
WO 2014/092061 
	

1 
	

PCT/JP2013/083022 

FIA 	tilli 	2 
RN] ØVI5 : L Y* 	I- -I 	A*.f* 
affiBilif 

[0001] *RHAtt, F-M.Ni-tAlt'l't 	Li, 	g)31-S.P T HeiiNERRTZTZ L. y> 

1-4 >10I4i2t5Aiii0C3L -4-ZEtal,:_r4 -4-Z. 

mal-ok- 

[0002] ITIIJIENXJN*)1.> (P T H) 64„ 	Gq>/4=k,W.A.'744 (G P C R) ---e 

Z P T H 'PAz..'-gi* (PTH 1 R) 	lzela 1,-T, 	Gq>/.5t,Itib--L's-ft 

, - - 0),IiVXAMP (c AMP) /'>/-J---ffAti7--Ki-sE10) 

/...i-s< Lt 1 - D (1): > 	s'J - )1/ffiitt 17--  K (1)5titibt U -L'st- Z „ 	PTH (4, 

14-\'DigligOtgAMEAtz.-.11f1E11 1, -T, 	)3 )1.:> r, A 	(C a) 	,t Z)`') > 	( P i ) 

*)( A- 	!intl-Z*)1.>L1_,-C%-_164-t.--Ck.NZ 	(4P4Icg.  1 ) . 

P T H VC_ cl: zlin* c a M1.1 //l/ODNEtitt, 	(,:-A'fbN, *, 	8 clz Venlie 

oFitv,g 'tz.-..ttrim4oigtsiiNERV,:ct 9 "ff*Dtt,--C k,\ Z 	PTH tt, MOROI -e 

0) C a 0) 	a V 	1Z I li --C , t f2tq 	C a 0) 4 M- 'N 0 43-ff 	tfAIJ T Z . 'V-z_-. , 

RAM:s3o-cz1D5ttMEsz>1)/.4znIA0a -A19,,Dz 

•J__L --e, 5t1t3:1 Ls 	Z > D VC- ct Z Aible. 6 OD C a alinTif_t_t: 	,t4-4-  Z0 

it, 	PTH 6trR4O118- 	li -C rimtvig 6CAMlli803'fb 	7-tif_±:4-  Z .j_. L -e 

, *75\ 60C ah5(±1ZiETZ. 	L'i 41,60 P T H01/FJElltt, 	(,',7„ 	PTH 1 

R•Nomarc_ctzc AM Patiilitc., 7752=JI/K6 	---ffS-3,ttiV 

it 1,t** 1M — -ff C GY.A2.:-g'124: ct Z 5titib 	li --CRTZT Z L 4A_ 6 tt.--C 

0 Z 0 

[0003] L. I-VLS-30-C, 	PTH-TOU [PTH (1 —34) LPTH (1 —84) ]tt 

g)itcg:raffM/FlER 	L. ral.LrNg1.06A-Sts_L'4734-4-zo IRA, 

L I- --e*IJJEllui gts1441.*V18.1*topt,' < urRallYtfilMt-e 	9, main vc_ra 

g'1._Lr-h'-,'st- zALIF -Mt, 	P T HtlAIJOD(7)--eZ0 	P T H2'' 	J6 

J-181* o a tA5-thwiitI*0 1 -D L (7).ts -,'s tt.-c k,\ z (4-ilCMX 2 ) e, 	1 

WO 2014/092061 1 PCT/JP2013/083022 

m m m 

[0001] 

K-r tt zwMnhizmt&o 

[0002] gyWflJ^U^V (PTH) (GPCR) T? 

fcSPTHIS^ (PTH1 R) (Clp-n LTs G ^ 

. 'zvmmvtAMP (CAMP) /^y/^pm^i--^ K&£© 
'>&< 1 K©St^b££i;£i±£o P T H(i 

. ;bJU^A (Ca) tijixf'jy (P i) 

yt LX%WbtlX^Z> (#^£iin ) o 

PTHlCj:£mMCa*lJtl^U©*tfttt, ilcSf^bW. #. &&xfwm^ 
vfrfrtiri^o P T H&, nnsifflWe 

©C a©^PM^{j£jiLT, 4ft^Ca0M^0i;t»Jt^o £fc% 

< y D tr* $ > 

o<hT\ aPM{j£ji(C^-r^0 £ 
fc, p T H&^mmm^*ft-[;-cmmmz®i^mm<Dft4k*fLMT2>zti* 
, ^frb<DCam&%feMtZo ctlf)©PTH0^(iN PTH 1 

R^©I^Ci:£ c AM Pjt££^L/c, 

£:&*** U A--tz C©g#{*(Ci: £St^b£^ LTfgjf 1" £ <h^;i ̂ tlT 

lN-2>0 

[0003] t: h(C£^T, P T H$^y [PTH (1-34) <h P T H (1-84) ]& 

^>0 mi±. 

PTHlSiJ©^fe5o PTHM^y(i#ffi^ 
1 -Dt^^nxi^ (#^£S£2) t\ ^7° 



WO 2014/092061 
	

2 
	

PCT/JP2013/083022 

KZ 	Z tz_-.6, 1.1.1tIR4e/26R-e 	Z 0 - .01::/91), 	P T H#4/fill 	L. 

b\-D4HRIIrligt:A64-e_ZtAIJOAIJi±iei4JJ'Ii-,'Sti.---COZ0 

[0004] ITIIJIMXIiMgeTatt. 	1791.1 119=1XliAb`635;i4-,'S ti.Z P T H ,0)(..cl_dt -4-z 

'EC a ItliftS-3,ttrA P i itaftL, 	- 41.6t:..1413A-4- zfM/7GA-11X -4- Z,f-t41 

ItA;it-eZ. Ali IENXIiMitge-FrIV81* vc_ it, 5t'It32 Es  Z > D tad L C 

a Ad eftE11 --,'S ti.--C 0 Z e. 	P T H VC_ ct ZgArtrAMelab\JS.Otc.6, -Htss.  

3thAe'f'4' 6 ti.-C 0400 	-,S 6t,z, 5t,ItTlEs Z>DIAdtti7.7<i i=1=ic aWfto 

n, 	t. -4-  tc.6, rat1J81*t.c_s-3(1zT413$,V, ,)0D_ErhefiVVSti.--COZ 

0  Z.: 41, 6 On 'MA .1174A-4--  Z tz_-.6, *Ac:-.14t,-cpTH,Tadlz,tZ4,1# 

V8ReifE6641.-ck,\ze, +3i-st3`th•fgzi-c./956z, 	1 19M,kli101.11I 

IR4Abt>1WDittigrligtSIR4eM(7).641.---COZ (4P4ICMX 3) . L 

it e -D ---c ElliFmtimmitge-Falm.c 80-ct, 	P T HafiNEll 	L. b\-D ,4- 

RIM VC-#R4-e 	ZtAIJOA11±,e13 	ti.--C 0 Z 0 

Oft, **„:,:M±MZrM11, OrRA:M±M1, BiXrRIHM1, rRE''X'fba, gr_ 

wtrArDa, rArr] A, it ii\wrc-ft, -A I) >itfra, JEWIXERIZatsEo 

A;itV8I*VC-S-30--Ct. 	P THefiFJE111_,, b\-D4H.ItInvc_IR4-ezt 

Adel 	tt.Z 0  

[0005] 14fib\ Z=IX3ROT, *i±BAA tt, -FE —424 (A) ---e-s --,'Stt.Zibattttc.tt 

,- otTr4L'nt.c_t,v-g-L's ti.z it ; 

Cibil 

Y R 
3?rin 	IN—Ri HN 	, 

)-.... 	N—S- 
'0  011  N 	)n  R2 	X 

R34 	 (A) 

(41:1=1, 	W. 	X. 	Y, 	MN 	n . 	R 1. 	R 2. 	R33. 	R 34 1,t-i,CMX 1 	. _..- 1,17,4) 

/Y. 	P T H afiNER 	t -D Mat, tff 	li < UPTH 1 R77 = 	I-. Lli-C 

ER -ev,), *mama, ra*, ra-ixiba, rArDA, ita/J\WW- -1, 1791.1 1EMIN 

Mitge-Fft, V)>Itarl, VtitErvIXERIZatsEoMS-3,tvVV-c. 

WO 2014/092061 2 PCT/JP2013/083022 

o "ZCDtcisb, PTHM^U 

o #{ft« ft (c ̂  •T? $ & usi © fy i±i £ nr IN & o 
[0004] sypT HOT^C&H-T* 

<£C aiMfccfctfim P i ttlblZttffiTZMtKDtfEW&MTZttlto 
&&£?$>&o sy^^wt^£T^©)^(c^ 
a £ tlZ IN & fi\ P T H (C <fc 
^m^#e>nTiN^tN0 ^^tc. ;gtti^ryDi^y(iii^caii0 
/ut£ $ tcttcto. SSS^IC£tt£HP$S 'J * £ tlTUN£ 
o *^lUcftLTPTHS^y(ci:£}i?5ll 
&©^ifctfJia&£>ftTiN£tf, +#&££&] 1 

(#^£S£3) o L 
fc^oTiy^^afi^T^^tcaiNTt. PTHM^U fro# 
{m ft (c •T? $ & usi © ty i±i tf m t. ti-r IN 3 0 

-tcoffes #tfs #IWb^ l£ 

^itro^tcaiNTt. PTHM^u fro#{ft«ft(c&^-e$£li 

[0005] *a}siAtt. TIB-^ (A) vmzti&fc&yazfciz 

[<bi] 

[JS*. W, X, Ys ms ns Rls R 2s R33s R 1 £#10 

fr\ PTHM^toft^ lfftU<(iPTH1 R7^-7K t LT 

HSHE^SE* #tfs itiWbSE* Minims ifiuMS/^SE* ly^jytfli 

34 (A) 



WO 2014/092061 
	

3 
	

PCT/JP2013/083022 

it Q1#, 	ZkiNtttrMili8EAVCAJEIITZ .j_.LR,i±ili-C, AtL-ii!A 

Ltc 	(1=iticg1) . 

[0006] LZ:1 -C, 	EVITA-Kr.-.80-CidliaiDA ORRnr.-.1R 4T ,Z 71J(1)g 11±,r.-.1,t, 

—172 v HZW4-Z11411F11101.thtL, ti-tt ONAJIR, 3, 4tg$1, Wft-OD'f* 

IthE412-4-Z/26RIYZ. *VCIaLl#R4IMICLTZA-ArCit, E 	P 

TH 1 R 	.1 	"z c Am patitg759g<, 75\--D, 	LIH]±Z 	1=INJ—/Nl.: 

Zittitkifit0-140 PTHO '(1F1 	-4-Z71._11YMti.Z. 

[0007] LITORLIIR4iThIgtStAIJU'liATZA-ArCit, 	5=s11/fiV-ttiEllkiNit.-1 

>EstiM-M,Lct 9 RLI#R4 li-C3thAfeigETZ 	51/Y—ARlYg6ciEll1,\ 641.Z. 

5=s)1/E1-ttL li -C4IJA_a, EVEMINMItge-FatLL-C ', FmjilipmjiMfaj 

,±, (TPTX) 	‘y 	7V %-j 6 ti,--C k,\ Z„ hgk,\  P T HaiINERLAOttillkiVt 

l_i, ElIPENXIiMge-FatLli-CRLIT41F1111- 1*S±TA-..6t: 

tt, 	V Hp T H 1 R l.:_i/NER Li, t`-D, 	V HtgEFFIAttli'k7f-eZ'fb 

attts±, Li, TPTXV 15=s)1/TRLIIR4-FT0)41F111*CITZI 

IY5Aiii-eZ. 

[0008] SIXOPJFIE1 =1XliMge-FaV81*T6t, .1114C aM.V81*HatittEX 

±-i-FlUbN6AbAbe600,12-eZ7. 	6-8. 	8 mg/dLt:_gat-L'Sti.--CO 

Z (4-ii3CMX4) . 	V 	0.110.4C a al 1.4)ErMidtt 1 0 mg/dL Ilta 

LL i-LIp7i)1.---ezZriL75`.6, 	V HM,52111,Z.-.0-Ct. 	L 	TO 

1.11*Plf,7-sti (7. 	6-8. 	8mg/d I-) 75\6, 	L 1 -e0)-1,4t)1,:> ,,Al[0-1 

0-FIN (-1 1. 	2 m g /d L) Ve0)0,120)1LAC a3 	.g..5 -4zzriL 

tt8.1*5-thAo*Cac_*R-ez. 

Arsl-kfiltice 

IVIX 

[0009] . ,!,gi : 	FgWAM 2010/126030'4 

gtIMM 

[0010] 4-,!,cg. 1: Kronenberg, 	H.M., 	et 	al., 	In Handbook of 	Experimental 	Ph 

armaco logy, 	Mundy, 	G.R., 	and 	Martin, 	T. J., 	(eds), 	pp. 185-201, 	Springe 

WO 2014/092061 3 PCT/JP2013/083022 

Ltc OftfFjtitKI ) o 

[0006] tZZVs 
uzttT&m&ftm<Dmzs M^(Dm%s im smmvw 

ftizmn&ttpsmttztMziz, thP 
TH1 R^t^cAMPit«<, fro, t; MFFS^P V-AlZttt 

[0007] \i^z(Dmn&^wmmikm%tz>tcisbiz^ 
y tT/Kisgi iz&vun L T £fiis§f £ ̂ ifr-fM tc IN e> n s o 

L-rm&\ sy^^wt^£T^(c^LT. wj^sywiMi 
dj (TPTX) 7 9h^e)tlt^5o SKlNPTH^ffl^imlN^^'tt 

JtMu sy^^wt^£T^(c^LT^p-e^ffl'r^)^^^mi±i'r/cto(c 

tt. 7 9hPTH1 RMU fro. 7'^ SftI&fS¥ffilCttU£:£-C&£<b 

1^t)£Jl,!±!U T P T X 7 y 

[0008] W©sy^^Wt^£T^©)^-e(i. Jfajf c aJlJtCD^gjlitttlEt 
l^TPSfr7 . 6~8. 8 m g /d L tlTlN 

£ (#M$fF£itK4) 0 K©m;fC a*lj£©IEtiitt 1 0 mg/dLfufi 

<h £ ^ tn\s'<)\'ZfoZ>Z.£1?'ib, =7 V K^iH^^KCMlNXt, thf© 

(7. 6~8. 8mg/d L) fr£>% t: h"C0ili2j AlfilfiE 

©TPS (-11. 2 m g / d L) £-e©!BHCDJfitfiC a }j§Jt £>iJ5£t" & d £ 

ifo 5o 

[0009] ^£S£1 : 1^112 0 1 0/1 2 6 0 3 0§ 

[0010] l-E^lrFiit^l : Kronenberg, H.M., et al., In Handbook of Experimental Ph 

armacology, Mundy, G.R., and Martin, T.J., (eds), pp.185-201, Springe 



WO 2014/092061 
	

4 
	

PCT/JP2013/083022 

r-Ver lag, 	Heidelberg 	(1993) 

,!,g. 2 : Tashj ian and Gage 1, 	J. 	Bone Miner. 	Res. 	21:354-365 	(200 

6) 

4-i,!,(MX3 : Rejnmark et 	al., 	Osteoporosis 	Int. 	Published Online: 	27 

November 2012 

,!,cg. 4 : Winer 	KK et 	al., 	J. 	Cl in. 	Endocrinol. 	Metab. 	88(9):4214- 

4220 (2003) 

RBA 0 '41  M 

ft HA MINA l, ck ', L t 6 STE 

[0011] *RBA tt, 	gk,\ P T HafFJER L Ft,k,Ni-tatk-zit -4-  z tat 	R,i±, L. 

EA IEMJEJAM itge -F ft 	tt U6LTZPTH 	4/Fill l.:, ,,t 9 ilL.t1# --,S 41, -3 Z ASO 

8.4* .U' IICLTZ, 	giA'fbatttAs -4-ZEtItIM-ttUtiATZ J_Lpin 

STE CNA 1-  6 A.-. 6 0 TR 
[00121 gfi75NZ=IX3RO-F. 	*RBA 	6 tt , 	ff[ 5-11," 	*tats *ii A, 	ff it t.C.. R, ±, --,'S tt, tz: * 

RBA 0) L Y> 	4 >,73447Y, L Hp T H 1 R 	g$IAIR,--,S t-A-AIEJ8 6LS-3 0 

."-CgOcANAPTItkg771_,, 	b\-D, 	L. 1-1]±Z 	i=i`i —L,04-tiittLfli-C1,4 

ok-km1t1_,--Ck,\Z .J_. L 	R,i±, Lt. Vt., *RBA 	6 tt, *RBA ota 

ttmy, 	'y HJTH 1 R 	g$1_1RIR,--,'S .t.  Oda r.. 8 0 ""C g 0 c AMP rIctkg 

/-i L, 	75 N. "D , 	V 	fl± Oa-  e 0) 'tat tZ3 4 l_i --C A k.\ —k-  'I't 	l_ i --C 8 9. 

6r.., 	TPTX 	'y 15211.6Z.".80"-C, RLIIR4-F, 	3 0 	m g/k gOIR4 

'i'-e, ILA c a MI., 	8.4#PItgl-i-eZ 7. 	6-8. 	8m g/dLVelll 

IVS•tZL'ILIfitz_-.r.-.R,±ilitz_-.0 *52/1/Ettr-COMAtt, 	L Hp T H 1 R 

6CA01/NER 	/-71_,, IJN -D . 	L. 1-1]±Z 	i=i`i — A-eAliNg-e-kmit7T -4--ARA ( 

1) z,-T --,'S tt, Z i b at 7Y, iETEPEMJIM ge -F ft V84#Ali L li -CVERT 	Z Z: 

[0013] -4-44-D -5, *RHAtt, 1,),-FrATZ. 

[0014] C 1) -FE—NA ( 1 ) - - C -1 -,'S ti.z mattttit- 	m711P-4olgt.c.t,v-T-4-,s ti.z 

WO 2014/092061 4 PCT/JP2013/083022 

r-Verlag, Heidelberg (1993) 

: Tashj ian and Gagel, J. Bone Miner. Res. 21:354-365 (200 

6) 

#^§^^11^3 : Rejnmark et al., Osteoporosis Int. Published 0n L i ne: 27 

November 2012 

#^§^^11^4 : Winer KK et al., J. Clin. Endocrinol. Metab. 88(9):4214— 

4220 (2003) 

[0011] ^PT 

mttZs &mnm.m%zm&tzztzm&i 

[0012] 

mm M K -< ymmwtf, thPTHi R 
T^cAMPi^l^U fro, t; MFFS^P V-ACDftHflCttUTim 

L/co £/c, 

t)fr\ =7 V K P T H 1 R •&tcMl&lZ&^T&^ cAM P 

fro, =jv £ 

£>IZS T P T X "7 v h ̂ ET^KC&^T, itlPjx-^T, 3 0 m g / k g CDJx-^-

it\ Ifn;f C a *£££, feWMWMZfoZ>l. 6~8. 8mg/dLJ"e0 
Lfco HKPTHI R 

iz&\,^m%^bs fro, t MFFS^P( 

t ̂ ^DtLtl/^o 

[0013] ^T(cwr^o 

[0014] [1] TiB-^ (1) 



WO 2014/092061 	 5 
	 PCT/JP2013/083022 

E'IL2] 

R 

Ye 1 

R2 

(1) 

(A1=1:1, 

R 1 8 ,Y R 26t, 	R 1 LR2e At:., 71<*faT "e 14, td: 0 L 0) A it 0)T , -c 

tt.TtlaA li -C 

1) *ART, 

2) / \ 1=1172 >TAT, 

3) 1 ^' 51E07 V ATE 	--e N -0, tt tt.Z 0 Z t ct l.\%11 A tk 1 ' 2 il:10711/* 

)1,a, 	.itAt 

4) 1 ---- 5 CO 7 V „TE -e2-0-.'s *I.-COT t ,t k,\&. Ata 1 — 2 il:10)7)1/ 

''>a 

--eZ i3N. ; Vt.tt, 

R 1 8 ( tf R 2(4., 73k.\ (Z 	a li-C3:M--, 41.Z TEA : 

PL3] 

F 	0--,*  

F 	0---*  

(41=1:1 0**tt7 1.=)1/3Eii33L OeialtLZ/-7 -4-0 ) --etb-,'sti.zI--eV,) 

; 

I\-D, R 3 S-3,,tf R 4 tt, - tt,TtiaAL -c 1 —3i1:107 ‘y ART—a:0 

--;_ttvco-ct<to)< 	flia--ezi)N. ; 'V•z_-_tt, 

R 3 S-3,,triR 4 tt, - - 416eMIS-4-- zk;*RTL—M6z_ts -D --cgAtk3 '- 

6 Oil (:. -C. T, r-ATM-4-zA'ART0 --) -5--Dttpk*RT ; MART ; 

Vz7..tt)(A/a--e2-0-1 /4'_ttl-CO-Ct) oto2WAT --e2-0-:_tt:CO-Ct <,\,, 

) 	C:FhiZ -4-Z0 	) 0 

WO 2014/092061 5 PCT/JP2013/083022 

iH ; 

Hk2] 
v ^ R4 o ,, 

y'V'N x—'' 0 ' o 
m ^ 

d) 

[s£4\ 

R 1 R 2 R 1 £ R 2fri±(C7K^Jl?"e^^^«h©^G)Ts 

U^-MktL LT 

1) 

2) /NP^yjl^ 

3) 1 ~2m(D7)l* 

JUS, £/c(£ 

4) 1 ~5®©7 y|lJFs^"e®^tlT^T& <U^Slin ~2®<D7JU=I 

ZfoZ>±x ; S/c(is 

R 1 iS&tfR 2 [ts SWCl^LTffM^ ft£Tlfli£ : 

[<b3] 

F 

F'V'* 

9 

fr-D, R 3 fccfct/R 4 (i% 1 ~3400 7 v^JI^-eWfc 

R3feJ:tfR4(i, 

6 0S (zzVs t>—; fitltfi? ; 

t /c«-x ^us-esjn^ nr uMSijg?-eg^£ tit i^t t <t 
) J o 



WO 2014/092061 	 6 
	 PCT/JP2013/083022 

[0015] *RHAtt, ni,E-ARA ( 1 ) --e-s --L'sti,Zibatb\ 6, R 1 LR2 GAtLgi-a 

ft ?5I- ,) 7 )1.7J- 1=1)<)1/aL7.KAIRTTW,), b\ -D R 3 8 ctzPR 4 tt, 

ti.6bliaTZA'ATATL-MtLi-s -D -C 421=1:>)1/M):MC-4-Zibatt 

[0016] (2) R 1 8,tzFR 2 (J:JV:FOAR(7).abt-75\ 6infR z's 41, : 

1) 	R 1 ezIKATAT, Vt.tti\ i=iit>(TT 	9. b\ -D R 2 ezIKATA, 	I- 

') 7)1.7J-  1::1)( 	)1/I, 	/tit I-') 7)1.7 D )( I- 	-:>I•--eZ 	(112 L. 	R 1 L 

R 2IYAIZAKARTLfS.ZiMan<) ; 

2) R 1 1Y I-') 7 )1/ 7J- 1=1 2(  -)1,a, 	tca I-') 7 )1,7J- 1=1 )< 1- 	-a--e.b1'), 

75\7 R 2 ezIKATAT, 	'/-ctj-,/\1=1/72 >TAT---ez ; 

3) R 1 6 ct -Y R 2 eot,74iia t_i -cffM-L's ti.zizaTt : 

Cibzi] 

F 	0 * 

F 	0 * 

(41:1=10A-*6 7 i=J1/3E;133LOpeaTLLT.-T -4-0 ) ---e --,'sti.ZI-C.bZ 

75\ --D, R 3 SictveR 4 tt, 	)( 	)1./-CZ75\. ; 'V-cl,t, 

R 3 8,tVeR 4 6 -.41.6751ia-4-- ZA'A1ATL -6zts-D -c),),T75\ 6inti 

PL5] 

0 

/ \O 

\i 

--"N  ",. 

\/ 0 V 

* i")>-2,i) 	>- 2, 	4- 	7J- >3g3L omaqs -,, ) 

ffMZ4Z, 	( 1)  Ea150DibattV-c6t-otIr#01g6:gr4 -stt,Zito  

[0017] (3) R 1 , 	R 2 6tl.)1-F0)Egi•abt-75\ 6inf)R-,'_ 41, : 

1) R 1 IY I-') 7J1.7J-  i=o< I- 	:> 1 T 	9. 	75\ -D R 2 e 7 V „fg+TZ ; 

2) R 1 IYAATATT 	9, 75\--D R 2 ezIKATATZ ; 

WO 2014/092061 6 PCT/JP2013/083022 

[0015] (1) R 1 R2 0i^ 
fo-t+fr h ]) 7Jl>tn?(3L)l'M;t7kMlWszF~Z:'fc>,'J, fro R 3 R 4 -t 
ti >b fris^-r & 

[0016] (2 ] R 1 fcsd:t/R 2(i^T©II^^b-t±fr^jl^^tl : 

1) R 1 frTKUJI^ fro R 2 fr>K^Jl^> K 
lj y h 'J yiitn* s^>g-c&£ ({lbs Ri£ 

R 2fr^OXllJIC?<h&£il^£P&<) ; 

2) R 1 fr h U 7JU:tPy ^JUSs S/c(i h U 7-IUTl-py K^r^>S"eS)l'Js 

froR2fr>K^Jl?s ; 

3) R 1 fe^t^R 2frSlNjC^UT^^tLi>TIB^ : 

j 

fro, R3£<fctfR4&% ^JUS'C&^fr ; 

R3£J;tfR4tt^fte> frf^f £ t -*& IZ ft o T £IT fr £ MR 
•ztlZ>M : 
UtBl 

v>-2, 4-v^>g3^<h0M^&s^^"ro ) 
£JFMt£s C1] 

[0017] [3] RU R 2ttJ^"FCDM^JbH-fr^]l^^n : 

1) R 1 fr h U 7 P y s froR2^7'>l)lft'(5i) ; 

[M 

2) R 1 frUm^-e^, froR2tf7.kffiJI:F"C£>£ ; 
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3) R 1 e IN') 7)1,7J- 1=1)< 	)1,a--e 	9, 	b\-DR 2 iy7 'y Aff,±TZ ; 

4) R 1 iy7 ‘y Am+--e 	9, 	b\ --D R 2e IN 1)7)1,7J- 1=1)< IN 	.a-e' 	z ; 
5) R 1 e IN ') 7 )1.7J-  C1) 	)1.I--C 	9, 75`c R 2 ezKATA±TZ ; 

6) R 1 ezKA(±T 	9, 	75\ --D R 2 e IN') 7)1/7J-  1)( IN 	-:>a•--CZ ; 

7) R 1, 	R 2 (4-M,\(,-Aia 1,--CT -L'S tt.ZTEEA 

E'fb61 

F 	0 	* 

F 	0 	* 

(41=1=1 4A-*6 	7 i=liA1133LOpeaftLZ/-7 -4-„ ) --e-. 4-D -L'Stl,Za"-eZ 

75\ --D,R38,t-YR46 	/aTZ75\;Vttt, 

R38,t-YR4U41.6eMaTZAR±L-Mlzts.D -0=),T75\65R* 

[L7]  

1 
N ..-' 	̀,. O 

V 0 <> \/ 

(41=I=10* (4.4 Z YV 1) :>- 2 , 	4- :')7J-  >g33 L 03iali`LIT7T -4-0 ) 

( 1) ENCO'fbattti-z_-.(4,- . 0)7 1'41gt:IV-g-,'Sti.Zta. 

[0018] (4) 	R 3 SictTf R 4 7`)< 	)1/a--eZ, 	(1) ENC,a)ibaltV-ctj-,- 

Tr#1Ygt:IV-4-,'Stt.Zta. 

