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7iLM-JEllAIJL 1_, -C10E -Zo)(,:.-_ 	1,07°1=17 74 )1/ 711_,AL- c, 	-,3_ 61,:, 

ftlE9101Eatatie-t- OEM_Eil-7e-stt.Zi-=, 1§,tt.tcft1lla1lflEll 	1, tc 

0 

[0020] *RHAMEaltaVe-t- OEM_E!, 74-,3_41.Z1=7°1=15-4 J717 7 '9' --ff 

t)I/= a — I) 	al, < #11$11 I., ts 0 0) --Cq 6 Mic tcl: 	,Y--#11$1_13t'ht 	titcl-cl: 

00  L tCe "D -C• *RBA OplEataVe-t-  OD EM-EIW74 tql,  Z it 	-.gtiN-Tal_U 

• ilfta)[iRW8*Al_lL I., -CV 	'ht a) 	TIE tt. --C 0 Z ZI.  L 011],f71 -1/435 tt. Z 

0 

0 PA*tEIEIA 

[0021] [41]7)(1_152)1.6:.-.80. Z, 	tat 1 oftillAt5 ... 

[2]7, )oi52)1,t:.-j-30.z, 4I 4 0oft1llAt5 ... 

[3]7, )(1_152)1.6:.-J-36fz. 	tat4 0. 	5 2, 	5 9, 	6 1 , 	6 3, 	8 

ctrf 6 4 0`)R1411734.4111.0)A71 -0 

ftl3A 	AJA-0-6A-..160)3:103 

[0022] *HJIMSt:.:80•ZiElItiotrav-;CF0A (,) •--e 	Z0 
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[0023] D \ 1=1 it JIF,J Lt, 7 v„IF,, YEAR, 9.AIF,, 	r,„IgT 

Z.:. 

[0024] I-  C i_6 77 /1/*/1/ai L 6, rAtAltRt$141taYOARN 1 b` 6 61E07 

)1,*)1,a--ev,), imAis, 	)()1,a, 	i)i,a, 	.7°1=1E)1,a, 	I)i,a, 	/. 

)1,a, ,N*:»i,a, 4 V 7° CI EA,a, 4 V .y•)1,a, 	t e r t -1/1/ 

a, 	s e c -1)1,a, 	4 Ni/)1/a, 	,7J-/)1,a, 	t e r t -, 

)1,a, 	1, 	2 -V)< 	)1/7°1=1E/l/a751,164-t.Z. 

[0025] I-  C1677)1,*j 	L 1, , 	rAtAltR6$141ta7> 	ARN 1 /3\ 6 6 11:10) 

77 /1/*a--eV'), RAJ'S, 	)< 1-*a, ii-*a, 	.7°1=i7J14-a, 	7 

1 1-*:>a, 	t e r t -11-*:>a, 	s e c-11-*:>a, -( Ni, J)1,7 

*>a, 	,2i-, J)i,,r* -Ja, 	tert -,'J)i,7r* -Ja, 	1, 	2 -V 

)< 	)1/7°1=17J14-:>a751,164-t.Z. 

[0026] 1- 77  ') -A/a] Lt, gAIW,N 6 /3\ 6 1 81111--e** - ,Z*IEUN 6 4 ittn  

A19)-YCOArtlAa--eV,), INAJS, 7 i=)1,a, j-7 )1,a, 7'J 1, 1) 

)1,a, 	7 it 	I- 1))1,a, 5-1-7-t=)1,a, 	Ei.=)1,ae6f64-t.z. 

[0027] R•5-1=1 7") -)1,a_i L 6, *ItIARtn-artn A- -YovArtna 	SA L 

, imAis, Ei)v)i,a, E ') yv=)1,a, E') z v=)1/a, E7v=)1,a, 

==)1,a, 	Ei=i1))1,a, 	7ivi))1,a, 	4 v 	7 vi) )1,a, 	E7vi) )1,a 

, 4 Z Yvi) )1,a, 7 I) )1,a, t*itvi))1,a, 4 v7*itvi))1,a, A-* 

itv7v1))1,a, 	1, 	3, 	4 -7V7V1))1,a, 	1, 	2, 	3-')7'J') 

)1,a, 	1, 	2 , 	4 - I- I) 7 `J') )1,a, 	5-  I- 7 vi))I,a, 	*1'))1,a, 	-r V 

I 1))1,a, J-7'):;=)1,a, 	*tvi)=)1,a, /Ni-77=)1,a, /N)s 

i=)1,a, 	4(J K 1) )1,a, , N)'7J-*itNii)ji,a, /Ni-r v 7J-*itv I) 

)1,a, 	1 H - -(J 5N11) )1,a, 	2 H - 4 	Y NI 1) ji,a, /J ̀i-f Z YNII))1. 

a, , Ni7J-*itv7v1))1,a, , N/77v77Nii))1,a, 4 J K') v=)1, 

a, .JNi-77if=)1,a, 	ii E I) v)i,a, 	E 	VD  E I) v)i,a, -r Z Y 

V E I) v)i,a, -( ZYVE7v= )1, a, 	E 7 V1=1 L°') Z 	=)1,a, 	1-1) 7"J 
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CI E') Z v=)1,a, 	iii=)1,a, -(Z 'Y'l77 `i') )1,a7v(464-t. 

Z. 

[0028] 1- )-Ci_6 7-111.*11/ 77 Z Jai 	Lt, 	1 11:107±2C1 _6 7/1/*/1/aTIVA:35 

41.k-  77  Z i a-C') , 	RAJ'S, 	)()1,77:-z)a, 	i)1,77..-z)a, 	.7.1=1E)1, 

Tiz)a, 	.y•)1,7-, ..z)a, , J)1,77..-zia, /\*:»1,7z)a, 	-I V •7°  

DEA/7Z Ja, 4 V 1 	11.7 - 1  Z Ja, 	t e r t -1/1/7-1 Z)a, 	s e c 

-/)1,7iz i a, 	-( ,),. J)1,7i.z i a, 	,7J-, J)1/77-Z Ja, 	t e r 

t -/)1,77:z ia, 	1 , 	2 -V) 	)1/7°1=1 EA/ 	iael,164-t.Z 

0 

[0029] 1-V-C1 _67/1/*/1/ 77 Z Jai 	Lt, 	-ti-L-tl-tai-L Lk-  211:10)±2C167)1. 

*11,a-eimitztg-1.tc7z ia--ev,), IIJAJS, V)<J1/ 7-1 Z Ja, :-;')i, 

7.zia, 	v7°1=IE)1/ 77-Zia, 	v711/7-1-Zia, 	V/11/7-1-Zia, 

/\*:»1,7-, z)a, 	V-( V .7°1=1E)1/ 77 Z ia, 	V-( V Vs )1,7-, :z ia, 

-te rt -1/1/ 7-1Z )a, V-sec1/1/ 7-1 Zia, V-4 Nii'J 

)1/ 77 -Z)a, 	:-;-7J-11,7izia, 	v-ter-t-)1,77.,z) 

a, v-1, 	2- D7)a, i)1,)<)1,77:z)a, -( V 

7°1=1E11/ ) 	A/7 7 z i a, 	-f V .y•)1,-r v7c=1E)1,7z ia75(,164-t.Z 

0 

[0030] rc1_67)1,*)1,)1,*=)1,7r*aj 	Lt, 	_EEC 1 _6 7 - 1  11.*11/aTfflitl:35 tt. 

tc: 	11.7J=11 /7J-  *:>aT V') , imAis)<)1,)1,*=)1,7J-*:>a, ',9, J 

)1,*=)1,7J-*:>a, 	n -7°1=1E)1,)1,*=)1,7*:>a, 	-( V •7°  1=1 E)1,)1,* 

=11,7J-*:>a, 	n - .y• )1,)1,*=)1,7J- *:>a, 	2 -)( 	11.- n -1/1/ 

)1,*=)1,7J- *:>a, 	t e r t - .y• )1,)1,*=)1,7J- *:>a, 	n -, J)1. 

)1,*=)1,7r*:>aaven -/•*:>11.)1/*=)1.7t*:>aetf64-1.Z. 

[0031] *RIE9107iLat I,: 8 o-c, 

tcT 	I., < 1,, 	Xe, *ii-a, 	-c H2o -, 	-c H 2-. 	- (C H2) 2-. 	- ( 
C H 2) 3-N  -0-N  -C H2-NHC(=0)-, -CH2-NHC(=O)-C 

H 2-R6-C H2 - N H S (= 0)2 ---C'sZc. 
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-1/43s66:.-..PTL<6, 	xe-cH2o---eZ. 

-1/43s66:.-..PTL<6Rie, 	A 	(2) 	TV,), 

FAA (,, 1 	(5) a)oTtt.b\a)Ftl711.„ 

[0032] [1E5] 

..Tci: 	 .(5) 

R te, 7 ==)1,axtE,):-;)1,a (a.,==)1,aRtE,))1,at, 	1-3 

11:10)< 1-*a--effli1I-1/43541:--Ctcto. 	) 	CO- Z 

[0033] 1-ilftj 	Lt, 	M0)-3111MZkiN6 31113eN,g-, 511 	Lk-ink, 	z o 

tOM < , 	iTiLkiNt:.-_JIL Lk- it:10a L 	ag - z . iiftt:.-..t, 	lit, Fitz:3s 

tt.zt)o.---etv'soe. Rttm-IN,ft. itattN,a. zAttN,a. F9R1 

J-1, $liamotR-4i-seergtowttN,a. egttN,a. ffir146:.-..Ez: 

zragagez. ilJ-1(,, 	iRPIA0Ngri- t:.-..at -zz_- Le*<, NIN 

±V60)1-4 ID's Et:: ct zR14J]lograpAge-t.a)1_Li-sZc. 

[0034] tc 	1- 171141Ji 	Lt, 	Ma)R1J--f 	/Uii l„ 	(1) f RI4JJ 	(8,N1 

Ne3•&-Ia1(,)3E.L„ 	Me3tftt:.-AR - Z141J1V --e-D--C, 5RW:.-_ -Do-ct 

2 —6*Wn , 	(2) R_<"ffgJJ (No)ReNt,), 	8,e44-6'--z141J134 

--e-D-c, 5R6:.-_ -Do-c61 -23Etmv_o , a ve (3) f*ILAJJ (8,e.-A-.  

1,:.-..1Z<NL„ 	f*ILL-coZAJJ134--e-D-c, 	5AN6:.-_ -D1,v -c63 —4 iiMP,<) 

, 03 -Dogjj75\ 6 tszpgjj 	kiN -3,, A*, 	8 075\6 9 M--t om  

R141J6:.-.A(,), 	1 % 	it 1, 1E.<,/ff141J1,:.-.A(,), 	R(,)ti*I.L141Jt:.-.AZ. 	ilf1--(1, 

171141J1,:.:Ag'et UZe, 	Iit:.-..RhtM-1111-1,:.-.1-3o--ct, 	R141J0)141J1347ML 

S'l„ 	etki\RR -Z1141,:.-.1E.,/ff141J/1*±141J/L47,11-Ztco-e5, f*IL 

141J$0±Pi)W-3,t tieRiJNI=ANNE,MaA_JfEet 1.; Z. 

[0035] *RIE1)10 	1-11 -1101iR6 	8WAIJi 	1,:.-i, 	(1) 	f*ILAJJ/J\ 6R141J/a) 

1,734 (fti,734.) , 	(2) 	f Ra)1111, 	(3) f R141Ja)KR, 	(4) 11, 

oFEA, ffK, RWrfil,P, 00T4-03\ 1 -D -Zt,a)kiNkiN, 4RM/fill 

Zt,a)e-MV.Z. 
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[0036] I-  EM_Eil-7e -s -.35 tt.Zi-kii 	Lt, 	MAIJOigt:.-_,!, b' 	- z a-  L ay - e 	zitiv0.-,,g 

Z . -t.tt.66INA6S, I'M, 	7 c  1=1 E 7J- 	n'3'. 	iiR. 	*R. 	I-') 7 )1/ 7J-  DIM 

, 	71,4 	iggii., 	ffiggii., 	i iggii., 	5_ 7  1) jogii., 	/\ 	, 	i)1,,\  

R, 	7 1=1 J nom, 	7 	I- Et i nom, 	‘‘)I. a i nom, 	‘‘)I. a ,N 7° I- i nom, 	--',9_,-Mgr 

, )< g J Z1LtJR, ig J Z1LtJR, 2 — I Ki=1*:>',9)1/7JR 

, 	, --ff 	11/7JR, 	i 	7 I-JLiJZJL7JOgr 	( I- 	)1/Ogn , 	7 r, ') )1/0, 

R, 	') J Ingr, 	77 7*R, 	‘‘)1/ ,9iZ JO'3r, 	77VER, 	i Z 5--(, 

N —77--t5--1 J. YER, 	1E7.KAR, 	I) 	n'3r, KR, 	,71E7.KAR 

, 	= a 	Jon, 	i a r, R, 	E' 	I) J 0,3r, 	7J- i 7 J n'3r, 	r752 t J n'3r, 	77  

') )I/R7J1') 7 —arf t 11/7J.. 	E=)1/7J1') 7 —a)om oil, 	,) 	r,/,.±1, 

t I-') r, Ail, 	t I) r'/Ailarft)i. 	r, Aigia),w IctiaL V-1, 	)1 / 7J') 

aZfEiv) VJ 	IgAIA77 	;,tn.:77  inmoititi z a-  LeT 

Z. 

[0037] *RIElAiLataVe- - 0DEM_Eil-7e-s-:54-t.Zi=, 	fr'74PlflirttL LT' t4/± 

1,14 Z . 	tc_- , 	EA,  L I., - -C• OilMhto)13\ 67.1<firtt L I., -  - C t ao . 

[0038] *RHAIL-at (1) RI, EM_EiE-7e-s-,354-t.Zikit, 	-t.a) 	,3-101, EM_E,!, 

-7e-s-1/435 tt. Z #EI I* L L t t:.-. , 	1117tY0ria).FAT.-_,It-D -ctklAIJin-z a' LiY - 	Z. 
EM_Eil'-g--.35 tt.Z#E11* L 1, -C 1,, tkIALIAM- L L-C,111,1-111aA-fEVAslot,w,44 

#EI *Kt N. RA_ tS, 	ffnIALI t:.-.. 8 id-  z PC:FOIJ MA_ tS, .1,8,1, 	n8A, 	D —7 

= 	-A/. 52.7° . 	-J'9'- . ein-t11/ 1=1- . $IN,K7.10-  4 R 

, 	M RAU 	(IN AJS, 	5-7-1,) 	"0'3r7-r,I.x, 	5-7-1,) 	"OgrOJ)1. 

1.,,, 	,9')I., 	a i=i-( Iii 	, 	eam (imAis, 	en-t)1,1=1 — , 

n8 A, 	D -7 	= 	-11/, 	52* 	I-') J. 	L K 1=1*:>7°1=1 E)1.-t)1/ 1=1—, 

L Ki=1*:>7°1=1E)1.)<)1.-t)1/ 1=1—, 	t,) E=A/E1=1 ,) 1, 	52 7°, 

:> 	8,1, 	-ff 7 	)< 	)1.-t)1/ 1=1—, 	t)1/7J*:>)< 	)1.-t)1/ 1=i—J-  P) 

'71a 	) , 	AAA] (IN AJS, 	52 	.7°, 	t)1/7J..) 	)1.-t)i. 1=1 — 	, 	t)i. 

t*:»< 	)1.-t)i. 1=1 — 	t)i.:> r, IA, 	1=1 	t1L)< 1=1 — 	t I- I) r, IA, 	t)l. 

t*)( 	11/ 	'9' — J-  I- ') r, IA, 	efflitzl.L Ki=1*•7°1=1 E)1.--t)1/1=1— 
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 	, RtVAMIIALlt:.-.1-30. ZgAIJ (INAJS, 	AN-1117.1<, 	7'11.a-11., 	7°1=1E 

V 	' 1) 	l —)i., 	7 fJ 1=11 —11., 	17A, 	I- r , 	1=IIEIE4) . 	3e11744.WJALI 

(4N 	6S, 	t'')11, 	') 	—11., 	7°1=1E1, 	') 	—)1., 	D —7 	=I- 

-11., z ,IP1,-Mgr^ i 	1l., 	J 	) —11 / , 	I- ') 	7' Z J)< 51  i, 	a 1, Z 5 - M— 

A, , 	I- 1) ig ) — A/7 Z 	, 	gOgrd-  I- ') r, L., 	ingrd-  I- I) r, .L.1.) . 

VEALI (INA.tS, 	ZT 7 ,))1/ I- I) i 51  i — A/7 Z, 	7 r, ,))1/0,0td-  I- ,) r, 

IA, 	7r7 1) A/7 z I 7°1=1E7f Ogi. 	I,:> 	. irniE 	1J2)1. 	= r, IA, fiat 
--ff i- = r, IA, 	J 	5 7 ,) 	Ogr'') t ,) 	a);'T-3tftAl_l, 	-g-  L < 6IN 

AiS, 	t') E=)1/ 77)1.—)1., 	t') E=)i. Ei=i 1) 1, 	t)1/7J*)< 	)1.-t 

11/ 1=i—J-  I- I) ,,IA, 	)<)1.-t)1/ 1=1—, 	I Ki=1*)<)1.-t)1/ 1=1—, 	I 

Ki=1*7°1=1E)1.--t)1/ 1=1 	0)0,7.1<tti-43) ,   KILAIJ 	(RAJ'S, 	1 

I` '7'" A, 	D — VAX I- —11/, Viitt I- 1) rix, 	' 1) t 1) 	, 	D —7 J =1,  — 

11.) . NiMilli (INAiS, 	I) 	Ogrit, 	Rit, gRit, 	1Riti) „T. 

rAlEALI (INAJS, 	)1/ 7-1)1. 	)I.) 	i.itii=,4-t,zo 	fit" 	touto 

ligt:, 	;056:.-.1.312 -c, 	fitRAIJ 	(INAJS, 	/77J-*:>--,9_,.-Mgri5- )1/ffi, 

CID1,9' I—A., 	, :')/1/ 7-1)1.—)1., 	7 	, )1/7-1)1.—)1., 	52  L F'1= 

R, N/A/ E 	n'3M) , tr-MILAIJ (INAJS, ANARYE, 7 	)1/E'D'3M) , 

tALI, -IEMAIJ, 	PRZALI, MAIAMJEIlkiNZ z: L t -- 	Z. 

[0039] *RIEIJIIE-altRtEM±,1-74-tt.zi-=, 411DO'75Z64-r411=017 (INAJS, 

rIFI1R, EPff, 	All'AIR4) t::_tR4 -z z: L e-- 	Z. - - 10#R4ALIM-U, IN A. 

tS, 	tali 	(8,f,Mi-', 	7 -I 11.1 	l —5- 4 	‘tri-' -'gtiN) , 	UM, 	tAli, 	XiAli 
, 	I-1=1— 	Al_l, 	t 7°--t)1/Ali 	(V 7 I- t 7°--t/1/A-tiN) , 	APJ, 	AVAIJ 	(RA_ 

tS, 	)s -FA41-A1J, 	rIFI1RiA41-AIJ, 	filAiA41-AIJ, 	IlkIi9 iA41-AIM , 	AlElIALI 

	

(RAJ'S, 41'14'411M, MsMALI, EMALI, 	I) —1AAM) , 'ALI (RA_ 

tS, 	illl'A'AIJ, Ill'AM) , 	4NALI (RAJ'S, 	4N,It74 	1=1 t .7°-t)i,) 

, 	/i.,y I-, 	AAAM--e(,), 	0 T tt,  t '111.1 11 OD-Ik4.1j AlitAlik (IN AiS. 	M 1 5 2 
TEI*3A,Rt:.-_,Ei -z51) t::_ct-D-ctk4., zz: Le- Z. PTA L0 

AWL L-ct, #A131,:.-.114#R4-- ZA, #R4e-gAl-sA, 	gliTilifFJEllftt 
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oui RtteCr5 -Z Ats Ls/3\ 6 AllIAIJ JJ 	6f 641.Z. 	tc*RHAIL-ata, 

,&-utfi]$lifFiElle,w,<, 	gliETEIM1,11a)U,  Rtte1Eotcob, 	41DALIL L -Tfill,- 

Za."LtUiR--eZ. 

[0040] J-;t_toet:.-. L --cIII:3541.Z*RIE1)10111-01iRW8*A1_104'4 12a, 

,t 012M, Th, ttIJU.-_,t (,)1LARtietr51-- 	Z. 1412tqig6:: a, AllIAIJ L L 

--c1111 -ztiii-a. *RHAIL-alto. 0 0 0 1 %— 2 0 %a)21.---e-A--  ZA 

1,11AIJC,110, 	1 El t: 1 111—NIIN4-- 	Z. 	a' oDliga)Mt:3-‘11-Z3LAJEWia 

, 	0. 	00001 —4mg/cm2f1, t7T1_,<6, 	O. 	01-1 mg/c 

nill'I.TZ. 

[0041] etc, 41DALIL L-C11,11 -ZL 	aA 1 EMtc(,)*RHAIL-altL I., --c 1 

—1 000mg/kgLL, 	1 Ell,:.= 1 111-01#9:4 -413Sao. 

[0042] Mt:.:*ftlEIJIIL-alta, itoDEftfiAl_lRtV8WAIJaA5- 5i.L441,11 -Z 

a.' L tui R--eZ. 14111U,  RtsMAIJ L L-c, 	Z i *)1., 	7 -I J- 5-,) F' 

et1s6tt.Ze, 	a."41.61,:.-.FitZ-1/43stt.Zta)--eatso. 	t.,1- , 	it,105tAIJ/V 

Al_l, 	itat#VRAIJ, 	#n 7i F' Q7 	Al_l, 	1=1 Z t') 	11734.12tK . 	tia Ali . 	YE 

MIALI. 	FIElitIN*)1734-14K, 	7c=1 ,9' 	7 J 	J1'FAl!ttNtcai-i-iti--Llt 

N. 	I, -J 4 K, 	I- ,J5-)1/ 7̀ sEa)MAIJL01)t),11tUi R--eZ. *RIE11]a) 

tat Lit,o)11 -11iAIJRW8VAIJa)5- 3, Mi7a)tklAIJL L -T11,11 

[0043] 

L -c• t A < , 	1 -D 0gE-aAIJ L L -c11,11 L -c• t A oc, 

*ft HAIL-atotlIzat:.-_ -Do-r,v,HAz e, *RIEIJI1Ealto2lIZ5l6 

a' tt, 6 t:.-.Fit/f -,3s tt.Z t a)--e a ts oc. *RIEIJIlEalta),IklIt:.-.1111:3s tt. Z RAIL 

at tvL.lizattaii17tYL\,.%0Z5li,:.-_,t 'D -c-gAt:III:354-t. 	Z. =WIZ 

51A e 6 E 	--eitlioka)**11=iii.,\(,:.-.1N711.„ tAlEIJI -  Z. vvAa-RioiTni 

t:.-_ -Do-ca, 	a' a ---eaA'6:.-.4A -ZZ5171L-ck,\Ze, IVA V* 	-Z 

44, RaAithaR138---Cff -D -Ctao. fit" 	R-PAa-x- R2o1lliu-tu.-. 

-Do-ctameowei-e4-D -ctao. 	-ifilit:.-.8ki\ --c, azttpi-vae 

Z taaatAik-q,1§, 11 a§ 	A_ tSao. 

[0044] NIza A 
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-ARA (1) .-C -,3_q-LZIE-ata)-3t, FAA/`art 

[0045] [1I6] 

[0046] --e-,3_q-LzfEalt (Y1togm) 	, 	Nme, 	N H 	71) (,, INAJSJ-;C10) 

51--elz.I'li -,3_41.Z. 

[0047] [1I7] 

(Scheme A) 

0 (IRA- 1) 	 (VIA-2) 	 (=RA-3) 

------ --\ 

	

	 H2NN 0 
N 	 x --- "2 	N 	 Yi I 	31  
1 	OH 	 N---OMe 	‘a  -'' ♦ \ 	 (a-5) 
P 	 P 	/ 	 P X--R2-0. Me 	 (a-4) 
(a-1) (a-2) 

(IRA- 4) 	 (=RA-5) N 
/ 	1 	 1 	Ri-L 	 / 	1 

N 	 (a-8) 	l',J 	____ 

P 	 ---R2 	 RI  x-R2 	 (a-7) 	 (a-9) 
(a-6) 

( —hE A 11:1. 	R 1 , 	R2, 	Xl,443LRLITArz,TV'), 	F.t77..ziaoq,ita (RA_ 

a t - / 1-*t)i,t=)1,a, /)1,7J-*t)i,t=)i,a) . Y, tam 

IF,, NMe, 	NHI711_,, 	i_t7.Kmatc_-(,N,-,tta (RA_ tSZA, 9_, „ 

-3A) ck 	71 -c. 	) 

[0048] ( 1 ) Tfl'A-1 

A (a-2) --e -,3_q-LZIE-E`itt, A(a-1)Ztg-t.Z4E-atiCrffl-Dtt.Z 

7:>)1/1LaZT)< 1-*:>)<)1/7Z 	LaTit.7\t -t. ZZ:Lt:.-_„LD -C1'41 64-t.Z. 

IN AiS, A (a-1)-C:3541.Z1EatOt/l/tR7f=)1/ 1=1 ,) K, t*If 

'))1/ 1=1') K --(1,1-1/CA-ZR/\1=02,fEtt:.-__Ri -Zi3N, 	t.,:-1,i)i. 

