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IEIA 	NI 	6 

ft 13)ja),g : *) v )1/E' MI :I E' V Z V J1/46-Prit iL-PrtRtt 	0.Z. 

ME-3-)If 

[0001] [13AAffino$H0fIg] 

*ffiNW, 	2 0 1 2 * 2 	2 3 Fit:MR:541k, El*liFiffiNAM 2 0 1 

2-03 7 5 6 5 1-413ANIS (-t. 0)19347114KeVig6:.= ct (')*I3AUSitilzttEll -.35 

tt.z) t::_a-J<If_Attt -zo 
[0002] *RP] (,, _h)sMRt 	..7.4,12tK (Epidermal 	Growth 	F 

actor 	Receptor; EGFR) I3lAIIFJEIIZ*) 1))1/E1=1 

DE i) z 	)14i.m-artfEaltavez: tt. 6 	,)LOJ3•L 1, -c-A--zEMW-Ztt 

t:.-.13A -ztay-ezo 

I4 a Mk 
[0003] EGF IRt_l_.'-g-14KM-1 1=1 ---ff-C (,), 	I'VfLat::_80-Ct ,))1 

K ---eZ_E)sMRt 	(Epidermal 	Growth 	Factor 

; EGF) Lea l,-Ctil#415V-Z L, _E1Me6:.-.8o-c±V6-\b77J1 I- — 

13f1. .V. U.-- t-'.-4 LT.  Z ' \. 	(rtille 1 ) 0 

[0004] etc, 	E G F IR tVEIVRO)--D --Ct 	(,), 	EGF IR ittiR0)±16,r1gAbgn 

No-ARTRADRAe0/7 tsafE, INAiSiNTA3ga, Ka, icll'ia, maa, 

114-41111a, 11$a, 4[9Ta, Na. AllAa. )sMa. RIETAT%641.--00Z ( 

4-rtipe 2) 0 	El*EzVe)R,* --(6, AD 1 0 	At'L-  (,) eg 1 7 0 AbN 

63 7 5 Ae-ia*fg--e -Et 1_,Z1-3 (,) -Et 0)±11io/Y-00Z (4-rtipe 3 

) 0 iti-etli$C::_ct z -E-L4tWtYT-14K--et*iveg 1 4 0A6:.-_tit 1_,--C 

8 (,) , 4.r/maimivAtvvga) 8 ocy0J-;t_tio-hztc_- 6-65thtsaorAfte 

-MV-vc 0 z ( i4) 0 

[0005] 3d*z.:4-t. 6 oDa0E, t ittie!tiif ;3_ tt.--D -D 	(,), 	E G F IR MR 	aARA 

- - a)--DT3tftM_RAEGF R_SAN“)tcl,A-0 3t,htM_RAEG F RN. 

IEIRLt. imAis, 	7 4 6 — 7 5 0*77 zingrwt.,tc_- ta) (EGF R ( 
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d 7 4 6 —  7 5 0) ) Ab8 5 8*77 Z )OW1=14 	/3`67-1/1/*.=^RA 

Ltct07 (EGFR (L 8 5 8 R) ) 	---e, 	El*:.:80-Ca, IN AiS4-r d\NI 

NI1V.Z.% 0 2 0— 4 o %-e, 	tc, C" 6:.-.. 8 0 --c t 4 dqamivIE a) 1 0— 1 5 

%-ea- oots_Rxbqm,-.354-L -cozo a.- 41.6aA_Rx -z4-r/maimivIga 

EGFR 07*t --ff3t'ht 	ELVA-  ZMALI (EGFRIT..V.A1J) 0) gef i t i 

n i b 	(Apn, 1 	ressa 	(g_lolif.q21) ) 8,t Ve e r lot 	1 ni b 	(A 

iTni -r a rceva 	(Rtilf=a) ) t:=1,11-ZIS_Iltte-0400)-e, 	a.' 41.60)3A 

ALI e El *Ab >R*--e8VA,  L L -CPI 0 6 tvc 0 Z 0  L b` L, 	 6 - 

1 2 i)-)g-DL gef 	i t 	in i b8ctVee riot 	ini bt:.:ZEtt 

R1'41  1, ---C8*7)thWeN <tsztco-e5, 	z:07 1141ffiltteiVizM."ht_RAM E G F 

Rte 	Z 4 /MINIIV.Z.% OD 8*-E ---(' R Pi tSral. L ts -D --C kiN Z 0  a' aAll'414,ht 

®5O%a, E G F RitiRt:.-..M 2 a)et Utc_ItiiM 7 9 0 #7 	JR 

131,7J-=i3N6)<A-=_RiELtc 	ffilttM-VAEGFRNJEIN (EGF 

R (d 746-750/T790M) A'DEGFR (T7 90M/L8 58R 

) ) effiTRA-Za'Lt::_ctZz:Le*IJIEIJI l„ 	a' a)MAIJEtt_RAM E G F R 

Z4-r1J'M11$at::_tA5thW8*MODrAfte*57̀ ;:aTI'lLtS -D -COZ (rti 

5)5 ) 0 

[0006] —, TRANTA-K --e8WAL I., --C11--)tvc ozEGF R ITIAALIa) gef i t 

inib 8,t Ve e r lot 	inibL EVOKI,itERitiO) EGFR FEAA1_107 B I B 

W2 9 9 2 	--el:k1 - ZIETEilifF1,11L LT', Z,V0Ag'L5illEUPA.V.e#M1:3stt. 

-c 0 Z 0 	Z: tt. 6 0gLIMEll a, 	EGFR Fja,V,ALle, 	pmeNji$V2: ---efoR L, --c k, \ 

ZRAM-1  EGF R t.--ets< , 1 	riZoa5il1Et--eftIR L/Z 0 zfftml E 

GFR 	(EGFR 	(WT) ) 073t,ht 	t MA I., --C I., 	a.' L t:.-.. a t 	z L M 

< 	A. 641.21-3 (,) ( 1)ti,! 	, ETEMENET5-10E,AbN 6, IglIMOD E 

GFR (WT) 6:.-.1,j1-  z FEA3titeNo a.- Le-M 	I., 0 LA. 6 tt.Zo 

[0007] It 'D -C, 	7 9 0 #7 Z i Re )< 	7J-  =J 6:.-.. 	1_, tcMALIffilft_RAM-1  E G F 

R 6:.-..M-ZFEA3tft t:.-..EL/<--CT3t3:1E GFR (Z. -,11-  Z ITA3tfteNoMAIJ 

tR'4 -Z a.' L t:.-..ct (,), ZriZoa5illEtt:.-..80•ZIETEMElliAt < RIR I., tso 
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#R4 12 t:.-.. 8 o --C• MAIJEtt_RAM-1  E G F R 	-z4-r/iNUNIIV.Z.'=7..AaNa)±,1411 

YAM,  g--ez z_.-  L 011j471:35 41., av8*Ltta)giSAbQ 0 L Orzi_ht::_n 

z,-_-_Let_R-;ttz. %(,-,:, MALIffilitAAMIEGFRAL'O- TtS< g e f 

it 	inib 8,tVeerlotini lo t:.:ZIT,W.ttelAliNEGFR 	(d 

7 4 6— 7 5 0) A'DEGF R 	(L 8 5 8 R) 	ig),AFT.S91)ItA.7AM-IEGF R6:.= 

-,11-Z13.1a.V.3tftt t< T3t3:1E G F R 6:.-.1,11-ZITA3tfteN0MALI--et6S 

. ZriZkiNt5illEtt:.-.1-30•ZIETEMElliAt < RIR I., tso#R4i1:.-.1-3o--CAS 

9."htRAMZkiNtA,A1Jffil'ht_RA3:1EGFRRIRA-z4-r/iNUNii$V2-7.Ama) 

±,14-AtfALlui R--ez z_.-  L el,t4 -1 /45 tat (,) . 	1-489.'h' 	_RAM-I EGF R 	RIR 

Z 4-r/MaNli$VaNabN 6 W4E-ft L L-CffiTRA-ZMAIJEtt_RAM-,  E G F 

R a)%1.1fil/P-.35 -t. ZU,  Rtt0114-.3541., f.Z.S08*L tta)KISAb Q 0 L a) 

167_h6:Mg -  Z ar Lee-1 /43511.Z. 	t.L-  L'11.6tt8WIRtgt:.-.1-ski\ --CAS9..,ht 

..RA3:lzki\l,V,WALIffililt_RAM-IEG F RODRIRelniliMtML L-CILAJE11--e, 

Ztcobtta)32.tReUi RLtst,J, iftil --eo),'-t.--4t, A 00  

[0008] *RIEIJIt:=*ziE-alt Lffi'goACS -ziE-alt L LT', 	N — (3 — (4 

—7 Z ) —6, 	7, 	8, 	9-5-I-7L Ki=1E,JZ K[5, 	4-10]-(P):') 

— 5 —4)0 7 i=)1.) /X77  :Z KE,73412tKe%641.--CoZ (!tiEce 1 

) o 	1,Ai,!,e 1 t::_t, 	B — R A F *t--fft::_ct (,) IVAN- 0' 64-LZAt07 

J_Lat:.-_,!,A7z KlEatcEllozz: LeENC-.3541.--CoZe. 	i!,Ael,:.-..(, * 

t --ffFE..V.3tt. 	11- 0- Z1412tqigtsgit:Narf - MiliMt:.-_ -D o -c• r3471 -:5 tv-C 8 

6T, -t- 03tft(VCR.-.3541.--Cotsoo 

Antouat 
*wail 

[0009] !tigcei : 	lit-WA w02006/102079 1-7 i,,y I- 

1-*,W 
[0010] 4-rtipe1:Nature 	Rev. 	Cancer, 	vol. 	6, 	pp80 

3 — 8 1 1 	(2 0 0 6) 

4vtigce2:J. 	CI 	in. 	Onco I. 	, 	vol. 	19, 	32s-40s 
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(2 00 1) 

4-rtipe3 : Writ 	etitE7J-1,.—/Mit[52-51/tV-a)egif 	Ft 

ymeif 2 0 1 1] M1 4* 	,R±3t • #-R-qp$ 	1 4-1 	-Et ID-Et 

$ 

4vtige4 :Lung 	Cancer, 	vol. 	69, 	pp1-12 	(20 

1 0) 

4rig,g5 :Nature 	Rev. 	Cancer, 	vol. 	10, 	pp7 

60-7 74 (2 0 1 0) 

ROA ONE 

ft IEIA ffil*A L ck ') LT 6 Mg 

[0011] MEE0) ck -3 t:.-_, 	EGFR ITAALU, C8(,-,-.8k,\ -c0575qtjj4-,_s tvc 0 

Ze, 1§M±05-̀ 0Ae+3•---etsooesit--ezo 

[0012] It-DZ. *RIEflogYflt. 	t)31,:.-.EGFR 	EVA-  z.fiviLatxt-t.a) 

titikiltt - zz._-Lt:.-_zo wt:.-_, 	EGF R 	(d 746-750) A'DEGFR 

(L858 R) , VtEGFR (d 74 6-7 50/T7 90M) A'DEGF 

R 	(T 7 9 OM/L 8 5 8 R) 	13f1..VA-Z7Y, 	EGFR 	(WT) 	13f1Al.,1-S, 

OW, iL at X 1,  -- Oilli 	Pkitt -  Z a' Lt:.= 	Z . 

NM CIM -4-  6 A:6 0 .F1A 

[0013] *RIE1)1466, MERII.V1q5 -,<<N,S$C4ffitatz-_- *IiM, *RIE1)11,:* 

Z * i I ) )I,ED 1=1 El) z:-;)146--artifEatge, 	EGFIRt:31 LiEtt.tc_-13MV, 

3ttarfiVeNtiMAlifflEllL, f.i..-A8* -ztc_- 6-no)EmL L-CVEIIT 

Zz._.'LR,ffiL, 	*ftlEIJI -AZt:.-_-Dtz-_-. 

[0014] -t-: 	t, *RIE1116, 1-;CFaNAt'lltt -Z 

*1. -FE—fRA ( i ) 

[0015] 



N LN/ N 
n 

Om 

" 
RI R2 

R4 

R3 
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[4E1] 

N oo 
I 

H2N 
	

(I) 

[0016] (Aro, ma, 	1 -2 TV'J ; 

n a, 	1-2) ; 

R l a, 7.KAR 	Ra C 1  - C4 7-1/1/*/1/aT 	(,) ; 75\ --D 

R2, 	R3, JAZIR 4 a, 171-R6 MAtS-D -C, **E. 	, /\1=1 /72 E., 	C, 

- c 4  7)1,*)1,a, Ra-NIA (a) 

-CH 2  -N 	(R 5 ) 	(R6) 	 (a) 

(A*, 	R 5 )3We IR 6 a, FA -Ra$HAts -D -T, 7.1KAIgR6 C 1  - C 4  77 /1/* 

)1/a7175N, 	t 1., < a R 5 )3WeR 6 a, 	a.' 41.67591i1Z2ARLI:k6:.-..4 

-6 Al-VO)/•5-1=1:>1=1 7)1,*)1,aum L-ct, ao. ) 

-C -,3_41.ZIE-altRa-t- olia. 

[0017] *2. ma, 	1 - 2 TV'J ; 
n a, 	1-2) ; 
R l a, 7.KAR 	Ra C 1  - C 4 77)1,*)1,a-e 	t,i ; 75\ -D 

R2, 	R3, a *OR 4 a, FA -Ra$HAtS.D -T, 7.1KAR, /\D/);5, C, 

- c 4  7)1,*)1,a, Ra-NIA (a) 	: 

-CH 2  —N 	(R 5 ) 	(R6) 	 (a) 

(rte, 	R 5 )3We IR 6 a, FA -Ra$HAtS -D -C, C 1  - c 4  77)1,*)1,a7ic. 

) 

-e -,3_4-t.za-ez, *1 EaotatRa-t-ozo 
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[0018] *3. rrit, 	1 - 2 -CV,i ; 

n (,, 	1-2) 	; 

R 1  (,, 	7.1KA1,$R6)( 	)1,a-e 	t,) 	; 75`J 

R 2, 	R 3, a Ve R 4  l, , 	ITA-Rt$HAI-s-D -C, 7.1KA1,$, YEAF,Rt:'))( 

A/7Z) )( 	)1,a--ez, m 1 Ri, 2 EAMILaltRt -t.  OZ. 

[0019] *4. m L n e, 	(m, n) 	= 	( 1 , 	1) , 	( 1 , 2), 	X(4 	(2, 	1) 	-e 

z, m 1 - 3 a) 0 Ttt./3\ 1 TREAMiLatRt-t.  OZ. 

[0020] r 5. tate, J-;1-F07tatu75\ 6 iit.tR-,3_41.Z 

T41,75\ 1 TRENC,OlEaltRt -t.  OZ. 

ta)-CZIA 1 '..4071, 

[0021] (R) -N- (4 -7Z)- 5 - (*) ') 	- 3 -4)14 -6, 	7, 	8, 

9 -5- I-7L KmE,JsZ K [5, 	4 - b] 4 	KI):)-8 -4)14 7"J') 

11 / 77 -ZK 

(S) -N- (4-7Z)- 5 - (*i ')-3 -4)14 -6, 	7, 	8, 	9 

-5-  I-7L KDE'JZ K [5, 	4 - b] 4 	KI):')-8 -4)14 -7 1))1. 

7Z K 

N- (4-7z)- 5 - (*i I) J-3 -4)14 -6, 	7, 	8, 	9 -5- I- 

7L KDE') ZK [5, 	4 - b] 4 	KI):')-8 -4)14 -N-)<)1/7 

,))1/7Z F 

(E) -N- (4 -7Z ) -5- (*) ')-3 -4)14 -6, 	7, 	8, 

9-5- 1-7LKDE,JZ K [5, 	4-b] 4 	KI):)-8-4)1.) -4- 

()< 	)1/7--Z )) -2 -15- 77 Z K 

(S, 	E) -N- (4 -7Z)- 5 - (*J ')-3 -4)14 -6, 	7, 

8, 	9-5-177. KDE,) Z K [5, 4-b] 4 KI):')-8 -4)0 - 

3-1=11=17-1 ')/1/ 77 ZK 

(S, 	Z) -N- (4 -77 Z)- 5 - (*J ')-3 -4)14 -6, 	7, 

8, 	9-5-1-7. KDE,) Z K [5, 4-b] 4 KI):')-8 -4)0 - 

3-1=11=17-1 ')/1/ 77 ZK 

(S) -N -  (4 -7Z ) -5 -  (*J')-3-4/1.) -7, 	8, 	9, 
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1 0-5- 1-7LH=1-6H-E,JZ K [5' 	, 	4' 	:4, 	5] Eim=i [1, 

2-a] 	1- 8 -4)0 77 	,)/1/ 77 Z 

(S) -N -  (4 -7)-  5 - (*/ ,)-3--(J1.) -7, 	8, 	9, 

1 0-5- 1-7LH=1-6H-E,JZ K [5' 	, 	4' 	:4, 	5] Eim=i [1, 

2-a] 77-ffE- 9 -4)0 77 	,)/1/ 77 Z 

(R) -N -  (4 -7Z)-  5 - (*/ ,)-3--(J1.) -7, 	8, 	9, 

1 0-5- 1-7LH=1-6H-E,JZ K [5' 	, 	4' 	:4, 	5] Eim=i [1, 

2-a] 77-ffE- 9 -4)0 77 	,)/1/ 77 Z K. 

[0022] *6. *1-500TtO)N1TREa07tatR07YE Z 

EGFR [TAAL 

[0023] *7.1A1-500Tto)N1TREa07tat07it EMC 

t. 

[0024] *8. *1-500TtO)N1TREa07tatR07YE Z 

tAliEMAlio 

[0025] *9. on,Mjit t:.3-4 L, --CIA 1 - 5 07 kiNT41.75\  1 1A6:.--Eika071EaltR6't.07 

07a6:---M-Z 	RW8')Val 	#x4 -  ZVI at,̀, a07RW8 

510 

[0026] *10.YEEMMIrlzkr9501A1-500Tto)N116:Ea074Ia 

Itxtoitio1C,11. 

[0027] *11. a07[iM10EHWL- 6730)1A1 -5070T41.75N11 6:=E 

aolEaltxtoil. 

[0028] t..-c,*50A,TolAt:=Atz*RBAtato-aMM12tKot 

51 t Pl A 	Z : 
* 1 2. 	[I] A (V I 	I) 

[0029] 
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[1E2] 

N 

H2 

NCN 	--Br 
N 	N 	00P, 

( 
MI \ 

(VII)  

[0030] 	(Alf!, P 1  4 7.Komo1,ita --e 	9 , 	n a 1 — 2 ---C 	9, 	m, 4 	0 ^- 1 ---e 

Z. ) 

-C -,3_q-LZIE-altRa-t. 0)±11,:.=, 	-VJ7 Jigit:M4iFJE11-,3_ -t. Zifi, 	EzVe 

[ 	I 	I 	] 77 /14V) kX*R4Elt 0)411T, 0 tV 7 	r,1AllIPICE110-C, ± 

ETf'1' [ I ] 0)aztmt0irtfEaFt, -;5-tzifili 

-.A-t,,, A 	(VI 	I 	I) 

[0031] 	[lt3] 

N 4It 

NH2 

I 
14 	0)  
( 

0131  

(VIII)  

[0032] 	(ArP, ma 1 — 2 ---C 	t), 	P 1  aVe n a -t- tt.T.11.4420At'J. ) 
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--e -,3_4-t.ziE-altxt -t. otana),Ikaia. 

