me" 

139 P1 ESI+: 467, 469 
N-N  

* CF3 

140 P9 

Boc-. 	.,- 

CF3  

ESI+: 570 .. 	N-N 

441 

141 P16 

Boc i‘j  

S 	0 
ES1+: 431 

. 	

N 

[0179] 

WO 2014/199933 106 PCT/JP2014/065181 

im 0] 

Pre Syn Str it 

137 P9 —''^N N—\ S.-0... ESI+: 584 

138 P17 

BOC-N-N 

M!;NH0 
—N—\ H / \ 

Me'1' \_K( —N /=\ 
—^ h—CF3 

ESI+; 586 

139 PI 

0 

N-A 

^-N /==A 

X~\_/ Cp3 

ESI+: 467, 469 

140 P9 

BOC-N. N > 

wy\_P 
N—s, o N /=\ 

ESI+: 570 

141 P16 

BOC"N^ 

ICX3^0 
\^~~N N—s, o 

N 
H 

ESI+:431 

[0179] 



WO 2014/199933 
	

107 	 PCT/JP2014/065181 

[031] 

Pre Syn Str Dat 

142 P21 

HN 
0 NJ

\ 
 

ESI+: 486 N 	N 

Me A_N  

* CF3 

143 P33 

BOC,,N  

\ 	

0 

CF3  

ESI+: 589 *I  S 	N.— 

C---N 

144 P33 

Boc.,, N  

rgh S
, 

 

APCl/ESI+: 589 410" N 	Ni 

. CF3  

0 ® N 

145 P21 

HN 

ESI±: 489 S 	N-••• 

N 
CF

3  

146 P21 

HN 
0 S

/ 
 

ESI+: 489 N 	N 

N  • CF3  

[0180] 

WO 2014/199933 107 PCT/JP2014/065181 

[H31] 

Pre Syn Str Dat 

142 P21 

HN^ 

WY'H0 
N-A 

IM /=\ 

CFs 

ESI+:486 

143 P33 

®0Cx-|Sj-''\ 

kXpyN 0 
\As N—\ o —N 

V-\__/"CF3 

ESI+:589 

144 P33 

BOC-N^ 

\^N N—\ o N /==\ 
^—4 n—CF3 

APCI/ESI+: 589 

145 P21 

HN^ 

'^Srr'W5 

o 
"vT^r-p 

—\_JT~ CF3 

ESI+: 489 

146 P21 
^lYV^0 

x^~-N N—., o —N /==\ 
\-^J~CF3 

ESI+:489 

[0180] 



WO 2014/199933 
	

108 	 PCT/JP2014/065181 

[032] 

Pre  Syn Str Dat 

147 P17 

Boc-...N  is  N 

0 

0 
ES1+: 595 
[M+Na]+  

N--- 

C-- N 

* CF3 
 

148 P21 

HN 

\ 

APCl/ESI+: 473 O 

c...

N-- 

N 
CF3  

149 P21 

HN 

0 0 

APCl/ESI+: 473 
/ 

N 

N 
CF3  

150 P21 

HN 

N I \ 
0 

APCl/ESI+: 472 N 
H 

N 

"-N 

* CF3 
 

151 P15 

BOC ̀,.. N  .."\, 

. ESI+: 572 N / N  N 

N  .C F3  
[0181] 

WO 2014/199933 108 PCT/JP2014/065181 

[H32] 

Pre Syn Str Dat 

147 P17 

kArrW> 
o 

N\ (\ b CFg 

ES1+:595 
[M+Na]+ 

148 P21 

HN^i 

'AocW V^-0 N—s, o 
—4 CF3 

APCI/ESI+: 473 

149 P21 

HN^l 

N—\ 

^ /=\ 

N~^\^/~CF3 

APCI/ESI+: 473 

150 P21 

HN^ 

H o —N /=r\ 

APCI/ESI+: 472 

151 P15 

Bocs^/v 

W"N~N N—v o 
—N /==\ 

^~~\_/CFs 

ESI+:572 

[0181] 



WO 2014/199933 
	

109 	 PCT/JP2014/065181 

[033] 

Pre Syn Str Dat 

152 P17 

Boc., 	..--..,„ 

N 

\ 	0 

F3  

ESI+: 586 1 	N 
Me 

N 
* 

153 

______ 

154 

P21 

P4 

HN 

N 

O 

F3  

ESI+: 486 N 	N 
Me 

N 
* 

Boc 

1.1  

CHF2  

ESI+: 567  1 
Me 

• 

155 P21 

HN 

ESI+: 467 N 	N 
Me 

N 
* CHF2  

156 P4 

Boc-.N  

• 

0 

CN 

ESI+: 542 N 	N 
Me 

N 
* 

[0182] 

WO 2014/199933 109 PCT/JP2014/065181 

[H33] 

Pre Syn Str Dat 

152 P17 

Bocx^xv 

P 
fs|—\ 

i.eO —N /=v 
X \_/~CF3 

ESI+:586 

153 P21 

HN^i 

~\P 
N-A 

Me ( ) 
—N /=\ 

\—4 u—CF3 

ESI+:486 

154 P4 

Boc\^/s. 

p 
N-A 

Me ( ) 
—N z=\ 

^—4 /)—CHF? 

ESI+: 567 

155 P21 

HN^ 

kA/^YV-J3 

Me ( / N—N 
^C M—CHF2 

ESI+:467 

156 P4 

BOC\^/V 

p 
U-N N-A 

Me \ / 
—N /==\ 

N—^ />-CN 

ESI+:542 

[0182] 



WO 2014/199933 
	

110 	 PCT/JP2014/065181 

[034] 

Pre Syn Str Dat 

157 P21 

HN 

ESI+: 442 1101  N\ 	N 
Me 

411 CN 

158 P21 

HN 

ESI+: 472 N-N 

* C
F3 

159 P25 

is CO2H 

N 
/ 

Boc 

ESI-: 344 

160 P25 ESI-: 344 Boc—N 	. 4/ CO2H 

161 P1 

0 

N 

	®CF3 
N: lel 	N 

N 
/ 

Boc 

ESI+: 572 
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[H34] 

Pre Syn Str Dat 

157 P21 

HN^ 

\AN N-A 
Me (_/ 

—N r=\ 
^^ —CN 

ESI+; 442 

158 P21 

HN^ 

^^N~N N-A 

Q /-v 
Cp3 

ESI+: 472 

159 P25 

N_^CO2H 
N-V 

0 
1 

Boc 

ES1-: 344 

160 P25 
/—\ ^^/::?%S/C02H 

Boc—N )—N T ESI-; 344 

161 PI 

0 

r^Y0'3 
k/N 

0 
1 

Boc 

ESI+: 572 
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[035] 