[0019] ( 5 ) 	R 3 S-3,tTf R 4 754-t.6759iiaTZA'Aff,±L- t:..ts .D -C1-).-F75\ 6 

[L8]  

1 
AN N. 

\ 0 0 

WO 2014/092061 7 PCT/JP2013/083022 

3) R 1 fr K 'J fro R 2 fr7 yMBTtfoZ ; 

4) R 1 #7 V^J1:?"C£>I'.K fro R 2 fr h U 7>/U^" • ̂ ; 

5) R 1 fr h >J fro R 2fr7KHJI^-'e£>£ ; 

6) R 1 fr7j<^Jl?"eS)l'J. fro R 2 fr h U 7>/U^" • ̂ ; 

7) R1, R 2&SWCi£i^LTffM£tl£T§E5$ : 
[<b6] 

V"* 
F^V* 
(S4i®S*li7i=^SIi»i;®iB^e;«S^-r„ ) t*ShShJ(T*ii5. 

J 

fro, R 3£<£-0tR4(£p<51,'US"e£>£fr ; 
R 3 & # R 4 &^ n b m^t zmmrnTt-wzte^T&Tfrb MIR 

: 

utn 

vOOQ 
* * * * 

(ss^©*^ syyj vy- 2, 4-^v93#£©^fts£^-r0 ) 
•!>% 

[0018] [4] R3£<fctf R4tf*^Ug-C£>£, C 1 ] iB^0-fb^tlS 

[0019] [5] R 3ai;t/R4fr^tl^fri^'r^j^mjl?«h-|t(C^^T^Tfr^ 

m$R^nz>m: 
Hb8] 

vOOQ 
* * * * 
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(41:1=1 0 * (4.4 Z YV 1 ) :> - 2 , 	4 — :')7J-  >3,,E133L ODelaitT7T -4-0 ) 

.)± - 4Z, 	C 1) ENCO'fbatttV-c(4.0)7 1'41gt:..,!,V74-,'Stt.Zil. 

[0020] 	( 6 ) Mat 75q),T 75\ 6 14: Z ET ct 9 in* --,'S tt.Z, 	( 1 ) giENCO'fbattt 	tc. (4. 

-.10) 7 T1'34oigt:..,w74-,'sti.ziro. : 

1 — 	(4 — 	(2 — 	( (2 — 	(4 —7/1/7J- D —3 — 	(I- ') 7/1/7J- 1=1)< I-) 

7i=)1.) 	— 4 —7J- -V — 1 , 	3, 	8 — I- ')771tEi=i 	[4. 	5] 	')J— 1 

—i>— 8 — 4 )1.) 	)1/*=)1/) IJI") — 3, 	5 —:'))( 	J1.7 i =A') — 

5, 	5 —:'»<)1,-r zYvi):»-2, 	4 — :')7J- > ; 

1 — (4— (2— ( (2— (3 —11=i7i=)14 —4 —7J- -V — 1 , 	3, 

8— I-') 771Ei=i [4. 	5] 52t —1 —i>-8 —4)0 	)1,*=)1,) i 

)1,) — 3, 	5 —:'))( 	)1.7 i =A.) — 5, 	5 —:'))( 	)1,-( Z YV ,) :')> — 

2, 	4 —:')A- > : 

1 — 	(4 — 	(2 — 	( 	(2 — 	(4 — 7/1/7J-  1=1 — 3 — 	( I- ') 7/1/7J- 1=1)( 	)1/) 	7 

m=)1.) — 4 —7J- V— 1 , 	3, 	8— I- ')771tEi=i [4. 	5] TjJ-1 — 

i>— 8 — 4 )1.) 	)1/*=)1/) IJI4 — 3 , 	5 —:'))( 9-)1.7 ==JA.) — 5 

, 	5 —:'))<)1.-(ZYNP):')>-2, 	4 — :')7J- > ; 

1 — 	(4— 	(2— 	( (2— 	(3-71111-4 — 	(I- ') 7/1/7J- 1=1)< I--:>) 

7m=)1.) — 4 —7J- -V — 1 , 	3, 	8— I- ')771tEi=i [4. 	5] 52t —1 

—i>— 8 --f )1.) 	)1/*=)1/) IJI/) — 3, 	5 —:'))( 	J1.7 m =A') — 

5, 	5 — :'))<J1,-(ZYNP):')>-2, 	4 — :')7J- > ; 

1 — 	(4— 	(2— 	( (2— 	(2, 	2 —:')7/1/7J- 1=1>N1 [d] 	[1, 	3] 

7J- v—)1.-5 —4)14 —4— 	̀J— 1 , 	3, 	8— P)71fEi=i [4. 

5 ] 	siJ — 1 —i>-8--')I) 	)1/*=)1/) IJI/) 	— 3, 	5 —:'))( 	)1/ 

7m=)1.) — 5, 	5 — )<J1,-(ZYNP):')>-2, 	4 — :')7J- > ; 

1 — (3, 	5 —:)))1.-4 — (2— ( (4 — 7J- V -2 — (3— (1- 1)7 

)111)9-)1.) 	7s=)1.) 	— 1 , 	3, 	8— I-') 771)' 	El=1 	[4. 	5] 	siJ — 

1 —i>-8--')I) 	)1/*=)14 IJI/) 7 m=)1.) — 5 , 	5 —:'))( 	)1. 

4 ZYNP):')>-2, 4 — 7J- > ; 

WO 2014/092061 8 PCT/JP2013/083022 

(ss^©*^ syyj vy- 2, ) 

[0020] [6] [1] 

"torn: 
1 - (4- (2- ( (2- (4-7>/U^P-3- (hU7^P^ h^ri>) 

7x"JU) -4-**V- 1 , 3, 8- h U 7+fXH°P [4. 5 ] - 1 

-x>-8--fJU) TJU^-JU) X^JU) -3, 5 -^7f^7i-JU) -

5, 5 *>*>- 2, 4-*/#>; 

1- (4- (2- ( (2- (3 -7*P^7x-JU) - 4 - ̂ y - 1 , 3, 

8 - h U 7+fXt°P [4. 5] T*2J-1 -xy-8->Nl/) TJU^-JU) x 

^JU) -3, 5-^p<51>'U7x-JU) -5, 5 V'J Vy-

2 , 4 - > : 

1 - (4- (2- ( (2- (4—7 P — 3 — (K'j7^P^fJl/) 7 

x-JU) -4-**V- 1 , 3, 8- h U 7+fXt°P [4. 5] 7^-1 -

x>-8--nu) TJU^-JU) X^JU) -3, 5 -^7f^7i-JU) -5 

, 5-^$yVv*jy-2, 4-v*y ; 

1 - (4- (2- ( (2- (3—7 P — 4 — (h'j7MP^ h^ri>) 

7x"JU) -4-**V- 1 , 3, 8- h U 7+fXt°P [4. 5 ] - 1 

-XV-8--TJU) TJU^-JU) X^JU) -3, 5 -^7f^7i-JU) -

5, 5 *>*>- 2, 4-*/#>; 

1 - (4- (2- ( (2- (2, 2 —^7;U^P^>V [d] [ 1 , 3] V 

5--fJU) — 4 — ^ dp V — 1 , 3, 8 - h U 7+fXt°P [4. 

5] 1 -x>- 8 --HU) TJU^-JU) X^JU) -3, 

7 x-JU) -5, 5*>*>-2, 4-y>>; 

1 - (3, 5-^^1,-4- (2- ( (4-^drV-2- (3- ( h U 7 

7x-JU) -1, 3, 8 - h U 7+f7> t°P [4. 5 ] ^t) ~ 

1 —x>— 8 —-T>/U) TJU^-JU) X^JU) 7x"JU) -5, 5-^5^ 

< $ yy ij *jy - 2 , 4 - > ; 
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1 — 	(3, 	5 —.)))1.-4 — (2— ( (4 — 7J- V —  2 — (4— (1- 1)7 

)1.7J- 1=1)< 	I- ) 	7s=)1.) 	—1, 	3, 	8 — I- ') 771tE1=1 [4. 	5] 52t 

— 1 —i>— 8 —4 )0 	)1.*=)1.) i)1.) 7 ==JA.) — 5 , 	5 5 - 9- 

)'J')>-2, 

 

)1.4 Z YNP):')> —  2, 	4 — :')A- >) 	: 

1 — 	(3, 	5 —:)))1.-4 — (2— ( (4 — 7J- -V —  2 — (4— (1- 1)7 

)1.7J- 1=1)< 	I- ) 	7 m=)1.) 	— 1 , 	3, 	8 — I- ') 771tE1=1 [4. 5] 52t 

— 1 —i>— 8 —4 )0 	)1/*=)1/) IJI/) 7 i =A.) — 1 , 	3 — :')771t 

Ei=i 	[4. 4] Jj->-2, 	4 —:')7J- > ; 

1 — 	(3, 	5 —))1.-4 — (2— ( (4 — 7J- V —  2 — (4— (1- 1)7 

)1.7J- 1=1)< 	I- ) 	7s=)1.) 	— 1 , 	3, 	8 — Imo') 771E1=1 [4. 5] 52t 

— 1 — i> — 8 —4f )0 	)1/*=)1/) IJI/) 7 m =A.) — 8 — )( )1.— 1 

, 	3, 	8 — I- ,)771fEi=i 	[4. 	5] 	siJ>-2, 	4 —:')7J- > ; 

5— (3, 	5 —:))()I.-4 — (2— ( (4 — 7J- V —  2 — (4— (1- 1)7 

)1.7J- 1=1)< 	I- ) 	7s=)1.) 	—1, 	3, 	8 — I- ') 771E1=1 [4. 5] 52t 

— 1 —i>— 8 — 4 )0 	)1/*=)1/) IJI/) 7 m=)1.) — 2 —7,r-— 5 

, 	7 —:')71fEi=i [3. 	4] 7J-.> —  6, 	8 — :')7J- > ; S-3,tt)e 

4— (3, 	5 —:')) 	)1.-4 — (2— ( (4 — 7J- -V — 2 — (4— (1- 1)7 

)1.7J- 1=1)< 	I- ) 	7s=)1.) 	—1, 	3, 	8 — I- ') 771E1=1 [4. 5] 52t 

— 1 —i>— 8 —4f )0 	)1/*=)1/) IJI/) 7 ==A.) — 4, 	6 — :)771t 

L.°1=1 	[2. 4] ,N7°.>— 5, 	7 —7J- >0  

[0021] ( 7 ) Mat e 1 — ( 3 , 	5 — :'))( 	)1.— 4 — (2— ( (4 —7J- -v — 2 — 

( 3 — 	( I- ') 7 )1/7J-  1=1 ) 	)1/) 	7 m =JO 	—1, 	3, 	8 — I- ') It El=1 [ 

4 . 	5 ] 	siJ — 1 — i> — 8 —4f )14 	)1.*=)1.) i)1,) 7 i =A') — 5 

, 	5—)"J')>-2, 4 — :')7J->TZ, 	C 1 ) EENCO'fba 

[0022] (8) tat e 1 - (3, 	5 —:'))( 	)1.— 4 — (2— ( (4 —7J-  v — 2 — 

(4 — 	( I- ') 7/1/7J- 1=1)< I- 	7 i=J1/) 	— 1 , 	3, 	8 — I- ') 771t El=1 

[ 4 . 	5 ] 	siJ — 1 — i> — 8 — 4 )14 	)1.*=)14 i)1,) 7 i =A') — 

WO 2014/092061 9 PCT/JP2013/083022 

1 - (3, 5-^^1,-4- (2- ( (4-^drV-2- (4- ( h 'J 7 

h^ri>) 7i —JU) ~ 1 , 3, 8 - h U 7+ft°P [4 . 5]^ 

- 1 -XV- 8 —-T>/U) 7JU*-,IU) x^JU) 7x"JU) -5, 5-^^ 

ju-r syyj *>*>- 2, 4-y>>) : 

1 - (3, 5-^^JU-4- (2- ( (4-^drV-2- (4- ( h U 7 

Jltn^ h^ri>) 7i-JU) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5]^ 

-1-x>-8--fJU) 7JU*-,IU) x^JU) 7x"JU) -1, 3-^7Hf 

X£°U [4. 4] Ji-y-2, A-Vty ; 

1 - (3, 5-^^U-4- (2- ( (4-^drV-2- (4- ( h U 7 

)ltn^ h^ri>) 7i-JU) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5]^ 

- 1 —x> — 8 ->nu) X^JU) 7X-JU) -S-^JU-I 

, 3, 8- h U 7+fXt°P [4. 5] T^V-2, 4-^>>; 

5- (3, 5-^^U-4- (2- ( (4-^drV-2- (4- ( h U 7 

Jltn^ h^ri>) 7i-JU) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5]^ 

- 1 —x>— 8 —-T>/U) X^JU) 7x"JU) -2-^dpHt-5 

, 7-^7HfXt°P [3. 4^ t<7$y~6, 8-i/ty-,&£X? 

4- (3, 5-^^JU-4- (2- ( (4-^drV-2- (4- ( h U 7 

Jltn^ h^ri>) 7i-JU) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5]^ 

-l-xv-8 --r;u) X^JU) 7X-JU) -4, 6-y>Hf 

Xt°P [2. 4] ^7°^ >-5, 7~^*yo 

[0021] [7] (3, S-V*3-)l-4- (2- ( (4-^drV-2-

(3- (K'j7^P^fJl/) 7x"JU) -1, 3, 8 - h U 7+f7>H°P [ 

4. 5 ] — 1 —x>—8—'f){/) x^JU) yjL—Jl) -5 

, $.W)Vy-2, 4-vtyxfcz>, cniES©^ 

[0022] [8] jb^frl- (3, 5-^^U-4- (2- ( (4-^7-2-

(4- ( h U 7J^P^ h^ri>) 7x"JU) -1, 3, 8 - h U 7+f7> t°P 

[4. 5] - 1 -x>-8-4 )l) TJU^-JU) x^JU) 7x-JU) -
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5 , 	5 -)<)1,-( Z YV ,) 	>- 2, 	4 -7J- >--eZ, 	(1 ) ENCODM 

atttV-cit-GYIT'34[Ygt:_,IV-g-,'Sti.Zito 

[0023] (9) ibatte 1 - ( 3 , 	5 -)()1.-4- (2- ( (4 -7J- v-2 - 

(4 - 	( I- I) 7/1/t C1)< I- 	) 	7 i=J1.) 	- 1 , 3, 8 - I- ') 771tE1=1 	[ 

4. 	5 ] Tjj - 1 -i>- 8 -4)0 	)1.*=)1.) i)l/) 7 m=J1.) - 1 , 

3 -771fL.°1=1 [4. 	4] Jj->-2, 4 -7J- >--eZ, 	C1) gENCODM 

atttV-cit-GYIT'34[Ygt:_,IV-g-,'Sti.Zito 

[0024] ( 1 0) 	( 1 ) -S-- (9) ODoftt.b\TLENCO'fbattttc.tt-IT'34nrcii 

g-tg-t.ZIPa5-`dMC3L 1, --C -A--4- Z, Et*JM-tto 

[0025] ( 1 1 ) E'tiMi-tteRLIIR4111---eZ, 	Cl 0) giENCOEtItiM-tto 

[0026] ( 1 2) 	( 1 ) 	-S-- 	(9) 	Ooftt.b\tLENCO'fbattttc.tt-IT'34nrc_il 

g---L'stt.Zil5AiiAZ3L li -C -AsTZ, UlliM c A NA Pt,‘,45t'ItiLTZA-.. 

6 0) EtItiM-tto 

[0027] ( 1 3) 	( 1 ) -S-- (9) ODoftt.b\TLENCO'fbattttc.tt-IT'34nrcii 

74 --,'sti,Zil5-`dMC3L 1, --C -A- 1-Z, racria, ra*„m±mzraa, *a 

,:,:m±mza, oraeffmza, rawba, gmtrArDa, rArDA, itfrii\wxy-a 

, ETEgmtimmitge-Fa, n') >in:La, 'it.ttliMTMIXERIV10MAljt L 

< tt 1.1*A1J, 	it tttrMlini AM. 

[0028] ( 1 4) 	( 1 ) 	-S-- 	(9) 	Ooftt.b\tLENCO'fbattttc.tt-IT'34nrc_il 

g---,'stt.Z±IATZAM-ttoDEtnt:A5AttsE, racria, a* 	„'J 

	

izraa, Bixra,:,::,ffmza, 	*e):  Mt, * 	ma, gmtrArDa, rArDA, 

ita/J\WV-1, EIIJIMXIIMMItgeTa, n') >in:La, VtitErVIXERIZa 

o) 	M t L < tts.il#, 	A-. tt MEI a Iii A 	/,‘R L -4-- Z;it-Zr.:#R4-4- Z L'i L 75\ . 

64Z, giAA;itoDMt L < 6t Qom, 	'it.6ttrMili8f)iA5. 

[0029] C 1 5) racriaracria, ra*„:,::,ffmzraa, Bixra,:,::,ffmza, Bixraeffmz 

a, rawba, 	mtrArDa, rArDA, IL i.J\WW.- -1, EIIJIMXIIMMItgeTa 

, n') >in:La, 	'it.ttliMrCIXERIV-101Mlit li < 6t81*A1J, 	'1-c.6t 

Oli8ERAIJOIMOtc.60, 	Cl] - (9) Ooftt.b\TLENCO'fbattttc. 

WO 2014/092061 10 PCT/JP2013/083022 

5, 4-*S*y-?&Zs [1]§Ei&aMb 

[0023] [9] (3, 5-*S*?Jl,-4- (2- ( (4-^7-2-

(4- ( h U yjlstn* h^ri>) 7 JL-JU) - 1 , 3, 8 - h U 7+f7>H°P [ 

4. 5] Tti- 1 -x>-8--f JU) x^JU) 7i-^) - 1 , 

3-^7HfXt°P [4. 4] y 2, 4-*>* *:/-?£>£, [1] sEiSaMb 

^tl £ fc ^ © MW¥ ft (C fF# £ ft £ 

[0024] [10] [1] ~ [9] ©IN-TftAHCiE^ro-fb^tlSfctt^rollS^fttCfF 
LtMtS, IIIMo 

[0025] [11] [1 0] !Ei©Ei!Mio 

[0026] [12] ci] ~ [9] 

tibCDm-WMMfto 
[0027] [13] [1] ~ [9] (D^ttltHZtmOit^^tcl^tOmm^^HZ^ 

wmm^s ##T. IK# 
mMj&m. mmmffi^s mm&s 
. sy^^wt^gT^ jfciissffiRaftfflfPMytu 

[0028] [14] [ 1 ] ~ [9] (D^ttltHZtmOit^^tcl^tOmm^^HZ^ 
^>%m^(DwmmzMW^m^, ##T. mm 

m&ms -s^b^ mmmmm. mm&. 
gyWMtt£€T^ m^y^m. 

[0029] [15] wmmmwmmm. mn. mm^m. m 
m. ^mtm. mmmmm. mm&. iywMtt£€T^ 

»»M£y(om^(Dtc.db(D, [1] ~ [9] ©iN-fftAHciE^ro-fb^tiSfc 
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(, ,0D7 i14-tnt:_ig-:_ti.ZilopftEH. 

[0030] (1 6) lagista, **„,,M:Millt, Bkra,,,,,!,3:Ma, Bixrae.3:Ma, raBix 

ma, gomirAgrya, rArDA, itaii\wwl, PI FIE1  1XIIMMECHI, 1) 

Ala, 'tz_-.1, 11MIVIXERIC-1-0817#t) L < 11%, 	A-JtMil'AMM A 0 A-. 

W), 	C 1 ) — C9) 00ftt.b\VC_Eii0D4Litgittt-07 11-*'nrCIV-g- 

[0031] 

-,'_glZit, 

Vz-_, *R13116t —WAA ( 1 ) .v-c.6oia4§(64-4-zJiLt:..c, rgoEfEq 

iimitge-Fa- 	a u 6 L --4-  zPTH ofFn rz_ ct 9 %CS tv) Z AS0)91_14_ 

IfttiATZ top-e. 

RBA a) OJA 

[0032] *RBaLct-D-C, ego P T H • 4i4fR 	L, /3\7, ATOitg'X'Itl- 

Z h' > Is -I 'Af.34i4OYIVA -,'S Wt.. A L. Y 	I- 4 > PA41*CER 0 Z ji Lc: 

,,I,) , Ali FMINOttglaTatt U6 L 1- 	P T H ei/FfH VC- apt Z APLM8 

1*-4- Z .j.LIPThligLtSZ. 

Ig ffi V* tat FIA 

[0033] [41]-1PTX7v F-52/14Z.13 0 	nn g / k g oJE11111--cgm&L4Litc.L ,. 0 

, 	-,fbattt 0.4,4./ 2 4 IVF31 --eopitfrAC a M.gt-ig'kfLI ,-Tv-4--  >4 ."- )Z 

0 

ft HA 	'Ala 0 Z tz: 6 0 3:FM 

[0034] 

	

7Kft13/6, 	L. Y' 	b 4 'Af.3448 ('0)*IJJER ,.:124t Z. *RSA 	6 tt, 

A 	( 1 ) 	-,'st.Z4L.atc.tt

'-  

M E 	--e 	 -GAIr341Ygrz_g,b1-,'stl.ZrrA4M-C 

i- Z Li, Atattt 	tc. l,-a)i-rov, 	gk,\ P T Hai/Fill L A ottaig -Zit 

TZ'fbatttLfSZ .j.LR,±,t_itc.„ 

[0035] *BMW:8(1 Z 1-7/1.)11 it, IIMAFIALAKA/J\ 6{IS071<„ST- 

1 @MO-CO.541'S tt.Z 1 ifiODIT 	9, tIffrOtLiNT-1:11ggitatiOIM 

„ 	F-l'AMir -A,- t---4-', 7.1KAS3ctZMAIA -A'ATZ L. 1-1=itll.EsJI, 

tc-tti-AMAKZaMitiOgi331 .-g-.  Z. 77)1.)1/aarirMiX8c1:4t14 

4X045,SL -gt,`,„ 	77/1//1/aL Li -Ct, 	tzT 	(_, < (%la%Aff.t:,k 1X6 	2 00 7 

WO 2014/092061 11 PCT/JP2013/083022 

[0030] [16] #|&||£ES #}fi\ if IK 

itm, mmrmm, mm&. SWMMTS, B'JV 

60(0, [1] ~ [9] 

[0031] t.tcs *f%m*-WL$, (D £££*>, mmt 

/£ ̂ k. JUItt ~$~ %> & © X &> -b o 

[0032] ^PTHM^U frOs 

i>ty> s-rynmwmm^ntc0 s>r 
<fcl). so ̂  «HTji^: & i; m 11 z P T H *§M K&H t z> mm % >£ 
mt&zttfpsffittuzo 

[0033] [i1]TPTX7^ h^riKCSO mg/k 

o 

mnitmMT&tcisbmzm 
[0034] 

tuiE^ (D 

Ls mk-synztcte*®iktf. p T nmwm 
T£lb^rt)<h&£o<h£Jl,!±! L/Co 

[0035] fy)i>*)i>j a, mBtiMjMfcTkmfrb&MtoTkmm?*: 
1 1 ^©s-e&y, 

m-®zM%£r%:^J£fs KP*JUkT;US 

7VU*JUg<>: LTtt, X&2CD7' 
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)1,-)1,a-ez. 	77)1,-)1,L t, --ctt, 	L4f4qgt:..tt)<)1,a, 	i)i,a7561 

641., 	li < tt)< 	)1.I-"C 	Z. 

[0036] *HAUSSC_S-3(1Z 1-7/1. 	J it, nigEtt,0 1-77)1.)1/i /Alia Lit 

7J- I•"-eZ .J_.L0[1 1_,, 	t7T 	li < ttA'Aff,±tk 1 Rtt 2 077/1/. 

I-"C 	Z. Ai*nt:..ttiNA..a, 	)<I- 	-:>I, 	=I- 	-:>I751,164-t., 	L 

< tt)< 1--:>ITZ. 

[0037] *HAUf6c_S-31,\ --C, 	FA TZ-0, --,'Stt.-CO-C t ctk,\ B j Lit, 	B itiGAISO 

zIKATA±e4I7403,k0 A TZ1--,'Stt.-CO-C t ct 0 .J_. L 	,-7 -4-c) 

Vt., *RBA Vc_ Sik,vr tt, Z1I03,ktt-irclfi 9 01-SOIN 9 FRif -,'Stt.tsk,\ 

e, 	it L A.. 6, Z11103,W, 	1 —54111, 	1 —44111, 	1 —34111, 	1 —24111 

Z Ott 1 1E4 E" - C 	ztaaeti 6 tt.Z. 

[0038] *BA*11166LS-3(1Z D\1=1 /72>R±J it, 7 v „F.+, ZATA±, R„R±  

'1:7:1,tr,Aff,±74.1]-4-"Zo 

[0039] *HAUSSC_S-30-C, 4L'3441:1=1 0) 1- >L1 tt, maitmri -4-zo 

[0040] *RIE9JOITGEA ( 1 ) T-s4-)--,'Stt.Z'fbattttt, 	gkiN P T HOMER 	L. 

b`.-D, AliNitgekifitl-  Z. 

*HAUS t:. 	0. Z [PTH 01/NEll _I L tt, 	P T W.A.74,f4q.:AINEll 1_, --c, 	z 

0 tt P T H k'-44 	.1i li A-. :> 	''J-  )1/ffiit A t:.41F111 li -C. *E181 	CAMP 	( c 

A M P : illX775=s ):>>— ') Ak) vIct--,st-z5titsu -4-zo 

[0041] *RHA6c_s-3k,\ --c ligk,\ P T H WINER _1 AO tt f P T H 04/NER /j9 	\] 75\E 

75`61, 	INA..a, 	J. 	Bone.Miner. 	Res. 	14:11-20, 	1999r.-.,E*54,a)Itz.-.4t -D 

--c, 	c AMP :> 	"t/l/iit1174*-'ffl,N, 	c AMP :> 	"t/1/5t'ItClidifTZ 

L TWETZ .J_. LIP-e 	Z. Af4q/g6cit, NA_ a, MRIN 1 VC-1,E$4051t: 

It.D -C, 	LHJTH 1 Rg$URIR,--Ls -fftz_-.WIEnt:...fild- ZcAMPrIt'S, 

11R0) c AMP 	E I A 	V I` 	(INA..a, 	Biotrack cAMP EIA system, 	GE hea 

lth care) CE110-C, 	L Hp T H ( 1 — 3 4) 	1 0 0 n MIR41_,A-± ,a) 

c AM P:>"t11/5t'it 	1 0 0%L li-C, &f batte 2 0%c AM 1p :>''t 

)1.5t'lt.-T -41A.g.. (E C 2 0) AlAt 5 0%c AMP ::/ 	"J-)1.5tit-,-T.41A 

WO 2014/092061 12 PCT/JP2013/083022 

LXtes fr^Hf 

[0036] tulB^S© frl^L/c 

***>ST&£C:££El!*U ifS L< XfcJ^CDjMUZI**/ 

gT&£0 i S + e>ti, liftL 

< 

[0037] rA-eS^^tLTlNTt <fclNBj tit, B^CDHMCD 

A tiX INT £^1~0 

t/c, ^^BiucisiNTtt, s^sro^tt^tcBTyro^iNRgy Rg^^tiJ&iN 

fr\ S&S©£SUi, 1~5{®, 1~4{®, 1~3{®, 1~2<®£> 

£IN& 1 mtt£xfoz>w>t;i?mihnz>a 

[0038] *Bim&Z&ttZ r/\p/f>J^^j USUI? 