[0033] *1 3. 	[I] A (X I X) 

[0034] [1I4] 

N 

NH2 

I 
'N 	N 

Ri 
N 

F;1  

(XIX)  

[0035] (Arri, 	R 1  6, 	7.1KAENR6C 1  - c 4 7)1,*)1,a--et,), 	P 2 677,-z Jae) 

qma--e (,), 	nl, 	1 - 2 ---e ('), 	m 1 60---- 1 ---eZc, 	) 

--e -,3_q-LZIE-altRt-t. 0)1.(,:.-_, 	-VJ7 Jigit:34,41F1E11 -,_ -t. Zifi, 	EzVe 

[ I I ] 7 -1  )14V) kX*R4EltoDIVIT, O'  V 7 	r , AllIPICE110 --C , ± 

ETf'1' [ I ] oaFt,tWtopirt'iLaFt, -;s-tzifili 

fat`, A  (XX) 

[0036] [1I5] 

N 

NH2 

N 

N N 
)rn 

n 
NRI  

IP; 
(XX)  

[0037] (Arri, 	m 6 	1 - 2 TV'), 	R 1, 	P 2 arf n 6 -t- t1.T.'41.4420)A ('). ) 
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ft13)J050A 

[0038] *RH)] t:.-. ct 4-Lts, 	EGFIR MAP] L L, ---MEH ts_hE —NA ( I ) ---e -,3_4-t, 

Z .fi VIL at X 1,-t. 0)±111e#Il'itt 1/45 tt.Z. 

[0039] *ft 13)11Eat X 1,  -t.  01. 1, , %AI. tc: E G F R 13ja,V,3tft 	i _, , _la-DOMN 

t:-M-  Z±PRAO$1_15 	71 -  a.' L elE1J1 6 75\ L ts-D AL-. 	etc, 	E G F IR (,:.3-4 

-Z1§_tt,tcii..ttRttb\61791JfFlElliPPI-S0L0f1JAZ. It -D -C. *RBA 

iLatxt-t.a)i-=, flE0)1i)krie/RW8VAIJL 1_,-CVEIITZ. 

RIEUJAJA-4-6tc.-.1950)3M 

[0040] *RIE1)10)±2—ARA ( I ) --C -,3_4-t.ziE-altt, 	*1 1) 	**'IL a, 	(3 — 

Miflil 7 Z K*CS 	ti-D * ) 1 ) 11/ Epp E ') Z 	)1,*--aittniE-alt --e 	(,) . 	114 

2070 TtLODM-tAllUCe 	t::- t ENG-5 tt:r kiNtSkiqfiAtSlEatTZ0 

[0041] 1414KO'g6:.-.6, 	!tig,g 1 t:.:1414Koigtsr347 -,35 tvc 0 ziLatt, 	N— 	(3 

— (4-7zi-6, 	7, 	8, 	9-5- 1-7LH=IE')Z K[5, 	4-10]-( 

I) 	J — 5 -4)1A 7 i =AA 	X77 Z Ki,734.14KTZe, *ft HAiLa 

e*i ') 	**'1, ZA, a. 8 — M0[17 Z Imo* ice 	ZA•"-C4HA 

tsZo 

[0042] *BAHM,C,::8k,\ -c 1- C 1  - c47)1,*)1,ai L (,, 'OAR 1 —4 011$141t-g 

I., < 6•T'- =It0777)1/*)1/a71 L. 	1412tKryg6:.-J)< 	)1,a, 	i)i,a, 	n —7° 

1=1 EA,a, 	4 V •7°  1=1 EA,a, 	n —1)1,a, 	-( V 1 	)1,a, 	s e c — .y•)1, 

a, 	t e rt-1)1,a7Yti64-t.zo 

[0043] *l$ HMSt:.:80-C [/\D'')]L 1, , YEAR, 	AI;5, 7 v A 

I;5, 	r,AIge6164-1.Z0 

[0044] *NAHUM, t:.:80-C [4 — 68itl07,N5-1=1 	1=177)1/*)1/ai Lt, '2A 

IF, 	1 — 2 11:11-V 	t::_gtiN4 — 6 Artna),N5-1=1 	1=177)1,*)1,a T L, 

17Mig t:.-. 6 	7 -ff 	=)1,a, 	E 1=1 I) 	)1,a, 	E',' I) 	)1,a, 	-(Z Y V 1) 	=)1. 

ael,164-t.Z0 

[0045] —NA ( I ) 	6:.:80- Z matient, 	PT 	I., < 6 	(m, 	n) 	= 	(1 , 	1) , 
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(1, 	2) 	xl, 	(2, 	1) 	---ezo  

[0046] —NA ( i ) 	t:.-.1 -30- Z R 1  1,, 	PTA L < 67.1KAE.R6)< 	)1,a --e 	Z. 

[0047] —ARA ( I ) 6:.-.1-30•Z R 2, 	R 3, 	aVeR Li.t. 	PT 	L < tliA—Rt$HAts-D 

Z, 7.1KAR, /\ mit iI,$, c 1  — C 47)1/*)1/a, Rtil4FE—ARA (a) z 

 	-t.ZaTZ. —ARA ( I ) t:.-.1-3oz, 	R2, 	R3aVe R401-.PtS‹ L t 1 

--D7`—ARA (a) --e -,3_g-t.Za7iVia, 	R513WR66, tcT1,<1,Ci— 

C477)1/*)1/aTt•), 	%6:.:PT 	1_,< tl:kt:.-..)< 	)1,a --e 	Z. 

[0048] —jj 	( i ) 	t:.-.1-30•Z R 2 (,. 	% t::- PT 	L < 67.1KAIg -CZ. 

[0049] —NA ( i ) 	6:.-.1-30. z R 3 (,, 	%t:.-..PT 	L < 67.1KA1F,, 	YEAF,R1, )< 

11/ 7-1  Z I )< 	)1,a --ez. 

[0050] —jj 	( i ) 	6:.-.1-30•Z R 4 (,. 	% t::- PT 	L < 67.1KAIgR6i-IAIF, --CZ 

0 

[0051] 

[0052] 

	

*RBA 6:.-..8o ---0, 	—NA ( i ) 6:.-.1-3oz, 	m (,, 	1 —2TV,) ; n 6, 

1 —2 --CV•) ; 

R 1  t7.1KAI;5R1, )( 	)1,a --e 	I') 	; 

R 2, 	R 3, 	R 4  tliA —Rt$HAts -D Z, 7.1KAR, YEAF,R1, :'J)( 	)1/ 77 :-Z 

I) 	)1,a --eziE-altxt-t.a)i-1751T 	L oc, 

m= 1 5'-J n= 1 otA'at, 

R 1  t7.1KAI;5R1, )( 	)1,a --e 	I') 	; 

R 2 t7.1KAI;5•"-e 	(,) 	; 

R 3 aveR 4 0)- 7.KAIg, YEA1,$R6)< 	)1/ 77 Z i )<)1,a --e(') 

• 

R 3 aveR 4 a)t )- 1, 7.1<A1g --eZIE-altRt -t.a)i-lEd31T 	Loc. 

[0053] m= 1 75\ --D n = 2, 	Ri,, 	m=2 75\ -D n = 1 otA'al,, 

R 1 , 	R 2 , 	R 3 , 	&OR 4 (,-/‹.--C7.1<AEN -eZIE-altRt't. 0)±1751T 	L, 

1,\. 

[ 0 054] 1412tqlig tstffiztts*RHAiLat tV-;CF a) t a) eiN7T -C 	z 

(R) —N— (4 —7 7  Z i —5— (*I ,)-3-4/1.) —6, 	7, 	8, 
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9 -5-  I-7L KDE,) Z K [5, 4 - b] 4 	K ,):')-8-4)1/) 	77 	') 

A/ 7Z K 

(S) -N -  (4-7-Z1-5 -  (* i 1) 	- 3 -4)14 -6, 	7, 8, 	9 

-5-  I-7L KI=1E 1)Z K [5, 	4-b] 4 	Ki):')-8--()1.) 7 ,))1. 

7Z K 

N- (4-7Z)- 5 - (*) 1) J-3 -4)0 -6, 	7, 	8, 	9 -5-  I- 

7 L KDE1)Z K [5, 	4- b ] -( P):')-8--( )14 - N - )( )1/7 

')/1/ 77 Z F 

(E) -N- (4 -7Z)-5 - (*)')-3-4/1.) -6, 	7, 8,  

9-5-  I-7L KME')Z K [5, 4 - b] 4 	K'):')-8 -4)1,) -4 - 

(:)))1/ 7-1 -Zi) 	-2 -Vs5- 77 Z K 

(S, E) -N- (4 -7Z)-5 - (*J ')-3 -4)14 -6, 7, 

8, 	9-5-  I-7L KDE,)Z K [5, 

3 -1=1 1=177 ')/1/7-1 Z F' 

4-b] 4 	K ,):)-8 -4)0 - 

(S, 	Z) -N- (4 -77 Zi -5 - (*J ')-3 -4)0 -6, 7, 

8, 	9-5-  I-7L KDE,)Z K [5, 

3 -1=11=17 ,))1.7.-Z F' 

4-b] 4 	K ,):')-8--()1/) - 

(S) -N -  (4 -7Z)- 5 - (*)')-3-4/1.) -7, 	8, 9,  

1 0-5-  I-7L H=I-6H-E,)Z K [5' 	, 	4' 	:4, 	5] 	Epp [1, 

2-a] 77- E-8 --r AA 7 ,))1/7Z K 

(S) -N -  (4 -7Z)- 5 - (*)')-3-4/1.) -7, 	8, 9, 

1 0-5-  I-7L H=I-6H-E,)Z K [5' 	, 	4' 	:4, 	5] 	Epp [1, 

(R) -N -  (4 -7Z)- 5 - (*)')-3-4/1.) -7, 	8, 9, 

1 0-5-  I-7L H=I-6H-E,)Z K [5' 	, 	4' 	:4, 	5] 	Epp [1, 

[0055] %t:.-_, 	EGF R (T7 9 OM/L 8 5 8 R) 0-cil-ZNANLV,3tft759to 

ta)751T 	L<, 	2 n MJ,;(-FTZta)75<ck t'iPT 	LAN. V-z-_-, 	EGFR 	( 
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d 7 4 6 — 7 5 0/T 7 9 0 M) 6:.-.1,11-ZNAITA3tft759t0t 0751T 

<, 	2 n M J-;CF T 	Z t 0)7Y ck (') PTA L, o. 

L, 

[0056] Z::_, *RH)] t:.-_*ziLatotkaiat:.-_ -D ki\ --c,v,13 -  z 

*RBA/Eat ( I ) (,, imAis, -FgaotlIaxtv-Althin.-.. - au.-.. 

ct (,),Ik4.u3z a.- (.e----e 	Z. 	tctc!L, 	*RIElAiLat ( 1 ) a),Ikaiat 	Z'L tt. 6 

al-VW:Mt:541.Z tO)TtV'so. 

[0057] 
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[1E6] 

1r4 

[0058] 

0 
CI 	 (III) 	CI 	 NH2  1 

mi
110 	

N s'"• 	
NH3 	N N. 

N N 
SO 

N 

'... 
B(OH)2 
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1( I 	

i
ts 
	

..... 
N 	(iN a) 	N 	OR' 	(IN b) 
H °P1 	(TIM C) 

mt 

N it 

ESN 

( 	 ( 

(II) 	 (IV) 	 (V) 

N 0 	0 	 N 4, 
NH2 	 NH N-Br 	 NH2 

N N. 
I 	 0 	

\ 'N1  \ 1 	̀ 	Br 	 N 

	

N 	OPi  
(IS d) 	

N 	N 	0131 	as e) N  
( 

	

\ 	 ( 	, 
1 1 

	

(VI) 	 (VII) 

N • 

	

` 	
N . 

	

NH2 	 NH2 	 NH2 
CH3S02C1 

Npp 	
N "... 	\ 	NaN3 	N 

11..  
N01 m  

OP1 

(VIII) 

N • 
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(IN f) 

PPh3 

1 
(iN g) 	kN 	N 	0 ) m  (TN h) 	̀N 

• ) 	
0 

	

OH 	 04...me  
O 

(IX) 	 (X) 

N * 	 • 
NH2  NH2  

7 i FM 	N N N N 	 I 

N 	► ) m  

N3  

(XI) 

6 0- 

(in i) 

1 	77, L; 

I 
N 	) m  (VM j) 	N 	N 	) 

0 

NH2 	 HN 	
R4 

R3  R2 

(XI I) 	 (I-a) 

[A11=1, 	P , t7.Kogima)qma, 	L 1  aVe L 2 (,N,-,tEa, 	m, 

R2, 	R3, 	R4, m arf n (,, MEL Phlz,TZ0 ] 
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[0059] (Tfl a ) 

*TflU, 	—ARA ( I 	I ) --C 	-.35 tt. Z IL at a ve ( I 	I 	I ) --C' 	-.35 tt. Z IL 

atc110-c, itav/I-F, -fRA (IV) --C -.54-LZIE-alt.'3Zifi 

-ez. 

[0060] -j1i 	( I 	I ) 	--C -.354-LZIE-altt:.-.1-3o-c, 	L 1  --C -.5 tt.ZIIMEaL L -ca 

. 	AIF.t•-,:a 	r,AIF,e1,164-t.Z. 	i!,A-AIA ( I 	I ) 	--C.5t.Z 

tata, 	IINPn --CZ/JN, RWL,̀.%a)511,:.-_it U--C1.'3Z a.' Le-- Z 

o  —NA ( i I i ) 6:.=.80-c, 	P 1  --e7itq'tz 7.KmaoqEma L L -Ca t e r 

t -1/1.)</l.:> 1))1,a, 	t e r t -111/ 7  s =)1, 1))1,a, 	1- I) 

i)1, 1))1,aeti 641., 	L 2 --e7T -1/43s4-LzilataL I., --C a, 	IN A_ 1,SAIF. 

r,AE., 	)< 5' 	)1/7JOgri5-)1., 	p - HI/I/1/7JRI 

T-)1/(4641.Z. 	i!,A—NA'A ( I 	I 	I ) 	--C't-.3S tt.Z IL-at a, 	IINPn --C' 

ZiJN, 	RWL,̀.%a)511,:.-_it U--C14.'-'Z a.' L e--- 	Z. -ARA ( I 	I 	I ) 

--C -.3541.ZIE-alta, 	-ARA 	( I 	I ) 	--C -.354-LZIE-alt 1 	)1,6:.-.14 L -c, 	1 

-1 le1 /42)14Ellozz._.- Le-- , 	pT 	1, < a 1 - 5 	)1.-ClEllkiNZ Z:LeT,Z 

0 

[0061] itaL 1_,--c a, 	'7. --mi6 le 	 AV<H527.1N:Mt 	') r,./_N., 	goof I,') r, A , 	g p t I) r,1,,, 	g 

R-t 	r, L., 	7.KRIE-t 	r, L., 	7.KAIEJ-  I- I) r, IA, 	7.KA4Et I) r, ix 	4),:,:K4 

itaAb 1- 1) )( 	)1,77,-z J, 	1- i)i)1,-Tiz 	, 	1`') 7°CI EA/7 Z i, 	:')-( v 

7°1=1E)1/i)1/ 7-1 Z 	, 	N-)</l//1/7J') i, 	E') 	J, 	4- 	(N, 	N- 

:'))<)1/ 7-1 :Z )) 	EI):), 	)1., 	1) :') Ja)V-*77 :ZJ*751,16 

41., 	ziaoicEHEL 1, --C a, 	-42A ( I 	I ) ---C -.354-LZIE-alt 1 	)1/6:.3-4 I., 

--C, 	1 - 1 0 0 	)1/1E11k,\Z a.' Le--C,, 	PTA I., < a 1 - 1 0 EJI.Z.O 

[0062] gP1L L/ZaN, 	N-:'))<)1/7J/1/1A77 :-Z K, 	N, 	N -:'))< 	)1.7-1-t F.7 

Z K, 	:'))</l//1/**:> K, 	5 I7L KI=17 7 	, 	1, 	4 -:')7J-*Ij- , 

N-) 	)1. ED') 	- 2 -7J- 	, 77-t I= P) )1/, 1-sE*-Ram-at., 

--cnloz a.-  Le--ez. awirma 0. 	1 -1 0 0 Hirm--e 	(,), PTI.,< a 

0. 5 - 2 4 Hirm--ez. 	rtAmil. L L -Ca 0 t -g*V0112-Z5EII.T 
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(,), 	PT 	1, < 1,0---- 1 0 0°C-CZ. 

[0063] a' a) ct -', 1,:.= 1, --C 14' 6 4 - . Z —42A 	( I V) 	--e -1 /435 tt.ziE-altt, 	.ria)3AtE 

alz4fR, INAJSMV, 	rfillEdgn, eat, gPVEliffl, 	AIR, 	1=1 7 I- 

	

574 —1-s Ls t:.-. ct t,J WittOitt -  Z 13\ Rt*AtOitt -  Z a-  2/<.. 	)ifi t:.:11- 

- a-  Le -  - C' 	Z. 

[0064] (VI b) 

*TflU, —NA ( I v) --e -,354-LZIE-altL, 77=77x(,--10±AL 

aFt\ -,35 -t--C, 	—ARA On --e -,3541.Z1E-alt4.,1 -z51--ez. 

[0065] *Tfi'6z8o--CJEllo641,Z7=77R6-t. 07±110'i6, —ARA ( I V) 

-C -,354-LZIE-alt 1 	)1/6:.3-4 L -C, 	Wig,  	)1/ 7̀ „IniN Lilkitl)1.--eZ. 

[0066] azgplt, aritAt:otsot 0-C41.6S, li6:.-.FR-Z -1 /43stLfsoe, RA_ 

tS, AK, 	)(i9)—)1/, 	ii9)—)1/, 	-(`)11=1/Q —A., 	t e r t —1/1/ 7-1  

)1.—)1., 	5- 17LKI=177, 	1, 	2—:'))<!-*:>i, 	1 , 	4—)7J- 

- -'->'.. 	N , 	N —:'))< 	)1/ 7J/1/1A 7 Z K, 	N —) 	)1. I° CI 	— 2 — 7J i 

, 	)<)1.)1.** 	KR1,-t. V'PLagPIePTiLATZ. 

[0067] aviniAt, ic,g, 0-2 0 Ot, PTL<tV-k-2,--,  1 5 0 °C-CZ. a 

Pairmt, CA, 	5 3• --- 7 H!,  PT 	1_, < 1, 	3 0 3•— 2 4 Him--ez. 

[0068] 

	

z: a) ct -3 t:.-. L -C1464-LZ-42A (V) -C4-LziE-alt6, 	Oria73AN 

14.R. INAJSMV, 	rfillEdgn, eat, gPVEliffl, 	AIR, 	1=171- '7 

74 —ts Ls t:.-. ct t,J WittOitt -  Z 13\ Rt*AtOitt -  Z a-  L is < , )ifili t:111- 

[0069] (if'i'c) 

*TflU, —NA (V) --C -,354-LZIE-alt, 	3 — *) I) 	ti=i 	OgrMZ 

1iN63—*/ ij 	ti=LJRi5-11/Lt v•P) J‘‘ali.L3 -,3-ftZa'Lt:.-_,,k ('), 

—NA (V I ) --eZ`G -,3541.Z1E-alt.'3ZITZ. 

[0070] *TflU, 1C,J4.%1051 (INAJS, Chem i ca I 	Rev i e w s 

, 	Vol. 	9 5 , 	p. 	24 5 7 , 	1 9 9 5 ) 	t::_it 1.; --Cff -3 a.' L 7V--e 

, RAJ'S, iff-MMIPIarfila4/1-F, aZt:.-Ate-NUka:stsogUiti 
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--(0-41-ft-e 	Z. 

