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epat i t is, 	NASH), 	4-ri-1/1/ a —)i,tugmtuTAt (nonalcoholic fatty liver 

disease, NAFLD), MIkitAt (IN, 7)I/Y/\-f 7-A, / . —*J‘jj-m 

, 	i=i -f 'Y 7 i )I. F — -t7 i VA, *ftttRiEfl, ii/r4altigMEIEfl, =-f 

zmft) , 	*V*41M.V. (IN, Rfflita8ctrfWES013$,V4-3,trf-t.0,1 

ma • apta, gp3mAig, *REVA14, W*7112, %ROHM .V. , %ROMA* 

, ii,f2MIARIM.V., 	fMIARA,) , ,12%fl, %MC 21113'4.V., 

SAIM.V., ot,„J1, 	.--flit, wRait, 	,i‘mitwitis, HiHRIM.V., 	HRJ-1 

, molAt (R, -3 -Dm -C A,75`A, 7)1/ 	—)1,1pm-t) , ArfttAt 

im, tictrAfri) ,,7, 	Mt134iitA, 	,) r, 7 	0*.nA, *MA 	013410 

A ; 	"firii-  • M-14,10 Aft ; 11211R 0 WM ; n1:15RA ; IIVIAA ; li$A ; 7 	E —ft 

bMA ; 	1=1 — J ft, ArRhtMAA 	0 AattliA At ; URA ; AfttVIRA 

; li$A, Illi$, 11$ it)1.-r K—, li$Air,A0M-1,htli$At) , 	7 1, 

)1/*—At (IN, 7 V) 	—'h 	elrOA, 5il1Et 7 i.)1/*—, 7mw-)1J-1, 

7f 7 4 5; %— 	) , Ittrilattli$At, IV Whtli$A, t ,) =11$A, ER 

A (IN, 	gi'tti ') 5-7 	— 52 	, 	t/SM, *REJI1R.) , IffilliAt (IN 

, iltht 	-A-tiNIITA, 11±R_R) , 	1911RE -taa, 5114Em#:,, (IN, 	NA, 	I'M 

Arc 	rag, 	iillird-113$.V., 5illEA, ft3LIArg, 1144A, 	M'A' t I) —77°, IlE1 
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J-1, gAt, ft3LIAbraorIFIIRTMM-1 ) , ETA• Ilium% (im, 	.ifoi,t 

vsa, EIMAATAA, IIEAKuttgitattAILL, 4fffittEIMAN;IfIIIRU, 

*ftftMAJ-1) , *A* (IN, **, 	r14.#fi, *AMA, ragma, rm,/' 

—i,y I- A, RilttMAA, Itht13410,) r, 7 	. 59:MtliVAlitA8cf --  

41.6a)ffiii),Att:.-.8o- z134iinfAa)WA) , 	ffMffirg, Erg (IN, FAX 

tI12, 	Et') JJg12, 	5111E 	(IN, 	IBC 	) f.i.-..) , 	f1:2-7A-3cf - 413:.:1* -') 

EAR, aopfif177, 	1•5;i4A;f, (R, 	77 `)J-M, 4.tAINIIM) , 5017.7<Z' 

• Rtt,tt'At (IN, AMA, mAiNeica, mi-diMit, ttlizMa) , Oil 

Af4A* (IN, W*141JIM.V., 4145*-E1, 	-,A-111M-1, 	-Aiilliffi, 4f9TAt, 

Kjim*„ ttlizw-f) , 1-41 • 1 ,[t t 	(,:.-_,t z At (IN, NVOIM.V., 

AM-O • 	.1-*A • 1,-1f —Ant:.=„kzIM.V., 1-4[1]A) , ofPNM* (IN, 

ip-ffaiRg, li$A, rAM., li$AltaEa, 11$.1111 	• li$S*) , F-M-1 (R, 

1J-41-)(ti=0411., 	-I 1711/i J1J2 r,-111., 	/..)1, ,,-r)1,10,, 

-r)i/lizMa, i)i7v7sa, NA-F7LM-1) , "Ina (im, lima, 

RZ:taftft:> 	v 	i-EIZ,tt:> 	v 	, 	7.z.x13-attnitajt, 	1,*:',:-, 	v 

fl11K-g.T) , Evlua-At (im, 	)<i)14-111K-u, Evat,), gm:Mit, 6-e5 

kiN, Vt- IM.V., LIATIM.V.) , MIAt (IN, iTi=i-r K, AIME, tVin 

) , HRAt (R, niV$, *511V$) , MEitaa, saiil,w)Ja, Ithtg 

WIIIK- E.T 	ogIA#,,b,t1 	

*1 

 	641.z. 

RAt::_kdt -zaa)A;f:„LL --ct, "frdiTZ'A#,,, AnEt::_k_dttz- 

fEllii' 	t  

"fret'Z'AtL 1, --c6, INAiS, Anaa, Ella El W_JIJJA*, ibAt, 

IliAEIMPA.V., 1104112, ligirAIM.V., IgitatIM.V.a)ft8ctrf•lita, ktitatt 

,fre--VIM.V., ibiiliPkih, IIFIIRIAM, ibgzas40)61vff, At 

, 75-  1=1 -1Aft 	gtilliRRIEfl, AMER, -f 	5' —, 	•laxili.V, 

IIEJVV-ctVA-IS8,tvellii13$.V., i-ri ,IE•119).[MAri-IS • 	Rvio, 4 

$11,10Vaa • d0tid 	• AMER, itaWl. *1111, i)OCCIM.V., 

AitaattEVIA(,), GMA, ETA • IfiliZ'A*, Mfiiiitalle-A-V-t.Z. 
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Aitallat:Id t 	z 	-f2111113'4.V. L 1_, -Ct, RA_ tS, ibAt, IliAAt, 	N 

At, 	*1111/3,-A- 4-t.Z. 

[0028] *ftliAaAiliat, *tee <, 	-t. or) 	Zki\6117tY0ria)51 (11.1, 	El 

*3A E, 	1 6 ET,lail'co)51) 	t::_lt-D -c, 	Azir4-4/gt:.-_E-74-.3stt.z#E114KLM 

-a 1, tc EM* 	t, IN A_ tStrali (8,1Mr±", 	7 -I )1/1A a —5 -I 	'tri-', M-Ftri-' 

, D lin WM', / v t )1/tri-' 	A-V) , APJ, UM, MAP], t 7°-t)1/ALI 

( v 7 I- t 7°-t)i/ALI, 	7 4 	1=1 t 7°-t)i/ALIA-ti•) 	, 	I- 1=1 — 	Al_l, 	1=1 v 7° 

ALI, APJ, .LALI, SNP], Rffl$LIIMMALI (IN, ANtIlALI, 4NtIlALI, 4 

Ntt7 4 	1=1 t 7°-t)1/ALI) , i 7 Vs —)i/M, 	7 4 )1/APJ (IN, 	DjigiVi4A7 

4 )I/A, 	DI19 MIRII61717 -I JI/A) , 	AVAIJ (IN, 	)s -FA41-ALI, rIFIIMAVALI 

, iiIMAVALI, liklin A VP]) , ,i?i5ALI, MsMIVIIIAIJ, EiMALI, 1=1 — 

'pip, 11611A, IP] (R, 1U191Ad, 1121M) , 	v I-, 411'1 Ad, 411 

Ii$ALI (PRAM) , ARAM L I., -c, gpoigt.ct4.r4gpoig (IN, rIFI1M, fil 

FA i, 	)s -F, 	llii' i, 	'4'11') 	• 	)S 	„I 	HR , 	IliA i, 	&TA i, 	1121"7, 	likligi, 

IlErgiV,,13, 11E401E11 	̂0)#x48 ct rfiltVigtsAT0)#R4) t:::- (,:.-..#R 

[0029] *RIE910)AiFIMODEM*Mtifia)#R4lit, *M1t12tK009 O. 0 1 tso L 

1 0 0 M'20/0--ez. A#R4 iit, #x4 -‘1*, #R4)1.— I-, At 	t: d -D --c 

A ts z /3,, IN AiS, 	i.= 	13JJ. .V. ALI L L -C, Anal,:.:Mtl,tcAtt (1* 

M: 6 0 k g ) 	(,:g1=11Ygl,::_tR4Ztlia, 	'3•Ll.,--CI'g 1 —eg 5 0 Om 

g/EI, 	tcTL,<1,095—e92 5 Orn g/EI, 	-,3_61,:.:1_,<1,095—e91 

0 0 m g /EITZ. *50)10)*Iia 6, 	1 El 1 CI 	t'L-1, 	2 —3 El t::..3•0.-c#R 

41_,-ctcto. 

[0030] *ft 13)10 EM*Mt 01'1 (z)Ell ki \ 6 tvc t ct ki\ Azir4-41g t:.-_,!,-74-.3s 	z# 114K 

L L, -c 1,, IIALIA $4 L 1, --c1,1111 aA-f2V 	z ki\ t,KICE112tKItN /3 	(4 6 tt. 

, RA_ a 	ffnIALI t:.-.. 8 0•ZPIO:FOLI, M RAU, eam, AAP], 7.1<ght A 3• 

; ',4-0tI4.,ALI t:.-.. 8 0•ZgAli, 	MIPIElifl)JAIJ, 	EN lEpj,   glEALI, 	ggi-pj„:,: A 

lEAMY  	0'6 tt.z. etc, ;05 t:.-..Z 1.; -c , A* a) Ii RAU, tiMEALI, Zt 
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ALL tr gAli. OgMALI, ft3tALI, -M40)))1:11tCE11 OZ a' Lti- 	Z. 

[0031] ITIMAILI 	L 1, ---C 1,, INAJSLgti, 	n8,1, 	D — 7 	= 1 -11/. 	52.7° , 

— '91 — , enrt11/1=1— . $INAIK7.10-  4 R, R1E 	51 	/36f 6 

tt.Z. 

[M5RALIJ 	L 1,--C6, INA6S5-77  ') Jn'3'7 	r, IA, 	411 	n= 

5-)1/, 	7J1')Il, 	'') 	—11/, 	'91 11/, 	5-77 ') Jn'3M131,1641.Z. 

Fecapij 	L L --C 1, , RAJ'S L K 1=1* 	7°1=1 E/l/ -t)1/ 1=1— 	, 	L K 1=1* 

7°1=1 E/1/)< 	)1/ -t/l/1=1—, 	AiF% -t/l/1=1— Z, 	a52 •7° , 	t')E=11/E1=1 

')I, 	77 7E77 11a, 	-ff7, 	7°)1/7 J. 1Effitll.L K 1=I*:> 7°CI E 

)1/-t )1/ 1=1 — 	7V1,1 641.Z. 

[0032] FAAAILI 	L l/r 1,, 	( 1 ) 	1=1 	7J1' E K 	, 	( 2 ) 	1=i)J)1.)(1=1- 

t I' I) r ix (F MC -)i ILW , 	t)1/)( 1=1- 	)J)1/./A (a4,3APn) 	® 

-i'-)VtgAliLf15 -:54-LZ AAP], 	(3) 	t/1/7J..)( 	)1/'9' — J-  I-') 

r , ix (IN, 	C-41E* ( 	) ) . 	(4) 1Effitlft L K 1=I* 	7°1=1 Ell/ -t11/ 1=1 — 

(IN, IMIE* ( 	) ) , 	( 5 ) 	— 	'91 — 	el,i 6 tt,Z. 	[ 	1=1 

7J1'E'IJJ 	LL,--(1, 	7J1H) E=)1/7J1,) Ei=i 1) K J 	(PVPP) , 	1 -E= 

)1/-2 —EI=1 I)i 	*7J1')7—LTIFtq't.-COZta)t-gei/3, 	1 —i5= 

J1.— 2 — El=1 I) 	i 	*7111) 7 — L 0 -)1E*"` 	LAZA:5 tt:t 0 Z*a  

ItOOTtl.T.D.rt ck < , 1412tKINL 1,-(1, 	IJC L (BASF #) 

, 7J1') .7°7 KX L 	( I SP#) , 7J1') .7°71XL— 1 0 	( I SP# 

) , 	7J1') .7°71 	I NF-1 0 	(I SP#) 	•--eZc. 

[0033] 1-71<ght-043J L LIZ 	, IN A_ tSI 51 I —11/Uigt7.1<g[tO, 	NNA_ 

tS, 	L K 1=1* 	7°1=1 EA/ --t )1/ 1=1 — 	(J-;CF, 	1- 1-1P CJ 	LilEa -z a-  Le 

.) 	19)-t)1,1=1-5734.42tK, 	t') E— /l/E1=1 I) K  	, 	1'91 i -)1,74tt 

71<gtti-,43 	[R 	6S. 	L KI=1* .7°1=1 E/1/)< 	)1/ -t/l/1=1— Z 	(L:CF, 	1- 1-1 

PMCi LENC -Za.'Lez) , 	))1,-t)1,1=1—, 	t)i,t*)<)1,-t 

)1,1=1 —J- 1- 1) r, 1-x0)-t/l/1=1-1,734.14K, 	t') 7 	')11/Rt 	') ',A, 	7J1 

I) E=)1/7/1/—)1/, 	77)1/*Rt 	')r,IA, 	77—t1.,,) 	75(464't, 
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Z 0  

[0034] FgAILI 	L L--Cl, , 	INA.l,SA41-1117.1<, 	77)I. 	-)I., 	7°D 	° l, 	I) 	l -)l. 

. 	7 	I=11—)k 	17;x. 	I- r, 	1=1 	ElEl. 	A-') — 7'1E1E4el,1641.Z0 

FgAPIEMJAILI 	L L-Cl, , 	IN A_ l,S7J1 I) i 	l, 	')a-)1., 	7°1=1E l, 

') 	l-)l., 	D —7 	= I--)l., --' ,9„-M 	:')/1/. 	I'91  ) — )1., 	I- ,) 	7-1  Z 

J)( g 	i, 	5-1=1-)1,, 	1,1) ig J -A/7Z i. gOgd-  I- IP, IA, 	i 

Ogrd-  I- ') r,IA 	el,Is  6 tt.Z 0 

FENILAILI 	L L-Ct, INA. l,S5-  7 I) )1/ I- I) '5' ) -A/7 Z 	7r, I) 

)l/Kngrd-  I- I) r, IA, 	7 r, I) A/7 Z I 7°1=1 E7J- 	n'3r, 	l, 	itilE 	if)l. 