^/c(i3 0MJWs-f &M^1t 5o 

[0039] ^B^i||*(CfcslNX% itr^j i^r{£S£Sft1~£o 

[0040] ^B^©tuiB^ (1) SilNPTH^ffl^U, 

frO, 

*BJ^#lC£tt£ rPTHMj PTHg^telC^fflUT, 

WiP T LT. »cAMP (c 

AMP : mur^y^y-'j >m) 
[0041] ^B^teaiNT rgiiNPTH^fflj rpTH^ffifr^iNj 

9 fr(is 0Ox.ti\ J. Bone. Miner. Res. 14:11-20, 1999(C|E®©73/i(C^-z) 

Ts c A M P i/^tJUslSIT£*TIN% c A M P 

tXfe^TZZttfXgZo MfaffilZ&s 0U3.1& Sti£0O HCiES©^")i(C 

I^T, khPTHI R£&f&yfg^£l±;/c^J]&lC£tt£c AMPjg£fi£, 

ffrixCDcAMP E I Adp-y h (0Ox.ti\ Biotrack cAMP EIA system, GE hea 

Ith care) %m^Xs khPTH (1-3 4) £ 1 0 0 n MflL^-LtctZfD 

cAMPi/ <fi~)ly^'\^ 1 0 0 %<h LTs ^bl^tlfr 2 0%c AMPs>^t 

(EC 2 0) ^N&5 0%c AMP^y^JUStt^^-r)! 
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( E C 5 0 ) Cork--4-zo  *RHAtLs-30. z lim,\PTH04/FJElli AO tt I- 

P T H 01 /HER li9g0_1 tt, IN A_ a, _EEG) 	516:. ct .D --cgrk-,'s ti.tz_-. E C 2 0 

Mt (WM) e5. 01,),-FTZJ_L751TV,<, 3. 01,),-F-ezJ_Le 

ct(MV_,<, 2. 01,),-F ---eZJ_LeMV,00 EC500taa, IN 

A.. a, 	_E,I,E0DItLct .D -cglirk-,'sti.tz_-.111 (µ M) 	e, 	2 5. 	01),-F ---eZ J_. 

L75 	<, 	1 5. 	01-).-FZZJ_Lect(MV_,<, 	1 0. 	01,),-FT 

ZJ_LeEt,z 	1,00  

[0042] it, 	I-  Ft,k,\ 4-tg -k-ft _1 Aott I - itaik7fite-h40 J IJ\ E 	b\lt, —42 

ntsgrk- ICERk,\ -c4,0-4-z•J__LIY--- Z. INA..a, 11±Oli8, /J\IME8, 

11±Zi=iv—L., 	/J\IM'ZI=Pi —L., I]±S 9_CEllk,\ --(-4,0-4-z -,:Le---e, 

zo A44q/g6z.-.6t, INA..a, 1]±'-Zi=i V —/N1=1=10)4batttGYkifftT Kronbach 

60)cg. 	(Oxidation of midazolam and triazolam by human 	liver cytochr 

ome P4501I1A4. 	Mot. 	Pharmacol, 	1989, 	36(1), 	89-96) 	ogENC,6,-..-.4t-D -CAI] 

Z-4-Z•J__L -efet,E-4-z•J__Le--ez. ,t9A,f4q'grcit, MRIN3t:_,Eilsco 

IrcAt-D -c4,0-4-z•J_Le- Z.*RHAo 1-AottiAttiti Aott Fit 

gek7ite-Aoi tt, IN A_ a, _LEM-MN tLENC,o L. 1-1]±Z 1J 1=1 `/-1a 	ER 

0 tc.itgek7fitiM-M,:.../-3(1Z 	') 7 	> Z (/.c I - / m i n/mg) Vile, 

6 01),-F-CZJ_L751T 	L<, 	4 01%),-FTZJ_Lect91_,<, 	35 

1,),-F--eZJ_LeEt 	Loo 1=irc_ni,E4 ( 1 ) vc_s-3k,\ -c, 	R 1 L R 2o 

cat-ei- ,) 7J1.7J-  a)i ll//L7_1KATF,±-e9, b\-D, 	R 3 L 	4 e, 

ti.6blial-ZA'Aff,±L —MtLi-s -D -cm>)1/1-ATFMC-4-Ztaa 

M, AottiAtk-kmt•fgz•J__LeUi 114g-ez. 

[0043] *RHAr_-.1zibattttt 7 ') —4-  C 	.D -C t , tIr4vgt:.,!,v=4-,sti.zira-e 

.D-ct*RHAtL-g-tt.z. J_.0),t-3is Filj L li -  C tt, IN A..a„wAnkit, 

VtOkit„:::Aitait, Vtitait, Ott it ttilIit 7 Z ) Okitts E e 

ti6ti.Z. 

[0044] ,:::Ankto.0) 	I, ON L I, --C tt, IN A_ atankta, 94L7KAnkta, MOkira, 

Elnktri. 	I) >nkitts ee 	1,1641., VInkilot7T1,01N L1,--Ctt, INA_a 

WO 2014/092061 13 PCT/JP2013/083022 

m (EC5 0) rgniNPTH^fflj r 
P T H*§^fflfr3j£^J ±§E©;&&IC <fc E C 2 0 

©{it (MM) fr5. OU3. O^TF"? £>£££# 

2. IA\ E C 5 0 CDi§ n\ 0!l 

±IE©^)i(Ci;^T}iy^^tl/c{S (MM) fr\ 2 5. 0£lT-e£>£o 

<hfrfc?£L<. 15. 10. 0J2TF-e& 

£o<hfrM(Cfc?t IA\ 

[0042] t/c, rftittS^ttfrim^j fr^frte, 

ST$^PV-A, /JN|I$^PV-A, STS 9iF£ffl^T^§;g't£o<hfr-'e$' 

30 JFFS^P V-A^(ZMb^t)©££tt£T Kronbach 

(Oxidation of midazolam and triazolam by human liver cytochr 

ome P450IIIA4. Mo I. Pharmacol, 1989, 36(1), 89-96) CD§E1|HCfi£-z> TMJ 

iS,i^0y3(C|ES©^ 

(is 0yx.ti\ _bHEiS,|^0y(CHE®(Z) t: KST$ O P V — 

'J 7?>X (yuL/m i n/mg) CD{itfr\ 

6 O&TXfo&ZttimZ. L<. 4 0J,m,feSc^:AUtJ^L<, 3 5 
£lT-e&£o<hfrm^?£ IA\ ^IdtusEsS (1) R 1 (h R 20 

K U 7>'U^Pp<51>'US«h7j<*Jl?"eS)l'J, fro, R 3 <h R 4 fr\ ^ 
ti'Qfrip-n t"Z>iiZ.MWszF£— xisO u^y^JUM^Mi^T& 

zttfpsm-z&zo 
[0043] *f£B%lzmZik'&mZ7 l) - fc-e&^Tb. 

Z.(D&ot£ TJ^j tisTtes MZtts 

§ Jffl&teZtfft 
IfbtlZo 

[0044] Li^Mt LTIZs JMbTKM^ QfcM&s 

imm, u ym&taztf&tfbti. mmmmit. 
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lifOkil, a iOntil, 77)1/Okil, 714>ntil, MEntil, 	i>ntil, 

'nti's!" 	5-77 ,)>K6±1. g'9-Mtil. 	g>)1/*>nti:!„ />-ff>)i. 

*Attu, p-1-)i.i>)1/*AkiratsEiyv,f6ti,z„ 

[0045] ,w,MilIta0t7T 	LoiNL li -Ctt, INA_at I-') r, Ail, )3') ,,Ailfs E 

07 7  )1/t ,) 	,IN'il, t)1/ 	Ail, 7 	, Ai-14E 07 7  )1/t ,J±M,IX 

il, 7)1/Z=r,Ail, 77>=,,Aili-sEeV1641. VIVII±10t7Tli 

oiNL L -Ctt. INA_6 	i)1/ 77•Z >it, 	i 	I —)1.7Z >it, 	")1/Z 

>II, 	N, 	N—>)1/il>77 •Z>ilfsE/YV,164-t.Z. 

[0046] Ott7Z inkil0)1,01NLL -C-  it, INA..677 *>gt±pa, '7)1,g 

>ntilfsEeti 641,, ilIt7Z I OkilOt7TlioNLL --Ctt, INA_a 

7 7  )1/*=>±1, 	,) 	>i'l, 7J-)/=>tatsEeVf6ti.Z. 

[0047] *Rplotatttutt,itirc_NZL --C 8 < •J_. Lt: ct 9, 7_1 1/kIIR L. 	l',&,  

7_1<eNotc (), 7_0111-ttLfsZiMaeV), - ,oct -)47_Kni-ttt*R13)Joilt: 

-A- tt.zo 

[0048] -.'s 66L, *R13)Jo4battt tt, 1-toZM0>>74t7g[IR1IR L. 	'74t701:11-tt LtsZ 

tmaeze, - ,oct -)fsilt, A (1) otattotraL t,---c*RHAtL -g- 

--L'sti.z. 

[0049] VEIMS,1=1=irc_S-3k,\ -ctt, ibaltVESTUYIEV__E—toAttf*-s. 	1-  •J_. L 

eze, *RliacitibaltoMiti_EtfUrcoANAttf*, 	Arr'At-c_ 

/-i<Y6'34Altf*, Af*Attf*, 	gM'It,f7t-0`)Aft,f44-3,tv,A,Itf*Mai-tt 

-A-(7.),. IEV__Lo4a),ENCJLINZ --,'sti,Zto)---ett4<, oftt.b\- 0Alt 

44c--etaattretctk,\„ It -D -c, *Rplotattrcit, 3±it.Lor-P—ikAff. 

+1_,C345t,lt,f44-3,tve -tZ,f70Y4? -4-z•J__Le (,) -3 Ze, *RHAt: 

Sik,\ --cttlirk--,'stvf, 	oftt.te-A- ti.z. 

[0050] *RliAttA (1) -e-s --L'sti.zibattto -coPlituf* -A- ti•c, *RHAtattt 

0P41446t, Ws< Lt 111:10R+e, ff.±# 	(131±tk) /YR U---e, NE 

Lk (131±Li=1=1,1t±oLkon) eAtsZTF.±--eZlic -L'sti.tc.to--ez. *RBA 

ibattLA- ti.ZRIA401NLL ---ctt, 7_KATA±, V'Aff.±. ZATA±, nt 

WO 2014/092061 14 PCT/JP2013/083022 

?Lit±ms x^r'jymiks £M^Miks ^yifyxA 

fr>WSiLs P- ̂ )i^yktiZo 

[0045] ISMi©lffS b^mt LT(i, tiVOA 

U #S±ms AJlL Aill&^fCD ZJU;*: "J ±II#S 

l©&su 
^0y«hLT(i, 

N, N — v^yvivnj- \y yVi7$ '^ti'So 
[0046] JBMOftt. lAM*!l£ LT(i, 

$ b tis ik&'&T $ y L<h LT(is #]*.&' 

[0047] *f%w<D4k'&M&*i%*izmw.[;-as< z.tiz£vs 7kft%nmLs mm 
7Kfr{^tx/c s £ & 6& lJ s -toi: 9 

'a^tl'So 

^ (1) (ZMb^t)©^<h LT*:PgBmcS# 
£tl£0 

[0049] 4k&M<Dmi£3.tfm,M.±-M<Dm&fa*£T z t 
±*&z>±\ *f£mzteit'&y[i<Dmi£±£?zBT<D$kmmfetes 
S^< tLfoMfefos 

^•etJi^ti-etcfciNo *fgB£aMb^tKctt, 
9&fr\ *fgB£ic 

[0050] *mm$, (D T^£ft£<b^ti©£T©iiftte£^fro *fgBj^b^ti 
©nuitm. 'j>&< tb i mcDWs^fiK Ws^m^ tfmv-e, n 
i& tfmtezm?~ew&-ztitc*,<D-e$>z>0 

it^mz^znzmitLWvmtLT&s 7m^s mmm?* it 
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„TA+, ') >TA+, eATA±, 7 ‘yATA±, ta„R±i-sEeV,), -tt.Tti, 

, 	2H, 	3H, 	13c, 	140, 	15N, 	170, 	180, 	31p, 	
32p

, 	35S, 	18F, 

36 C I 	,-/Y-gs tt.Z. 'itL, 314C0(tV.S. NAMIgR1,--CA11-4-ZN 

41-ttR414*6t. EtiTnZk,Nttibattto)f*MtfLPCMW-M-0WfiL 	ER --e 

zo  gu-k-Hpipuf*tt, giltAk_d•J_. --L'sf, 41'etgLA,EgM6f, NAllgt 

tsk,\A-A, '-itLICE11-4-Z•J__Le--eZ. *RHAGALatttoDRIA4tt. 	i- z 

--elEllk,\ -ck,\ZM. M7t\ -4-Z Piltuf*A-tiliMtLIT11A_Z •J__Lvc_ct 9, 

LItLlt -D -M-0-4-Z•J__Le--eZ. 

[0051] *RHAVLb\IJNZ'fbaltrCit, *iiat,,TO4 -4-Z •J__LtZe-:_lirk--L's 

k,Nftt.b\GAiNEITOY*--e -D --C t MIETOM'attt -e -D -c tit 

[0052] *RBA t:_%Zibattttto im K‘Y 	s' -gst,`,, im K 	v 	s'L UN 4L'34 

nxtti-tainvc_3A74 1A4ZI 	L. t44qz#R4-L'stLitA, 	co),fbattttLIY 

cl_, --C*‘ 07 5di,-7 -4-*R13)Jibattto),7344--eV,), :=Mearc_ct 6tsk,\ 

*af*Ezziql -A- tiN. 

[0053] *RIEI)J0n,E4 ( 1 ) -e-s --L'sti.zibatttL 1,--C, tffiLArcit, 1,)1T0 L 8 9 

--eZ. 

41:1=1, 	R 1 /-3,tVe R 2 75q),-FODCW).abt-75\ 6intR -,'Stt, : 

1) R 1 ezKATA±, Vz.-..tti\ Dif>(±--e 	9, b\-DR 2 ezKATA±, 	I- 

') 7)1/ 7J-  1=1 )< 	)1//, 	kit I- ,)7)1.7J- 1=1)< I- 	iIZZ 	(1EI L. 	R 1 L 

R 2 eAtLzIKATA±LtsZtaan<) ; 

2) R 1 e 1- ') 7 )1,7J-  C1)< 	)1,a, 	tc 	1- ') 7 )1.7J-  1=1 )< I- 	I--e' 	9, 

75\7 R 2 ezKATA±, 	'j-ctJ-,/ \ 1=1 if>jA± --ez ; 

3) R 1 s3cR 2 em,qc_mal,--CTM-L'sti.ZTEA : 

E'fb91 

F 	0 	* 

F 	0 	* 

(41:1=1, 	*6t-tt.T41.7 I=Ji/g33LOpeialtLZ/-7 -4-0 ) --e-s4D --L'sti.ZI 

----eZ 	; 

WO 2014/092061 15 PCT/JP2013/083022 

i?n 
s 2 H „ 3 H „ 13C% 14C% 1 5 N % 170% 180% 31P% 32P% 35S% 18 F % 

36c i 3H^i4C 

mm-zfo 
So mmtk&zzts 

-zm^Ti^UM^s -T £ unite % #&UM iz s $ & *. & £ <h iz <fc y, 
fr"? $ £ o 

[0051] *mmz-fr-frz>\tti^z^ 
tlt\ o T t o T t <fc IN0 

[0052] *3§0.mc#^b^tH£^©7oP 7°PK^y<h&, 4b¥ 

ju<D4k'&mz& 

[0053] ^0^©tuiB^ (D -em-ztizik-syat bXs trmz&, 
•efe^o 

5$^, R 1 R 2 AW^M^feltfr^jiiR^ft : 

1) R 1 frTKUJi^ sfc&Mpyvji^'e&y* froR2fr7KHJi^ K 

U 7>'U^PP<51>'USs Sfctt h 'J 7J^P^ b **>£-?$>& (Ill, R 1 t 

R2&mzfcmM?ttj:&l§'£&!&<) ; 
2) R 1 #h'j7J^P^f^Ss Sfctt h U 7J^P^ S^s>S"eS>y, 

froR2fr7K^Jl?s t/c(i/\py>Jl^-e^)S ; 

3) R 1 £<fctfR 2frSlN(Ci^LTffM^tlSTIE^ : 

[<b9] FV°-» 
F^V* 
(s+. ) T*Shfn?>i 

t?3bS ; 
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75\ --D, R 3 S-3,tVeR 4 tt, 	)( 	)1,a ---e 5z 75\ ; 

tc. 14- R 3 8 ct Ve R 4 tt- ti.6759iia-4-- ZA'Aff,±L-MtLfs.D -C1-).-F75\  

[tic)] 

N 

00C V<>0 

(41:1=1  a) 

ffMC-4-  

* 14.4 Z YV ,):')>— 2 , 	4 -:')7J-  

Z. 

>3g3L opeaftLZ7T -4-0 ) 

[0054] *RBA 04thgE4 ( 1 ) T -1 --L's 41. z ibattt L 1,--C, 	,t9 tffiLArcit, 	1-).-F a) L 

41:1=1, R 1 , 	R 214.1-).-F0D*17).abt-75\  6intR-,s 41, : 

1) R 1 e f`') 7)1,7J- D )< 1- 	-a-e 9, b\ --D R 2 e7 V „T;5+--eZ ; 

2) R 1 eRATA±--e 9, 	75\ --D R 2 ezIKA(±TZ ; 

3) R 1 et- ') 7)1,7J- 1=1 )< 	)1,a---e 9, 	b\ -DR 2 'y + 5 . 	; 

4) R 1 iy7 ‘y Aff,±-e 9, 	b\ --D R 2 e 1- 1)7)1,7J- 1=1)< 1- 	. a--e 	z ; 

5) R 1 e 	') 7/1/7J- 1=1)( 	JI/a."-C 9 , 75\ --D R 2 ezIKATA±TZ ; 

6) R 1 ezIKA(±T 9, 	75`c R 2 e 	') 7J1/7J-  1)( I- 	-:>a•--eZ ; 

7) R 1, 

[L11] 

R 2 ttmAzeia 1, -cTM-,s ti.ZTE,E4 

0 	* 

* 
0 

(41:1=1, 

-eZ ; 

*14.- t1.Tti.7 ==)1/533L opeaftLff,-T -4-0 	) 	----eb--,'s tt 

75\ --D, R 3 8 ctVe R 4 (4.)< 	)1/a.-CZ75`. ; 

tz_-.14. R 3 8 ct Ve R 4 tt-ti.6759iia-4--ZA'Aff,±L-Mt:.ts.D-C1-).-F75\ 

WO 2014/092061 16 PCT/JP2013/083022 

fro, R3£<fctfR4tt% T?£>£fr; 
£/C&R 3SAVR 4fris^f 

&M$,T 5o 

[0054] *fgB£0iiu§E5S (1) vmt*tlZfc'£MtLZs AVftmz&s VLTCDt 

5$^, R 1 , R 2&OT©M^fe1±fre>jiiR£ft : 

1) R 1 fr h 'J 7)\s^ • ̂ h ̂ r'vSTS)l) s fro R 2fr7 ; 

2) R 1 frUm^-e^1^ froR2tf7.MfiJI:F"C£>£ ; 
3) R 1 fr h 'J froR2^7,>iifefc5; 
4) R 1 fr7 vMBTZfoVs fro R 2fr h 'J yjlstn* S=£*>g-C£>£ ; 

5) R 1 fr h U 7JU:tf" • ̂  -^JUST'S) ^ s fro R 2tf7kmm:P'e$>Z ; 

6) R 1 Ify^WkBs^-fo1), fro R 2fr h 'J 7;u^-pp< S=£s>S"C£>£ ; 

7) R1, R 2&SWCi^LTffM£tl£T§E5$ : 

T?£>£ ; 

fro, R 3^i;t/R4(ip<51>'US"eS)^fr ; 
sfcttR3d3<fct^R4tt^ne> fris^-r & t-m iz & ̂  T J^~F fr 

JH$R ^ tl •!> 81 : 

[<bi0] 

[<bi1] 

b ^ ti Z> M • 
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PL12] 

---' N 

V 0 0 
* 	* 	* 	* 

>-2, 	4—:')7J-  >3,,E133L igAiaii'LLT7T -4-0 ) 

ffMC-4-' Z. 

[0055] *RHAOMEA ( 1 ) --e-s --L'sti.zibai-ttL L -c, ErcAffiyArcit, 1,),Tb\.6 

tsZETct 9 int1R --,'Stt.Zibattt, V-.-..(4. - 0)7 T1'34[Ygt:..,W4-4- -,'Sti.ZikirCZ. 

Mat 1 : 1 — ( 4 — ( 2 — ( ( 2 — 	( 4 — 7 )1,7j-  1=1 — 3 — 	( I. i) 7 )1,7j- 1=1 

I--:>) 7m=)1.) —4 —7J- -v— 1 , 	3, 	8— I- 1) 71fEi=i [4. 	5 

] 5=s t — 1 — i>—  8 — 4)0 )1.*=)1.) i/1/) 	— 3, 	5 — )1/ 7  

m=)1.) — 5, 	5 —:'»< 	)1.-r z yVsi):»— 2, 4 —:')7J- >, 

Mat 2 : 1 — (4— (2— ( (2— (3 —11=i7i=)1.)  —4-7N) 

— 1 , 	3, 	8 — I- i) 	Ei=i [4. 	5] 	sjJ — 1 —i>— 8 —4)14 ZJI. 

*=)1.) i)1/) 	— 3, 	5 —:'))( 	)1.7 i=)1.) 	— 5 , 	5 —:'))( )1/ 4 Z Y 

NP):')>-2, 	4 —:')7J- >, 

Mat 3 : 1 — (4— (2 —  ( (2 — 	(4 —7)1,7J- 1=1 — 3 — 	( I. i) 7)1,7J-1=1 

))1/) '=)I.) —4 — 7J- V— 1 , 	3, 	8— I- ') 771tEi=i 	[4. 	5] 

5=s t — 1 —i>— 8 —4)0 )1,*=)1,) i)1,) 	— 3, 	5 —:')) )1.7 i 

=A') — 5, 	5 —:))( 	)1/-r z YVI) 	J- 2,:) 	4 —:')A- >, 

Mat 4 : 1 — (4— (2—  ( (2 — 	(3 —7)1.7J- 1=1 — 4 — 	( I- i) 7)1,7J- 1=1 

I- 	-:>) 	7m=)1.) 	—4 —7J- -V — 1 , 	3, 	8— I- 1) 71fEi=i [4. 	5 

] 5=s t — 1 — i>—  8 — 4)0 )1.*=)1.) i/1/) 	— 3, 	5 — )1/ 7  

m=)1.) — 5, 	5 — :'»<)1.-r zyNis i):»-2, 	4 —:')7J- >, 

ibattt5 : 1 — (4— (2— ( (2— 	(2, 	2 — :)7/1/7J- 1=1>N1 [d] 	[ 

1 , 	3] :')7J- V—)1.— 5 —4)14 —4—A 	̀/-1, 	3, 	8 — I- ') 771t 
Ei=i [4. 	5] 	')J — 1 —i>— 8 —4)14 	)1.*=)1.) i)i.) — 3, 	5 

—)<)1.7i=)1.) —5, 	5 —)<)1.-rzYN/i)> —2, 	4 —7J-> 

WO 2014/092061 17 PCT/JP2013/083022 

[<bi2] 

* * * * 

[0055] ©fulfil (D UT. MICifiglCtt, 

& & i# <fc y ji4R £ ti £ <b£-tk s ^ ft (c fF# £ ti £ i^-e & & o 

Ib^rtn : 1- (4- (2- ( (2- (4-7>/U^P-3- (K'J7;^P 

p< 7x"JU) — 4 — ^" dp y — 1 , 3, 8- h U 7+fXH°P [4. 5 

] "rt\~ 1 -x>-8->NU) 7JU*-,IU) x^JU) -3, 5-^5^7 

i-ju) -5, 5syyjvy-2, 4-y>x 
4b^2 : 1 - (4- (2- ( (2- (3 -7*P^7x-JU) -4-^dpV 

-1, 3, 8 - h U 7+fX£°U [4. 5] 1 -x>- 8 —T>*U) 7JU 

*-JU) X^JU) -3, 5 - JL-)D -5, 

V 'Jy>-2, 4 - v>>s 

4b^3 : 1- (4- (2- ( (2- (4—7 P — 3 — (h'j7^P 

yjL-Jl) — 4 — ^" dp y — 1 , 3, 8- h U 7+fT.tfP [4. 5] 

1 -xv-8->NU) TJU^-JU) x^JU) -3, 5-^7f^7i 

-JU) -5, 5syyjvy-2, 4-y>x 

4b^4 : 1- (4- (2- ( (2- (3—7 P — 4 — (h'j7MP 

* 7x"JU) — 4 — ^"dpy — 1 , 3, 8 - h U 7+fX t°P [4. 5 

] ^rt) — 1 —x>—8—'fJU) 7JU*-,IU) x^JU) -3, 5-^5^7 

i-ju) -5, 5syyjvy-2, 4-y>x 
<b^tl5 : 1 - (4- (2- ( (2- (2, 2P'OV [ d ] [ 

1, 3] y^dpy-JU-5--HU) — 4 — ^"dpy — 1 , 3, 8 - h U 7+fX 

t°P [4. 5] Ttl ~ 1 -x>-8-4 )l) TJU^-JU) x^JU) -3, 5 

-V*1-)\s-J JL-JU) -5, 5-V^^-)\y< *>*>-2, 4-y>> 
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, 

ib iSt6 : 1- (3, 	5 -.:'.;)(--)1,-4 - (2- ( (4 -21- *v-2 - (3 

- 	( i- 9 7 )1/71-  i:i ?< . - )1/) 	7 .i.:_-  AA 	- 1 , 	3 , 	8 - 1- 'i 7 -if 	L'm 	[ 4 . 

5] 	---Y"t -  1 -T.>-8-4)14 	11/4-:1-L)1,) 	.i,---)1/) 	7.m.:::.)1.) 	-5, 	5 

-f.;)< --k-(z-.- YV,)>-2, 	4-.::;71- , 

'fbtSlt7 :1- (3, 	5-.:')Y-)1,-4- (2- ( (4-2j-k.y-2- (4 

- 	(1-97/1/21- 021,*/) 	7i.::114 	-1, 	3, 	8- 1-9 77-1)2 1 	[4 

. 	5] -5--')-3 - 1 -i.> - 8 - 4 )I4 .1171-: 2 - L )0 i--)1.) 	7 i_-7-41,) 	-5, 

5 - -f))‹..-)1,--( z-z:YN./ 9 	:i- 2, 	4 -...:;21- N..i, 

MIS1-108 : 1- (3, 	5 -V)(--)1.-4 - (2- ( (4 -2J- *Y-2 - (4 

- 	(J-97)1,21- 121)4  1--2.*/) 	7m.=)1.) 	-1, 	3, 	8-1- 9 7-1-)2.E'D 	[4 

. 	5] -5-'It- 1 -I:J-8 -4)0 	)1/ -,-j-i=)1,) ,i,-)i,) 	7i=1L) 	-1, 

3 --f)7-1-fo [4. 	4] 	Jj-.:/-2, 	4-;.%7J"'/, 

4L I-2-A9 : 1- (3, 	5-V)-3-)1.-4- (2- ( (4-7J- v-2- (4 

- 	(i- 9 7/1/71- t=i)( 1-*:>) 	7"...-::)1.) 	-1, 	3, 	8-  I- 9 7"4").E'D 	[4 

. 	5] 5-t-  1 -..i:i- 8 ---(k) ./1/*=-._)1,) 1--)0 	7 mr_-.)1,) 	- 8 - 

)4--)1•-1, 	3, 	8-1,97-11- E:1 [4. 	5] 52)-r.J-2, 	4-Vt>, 

4b-aftt1 0 : 5- (3, 	5-,:s.7)4--)1.-4- (2- ( (4-2r*V-2- ( 

4- 	(F-9 7/1.7i- i:IY P•••-:',) 	7z=)1,) 	-1, 	3, 	8- h- 9 71-fE'l=1 	[ 

4. 	5] 52' t - 1 -i:s../-8 --cm 	)(,71-...7-41,) 	.i.,-)1,) 	7.i...--.7ji,) 	-2 

-2J- *4 -5, 	7 -::;7-EfL°E:1 C3. 	4] 2J-77i-6, 	8-:,;21- '2, 	8 

c:1 

ibtlt 1 1 	: 4- (3, 	5--- - -3)1/-4- (2- ( (4-71- v-2- ( 

4- 	(1-97)1,2j- 1-_-,0(1,*/) 	7.i=.)1.) 	-1, 	3, 	8-1- 9 771f7.E.1:1 	[ 

4. 	5] -,--st - 1 -i-../- 8 --(k) 	./1/7J-i_.-z)t.) 	.i.--)1,) 	7i.z)1,) 	-4 

, 	6 -.;7-IfE'm [2. 	4] i\s7° >-5, 	7 -.),7J- i„, 

-,:t7.loiL,IS!tt1 -1 1 a),V)\---C1t, ibtte, 	7, 	8 45` 	9 OAT 	Z 

0 

WO 2014/092061 18 PCT/JP2013/083022 

it-a®} 6 : 1 - (3, 5~v7 4 — (2- ( (4y-2 - (3 

- ( h 'J yjltn/3-)\s) 7X-JU) -1, 3, 8 — K 1J 7"tf7, fcfP [4. 