[0071] 3-$J')% ti=i OgiM z kiNt 	3 -* i ,Jt1=1RiT-J1/0)10EII Iit 

, 	-NA 	(V) 	----e -,3_q1,ZIE-alt 1 	)1/(,:.-.1 ,1L-C, 	1 - 1 0 	)1/1111,\Z L.' L 

e ---e 	, 	PT 	L < l, 	1 -3 	)1.--e7c. 

[0072] iNAMMIPIL 1,--C6, RAJ'S, i 7 	r,IAll1P1 (IN, E,FRi7 	ix, 

ti1E/7:')r,./A, 5- I7* 	P) 7 i=)1/77 4 M7:') ,,11,, 	1 , 	1 ' 

-E' 	(:')7i=)1/7 7-1)) 	7i1=1-t-i7:'Jr,11, 	( I 	I ) 	:') 	D') 

K, 	P) 	(:':')')52 77-t I- 	) 	:'Ji7:'),,.z.x 	(0) 	) , 	=,y ini, 

AM (IN, 	illE=v ini.) 	eiEllkiN 641., 	;05t:.-..ZU-c, 	1) )i' 	K (IN, 

I- 1) 7 i=)1/77 -I i, 	I- ') - te r t -1/1/7 7 4 i, 	2 -:'):> 

1=1/\*:>JI/* 	7 4 1 - 2' 	, 	4' 	, 	6' 	- P) 4 V 7°1=IE)I/E7 i=11/ 

) 	t )iiii L, kXMILIt (R, MiLtil, M1Lt5)  	J:kflIAL L -c1,110-c 

t Ao. iff-MMIP101111'it, flIPIVEffit:.-..ct (')AtSZe, -ARA (V 

) 	--e -1/43st1.z1E-alt 1 	)1/(,:.-.. -41,--C, 	A* 0. 	0 0 0 1 - 1 E11., 	PTA L < 

l, 	O. 	0 1 - O. 	5 Ell., 	') 	'J KOACEWit, 	-fRA (V) --e -1/4354-LZIE 

t1 	)1.6:.-.. -41_, -C, 	Wg O. 	0 0 0 1 --4E11., 	PT 	L < l, 	O. 	0 1 -2 

11., 	All1P101JEi6, 	-ARA (V) --e -:54-LzfEalt 1 	11,6:.-.14i., -c, 

IA 0. 	000 1 ^-4E11., PT 	L < l, 	O. 	0 1 -2 	11.--eZ0  

[0073] ziaL L-C 1, , IN A_ tS, vt7z 	ffi (R. 	1- 1))<)1,77z 	, 	I- 	_ 3  

11/ 77 Z J, 	:')-f V 7°CI EJI/I/1/ 77 Z J, 	N -) 	JI/J1/* 1) 	. 	1 , 	8 - 

7-11J2 E:>1=1 	[5, 	4, 	0] r,52t - 7 -i, 	E''), 	N, 	N- 

)( 	)1/7-1=') 	) , 	77 /1/t I)kCJE (IN, gR7.1KAt I- 1) r, IA, gR71<„ 

t I) r, L., 	gOgrd- 	I) r, A. 	gRt I) r, I.,., 	1R-t 	r, A. 	I) 	Of I- I) r, 

11., 	I) 	OgrOJ I) r, A. 7.KRIEt 	I) r, L., *ME t 1) r,./A) , 	)LEAH 

(IN, 	7.KA1Et I) ,,L., 	7.KAIEJ-  I-') r,./A) , 	77 /1/t 1) kX7-1 /1/ 	..:> 

F (IN, 	t P) r,1.)< 	.. 	K, 	t P) r,L.i I-*i K, 	j- 1,1) , , L, 	t e 

r t -11*:> K, 	t 1) r,11, 	 'Imo 	, 	77 /1/t ') kX:'J 

7K 	(IN, 	I)r,I.,.7K, 	t P)r,I.,.7K, 	tI)r,I.,. 
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7V K) 	el,ls  6 tt.Z. tsb\ --et, 00grd-  I- ,) r,11., 	'OR t 1) r,11., 	'0 

R-t 	r, IA, 	I) 	Nrd-  I- I) r,1.. 	I) 	NrOJ I) r,11.0)7711/t I) kC-111. 	t I- 

I) r,11. 	tert —11*:> K, 	t ,) r,11, 	rt-7 Imo-1-.:>10)77 )1. 

'j 'JkX7-1/1/* 	K, 	I- ,)i)1/ 7-1 Z J, 	V-( v7c1=1E)1/i)1/ 7-1 Z 	 

OV*77 Z ffiePTif__A-CZ. 	aaACEH'it, —NA (V) -C -.354-t.Z 

lEat 1 EJI. 	1_, --C, 	1C,t`' O. 	1 — 1 0 	)1., 	PT 	L< 6 	1 — 5 	)1.--eZ 

0 

[0074] gP1L L-Ct, aZ6:EVSUka-,3stsot07--et1.6Sct <, RAJ'S, '0 

1E7.KAffi (R, 	i -!J, 	I-)1/I, 	*1, 	) , 	/\ 1=1 it 	'(E'01E7.1<Affi 

(IN, 	1=1 1=1 7J)1..Lx, 	1 , 	2 — V 	1=1 1=1 i ,9' 	) 	, 	= I- i) )1/ffi 	(IN, 	7 -t 

I-= I- '))1/) , 	i-5-)1/ 	(IN, 	1 , 	2—V)< 1-*i'9' 	5 I- 7 L K1=1 

77 	, 	1 , 	4 —V2J-*1)- ) , 77)1. a —MA (R, )09 ) —)1., J 	' ) 

— )1.) , 	47°D 1- 	,[t4p-Ittgg (IN, 	N, 	N —V) 	)1/7J)1.1.,.77,-Z K, 

)4 	)1.)1.** 	K, 	,N* 	)4 	)1/7 7J 	,) A/7Z K) 	, 	7.1<Z1iNt-t. tt. 

6 om-agPIeti 6  't.Z. artAirAtc). 	1-1 0 0 Hirm --e(,), pT 

L < l, O. 	5 — 2 4 Him --ez. arit-A5EAL l,--C• l, 0 t —ggvoiltz51% 

1.TV'), PTI.,<(, 2 0-1 5 0°C-eZ. 

[0075] a' a) ct -', t:.-.. L-C14 6 tt.Z —42A (VI) 	-C -.354-t.ziE-altt, 	.ria)3AtE 

M14.R. INAJS2N, rfillEdgn, eat, gPlAffl, 	AIWA., 	i=i7 i- 

57 4 —1-s E I,: ct (,) WittOitt -  Z 13\ Rt*TttOitt -  Z a-  Lts < , )ifi'6:.-.11-  

- z_.'• Le-- Z. 

[0076] (VI d ) 

*TflUlEat (V I ) 	t:.-.., 	N —ID 	4 Z 141F1E11:35 .-ftZ Z':. L 

t:.-..ct (,)11=ifEl.„ 	1I 	(V 	I 	I ) 	,/f'41 Z51--eZc. 

[0077] / \mit 	,fLor)51L i.,.-ct, 	lits-WAW 0 2 0 0 6/ 1 0 2 0 7 9 1-41 / 

71, v I- 6:.-_,EA1C051-g L < l, 	a.' 41.6 a)51(,:.-..it 12 Z 	516:.-.. ct (,),I13Z a' 

[0078] *ifi6.-.1-3o-c- JEllo641.ZN-11=1:>4 Z KO'it, —NA (V 
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I ) 	---c- -;_g-t. z I Eat 1 	)11,:.-_ -41_, --C-, 	0. 	5-2. 	0 	)1/1EllkiNZ a.' Le 

,, 	PT 	L<6 	O. 	9— 1 . 	2 	)1.--eZc. 

[0079] azgplt, aritA6:13$07‘sotay-ett3S, li6:Fit/f-.354-Ltski\e, RA. 

6S5-  I- 7 L K i=i7 7 	, 	1 , 	4 —:')7J-*It, 	N, 	N —:')))1/ 7J)1/1A7-1:-Z 

K, 	N — )< 	)1. ED ,) :) 	— 2 —7J-  JR(,-t.a)M-agPIePTif__A-C 	Z. 

[0080] azgailj, icig, - 2 0-5 0 °C, PT 	L < (,0°C-25E---ezo  az. 

Him(, , 	ic-g, 	1- 2H!. 	PT 	L< 6 	5 3 -̀'- 1 2 Hin--e. 	z. 

[0081] z: a) , t -) t:.-. L - - c141  6 tt. z - f RA (V I 	I ) --e -.354-LziE-att, 	0[103• 

-AtEM14.R. INA.6S2N. 	rflami.A., eat, gotdiffl, 	AIWA', 	1=17 

7 7 4 —1-s E I,: ct (,) WittOitt -  Z 13\ Rt*TttOitt -  Z a.' LtS < , ;Tfi' t:.-.. 

111-a- Le-- zo 

[0082] (vile) 

*Tf'iu, -NA (V I 	I ) --e -.354-LzfEatt:.-AlAt7i,itAfFnl-,3_ 

-fti -C7-1)1/*)1/ 7J7 	i=rirmi2tK,17tti  L tz-_-1, 35.47kM1Plarfika4/1-F 

. 	-NA (V I 	I 	I) --e -,3_g-t.ziE-alt ,, zifl--ez. 

[0083] *ifi'l,, 1C,g0pa)51 (RA_ a 	lit-WAW 0 2 0 0 6/1 0 2 0 7 9 

=-4) (zit 12 --C" a'. L eT 	Z. 

[0084] VM7J7E-,43ALL--C- t9 — BBN 	(9 —7J7E:>1=1[3. 	3. 	1] — ) 

- 	) , 	9 —BBN (9 —7J7E:>1=1[3. 	3. 	1]—/j- ) Y47—, 

:> 7z)i,t7 	(E' 	(1 , 	2 —:'))( 	Jl.7°CI EA.) t7 	) , 5-*:>)1. 

t7 i ( (1 , 	1 , 	2 — I- ,) ) 	J1.7°CI EA.) t7 	el,164-t.Z. PT 

1_,<6, 	9 —BBN 	(9 —7J7E:>1=1[3. 	3. 	 i ) R69— 

BBN (9 —7J7E:>1=1[3. 	3. 	1 ]—/j- ) Y-(7— TV'). lit:PT 

1_,<69—BBN 	(9 —7J7E:>1=1[3. 	3. 	1 ]—/j- ) -CZ. 

giAV*7J7 	1,itA,010Eil 	t, 	7)1,*)1,t7itirmi7tKet -tt.6sli6:.-.Fitz 

-Ltsoe, 	-fym (V I 	I ) 	---e -,3_g-t,z4E-ati 	)1/(,:.-.1 ,1- L --C, 	1 —2 0 

)1/1EllkiNZ a L eT 	, PT 	L < taFt‘op\A"ff 1, -\ -  -,_ CARA/3N 6 6 —  1 0 
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[0085] Iff-MMIPIL l,--C l, , IN AiS, 	2 iffV 7 V r, Aftpl (IN, glIFR i 7 V r, 

IA, itlEi7V ,,IA, 	1, 	1' 	—E' 	(V7i=)1/ 7 7 4 )) 7ii=i -t 

—i7 V ,,./_,, 	( i 	I ) 	:'J 	CI') K) 	CElloZZ:Le-C,, 	;056:.-...312 -c, 

,) )i'J K (IN, 	I- ,) 7 i =)I/* 	7 -I 	1) —tert— 7)1/* 	7 4 

) 	A)ilil - Zz_' Le-C_Zo lif-MXAMACEIl lit, flIPIVEffit:.-_,t 

tjAtci ze, 	—NA (V I 	I ) ---etg-t,z4E-alt 1 	)1/6:.-.1,1- 1, -c, 	WA O. 

o o o 1 — 1 E 11., 	PT 	L< 6 	0. 	0 1 — 0 . 	5 E 11/, 	,) )1J KollEll'it 

—NA (V I 	I ) 	---e -,3_g-t,z4E-alt 1 	)1,t:.-.1,-1 L, --c, 	icgo. 	0001- 

4 	)1., 	PTA 1,<60. 	0 1 —2 	)1.--eZc. 

[0086] etc, iff-MMIPIL 1., ---c 1,, INAJS, 	oifioi7V,,./AftplcEil1,\7 a- 

Lt I - e , Z. 	0150/7Vr,IAAIPIL l,--Ct, INAiS, 5-  I-7* 	I-') 7' 

=)1/ 7 7 4 M7Vr_LN. (0) , 	P) 	(V/V ,)52 77-t I- 	) )i'7 

`,L. 	(0) . 	i7V` , -I-1:0A (0) 	elE111,\Za.' Le-- z. 	PT 	1, < i, 

, 5-  I-7* 	I-') 7s=)1/7 	7-r M7V ,,1.,, (0) Ri, 	1,1) 	(v/v 

,)52 77-t I- J) Vi7Vr,I.,. (0) TV,), lit:PTA 1, < 65- I- 7*7 I- 

') 7 i=)1/ 7 7 4 M7:')r,I.,. (0) -CZ. Of40/7v ,,/,,ftplo1 

lEllil, 	ii-ViLarit.375qLI -LtSlit:.-..Iiit/ftg-LT, 	AIPIVEffit:.-_„LD -c 

tAtsze, 	—NA (V i 	I ) --e -,3_q-LziE-alt 1 	)1/t:.-.1,11., -c, 	0. 	o o 

o 1 — 1 	)1.)Eil1iNz a.' Le-  C ,, 	PT 	L, < 6 	O. 	0 1 —0. 	5 	)1.--eZc. 

[0087] 0 ifia)/7 V r,IAAML Lt t:.-_, 	;05 t:.-..Z 12 -c -,3_ 6 t:.-. Ea 	A)iii -  z z.: 

L73-Cz. gEfilL l,--C 1, , 	IN AiS, 	I-') 7 i =)1/7J 	7 4 J, 	1 , 	1 ' 

— E(V7i=)1/ 7 7 4 i)7ii=it 	, 	I-') — tert —7/1/ 7 7 

-CJ, 	I- ,):>1=1/•*:>)1/ 7 7 -CJ, 	2 —V:>1=1/•*:>)1/ 7 7 4 )- 

2' , 6' 	—V)< 1-*:>E7i=)1., 	2 —V:>1=1/•*:>)1/ 7 7 4 J -2' 

, 4' 	, 	6' 	— I-') 4 V 7°DE)1/E7i=)1., 	2 — (V- t e r t -1)1/* 

74 i)E7i=)1., 	2 —V:>1=1/•*:>)1/ 7 74 ) — 2' 	—(N, 	N —V 

))1/ 77:-Zi)E7i=)1., 	4, 	5' 	—E(V7i=)1/ 7 74 J)- 9, 	9 

' 	—V)<)1/*IJ- 5- 75 ,164-t.Z. 	0 ,150/7V ,,1411PIL 1_, --C I-') 
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(i)52 77 -t i-) 	'7 ,,.z.,. (o) 	cllotcts-aa, 	gEfilL 

LT' I-') 7 	=11/7 7 4 	A)ilil -Z a.' Le- Z. gEfila)q), ia, 

3iiitfEaFt‘elLI1-tt.alit:.-..Fit/f -.3stt.1-soe, 	-ARA (v I 	i ) --e -,35 

t,z4E-at 1 	)1/(,:.-_ -41., --C-, 	0. 	0 0 0 1 -4 	)1/1EllkiNZ a.' Le-C,, 	PT 

L< a O. 	0 1 -2 	)1.--eZ0. 

[0088] zia L 1., --C• a, ggto.KAt I- ') r, 1a, ggtd-  I- ') r, 1a, gg'30J ') r, A , 	'0 

R-t 	r, IA, 7)1/t ,) kX7.KRIElta),KAYEaffieti 6 tt.Z. PTA L < 

a 7)1.J') k' 7.KRIEt-e 	Z. 7)1.j') kX7.KRILIt L L -c a, *ME ') 

r, L., 	7.KRIEJ-  I- I) ',1•, 	7.KRIEt I) ',1•, 	7.KRIE-t 	r, .z.,./31,1 6 tt. 

, 	PTA L < 6 7.KRIE ,) ,,I.,,, 	7.KRIEJ-  I-') r, L., 	7.KRIEt ,) r,I1R6 7.KR 

1E-ti ,,I.,--e 	(,), 	lit:PT 	L < 6 7.KRIE ') 	r,IAR6 7.KRIEJ-  I- ,) r, 1AT 

Z.:. 	aa)1 1EEL L -C a, aZeAM1-tt.alit:.-..lir/Vstt.tsoe, -42 

A 	(V i 	i ) 	---e -,3_g-t,z4E-alt 1 	11/6:.-.1,1- L -c, 	1 -1 0 0 	)1411kiNz a.' L 

e--e 	, PT 	L < a 2 - 2 0 	)1.--e 	Z. etc, 7)1/t ,) kX7.KRILIt6 , 

7)1/ t ') kX7.KRIEt7.1<gaL L -c PI 0 Z a.' Le-e 	Z. 

[0089] Vt7J7 	igit:3A, 77 /14V)kX7.KR1Elt, 	0150`)/7',1411P10)4[-a-t.  

a, PTA 1_,OVVJ7 Ju-iiM, 77 /14V)kX7.KRIElt, 0 ifioi 	r, Aft 

Plmag)--al,-)-ttctoepT 	L < , lit:.-_PT 	LoVt7J7 	1,4:44, 	7)I/4 I) 

X7.KRIElt, 	0 ifiloi 7 	r, Aftwmagi--atyttct oelit:.-..PT 	L 00 

[0090] gP1L L -ca, aZt:EIMUkaz's 1-sot a)--ett.alit:.-..Fr/Vstt.tso 

e, INA.a, g1E7.KAffi (IN, 	-ff J, 	I- )1/i J, *1,  	, i -5- 

)1/ffi (IN, 	1 , 	2 -)( 1-*',9' J, 	5-  I- 7 L Ki=i7 7 	, 	1 , 	4 -7J- 

* ItJ 	) , 	4-r 7c 	I- 	,l't4P-Ittg'PI (IN, 	N, 	N - 	)1/*)1/1A77 Z K, 

)< 	)1.)1.** 	K, 	/•* 1J- )< 	)1/7 7J')A/7Z K) , 	7.IKZ oa-t.  

41.6VE-altCEI1ozz_.- Le-- Zo  PT 	L < a 1 , 	2 -)< I-*ig 

R6 5- 1-7 L Ki=i7 7 	•--(' 	('), !tit:PT 	I., < aVA7J7 	1,4:448cr1et 

L tc 7 )I. * )I. t 7 	iti 1341* aYkt ft aAR, A 75\ 6 5-  I- 7 L K 1=177 	---CZ 

0 gPIOACEII Iiaalt‘eAM1-4-Lalit:.-..FitZ:3541.1-skiNe, -NA (v I i ) 
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Tt-,3_41.ziE-altosiii  6:3-4L -c 1 -3 0 013,,JEllkiNZ Z.:Le-  - C 	, 	PTA L < 

al 0-9 613,,--ezo  

[0091] apairALL---cagmigt:.=-NA (v I I I) -et -;_g-t, z tat el'41  6 tt, 

tt.a!ti I,: Iiit/f -1/435 tt.ts kiN e, 	0. 	1 '' 1 0 0 Him'ff -'):: L eT 	, 	PT 	L < a 

0. 	5 -2 4 Hin--ez. 