=,,/,,, 	itiEj-ffi,=,,i.,,, 	) 	5-77  I) Jgi'') -t I) Ja)YT-3t,ht 

ALI ; IN AiSt 1) E=11/711/ 	-lk t ') E=)i. Ei=i I) K, 	t)i.t*)( 

)1.-t)1/ 1=1- t I- I) 	IA, 	)( 	)l.-t)l.i=i -Z, 	L KI=1*>)< 	)l.-t)l.i=i - 

L K 1=1*:>i)l/t)l/1=1-, 	L K 1=1*:>7°1=1E)l.-t)l.i=i -0)0,7.1<ft 

1-7.- 1,1 6 tt.Z 0 

[0035] I- KILAILI 	L L--Ct, INA. al K ',AI, 	D — V )I. E I--)l., itilEt I-') 

r71A, 	I) t I) J, 	D —7 	= I, 	)1,75(,f64-t,zo  

I-, 	IMI-AI L L--Cl, , IN A_ a I) 	n'3011, 	it, gRik, 	i Jigia) 

NiMi-A 	/3 	0' 6 tt. Z 0 

1-,,,,KrAlLAIJi 	L L--C1, 	INAJS 	)1/ 7-1)l. 	-)l/ells 64-t.Z0 

Ffir.4- AIJJ 	L I., --C (,, 	INA6S/77J-* -)a-Mgri5-)1.ffi, 	im=11,9' 

I -)I., 	/:'))1/ 7-1)l. a -A., 	7 	)1/ 7-1)l. a -A., 	52  L K 1=1/FR, 	v)l. 

E 	OgMel,ls  6 tt.Z 0 

FtARILAIJi L L ---Cl, , IN A_ affUngida, 	7 	)l/E‘JR, 	a- I- a7 =  

1=1 	)1/etls  6 tt.Z 0  

1-ZtAILI L L--Ct, INAJSICEIMt 5 I-4. 1%) .t, 2 '4, ItEll *.t, 2 '4 

101%)ElltA 	; ItEll l, 	*.t,A, , )17/31,164-t.Z0 

FlErgAIJi 	L L-Cl, , 	INA. at-  v t I) 	t I- I) r,1-1., 	I) 	)1/ I) 	=)J 

') r, IA. 	77 /1/5-  —IA. 	5-  E7, 	V-7 	el,164-t.Z0 



WO 2011/158880 
	

13 
	

PCT/JP2011/063735 

FOMAIJi L 1, --(1, INAJS 	1 	R (,;,710s 	Ogr) , ffiR, 	I) 	1 

OgMeti 6 tt.Z. 

FR3tAILI 	L LT.  1,, INA6Sffiffe6164-t.Z. 

1--A_1 L LT.  6, aMt8ctrieT?Alta)0T41.-Ct ct < , RAJ' S 1, 

, 	74A, 	711, 	, 	)( 	1--)1., 	1-1=11')-el,i64-t.Z., 

[0036] *RIEIAMilia 6, 	1114YOria)516:.-_,Ito, INAJSPC:FOLI. AAP], eam 

tc_- (, m5RAmA)iii L-ClINM:f L. ZiNT:05(,:ct t'). ga)7* 

. ll'ightzottiOtta)E10/gotc6e51.%051--e 	-5- 4 	-Z a' 

Lt:.-..ctt011=a41.'11JL - Zz: Le-e 	Z. 	FliAght*Cli L L ""Ct, IN 

AiS, 	-t)1/ 1=1-77-t5--1-7511,-1-(CAP), 	L K1=1*:>7°1=1E)1.)( 

)1.1t)1/ 1=1-7511,- 1-, 	L K1=1*)<)1.-t)1/ 1=1-77-t5--1-1  

-1,, )( q 7 	I) )1/OMM-al* [RAJS, A- 4 K7*,y 1,  (Eudragi t) 	L 3 0 

D- 5 5 	(AiTni;1,-1,41) , 	') 	-1-MAE 3 0 D P 	(AI:IFIGBAS 

F#) , 	7J1')*v KP A 3 0 	(AiTni;E3'1EVI) 	J , 	t/1/7J*)()I. 

IJI/-t/1/ 1=1-, 	-t 7 'Y 	or)7.1<RI'Aghti-,43aAIJ ;)< 5' 7 	I) A/OM 

mai*  cimAis, A- 4 K7*v 1-N E 3 OD (AAV , 7J- 4 K7*v 1-R 

L 3 0 D (AAV , 7J- 4 K7*v 1-RS 3 0 D (AAV 	J 	197,/tatt 

am ; 7.Kghti-43 	; f7 1 	R 1- ')I)1/, 	t i) il, 	‘ 1) 	-)1/. 	77-t 

JI/iLi 	' ,) -t ,) K, 	I-') 77-t 	, 	L7 	FIE40)U,  MAM07-fEtc6 

mi-;t_hula Ltct loetls 641.z. 

[0037] *RIE9107eF% (,, IN A_ tSV1102006/132440HAVOL2a0Daizit U-cri-Am 

0 	ffn4.'11_1(ztklAIJin-z z: L e"- 	Z. 

[0038] 	*RHAMilig,, Amen, 1Eatx8ctrf1Ealtyt, 1t,0)3Alt L14111 L 

C10E11 -Z a.' L ti"- 	Z. *RIEIJIMilia', A Mein', tatx8ctrffEat 

yL4):NEHL,14zAqt (J-;CF. 1):NEVAItLIKE -z) L LT.  6, RAJ'S, J-;CF 

oct',7`Sta)e)110641.Z. 

[0039] ( 1 ) MEP] 

7-1 7J-5- _'' 	A13.1a.V.A1_1 	(IN, 	t .7° 1-7°I))1., 	71,4 	OgriJ-7 AFFI 
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7°,) )1/, 7 7 -tP) )1/, YER52 7 7°,) )1/, YER-( Z YP) )1/, YE 	*f7° ') 

)1., 	:>71f P))1/, 	YEaRT- t 7°,) )1/, 	1-7 J K7 7°,) )1/, 	±10J--ff7° ') 

)1., 	,',) J K•7°,))1/, 	,):>)•7° ')11/, 	7 -.Z•7° I) 11/) 	, 	77 V7J-5- :>II 

iTitrEALI 	(IN, 	tJT1J-)1.,9' 	l,*--t)1., 	tJT1J-)1.,9' 	mt-)1/5' 

, 	Dit)1/5' J 	t ,) JA, 	i7ctit-)1.,9' J, 	//ij-)1,g .i, 	5-)1,zit)1,g 

, 	4 )1/ 1J-)1/5' J, 	5") 1 J - 11/51 J, 	7J- )l.)< 1 J - 11 . 51 J, 	7J- )l.)< 1 J - 11. 51 J 	)< K 

*`i Z11. , 	TVA/It/I/51 J, 	TVA/It/I/51 J 	)< K *V - .Z11/) , 	77 )1. K 

5- 1=1 	k-g-14K Tit! ti-M ( 	E 1=1 i 7 	1- 	, 	i7'1,1, i 	) , 	t)i,_tAi-,t, 

tAAIJ (R. ±107/Z)1., YERV)1/7-ffiA, =7:';E, />)1,0g,07 

111=IVE, 77--ff)1/=VE, 77 7=VE, YERI7J=VE, 	)1,=V 

L', YER=t)I.VE, =V/I/VE, = I-1, J:')E'J, =)1,/:')Ej, 

M//1/=VE, 7 i1=IVE, itin=VE, ilf7A7=VE) . 

(311=1vt- (IN, 	ffingib< I- 7°1=1 1=1 -)I., 	7 5- )1=1-A/, 	YER•7°1=17°7) 

1=1 - 11 / , 	7 7 A/REV 7°I=11=1 	)I.) , 	a (3 li=iVt 	(t)l/V1=1 	)1/ 	 

) . 	1=1=VJ, 	filgAIJ 	(It') 	)1.0gd- l-') r, IAT-A- ID Z 	It ') 	)1/R 

t/1/:>r,IAT-A- 11=1Z J, 	=T 7% Imo, 	:>1=1/77 VK, 	I- ,) fJ 1=1)1/)( 

77 V K, 	LKI=01=ii=i7VK, 	LKI=17)1.)<TiVK, 	, )1/LKI=1 

i=ii=i -TiVK, 	/7)1/ 77 VK, 	7J1H)577 VK, 	)(1=177 VK, 

77-t5-i7Z K, 	P)/Z K, 	)<7, 	1=1)1/5' ,) K, 	)<7)1.:>K, 

4 	'9'si'Z K, 	7 Ni-tZ K, 	4 V VA/ E K, '5' 	') 	n'3'. 	El/51 = K. 	1 

5i= K, 	71=1 -t Z K) 	. 

[0040] ( 2 ) 	f-Ajta*ALI 

En-cyz 	13.0.±3A (m, 	.\/ . 1) jj- I. i) r,/,,, 	/\/ 1) 	t )I.:> r, IA, 	7 )1/ 7 

7 1) J)J 114/`11. (7-77 1) 	. 	ti-i, I- I=LJ E J34 (IN, 	7)141 I- 1=1 

. Y Et I- 7 J 	) , 3ttiEl[1:1A4 	Mx at 	13JJ..V.MtS 6 riet:31 740) 

/7'A'Il*I -Z44A1J M. 	')/1=1* 1J- , 	i~J, 	iK 

*1j- , YM-150, WO 0 2/0 6 2 3 4, WO 2 0 0 4/0 4 8 3 6 3, 

WO 2 0 0 5 /0 3 0 7 4 0, WO 2 0 0 5 /0 5 8 8 2 3, WO 2 0 0 5 
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/1 13 5 04tz-_- 1, W02004/048363 6:.-_,Eak,o4E-alt) 	 

, 	itog11743A (im, 	t PA, 	r,1=1*J---ff(urokinase), 	̀l*J---ff(tisok 

inase), 	7/1/5-7°7--ff(alteplase), 	t5-7°7--ff(nateplase), 	5-.7°  

7--ff(monteplase), 	is.Z5-7°7--ff(pamiteplase)) , 	ftfildq&Az (IN, 	7 

EI) J, 	ZJl.7 4 	E7`js 	(7-1 `Y -7 	) , 	:'JEI)9r -)1/ (, )1/1J- 

JJ) , 	ilingr 	1=1 L°:'JJ 	(i -)14)) . 	:>1=151 `i-)1. 	(7° 1,'91 -)1. 

), 	GPI 	I 	b/I 	I 	Ia i- jj-i`,3A 	(IN, 	I, 7j-  7°1=i 	) 	, 	1=1 E K 	I,)1., 	7°  

71//1/ 	(prasugrel) 	, 	t 	‘1,1=1-)1. 	(ticagrelor) 	, 	E5555, 	SHC530 

[0041] 

348, 	-f 	1J-/' 	I-RI)I., 	X7 7°1=1 	I- t I-') r, 11, (be r ap r ost sod i um), 

Vangtt-)1/7M, 7- I. (sarpogre late hydrochloride) 	) 	c:, 

(3) gt,grCix,*ALI 

-I 	') 	-TzI ALI (R, 	1'9 OMR/3\ 6 IEli ffi -:_ tticat -I 	I) 	_T.l 

ALI ; MAM, 	-f -Z I- 	E1105,11RT*L'O'glz-Eì  	Lk-  L I--(J') 	-I..'11_1 ; 

-f 	') Jffffiq ; 7°1=15' Z 	-( 	') 	fffftR ; -( 	') 	Ig)77')(Ji- 

tct,734.11 	(IN, 	INS-1) , 	gm 4 	1) J2'' 	1_ 	, 	4 	I) J#1 ti--Lft2,,o, 

Au (im, 	Et 	I) ,9' v J 	tc: t-t. Oil (PTA L < 6, 	tingtik) , 	1=1:> 	') 9' 

`IJ V-z-- -t.0)1-1 	(PTA L <1, , 	71,4 JOgti-t.) 	, 	)< 5' 	'') '9r-t J 	(Metagl. i 

dasen) 	, 	AMG-131, 	/7 	' 1) q `IJ 	(Ba lag l i tazone) 	, 	MBX-2044, 	') 7 	fj ') 

,91`1 	(Rivoglitazone) 	, 	71, 	' 1) ,911f -)1. 	(Aleglitazar) 	, 	' 1) ,911j2  

-)1. 	(Chiglitazar) 	, 	1=1/‘') '9' `js 	(Lobeglitazone) 	, 	PLX-204, 	PN-203 

4, 	GFT-505, 	THR-0921, W02007/013694, W02007/018314, W02008/093639V-L- 

6W02008/099794,EaC71Lat) , 	a - 	')I.:>'9's--ff13JJAALI (IN, 	t 	'') 

7J-, 	7t)1/7J-, 	Z 	'') 1--)1., 	iZ 	'')5--1-) , 	E77 J--f K 

ALI (IN, 	7 i J*J1.-Z J, 	)( I*J1.-Z J, 	7*J1/Z JV-z-_-  1, -t.41.6 Otial (IN 

intik, 	7 7/1/Rit,a/\  	ngtigi) 	) , 	-f 	') 	3•5;s61/TAAIJ (IN, 

)1/ 7J=)1/r,l.77 AIJ 	(IN, 	I- )1/1'91 Z K, 	'') 	7 Z K, 	'') 	7 	K 

1=1/ 1/7°1=1/Z K, 	I- 71fZ K, 	7-t 1-,N*ItZ K, 	'') 	1=1 E7 Z K, 

''))< E') K, 	'') Elf-f K, 	'') 1V-)1.) , 	i.1)= K, 	j-5-  I) 



WO 2011/158880 
	

16 
	

PCT/JP2011/063735 

= K, 	Z 	')= KV-z-_- t-t- 0)t)1.:>,,INSE9Mat) , 	:'),-7° :'))1/,'•7°  

'9's--ff I V MAP] 	(R. 	77 1=I') .7° 	(Alogliptin) 	7-z-_-6-t.101-1 	(pT 

L < l, , 	--)a-MgOE:1) 	, 	r,'-f )1/Y 1) .7c' 	(V i ldag l i pt i n) 	, 	:>q 	' 1) 

.7c' (Si tagl ipt in) 	, 	It 	- 	'') .7° J 	(Saxagl ipt in) 	, 	BI1356, 	GRC82 

00, MP-513, 	PF-00734200, 	PHX1149, 	SK-0403, 	ALS2-0426, 	TA-6666, 	TS-021 

KRP-104, 	2-[[6-[(3R)-3-7 Z i -1- E°,'') :')=)1/]-3, 4-:')L K 1=1-3-)< 	)1. 