5] 1 -xv-8-4)U) XJUfc-JI/) x^Jl/) 7x~;u) -5, 5 

- vy 5 y 7*'Jy>- 2, 4 -^Tf- X 

4b"a $8 7 : 1 - (3, 5-^*3^1,-4- (2- ( (4-^^y-2- (4 

- ( h U 7JWP/ hdpv) 7x-JU) -1, 3, 8 - h 'J 7+fZ fcfP [4 

. 5] fi - 1 -XV-8Jl) XJlrTfs-Jl,) x^JI/) 7 x —)[/) -5, 

5 - y/^ju * y y g yy - 2, 4 - yt ys 

{b^t)8 : 1 - (3, 5—V* 3^1/-4- (2- ( (4-7^7-2- (4 

- ( h 'J 7^tPy h^"V) 7xUl) -1, 3, 8 - h 'J 7+fX fc?P [4 

. 5] x^3- 1 -XV- 8 --T^) TJI/Tft-Jl/) JLj-JX/) 7HW - 1 , 

3-yT-tfT.ifn [4. 4] y^v-2, 4—V:*vs 

fc-a$39 : 1 - (3, 5-i?*3MU-4- (2- ( (4-^^y-2- (4 

- ( h 'J 7;UTt"P^ S^» 7i-^) -1, 3, 8- h 'J 7fZt°P [4 

. 5] TA- 1 -xv-s-'fji,) X^;U) 7X-JU) -8-

y^-JU-1, 3, 8 - h 'J 7+fT. tfp [4 . 5] x£V-2, 

It-aWl 1 0:5 - (3, 5-y^^JU-4- (2- ( (4-^Jpy-2- ( 

4- ( h 'J 7 Jit a/- h*S/) 7x~jl/) -1,3, 8-h'JTIfXtfP [ 

4. 5] x*J-1 -XV-8--OU) x^;i/) 7i-Jl) -2 

-;tdr+r-5, 7~v7+fXtfP [3. 4] ^-^^>-6, 8-^>, fc 

d:tf 

4b"a $3 1 1 : 4 - (3, 5-^*3^1,-4- (2- ( (4-#*y-2- ( 

4- (hU7Jb^P^ h^v) 7xzjb) -1, 3, 8 - h 'J T+fXt°n [ 

4. 5] -rtJ- 1 -XV- 8 J],) xf^U) 7x~;l/) -4 

, 6—V3Pf\*t°P [2. 4] A^V-5, 7-ytyo 

£tie>aMb^tn ~ i i <fb^t)6v 7, sauy&ss-e&s 
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[0056] •J_.opct -3 ts*R13)Jong,E4 ( 1 ) -e-s --,'sti.zibai-tttc.ttotIl'34[Ygt: 

,IV-g--L's ti.z tat, 	PTHafFnit-Dibattt, t7T 	t, < ttP T H 1 R77 = 

I- Lli -TVE11 ---e9, aria, ra*„:,:m±mzraa, ora,:,:m±mza, -ix* 

effMCJ1, rawba, mtrAnt, mut& itaii\wxy-a, iTiomtimitg 

-Fa, A ,) >Ala, VtitErCIXERIVItsEoMS-3,tv,/tc.6ts. 

I*, 	ZotttrMili8fMAILVE11-ez. 

[0057] *RHArc_b\b\ z Mat t L < l,t,-c otat, 11111--,'s tt.-c ,\ z 	I t: ct 9 tali 

, RAJ, *MAU, MAP], VNti.-11J, )3 1-t)i/AIJ, i 1=1 V 1AI], 	1=1 —RAJ 

, axm, drAii, AN-A1J, Oft AU, IREMAIJ„ORAIJAAIJEf AU, / 

V 1AI]. 	1=1 — 	a >AM- L L-c2''AIJM-4- z •J_. LIY --e 	zo l'AIJibt:_ttiC4111 

,\ 6 ti.z PIMP], eam, MRAIJ, ZtA1J, WaritIRAIJAb, Sictv,/2\Rt: ct 

9 kiVLAIJ, 'i'LMAIJ, alIVITAPJ, IT-5t,ItAIJ, 	P HUMP]. MiNtAIJ. tilt 

MAUfsEICE11-4- z •J_. L /PC 	, —ARILEtal''AIJo)ff*L Li-clEllk,\ 641z 

C3gEa 1,--c*ItLct 9111J4L -L'st1.z. 

[0058] INA_aRLIIIIJI1 3,S-4-zrcit, *RIElac_b\b\zibattti-citotIl'34 

n vc_,!, 516-,'s ti.z it L PIMP], 	-,'s 6 t: /2\ R vc_)7r,‘ u -ream, AIM, ;;RAJ, 

ZtA1J, WarZfaRAUfsEA_A-_,I, *It: cl: 9 RAJ, *MAU, MAP], ri 

AIJ, VNti.-11J, )3 1-t)i/AM- L 1-  zo 

[0059] •J_. 41, 6 o)iC3L 1, -c ttiNA_ a, 	1;l, Oft, 	iio' ') -t om 4 K-0DSIA-A 

ItAi ; 50:M 	7 4 >, 	7 	>, 	J:fW 	7 4 > 	GA' ibzIKA ; z ') 

>K67J- 	)1. K52 )1., 	Z ,) 	>K6 4 v 7°CI L.°)1.-0Di5-)14Eli ; -t I- 

577  I) )1.77 )1. 	—)k 	//•=)1.77)—)1.-0DAN3(77)1.—)I. ; 	') 	> 

*It ; i I) a >E1E1 ; t ,) 	iii V >It MOki5-)1., v)i/Es>11MK6  

i5-)1., 	'',) -t ,) >It noti5-)1„ ti)7J- -:>ii,>v)i,Esg>fign 

Oki 	5-)1., t ,)7J- i>Ribti‘ 	LA, t ,)7J- i>t,)7J- 

7°1=1 L°V J7 1=1 V 	at') 7— 	J-0)r-5tIltAl] ; L. K 1=1 	i 	)1. --t/l. 

1=1 — 	, 	t') 7 	') )1/0k, 	)3 JI.t. 	Es=)1/t 1) 7—, 	t I) i 	> 	I) 

—)1/, 	t') Es=)1/ E 1=1 I) K>, 	)< 	)1.--t)1.1=1- 1-sEozlQ74,1tF,43+ ; i. 

WO 2014/092061 19 PCT/JP2013/083022 

[0056] (1) 

P T »SL<ttPTH1 R7^-
xbtLxmm-zfoVs w*mm, mils 
mmm. ^mtm. mmmmm. mm&. sywMttg 
i&Tm. mx)y^rn, %tcizmm^mhmmtt£o^mio&x}/i£tcm& 

[0057] L< 

. mt «i^y. mm. ws.m*L t>yuvy°m. hp-^y 

. p^A^y. mt >EMS igtfis j&n&k A 

>>7°^y, p-i/a >^Ji^: LTl»§c^^$l)o 

stK&k #fe^s ^ip^^y^s &£wmtz£ 
yg^b&k mm. PMi£it£y. imsim pHmm B&n&k mt 
<b£yfc££teffl-r£C:£tf-C$. -jlS(CE^pnpM^y©^^: Lxmi^nz 

[0058] m7L&mnm#\*§ki£T2>tz&. *mmzfrfrz4k'&M3itc&;t<Dmm¥ 
mzm^n&^tmm. Mi±a^y. stK&k 
w&m. PLtcm. isc^ja MUM. n^y. & 
si. wsm*y. ti-?-t)i%mtTz>o 

[0059] As>4. *m. -&f&?U •fe^'T K^OiMt 

M;;IlliA7 7rA X07z>y. 4 y^OfizlkfrM ; $ 'J X 

7-yEKx^Jk $ 'J X^y^ 77°p ^H0I7TJI/;4 ; iz h 

^T7'JJI/7J^-Jk r>'JP> 

M®B ; ^>UP>)4 ; # U U va^ixXrJk VJUkT* 

XT^JK y;-feuymffi 
1tx^xJk <J\ D ^•dp'vx^1 u vfil'fb'O^ L>4s tf'J t 

dp:>7°P t°U>7°P y "7—t KPdr^X^JU-tzJU 

p—7>, ^UZ^UJUts IJ -7— s zf'Jxf L/V^'jp 

-Jk #'J ^-;UH°PU KX 
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.1 —)l., 	4 V 7° D1 ) - - )I. tS. E VEM7 11. 	— )1/ ; 	I) -t') '.J, 	in Es' 	'., 

s'') 	—A/. 	)7°1=1E'l, 	'') 	—)1., 	VA/ Es 1- —JO'S E0A7.1g77 )1. 	—)1. 

; 	''')1.—, 	a AV's. e0f1,1, ; a7.10-  -f EC 	ir 4 At 7711/Z=:',/A7 

[0060] gitff.01.1L l, -z- ‘, INXIS74011, 	a — 	--, 	n4A, 	I K rffiti, 7 %= 

—11/. ‘)1l/ hi' 	IN. eia-til.D—, =k4bir-f Ats ebi*cf 6 41,z0  

[0061] eAPJL L -cl,t, fiJAiSt 1) 	.'=-_)1.77)1/ 	— lk t') Es=ki--5-/I., 	)( 

)(.--2)14:1— Z, 	i 	)1,-t)1/ 1=1—, 	75 E-77 /4, 	I- 5)1> I-, 	-ff5> 

./x.7‘.. 	L i<111-11:1E/l/?</litit/1=1—\ 	L r1:1-:>7°EIL.°)1, 

-t)1.1:1—. 	t') 	-_=)1/E'D I) 1>, 	Ali) ID 	'Ij's.J"I) 	--)1, • t i) 7j- L 

i1* I, 	• /1=1 v' ') 7—, ?< 	s')1/Z- >tS.EIY*14641,0 

[0062] AIM L L Z Ct , iN A_ (SEIM . 4T, -ff -3 	>7k, Aigat)t.r::1-2., rii-ak 

)3)1, ,,/,,, 	VA67.KA -J-  I- i) 	L., 	i '01303)v*.J r) A, 	-5-'4- 	I-') ', 	/' 

t/l/A- /:<.)1.-t)1.1:1—. 	• t/Ii/r/.14/Y*ti64-1,Z„ 

[0063] MA3JL L, --c- C, iNA..(S-7- 7 I) .'At7 	: > r, A , 	71l. 	, 	:11 I) i 	1, 

",) a — 11 . , ./ I) ts R4MillttACI-e*6f 	ti.z„ 

[0064] 

[0065] 

*.tILI L 1_, ---ctJ-,Ezpn t,=Apu --4- 	zi.  L 75q, -r=ii - -;_ti,--ck,\z t oiy, 	mg 

ML li-cct, 	a a 7 7 As, 	/ \ ‘y t lig, 	'-'- -6-10, 	/\ ‘2 t iE19, 	Mg, 	qi.*-J-"Yfi 

oi,'Alz<, 

'''.. tt. 6 0)*Ili • OfilAii6z6 4,, 	,-01.thi;ORt:._.ct 9 3A_Ta 	—5--  4 > 	"-4- 

:. L 6 t t 	I u 13. 714:0 0 	fi 1-c , i 1=1 V 711i3t41-)EIMI AM-ViT3LiAli 	t.45S_ 

-4-Wgrit. 7RBArib\b`Z1b St . 7`ti, ogAi.E'14-Vg(:Fir-4 - 1,ZIM:: p 

HA M, 	3811741J.   K,fbAlits.EL, 	‘Rt:_iiis_ U -cT.411744.ft)jAii, 	3'..-Z4bAiits 

ixi X --c, MI(L ck 9 	''AHL -4-  z0 

[0066] M-JEIEJM-V43SIZIO03M,VR-Z -  tt,f, 	5 (,:c 9 $a-4-z(7_ L e --C• 

Z . 1- 44--)ttalPfLrAtc.,91V1-4-ztAIJAL 1, --c6, E•7'gi, EVg1s

ens tfii- A4(LiEMIVHz'stLz-fMTEA-fEHoZ -,_-_Le-r-Ji-g-eZ. WIT 

ZlitAIJIM4L L -c14.4n(zu, 1mxat_JAIICE13, trAtA, i7 	7 V 
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fjn-ji,s ^7°P =i-;k 
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7A, ftIi7Xfc£tf&tf'btl£o 
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N-;k K ^mzjun-x, 
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^HrJUP-*. 77tf7^X h^tf>k 

% yn=7vO, t: KP="rS/7°P b^U^^yU-fe^P-T.^ KP^>7°P t°;i/ 

izJU P -7>, 'J £-JU t°P U K X ^ 'J 7P fc° U V V 'J P —)l • 'J 

yji^uy • * Vii^ytzEh^ibti^bo 

[0062] Uti&J-h UTtt. mt£«h M^>=5-y%, MHt;i/P-7^ Mlt 

t>)\sisO&s jfcWkMj-hW^s 7xvix'dfZMJX ^ 

^;i//K^v*^V'UZJUP-X • ^JUV7 

[0063] >i)R3!J<h UTkiu m^UX^T'J $)\s<?, /It'Jifb 

>y 'J u-jUs yx)t\s £>ti&o 

[0064] W&ffl£ UT^E^pp^;»'r?>d<hfrI^W^nT^^:fcG)fr\ MD*£IJI 
MtisZiZs 3 3 7^ /\y*jj|& ^#Uu M$Ws 

l^btlZo 

[0065] ztibnf&M • 

si\, %tc, vP-y 7°^!J^}Sl^fflM^U 

^'^SPx-Ts ^tCcty^J'fbfSo 

[0066] tkm&?&p§<ra>£tit\ nmzj; y 3 c ̂  fr-e$• 
^0 Lxtt, mip^ gum 
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2>M&mH£\sTmfo#ilz&s fflfate. iXfilii U'y 
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'7 Z M, -,A*)3(7)1.—MA, JIMK6M, 	,) 	>E1EI, IT-5t,ItAIJ, 	,) >MN 

M, 77 )1.—)14A, g4d577 )1.—)14A, 7_1<gt-h43+0, M±V41-ttfi, Fittl 

[0067] 

7_1<tS. Eoff,t47511 641,, 	-,s 6 r.-. /2\R 6z. it u, 	p H mgAd, ijiitiiibAd, 	1, 

— I-Ad, MNIVRAIJ, Ztt4, -W-sEt)iiii-4- z•J__LIY-eze, *RBA 

vc_b\b\zM-1,11A1JoIAIJTAWtJ_ti.6tLfirk--L'sti.1-soc, 

V-z_-./I6Rt:..ZU -cfb,73441f1,11 -4-- z3, ILAIZIAIJ, *IMAIJ, AA 

AIJ, Oli8fICtAIJ, Es .  Z >M, 7/Zink, REP], ANM174AM-oC3gE 

al-zJ_Lt -ez. tsS-3_LE/PJF,W)t)inalt, 3.EV1-1,11Adotatit: 

it 9,1Rt --,'sti.zalizi-szE-ez. 

[0068] *RBA vc_b\b\ z Mat t 1_, < tt ,- ota 	it.tt- 41, 6 oz1<ni-tt 	IJA'4-4-Zta 

Q, -0))±0,11,t-irc_lirk-tlf, 3BAJEllo6ti.zItLct9RLIIR4--et4 

RLIIR4-et (to. INA_ati-11J, RAJ, MAP], ti-t)i/Ad, i 1=1 V 1 Ali , 

I. 	— 	Ad , [RAP], d'AIJ, AN-Ad, wrald, IR,E,MAIJ„ORAIJAPJ, 
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77 5-17J-7 —III, EFIA3A1.151, fM /7 0` 	1=1 7 I- 	7 -I — (INA_ar* 

Mil=171-74 —, )3/01=171-74 —, A3V.Af 	Q7 l'' 

74—, 	iisi=171- 	s'7 -c—, 	J-) 	CEII 0 Z .j_. L C_ ct 9 f W'lam, 	*MET 

.SLIP— Z. 
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I, -C kx-C t ct Oil 	kit 	tt, 6 07_01:11-A01X,V VC:CM:At -D --Cg1-0-4- Z J_. L 
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, Miia, 	-fM 	D7 I- 	7 4 —i-sE0AVAL4tafFiy_0111,--Cff-) •J_. 
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1-tt (-FE-420/gawm=rettAi -e-s -,'sti.zibattm) OR 1, 	R 2, 	R 3, 
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liAtt - 01'-gt.C_FR7VSti,ZtOD-etttsk,\„ 	."-COD,±i5-ANS-3,ttnii.M6t, 	itl 

niAMM-Z 75` 6 A, 	t L < tti.L.;%ia)51cEilo-cis 	t, tz_-.0 	'H—NMR 

HI. 6t, 	1 3,E,13f,g,if L [_, ---C Me 4 S i 	E110 -C V-z_-.6t1110 fr.:, 	Me r c 

u r y300 (va r i anlp , 	ECP-400 (JEOLID , 'V-z_-_tt 

400—MR 	(v aria n11 ) 	CEIllivt;glitl,tz_-. (s =:>>s'l 	V I, 	d 

=Yilv I, 	t =P)7°1‘Y I, 	b r s=11=1— K:>>s'I‘Y I, 	m=7 

WO 2014/092061 29 PCT/JP2013/083022 

(19) <D* U7 4 y U 

(^1) Jj/£'£'$)£> O 

[0103] Xdp-A6 C&&B) 

[fc18] 

KR3>V0 ^->71 4 
R1TJ 6 Br_H"V~H ~ 
R2'^^ (18) ' 0 

(8) 

R2 iC1 

[0104] Xx>>7°1 4©J5J^£Xxy 7°6, Xx>>7°1 5 ©SJMXx ̂  7°5 (M 

(j£1) ip 

0H0^bt/c(i^ h^77^ -

[0105] Xx>>7°1 4T-{£ffl't££-,'U7JU*>:P$ Kf^II* (1 8) WO 2 

010/126030 (A 1 ) (DX^-A 2S X^~A3S A 1 

2%:^[Zt;$LtZ>Z.tt?X^Z>o 

&fc\ 0mtLT* 

B^ilffl® (Citl^Atl <Q tl'So 

n»!J 
[0106] 

£r(Dta^w&£zfUMtes M 
t L< 1 H — N M R 

LTM e 4 S i (C, Me rc 

u r y 3 0 0 (variants ECP-400 (JEO LU) s Sfctt 

400—MR (va r i a nl) L/c (s=N»^l/!!/ h, d 

= y 7° U "V h s t = h 1J 7° U "V K b r s = 7° P — K x> > y U "V h s m = "7 
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)1,7°1 	‘y I,) 0  N'13*fitt, N'13*filtV, 	Z Q 2 0 0 0 	(Waters 

20 , SQD (Wa t e r s 21) , 	2020 (S h i ma z ull) CE110-C 

Alit 1_, it. 

[0107] -*-Y-tiN 1 

1 - 	(4 - 	(2- 	( (2- 	(4-7)1/7TM-3 - 	( I- I) 7)1.7J- 1=1)( I- 	-:>) 

7i=J1.) — 4 —7J- -V— 1, 	3, 	8— P)771tE1=1 [4. 	5] 52t— 1 

—I>— 8 —4)0 	)1/*=)1/) ill/) — 3, 	5 —:'))( 	)1/ 7 m=)1/) — 

5 , 	5 —:'))( 	)1/-1 -Z Y V ,):')> — 2 , 	4 — :')A- > (tat 1 ) 

[0108] (az 1 - 1 ) 

Cibi 9] 

0 	 0 
NHBr 	 OH OH 	 „..„-  

2 	
5 N NaOH 	 NH 

41 	DIPEA 	1- 	Me0H 
Br 	 DMI 

Br 1 

[0109] 4 —11=I-3, 	5 —:'))()1/ 77=')> (3. 	4 7 g, 	1 7. 	4mmo I 

) L:')-(V11=1E)1/i)1/7-Z> (5. 	3m I , 	30. 	4mmo I) 	DDM 

I 	(1 3m I) 	'74',,Atz.-., 	2 - ID 	4 v I! ink (3. 	86g, 	23. 	1 mmo 

	

I ) 	'13Alz --c)irlAi-c.. Eat 	1 o o 1.c tL -c 1 HeciuM11.,14-  Lit. 	--,'s 6 

	

tz:., 	2 -ii=i-rvi!inti (496mg, 	2. 	97 mmo I) 	L  

)1/i/l/7 -Z> (0. 	8m I, 	4. 	5 9mmo I) 	.)jri Alz_-_,I, gat 	1 

0 ol.c (z-c 1 HeciuM11: "Lk° 

arit Eat r.: MeOH (52m I) L5N *031'ibt 	') r, L. 7_1Q745A ( 5 2 

ml, 	260mmo I) 	'13EIVC, ---C )311 Alz_-_,I, 	Z: 0) gat 	7 5 g.c (Z. --C 1 

. 	5 HeciuM1,214- LA:. ag-,\Eattt;•763-Ap,"*. 7..1K 	. )iu A.., 	1 NM'AzKAt i) 

r, L,71Q74 A --e pH5LL. lifOki)1.--CtElEalitc. VON,71KTA544„W. 

7_1<e,K67 " ,:>r, IN -eta, MN t,, 	2 -  ( (4 - 11=1 	-3, 	5 -:'))( 9 

)1.7i=)1.) 	77 Z I) 	- 2 -)( 	)1/ 7°1=1/>K6 41tiCi-ttL1_, -C•f'4'tc. 	( 5 . 

7 9 g) 0 ° (6 6 L 

•9) ^§11 K -2- dr-x^/ir 

'e-in^-17) ) -3 ^nanis 

m tn^9Hda^vC' 

r, ¥H^W4N L • 
L 2.210^(9 L ^m^SCO 2 (IOUJUJ0 9S ' |w 

3 9 ) fi H -MUl^N 9 ^ ( I UJ 3 9 ) HO 9 l/OG^l^^T 

o^n#itiiD?La^0 L i-1 O^f 0 0 

L 3rG^it sfP^"¥D?^ ( I 0 w w 6 9 "fr ' I w 8 ' 0) < ̂ Zir^xir 

D0£A ya^ ( I o ww L 6 "3 ' 6 UJ 9 6 V) !!§SA >il=L£- 3 

°^n#sfw^^fl L 2.210^0 0 L (i 

0 UJ UJ L -03 '6gg -0) |1§| ̂ym/L-Z ( I w £ L ) I 

lAiaOPCloujuj^ "OS ' I w£ "9) < $Zir^xiro^ •„£ A >/C^ ( 

1 o UJ UJ -[7 1 i i '6 LP •£) < fi 9 's-ia/l-fr [60 L0] 

3 
\ J9 1 
>=< ii/\ia \ Ja 
y_T~ HOSI/\I V3dia 

HN „ HOBN N 9 
^ ^ HO^X, 

0 0 

[6iq>] 

( L - L M) [8010] 

( L w&w < •£.<*-P 'z- <.<* fi A6 ̂ >ir^ - 9 '9 

- (ir-T^/ir^^/^-9 'e- (ir^i (ir=*"ir* (ir>-8-<x-

l-Q^[9 >] •^^ZH-8 '£ ' L — 17— (irri£ 

(<^H -e-a-Mr^-t) -3) ) -3) -^) - L 

7¥TO [A0L0] 

1V1S5 (nf n z B UJ ! q s) 0 3 0 3 * (Ms J 9 1 B M) a 0 S * (ff 

SJ01BM) 00030Z "S^KfSM ° (H 10£^ir 

ZZ0£80/£I0Z<IfAL3d oe I90Z60/H0Z OAV 
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MS(ESI) m/z = 286, 	288 (M+H)+ 

[0110] (az 1 - 2) 

[M20]  

	

o 	 o 
OH 	 >ANH NaOCN 

	

NH 	 N4 

	

. 	DCM-AcOH 	• 0 

Br 	 Br 

	

2 	 3 

[0111] 2— ( (4-11=I-3, 	5 — :'))(J1.7m=)1.) 77 Zi) —2—)(JI. 

7° l=1/>K6  (5. 	7 9 g, az 1 - 1 -04 6 t t. iti b a ttt ) a) 	CID )( 	> 

(6 2 m I ) Lfiqk (6 2 m I ) mat tz.. :> 7 AgTit 	I) r,L. ( 5 . 	0 3 g 

, 59. 	8mmo I) 	'13.101.t.C.:TX1A..tz_-:. gat 	'13.1070TC.:"C 3 Hemtc4=' LA-. 

. azimat 	0HA.K67_KAt I- I) r, L.7_1Q45A ( 4 0 0 m I ) VCArl Alz.-A, 

6 Vc_ 5 NzIKOkibt I- I) r, L.7_1Q4A6: -c p H 7 —8 L L. 	K6=l'F 	J1. ± 

Lit. VON 	AV_KMK6  7 	:> r, L. Ttitl*I. A E T MN li it. "f'4' 6 tt, A-. 

'f*ElifOki)1/ — /N-1)->, 	Dm )< 	'>—,N.L1)->---ellIMAA1, 1 — 

(4-11=I 	—3, 	5 —:'))(J1.7i=)14 	— 5, 	5 —:')))1.-1"-ZY`J') 

	

—2, 	4 —:')A- >V4'it (3. 	8 0 g , 	6 6%) . 

	

MS(ESI) 	m/z = 311, 	313 	(M+H)+ 

[0112] (akt, 1 - 3) 

[M21]  

Br II 	NH 

CICN-C)" 	
0 3 

O/ I/ 
0 	/ 	II 	 N-S 	 NH 

0 	Pd2(dba), 	 / 	ii 
0 

4 	 tBu3P-HBF4 	 5 
Cy2NMe 

NMP 

[0113] 8— (E=J1.)1.*=)1.) — 1 , 	4 — :')7J- -It — 8 — 771tE1=1 [4. 	5 

] Ti]> (43 1 mg, 	1. 	8 5 mmo I) , 	1 — (4-11=1-3, 	5 — 

:'))J1.7i=J1.) — 5, 	5 —:')))1.-1"-ZYVI):')> —2, 	4 — :')A- > ( 

WO 2014/092061 31 PCT/JP2013/083022 

MS(ESI) m/z = 286, 288 (M+H)+ 

[0110] (SJfcl ~2) 

[<b20] 

-^°H NaOCN 

DCM-AcOH __0 

Br ^ Br ^ 
2 3 

[0111] 2- ( (4 — 7° • — 3 , 5 —JU) 7^7) -2-^JU 

7°PA>I£ (5. 7 9 g % 1 - 1 Ti# tl/clb^r t) CD^PP^V 

(62m I ) tBm. (62m I ) K U ^ A (5. 03g 

, 5 9. 8mmo I) £^lCT3JD*.fco 3 0#^1S # L/c 

o h U * ATK)^ (4 00ml) 

£ ^ tc 5 N7KI^b^ h U £ ATk^&lCT PH7-8^;U Mlx^U-ett!±! 