Pre Syn Str Dat 

162 P1 

0 

ESI+: 572 *---- 0 	N 	4111  CF3  Boc—N 	, 	 N 

163 P17 

Boc N  
Me 
i 

APCl/ESI+: 586 

N

/  1411)  N 	N 

F3  

164 P21 

HN 	 Me 
IV 	0 

APCl/ESI+: 486 0 N N 

N 
CF3  

165 P165 
EtO 

IlOH ES1+: 155 

166 P166 
Et0.,f1 

Il 	CI 
)1 

ESI+: 173, 175 

167 P167 
----''''-------'  N 

1 
MeON" 	 INI 	

/<
0 

	

0 
 N 	N--\ 

ESI+: 435 

H 	( 	) 
\--N 

H 

[0184] 

WO 2014/199933 111 PCT/JP2014/065181 

[H35] 

Pre 

162 

Syn Str Dat Pre 

162 PI ESI+:572 

163 P17 

B0C^ Me 

V^N N—\ 0 _ 
'°F3 

APCI/ESI+: 586 

164 P21 

HN^I Me 

N—\ o. 
N \_J~'CF3 

APCI/ESI+; 486 

165 P165 ^NJCOH ESI+:155 

166 PI 66 
EtO^N 

\K^c\ ESI+:173, 175 

167 P167 

jCy^HC\ MeO^tr WVNH° 
N—\ H o N—N 

H 

ESI+:435 
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[036] 

Pre Syn Str Dat 

168 P168 Boos.N  

®N -- CO2H H
N  
H 

ESI+: 344 

169 P169 
0 

H 
N 	N 

ESI-: 411 

NH 
. Boc—N 

170 P170 Et.„„N s, 
, 	O 	40 r‘l 
O 

ESI+: 243 

171 P171 ' ' ''''''''''I 	N 

MeC---"N"
,..._ N\ 	,0 401 

 N 

ESI+: 531 

H 	
(N--\ 
 ) 
\--N 

—CF3  
0 

172 P1 
Boc-.N 

.--- N
,___4

0 

ESI+: 508 

	

ill 

 N 	N—\ 

	

H 	( 	) 
\--N 

—CF3  
0 
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[H36] 

Pre Syn Str Dat 
168 P168 Boc\klx\ N > 

N 
| [ />—CO?H 

H 

ESI+: 344 

169 PI 69 
H 9 

Boc—h/ ^k/NH 

ESI-: 411 

170 P170 

0 

ESI+: 243 

171 P171 

MeO P 
N-\ H o —N 

^CF3 
0 

ESI+:531 

172 PI Boc\kl^\ N > 
UvVN 0 iT "Y y-~i 

\^~N N—\ H o \-N 
^~CF3 

0 

ESI+: 508 
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Pre Syn Str Dat 

173 P15 Boc,..N 

NO 

0 N 

ESI+: 510 

H 	(NN 
--\ 

\---N 
—CF3  

0 

174 P20 HN 
N/

._4
0 

ESI+: 410 

40 N 

	N 
H 	( 

H CI 	\--N 
— CF3  

0 

175 P166 Et,,..,?.N.„.  

..-.N  ICI 

ESI+: 157, 159 

176 P1 O  
H 
N 	 CN „ThN  

Br 410 I 	

0  ESI+: 423, 425 

177 P1 

	

Br 	N 	O  401 	 

	

F 	N 	N H Q 

ESI+: 442, 444 

* CN 
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Pre Syn Str Dat 

173 P15 Bocx ,/\ 
N 

if >—f 
N—\ 

H 

\ r* /f~~ CF3 
0 

ESI+: 510 

174 P20 HN^ 

TTH H o HC! N 
^~CF3 

0 

ESI+: 410 

175 P166 

^NJk/CI 
ESI+: 157, 159 

176 PI 
H 9 

fYCN 
Br— 

ESI+: 423, 425 

177 PI BrN<^ N p jT 
H O 

\—^ —CN 

EST+: 442, 444 
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Pre Syn Str Dat 
178 P9 Boc.

N 
N 

F 0 N 	N 

ESI+: 545 

H 	--- 

\—N  • CN 

179 P169 Boc.N ESI+: 432 

N

F  

	0 

0 N N 
H 	( .-- 

\—N 
H 

180 P9 0 H 
N 	N 	 CN 

\ . 

	N 

0  ES1+: 526 

Boc — N 

181 P33 Boc.N  

0 
 N 9 

N
\ 
  F H 	--) 

\—N  

ESI+: 547 

ii CN  
182 P21 HN 

® N> 

ESI+: 447 

F 	H 
N 	

N --) 

\—N  ek CN  
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imsi 

Pre Syn Str Dat 
178 P9 BOC^N"^ 

if Y 
H Q ̂̂

—CN 

ESI+:545 

179 PI 69 Boc-v..,^ N 
kA/vN, P 1X ^ H o N 

H 

ESI+: 432 

180 P9 

N^AN-^ fyCN 

Boc—N* \^ 

ESI+: 526 

181 P33 Boc\. N > 
kA/v-N p IJC p''fg—. H o N /=\ 

^>CN 

ESI+: 547 

182 P21 HN^> 
WyN 0 J" x) f 

F-^^N N-^ H o 
\——CN 

ESI+; 447 
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[039] 

Pre Syn Str Dat 

183 

184 

185 

P33 O  
H 
N CN 

ESI-: 526 

i 
Boc—N 

P30 

P21 

Me 	0 1 
N CN 

ESI+: 542 

Boc—N 

Me 0 
1 
N 	 CN 

ESI+: 442 

I 
HN 

186 P165 Et 	14,,,. 

N
*----,,,,OH 

ESI+: 139 
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[H39] 

Pre Syn Str Dat 
183 

184 

P33 
H 

Boc-

ESI-: 526 183 

184 P30 Me 0 

fyou 
ESI+: 542 

185 P21 Me 0 
^ryCN 

HN^ \—^ '/— 

ESI+: 442 

186 P165 

N"X/OH 
ESI+:139 
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[040] 

Ex St 

1 
MeO 	N N\0 

CF3 

0 N 
H 	(N--) 

N 2TsOH 

2 

Me0 	r 411 

N 
2TsOH CF3  

 3  

HF 
\ ®N 

2HCI 

* 

3 
MeO 

0 
 

4 

Me0 0 
N 

N 0 0 

N 

N 
2HCI CF3  

5 

MeO 
H 
N . CF3  

ii I  N 
Fum 
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[^40] 

Ex Str 

1 

MeO^N 

N—\ H O 
2Ts0H N^>^3 

2 

MeO-y^, rX1^^0 

/N~~^ 

N /=\ 

2TsOH CFs 

3 

0 

X^o^x/oxr0'1 
2HC1 

4 

Meovi a^0 

N /==\ 2HCI ^-O^3 

5 

MeOx 
/=\ |_j Q 

Fum 

[0189] 



WO 2014/199933 
	

117 	 PCT/JP2014/065181 

[ 041 ] 

Ex St 

6 

N 

Me0 

I.1 

0 

F3  

\ S 	N-- 

N 
. 