-2, 4-:')A- * V -1 (21-1) - E I) Z :')=)1/])( 	JI/i-4-7)1/7J- 1=1 	Ni= I-') JI. 	tz-_- 

t-t.a)i-g) , 	8 3 7 1= Z I- (IN, N-5984) , GPR407 1= Z I- (IN, W02004 

/041266, W02004/106276, W02005/063729, W02005/063725, W02005/087710, 

W02005/095338, W02007/013689 	7-z-_-  611,02008/001931 gai1i3O)t-alt) 	, 	GLP- 

1k7412tK7 1= 	(IN, 	GLP-1, 	GLP-1MRALI, 	I) 7 	'‘)1. 	F 	(L i rag lut i de) 

i*-tt 	K 	(Exenat i de) , 	AVE-0010, 	BIM-51077, 	Ai b(8, 	35)hGLP-1 (7, 

37)NH2, CJC-1131, 	7)1/ E'' 	F 	(Albiglut ide) , 	7 Z ') i71=Z 1, 	(IN 

, 7°710 	K) , 	7Ji=i7J 	7 7 5' --ff1TIAAIJ (ft /- 

Ogrd-  I-') r, 1-x 	) . 8,1.fit KAP] (ft 	'') 	-it 	717J ') 7 --nla.V. 

AU, 	')I. 	--6-* 	7 7 9' --ffEl..V.A1J, 	')1.)J 1 	iTittLAIJ, 	FBPaselll 

) , 	SGLT2 (sod i um-glucose cot ranspor ter 2) 	[TAM 	(IN, 	Depag l i f loz i 

n, AVE2268, 	TS-033, 	YM543, 	TA-7284, 	Remog l i f loz i n, 	ASP1941) , 	SGLT1 

lijjA3A, 11(3 - L K 1=1* :> Z 5-1=14 K 52  L K 1=1 it t - -ff ITA 'A (IN, BVT-3498 

INCB-13739) , 	7-1:'Jt 	V-z-_-  (,-t.  Off SIA, 	IKKlll 	(IN, 	AS-2 

868)  	, 	V7° 	tati-Litzzo.m. 	v 7 	'9' 	..' -7e-s'12tK 4IF EJ Az. 	/I/ 	*J- 

--ff3tftlEM (IN, 	Pi rag l i at i n, AZD1656, AZD6370, 	TTP-355, W02006/1125 

49, W02007/028135, 	W02008/047821, 	W02008/050821, 	W02008/136428 	7-c_- (,W 

02008/156757,E07tat)  	, 	GIP 	(Glucose-dependent 	i nsu l i not ropi c p 

[0042] 

ept i de) , 	GPR11971= 	(IN, 	PSN821) , 	FGF21, 	FGF 77 t1=1c, 

(4) gtEN'Aft-a1)ta8VAIJ 

7)1. K- 	-A3 7cEFIA13E..V.A1_1 (ft 	I-A/L. 	5' v H 	iI)l.l. 	5' v H 	NI 

711)l.l.'9'v H 	7-c Yl.'9''Y H CT-112, 	7 =1, Z q v 	(AS-3201) , 
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I) K 1, 	5' v I- 	) , 	*411'4`'I t 	8,,k rf-t- a)±16,M3A (IN, 	NGF, 	NT-3, 	BDNF 

W001/14372(ZEAM= a-1=1  I` 1=17  4 Jjt • 35;)'41/1AEALI (IN, 4-(4- 	1=1 

1=17 i=)14-2-(2-)( 	J1.-1--(Z YV') )14-5-[3-(2-) 	)1/7 i J *:>)7°  1=1 

E 11/it *1t Ni — 11.) , W02004/039365EgoOtat) , PKCITAM (IN, 

)1/t*:> ,91 r, 1) J 	)< :> l, — 	(ruboxistaur in mesy late) 	) , 	AGENLV, 

Pi (IN, ALT946, N-7 i 	3- T VI) r,11, 	11=174 F (ALT766) , EXO-2 

26, 	L") K 1) i (Pyr i dor i n) , 	L") K*1t Z i 	) , GABA.-12tqFMA (IN 

, 	*-t., /' 	J. 	7°1,*-t7/0) J 	) , 	-t1=I 1= 	• i)1/7 Kl/t ') 

EZAW)-13.1LVA (IN, 	52  a 1=1 * -t 	) , 	t 	') r, IA 	A, 	,J1/13f1..V. M (IN 

, 7 1J- Z K) , 3tftRA5IIVA (IN, 	7J- 	I-0M) , Rifilt#VKAIJ 

IN, 	77° I) K, 	)( *:> l. 	) , 	NJ 7 I- 	' 9 ' 	k741211FMA (IN, BIM 

2319) , 	7 	1—> 	> -)1.1* J_ 1- -  4 	..J-  --ff— 1 	(ASK-1 11 

) 13.ILM VA. 

[0043] ( 5 ) tiAlt111:11tAli 

HMG-CoANT-dIANLVAli (IN, 7'7/ 	'91, :> 	/ ,9' 	1=1 / ,q 

, 	77 1-)1/91 , 	7/1//91 , 	1=1'91 , 	E'91'9' 

JV-z=1,-t- tt.6101-11 (IN, 	t P)r,A1-1, 	t/l.:>r,./AtM) 	) , 	-J-1 1, 

-aMIA131j.,V,ALI (IN, W097/1 02241-41::_gaawfLat, RAJ'S, N-[[ (3R, 5S) 

-1-(3-7-t 	-:>-2, 2-:'J) 	J1.7°CI E)I.)-7- 	1=1 I=1-5-(2, 	3-:'J) 	..i7 

i=)14-2-7J-  *V-1, 2, 3, 5-5-  F 7 L K 1=1-4, 1-17J-*Ij--ff Ej-3-4)1,] 

77-t11/]E' I) :') -4-CFOM) , 7 -I 17 —  1-4E-alt (R. ilf 7 4 1 

7 - I` . 	1=17 4 17— H 	1.,..7 4 17 —  H 	') i 7 4 17— l-) . 

144 7J- 	x# 	It (IN, 	a l. 	7 Z 	) , 	7°1=11 a —)I., = 

MALI 	(1 1.1, 	= 	—)1. 	(nicomol) 	, 	=-t') 11=1—)1. 	(niceritrol) 	, 	f-(7 

(niasPan) 	) , 	-1' 	1J/' J IRIJI/, 	$rtt 	5-  1=1 — )1/ 	(IN, 	V -( 

5-1=1—)1. 	(soysterol) , 	t 	77J- 1) If 	—)1. 	(7-oryzanol) 	) , 	a 1, 

5-  1=1 — )1/PRIIRNLVAIJ 	(IN, 	-ff -T1 ), 	CETPIT..V. Ali (IN, 	Y)1.-t I-7 El ( 

dalcetrapib) , 	7t-t 	7 El (anacetrapib) 		) , 	co-3itiMMALI ({ 
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, co-3-acid 	ethyl. 	esters 	90) 	c:, 

[0044] -Z.Olt, filMixAM, ibiilqiit,A, Tr3-,EiliRAWA, '11.1tiblixa 

M, IfiltINARNETWA, 	7 1=1— -fffIRM8WA, illltN8VM, 

NftWEG-El*Au (IN, 	i i) Z 1=1 ti 	1‘uALI, 	,':'J.ij-,9' 4 K (peg i nesat id 

e) 	) , 471Af4AC8*Az 	tctVIMI- 8*M -A-tilt,a)EALI:kt:.-. 

1111T 	Z. 141'ZMAIRtti,12tKEMtctV-AREMT -D -Ct ck < , 	7-z-_- 

*RIEIJIMiiiia, A Mein', tat x 8 ct vet-at Y 1, 3S1R8WL Lt t::_q 

, t- Z. 

[0045] *RBA Milia L14),VAlt LgE-atz-_-  614A1 -  Z*RHAa)Emt:.-_t, 	( 1 

) *ft EIJI 	iliF% L1):NEVOtt L 	''A--  ZEWMIt L L-c*— t:.-. 2aLl1E -1 /43s tt, 

tc t 0), 	( 2 ) *RBA Milia 	-gti•EM*MIt L141,11MIt L eMililt:.-__Ik4.,AHE 

-1 /43S 

	

at t 1001,\ Ttt. t -A- 	t.Z. J;CF, 	a.' tt. 6 	AM\ 1,Z F*5011041E01] 

i L Pi 2 	Z. 

[0046] 

lE -ZEAz6:.-.6, 

-A- ZEM*MItL 

Hat:, AM-lea, tat x 8,t rfiLat Y L1):NEVOttL 	ga-atc_- (, 1)t 

( 1 ) AM-lea, tat X 8 ct vet-at Y L1):NEVOtt L 

L-C*-1,:tlAIJIL:3541.tct a), 	(2) 	AM-liiia, iLa 

10100Ttt.t -A-V-t.Z. 

t x 8 ct vet-at Y 	-.A-ti'EAz*MIt L1):NEVOtt L bqi.11111t:.=_Ik4.,ALI1E -1/43s tat t 

1-;CF, 	a.'41.6giftL-C 	1-14111AIJZi 	Lli,E -Z. 

[0047] *ft HA 0)44)11 ALI8 ct rf,f):NEM z 1,, *RIEIJI Miiiia 8 ct tie1):NEVAlta)5-  

3, 	Mi7l,:.:Zki\tliAllit:.-_, 	-t.  o) 	t 1., < 6Az*-4176:.-_,!,'-g--.3541.1'41 Z#E114K 

L ma 1.„ ±3LR 1., tc: *ft EIJI a) 	ffnIAIJ L Pleo) 	511,:.-_ ct (,) IIALI in-  Z a.' L 

e--- Z. 

[0048] *R1E910141101] a) — Ea4iit, alt. Am, &64 -‘1-2MM, ttM, 1* 

M, 4'4):01, 	'th•or)fORU.-_,t -D -CAtsZe, ETEMEMPAIIL ts 61-s 

0 e # -Ctt.l,Slit:.:FitZ:354-Ltso. *RIE1)10141101_10 —Ea4C, INAJS 

gl=a4a)Via, *RIEIJIMiliF% L1):NEVOttL 0-ati-M412 L 1, -C, WA, [IM 

Krtt 1 k g12tK M 	tc tj eg O. 	005 ^- eg 1 00mg, t7T 	l., < l, eg 0 . 	0 

5 —eg5 Om gTV'), %(,:.:1.,<(,0g0. 	2 —eg4- m gTV'), 	a.'41. 
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A* 1 B 1 — 3 III t:.-.3•0---(19:4 -  Z. 

[0049] *R1E91041101] 	#x4 -  Z t:.-.1e, 1, --C (,, *ft EIJIMiliF% L1):NEOttL 	liAlli 

141J6:.-A64 LT t ct oe, 141EOtt 	A6:.-_#x4 1., tc_1, *ft EIJI Milia 	#x41, 

--C t ct o 1.„ *RIEIJIMiliF% 	At:.-.4'41.„ 	-t.0,1--(1):NEVAIttR'41.,--Ct ct 

00  HirblZfiio--C4'4 -Zt'i'-a, Hirim=4-4 -z ,)3. AW, 4'4 

511,:.-_,t (,)AtsZe, INAJS, 14),VOttAt:.-A64 -Zt'i'-a, 14),VOtt&L 

41., tc,1 1 3•— 3 191-;ti, 	PT 	1., < l, 	1 	0 3•— 1 191-;ti, 	ct (,J PT 	1., < l, 	1 

5 3•— 1 Hirc,;01,:.-.*RIEIJIMiliF% 	tR'4 -Z51/36164-t.Z0 *RIEIJIMiii 

A 	Al,:.-_&64 -Zt'i'-a, 	*ft13)10ME% 	tR'4 1., tc_-1, 	1 3•— 1 EIJ-;ti, 	PT 

1., < l, 	1 	0 3•— 6 Hirbli-;ti, 	ct t'J PT 	1., < l, 	1 	5 3/3\ 6 1 Hil3C;tit:.:1):NEA 

IttR'4 -Z5letls 64-t.Z0 141101_1z 	tR'4 -Z5IL LTA), Rea) 

51/Y1,1 6 tt.Zo 

[0050] *RIE910141,11ALl6:.-.8o-C, 14111A1J12t“:.-_M-Z*50)10ea'aYA- t, 

141,11A1J0):01(,:.-_,t -D --(AAA-  Z e, A*, 	0. 	1 ffiji%— 6 5 Mii%, PT 

1.,<60. 	3ffiii%— 5 Offiii%, 	-1/43566:.-.1.,<60. 	5 ffiji%-20M  

ii°01'1.--eZo 

AJAR 

[0051] 1-;t -  Ft:.-_, OVN 8 ct rf 'AAR 	61--C*RIE1)] 	-1/435 6 (,:.-. g 1., < NA] 	Z e, 

z._.'41.6t*RIEIJIVITZ1-Zta)--e(V-soo 

1-;CF0OVN8ctr -ArtiNt:.-.8k,\ --C, 	',g-agP11,:.-.8k,\ --C711.,ttELt, 	!tit: 

kft6tsoFIU,) Fe-s"i'EL71 -0 (:)/ot, lit:.-Ift6tsoRUjffiji%7T c, 

Am-legoo,lx*Min,, X—RAY 	D I FFRACTOMETER 

R I NT2000 	(R i gaku), BM-llia'00)1X*A111$fil,R I NT2 5 

0 OV (R igak u) CE110-CALlifLtco 

lagrgit, -I t 1=I7 I'7 7 (D I ONE X#11 ) 	E110-01,1iif L 

tc0 

ts8, OVN8ct tie4100*a) 1111-41 1, 074,g 	- Zo 

s ::>'1,,y H 	d : Yll.v I-, 	t : P) 7°1, v H 	q : 	1/5-  v 
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H 	d d 	: 'Y's1/1/Y11, ,y  Imo, 	d t 	: yl)i, 1, i) 7...i, v H 	m : 7)1,7c. i, 

,y Imo, 	br: rya 	1,\, 	t 	t 	: 	I- ') 7°)1/ I- ') 7°  1, v I- , 	J 	: t v 7° ') 	'ZR 

[0052] _{NA 

ter t-1/1/(3S, 5R)-3-[{[1-(4-)( l*:> Vs )1.)-1H- 	JX-f ZYV —)1.-2- 

4 )1/]t)1/ 7J=)1/1 (2-) 	J1.7°CI EA.) 7 Z I 1-5-(11.* 1 ) 	-4--( )1/t /1/ 7J 

=AA L'''' I) :'J 	-1-)J )1/ 7J..'7—   

ter t-1/1/(3S, 5R)-3-[{[1-(4-)( l*:> 7)1.)-1H- 	Z-(;J 	Y V — )1.- 

2- 4 A.] t )1/ 7J=)1/1 (2-) 	J1.7°CI EA.) 7 Z I 1-5-(11.* 1 ) 	-4--( )1/t)l. 