L/co ;lET)jilsb/co 

^PPP<^>-^+f>T|III^&;#L 1 -

(4 — 7° • — 3 , 5 -y*^)l73L-)l) -5, 5 - ̂  < 0' V U 

Vy — 2 , A-Vty^mtc (3. 8 0 g , 6 6%) 0 

MS(ESI) m/z = 311, 313 (M+H)+ 

[0112] (Jgifcl -3) 

V=\ 
[>fb2i] 

BrHJ^YNH 

CVN-^ — 
O Pd2(dba)3 

4 tBu3P-HBF4 

Cy2NMe 
NMP 

[0113] 8- (^-JUTJU^-JU) -1, 48-T+fXi^U [4. 5 

] fi> (43 1 mg, 1. 8 5 m m o I ) % 1 - (4-'/Pt-3, 5 — 

JL-JI) -5, 5*>*>-2, 4-y>> ( 
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5 7 5mg, 	1. 	8 5mmo I) , 	F)2. (>:')')52>77-t I>) :')/ 

:')r,/.1, (0) 	(5 08mg, 	0. 	5 5 mmo I) , 	P)—t e r t -7 

)1.*7-r>5- 1-7)1,A-D*,,gtri (1 65 mg, 	O. 	5 5 mmo I) 	L)( 

9 - )L 	(2. 	1 m I, 	9. 	2 5 mmo I) G)N—)9-  

)1.— 2 — El=1') K > ( 1 8 . 	5m 1 ) gat 	'2',A,t,5A-F, 	1 1 og.c tz.-. -c 

2Hemtv--  Lit. azimatttA-Ap,/, 	'9 	fffoti)1,----ett±, 

li it. VAN 	71<, tiOn MIA< TIIIRWA50-1„:,:&7_KeR67 	r, L. -et* 

li , 	ifil 11 T a NI li tc. II 6 41. it RI 	7 Z i 	') )3 172 11/ )3 	IN 	1=17 I- 

7-f— (1=11=1)<> — )< 	' ) — )14 VC:rfittai. 	( E ) - 1 - (4 —  ( 

2— (1, 	4 — :')7J-1)--8 -7711E1=1 [4. 	5] 52t>-8-4/1.)1. 

*=)1.) 	E=A.) — 3, 	5 — :')))1.7m=)1/) — 5 , 	5 —:'))( 	)1/4 -Z Y 

VI) :')> - 2 , 	4 — :')7J-  > 	4'A. ( 5 8 4 m g , 	68%) 0  

MS(ESI) m/z = 464 (M+H)+ 

[0114] (az, 1 - 4) 

[Th22] 

2N aq HCI 9 0 	 / II r-O
)
c 	j? / 	„ , „ 	 N-S 	 )r..-NH 

L 	N-S ' 	1 " 	"" 	THF 	 i 	ii 
0 	/ 	ll 	0 	 0 	0 

0 	 6 
5 

[0115] (E) 	— 1 — 	(4— 	(2— 	(1, 	4 — :')7J-1)--8 -771tE1=1 [4. 	5] 

52)]>-8 -4)1,)1,*=)14 	E=)1,) —3, 	5 —:'))(J1.7m=)1.) — 5 

, 	5 —:'))()1.4 -ZY`i'):')>-2, 	4—:')7J- > (1. 	2g, 	2. 	5 8mm 

o 1 ) 0)T 	L K 1=17 	> ( 2 6 m I ) 	''&rA VC., 	2 N Vint7Q4A ( 2 6 m 

I, 	5 2mmo I) 	.1C:13 --e3J-F LA:. Matt 	6 0 .g.0 (Z. ---C 21112CJIM 

121-' li tc. akt‘Eattt 	.;',.AP,'*, 	2 N 7_1<ntibt I- ') r, Az1Q4AT p H 7 L L 

ffFnk 1 	)1.---ett±, li it. VAN 	001%±17_1c-e5A50-1„:,:&7_1<e,K67 

r, A 	e tit a L. A )1 T A' 48 li A:. "ig 6 41. A-. RI 	:> ') )3 if ) l. )3 	LO I=17 I- 

"7-r - (1=11=1)(>-11fOki)1/) 	tL -Cfittai. 	( E ) 	- 1 - 	(3 

, 	5 —:'))( 	)1.— 4 — ( 2 — ( (4- ')>-1--i')14 ZJI,t 

WO 2014/092061 32 PCT/JP2013/083022 

5 7 5 m g , 1. 85mmol), h'JX 

=>V7 A {0) (508mg, 0. 55mmo I ) , h'J — tert — 

)\zfoX7 4 yj- h ̂  ( 1 6 5 m g , 0. 55mmo I) ̂  

(2. 1ml, 9. 25mmo I) ©N-^f 

JU-2-tfP'J K> (1 8. 5ml) 1 1 OJtCtCT 

2 0trPm#L/co TKT^XV^U B^x^u-ettdi 
L/Co #±M7KTIUI&&s V7AT$£'j# 

U ;lET)jilsb/co J *> 'J ti^fJUti^AO •x' \*<7=? 

7 4 — {*J<7UU*$y-*$ J —)\/) (CTliMU (E) -1- (4- ( 

2- (1, 48~7+FX£°U [4. 5] y^tiy-8 —T 

*-JU) tf-JU) -3, 5-^p<51>'U7x-jU) -5, 5 - $0' 

V'jyy-2, 4-*S*y&mtc ( 5 8 4 m g , 6 8%) 0 

MS(ESI) m/z = 464 (M+H)+ 

[0114] (Jgjfcl -4) 

Ut22] 

CO": 
[0115] (E) -1- (4- (2- (1, 4-y>drHt-8-7+fXt°P [4. 5] 

f^tiy-8-^ ¥-)l) -3, 5 -Jl) -5 

, 5 *>*>- 2, 4-y>>(1. 2g, 2. 5 8 mm 

0 I) ©f h7t KP77> (26ml) 2 N iHl£7K/§)S (26m 

1 , 5 2 m m o I ) £ 1 OMTlt 6 O^C (CT 2 

a# L/Co 2 h U ATK;^T PH7^U 

. L/co 

^AT^i U ;lET)lls L/cQ ?# b tltcW/t^y U ^ =y A^ P v h 

0*^7 4- (^'^PP^^V-ttxf^) (CTfiMU (E) -1- (3 

, 5-^^-4- (2- ( (4-^drVH°^U^>- 1 -'NU) 7JU* 
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=A4 E=J1.) 7 m=J1.) — 5 , 	5 -:-»( 	)1,-r -ZYVI):')> — 2, 	4 —:') 

7J- > 	."igtz_-_, 	(9 9 8 m g , 	92%) 0  

MS(ESI) m/z = 420 (M+H)+ 

[0116] (az 1 - 5 ) 

[M23] 

KCN 0 

	

	 NC 	jj 	41, • II 	/ 	NH 	 \ 	/ 	NH N-S 	 AcONH4 	N-S i 	ii 0   	H2N 	/ 	g 
0 	 Me0H 

6 	 7 

[0117] (E) — 1 — (3, 	5 —)<JI.-4— (2— ( (4-7J- -vE 1))> 

— 1 --f )14 	)1,*=)1,) E=)14 7 m=J1/) — 5 , 	s — 	)1/4 Z Y`i 

'):')> — 2, 	4—:')7f> (994mg, 	2. 	3 7 mmo I) (1))-11/ ( 

24m I) 	74'rA6;.-..-., 	:>77 >ibt'Jr,L. (1 88mg, 	2. 	84mmo I) 	L 

03177>=,,L, (2 3 7 mg, 	3. 	08mmo I ) 	'13B. t Z.: -C MR Mill A.. tz_-_, 

o gat 	6 0 — 7 o g c vc., -c 3 HeCJIMIt 	L tc. a kw.ai-E, ttt 	Ap,I, 

glITaggli, l'FOki)1,---e-Ui Lit. VON 	7_1<, MnfttitzIK --ellIRWA50-  

•1„,R,7_1<e,K67 ":> r, ATtaL. 	ifilE-FalrgL it. "f'4' 6 ti.tz_-.R1:> 1) 

tif)i/t/01=17 I- 	7 4 — (i=ii=i)> — Elifnki)1/) (z--cfittl 

L. 	(E) — 4 —77-Z) —1— ( (4— (5, 	5 —:'))(J1.-2, 	4 — :')A- 

v-rZYVI)>-1 —4)0 —2, 	6 — 	)1/ 	') JO 	)1.*=)1, 

) 	Es''' '):')>— 4 —t/l/t= 	1) )1/V4A-., (6 8 1 m g , 	6 8%) 0  

	

'H-NMR 	(300MHz, 	DMSO-d6) 	6: 	1.3 	(6H, 	s), 	1.7 	(2H, 	m), 	2. 0 	(2H, 	m), 

2. 3 	(6H, 	s), 	2. 7 	(2H, 	s), 	2. 9 	(2H, 	m), 	3. 4 	(2H, 	m), 	6. 9 	(1H, 	d, 	J 	= 	1 

5.9 	Hz), 	7. 1 	(2H, 	s), 	7.4 	(1H, 	d, 	J 	= 	15.9 	Hz), 	11.2 	(1H, 	brs) 

[0118] (az 1 - 6) 

[M24] 

2N aq NaOH 	0 NC 	(j? 	4. 	 0 ,, I  / 	NH 	 N 

	

/
N-S 	 H2N 	

/ 

NA / 	NH W 
H2N  	11 	 H202 

	

0 	 H2N  	g DMSO 
7 
	

Me0H 	 8 

WO 2014/092061 33 PCT/JP2013/083022 

-JU) ¥-)l) 7x-jU) -5, 5 */-> 

*y%mtc (9 9 8mg, 9 2%) 0 

MS(ESI) m/z = 420 (M+H)+ 

[0116] (JSJ^I ~5) 

[<b23] 

-2, 4-y 

KCN 

ACONH4 

MeOH 

NCv/—N II // X N-S '' 
H,N w M 

6 7 

[0117] (E) -1- (3, 5-^/^)1,-4- (2- ( (4-t^rV^'jyy 

-l-'Nl/) ¥-)l) 7 JL-JI) -5, 5-V*=5-)K 
l)*/y-2, 4-y» (9 94mg, 2. 37mmol) 0^7 -)V ( 

2 4ml) yryittl U^A (I 88mg, 2. 8 4 m m o I ) <h 

— OA ( 2 3 7 m g , 3. 08mmol) ^IiIlUCTlllI^jQ Pitc 

o 6 0 ~ 7 OJtC (CT 3 L/c0 

;ij±T)Msu mm^juxmRLtco tSffl^^KTiiii^;# 
««V/f *v7 AT$£'J#Ls ;lET)jilsb/co v U 

i)'!fJ^7A^P7hy77'f- (CTffM 

U (E)-4-7$y-1-((4-(5, 5 2, 4 -V* 

Jrv-r*>*>-i -ov) -2, e-y^^ux^iuu) 
) U - 4 -tlJltf- h U ( 6 8 1 m g , 6 8%) 0 

'H-NMR (300MHz, DMS0-d6) 8: 1.3 (6H, s), 1.7 (2H, m), 2.0 (2H, m), 

2.3 (6H, s), 2.7 (2H, s), 2.9 (2H, m), 3.4 (2H, m), 6.9 (1H, d, J = 1 

5.9 Hz), 7.1 (2H, s), 7.4 (1H, d, J = 15.9 Hz), 11.2 (1H, brs) 

[0118] (JSJfcl -6) 

[<b24] 

•° 2N aq.NaOH 

HA 
DMSO 
MeOH 

H,N 
H,N N—' 



WO 2014/092061 
	

34 
	

PCT/JP2013/083022 

[0119] (E) —4-77Z)— 1 — ( (4— (5, 	5 	)9- 	4—.)A- - 

V-1 Z Y`J') 	>— 1 —4)0 — 2, 	6 —:')) 	)1/')/14 	)1.*=)14 

L'i' ') :')>— 4 —t/l/t= 11))1. (67 5mg, 	1. 	5 Ommo 1) 0) .  

) — 11. 	(7. 	5m I ) 	L)<)1.)1.* 	iK 	( 0 . 	1 9 5 m I ) 	7.4al,:_, 

'13E01  VC_ ---C , 	2 N ZKOVL t 	I) r,11.7_1Q4A (1. 	6m 1, 	1. 	6mmo 1 ) 	L 

3 0 %AnkiLZKAZIK (0. 	2m 1, 	1. 	9 5mmo 1) 	III MID 'D < 9 AT 

1, jto  gat 	-Agri (..L -C 1 Herat #" Lit. azimatt:A/Foti)1„ /\ -i)- 

>, mnilib 7 > 	= r, A 7_IQ4A .)31:1 A. P7.0 *ft ±, li tz: 	4 	WV, AA, tit 

Al li, 	(E) —4-77Z)— 1 — ( (4— (5, 	5 —:))J1.-2, 	4—:> 

A-  'J 4 Z Y`J') 	>— 1 —4)0 —2, 	6 —)< 	)1/ 	DO 	)1/*= 

)14 	L'is' ') :')>— 4 —t/l/t-1)-  •Z KV4tc (4 9 8 m g, 	7 2%) 0  

MS(ESI) m/z = 464 (M+H)+ 

[0120] (az 1 - 7 ) 

[M25] 

0 	 Pd(OH)2-C / H2 	0 	LO 

4. 	 . H2N 	 / 	 NH 	 H 	N _S:s? 	 NH 
N-S 	 Me0H-DMF 

H2N 	/ 	 0 oll 	 H2N 	/ 	8 
8 	 9 

[0121] (E) —4-77Z)— 1 — ( (4— (5, 	5 	)9- 	2 , 	4 — 

V-( Z Y Vs , ) 	J- 1 - 4 ) 1.) -2, 	6 —:')) 	)1/ 	I) )14 	)1.*=)14 

L'''''):')>-4—t/l/t-1)- -Z K ( 1 . 	3g, 	2. 	8mm o I ) 	LAKOtlib/ 

'1/.1,/A'A ( P d 2 0%) 	(* 5O%) 	( 1 . 	3 g) OD) g ) 

—)I, ( 2 1 m I ) — :'))< 	)1/*/l/L.77  Z F' ( 7 m I ) Eat 	7_1< A 412 tt, -F 

, '13fi' t,7. --C 4 Hem tfiAl' t, tc. a kw.gatt 	siA, AA LA- TA. 	A .A)I-F 

MN li , 4-77Z)— 1 — ( (4— (5, 	5 —:))JI.-2, 	4—:')7J- -V 

-r Y 'J') :')> — 1 — 4 )1.) — 2, 	6 —:')) X11.7i , )1/) 	11.*=114 

E°,'') : 	> — 4 —t/l/t-1)-  •Z K 	"f4' tz_-_, ( 9 9 8m g, 	7 7 %) 0  

MS(ESI) m/z = 466 (M+H)+ 

[0122] (az 1 - 8) 

WO 2014/092061 34 PCT/JP2013/083022 

[0119] (E) -4-7^7-1 - ( (4- (5, 5-^*^)1-2, 

i —r^u) -2, 6-y^^jix^u JI) xjift-ji) 
'J — 4 — h 'J Jl/ (6 7 5 m g , 1. 50mmo I ) 

J-Jl (7. 5ml) K (0. 19 5ml) )gmzs 

^L/miZTs 2 N7KI^b^- h U ^ ATK)^ (1. 6ml, 1. 6 m m o I ) <h 

3 0 %i®I^b7K*7K (0. 2ml, 1. 95mmol) ^ < lJ )TS~F 

L/co M^MZ^tZT 1 0tr^if#L/co 

X tSffl^bZV^E-^ATK^^JPx./co ^frHhl $£ 

<JtU (E) -4-7^7- 1 - ( (4- (5, 5-^^U-2, 4-V 

4 <$'Vx)Vy- *\ ~<Jl) -2, 6 -^/^JlX^VJl) XJlfr-

Jl) tr^'J ̂ >-4K£?#fc (4 9 8 m g , 7 2%) 0 

MS(ESI) m/z = 464 (M+H)+ 

[0120] (JSJfcl -7) 

[<b25] 

[0121] (E) -4-7$ 7 - 1 - ( (4 - (5, 5-^*^)1-2, 4-^t^ 

V-l 1 -J )U) -2, 6 -Ss^^JlX^'J Jl) XJlft-Jl) 

i»-4K ( 1 . 3 g , 2. 8mmol) tzKI^bA 

7^A/Ki(Pd2 0%) (J^J 5 0 %TK/S/HPP) (1. 3g)0^; 

-Jl (21ml) K (7ml) ;f^t)£7KIIII0flT 

. ̂ lCT40#^i£#Ufco L/cm, 3)S£;$J±T 

>MsU 4-7^7-1- ((4- (5, 5-^^U-2, 4-^dpy 

-i ^yV'jyy- 1 --i Jl) -2, 6-i>7f^7i?^^) 7JU*-,IU) 

tr^ u 4 K£?#fc ( 9 9 8 m g , 7 7%) 0 

MS(ESI) m/z = 466 (M+H)+ 

[0122] (JSJfcl -8) 

8 9 
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['fb26] 

0 
F
F

,0 
rift 
	OH 	 0 	 0 

0 
 

0 	 F 11111" 	 H2N 	N _g 	W 	NH 
/ H2N 	 9 	II 	NH 	

HN 	8  
N- 	 HATU, DIEA 	F 	0 

H2N 	/ 0 	 O 	DMF 	 F 	0 	° 	10 
9 

[0123] 4-7Zi— 1 — ( (4— (5, 	5 —:))(J1.-2, 	4—-r9 

`I') :')> - 1 - 4 )0 - 2 , 	6 —:'))( 	,9 	)1,*=)14 	L'il) 

>-4—t/l/t-1)- Z K (1 20 	mg, 	0. 	2 5 8mm 	o I ) , 	4-711. 

t1=1-3 — 	(P)7/1/ 7J- 1=1)< I-) ''9-Mt (69 m g, 	0. 	309mm 

o 1 ) 	L:')-(Vi1=1E/1/1/1/7Z> (0. 	09m1, 	0. 	5 1 6mm o 1 

) 0):')) 	11/*/1..L.77 Z F' ( 2 . 	5 m I ) 	',.Ate., 	0 — ( 7 — 71f> V F 

')77 V— )1. —  1 —4)0 	—1, 	1 , 	3, 	3-5-  1)<JI/r,1=1=',/,./• 1)- 

7/1/7J-1=1*7i-r I. 	(HAT U) 	(1 1 8m g, 	0. 	309 mm o I) 

MA_A-... 35C1. 	5 Hem tv-' Lk. azimatttAK ---ei> 

LitA, 	Dm )( g >--etEli,±, Lit. VON 	001%±17_1<"--e5A541-1„V_Ke, 

Ott 	') r, L. -e A501, AE T MN L. 	1 - ( (4 —  ( 5 , 	5 —) 	11/ — 

2, 	4 — :')A- V-IZY`J'):)> —  1 —4)0 —2, 	6 —:'))(J1/7i 

)14 	)1/*=)1/) 	—4— 	(4 — 711/A- 1=1 —  3 — 	( 	') 7/1/7J- 1=1)( F 	') 

>X7Z K) Eii):)>-4—t/l/t-ItZ K V47-z_-. ( 1 5 0 mg, 	6 7 % 

) 	0  

MS(ESI) m/z = 672 (M+H)+ 

[0124] (arit 1 - 9) 

[M27] 

0 	 0 
H2NHN 	N  _

0 	w 
tBuOK 	

0 	
0 
	 0 

c

rNH 

HN 	 W A 	 NH 
F 	0 	

N  

101 	0 	10 	 tBuOH-EtOH 	F
F 
	0 0  - 	0 	0 

iLfrt 1 

[0125] 1 — ( (4— (5, 	5 	)9 	4 — :')A- V-1 ZY`J'):')> —  1 

- 4 )0 — 2, 	6 —:'))( 	)1.7m)1.) 	)1.*=)1.) —4 — (4 —7/1/7J- p) -p- a- 9 '3- (ir>-

L-<.<* (\A&^ yrs^ta-p 's-ir^^-9 'g) -p) ) -L [S2i0] 

L m^y ^ ̂ 
HOO-HOnat 

xonat 

iLZin 
T[WL0] 

+(H+W) 2A9 = z/w (ISB)SW 
0 ( 

%L 9 'BUJ 09 L) -t7-<^ fi V03 (,H 

v (<^H ^m^ir^fH) -z-u^(L-P) -p- (ir 

'3- (ir>- i - < <<• fiA&^ >A-P^-17 's 

-ir^*/$-g 'g) -*) ) -L ^aitlhLB^ S 

m*W °-mVW2-<6*nn4X 
°^n#ita^g • L °^w 

^ (I o UIUJ 6 0 £ "0 '6W8 11) (n ± VH) H >^£**'CI-Mr£ 

4^vvc- e 'e 'L ' I - dr>-I-ir-/;z n 

H „A<vi+z- L ) -0 (i wg -3) ^ ^zvwir^^a) ( 

I o UJ UJ 9 1 g 1 0 ' I ^ 6 0 '0) < ̂Zir^xiro^ •„£ A >/$:? ( I o 

UJUJ6O0 '0 ' 6 UJ 6 9) 11^1'^ (<^H (\ H ) - £ -•£ 

MC-P s(lOUJUJ893 "0 ' 6 UJ 031) d p-K^ 

r,v0^ (ir-ipirr c\(+*a-9 '2- (ir >- L & (\A 

£-$yr^f^a-P 'Z-V+TC^-Q '9) -P) ) -l-f^tL-p [£2L0] 

r ii •? -i „.,„ ~ ® 
OY^ 

9 r^NH 

(H 
>< di/\ia 

V3ia 'nivH 

HO *P O^d 
o 

[92q>] 

ZZ0£80/£I0Z<IfAL3d I90Z60/H0Z OAV 
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D-3— ( I- ,) 7)1.7J- D)( I--:>) , >X77-Z K) 	E',H):)> —4 —t/l/t 

-)- "-ZK (150 	mg, 	0. 	223mmo I) Ot e r t —1)—)I. (2 

. 5m I) Li)—)I. (2. 	5m I) Oga'rfIr=t'Jr,Ate rt—il 

-:>K (7 5m g, 	0. 	6 7 Ommo I) 	0 .g. C tz.-. --arIA. A:. Matt 	2' 

„%5A-F, 	5 O) c t.c..-c 1 . 	5 Heciumtc-L' t, it. az )1.ai-,,i-tt 	.sAAP'1, ZIK 

--e*gi, Mliliraib77>=,,L,7_1Q4A--ei>1_„ 	1=1 D. g > --etElii±, 

1, tc. Vtg, 	7_1<, MR-1M-17_1<TIIIMA50-1„V_KeRt 	I) r, L. -eta, 

1,',111-FM4irg Lit. T46 41. itRI 	:> ,) )3 /72)143 	L. 	i=i7 	7 4 — 

1=11=1 . >—')—)1/) 	r=-CfitIl li, 	1 — 	(4— 	(2— 	( (2— 	(4 — 

7/1/t1=1 — 3 — 	(I-') 7)1.7J- 1=1)( I- 	-:>) 	7i=J14 	—4 —7J- -V— 1 , 	3 

, 8— P)771tE1=1 [4. 	5] Tjj — 1 —i>— 8 —4)0 	)1,*=)1,) 

i)1/) — 3, 	5 —:')))1.7i=)1.) — 5 , 	5 —:'))()1/4 -ZYV,):')> 

-2, 	4 - :' A-  > V4I tz 7. ( 1 1 8 m g, 	8 1%) . 

MS(ESI) 	m/z = 654 (M+H)+0 	'H-NMR 	(400MHz, 	CD30D) 	6: 	1.40 	(6H, 	s), 	1 

.71-1.80 (2H, 	m), 	2.00-2.08 	(2H, 	m), 	2.43 	(6H, 	s), 	3.22 	(4H, 	s), 	3.47 

-3.57 (2H, 	m), 	3.80-3.88 	(2H, 	m), 	7.01 	(2H, 	s), 	7.50-7.57 	(1H, 	m), 	7. 

97-8.04 (1H, 	m), 	8.05-8.12 	(1H, 	m) 

[0126] ig-b)Jtst)l.t>031,±5tp*, "lir-, 	.74tigcEll k,N, .ArOlj 1 Oakt 1 - 8, 

az 1 - 9 L Pli et:03141F t: ct 9, 1-).-F VC- ,-T -4-A AIN 'fb at 	i'S`Z li Az. 

[0127] (Mat 2 — 5 ) 

WO 2014/092061 36 PCT/JP2013/083022 

• — 3 — ( h 'J yjlstn* h^ri>) K) 'J Vy - 4 - t 

$ K (15 0 mg, 0. 2 23mmo I ) ©t e r t - 70 J ~)l (2 

. 5ml) ihl^y — )l ( 2 . 5ml) (DM'ajfclrZ.t) 'J 0 A t e r t — 7° h 

dr :> K (7 5 m g , 0. 670mmo I) £ 013; C (C T JP A. /cQ 

mmtT. 5 0JSCJCT1. 5 0t^Jp^if#L/co TK 

•e^lKs fSffl^bzv^-^ATK^-e^xv?1 u y^ppp<^>-etti±i 

L/CO mwk^ximx'A^ks i^iit^hu^ATi^iu 

;lET)jilsb/co %bUtcW/t^yx)t^f)lt7AOu^ h^77^- (*>* 

(CTliMU 1 - (4- (2- ( (2- (4-

7>/U^-p-3- ( h U OlltU* h^ri>) 7 JL~)1) -4-^7-1, 3 

, 8-hU7+fXH°P [4. 5] 1 -x>- 8 ->NU) 7JU*-,IU) 

x-^JU) -3, 5-^p<51>'U7x-jU) -5, 5 §#Vl) Vy 

- 2 , 4-yty^mtc ( 1 1 8 m g , 8 1 %) 0 

MS(ESI) m/z = 654 (M+H)+0 'H-NMR (400MHz, CD30D) 8: 1.40 (6H, s), 1 

.71-1.80 (2H, m), 2.00-2.08 (2H, m), 2.43 (6H, s), 3.22 (4H, s), 3.47 

-3.57 (2H, m), 3.80-3.88 (2H, m), 7.01 (2H, s), 7.50-7.57 (1H, m), 7. 

97-8.04 (1H, m), 8.05-8.12 (1H, m) 

[0126] urn. i ©J5J& i -8, 

JSJ&I -9£mmte&mz£v. 
[0127] Hb^tl2-5) 
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lb titeA 
/3)Wtteit 

ihattill&A 51*-71-1‘ 
I LMC161 

MS(ESI) m/z = 630, 632 (M+H)+o  

1H-NMR (400MHz, DMSO-d6) 5: 

1.30 (6H, s), 1.56-1.63 (2H, m), 

1.80-1.90 (2H, m), 2.37 (6H, s), 

O 
 V.,,,o 

2 Br OH HN9 v' 
 

- 

• N 1  )7.-NH 
0 

3.00-3.08 (2H, m), 3.23-3.30 (2H, 

Br 40 	N m), 3.32-3.41 (2H, m), 3.67-3.73 

(2H, m), 7.00 (2H, s), 7.50 (1H, dd, J 

= 8, 8 Hz), 7.77-7.82 (1H, m), 

7.95-8.00 (1H, m), 8.13-8.20 (1H, 

m), 11.10 (1H, brs), 11.70 (1H, brs) 

MS(ESI) m/z = 638 (M+H)+. 

1H-NMR (400MHz, CDCI3) 5: 1.47 

(6H, s), 1.70-1.78 (2H, m), 2.09-2.18 

F 0 0 ,°
1,1 

 (2H, m), 2.40 (6H, s), 3.00-3.08 (2H, 

3 F OH F 	HN N- :B 1.-,1\1H 
m), 3.20-3.28 (2H, m), 3.44-3.54 

F 	N 0 0 
F 

F (2H, m), 3.80-3.88 (2H, m), 6.94 (2H, 

s), 7.34 (1H, t, J = 9.6 Hz), 8.02 (1H, 

brs), 8.08-8.13 (1H, m), 8.20-8.24 

(1H, m), 10.10 (1H, brs) 

MS(ESI) m/z = 654 (M+H)+0  

1H-NMR (400MHz, DMSO-d6) 5: 

1.30 (6H, s), 1.58-1.64 (2H, m), 

0 o 
1.81-1.91 (2H, m), 2.37 (6H, s), 

4 
F OH HN 9 

N-§ • N 
)1,-NH 3.00-3.08 (2H, m), 3.22-3.31 (2H, 

F>i,,  
F 	0 

F 
F5..,. 	ill 

0 0 111), 3.32-3.42 (2H, m), 3.68-3.73 
F 	0 (2H, m), 7.00 (2H, s), 7.76-7.82 (1H, 

m), 7.95 (1H, d, J = 9.6Hz), 8.05 (1H, 

dd, J = 9.6, 2 Hz), 11.09 (1H, s), 

11.79 (1H, s) 

MS(ESI) m/z = 632 (M+H)+. 