7 

MeO 
N 

\N—t 

0 

It- 	N 

01  

CF3 
N NH 	N . 

2TsOH 

8 

Me 
N 

\ 
H 	0 
N 

I 	N 
N 	N 

3HCI 

lei 

F3 

N . 

9 

Me0 H 
N . 

3TsOH 

F3  

N 

10 

MeO 
N 

N-- 
N 
H 

0 

N 0 

2TsOH 

N 

CF3 

N.. 	
/—\ 

N 
\----/ 

11 

Me0 
N 

N -- N 

H 

0 

N 0 

3HCI 

N 

F3 r--\ 
N 
\—/ 
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[H41] 

Ex Str 

6 

MeO^N /? 11 A ? \ 

Q ~ 
^—4 h CFg 

7 

MeO, y=u o 
iJ „ rrCFs 

2TsOH 

8 

Me, 
\=H H 0 

rrCF' N )—\_/"N 

3HCI 

9 

O 
MeO\^\ H II ^<>iXAxcrc'' 

3TsOH 

10 "xuj^xAxo"-
H 

2TsOH 

11 "'°Xx,c«I>X"axrc,• 
H 

3HCI 

[0190] 



WO 2014/199933 
	

118 	 PCT/JP2014/065181 

[042] 

Ex Str 

12 Me0 

O 

40 
2TsOH 

I. 	F3  

13 Me0 
® 40 

0 

2HCI 

®
F3 

14 

IS 	N 

MeO 
, 

 
H 
IN1 	0 

N 

0 N N 

2HCI 
* 

CF3 

15 

16 

MeO 

0 

N 0 N  

2TsOH 

N
H  

F 

.1 	3  

N 

MeO 

0 

N 
N 

40 
H 

2HCI 

N 

F 

3  

* 

N 
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[H42] 

Ex Str 

12 

0 

Me0Y^j] f^N 
2TsOH 

13 

0 

rYCFs 

k/k^N^ 2HCI 

14 

MeO-X^ k^kjY^N^ 0 
^ N N—\ 

„ O _ 
V/ CF3 

15 

MeO, 

M i \-n ^Y"CF3 
H 

2TsOH 

16 

MeO. 

O 9 1rrcp3 
H 

2HCI 
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[ 043] 

Ex St 

17 

18 

MeO 

N lei 

2TsOH Me 

001  

CF 

3  

/ 

Me0 

N Me 

3 NO 

CF3 

CF3  

0 Ni 	N-- 

C-N 
2TsOH ip. 

19 

Me0 0 

* 

M c_

14- 

N 
2TsOH * 

20 

Me0 

H 
N 

lei  

F3 N 	/ 

N 
I 

* N 

2TsOH 

21 

N 
. 

MeO 	I  
H 
N
/ 
	0 

l
ei  

CHF2 

N 

2TsOH 	N 
* 
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[H43] 

Ex Str 

17 

MeO. 

Me 2TsOH 

18 

/Me 

MeO^N P 

o —N /=\ 
2Ts0H MQ^CF3 

19 VS fK 
M® {~y 

—N /=\ 
2TsOH N—(^J-CF, 

20 

MeOy 

2TsOH 

21 

ujyxx-jj, 
\^N N—\ o 2TsOH —N /==\ 

—4 /)—CHF2 
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[044] 

Ex St 

22 

Me 
0 H 

N i N 
N 

0  CF3 

— 
N 

N  N 

3HCI 

23 

Me0 io N 
, 

N 

2TsOH 
II CN 

24 

MeO 
H 

• N 

N 
2TsOH * CF3 

25 

MeO 	N 0 

N 
2TsOH 

\ 110 N 
H 

1110CF3   

26 

..- 
Me0 

H 
N 0 

N 

0 N 
F 

2TsOH 

N 

• 
CF3  
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[H44] 

Ex Str 

22 

Me. 

V ^ ^CF= 
N )— 

3HCI 

23 

fYXl H 
MeO^N P 

2TsOH N /=\ 
—(\ /)—CN 

V V 

24 

jTTll H o MeO^N ') /P 
N"—"\ o —N rz=\ 

2TsOH N—\^~~CF3 

25 

MeO-^CP^ P 
2TsOH H ( ) 

—N /==\ 
^4 M—CF3 

26 

JTYY1 H 
MeO^N P 

Y^-N N-x 
F O* s—fSj /=\ 

2TsOH ^^ #—CF3 
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[045] 

Ex Str 

27 

MeON 

F 

N  
H 

• N 

2TsOH 
CF3 

 

28 

MeO 
H 
N 

41, 
CF3 

N 

3TsOH 

29 

Me0 N 

CF3  

/ 
N 	N 

3TsOH 

30 

Me0 	 LN N 
H 

CF3  

/ 
N 

2TsOH 

31 

MeON 

0 
 

N 

Me 
0 

CF3  
2TsOH 

\ 
H 

II 
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[H45] 

Ex Str 

27 o 
2TS0H N^>CF3 

28 
tt0iravH° U^L o 3TsOH ^—N /=\ 

29 

irn H 
MeO-^N 

N-X 

3TsOH —N /=\ 
N CF3 

30 

rvn H MeO^N [YV^0 

N-A 

2TsOH Nv_y=\ _ 
^L_/~CF3 

31 

rm Me 
MeO^N 

N—\ H o 2TsOH H /=\ _ °F3 
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[046] 

Ex t  S 

32 

Me0 Me 	0 

N aim 
NWI  

CF3 
/  

N 411 I Fum 

33 

Me0 	1( \ 
	0 

F, 
- 

2TsOH 

lei N 	N 

Me  c_isi  

. 

34 

N. 
-- 

MeO 

N Me 

0 \ 0 

CF3 

2TsOH 
I 	

N 

Me 	k, 
" 
* 

35 

Me0 

N  

N \ 

CF3 

2TsOH 

* 

36 

Me° --N 

CF3 

N / 

2TsOH 

. 
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[H46] 

Ex Str 

32 

MeOv ,, \ Me Q 

Fum 

33 

MeO-^N P 
fs!—v. 

2TsOH Me \_J —N /=\ 

cp3 

34 

Me 

MeO-^N 

N—> 
2TsOH Me \ ) 

> |SJ r— 

CFs 

35 

xm 
MeO^N P 

N—v. 