1=1)1/*)1/)<— I-, 	-f `/V)l. 	1=1/1/*/1.)( - 1- --C1,11.3 -zmangt:,:olot 

)1/7Z 	LaTii.3-,3_ -ftZa.'Lt:.-_,:t -D -C1464-LZ. 	etc, 	A(a-1) ---e -,3_g-t,Z4E-a 

tL)< 1-*:>)<)1/7Z J:'J:>1=1,N*:>/l/t/l/t:')-1:-Z K, 	1 -i)i, 
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-3- (3-V) 	)1/ 7-1:-Z i 7° 1=1E10 	4Ztll/t 	KODNaAliCE111,\ --C- 

ait.3-,3_ -t•Z a'. L (•: cLD --C-  t1'41  641.Z. gP1L 1, -C aillE) 	1, 	, 	1=1 1=1* 

)1/1-x0)/ \ 1=1 it 	'74P1, 	5-  I- 7 L K 1=1 7 7 	, 	VA-*Ita)i-5- )1/ 

gPI, 	I- 11/i, *:> I, JOD-'--WCOIL7JKA'74P1, 	N, 	N - V )( 	)1/* 

)1/1A 7; K 	19)4 7°1=1 1 	,ttfri-Ittgatz-_- a z.: 4-L6IPLagPle1CE11-,3_ tt.Z. 

zaL L. --C-  a E ') V 	, 	I-') 1 	)1, 7 Z JODV-)V-1?:-A, 	7-c6 7.1KRIEJ-  I- 

I) r, ix. 	'OR 7.KA t I- I) r, IA 	0, ;.IV 	ellEll -:5 tt.Z. 

[0049] ( 2 ) VIA - 2 

A (a-4) --e -,3_q-LZIE-alta, 	A (a-3) --e -,3_q-LZIE-alt 74PIII=1, 	Mel- i 

n-BuLi, EtMgBra)VTikXWALaZt -t'Z Z:L t",=c0)ttql.,Z77-t 

') K L, 	A (a-2) --C -,3_g-t.Z 1E-at L Oag.31,:.= ck t')141 Z a'. L eT 	Z. g 

PgL 1,-C aT-  F 7 L K 1=1 7 7 	, Vt*It JODI-T-)1/*gg, /•* 1)- 

, 	9' 	0`)ItIlUVOIL7.1<AgPI 	tc a a.' tt. 6 'PLagP1 75'1 PI -,3_ tt. Z. 

[0050] ( 3 ) VIA - 3 

A (a-6) --e -,3_q't. Z 1E-at a, 	A (a-4) --e -,3_q't. Z 1E-at 	A (a-5) ."-e 

tt, z i Eat 	tai -t- a) it L go iti 	tai ,;.;s a -e. ;055,: Tit.3 1.; -C n'3 	tai 

ziaa)/v±-F--eaz-,3s-tz a.- LI,: ct t,) 14' 6 tt.Z. gP1L 1, -C a )( 5' ) -11., 

i ,91 J 	)1.0)77 )1. 	11/ffi, 5-  I- 7 L K 1=1 7 7 i, 	Vt *ItJ 	19`)i -5-  

)1,74P1, 	N, 	N - V) 	)1/*/1/1A 7 Z K 	1974 7°1=1 1- 	'ht4P-Itt'74P1, 	7.1< 

tc a a.' tt, 6 'PLagPle4CE11 -,_ tt.Z. OM 1, -C ailaR, KOM 0 ,RAR 	tc a 

I'M, 	p - Hi.' J Z)1.* JOn 	07VMR75'1 PI -,3_ 11.20 itaL L/Z a E ') 

J, 	I- I) 1 	J1.7' --.Z Jov-,Iiik=-A, 	tcaAcONa, 	Na0Me, 	Na2SO4, 	K2CO3 

0),:,:KIVEaeiCEII -,3_ tt.Z . 

[0051] ( 4 ) VIA - 4 

A (a-7) •-e -,3_q-LZIE-alta, A (a-6) --e -,3_g-t.ZIE-alta)-7 z ) aopq 

ma 	N,1 ,1 -  z a-  L t._,t t') 14 6 tt.Z. Il1 iii0) 	I a, Aqgiae t - 1 

1-*t)1,t=)1,a--ezt'i'-a, 	I-') 7)1,7J- 1=1 M. itingM OR L a R.,‘ :35 -ft 

z5let,), aq,liaev)1,7J-*t)i,t=)1,a--eztiii-a, /.7v 
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r, ix -gA, RILIElollIP14/1-F, 7.1KAiliaFt‘ ,"ff -',51tcl, HBr-A 

coF4oRLag.3t -tz5175z. -t- oitoqgtaClq,itzt'i'-at, a 

qgtaCIAgtztcrbt:.-..A0,411,-,4-t,z51 ,/ffA_tsct 0. 

[0052] ( 5 ) Tfi' A - 5 

A (a-9) -e -,3_g-t.ziE-att, A (a-8) -e -,3_q-LziE-alt (LeoHao 

ts-a) 	TA-IA- 1 t:.-_,EaLtc_- 51LP]aa)51t::_ctt,JR/\74 KL LA (a 

-7) --e -,3_q-LziE-altLag.3-,3-tz75\ 	V-zz- ttre'--aPJ041±-F, A (a-7) T 

.ziE-altLarit.3-,3-tzz.:Lizckt,J1'41 641.z. 	etc, 	A (a-9) 	--C -,3_g-t. 

zlEatt, A (a-8) -e -,3_q-LziE-alt (Lentiaots-a) LA (a-7) --e 

-:54-t.ziE-altgPliti, ;05t:ZU-citia04/1-F--eaFt\ -:5 -tzz:Lt::_ct 

-D -ctl'41 641.z. 

[0053] t41,, 	1 B 

-NA (1) --e -,3_q-LzfEaltor) -3t, FAA7Y-FA 

[0054] [1E8] 

[0055] --e -,3_q-LziE-att, INA6Si-;t-Fo51-e2''iiSitql.z. 

[0056] [1I9] 

(Scheme B) 

(I 	-1) (VIB-2) 	 (IfIB-3) 

Me0 	0 
\ 
N N 	 / 	---R2 \ 

P 	 P 	 P 	 (b4) 
Br 	 r 

(b-1) 
(b-2) 	 (b-3) 

(I-4) 	 (IT2B-5) 

HO,_ 	
OWN 	

O~ 
- NH2 N 	 N 	\ 	 \ 

	IN 
\ 	

r 	
\ P 	 ---R2 X 	 P 	 —R2 	 --R2 

(b-5) 	 (b-6) 	 (b-7) 

(TAB-6) 
O 

Ri -L 
(a-7) 	

ti 	\ 
Ri 	 —R2 

(b-8) 
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[0057] (±2Aiti, 	R1, 	R2, x6 MALP1t-eV,J, 	P6 7'z 	(RA_ 

a t -7 I-* 	t )1/t=)1/a, , V)1/7J-*t)i.t =)i/a) , 	L a7.KR 

atz-_- 1,410Ea (INAJSZA, 9.A, ct -',A) 	71 -c. ) 

(1) Tfi' B - 1 

A (b-2) --e -,3_q-LZIE-alta, 	V-t7-J-J1/ 	7J-1 	)< 52 4 iJ-)1. 	h-  Z 

I- I) - 	1 9 9 0* 	M3 34 	31 9 C:1 -Vt:.-_,gaili,o51tc_- a-t. 413:.-. 

itiktLtc_- 51--e. 	A 	(b-1) 	--e -1 /4354-LZIE-altilalE)<1., 	i=ii=i7J)1.1.1. 

	10/\1=1 /2274PIrriTCBr4, 	pph3Lazza-  Liz ct (,)14, 64-Lz. 

[0058] (2) Tfi'B- 2 

A (b-3) --e -1 /4354-LZIE-alta, 	A (b-2) --e -,3_q-LziE-altgPIII=1--eit 

aLaiit.3-,3_ -ftZa.'Ll,::_ct (,)14641.Z. YEAL L -CaMeLi, 	n-BuLi, 	sec-BuLi 

LiN(i-Pr)2 tSEeq1E11:Stt.Z. ggL L .-CUT-  I7L KI=177, Vt*It 

JOI 	5-11/ 74P1, 'N*It, 	,9' 	0r)jtj]MicgiE7.KAggv-c_- 6 

a-  41.6M-agPleq111-,_ 41,Z. 

[0059] (3) Tfi'B- 3 

A (b-5) -e -,3_q-LziE-alta, 	A(b-3) -e -,3_q-LziE-altgPIII=1, MeLi 

n-BuLi, EtMgBrO)VTikXWALag.7\ -,3-tZZ:Lt:c0it -,3-q1,Z77-t 

') K L, 	A (b-4) 	--e -1 /43stt.ziE-altLoaFt‘t:.-_,t t,J1'41 za.- Le- Z. g 

PIL 1, --C6 5-  1-7 L K 1=1 7 7 	V7J-*Ita)i-5-)1/ 74P1, ,N*1j- 

5' 	0)llglIMICOIL7.KAgPItc a a.' tt. 6 ',g-agPleqlEll -1 /435 tt.Z. 

tc: , A (b-5) ---e -,354-LZIE-alta, TfIB- 2 --e7i Ltc_- aZt:.-_,t (Jag-A* 

Tt -V.,tc_- A(b-3) --e -1 /4354-LZIE-att:3-4)7 -Z77-t') KL, 	A (b-4) T 

-1 /4354-LziE-altLoaFt‘t:.-_,t -D -ctl'41 za- Le- Z. 

[0060] (4) Tfi' B - 4 

A (b-6) 	e -1 /43stt.ziE-alta, 	A(b-5) --e -,3_q-LziE-altgPIrritc_- a 

,RgPI-e, ;05 izg.3 U --c-Rtc_-  6 ika0)4/±-F -e L KI=1* '7Z/t, L<6 

-t.oilLaFt‘t -tza.- Lt:.-_,t t,J1'41 641.z. gPILLZU)<51 )-)k i,9' ) 

11/0)7 - 1  11/ 	11/ffi. 	5-  I7L KI=177, 	V7f*Itor)i-5-)1/74 
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PI, 	N, 	N — ::;)( 	)1/*/1/1--\ 7 --.Z K 	a) 4-r .7cti 1- J ft4I ft g PI, 	7.1‹ VZ-_- 1, 

tt, 6 maga eqiEll -,3_ tt, Z . R L 1, ""Ctitngt, KM. 	a) 'VAR 	tc 1, E1IF0'3t, 

p - I- )I/I 	)1/*OMOV*OgteiCE11 -1 /45 tt.z. ± 	1,z6 	1° 1) 	, 

Imo I) 1 	A/7 z Jlovti-/Ea. 	7-z 	6AcONa, Na0Me, Na2SO4, K2CO3 	0 AMA 

aeq111 ; tt.Z. 

[0061] ( 5 ) Tfi' B — 5 

A (b-7) --e -,3_q't.Z tat (,, A (b-6) --e..-,Lq't. Z tat ct t') VIA — 4 

L Ha 0)516:. ct t)14 641.Z. 

[0062] ( 6 ) VI B — 6 

A (b-8) --e -,3_q't.Z tat (,, A (b-7) --e..-,3_q-LZ 'tat ct t') VIA — 5 

L Ha 0)511,:. ct t')14 641.Z. 

[0063] t43 	1C 

—NA ( 1 ) --e..-,3_g-t. Z tato) -3 t, iti A 7Y-FA 

[0064] [1E10] 

[0065] 

-1, 

--e -,3_q-LZ 'tat ( Y2tM.A1;5, 0,Z;5 	. 71 -) (,, INAJSJ-.,1F0751 

T1,11Stql.Z. 

[0066] [1E11] 

(Scheme C) 

(IfIC- 1) 	 (IfiC-2) 	 (INC-3) 
OH 	 H H 

hi2N CN~, 	 4 	 N 
NH2 	 NH2 	0 	x--R2 	 NH 

OH 	—1.- 	 (c-2) \ 	 , P 	 P 	 P 	0 

(a-1) 	 (c-1) 	 (c-3) 

N
' 	

(INC-4) 	 N 	 anc-5) 
/ 	 / 	

N.... 

	

/ 	N 

_Is! 
( 	 _I

N 
( 	 R1-1- 

P 
	Y2 	 Y2 	 (a-B) 	N 	1 

--R2 	 R2 	 \ 
	

Y2 

	

( 
XX-- 	 b• 	R1 	X—R2 

(c-4) 	 (c-5) (c-6) 
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[0067] (±2Aiti, 	R1, 	R2, X allq3LRL PM-eV') , 	P6 7Z) alOqiita (IN A_ 

a t -7 F 	J)1/7J=)1.a, 	)1/7J-*)J)1/7J=)1/a) . 	Y26 RA 

IF., 0,ZW. 	L. 	L 6 7.Kma 	tc aN,otta (IN AJSZIA, 	A. ct -) 

„) 	71. ) 

( 1 ) VIC - 1 

A (c-1) -et-,3_q-LZILata, A (a-1) ----et-,3_q-LZ tat L L K7 :75N 

'TA-IA- 1 t:.-_,Ea L ttiCrfftptt.Z 7 	)1/lEat‘t:ct (') 14 641.Z. 

[0068] ( 2 ) VIC - 2 

A (c-3) Tt-,3_q't. Z 'tat a. A (c-1 ) 8 ck *OA (c-2) -et-,3_g-t. Z 'tat 

13\ 6ifi A - 1 t:.-_,Ea L ttiCrfftptt.Z 7 	)1/lEat‘t:ct (') 14 641.Z. 

[0069] ( 3 ) 'filo - 3 

A (c-4) Tt-.3_ tt.Z 'tat® '') t. Y2e0gMET 	Z ILa t a, A (c-3 

) Tt -,3_g-t. Z 'tat 	'74PII=1:1, / -ii Z 	3A, 	V-z-_- 6 CBr4, PPh3, 	-' . ' 'J 

—)i,jEll kiN  tcjimKitta Ft, t:.-. ct (') 14 6 41. Z . g PI L 1, --C alkilE)< 	l, J, 

1=1 1=1*)1/1A 	a)/ \ 1=1 it 	'74P1. 	I` )I/= 	. 	* 	1, 	19)' -- YCO(L7.KA 

'74P11Y10EII -.5 tt. Z. 

A (c-4) -et:35 tt. Z tato --) t. Y2IYOAE.T 	Z 'tat a, A (c-3) 

--(' t -.35 tt. ZlEat 	gPliti, 	1=1 	V 	IA M 	La t. -.35 -ft Z a L 1,:.= c0) 14 6 tt. 

Z. gP1L l/raitiE)( 	1, 	. 	1=11=1*)1/1A0/ \ 1=1 it 	74P1. 	HI/I 

* i 1,  	0)---YCOIL7I<AgPIIY1C11 -.35 tt. Z. 

[0070] ( 4 ) VIC - 4 

A (c-5) --et:35 tt. z tat a, A (c-4) -et:35 tt.ZIE-amt t) VIA - 4 

LITAaa)Z5M,:ct t,J1141  641.Z. 

[0071] (5) 'filo - 5 

A (c-6) --et:354-LzfEata, A (c-5) -et:35 4-Lz tat ct (,) VI A - 5 

LITAaa)Z5M,:ct t,J1141  641.Z. 

[0072] NIzaD 

-NA ( 1 ) -et:35 tt.ZiLata)') t, IV A eTA 
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[0073] [1E12] 

N. . 

[0074] --e 	;Loa z fEat (Y 3 t7.1<„1;57-c_-1,M ea7T -) (,, IN AiSJ-;t -F a) 

1---etkai ;3_ 41z. 

[0075] [1E13] 

(Sdienle,  D) 

.ciN01): 	 (.1.i"D- 2) 

H 	 NIT--*:' Y 	 -- 
H 	 H. 	(d-3) 

OH 	 \ . 
P- 	 P 

• (a-1) 	 (dO) 	 (d-2) 
(d4) 

(T-11?-3) 	 y. 	(Tl"D- 4) 

r 	L 
i• 	, 	 __ 

(d-5) 	 (d-6) 

[0076] (±EA*, 	R1, 	R2, 	X (, 1143LRL liArz.TV') , 	P (, 77  Z i aOqiita (RA_ 

a t -11-*:>t)i,t=)1,a, , :-;)1,7J- *:>t)i,t=)i,a) . 	Y3t7.K., 

rw.t..zi,NA e a 	T L, 	Lt7.KogmtctN,-Nta (RAiszA, 	A, ct 

-)A) 71c, 	) 

( 1 ) Tfi'D - 1 

A (d-2) --e -;_g-t,ZIE-altt, 	A(a-1 )75\ 6Tfl'A - 1 t::_,ENCLL- Ag'"ff 

1--ALZ7:>/l/fLaZt::_ck t') A(d-1) --Ctq't.Z L K7:1E-altLaTit.3t -t. Z 

75\ 	7-z-_- 6A(d-1) --C -,3_41.Z I K7:'JIL-E`itt:.:141i - Zqiit L K7 	J 1 

L arit.3 -,3_ -ft, 	Z, \ TIlqi3N - Z a.' Li,: ck -D --C1'41  641.Z. 

[0077] (2) Vi'D - 2 

A (d-4) --C -,3_g-t.Z 'tat (,, A(d-2)8,trfA(d-3) -etg-Lz:>7)4E 

altb\6gUrriT;051,:.:ZU-CRt L < tliaav/I-F--e. MfAl- z z: Liz. ct 

.D -C1'41  641.Z. gP1L L -C(, )( 51 )-)k 	1 , 9 ' i -)1.0)77)1.-)1/ffi, 

7i-*It. :')7i=)1/1-5-)1/01-5-)1/gPle1 lElltql.z. RL 1_, -c 

6EI,F0,3MoVARe1 l,11 -,3_41.z. za L L-CtNa0Me, K2c030),:,:KAtiae1 

jEll-,4-t,zo  a val.  wgpg sm 5A,50 75\ 6 2 2 0 t Ts 	t'), *ET, MET, 
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74 	1=1 r, i-Ifig41--FT*rft-1/43541,Z. 

[0078] (3) Tfi' D — 3 

A (d-5) --e -1/435 tt.ztat (,, 	A (d-4) --e -1/435 tt.Z tat ct (') VI A — 4 

L ReoZ511,-,:ct (,)14 641.Z. 

[0079] (4) T fi' D — 4 

A (d-6) --e -1/4354-LziE-att, 	A (d-5) --e -1/435 tt.Z tat ct (') VI A — 5 

L ReoZ511,-,:ct (,)14 641.Z. 

[0080] NIZ51E 

—NA ( 1 ) --C -:54-LZIE-alta) 	t, MI  A eTA 

[0081] [1E14] 

[0082] --e -1/4354-LZIE-att, 	INAJSJ-;CFC)Z5IT2t'I-1/4354-t.Z. 

[0083] [1I 	15] 

(Scheme E) 
(I#E-1) 	 (I#E-2) 
HO

BN 
O WN 

N 	 H2N4x—R2 	 / 	 / ) 	OH 	 1 
P 	 (e-1) 	P 	H2N 	—R2 	 P "• 	 --R2  

	

(a-1) 	 (e-2) 	 (e-3) 

	

(TEE-3) 	 0, 	(IflE- 41 	 0, 
N 	 N 

i 	RI-L 	 A 
H 	 N-\ 

--- 	 P 	X—R2  
(e-4) 	 (e-5) 

[0084] (±EArri, 	R 1, 	R2, 	X (, 1143viL P16,TV'), 	P (, 77 -=::: i aoqzta (RA_ 

a t- / 1-*t)i,t=)1,a, /)1,7J-*t)i,t=)i,a) , 	L 671Km 

a 	tc: (,4],-,tm (INAJSZA, 	A, cV,A) 	710 ) 

( 1 ) ifi' E — 1 

A (e-2) -e -;_ort,z4E-altt, A (a-1 ) 75\ 6 Tfl'A — 1 lz Eik, 1, tc Ag'47 

1--ALZ 77:>/l/fLaZt::_ck t) A(e-1)--MLq-LZIE-atLaZt-t—C-14164-LZ. 
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[0085] ( 2 ) ifi E - 2 

A (e-3) --e -,3_q-LZIE-altt, 	A (e 2)-C -,3_q-LZIE-altgPIrri, :05 

lz PL3 1.; ---CO 	tc: 1,ita 041±T --elIK a PL3 	"ff -D --C141  6 tt. Z . gP1 L I., --C l, 

7J- *iJ- a)i 	5-)1/ 74P1, 	1-)i/i, 	*i/0)-a'0,1E7.1<A 

5gPle1111:5 tt.Z . OM 1, ---C l, 	p - I- )1/i 	)1/7J 	n'3Ma7VARe4CE11-.3s 

ti'Z. ziaL LT.  tE'') , 	I- 1)i)1/ 77 Z i 	19DVAita, n-Bu4NFO) 

7 	= r, lAitieq)Ell -5 tt.z. aViii11.1, 2511/3\ 6 gPr325A5111. --e -Art -:5 

tt.Z. 

[0086] (3) VIE — 3 

A (e-4) ---C -,3_ 4-Lz tat (,, 	A (e 3) --C -,3_4-LZIE-altct t) VIA — 4 

L Plea)Z5U.-_,t (,)141  641.z. 

[0087] ( 4 ) VI E — 4 

A (e-5) 	--C -,3_4-t.ziE-altt, 	A (e 4) 	--C -,3_4-LZIE-altct (,)T 	A- 5 

L Plea)Z5U.-_,t (,)141  641.z. 

[0088]  ''; ,) 5 	F 

—NA (1) --e -1/43stt.ziE-alta)-)t, itlAeTA 

[0089] [1E16] 

N 

[00901 -e -1/43stt.ziE-alt (Y44RAIg, 0,Z;571 -) (,, INA6SJ-;1F0Z51 

TIII:3541.z. 

[0091] 
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[1E17] 
(Scheme F) 

(ITIF7  1): ( 	7iF. 2 i 

Fill 

x:. P 	 0 
(11) 	 2 

0-1) 	
; 

ff:',2)• 	 3) 

(•-3.) 
(IrF4) 

RI -L 

(f.-4), 	 (f-5) 

[0092] (±,EArri, 	R1, 	R2, 	xl, 443LRLITArz,TV,J, 	ip67ziao1 ,3ta (RA_ 

a t -Ii-*t)i.t=)1/a, /)1/7J-*)J)i.t=)1/a) . 	Y 4 6 	Ate. 

IF, 	tc_- 1, 0AE,71 1,, 	l_t7.K0,3MtctN,AtM (RAJSZA, 	A, 

cV,A) 	71 -c. ) 
( 1 ) ifIF- 1 

A (f-2) --e -,Lort,z1E-att, A (a-1)75\ 6ifi A - 1 t:Eili,LitiCrfft) 

t.Z77 /1/iLaZt::_ct (')A(f-1)--e -.354-LZIE-altLaZ-1/435 -t-C1'41 641.Z. 

(2) if1F - 2 

A (f-3) -C -:54-t.ZiE-alto-3 t, 	Y40,3ME. --ez1E-alt6, A(f-2) 

--e -.354-LziE-altgPIrri. 	/ - iNtA,, 	t.c_- (, CBr4, 	PPh3, 	4(.' 'J 

-)1. 	PI kiN tc NAKIVE a Ft‘ t: ct t,J 141  6 tt.z. 	gP1L 1, --Cti-kilE)< 	i. 

1=1 1=1 7J)I.L.a)/ \ 1=02 	'74P1, 	1-)i/i, 	*1,10-YCOIL7JK 

AgPlellE11:3541.Z. 

A (f-3) --e -:54-LziE-alto-3 t. 	Y 4e0A15 --eZ1E-alt6, A(f-2) 

--e -1/43541.ZiE-altgUrri, 	i=i-vgit:A, LaFt\ -.35 -ftZz: L 1,  :.-.. ct (') 141  6 tt. 

Z. gPIL L-CtitilE) 1,  J, 	1=11=1*)1/A0)/ \ 1=1 it 	'74P1, 	Hi.' 

, 	*1, mo 	1g)-'--YCOIL7.KAgPlellEll -1/435 tt. Z. 

[0093] (3) VI F - 3 

A (f-4) --e -.354-LziE-att, 	A(f-3) --e -1/4354-LZIE-alt ct (') I IA - 4 L 
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Hoopat:.-_,t (')141 641.Z0 

[0094] (4) ifi F — 4 

A (f-5) --e -1 /4354-LziE-att, 	A (f-4) --e -1 /4354-LziE-alt ct (') VIA — 5 L 

Hoopat:.-_,t (')141 641.Z0 

AMIJ 

[0095] Z::-. 	-4101Jarfitt:RIN t:.= ct t) 4z 	HA 	:35 6 t:IUM t::1A13/1 -  Z0 4R13/11E 

att -FEE-ArOlit:-ENCOiLat t:FRif:354-LZ t 0)-CtV`ciniNo 

[0096] lit:Eaotin,Ntga, 

') t h2 /1/1=17 I- 	77 -I — t:.:8 0' Z#E114KWICtiE*T 	A-R##-TIM.S 

. GEL D-75-60-A, 

N H M-I 	,) t /72 /1 / 	1=17 I- 	7 7 -I — t:.= 8 0' Z#E114Ktl-± 	') 	71E* 	A 

"Rs#10117 I- l/v 	NH—DM 1 020, 

*ft 	I) t it)l. 	1=1 7 I- 	77 4 — t:.= 8 0' Z#E1 14Kt, rAviE*T-icA-R41,1z1  

') t it)l. 6 0 N 	tz -_- t / 4 7j-  g —  :')#11 KP-S i I. 	20 mAi> ') t h2 /1/111 L, tc 

0 
[0097] N M R 	1-)14,7c =1 I- 	N M R 	7T1.„ 	iv,EimitL I.Z- 5- I- 7)< 	)1. 