[0092] azgail.LL-caffimigt::-ARA (V I 	I 	I) ---et-,Lq-LzfEatel'41  641, 

41.3Slit:-Iiit/f ;3- WS 0e, - 2 0 t -gPloDAli2Z21.--C"ff -3 a'. Le 

, t7T 	L< a 0°C- 1 5 0°C--eZ. 7)1/*)1/t7 Jifiraf2tKt:3-,11-z 0 fp 

5 ,,IAllIPI2 7 ll. t ' ) kX 7.KRIEt7.1<ga 	PI kiN  tc: 31 1,1EaFt‘ t:.-.. 80 

-c, aZ5nTai fte1a0LEVJartAet 1;-\ - < 115c$1E-Fte<a- Lezz: L /3\ 

6, 	6 1 °CJ 	I./ ki \ 0  

[0093] a'.07ck -3 (,:.= L -C14641.Z -NA (V I 	I 	I) --etttLzIL-alta, /.L.%a) 

3AtEM1.4R, INA.a2n, 	riCEA'S', Mat, gPItEliffl, 	ARIA., 	1=17 

I` 	7 7 -I - 1-S, E I,: ct (') WAVitt -  Z 13NR a*Mitt -  Z a.' L 1-S, < , )ifi 

(,:.:11--Z_'.LeT,Z0 

[0094] 

[0095] 

	

ts8*TfITa, 	1 --C77)1/*)1/t7 i 	1 jj`th L ---c 0 z z.: L 	WiFE 

- ZZ_'.Lti - C ,Zc, WiMILL,---Ca, INA.a L CMS 	1-/I/TWET 

Zc, 

(ifi f ) 

*Tf'i'a, -NA (V I I I ) --ettg-LziEalta)7.KRaoq,1C1q,1 

	

L-c-ARA (ix) 	-et- ,ziE-alt4., zifl-ezo 

[0096] 

[0097] 

N,q,ita)51L L-ca, 	ic',.%a)51, iliAiSProtect ive 	Groups 	in 

Organic 	Synthesis, 	T. W. Greene, 	John VVi ley & Sons 	(1981*) 	(,:.:Eik,a) 

51, 	R6 	-t- 413::_it t;z5lt:.= 	(')"ff -3 L'.LeT,Z,:, 

qaaL i., --c t e r t -1)1,)( 	)1,1))1/acEllottt'i'-a, 	Ilqgt,git: 

Azlza5- 1-71/1/ 77 =',1A7)1/7J- 74 1`751,164-LZ,:, git:MOACElli 

a, 	'tat (V I 	I 	1)1 	)1/6:.3-,j- L -c, 	PTA L < al -1 (21 )1.--ezo 

[0098] azt::_nlozgPIL L-Ca, alt‘t:EteaUka-.35ts0t0)TtLact < 
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, IN AiS, 	1  - 5-  )1/ffi (4 	A_ a, 	1 , 	2 - :'))( I- *:> i g 	, 5- 1,  7 L K 1=1 

77  	, 4-r7°1=1 1 	it4p-Ittgo (4m 	is, 	N, 	N - 	)1/7J)1.1.x 7 Z 

K, 	)1.)1.** 	K, 	,N* 1J-) 	)1/7 7J ,))1/ 77 Z K) 	Z 0 a-t.  

41.6 omagweill kiN  6 t.z. awirmao. 	1 —1 o oHirim-et,), pT 

L< 6 0. 5 -2 41111VTZ. avEAL L-Ca0 -8 OtTV,), PT 

I., < a 0 - 5 0 °C-CZ. 

[0099] a' a) ct -) t:: L-C1'41 64-LZ-42A ( I x) --et:354-Lztata, 	.ria)3Attt 

M14.R. INAJS2N, ifillERS', eat, gotlia, 	Alg.R, 	D7 I- 

57 4 —1-s E t: ct (,) WittOitt -  Z 13\ Ra*Mitt -  Z a-  2/<.. )1fi t:11-

a-  Le-- Z. 

[0100] (ifIg ) 

*TflU, -42A ( I X) Tt:stLZIL-altt::_)(i9 	)1/7J=)1/ 1=17-( 

KilF)E11:35 .-t-ARA (x) 	Tt-1 /4354-LZIE-alt.'3Zif'i'--eZ. 

[0101] )< 5' 	)1/7J=)1/ 	1=17-( KOACEH lil  a, -42A ( I x) --ettg-Lzta 

1 	)1,t:.-.. -41_, --C, 	1 - 5 	)1/1Ello Z z.: Le--  	, 	PTA I., < a 1 - 2 	)1/•-C 

Z.:. 

[0102] zaL 1, --C a, 	I- ,) )( 	)1/7-1 Z 	, 	I- ,) i)1/ 7-1  Z 	, 	I-') 7°1=1E)1/ 77 Z 

%, 	:')-( V 7°1=1E)1/i)1/ 77 :-Z 	, 	N -) 	)1.)1/7J ,) i, 	E1):'), 	4 - 

(N, 	N -:')))1/ 77 :Z )) 	E,):'), 	)I.:'), 	,):')J0)V-*77 -.-  

ffiet1641., itiamt ),Hil L L-Ca, -42A ( I x) Tt-1 /4354-LZIE-alt1 

)1/(,:.-.1,1- 1_, --C, 	1 - 1 0 EJl.1Elll,NZ L'Le-C,, 	PTA I., < a 1 - 5 EJI.Z 

Zo  

[0103] gP1L 1_,-C a, aZt:EteaUka-,35 7̀ sota)-CtLact <, RAJ'S, '0 

1E7I<Affi (11.1, 	i -!J, 	1-)I/i, 	*1,  J 	) , 	/\ mit 	,(EglE7.1KAffi 

(IN, 	i=i1=1*)1.1A, 	1 , 	2 - 	fjCICIJ ,9' 	) 	, 	= I- 1) )1/ffi 	(IN, 	7-t 

I-= I- '))1/) , 	i-5-)1/ 	(IN, 	1 , 	2 - 	1-*i'9' 	5- 1-7 L K 1=1 

77 	, 	1 , 	4 -:')7J-*Ij- ) , 	77)1.-)1/ffi (IN, 	)( 5' i -J1., 	i ,9 ' i 

-11.) , 	4-x7°CI 1- 	,tt4p-Ittgg (IN, 	N, 	N -:')) 	)1/7J)I/IA 77 Z K, 	:') 
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)( 	)1.)1.**:> K, 	/•* 1J- )< 	)1/7 z 7J I) A/7Z K) 	Z o a -t. 41.6 0) 

',g-agPIetls  6 tt.Z. awirmao. 	1 -2 4 Hirm-C 	(,), tcT 	1., < a 

0. 	1 - 1 2 Hirm--ez. avaft L 1., -C a - 2 0 °C-gWa);0112 -  Z5n11. 

--e(,), 	PT A 1., < 6 	0°C-25EITZ. 

[0104] z:oct -) t:.-.. 1, -C1464-LZ -42A (x) Tt:3541.ZIE-alta, 	01:1103AtOit 

14.R. INA.a2n, 	1,',1112N, Mat, gPVEliffl, 	AIR, 	1=17 I- 	7 

7 4 -ts E I,: ct (,) WittOitt -  Z 13\ Ra*Mitt -  Z a-  Lts < , )ifi' 6:111- 

[0105] (VI h) 

*TflU, 	-42A (x) Tt-1/43541.Z4E-atiz-yiEt I-') r,IA4'FJE11:35 .-t.  

-NA (x I ) Tt:stt.ZIE-attai -ZifITZ. 

[0106] 7VILt I- ') rixo)ql,1121 a, -42A (X) Tt-1/43Stt.ZIL-at 1 	)14:.3-4 

1., -C, 	1 - 1 0 	)1/1Ell1iNZ z._.-  Le-  - 	, 	PT 	1., < a 1 - 5 	)1.--eZc. 

[0107] gP1L 1.,-C6 , aZ6:=EIMUk6 	7`sot07-Ct1.6 ct <, 	N, 	N -V 

)< 	)1/7J)1/1,.77 Z K, 	V)< 	)1.)1.** i K, 	,N* 1J- )< 	)1/7 7J 	') )1/7Z 

KZki\a- - 4-t.6V'PLagPIet164-t.Z. azHinao. 	1-2 4Hi 

rm --et,i, PTA L < 6 0. 	5 - 1 2 Hirm--ez. artA21.L 1, --C a22-g 

07;0112 -Z5n11.-C ('), PTA 1., < a 5 0°C- 1 0 0°C-CZ. 

[0108] 

	

z: a) ct -', t: LT' 14' 641. Z -42A (x I ) Tt:stLZIE-alta, 	1:1103AtE 

alz4fR, INA.a2n, 	1,',1112N, eat, gPVEliffl, 	AIR, 	1=17 I- 

57 4 -ts E I,: ct (,) WittOitt -  Z 13\ Ra*Mitt -  Z a- 2/  <, )ifi t:.-.41- 

- a-  L e - - c' 	Z. 

[0109] (VI i ) 

*TflU, -42A (x I ) Tt-1/4354-LZ1E-att: I-') 7 i=)1/7 7 4 '# 

T, -A-7.1<gPV1=1, 	-fRA (X  I 	I ) Tt-1/43541.ZIE-alt.'Zif'i'T 

zo  

[0110] I- I) 7 i=)1/7 7 4 Ja-kflOigt:=10E11-,3_4-t.zzitmoitt:.-_, 	$HtEitimigit: 

AzticE -za.- Le--ez. 	1-1) .,==)1,77-f 	a),fcEwia, -ARA ( 
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I)X 	---e -,3_g-t,z1E-alt 1 	)1/(,:.-.1,1- 1_, --C, 	1 — 1 	0 	)1/1EllkiNZ a.' Le-C,, 

	

PT 	L < l, 	1 — 5 	)1.--eZc. 

[0111] gP1L LIZ (,, aZ6:EteaUka-,3stsot a)--ett.tSct <, 5 1-71 F' 

i=i7 7 	/7.1<, 	1 , 	4 — 	7J- *IJ- /7Eel,164-t.Z. aFt‘Hirmtv). 	1 — 

2 4 Hi134--(' 	(,), 	PT 	L < l, 	0. 	5 — 1 2 Hin--ez. arit-A5EALL,-CtV& 

2 —gWa);0112 	Z5n11.-C 	(,), PTA L < l, 5 0 t -govoilt -z5E1.--e 

Z.:. 

[0112] z: a) , t -) t:.-.. I.,-  C 14 6 tt. Z — f RA 	(X I 	I ) 	-C -.354-t.ZIE-att, 	L`,.%103' 

AtEM14.R. INA.tS2N, 	rfillEdgn, eat, gPItEliffl, 	AIWA., 	1=17 I- 

7 7 4 —1-s Ls I,: ct (,) Wittnt. -  Z 13\ Rt*-ittOitt. -  Z a.' Lts < , 	=MI.= 

ill- a.' Le- Z. 

[0113] (VI j ) 

*TflU, —NA (X  I I ) •-C -.354-t.ZIE-altL a, 8 —MM)j)i/t 

OgrMZota, 8 —M,MR 	1=1 7 4 K t I., < 611=17 4 KLOTZ KiLa 

zt: ct tj, -NA ( I - a) ---e -:54-LZ*RIEIJIlLattlZifi'-"eZ 

0 

[0114] 7Z KiEgitAL ij-ct)i/tpcEllorts-a. if_Atc118-aPJ04/1-F, - 

42A 	(x i 	I) 	-C -:541.ZIE-alt 1 	)1.(,:.-.14t.,-c, 	t)1/7JR0. 	5 — 1 

0 	)1., 	PTA L < l, 	1 —3 	)1/1Ello --C"fft-At.Z. 	ts8, 	1,A)J)1/tOgM, 

IINITn, RtVL,̀.%0511,::_it U-C213Z a' Le- Z. 

[0115] azggt, av:.-..p4a)i-sota -ett.ts, lit::_iiitz-,354-Ltsoe, RA. 

tS, 	Hi.' 	, 	/J-ffJ, 	YEIL)( 	1, 	, 	fJ i=i i=i7J)I/IA, 	5- 1-7 L K i=i 7 7 

, 	1 , 	4 —:')7J-*1J- , 	N, 	N —:')) 	)1/7J)1/1A7Z K, 	:'j)< 	)1/7-t I- 

7Z K, 	N —) 	)1. Ei=i 1) :') 	— 2 —7J- 	, 	)1.)1/** 	KR1, -t.  

10'.gagPlePTiLAT 	Z. aFtail.t. A*, - 7 8-2 0 0°C, PTA L 

< 1,  0 — 5 0 °C-C 	Z. artAii=, A*, 	55•-' 3 BM, PT 	L < l, 53` 

— 1 0 Hirm--ez. 

[0116] napiLL,--ct, 4AJS, 	:')7 i=)1.1) Jgg'77:') K, 	N, 	N' 	—:'J:> 	i=i 
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*)1/t)1 / 7JV 4 ZK, /J V Imo') 7 V—)1.— 1 — 4 )1 / 7J-* 	— Imo') Z 

)<)1,77:-zi7j=r,.LAYE, 	4— 	(4, 	6— '-1, 	3, 	5— I- 

I) 77:')— 2 —4)14 	—4 — )< 	)1.)1/*I)=r,i,.1=17-( K, 	1 —i)i. 

—3— (3 —V))1/7Z i 7°  DEA) t)l. 7J V 4 Z Imo, 	1 —i)1,-3 — 

(3 — V) 	)1/ 7-/-Z i 7° 1=1 EA.) t)1/ 7JV-( ZKL1—L Ki=1* , ‘I I- 

') 7 V —)1/04La.)-atp -t, 	2 — 	1=1 1=1 — 1 , 	3 —V)< 	)1/-( Z YVI) =r, A 

1=17-( K, 	0— (7 —71f , 	I I-I)7V— 1 —4)0 —N, 	N, 	N' , 

N' 	—5-  I-7) 	)1/,N*Itr,D=r,./A 	,N*ij- 7)1,7j- 1=1*7 i — 1 13 

(4641.Z. 

[0117] etc, _hEaTit.3t:05t:Zt.;-z- it-,AA)Juzz._.-  L eT 	Z. zaL L-c 

(,, 

)I/ 

INAis, 	I-') i)1/ 7-, :z J, 	v-( '1 •7°  DE )1/i)1 / 7  - 1  Z J, 	Ei):'), 

V, 	I) V, 	4- (N, 	N-V))1/7Z)) 	E') 	J , 	tI)riN. 

tert -77- H t l'Jr,./A 	t ert -17- H t l'Jr,-1-X 

1* 	K, tP)r,-ZAII*K, 	')r,1x,N*IJ-)<)1/V7VK, t 

1- ,) r, .1A,N*It)<)1/V7VK, 	t'Jr,A,N*1J- )<)1/V7VK, 	•Ys  

)1/I) r, _LA0VC-laa, Rl, 'OngrOJKAJ-  I-') ',1a, gOgrd-  F. I) r, L., 	'OR 

t I) r,1•, 	'OR-t i r, L., 	7.KRIEJ-  I- I) r7 1., 	7.KAIEJ-  I- I) r, ix 	a) Amtiti 

aeti64-t.z. 	A)ilil'iL l,--c6, 	-NA (x I 	I ) -e -,3541,z1L-alt 1 

)14:.-.14 L -C, 	1 - 1 0 0 	)1/ --CW,), 	PT 	L< 6 	1- 	1 0 	)1.--eZc. 

[0118] 7 	KlEgitML I., -CR 	1=1 7 4 K t I., < 1,0gtY•i=i7 4 K cEll 0 zvia, - 

fRA (x I 	I ) 	--e -1 /4354-LZIE-alt 1 	)1/(,:.-.1,11., --C, 	R/\74 K 	O. 	5 - 5 

)1/, 	PTA I., < 60. 	9- 1 . 	1 	)1/1Ellk,\ --Cfftptt.Z. 	ts8, 	E,AR/ \ 7 4 

[0119] azgot, aZt:.-..13$a),-sotay-ett3S, lit:FitZ:stLfsoe, RA. 

tS, 1-)i/=, 	/J 	J, 	itlE)(1,, 	1=1 1=1 7J)1/1A, 	5-  I- 7 L KI=177 

, 	1 , 	4 —V7J-*It, 	N, 	N —V) 	)1/*)1.1.,.7Z K, 	V)< 	)1/7-t I- 

7Z K, 	N—)<JI/Ei=ii)V— 2 —7J- J , 	7-t I-= I- I))1/, 	7.1KR1,-t. 0) 

TbagPletcTiLAT 	zo aFtaail.t. cam, - 7 8-2 0 0°C, PTA L< 
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a 0 - 5 0°CZ 	Z. awirma, cg, 5 3--' 3 BM, PTA L < a 5 3•- 

1 0 Hirm--ez. 

[0120] etc, ±Eaz6 ;o56:zu-cit-aa)iii -z z.: L eT 	Z. zaL L-c 

a, 	RA_ a, 	I-') i)1,7-,  

)1/:'), 	a I) :)J, 	4- 

z 	, 	-r v 7°1=IL° )1/i 	)1/7 ZJ , 	E I) :) 	, 

	

(N, 	N-:)))1/ 7-1 Z)) 	E') 	J, 	tI),,IA 

tort -77-H J- 1 ,) ,,L, 	tort -17-H 	J- 1 ,)r,ix 

)< 

 

I-*i K, 	t I-') r,ixi I-*i K, 	I) 	r7i-x ,N*1J- )< 	)1/7 	K, 	t 

I- IP,IA,N*It)<)1/7K, 	t IP,IA,N*It)<)1/7K, 	•Ys 

)l.') 	r,i_xo)vc-ka, 

1j I) r, IA, 	'OR-t i r, L., 

aetf64-t.z. 	A)ilil'iL 

RagggrOKAt I- I) r, L., gOgrd-  I- ') r, IA, 	'OR 

7.KRIEJ-  I- I) r, L., 	7.KAIEJ-  I- I) r,.tAa),:,:K*1-1 

L--Ca, -ARA (x I 	I ) --e-,354-LzfEat 1 

)1,6:3-4 L -C, 	1 - 1 00 )l/JEI]kiNZ a' Le-C_k, 	Pf 	L < a 1 ^-20 	)l.•-C 

Z.:. 

[0121] 'Lock-) 6:.=L-C1'41 64-LZ-NIA ( I - a) --e -,3_q-LZIE-alta, 	L`,.%19)3 

[0122] 

AtEalz4R, IN A_ aa'n, 

[1I7] 

ifillEA'S', eat, gPVEliffl, 	AIR, 	1=1 7 

I,  M 2 

N 41, N ilt 
N 41, 

NH2  
NH2 NH 

N 	--•• N 	•\ 	NHRI 7 : FIE 	N 
N 	 I

N 

( m 
	

N N 
m 	(in k)N  (in 0 	 ) 

nl 	0 NHR1 	 0 
0+-me i%1-( 

0 R1 	r 	R3  
(X) (XIV) 	 (I) 	R2 

[0123] [rte, 	R 1 , 	R 2, 	R 3, R 4, matien a, MEL P16,---eZ. ] 

[0124] (VI k ) 

*TflU, -42A (x) ---e -1/4354-LZIE-alt6:.-.. 7)1/*)1/7Z 	'flF)E11:3s-t.- 
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ARA (X I V) --e -:stt.ziE-alt.ul -zifi--ez. 

[0125] 77)1/*)1/ 77 Z 	1010E11 lil a, 	—ARA 	(X) 	--e -1/4354-LZIE-alt 1 	)1/1,:.-.141_, 

-C, 	2 —iikifl])1/1ElloZ a' Le-C,Z. 