2TsOH \ 
—4 n—CF3 

36 

rj^V^NY 
MeO^N P 

I /) H 

VN^N-V o 2TsOH \-N /=\ 

\_#"CF3 > f 
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[047] 

Ex Str 

37 

NMe0 
IP 

2TsOH 
N,  

N  

II 

38 

.- 
Me0 

N 
0 

2TsOH 

0 N
I 

 

CF3  

N 

N 
lik 

F 

39 

MeO 	N 

N 
0 

2TsOH 

0/0 

CF3 

N 	N 

N 

* 

40 

MeO 	N 
0 

2TsOH 

N 

CF3 

0 

* 
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[H47] 

Ex Str 

37 
|Sj—v 

2TsOH \ ) 
fS| / \ 

F 

38 

MeO^N ^YVNJ l[ A v \ 
|S| N"~\ 

2TsOH \_N' ^ 

F 

39 

MeoXY C^ry/ 
N—v 

2TsOH V_N /= 
^\J-<0F3 

40 

fY>r^ 
MeO-^fT L^YYY^° 

\^0 N—V 

2TsOH V_^ 
N—\_/~Cf3 
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[048] 

Ex Str ... 

41 

S..._/ 14  
II H 

N O  

0 N 

I>--4 
N-N  
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CF3  

42 

Me 
I 
N 	N 

N 	I 
\ 

Me 

H 
N 	0 

N 2TsOH 

N N 

CF3  
. 

43 

N 

Me0 \ 0 
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N 	N 
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3TsOH 
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Me0 	N i \ I 

3TsOH 

NN 

Me 

* CF3 
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[H48] 

Ex Str 

41 

[>—4s TrT H 

N—\ o 2TsOH N /=\ 
H_>CF3 

42 

Me 

1frT^iCn!«0 
\^-N N—v 

2TsOH V.i _ N /=\ K>CF= 

43 

XYX\ 
MeCT^N P 

NV^N N-V 
H < > 

3TsOH N /=v 
H/"CF3 

44 

|TQ 
MeO^N f° 

N—V 

3TsOH Me V_N 

Cp3 
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Ex Str 

45 

Me0 

CHF2  
2TsOH 

\ 01  N 
Me 

* 

46 
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7
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Me0 	N 
0 
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N N 
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0 
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4. 

48 

MeO 
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1 

2TsOH 	Me 
* 
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[H49] 

Ex Str 

45 

ry^ncx 
MeO-^N 

2TsOH Me W 
1 M i\| j 

X—\_/~CHF2 

46 N—v 

2TsOH Me \_N' /=% 

HJ~"CHF2 

47 

[fV^O 
Me^lC l^YYV-<0 

kc?^N N-v 

2TsOH Le ^.N> 

HJ~CHF2 

48 

MeO^N \° 

^^N N—*. 
2TsOH Me \_ ) x—N /=\ 

^>CN 
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Ex Str 
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Ex Str 

49 

0 MeO^N //u 

^/^N N—v 
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MeO^N 

W*N"N N-A 
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Ex Syn Dat 

ESI+: 593; 
NMR1: 1.98-2.21 (4H, m), 2.38 (6H, s), 2.99-3.09 (1H, m), 3.12-3.27 
(2H, m), 3.27-3.58 (8H, m), 3.59-3.68 (2H, m), 3.95 (3H, s), 4.36 (2H, 

1 El s), 4.39-4.51 (211, m), 6.86-6.92 (11-1, m), 7.19-7.24 (4.11, m), 7.25-7.30 
(1H, m), 7.54-7.65 (2H, m), 7.68-7.83 (8H, m), 7.85 (1H, dd, J = 2.8, 
8.4 Hz), 8.31 (1H, d, J = 2.0 Hz); 
20 (°) = 6.5, 10.1, 15.2, 16.2, 18.6, 19.6, 20.1, 20.8, 23.3, 25.8 

2 E2 ESI+: 592 
3 E3 ESI+: 592 
4 E4 ESI+: 591 
5 E5 ES1+: 592 
6 E6 ESI+: 610 

ESI+: 594; 
NMRI: 2.01-2.22 (41-1, m), 2.35 (6H, s), 3.01-3.11 (1H, m), 3.20-3.80 
(12H, m), 4.02 (3H, s), 4.47 (2H, s), 4.52 (2H, s), 7.18-7.25 (4H, m), 

7 E7 7.31 (1H, dd, J = 1.6, 8.6 Hz), 7.55-7.59 (1H, m), 7.64 (1H, d, J = 8.5 
Hz), 7.67-7.73 (4H, m), 7.75-7.78 (2H, m), 7.78-7.84 (2H, m), 
8.31-8.35 (2H, m); 
20 (°) = 6.2, 6.7, 13.3, 15.2, 16.4, 19.0, 20.5, 20.9, 22.6, 24.8 
ESI+: 578; 

8 E8 
NMRI: 2.06-2.29 (4H, m), 2.62 (3H, s), 3.06-3.95 (13H, m), 4.54 (2H, 
s), 4.57 (2H, s), 7.40 (1H, dd, J = 1.6, 8.6 Hz), 7.59-7.65 (1H, m), 7.70 
(1H, d, J = 8.6 Hz), 7.78-7.88 (411, m), 8.62-8.71 (2II, m) 

9 El ESI+: 593 
10 El ESI+: 594 
11 E3 ESI+: 593 
12 E 1 ESI+: 605 
13 E3 ESI+: 604 

ESI+: 592; 
NMR1: 2.01-2.22 (411, m), 3.03-3.23 (3H, m), 3.26-3.70 (10H, m), 

14 E3 3.84 (3H. s), 4.31 (2H, s), 4.52-4.57 (2H, m), 7.03-7.07 (2H, m), 7.38 
(1H, dd, J = 1.6, 8.8 Hz), 7.48-7.52 (2H, m), 7.59-7.63 (1H, m), 7.69 
(11-1, d, J = 8.4 Hz), 7.80-7.86 (4H, m) 

15 El ESI+: 592 
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Ex. Syn Dat 
ESI+: 593; 
NMRl: 1.98-2.21 (4H, m), 2.38 (6H, s), 2.99-3,09 (1H, m), 3.12-3.27 
(2H, m), 3.27-3,58 (SH, m), 3,59-3.68 (2H, in), 3.95 (3H, s), 4.36 (2H, 

1 El s), 4.39-4.51 (2H, m), 6.86-6.92 (1H, m), 7.19-7.24 (4H, m), 7.25-7.30 
(1H, m), 7.54-7.65 (2H, m), 7.68-7.83 (8H, m), 7.85 (1H, dd, J - 2.8, 
8.4 Hz), 8.31 (1H, d, J = 2.0 Hz); 
29 (°) = 6.5, 10.1, 15.2, 16.2, 18.6, 19.6, 20.1, 20.8, 23.3, 25.8 

2 E2 ESI+ 592 
"> 
3 E3 ESI+ 592 
4 E4 ESI+ 591 
5 E5 ESI+ 592 
6 E6 ESI+ 610 

ESI+ 594: 
NMRl: 2.01-2.22 (4H, m), 2.35 (6H, s), 3.01-3.11 (1H, m), 3.20-3.80 
(12H, m), 4.02 (3H, s), 4.47 (2H, s), 4.52 (2H, s), 7.18-7.25 (4H, m), 