:>7CEIlki\ ---C, 	. 5 4Fi 	P P m --C's 7J 	Lk° 

[0098] MStLCMS-20 1 OEV (ES I /A PC I dual 1Z) CEIIIXT 

Alit Ltto 

31#1314RHPLC6GILSON preparative HPLC systemCEHOL- 0 	3•E[R6:.:1111,\AL-  t 

7A, gPlt —F,E0iV,) -ezo 

t 71,, : Waters, SunF i re Prep C18, OBD 5. 0 µ,m, 30x5Omm Column 

gP1 : CH3CN (0. 1%CF3COOH), H20(0. 1%CF3COOH) 

etc, 	rArOlirriODIK I-4J-;CF(,:.-..7 -0 

A cOE t : El/FR i 	)1. 

APCI : jc %at* 4 7J- 	IL 

Boc : t— 11- *:> t )1/t=)l. 

Brine : Mfilftit* 
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D B U : :')771J2E:>1=lr, J52-tJ 

D P P A : :')7 	=)l. 1) J0g0-1:') K 

E t 3 N 	: 	I- ')i)1/ 7-1 -Z 

E t 2 0 : 	i/l/i-5-)1/ 

ES I 	IVfj  

HOB t : 1 —L Ki=1*:>/i1- ,)77 V—)l. 

M s C I : )<5')l.*=)l. 	1=1 ,) K 
NM P : N - )< 	)1.- ED') ICJ 

P d -C : /7:'),,L,';&„ 

P P h 3  : 	I- 1) 7 	=)1/77 4 

PTI-C:gRaM1=171-774- 

THF:T- 1-7LH=177 

WS C : 1 —i)l/—  3 - (3 -:'J))1/ 7-1:-Z i 7°1=1E10 tll.t: ' J 4 Z K 

VaRit 

/-:'),Fat3A : t)l./Z Jggib<)1.-N-( I- 1) i/1/77 	=,,11,)1/* 

=AA 

1=1-‘)1,43Az : 2, 	4 -E‘ 	(4 -) 	I-* 	-1, 	3, 	2, 	4 - 

7-1:'J7J7 ,9' J-2, 	4 —:'))l.-74 F' 

b r . 	s . 	: 11=1 — K :> 	1, v I- 	(111EfirL0:>1/v I-) 

d:Y11/v1- 

dd:Ylli/Y11/v1- 

m:7)1.7c1/v1- 

[0099] -A1tR1 



WO 2012/124750 
	

28 
	

PCT/JP2012/056624 

[1E18] 

[0100] 

[0101] 

[0102] 

.1\1-, • 0 

0171 

-,-:, 
0— 

/ 

(S)-1-(2-(5-( (3, 4-:'J)( I- *:> 7 i i *:>))( 	)1/) 4 V*It'Ll.-3-4 A.) E 

Di) :'J 	-1--f )i4-2, 2-:'J 7J1.7J-  1=1 -2-(1- L F 1=1*:>-3, 3, 5, 5-5- I- 7 )< 	)1. 

1=1,N* 	)1/) 1 ' )J 	NE-at 1) 

-ArtiN 1 - ( 1 ) 

[1E19] 

H. 

(3)-5-( (3, 4-:'J)( I-*:>7 i )*:>))(11.)-3-(E1=1')-2-4 )144 V * 
It V -11. 

7' A/1 	'41-' #%,-FT1 ,2-: ' J )( I- *: > -4-(7°1=17°  -2- 4 i -1- 4 )1/7J - *:>) , J 

-ffJ (81. 85g)OTHF(1000mOgat:.-_, 	n-BuLi 	(147mL, 	2. 76N,N*It 474'ff-Y) 

-60°C --70°C-C 5 5 3•12475\ 0-CAT L, 	P15.H.T30311/4-'•1, 	(3)-t-1)1, 2 

-()( 1-*:>()()1/)t)1//f )14E1=1') :-1-t/l/t*:>7- I- 	(100.00g 

) a) THF (600mogrf-y 	AT 1.„ 2511 	T 2 Hirm75NO-C-712 L, 25t --e303•rim 

4Ri4  L tc_-. aFt‘gAMfrINH4C 1.71<3ea ( 3 L) , 3.10.1< ( 2 L) , 	'N-+t J ( 1 L 

) 	8,:t VeAcOEt 	( 1 L) 	6:.-.11:1A., 	VAN, 	3•Ni 1.„ 	brine 	( 5 L) 	, 	7.1< 	( 2 L) 

, 	brine ( 1 L) TjlICZA341-  L, 	tiMIA (MgSO4), 	6 38, 	Slifi-  L --014I tc: 4tElElitt 

(161.24g) 	Et0H(1000mL)(,:_gt4 1,, 	L K 1=1*:> 7 Z JiliRili (53.79g) 

)iii A_, 	1 3 Hi 12CJIMiCAA, '&5.E T 1 3 Hi I'M' 1., tc . ariWilLaltl..6 

HirciuMwkl, Sin 1, -C1'41  6 tt.tc4tEliltlt t:YER (1000mL, 4. ON 	AcOEt 
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[0103] 

[0104] 

g'ff-Y) 	)ilil A.25E0' T 6 4 Hi 124 tRi' L tc: . a zmat t:.-..* ( 2 L) 	)ilil A., VA 

Mi 	3•Itil,, 	7.1KE t:.-.3.KATNaOH (230g) 	)ili A., 	CHO 1.3 	( 2 L) 	---efEliffl L, 	VN,V, 

tiMgA(Na2SO4), 	6'g, a'S' L Vffitc:CM-Vtt 	rritt.:> I) t it)l. fJ 1=17 	7 

7 -f - (Me0H/CFIC I.3) Tall  1, --CSEiLat (49.98g, 4.gtEtiitt) V41  tc: . 

1H NMR 	(200MHz , CHLOROFORM-d) 	a 	6.78 	(d, 	J = 8.8 Hz, 	1 	H), 	6. 57 	(d, 	J 

= 3. 1 	Hz, 	1 	H), 	6. 45 	(dd, 	J 	= 3. 1, 	8. 8 	Hz, 	1 	H), 	6. 31 	(s, 	1 	H), 	5. 07 

(s, 	2 H), 	4.38 - 4.24 	(m, 	1 	H), 	3.85 	(s, 	3 H), 	3.84 	(s, 	3 H), 	3.22 - 

2. 92 	(m, 	2 H), 	2. 33 - 	1. 72 	(m, 	4 H) 

{ 	1 -1 — 	( 2 ) 

[1E20] 

F 	OH 

(S)-1-(2-(5-( (3, 4-:'J)( 	..i7 i i *:>) )( 	)1/) -I V *It V— J1/-3-4 )1/) 

E 1=1 I) :'J 	-1--f )I4-2, 2- 	7 )1/7J-  m-2-(1- L K I=I*:>-3, 3, 5, 5-5-  I- 7 )( 

). 	I=I/•* 	)1.) '51  ) 	(tat 1 ) 

2, 2-:).2 )1/7J- 1=1-2-(1- L K I=I*:>-3, 3, 5, 5-5-  I- 7 )()I.:> 	'D' 	-i)1.) 

EilFR (87.83g) L Et3N (122mL) OTHF (2000mo ga t:.-.. 	im=itami/l/(30. 8mL) 

25'01 T)) 1:1 A_ , 	3 o 31.mtp,-,./-=' L AL-. &rvilLat t:.-. 	y-oli 1 - 	( 1 ) 	---041  6 tot 

tat (89.00g) oTHF (500mOga25'01---e 1 HirA175`0* -CA-M, 25'070'T 2 

0 HirAtR,i' Lk. a zmat 	a' 	' L, AcOEt (2L) LMRINFI4C1.7.Kga(21-) 	)J1:1 

A., 	'74!tt 	614'1, VAN, 	37 r'tE L --C Mf.  LI MU*  (20 Tall, tVIA(MgSO4) 

, 	638, Vit' L --C141  64-Ltc_110ittOt (165. Og) 	4itc. He 4)51-C2, 2-:')7 

)1.7t 1=1 -2-(1- L KI=1*:>-3,3, 5, 5-5-  I- 7 ) 	)1/:> 	1=11N*:>J1/)gliFOgri(34. 64g 

) L (3)-5-((3, 4-:'))( 	..:> 7 i J *:>))( 	)1.)-3-( E1=1 ') :-2--f )14-1 V 

*It V — )1/ (35. 10g) 	PI 0-C146 tt.tc_110ittk<ut (60. 10g) 	111120)Wittk<ult 
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Lab - t.--c :, i) tiTJI.fJ  D7 I,  ''7 7 4 - (AcOEt/hexane) 8c VeNHM-1/2> 1) 

t /72 /1/1=17 7 7 -I - (AcOEt/hexane) -Clitlzi•lt:Mila (Et20/pentane 

) 1, -C, tMEILat(134. 308„RtX3112tK)V4tco 

1H NMR (600MHz , CHLOROFORM -d) a 	6.78 	(d, 	J 	= 8.7 Hz, 	1 	H), 	6. 57 	(d, 	J 

= 2. 8 	Hz, 	1 	H), 	6. 44 (dd, J = 2. 8, 	8. 7 	Hz, 	1 	H), 	6. 26 	[6. 18] 	(s, 	1 	H 

), 	5. 43-5. 39 	[5. 60 - 5.55] (m, 1 	H), 	5. 11 	- 	5. 00 	(m, 	2 	H), 	4.23 - 4. 1 

3 	(m, 	1 	H), 	3. 99 - 3.71 	(m, 	2 H), 	3.86 	(s, 	3 H), 	3.84 	(s, 	3 H), 	2.34 

- 0.78 	(m, 	22 H) 

AU 	99. 0-101. 0°C 

[0105] *Mil 2 

[1E21] 

0 

F 

0 
OH ii 

[0106] (S)-2, 2-:')7 )1/7J- 1=1-2-(1- L K 1=I*:>-3, 3, 5, 5-5-  F 7 )( 	)1.:> 	1=1/\*:>/l. 

)-1-(2-(5-(( E ') :'J -3--( )1.7f *:>))( 	)1.) -( 'I *It `i - 11.-3- 4 AA El=1 ') 

-1--f A.) i '91  i (That 4 0) 

{ 2 -2 - ( 1 	) 

[0107] [1E22] 

w L  
ON 

[0108] (S)-t-7')I. 2-((I D - '-1 Z )))(11.)E1=1'):')-1-)J11/t*:>7- 

1 

(S)-t-7')I. 2-*/1/Z )I. EI=1 ')-1- '7- F (40. 94g) a) E 1) 
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(411mL)gA6:: L KI=1*:> 7 Z 	1 VaRti (28.56g) 	0 t Vill A., 2513 

T17Hircti-  L tc. avmat 	AcOEt (1. 5L) L YE R  (2L, 3. ON) VIPLat t:.:11:1 

A _ tc: . UM 	3iittE L, Mfilffiff,*(11-)eA349-. tVIA(MgSO4), 	6A, 	Ilah a'1, 

TVEILat (39. 78g„:I; t 	17tK ) 	•/147-cc. 

ESI+ 	237 (M+Na)+ 

-41111.1 2 - 	( 2 ) 

[0109] [1E23] 

N 

[01 1 0] (S)-tert-1/1/ 2-(5-(( E ') :'J 	-3-4 )1/2f*:>) )()1/) 4 V *It V/1/-3-4 

)14 ED I) :'J 	-1-)J )1/t-.:> 7 - 

-41th1N 2 - 	( 1 ) T 14 t tttc_IE at (8. 57g) O)DMF (60mL) grfy t:.-..Ncs (5. 341g) 

0 t T 'Pi T "Alil A., 'Igo' T 1 Hi ral 1R, 14-  L tc . 	a zmat 	0 t t:.-. Au L 

, 3-(7°D 7O-2-1 	-1-4 JI/A- *:>) E1) :') 	(2. 663g) OTHF (5mL)ga L Et3N (5 

. 6mL) OTHF (15mL)ga)JFIA:T25E01  T 1 4Hircti-- L tc. avmat 	mfris 

Aa* (200mo t-,:m A., AcOEt (200mL) TA ffl Lit. 14 6 tttcVAN, 	br ine (200m 

L) Tall-. tiVA(MgSO4), 	638, SIN L --C1141  6 tt.tcWit-Vtt 	*ft 	') t itll. 
I=17 	''7 7 4 - (AcOEt/hexane) -Nit'N I, --CfrjElEat (3. 81g, j 	.t, 

014") 	•/14t-c.:. 

1H NMR (200MHz , CHLOROFORM-d) 	a 	8. 42-8. 26 (m, 	2 H), 	7. 30-7. 20 	(m, 	2 H 

), 	6. 39-6. 19 	(m, 	1 	H), 	5. 18 	(br 	s, 	2 H), 	5. 10-4. 86 	(m, 	1 	H), 	3. 65-3. 3 

5 	(m, 	2 H), 	2. 44-1. 83 	(m, 	4 H), 	1. 59-1. 14 	(m, 	9 	H) 

-41111.1 2 - 	( 3 ) 

[0111] 
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[0112] 

[0113] 

[0114] 

[1E24] 

o 

(S)-5-(( E') 	-3--( )1/7J- *:>))( 	)1.)-3-( ED') 	-2--f )04 V*It V 

—)1. 

-41thil.12 — 	( 2 ) --(14 641.7-LIE-at (3. 81g) 0)AcOEt (20mL)gAlzHC I. (40mL 

, 4. ON 	AcOEtga) 	))1:1A_25111--e4oHiricti--  Lk-. aviA-altaii- L, 

fa*  MK (200m L ) 8 ck Veftti)JFIA.-CCHC 1.3 (200mL x 2) TA ffl L, tcc, 141  6 4-td-c: 

Aff, 	tiVA(Na2SO4), 	638, &"S'L -Cf,21,161L-alt (2.614g, 4.t.EIIktt) V4 

tc . 

1H NMR 	(200MHz , CHLOROFORM-d) 	a 	8. 42-8. 35 	(m, 	1 	H), 	8. 32-8. 25 	(m, 	1 	H 

), 	7. 32-7. 19 	(m, 	2 H), 	6. 35 	(s, 	1 	H), 	5. 17 	(s, 	2 H), 	4. 39-4. 26 	(m, 	1 

H), 	3. 20-2. 93 	(m, 	2 H), 	2. 30-1. 70 	(m, 	4 H) 

'Artil.1 2 — ( 4 ) 

[1E25] 

,,---- 	, 

ci 
F. 	/tomi 
'  

F 	OH 	 \ , 
N----  

O 

(S) -2, 2- 	711.7J-  C1-2-(1-t' K 1=1 *:>-3, 3, 5, 5-5-  I- 7 )( 	11.:> 	D' -ill. 

)-1-(2-(5-(( E ') :'J 	-3-4 )1/7J- *:>) )( 	)1/) 4 ̀ ) *It `i — 11.-3-4 AA E I=I ') 

-1--f )1.)i,' i 	(4E-at 4 0) 

2, 2-:')7/1/7J- 1=1-2-(1-L KI=1*:>-3, 3, 5, 5-5-  I- 7 )( 	)1/:> 	1=1,N*:>)1/) 

FM (3. 192g) LEt 3 N (4. 44mL) OTHF (100mL)gat: 	m m NRi 	)1. (1. 12mL) 
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25oi --em A., 1H !m' 	Lito azmat t:.-...-AythiN 2 - ( 3 ) 	- - C141  6 t t. tc IL -a 

(2. 607g) OTHF(50mL)gA251STA-M, 22T64Heict i' Lito az 

mat t::_mf0 mr,*  (200mo 	)J[1 A_ ---cAcoEt (200mo T#Eliffl Lk-VA),Mbrine( 

200mL)TA4-, t'VA (MgSO4), 	638, 	Iign 1, --C1'41  6 tt.tcWittkVtt NHMJ 	I) t 

itJl.fJ 1=17 l-'77 4 - (AcOEt/hexane) -Clitl' 1. -041  6 tt.tz-_-1Eat 	1,i 

A' 	(Et20/pentane) 	L -C, fr,EiLat (2. 969g„:,IKtXii2tK) V4tc_-. 

1H NMR (600MHz , CHLOROFORM-d) 	a 	8. 41-8. 34 (m, 1 H), 8.32 - 8.25 	(m, 	1 

H), 	7. 28 - 7. 20 	(m, 	2 H), 	6. 29 	[6. 20] 	(s, 	1 	H), 5. 41-5. 37 [5. 58 - 5. 

55] 	(m, 	1 	H), 	5. 17-5. 12 	(m, 	2 H), 	4.20 - 4. 13 (m, 1 	H), 	3.90 - 3.70 	( 

m, 	2 H), 	2.33 - 0.82 	(m, 	22 H) 

A 	102. 0-104. 0°C 

[0115] *Y-0113 

[1E26] 

o 

of-1 

[0116] (S) -2, 2-:'J 7 )I. t 1=1-2- (1- L K1=1* :> -3, 3, 5, 5-5- 1-7 )(11.:> 1=1/\*:>11. 

) -1-(2-(5-( (3, 4, 5- 	') )( 	..:> 7 i J *:>) )( 	11/) 4 V *1  t V - )1.-3- 4 )I. 

) El=1 ') :J 	-1- 4 )1.) i ,91 ) J 	(tat 2 1) 

*YthiN 3 - ( 1 ) 

[0117] [1E27] 

11101  

Lc 	\\--0  

[0118] (S)-t-111/ 2-(4-((tert-1/1/ 7  i=)1.:> ') )1/) t *:>)15' -2-4 J7J- 
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4)0 Ei=l I) :J 	-1-)J )1/t*:> 7 - 
-1--( )1.7t*:>):> 

2.64N,Nitg.,,f-y) 

(s)-t-/ 

F 	(5.0 

2 5.H. Ve 1 Hi rAl 75` tl --C 71 

Acopc-emiffl 1,, VA 

') t it)l. 	CI? 
36g„:,:K t A itt ) 	14 

)1.)-3-(Ei=i I) :')-2- 

[0119] 

[0120] 

6'g, S'S' 

) 

77)1/1TS-#%,-F-et-7)14J7 

A. 1., tc: . az.74,4-YmfriNH4c1.7.Kgrf-Y 

.,•,,,, 

)1.)t)l./r 

-Ott! 

=)1/(7°1=1 I-2-4 

n-BuLi 	(10.3mL, 

P15119.T5031114-'1, azmat 

	

)14 Ei=i 1) :'J 	-1-t/l/t*:>7- 

=a 7 - CE111)\ --CAT L, 

(500mL) 	vz_priA., 

	

1, --(141 tc_IEntklt 	*ft 

L, ---ctualEat (5. 

=)1.:> ')/1/)7f*:>)?< 

)I. 

1g) 

1,1 

7 i (8. 576g) 07THF(200mL)gA6:, 

-78°C --e103•13475\0.--cATL, 

2-()( 	..:>()( 

O7THF(200mL)ga6:t 

tlIk (Mg304), 

5 7 4 - (AcOEt/hexane) 

tc . 
ESI/APCI Dual 	514(M+Na)+ 

4M3 — ( 2 

[1E28] 

..,. ,—...,- 
\--V 

(S)-5-(((tert-1 /14J7 

S 

4 JO -I V *It NI—)1. 

tt. tc IL -a t (492mg) 07EtoH(10moga6:.-_, 	I Ki=1 

)]QA_, 	1 7 HemplilfMA Lko artolLatt::_m 

6318, a'S'L 

t it/1/1=17 	7 7 -f — (AcOEt—Me0H/CHCl3) 

4tAlitt) V41  AL-. 

flii*MK(50m1))NA., AcoEt-etEliffiLtzVAN,t11A(mgSO4), 

'VM 3 - ( 1 ) T 1 4' 6 

*:>77 -Z 	itIRti (139mg) 

---047-cgant.Ot 	i=rii[t:> I) 

-MN L -c matat (163mg, 

ESI/APCI Dual 	407(M+H)+ 

'AVM 3 — ( 3 ) 

[0121] 
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[ E 2 9] 

[0122] 

[0123] 

[0124] 

;-'-. F 	
01 0H

0 

(S)-1-(2-(5-Mtert-1)14)7 	=)1,:> 1) )147J- *:>))< 	)1,) 4 v*It V— 

)1.-3-4 )I.) Ei=i ,) :)-1--f )14-2, 2-:')7)1/7J-  D-2-(1 - L Ki=i*:>-3, 3, 5, 5- 

5-  I-7) 	)1/ 1=1,N*:>)14',9' i 

'AAR 1 — ( 1 ) --(141  6 tt.tc4Eat 0)1t ID (,)t:.-...-41-0] 3 — ( 2 ) T14641, 

tclEat(150mg)CE110. *-101i 1  - ( 2 ) L HaaACIF 	'/ffkiNt211BlEalt ( 

133mg. 	,T,t7-1 /1/ 7  -37) 	V41  AL-. 

ESI/APCI Dual 	639(M+H)+ 

U3 — (4) 

[4E30] 

N 
7 

F 	
N 
	

9-1 
0 

PH. 

I 

(S)-2, 2- 	7)l.7J-  1=1 -2-(1- L K 1=1* 	-3, 3, 5, 5-5-  I- 7 ) 	)1. 	1=1,N*)1. 

)-1-(2-(5-(L KI=1*) 	11.)4 V *It V—)1.-3-4 )I.) I° CI ,) 	J-1--(JA.) 

1'91  ) 	(fEat 1 8) 

*you 3 — (3) --(14641,tclEat (1.784g) oTHF (20mL)gat:_n-Bu4NF ( 

3. 4m1_, 	1. OM 	THFga) 	)J1i1A., 25B.T 2 0 31.R,#' L AL-o avmat 6: 	*UN 

H4C1.7.Kgalil A., AcCEt TA ffl 1, tc VAN, 	tiMIA(MgSO4), 	638, S181, -CM 
tcwitlizit 	rpit> I) t it )l. 	D 7 I. 	7 7 4 — (AcOEt/hexane) -Nitll L 
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[0125] 

[0126] 

[0127] 

[0128] 

-0,21E1Eat (1. 010g„" t 	1) V41  tc: . 
ESI/APCI Dual 	426(M+Na)+ 

*OU 3 - ( 5 ) 

[1E31] 

F,  

	

\ 	 7 

	

F -'•- 	OH 

(S)-(3-(1-(2, 2-:')7/1/7f 1=1-2-(1-L K1=1  *:>-3, 3, 5, 5-5-  F 5 )( 	)1.:> 71=1 

iN*:>J1/) 77-t 	)1.) ED 1) :') 	-2--f AA 4 V *It V-)1.-5-4 AA )( 	)1/)( 9' 

'AAR 3 - (4) --(14 64-Lk- tat (45mg) LEt 3N (31 m, L) 0)AcOEt (3mL)g. 

al,:.:MsCl. 	(1 3 µI) 	OtTIFIA., 	3 0 311/-1-'•1, 	MsCl. 	(13µL) 	)ililA. ---C 0 

°CT 3 031.I 	'1, E t3N (31µL) 	)iii A. -c 0 t --e2. 5HirAll, 	Lk-. avma 

t 	7.1< (50mL) t:.-.11:1A., AcOEt (50mL) TA ffl L tc Vt 	(MgSO4), 	638, 	' 

S' L C 	--C.  tIZEILat (58mg„:,1KtElii)t) 	•'f'47.z. 

ESI/APCI Dual 	501(M+Na)+ 

*Yff.1 1.1 3 - 	( 6 ) 

[1E32] 

o  
OH 

(S)-2, 2- 	7J1.7J-  Cl-2-(1-t' K1=1*:>-3, 3, 5, 5-5- I- 7)( 	)1.:> 	D' --')I. 

)-1 -(2-(5-( (3, 4, 5-  I- I) )( I- *:> 7 i J *:>) )( 	AA 4 V *1  t V -11.-3- 4 11. 

) ED') :) 	-1--f AA i,9' i J (4E-at 2 1 ) 
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RI 3 - 	( 5 ) --(141  6 tt. tz-_-  1E-at (20. 8mg) L3,4,5- I- I) )< I- * :> 7 i i 

-)l. (16. Omg) ODMF (1 . Omligat:=K2O03  (24. Omg) 	)]p A. -C 2511T 3 0 3121.111 

/4-,1, 	5 0 °CT 2 Hi ricti- L ito a zmat 	7.1K (20mo t:.-..)ip A_, AcOEt (20mL 

X 2) Ttlilffl I., tc:Vtil tiM',31(MgSO4), 	638, a'S' LTA 6 41.7-cMitl<ut 	PTL 

0 (NHM) Tall  1, -CfRafEat (20. 5mg„Rt 7 	JI/ 7 7 	) 	Theo 

1H NMR 	(600MHz , CHLOROFORM-d) 	a 	6. 30 - 6. 16 	(m, 	3 H), 	5. 61 	- 5. 35 	(m 

, 	1 	H), 	5. 14 - 	5.02 (m, 	2 H), 	4.25 - 4. 12 	(m, 	1 	H), 	3.84 	(s, 	6 H), 	3. 