[0126] gP1L 1_,Z• a, alt‘t:EteaUka-,35 tsoto)-Ctt.act <, RAJ'S, '0 

1E7I<Affi (11.1, 	,-!J, 	1-)I/i, 	*1, ) , 	i\i=i71Eg1E7I<Affi 

(IN, 	i=i1=1*)1.1A, 	1, 	2 — 	fjCICIzgJ 	) , 	= I- 1) )1/ffi (IN, 	7-t 

I`= I- '))1/) , 	i-5-)1/ 	(IN, 	1 , 	2 — 	1-*i'9', 	51-7 L K 1=1 

7 5 J, 	1 , 	4 — 	7J- *IJ- J 	) , 	4-r7°1=1 1- 	,l't40-1,ht74P1 (IN, 	N, 	N — 

)1/7J)1.1.x 77 Z K, 	)1.)1.** i K, 	,N* 1J- )< 	)1/7 7J 	,))1/ 77 Z 

K) 	z1i\6 - - tt.6V'PLagPIe6f64-1.z. aFt‘Hina, 	0. 	1 — 1 

0 0 Hin--e 	(,), PT 	I., < a 1 — 2 4 Him--ez. artA21. L L-C6 22— 

gAVOIR -Z3EaV.--e 	(,), PTA 1, < a 5 0°C—;egvoill -zsg.---ez 

. 

[0127] z:oct -)t:.-..1_, -C1464-LZ-42A (X I V) -C -.354-t.ZiLata, 	01:1103' 

Mitlz4R, RA_ tS2N, 	rfillEdgn, Mat, gPItEliffl, 	Alg.R, 	1=1 7 I- 

7 7 4 —1-s Ls I,: ct (,) WAVitt. -  Z 13\ Ra*Mitt -  Z a Lts < , ;Tf'i' t:.-.. 

111-z:Le- Z. 

[0128] (VI I ) 

*TflU, Tfij LP100)511,:.-.. ct (,) •'ff, a L e--e 	Z . 

[0129] 
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[1E8] 
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0 	 NH2  
B(OH)2 	N 	'''''• 

, 

P Ri 
N 

132'  

(XVI) 

N 0 
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[0130] [A*, 	P 2 7 )41a, 	L, 64] -4tm, 	m l 60- 1 	7JL ; R 1. 

R 2, 	R 3, 	R 4, 	matien (,, MEL IM, 	]CO ] 

[0131] (VI m) 

*TflU, 	—ARA ( I 	I ) --e -1 /43541.Z4L-altave 	ARA (x v) •-C -.354-t. 

z1Latc110-c, Agazt::_ct (,) —fRA (x v I ) --e -1 /4354-t.ZIE-alt-tI  

ii. -Z5I-CZ. 

[0132] —ARA 	( I 	I ) 	--e -1 /4354-LZIE-altt:.-.8o-c, 	L1-C -.354-LZIIAtEaL I., --C l, 

. 	AIF,R1, 	r,AIgel,164-t.Z. 	i!,A —ARA ( I 	I ) 	--e -1 /4354-LZIE 

-altt. 	IINPn•--eZi3N, 	RtVL,̀.%0511,::_itl;-(14.'-'3Z a.' Le- Z. 

-NA (XV) 6:.-.80-c, 	P 2 --C71 -,3_q-LZ 7Z iaoqztaL 1,--0 	t e r t 

-11..t)1/ 7J=JI/a, 	/N1-1)1/a/Ytii.;41.Z. 	i!,A-ARA (xv 

) --e -1 /4354-LZIE-att, 	IINPn -CZ i3N, xtvorioat::_it u-c_tka -z 

a.' LIY --- 	Z. 	—ARA (x v) 	--e -1 /4354-t.ZIE-att, 	NA ( I 	I ) 	--e -,35 

4-Lz1Eat 1 	)1,t:.3-41_, --C, 	1 — 1 0 	)1/1EllkiNZ a.' Le-C,, 	PTA L <1, 	1 

-5 	)1/1E111,\ZZ:LeT,Z. 

[0133] Y6KaTit.30)51L 1, --Ct, 	.%0)51 (R 	6S, 	S y n t h e s is 

, 	p. 	1, 	1 	9 8 1) 	t:.-_,Iaaa)a. 	R1,-t.tt3::_it 1.;Za6:.-_,t t'J'ff', a.' L 

e--- Z. 

[0134] 77 V:')t)i/tRi5-)1/L 1,--Ct, 	TiNI:')t)1/ 7JR:')i)1,, 	7'J 

t)1/ 7J:')-f `17°1=1E)1/ 75q11k,\641., 	7V:')t)l/tRi5-)1.0)4CE11 

'EL LT' 1, , 	—42A 	( I 	I ) 	--e -1 /4354-LZIE-alt 1 	)1/(,:.3-41., -C, 	1 — 1 0 

)1/1ElloZZ:Le-C,, 	PT 	1,<6 	1 - 5 	)1/1111,\ZZ:LeT,Z. 

[0135] 7J 74 JIL-alt L 1, --C6, 	I- ') 7 i=)1/* 	7 4 i, 	I- ,) 7)1/ 7J 	7 

4 	elEllkiN 641., 	7J7 4 	1E-alta)1 	)Ellil L L --Ct, 	-NA ( I 	I ) T 

 	t,z tat 1 	)1,(,:.-_ -41_, -C, 	1 - 1 0 	)1/1111,\Z a.' Le ,, 	PTA L < 

6 	1 -5 	)1/1111,\Za.'Le- Z. 

[0136] gP1L 1, --Ct, 5- 	7 L K I=I 7 7 	, 	1 , 	2 —)< 1-*',9' J. 	1 , 	4 
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%, 	HI.' J, 	N, 	N —)< 	)1/7J)I/IA7 Z K, 	N, 	N —)< 

- )I/7-t I- 72 	K, 	:'))( 	)1.)1.**:> K, 	N —) 	)1/E1=1 1) :')— 2 —7J i 

 	-xtvA-at.,---cElloza.-  Le-  - C 	zo azHirmt, 	0. 	1 — 1 0 0 Hi 

iam -e(,), PTA I., < l, 	O. 	1 — 2 4 Hirm --ez. awniAL 1, --C6, 	0 °C — 

gWa);0112 -  Z5n7iift -C 	('), 	PTA I., < l, 	0 °C — 1 0 0 °C-e 	Z. 

[0137] 

	

z: a) ct -', 6:.-.1_, --C1464-LZ-42A (X V I ) --ettg-LziLatt, 	oria)3• 

Atoitt, R, INA.tS, 2n, 	ifillE&E'S', Mat, gPVEliffl, 	AIWA', 	1=1 7 

7 7 4 	(,:.-_,t (,)**HittkI -ZiJNRt*TttOit -Z a.' Lts< , 	;Tf'i'l,:: 

111- a.'Le- Z. 

[0138] (VI n ) 

*TflU, —NA (X V I ) Tt:54-LZIE-atL, 7 	=7R6-t.0)i-k 

Laz-,st---c, -ARA (xv I I) Tt-1/4stt.ZIL-alt213ZIT 

Z. 

[0139] *TflU, VI b LP100)51(z.ct (,),'ff 	a.' LeT 	Z . 

[0140] a.' Oct -)t:.-..1_, --C1464-LZ —NIA (x v i 	i ) -et-,354-LZIE-att, 	L` Q07 

3AtEM14.R, RAJ'S, 2n, 	ifillE&E'S', eat, gPVEliffl, 	AIWA', 	i=i 

7 	7 7 4 	(,:.-_ ct (,) WittOitt -  Z /3\ X 1, *-AtOitt -  Z a.' L ts < , ;Tfi' 

[0141] (Tf'i' o ) 

*TflU, —NA (XV I 	I ) --et-1/4354-LZIE-alt, 	3 —* i I)ti=i 

OgrM ZkiNt 	3 —* i ,) 	t1=1Ri5-  )1/ Lt v •7°  ,) 	'aiii.3 -.35 .-ff. Z z.: L t:.-.. 

ct (,) , 	—ARA (x v I 	I 	I) Tt-1/454-LZIE-alt13Z51-CZ. 

[0142] *ifiU, Tf'i' c LP100)51(z.ct (,),'ff 	a.' L e--e 	Z. 

[0143] a.' Oct -)t:.-..1, --C1464-LZ —NIA (x vi 	I 	I) -et-,354-LZIE-att, 	L`,.% 

03AttOitt4R, RAJ'S, 2n, 	ifillE&E'', Mat, gPVEliffl, 	AIWA', 

1=1 7 I- 	7 7 -I -1-S Et:: ct(,) Wittnt. 	Z 13\ Rt*AtOitt. 	Z a.' Lts < . 

if'i'l,:.-.111-:. C Ii ( 	Z. 

[0144] (viii p ) 
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*TflUiLat (XV I I I) (,:.-_, 	N - ID 	:> 	4 z K 	az -,3_ -ft 

Z a.' Lt::_ct (,)11=iiEt.„ 	1I 	(X I x) 	'-'1 -Z5I-CZ. 

[0145] *if'i'l,, 	Tf'i'dLP101051(,:.-_,t t'J "ff ', a.' Le-CZ. 	a.' 07 ct ', I,: 1_, --C 

14 64-LZ-fRA (X I X) --e -1/4354-t.ZIE-att, 	L,̀.%03AtOitlz4fR, INA. 

tS, 	'Ab a', 	1,,1112N, Mat, gPVEliffl, 	tl#R, 	1=1 7 I- 	7 7 -I -1-S 

V: ct t'J WittOitt -  Z 13\ R1, *4Vitt -  Z a.' LtS < , )ifi' t:.:111-  a' L eT 

Z. 

[0146] (iflq) 

*TflU, -NA (X I X) •-C -.3541.ZiLatt:Vtt7iiitAME11-.35 

-ft, 	i --e77 )1,*)1,t7itirmi2tKuitc,tc,1, 35.4kM1Plarfitia4/± 

T, -42A (xx) --e:s4LziE-attrzifl--ez. 

[0147] *ifla, AVOIN751 (INA_tS E pvoidwO 2006/1 02079 

1=-4) 	t::_it U--C4) a.' L e•- 	Z. 

[0148] VM7J7E-,43ALL,26 9-BBN (9-t7E:>1=1[3. 	3. 	1] - ) 

- 	) , 	9-BBN (9-t7E:>1=1[3. 	3. 	1]-it) Y47-, 

:>7..-z)i,t7 	(E' 	( 1 , 	2 -:'))( 	)1/7°1=1 EJI/) t7 J) . 	5-*:>)1. 

t7 J 	( (1 , 	1 , 	2-1- ,J))1/7°1=1E)1.) t7) 	el,164-t.Z. PT 

1,<6 , 	9-BBN 	(9-7J7E:>1=1[3. 	3. 	1]-/J- )R6 	9- 

BBN (9-7J7E:>1=1[3. 	3. 	1 ]-/J- ) Y-f 7-TV'i, lit:PT 

1,<6 9-BBN (9-7J 7E:> 	3. 	1 ]-/J- ) --CZ. 

giAV*7J7 	1,itAa)1JEWia, 	7-1)1/*)1/ 7J7 	1=1:1 13417tKet -tt3Slit:.-.FitZ 

-LtskiNe, 	-NA (x i x) ---e-,3_q-LzfEat 1 	)1/(,:.3-41_, --C, 	1 -2 0 

JI/JEllkiNZ a.' L eT 	, PT 	1_,<aaFtovhvffL---1/43501.EAbN6 6-1 0 

[0149] 35.47kMIPIL1,--C- 6 , INAJS, 	2fV7:';,,Aftpl (IN, glimi7:';,, 

/A, 	1-11E/7 :'),,IA, 	1, 	1' 	-E' 	(:')7i=)1/7 7-1 i) 	7iI=1-t 

-i7 :')r,1, 	( I 	I ) 	:') 	1=1 I) K) 	CE111,\ZZ:LeT,, 	;051,:.:ZU-C. 

') 	J K (IN, 	I- 'J 7 i=J1/* 	7 -f 	, 	') — t e rt— 7/1/7J 	7 -f 
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) 	A)ilil -Zz_' Le--e_Zo iff-MX110104C,Wit, IIIPIVEffit:.-_,t 

tjAtcize, 	-NA (x I x) ---etg-t,z1E-alt 1 	)1/t:.-.141_, -c, ICAo. 

000 1 -1 EJl., 	PT 	I., < 1, 	0. 	0 1 - 0 . 	5E)1., 	,) )1J Ko4CElli6 

, -NA (x 1 x) ---e-,3_g-t,z tat 1 	11. 6:.-.. 	L, --c, 1C,g 0. 	0 0 0 1 - 

4 	)1., 	PTA I., < 60. 	0 1 -2 	)1.--eZc. 

[0150] etc, iNf-MXIMIL l,---c- t, INAJS, ot40/7v,,./AftgcElloz a- 

Lti- Z. 	0150/7Vr,IAAIPIL l,--Ct, INAJS, 5-  I-7* 	I-') 7' 

=)1/7 7 4 M7:'),,I.. (0), 	P) 	(:')/:'),)52 77-t i-J) 	i'7 

JEil t, 

V r, L. (0) , i7Vr , iAgA (0) 	elEllkiNZa.' Le- 	Z. PT 	1, < i,  

5-  I-7* 	I-') 7==)1/7 	7-r M7V ,,.z.,, (0) Ri, 	1,1) 	(v/v 

,)52 77-t I-') Vi7Vr,I.,. (0) TV,), Iit::_tff 	1, < 65-  I- 7*7 I- 

')7i=)1/7 7-r 	J'7V , 1,. (0) --eZ. 	o1dta)/7_zAltgo1 

3ii-ViLarit.375q_Ltt3Slit:.-..F.Lt/ftql,T, ftWofEffit:.-_„LD -c 

tAtsZe, -NA (x I x) --e -,3_q-Lz tat 1 	)1/1,:.-.1,1l,--C, 	0. 	0 0 

0 1 -1 	11/1Ell1iNZ a.' Le-  C ,, 	PT 	L< 6 	O. 	0 1 -O. 	5 	11.--eZc. 

[0151] 0,150/7V,,IAAIPILLt t:.-_, 	;05 t:.-..g.3 U -c -,3_ 6 t:gEfil 	A)iii -  z z: 

Le-  C 	Z. gEfilL 1_,-c 6, INAJS, 	I- ,) 7 i=)1 / 7 7 4 i, 	1 , 	1 ' 

,4' 

- E(V7i=)1/7 7 4 ))7ii=i-t 	, 	I-') -tert -7)1/7 7 

-CJ, 	I- ,):>1=1/•*:>)1/7 7-CJ, 	2 -V:> 	1=1/•*:>)1/ 7 7 4 )- 

2' , 6' 	-V)< 1-*:>E7i=)i., 	2 -V:>1=1/•*:>)1/7 7 4 ) - 2' 

, 	6' 	- I- ,) 4 V •7°D EA/E7i=)k 	2 - (V- t e r t -111.* 

74 i)E7 i=)I., 	2 -V:>1=1/•*:>)1/7 7-f ) - 2' 	-(N, 	N -V 

))1/ 77 :-Zi)E7i=)1., 	4, 	5' 	-E(V7i=)1/7 74 i)- 9, 	9 

' -V)<)1/*IJ- 5- 751464-t.Z. 	0,150/7V,,1411PIL 1_, --C I-') 

(:')/:'),)52 77-t I- 	) Vi7Vr,I.,. (0) 	CEI1otc_- tgat, 	gEfilL 

L-c I-') 7 i=11.* 	7 4 	A)ilil -Z a.' Le---eZ. gE110D10Eil t, 

3ii-ViLarit.375qLI1-413Slit:.-..FitZ -,3_g-t,i-soe, 	-NA (x I x) ---e -,3_ 

t.z 	t1t 	)1/1,:=. -41_, --C, 	0. 	0 0 0 1 -4 	)1/1EllkiN Z a' Le-C,, 	PT 
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L< (, 0. 	0 1 -2 	)1.--eZ0  

[0152] ziaL 1_,--Ct, 	gRAKAt I- ') r,1-1., 	gOgrd-  1- 1) r,1-1., 	gRt I) r,11,, 	'0 

677)1/t 

R-t irJL., 7 )1/t ,) kX' 7.1KRIElta) ,RAYEaffieti 641.2. PTA L < 

I) kX7ERILIt--eZ0 7)1/ t ') kX7ERiElt L L--ct, 7.KRIE I) 

r, IA, 	7.KRIEJ-  I- I) r, IA, 	7.KRIEt I) r, IA, 	7.KRIE-t 	r, .z.,,etls  6 tt. 

, 

1E 

PTA L <1, 7.1KRIE I) 	r, IA, 	7.KRIEJ-  I-') r, IA, 	7.KRIEt I) r,I1R67.KR 

-ti ,,I.,--e 	(,), 	lit:=PT 	L <1, 7.1KRIE I) 	,,IAR1, 71KRIEJ-  I-') ,,IAT 

Z.:. itia0)11,EL L-ct, aFt‘ea,11-413Slit:.-..Fit/f -.3stLi-soe, -42 

A (X i x) 	---e,z4L-alt 1 	11/6:.-.1L-C, 	1 -1 0 0 	)1/1EllkiNZ a' L 

e-e 	, PTA L < l, 	2 - 2 0 	11.--e 	Z. etc, 	7)1/t I) kX7.KRILIt6, 

7)1/ t I) kX7.1KRIEt7.1<gaL L -c PI 0 Z ZI.  L e--e 	Z. 

[0153] 

(,, 

Plmaa.)--at)-ff. t.ct 

V,A7J7 	,gigt, 7)14V) kX7I<MILlt, 0fdt0)/7vriAltga)c-E•It.  

pTi.,k,\VAt7E-,iM, 7)14v)kx7ERIElt, 	oi-dta)J7:-),,Aft 

a)epT 	L < , lit:.-_PT 	LoVt7J7 	,!,it'A,, 	7)I/4 I) 

kX7ERILIt, 	015 a)i 7 r, Aftwmaa.)--at)-ff. tc t a) eli t:.-..PT 	1, 00 

[0154] 

)1/ffi 

gP1L L -ct, aZt:=EIMUkaz's 1-sot a)--ett3Slit:.-..FR-Z-1/43stt.tso 

e, INAJS, g1E7I<Affi (IN, 	-!J, 	I- )1/i 	, *1,  	, i -5- 

(IN, 	1 , 	2 -V)( 1-*',9' 	, 5-  I- 7 L KI=17 7 	, 	1, 	4 -VA- 

*It  	, 	4-x 7° 	I- 	,l't4P-Ittg'Pl (IN, 	N, 	N-V)( )1/*)1/1A7Z K, 

)< 	)1.)1.** 	K, 	/•* 1J- )< 	)1/7 7J')A/7Z K) 	, 	7.1<ZkiNt -t.  

41.6VE-altCEI1ozz_- Le-- Z0  PT 	L < l, 	1 , 	2 -V)< I-*ig 

Rl,5-  1-7 L KI=17 7 	•--(' 	('), lit:=PT 	L <1, V,V7J71,it'Az8cft 

Lk-  7)1/*)1/t7 Ji=1:1 M12tKaY-k-ZttaAR,A75\ 65-  I- 7 L Ki=i 7 7 J-eZ 

0 

--e -1/43stt.ZIE-altoWit:3-4 

gPloACEIIiitaFt‘eal-tt3Slit:.-..FitZ -1/43sto-soe, —NA (X I x) 

L-C 1 -3 0 013,,JEllkiNZ a.' Le-- 	, 	PTA L < 

l,  1 0-9 6,13,, ---eZo  

[0155] aPairmLL--ctaMigt:.-_—fRA ( x x ) ---e -1/4354-t,z4E-atem 6 tt,tt, a 

i t:: FITZ' z's tt.ts kJ\ e, 	0. 	1 -'1 0 0 Hiwff -') a-  Le--e 	, 	PT 	L < l, 	0. 
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5 - 2 4 Hin--ez. 