7 E7 7.31 (1H, dd, J = 1.6, 8.6 Hz), 7.55-7.59 (1H, m), 7.64 (1H, d, J = 8.5 
Hz), 7.67-7.73 (4H, m), 7.75-7.78 (2H, m), 7.78-7.84 (2H, m). 
8.31-8.35 (2H, m); 
20 (°) = 6.2, 6.7, 13.3, 15.2, 16.4, 19.0, 20.5, 20.9, 22,6, 24.8 
ESI+: 578; 

8 E8 
NMRl: 2.06-2.29 (4H, m), 2.62 (3H, s), 3.06-3.95 (13H, m), 4.54 (2H, 

8 E8 
s), 4,57 (2H, s), 7.40 (1H, dd, J = 1.6, 8.6 Hz), 7.59-7.65 (1H, m), 7.70 
(1H, d, J = 8.6 Hz), 7.78-7.88 (411, m), 8.62-8.71 (211, m) 

9 El ESI+ 593 
10 El ESI+ 594 
11 E3 ESI+ 593 
12 El ESI+ 605 
13 E3 ESI- 604 

ESI+ 592; 
NMRl: 2.01-2.22 (4H, m), 3.03-3.23 (3H, m), 3.26-3,70 (10H, m), 

14 E3 3.84 (3H. s), 4.31 (2H, s), 4,52-4.57 (2H, m), 7.03-7.07 (2H, m), 7.38 
(1H, dd, J = 1.6, 8.8 Hz), 7,48-7.52 (2H, m), 7.59-7.63 (1H, m), 7.69 
(1H, d, J = 8.4 Hz), 7.80-7.86 (4H, m) 

15 El ESI+: 592 
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Ex Syn Dat 

16 E3 ESI+: 591 

17 El ESI+: 606 

ESI+: 607; 

NMR1: 	2.00-2.23 	(4H, m), 	2.36 	(61-1, 	s), 	3.03-3.14 	(111, 	m), 

18 El 
3.15-3.26 (2H, m), 3.27-3.78 (10II, m), 3.95 (3H, s), 3.96 (3H, s), 4.36 
(211, s), 4.48 (2H, s), 6.88-6.93 (1H, m), 7.19-7.25 (4H, m), 7.28 (1H, 

dd, J = 1.5, 8.6 Hz), 7.49-7.54 (111, m), 7.65-7.83 (9H, m), 7.85 (IH, 

dd, J = 2.5, 8.7 Hz), 8.31 (IH, d, J = 2.4 Hz) 

ESI+: 607; 

NMR1: 	1.95-2.21 	(4H, m), 	2.36 	(6H, 	s), 	3.00-3.11 	(111, 	m), 

19 El 
3.14-3.25 (2H, m), 3.25-3.74 (10H, m), 3.93-3.98 (6H, m), 4.35 (2H, 
s), 4.52 (211, s), 6.89-6.93 (1H, m), 7.19-7.25 (4H, m), 7.38 (1H, dd, J 

= 1.4, 8.7 Hz), 7.58-7.63 (2H, m), 7.67-7.73 (411, m), 7.73-7.83 (4H, 
m), 7.85 (1H, dd, J = 2.5, 8.7 Hz), 8.31 (1H, d, J = 2.4 Hz) 

20 El ESI+: 591 

21 El ESI+: 575 

22 E3 ESI+: 577 

ESI+: 550; 
NMR1: 1.96-2.11 (2H, m), 2.11-2.20 (2H, m), 2.35 (6H, s), 2.99-3.10 

23 El 
(1H, m), 3.11-3.25 (2H, m), 3.30-3.74 (10H, m), 3.96 (3H, s), 4.35 
(2H, s), 4.50 (2H, s), 6.88-6.93 (1H, in), 7.17-7.25 (4H, m), 7.29 (1H, 

dd, J = 1.6, 8.6 Hz), 7.53-7.58 (IH, in), 7.63 (111, d, J = 8.6 Hz), 
7.67-7.77 (6H, m), 7.81-7.90 (3H, m), 8.31 (111, d, J = 2.2 Hz) 

24 El ESI+: 611 

25 El ESI+: 592 

26 El ESI+: 611 

27 El ESI+: 611 

28 El ESI+: 594 

29 El ES1+: 594 

30 El ESI+: 594 

31 El ESI+: 606 

. 	32 E5 ESI+: 606 

33 El ESI+: 606 

34 El ESI+: 620 
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Ex Syn Dat 
16 E3 ESI+ : 591 
17 El ESI+ : 606 

ESI+ : 607; 
NMRl: 2.00-2.23 (4H, m), 2.36 (6H, s), 3.03-3.14 (IH, m), 

18 El 
3.15-3.26 (211, m), 3.27-3.78 (TOIL m), 3.95 (311, s), 3.96 (3H, s), 4.36 

18 El 
(2H, s), 4.48 (2H, s), 6.88-6.93 (1H, m), 7.19-7.25 (4H, m), 7.28 (IH, 
dd, J = 1.5, 8.6 Hz), 7.49-7.54 (IH, m), 7.65-7.83 (9H, m), 7.85 (IH, 
dd, J = 2.5, 8.7 Hz), 8.31 (IH, d, J = 2.4 Hz) 
ESI+ 607; 
NMR1: 1.95-2.21 (4H, m), 2.36 (6H, s), 3.00-3.11 (ill. m). 

19 El 
3.14-3.25 (211. m), 3.25-3,74 (10H, m), 3.93-3.98 (6H, m), 4.35 (2H, 

19 El 
s), 4.52 (2H, s), 6.89-6.93 (IH, m), 7.19-7.25 (4H, m), 7.38 (1H, dd, I 
= 1.4, 8.7 Hz), 7.58-7.63 (2H, m), 7.67-7.73 (4H, m), 7.73-7.83 (4H, 
m), 7.85 (HI, dd, J = 2.5, 8.7 Hz), 8.31 (IH, d, J = 2.4 Hz) 

20 El ESI+ 591 
21 El ESI+ 575 
22 E3 ESI+ 577 

ESI+ 550; . 
NMRl: 1.96-2.11 (2H, m), 2.11-2.20 (2H, m), 2.35 (6H, s), 2.99-3.10 

23 El 
(IH, m), 3.11-3.25 (2H, m), 3.30-3.74 (10H, m), 3.96 (3H, s), 4.35 

23 El 
(2H, s), 4.50 (2H, s), 6.88-6.93 (IH, m), 7,17-7.25 (4H, m), 7.29 (IH, 
dd, J = 1,6, 8.6 Hz), 7.53-7.58 (IH, m), 7,63 (IH, d, J = 8.6 Hz), 
7.67-7.77 (6H, m), 7.81-7.90 (3H, m), 8.31 (IH, d, J = 2.2 Hz) 