80 	(s, 	3 H), 	3. 94 - 3. 68 	(m, 	2 H), 	2.36 - 0.85 	(m, 	22 H) 

ESI/APCI Dual 	589 (M+Na)+ 

[0129] *14114 

[1E33] 

OH 

[0130] (S)-N-( (3-0 -(2, 2-:'J 7 )1.7t I=I-2-(1-L H=1*:>-3,3,5,5-5-  1-7)()1/:> 

1=1/\*:>)1.)77-t)1.) ED ,) :') 	-2--f AA 4 V*1J- V—)1.-5-4 AA )( 	)1/)/ 

X7-1 Z K (1 	j4 4) 

-41thiN 4 — ( 1 ) 

[0131] [1E34] 

lV 

N 
N3 

nH 

[0132] (S)-1 -(2-(5-( 7 	K) )1/) 4 V *It V —)1.-3-4 AA ED') 	-1--f AAA-2, 

2-7)1/7J- D-2-(1-1'. Ki=i*:> -3, 3, 5, 5-5-  I-7)( 	)1/:>1=1,N*:>)1/)',9' 
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j 

AVM 3 — ( 4 ) T1'41  6 tattat (657mg) a) I- )1/i 	(20monat t:DBU( 

368 µ, L) L DPPA (530 µ, L) 	)ili A _ , 25 11 11 .-e 20 Hi NMI' L tc . azmat t-,=7.1< (50m 

L) 	)ili A., AcOEt (50mL) TN] ffl L -CM 64-Lk- VAN, 	br i ne(50mL) eA349-, 	ti 

gA (M004), 	61, 	S'' L --C1'41  6 tt.tc_- Mitl't 	1=1:1'ht 	I) t it)i. 	1=1 7 	7 

7 -f — (AcOEt/hexane) T MI1 L --CVEILat (645mg„:,:Kt 7 	)l. 7 7 Z ) 

''f'41 tc_-  . 
ESI/APCI Dual 	426(M+H)+ 

-ArftiN 4 — ( 2 ) 

[0133] [4E35] 

( 

\ 	.0. 	
NH2 

F 	OH 

jg-1:1 

[01 34] (S)-1 —  (2—  (5—  ( 7 Z J) 	Jl.) -I 'I 	-.1J —  `js  —11.-3— 4 114E i=i'):'J 	-1-4 )l.)-2, 

2-:')7/l/A- 1=1-2-(1-1'. K 1=1*:>-3, 3, 5, 5--T- I.7)(  	)l.:> 	1=1 ,N*:>/l.)I51  
J 	(4E-at 4 2 ) 

'AVM 4 — ( 1 ) T1 4' 6 tt . tctat (632mg)OTHF(20mOga6:PPh3 (779mg) 

L 7E (1. OmL) 	)J1:1A.311i1ECJIMAI5A, L tc. azmaltSlig L, 	7E(50mL) .)ilil 

A. -CAcOEt(50mL x 2) TtEli ffl, tVgA(Na2SO4), 	63,18, SIN L --C14 641.7L- AAttlt 

NHM:> ') t it )l.fJ Q7 I7 7 -I — (AcOEt/hexane) 8 ct Vel=1:11't:> ') t it 

)l. 	I=17 	7 7 -f — (Me0H/CFICI.3) Tlit-lz' 1_, -CfrcEiLat (463mg„Rt 7 

J1.7 7 	) 	1 41 tc: . 
ESI/APCI Dual 	400 (M+H)+ 

*rOli 4 — ( 3 ) 

[0135] 
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[0136] 

[0137] 

[0138] 

[1E36] 

.N, 

- 	OF 

(S)-N- ( (3- (1- (2, 2- 	7 )1/7J-  1=1-2- (1- L K 1=1* 	-3, 3, 5, 5-5-  I- 7 )< 	)1/ 

1=1/\*:>)1.) 77-t 	)1.) E 1=1 ') :') 	-2--( A.) 4 V *It V — )1.-5-4 A.) ) 	)1/)/ 

J X7 - 1  Z K (4E-at 4 4) 

'AAR 4 — ( 2 ) --(141  6 tt.tc_lEat (40mg) 	CHC 1.3(3m 0 t::_g/174 L, 	̀I 

4 )1/ J CI') F' 	(17µL) 	a VeEt3N 	(43µL) 	)]p7. --C 25n9.--C19HilECR, 	L AL-. 	J 

zmatt:.-..CHC 1.3 (20m1) L5% KHSO4  (20m1) 	))1:1A. -CUM 	iltE l, it. 4 	6 

t.k- VAJW, 	Mflilffiff,*(20m1.)/kVebr i ne(20m I.) TA349-, 	tVIA(MgSO4), 	61, 

SE'S' L -CM 6 tt.tc_11A1-111t 	:> ') t it)i. 	I=17 l'7 7 4 — (AcOEt/hexane 

) Tall  1, -CfRafEat (43mg, 	: t 7 	)1.7 7 	) 	14 tt , 

ESI/APCI Dual 	504(M+H)+ 

-Aro] 5 

[1E37] 

F 	.,,c, 	
-  \\_,- NH 

H 

A:---- 

(S)-N- ( (3- (1- (2, 2- 	7J1.7J-  1=1 -2- (1- L K 1=1* 	-3,3, 5, 5-5-  I- 7 )< 	)1/ 

1=1/\*:>)1.) 77-t 	)1.) E 1=1 ') :') 	-2--( A.) 4 V *It 	)1.-5-4 A.) )( 	)1/)/ 

% -ff 	(4E0t 4 5) 

,,i-( )I. 	D I) KaAtt) (') t:.-.. -ff 	)1/*=)1. 	D) KCE110. 	-41th 

IN 4 — ( 3 ) L Plea)taff 	T7 .D -0,2+5,21E-at V4itc_-. 
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[0139] 

[0140] 

[0141] 

[0142] 

ESI/APCI Dual 	540 (M+H)+ 

*-1-ftim 6 

11/)-( V *It V —11.-3- 4 114E1=1') V 	- 

[1E38] 

,
0 

 

Fl I  ,0H 

(S)-1 -(2-(5-((V)( 	Jl/ 7 Z i))( 

1- 4 114-2,2-V7 )1/7J- 1=1-2-(1- L K 1=I*:>-3, 3, 5, 5-5- 	7)( 	Jl/:> 	1=1/\* 

111.)1 '91  J 	(4E 0t 4 6 ) 

	

(160 mg) 	M eC 1\1 t:.= VF4 L, 	V) 	)1. 

))1:1A. --C251E.T3HirAllIt' L tc: . azmat 
(50m I.) 	))1:1A. --CVA)Vi 	3AtE L it. 146 

	

tiMIA ( M g SOO , 	638, 2 NI, --C14 6 tt. tc_Int 

4 — (AcOEt/hexane) Tal'  1, VR5E1E-a 

''f'41 7-c_- ,, 

11/ 7J=11.) E 1=1 ') V 	-2--( A.) -5- ( (3,4 

.-AythiN 3 - 	( 5 ) --CL'f'41  6 tt, it tat 

7 Z J Ig)THFga (2 M, 250,u1) 

(:.:AcOEt 	(50ml) LMfo NaCO3  7.1<g'ff-Y 

tit VARA. brine (50m1. ) T A349-, 

lit 	,') t /72)1, 	D 7 	77 

t (83mg„Rt 7 	Jl/ 7 7 	) 

ESI+ 	428 (M+H)+ 

-Aro] 7 

[1E30] 

IV 

'‘. 
•.s,.Q 6  

(S)-3- (1- ( ( 	1=1 ,N* 	)1.) 	)1.) 

-V)( 	..:> 7 i J *:>))( 	11/)-1`l*It'l — 11/ 	(4E-at 4 3) 
*you 1 - 	( 1 ) ---(14641,7L-lEat(013mg)a)THF(10mL)ga6:Et3N(555m,L) 
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[0143] 

[0144] 

[0145] 

[0146] 

L:> 	1=1/ \*: > 11/ )( 51 i ZJI.t=JI.'J1=1') 

, 2513. T3. 5 El rmtli-  Lit. azmat 

t (50mL X 2) Tflia L —C1464-Ltz:VCIbrine(50mL)TA349-, 

ig, S'S' 1, -C1'41  6 tt.tcWittlt 	*ft 

/hexane) 8 ct VeNH3:1:> ') t it/l. fJ 

L -Ct-TaiLat (202mg„Rt 7 	11/ 7  

ESI/APCI Dual 	465(M+H)+, 	487(M+Na)+ 

-Aro] 8 

K (393mg) 0)THF (5. 0mL)ga))11A_ 

t::_mfoNH4CD.Kgrf-y(50mL) 	xi A_, AcOE 

tVIA(MgSO4), 	6 

I) t it)l. 	D ? 	7 7 -I — (AcOEt 

1=1 7 	7 -f - (AcOEt/hexane) Zlit-ti  

7 	) 	''f'41 t.c. 

)1.)-1, 3, 4-7f*It:)77 V—)1. 

[1E40] 

, r 
.9.. - 

FBI 

	

0H. 

\,;,,--,--- 

(S)-1-  (2- (5- ( (3,4-:'))( 1*:>7ii*:>))( 

-2-4 A.) El=1 ') :-1--f )14-2, 2- :'J 7 )1/7J- 1=1-2-(1- L K1=1*:> -3, 3, 5, 5-5- 

7 )< 	)1/ 	1=1,N*J1/) 1 51  i (4E-at 2 ) 

L K7:') ,t 

{ 8 -8 — ( 1 ) 

(S)-t-1/1/=2-(2-(2-(3, 4-:'J)( ..:> 7 i )*:>) 7-1-t/1/) 

)1/ 7J=J1.) E 1=1 ')-1-)L'7— 

-1-)JJ1/ 7J* 	7 — Imo ( 

1=11=1*/1/11.(1 000ml) 

[1E41] 

H 

NH 
/ 

,.,,.. 
	 C:0 

(S)-t-1/1/ 2-(1'. K7 	t)1/7J=J1.) El=1') 

50. 0g) L 2-(3, 4-:'J)( 	..:> 7 i J *:>)Ei/FOCL17. 8g)0) 
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gAt:.=, 	HOBt (35.3g), INSCINVE (50. Og) 	)J1i1A., 	251ST4HirAtIt' L tc. g 

11-P4P1i8 	1,k1, 7.1<)iliA_ZEI/FRI)VetEliffl Lk-. V-Ali, Mfil 

V*, br i ne -NIA ZA34E 1,, MgSO4tVA 	''ff .D tc_1 6 3,18 1, tc. Aa-P7-M1 ii8 

Zi L, AMINAMEIL-at (61. Og) 	''f 47-c.:. 

1H NMR 	(200 MHz, 	CHLOROFORM-d) 	a ppm 8.79 	(br. 	s. , 	1 	H), 6.78 	(d, J=8. 

79 Hz, 	1 	H), 	6. 58 	(d, 	J=2. 64 Hz, 	1 	H), 	6.40 	(dd, 	J=8. 79, 3. 08 Hz, 1 	H 

), 	4.57 	(s, 	2 H), 	4.47 - 4.32 	(m, 	1 	H), 	3.87 	(s, 	3 H), 3.84 	(s, 	3 H), 

3. 52 - 3. 32 	(m, 	2 H), 	2. 48 - 2. 30 	(m, 	1 	H), 	2. 03- 	1. 87 

4- 1.43 	(m, 	9 H) 

(m, 	3 	H), 1.5 

-Art { 8 -  ( 2 ) 

[0147] 

(S)-t-1 /1/ 2-(5-((3, 4-V)( 	-.i7 i J *:>))( 	11.)-1, 3, 4-7f *ItV 7 

`i -11/-2-4 AA 1'° I:1 I) V 	-1-t11/t* 	7 - I,  

[1E42] 

0
.7,,,,,

N.,
N 

 

iN 

° VLO 
a. 

/ 

[0148] -ArtiN 8 - ( 1 ) 2146 tt. tc 'tat (61. 000 HI/I 	(700m 1.),4-yt:.-_, /'  

- v i ZrtA (45. Og ) 	MA_ ---C , 120t ---e4Hirmtc-- L tc . 	avmat t:.= 7E 

))11 A_ tcA, AcOEt TA ffl 1, AL- VANitVIA (Na2SO4) , 	6318, All-P7-MIlia 

1, -CM 6 tt.tc: RIi I) t it)l. 	1=1 7 i` 	77 4 -(AcOEt)Tlit2'1 L-CVE 

tat (42. 0g) V41  tz-_-  . 

1H NMR (600 MHz, 	CHLOROFORM-d) 	a ppm 6.77 	(d, 	J=8. 71 	Hz, 1 	H), 	6. 62 - 

6. 57 	(m, 	1 	H), 	6.51 	(dd, 	J=8. 94, 	2.98 Hz, 	1 	H), 	5.21 	- 5. 13 	(m, 	2 H), 

5. 07 - 5. 01 	(m, 	1 	H), 	3.85 	(s, 	3 H), 	3.84 	(s, 	3 H), 	3. 66 - 3.38 (m, 

2 H), 	2. 42 - 2. 22 	(m, 	1 	H), 	2. 20 - 2. 06 	(m, 	2 H), 	1. 99 

- 	1.49 	(m, 	9 H) 

(m, 	1 	H), 1. 26 
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[0149] 

[0150] 

[0151] 

[0152] 

-Art{ N 8 — ( 3 ) 

(3)-2-((3,4- )( I-*:>7 i J*:>)))1.)-5-(E1=1'):')-2-4)14-1, 3, 4- 

t *It 	7 Ni—J1/ YERZ 

[1E43] 

i 

1-1- CI 

'Art IN 8 — ( 2 ) ""e114 6 tottat (42. 0g) 07AcOEt (200m 0 gat:.-_, 4N 	HC 

1. -AcOEt3ea (200m 0 	)ilil A_ --C 25'070' T4HillItRi' L tc. All-P7M1 	ea 	L, C. 

M-11 0)621E-at (35. Og) 	I tc:c. 

1H NMR 	(200 MHz, 	DMSO-d6) 	8 	ppm 6.88 	(d, 	J=8. 79 Hz, 	1 	H), 	6.70 	(d, 	J= 

3.08 Hz, 	1 	H), 	6.64 - 6.55 	(m, 	1 	H), 	5.38 	(s, 	2 H), 	5. 13 - 5.00 	(m, 	1 

H), 	3. 75 	(s, 	3 H), 	3. 70 	(s, 	3 H), 	3. 34 - 3. 23 	(m, 	2 H), 	2. 44 - 	1. 90 

(m, 	4 H) 

-Art{  8 — ( 4 ) 

(S) -1-(2-(5-((3, 4-:'))( I-*:>7 i J*:>))()14-1, 3, 4-7f*It:)77 V—)1. 

-2-4)I4 ED ') :') 	-1--f )14 -2, 2-:')7 )1.7f1=1-2-(1- L K 1=I*:>-3, 3, 5, 5-5- 

I- 7)< 	)1/ 	1=1,N*J1/)I'91  J J 	(1I 	2) 

[1E44] 

N.,,,,  

1\11)--wlif( 	IN  
F\ 	0  

../ 	0 
F - 	,GL 	 Ir 

-41th1N 1 — 	( 1 ) --el'41  6 tt.tc 'tat Oitt) t') t:.-...-AythR 8 — 	( 3 ) --(141  6 tt, 

tc_lEat (35. Og) CE110, 'AAR 1 — ( 2 ) L ITA00)411- -D -C14641.01]. 
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[0153] 

[0154] 

[0155] 

[0156] 

otot 	I) t it )1, t 5A 

Ac0Et-pentaneTMia 

. 
1H NMR (600 MHz, 	CHLOROFORM 

(m, 	1 	H), 	6.50 	(dd, 	J=8.71, 

(m, 	1 	H), 	5. 21 	- 	5. 15 	(m, 

3.86 	(s, 	3 H), 	3.84 	(s, 	3 

2 H) 

R9 

j D7 1.7 7 4 - (AcOEt/ hexane) --Clitli  1, tcA 

''17ki\, sEtat (39. 0g) 	;.t" 	12tK L L ---C 1 4 tc_- 

-d) 	a ppm 6.80 - 6.77 	(m, 	1 	H), 	6. 62 - 6. 60 

2.75 Hz, 	1 	H), 	5.50 - 5.46 	[5.71 	-5.67] 

2 H), 	4. 41 	- 4. 34 	(m, 	1 	H), 	3. 97 	(s, 	1 	H), 

H), 	3.80 - 3.72 	(m, 	1 	H), 	2.37 - 0.79 	(m, 	2 

	

L K 1=1*:>-3, 3, 5, 5-5-  I- 7)( 	)1.:> 	1=1 /\ *:>)1. 

[1E45] 

	

---Th 	N 
( 	/ 	i  

N 

0 
OH 

(S)-2, 2-:')7)1/7J-  1=1 -2-(1- 

)-1-(2-(5-( 7 i i *:>)< )1.)-1, 3, 4-7J-*It:)77  V-)1.-2-4 AA E 1=1 ,) :') .1 

-1-4 AA i g i 	(fl t29) 9 ) 

*WM 9 - ( 1 ) 
[1E46] 

H  
N 

NH 
I 

t 	0 
L-. 

..,--------:•0  

(S)-t- Ys )1/ 2-(2-(2-((tert-1/14)7 i=)1.:> ') JO t*:>) 7-1-t)1.) L 

K7 	t)1/7J=)1.) E D') -1-t )1/ 7J* 	7 - I- 

(S)-t-1)1. 2-(1'. K7 t)l.t=)1.) E 1=1 ,) 	-1-t )1/ 7J* 	7 - I-( 
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4. 791g) L2-((t-1/14)7 i=)1.:> I) Mt *:>)E1/FR(6. 28g), WSC • HC l (4. 

371g) 8,:t VeHOBt • H20(3. 081g) 0)CHC1.3 (100m1-)Mat 	-k-15.H.T15HirAtI-7-/-  Lk- 

. aVIPLat 6:.-AfONH4CD.Kgrf-y(500mo 	)]l1. 	---cAcoEt (500mo TA ffl L tc: c, 

MCI 	Mfil*N7.1<(500mL) Lbr ine(500mL)TIIIAZA349-, tVIA(MgSO4), 	638 

, mil L, -c.f47clgo2iittt 	i  i) t if)i, 	1=17 F X7 7 7 -1 — (AcOEt/hexane) 

-NMI L-CtgafEat (6. 42g„:,: .t,77)1,7 7 	) 	114 tc:  , 

ESI/APCI Dual 548(M+Na)+ 

-AYthiN 9 — ( 2 ) 

[0157] [1E47] 

' N ' P 

[0158] (S)-t-7')1/ 2-(5-(((tert-1/14)7 i=)I.:> ') )147f*:>))(J1.)-1, 3, 4 

- 	7'1 —)1.-2--' )L) EI=1 ') 	-1-t )1/ 7J* 	7 — 

-41-01J 9 — ( 1 ) T1141  6 11. tc: 'tat (5.87g) a) Hi, i i 012mo gat:. / - 

:-) i 	"AA (5. 322g) 	))1:1A.2. Rem )iliSM5A, 1, tc. 	a zmat 	2 a 1, -CM 

tc414ittIlt 	:> ') t if )I. 	i=i7 I7 7 4 — (AcOEt/hexane) -Oitl.'z' L -Cfr, 

E1I 	(4. 1 ,;, 	,7 	)1.7/ 7 7 	) 	V41  Az-. 

ESI/APCI Dual 508(M+H)+, 	530(M+Na)+ 

'AVM 9 — ( 3 ) 

[0159] [1E48] 

§.„ 

[0160] (S)-2-( ( (ter t-1/14)7 i=)1.:> ') )1/) 7f*:>))( 	)1.)-5-( El=1 ') :-2- 

4 )14-1, 3, 4-7f *1J'.)77  V—)1. 
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[0161] 

[0162] 

[0163] 

*you 9 — 	( 2 ) --(14 6 4-t,AL- tat (3. 832g) OTHF (3. 8mL) ga t:.-.. H3po4  (6. 1m 

L, 	85%7Eg'ff-Y) 	)in A_ 2 2 - e 111i iaml,14- 	L tc 0 a z.74,4-y t:.= THF (50mL) 	)J1i1A. tc 2 

Qt 	, 	NaOH (150mL, 	1. 0N7Eg',1Y) L*(50g) (,:_M A_, 	CHC 1.3(300mL) TA ffl L A_- 

. 	AN, 	tiMIA(Na2SO4), 	6 318, 	SE'S' L -c141  6 tt.AL-  41.MtklIt 	NFIM-1/2> ,) t it 

)I. 	1=1 7 I- 	7 7 4 — 	(Me0H/CFICI.3) -Clittk.'zi  I., --0,7,21E-alt (1. 261g„RtAl 

it t) c Mk-. 

ESI/APCI Dual 	408(M+H)+ 

'AAR 9 — ( 4 ) 

[1E49] 

r  
\ 

F 	rOH 

(S)-1-(2-(5-(((tert-1/14)7 i=)1.:> ') )147f*:>))( 	)1.)-1, 3, 4-7f * 

7 `i — )1.-2- 4 JO EI=1 ') :') 	-1- 4 )I.) -2, 2- :') 7 )1/7J- 1=1-2- (1- L K 1=1 *:> 

-3, 3, 5, 5-5- 	7)( 	)1/:> 	1=1/•*:>J1/) 1 51  i 

'AAR 1 - 	( 1 ) T1'41  6 tt.tclEaltaAtt) (,) t:.-...-41-ft IN 9 - 	( 3 ) --em 6 4-t, 

klEalt (1. 186g) 	lEll 0. -41thiN 1 - ( 2 ) L PI ea)tafF 	"ff -D -cf,74,BlEa 

t (1.287g„::Kt7)1/ 7  7 	) V4itto 

ESI/APCI Dual 	640(M+H)+, 	662(M+Na)+ 

'AAR 9 — ( 5 ) 

[1E50] 

-OH 

.OH: 
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[0164] 

[0165] 

[0166] 

[0167] 

(S)-2, 2- 	7 )1/7J-  1=1 -2-(1- L K 1=1* 	-3, 3, 5, 5-5-  I- 7 )< 	)1. 	1=1,N*)l. 

)-1-(2-(5-(I Ki=i*:>)< 	)1.)-1, 3, 4-7J- *It:)77 ‘1— )1.-2-4 )1.) ED ,) :') 

-1-4 )1.)ig i 	(fl t22) 2 ) 

'AAR 3 - ( 3 ) T1'41  6 tat 'tat a) it ID t') t:.-...-Arou 9 - (4) --(14 6 tt, 

tz-_-1E-at (1. 378g) 	/Ell 0. 	R3 - 	(4) 	L PI 0 Ota ff 	•'i -  -D ---0,21ElLa 

t ( 7 8 0 m g „T. t 	12tK ) V41  tz-_-  . 

ESI/APCI Dual 	402(M+H)+, 	424(M+Na)+ 

-41th { 9 —  ( 6 ) 

[1E51] 

J 

. 
N. 

F. 	OH 

(S)-(5-(1-(2,2- 	7 )1/7J-  1=1 -2-0- L Ki=1*-3, 3, 5, 5-5-  F 7)< 	)1. 	1=1 

/•* ')L,) 77-t)1.) ED I) :')-2--f )14-1, 3, 4-7J- *It:')77 V— )1.-2-4 )1.))< 

.3 - )1/ 	)< 5' i ZJl.tf— I- 	(4E-at 2 3 ) 

-AVM 3 - (4) T1'41  6 tt. tc I Eat Mt t) I') t:.= *you 9 - ( 5 ) --(141  6 tt, 

tc4I 	(340mg) 	PI 0. 	'AAR 3 - 	( 5 ) 	L PI 0 Ota ff 	•'i -  -D --C1'41  6 tt.tc_114 

atigt 	MiiF'W3' (AcCEt/hexane) 1, --CtgaiLat (7349mg„::Kt% 	12tK) V47-c_- 

. 

ESI/APCI Dual 	480(M+H)+, 	502(M+Na)+ 

-AVM 9 — ( 7 ) 

[1E52] 

NI 
/ 	4 

N. 

OH 
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[0168] 

[0169] 

[0170] 

[0171] 

(S)-2, 2- 	711.E 1=1 -2-(1- L F 1=1 *:>-3, 3, 5, 5-5-  I- 7 ) 	)1.:> 	1=1/\*:>)1. 

)-1-(2-(5-( 7 i i *:>)< 	)1.)-1, 3, 4-7J- *It:)77 V-)1.-2--( )I.) Ei=i ,) :') 

-1--f AA iq i J (fEat 2 9) 

'AAR 9 - ( 6 ) T1'41  64-Lk- tat (32. 5mg) L7 i ) - 11/ (13mg) ODDMF (1 .0 

mL) gat:K2CO3 (37mg) 	)ilil A_ ---C 5 0 t --e3. 511iNtRi' Lk-. 	azmat 

*(20mo t:.-jiii A., AcOEt (20mL x 2) TA ffl L tc:VAN, 	tiMIA(Mg304), 	638, 	' 

S' 1, -C1'41  6 tt.tc_114M-Vtt 	:> ') t it)l. 	C17 I- 	7 7 -f - (AcOEt/hexane) 

Tall  I., --CfRafEat (31. 	,;. 	7 	)1.7/ 7 7 	) 	14 tt , 

ESI/APCI Dual. 	478(M+H)+, 	500(M+Na)+ 

*Y-0111 0 

[1E531 

OR 

(S)-N-((5-(1-(2, 2-:'J7J1/7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I- 7 )< 	)1/:> 

1=1/\* :>)14 77-t 	)1.) E 1=1 ,) :-2--f )14-1, 3, 4-7t*It:')77 `i-)1/-2-4 )1/) 

)( 	)1.), 	Z7 Z F' 	(1E-at 3 8 ) 

*YOU 3 — ( 4 ) T146 tt.tc I Eat oft I-) t') lz *you 9 — ( 6 ) --(141  6 tt, 

tc_IE at 	PION -4101i 4 L17 0 OA ff 	"ff .D VP, Et -a It V41  tc: . 