7J=)1.) E', 1) :') 	-1-)J)1/t*:> 7 — I- 	, VV02009/1543000DOVN146t:E 

ikon 	;11.x. 	U-C1'41 Zo 

te r t-1/1/ (3S, 5R)-3-[{[1-(4-)( l*:> 7)1.)-1H- 	Z-(; Y V —A/- 

2-4 11.1t 11.7J =10 (2-)( 	J1.7°  I=IE 11.) 7 -Z I ]-5-( 	11.* I) 	-4-,( )1/t)l. 

7J=)1/) I'°'.') 	-1-)J)1/7J* 	7 — I- 	HI.' J 1,:.=g11 -  Z. g'ff-Y 	5i111.3 

5-45°C (Z)JIM L --C-  /• 7°51 	;r -F L, 	303J-;t_hlti'-' -Zo  520-30°C 	.-C 

:SAP L -C2HirAtt 	Z. *ffl 1, keg,' 	6ER 1, 	1-)1/i 	—,\ 7°5' 	•"-C'5A341- 

Z. 50°C TAlltVIA L, -C, 	tert-1/1/(3S, 	5R)-3-[{[1-(4-) Imo.:>•js  

)14-1H- 	'14 Z YV—)1.-2-4 A.] t )1/ 7J=)1/1 (2-) 	J1.7°CI EA.) 7 Z i 

1-5-  (11.7J 1 ) 	-4-4 )I/t )1/ 7J=)1.) I'°'^') :'J 	-1-)J )1/ 7J*:> 7 — I- 0Aiiia 

V41  Z. 

[0053] _.*IN 1 

1 — (4 — )< 1-*:>1)1.) — N — ( 2 — ) 	)1/7°1=1 EA.) — N — [ (3S 

, 	5 R) 	— 5 — 	()1/7J ')J-4   — 4 )1/t)1/7J=)1.) 	L°'.') :'J 	— 3 — 4 )I. 

] — 1 H —/X-( ZYV —11.— 2 — t)1/ 7J*ItZ KYERYE (Arai n) 
te r t-1/1/ (3S, 5R)-3-[{[1-(4-)( l*:> 7)1.)-1H- 	Z-(; Y V — )1.- 

2- 4 A.] t)1/7J=)1.1(2-) 	J1.7°CI EA.) 7 Z I 1-5-(11.* 1 ) 	-4--( )I/t )I. 

7J=)1/) Ei'') 	-1-)J )1/ 7J* 	7 — 	(300g) 	3N-YEANVE (1200mL) 8 ct 

-YE/FR i 	ji. (60mL) t:.:SINgflq 1,, 25 —35°C I,: -C3HilEC-;LET114-' L AL-. az 
7'1, 	liVol t:.= --C-EfFRIJI/ (2400mL) 	A)ilil L Az-. 	)ilik1, 	:SAP I., fse 62 
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5%7 	=777.1< (600mL) 	A)J1:1 Lk. Vilin 	"*. A W 1, tz-_- R-EN 6:.=.5%7 

= 7* (600mL) 	A)ili LAI' Lk. tRi'•1, 14' 64-tIcV)EW4075q8 

1., 1::1: < 1::1: Z 	T 2 S' 1., tc . SIS'"*. 	I'M' 	)1. (1500mL) 	t:.-.. -CgAq 1,, 	g 

ACTY 	ifil'*-'76- 1 /411_,, 	I'M' 	)1. (750mL) 	t:.-.. -CA341- L tc. 	A341-1, 	tRi''T 

45-55°C (:.=?Fga' 1, AL- . 71511•1, 	ITANaT.: -C4N-itlE7.KA—El/FRI/1/ (131. 3mL 

) 	3ri511,7"cc. AT'l, Plat:Vfiffit 	'7411q L tc: . glIqfrtgRA. 40-50°C 

I,: --C.  /• 7°51 J (750mL) 	5)ili L„ Vin,l, 25-35t^AAII 1., tc. niA111. WO 

2009/1543000**M265 t",.= ga au) 	a t: it 1_; -c147-cAmleAVEME% (300mg 

) 	5 )irl i.„ 	303•Mili-;t_htIt' 	Lk-. 4,14-,I, 	40-45°Ct:=X2 L, 	iN.7°51 	(1 

500mL) 	i5-F1,7"c_-,, Ate., 7'1, RAJ: --ClIf' L tc. Zxr5t1-:CF V-Ct 

A 1,, P12 t:.-_ --C 1 HirAtR,14-  Lk-. 4,14,1, ea 	SA LIM' 	)1.—,N.3,9' 

(1:1, 	600mL) 	t:.= -C A544, 	r7i v Hlii A 	4141 7-z.: . 446 'LtcrJiv Hlii A 	5 

ott:.=-ClflatVA•10, 	1-(4-)< l*7)l.)-N-(2-) 	)1/7°1=1E)1.)-N-C( 

3S, 5R)-5-()1/ 7J 	') 	-4--( )I/t )1/ 7J=)1.) L''' ') :'J 	-3--f )1/]-1H- 	J x-r 

[0054] 

Z Y`i — ji.-2-t )1.7f*It Z K YERVEioDeN34tX31V41  tc (A Mein', 198.82 

g, 	4$74. 1%) c, 

OVN 2 

1 — (4 — )< 	..7/1.) — N — ( 2 — ) 	)1/ .7°1=1 EA.) — N — [ ( 3 S 

, 	5 R ) 	—5— 	()1/7J ') 	— 4 —4 )1/t/1/ 7J=)1.) 	E'''' 1) 'J 	— 3 - 4 11. 

] - 1 H — ,•<X-( Z Y V — )1.— 2 —t)I/7J*ItZ KitiRit (AMAia) 

1-(4-)< l*:> 7)1.)-N-(2-) 	)1. 7°1=1 E)I.)-N-[ (3S, 5R)-5-()1/ 7J 	') 	- 

4-4 )I/t JI/t=J1/) E''' ') :'J 	-3-4 )1/]-1H- 	X-( Z Y V — )1.-2-t ) 1/ 7Ji* 

ItZ K 	)( 5' J ZJI.tR1-1-7.101:11t (1500g) 	7.1< (7500mL) 	t:glIql,tc: . 

glICat:6137t1.' Lk- WEAK (NaHC03411g, 	AK 7500mL) 	A)iii L1R,14-' L, tc. 

1R,i'F, 	I'M' 	)1. (15000mL) 	't)Jii L,1,14- 	Ltc. 4,14,1, 	tita L, tc7jqw, t:.-.. 

EI/FRi)i. 	(15000mL) 	V3, )J11 L1I14-' 1., tc. 	4,1'1, 	1..tEli ffl 1., tc_- 7.Klilt: I'M 

=3J1• (15000mL) 	't)Jii L1R,14-  L, tc. 14' 6 tat Ut il 	Ma L, e981- 	Z 2 ' 

Lk-. Vflat:.:E/FRi)l. (10000mL) 	3, )J111.„ eg8LTSIC,tz-_- . Z- a-A 
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Va-zrlFE Lk. Va-zrIFE LtzzlialgAt:-EfFngtill/ (10000mL) 	A)J11 L, eg 

8LVea'S' Lk-. a'S'at:.-.1FRI)1. (12500mL) 	A)ip Li.. 1I14- 1F45-55t 

t:.=?Figoi Lk. 715R A, 	4N-±14E7.KA —El/FR' 	)1. (730110 	i511_,tc_-,:, iti5-F 

'1, *ffit 	'7411q1., A:. 3 lF4WERA, /• 7°51 	(6000mL) 	A))111.„ 35-40 

t 	AAP 1., tc: . AAII'l, OVN 3 t:ENCOD 	5 t:- it 1.; -C1141  tc-- AM'AiN3' OpfEe A 

(1.5g) 	;A)]p L„ 	HA t:.-_ --C,\ .7°37 i 	(12800mL) 	i511.,7-c_-,„ 	?i5 -F0 7 ,l, 

40-50°C t:.=?Fizi L 1 Hirmi,;t_hl, 	L tz-_-  . 4,14'•1, 	20 —30t t:.-_;14i AP L , 	liVio' t:.= 

--C1 Hirc,;t_htti- L tc. 4,14'•1, ea 	123,g LIM' 	)1.-/\ .7°'91 i (1:1, 46 

OOmL) (,:.= -CA349-1, 	r, i v 14iF% V41  tc: . 14' 6 tt.tc r, i v lease 	50°C t:.= --C 

ifilatiM:31"ffkiN, 	1-(4-)( 1*:>•Ys)1/)-N-(2-)( 	)1/7°1=1E)14-N-[(3S, 5R)- 

5-( 	)1/7J ') 	-4--f )1/t)1/ 7J=)1.) E/ 	') :'J 	-3--f )1/]-1H-X-f Z YV- 

)1.-2-t )1/t*It -Z KtiVitaAliattX3i'V4I tz: (AM-lea, 	1195g, 11R$91. 

2%) o  

[0055] _OVN 3 

1 - (4 -) 	..:>1)1.) - N - (2 -) 	J1.7°CI EA.) - N - [ (3 S 

, 	5 R) 	- 5 - 	(J1/7J ')'-4   -4 JI/t )1/7J=J14 	I °'.') :')- 3 -4 )I. 

] - 1 H -/X-f ZYV-)1.- 2 - t )1/ 7J*It Z Kt/ERZ (Amen) 

1-(4-)( l*:> 7)1.)-N-(2-)( 	J1.7°CI E)I.)-N-[ (3S, 5R)-5-()1/ 7J 	') 	- 

4-4 )1/t)1/ 7J=)1.) L°''') :'J 	-3--f A.] - 1 H -/X-f Z Y V - )1.-2-t )I. 
7J*It Z King  ( A Mein', 	190g) 	2-7°1=1 i j —)1,— giogti 	)1, (1:7.5 

, 2153mL) t:SNE Lk-. ZiNT40-50tt:4501 Lgflq Lk-. glF4igRA, /• 

.7°,9' 	(1330mL);?ii F I, tco  ZiN -0102009/1543000AAR265t:E$S40 

at::_it U-C1'47cM:lea'a)Milia (190mg) 	A)Ju L. 	,N.7°,91 i (570mL) 	A 

T L tc . 4,1' '1 , 25-30°CAU 1, 1 Hirmtli- L tc . 4,1' '1 , 40-50°C 	AL 

A L 1 Hi 124 A' 	L tc . tAr '1 20 —25t 	AAP L, PIPIT:.= --C 1 Hirmll 	1., tc. 

tAr'1, ein' 	gag L, EIMI)l.-/N .7°'91 	(1:1, 570mL) lz-CA349-1, 

r, i v 14iinV4i tc. 14' 6 41. tc: r, i v 14iin50°C (,:.= -CgatVgA 	''ff1,N, X3i.  

x*giii*opirmi31,71 	( d ) 	517. 18, 	12.27, 	8.73, 	7.13, 	4.767f 



WO 2011/158880 
	

23 
	

PCT/JP2011/063735 

1- 1=1 - A iTne_ t::_liitoig E- 	eTRIDtt.ZW-)1X*A111*/ 1- 	-Z*iiin' 
'ht" 

4I  tc ( A MI A,A 	155.7g, 4$81.9%) . X Olil*WsliteM 

[0056] 	 [1] 

'--) 	XitilLMODT'-  37  (A M.IMPF1) 

20 	(a ) d, 	(A) Ill N& (%) 

5.14 17.18 100 
7.20 12.27 25 

10.12 8.73 43 
12.40 7:13 59 
18.64 4.76 100 

[0057] nteg 123•$filgAiiiM, ±EYER1=-YEARIAT Z Z':. L /AM :5 taco 

flgAYERA-126. 8%, ALI if 08. 8% 

[0058] _4 ,fN 4 

t e r t -1/1/ (3 S, 	5 R)- 3 -[{[ 1 -(4 -)( 1-*:>1)1.)- 1 H 

-i 	̀J-f Z Y`i-)1.- 2 - 4 )1.] t )1/t=)1/1 ( 2 -) -J1.7°C1 EA.) 7 Z / ] 

- 5 - ()1/7J ')J-4   -4 JI/t/1/7J=J1.) L°'.') :')- 1 - t )1/ 7J*:> 7 - 

1 ) o-= 	1=17= 1) J 	(50.0g, 	0. 362mo 1.) , 	9_1E5- 71)1. 7 J 	=',./_1, 

(58.3g, 	0. 181mo 1.) 	, 	9.1L  t 1) r, .Lx 	(43. 1g, 	0. 362mo 1.) t: HI/I J (500mL 

) 	))1:1A. AL-. 	5.[SM,20-30t T1- 	1=11=1-4-)( 1*:>151  (66.6g, 	0. 543mol. 

) 	8 ct rie, 	50vv/v%7ERIEt F 1) r,.L1,71<ga (145mL, 	1. 81mol.) 	))1:1A_A-_- ,, 	a 

Vra 	51E1.85- -95°C 6:.-..)]Q Nt,  L , 6 Hi rim i--  L tc . 21.20 -30°C 	Z: Ali '1 , a 

zr-y 	* (250mL) , 	1N-1-1100.1<ga (250mL x 2) , 5vv/v%ffi  V&A< (250mL) , 

7.1< (250mL) TIIICZA341-  1., tc. VAla 	1-b'-s"il 	(250mL) TglEagg 1, tc'l 

, 	Hi.' 	(100mL) 	A))111„, 	N-(4-)( 	..:>1)1.)-2-= F =177 =') JO) 

HI.' 474'ff-YV41 7-c_- 	(350mL, 	117$100%) c, 

1H-NMR 	(300MHz, 	CDC l3) 	a 	1. 64-1. 89 	(m, 	4H), 	3. 25-3. 39 	(m, 	2H), 	3.35 	( 

s, 	3H), 	3.44 	(t, 	J 	= 6. 1 	Hz, 	2H), 	6. 63 	(ddd, 	J 	= 8. 5, 	6. 9, 	1.2 	Hz, 	1H 

), 	6. 86 	(dd, 	J 	= 8. 5, 	1.2 Hz, 	1H), 	7. 43 	(ddd, 	J 	= 8. 5, 	6. 9, 	1.5 	Hz, 	1 
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H), 	8. 07 	(br 	s, 	1H), 	8.17 	(dd, 	J 	= 	8. 5, 	1. 5 	Hz, 	1H). 