24 El ESI+ 611 
25 El ESI+ 592 
26 El ESI+ 611 
27 El ESI+ 611 
28 El ESI+ 594 
29 El ES1+ 594 
30 El ESI+ 594 
31 El ESI+ 606 
32 E5 ESI+ 606 
33 El ESI+ 606 
34 El ESI+: 620 
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Ex Syn Dat 

ESI+: 593; 
NMRI: 1.94-2.08 (2H, m), 2.14-2.22 (21-1, m), 2.35 (6H, s), 2.92-3.03 

35 El 
(1H, m), 3.07-3.51 (10H, m), 3.58-3.68 (2H, m), 3.95 (3H, s), 4.35 
(2H, s), 4.41 (2H, s), 6.86-6.91 (1H, m), 7.20-7.24 (4H, m), 7.37-7.42 
(1H, m), 7.57 (1H, d, J = 9.6 Hz), 7.67-7.81 (8H, m), 7.84 (111, dd, J = 
2.4, 8.8 Hz), 8.26-8.34 (2H, m), 8.41 (1H, s) 
ESI+: 593; 
NMR1: 1.93-2.07 (2H, m), 2.18-2.26 (2H, m), 2.36 (6H, s), 3.00-3.09 

36 E36 
(1H, m), 3.11-3.52 (IOH, m), 3.62-3.68 (2H, m), 3.95 (3H, s), 4.36 
(2H, s), 4.47 (2H, s), 6.88-6.91 (1H, m), 7.03-7.07 (1H, m), 7.21-7.25 
(4H, m), 7.46-7.51 (1H, m), 7.67-7.86 (911, m), 8.29-8.34 (211, m), 
8.49 (1H, d, J = 7.2 Hz) 
ESI+: 605; 
NMR1: 1.96-2.11 (2H, m), 2.12-2.23 (2H, m), 2.35 (6H, s), 2.98-3.10 
(11I, m), 3.14-3.25 (211, m), 3.25-3.80 (IOH, m), 3.96 (3H, s), 4.35 

37 El (2H, s), 4.44 (2H, s), 6.88-6.93 (1H, m), 7.18-7.25 (4H, m), 7.27 (1H, 
dd, J = 1.5, 8.5 Hz), 7.31-7.39 (2H, m), 7.44 (1H, d, J = 1.5 Hz), 
7.52-7.57 (1H, m), 7.62 (1H, d, J = 8.5 Hz), 7.67-7.74 (4H, m), 7.85 
(1H, dd, J = 2.5, 8.7 Hz), 8.31 (1H, d, J = 2.2 Hz) 
ESI+: 611; 
NMRI: 1.98-2.21 (4H, m), 2.35 (6H, s), 2.99-3.10 (1H, m), 3.14-3.25 

38 El 
(2H, m), 3.25-3.75 (10H, m), 3.96 (3H, s), 4.35 (2H, s), 4.59 (2H, s), 
6.89-6.94 (1H, m), 7.18-7.25 (4H, m), 7.30 (11-1, dd, J = 1.6, 8.6 Hz), 
7.55-7.59 (111, m), 7.61-7.75 (7H, m), 7.82-7.91 (21-1, m), 8.32 (I H, d, 
J= 2.3 Hz) 

39 El ESI+: 594 
40 _ El ESI+: 594 
41 E7 ESI+: 610 
42 El ESI+: 580 
43 El ESI+: 593 

[0208] 
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Ex Syn Dat 

35 El 

ESI+: 593; 
NMRl: 1.94-2.08 (2R m), 2.14-2.22 (2R m), 2.35 (6H, s), 2.92-3.03 
(IH, m). 3.07-3.51 (10H, m), 3.58-3.68 (2H, m), 3.95 (3H, s), 4.35 
(2H, s), 4.41 (2H, s), 6.86-6.91 (IR m), 7.20-7.24 (4H, m), 7.37-7.42 
(IR m), 7.57 (IR d, J = 9.6 Hz), 7.67-7.81 (811, m), 7.84 (111, dd, J = 
2.4, 8.8 Hz), 8.26-8.34 (211. m), 8.41 (IH, s) 

36 E36 

ESI+: 593; 
NMRl: 1,93-2.07 (2H, m), 2.18-2.26 (2H, m), 2.36 (6H, s), 3.00-3.09 
(IH, m), 3.11-3.52 (10H, m), 3.62-3.68 (2H, mi. 3.95 (3H, s), 4.36 
(2H, s), 4.47 (2H, s), 6,88-6.91 (IH, m), 7,03-7.07 (IH, m), 7.21-7.25 
(411, m), 7.46-7.51 (IH, m), 7.67-7.86 (9H, m), 8.29-8.34 (2H, m), 
8.49 (IH, d, J = 7.2 Hz) 

37 El 

ESH-: 605; 
NMRl: 1.96-2.11 (2H, m), 2.12-2.23 (2H, m), 2.35 (6H, s), 2.98-3.10 
(111, m), 3.14-3.25 (211, m), 3.25-3.80 (10H, m), 3.96 (3R s), 4.35 
(2H, s), 4.44 (2H, s), 6.88-6.93 (IH, m), 7.18-7,25 (4H, m), 7,27 (IH, 
dd, J = 1.5, 8.5 Hz), 7.31-7.39 (2R m), 7.44 (IH, d, J = 1.5 Hz), 
7.52-7.57 (IH, m), 7.62 (IH, d, J = 8.5 Hz), 7.67-7.74 (4H, m), 7.85 
(IH, dd, J = 2.5, 8.7 Hz), 8.31 (IH, d, J = 2.2 Hz) 

38 El 

ESI+: 611: 
NMRl: 1.98-2.21 (4H, m), 2.35 (6H, s), 2.99-3.10 (IH, m), 3.14-3.25 
(2R m), 3.25-3.75 (10H, m), 3.96 (3R s), 4.35 (2H, s), 4.59 (2H, s), 
6.89-6.94 (IH, m), 7.18-7.25 (4R m), 7.30 (IH, dd, J = 1.6, 8.6 Hz), 
7.55-7.59 (111, m), 7.61-7.75 (714, m), 7.82-7.91 (211, m), 8.32 (111, d, 
J = 2.3 Hz) 

39 El ESI+ 594 
40 El ESI+ 594 
41 E7 ESI+ 610 
42 El ESI+: 580 
43 El ESI+:593 
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Ex Syn Dat 

ESI+: 607;  
NMR1: 2.15-2.37 (4H, m), 2.36 (9H, s), 3.17-3.62 (11H, m), 3.63-3.73 

44 El 
(211, m), 3.95 (311, s), 4.04 (311, s). 4.37 (21-1, s), 4.48 (2H, s), 6.87 

(1H, d, J = 8.6 Hz), 7.16 (1H, s), 7.20-7.25 (6H, m), 7.66-7.79 (10H, 

m), 7.85 (1H, dd, J = 2.5, 8.6 Hz), 8.11 (1H, s), 8.31 (1H, d, J = 2.5 
Hz), 9.23 (1H, s) 