1H-NMR (400MHz, CDCI3) 5: 1.47 

(6H, s), 1.65-1.73 (2H, m), 2.11-2.20 

o 0 o (2H, m), 2.39 (6H, s), 2.98-3.04 (2H, 

5 Ai 	OH HN 9 11 N )r-NH 
0 

m), 3.18-3.25 (2H, m), 3.40-3.52 FXO 
Ilir 

F 	

10  0 F
x
0 

0 
(2H, m), 3.82-3.90 (2H, m), 6.94 (2H, 

s), 7.17 (1H, d, J = 8.4 Hz), 7.63 (1H, 

d, J = 8.4 Hz), 7.75 (1 H, s), 8.49 (1 H, 

brs), 10.46 (1H, brs) 

[0128] -A'rOlj 2 

WO 2014/092061 37 PCT/JP2013/083022 

[H1] 

2 
0 Br^y°H O )=v V^O 

HrV~^ N-s^~y^VNH 
Br"Y^i N ° ° 

MS(ESI) m/z = 630, 632 (M+H)+0 

1H-NMR (400MHz, DMSO-d6) 5: 

1.30 (6H, s), 1.56-1.63 (2H, m), 

1.80-1.90 (2H, m), 2.37 (6H, s), 

3.00-3.08 (2H, m), 3.23-3.30 (2H, 
m), 3.32-3.41 (2H, m), 3.67-3.73 
(2H, m), 7.00 (2H, s), 7.50 (1H, dd, J 

= 8, 8 Hz), 7.77-7.82 (1H, m), 

7.95-8.00 (1H, m), 8.13-8.20 (1H, 
m), 11.10 (1H, brs), 11.70 (1H, brs) 

3 
A FW°H HXVN-S^^V^H F JO) N ° ° 

MS(ESI) m/z = 638 (M+H)+„ 
1H-NMR (400MHz, CDCI3) 5: 1.47 

(6H, s), 1.70-1.78 (2H, m), 2.09-2.18 

(2H, m), 2.40 (6H, s), 3.00-3.08 (2H, 

m), 3.20-3.28 (2H, m), 3.44-3.54 

(2H, m), 3.80-3.88 (2H, m), 6.94 (2H, 

S), 7.34 (1H, t, J = 9.6 Hz), 8.02 (1H, 

brs), 8.08-8.13 (1H, m), 8.20-8.24 

(1H, m), 10.10 (1H, brs) 

4 T^CN-I-^^V^H 
F N—' 6 ' o 

MS(ESI) m/z = 654 (M+H)+0 

1H-NMR (400MHz, DMSO-de) 5: 

1.30 (6H, s), 1.58-1.64 (2H, m), 
I.81-1.91 (2H, m), 2.37 (6H, s), 

3.00-3.08 (2H, m), 3.22-3.31 (2H, 

m), 3.32-3.42 (2H, m), 3.68-3.73 

(2H, m), 7.00 (2H, s), 7.76-7.82 (1H, 

m), 7.95 (1H, d, J = 9.6Hz), 8.05 (1H, 

dd, J = 9.6, 2 Hz), 11.09 (1H, s), 

II.79 (1H, s) 

5 F^CH F C>Y'*Y'™ —' o o 
F 0"^=^ 

MS(ESI) m/z = 632 (M+H)+„ 
1H-NMR (400MHz, CDCI3) 5: 1.47 

(6H, s), 1.65-1.73 (2H, m), 2.11-2.20 

(2H, m), 2.39 (6H, s), 2.98-3.04 (2H, 

m), 3.18-3.25 (2H, m), 3.40-3.52 

(2H, m), 3.82-3.90 (2H, m), 6.94 (2H, 

s), 7.17 (1H, d, J = 8.4 Hz), 7.63 (1H, 

d, J = 8.4 Hz), 7.75 (1H, s), 8.49 (1H, 

brs), 10.46 (1H, brs) 

[0128] jgjftfl!! 2 
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1 — (3, 	5 —.)))1.-4— (2— ( (4 — 7J- V -2 — (3— (II)7 

)1.7J- 1=1)( 	)1/) 	7 m=)1.) 	— 1 , 	3, 	8 — P)771tE1=1 	[4. 	5 ] TiJ — 

1 —i>-8--')I) 	)1/*=)1/) IJI/) 7 i =A.) — 5 , 	5 —:'))( 	)1. 

4 Z Y Vs 1) 	> — 2 , 4 — 7J- > (tat 6) 

[0129] (j 2— 1 ) 

[M28] 

o 
Br 

0 	 11 	eNH 	 0 
0 	 0 	1 	 g 	II HN 	" _I 	 HN 	 -NH FF

0 	

N-S 	)r N-§ 
F 	00 	/ O 	 Pd(dba) 2 

  	a 	0 
(cHex) 2NMe 	

F 	0 	,  

11 
(tBu),P-H BF, 	

12 

NMP 

[0130] WO 2 0 1 0/1 2 6 0 3 0 	(A 1 ) 0)--.L.,.2, 	Z 	—1.,.3, 	S-3,tlf 

--1-,, 1 2 vc..,E*54,o5Itz="ft.D -c-EA LA:, 	2 — 	( 3 — 	( 	1) 7 )1.7J- 1=1) 

)1.) 7 i=)1.) — 8 — (Es=)1.)1.*=)1.) — 1 , 	3, 	8 — P)771tE1=1 

[4. 	5] 	st-1 —I>-4-7f> (1 5 0 mg, 	0. 	38 7 mmo I) 

1 — 	(4 —11=I-3, 	5 — :')))1.7i=)1.) 	—5, 	5 -:-))( 	ji,-r z 
"J') :')>-2, 	4—:')7f> (1 69m g, 	0. 	5 42mm o I) , 	E 	( 

>:')I)5'>77-t I>) i'),,.L.\ (4 5 mg, 	0. 	0 7 7 mmo 1 ) , 

Imo') —tert — 1)1/*7 4 >5- 	7/1/7J- 1=1*r,n31 (2 2 m g, 	0. 

0 7 7 mmo 1) 	L)<)14):>1=1,N-:>)1.77 '-Z> 	(O. 	1 23m 1, 	0. 

5 81 mmo 1) 0)N—)()1.-2—E1=1') K> (O. 	9 7 m 1) gat 

2A ,t, A -F, 	1 0 O ) c vc., --c 1 Hein] Alt,  Itti Lit. a Z Malt 	sA AP '1, 7..K 

----ei>1_,, fffnki)v--etEb,±, Lit. VON 	7_1<, Mnftto_KTIIIMA5 

'1„:R.7_1<MOkt 	') r, L. -et* L. A )1-Fagg li A:. "i1 6 41. tz_-: RI 	:> 1) )3 

1TJl.fj 	I- 	7 4 — (fffnki/l/-1N 1)->) VC:rfittai. 	(E 

) — 1 — (3, 	5 —:'))()I.-4— (2— ( (4 — 7J- V -2 — (3— (I 

I) 7/1/7J- 1=1)< 	)1/) 	7 m=)1.) 	—1, 	3, 	8 — 	') 771t 	El=1 	[4. 	5] 

)3 — 1 —Ii— 8 —4 )1.) 	)1.*=)1.) E=J1/) 7 m =A.) — 5 , 	5 —:'))( 

)1,-r z Yv 1) :)> - 2, 	4 — :')7J- >V4'tz_-. ( 1 9 7 m g , 	8 2%) 0 

WO 2014/092061 38 PCT/JP2013/083022 

1 - (3, S-V*?-)\,-4- (2- ( (4-**V-2- (3- ( h 'J 7 

^ 3-JI,) 7 JL-JI) -1, 3, 8 - h U 7-fX t?P [4. 5] -

1 -IV-8-4)1) XJl^-Jl) JL^Jl) 7 JL-JI) -5, 5-^^U 

-f$^V'J^>-2, 4-y>> 6 ) 

[0129] (J^JTS 2 — 1 ) 

[fc28] 

o 
HN N-S 

0 
J 

11 

Pd(dba)2 

(cHex) 2NMe 
(tBu)3P-HBF4 

NMP 

[0130] WO 2 0 1 0 / 1 2 6 0 3 0 (A 1 ) (DX5- — A2 % — 

dr-A 1 2 2- (3- (h'j7MP^f 

JU) 7x"jU) -8- (^-AXA^s-A) -1, 3, 8-hU7+fXH°P 

[ 4 . 5 ] -?'t) - 1 -i>-4-^> (150 mg, 0. 387mmol) 

, 1- (4 — 7° • — 3 , 5 -y^^JiyjL-Jl) -5, 5-^^!^$ 

$'V *)*/>-2, 4-^> (1 69mg, 0. 5 4 2 m m o I ) , tTT. ( 

h>) (4 5 m g, 0. 0 7 7 mmol), 

h 'J - t e r t - 7 4 h ̂  7 Jit P^It (2 2 m g , 0. 

0 7 7 mm o I ) (0. 12 3ml, 0. 

5 8 1 mm o I ) © N — 2 - t°P 'J K> (0. 9 7ml) 

1 o OJtCtCT 1 0tP^Pitfi#L/co TK 

-e^xv^u u/co 

h U ;lET)jilsb/co v U ±) 

yj^7A^P7h^77^- (MH^U-^^» (CTlfMU (E 

) - 1 - (3, 5-y*T)U-4- (2- ( (4-^dpy-2- (3- (h 

'j7JI/^P^f^) 7x-JU) -1, 3, 8 - h U 7+f7> t°P [4. 5]^ 

tl~ 1 -Jiy-8-4Jl) X)lfrs-)D ¥-)l) 7X-JU) -5, 5-is* 

TJ14 $$'Vljyy-2, 4 -yty^mtc (1 97mg, 82%) 0 
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MS(ESI) m/z = 618 (M+H)+0  

[0131] (az 2 - 2) 

[M29] 

O 	 0 

HN 	9 	11 	NH 	
20% Pd(OH) 2/C 

HN 	Q 	11 	NH x- 	 N-S N-S 	 /  H2 F® 
	 8 

CF3CH2OH 	
F 	io 	 0 

12 	 iEtriM 6 

[0132] (E) — 1 — (3, 	5 —:'))()1.-4— (2— ( (4-7t 	V-2—(3 

— 	( 	I) 7/1/7J- 1=1)< 	)1/) 	7==J1.) 	— 1 , 	3, 	8 — 	I) 771 	El=1 	[4. 

5 ] Tjj — 1 —i> — 8 —4)0 	)1/*=)1/) Es=l1/) 7 m=)1/) — 5 , 	5 

—:'))()1.-1 -ZY`P):')>-2, 	4—:')7f> (1 9 5 mg, 	0. 	3 1 6mm 

o 1 ) LZKOk'fb:)',/.1,/A'A (P d 2 0%) 	(n 5 0%7MENIA) 	( 1 

9 5 mg, 	0. 	1 3 9mm o I ) 	002, 	2, 	2— 1')7/1/7J- 1=1I)—)1/ ( 

6 m I ) mat 	7_1KA.475112,t,-F, -AmitL-c 1 4 Hecc-'' li it. Matt 	A. 

li it '1, 	A litl T MN li A:. "ig 6 41. tz:LA 1 	:> ') )3 if )1. )3 	.L.,. 	D F 

7 4 — (fffnki/1/ -1N -1)->) 	VC. -Cfitli  lam. 	1 — 	(3, 	5 —:)) 	)1. 

— 4 — 	(2 — 	( (4 — 7J- -') —2— 	(3— 	(I- 1) 7/1/7J- 1=1)< 	)1.) 	7 i=)1. 

) — 1, 	3, 	8 — P) 771t 	El=1 [4. 	5] 	st-1—i>— 8 —4)0 

)1.*=)1.) IJI/) 7 m=)1.) — 5 , 	5 — )< 	)("J')>-2, 	4 

— >"f7-c (1 2 1 m g, 	6 2%) 0  

MS(ESI) 	m/z = 620 	(M+H)+0 	'H-NMR 	(400MHz, 	CD30D) 	6 : 	1.40 	(6H, 	s), 	1.7 

2-1.81 	(2H, 	m), 	2.00-2.10 	(2H, 	m), 	2.44 	(6H, 	s), 	3.22 	(4H, 	s), 	3.50-3 

.58 	(2H, 	m), 	3.80-3.88 	(2H, 	m), 	7.01 	(2H, 	s), 	7.72-7.79 	(1H, 	m), 	7.88 

-7.94 	(1H, 	m), 	8.16-8.23 	(1H, 	m), 	8.31 	(1H, 	s) 

[0133] -*-Y-Oli 3 

1— (3, 	5 —:')))1.-4— (2— ( (4 -7t 	V-2 — (4 —  (1 1)7 

)1.7J- 1=1)< 	-) 	7 m=)1.) 	— 1 , 	3 , 	8 — P)771tE1=1 	[4. 	5] 5=st 

— 1 — i > — 8 -4f )14 	)1,*=)1,) i)1,) 7 ==JA.) - 5 , 	5- 9- 

) "J')>-2, 4 — :')A- > (Mat 7 ) 

WO 2014/092061 39 PCT/JP2013/083022 

MS(ESI) m/z = 618 (M+H)+, 

[0131] (J5Jfc2-2) 

[<b29] 

F <AJ 
O 

n o 
12 

o 

o 
20% Pd(OH) 2/C 

H2 
CF3CH2OH 

.o 

[0132] (E) - 1 - (3, 5 -V*?)\,-Ar - (2- ( (4 -^dpy - 2 - (3 

- 7 JL-JU) -1, 3, 8 - h U yifX^n [4. 

5] "rt~ 1 -IV- 8 -JJls) XJl^-Jl) ¥-)l) yjL-Jl) -5, 5 

isy- 2, 4-^> (1 95mg, 0. 316mm 

0 I ) (P d 2 0%) ($]5 0%7K;S)lpnp) ( 1 

95mg, 0. 1 3 9mmo I ) 02, 2, 2— KU7>'U^"PX^y—jU( 

6mi) ^(CTI 4-mmmwLtco 
L/ct^s L/c0 t# U P^? h 

^7-f- (MH^U-^+fV) (CTlfMU 1- (3, 

-4- (2- ( (4-^drV-2- (3- (h'j7MP^f^) 7x"JU 

) - 1 , 3, 8 — h U T-ifXtf P [4. 5] rtJ- 1 -x>- 8 X 

JL^)D 7JL-)D -5, 5 *>*>- 2, 4 

( 1 2 1 m g , 6 2%) 0 

MS(ESI) m/z = 620 (M+H)+0 'H-NMR (400MHz, CD30D) 8: 1.40 (6H, s), 1.7 

2-1.81 (2H, m), 2.00-2.10 (2H, m), 2.44 (6H, s), 3.22 (4H, s), 3.50-3 

.58 (2H, m), 3.80-3.88 (2H, m), 7.01 (2H, s), 7.72-7.79 (1H, m), 7.88 

-7.94 (1H, m), 8.16-8.23 (1H, m), 8.31 (1H, s) 

[0133] jgjftfl!! 3 

1 - (3, 5-y?(^)l-4- (2- ( (4-^drV-2- (4- ( h U 7 

Jltn^ h^>) 7 i —Jl) ~ 1 , 3, 8 - h U 7-fX t°P [4. 5] Ttl 

- 1 -IV-8 XJlts-Jl) i^JU) 7x"jU) -5, 5-^^ 

)l-{ 2, 4-y>> Hb^t)7) 
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[0134] (arit 3 ) 

[M30] 

0 

0 	 Br . eNH 
0 	 0 

HN 	„ A/ 	 0 	3 
-S=' ®N HN 	9 

F>F 	0 	
N 	" 0 	 Pd(dba)2  

FL 0 	13 	 tBu3P-HBF4 
FAO 

N-S 	 \,--NH 
/ 	„ 	 O 0  0 

Cy2NMe 14 

NMP 

0 	
9 20°/0 Pd(OH)2-C 	 N HN 	 \w/ 	\,-

0  

NH 

	

N-S 	
O H 2 	 8 

MeCN/Me0H/DMF 	>FL 	0 
F 	0 	fh*Vz 7 

[0135] AVM ,±Aff*, '7igg 	JEll ON AVM 2 L RetstaiiFtLcl: 9 , 	1 — ( 3 , 

5-1)9-11.-4— (2— ( (4 — A- -V -2 — (4— 	(P)7/1/7t1=1)( 

-:>) 7 m=)1.) — 1, 	3, 	8 — P)771tE1=1 [4. 5 ] 52t — 1 —1> 

— 8 —4 )1.) 	11.*=11.) IJI/) 7 i =JO — 5 , 	5 —:'))( 	11/4 -ZY‘i 

,)>— 2 , 	4 — 	A-  > (1j 	7) 	a 	l, tc „ 

MS(ESI) m/z = 636 (M+H)+0 	'H-NMR (400MHz, 	CDC L 3) 	6: 	1.47 	(6H, 	s), 	1.7 

0-1.78 	(2H, 	m), 	2.10-2.19 	(2H, 	m), 	2.40 	(6H, s), 	3.00-3.07 	(2H, 	m), 	3 

.19-3.25 	(2H, 	m), 	3.45-3.53 	(2H, 	m), 	3.81-3.88 	(2H, 	m), 	6.94 	(2H, 	s), 

7.35 	(2H, 	d, 	J 	= 8.0 	Hz), 	7.73 	(1H, 	brs), 	7.93 	(2H, 	d, 	J 	= 8.0 	Hz), 

9.37 	(1H, 	brs) 

[0136] -Alm 4 

1 — (3, 	5 —:')))1.-4— (2— ( (4 — A- -V -2 — 	(4— 	(1 1)7 

)1.7J- 1=1)< 	-) 	7 m=)1.) 	— 1 , 	3, 	8 — 1- ,)71tEi=i 	[4. 	5] 52t 

—1 —i> — 8 —4)0 	)1/*=)14 IJI/) 7 m=11.) — 1 , 	3 — :')771t 

Ei=i [4. 	4] Jj->-2, 	4 — :')A- > (M 8) 

[0137] (az 4 - 1 ) 

WO 2014/092061 40 PCT/JP2013/083022 

[0134] (J5Jfc3) 

[fc30] 

o 
HN 

F O 

N 

13 

II 
O Pd(dba)2 

tBu3P-HBF4 

Cy2NMe 
NMP 

20% Pd(OH)2-C 

H2 

MeCN/MeOH/DMF 

[0135] mM1- (3, 

5-^^1,-4- (2- ( (4-^drV-2- (4- (hU7^P^ h 

dri>) 7 x - )l) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5] ril-l-iV 

— 8 —r>/u) TJU^-JU) I^JU) 7X-JU) -5, 5 

U^>-2, 4-yty 7 ) ^r^L/co 

MS(ESI) m/z = 636 (M+H)+0 'H-NMR (400MHz, CDCL3) 8: 1.47 (6H, s), 1.7 

0-1.78 (2H, m), 2.10-2.19 (2H, m), 2.40 (6H, s), 3.00-3.07 (2H, m), 3 

.19-3.25 (2H, m), 3.45-3.53 (2H, m), 3.81-3.88 (2H, m), 6.94 (2H, s), 

7.35 (2H, d, J = 8.0 Hz), 7.73 (1H, brs), 7.93 (2H, d, J = 8.0 Hz), 

9.37 (1H, brs) 

[0136] ggjfcfl!l4 

1 - (3, (2- ( (4-^drV-2- (4- ( h U 7 

h^>) 7 i —JU) ~ 1 , 3, 8 - h U 7-fX t°P [4. 5]^ 

-1-iV-8->Nl/) i^JU) 7x"JU) -1, 3-V?*f 

T.tfp [4. 4] Ji-y-2, 4-yty Uk-SWa8) 

[0137] (5J^4- 1 ) 
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PL311 

O 	 H2 	TMSCN 
NH 40  

Br 	 AcOH 	
Br 

15 	 1 	 16 

[0138] :>1=1/'> . J> (42mg, 	0. 	5 00mmo I) L4-11=I-3, 

5 —:'))()1.7=')> (1 0 0 	mg, 	0. 	5 0 0 mm o I ) 0)fiqk (0. 	5 

m l) Eat tz.-. :> 7 >ib I- 1) )( 	)1.:> 1) )I. (0. 	063m I, 	0. 	500m 

m o I ) 	'131fritL -C)iFI7t_A0 Eattt2Att,51 -F, l'alz-c 1 . 	5 Hem#1:14- 

Lit. ag-,‘ Malt 	2 8%77>=777_1< (1 m I ) VLAtOI>Litz_-_ ,I, 

7_1< --e*Ai L, 	1=1 Q) g > --etElii±, Lit. VON, 	7_1<, Mnftto_KTIIIRWA 

501 „:R.7_1<eAkt I- ') r, L. -eta, AE  -Fagg li 1 - ( (4 —11=1— 3, 

5 —:'))(J1.7m=)1.) 7 - J) :>1=11'>>t/l/t= P))1/at i-tt 

L I, -C ,f4' A-. ( 1 5 2 m g ) . 

'H-NMR 	(400MHz, 	CDC l3)6 : 	1.83-1.92 	(4H, 	m), 	2.07-2.15 	(2H, 	m), 	2.33- 

2.42 	(2H, 	m), 	2.37 	(6H, 	m), 	3.71 	(1H, 	brs), 	6.56 	(2H, 	s) 

[0139] (j 4-2) 

[M32] 

CI 	
0 	 NH 

CI 	 2------N 	 Et3N 
N 	CI 0 	

CH2Cl2 	40 Z 0 	H2O,H 0 Me0H 	0 

NH 	

N 	°
H 

Br 	 Br 
Br 

16 	 CI 	CI 17 	CI 	 18 

[0140] 1 — 	( (4-11=I -3, 	5 — :'))(J1.7m=)1.) 	7 -ZJ) :>1=11 '> .  

>t)1A1=1,1))1, 	(1 4 5 mg, 	0. 	49 5 mm 0 I ) 	0)::;1=11=1 .:., 	( 

5m I ) 	''4'rA (Z., 	2, 	2, 	2 — 1,1) 	im=i7 -t 	)I, 4 v :> 7t -1- 	(0. 	0 

70m I, 	O. 	593mmo I) 	'13.101 t: -C MA_ it. Eat 	. '2',Att15A-F, 

124: --C 1 Hem#214-  i, pr.° 

aritaa'rfItz=, 	1- ')I/1/ 77-Z> (0. 	1 03m I, 	0. 	7 42mmo I) 

, 	71K 	( 0 . 	0 4 5 m I ) 	8 ct If )< 	i -)I. 	( 0 . 	1 Om I ) 	.111R:ZiFIA..tz_-.•1 

WO 2014/092061 41 PCT/JP2013/083022 

[<b3i] 

a, 9 WNH2 TMSCN _ ^ NH^N 6 Br > AcOH 
Br 

15 1 16 

[0138] i/ 0 W<y 0 J y (42mg, 0. 500mmo I) <h 4 — 3, 

5 — i/ ^ ̂ jVl7 — 'J V (10 0 mg, 0. 500mmol) CDftlt (0 . 5 

m I ) Mii'$}ltZi/J7yik h 'J ^ 'J Jl (0 . 0 6 3 m I , 0. 500m 

mo i) ^^(CTJPA./CO ^sic-ci. 5B#^IS# 

Lfco 2 8%ry^-T7K (1ml) ^zXM^y^ L/ctt, 

TKTltfKU VOuu^Oyx^ L/Co 
K U o SETirsii- ( (4-yp^-3, 

JL-JI) T$S) 

t LT%tc (1 5 2 m g ) 0 

'H-NMR (400MHz, CDC L3) 8: 1.83-1.92 (4H, m), 2.07-2.15 (2H, m), 2.33-

2.42 (2H, m), 2.37 (6H, m), 3.71 (1H, brs), 6.56 (2H, s) 

[0139] (J5Jfc4-2) 

Hb32] 

(3 9[>r\i==o CUNH 

>N c'ci ^J&o Et3N . yrw 
J, ~ TT77T7 ^ T V 1 

Br^ CH2CI2 Br-^j^ HNT° H2°. MeOH Br'y^ ° 

— 17 Cl CICI 18 

[0140] 1- ( (4-'/Pt-3, 5 —JU) 7$S) 

yjjJlsifi— h U JU ( 1 4 5 m g , 0. 495mmo I) UU / 0 y ( 

5ml))^iZs 2, 2, 2 - h <J ^PP7tfM h (0. 0 

70ml, 0. 5 9 3 m m o I ) Sr^SlCTflP^fco 

1 0tr^if#L/co 

h 'J i-^JUT7 $ y (0. 103ml, 0. 742mmol) 

, 7j< (0. 04 5ml) (0. 10ml) £JHI^Jppl/cft 
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, miatt 	'2,Att,5A-F, 	1 . 	5 11• 17.1XIACCA li it. a kw.ai attt 	.;i6Ap,I, 7_K 

--e*Ai L. 	1 N trintAQ4A-epH5LLitA, 	1=1 1=1 )( 	> --ett±, Lit° 

VIEW 	71<, A01:1AtazIKTIIIRWA50-1„W.7_1<eAkt 	I) r, L. -eta, 	ff,1/1-F 

MN li 1 — (4 -11=1 - 3, 	5 - i)-4--' )-1, 

3 -:')71fEi=i [4. 	4] Jj->- 2 — A-  > 	(lath 	t L li ---C 'f'4' A-. „ 

MS(ESI) m/z = 336, 	338 (M+H)+0  

[0141] (az 4 - 3) 

PL33] 

NH 	 0 

NH N.1cNH 

0 	0 	Ac0H-H20 	 ®  0 Br 	 Br 
18 	 19 

[0142] 1 — (4-11=1-3, 	5— i)-4--)-1, 	3- 

771)'L'i=i [4. 	4] Jt> — 2 — 7f > (naz-e,f4itcctzi-tt) offot 

( 1. 	Om I) LA< (0. 	2 5 m I ) Oniatt -gAt,15A-F, 	6 5 .g.CtL -C 

1 . 	5 11 1M FINA1' li it . 	--,'S 6 tz= , 	Mk ( 1. 	OmI) 	LA< ( 0 . 	2 5 m I 

) 	.)jriA.,1:7,A, 	31.gattt2Ax.115A-1 , 	6 5 .g.c t:_ --c 1 7 Heciumtv-- t_itz_-.0 

azmatt “3-Ap,I. ZIKT*TR, t'01:1AVZIKAt 	') r, iNzIA---e p H 8 L 

L. fffnki/l/TtElii± Lit. Vgn 	7_1<, A01:1AtazIKTIIIRWA501„W.7_1<e, 

Ott I- I) r, A -MIL 	ifilE-Falrg li it. Ti 6 41. tz_-: RI 	:> ') )3 if ) 1.)3 	A 

I=17 I- 	7 4 — (fffnki/1/ —,N 1)->) t:Vit-Izi li 1 — (4-11=1 	— 

3, 	5 —:')))1.7i=)14 —1, 	3—:')771fE1=1 [4. 	4] Jj->-2 

, 	4 - :')7J-  > 	4'A. ( 1 2 1 m g ) . 