[0156] ariMAL L --C aAVIY9t::--NIA (X X) --C -,3_g-t.ZIE-atel'41 641.41,a 

i I,: Mt' -,3_ tt.ts 0 e, - 2 0 t - gP10) Ala 	Z5111.-Cff -3 z.: L eT 	, PT 

L<a0°C -1 5 OtTZ. 77 /1/*/1/77rrimpt“:3-cil-z otv7:') 

,,AllIPIL 7 )I. t 1 ) k' 7.KRIEt7.1<galEll kiN  tc 	iti Ea z t:.-.. 80-C, 

aVErifte1E0LETEilJaZet 1.;-\ -  <117$1ET#72i< z: L 	zz: L /3\ 6, 

6 1 °C1-;t_t751T 	L 00 

[0157] z: a) , t -, t:.-.. 1_, --C 14' 6 tt. Z -42A (X X) 	--e -1/4354-LZIE-ata, 	1:1103AtE 

al.4fR, IN A_ 6 2n, WEAN, eat, gPVEliffl, 	AIR-R, 	1=171' 

57 4 -1-S, E I,: ct (') WittOitt. -  Z 13\ Ra*Mitt -  Z a.' LtS, < , )ifi'l,:.-.11-  

- z._'.L7Y-C,Zo 

[0158] tst*TflTa, *1 --C77)[/*)[/t7 JitiraPtcett,--cozz.: L 	WiiE 

- Z a'. Lti - C 	Z0 WtEIL 1_,--C6 , INA.a L CMS 	1-)1/T WET 

[0159] 

Z,:, 

(T 	r ) 

*Tf'i'a, -ARA (XX) --C -,3_q-LZIE-alt07Z iao1 ,1Ci,1 ,1 L 

[0160] 

-T-NIA (XX I ) ---C'tq't.ZiEalt-l1Zifil TZ,:, 

N1 ,Ita751L L ---ca, cg' .%07j35, RAJSProtect i v e 

[0161] 

Groups 	in 	Organic 	Synthesis, 	T. 	W. 	G 

reene, 	John 	Wi 	ley 	& 	Sons 	(1981*)6:.-_,Eg, 

a)51, 	Ra-t- tt.lzit t; z 	51(,::_ct (,J T7 -3 a.' Le-C,Z,:, 

q,itaL L/Z t e r t -1 Ii 	)J)1/7J=)1/aCE111,Ntc_- t'i'a, IlqiitigitA 

t::..ailaR, KR, 	)< 5' 	)1/*R, 	I- ') 7 )1/7J-  1=111FOM /3 	ti 6 tt.Zo t 

MaACEWia, lEat(X X) 1 	)i1: 	LT., PTA L < a 1 - 1 0 0 	)1.--e 

Zo 

[0162] azt::_nlow7MIL L/Za, aZ6:EteaUk6 	tS,Ota)Ttt.tSct < 

, RAJ'S, 7K 	)< 51  i -)1/, 	15 ' i -)1/, iliE)< 	VJ, 	1=11=1*)1,1AR 

al-t.6a)m-agPIMEHo64-t.Z0 aFt‘Hina 0. 	1- 1 0 0 Hin--e 	(,), 
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PTA l., < 6 	0 . 	5 - 2 4 Hirm--ez. artAmil. L 1_, --Ct 	0 t -3Rpl0)3ll - 

z5Eil.--ez. 

[0163] z: a) ct -) t:.-. L -c141  64-L. z -NA (xx I) 	--e -1 /43stt.ziE-altt, 	Ori073• 

AtEM,14.R. INA.tS2N, 	rfillER', eat, gotdiffl, 	Alg.R, • Q7 

7 7 4 -1-s Ls I,: ct (,) WAVitt -  Z 13\ Rt*AtOitt -  Z a.' Lts < , 	VIT.= 

111- a." Le-- Z. 

[0164] (VI's ) 

*TflU, VI j LP]aa)511,:.:ct t,i,/ff -') a." LeT 	Z . 

[0165] 43E111, 511 -3 t:.-.8o-c, 7Z i a, -f Z ) a, *ma, t)i,t*:»i, 

a, 	t)i,t=)1,aav7iz Ka, Akr f t:.-. 4 	K-)i/oct -) ts3t ,t7°1=1 I- 

.-A.ga, 	-,Ikaiat:.-.80•ZiLA-b)Jtsifil-C, 1 a:stt.tciiit:MCE110 

.5\. *lizao, 	,;,A .-A-vat:.-_ima4AL,tc_-,fik, 	,;,Ai,lai 

[0166] 1 - 7-/Z)a-gL<t-( Ziaa)qziai LL,--Ct, 	 -.*,o)  Z t a) 

--ett3Slit:FitZ:stt.1-soe, 1mA6s, )1,a, 	p -)( 1-* 	)1,a 

, 	3, 	4 -:'))( 1-*:>, )1,a, 	0 -=1.1=1/)1,a, 	p-=H=1,  

:-;)1,a, 	/JxL K I) )1,a, 	I- ') 3 )I,a, 	..z)1,a077 7)1,*)1,a; INA. 

6S*)1/z)i,a, 	7-t)i,a, 	.7ctiEt=)1,a, 	Ii))1,a, 	Eii=i-r)i,a, 

I-') 7)1/7J- D7-t)i,a, 	I- ') fJ i=ii=i7 7 -t 	)I/a 	01E67 - 1  )I/t I 4)1,a; 

imAis, V-f )1,a ; imAis7i=)1,77-t)i,a, 7 i i *:>7-t)1/a 

0)7 ,)-)1,7)14JI-ma;RA.6)<!-*tA,t=)1,a,=1-*tA,t 

=)1,a, 	.7c1=1E)1,7r*t)i,t=)1,a, 	t e r t -11-*t)i,t=)1,a 

071ak7)1,*tA,t=)1,a;RA.ap-=1-1=1,7f*tA,t= 

)1,a, 	7i)1,7J- *:>t)i,t=)1,a077)1,*)1,7J- *:>t)i,t=)1,a; 

RA.ap))(1,:> 1))1,a, 	tert-1)14})(1,:> 1))1,aolank7 

)1,*)1, 1))1,a;RA.a5- 1-7LKDE7=A,a;RA.a F 1))(1, 1))1, 

ii,*()1,a;RA.a)(A,A,*=)1,a,i)1,A,*=)1,a, 	t e 

rt-IA.A.*=)1/a0eNk7A/*A.A.*=A/a;RA.ater 
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t-1)1,)1,74=A,aoenk77)1,*)1,1,74=)1,a;RA.a,  

--ff)1,*=)1,a, 	1-)1,i)1,*=)1,a10-71) 	)1,)1,*=)1,a, 	im 

Ais7 ,9' A/4 z Kaa)-( z Kaet1641., 	it:: I-') 7 )1/7J-  1=17 -t)i,a 

, 	7-t)i,a, 	t e r t -11-*:>t)i,t=)1,a, / %:-;)1,7J-*:>t)i,t= 

)I,a, 	1- 1))<)1,1))1,ii-*:>)<)1,a, 	..-z)i,a751T 	1, 00 

[0167] 1-7.Kmaoqmai 	LL,--Ct, 	-t.101C -Zto)--ett3Sli6:.-.FitZ-1/435 

t.tsk, \ 7Y, imAis)< 	)1,a, 	i)i,a, 	7°C1E)1,a, 	4 v 7°C1E)1,a, 	t e 

rt-/)1,aoltuo7)1,*)1,a ;ImAist-i))<)1,:>1))1,a, 	tert 

-1/1/V)<)1/')/1/a0)1iNk7-1/1/*/1/'))1,a;4mA.6s)<!-*)< 

)1,a, 	2 - )< I- *= I- * 	)< 	)1/a101E677)1/*)< 	)1,a;imAis 

5- 1- 7 L K1=1 E7 =A/a ; imA. a I-') )< 	)1,1))1,ii-*)< 	)1,a ; INA. 

tsiv)i,a, 	p-)<!-*.v)i,a, 	2, 	3 -V)( 1-*.v)i,a, 

o -= I- 1=1 v)i,a, 	p -= I- 1=1 v)i,a, 	1- 1))1,a0)77 7)1,*)1, 

a ; imAis*)1,z)i,a, 	7-t)i,a, 	1- 1)7)1,7ri=17-t)i,a0 7:»1,a 

/31,164-t., 	lit:.-_)< 	)1,a, 	)< 1-*)< 	)1,a, 	5-1-7 L K 1=1 E7 =A/a 

, 	1- i) )< 	)1,:>1))1,ii-*:»< 	)1,a, 	tert-1/1/V)( 	)1/:> ') )1,a 

[0168] 

, 	77-t)i,aepTI./kiNc, 

rt)i,t*)1,aloqmai LL,--Ct, 	-t.101 -Zt07--ett3S!ti 

t:.-.FIT-Z-1/4354-Ltsoe, 	imAis)<)1,a, 	i)i,a, 	7°1=1L0)1,a, 	4 v 7°  1=1 Lo)i, 

a, 	tert-/)1,aoitm7)1,*)1,a ; imAis 2 , 	2, 	2 - I- ') 	1=1 

1=1=1,a07/\menk77)1,*)1,a;RA.6 71»1,a07enk7A,7=A,a 

; RA.ts 1- 1) )< 	)1,:> 1) )I,' 1-*:> )< 	)1,a ; imA.ts:-;)1,a, 	p -)< I- 
* , v)i,a, 	p -= I- 1=1 	v)i,a, , xL K ,) )1,a, 	1-1))1,a 

077)1,*)1,a754641., li6:.-.)<)1,a, 	i)i,a, 	t e r t -1)1, 

a, 	71))1,a, 	/v)i,a, 	p-)<!-*.v)i,a, 	I- 1))<)1,1))1,i 

[0169] rt)1,t=)1,ao1 mai LL,--Ct, -t.101M -Zto)--ett3Slit:.= 

FIT-Z-1/4354-Ltsoe, 	INAiSil, 	)7-,9'-)1., 	P))<1,i7,9i-)1., 	V)< 



6 6 	'CD` CDT 	6 	'CD` CDT 	6>1st41 	'D-c-%'D--W.3-ECOR44 

S R44 	'T14:3-TVE14* ':-.: 	°SU 5,1,V:R4/ %'410(04:3-ECD czr4 2 

(-2W—-rK-T* 	'T1-21*1.3-TVE14* 	'11 RIO 'sf:r1 22VE1=-1 	'----1 c.- I" 0 

RT °S1:f R R -2 S 	*J'TI,MC19:-:IS'sf:R 	 ',(.4,-IgkT163,-Z4,S - 1.3- I tLc/ 

l'el ( 2 e1)0= 3 e10 — (0=0) — L eIN— 	WitfZIOR-21( L )64— ".3-#,I0EWS* CELLO] 

°sia_i./R2S,#,J;2/1 R*1.3-T—*U 

;1-'4 -I- ri I' 21 	( 	'sf:'''irtM 	'— J- L 	k 	1=1 4 V 	c( 	'M [Pfa.,Y.4 	'NE) 

WIN•FC 	'WW.3-cor-10;4411 	'T14441,Mo czi '4 2 	°S1 --V.-"R,---2141.3-TE(E1 

4* %444,14,7-tVD-04 5,111 11•FC c:i 4/44 	4 	' ri MI o'sf 1 22 ElEi :21 	'T1 :21 '3- WI 

S_Tai.4J'T‘14,7-tV=-1*1.3-TE(E14* 'p xii4J,  °su 5,1-V-W-1*:3-TEWS* 

* :3- E % 444d40'410 	' ri MI O'sf: 1 22E(EI -21 # 'T1-21 13-,W,I S 	44T,14 

0 	' 44TMREI '444142 -V),  '4441444,74 '44 TI,MytV 'i./ W.31),E1H 4* [aim] 

°s 

2xzli4J, t— J- L 	k -I 	i=i 4Efwx14•Fc '— J- L 	k -1 	i=i 4v7- c( 	' — 

J- L 	k 	1=1 4 *Ps,J.-*M1' HfeEiEfx14•FC ''E'irtM 'MEPf a#MY1-14 'T12/1 R 

6j- S* c'S 	2?-zollm-21a-,y,-  ri I' .216110•FCCO*-C 'fl*:31),E1H4* [ IL LE 

° su 4-g; ii T :1 tILT—E$4 

4#s0 ELI 	W4 	1(-i (‘ =—* 	'W4$M.V_/, — .76 	IT1XILNEklytTs 

0 ELI 	t*hiMiqJ, >1-z ! W 	s 4 5,1 HEW, 	tv 6 %/1( c(q),40)1z "c7 6 ri C( 

TZiciDVT1 >'1 	g 'WEIC011icE7L-1(tTIX 'tZicigg1 IA* IAA 1=1 _r1( 

G (i11>'14 	15i000114E-1( 	L o 	'0 p Y114 	'9_4',1°_f 	14•FCW48; 

rivsoHEIWIZTTixOpY114 '2c-Wif:21Wsfl 4 -21"4-1-T1X [N* (t 6 

661) RsuoS 	)8 	AG! 	!M 	ugor 	•_t_ (ouGGA9 	'M ' 

1) cz—r1„4 	'An 	.1 	14EW 	(s!soqi.u/cs 	o!uu6Ao 

u ! 	sdno.19 	aix!1.001.0-id) 	<4c:< • 4 (‘ =A — -1 	• 

cz y . 	oL-11(,.4  . 4 J- 	1 = 1 4] WCOTt2511Y114 Y.,IS'sf:M (1 ID 

.21 

 

:co ( I ) 4:3-TEAllir2WgROWEVAI 	'TIWVWDW*516 COLLO] 

OSUc:1,,CIAtt1( 	4-4 	'1( 	4,4ef.00 	' 1( —4,-(1  1( 

SI9tiONIOZdf/I3d 
	

86 
	

6OLSZINIOZ OM 
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°/0J-;1_h0) t a), 	s 14Ke 9 0%J-;1_hOt 0), 	9 5 %J-;t_hOt 0), 	9 9%J-;1_h0) 

ta) -C-D -Ctctoc. 

[0174] Ye#3A1.10)51L LT.  1,, INAJS, *RIEIJIlEatt::_ye#3,T,M4/HEH -1 /43s -ft 

146tatitiog11741.ZfillE111_,-c-07it7J- 7— -citiUML„ 

	

3AIA-z 	7 	5- 1, 7J-  7-51 ; 7 -t Z1* 0)31Mfilgalz, AinoaL I., -c — 

	

oit 	7J-  7 — VbM ZIEAeR91 ; *7)1/ t 7 A C110k HPLC 

10)J71.01=17 I- 	77 4 —el,164-t.Z. 	75-1,7J- 7-51TJEllo 

Z a' Le-  - e k zYe#3AIJAIJL I., --c 1,, INAJS, ;f 	R, 	,) 	IR, KR, 7 

52/ 1/R, 	10-t 	7 7 — 	)1/* 	OgIZ. 	Z:tt. 6 003412tKODOgigt3AliAli ; Ill/ 

I) *=— 	*=— 	0777/1/t i=i-r KiLat, 7Z i ROM* 

, :>=:'JJ, 	a-)( 	)1., 	:'J)1/ 7-1 --Z 	0)i-katt3AUAIJOI:475`75`63LA767 

tRZ a' LeT *RIEIAIL-alt-It2J-7-0M-E`iItL 

I., c147L1, ±,Eoct -') 1,:.-.Ye#3A1A-z5lt. -ets <, *RIEIJIlEato-a 

Mg A L LT., _hilE511,:.-_,,t t') Ye#3A1.1 Lk-it 	7J-  7 —a)—a)a.)- 

1110Z a L t:.-. ct -D -ct,*RHAiLata)--)topitA-7-0-0,7)- 

1141 Z a' Le-- Z. 	t.,1- , ±E*RHA4E-attc6igr41L-altL Lt' 

J- 7J-7-0)—V41 Z5IL L-Ct, 	ArgAeftt -ZaFt‘ifi't:.-.8 

0-C, 111P10)alt‘A-ItVilAVZ a' L t::_ct-D -Cit 	7J-7 —a) — e1§_ 

AM:14641.Z ct ',1,::_ -Z51t,t164-t.Z. 

[0175] *ft HAiLaItRoi-=, Ain--e-D -ctct<, ein'ffW*---e-D --c.  

t*w.gat--e-D -ct*RHAiLatxtozit:.-.8,-A--,3stt.z. ein' 1, , 	11 

12tYL`,.%0AiiiialLaiLAJEll LT. , AiN3'in- Z a Lt::_ct -D --C.  ,IkT 	Z a L e T k 

Z. *RBA lEaltR t' -  0)=. gPlfirtt (INAJS, 7.1<frilt) --e-D TA, 

„RgMlirtt-C 	'D --C t ct <, 	0 TtLt *R13)11EaltR t-101-11,:.:8,-A--.35 tt. 

Z. HaTcA (INAiS, 3 H, 	1 4 C, 3 5 S, 	1 2 5 I 1-sE) fsETWO 

-1 /435 tat tat t . 	*ftlEIJIIE-al1JRo7iti6:.-.8,-A--.3541.Z. 

[0176] *RHAiLat 	t..za),Ik4.,Iirrirmi7tKovaL (,, VCE*0313--elEll 0 641. 

ZIAJE1101gtsta)UOTAL„ INA6St)1/7J*)1/a-zts-a07i,A)j)i,t 
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*)1,a6:.-.80-zzia1Tnivaxt 7 Z I a-gL<tigiattop*Artia 
z taa 07 	A 7 Z I a-g L < 6itatt*Artia6:.-.80•Zmilluiti07vaffi 
tiZa.' Le- 	Z. 

[0177] gitiamuysiL i j-c (,, IN A_ tst I,') r, Ait, t I)  r, Aiti 	0 7)03  ,) 

NYE ; IN A_ at )I. 	r, lAil, 7 	r, Aillia)77)1/t ') ±ffikCiE ; IN A_ 

a 7 	= r, lAYE ; RAJ'S I- ') )< 	)1/ 7-1 Z Jam, 	I-') i)1/ 7-1 Z Jam, 	ii 

1=1/\*:>)1,77..- 1-1, 	iq I - )1/7-  1  ..-Zi-1, 	i ,9 ' i - )1/ 7- 1  Z 	i-Pa, 	I-') 

15 ' i -11/77:1-1, 	7° 1=it -( Jam, 	N, 	N' 	-:')/:'))1/i1,:')-7.z 

1-10)V177 Z J 	el,164-t.Z. 

[0178] ARM-MYEL L --C (,, IN A_ tSVERVE, KRYE, FARYE, I) 	D'OE, iikittA 

VE0),RARVE ; IN A_ taFRik, *RYE, 71, 4 J D'OE, 7 7 -11/OVE, 

ARIA, 	i AM, 7 	11/E‘ AM, 	I,') 7 11/A- 1=1E1IFOMOVAR 

it ; RAJ'S )( 5' 	)1/* AVE, 4 -t 	2J-  AVE, 	-ff J Z)1.t JI 	k, 

10 - HI/I J Z)1/7JAgOli07)1/7JAgOlieti 6 tt.Z. 