45 El EST-E.: 588 

46 E7 ESI+: 589 

47 E7 ESI+: 573 

48 El ESI+: 563 

ESI+: 593; 
NMR1: 1.91-2.06 (2H, m), 2.06-2.25 (2H, m), 2.36 (6H, s), 2.91-3.04 

49 El 
(1H, m), 3.11-3.72 (1211, m), 3.95 (3H, s), 4.35 (2H, s), 4.47 (2H, s), 
6.86-6.98 (311, m), 7.19-7.25 (4H, m), 7.53-7.57 (1H, m), 7.67-7.82 

(8H, m), 7.84 (IH, dd, J = 2.5, 8.7 Hz), 8.30 (111, d, J = 2.4 Hz), 8.50 
(1H, d, J = 7.3 Hz) 	 . 
ESI+: 594; 
NMR1: 1.94-2.09 (21I, m), 2.09-2.25 (211, m), 2.36 (6H, s), 2.94-3.09 

50 E7 (1H, m), 3.09-3.84 (1211, m), 4.02 (3H, s), 4.34-4.58 (4H, m), 

6.89-6.99 (211, m), 7.18-7.27 (4H, m), 7.53-7.60 (111, m), 7.66-7.86 

(8H, m), 8.29-8.37 (2H, m), 8.51 (1H, d, J = 7.3 Hz) 

51 E7 ESI+: 578 

52 E5 ESI+: 610 

53 El ESI+: 607 

54 E7 ES1+: 608 

55 P21, El ESI+: 593 

56 P21, E7 ESI+: 608 

ESI+: 593; 

NMR1: 2.36 (6H, s), 2.40-2.58 (4H, m), 3.19-3.77 (1211, m), 3.98 (311, 
57 P21, El s), 4.34-4.57 (411, m), 4.86-4.97 (111, m), 6.93-7.01 (1H, m), 7.19-7.26 

(4H, m), 7.34-7.42 (1H, m), 7.66-7.81 (9H, m), 7.89-7.99 (2H, m), 
8.35 (1H, d, J = 2.3 Hz), 8.46 (111, s) 

[0209] 
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[^60] 

Ex Syn Dat 
ESI+: 607; 
NMRl: 2,15-2.37 (4H, m), 2.36 (9H, s), 3.17-3.62 (11H, m), 3.63-3.73 

44 El 
(2H, m), 3.95 (311, s), 4.04 (311, s), 4.37 (2H, s), 4.48 (2H, s), 6.87 

44 El 
(IH, d, J = 8.6 Hz), 7,16 (IH, s), 7.20-7.25 (6H, m), 7.66-7.79 (10H, 
m), 7.85 (IH, dd, J = 2.5, 8.6 Hz), 8.11 (IH, s), 8.31 (IH, d, J = 2,5 
Hz), 9.23 (IH, s) 

45 El ESI+: 588 
46 E7 ESI+: 589 
47 E7 ESI+: 573 
48 El ESI+: 563 

ESI+: 593; 
NMRl: 1.91-2.06 (2H, m), 2.06-2.25 (2H, m), 2.36 (6H, s), 2.91-3.04 

49 El 
(IH, m), 3.11-3.72 (12H, m), 3.95 (3H, s), 4.35 (2H, s), 4.47 (2H, s), 

49 El 
6.86-6.98 (311, m), 7.19-7.25 (411, m), 7.53-7.57 (IH, m), 7.67-7.82 
(8H, m), 7.84 (IH, dd, J = 2.5, 8.7 Hz), 8.30 (IH, d, J = 2.4 Hz), 8.50 
(1H, d, J = 7.3 Hz) 
ESI+: 594; 
NMRl: 1.94-2.09 (211, in), 2.09-2.25 (211, m), 2.36 (611, s), 2.94-3.09 

50 E7 (IH, m), 3.09-3.84 (12H, m), 4.02 (3H, s), 4.34-4.58 (4H, m), 
6.89-6.99 (2H, m), 7.18-7.27 (4H, m), 7.53-7.60 (IH, m), 7.66-7.86 
(8H, m), 8.29-8.37 (2H, m), 8.51 (IH, d, J = 7.3 Hz) 

51 E7 ESI+:578 
52 E5 ESI+: 610 
53 El ESI+:607 
54 E7 ES1+: 608 
55 P21. El ESI+: 593 
56 P21. E7 ESI+: 608 

ES1+:593; 
NMRl: 2.36 (6H, s), 2.40-2.58 (4H, m), 3.19-3.77 (12H, m), 3.98 (3H, 

57 P21, El s), 4.34-4.57 (4H, m), 4.86-4.97 (HI, m), 6,93-7.01 (111, m), 7.19-7.26 
(4H, m), 7.34-7.42 (IH, m), 7.66-7.81 (9H, m), 7.89-7.99 (2H, m), 
8.35 (IH, d, J = 2.3 Hz), 8.46 (IH, s) 

[0209] 
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[061 ] 

Ex Syn Dat 

ESI+: 608; 
NMR1: 1.42 (3H, t, J = 7.1 Hz), 2.36 (6H, s), 2.39-2.73 (4H, m), 

58 P21, E7 3.18-3.85 (12H, m), 4.41-4.53 (6H, m), 4.87-4.98 (1H, m), 7.19-7.25 
(411, m), 7.36-7.44 (1H, m), 7.67-7.81 (9H, m), 7.92-7.98 (1H, m), 
8.28-8.33 (2H, m), 8.43-8.57 (IH, m) 

59 E59 ESI+: 559 
60 E3 ES1+: 631 
61 E3 ESI+: 596 
62 E7 ESI+: 548 
63 E3 ES1+: 606 
64 E8 ESI+: 592 
65 E7 ESI+: 562 
66 E7 ESI+: 578 

NMR2: 1.38 (3H, t, J = 7.1 Hz), 1.85-2.06 (4H, m), 2.29 (6H, s), 
2.83-2.95 (1H, m), 3.06-3.70 (12H, m), 3.76 (3H, s), 4.34-4.67 (4H, 
m), 4.41 (2H, q, J = 7.1 Hz), 6.61-6.82 (111, m), 7.06-7.13 (4H, m), 
7.13-7.18 (1H, m), 7.38-7.43 (111, m), 7.44-7.55 (51-I, m), 7.61-7.80 
(2H, m), 7.85-8.09 (2H, m), 8.39 (1H, d, J = 1.3 Hz), 8.42 (1H, d, J = 
1.3 Hz), 9.66-9.79 (1H, m), 9.86-10.19 (I H, m) 