[0059] 2) N-(4-)< 	..:> Vs)14-2-= 	1=17= ') 	a) HI/I 474'ff-Y (350mL) 	t:.-.10 

% Pd/C 	(K-type, 	50%-g7.1<a) 	(10. Og) 8 ck Ve HI/i 	(100mL) 	MA_ tc: 

o  7.1KA)10. 1MPa, 21.20-30tT3HirallIt' 1_, it. '2AZAT, AIPI 	6381_, 

, 	Hi.' J (100mL) TA349- Lk. 6Arrh07.1<3'ffIlt 	L 1c_-1, 21.20-30 

°C -NAngt7 	‘,:> r,11. (25.0g) 	A)J1:11,, 	P121.-e303•17.14,14' Lk-. Kngt7 

,:> r, A 	6318L, 	Hi.' i (100mL) TA349- L, N-(4-) Imo.:>1)14-o 

-7 i= I, 	V 7 Z 	1g) Hi.' 	74'ff-YV41 7-c_- (4$100%) o  

1H NMR 	(500 MHz, 	CDC 1.3) 	a 1 . 67 -1 .78 	(m, 	4H), 	3. 12-3. 14 	(m, 	2H), 	3.32 	( 

br, 	3H), 	3.35 	(s, 	3H), 	3. 41-3. 47 	(m, 	2H), 	6. 63-6. 69 	(m, 	2H), 	6. 69-6. 7 

4 	(m, 	1H), 	6.82 	(td, 	J=7. 57, 	1.58 	Hz, 	1H). 

[0060] 3) N-(4-)< 1,* .1)14-0-7 i= 	V77 	® Hi. i 	'74',4I3nEnV0 —1 

0 t t: A Ali L tc_-1, 	FM. 	(65. 2g, 	1. 09mo 0 	8 ct rf2, 2, 2- 	') fj 1=11=177-t 

4 --.Z KR)( 	)1. (70. 3g, 	0. 398mo I. ) 	)ilil A_ tc: . 	21.0 —1 0t--e303A1111--,1, 
sivo-30t-e3Hillill,i'Ltc. azr-Y5vv/v%ftila* (250mL) , 2N-YER7IK 

grf-y/5vv/v%ftlia* (1:1) a)Ta-y (250mL x 2) , 5vv/v%ffi  V&A< (250mL) , 5 

w/v% ft±117.1< (250mL) TIIICZA349- Lk. '2A'ZAT, 52030°CJ 

t::. Kngt7 	',1a (25.0g) 	)ilil L, 	PI 21 T30317.14,14' L tc. Kngt7 

r,-Z.,.63181_,, 	HI/I J (100mL) TA341-Ltc. 	6'ffY 	VERSA', 	1-'7e-s' 

ii 0 50mL) 	C- L tco  51,11..2o-30t -eS'S'AtIi-1-'L, ea Vh ffl -,'- -ft tc'1, 

/•7°51 	(750mL) 	?i5-F Lk. 	as ffl'A-Y21.40-50tt:.-.)NNI. L, 	30317.111R, 

L tc: ,l, 21.0-10t 	---C'AsAIIL, P121. T2Hi17.14,1' L tc . *ffl Ai A 	6 ER 

L, 	Hi/I 	—/N7°5' 	(1:5, 	150 mL) TA349- Lk-. 40t-eAatV:31 L„ 1- 

(4-)< 1*:>•Ys)14-2- F ') fj 1=11=1)< 	)1.-1H-, 	' j4 z y,j—)1,01n4te 

A V4 tc (96. 5g, o-= 	1=17= 1) 175`6117$ 82.9%) c, 

1H-NMR 	(300MHz, 	CDC 1.3) 	a : 	1. 68-1. 85 	(m, 	2H), 	1. 99-2. 17 	(m, 	2H), 	3.37 

(s, 	3H), 	3.48 	(t, 	J = 6. 1 	Hz, 	2H), 	4. 50-4. 65 	(m, 	2H), 	7. 27-7. 49 	(m, 	4 

H), 	7. 82-7. 93 	(m, 	1H). 
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Anal. 	Ca lcd 	for 	Ci3F115C1.3N20: 	C, 	48. 55; 	H, 	4.70; 	N, 	8.71; 	Cl., 	33. 07. 	Fou 

nd: 	C, 	48.30; 	H, 	4.61; 	N, 	8.74; 	Cl., 	33.30. 

[0061] 4) E') :')-3, 5-:')t/l/tOgt 	(110g, 	O. 66mol.) 	, 	)( '9' i -ll. 	(660 mL) 

073rDat 6:=5.011.50°CL;CFTSIAN. (226. 0g, 2. 30mo I.) 	rk-F Lit. -t•aA, 

2 1.55- 65 t 6::..))11M L -C7HirAllt#' L tc. awl 	21.40 -50t L L, 7K (22 

OmL) 	A))1:11_,tz-_- ,, 	%t:.:2140-50t-e5% 7 	=7'7E (eg1. 10L) 	?k-F 

L ---C pH8. 0-8. 5 (,:317M Lit. 54050°C303rAnt 	,l, 21..0 -1 ot 	T 

AP L --C 1 Hem- t_, tc. *ffleia 	6ER L, 	)( 51  .1 -11. -* (1:3, 	165mL) 

, 7.1‹ (440mL) TIIICZA349-  L tc. 50°C TAatV31 L "T E ') :'J 	-3, 5-:'J t JI/t 

n'3W)( 	)1.0)1ElttliiiEWEAW-)1V41  tc (105. Og, 	1154$ 82.0%)0 

1H-NMR 	(300 MHz, 	CDC 1.3) 	a 	4. 00 	(s, 	6H), 	8.87 	(s, 	1H), 	9.37 	(s, 	2H). 

Anal. 	Ca lcd 	for 	C9H9N04: 	C, 	55. 39; 	H, 	4.65; 	N, 	7. 18; 	0, 	32. 79. 	Found: 	C 

, 	55.42; 	H, 	4.65; 	N, 	7.16. 

[0062] 5) 1 	Lt - 	1,-1(,:: L") :'J 	-3, 5-:'Jt/l/tOgt:'J)< 	)l. (100g , 	0.51 

mo I.) 	8,,,r1`, 	:'J)< 	)1/7-1.-t 	7Z F' 	(400mL) 	'1±31Agy., 	5.011.30tL;CFT 

') 7 /l/A- 1=1/Fpgt 	(59. 2mL, 	O. 77mo I.) 	3 j-F,1, 	10% Pd-C 	(PE-type) 	(20. 

0g) 	A))1:1 L tc . *A110. 5-0. 7MPa, 21.55-65°C T12Hirallti' L tc . AIP1 

61_,, 	:'))( 	J1.7' -t F 77 Z F' 	(50mL X 2) 	---e A349- L tc: . 	6 ,,f-y 	aty-t. ---c 2 

)20-'-30°C T 	I) 1 	J1/ 7'Z 	(77. 8g, 	0. 77mo I.) 	AT L, 	pH9. 0-10. 0 t:.= 

ER V L tc: . 21.30 -40°C-C=g0gt:')-tert-1/1/ (134g, 	0. 614mo I.) 	;?j-F 

L, 115111.2Hi MIMI' L tc. avA-Y20-30°CL L A.  A. El/FRIJI. (600m 

L) 	A)J1:11."C , 	7.1< 	(900mL) 	T3 	349-  Lk-. 	7.1<1,1 	El'FOgti/l. 	(400mL) 	--etEli 

ffl L tc . vtmA.-atp-t-c5vv/v%ip-i0vv/v% ft±-171K (600mL) , 3%m  

vs* (600mL) , 71K (600mL) TIIICZA341-  L tc. VN,1-7e-s"il 	(200mL) VC 

31 JERS''1, MINA I,: )( 51  I -)I, (250mL) 	))1:1A., 	1-7e-s"il 	(200mL) 	Veg 

EV' Lk-. 	1..S16-'fat:.-.)< 51  I -11/ (250mL) 	))1:1A., 	1-h'-'12 (200mL) 

Z31 a 2 s L, tc: •1 , 	)< ,91 I -11. (2.40L) 	))1:1A AL- o 	z.: ogAt:.-..* (18.5g, 	1 

. 03mo I.), 	'OR-t:> r,./_1. 	(417g, 	1. 28mo I.) 	A)J1:11_, -C, 	5111.55-65t Teg24 
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Hircti4-' Lk- . arit.3'ff-Y21.,20-30°C L L tcA, 1 7e's'-'2 (700mL) VCalfi" L 

5- F 7 L K 1=17 7 i (500mL) 	MA_ tc_- ,, 	L.' 0)ga t:.-.20.' 1.15-35°C -e2N-115. 

Ogt7E.wrf-y (1. 28L, 	2. 56mo I.) 	AT L, 	pH3. 0-3. 5 (,:.-_,Igg,l, 	21.20-30°C 

-e30wict 	Lk-. lim.i)i, (750mL x 2) TA ffl L, 	1.-*),VA.10vv/v% Mt 

7.1< (500mL X 3) TA349- Lk- . VAN, 	1-h'-'2 	(300m1-) VCVERW1, ElIF 

OgtIJI/A)J1:11, -C 	1-h'-'12 (650mL) 	L Lk- . &i nt 	;~Jx55^-65°C t:---)JIM 

L, '\7° 37 	(500mL) 	A -F Lt  _-,, 21.20-30t VCAAII L1HirAIIM' L tc_- 

. *fflerFI 	6gy L, 	ElIFOgtijl,- ,N7'q 	(1:1, 	120mL) 	T5 	349- L AL- . 50 

t"--effilatV31 L -C1 -(tert-1 I-*:> t )1/ 7J=)1.) E'/' ') :'J 	-3, 5-:'Jt JI/7J* 

:»i/ogtonteattX31V4Itc: (113. 3g, J1R$80. 9%) . 

1H-NMR 	(300 MHz, 	DMSO-d6) 	a 	1. 40 	(s, 	9H), 	1. 44-1. 61 	(m, 	1H), 	2. 21-2. 2 

6 	(m, 	1H), 	2. 31-2. 41 	(m, 	2H), 	4. 10-4. 12 	(m, 	2H). 

Anal. 	Ca lcd 	for 	C12F119N06 : 	C, 	52. 74; 	H, 	7.01; 	N, 	5. 13; 	0, 	35. 13. 	Found: 

C, 	52. 96; 	H, 	6. 99; 	N, 	5. 39. 

[0063] 6) '2 A 'ZA, -F , 1-(tert-11*:>t/l/t=JI.) E'' I) :'J i-3, 5-:'Jt/l/t* 

:>/l/ngt (5. 00g, 18. 3mmo 0 	5- I 7 L K I=17 7 i (10. OmL) 	(ZEN 1,, 	21.2 

0-30°C T 	') 7 JI/A- 1=1E/FRAIK*It (3. 80mL, 	27. 5mmo I.) 	A-F L tc: c, A -F 

7'1, 21.20 -3ot-eiHirmt-Ltc_-. azfIt:.-.2,11.2o-3ot-e,N.7°,9, 	(20 

. OmL) 	AT L,tc ,l, 2 ft, 0 - 10 t V,: ;'-'6A11 L3Hirm-- Lit. $fifflea 	6 ER 

L, iN 7°51 	(3. 00mL) TA349- L tc. 40°C 	L -C2, 4-:'J7t* V -3-7f 

*It -7-71f E' 	1=1 [3, 3,1]) t 	-7 - )J) 1/ 7JOgttert -1)1,1onteaitt 

X121 	1 '4'tz -_- 	(4. 03g, 	IIR$86. 1%) 	c, 

1H-NMR 	(300 MHz, 	CDCI. 3 ) 	a 	1.43 	(s, 	9H), 	1. 93-1. 99 	(m, 	1H), 	2. 40-2. 46 

(m, 	1H), 	3. 06-3. 11 	(m, 	4H), 	4. 50-4. 54 	(m, 	2H). 

Anal. 	Ca lcd 	for 	C12 F117 N05 : 	C, 	56. 46; 	H, 	6.71; 	N, 	5.49; 	0, 	31.34. 	Found: 

C, 	56.51; 	H, 	6.63; 	N, 	5.69. 

[0064] 7) 2A%,5A,T, *=:'JJ (69.9g, O. 215mo l) 8 ck Ve, 5- F 7 L K 1=17 7 

(200mL) 	,1±31A,7)., 21-5-5t VCAAII L tc. P15111.-e2, 4-:'J7J- * V-3- 
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t*It-7-771f E:> 	1=1[3, 3, 1]) t 	-7-)j)1/tR tert-1/1/ (50.0g, 	0 

. 196mo I.) 	A)J11 L, 	5- F 7 L K I=17 7 i 	(50. OmL) Z; 	J\ 	. 21.-5 

5°C 	'91 I —)I. (9. 41g, 	0.29 4mol.) 	?k-F Ltz-_-1, 21.-5-5tT2Hi 

rimi-Ltc. az4-Y6:.-..Emi)i,  (350mL) , 20w/v% 	1 	OgrO.Kg'fa (250mL 

) 	A)J1:11, -C 3'ff-Y Lk-. 	7.1<),El'FRIJI. 	(125m1-X2) 	--etEliffl Lk-. 	VM 

Jil 	-E'll").-t2Ovv/v% 	1 J0'310.1<ga (250mL) , 	7.1< (250mL X 2) 	TIIICZA349-1, 

it . VAN, 	7XIJEAli-E' Ltc. Riatt::_i '91 I —)I. (100mL) LE/FR= 	)1. (45 

OmL) 	A))11 I, --C21.60-70t t:.-.11:1M 1,, 	(R)-7 i 	J1.7' Z J 	(23.7g, 	0. 1 

96mo I.) 	A)]11 L, tco  5E1.50 — 6ot-eiHirm, mv0-30t-e1Hirm, sail..-5— 

5t -el Hirallt 	1, AL-. *ffitliia 	6ER L, 	=g I —)1/—EI/FRI/1/ (2:9, 	10 

OmL) TA341- 1_, AL-. 50t TgatiVA 1_, -C (3S, 5R)-1-(ter t-11*:> t )1/t= 

)14-5-0( 	..)J)1/7J=)1.)E1V) V 	-3-)J)1/ 7J0C1R)-1-  7 i=11/I 

J1.7 Z 	ligonttliinftw-)1v4itc (55.7g, v$69.6%) . 