ESI/APCI Dual 505(M+H)+, 	527(M+Na)+ 

-*you 1 1 

[1E54] 

0
.....l

e..„
.N 

 
N 	.. 	i 

F 	c>. 

F''' 	OH 
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[0172] 

[0173] 

[0174] 

[0175] 

[0176] 

(S)-1-(2-(5-((:')) 	/l/ -7 ...Z I ) )< 	11/)-1 ,3,4-7i- *1 t : )7 V —11/ -2-4 AA E 

D 1) :J-1--')I4-2, 2-:'J 7 Jl/A- 1=1-2-(1-L K 1=I*:>-3, 3, 5, 5-5- 	7)( 	/l. 

i~J CI/•*iJI.)J 	J 	(1E-at 3 9) 

'AAR 3 — ( 5) T1'41 6 41.k- I Eat aAtt) t') V: *you 9 — ( 6 ) 146 tot 

tat 	JEll 0. -41thiN 6 C n# Ota ff 	''f - .D VR21E-at V41 AL-. 

ESI/APCI Dual. 429(M+H)+, 	451 (M+Na)+ 

-Aro] 1 2 

[1E55] 

(
N. 

F 

F 	OH 

(S)-1-(2-(3-((3,4-) 	..:>7 i J*:>))( 	)l.)-1, 2, 4-7J-*It77 V—)l. 

-5-4 )l.) E 1=1 ') :-1--f )14-2, 2-:'J 7 Jl/A- 1=1-2-(1- L K 1=I*:>-3, 3, 5, 5-5- 

7 )< 	Jl/ 	1=11N*Jl/)I 51 i 	(1E-at 3 ) 

-Alt {j 1 2— (1) 

[1E56] 

• • H • Oln... 
.'N.. 
fs 

H2N: 

b- — 

2-(3,4-:'J)( 	..:>7'1*:>)-N'-L KI=1*:>77-t 1-4 Z K7Z F' 

2-(3, 4-:'J)( 	-.:> 7 i i *:>) 7-1-t I-- 	') )1/(3. 8g) 0)Me0H-H20(1:1)gA 

(,-,-.„ 	L Ki=1* 	7 Z ji-laRfla)ipA_tc_-,1, 	100°CZ 3 Hi rm1114-- L tc. 	ifilll -P74 

sad I, tc_1, 	6 gy l,, 7.1<, hexaneTA349- Lit. 41M110)5BiLat (4. 9g 

) V4 tc . 

ESI/APCI Dual. 227 (M+H)+, 	249(M+Na)+ 
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[0177] 

[0178] 

[0179] 

[0180] 

u1 2— 	( 2 ) 

[1E57] 

.r-)......,,,oN 
'*,-i 	• ' 	.:. 	4  

(S)-t-1 	)I. 2-(3-((3, 4-:'))( F *:> 7 i i*:>))( 3 11.)-1, 2, 4-7f *+t 	7' 

`i—J1.-5-4A.) E 1=1 ') :') 	-1-)J /l/t*:> 7 — 

*you 1 2 — 	( 1 ) ---(141  641,1-tat(1. Og), 	(S)-1-(tert-71*:>t)l. 

t=)I4 E 1=1 I) :') 	-2-)J JI/t 	R(1. Og) OCHCI.3 (20m 0 grf-yt:.-_, 	WSC • HC I. (1. Og 

) 	MA_ --C 22 T 4 HiNtR, 1-1' 1., tc: . 7E)J1i1A:r. 	CHC1.3-etdiffl Ltc. 31 ll-P7M1 

i%1 	Ltz-_1, 	Hi.' 	(20m I ) t:.--glIqt -ft, 	2 HilWAM 1, tc. All-Fg 

eat L,  RI 	1) t 1TJI.fJ D 7 I. 	77 4 — (AcOEt/hexane) -Cit-ti  

1., --CfRafEat (1901119) V41  AL-. 

ESI/APCI Dual. 424 (M+H)+, 	446(M+Na)+ 

u1 2— 	( 3 ) 

[1E58] 

it/ 
#: 	.14 

0 
F 	6 

0— 

(S)-1-(2-(3-((3, 4-:'))( 	-. i7 i i*:>))( 	/l.)-1, 2, 4-7f *It:')77 `i—)I. 

-5-4 )I4 El=1 ') :')-1--f )I4-2, 2-:')7/I/A- 1=1-2-(1- L K 1=I*:> -3, 3, 5, 5-5- 

7 )< 	JI/ 	1=1/N* 	JI/) 1 51  i 	(Mat 3 ) 

{ 	2 -2 — ( 2 ) --el'41  6 tt.tc_lEataAtt) t') t:.-...-Arou 1 2 —  ( 2 ) ---(141  6 

tt. tc_IE at 	lEll 0. 	{ 2-2  — ( 3 ) . 	{ 2-2  — ( 4 ) L PleOtafF•1- 

.D"--Cf,211BIE-alt CL l'47:-:. 
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[0181] 

[0182] 

[0183] 

[0184] 

ESI/APCI Dual. 538(M+H)+, 	560(M+Na)+ 

-*It IN 1 3 

[1E80] 

p. 

(S)-1-(2-(5-((3, 4-:'J)( 	-.i7 i i*:>))( 	)l.)-1-)( 	/l/-1H-E7V—)l. 

-3-4 )l.) E 1=1 I) :'J 	-1--f )14-2, 2-:'J 7 Jl/A- 1=1-2-(1- L K 1=1*:>-3, 3, 5, 5-5- 

7 )< 	Jl/ 	1=1/N*Jl/)I 51  i 	(1E-at 9) 

'-*- Yff,151] 1 	3— 	( 1 ) 

[1E60] 

a. 

--7\- 0 

0— 

(S)-t-7)l. 	2-(4-(3, 4-:'J)( 	..i7 i ) *:>)7s  '9 ' -2- -I 	t 4 JO 	° DI) 

-1-t1l/t*:>7- 

1, 2-)( 	:>-4-(7°1=1/-2-4 J--( )1/7J- *:>)1 -ff 	(2. 118g) OTHF(50 

mL)gAt::.., 	n-BuL i 	(4. OmL, 	2. 64N,N*1 474'ff-Y) 	-78°C1 1,, 	HMI -e3 

031.114-,11,tcaviA-alt, 	(S)-t-73 	2-()( I- *()( 	)1.))J)1. 

4 Jl/) E 1=1 ')i-1-)'7— 	(2.578g) 0)THF (100mL)gAt:.=-78t T 

A -F L, P1511-e 1 HirAll,1-1-',1, 22 Ve 1 HirAl 75\ 0-  Z3+311 L tc. 	azw,,f-y 

MfliINH4C1.7.1<3'eA (300mL) 	(,:.111A., 	VAN, 	314tE L, 	MfliINH4CD.Kgrf-y (100mL 

) TA341-  L, 	tVIA(Na2SO4), 	638, 	Sii" 1_, -C1'41 tc MittkIlt 	1=1:1  It :> I) t it J l/ 

1=17 	7 7 4 — (AcOEt/hexane) -Nittkl I, --0,21,E1E-at (2.479g, jSQ.t, 
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[0185] 

[ 0 1 86] 

[0187] 

[0188] 

ElEl =It t ) 	14 tc . 

ESI/APCI Dual 	412(M+Na)+ 

*ou 1 3 — ( 2 ) 

[1E61] 

/ 	- 

0— 

(S)-t- 'Y')I. 	2-(5-( (3, 4- :'J) I.4..:>7 ii *:>))(11.)-1-)(11.-1H-E 

7` i —)1.-3-4 AA ED I) :)-1-t/l/t*:>7- I- 

*rftiN 3 1 — ( 1 ) - el' 6 tat tat (390mg) 0)Et0H (5. OmL)gat:.= )( 	)1, 

I K 7 	(106 i..11) L E I  fOgrd- 	1) r, A (246mg) 	)ili A_ --C 20 Hi 12Cirl FARM Lt-co 

azmat 	idAin L. Mf EINH4C 17EVAI(50mL) 	)irl A., VAN, 	3itt L. tIlk 

(MgSO4), 	6 A, a' 	' L --C1'41 tc: CM& t 	*ft 	I) t it)l. 	I=17 l'7 7 4 — 

	

(AcCEt/hexane) -entia,-C4WEILalt (378mg, VCIJAKIt) 	T /to 

ESI/APCI Dual 	418(M+H)+ 

-'*. j.jb,R 1 3— 	( 3 ) 

[1E62] 

0— 

(S)-5-( (3, 4- :J)( 	..:> 7 i J *:>))< 	)1.)-1-)< 	)1.-3-( EI=1 ') : -2--f 

AA -1H- E7 ̀ I—JI/ 

'AAR 1 3 - ( 2 ) - el' 6 'l. t tat (365mg) ODCHC l3 (1. OmL)gAt:.-_, TFA(5 

. OmL) 	0 t T Vill A., 22T2HirAtIf' L tc. a vmat 	'Eaha''1, Mfilffi 

27.1“50mL) 	)ili A., CHC1.3 (50mL X 2) TA ffl L tc VARA tiM (Na2SO4). 	638, 
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[0189] 

[0190] 

[0191] 

[0192] 

SIN 1, -0,7,21Lat (283mg, V‘EtAiltt) V41  Az-. 

ESI/APCI Dual 	318(M+H)+ 

*you 1 3— (4) 

[1L63] 

" \ 	 6 

(S)-1-(2-(5-((3, 4-:'))< I- *:> 7 i i *:>) )< 	)1.)-1-)( 	)1.-1H-E7 V—)1. 

-3-4)14 ED I) :')-1--f )14-2, 2-:')7)1/7J-  D -2-(1-L Ki=1*:>-3, 3, 5, 5-5- 

I- 7 )( 	)1, 	1=1,\*J1.)i,9' i J (4Lat 9 ) 

*YOU 1 — ( 1 ) z14' 6 tt.tc I L at OD it t) 1') t:::-ArOli 3 1 — ( 3 ) ---(141  6 

t.tc tat (274mg) 	lEll 0. -101.11 — ( 2 ) L PI 0 0# ff 	T7 -D 	' 'tt. tc: 
calm 	i) t it)i, 	1=1 7 1‘7 7 -1 — (AcOEt/hexane) -Clit-11 L-Cf,M5E 

tat (1  29mg, 	: t 7 	11/ 7 7 	)•/114I tt o  

ESI/APCI Dual 	550(M+H)+, 	572(M+Na)+ 

*Y-0111 4 

[1L64] 

-----,p  
F- 	oil. O. 

/C  

(S)-1-(2-(3-((3, 4-:'))< I- *:> 7 i i*:>))< 	)1/) -( V*It`i— )1/-5-4)1/) 

ED I) :')-1-4)1.)-2, 2- 	7 )1/7J-  D-2-(1-L Ki=1*:>-3, 3, 5, 5-5-  F' 7 )< 

Jl.i J 1=1,N* 	)1/) i 5' i 	(tat 1 0) 

.-AythiN 1 4— 	( 1 ) 
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[0193] 

[0194] 

[0195] 

[0196] 

[1E65] 

o. 

2-(3, 4-:'J)( IN*:> 7 i )*:>)-N-)( IN*:>-N-)( 	)1.7-1-t IN 77 Z F' 

2-(3, 4-:'J)( IN*:> 7 i J*:>)KR(4. 244g), N, 0-:'))< 	)1/L I 	7 

Z J 1-1z-Mil(2. 341g), 	WSC • HC l (4. 984g) 8 ck VeHOBt • H20(3. 513g) OCHC1.3 (1 00 

mL)Mat t:.:Et3N (3. 62mL) Vill A., 7aTfri ""e20Hi 124 TA 	Lk. aV m -a It 	Sin 

L, H20(400mL) ViliA_ZAc0Et(500mL)TIELa Lk- V.-NE 	ti,*fl e  4C(400mL) 

, 71“400mL) 8 ,:t Vebr i ne(400mL)TRZA349-, tV1A(MgSO4), 	638, SA-  L. ---C 14 

tc  g[M,Vt 	1) t 1,2)1, 	1=17 IN 	7 4 — (AcOEt) -Ot' 1, -CO5BILat 

(4. 01g, 	SZ4EtlEIEPItt) 	''ffittc. 

ESI/APCI Dual 	256(M+H)+ 

J14-- 	( 2 ) 

[1E66] 

0 

--o 	0  

o— 

(S)-t-)1. 2-(4-(3, 4-:'J)( IN *:> 7 i J *:>)-3-A - *V 1 '9' -1-4 	-1--f 

)I.) El=1 I) :'J 	-1-)J)1/t..:> 7 — IN 

(S)-t-1 /1/ 	2-(2, 2-:'JI1=1 E 	'=)I.) El=1 ') :'J 	-1-)J)1/ 7J*:> 7 — IN (5 

. 326g) OTHF (120mligAt::_n-BuL i 	(11. 6mL, 2. 64N,N*1)-  -.4g.-fy) 	-Mt T 

A T 1, , 	P15E' T1 Hi 1244,1-'•1. 	-41thiN 1 4 — ( 1 ) --(141  6 tt. tc lEat (4.008) 

OTHF(50mL)gaAT L. 25'01 	""e1HirA75\ 0.-CrF5Ea' Lk-. &riwiA-altM 
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fli11\1H4C1.7Ega(400mo (Z))11A_, AcOEt (400mL X 2) TA ffl L tc VCV, 	tiMfg ( M g S 

04), 	6'g, 2 S' L/Z14 tc Mittklt 	rri ft 	') t it )I. 	1=17 1'7 7 4 — (Ac0 

Et/hexane) Tall  L -CtIZEILat (2. 034g, 	?)Mt,E1E1=It!tt) V41  tc:. 

ESI/APCI Dual 	388(M-H)- 

ou 1 4 — ( 3 ) 

[0197] [1E67] 

L., 

0— 

[0198] (S)-3-( (3, 4-:')) H..:> 7 i J *:>))< 	)1.)-5-(E1=1 ') :')-2--f )144 l* 

It V -)1, 
*you 1 4 — ( 2 ) --(14641,7L-l(;at(390mg) a) Et0H(10mL)gat:, 	L F 

D 4- :> 7 Z Ji'ERit (139mg) 	))1:1A., 20HirCJIMMAA 1., tc . arvmat 
MI S' 1, --C141  6 tt.tc4tEIPItt t:.:CHCI.3 (1. OmL) L TFA(5. OmL) 	))1:1A.2511"-C21 Hem 
TA i'-' L tc . 	 fl  *MK ( 50m L ) 	)ilil A., 	CHC1.3 (50mL X 2) -e 

A ffl L tc VAN, 	tiMIA (Na2SO4), 	6 A, SE' n 1, VIZElEalt (326mg, Q't,1E1E1 

it t) 	*t!tt L a) mat L L -CMA-_-. 

ESI/APCI Dual 	305(M+H)+ 

{ 	1 4—  1 4 — ( 4 ) 

[0199] [1E68] 

, 	OH 

[0200] (S)-1- (2- (3- ( (3, 4-:'))< 1*:> 7 i i *:>) )< 	11/) 4 V *1  t`i — )1.-5- 4 )1/) 

E 1=1 I) :') 	-1--f )14-2, 2- 	7 )1/7J-  1=1-2- (1- L K1=1*:>-3, 3, 5, 5-5- 	7 )< 
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[0201] 

[0202] 

[0203] 

[0204] 

11. 	1=1/N* 	AA 151  J J (1E-at 1 0) 

-AAR 1 - ( 1 ) --el' 6 41.k- tat 04t t) t') t:.-...-Aroj 1 4 — ( 3 ) --(141  6 

tt.tc_-1Eat (321mg) 	E110, 	-41thiN 1 — 	( 2 ) 	L PleOtaff 	''f -  .D --C1'41  6 tt,k- 

glIittklIt 	iVht:> I) t it )l. fJ m 7 I7 7 -I — (AcOEt/hexane) 8 ,:t rfNHM 

'')')VD1 7 	7 7 4 — (AcOEt/hexane) -Nits 	'' L, --C, PAElEat (14 

21119. 	7-1 /1/ 7  7 	)•/1141 7-c_",:, 

ESI/APCI Dual 	537 (M+H)+, 	559 (M+Na)+ 

-Aro] 1 5 

[1E69] 

'''''NH 
N 

.."'n 
F 	OH 

Q—  

(S)-1-(2-(5-( (3, 4-  	7 i J * 	) ) 	114-1H-E7 Ni — 11.-3- 4 AA 

EMI) :') 	-1- 4 AA -2 ,2-: ' ) 7J1.7f 1=1-2- (1- L K 1=I*:>-3, 3, 5, 5-5- 	7 )( 

)1, 	1=1,N* 	jl,) i ,9' J J 	(1E-at 1 	1 ) 

*you 1 5— ( 1 ) 

[1E70] 

i. 
- NO 

N. 

(S)-t-  'Y')I/ 	2-(5-( (3, L1- )< Iii 7 1 i *) ) 	)1/)-11d-  E7 V—)1.-3 

--1 JO 	°DI) :') 	-1-)J Jl/t*:> 7 — 1- 
*you 1 4 — ( 2 ) Z146 tt,tclat (395mg)OpEt0H(10mL)gat:.= L K 7 

7.1<flirtt (63 ilL) 	))1:1A. ---C25.H.--e303A11Ii' L tco arvmat 	SE'S' L, 	7E (5 

OmL) 	)ilil A., AcOEt (50mL) TA ffl L tc VAN, 	tiMIA(MgSO4), 	6 3,18, a'S' L t 
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[0205] 

[0206] 

[0207] 

[0208] 

agEtat (466mg, g84t77 9/1/ 7 77;) 	14gito 

ESI/APCI Dual 	404(M+H)+, 	426(M+Na)+ 

*ou 1 5 - ( 2 ) 

[4E71] 

-NH 

Fi 

. O. 

'--.. 

(S)-5-( (3, z1-)< I- * 	7 i ) *) )< 	10-3- (E1=1 ,) 	-2- 4 )14-1H-E 

7 `J-)1/ 

*rOli 1 3 - ( 2 ) T1'41  6 tat IL at a) it ID (,) t:.-...-Arou 1 5 - ( 1 ) --(14 

6 tLittat (460mg) 	JEll 0. *YthiN 1 3 - ( 3 ) L 1700441"ff -D --0,212 

tat (339mg, VatAiitt) V41  tc. 

ESI+ 	304(M+H)+ 

*rOli 1 5- ( 3 ) 

[4E72] 

NH 

1 .A. 
..-7-.: 

OH 

O-. 
V.r  c 

(S)-1-(2-(5-( (3, 4-:))( l*:> 7 i i *:>) )( 	114-1H-E7 Ni -11.-3- -I AA 

ED') :'J 	-1-4 AA -2, 2- 	7 ji/A-  m -2-(1- L K m*:>-3, 3, 5, 5-5- I- 7)( 

)1. 	1=1 ,N* 	)1.) i 5' i J 	(1E-at 1 	1) 

*to] 1 - ( 1 ) T1'41  6 tat IL at 0)1t 1--) (,) t:.-...-Arou 1 5 - ( 2 ) --(14 6 

tt.tclEat (332mg) 	PIS`, 'AAR 1 - ( 2 ) L Ha 0 441 	"ff .D --C14 6 41.7-c: 

call  ti I) t it )1, 	1=1 7 1, 	7 7 4 - (AcOEt/hexane) Tall L, -C, fr, 

Etat (463mg, SziLt 7 	Jl/ 7 7 	) 	14 tt , 
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[0209] 

[0210] 

[0211] 

[0212] 

ESI/APCI Dual 	536(M+H)+, 	558(M+Na)+ 

-Aro] 1 6 

[1E73] 

N. 
'''N 

, 0 
OH 

(S)-1-(2-(5-( (3, 4-:'))< I- *:> 7 i i *:>))< 	)14-1, 3, 4-77:')77 ‘1—)1.-2 

-4)1.) ED 1) :')J-1--')I.)-2, 2-:')7)1/7J-  D-2-(1-L F 1=1*:>-3, 3, 5, 5-5-  I- 

7) 	)1/:>1=1/•*:>)1/)i,9' i 1 	(4E-at 4 ) 

R 1 6— ( 1 ) 

[1E74] 

(S)-t-1)1. 	2-(5-( (3, 4-)< I-*7 i i *))< 	11.)-1,3,4-7 7 	7 

V—)1.-2-4 )14 ED I) :') 	-1-)J )1/ 7J*:> 7 — I- 

-4101i 8 — ( 1 ) --el'41  6 tt.tc_lEalt (540mg) 0 IJI/I 	(3onlogat:.-_, 	D- 

V Jigit:3A(750mg) 	)jpA.90°CZ 6 Hirmtc-- Lk-. 7.1<))11A.tc_- '1, AcOEtTAffl 

1, tco 	ifilll-P74P1 	ea 	L. R3lii I) t 1t )l. 	I=17 	7 7 4 — (AcOEt/h 

exane) TM111,-CSEILat (291mg) V4itc_-. 

ESI/APCI Dual 	422(M+H)+, 	444(M+Na)+ 

u 1 6— 	( 2 ) 

[0213] 
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[1E75] 

[0214] 

[0215] 

[0216] 

., 

N2-'/  
:o,- 

F 	,O Hu 

(S)-1 -(2-(5-( (3, 4-:'))( I- *:> 7 i i *:>))< 	)14-1, 3, 4-77:')77 V-)1.-2 

-4 )1/) ED 1) :')J-1--')I.)-2, 2-:')7)1/ 7J-  1=1 -2-(1 - L K 1=1*:>-3, 3, 5, 5-5-  I- 

7) 	)1/:>1=1,N*:>)1/)i ,9' i 1 (Mat 4) 

'Arft IN 2 - ( 2 ) --(141  6 tat iL at Mt ID (,) t:.-...-Arou 1 6 - ( 1 ) --eM 6 

ttd-c_IL at 	lEll ON 'Alt IN 2 - ( 3 ) . 'Alt IN 2 - ( 4 ) L He a) taf 	,/r f 	- 

.-D -C- MBIL-at CL f4it-c, 

ESI/APCI Dual 	554(M+H)+, 	576(M+Na)+ 

*Y-0111 7 

[1L76] 

1-7. 	.N.,„, 
L.,.... 	/ 	' 	NH 

`N  
g 	\ 

°. 

(S)-1-(2-(5-( (3, 4-:'))( I- *:> 7 i i *:>))< 	)14-4H-1, 2, 4- I- ,) 7 V-)1.- 

3-4 )14 ED ,) :')-1--f )14-2, 2-:')7)1/ 7J-  1=1 -2-(1 - L Ki=1*:>-3, 3, 5, 5-5-  I- 

7)<)1/:>1=1,N*:>)1/)i ,9' i i 	(tat 5 ) 

*ou 1 7- ( 1 ) 

[0217] 
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[1E77] 

N 
NH 

N , 	_.......o — \ 

[0218] (S)-t-1/1. 	2-(5-((3, 4-:')) 	..:> 7 i J * :>) )< 	AA - 4H-1 ,2 , 4- I- ' ) 7 

`i—J1/-3-4 AA E 1=1 ') :') 	-1-)J )I/t*:> 7 — 

2-(3, 4-:')) Imo.:>7 i )*:>)77-t I= P))1/(1. 26g), (S)-t-1/1/ 2-( 

117 :') 	J)1/t=)1.) E 1=1 ') :') 	-1-)J )I/t*:> 7 — 	(500mg) 0)n-1 ,91  ) 

— 11. (10mOgat:, K2CO3 (150mg) 	))11_IL-  . 7-( fj 1=1 r, i-11,E1M-F160t -e 

1 Hirmtli-  L, tc. All-P7M1 	ia 	L, tzL-1, 7.1< 	)irl A. TIM' 	)1.---etEliffl L, 

tco ifilll-P74P1 	ea 	1, tc_-1, RI I) t it)i. 	1=17 	7 7 4 —8 ct VeN 

HM's 	') tit/I. J 1=17 	7 7 -I —Tall  L, tgatat (281mg) 4I  tc. 

ESI/APCI Dual 	405(M+H)+, 	427(M+Na)+ 

u1 7 — 	( 2 ) 

[0219] [1E78] 

N 	. 
''`NH / 

N 
 

OH. 