MS(ESI) m/z = 337, 	339 (M+H)+0  

[0143] () 4-4) 

WO 2014/092061 42 PCT/JP2013/083022 

s 1. 5 0#m$tiS3&Ufco TK 

TUfKU 1 N p H 5 tLtcm. vouutoy -ettl±l L fco 

i^g^Mj^A-cs^ MET 
)1ISL1- (4 — 7° • — 3 , 5 -Jl) -4--T$y-1, 

3-y>HfXH°P [4. 4] LTtf/co 

MS(ESI) m/z = 336, 338 (M+H)+0 

[0141] (J5Jfc4-3) 

[0142] 1- (4 — 7° • — 3 , 5 -Jl) -4-^$y-1, 3-

[4. 4] (Dm% 

( 1 . 0ml) <h 7.K (0 . 25ml) 6 5JtC(CT 

1. 5 0#m$tfg#ufco ££>£, mm . om i) ^TK (o. 25m 1 

) w^^mm%ykT, 6 5itcten 7 0#m$tfg#bfco 

TR-C^R mnm&mt- K >J A7K;§arc P H s ^ 
u u/co ^JI^TKS 

;lET)jilsb/co 

P7h^77-f- (CTHML1- (4 — 7°• ̂ E — 

3, 5 -y*^)l73L-)l) -1, 3-y>HfXH°P [4. 4] Ji-y-2 

, A-Vty *k%tc ( 1 2 1 m g ) o 

MS(ESI) m/z = 337, 339 (M+H)+0 

[0143] (J5Jfc4-4) 

[fc33] 
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Eib341 

0 
0 	 Br 11 

0 	 ,..-NH _ 
HN 	112 O N, 

0 	0 	 0 la 
ii 	/ HN 	 \,..-NH 

F 	6 	 	0 	Pd(dba)2 
F 	0 	'''.- 	13 	 tBu3P-HBF4 	F >FL, 

N-S  
0 	 O 0 

F 	0 	 20 Cy2NMe 
NMP 

20% Pd(OH)2-C 	 0 	0 
4I 

0 

HN 	\ 	" ► e
NH N-S ii 	 0 H2 	 i 	

0  
Me0H-DMF 	F5 	0 

F 	0 	 4E*0 8 

[0144] A.Mts,±AfF44, '7.44 	PI ON AVM 2 L RetstaiiFt: cl: 9 , 1 — 	( 3 , 

5 —:'))()I.-4— (2— ( (4 — 7J- -V -2 — (4— (P)7/1/7t1=1)( 

) 7i=J1.— 1 , 	3, 	8— P)771tE1=1 [4. 	5 ] 52t —  1 —I>- 

8 —4)0 	)1.*=)14 IJI/) 7 i=)14 — 1 , 	3 —:')771tZ El=1 [4. 

4] Jj->-2, 4- 7f> (mats) 'f'47- .„ 

MS(ESI) m/z = 662 (M+H)+0 	'H-NMR (400MHz, DMSO-d6) 	6 : 	1.36-1.44 	(2H, 

m), 	1.60-1.70 	(4H. 	m), 	1.82-1.91 	(2H, 	m), 1.91-2.06 	(4H, m), 	2.38 	(6H 

, 	s), 	3.01-3.09 	(2H, 	m), 	3.22-3.30 	(2H, m), 	3.30-3.42 	(2H, 	m), 	3.70-3 

.77 	(2H, 	m), 	7.03 	(2H, 	s), 	7.57 	(2H, 	d, 

8.4 Hz) 

J 	= 8.4 Hz), 	8.14 (2H, 	d, 	J 	= 

[0145] AVM 5 

1 — (3, 	5 —:))J1.-4— (2— ( (4 — 7J- -V -2 — (4— (1 1)7 

)1.7J- 1=1)< 	-) 	7 m=)1.) 	— 1 , 	3, 	8 — 1- ,)771tEi=i 	[4 . 	5] 52t 

— 1 — i> — 8 —4 JO 	)1/*=)1/) IJI/) 7 m=)14 — 8 — )( 	)1.— 1 

, 	3, 	8— 1- ,)71tEi=i [4. 	5] 	st>-2, 	4 — 7J- > (M 	9) 

[0146] (a ,t 5 — 1 ) 

WO 2014/092061 43 PCT/JP2013/083022 

[>fb34] 

[0144] i- (3, 

5-^^1,-4- (2- ( (4-^drV-2- (4- (hU7^P^ h 

dri>) 7xzjl/-1, 3, 8 - h U 7+f7> t?P [4 . 5] ji)-1-i>-

8 —r^U) TJU/IN-JU) I^JU) 7X-JU) -1, 3-^7Hf7>H°P [4. 

4] J+y-2, Ar-vty Hb^t)8) *mt£o 

MS(ESI) m/z = 662 (M+H)+0 'H-NMR (400MHz, DMS0-d6) 8: 1.36-1.44 (2H, 

m), 1.60-1.70 (4H. m), 1.82-1.91 (2H, m), 1.91-2.06 (4H, m), 2.38 (6H 

, s), 3.01-3.09 (2H, m), 3.22-3.30 (2H, m), 3.30-3.42 (2H, m), 3.70-3 

.77 (2H, m), 7.03 (2H, s), 7.57 (2H, d, J = 8.4 Hz), 8.14 (2H, d, J = 

8.4 Hz) 

[0145] ggffijfl!! 5 

1 - (3, (2- ( (4-^drV-2- (4- ( h U 7 

h^>) 7 i —JU) ~ 1 , 3, 8 - h U 7-fX tfP [4. 5]^ 

- 1 -IV-8->NU) TJU^-JU) i^JU) 7x-JU) -8-^JU-l 

, 3, 8-hU7+fXH°P [4. 5] T^J>-2, 4-^>> Hb^t) 9) 

[0146] (J^JTS 5 — 1 ) 
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[0147] 	±Aff*L1,-"C 4 — t 	V L°1' 1) :' > — 1 —t)i,t>otzbt e r t —1/1. 

JEll 0. 	i.. ift.t)itsgUJll ON 'AVM 4 L Retstailf t: ct 9. 	1 — 	( 3 

, 	5 —:'))()I.-4 —  (2— ( (4 -7J- V -2 —  (4— (P)7/1/ 7J- 1=1)( 

I:>) 7m=)1.) —1, 	3, 	8— P)771tE1=1 [4. 5] 52t —1—i 

>— 8 —4 JO 	11/*=11/) IJI/) 7m=)1.) —2, 	4 —:')7J- -V — 1 , 

3, 	8— 1')771tE1=1 [4. 	5] 52t >-8—t)i,t>otit e r t -1 

JI/V4tc. 

MS(ESI) m/z = 777 (M+H)+0  

[0148] 	(az 5 —2) 

Eib361 

O N 2TFA 	H 

0 	0 	 0 	TFA 
).- 
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F>F L el 0 
F 	0 	 27 F 	0 28 
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[<b35] 

[0147] LT4 "J Vy- 1 e rt-7"f^ 

ztcs i- (3 

, 5-^*^)1-4- (2- ( (4-^drV-2- (4- (hU7^P^ 

h^ri>) 7i —)V) ~ 1 , 3, 8 - h U 7+f7> t°P [4 . 5] *7^-1-1 

>-8--fJU) i^JU) 7x"JU) -2, 4 - - 1 , 

3, 8 - h 'J 7+f7>H°P [4. 5] 8- t e r t - 7> 

JU^rt#/co 

MS(ESI) m/z = 111 (M+H)+0 

[0148] (J5C55-2) 

[<b36] 
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7-f- (1=11=1)> - )< 	. ) - )0 t::--clittai, 	1 - 	(3, 5 - 

)()I.-4— (2— ( (4 — A- -V -2 — (4— (P)7/1/ 7J- 1=1)( 	I:>) 

7.:t)-1, 	3, 	8— P)771tE1=1 	[4. 5] TiJ-1 —I>-8 - 

-rm 	)1,*=)1,) i)1,) 	7 ==JO.) — 8 — )( 9 )1.— 1 , 3 , 	8 — 1) 7 

1E1=1 [4. 	5] 52t>-2, 4 — :')A- >V4'it (4. 	5 mg, 	30%) 

0 

MS(ESI) m/z = 691 (M+H)+0 	'H-NMR 	(400MHz, 	CD30D) 	6 : 	1.76-1.84 (2H, 	m) 

, 	1.92-2.02 	(2H, 	m), 	2.02-2.12 	(4H, m), 	2.38 (3H, 	s), 2.46 	(6H, 	s), 	2 

.81-2.88 	(2H, 	m), 2.92-3.02 	(2H, 	m), 3.23 	(4H, 	s), 	3.51-3.60 (2H, 	m), 

3.72-3.80 	(2H, 	m), 	7.01 	(2H, 	s), 	7.48 	(2H, d, 	J 	= 8.0 Hz), 	8.10 	(2H, 

d, 	J = 8.0 Hz) 

[0152] -*-Y-Oli 6 

5 —  (3, 	5 —:))()I.-4 —  (2 —  ( (4 — 7J- -V -2 — (4— ( 	')7 

)1.7J- 1=1)< Ii 	) 	7m=)1.) 	—1, 	3, 8 — P) 771tE1=1 [4. 	5 ] 52t 

— 1 —i>— 8 —4 JO 	)1/*=)14 1 11/) 	7 m=)1.) — 2 — t -1)- - 5 

, 	7 -:')71fE1=1 [3. 	4] A- 	'>-6, 	8 -:')7J- > (Mat 1 0) 

[0153] (az, 6 ) 

WO 2014/092061 46 PCT/JP2013/083022 

{VOUU *0y~*0 J —)\A ICTHtliU 1- (3, 5-2/ 

t -J-Jl— 4 — (2- ( (4-^drV-2- (4- (hU7^P^ h^i>) 

7xzjl/) -1, 3, 8- h U 7+fXt°P [4. 5]TA-1-I>-8-

-fJU) TJU^-JU) I^JU) 7X-JU) -8-^JU-1 , 3, 8 - h 'J 7 

•+fXt°P [4. 5] 7tiy-2, 4-y>>^f#/c (4. 5 m g, 30%) 

o 

MS(ESI) m/z = 691 (M+H)+0 'H-NMR (400MHz, CD30D) 8: 1.76-1.84 (2H, m) 

, 1.92-2.02 (2H, m), 2.02-2.12 (4H, m), 2.38 (3H, s), 2.46 (6H, s), 2 

.81-2.88 (2H, m), 2.92-3.02 (2H, m), 3.23 (4H, s), 3.51-3.60 (2H, m), 

3.72-3.80 (2H, m), 7.01 (2H, s), 7.48 (2H, d, J = 8.0 Hz), 8.10 (2H, 

d, J = 8.0 Hz) 

[0152] ggMI 6 

5- (3, (2- ( (4-^drV-2- (4- ( h U 7 

Jltnt h^>) 7 i —JU) ~ 1 , 3, 8 - h U 7-fX tfP [4. 5]^ 

- 1 -iV-8->Nl/) i^JU) 7x-JU) -2-#*+f-5 

, i [3. 4^ tooy-6, 8-yty Uk&ya i o) 

[0153] (Jgjfc6) 
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[0154] ±Aff,t4L 1_, ---C A-  --t 	> — 3 —A-  >CE110, 'V-z_-_, ig-b/JWMICE110, 

AVM 4 LPIet-Sta iiftZ.:ct 9, 	5 —  (3, 	5 —:'))( 	11. —  4 — (2— ( (4 

— 7i- V -2 —  (4 —  (P)7/1/ 7J- 1=1)( l:>) 7m=11/) —1, 	3, 	8— 

Imo') 	[4. 	5 ] 52t— 1 —i>— 8 -4)0 	)1,*=)1,) i)i, 

) 	7i=J1.) 	— 2 	— 5,-7J- -1)- 	7 — :')771tE1=1 [3. 	4] 7J- '> —  6 

, 	8—:')7J-  > 	. Iiz_-.„ 

MS (ESI) 	m / z = 650 	(M+H)+0 	'H-NMR 	(400MHz, 	CDC l3) 	6 : 	1.69-1.77 	(2H, 	m) 

, 	2.12-2.22 	(2H, 	m), 	2.45 	(6H, 	s), 	3.03-3.11 	(2H, 	m), 	3.22-3.29 	(2H, 

m), 	3.46-3.53 	(2H, 	m), 	3.84-3.91 	(2H, 	m), 	4.86 	(2H, 	d, 	J 	= 7.2 Hz), 	5 

.03 	(2H, 	d, 	J 	= 7.2 Hz), 	7.07 	(2H, 	s), 	7.35 	(2H, 	d, 	J 	= 8.4 Hz), 	7.98 

(2H, 	d, 	J 	= 8.4 Hz), 	8.56 	(1H, 	s), 	10.34 	(1H, 	s) 

[0155] 'ArtiN 7 

4— (3, 	5 —:')))I.-4 —  (2 —  ( (4 — 7J- -V —  2 — (4— (I.')7 

)1.7J- 1=1)< 	- 	) 	7 m=)1.) 	— 1 , 	3 , 	8 — I- ') 771tE1=1 	[4. 	5] 52t 

— 1 —i>— 8 —4)14 	11.*=11/) i)1/) 7 ==11.) — 4, 	6 —ilk 

EI=1 [2. 	4] ,N7°.>-5, 	7 —7J- > (tat 1 1) 
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[0154] ztcs 

5- (3, S-V*?)\,-4 - (2- ( (4 

(4- ( h U yjltnt h^ri>) 7 JL-JU) -1, 3, 8-

[4. 5 ] -?'t) — 1 —1>—8—'f )V) XJlft-Jl) 

) 7 x-JU) -2-t*V--5, [3. 4] tO$y~6 

, & — yty%:%tco 

MS(ESI) m/z = 650 (M+H)+0 'H-NMR (400MHz, CDCL3) 8: 1.69-1.77 (2H, m) 

, 2.12-2.22 (2H, m), 2.45 (6H, s), 3.03-3.11 (2H, m), 3.22-3.29 (2H, 

m), 3.46-3.53 (2H, m), 3.84-3.91 (2H, m), 4.86 (2H, d, J = 7.2 Hz), 5 

.03 (2H, d, J = 7.2 Hz), 7.07 (2H, s), 7.35 (2H, d, J = 8.4 Hz), 7.98 

(2H, d, J = 8.4 Hz), 8.56 (1H, s), 10.34 (1H, s) 

[0155] jgjftfl!! 7 

4- (3, (2- ( (4-^drV-2- (4- ( h U 7 

Jltnt h^>) 7 i —JU) ~ 1 , 3, 8 - h U 7-fX t°P [4. 5]^ 

-1-iV-8->Nl/) i^JU) 7x"JU) -4, 6 -V7*f 

xt°p [2. 4] y-s, i-vty Hb^tn D 
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4- (4 -11=I-3, 	5 -:')))1.7m=)1.) -4, 	6 -:')771tE1=1 [ 

2. 	4] '\i 	1-  '\i1-5, 	7 -:')A- > 	.,/fi4ii-c. (4 9m g, 	23%) . 

MS(ESI) 	m/z = 309, 	311 	(M+H)+0  

[0160] () 7-3) 

[M41] 

Br . [\?fc' 0 	 ---NH 
HN 	0 p 	 0 	38

). 	
HN S —/7  ° c / . N 

--NH 
F 	0 N 
	0 

F 	 Pd(dba) 2 	
Fl 	0 

,
N- 

0 	0 
F 	0 	13 	 tBu3P-HBF4 	F 	0 39 

Cy2NMe 
NMP 

0 	
Q 
	* .

11 
 1,f0 20% Pd(OH)2-C HN 

---NH N-5 
H2  	0 	 0 IS Me0H-CH3CN-DMF 	F-1.0  ibff it 1 1 

[0161 ] AVM ,±Aff*, '7igg 	JEll ON AVM 2 L RetstaiiFt: cl: 9 , 	4 - (3, 

5 -:'))()I.-4- (2- ( (4 -A- -V -2 - (4- (P)7/1/7t1=1)( 

-:>) 7i=)1.) -1, 	3, 	8- P)771tE1=1 [4. 	5 ] 52t-  1 -1> 

- 8 -4)0 	)1.*=)1.) IJI/) 7 m=)1.) - 4, 	6 -:')771tE1=1 [2 

. 	4] 'N'>-  5, 	7 -:')A- > (tat 1 1 ) 	. ,•fi4i fro 

MS(ESI) m/z = 634 (M+H)+0 	'H-NMR (400MHz, 	DMSO-d6) 	6: 0.99-1.03 	(2H, 

m), 	1.19-1.27 	(4H, 	m), 	1.58-1.64 	(2H, 	m), 	1.81-1.90 	(2H, 	m), 	2.35 	(6H 

, 	s), 	2.99-3.04 	(2H, 	m), 	3.22-3.29 	(2H, 	m), 	3.67-3.73 (2H, 	m), 	6.95 	( 

2H, 	s), 	7.56 	(2H, 	d, 	J 	= 8.4 Hz), 	8.12 	(2H, 	d, 	J 	= 8.4 Hz) 

[0162] AVM 8 

1 - (3, 	5 -:'))()1.-4 - (2- ( (4 -A- -V -2 - (3- 	( li) 7 

)1.7J- 1=1)( 	)1/) 	7 m=)1.) 	- 1 , 	3, 	8 - 1- ')71tE1=1 	[4. 	5] Tij- 
1 -i> - 8 -4)0 	)1/*=)14 IJI/) 7 m=A.) - 1 , 	3 -:)771)' 

E:°  CI [4. 	4] Jj-> - 2 , 	4 - 	7J- > (tat 1 2) 

[0163] (akt, 8 ) 

WO 2014/092061 49 PCT/JP2013/083022 

4- (4-7°P;E-3, 5 -Jl) -4, 6 [ 

2. 4] ^7°0>-5, 1-Vty^mtc (4 9 m g , 23%) 0 

MS(ESI) m/z = 309, 311 (M+H)+0 

[0160] (J5Jfc7-3) 

[^41] 

o 
HN 

FJL 
F O 

O 
N-S 

0 

13 

Br^\^yNH0 
•J ' O 38 

Pd(dba)2 

tBu3P-HBF4 

Cy2NMe 
NMP 

20% Pd(OH)2-C 

MeOH-CH3CN-DMF F^O its®.|1 1 

[0161] 4- (3, 

(2- ( (4-^drV-2- (4- (hU7^P^ h 

dri>) 7 x - )l) - 1 , 3, 8 - h U 7+f7> t°P [4 . 5] ril-l-iV 

— 8 —r>*U) TJU^-JU) i^JU) 7x-jU) -4, 6-^7HfXt°P [2 

. 4] /S7°^>-5, 7-Vty Ub^tM D £?#fc0 

MS(ESI) m/z = 634 (M+H)+0 'H-NMR (400MHz, DMS0-d6) 5: 0.99-1.03 (2H, 

m), 1.19-1.27 (4H, m), 1.58-1.64 (2H, m), 1.81-1.90 (2H, m), 2.35 (6H 

, s), 2.99-3.04 (2H, m), 3.22-3.29 (2H, m), 3.67-3.73 (2H, m), 6.95 ( 

2H, s), 7.56 (2H, d, J = 8.4 Hz), 8.12 (2H, d, J = 8.4 Hz) 

[0162] ggjfcfl!l8 

1 - (3, 5-yt^)l-4- (2- ( (4-^drV-2- (3- ( h U 7 

P t ̂ Jl) 7 JL-JI) -1, 3, 8 - h U 7-fX t°P [4. 5] ji)-

1 -x>- 8 -JJls) i^JU) 7x"jU) -1, 3 -VT*fX 

tfp [4. 4] J±y-2, 4-y>> Ofb^tM 2) 

[0163] (Jgjfc8) 
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O 	
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0 	 0 	19 	
0 	0  
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F 	0 	N 	/ " 0 
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F 	0  	, 	0" 	 0 

11 	

Pd(dba)2 

40 

 

Cy2NMe 

NMP 

20% Pd(OH) 2-C 	 0 	0 	 0 

HN 	̀ 	1-1 	4/ 

	

H 	
N-S 	 )r--NH 

	

2 	 / 	II 0 
Me0H-CH3CN-DMF 	

F 	0 	0 

ihs-0, 1 2 

[0164] LAM ts ,±A(*, 	'7.44 	JEll ON 'AVM 2 L RetstaiiFtLcl: 9 , 	1 — ( 3 , 

5 —:'))<)1.-4— (2— ( (4 — 7J- V -2 — (3— (P)7/1/ 7J- 1=1)( 

)1.) 	7 m=)1.) 	— 1, 	3, 	8 — 	') 771t 	El=1 [4. 	5] 	siJ — 1 —1> — 

8 —4)0 	)1.*=)1.) IJI/) 7 i=)1.) — 1 , 	3 —:')771fZ El=1 [4 . 

4] ) t > — 2 , 4— 	> 4't 0 

MS(ESI) m/z = 646 (M+H)+0 	'H-NMR (400MHz, 	DMSO-d6) 	6 : 	1.40-1.48 (2H, 

m), 	1.62-1.71 	(4H, 	m), 	1.88-1.97 	(2H, 	m), 	1.97-2.08 	(4H, 	m), 	2.41 	(6H 

, 	s), 	3.03-3.10 	(2H, 	m), 	2.29-3.34 	(2H, 	m), 	3.38-3.47 	(2H, 	m), 	3.72-3 

.79 	(2H, 	m), 	7.06 	(2H, 	s), 	7.84 	(1H, 	dd, 	J 	= 7.6, 	7.6 	Hz), 	8.02 	(1H, 

d, 	J 	= 7.6 Hz), 	8.33 	(1H, 	d, 	J 	= 7.6 Hz), 	8.38 	(1H, 	s) 

[0165] nu 	ml_ 

*RHAGAbalt tL -DO-C, L H:' T H 1 R 	.1i-4-Z c AM PrIctitg, 	‘y 

P.A2'. 74-41i-4-Z c A NA Patitg, 	L 1-1]±Z 	1=1 v —L. CER oiti-tgek-Zit 

, 	'y H]±MI a CER 0 tc. 'talk-Zit, T P T X 	'y 	52)1/ -e 011E4 C a 3 

1._Erh'41F1E11, t:Jc1-4-z-,M-MAMRIN 1 — 5 t•c_77 -4-0 11,1, twiLatt L 

L ---c, .1 	2 6: 	IV 0 2 0 1 0 / 1 2 6 0 3 0 A 1 (Z.ENC,O'fbattt 	.111 0 tc. 

[0166] 

WO 2014/092061 50 PCT/JP2013/083022 

[>fb42] 

[0164] 1- (3, 

(2- ( (4-^drV-2- (3- (h'j7MP^f 

)l) 7 x -)l) - 1 , 3 , 8 — h U 7+f7> t°P [4 . 5 ] T13 ~ 1 -IV-

8 —r^U) 7JU*",/U) I^JU) 7x-jU) -1, 3-^7Hf7>H°P [4. 

4] y^>-2, 4-isty*mtc0 

MS(ESI) m/z = 646 (M+H)+0 'H-NMR (400MHz, DMS0-d6) 8: 1.40-1.48 (2H, 

m), 1.62-1.71 (4H, m), 1.88-1.97 (2H, m), 1.97-2.08 (4H, m), 2.41 (6H 

, s), 3.03-3.10 (2H, m), 2.29-3.34 (2H, m), 3.38-3.47 (2H, m), 3.72-3 

.79 (2H, m), 7.06 (2H, s), 7.84 (1H, dd, J = 7.6, 7.6 Hz), 8.02 (1H, 

d, J = 7.6 Hz), 8.33 (1H, d, J = 7.6 Hz), 8.38 (1H, s) 

[0165] umm 

khPTHI R^TScAMPim =?V 

AMPjg£fg, M 

s 7y KmmTPTx^y K^-e©rnjfcam 

LTs H2(C^'TWO2010/126030AHC|E®©^^;&ffl^/co 

[0166] 
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(/7° 	K) 
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ik&M l 

W02010/126030A1 (D 

7 9 2 

V_ 0 

F 0 I"fc4-^VH 
F-^ Ty N 0 0 

ttmn 2 
W02010/126030A1 CO 

7 9 9 

\ 0 

F o 
TTj N 0 0 

ifcR0il 3 
W02010/126030A1 <D 

ik&Vii8 o o 

Y_ 0 

FJ N^NH 

F jO^N 0 0 

4 

W02010/126030A1 <73 

8 7 8 

N^J_^>Y£H 
JO" 6 

ttmn 5 
W02010/126030A1 CO 

8 7 9 jO" 6 

JtUE^J 6 

W02010/126030A1 <D 

8 8 7 jO"N 6 

[0167] : thPTHI R > tf h • c A M P 
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R4 Lit.. 

Maig4) 

Watt, 	1 0 0/0 ,,:>118 1,Edito.31* (Hyclone) , 	1 0 0 SIPL/m 1 i'=:> 1) >G 

, 	8,tVe 1 0 0 i.i. g /m 1 MOITIZ 117° 174:>> (Inv i trogen Corp) 	C, 

)31:11_,  tz--- Y)1/ ''Y 	Egz..'"f — 	J 1. igtt (DMEM) 	1:1=re, 	5 % C 0 2 -gvium 

4.-Intt,-F, 	3 7 °c --eigA Liz_-.„ 

P TH1 R 	.RIR,[_, --0,Nt00,\ L LC—P K 1 Oa, /-3,tVe, 	LLC—PK 

1 0 1 *EH a 	tz_-. 9 9 . 	5 X 1 0 511:10) L 	P TH1 R. AtIRR,T ZHKRK 

— B 7 	, 	c AMP :> %7 	OA: (Takasu et al., 	J. 	Bone. 	M 

iner. 	Res. 	14:11-20, 	1999) 	0  

(cAMPPA) 

HKRK—B 7 'tz_-.(,tLLC—PK 1 Oa 	1 X1 0 4E8/ r, i/l/T9 6 

r,I)1/ 7°1— I- tz.-.4M L. —1],it-1 >-a1—:> a >Lit. NH, ZLE 	P 

TH 	(1 —34) 	'tz_-.6J:,(ba'-tt -A-ti•5 Om. 1 OcAMP7‘y -t4 g-gia 

DMEM, 2mM 	1 BMX, 0. 	2m g /m I r,:>ItE47/1/1Z >, 3 5 m 

M He pe s—Na0H, 	pH 7. 	4) 	- )iliLAT., 	3 7 °C04>-3_,—— 

1:1=1 V,::. IT 	, 	2 03rm-r . .1-3-1-:> a > Li tz_-.0 	igtt 	It 	l_, tz_-_,I, 	*EH jEj8. 1 

o o m. I 0c AMP7 V -t4a-lia--e 1 DA A Li /to  Uji8C$M--,'s -ft Z it 6 

6Z.: 7° 1 	— 	K 	-I 7 4 xi:s..Hs_E r.-.ff ,, 	- ,g),/* K 	-I 7-1 	75\ 614x 9 ,±, 1, 

it. 4 0 il 1 05 OmM HC 1 CEIlk.\ --011i8C10174 -Ls -ft, 	K 4 74 	-E-"C' 

..A*VS.ttz_-.0 	iiR0) c AMP 	E 1 A-‘y 	(Biotrack cAMP EIA system 

, GE health care) 	E110 -01 	fJ c AMP OrIc tECITrif Litz_-.0  

[0168] (4 >EIBCIcAMPpf4t4g0grif TO 2 0%vWkg. ( E C 2 0 ) 8 ct Tf 

5 0 %5thai .g. (E C 5 0) O) 	±O ) 

11 -0.?EggE6Z.: ct Z S'11±JEll igazytcEilk,\ -ow* t,, 	1 00 n MT0 L 	P 

TH (1-34) 0c AMP :> ss t11/5tft .  1 0 0 %L Li-C, 	-ibattte 2 

0 %t Li < tt 5 0%0 c AMP :> s t/1/5t'It/-illa.gA. EC20t, Li < tt 

EC5 OL Li -C *,±, Li tz_-.0 

WO 2014/092061 52 PCT/JP2013/083022 

(»i£#) 
1 0%0y^]PulhLm (Hyclone) , 1 0 0#|i/m 

s 1 0 0 ix g/m I iWkX h U 7° h "7'f > (Invitrogen Corp) 

(DM EM) 5 %C 0 2 #^P;S 

HHI^Ts 3 7 °CT'ip# L/co 

PTH1 R^MLT^^l^LLC-PKIlE LLC-PK 

1 (D 1 mmfotc 9 . 5X10 thPTHI R £ H K R K 

-B 7^, c A M P :> (Takasu et al., J. Bone. M 

iner. Res. 14:11-20, 1999) 0 

(c A M p mm) 
H K R K - B 7 L LC-PK1 1X10 5MJ&/0 x )VU 9 6 

r>xjU7°U—K(CSfflLs — >^r ZL^< — :> a > L/c0 SSs &lCfcSP 

TH (1-3 4) £/ckMbl^t)£#fr5 0 M I (Dc AM P 7 >> "trIf Si)S ( 

DMEM, 2mM I BMX, 0. 2mg/m I ^ i/tfllMJ7 J17'^ 3 5m 

M Hepes-NaOH, pH7. 4) £JPTU 3 7 °C(ZM >dpzL^-^-

2 >Lfc0 mm* ^ 
0 0 VL I (Dc AM 1 L/Co 

(C7°u- x-frbwi±iL 
fco 40yu, I ©5 OmM H C I K 7 -f 7 -f X ±"C 

^"ti/co ffrixCDcAMP E I Adp-y h (Biotrack cAMP EIA system 

, GE health care) Tiffin l*l c A M P (DM^m&M'M. L/c0 

[0168] (otfhPcAMPmmmcomfexcD20%^}j§jt (Ec20) & 

5 0%^)j!]t (EC 5 0) ©Wtlio ) 

1 00nMt©t:hP 

TH (1-3 4) (Dc AM P is?-)-1 0 0%^LT, ^bl^t)^2 

0%t L < (J5 O%0c AM Ps> EC20tL<& 

EC 5 0 <h LTjl!±! L/c0 
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[0169] 	 

[0170] 

HKRK-B 7 WiEnt:.1-3(1ZMA-s. 

ts8, 	LLC—PK 1 OjEnt:..80---C 
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[3] 

0Y-C.D 

9 tLi=1=1 M-I'M 
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(1Z -f 
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3 (,:..77 -4-0  
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E 1- ow 

EC20 

(OA) 
f 	'-, 11.  