[0179] *ft EIJI 'tat X l, -t. 0)=, 'att. tc E G F R Fill ,V,3tft 	L, f-AjlEapj L 

L -CVEI1TZ. 	t.,:, 	EGFR 6:.-_ M- ZIEtt.tc_-14tRft 	1_, -c 8 (,), to 

*J---fft:.-_,tZETEMElliPPtsoLki\ -)flJA - Z. 	-,1-*LI-sZatVtit::_$11 

liRt -1 /4354-Ltsoe, RAJ'S, iNTA53#6, maa. ma. ema. rim. WF 

a. Nr3 /4.• Eva. Nza. Ji+olia. livit, Ka. 4f9Ta, 	A-l'Af.,._%, 	A-.  

14Ka. Na. AllAa. mi-LiNa. MT1124, * • 	%A  M, EIVraa, *ftft 

*UM, 1SM#6, ME M r1=1 )ZIEe6ls  641., PTA L < 65RTA53#6, wa 
. Aiwa. Irma. Iff ma, r-4na. ii$a. 'i,a, oTa. ma. mi-Li 

--e t•), lit:PT 	L < (,41$aT 	Z. 

[0180] *RIEIJI1EatR6-t.1011E6EML L -CPI 0 Z lz 	tz-_-  -D --C (,, 	;05 (,:.:Pc‘ 1.; --C 

V#01g#E112tK 	gE-E`i L, 	f3RW8W IA O<76: Ft‘ 1;z 	-f20)#R4):01 	#' 1,11U,R 

---e (,), 	WM§ L L --C (,, 	RAJ'S, 	411 1=1 AU, 	AVAIJ, 	'AIJ, 	EMAIJ, 	Ii611- AIJ 

 	1g)kiNT41.-Ct, ct <, 	PTA L < (, 	411 1=1 AU ei-TJE11:3541.Z. 	a.' tt. 6 0#R4):01 
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[0181] 31,v4Vg#E112tK L L -c a, IlALIAUL L -cill-UH aA-MV*3-10a,RICE112MN 

MOH kiN 641., 	ffnIALI t:.-.. 8 6f z piMAIJ, eam, AAP], M RAU, Z tALI, 

',4-YittIALlt:80. zgALI, g11744.0)JALI, SINIEPJ, 	 KlEALI, WEALI„RrAlE 

AML L -cga-atql.z. etc. ;056:.:ZU-clifiriPJ, tiMEALI, ZtALI, 11-  

gAIJ, ktlEAM01.'AMOtt ,110Z a' L t-- zo 

[0182] 4111=11,11ffnIAL1,17M1-zt'i'-a6 , 	*RIEIJIlEatizomfou, 	;056::_z1;-c 

PCfOLI, eam, AAP], MRALI, ZtALI, %g WAAMMA.tc,l, * 

51t::_ct (,)traLl. *Mai], MAP], UM, t 7°-t)i/AM4., zz:Le-C 

Z. 

[0183] pCfOLIL 1,-C6, K8,1, 	nil, 	D-7=1--)1., 	IP,41, 52 •7°, 

gOgrOJ)1/1A, 	ttI)J. Milia-t)1/ 1=1-„o.1<i)--fOgMetf6tt.Z 

o eaPiL L -ca, AK, li 9 ) -11., 	1 -11=1JQ-)k 	2 -11=1/Q -)I. 

, *1=1 v 7°. 	IP,AVA-Y, 	a-52 7°',,f-Y, -ff7',4-Y, 	D -7 	=1 - 

11/, 	tli/t*:>)( 	11/ -t11/ 1=1-. 	L Ki=1*:>7°1=1E)1.-t)1/ 1=1-, 	I K 1=1 

*:>7°1=1E)1. ,9i-, 	)( 	)1.1z)1/1=1-, 	i)1,-t)1,1=1-, 	/J 7'y 

, 	I) 	OgOJli..1A, 	t ') E=)1. Ei=i I) K   	6164-t.Z. 	AtgAIJLL,--C 

a, tV:3152 7° , 	77)1/*Ogrd-  I- I) r, L., 	t 	5- 	gR71<At I- I) r, 

IA, 	'OR t)1. 	r, IA, 	5r, I) )1/0,0td-  I-') r, IA, 	5-7-1  I) JOgri 	'')-t') 

K, .1,8,f,e1,164-t.Z. MRALIL L -Ca, 	it20)1., 	ZT77  I) 	n'egit 

I-') r, 1A, 	ZT77 ') 	n'3'7 , r,i.x, 	*r-), 	7J1')il, 	'') a -)1/ 

el,164-t.Z. ZtAIJL L -C 	, 	1I3 	RILAet164-t.Z. Wag 

• PnALIL L -cangt,, *2)s, 	in'3r, ffinMet164-t.Z. 

[0184] 4111=1),M14101_102Zt'i'-a6 , *RIEIJI1Eat6:3-MAU, ogi-Au, ----/f 

ILALI, WAAMMA.-c*51t::_ct (,)1VVYAIJ, 	i=i•y 7°AIJ, i ')*)1/AM 

,Ik4.'3,-Zz:Le-L 	Z. 

[0185] %g • 	AIJ L I., --C• a, 	ME t:.-..t1 6 tt.tc t 10 -Cct < , 	WIE-AIJ L I., --C a, 

ingrd-  I-') r,1,.e, ktAIJL l,--Ca, 	I- 7)1 	I-, 	77 ET IA, --ff 

7 	7131,164-t.Z. 	051,:.-_„k (,), ll'ight 	-5-  4 J'Ra, 51tMOtie, 



7 TTEANY,84-wLk 	WtM'sf:f 9 .cm 1 te q),  •c. 	1-w 'T12/1 R4tW [E6101 

• 1 ( , 4 	'`7 — (i 4 	•L*Y".25'41-2144c0,$',c 	T'i '.3-#,Is_i-Vell*-14514 

	

°suczik1>c/1I(01=10440 -‘6._%-*-1.1 	' 

[z6101 

1(Tz,cfH-w,__,<:,.*_rt 	/1()(40 	-‘61".___.% ,*-ft 	'T1.11Rraa6 

osucziki>c,Itc:J-LV '1( —Cif ef.1( <,7, 	1( 

[16101 

4-1 	'6, 1=1(, -4 	(14 -Liq,11 	J-  LVEriV 	fl.2/1Rraw 
0 

su 5,1  T fai-Z ''.3-E (i ID -21 W,$1, ''4 sr '.3-2U2.fl ,Y1-21 3107>c/ traa6 'raw;"; 

[06101 

I*T-_- I*wsuiclEIEr4i,-c=_-Rii.3-q),Eros* •TI:=7-1 ,ts_i-veraaY,ED 

Os - .)__>c/R 2s_ 7* 	ciAri AD-2mw, •*,,zy -rstraTm 

giv:f (-To (WV' il;ff) ogu a am12.flf4-213107 =-19 5,1  't.1 ri 4 

ri k ri -I ZicinEl4E1 	'4E1-1 c( c( 	'K ri i G 	'1(—L ri k K 1 f  T r,* 	•py rim, 	• 

[68101 

4finEffiCtconioR-218W -21*'.3-TEWS* 'T1:3-#,IS-VVidli*TI 

°SU 

9k1 	>c,/ t c: ri 4 rik 	'1(— 	=c; 	— a 	''il•/ 6 .1 4 	'`76 (i -1 -i)Ei • T1 

2.1 R Wq),IPt °sUczi,;(1*itK 1- C 	rioz 	J'E(1=144giffii 	T12.1 

R fatWgiia °sU 9 „Ci>c./Vicirlt-r 	'01(—L (i..4-r 	'via E 	'V 

6 ri-l-ociagE1=10 1 	'T1D-1 Ril*T-T-----. 	°S14 9 „CI 	>c,1  t \--T 6 (i -I -0c: (i 

[88101 

'c7 6 ri -1 -Pci01,11 "c7-  6 (i -1 -P At T 4 	TI.2.1R11*-14-WilgfiEk[dH d 

HErmv[ritkawmwo 'J_Zgri 1":21W4.1  '1 rivqtratgogisi 	I*q),Np  s 	• 

[L8101 

11*T-T-_- 'WEE 'facilq[CH d -21*:3-TEWS* 'T1'.3-#,IS_I-Vell*1a 

°sUczi,,Cii./ 

catosc 08 u a a mi '1(—L ri k c: 1 	T/-.:.-*_rro,rz 	—D1( 

4-1(01=i0c.<:-*1=1.1 	•—i=i1(4-1(.:-*I=H 	•—i=i1(4-1(T 	• 

—1=1/1(4-1(i(c, 	1=1 0 -*I=H 	T1-2111*k K J- --L's'. (-T02 	°S 

,)_%R2_gg. &4K J---C 	'ri T -21WC01:1 2111C-ZI=Ig 	2'1 REIM 

[98101 

SI9tiONIOZdf/I3d 
	

-17 
	

6OLSZINIOZ OM 
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=)1., 	t') i 	I, J, 	7J1')',1,51 0)7 4 )1/1,4kiN6 ft3312tK:>-  I-75'iLA 

--eZc. 

[0194] ±,E0A-#R4*I1fakifilzgE-a-:541,Z,<*ftlE911Eata) iia, 	a' 4-Lif__A 

JE -,<#Aoftitt:.-..ct(,), 5-10a -t.0)A1J):M::_ct (') -if-eat:1:0e, -WI 

1,:.=#R4*I1fAMtc t') , .411=1 ALI Ta0. 	05-1 000mg, AVM-ea 0 

[0195] 

. 	0 1 — 5 0 0 m g, 	'Al_1---e6 	1 — 1 000mgLZ0)7Y21.,k,\:, 

etc, ±E#R4)fak -ZA,A1._10) 1 El Wc_-  t') OD#R4'ia, tta)alt, 

12M, Th, 'htMt:.-_ct 'D -CAtS t') -#116:.= aAif T 	ts 0 e, *RHAIL-at 

L I., ---c iC,V- A (12M 50k g) 	1 El 	7-z-_- (,) O. 	05-5000mg, 	PT 

I., < a O. 	1 - 1 0 0 Om g L -4-LtSck < , 	a.' 4-t. 	1 El 1 IIIRa 2 -3 Elfl 

1.1,:.:3•0* --C#R4Z0)/31T 	LAN. 

[0196] *RHAIL-atet9:4-1/43Stt.Z[IViLEAL 1.,--C6 , 	I 	I-, 	1))1., 	7r. 	7V 

H 	',It*, 	4 	, 	r,, 	r77. 	151. 	L'Yel,164-t.Z. 

AJAR 
[0197] J-;CF, 	-4101.11,1-C*5t13)1%t:.-..1414KO'gt:.-1A13-Ze. 	*ft HA a a." 41.6 

lzct-D -Cq6Fit/ftg-LZtO)Tatso. 

[0198] -A-roj----enlottagitAza, lit:.-_,Eak,o,w ki FR t) 	IINI:Tn 	1111 I., tc. 	i') 

t7/1/t71A1=171 	7 -I — VZ.. a, 	1) 5- ,y 	#21 (HEY61J-4 i5- 

-I 7 'Y±) 7' 1) -7I V 	eRtilf=g) 	S I , /-r7j- q—:')#,IIK P - 

S i 	I 	(Rtgif.q21) 	Si 	I 	i ca 7°1, i'v 	Kt 71x, 	t' -) 

ft tizI H P-S i 	I 	(Rtgif.q21) 	Si 	I 	i ca 7°1, i v 	Kt7AcEllotc. 

ziatt 	I) tit)i,t 7J- 	1=17 17 7 4 -t:.-.0E I) 5- v 	#,11  (HEAlt 

4 i 	5—  4 7 4 v fJ#11 ) 7° ') 7iv 	(RtlifAM) N HV-z-- a/47J- 5' -  

#1.''K P-N H 	eRtilf=a) .7° 1,/ V 	K t 7 1-xlEll 0 tc: . 3•ERJEll ME 

I=17 l'77 4 -t::_a)01/#11K i e s e I gel TM60F 25 4, 	A 

rt. 	5 7 4 4 	7-c_-  afilY#11 N H 2 :> ') t it/l. 6 0 F 2 5 4 7° 1,- I- CE11 

otc_-. NMR1-)1/a, A L4 0 0 (400MHz ; El*rd 	(J EO 

L) ) , 	Me rc ur y400 	(400MHz ; 77:')i.1- • 5-ii=1:')- 
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) 32 	H=1)( —9', R60MNMIR .7°1=1-1 (P rotas i s) 

VALtc I nova400 	(400MHz ; 77:')1,1,  • 5-)D:')—) M-I 

D.'Y 	F 	( —5' 	IlEll L, 	C74PIrri t:..5— 	7)( 	JI/:> 7 	-A-ti'tiii-ativ,,E13 

aitL L/Z 5- 	7)< 	JI/ 7 CE11 0. -ti-o-;0i-ottiat:.-_tivmaitL L --C.  

N M RgPICE110-CAlit L, 	&411 	p p m ---e71 Lk-. 74 	1=1 r, i — /a 

Pi.3t, 	C EM#111D i scove rS7 	V-z-_- 6B i 	eot ag e#11 I n 

it iator CE110-07"D tc. 

[0199] etc, L CMS 	HI/l,Wa t e r s#11 ACQU I TY 	SQD ( 

1E1M4P-132) 	Ello-c-FEA-Itt:--01,1_17f 1., tc: . 

t711, : YMC#11YMC—T riart 	C 1 8, 	2. 	0 X 5 0 mm, 	1 

. 	9µm 

MSffi:ESI 	positive 

UV ,J: 2 54)3W210nm 

t 7115A,31: O. 	5 mL/m i n 

47Eliffl : 7.1K/ 7-1-t 	= 	') JI. ( 0 . 	1 %*R) 

4 J:'Ji:>J1j1  : 	1 µ,1_ 

'7:')IJ F 	(table 	1 ) 

Time 	(min) 	Water 	Acetonitri 	le 

0 	 95 	 5 

0. 	1 	 9 5 	 5 

2. 1 	 5 	 9 5 

3. 0 	 STOP°  

[0200] etc, 31#1314RHI P L CntizUWATERS#_ER:>5-1-xlE110-CT 

EA-it 1,:::"C *Yth 1_, AL- . 

)J711, : YMC#I1YMC —A ct us 	Tr iart 	0 1 8, 	20X 5 

Omm, 	5 µ,mLYMC#11 YMC—A ct us 	Tr i a rt 	C 1 8, 

20X1 0 mm, 	5 ii.mittliiLtz-_- ta)1E11 Ltz-_-. 

UV$ffi : 2 5 4 n m 
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MSffi: 

faliC : 7E/ 

4 J:')i:>J1j1  

[0201] 	111-010.-,AL;t-Ft:.-.,7i -c, 

d : Y1 1, v 

t 	: 	I- 1) 7° 1, 

dd:Y1A. 

m:7)1.7cI/v 

brs:11=1 

CD 3OD:M)(51 / 

THE :5 I-7L 

DM F: N, 

DME : 	1, 

H A T U : 0— 

' 	— 5-  17)( 

[0202] 	-*roil 

t7AMA:25mL/min 

DMSO—c16 :MVI.A.**K 

CDCI 3 :MMI=1*)1/A 

ESI 	positive 

7 -t Imo= 	') JI. ( 0 . 	1 %Togn 

: O. 	1 —0. 	5 ml_ c, 

I- 

v I- 

Y7l/v1- 

—K 	:>J1,‘YI 

—A. 

Ki=i77 

N —V)( 	)1/*)1/1,.77 -Z F' 

2—-'J/g 

(7 	i'J 	')T1V— 1 —4)0 —N, N, N' , 

)1//•*Itr,I=1=r,./A 	/•*1J-7)1,7J-1=1* -7i-1.0  

(4-77 Z)— 5 — (*i ,)-3 —014 —6, 	7, 	8, 

N 

(R) —N— 

9 —5- I-7L Ki=1E ,)Z K [5, 	4 — b] 4 JK ,):)-8--()1.) 	7-1 ') 

A/7Z K (1 I-1) arf (S) — N —  (4 — 77 Z ) — 5 — (*/,) 
—3-4)0 —6, 	7, 	8, 	9 —5- 1-7L Ki=1E ,) Z K [5, 	4 — b] 4 

K ,) V 	— 8 — 4 )14 7 	,) A/7 Z K (fEat 1 - 2 ) 

[0203] 
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[1E9] 

N ilk 
NH2  

N 

HN-C 
O 

ILPi-t/II — 1 

N 

NH2 

N

N 	N 

HN 

o 

1LI -14t I — 2 

[0204] 	(i 1 	) 

4-1=11=1- 5 --K- 7 H-EDD [2, 	3-d] E,) z :-; Ja)-a 
[0205] 	[1E10] 

CI 
N 

I 

[0206] 	4-1=11=1- 7 H-EDD [2, 	3-d] 	E,):Z:') (7. 5 2 g) ODD 

MF 	(49m I) gAt:.-_, 	N — — K 	:> 4Z K (1 	1. 6g) 	'I'5.01 

t:.-. -c m A., 	PIALT.-.. --c 1 Hi rm 111-- L, tz-_1, 	a za t:.-..* ( 1 5 0 m I ) 	)i1:17.7-c_- 

. 14' 641. tc Ant 	,E[R 1.„ *---ea341-1, tV31 -  Z z: Lt` ct (,) 	 , rfAlEat 
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1 3. 	5 7 9 	?)M.t,17tKL1_,--C1'41 tc_-. 

ES I —MS 	m/z 	280, 	282 (MH+) . 

[0207] (Tfl 2 ) 

1 —ID 	—2— (t e r t —1)14J)( 	)1.:> ') )1/7J- *:>) — 3 — IT- 

19) -a 

[0208] [1E11] 

Br-- (
------. 

OTBS 

[0209] 1 —11=1— 3 —IT- 	—2-7J- -)1, (4. 	5 g ) O)DMF (30m I) 

gat:.-_, 	4 Z YV—)1. (2. 	2 5 g) atie tert —1)14J)( 	)1.:> ')/l. 

1=1 7 4 F 	( 4 . 	7 5 9 ) 	25.101t:.= -C 	NA., 	P15.H.t:.= -C 1 611i IV tRi' 1, tz-_1 . 

7.1< 	QA_, ,N*It 	TA ffl L tc. VNE 	7.1<T5A341- 1_,„:,:VIKKOgd- 	') r,11, 

TIVM, g'PlglIiia -Z a L t:.-.. ct ( , J , rfliEat 7 . 	0 9 	,E1E1 

itt L 1, •ZI'Vc_-. 

[0210] (ifi' 3) 

7— 	(2— 	(t e r t-1)14J)( 	)1.:> ') )1/7J- *:>) — 3 — 15-=)1/) — 

4-1=ii=i— 5 ——K— 7 H—Ei=i1=1 [2, 	3—d] L") 	a)-a 

[0211] [1E12] 

CI 

N 	*."-• 	\ 
I 

OTBS 

[0212] Tf'1' 1 --(141  6 tt.tc: 4 — 	i=ii=i— 5 — 	— K — 7 H — E 1=1 1=1 	[ 2 , 	3 — d ] 
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L")-Z=') 	(3. 	7 9) a Vei f'1' 2 --el'41  6 ttd-L-  1 —7C1 —2— (t e r t 

—7/I/V))1/:>')/1/7J- *:>) —3 —7s5- 	(3. 	5 g) ODDMF (26 

ml) gA(Z, 	'OR t ') r,I.,. (2. 	2 g) 	'&5.101.t:.-.. -C1FIA., 	8 Or— e 5 Hem 
tRi' Lk-. ar,n-Y“Aii,l, 7.K1 velimi)i,A., 

1.1 1, tc. VMJE 	3AtE L, *arfMfilftiti*--CA341-  L, 

TtVga, gPlifilllia 	L7-co 14'6 ttd-L-  RI 	:> I) t 

tt,tz-_- .741tzt 

,;,7j( 	I) r,./.1, 

it/1.)J 51,. 	1=17 

7 7 4 — (Er3V4P1 : 'N*It 	/EI/FRIJI/) (Z.-Ca' L, VAIL-at 2 

. 	2 5 g 	?)M't.12tKL L --C-147-L-  0 

ES I —MS 	m/z 	464, 466 (MH+) . 