1H-NMR 	(300 MHz, 	DMSO-d6) 	a 	1.42 	(s, 	9H), 	1. 43-1. 51 	(m, 	3H), 	2. 06-2. 1 

4 	(m, 	1H), 	2. 21-2. 26 	(m, 	1H), 	2. 39-2. 44 	(m, 	1H), 	2. 52-2. 53 	(m, 	1H), 	2 

. 57 	(br 	s, 	2H), 	3. 64 	(s, 	3H), 	4. 12 	(br 	s, 	2H), 	4. 19-4.26 	(m, 	1H), 	7.3 

0-7.40 	(m, 	3H), 	7. 45-7. 48 	(m, 	2H). 

Anal. 	Ca lcd 	for 	C21H32N206 : 	C, 	61. 75; 	H, 	7.90; 	N, 	6.86; 	0, 	23. 50. 	Found: 

C, 	61.54; 	H, 	7.77; 	N, 	6.86. 

[0065] 8) 	(3S, 	5R)-1-(tert-1 Ii 	)J/1/7J=)1.)-5-()< Ii 	)J)1/7J=)1.)Ei'') 

-3-)j)l/t 	R(1R)-1-7 i=)1/i)1,77.Z i± (20.0g, 	49. Ommo 1.) , 	)( 

q ) —)1. (20mL) 8 ck Ve* (80mL) 	,1±31AA,tc_% 21.20-30tT 	1 Jgg' 	(1 

1.3g, 	58. 8mmo 1.) 	7K (20. OmL) 	t::_g/F4 L, tcg'ff-Y 	AT L„ 	FA sai 1.,T1. Rem 

Mt' 1, tc: . *ffl Ai A 	6 ER L, 7.1< (60mL) TA349- 1, tc: . 50 t TAatiMfg 1, -C ( 

3S, 	5R)-1-(tert-1-t)1/ 7J=)14-5-()< 	..)J)1/7J=)1.) L°'') V 	- 

3-t/l/t 	OgMlElteiattX3/V4Itc (13. 5g, 1-154$ 96. 1%) . 

1H-NMR 	(300 MHz, 	CDC l3) 	a 	1.40 	(s, 	9H), 	1.46-1. 59 	(m, 	1H), 	2. 22-2. 27 

(m, 	1H), 	2. 37-2. 45 	(m, 	2H), 	2. 63-2.73 	(m, 	2H), 	3. 63 	(s, 	3H), 	4.14 	(br 
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s, 	2H), 	12.51 	(br 	s, 	1H). 

Anal. 	Ca lcd 	for 	C13H21N06: 	C, 	54.35; 	H, 	7.37; 	N, 	4.88; 	0, 	33.41. 	Found: 

C, 	54.14; 	H, 	7.28; 	N, 	4.85. 

[0066] 	9) 2AZA,T, 	(3S, 	5R)-1-(tert-1 F 	'jll.t=ll.)-5-(? F 	)J)l. 

t=)I.) E°,' 'J ::; 	-3-)J )1/t .iR (30. 0g, 	104mmo I.) , 	')')L,7.'(3 

1. 7g, 313mmo I.) 	8 ct tie 1/l/i 	(180mL) 	.1±2A,tz-L, 	51535°C 	7 i 

=)l/* 	*1) )l. 7:') F 	(28.7g, 	313mmo I.) 0) HI/1 	(30. OmL) g'ff-Yrk-F 

L tc. 21.30 ± 5t --e3owcti-- L tc_-1, Ai 1.65-75°C t:.-.. )ili ML303A1111--  L 

tc: c, 	; 	1.60--70°C-ei:')/l. 77 /l. 	-)I. 	(12. 4g, 	115mmo I.) 	;A -F L tc: . 	5 

1.80-90°C VC)iliNt,  L3Hirict 	Lk. awl 	5,:s1..20-30t veytAii L, AE 

M R t 	1) r, .LI. 	(7.20g, 	104mmo I.) 	. 7.1< 	(150mL) 	6:3e/4 L, tcg'ff-Y 	A_ -C1 

HiricR,-,?,/*, 	7.K),,,f-Yt.,7-L-c, vAla 	5w/v% MVI 7E (1 50ML) , 	20w/V% 

1 JOgIV.Kga  (1 50mL) , 5vv/v%ftit.7.1< (1 50ML) TIIICZA349- L tc_1, VAN, 

a2 n L tc . R ia!tt t: )< 51 J -11. (60. 0 m L ) 	)iiii L, r,-,1jERN L, tc  . 	,m, 

0)411F%6:.--11i14 - "D tc. 	Ria!tt:)< 51 J -)1.))1:11,1 7e-s"il 	(90. Og) 

L Ltz-_-,, 21.15-35t-e2N-7.KRIEt 	') r,1x7.1<34'ff-Y (62. 6mL, 	125mmo I.) 

MA_, sivo-i5t-eiHiricti-- Lk-. 52030°C 	51 J -)I. (120mL) , 

20w/v%'7 1 J0'3'0.Kg'ff-Y (300mL) 	)ili A., 	pH3. 0^-3. 5 L l., tc . 21.50 - 60t 

-e3orFillti--,1, 

	

520-30°C 	T AAP L --C1 Hi ricti-- L tc. 	-,'_ 6 t:.:Na' 1.0-1 

ot-eiHirct 	L tc . * ffl tlii A' 	6 ER L, 71< (90. Om L ) T A349- L tc: . 50 t T 

ifilatiMIA L -C (3R, 	5S)-5-{[( 	';)1,7j-*:>) t )1,t=)H7 Z I } -1-(ter t- 

1 	* t )1/7J=)1.) I°'.') 	-3- t )1/ 7J 	ogto)1E1 ttliiia ftT1-)1V41  tc (35. 

0g, 	IIR$88. 6%) c, 

1H-NMR 	(300 MHz, 	DMSO-d6) 	a 	1.41 	(s, 	9H), 	2.11 	(d, 	J=12.4 Hz, 	1H), 	2. 

40-2.48 	(m, 	4H), 	2. 62 	(br 	s, 	1H), 	4. 08 	(t, 	J=14.4 Hz, 	2H), 	5. 04 	(s, 	2 

H), 	7. 31-7. 41 	(m, 	5H), 	12.53 	(br 	s, 	1H). 

Anal. 	Ca lcd 	for 	C19H26N206 : 	C, 	60. 30; 	H, 	6.93; 	N, 	7.40; 	0, 	25. 37. 	Found: 

C, 	60. 03; 	H, 	6. 99; 	N, 	7. 41. 
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[0067] 1 0) 2AZAT, 	(3R, 	5S)-5-f[( 	)1/7J-*)t)1/7J=J1/]7-1 Z J 1-1 -( 

tert-11*:>t/l/t=J1.) L°,' 'J :'J 	-3-)J/I/tR (30.0g, 	79. 3mmo I.) , 

)1/*1) i 	(7. 60g, 	87. 2mmo I.) , 	1-L KI=1*:>1 	̀js 1 	') 7 `i-JI/ -7MO 

(2.43g, 	15. 9mmo I.) 	8 cb rf:'J)< 	)1/7-1.-t 	7Z F 	(90.OmL) 	'1±2/1,tc_',, 

21.20-30tTYER1-I)1.-3-(3-:'J)( 3 )1. 7 Z J 7°  1=1 EJI.) t JI/t:'J-( Z K 

(16.7g, 	87. 1 mmo I.) 	))1:11_, tc: ,l, 	21.45-55°C --e 1 Hi ricti-- L tc. 21.45 

-55°C-05-  F 7 L K1=17 5 i (90.OmL) , 7.1< (210mL) 	IIICZA-F L, 	1 Hem 
1144-' L, tc_-,, 520-30°C 	T;'-'riAll L --C1HirAllAr'1, *fflea 	6 ER L , 	5- 

7 L H=I 7 7 	-7.1‹ (1:3, 	120mL) T5 349- L AL-. 50t TAlltV31 L ""C ter t -1 

)1/ 	L°''') 	-1- 	(3S, 	5R)-3-f[( 	)1/ 7J- *) t )1/7J:)L]7. 	J } -5- 

(11/* ') 	-4--( JI/t JI/t=JI.) t JI/t*:> 7 - 1- 07 1E1 t tlii in't Xi 	V4I it ( 

32. 7g, 	11R$92. 3%) c, 

1H-NMR 	(300 MHz, 	DMSO-d6) 	a 	1.41 	(s, 	9H), 	1.49-1. 57 	(m, 	1H), 	1.87 	(d, 

J=12. 3 Hz, 	1H), 	2.43 	(br 	s, 	1H), 	2. 63-2.71 	(m, 	1H), 	2. 79-2. 83 	(m, 	1H 

), 	3.37-3. 54 	(m, 	9H), 	3.89 	(d, 	J=11.5 Hz, 	1H), 	4. 06 	(br 	s, 	1H), 	5. 03 

(s, 	2H), 	7. 30-7. 38 	(m, 	5H). 

Anal. 	Ca lcd 	for 	C23H33N306 : 	C, 	61.73; 	H, 	7.43; 	N, 	9.39; 	0, 	21.45. 	Found: 

C, 	61.59; 	H, 	7.50; 	N, 	9.43. 

[0068] 1 	1) 	ter t-7'11. 	°'.') :'J '-1-  (3S, 	5R)-3-{[()1/7J-*:>) t/l/t= 

A.] 7 Z J } -5-()1/*') 	-4--f )I/t JI/t=JI.) t JI/t*:> 7 - 	(30. Og, 	67 

. ammo I.) 	, 	4 `JI)1/7-1/1/52L F 	(7.25g, 	101mmo l) 	, 	10%Pd-C 	(PE type) 

(1. 50g) 	8 ck Ve)< '91 J -J1. 	(240mL) 	,1±31A/1,7-z-L, 	7.1KA)10. 2-0. 3MPa, 	5EL'I.,2 

0-30°C (,:.-. ---c4Hircti-- L it. AM 	6M I., Z)( 5' J -)I. (60. OmL) TA349- L 

tc. 6'ffIAJERS''1, Ei/FR 1 	)1. (60. OW 	A)ili L, 	ftAJER' L tc 

o Riatt:.-A/FRiA/MA., 	1-'7e-si (360mL) t: Lk-. 21.45-55°C t:---)JIM 

L-C 	/ \ 	R (7. 90g, 	67. ammo I.) 	A)]11 L tc_-,, 	54555°C1 Hircti--  L 

tc,l, 

 

5)20-30°C 	---C's,liA111_,, 	1Hircti-  L tc. *ffleia 	6ER L, I'M' 

)1. (90.OmL) 	TA349- Lk-. 	50°C 	L ""C ter t-1/1/ (3S, 	5R)-3-[( 
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2-)< 	/l. 7°1=1 E/l.) 7 Z ) 1-5-()l.* ') 	-4--f JI/t/l/t=J1.) L''' ') :'J '- 1 

- t 11/t*:> 7 - 	/ \ 	Ogtitla)1ElttliiattX3/V4I tz-_-  (30.2g, 	117$$92.5 

%) . 

1H-NMR 	(300 MHz, 	D20) 	a 	1. 02 	(s, 	3H), 	1. 04 	(s, 	3H), 	1.47 	(s, 	9H), 	1.9 

7-2. 09 	(m, 	2H), 	2. 26-2. 30 	(m, 	1H), 	2. 55 	(s, 	4H), 	2. 99 	(d, 	J=7. 0 Hz, 	2 

H), 	3.23 	(br 	s, 	1H), 	3. 39-3. 45 	(m, 	2H), 	3. 53-3. 80(m, 	10H), 	3. 82-3. 93 

(br 	s, 	1H). 

Anal.. 	Ca lcd 	for 	C23H41N308: 	C, 	56. 66; 	H, 	8.48; 	N, 	8.62; 	0, 	26. 25. 	Found: 

C, 	56.48; 	H, 	8.46; 	N, 	8.39. 

[0069] 1 2) 	ter t- V')l. (3S, 	5R)-3-[ (2-)( 	J1.7°CI EA.) 7 Z i 1-5-()l.* ') 

-4-4 )1,t )1,t=)1,) E'' ') :') 	- 1- t /l/t*:> 7 - 	/ \ 	Ogtiii (30.3g, 

62. 2mmo I.) 	, 	7-t I,  = I, 1) )l. 	(60. OmL) 	t ck .0, 	71K 	(40. OmL) 	,1±31A/1,7L'o  

V: 7M.t I) r, A 	(34.4g, 	O. 249mmo I.) 	. ,)J1:11, 1 oricti-- t_, tc_-1, 	1-(4-)( 

l*:> 7)l.)-2- 	') fj 1=11=1)( 	/l/-1H-, 	'14 z y v - )1, (20. 0g, 	62. 2mm 

ol.) 	A))1:11.,7-co  21.70-80tT2HirAlItt'•1, 	:'))( 	)1.)1.**:> F' 	(15.0 

mL) 	A)ip L, 21.70-80tT6HirAllt 	Lk-. awl 	5,:s1.2o-30°C VCA 

A11,1, 	7.K 	(1 20mL) 	, 	Hi.' 	(240mL) 	.A))1:11_, --C3,4-Y1_,tc_-,, 	1.-NN, 	.10vv/v 

% ftiliDE (100mL) , 	1 Ovv/v% 	1 JOgt7.1<g'fa (100mL) , 	lovv/ v%fti-k* (10 

OmL) TIIIRzA341- o-c_-. vt1,u.-..3twonnA (1. Og) Vt)JFIL, 21.20-30 

°C-e30311#1' Lk-. 3tftg 	6318L, 	Hi.' 	(40. OW TA349-  L tc_1, 6 

;Ty 	110 mL 	TAJEA' L tco 21.35-45°C t:.-..)NM 1., "TiN 7°51 	(280mL) 

A -F L /L-  o  2 1.35 -45t-etert-1/1/ (3S, 	5R)-3-[{[1-(4-)( 	-:>1)1. 

)-1H- 	V-1 zYNi-J1.-2-4 A.] t /l/t=)l.} (2-)( 	J1.7°CI EA.) 7 Z 1 1- 

5-( 	/l/* ') 	-4--( )l/t /l/t=)l.) L''' ') :'J 	-1-)J /l/t*:> 7 - 	0Aiiiin (1 

Omg) 	A)J1:11, --C- P15111.,T1Hillillti-' Lk. 21.35-45°C TiN 7°51 	(140mL) 

?k-F1,303•1741111--  L tco /x)20-30°C 	Z:t All L --C 211i rAl 11#1-' L tc. $fifflein' 

6E[RL, 	Hl/I-'.7°5' 	(1:5, 40. OmL) -C A349-  L /L- 0 50t -C A lltiVA 

1./Ttert-7/1. (3S, 	5R)-3-[{[1-(4-)( 1,*:>1)1,)-1H-j,14 z y v 
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—)I.-2-4 A.] t JI/t=JI/1 	(2-)( 	J1/7°1=1 EJI.) 7 Z I ]-5-(J1/* ') 	-4--1 

JI/t JI/7J=JI.) L'',  1) 	-1- t )1/t* 	7 - I- oltmnteEISAW-V41 tc 

(27.7g, 	117$74.2%) c, 

1H-NMR 	(300 MHz, 	CDC 1.3) 	a 	O. 68-0.80 	(m, 	3H), 	O. 96-1.08 	(m, 	3H), 	1.31 

(br 	s, 	5H), 	1.49 	(s, 	4H), 	1. 61-1. 71 	(m, 	2H), 	1.71 	(br 	s, 	0.5H), 	1. 92- 

2. 05 	(m, 	3H), 	2. 05-2. 24 	(m, 	2H), 	2.45 	(br 	s, 	1H), 	2.60 	(br 	s, 	1H), 	2. 