EC50 

(tiM) 
IL l-.t 

EC20 

oinio 
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fL-at 1 1.3 5.8 f L Q11. J 1 0 5.0 21 

4L ,/7, 	2 2.4 14 ,IL 1 .1 tt 1 	1 1.5 11 

fL-1,±,\.4-t 3 1.5 7.2 itezN 1 1.5 4.8 

f [ a VZ 4 1.6 7.4 itaN 2 3.1 13 

'ILIF 	5 1.7 8.1 kLV011 3 2.0 9.0 

fL a't 6 2.0 9.0 I.-MN 4 >505 >1000 

'ILIF 	J7 1.1 4.1 kLV011 5 3.1 25 

fL a  kt 8 1.0 3.6 itaN1 6 3.6 32 

'ILIF 	9 2.6 12 

R6z.-.86fzibattto-r 

---e*PL 

%E H=IcAMP:>t)l. 

1_, tc 	sy H:' T H 

1 R Oa CE11 0-CUMIN 

ID:>s't)1,5t,ita)Ec 
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5tit 0 Ali if 
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V HJTH1 k744(z.S-3 

ofitt, 	E HJTH1 R lz.S-30- Z4 

ofiLaw-scrIcalmr.-.-Dtz_-_„ 

	P T H 

> Es H=1 c Am 

5 OfitZ.:-DO-Ct, 
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H K R K - B 7 

L L C - P K 1 MJ&lZ&^TfDc AM Pj&g©igJgttH K RK-B 

7 ©*MJt(C Jzt^gl^CDXfc-otco 

[0169] [^3] 

EC20 

(HM) 

EC50 

(M-M) 

1 1.3 5.8 

'ftn"#) 2 2.4 14 

•ft^)3 1.5 7.2 

"fb'o"^/ 4 1.6 7.4 

•ftM3 5 1.7 8.1 

2.0 9.0 

-fb^7 1.1 4.1 

1.0 3.6 

it^m9 2.6 12 

\Y&m 
EC20 

(,uM) 

EC50 

(HM) 

1 o 5.0 21 

•fbai^ l l 1.5 11 

Sfc&M l 1.5 4.8 

2 3.1 13 

ifctfcM 3 2.0 9.0 

itfx-M 4 >505 >1000 

ifctfcM 5 3.1 25 

itfx-M 6 3.6 32 

[0170] |Sii2 : 7 y h P T H 1 R > tf h • c A M P 

H K RK-B7$li©^y hPTHI R£® 

lfgIt5LLC-PK4 6_RAT0_PTH 1 R»^ffl^t^n 

t fco 

L LC - P K4 6 RAT 0 P T H 1 

o 

7l> hPTHI guttle > bhPcAMP E C 2 

thPTHI R(C£tt£-f hP c AM P^>y^-jUStt©E C 2 

EC 5 7Vhi:t:h0l 
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[0171] 

[0172] 

[0173] 

[0174] 

TAWS$HrArlUtL .Dito 

[4] 

CER 

7 . 

-F 3 

/-3,tVe3 

— 1 

tat 
a > L 

L. 

Z 	1=1N1 

'f L Qlit 
EC20 

(OA) 

EC50 

(tiM) 
1L 

EC20 

(tiM) 

EC50 

(OA) 

'I -L,i-E 	7 0.5 2.4 'f[ii-E 	1 1 0.8 3.2 

t 1•̀r Vz 8 0.4 1.9 M')MLI 1 0.8 2.3 

ILi\ilft 1 0 3.0 12 

4) 

7 
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tt.LAIN 1 - 6 (Z..LL/<L HIT 
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WON 3 : h HIT Z 	1=1 V — L. 

0. 	1M')5 	( p H 

z 0 tj",th VA 	NADP H A 4 

it. 	-ag\FIIVt.7...f-31,.1ZO'fbattMAIA. L 
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<7 v -t 4 Alt> 
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NADPH : 	1 mM 

az ii rim : 	0, 	5, 	1 5 

*IiA.-s 	5 (Z.,-7 -4-0  Mat 1 

—A0'41_,AOttaittlik. 
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[0185] -,'S 6 lz, 	'y 1-11±O1184-tAlk7fItO A 0, tat 6, tat 7 , Mat 8 

WO 2014/092061 57 PCT/JP2013/083022 

. 1 0%<? [s^7 X-JIEL TJIsP'Jy? 

•calH^t) s 2 0%£ KP^ri>70P tfJU - /S - is 0 PT^7> h U > (0*£ 

n^bltt^tt) . IC <fc lJ p H 1 Otcli 

llfctfflWlfco ^©$^Sfu(CP re$lfil£U $^2, 6, 1 

0£<fctf 2 4 C a;M^;l£Ufc0 

TO-f V 7 JU 7 > P& AJ»T (C Tlift SIftfr h fi o fc0 

[0181] jfajf ©C a ©)iy^0 £&SX LfcjfiijSfr£>5I/t>#SI (c<fc y L/cifn;f S 
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1) R 1 h •; 7JM-P* AxoR 2^7>y^Jl^"e 

^•2> ; 
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2)R1eRAR±TV,),75\--DR2e*AR±TZ; 

3)R1e7)1/7J- 1=1)<A/aTV,),b\-DR2e7vA1,$±T 

4) R 1 e7 .  „T;5+-e 	9, b\-DR 2 e 1- ,) 7)1.7J-  Q)< I- 	/•--e 

Z ; 

5) R 1 el- ,) 7)1.7J-  Q) 	11//•--e 	9, b\-DR 2 ezIK„ff,±--eZ 

• 

6) R 1 ezIKA(±T 	9, 	b\--DR 2 e 1- ') 7 )1.7J-  C1)< I- 	-I•--C' 

Z ; 

7) R 1, 	R 2 um,\tLea 1, --CTM-L'S ti.ZTE,E4 

PL51 

F 	0 * 

F 	0 * 

(41=1 =1 0 - *6 	7 i=11/3g3L0eialtLZ.-7 -4-0 ) ----e4D--,'sti,za 

---eZ ; 

75\ --D, R 3 8,tveR 46J-.)( 	)1,a-ez/J\ ; 'i-cl,J-., 

R 3 

bin* 

8,tzPR 4 ttti.6blial-ZA'Aff,±L -MtLi-s-D -C1-).-Fb\ 

--,'s tt.Z if : 

PL61 

N
C  

V 0 0 

(411=1 0* tt-rZYV,) 	>- 2, 	4 -:')7J- >533L oDeialtT,-T 

T. ) 	ffMC-4-Z, 

115RM 1 giENCO'fbattt 'i-,c.tt- - otTl'340igt:.., 1.-L's ti,zito  

[115RIA41 R 3 8,t TT R 4 e)( 	)1//•--C 	Z, 115RM 1 tLENCOMattt '1-c6J-. 

-10DtT1'340'grci,V7:16-,'Sti.Zil. 

Clifi5RIA5] R 3 8,tzPR 4 iftt.6blia-4-ZA'Aff,±L -MtLi-s-D-C1-).-Fb\ 

WO 2014/092061 61 PCT/JP2013/083022 

2) R 1 frfroR 2t?7^mWs^ZfoZ> ; 
3) R 1 fr h 'J fro R 2 fr 7 V 
2> ; 
4) R i fr7 fr^>R 2fr K u 7;u^-pp< s^s>s*e 
^>•2) ; 
5) R 1 fr h >J yjutnt^ju&x-foVs fro R 2fr7KHJl?-e£>£ 

J 

6 ) R 1 frTK^Jl?"Pfe y s fro R 2 fr h 'J yjl/t • t h =£s>S"C£> 
2> ; 
7) R1, R 2&SlN£i^LTffM£tl£T§E5$ : 
[<b5] 

Fv0^* 
F^V-* 

T?£>£ ; 

fro, R 3£<£-0tR4(£p<51,'US"e£>£fr ; £.tcl£s 

R3d3<fct^R4tt^ne> fris^-r & t-m iz. & ̂  x fr 
JH$R ^ tl •!> 81 : 

[<b6] 

vO^O 
* * * * 

yy—2, 

to ) 

mmu 1 
1^114] R 3 £<fctf R 4 frp< li^I11 lzmm<D its1®} £ fete 

1^115] R 3ai;t/R4fr^tl^fri^'r^j^mjl?«h-|t(C^^T^Tfr 
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6intR -L'stizif : 

[Th7] 

N 

VOOC 

(* 'J')'>-2, 	4 - 	7J- >533Loela41IT ,-T 

-4-0  ) 	ffmz-4- z, gfi5R1N 1 tL,E$54,0ibatttV7c.tt - otIr4ligt::_,F, 

[P1 	1A6] Matttelv,-Fb\  6 ts z ET ct 9 intR -L'stiz, 115RM 1 Eili,otatt 

it.ttotzIl4nt:IV-g-L'stizira : 

1  - 	(4 — 	(2 — 	( (2 — 	(4 — 7/1/7J- D— 3 — 	( I- ') 7/1/7J- 1=1)< I- 

:>) 	7m=)1.) 	— 4 — 7J- -V — 1 , 	3, 	8— I- ,)771)2 E1=1 	[4. 

5 ] 	')J — 1 —z>— 8 --f )0 	)1,*=)1,) i)1,) — 3, 	5 —:> 

)<)1.7m=)1.) — 5, 	5 — )<)1,-(ZYNP)>-2, 	4 — 7J- 

> ; 

1 — (4— (2— ( (2— (3 — 11=i7i=)1.) —4 —7J- -N/ — 1 

, 	3, 	8— I-') 	Ei=i [4. 	5] 	siJ — 1 —i>-8 —4)0 

)1/*=)14 i)l.) — 3 , 	5 — 	)1.7 i=)1/) — 5 , 	5 — 

)1.4ZYV,):)>-2, 	4 —:')7J- > : 

1 — 	(4 — 	(2 — 	( (2 — 	(4-7A/7J- 1=i-3— 	(I- ') 7/1/7J- 1=1)< 

)I) 	7m=)1.) 	— 4 — 7J- V— 1 , 	3, 	8— I- ,)71fEi=i [4. 	5 

] 5—"t — 1 —=J — 8 —4f )0 	)1.*=)1.) i)l.) — 3, 	5 — 

)1/ 7 i=)1.) — 5, 	5 — :'))<)1,-(ZYNP) 	>-2, 	4 —:')7J- > 

1 — 	(4 — 	(2 — 	( (2 — 	(3 —7)1.7J- D— 4 — 	( I- I) 7)1.7J- 1=1)( I- 

:>) 	7m=)1.) 	— 4 — 7J- -V — 1 , 	3, 	8— I- ,)771)2 E1=1 	[4. 

5 ] 	sjJ — 1 —'>— 8 --f )1.) 	)1,*=)1,) i)1,) — 3, 	5— 

)9- )1,7')I') 	— 5 , 	5 -:'))<)1.-izYNii):')> — 2 , 	4 —:')7J- 

WO 2014/092061 62 PCT/JP2013/083022 

*3 MiR ̂  ti Z> St • 

utn 

vOOO 
* * * * 

(ss^©*^syyjvy-2, 4-yty^t(D^itLm^ 

[11^116] £>&££¥<*: y tl£s li^il 1 

1- (4- (2 - ( (2- (4 - 7>/U^P- 3 — ( h U 7)ltnt h 
dp^>) 7x"JU) -4-t^rV- 1 , 3, 8 - h U 7+f X t°P [4. 

5] ?ti- 1 -x>- 8 ->NU) TJU^-JU) X^JU) -3, 5-*>* 

*^U7x=JU) -5, 5 -Vt^-)\y< §#Vl) Vy~ 2, 4-Vt 
y ; 

1- (4- (2- ( (2- (3 -7*p^7x —JU) -4-^7-1 

, 3, 8 - h U 7+fXt°P [4. 5] 1 -x>- 8 —T>*U) X 

Ji.Tts-Ji.) x^JU) -3, 5 -^p<51>'U7x-jU) -5, b-V*3-
JK^yyj^'V- 2, 4-y>>: 

1- (4- (2- ( (2- (4—7 JVt P — 3 — (KU7^P^f 

JU) 7 x-JU) — 4 — ^" dp V — 1 , 3, 8-hU7+fXH°P [4. 5 

] T13- 1 -XV- 8 --HU) TJU^-JU) X^JU) -3, 5-^p< 

^>/u7x-ju) -5, 5*>*>-2, 4-y>> 

j 

1- (4- (2- ( (2- (3 - 7>/U^P-4 - ( h U 7J^P^ h 

dp^>) yjL-Jl) — 4 — ^" dp y — 1 , 3, 8-hU7+fXH°P [4. 

5] 1 -x>- 8 ->NU) TJU^-jU) x-^JU) -3, 5-*>* 

^^>/u7x-ju) -5, 5 syyj *>*>- 2, 4-y> 
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; 

1- 	(4- 	(2- 	( (2- 	(2, 	2 -:i7/1/7J- 1=1>Ni [d] 	[1, 

3] 	v-JI.-5-4/1.) -4-7V-1, 	3, 	8-1-')71t 

Ei=i [4. 	5] Tjj- 1 -i>- 8 -4)0 	)1/*=)1/) IJI") 

-3, 	5-:'))<)1.7i=)1.) 	-5, 	5 -:'))<)1.-r zYNis i):')>-  

2, 	4-:')A- >; 

1- (3, 	5-))1.-4- (2- ( (4-7V-2 -  (3- ( 

I-') 7 )1.7J- 1=1)( 	)1/) 	7s=)1.) 	- 1 , 	3, 	8 - I- ') 771) 	El=1 	[4 

. 	5] 52t - 1 -i>- 8 -4)14 	)1.*=)14 i)1,) 7 m=)1,) 

-5, 	5 -:'))<)1,-(ZYNP):')>-2, 	4 -:')A- > ; 

1- (3, 	5-))1.-4- (2- ( (4-7V-2 -  (4- ( 

1-')7/1/7J- 1=1)( I--:>) 	7m=J1/) 	-1, 	3, 	8-  1-')771tE1=1 	[ 

4. 	5] 52t-1 -i>-8 -4)14 	)1.*=)1,) i)1,) 7m=)1, 

) -5, 	5 -:'))<)1,-(ZYNP):')>-2, 	4 -:')A- >) 	: 

1- (3, 	5-))1.-4- (2- ( (4-7V-2 -  (4- ( 

1-')7/1/7J- 1=1)( I--:>) 	7m=J1/) 	-1, 	3, 	8-  1-')771tE1=1 	[ 

4. 	5] 52t-1 -i>-8 -4)14 	)1.*=)1,) i)1,) 7m=)1, 

) -1, 	3-:')771fEi=i [4. 	4] Jt>-2, 	4-:')A- > ; 

1- (3, 	5-))1.-4- (2- ( (4-7V-2 -  (4- ( 

1-')7/1/7J- 1=1)( I--:>) 	7m=J1/) 	-1, 	3, 	8-  1-')771tE1=1 	[ 

4. 	5] 52t-1 -i>-8 -4)14 	)1.*=)1,) i)1,) 7m=)1, 

) 	-8-)<)1.-1, 	3, 	8-1-')771tEi=i 	[4. 	5] 	sjj>-2 

, 	4 -:')7J- > ; 

5- (3, 	5-:'))()I.-4- (2- ( (4-7J- v -2 -  (4- ( 

1-')7/1/7J- 1=1)( I--:>) 	7m=J1/) 	-1, 	3, 	8-  1-')771tE1=1 	[ 

4. 	5] 52t-1 -i>-8 -4)14 	)1.*=)1,) i)1,) 7i=)1, 

) 	-2-7J-1)--5, 	7 -:')771tEi=i [3. 	4] 7J- >-6, 	8 

WO 2014/092061 63 PCT/JP2013/083022 

> ; 

1- (4- (2- ( (2- (2, 2-is7)\,*n «yV [ d ] [1 , 

3] )l) — 4 — dp y — 1 , 3, 8-hU7f 

[4. 5] T-h- 1 — 8 —-r;u) X^JU) 

-3, 5-5, 

2,4- > ; 

1 - (3, (2- ( (4-^dpy-2- (3- ( 

yjL-Jl) -1, 3, 8 - h U 7+f7> t°P [4 

. 5] 1 -XV-8->nu) x-^JU) 7x"JU) 

-5, •;$/*>-2, 4-y>>; 

1 - (3, 5-y^^U-4- (2- ( (4-^dpv-2- (4- ( 

h U 7>/U^PP< hdpi>) 7x"jU) -1, 3, 8 - h U 7+f 7> t°P [ 

4. 5] - 1 -x>-8)l) x^JU) 7x-JU 

) -5, 5 syyj vy- 2, 4-yty) •. 
1 - (3, 5-y*?)\,-4- (2- ( (4-^dpv-2- (4- ( 

h U 7J^P^ hdpi>) 7x"jU) -1, 3, 8 - h U 7+f X t°P [ 

4. 5] - 1 -x>-8)l) x^JU) 7x-jU 

) -1, 3-^7Hfxt°p [4. 4] Ji-y-2, 4-yty-, 

1 - (3, 5-^^U-4- (2- ( (4-^dpy-2- (4- ( 

h U 7J^P^ hdpi>) 7x"jU) -1, 3, 8 - h U 7+f 7> t°P [ 

4. 5] - 1 -x>-8--T JU) x^JU) 7x-jU 

) -8-^^JU- 1 , 3, 8- h U 7+fXt°P [4. 5] T^V-2 

, 4 ; 

5- (3, 5-^^U-4- (2- ( (4-^dpy-2- (4- ( 

h U 7J^P^ hdpi>) 7x"jU) -1, 3, 8 - h U 7+f 7> t°P [ 

4. 5] - 1 -x>-8--T JU) x^JU) 7x-jU 

) -2-^dpHt-5, 7-y>HfXH°P [3. 4] t<7$y-6, 8 
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4— (3, 	5 —:'))()I.-4 — (2— ( (4 — 7J- V -2 — (4— ( 

I- ,)7/1/7J- 1=1)( I- 	) 	7m=A/) 	— 1 , 	3, 	8 —  I- ')771tE1=1 	[ 

4. 	5] 52t —1 —i>-8 -4)14 	)1.*=)1,) i)1,) 7 i=)1, 

) —4, 	6 —:')771tEi=i [2. 	4] /\7° >-5, 	7 - 	t>0:')7 

[115RIA7] ibatte 1 - (3, 	5 —))1.-4 — (2— ( (4 — 7J- -v -2 

— 	( 3 — 	( I- ') 7 )1/7J-  C1) 	)1/) 	7 i =JO 	—1, 	3, 	8 — I- ') 71f 

Ei=i [4 . 	5 ] Tjj — 1 —i> — 8 — 4 )1.) 	)1/*=)1/) 1 	)1") 

7m=)1.) — 5, 	5 —)< 	)1,-( ZYNP) 	>— 2, 	4 — 7J- >•"-e 

Z, 115RIA 1 ENCO'fbattti-cl,t0)7 T1'41gt•CI,V74-,'Sti.Ziki. 

Clifi*M8] tat el - (3, 5 	)3 	— (2— ( (4 — 7J- V -2 

— 	(4 — 	( I- ') 7)1.7J- 1=1)( I- 	-:>) 	7 m=J1/) 	— 1 , 	3, 	8 — I-') 7 

It 	Ei=i [4. 	5] 52t— 1 —i>— 8 —4)0 	)1/*=)14 i/l. 

) 7m=)1.) — 5, 	5 — )<J1,-(ZYN)s,)>-2, 	4 — :')7J- >--e 

Z, 115RM 1 ENCotatttV-cttotIr4ligt:_,IV74-L'sti.zil. 

[115RIA9] tat el - (3, 	5 	)3 	— (2— ( (4 — 7J- -v -2 

— 	(4 — 	( I- ') 7J1.7J-  C1)< I- 	) 	7 i =JO 	— 1 , 3, 8 — I-') 71f 

Ei=i [4. 	5] 	sjj — 1 —i>— 8 — 4 )1.) 	)1/*=)1/) IJI/) 

7i=)1.) —1, 3 —:')771fEi=i [4. 	4] Jt>-2, 4 —:')7J- > 

--eZ, 115RM 1 ENCotatttV-cttotIr4ligt:_,IV74-L'sti.zil. 

Egfi5Rmioi gfi5R1A 1 - 9 0 k, \ ftt.b\ t:..,E*54,o4battt 't,c.tt,-07 Tr4zIgt.c_,!,v-g- 

-,sti.zirriwz3L Li-c-A--4-z, EthMi-tto 

[115RIA11] EtAM1-tteRLIIR41E11-eZ, 115RIA 1 0 vc_ENC,0EtItiM-tto 

Egfi5Rmi 2] gfi5R1A 1 - 9 0)1,\ f 4-05\t:..,E*54,o4battt 't,c.tt- .07 Tr4L'o/gt:-..t,v7-4 

--L'sti.zilV)LOMC3L L -c-A--4-z, VIIM c A NA Pg,‘,45t,Itibl-

z it 6 0 C 7 Mi-tt . 

[115RIA13] gfi5R1A 1 - 9 0)1,\ f 175\ (z.,E$54,04battt 't,c.tt- .07 Tr4L'o/gt:-..t,v7-4 

--L'sti.zikA.5-̀ dMOL Li-c-A--4-z, *cwt. ra*„m±mzraft, 

Bix*,:,:M±M-1, BixrMATM-1, rM-i'xibrl, gmtrAnt, rArr] A, IL 

WO 2014/092061 64 PCT/JP2013/083022 

4- (3, (2- ( (4-^drV-2- (4- ( 

h U hdpi>) 7 JL-JU) -1, 3, 8 - h U 7+fX t°P [ 

4. 5] - 1 -x>-8)l) x^JU) 7x-jU 

) -4, [2. 4] ^7°^>—5, 1-Vty* 

~ (3, 5-^^1,-4- (2- ( (4-^drV-2 

- (3- (K'j7^P^fJl/) 7x"JU) -1, 3, 8 - h 'J 

Xt°P [4. 5 ] — 1 —x>—8—'f){/) x^JU) 

yjL-ji) -5, 5syyj*>*>-2, 4-y>>-e& 

^118] (3, 5-y*T)U-4- (2- ( (4-^drV-2 

- (4- ( h U 7J^P^ hdpi>) 7x"JU) -1, 3, 8 - h 'J 7 

•tf^tfP [4. 5] 1 — x>— 8 —-T>/U) TJU^-jU) x-^JU 

) 7x-;u) -5, •;$/*>-2, 4-y>>-e 

5RII9] (3, 5-^^U-4- (2- ( (4-^drV-2 

- (4- ( h U 7J^P^ hdpi>) 7x"JU) - 1 , 3, 8 - h U 7+f 

Xt°P [4. 5 ] — 1 —x>—8—'f){/) x-^JU) 

7x"jU) - 1 , 3-^7HfXt°P [4. 4] y^->-2,4-^>> 

5RII10] 1 ~ 9 (Dl^ttlfr^lBtfctfMb^g^/c&^CD^il^fr^Cl^# 
IIIMo 

^1111] II^I11 0(:=Bi©iiMio 

5RII12] II^I11 ~ 9 (Dl^ttlfr^lBtfctfMb^g^/c&^CD^il^fr^Cl^# 

AM Pj&g£S1£'fbf 

£*:<£(£> EMI J5£t)0 

5RII13] II^I11 ~ 9 (Dl^ttlfr^lBtfctfMb^g^/c&^CD^il^fr^Cl^# 
LT^I"^ #fl«. ##T. 

mmumm. ^mtm. mmmmm. mm&. m 
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d \ $CTFIWI, Pi FP 1X1171MMTII, A t) - itia.a-, 	it. (, )12411T,1 

erlomAlit L < 6t61.1*A1J, g k ttME8ERAIL 

[,m3R1R14] g**T.,p 1 — 9 0 o -rti.b\ talaNCOILI t giz-..U-07-iN''4-̀'nrciV-b'- 

tt. 4-1,Zist -gATZAROCIVDEArYgC•cA0its.E, racria, rm.*, 

A:M±MCWII, OrRE:R.ifMCJI, OratUfMCil, 	'fba, gamtrAnt 

, 124 MA, ILL/J \ WC-A-1, Ali IMXIMVECRI, FA ') >itfra, vt..tt 

arviximorfopmt L < W81*, '/-.l,ONSIMMJI ./,L -4- 

MIN8fii A -510 

EgiVRIA1 5] MEria-Mfiftg, rRfft„iMfM1411, BXra,VM1, ORIVM 

fl, MiXibfl, gomtrAnt, MA, APJ \ WFV-fl, ETEOPENtIMMtg 

T.-Fa, FA I) >itfra, 	Az 6th rgi vTe,tarvoimii t L < 6t Q4* 

Ad, 't.,-..tonalatiamota_otc.60, 1VRIR 1 — 9 0 of ti, 	t: 

ilEiMiLE- itt'Vzztto)7411'341Yglz,1 7-4.-,'_t tt.ZiraVVR. 

[II:RIA16] raCCia, ratft„:,:MfMralt, EM AM:Ma, EkriVE3:Mil, 14 

lbas 0):MtrAIV-1, rmeA, itil/mmvpa, EvEntotrge-Fa, 

oa-  I) ..01pa, 	it UlarCIFf<3t*Tto)i±t* t 1, < (tM, g tc. ttt4 

Vatinotc60, g-,A5RIA 1 — 9 ok,\ -01.75\tLENCOALitttV-z_-.tt- 

07T1'34nt,=1,Vg-L'sti.Zika. 

WO 2014/092061 65 PCT/JP2013/083022 

^114] ~ 9 0^1**1^§3160^#) 

#ii^. ##f, 
mmmmm. 

, M&&. sywMtt^gT^ S'JVJM. &tc& 

£ S# (c&^T z>z.tfrbt&z>, Bfi tl< t£>£il, £ tc & 

?f<If15] #ffiif}!E#f!if£E> ##i\ MMl^'m'lMs 

m. uw&mmm. M$b&. jfiu]^$i'>^ iywMtg 
<£~F?E. ?S U >«> L < 

$y, tfc&Mj&»M£y©s^a©/c#)(Z), ii^tin ~90^-rtifr(c 

^1116] #$11!^ ##T\ ^J^^CIISE* #©( 

^Mm^s sywMtt^gT^s 
m'J yjfnims £fcl&IB0ft£G0<tt:MfiE<D%&t, L < 

IfflJMmO)tcdb(D, Il^clll ~ 9 (D^ttltiHZBdWKDik'&M&tcte'Z 