67 E7 ESI+: 583 
68 E7 ESI+: 567 
69 E7 ESI+: 578 

NMR2: 1.38 (3H, t, J = 7.0 Hz), 1.89-2.10 (4H, m), 2.29 (6H, s), 
2.88-3.00 (1H, m), 3.02-3.69 (1211, m), 3.76 (3H, s), 4.26-4.63 (4H, 
m), 4.41 (2H, q, J = 7.1 Hz), 6.61-6.79 (1H, m), 6.96-7.03 (1H, m), 
7.06-7.14 (4H, m), 7.32 (1H, s), 7.44-7.51 (4H, m), 7.57 (1H, d, J = 
8.3 Hz), 7.62-7.81 (21-1, m), 7.85-8.10 (211, m), 8.39 (11-1, d, J = 1.2 
Hz), 8.42 (1H, d, J = 1.2 Hz), 9.67-9.81 (1H, m), 9.89-10.16 (1H, m); 
20 (°) = 	3.6, 7.2, 10.9. 16.1, 16.7, 17.2, 19.2, 20.9, 22.8, 26.6 

70 E7 ESI+: 592 
71 E59 ESI+: 555 
72 E59 ESI+: 583 
73 E59 ESI+: 609 
74 E59 ESI+: 553 
75 E59 ESI+: 567 

[0210] 
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[H61] 

Ex Syn Dat 
ESI+ : 608; 
NMR1: 1.42 (3H, t, J = 7.1 Hz), 2.36 (6H, s), 2.39-2.73 (4H, m), 

58 P21, E7 3.18-3.85 (12H, m), 4.41-4.53 (6H, m), 4.87-4.98 (IH, m), 7.19-7.25 
(4H, m), 7.36-7.44 (IH, m), 7.67-7.81 (9H, m), 7.92-7.98 (IH, m), 
8,28-8.33 (2H, m), 8.43-8.57 (IH, m) 

59 E59 ESI+ 559 
60 E3 ES1+ 631 
61 E3 ESI+ 596 
62 E7 ESI+ 548 
63 E3 ES1+ 606 
64 E8 ESI+ 592 
65 E7 ESI+ 562 
66 E7 ESI+ 578 

NMR2: 1.38 (3H, U J - 7.1 Hz), 1.85-2.06 (4H, im. 2.29 (6H, s), 
2.83-2.95 (IH, m), 3.06-3.70 (12H, m), 3,76 (3H, s), 4.34-4.67 (4H, 
m), 4.41 (2H, q, J = 7.1 Hz), 6.61-6.82 (IH, in), 7.06-7.13 (4H, m), 
7.13-7.18 (IH, m), 7.38-7.43 (IH, m), 7.44-7.55 (511, m), 7.61-7.80 
(2H, m), 7.85-8.09 (2H, m), 8.39 (IH, d, J = 1,3 Hz), 8,42 (IH, d, J = 
1.3 Hz), 9.66-9.79 (IH, m), 9.86-10.19 (IH, in) 

67 E7 ESI+ 583 
68 E7 ESI+ 567 
69 E7 ESI+ 578 

NMR2: 1.38 (3H, t, J = 7.0 Hz), 1.89-2.10 (4H, m), 2.29 (6H, s), 
2.88-3.00 (IH, m), 3.02-3.69 (12H, m), 3.76 (3H, s), 4.26-4.63 (4H, 
m), 4.41 (2H, q, J = 7.1 Hz), 6.61-6.79 (IH, m), 6.96-7.03 (IH, m), 
7,06-7.14 (4H, m), 7,32 (IH, s), 7,44-7,51 (4H, m), 7.57 (IH, d, J = 
8.3 Hz), 7.62-7.81 (211, m), 7.85-8.10 (211, m), 8.39 (111, d, J = 1.2 
Hz), 8.42 (IH, d, J = 1.2 Hz), 9.67-9.81 (IH, m), 9.89-10.16 (IH, m); 
20 (°) = 3.6, 7.2, 10.9. 16.1, 16.7, 17.2, 19.2, 20.9, 22.8, 26.6 

70 E7 ESI+ 592 
71 E59 ESI+ 555 
72 E59 ESI+ 583 
73 E59 ESI+ 609 
74 E59 ESI+ 553 
75 E59 ESI+ 567 

[0210] 
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[62] 

Ex Syn Dat 

76 E59 ESI+: 565 

77 El. ESI+: 588 

78 E7 ESI+: 647 

79 E7 ESI+: 564 

NMR2: 1.84-2.07 (4H, m), 2.29 (6H, s), 2.82-2.94 (1H, m), 3.08-3.68 

(12H, m), 3.75 (3H, s), 3.97 (3H, s), 4.21-4.66 (4H, m), 6.57-6.80 (1H, 

m), 	7.06-7.13 	(411, 	m), 	7.12-7.19 	(11-I, 	m), 	7.37-7.43 	(1H, 	m), 

7.44-7.54 (5H, m), 7.58-7.79 (2H, m), 7.84-8.10 (2H, m), 8.41 (1H, d, 
J = 1.2Hz), 8.46 (1H, d, J = 1.3Hz), 9.64-9.83 (1H, m), 9.87-10.16 

(11-1, m); 

20 (°) 	= 	7.5, 9.8, 13.2, 14.7, 15.6, 16.9, 18.8, 19.5, 20.0, 22.6 

ggioulE111:1-ggilt 

[0211] 	*RIEI)J0)4 ( I ) O'fbatttxtt - oiratt, aTt-SComplex IITAMEIIRTfAM 

PK5t'Itibi/F111 	L. Ka, -it:MCT4eRIR, L -C Otswita, L 9 bt.IMCT4 

eRIR, 1_, -C 01-SOPIK3CAO_ArkilltKaV8*Ali Lli -C t1 	Sao 
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[H62] 

Ex Syn Dal 
76 E59 ESI+:565 
77 El ESI+: 588 
78 E7 ESI+: 647 
79 E7 ESI+: 564 

NMR2: 1.84-2.07 (4H, m), 2.29 (6H, s), 2.82-2.94 (IH, m), 3.08-3.68 
(12H. m), 3.75 (3H, s), 3.97 (3H, s), 4.21-4,66 (4H, m), 6.57-6.80 (IH, 
m), 7.06-7.13 (4H, m), 7.12-7,19 (111, m), 7,37-7.43 (1H, m), 
7.44-7.54 (5H, m), 7.58-7.79 (2H, m), 7.84-8.10 (2H, m), 8.41 (IH, d. 
J = 1.21 Iz). 8.46 (1IT, d, I = 1.3Hz), 9.64-9.83 (IH, m), 9.87-10.16 
(IH, m); 
20 (°) = 7.5, 9,8, 13.2, 14.7, 15,6, 16.9, 18.8, 19.5, 20.0, 22.6 

[0211] ( I ) &$?&Complex iPMftffl&tMM 

^CMCT4^IILT^&^?L^ tvt>vMCT4 
i>T^^^PIK3CA^apitt?L^©)^^y 
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