72-2. 96 	(m, 	2H), 	3. 26-3. 35 	(m, 	3H), 	3. 35-3. 47 	(m, 	2H), 	3. 47-3. 73 	(m, 

10H), 	4. 02-4. 26 	(m, 	2H), 	4. 26-4. 34 	(m, 	1H), 	4. 34-4. 47 	(m, 	0. 5H), 	7. 25 

-7.29 	(m, 	1H), 	7. 29-7. 41 	(m, 	1H), 	7.41-7. 53 	(m, 	1H), 	7. 64 	(br 	s, 	0. 5H 

), 	7.79 	(d, 	J=8. 2 Hz, 	0. 5H). 

Anal. 	Ca lcd 	for 	C32H49N506 : 	C, 	64. 08; 	H, 	8.23; 	N, 	11.68; 	0, 	16. 01. 	Found 

: 	C, 	63.82; 	H, 	8.12; 	N, 	11.64. 

[0070] -41thiN1 

1- (4 — )( 	..:>1)I.) — N — ( 2 — )( 	JI/7°1=1 EA.) — N — [ ( 3 S 

, 	5 R ) 	—5— 	(JI/7J ') 	— 4 — 4 JI/t JI/7J=JI.) 	L'''.I) :') 	— 3 — 4 /l. 

] — 1 H — 	X -f Z Y V —11. — 2 — t )1/ 7J*It Z KYERYE (Bmien) 

ter t-Ill. (3S, 5R)-3-[{[1-(4-)( l*:> Vs JI.)-1H- 	V-1 Z Y V —1l. 

-2-4 A.] t )1/t=)1/1 (2-)( 	J1.7°CI EA.) 7 Z I ]-5-()1/* ') 	-4--f JI/t /l. 

7J=)1.) E, 	') 	-1-)J )I/t* 	7 — 	(20kg) 	6-e5,117MI  Ltc3N-YER7Eg 

;Ty (;aiii-mak, 	*60L) 	rot:.-.4± 31L7-)., 	zi\ --emmi)i, (4L) 	))1:1 L, tc: . 

)iiikl, 	1 5-25°C t:.= ---C3HiMIL;1OR,#1-' 1, /to 	ar,t.337,/, 	FAmit:.-_---c* 	(100L) 

8ck VelIFRIJI/ (200L) 	A)ip Lk-. t)ji-j'f, 25°CL;CFT25%7 	=77  

71K (eg19L) 	t: ---C pH71711E t: EJAV Lk-  . pH gitm,l, 	fili ffl L, tc_- VM),VUqW, , 	71K 

NUEI/FRIJI/ (200L) (,:.-_ -Ctlia Lk-. 	#1Eliffl L tc_-VCNUqt, *MU 
ftElIFRi)i, 	(200L) 	t:::-C#Fliffl Lk-. 	Pltaff 	1A4 t) 	1,, 	141 64-Ltz-_- 

cm uA a. a' 	' 1, tz-_-  . ' A-'1, I'M' 	)1/ 0 000 	A)ili 1, WAN 1, tc. 

RtafF11It') 3E. Lk-. S'A-'1, I'M' 	)1. (125L) 8,trf2-7°Dij— 

)I. (20L) 	A)ilil 1,, 35-45t(Z7-001 Lk. 715fiLl, PI MT: Z4N1-1-11E*„ - 
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I'M' 	11/ (8. 34L) 	)J1:11., tc. 't)irkl, 	Phlt:.= --C.  'AAR ( 6 - 3) 	t:.-- Ea 

opat::_it u-CMAL- 13 3:1eF% ofEen (20g) 	MI, , 303•MJ-;u1R7-/-=' 1, AL- 

° tI 	'*, 	35-45°C6Z-C/'•7°51 	(200L) 	3031E'AJ-;t_EIJNI,J* --CAT Lk-. A 

-F07•1, PI MT= --C. 30311J-;t_htI 	1., tc. )1,\ T20-30°C VMA L, Phl 

(,:.= --C.  30 WA J-;t_htI 	1, tc . tIf'''1, ea 	A 38 L2- il=i i i -)I. - M=3  

)1,-,N.7°51 	(1:6:8, 	60L) 	t:.= -CA349-1, 	r, i v HiiiiaV4i tc_- . 146 tttc: r, 

i 'y I- ein' 	45--55°C6:.= VifilatiMWff 0, 	1-(4-)4 1* 	1/1.)-N-(2-)4  

)1/ 7°1=1 E)I.)-N-[ (33, 5R)-5-()1/ 7J 	') 	-4--f )I/t )1/7J=)1.) L''' ') :'J 	-3- 

4 )1/1-1H- 	X-f Z YV - )1.-2-t )1 / 7J *1-)-  Z K±'ER±'Ea)*iiFSi''htXiV4'tz-_-  

(B Mein' , 	16. 446kg, IN$92. 0%) o  

[0071] -AAR 2 

1 - (4 - ) 	.. 	1/1.) - N - ( 2 - ) 	)1/11=1E)1.) - N - [ ( 3 S 

, 	5 R) 	-5- 	()1/7J ') 	- 4 - 4 )I/t )1/ 7J=)1.) 	L°'.') :)- 3 - 4 )I. 

] - 1 H - 	X-f Z YNJ - )1.- 2 - t )1/ 7J*It Z KilaRil ( B men) 

1-(4-)4 I- *:> 7)1.)-N-(2-) 	J1.7°CI E)I.)-N-[(3S, 5R)-5-()1/ 7J 	') 	- 

4-4 )I/t )1/7J=)1.) E'/' ') :'J 	-3-4 )1/]-1H-X-( Z Y V - )1.-2-t )1 / 7J* 

ItZ Kt/ARIA (BM-lea, 	16. 3kg) 	2-7°1=iii-)1, (65.2L) 	t:.-..SNE Lk-. 

ZiNT65-75°Ct:.=?FgriLgIlq Lk. g1174f412A, It1123ffliA 	Yff. L, 2-7°D 

/ 	j -)1, 	(16.3L) 	6:.-.. Z; 	L tc. 	14' 6 t1.tdhliga341-A 	50^-60°C t:.-..;liAIIL, 

-AAR ( 6 - 3) 6z..Eaa)511,::_it U-C141 7L-BM-lea' omerF, (16. 3g) 

)irl L tc. Via, 45-55°C (,:.-AAII L, 	Phlt: --C. 30311J-;t_htI7?-=' L tc. #R#-̀'T 

, 	P15nTat:::-C,N7°,9' 	(326L) 	303•12C-;t_EIJNO* --CAT Lk-. 	?k-F07•1, 	PI 

5j: -c 1 Hirc-;u1I1-  L tc . tRi'''1, 20- 30°C6:.-.; 	L, PI NaT.: -c 1 Hirc-;t 

±1I/4-' 1., tc. Tr'-''1, 	MESI' 	23.11i L, 	2- 7°1=1 i 	J -11.- iN•7°  ,91  J 	(1:4, 	48. 9 

L) 	(,:.= -CA349-1, 	r, i v I- ein' 	1'41 7-c_- c, 	14'6 tt.tc r, i v I- ein' 	4555°CC 

ifillItiM:31 	'f 0, 	in' tV3)V41  tc: ( B Mein', 	13. 28kg, 117$81. 5%) . 

: 198°C 

itingtgiii*Milim, _LEYERVit-YERVIreZ a.' Left12:35 tt, tc . 
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flgAiNgrg i6.8%, All if1I6. 9% 

[0072] -41-00 

1 - (4 -) 	..:>1)1.) - N - (2 -) 	J1.7°CI EA.) - N - [ (3 S 

, 	5 R ) 	-5- 	()1/7J ') 	- 4 -4 )1/t/1/ 7J=)1.) 	L''' 	I) :')- 3 -4 )I. 

] - 1 H -, 	X -f ZYV-)1.- 2 - t/1/ 7J*It Z KYERVEI (Bmien) 

ovN 1 6:.-..ENC4)511,:.-At U.-C-14k A Mlilia (3.0g) 	2-7°1=1/) - A / (3 

OmL) 6:.=.25EFF TEN L, 30 -40 t t:.= -CgIlq L tc. g1174f4,2•1, *YthiN 4 I,: 2 

alg)at:.-..itu-clivcBmenomen (0. 003g) 	A)ili L tc . 	)) Fkl . 20- 

30t t:.-..niAll L, 	VVA,'/'-' L tc. tRi'''1, 	ea 	123,Ki L, 	2-7°I=1/) -)I. (9mL 

) 

	

6:.-- -CA349-1, 	r, i v Hilia 	1'4' tc: . 14' 6 tt.tc r, i v Hilia 	50°C t:.-.. -CAE 

tVIA 	''ff 0, MEWEAX31V41  tc ( B Mein', 2. 03g, V$67. 7%) . 

[0073] -Aro] 4 

1 - (4 -) 	..:>1)1.) - N - (2 -) 	J1.7°CI EA.) - N - [ (3 S 

, 	5 R ) 	-5- 	()1/7J ') 	- 4 -4 )1/t/1/ 7J=)1.) 	L''' 	I) :')- 3 -4 )I. 

] - 1 H -, 	X -f Z Y V -)1. - 2 - t/1/ 7J*It Z KYERVEI ( B mien) 

_OVN 2 6:.-..Eili,0511,:.-At 12 --C1'41 tc A Mlilia 	(550g) 	)< 	)1,i)1,12- 

i (4400110 (ZEN L, 45-55t /715'01 L it. tI 	'1, 	) 	)1,i)1,12-  I,  

(1000mL) 	A)jp1.,7-c_- ,„ 	A))111, 	50-60tt:.:712/Ii, 	20-30tt:.-AAP L 

tRi'' Lk. tI 	'1, en 	I,3.18 1,, 	)< 	)1/i/l/1r 	(8°110 6:.-_ --cA344 

, 	r, i v I- ein' 	1'4' tc: . 14'6 tt. tc r, i v I- ein' 	45-50°C t:.= -CAlltV:31 - 

0. MEWEAW-)1V41  tc ( B Mein', 531.95g, 117$96. 7%) . 

[0074] -41-01j5 

1 - (4 -) 	..:>1)1.) - N - (2 -) 	J1.7°CI EA.) - N - [ (3 S 

, 	5 R) 	- 5 - 	()1/7J')J-4   -4 )1/t/1/7J=)1.) 	L°'.') :') 	- 3 -4 )I. 

] - 1 H -, 	X -f ZYV-)1.- 2 - t)1/7J*1J-  Z K YERYE (Bmien) 

_OVN 2 t:.:Eili,051t:.-..it 12 --C1'41 tc A meg,, 	(6.0g) 	2-7°1=1/) -)I, - 

El/FR' 	)1, (1 :15, 54m L) t:.= 25131 T T EN L, 45^-55°C 	71 RAI' L tc: . 

ggaYfILL'ff L A VzIllia'a)*ffl75,0673 6 ttd-c_-. AiN3' Vfiffl 7YMb 6 t1.tc_-1, 20 
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-30t6::_niAll L, Va-z1I/4-' L tt . tI I' '1, Ai A 	2 318 L, I'M' 	)1. (18mL 

) 	t:.= -C A349-1, 	r, i v I- ein' 	1'4' tc: . 14'6 tat r, i v I- *lila 	50°C t:.-.. --CAE 

tVIA 	''f -  0, MEWEAX31V41  tz-_-  ( B Mein', 	5.72g, 117$95. 3%) . 

[0075] -A-roje 

1 - (4 -) 	..:>1)1.) - N - ( 2 -) 	J1.7°CI EA.) - N - [ ( 3 S 

, 	5 R) 	- 5 - 	()1/7J ')'-4   -4 )1/t/1/7J=)1.) 	L''' 	I) ii- 3 -4 )I. 

] - 1 H -/X-f Z Y V - )1.- 2 - t )1/ 7J*It Z K YERYE ( B mien) 

( 6 - 1 ) 

1-(4-)( l*:> 7/1.)-N-(2-)( 	J1.7°CI E)I.)-N-[ (3S, 5R)-5-()1/ 7J 	') 	- 

4-4 )I/t )1/ 7J=)1.) E'/' ') :'J 	-3--f )1/]-1H- 	J X 4 Z Y V - )1.-2-t )1 / 7J* 

It z Ki-laRit ( BM-le', 	45.0g) 	2-7°1=1/J -)1. (360mL) 	t::_sum I., tco  

)1,NT55-60°Ct:::43n1LgAq Lt . gAMIL•fik, lt2A14 	VI L, 2-7°D 

J') —)I, (45mL) 	t:.= --C A341- L tto I3.'f.2238•10)238A341-A 	55^-65°C t:.= -CM 

i' L, *ffl It OD tin, \ a.' L 	WE L tz-_-  . WE'l , 35-45t^niAll 1., it. niA11•1 

, *you 3 6:.-..ENCO)51t:.-At 12 -C1'41 7tBM-liia opaea (0. 045g) 	't)ji-j L, 

A)Jlil, 	P15.H.6:.= -C1HirAIL;LOR,i'l., it. MI' '1, 	PI 5.[ST.: z'\ 7°g i 	( 1 620m L ) 

;r -F L Az-. 	?5-F•1, 	P12 1,  :.= -C303124 J-;t _0'444' L, tc o  y444-'f, 	20 -30t 	A 

Ail L 1 Hi 124 J-;t-ttR,14' I., tz-_-  . 4,14-'•1, 	ea 	1,21A L, 	2- 7°1=1/ 	i - )1/ - /••7° ,9 

(1:4, 	135mL) t:.= -CA341-1, 	r, i v I- ein' V41  tto 14'6 tat r, i v I- ein' 

50°C t:.-. --CAlltVIA 	T70, 	1-(4-)< I- * 	Vs)1.)-N-(2-)( 	A/7°1=i E)1.)-N 

-[ (3S, 5R)-5-( 	)1/* 1) 	-4--f )1/t/1/ 7J=)1.) L''' ') :'J 	-3--f )1/]-1H- 	X 

4 Z YNI—)1.-2-t)l.t*It Z Kitoesioenttxiv4itc ( B Mein', 40.3 

7g, 	117$89. 7%) o  

( 6 - 2 ) 

1-(4-)( l*:> 7/1.)-N-(2-)( 	J1.7°CI E)I.)-N-[(3S, 5R)-5-()1/ 7J 	') 	- 

4-4 )1/t/1/ 7J=)1.) E'/' ') :'J 	-3--f )1/]-1H- 	JX-f Z Y V - )1.-2-t )1 / 7J* 

It z Ki-laRit ( BM-lea, 	500g) 	2-7°1=iii -)l. (4000mL) 	t::_sum I., tco  

)1,\ T55 — 65'c t::_wya Lgflq L Pt. 3elF4fICE•f3k, I3.'f.223,RA VI l„ 2-7°D 
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/)—)l, (250mL) 	6:::Z5 	349- Ltc. 	IA7e6:1-(4-)< 1,*:>1)1.)-N-(2-)< 	)1. 