I 

[0220] (S)-1-(2-(5-( (3, 4-:'))< l*:> 7 i J * :>) )< 	)1.)-4H-1, 2, 4- ') 7 V—)1.- 

3-4 )I.) El=1 ') :')-1--f )14-2, 2-:')7/1/ 7f1=1-2-(1-L K 1=1 *:>-3, 3, 5, 5-5- 

7)< 	)1/:>1=1,N*:>J1/)I51 1 	(4E-at 5 ) 

'AlthiN 2— (2) Vf'41  6 tatlEaltaAtt) (') t:.-...-Arou 1 7 — ( 1 ) --(14 6 

tt. tc_-1 E -a It C11 0. -41th { 2 —  (3) . -41th IN 2 —  (4) LP10044 -  

1. -D -CfREIE at 	•'f'47:-: 
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ESI/APCI Dual 537(M+H)+, 	559(M+Na)+ 

[0221] -Aro] 1 8 

CiL79] n 	„.,N,, 
I.-- 

• 0 

0 H \ 0 

[0222] (S)-1-(2-(5-( (3, 4-)( I- *:> 7 i J*:>))(11.)-1-)( )1.-1H-1, 2, 4- I-') 

7V-)1.-3-4 )I.) EI=1') :'J 	-1--f )14-2, 2-:'J 7 )1/7J- 1=1-2-(1- L KI=I*:>-3, 3 

, 5, 5-5-  I- 7 )< )1/ 	1=1,N*J1/)I'91 1 J 	(4Lat 8 ) 

[0223] [1180] 

• N 

[0224] *you 1 8 - 	( 1 ) 

(S)-t-1 /1. 2-(5-((3, 4-:'J)( I-*:>7 i J*:>))( )1.)-1-)( 	)1.-1F1-1, 2 

,4- I-') 7V-)1.-3-4 )14 	°I=I') :'J 	-1-)J )I/t*:> 7 - I- 

(S)-2-(I K7 	t)1/7J=)1.) EI=1') 	-1-)J )1/ 7J*:> 7 - I- 04t1D(,) t:.-.. 

(S)-t-1)1. 2-(2- 	)1/L K7:')t)1/ 7J=)1.)E1=1 ,):')-1-t)l/t*:> 

5 - I- CE11 ON *YOU 1 7 -  ( 1 ) L PleaACIF 	,/ff .D --0,2+5,21Lat V41  tc_- 

. 

ESI/APCI Dual 419(M+H)+, 	441(M+Na)+ 

u 1 8- 	( 2 ) 

[0225] 
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[1E81 ] 

1 
- 	! 	\ 

0 
F 	.,.0 H 

[0226] (S)-1-(2-(5-((3, 4-:'))< I- *:> 7 i i *:>) )< 	114-1- )( 	)1.-1H-1, 2, 4- I- ') 

7 V-)1.-3-4 A.) ED') :')-1--f )14-2, 2-:')7)1/7J-  D-2-(1-L Ki=1*:>-3, 3 

, 5, 5-5- I- 7 )< )1.:> J 1=1/•*:>)14 '51  i 	(iLat8) 

-41th { 2 -  ( 2 ) --(141  6 tat IL at Mt ID (,) t:.-...-Arou 1 8 -  ( 1 ) TM 6 

4-Lk-IL at 	PI 

-D --C-  SE Al-  at 
ON -41th IN 2 - ( 3 ) . -41th IN 2 - ( 4 ) L P100)441F 	T7

,f47L- c, 
ESI/APCI Dual 551(M+H)+, 	573(M+Na)+ 

[0227] -Aro] 1 9 

[1L82] 

Fy 
	

0H  

0 — 

[ 0 2 2 8 ] (S)-1-(2-(5-( (3, 4-:'J)< I- *:> 7 i i *:>))< 	ll.) 7J-*It V-11.-2-4 114E 

CI ') :')J-1--')i.)-2, 2-:')7)1/7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I- 7 )< 	)1. 

1=1/•*)1/)i'91 1 	(tat 6 ) 

[0229] [1183] 

r 

i 

[0230] *you 1 9 - ( 1 	) 
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1-0 H-i 	V[d][1, 2, 3] 	I) 7 `i—J1.-1-4 )14-2-(3, 4-:'))( 	..:> 7 i ) 

:>)I'91 / 

1H-, 	V[d][1, 2, 3] 	I) 7 V—)1/(11. 2g) 0)CHC l3 (120m ogat:.-_, 	1111E7j- 

=)1,(1. 7ml) 	)ili A., 	25E-F-e303Aint, 	'1, 2-(3,4-:'))( I*:> 7 i ) *:>) 

EIFR (5 . 00g) 	)]QA_, 251ETT1.511%111/' Lk-. *ffilt 	631,TATIt 	L, 	6 

;Ty 	2N Na0H7.1<gaTA341-1, VAN, 	tiMIA(MgSO4), 638, SIN L, SafEa 

t (8. 06g„Rt 	14K) V41  tc_-. 

[0231] .-A-roj 1 9 — ( 2 ) 

[0232] 

[0233] 

[1E84] 

o214,,,  

1- (3, 4- 	)< I- * 	7 i ) * 	)-3-= I- 1=1 7c =i 	-2-7J- 

tert-1 l*:>t ') r,./-,. (3. 38g) ODMSO(60m 0 RNA t:, 	= 	1=1 )( '9' ' (0.83 

6g) ODMSO (5m I.)ga 	1 OtTM A., -t.  a) 	303rim1,11-- L tc: . -Aro] 1 9 — 

( 1 ) ---(14 6 tt, tc IL at (4. 30g) ODMS0 (65m 0 EWA 	1 WC-CAT L, -t-  0) 

1iiirmt.11--,1, 25EF-e3Hemmt-o-co azi-Y7.K(250moizaT, 10% 

El/FR 7.1C ---e Rft t: L, AcCEt TA ffl L tc . VA 1,1 	7.1< T A 349-1, tVIA (MgSO4), 	6 

38, a' 	' LZ 14' A-ARNIM 	, 	:> ') t it ) l. 	1=1 7 1-‘7 7 4 — (AcOEt/hexan 

e) 	-ClitlzI  L, 	-,'_ 6 t:.:Mia (AcOEt/hexane) 	.'ffkiN, 621E  -at (0.808g, 

''ffit.c_- c. ?)M't, 	14\) 

ESI/APCI Dual 	254(M-H)- 

*rt1N 1 9 — ( 3 ) 

[0234] [1E85] 

0 

H itil 	---„.0 

Ha 

.,„,„, 

1 

[0235] 1-7 Z ) -3-(3, 4-:'))( I-*:> 7 i ) *:>) .7°  I=1 	-2-A- 	iiatili-1 

.-A-roj 1 9 — 	( 2 ) --c141  6 tt, tc lEat (0. 660g) 0)Me0H (7mogf-yt:.-_, 	10% Pd 
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[0236] 

[0237] 

[0238] 

[0239] 

-C(0. 330g), 	1N HC1.7.1<ga(14m1.) 	))1:1A."-C, 	7.KATS-# WF, 	25.H.T5HilM 

1, tc. 	'74!tt 	638 TIt, 	6a 	alp" l,,  fr,EiLat (0.715g, --'4.t. 7 

)1/ 7  7 	) 	1 4 tz-_-  . 

ESI/APCI Dual 	226(M+H)+ 

u 1 9— 	(4) 

[1E86] 

HN 

N.. 

..t) 	 1. 

(S)-tert-1/1/ 	2-((3-(3, 4-:'J)( l*:> 7 i J *:>)-2-7f *V 7'1=1E114)J 

11. 	4 AA El=1 1 ) :') 	-1-t1l/t*:> 7 — 

(S)-1-(tert-11*:>t/l/t=)1.) El=1 ') :'J 	-2-t/l/tR(0. 557g), 	a 

rfEt3N (0. 790m1.) OTHF (14m ogat:.-, 	1=1 1=1 *R IJI. (0. 295g) 	3_1(•'6.-F ---CIP 

A.--c, 	-t.19)303•12411i'Ltz-_-. 	,n-Y, 	**NI 9 — 	( 3 ) T1 4' 6 4't. tc 

tat (0. 701g) OTHF (7m Ogat:.:0°C Vill A., 25[7:0'.-FT17HeCti' 1, tc: . * 

)iii A.-C. ACOEretEliffi'l. 	VAN, 	Mfil1ti-17.1c-e55349- 1,, 	tVIA(MgSO4), 	638 

SE'S' LZ14tc_114M211t 	, 	:> ') t it)l. 	1=1 7 	7 4 — (AcOEt/hexane 

) Tall  L, t-TafEat (0. 540g, -,:'t, 7 	)1/ 7 7 	) 	T tcc. 

ESI/APCI Dual 	445(M+Na)+ 

-ArtiN 1 9— ( 5 ) 

[1E87] 

(S)-t-1/1. 2-(5-( (3, 4-:'))< I- *:> 7 i J *:>))< 	Mt *1  t V —11/ -2-4 

A4 E1=11 ) :') 	-1-t1l/t*:> 7 — 
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[0240] 

[0241] 

[0242] 

[0243] 

-4101J 1 9 — ( 4 ) --(141  6 tatiLat (0. 250g) 0) Hi/ i 	0 omOgat:.-_, 

/ —: ' ) i Z 	(0.281g) 	)iliA.--C, 	50°C-e1. 5HirCfii/' Lk-. 25.[Wi6:R L, 

SIS' L -C1'47c_114M-111t 	, 	i') t it)l. 	1=1 7 l' 7 7 4 — (AcOEt/hexane) 

Tall L, t-TElEat (0. 1568„RtEliit) V41  tc. 

ESI/APCI Dual 	405(M+H)+ 

u1 9— 	( 6 ) 

[1E88] 

N. 

-NH 

(S)-5-((3, 4-:')) 	..:> 7 i J *:>))< 	)1.)-2-( ED ') 	%-2--fJl.)t*It*It 

V—J1. 

-A-AIN 1 9 — ( 5 ) T 14' 6 tattat (0. 146g) 0)AcOEt Om OgAt:.-_, 4N HC 

l-AcOEt (0. 5ml) 	))11A. --C, 	22-FZ12HirCt#' l, AL-. 4N HC l-AcOEt (0. 5m l) 

)ili A. -C3HirAltli'T1, 	:35 ' (:.-AN HC L-AcOEt (0. 5m0 	)iii A. -C1HirAtt 	1, tc. 	2N 

Na0H7Ega)JFIA.-C, AcCEtTAffi'l, VA)Vibr i neTA341-  1,, tillk(MgSO4) 

, 6 38 , SIN 1,, gElEat (0.078g, i 	't, 	11) V4tc. 

ESI/APCI Dual 	305(M+H)+ 

-AYthiN 1 9 —  ( 7 ) 

[1E89] 

,c) 

0H 

\,-.- 
\.a 

(S)-1-(2-(5-( (3, 4-:'))< l*:> 7 i J *:>) )< 	11/)7J-  *It V-11.-2-4 AA E° 

CI') :') J-1-4)i)-2, 2-:')7)1/7J-  1=1 -2-(1- L F 1=1*:>-3, 3, 5, 5-5- I- 7 )< 	)1. 

1=1,N* 	)1.)i,9' J J (4E-at 6) 
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[0244] 

[0245] 

[0246] 

[0247] 

2, 2-:'J7/1/7J- 1=1-2-(1-L K 1=I*:>-3, 3, 5, 5-5-  F 7) 	Jl/:> 	1=1/N*:>11/) 

(0. 075g) LEt3N(0. 038m I.) 0)THF (1m ogat:.-_, 	i=i1=1*.RI/l/(0. 028g) 

31(8-F ---CIPA., 	-t- vHirm111-- Ltc_-. azmatt:.-_, 	(s)-5-((3,4-:-;)( 

I..:> 7 i )*:>))( 	lIA-2-( El=1 ') :')-2--( Jl.) t *It V—/l/(0. 075g) 0)T 

HF(1m1.)ga, 	3.1("6.-FT)JFIA:r. 	22-FT1511%111#' Ltc. 7.1K)J1:1A.-C, Ac 

OEtTAffi'l, VAN, 	Mfilfti-19.1c-e5A349- L. tVIA(MgSO4), 	638, SE'' 1, --C1'41  
tc  calm 	, 	i) t it)i. 	D 7 I. 	7 7 4 — (AcOEt/hexane) Tall L, 

Natat (0. 	,;.. 	7 	)1/ 71/ 7 7 	) V41  tc. 

ESI/APCI Dual. 	537 (M+H)+ 

*WWII 2 0 

[1E90] 

oli 

fl— 

(S)-1-(2-(5-( (3, 4-:'))(  I` *i7 i J *:>) )( 	AA 	7-1  `js  —11.-2- 4 114ED 

I) :) ' -1-4 )14-2,2-: ' ) 7 )1/7J-  D-2-(1-L KI=1*:>-3, 3, 5, 5-5- I- 7 )( 	)1.:> 

1=1/•*)1/)I'91 ) J 	(1I 	7 ) 

ou 2 0 — ( 1 ) 

[1E91] 

(S)-tert-l)l. 2-(5-((3, 4-:'))( 	*:> 7 i J *:>))( 	ll/)77 `js— )1.-2- 

-( Jl/) El=1 I) :') 	-1-)J Jl/t*:> 7 — 

*tOIJ 1 9 - (4) --(141 641.tclEalt(0. 287g)a) Hi.' 	(5ml)gat:.-_, 	1=1 

— V JigitA (0.275g) 	)]QA.-C, 	not-eiHirct 	L tc: . 25.H. I,: R L , alite' L 
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[0248] 

[0249] 

[0250] 

[0251] 

-c,f47-cmit2  ot 	, i  I) t it)i, 

L. t-TaiLat (0. 100g„Rt 

ESI/APCI Dual. 	421 (M+H)+ 

-Alt { 2 0— ( 2 ) 

[1192] 

0 NH 	N,,,,' 

(S)-5-((3, 4-:'))( 	-.:> 7 i J 

D 7 I. 	'77 4 - (AcOEt/hexane) TM-11 

7 	JI/7 7 	) V4I  tc. 

*:>))( 	ll.)-2-(ED') :')-2--f A.) 	Ti'l 

—)l. 

( 5 ) 	--el' 6 tt. 

PI 0. AVM 1 

AL-tat aAtt) t') t:.-...-Arou 2 0 — ( 2 ) ---(141  

9 — ( 6 ) L PI 0 OtAl fr 	''ff --D -Cf,21ElLalt 

i )*:>))( 	Jl/)77 `i—)I.-2-4 JI.) El=1 

-41thiN 1 9 — 

641.k-  fLaIt 

(0. 063g„Rt 

ESI/APCI Dual. 

-Alt { 20 —  

[4193] 

F 	.014 

1) V4itc_-. 

321 (M+H)+ 

( 3 ) 

_ 

4-:'))( 	-.i7 (S)-1-(2-(5-((3, 

I) :)-1--f )14-2, 2-:')7/l/A- 1=1-2-(1-L K 1=I*:>-3, 3, 5, 5-5-  F.7 )( 	)l.:> 

1=1/N*Jl/)I'91 1 	(tat 7 ) 

-AAR 1 9 — 

6 tattat 

(0.077g, 	AKt 

ESI/APCI Dual. 

( 6 ) --el' 6 4-Lk-tat aAtt) t') t:.-...-Arou 2 0 — ( 2 ) -c14,  
Ell o, -AAR 1 9 —  ( 7 ) L FA00)411-0, tTailat 

7 	)1/ 7  7 	) V41  tc: . 
575(M+Na)+ 
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[0252] -AAR 2 1 

[1E94] 

N 

—01d 

(S) -2, 2- 	7 )1/7J- D-2-(1- L K 1=1 *:>-3, 3, 5, 5-5-  I- 7)( )1.:> 	1=1/\*:>)1. 

) -1-(2-(5-(( E I) 5r:')-4--f)1.7t*:>))< )14-1‘)A- *It'l—)1.-3-4)1.) E 

1=1 I) :') 	-1--f AA i,9' JJ (That 5 3) 

1.41 	a -111=1, tat 1 8 (3 0 m g ) , 	4- I I:1 E 1) 'Y''J 9.1EAKA 

Rit ( 2 2 m g ) , Pd(OAc)2  ( 2 m g ) . 	Cs2CO3( 3 7 m g ), 	[1, 1' -E't 7 ,9' 

1, J]-2--r)14;-tert-)1/ 7 7 -I i 	(3 m g ) 	t:.: Hi,' 	(2 m I ) 

)i I i I A_ tc Mai.tt, 	100 t T 4 Hi 17.11A /4- L A:. a va at 25E1 t:.-.. ;14i Ail L tcA 

, NH 	1) t it)1/)JUA. L a ' < MT' L tc. ') t 1t)1. 6M•1 	I=I 1=1 *)1/1A 

TA341 L, gP1 	ea 	L -C1'41 6 tt.tc:RIZA13•ERFIPI-C-Clitl' L --CSEIL-a 

t ( 6 . 0 m g , 	,T, 't, ElE1 it t ) V4 tc. 

1H NMR (600MHz , CHLOROFORM -d) 	a= 9. 08 - 8. 98 (m, 2 H), 	7. 02 - 6. 96 	( 

m, 1 	H), 	6.35 	[6. 26] 	(s, 	1 H), 	5. 62 - 5.37 	(m, 	1 H), 5. 22[5. 24] 	(s, 

[0253] 

2 H), 	4.21 	- 3.71 	(m, 	2 	H), 

-AAR 2 2 

2.38 - 0.82 (m, 	22 H) 

[1E95] 

N 
q 	N 

i' 	,----. 
-OH 
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(S) -2, 2-:')7 )1/7J-  D-2- (1- L K 1=1 *:> -3, 3, 5, 5-5-  I- 7 )( 	)1.:> 	1=1/\*:>)1. 

)-1-(2-(5-(( E7 	-2-4 )1/7J-*)) 	)1.) 4 vt*ItNi—)1.-3-4 AA ED 

i) 	-1-4 AA i 5' i J ( i E at 5 5) 

IL-at 1 8 (4 0 m g) ODMF(1. Om I )g,,f-y 6_25E'reNaH (5. 2mg, 	>55% i n 

minerai 	oil) 	))1:1A. --C303rIAllr'1, 2-11=1E7(23. 8mg)))1:1A:r2 

5Eal --e 0. 5Hill14,1-1-' Lk-. 

[0254] a viA at t:.-. DMS0 0 . am l) 	)iii A_ -c 74,.tt 6 AA, z$H 3•E[Ridpi_c Tali L 

-cf,-1,ElEat ( 6 . 7 m g „RtEliltt) V4 tc. 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	8.34 - 8.29 	(m, 	1 	H), 	8.24 - 8.18 	(m 

, 	1 	H), 	8.13 - 8.08 	(m, 1 	H), 	6. 28 [6. 19] (s, 	1 	H), 	5. 60 - 5. 36 	(m, 

3 H), 	4.24 - 4. 13 	(m, 	1 

), 	2.35 - 0.76 	(m, 	22 H) 

H), 	3.95 - 3.87 	(m, 	1 	H), 	3.82 - 3.69 	(m, 	1 	H 

[0255] *WM 2 3 

[1E96] 

1-1 

[1E97] 

,,--- 
/ 

0 	N. 
OH 

[0256] (S)-2, 2-:')7 11.7f 1=1-2-(1- L KI=I*:>-3, 3, 5, 5-5-  F 7 )( 	)1.:> 	l/\* ')l. 
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)-1-(2-(5-(( E ,) V 	-2--( )1/7J- *))< 	)l/) 4 V t*t- V-)1.-3-4 )I.) ED 

,):') -1--1)1/)i q, J (4E-at 5 4) 8,tVe 

(S)-1-((3-(1-(2,2-V 7J1.7J-  D-2-(1- L K 1=1 *:>-3, 3, 5, 5-5-  I- 7)( )1/ 

1=1/\*:>)1.) 77-t)1.) ED ,) V -2--f )I.) 4 V t*It'l-)1.-5-4 )14)( 	)L') 

L") V 	-2(1H)-2f 

(1E-at 6 0) 

*YthiN3 -  (5) --(141  6 tt. /LIE at ( 3 Om g)LE,):') 	-2-7J-  - )I. ( 1 2 

m g) ODMF (1. OmL)gat:K2CO3  ( 3 5 mg) 	))1:1A. --C 5 0 tT1Hiricti--  L tc. 

azmat t:.-..DMS0 (1. Om l) 	)iii A_ --c 	gi.tt 638.1, 31#13€[RHPLC-Clit2'z.1  L 

-c-  tat 5 4 ( 2 . 0 m g „KtAll)t) L tat 6 0 	( 1 	6. 0 m g „K 

't,EIEPItt) 	cI 	tcc. 

(S)-2, 2- 	7)l.7J-  D-2-(1-L K i:i*-3, 3, 5, 5-T-  I- 7 )( 	)1. 1:1/\*)1. 

)-1-(2-(5-(( E ,) V 	-2--1 )1/7J- *))< 	)l.)-( V t*It'l-)1.-3-4 )I.) ED 

,) V 	-1--1 )1/) i 5' i 	(4E-at 5 4) 

1H NMR (600MHz , CHLOROFORM-d) a 	8. 20 - 8. 12 	(m, 1 	H), 	7. 66 - 7. 57 	( 

m, 	1 	H), 	6. 97 	- 	6. 90 	(m, 	1 	H), 6. 85 - 6. 78 	(m, 	1 H), 	6. 24 [6. 15] 	(s, 

1 	H), 	5. 59 - 5.30 	(m, 	3 H), 	4.25 - 4. 14 (m, 1 	H), 4. 05 - 3. 92 (m, 	1 	H 

), 	3.81 	- 3. 69 	(m, 	1 	H), 	2.33 - 0.77 	(m, 22 H) 

(S)-1-((3-(1-(2,2-V 7 )1/7J- 1=1-2-(1- L K 1=1 *-3, 3, 5, 5-5-  7)< 11/ 

1=1/\ *:>)1.) 77-t 	)1.) ED ,) V -2--f )I.) 4 '1 t*t- V-)1.-5-4 )14)( 	-)L') 

L") V J-2 (1H) -2t 

(1E-at 6 0) 

1H NMR (600MHz , CHLOROFORM-d) a 	7. 42 - 7. 31 (m, 2 	H), 	6. 59 	(d, 	J = 9 

. 1 	Hz, 	1 	H), 	6.28 	- 	6. 11 	(m, 	2 H), 	5. 56 - 5. 07 	(m, 3 H), 4.23 - 4. 09 

(m, 	1 	H), 	3. 98 - 3.83 	(m, 	1 	H), 

22 H) 

3.80 - 3. 67 (m, 	1 H), 	2.35 - 0.72 	(m, 

[0257] -AAR 2 4 
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[1E98] 

N 

OH 

H --a 	IV 

H--0 

H 

(S) -2, 2-:')7)1/7J- 1=1-2-(1- L K 1=1*:> -3, 3, 5, 5-5-  I- 7)( )1.:> 	D /\*:>)1. 

)-1-(2-(5-((I° ') :')-3-4/1/7J-  *:>))( 	)14-( V *It`i -)1.-3-4 AA E 1=1 I) 

-1- 4 )I.) i -9' ) J 	01M 1 *fp t ( i Eat 6 7 ) 

.-A-ythiN 2 --(14 641, k- IL-at 4 0 	(2. 24g) 0)AcOEt (50m I.) g ,,f-y t:.-..HC I. 	(50ml, 

4. ON 	in AcOEt) 	))1:1A., 	25EIT15HilMR, 	L, 	51 	(140ml) 	)ili A. --C8 El 

rict 	l., ito 	a zmat VA'*'-' L-C1147L-R3Itlitiin (Me0H/Et20) I., VRE 

tat (2. 23g„Rtx3114K) v4i tc. 

1H NMR 	(600MHz , DMSO-d6) 	a 	= 8. 65 - 8. 52 	(m, 	1 	H), 8.46 - 8.36 	(m, 

1 	H), 	7. 97 - 7.84 	(m, 	1 	H), 	7.75 - 7. 65 	(m, 	1 	H), 	6. 61 	[6.63] 	(s, 	1 

H), 	5.79 - 3. 01 	(m, 	7 H), 	5.42 	[5. 44] 	(s, 	2 H), 	2.31 	- 0. 66 	(m, 	22 H 

) 

Anal. 	ca lcd 	for 	C25H33F2N304  • HC I. • H2O : 	C, 	56. 44; 	H, 	6.82; 	N, 	7. 90; 	fou 

nd C, 	56. 20; 	H, 	6. 66; 	N, 	7. 76. 

R3 L PI 0 a) 	1. : ck c), J-;t -F ofEat V41  k-  . 

[0258] (S)-2,2-:')7)1/7J-  1=1 -2-(1- L KI=1*:>-3,3,5,5-5-  I- 7 )( 	)1.:> 	1=1 /• *:> 

JO-1-(2-(5-(((6-)( l*:> E') :'J 	-3--f AA 7f*:>))( )1.)-( Vt*It`i- 

)1.-3- 4 AA ED I) :') 	-1-4 )1.) i g ) 	( i Eat 4 1 ) 

1H NMR 	(600MHz , CHLOROFORM-d) 	a 	7.91 	- 7.82 	(m, 	1 	H), 7.30 - 7.21 	(m 

, 	1 	H), 	6. 74 - 	6. 66 	(m, 	1 	H), 	6. 39 	- 	6. 15 	(m, 	1 	H), 5. 60 - 5. 33 	(m, 	1 

H), 	5. 12 - 5.02 	(m, 	2 H), 	3.89 	(s, 	3 H), 	4.24 - 3.64 	(m, 	3 H), 	2.35 

- 0.84 (m, 	22 H) 

(S)-2, 2- 	7 )1/7J-  I=1-2-(1- L K 1=I*:>-3, 3, 5, 5-5-  1-7)( )1.:>1=1/•*:> 
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)14-1-(2-(5-(7i J *: > ) 	JIA -( V t*It'l-)1.-3-4 )I.) ED I) :') -1--1 

MI5') 	(1I 	5 2 ) 

1H NMR (600MHz ,CHLOROFORM-d) 	a 	7.37 - 7.28 (m, 	2 H), 	7.05 - 6.92 	(m 

, 	3 H), 	6.26 	[6.18] 	(s, 	1 	H), 	5.44 - 5.37 	[5.60 - 5.54 ] 	(m, 1 	H), 	5. 

17 - 5.05 	(m, 	2 H), 	4.41 	- 3.54 	(m, 	3 H), 	2.39 - 0.68 	(m, 	22 H) 

(S)-2, 2- 	7J1.7J-  1=1 -2-(1- L Ki=i*:>-3, 3, 5, 5-5-  I- 7)( 	)1.:> 1=1/•*:> 

)I.) -1- (2-  (5-  ( ( E I) Z :') 	-5--( JI/A- *:>) )< 	)1/) 4 V 7J-  *It V - 11/-3- -I AA 

ED i) 	-1--r AA' ,9' i J (1E-at 5 9) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	8.93 	(s, 	1 	H), 	8.49 	(s, 	2 H), 	6.34 	[ 

6.25] 	( 	s, 	1 	H), 	5.44 - 5.36 	[5.61 	- 5.56] 	(m, 	1 	H), 	5.26 - 5.17 	(m, 

2 H), 	4.21 	- 4.11 	(m, 	1 	H), 	3.89 - 3.70 	(m, 	2 H), 	2.38 - 0.77 	(m, 	22 

H) 

(S)-2,2-7/1/7J- D-1-(2-(5-((3-7/1/A-D7i /*)) 	)1/) 4 V 7J-*It 

V-)1/-3-4)1.) EDI) :')-1-4)1.)-2-(1-1'. Ki=1*:>-3,3,5,5-5-  I- 7)< 	)1. 

1=1,N*JIAI'91 1 	(tat 6 4) 

1H NMR 	(600MHz , CHLOROFORM-d) 	a 	7.30 - 7.21 	(m, 	1 	H), 	6.77 - 6.65 	(m 

, 	3 H), 	6.27 	[6.18] 	(s, 	1 	H), 	5.44 - 5.38 	[5.59 - 5.55] 	(m, 1 	H), 	5.1 

5 - 5.05 	(m, 	2 H), 	4.23 - 4.14 	(m, 	1 	H), 	3.93 - 3.87 	(m, 	1 H), 	3.84 - 

3.70 	(m, 	1 	H), 	2.35 - 0.78 	(m, 	22 H) 

(S)-2,2- 	7 )1/7J-  D-2-(1-L Ki=1*:>-3,3,5,5-5- 1-7 )( 	)1.:> 1=1/•* :> 

)14-1-(2-(5-((3- 1-)1/4)1/7J- *:>)) 	)1/)-( V t*ItV-)1.-3-4 )I.) ED I) 

-1-4 AA i,9' i 	(1 at 6 5) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	7.13 - 7.08 	(m, 	2 H), 	6.87 - 6.82 (m 

, 	2 H), 	6.25 	[6.17] 	(s, 	1 	H), 	5.44 - 5.37 	[5.58 - 5.55] 	(m, 1 	H), 	5.1 

3 - 5.04 	(m, 	2 H), 	4.24 - 4.15 	(m, 	1 	H), 	3.98 - 3.91 	(m, 	1 H), 	3.82 - 

3.69 	(m, 	1 	H), 	2.30 	(s, 	3 H), 	2.25 - 0.86 	(m, 	22 H) 

'AAR 2 1 L PI a 0 	a t:.-. ck (,) , J-;t T 0 IL at 	4I  tc: . 

[0259] (S)-2,2-:')7)1/7J-  D-2-(1-L Ki=1*:>-3,3,5,5-5- 1-7)( 	)1.:> 1=1/•*:> 
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)14-1-(2-(5-(( E ') :'J 	-4--f )1/7J-  *:>) )< 	)1/) 4 V 7J-  *1  t`i - )1.-3- 4 )1.) E°  

CI') 	-1--f )1/) '51  i 	(tat 5 7) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	8.49 	(br. 	s., 	2 H), 	6.93 - 6.82 	(m, 

2 H), 	6.30 	[6. 21] (s, 	1 	H), 	5.46 - 5.35 	[5. 61 	- 5.55] 	(m, 	1 H), 	5.21 	- 

5.10 	(m, 	2 H), 	4.24 - 4.08 	(m, 	1 	H), 	3.92 - 3.69 	(m, 	2 H), 2.40 - 0. 

75 	(m, 	22 H) 

'AVM 2 2 L P] a of a (,:.= ck t') , J-;t -F ofEat V4I  tc: . 

[0260] (S)-2, 2-7/1/7J- 1=1-2-(1-L KI=I*:>-3, 3, 5, 5-5-  1- 7 )( 	)1.:> I=1/•*:> 

)14-1-(2-(5-(( E ') Y:')-3--f )1/7J- *:>))< 	)1/) 4 V 7J-  *It V - 11/ -3-4 AA 

E 1=1 ' ) :'J 	-1- 4 AA i ,9' i 	(4E -a t 5 6 ) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	8.93 - 8.86 	(m, 	1 	H), 	7.47 - 7.40 	(m 

, 	1 	H), 	7.10 	- 7.02 	(m, 	1 	H), 	6.35 	[6.25](s, 	1 	H), 	5.70 - 5.60 	(m, 	2 

H), 	5. 44 - 5. 37 	[5. 60 - 5. 56] 	(m, 	1 	H), 	4. 25 - 4. 13 	(m, 1 	H), 	3. 99 - 

3.87 	(m, 	1 	H), 	3.82 - 3.69 	(m, 	1 	H), 	2.35 - 0.77 	(m, 	22 H) 

(S)-2,2-7/1/7J-  D-2-(1-L KI=I*:>-3, 3, 5, 5-5-  1- 7)( 	)1.:> 1=1/•*:> 

)14-1-(2-(5-(( E ') Z :') 	-2--f )1.7t*:>) )< 	)1/) 4 V 7J-  *It V - 11/-3- 4 AA 

E 1=1 ' ) :'J 	-1- 4 AA i ,9' i 	(4E -a t 5 8 ) 

1H NMR (600MHz , CHLOROFORM-d) 	a 	8.59 - 8.52 (m, 	2 H), 	7.06 - 6.99 	(m 

, 	1 	H), 	6.30 	[6.23] 	(s, 	1 	H), 	5.63 - 5.35 	(m, 	3 H), 	4.26 - 4.14 	(m, 	1 

H), 	4.02 - 3.91 	(m, 	1 	H), 	3.82 - 3.68 	(m, 	1 	H), 	2.38 - 0.75 	(m, 	22 H 

) 

U2 3 L17 0 0 	511,:. ck t,), J-;t -F ofEat 	4I  tc: . 

[0261] (S)-1-((3-(1-(2,2-7)1.7f D-2-(1-L Ki=1*:>-3, 3, 5, 5-5-  1- 7 )( 	)1.:> 

1=1,N*:>)1/) 7-1-t)1.) Em I) :')-2--f )04 V t*It`i-)1.-5-4/1.))( 

)I.) E ,) Z 	-4(1H)-7J-  i (1E Qt 6 1) 

1H NMR 	(600MHz , CHLOROFORM-d) 	a 	8.22 - 8.10 	(m, 	1 	H), 	7.36 - 7.30 	(m 

, 	1 	H), 	6. 33 - 6. 15 	(m, 	2 H), 	5. 40 - 5. 30 	[5. 60 - 5. 54] (m, 1 	H), 	5. 0 

2 - 4.96 	(m, 	2 H), 	4.17 - 4.06 	(m, 	1 	H), 	3.86 - 3.60 	(m, 2 H), 	2.36 - 
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0.77 	(m, 	22 H) 

(S)-3-((3-(1-(2,2-:')7/1/A-  1=1 -2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7)( 	)1.:> 

1=1,N*:>J1/) 77-t)1.) ED I) :')-2--( )I.) 4 V 7J- *It V-)1.-5-4 )I.) )< 

)1.) E 1) z 	-4(3H)-J 	(4I 	6 2) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	a 	8.26 - 8.21 	(m, 	1 	H), 	7.95 - 7.87 	(m 

, 	1 	H), 	6.50 	- 	6.46 	(m, 	1 	H), 	6.28 	[6. 21] 	(s, 	1 	H), 	5.40 	- 	5.31 	[5. 5 

7 	- 	5.50] 	(m, 	1 	H), 	5.21 	- 	5.11 	(m, 	2 	H), 	4.21 	- 4.08 	(m, 	1 	H), 	3.91 

- 3.68 	(m, 	2 H), 	2.31 	- 0.83 	(m, 	22 H) 

(S)-2,2-:') 7 )1/7J-  D-2-(1-L Ki=1*:>-3, 3, 5, 5-5-  I- 7)( 	)1.:> 	1=1/•*:> 

)14-1-(2-(5-(( E ') --.Z:'J 	-4-4 )1/7J- *:>))< 	)1/) 4 V t *It `i -)1/-3-4 AA 

ED ,) :')-1--f )1.)i,9' ) J (TE-at 6 3) 

1H NMR 	(600MHz ,CHLOROFORM-d) 	6 	8.81 	(s, 	1 	H), 	8.53 - 8.46 	(m, 	1 	H), 

6.85 - 6.79 	(m, 	1 	H), 	6.29 	[6.20] 	(s, 	1 	H), 	5.63 - 5.34 	(m, 	3 H), 	4. 

24 - 4.13 	(m, 	1 	H), 	3.97 - 3.68 	(m, 	2 H), 	2.38 - 0.77 	(m, 	22 H) 

(S)-1-((3-(1-(2, 2-7)1/7J-  D-2-(1-L K 1=1*-3, 3, 5, 5-5-  I- 7 )< 	)1. 

1=1,N*:>)1/) 77-t)1.) ED ,) :')-2--f )I.) 4 '1 7J- *ItV-)1.-5-4 )1.))< 

)I.) E ,) 	-4(1H)-7J- 	(4E -at 6 6) 

1H NMR (600MHz ,CHLOROFORM-d) 	a 	7.36 - 7.30 	(m, 	2 H), 	6.44 - 6.38 (m 

, 	2 	H), 	6.16 	[6.08] 	(s, 	1 	H), 	5.61 	- 	5.31 	(m, 	1 	H), 	5.06 - 4.91 	(m, 	2 

H), 	4.22 - 4.07 	(m, 	1 	H), 	3.92 - 3.62 	(m, 	2 H), 	2.38 - 0.77 	(m, 	22 H 

) 

OVN 

-41-01i 2 - 	(2) --Cliti-Ct -fttc_--F,Errir412tKCE110 -ritfETit.3 -  

tc_- 7Y, 	T 2 *13412tK 	WU L --c itifEar,i.- -3 z._-. L t ii - iC --e 	Z. 

[1E991 

/NLI0 H 

)-''-'ID 	

CI 
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[0262] (S)-tert-1/1. 2-(1=11=1( L K1=1*-( Z i))< 	)1.) ED I) 	-1-t/l/ 

t*:> 7 - 

) 

[0263] 

)]1:1A., 

*rOli 2 — ( 1 ) T1141  6 tat (S)-t-1/1/ 2-(( L K 1=1 * 	4 z j),()1,) E 

D') :'J 	-1-)J )I/t*:> 5— 	(32. Og) 0)Ac0Et (270m Ogat:.:NMP(43. 1m 0 

30-40t TNCS (21. 94g) 	20-30312413r1- T33Ali L -CNA., 25E0I TO. 5H! 

4,14-' l, tc. 	Hooarz,Hi--e-ag,t41.4--Dtc. 	az Malt t:.:*(400m 0 

)ili A., VAla 	3litt Lk- o 	vt,m-al--)-t-c7E(1.2Lx2) --ea349, tv:31(m 

gSO4), 	6318, 	an I., ---CMAL- Witt-kV*  (;&S.t, 	12tK, 	174g) 	AcOEt/hexane (A 

cOEt/hexane=140m l/840m 0 T5A349-, 	tiMfg L---c- ,EIL-alt (109. 3g„:,:Kt 	14 

1H 

c14tco 

NMR 	(600MHz, 	DMSO-d6) 	a 	11.77 - 	11. 62 	(m, 	1 	H), 	4. 55 - 4. 41 	(m, 	1 

H), 	3.58 - 3.20 	(m, 	2 H), 	2.25 - 	1.71 	(m, 	4 H), 	1.39 	[1.33] 	( 	s. , 	9 

H) 

ESI/APCI Dual 	237(M+Na)+ 

	

*roil - 2 4 (,:.:7T l., tc:11:A405`051L FA0051 	PI 0, 	 1 	1 ---, 

1 — 1 	1 (,:.:7T LtclEalttz-_-. 
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1 — 1 

iLtr412*-4 *IA FKBP1 2 rotarnase 
1311W3tti 
1050 (nM) 

MS 
ESI/APC1 

dual 
gi/A1 

lbSti 
F 

F  .1-1 	
. 	

6\ 

0 	 0— 

49 
59 

(M+5Na)+ Vtlxil11 

9t'alt2 

/ 

F 	0 

F 1H
0 

	a 
101 	 0---- 

62 
538 

(M+H)+ 9ES#118 

it 0'113 

Q.......(0,
14 

 

F 	1,1---k_o 
F 	0 

	

04 	
. a \ 

0 • o- 

500-1,000 
538 

(M+H)+ *110112 

ib**4 

1N 
F 	sjc_{) 

F 	0 
.H 145 

fa 6\ 

0 	 0--- 

554 
(M+H)+ gi/11E 0116 

4tii'*5 

1:::)>-... 1.' '11H 

F 
F 

OH 	

. 6\ 

111111 	0- 
119 

537 
(M+H)+ WS01117 

1E *I'M 
F

Q--..___

4:) 

 
0 

F 	o 

	

aH 	
ilk .\ 

all 	 o— 

500-1,000 
537 

(M+H)+ W1ik0119 

[0264] 
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[1-2] 

A 1 - 2 

iblEitt7 

c)-"ne 
Fs________0 

 

F  
01 

1110 

•

\ fa 
0--- 

500--1,000 (141-Na 
575 )+ 

 
61120 lig 

ibfit8 

/ 'Iv" 

F 	N— 

F  
sH 

110 

fa .\ 
0--- 

189 551 
(M+H)+ XitiA18 

1t As 

- 
F 

F 	
0 

ill 

11110 

.\ 
lia 

0-- 

500--.1,000 550 
(M+H)+  WaitA13 

ing.1010 

0 

F 

F 	
tH 0 

le 

• \ 
0--- 

500-1,000 559 
(M+Na)+ Vig0114 

ittift11 

/ 	H 

F 

F 	1H 
0  

11101 
. i\ 

0--- 

235 536 
(M+H)+ VEN9115 

1t o' 

Q?"-N 
F 

F  
OH 

11101 

i\ fa 
0---- 

270 536 
(M+H) +  X11018t1t14$ 

[0265] 
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[1-3] 

A 1 - 3 

itSt13 

N 
__N 	io

i
ilo 

----. FF 
ell 

* 

o 

8--  434 508 
(m+H)+ A/1018 ,  4 

iLe14 it 

c)--rei ll 

0 
FF 	0  •H 

1110 

• 

? 

.\ 500-1,000 550 
(M+H)+ Mitilill8LM4* 

ibfA15 
F 	0 

F  •H 

0 

\ 244 
406 

(M-H)- Vigilfil8 Pla 

ibeit16 

Q-77N''74 
F 	0 

F 	0 
•H 

1101  

AL 
. \ 111,  

/0 142 522 
(M+H)+ Iilit49181R4* 

4tfi117 
F 	° 

F 	0 
•H 

0 

\ 
— 

356 479 
(M+H)+ M4919L174#* 

1L'alt 18 

/ 
F 

F 	0 
•H 

0 

H 
500-1,000 423 

(M+Na)+ Xtfifil13-(4) 

[0266] 
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[1-4] 

* — 4 

itfA19 

----)... N.-11  

----N 	0--IN,--°  

F 	----, 	 IS 	1 H 
F 

•H 

1110 

229 
530 

(M+Na)+ 
*b10119n1,411 

it**20 

F 	
0i 

F  
sH 	

fi a  \ 

11110 	 0.-- 

276 
6H)+  (M+H)+ 1 

iL filt21 

N 
---CI  
--- 

F 	----• 	
s I. . 

F 
*II 	

A 

IIII 
64 89 

(M+5Na)+ 
W/i  1E0113 

1Lltt22 

F 	o
_c_oH 

F 	
s H0 

111111  

1,000^-2,000 402 

(M H)+ WS019-(5) 

4LlgA23 

N-11 

,....N 	0i[N„...0 	,0 

,N;S:N 
F 	--.8 	0 

F 
'H 

1,000 '''''' 2,000 502 

(M+Na)+ 
Mig919-(6) 

ibSt 

N--N 

--1,1 	0 

5 • 
F

24 	
F 	'' 218 

'H 

30 

(M
5

+Na)+ Mit43$19Llit 1* 

[0267] 
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[ 	 -5] 

A 1 - 5 

ibtt25 

"-.N 	o 

F `' 	
U 

F *H 
401 

530 
(M+Na)-f- lifE1019LIMO 

4Ltr26 

/1'1-11  

F F 
	---.. 	0 

•H 

S 

500-1,000 530 
(M-I-Na)+ 

AMER9LIRO 

ittlt27 

D
r4 
 - ' < jc 

F *H  

* 

F 	
_,

386 500-1,000 
(M+H)+ 

Xa4,118LR4* 

itAalt28 F 
F *14 

351 
524 

(M+H)+ 
NtIEV18ffla 

4baMt29 

H--.N 

'4 	0 

F 	-, 	II  
F *1-1 

62 
00 

(M5+Na)+  VA0118 

ib.810A30 

----)_.<N-14  

---1,1 	0"v'  N. _..--° 

F F 
	—, 	• 

•H 

* 

®538 
220 (M+H)+ WhiE0196711§ 

[0268] 
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[1-6] 

p 1 - 6 

1Lti4t31 

----)___<T 
----N 	0 

F 	 ....- 
F  

H 	 I 
389 

531 
(M+Na)+ AP8019LR14 

1t'At32 

N

i 
F 	0 

F 	

. 

ell 

08) 
110 

165 
522 

(M)+ Ifiggl9R#1 

tell/433 

/ 	1,1 

F 	o 

F 	
0 

•H 	 II H 

• 
z 

259 
517 

(M+H)+ Viit.0119LRVA 

tjalt34 

Q......e, 
F 	0 

F 	
0  

9H 

SI  

500 ^- 1,000 
463 

(M+H)+ X1110118L RS 

1tet35 

N 

--...14 	---- 
'',.. 

----,  

FF 
	 ....,- 

• H 
45 

476 
(M+H)+ XM  OVILItle 

1be1t36 

F 	0-1c___43 

F 	
•H  
	I 	\

N 

1111 

1,000' 2,000 
480 
+ (M H)+ Aliti919LRO 

1ter437 

c)-reLN 
F 	0

jc_44 H? 

F 	
0 

.H 

111111 

1,000 -̂2,000 
401 

(M+H)+ X110110 
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[0269] [1-7] 

*1 - 7 

1tat38 

/ 	0 
F 

F 	
•H 	

H 
0 

S 

500— 1,000 
505 

(M+H)+ ASIR 1 0 

1L*V39 

c) .--.4(i14' 'N 

F 	o_k_44/ 

F 	0 	\ 
tH 

S 

500^-1,000 
429 

(M+H)+  A 11 

4t 1116A40 F 	---4 
F .1-1 

83 
478 

(M+H)+ 50 1E 012 

1L 	J141 

7-0  

I  

F 
F 

011 	
t 

IP 

150 508
H)+ (M+ ilEfill3R#1 

1btA42 

N-Tho 	

H, 

 

F 

F 	4, 

.H 

11111  

447 
400 

(M+H)+ VitiM4-(2) 

it'alt43 

N 

--- 

0.----,-___s0 	

•

I N  

Crj  

149 
487 

(M+H)+ Alit 017 

it; 81344 

.""o 	0  

F 	 H 
F 	0  

CI 

* 

166 
504 

(M+H)+ Mittl14 
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[0270] [1-8] 

A 	- 8 

1tfilt45 

`o 	13 • 
F 	 H 

F 	
0  

•Fl 

$ 

101 
540 

(M+H)+ 4ESIN5 

ibtA46 

'-'43 

- 	/ F 

F 	
0 	 \ 

0H 

S 

310 
428 

(M+H)+ 
1lJ6  

1t'alt47 

/ '(:) 
/---\ 

F 	 0 

F 	
0 	 \ 	/ 

•H 

S 

254 
470 

(M+H)+ Alig01166t410 

titt48 

0 	0 

F 

F 	
0 	

H • 

•H 

$ 

94 
518 

(M+H)+ fik011(QP140 

1tfilt49 

/ 0 

F 	----- 	•H 

F 	
0 

•H 

0 

500,-1,000 
429 

(M+H)+ ME41/112P14 

itelt50 

0 	. • \ 

F F 

	 H 	0---  
0 

•H 

$ 

117 
564 

(M+H)+ XPIE011,QM1#* 

1Lfi1J51 

/ 0 0  

F 	 I 

F 	
0 	

H . \ 

•H 

* 	

0-- 

74 
578 

(M+H)+ APIE*11,QM4 
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[0271] 	 [1-9] 

A I - 9 

itettt52 

7---°  

i 
 

F  F 
	—, 	,-i 

.H 
204 

99 
(M+4Na)+ MiE343LFA 

4E11'053 

N-__0  
/ 

--__N  

.'"N 
F 	----• 

_.--N 
F .H 

0 

86 
501 

(M+Na)+ %it021 

lEt10 

N_o  

F54 	 1- 
•H 

0 

290 
478 

(M+H  )+ 
A 	11/423 

tit/1)155 

N--0 

/--- 

F 	----. 
*.-Y 

F 
*H 

0 

228 
501 

(M+Na)+ 
A 	0122 

11 	56 
:---1\---131."-°  

N-  F 	---. 	
t'LieJ 

F 
*H 

S 

328 
479 

(M+1-0+ 
Wal9122e7,11* 

4L lalt57 
F 	---. 

F 	
O 

sH  
79 

500 
(M+Na)+ Mt+1)121LP1 44P 

TI q' 

F 	
\
0  F 	

---- 
HO 	0  

el 	/ 
N 	\ 

250 
501 

(M+Na)+ A1101122LR4* 
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[0272] [1-10] 

X 1 - 1 0 

1L1t59 HO 	0 

Ilk 

--%F 

\ N 
Nom/ 

124 
(M+Na)+ 

501 WiL4113e51- 41 

ILAMM60 
F 

F 	
OHO 

- 
/ 

0 

376 X1101123

110 

00 
(M-t-

5

Na)-i- 

',Le-146:161 
F 

F 	OH° 

11101  

--/---_,:) 

\--4,- I 152 479 
0,4+0- Xlifif3123kRA 

1L.84062 
F 

F 	0 . 

40 

0 0 

\ 
\.4 210 479 

(M+F0+ *A91123LFM 

ib"63  

F 

F 	OHO 

1101 

O 

/ 
N 
\\_-.----N 

185 479 
(M+FI)+ 

AS451123LF],  if 

1Lti#164 
F 

F 	OHO 

el 
f a 

182 17 
(M+

5
Na)-f- 

W* 0113LM 

itiot65 
F 

F 	OHO 

111101 

0 

. 

241 13 
(M+5Na)-4- AIAM3L R RA 
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[0273] [1-11] 

[0274] 

[0275] 

p 1 - 1 1 

ibialt66 

--- 	0 
F 

F 	OH
O 	

— 

S 

122 478 
(M+H)+ X110123tOM 

itikt67 

F 
F 	OH' 

-1) le 	H-01 
H-O 

 

478 
(M+H)+ 

APM#1124 

(M)M111 ) 	-(iAi7 4 I) 	FKBP 1 21=1-91 7 - -ff 3MD1.1_1 t MR 

tat a) 1=1 —91  7 --ff (1' .7° 	)1/11=1 1) )1/ 4 V )(7 --ff) FACtt, 

01:10)51 (Hard i ng6, 	Nature 	341, 	758-760, 

1 989, 	Holt 6, 	J. 	Am. 	Chem. 	Soc. 	1 1 5, 	9 9 2 5 

—9 9 3 8, 	1 9 9 3) 	t:.-..4tD -CAlitLAL- c, 	'Stpt, 	.7°7'Y 	_T.iI*J_ 

i'Y He::.., 	3 5mMHEPES 	(pH 7. 	8), 	1 2 nM LP)JEJ- 

IFKBP 1 2 (S i gma, 	F — 5 398), O. 	4mg/mL a—*E  

') .7c':> 	, 8 ck Ve D M S 01,:g1F4 Litai7S'1.105- 	HE-at (DM S 0 

060041.60. 	1 %) 	)J11 L tc: . e,o-c, 	5 0 ornmoL 10 1 	g t; 

I- ') 7/I/A- MI5' )—)1.6:g1F4 Lit 2 4 m MO)a .7° 	Koit:>=)1,-A 

I a—Ph e—P ro—Phe—i7=1,D7=1)1141V21.48µM L 

tSZck -31,:.-..int,, azvAtel,k-c, arz,t4t--e4-0, / . 7= H=17=1) 

twto)a,-c:.-..1*-3 3 9 0 n m --eopky1k1E=g— Lk-. vEll., 

ffl L, FoA4.rftw-F--covEtl.31 t; tc: 4Fi 	, 	1=1-9' 7 --ff3tttaAM L 

L tc. itt:RIE-at a) 1=1 - '9' 7 --ffIT.Ctft 1, , 1E-alwr/v±1F a) D—,9' 7 - 

-ff3tft -4ML Ltc_- *D-4411 (%) •--e 	L, tatosiftazmob\61=1-9' 

7 - -ff 3tfte 5 0 % EL ,V, -,3_ 41. Z lEatail. 1  C 50411 	X ffl I, tC: 0  

-1E-a!tt a) I 	C50111   1 	1 '''- 	 1 	1 	1 (,:.--7T I, /to 
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[0276] ('{2) 	g1174ttigitiR 

1 , 	3 —7 	1, 	,) 	—J1.5 g t:.:* 1 0 g 	)iliA. --c1,1 	1., V=JK L I., tc_1 

, „me 1 0 0 m Liztsz ct --) (:.=',9,  )—)1,AAALIgnit_,tc_-. mci 

0),git:RiLatViit:NUIZAtt., _EETIRTz' L, kap] 	MA., 	2 5 °C--C 7 BM 

It 1`-'• 	)< 	17 	7 4 )1. ,9' - ( 0 . 	4 5 µ,m) Z638 1,, 14 6 ttd-c:  6 ,,f-y 	7 

-t I- = I- ,) )I/TA E 1., HPLC --e21..1_17f 1, g/1741. L Lk-. 