7° CI EJ14-N-C (33, 5R)-5-( 	)1/* ') 	-4--f )I/t )1/ 7J=)1.) L''' I) :'J 	-3--f )1. 

]-1H-X-f Z YV—)1.-2-t )1/t*It Z KilaRt. ( BM-lea, 500g) 	2- 

7° 1=1 / j —)I, (4000mL) 6: EN Lk- 0  ZiNT55-65t(ZA-'5fo'. LgIlq L tc_- 0  g 

flqWEE'l, I3 	23.RA *t L, 2-7°I=I/) —)I, (250mL) 6:: --ca349- Lk-. _hE 

=-D Oltraigg0)238A341-a 	at) -ft, 55-65t6:.=-CtRi'L, *ffitOptS 

1,\m L Veal L it. 2- 7°I=1 / i —)I. (500mL) t:.= -C A341-  Lit. fea'a, 35-45 

°C;14-3Ali Lk° :RAPT  , *you (6 — 1) 6:.-_,E$S40)51t:it U-C1'47-cBM-liia 

°paella 	(1g) 	',A))1:11_,, 	PlAit:.= -C/\ 7°51 J 	(36000mL) 	?i5-Fl.,7-co 	?i5-F,1 

, PI 2 t: -C 1HirAIL;WRI' L tc. 4,14'•1, 20 —30t 	s,l'Ail L 1 Hi lam J-;t_OR,14' L 

tc_-. 	1.114--', 	eFWEI' 	ailit.„ 	2-7ctiii —)1,—,N.7°,9' 	(1:4, 	3000mL) 	t:.-.. --C 

A544, 	i v 14iF% 	4141 7-c_- 0 "146 ttic: 	i v 14iF% 	50°C 6:.-.. -05PIEtVI 

''i - kiN. 	1-(4- 	1*:>1)1/)-N-(2-) 	J1.7°CI EM-N-[(3S, 5R)-5-()1/* 

I) 	-4-4 )1/ t )1/ 7J=)1.) E'/' I) :'J '-3--1' A/1-1 H-/ 	Z4-.-ZY`js — 11.-2-t ll. 

7J*It Z K VaRigiaAia ttX31V41  tc ( B Niiia, 880.53g, 4$88.1%) 0 

114 641. tc 13 M-lii A 	7 —  ZJI/Xifthb L, AiattT/2/ 	(Xifthba) 	T tc_- 	(13 M-1  

ea , 849g) 0  

( 6 — 3 ) 

1-(4-)( I- *:> 7)1.)-N-(2-)( 	J1.7°CI E)14-N-[(3S, 5R)-5-()1/* I) 	- 

4-4 )I/t )1/ 7J=)1.) E'/' ') :'J 	-3-4 )1/]-1H- 	JX4 Z YV— 11.-2-t11 / 7J* 

itZ K 	'9' 	)1 / 7JRit. —*Mt (9000g) 	7.1< (45000mL) t:g1174 Ltc 

0 glIqat:.:673ERMI  L it CV,*  (NaHC032464g, 	7.1< 45000mL) 	A)ip L1C4-' I, 

tc0  4,14'-F, 	El/FR 1 	11/ (90000mL) 	A)J1:11, 4,14' L tc0 4,14'•1, 	A ffl L tc* 

Mi t: El/FR 1 	11/ (90000mL) 	A)J1:11, 4,1' L tc 0  4,14'•1, 	I. A ffl L tc7.1<g, t:.= 

El/FR 1 	11/ (90000mL) 	A)J1:11,1'4,14' L tco 146 tatVtil 	',g-a L eg27L 

Ta'S' L tc0 aliCa6:=1FRI)1. (45000mL) 	A))11 Li.. eg27LV-e2N L tc 

o SliVAYV'TtilFE L tco V'TztlFE Ltc2NAt:El/FRI)l. (45000mL) 

)iii Li.. eg 27LVea'S' Lk°  algat:=EIFRI/1/ (45000mL) , 2-7°1=1/)— 
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)I. (9000mL) 	A)J11 L, II 	T45-55t t:.=?F5n1 Lk-. 3+540°C t:.=-C4N-YEIE 

7.KA-Ei'FRI)1/ (4399mL) 	-F Lk-. A-M. t',JHWAITZ a' LVe 

I L, 35-45°C;i4All Lk-. ;14-3Aii,l, *you ( 6 - 2) 6:.:Ei1i3O)51 (Zit t2 

-C1'47L- BM'AiN3' OfEtliia 	(9g) 	A)J1:11.,, 	Phlt:.=-C1N.7°51 i 	(90000mL) 	?i5 

T 1., tc. 	;?SF., 	7'1, 	PI 5Ea' 1, :.= -C 1 Hi rbl J-;t _OR, 	1., Az-. 	tR,i'''1, 	20- 30°C 	A Ali 

L, 	PI 5.[ST.: -C 1 Hi lam J-;t _ETC' 1., Az-. en 	J)2t.Ei L2-701=1/)-)1,-glimi)i, 

-,..7°,9, 	(1:6:8, 	9000mL) 	t:.= -CA341-1, 	r, i'' 1- Ai A' V41  tc: . 	14' 6 4' t. tc r, 

i v 1-ME% 	50°C6:.-_ -C- 1flatV31"ffo, 	1-(4-)( 1- *:>/1.)-N-(2-) 	)1. 

7°CI EJI/) -N-[ (33, 5R)-5- ( 	)1/* ') 	-4--( JI/t )1/ 7J=J1.) L'''' I) V 	-3--( )1. 

]-1H- 	X4 Z Y V -11.-2-t11 / 7J*It Z Ki-MikoDeF% ttX31V41 7-L-  ( B 

3:1*Iiia, 	7271g, 	117$92. 5%) . 14' 6 tt.tc1-(4-)< 1- *:> .Y)i.)-N-(2-) 3 )1, 

7°CI E)14-N-C (3S, 5R)-5-()1/ 7J 	') 	-4--( )1/t)1/ 7J=)1.) E°/'') V 	-3--1/1/ 

]-1H-X-( Z YV-11.-2-t11 / 7J*ItZ Kitogoa (Bmien, 3500g) 	2- 

7°1=1/ 	) -)I. (28000mL) 	(,:.:EN I., AL-. ZiN T55 -65°C Vz..7151E L, gflq L AL-. g 

1174WERA, 	I3 	23.RA *t L, 2- 7°1=1 / 	) -)1. (3500mL) 	6:.-_ -ca349- L tc_-. It 

%I AA 0) %I _j Ai- a 	55- 65°C t:.= --C" TA i'-' L. *ffit 0) ts 0 a.' L 	WU, I., k- 

o  wg,Ra, 35-45tniAll Ltc o  niAii,l, *you (6-2) t:.-..E$S40)511,:.= 

it 12 -C1'41 7L-BM-lea OfEea 	(3. 5g) 	,b)jri L, 	H 5fo' t:.-. -c /\ 7°,9' i 	(126000mL 

) 	?i5-F 1., Az-. 	iIi5-F•1, 	PI 5Ea' t:.-...z 1 Hi lac,;t ±4,14 	I., tco 	tp,/,-,1, 	20 -30°C /s,'t 

Ail 1, 1 Hi 124J-;LOR,i'' I., tz-_-  . tR,i'•1, 	ea 	ilsit l„ 	2- 7°1=i i 	i - )1/ - /••7° ,9 

i (1:4, 	10500mL) t:.= -CA341-1, 	r, i v I- ME% V41  tc. 14'6 tat r, i v 1-e 

A' 	50°Ct:.-_ -C- ffIlltV31"ffo, 	1-(4-)( 1- *:> 7)1.)-N-(2-) 	)1/7°1=1E)1/) 

-N-[ (33, 5R)-5- ( 	)1/* ') 	-4--( JI/t )1/ 7J=J1.) L''' I) V 	-3--r )1.]-1H- 

X4 Z YV-)1.-2-t/1/ 7J*It Z KiagrdlioDeattX31V4i tc ( B Mein' , 30 

89g, 	117$88. 3%) . 14' 6 '1.tc BM-lea' 	(3074g) 	i 	7 - Z )1/W-hithb L, 	Xli-h. 

X glimoirimiA_ 	(d) 	5 26.43.. 	7. 62, 	4.32, 	3. 08, 	2. 598 ck .02. 3 

37f 	1=1-1441E I,: !ti it 019 E - 	eIR tAt. Z Xu-)1 	X OEM/ 	' - 

-Z*Iiin'ttT121 	(XiWTn) V4itc ( B Mein', 3066g, 4$99. 7%) . Xu)i. 	X 
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[0076] 

[0077] 

[0078] 

[0079] 

8 

*A111#fia);141_1teATt:.-..7T -o 

[2]  

%137kxigrlifThg) =— 37 	(B 	M1A) 

: 	1) 	20 mg 

slm-,3_ it. 	illifd 

Z7 I) —*-1 

1-,M Lk-. ')(n 

( 1 	: 	1) 	i, 	1 Ea 

13 32e,F% t: ..kiLi, grit) 

6ict65n11. (,:.-. 8 

L„ 	t651M-C, 

/-f 

20 r ) de (A) ..440-134 	.(%) 
3:34 26.43. 100 
11..80 .7,..62 12 
20.,54 4.32 19 
28, 98 3.08 15 
34..54 2.59 14 
38..64 2_33 

*RR 

7)14:WiA, 

14KeRiwzct 

—)1.±-e1 

111C141_17fa)AiM, 

NO3*IYgt:.--k-ZTZ 

[3]  

1 	: Z7') —$H_Jltl 

AM-lea, BM-lea, Amen L Bmenomat 

-f V 7° 1=1 EA/ 77 /1/ 	—)I. 

-3 tz Lk-. phi'-1  77)1.1.01 

El r'Fil, ZglilfiTAL -3 Lk-. 

A MI Ai A , AMIAiN3' LBN,ina)m-at 

k, \ ---c BNIiint:.3i41-Z a.' LiAVEL-,_ 

t.fsbN -D tc. AiM 	3 6:71 -. 

5 I) — .-*-NoembN 6, Ami en LEM 

L Le -fitz's tt.tc 

X,VeRit t-c_ -,3.  tt 6 	9 —.tko')VIA 

( 1 

0.2 mi_A)jp, a) 

t: 

', 

0 -C 

-t.  0,1, 	X12 

tttc: . 	etc, 

1., --C BM-lea 

. 

V- A 
1 L ft tt 	Z 	 

(mg) 
i'431/A   '4'  

(mL) 
MA JF%- 

, 1) — lit 1 Fi& 
4 NI 7°E1 ?II, 20 0.2 A 1.1fa A B tiAigi 

4 27%7 	''ii, 20 0.2 B )-fugfegi B 1MA 

4 Y 7P 1=i .t°/1/ 

7/1/=,---ii, 

20 0.2 A T11M[PR L B 31%Frriig) 

a -ilt-  tit 	( 1 	: 	1) 

B WriFi% 

*RR 2 : 7.1<3' PAZ 37$fi 

AM-lea 8 ct riel3M-lein 107.K3• a 	a)11M-1J3•$fi 	, 	iZ 5-  v 7° 	 51FaU — K 



WO 2011/158880 
	

38 
	

PCT/JP2011/063735 

[0080] 	[4] 

[0081] 'ORR 

, 

. 

[0082] 	[5] 

tco  

6:.-..80•Z 

TVTI 	Symmetrical 	Gravimetric 	Analy 

ze r 	(AmentSGA- 1 00, BmeaitSGA-CX) 	.JEI11,\ --C"ff.D 

It J7°)i., 	2 5°C *)., (R H) 	6:.-.3FE Lk-. $* 

It J.7°)1.0)ffi li.11:.-_ts-D tz-_16:.:Eti Lk- 	(1 03J-;t1" 

2 °/oOffili4E) . *iiM 	4 t:.:71 -c, 

3„1. 

-CO. 	0 

HI. =i 

m L 	)iii 

RNA 

L, 6A 

47 -D tc. 

(,:.= 8 0 --C.  

A IMATA B YIIMAll  

tiltMit (%RH) X Z    ZiL Z  (%) t11>Tial. (%1d1) .1-M--kfL 	a 	(%) 
30 -0. 1 30 0. 0 

50 0. 0 50 0. 5 

70 7. 6 70 0. 9 

3 : MUM 

AMMEWEI' 8 ck rfBM-11,ia- 

n —,N7°'91  %-3,tt1ete 

L, 	3elIq'tX3i.  

_tii.,\ 3AtE L tz-_1, 

5 0 m g t:.= 2 — 1 , 9 ' i 	, EIFRi 	A/ , 

r t -1/1/)( 	JI/I-5-11/ -ti'LTA-t. 5 

(powder) RNA ( 2 5 °C, 	2 Hem) TALlt Lk-. 

±Mg-)- 	0 . 	2 22µm 	O) 7 -I JV91-T 638 

ft/L- 0 	iiRTI'41 641.7L-R31`50 mME/FR7 

i,= 1, i) )1,0 : 0 0 Ta-Y (,:g1174 L, HPLCT ALI t 

6, AM-lii' L EMI, -CBmerF, tv-k-5,11 ( 2 5 t) 

a.' L 7V-iiiftql.tc_-. 

ATJ:M-F--egPlia -,_ 

*iiM 	 

= r, A * .72,.,:a / 7 -t 
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