[0277] ELVIN (WO 2 0 0 8/0 7 5 7 3 5 	lit--,̀.r3,UL,̀.6--er3471-,354-t.tc 1 — [ 2 

— ( (2S) —2— [5— [ (3,4 —:'J)< I-*7ii*) )<)1.] —1 

, 2, 4 —7J-*1J- 77 `i—)1.— 3 —4 A.] EI=1 ') 	— 1 —4)0 — 1 , 1 — 

7)1/7J- D - 2 -7J- *`ii)1/] -3,3, 5, 5 -5-1-7)()I.:>1=1/\*It) 

-AA V74/1741.6 	3 0. 	8 m g /m L ---et'), tat 1 ax.74/1741.t 	5 7. 	5 

m g /m L --e 	--D tc: . 

[0278] (ittiRIN 3) 	7r, 	)(1_1 	52)14:: 8 1,J* Z ft 	111AE3M1],i17f itt:N 

.al. 

C5 7 B L 7r, 	OIL 	e g 7 Mt) 	OT431113)(1_1 	1.„ 	)(1_1 3gt:.-_,!,it:RIN 2 --e 

EIMI  1, tcaAIJ, 	7-L-  tapit::_gflq Lk-  5 %1E Qt 1 ga (w / v) 	2 0 0 

IL I- T - D , )(1_I 	3 E1403\ 6 1 El 1 111*4 Lk-  (-U 1 0 E) . &64r3M 78 

El /3\ 6 2 	tcl, 	3 El -/M t:.-_, 	)(1_1 3113105t=ltie, 	J-;CFa)ftZ a 7'a 	Ell 

ki \ --C i-Tc4 A 1, tc: . 

ft 	Tait 

1 	= 	ft,: L, 

2 	= 	)(1_1 31130) 3 0 %>r 	6:.-..f 

3 	= 	)(1_1 31130) 3 0 %J-;t_t, 	6 0 %(,::..ft 

4 	= 	)(11 	,130) 6 0 0/01,;LE, 	9 0 %1,:.-..ft 

5 	= 	)(1_13,130) 9 0 °/01-;1_h6:.-..ft 

lam  

4 1 6:.-..71 1., tc A (,) , 	5 omE at 1 Sea 	#9:4 1., tz-_-ut, 	am 	b.4 1., tc 

LEM 1., --C WJJ /3\ 6 ftl 7 etiMirl Lk-. 1I 	1 #x4 	Oo 	Z i 7-16 
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, 4'41 5 H IA J-;11VAitiCt rA t:.-.. 8 ki \ --CAAIJ4'4U0Dft 	7 ct (,) A oti 

7i L tc . * 1 E -a t6 ig tt. tc: f 	ti,l'fa 5- 	7i -  z_.- LeHA 675 \ L 1-s -D tc: . 

OftillABOAt, tat a) 1=1 —91 7--ffITA3ttt:.-..MA.--C, %tat k-Zht 

, aeht, 41047 4Thtts Ea)4NaAittaAda)--atyt.  (,:.-.. ct (,) RI :541.Z. 

[0279] ('{4) 	3gt4ttittiR 

iqi—)1/7 9 m L t:.-..*rie 1 00 m L t:.-..tsZ ct -3 t:.-..7.1KAAAIJER-11 

Ltc . mciogiattatv,imut:.-..Att., ±2---eggli Ltcam 	)iii A., 	5 

t --e 3 B rct#`-T')  	17 	74 )I. ,9' — ( 0 . 	4 5 µ,m) Z6 Ai L, , 14641, 

tc 6',,a77-t I- = I- ,))1/TAEL H P L C -C2Al_lt LMIML Lk-. 

fEat 4 00734/1741.6 	1 1 3. 	2 m g /m L -e 	-D tc. 

[0280] (ittiRIN 5) 	7r, 	)(1_152/1/(,:.-.. 80* Z ft1IIABOA;141J7figit:N 

..1.1. 

C 5 7 B L 7r, Z 	OIL 	eg 7 Att) 	07T453)(11 	L, 	)(1_1 3113(,:.-_,git:RIN 4 --e 

Elez  L tcaAIJ, 	tc 1, aAl_lt::_gflq L tc 5 %1E Qt 4 0 ga (w/ v) 	2 0 

0 IL I- T-D, )(1_I 	3 E1403\ 6 1 Ell 111*4 Lk-  (-U 1 0 E) . &64r34 

MEI /3\ 62 	tc l, 	3 H -/M lz, 	)(1_1 31130)ft=ltilk 	, 	"AIM 3 t:.-. Ea L tc ft 

Za 7aitcEll kiN --ci-s-7A Lk-. 

[0281] *,; 

>4 2 t:.-..7i L 7-c:A (,) , tat 4 0 ga 	#9:4 L tcg (,, am 	#9:4 L tz-_-UL 

ELV L, --c Wjj /3\ 1=,ft 	7 et,Cip i., tco tat 4 0 #x4 	a)ft 	7-1 6 

, 4'41 5 H IA J-;t1VAitiCt IV t:.-.. 8 ki \ --CAAIJ4'4U0Dft 	7 ct t) A oti 

L AL-. *IL-attlEttd-c_- ftillABLOA 	7i -  a L elE1)1675\ L ts -D AL-. 

[0282] 1E-at 4 0 Oft'filABLOAt, 	1=1 —9' 7 — -ff ITA3tft t:.-..)n A_ -C, If_tt.tc: '--' 

tft, IR4115(ft, 41047 4Thtts Ea)4NaAittaAda)--atyt.  (,:.-.. ct t) RI -1/43541. Z 

0 

[0283] (ittiRIN 6) 	7 r, 	)(I_I 	T11.6:.8 0.  zh R1411734.111ABOAALIVit:N 

7r, 	1SM-t:.-..81X-C. 	171141Ja)f*I.LAJJ/J\ 6 	RI4JJ 	a)47,/ff 8 ck tie 	R141J0) 
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A•l76:40, 	'8,11:.-. p r o 	I 	i 	f e r a t 	i 	n g 	c e 	I 	I 	n u c 	I 	e a 

r 	a n t i g e n 	(PCN A) ICA'VeNetiCJI 	Z a.' L 7V% 6 tvt 8 t') ( 

Craven6, 	" 	J.Endoc r i no I." ,191,415-425,2 

0 0 6) , 	P C N Ali OtTi)JFIR14117A.0)7 —t —10t),L -D -CZ. 

[0284] 1Eata)R411734.41115`0A, 11,-2 PCN Ai 	#N,2IL L-CJ-;CFa)51 

TAIJZ L tc. 

[0285] C 5 7 BL 7 r, Z 	(llt, 	eh 7 Att) 	0)231113)(11 	l„ 	)(11531,::_aAl_l 	( 8 0 

%ig i —AA , api t::_g1174 L, tclEat 4 0 , 	5 2, 	5 9, 	6 1, 	6 3, 

4, 	7-L- 6 6 6 aA- 5 %4E-atgA (w/v) 	2 0 0 il LT-D, )(113 

6 

El 

•1 /3\ 6 1 El 1 El, 	2 El rbil*4 L tc (- 	5I 	) . 	2 El IA a)&64eg 4 Hirm 

•lt:.--* 31113'fiCOD)i-s- EfR L -C, 	50mM 	T r 	i 	s —HO I 	(p H 7. 6) 

, 	1 5 0 mM NaC I, 	1% NP —4 Ot,:t .011:1 -77--ff-ILEi9— 

-A-ti•iv 7 7 — i ---  e 7 J 	f4:'J 	X Lk-  . 3.163AtEta1l F t:.-.. ck t')PCNA -A- 

ti` MEI N g A 	PI la, , gArria) PCN A iit)i/E7J- i71,4±a) PC N A— 

EL I SA*v 1-CE110-CALlt Ltc. 

[0286] *,; 

4 3 t:.-..7i L 7-ci& t,), iitICN 5 TR 	1,,TA' 	7i L tclEat 4 0 	.4L 

tz-_-Ut, aALI 	#9:4 L tcUL ELVL -ChM- PCN A i'eA OA 	7i L tc. 4z 

lEaltt, 4'4193MWA6:.-.1-31,\ --C, 1§_tt.tcRg11734.111AVOA71 -  a Le 

13)16b\Lts-Dtc. 

[ 0 287 ] 4E-at 5 2, 	59, 	61, 	63, 	7-z-_- 6 	6 4 g a 	#9:4 L tc: 	U t 	tc: , 

	

tat 4 0 #9: 4ULFAO 6:.-., 	)PCN A ji a) ±P,)] ii 	7T L, tc: o 	,-.: '1.6 0)1I -a 

IttoTtt.tR1411734.111AE50A71 - z:LelE1)] 6 /3\t:.-..ts -Dtc (4 3 ) . 

[ 0 2 8 8 ] etc, tat 6 6 	#x4 L tc EU: --D o -c t Pleanit:ER"ff.D tc: L a.' 6, 

Ali 	#x4 L tc_- U L EL$51 I., --C 1SM -PCNA ieeg 1 . 	4 IgiA OA 	7i L AL-. 

a 

[0289] 'Lt. 6 otalta)R14117A-filIMAt, 	1=1 — 5' 7 — -ff ITA3tft t:.-..)in A_ ---C 

If_tatk-Zht, IR41150t, NaM47,/ff,htts ea)4Nolittoca)--at)-tt:ct 

ft1:3541.Z. 

t') 
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faX±0f1.11Elligilt 

[0290] *RBA t: ct (,), F K B P 1 2 Le-1 -Z.fiAtstaltRoEM±,- 

-.3stt.ziti, 	-1/43s 6 t::_taiLaltRa)EA,±,W-g--.3s tt.Ziki-g--Zlit 

O) 	fiRWI'±ix*t:.-AlEllts.fitcW8WAt'll -  Z z: L eui g L 1:4: - D tt 0 
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iii5ROCKI 

Cli**11 	A (1 ) , 

[4E100] 

N 

MI 
[ ,-.: zi. --e, 	A 	( 1 ) 	t :.= 	kiN -C 

R 1 6, 	F 	(2) RtA (3) 0)1,\Ttl.75`71L, 

[4E101] 

0 

7:4: 

( ) 	 ( ) 

FAA (,, 	F 	(4) 	0)0T41.75\10 1-V711_,, 

[4E102] 

(;

,,,,,,0 	;,...N  N 

.----\i 	
, 

N 	
--. NH 

<7  
\ 	 \

N 0- 	]S 

NH 

\. 
( ) 

)((,, 	-(CH2)m-X1-( CH2) n- 711.., 

Xit, *ii-a, -0 -, —N RaC(=0)—, —C(=0)N Rb—, — 

N RcS (=0)2 —Rt— S (= 0)2 N Rd— 	7M,, 

R a, 	R b, 	R ca tie R cU, ITA—RtAtS-D -C, 	-t. t.T.11.7.1KARRt 

c1_67)1,*)1,a7J1_,, 

mat/en 6, ITA—RtAtS.D -C, -t. tt.T1-t. 0 — 3 0)VR711_,, 
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R 26, 	7 ,)-)1,a, /•5-1=17 ,)-)1,a (e<71)-)1,axtv\T-1=17 

1)-)1,at, 	i\i=iitig, 	c1 _67)1,*)1,aavec1 _67)1,*a ( 

c
1

_67)1,*)1,axtc1 _67)1,*:>at, /\1=iit1;5)3z-oe7.Kma 

/3\ 6i-sZUct (Jillatt.z 1 -31111a),MAa----effitl:3541.--Ct ct oc. ) /3\ 

6tsZUct (JilltStLZ 1 -311:10fflitla-effitl:3541.--Ctao. ) , 	1 

, 3 -, 	V:'J7J-* v 7 =A/a, -(P))1,a, 	)1,*1))1,a, 7.Km 

a, 	c1_67)1,*)1,a (E,Ac1_67)1,*)1,a6, 	1 - 211:107.KOMTIMA 

tql.--Ctao. ) , 7zia, 	J-C1 _6 7-111.*11/ 77Zia, :') -C 

1-67)1/*)1,7zia, 	c1_67)1,*a, 	c1_67)1,*)1,)1,*=)1,7J- 

*a, 	E I) K=)I/aRt E') Z 	i =)1/a7i -c. ] 

--e -1/43541.ZIE-altRt-t.0)EA,±,!,'-g--.3541.Zigic. 

LIVRIA2i xe,g-a, -C H2 O-, -cH2-, - (CHO 2-, - (C H2 

) 3-, -0-, -CH2-NHC(=0)-, -CH2-NHC(=0)- 

C H 2 -R6-C H2 - N H S(=0)2-TZ, 

,M3RIA 1 t:.-_,EgcoiLatRt-IDEM±,!,'-g--:stt.Zitic. 

[li**3] xe, -C H2 0 -Rt-C H 2--eZ, 

,M3RIA 1 t:.-_,EgcoiLatRt-IDEM±,!,'-g--:stt.Zitic. 

Cli**4] R le, A (2) --eZ, 

,M3RIA 1 - 3 ok,\Ttt,b\ 1 lA6:.-_,Ei1i,oiLatR6-t.07EA,±-Ott. 

Zit. 

Cli**5] itl A e, -FA ( 5 ) ok,\Ttt.b\ort--eZ, 

[4E103] 

.x.4. 	 .0) 

go$3RIA 1 - 4 a) o Ttt,b\ 1 lAt:.-_,Eili,oiLatRt-t.a)EM_E,W-g-,3_ tt. 

Zit. 

[li**6] R 2e, 	7 i=)1,a, 	L") :-;)1,a, 	Lc' I) , =)1/aRt 	E') Z %Jl.a 

(a-, i=)1,a, 	E I) :-;)1,axt 	E I) Z 	)1,a6, 	1-3 goi \ CI 
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JJF,R1, )< 1-*aTIMA-1 /43541.--Ct ck 0. ) , 	E1) K=)1,axtE 

1) z V i =)1,a---ez, 

idt3RIA 1 - 5 0)0 Ttt.13\ 1 * t:.-- Ea a) tat R i,  't.  a) EM-E il:T-4'- -%3- tt. 

ZIA° 

[111$3R/A7] R 27Y, 7 i=)1,ax6Ei) ilia (E,A7 i=)1,aR6Ei) v)i, 	, 

, 	1 -31E0)4  1-*aTIMA-1 /43541.--Ct (too ) --eZ, 

idt3RIA 6 t:.-_,ENCME-altRt --a)EM_E,W-g--:5 tt.Zito 

[1,4**81 (S)-1-(2-(5-((3,4-V)< I-*:> 7 i i *) )4 	)1/) 4 V*It'Ll.-3- 

4 )1/) Ei=i I) V 	-1--f )14-2, 2-V 7J1.7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5 

-5 I- 7)4 	)1. 	1=1,\* :>)1.)i,9' i J. 

(S)-2, 2- 	7J1.7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I-7) 	)1.:> 	1=1 

i\*)14-1-(2-(5-(( E I) V 	-3--( )1/A- *>) )4 	)1/) 4 V*It V- 

)1.-3-4 )I.) L° CI I) V '-1--(J[.) i 5' i J, 

(S)-2, 2- 	7J1.7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I-7) 	)1.:> 	1=1 

/•*)1.)-1-(2-(5-((3, 4, 5- I- I) )4  I-*:> 7 i i *:>) )4 	)1,) 4 ̀ l* 

It V - 11/-3- 4 AA ED I) V 	-1--( )I.) i 5' i J, 

(S)-N-((3-(1-(2,2-V 7 )1/7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I- 7)4  

)1/ 	1=1,N*)1/)7-t)1/) Ei=i I) V 	-2--( )I.) 4 `l* 	̀i-J1.-5 

-4 )1/) )4 	Jl.) 	JZ7 Z K, 
(S)-N-((3-(1-(2,2-V 7 )1/7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I- 7)4  

)1/ 	1=1,N*)1/)7-t)1/) Ei=i I) V 	-2--( )I.) 4 `l* 	̀i-J1.-5 

-4 )1/) )4 	)1/), 	-JZJI.7J7Z K, 

(S)-1-(2-(5-((V) 	)1/7-1 Z i ) )4 	AA -( V *It V - 11. -3- 4 AA Ei=i 

I) V 	-1- 4 )14-2, 2- 	7 )1/7J-  D-2-(1-L K 1=1*:>-3, 3, 5, 5-5-  I- 7)4  

)1.:> 	1=1 /•*:>)1/)i,' i J, 

(S)-3-0-((:> 	1=1,N*)1.) 	)1.))1/7J=)1.) Ei=i I) V 	-2--( )14- 

5-((3,4-V)< I-*:> 7 i )*))4 	)1/)-( V*It'l-)1., 

(S)-1-(2-(5-((3,4-V)< I-*:>7 i i *))4 	)1.)-1,3,4-7J-*ItV 
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TV-A/-2-4M ED ,) V 	-1--f )14-2, 2-V 7)1/7J-  D-2-(1- L F1=1 

* 	-3, 3, 5, 5-5-  I- 7 )( 	)1/:> 	CIS* )14 '5' i 	, 

(S)-2, 2-V7 )1/7J-  Dl-2-(1-t' K 1=1*:>-3, 3, 5, 5-5-  I- 7 ))1. 	1=1 

/\*,)14-1-(2-(5-(7 i j*:>) 	)1.)-1, 3, 4-7J- *ItV7 V-)1.-2- 

4 AA ED I) V 	-1--f )14i5i i J, 

(S)-N-((5-(1-(2,2-V 7J1.7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7 )< 

)1/:> 	1=1/•*)1477-t)14 ED ,) V 	-2--f )14-1, 3, 4-7J- *ItV 

7 V-)1.-2-4 AA )( 	)1/), X7-/-.Z K, 

(S)-1-(2-(5-((V) 	)1.-J7 :z i ) )< 	)1.)-1, 3, 4-7J- *ItV7 NI-)1.-2- 

4 AA ED ,) V 	-1--f )14-2, 2-V7)1/7J-  DI-2-(1-1'. K 1=1*:>-3, 3, 5, 5 

-5-  1-7) 	)1/:>1=1/•*:>)1/)i,9' i 	, 

(S)-1-(2-(3-((3,4-V)< 1-*> 7 i .1 *>))114-1,2,4-7J 	-1)-V 

7 V- )1.-5-4 MED') V 	-1--f )14-2, 2-V 7)1/7J-  D-2-(1- L K 1=1 

* 	-3, 3, 5, 5-5-  I- 7 )( 	)1/:> 	CIS* )14 '5' i 	, 

(S)-1-(2-(5-((3,4-)( I-*:> 7 i i*:>))( 	)14-1-)< 	J1.-1H-t'° 

5V-11/-3-4 MED') V 	-1--f )14-2, 2-V 7)1/7J-  D-2-(1- L K 1=1 

* 	-3, 3, 5, 5-5-  I- 7)( 	)1/:> 	1=1/•*)14 '5' i 	, 

(S)-1-(2-(3-((3,4- 	)( I-*:> 7 i i*:>))( 	L')-() 	v*ItNi-)1.-5 

-4 AA ED I) V 	-1--f )14-2,2-V7)1/7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 

5-5-  I-7 )< 	)1.:> 	1=1/•*:>)1.)i,9' i 	, 

(S)-1-(2-(5-((3,4-V)< I-* 	7 i J*))< 	)1.)-1H-E7V-)1.-3 

-4)0 ED ,) V 	-1--f )14-2,2-V7)1/7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 

5-5-  I-7 )< 	)1.:> 	1=1/•*:>)1.)i,9' i 	, 

(S)-1-(2-(5-((3,4- 	)( I-*:> 7 i i*:>))( 	)1.)-1, 3, 4-77 V77  

V-)1.-2-4 AA ED I) V 	-1--f AA -2, 2-V 7 )1/7J-  1=1 -2-(1- L F1=1 

:>-3, 3, 5, 5-5-  I- 7 ) 	)1/:> 	1=1/•*)14 '5' i 	, 

(S)-1-(2-(5-((3,4- )( I-*:> 7 i i *:>))( 	)14-4H-1, 2, 4- I- ,) 7 

V-)1.-3-4 MED') V 	-1--f )14-2, 2-V 7)1/7J-  D-2-0- L K 1=1* 
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:>-3, 3, 5, 5-5-  I- 7)( 	)1/ 	1=1,N*)14 '5' i J, 

(S)-1-(2-(5-((3,4-:'))( I-*:> 7 i i*:>))< 	)1.)-1-)< 	)1.-1H-1, 2 

,4- I-') 7 V - )1.-3- 4 AA ED I) :')-1-4)14-2,2-:')7)1/7J-  D-2-(1- 

L K 1=1*:>-3, 3, 5, 5-5-  I- 7 )( 	)1/ 	1=1,N*)14 '5' i J, 

(S)-1-(2-(5-((3,4-:'))( I-*:> 7 i i *:>))<)147J-*It`i -)1.-2- 

4 AA ED I) :)-1-4)14-2,2-:')7)1/7J-  D-2-(1- L F 1=1*:>-3, 3, 5, 5 

-5-  I-7) 	)1/ 1=1,N*:>)1.)i,9' i J , 

(S)-1-(2-(5-((3,4-:'))( I-*:> 7 i i*:>))( 	)1/) 	7-1‘1-)1/-2-4 

AA ED I) :)-1-4)14-2,2-:')7)1/7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5- 

5-  I-7) 	)1/ 1=1,N*:>)1.)i,9' i J , 

(S)-2, 2- 	7J1.7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7 ) 	)1.:> 	1=1 

/•*>)14-1 -(2-(5-(7 i I *'J) 	11/) -( ` I A-  *1i-  V -11.-3-1 114E 

DI) : ) 	-1- 4 AA' ,  9 ' i J, 

(S)-2, 2- 	7J1.7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7 ) 	)1.:> 	1=1 

*:>)14-1 -(2-(5-(( E I) Z :')-5-4)1/7t*:>))< 	)1/)-( V A-*It 

V-A.-3-4 AA ED I) :') J-1 -4 AA '5' i J, 

(S)-1-((3-(1-(2,2- 	7 )1/7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7)( 

)1.:> 	i=v•*:>)1.)77-t)1/) ED I) :') 	-2--( AA 4 V 7J-*It'l-)1/ 

-5-4 AA )< 	)1.) E') Z :')-4(1H)-7J-  J, 

(S)-2, 2- 	7J1.7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7 ) 	)1.:> 	1=1 

*)1.)-1-(2-(5-(( E I) Z :')-4-4)1/7t*:>))( 	)1.)-( vt*t- 

vs-A/-3-4M ED I) :')-1-4 AA i 5' i J, 

(S)-2,2- 	7J1 / 7t CI-1-(2-(5-((3-7J1.7J-  i=i7 i )*:>)) 	)1.)-( v 
t*t- V-)1.-3-4 AA ED I) :')-1-4)14-2-(1-L K 1=1*:>-3, 3, 5, 5 

-5-  I-7 )( 	)1.:> 	1=1/•* :>)1.)i,9' i J , 	Rl,  

(S)-1-((3-(1-(2,2- 	7 )1/7J-  D-2-(1- L K 1=1*:>-3, 3, 5, 5-5-  I- 7)( 

)1.:> 	D /•*:>)1.) 77-t 	)l/) ED I) :') 	-2--( AA 4 V 7J-*It'l-)1/ 

-5-4 AA )< 	)1/) E') :' ) 	-4(1H)-7J- 



WO 2012/124750 

--ez, got** 1 

96 	 PCT/JP2012/056624 

t:.-_,ENCME-atRt - IDEM±,!,'-g--.3541.Zitio 

[11**91 got** 1 — 8 a) 0 Ttt,i3N 1 TAt:.-_,EAWIE-atR 6-t.  a) E 3A±,W-g- -,3_ tt. 
Zi-115`033•L 1, --C -g - ZEM. 

[gt3Rmi oi git3RIA 1 — 8 okiNTtLij\ 1 lAt._,EAWIE-atRt-t. 0E3A±,!,'-g--,3_ tt. 
Zi-115-`033•L - Z, 	Ilfta)fiRWI-€1*Alic. 