[0213] (V14) 

7— 	(2— 	(t e r t—IJI/V)( 	JI.:>')/1/7J- *:>) — 3 — 15-=11/) — 

5 ——K— 7 H—E1=11=1 [2, 	3—d] El)-ZV-4 —7-i-Za)-E`A 

[0214] [1E13] 

NH2  

N 

OTBS 

[0215] 1f13 -C141 64-Ltc 7— (2— (t e r t—IJI/V)( JI.:>')/1/7J- *:>) 

—3-15-=)I.) —4-1=11=1— 5 ——K— 7 H—E1=11=1 [2, 	3—d] 

E'')Z:')i 	(1. 	1 2 g) OTHF 	(7m I ) gat:.-_, 

(9 m I ) 	))1:1A., 	74 	1=1 r, i -1aFt,ffit:.= ---c.  1 	2 

2 5 %77 =77 7JK 

01:e 5 Hirmtli- L 

7-L-  0 	,n-y“Aii,l, 7.KT A C Lk-  . 14' 6 tt.7-L-  Ant 	ZTIER L , *Z; 34E4 

, 	tV31 -  Z a' L t:.-.. ct t') , 	VAIL at 1 . 	0 6 9 	lEi.t,12tKL L --C1'47L-  0  

ES I —MS 	m/z 	445 (MH+) . 

[0216] (Tfl 5 ) 

7— 	(2— 	(t e r t—IJI/V)( 	JI.:>')/1/7J- *:>) — 3 — 15-=11/) — 

5 —  (*) 1) J-3 —4)0 — 7 H—Ei=ii=i [2, 	3—d] E'):ZV-4 
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—7Z Ja)-a 

[0217] [1E14] 

N J. 

NH2 

N 	..'-•-• 	\ 
I 

OTBS 

[0218] 1f14 -C1464-Ltc 7 — (2 — (t e r t —7)14)) 	Ji.:>')/1/7J- *:>) 

—3-15-=)1.) — 5 ——K— 7 H — El=1 1=1 [2, 	3—d] EI):Z:')- 

4 —7Z 	(3. 	62g) , 	3 —* ) 1 ) Jti=LJR (1. 	4 7 g) , gOgid- 

P) r.i.x ( 1 . 	7 2 g) , 	2 — 	i7D1\*)1/*7 4 ) — 2' 	, 	4' 	, 

6' 	— 	') 4 `/ .7°1=1 EA/E7 i=)1. ( 1 5 4 m g) , 	') 	(:'),:')') 52  

J7-t IJ) :')/7:')',./,. (0) 	(1 4 8m g) , 	DME 	(40m I) )&tJ 

7.1< ( 1 6 m I ) OM-at 	2A 4 # WF, 1 0 0 I. T 3 Hem lc- L Az-. az 
,,f-y“iAii,l, 7.Kiza T. ElIFRIJI/Ttlia Lk-. VCV, 	,K7IKKOgrd-  I- ,) r, 

A ---etVIM, gPlifilaii8 	L Az-. 14' 6 tt. tc RI 	> ,) t )72)1/t 51.1.1=17 

7 7 -I - (ERMI : /•*1J- 	/EI'FRi)i.) t:.-_ --clit' L. V11E-at 

2. 	1 3 9 	?)M't,17tKL1_,--C1'41 tc_-. 

ES 1 —MS 	m/z 	446 (MH+) . 

[0219] (ifi' 6 ) 

6 —11=1— 7 — (2— (tert-1/14))J1/:>')/1/7f*:>) —3— 

15-=)1,) —5— (* i 1 ) 	— 3 — 4 AA —7 H — El=1 1=1 [ 2 , 	3 — d ] E 

')Z :') 	— 4 —7Z 	19`) -a 

[0220] 
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[1E15] 

N 

H2 

k
Br 

 - N   N  

OTBS 

[0221] 	Tfl 5 T1'41 64-Ltc 7— 	(2— 	(t e r t —1)14J)( 	)1.:> ') )1/7J- *:>) 

— 3 —15-=)1/) — 5 — (*) ') 	— 3 - 4 )I.) - 7 H - E 1=1 1=1 	[ 2 , 	3 - 

d ] E,) 	-4 -7Z 	(2. 	1 3 g) O)DMF (2 5m I ) gat:, 

N-11=1:>-f Z K 	(8 94m g) 	'-k-5E0'1,:.-_C))11A., P15.Et:.= -C3 03• 

MI Ltc•l, MfrisA,S7M:AT, ElIFRi)1.---etEliffl Ltc. VM1,17.1<ave 

MfrIM-17.1K --ea341- L„R7IKKOtd-  l- i) r, A ---etVga, gP1 gag 	Lk-. 

141  6 tt. tc R gy 	i) t it/1.)J 71A 	1=17 I- 	7 7 -I - (Er3C37M1 : /•*it 

/E1IFRIllA t:: --c alzi l,, VA IL at 2. 	2 6 g 	't. ,12tKL L -c Mk-. 

ES I -MS 	m/z 	524, 	5 2 6 (MH+) . 

[0222] 	(Tfl 7 ) 

8— (t e rt-1)14J) 	)1.:> ') )1/7J- *:>) — 5- (* i ') 	- 3 - 4 

JI.) 	-6, 	7, 	8, 	9 -5- I-7L KI=IE')Z K [5, 	4 -b] 4 	K') 

— 4 —7Z JOD'a 

[0223] 	[1E16] 

N O.  

NH2 

N

N 	N 

OTBS 
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[0224] Tfl 6 --(141  6 tt.tc 6 —11=1 	— 7 — ( 2 — (t e r t 	 3- )L. 

')/1/7J- *) — 3 —15-=)1.) —5— (*) ,)— 3 --(JO —7  HI — El=1 

DI [2, 	3—d] L' ,):Z:'J-4 —7Z 	(2. 	26g) OTHF 	(30m 

I ) gAt:.-_, *AT, 	9 — t7E:>1=1 [3. 	3. 	1 ] itopo. 	5M 

T H F ga ( 5 0 m I ) 	)J11 A_ , 2 MT: -C 4 Hirmtv- L, tc . az* t:.-.. 3 N 7i< 

Et I- 1) r, 1A7.KgA ( 1 9. 	5 m I ) 	222:. --C.  (1) -D < (') )J11 A_ tc_-1, 	[ 1 

, 	1 ' 	— E' 	(:')7i=)1/ 7 7-(i) 	7ii=i-ti 	:')1=11=1/7:'),,j_1, 	( 

I ) 	1=11=1)< 51  ANK (6 7 6 m g) 	MA., 2A4AttCF, 	7 OftT 

4 Hirmtv- L, tc. aVAI“A11,1, 7.1<t:AT, EI/FRi)1/--etEliffl Lk. VM 

1,1 	,o.KKOgd-  I- ,) r, IA ---(IVIM, gPIAlliia 	Lk-. 1'4' 6 tt.tcRI 

') t h2)1/t 7 IA 	1=1 7 I- 	5 7 4 — (Er3M1 : ,N*It 	/EI/FRi)14 t:.-.. 

--C M21 l„ VAIL-at 7 7 8 m g 	X t51ELPItt L I., -CMtto 

ES I —MS 	m/z 	446 (MH+) . 

[0225] (ifi' 8 ) 

4 —7z) —5— (*) ,)-3--f)1.) —6, 	7, 	8, 	9-5- I-7L Ki=i 

E,) Z K [5, 	4 — b] -f 	K ') 	— 8 —A-  —)1,a)-a 

[0226] [1E17] 

N ilit 

NH 

N 	'''.- 	\ 
I 

OH 

[0227] Tfl 7 --e14 6 tt, tc 8 — (t e r t 	 3 ) 	— 5 — 

(*) ') -3 —4)14 —6, 	7, 	8, 	9-5- I-7L KmE,JZ K [5, 	4 

—b] -( 	P):-4 —77 Z 	(778m g) OT HF (20m I) ga 

t:.:5- 1-71 /1/7-1 =',1-1. 	7/1/7J- ') KO) 1M 	THF ga (2. 	0 9 m 

I ) 	22 t:.-. --C )iii A., 	PI 2 t:.-_ -c 1 HirmlI 	L, tc,1, 	gP1r5-1alia 	L, tc. m 



WO 2013/125709 
	

52 
	

PCT/JP2013/054615 

6411L-RIMfriil1E7=r,1a7.1<gA--(1_1,±1L, EI/FRi11.---etEliffl Lk 

. 	IMJE 	,o.KKOtd-  I- ,) r, 1,.---etVIM, gP1 All 1%3 	L tc. 14'6 tt.tcR 

31T 	,) t it/l/t 71-0 1=1 7 IN 	7 7 4 - (E193M1 : 	1=1 1=1 7J)1/1./)< 5' 

J —AA t:.-. --c Mlz' L, VAIL alt 5 8 Om 9 	?)M't,'17tKL L --c141  tc. 

ES I -MS 	m/z 	332 (MH+) . 

[0228] (ifi' 9) 

4-7Z)- 5 - (*J 1)-3-4/1.) -6, 7, 	8, 	9-5-1N7LH=1 

L") Z K [ 5, 	4 - b] -( 	K '):)- 8 --( )I. )< 51 J/1/ 7J ,-IS O)'a 

[0229] [4E18] 

N 0 

NH2 

N"-- 

N 

OMs 

[0230] Tfl 8 -e 14' 6 tt, tc 4 -7Z J — 5 - (* i 1 ) - 3 --(A.) - 6, 	7 , 	8 

, 	9-5- 1N7LKI=1E')ZK [5, 	4-b] -fKI):')-8-7J--)1, (2 

8 8 m 9 ) O)THF (5m I ) gat:_-_, *AT, IN I) i/I.7:-Z 	(0. 	1 

5 7 m I ) arfillE)( 5' 	)1/7J=)1. (0. 0 74m I) 	MA., 	P15ET.-_ -c 

1 	5 3•1341I14- 	Ltc,l, 	Mfriffi,V,71<6:.-..AT, EI/FRi11.---etEliffl Lk-. VMJE 

,o.KKOtd-  IN I) r,IATIVga• 	'74Plgali1793-Z a L t::-Ct tj• rfAiLat 

6 1 5 m 9 	?)14E.t. 	12tK L L --c-14 tz-_-  . 

ES I -MS 	m/z 	4 1 0 (MH+) . 

[0231] (Tfl 1 0) 

-5-8-7:')K 	(*J')-3--f)1.) -6, 7, 	8, 	9 -5-17LKI=1 

L") Z K [5, 	4-1D] 4 	Ki) 	-4- -7Z Ja)-E'A 

[0232] 
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[1E19] 

N 

NH2  

N 	."-- 	\ 

N 	N 
 

N3  

[0233] 	Tf'1' 9 -C141 6tttc 4 —7Z ) — 5 — (* J 1 ) 	— 3 —4)0 — 6, 	7 , 	8 

, 	9-5- 1-7LKI=IE')Z K [5, 	4—b] 4 	K'):')-8--(/l/ 	)(5' 

J/1/7J— I- 	( 7 5 8 m g ) 0) DMF 	(9m I) gat:.=7:')IEJ-  I- 1) r,./A 

(3 6 1 m g ) 	2 5.'01.1,:.= -CNN., 	8 O1.--e 4 Hi IV Mt' L tc: . arin-YniAii,1 

, 7.KizaT, Ei/FRI/l/TtEliffl Lk-. Vtil7.1<arfMfilfti-k7I<TA341-1,, 

,T 7.1KKOgrd-  I- ') r,IATIVM, gPIAllia -Z a' L t::_ct ('), rfAlEat 

5 0 8 m g 	't, 	1* L L --C 14' tc . 

ES I —MS 	m/z 	3 5 7 (MH+) . 

[0234] 	(i 1 	1 	) 

5 —  (*) ') J-3 —4)0 —6, 	7, 	8, 	9—TI-7L KI=1E 1) Z K [5 

, 	4—b] 4 	K')-4, 	8 -:-;7.-.za)-a 

[0235] 	[1E20] 

N 

NH2 

N 	""-- 	\ 
I 

NH2 

[0236] 	VI 1 0 --(141  6 tttc 8 	K-5—  — (* J I) 	— 3 —4)0 — 6, 	7, 

8, 	9-5- I-7L KI=IE')Z K [5, 	4—b] 4 	K'):)-4-7-Z 	( 

508mg) 	OTH F 	(1 Om I ) EWA< ( 1 ml) 	..12,..,,f-yi,:: 1, i) 7  , =)1,* 
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Z 74 	t I) 7-tliti (-3. 	Ommo I /g, 	1. 	42g) 	'&5:at.z. --C 

mA., avrf-Y 	1 Hirciumm5A 	k- L. avrf-Y“ Aii,l, -t 7 4 I- TI,A L, 

'51  i — ll/TA349-1, gP1 	ifilllii8 	L Az- . 14' 6 41.k-  RI 	:> I) t it/l/ t 5 

101=17 17 7 -I — (Er3C37M1 : 	1=11=1*11/1.1./)< 51  i — AA t:::-Clitl' L 

rfAlEat 3 4 2 m g t 	12tK L L -C147-c_-. 

ES I —MS 	m/z 33 1 	(MH+) . 

[0237] (VI 1 2) 

N— (4-7)— 5 — (*J')-3-4/1.) —6, 	7, 	8, 	9-5-  I7 

I KI=IL"):Z F 	[5, 	4 — b] 4 	K'):)-8 —014 77,))1/ 77 :-Z KO 

A. 

[0238] [1E21] 

N 

NH2  

'''.••• 	\ N

N N 

HNC 
O 

[0239] 1I1 1 T146 tt.tc 5 — (* i ,) 	— 3 —4)0 —6, 	7, 	8, 	9—TF 

7L KI=IE') Z K [5, 4 — b] 4 	K'):')-4, 	8-7'(68m 

g) 	01=11=17J)1.1.1. 	(2. 5m I ) gat:.-_, *AT, 	N, 	N —:')-( V .7°1=IE 

)1/i 	)1/77 Z i (0. 	0 3 3 m I ) ave7 	1 ) )1/0,30 Cl') K (0. 	0 1 5 4 

ml) 	MA., 	PI 2 t:.= --C.  1 5 3rim1114- L, tc,l, 	Mfris,V,71<6:AT, 	1=1 i=i7J 

)1/1a ---etEliffl Lk-. 	VMJN, 

tc. 14'6 tat RI 	') 

,:,:o.KKOgrd-  I- i) r, A ---etVIM, 3eP1111i8 	L 

t it)l. t 7 IA 	1=17 17 7 -I - (Er3C37M1 : fJCI 

1=1*)1.1.1./)< '91  ) — AA t:::-CatkIL, rEatat 3 5 . 	4 m g 	.t,42tKL 

L ."-C Mk-  . 
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1 H—NMR 	(CDC1 3 ) 	a : 2. 	14 	(2H, 	d, 	J=5. 	6Hz) , 	3 

. 	04 	(2H, 	t, 	J=6. 	2Hz) , 	4. 17 	(1 H, 	dd, 	J=12. 

7, 	5. 	8Hz) 	, 	4. 	46 	(1 H, 	dd, J=1 2. 	7, 	4. 	5Hz) 	, 

4. 	70-4. 	80 	(1 H, 	m) , 	4. 	89 (2H, 	b r s) 	, 	5. 71 	( 

1H, 	d, 	J=10. 	2Hz) 	, 	6. 	21(1H, 	dd, 	J=16. 8, 	10 

. 	2Hz), 	6. 	39 	(1 H, 	d, 	J=16. 8Hz) , 	6. 	50 (1 	H, 	d 

, 	J=7. 	0Hz) 	, 	7. 	62 	(1 H, 	t, J=7. 	4Hz) , 	7. 77(1 

H, 	t, 	J=7. 	4Hz), 	7. 	87 	(1 H, d, 	J=8. 	0Hz) , 	8. 	1 

5 	(1H, 	d, 	J=8. 	0Hz) , 	8. 	25 

, 	s) 	, 	9. 	00 	(1H, 	s). 

(1H, 	s) 	, 	8.32 	(1H 

ES I—MS 	m/z 	385 (MH+). 

[0240] (Tfl 1 3) 

N— (4-7Z)-5— (*J')-3-4/1.) —6, 	7, 	8, 	9-5- 17 

I K 1=1 L") Z K [ 5, 	4 — b ] -( 	K ') :) — 8 — -( JI.) 	7 	')11 / 7-1 -ZK 

iJ- 7J- 7—A)3zr1eN— (4 —77 Zi — 5 — (*J')— 3 —4)0 —6 

, 	7, 	8, 	9-5- 17LKME')Z K [5, 4-10]-(P):) -8--f 

AA 7''7')11.7'Z K 	IJ- 7J- 7—BO)3AtE 

[0241] [1E22] 

N 46 	 N e 

NH2 	 NH2  

N 	"•-• 	\ 	 N 
I
N 

N  
Ǹ 

HN 	---- 41 

[0242] ifi 1 2 ---(14 6 41. tc N — (4 —7Z J— 5 — (*) 1 )— 3 --f )14 —6 

, 	7, 	8, 	9-5- 17LKI=1E')Z K [ 5, 4-10]-(P):') -8--f 
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[0243] 

[0244] 

JI.) 	77 	')/1/71Z K ( 1 9 7 m g) 	)16*-`'3A!HEIlt71-,. (CH I R A L PA 

K 	A D— H 	2 0mmX2 5 0 mm /Y-f -t/l/4E*L'i 2i1 ) 	47E1AH : ,N , 

*It/I51 )-11// 	') IJI/71Z J 	5 0: 5 0: 0. 	1, MA : 1 0 

m i /m i n) 	t:.-.. ""C Ye#3AIJ L , 	IJ- 7J-7—A 	(4 	lii1V : 1 5 . 	4m 

i n, 	(R) —N— (4-7Z)— 5 — (*J')-3--f)1.) —6, 	7, 

8, 	9-5-  I7L KI=IE') Z K [5, 	4 — b] -f 	K'):')-8--()1.) 71  

1) A/7Z F' (4 	I — 1 ) ) 	7 2. 	4 m g, it J7J-7— B (qtiiii 

rm : 32. 	5m i n, 	(S) —N— (4-7Z)— 5 — (*)') J-3 --f 

AA —6, 	7, 	8, 	9-5-  I7L KI=1E')Z K [ 5 , 	4 — b] -f 	K'):) 

— 8 -4)14 7 	') A/7 Z F' (4 	I -2) ) 	78. 	3 m g 	-t. 4-1.T1-0&s 

. 	12tK L 1./T1141  tc: . 

IJ- 2J-7—A 

ES I —MS 	m/z 	3 8 5 (MH+) . 

IJ- 7J-7—B 

ES I —MS 	m/z 	3 8 5 (MH+) . 

"IC& OYAAIN 2 ogaik,oat:.-.. ct (,)141 6 tt, tc ( R ) — N — ( 4 — 7Z)- 

5 — (*)') J-3 —4)14 —6, 	7, 	8, 	9-5-  I7L KI=1E 1)Z K [ 5 

, 	4 — b] -(J K '):)— 8 —4)0 7 fJ ') A/7 Z K_EilEIDA-it-Ct 7./A 

VILtcLa.' 6, IJ- 7J-7— A LP] 12qtillilVT -Dtc. It.D -C, ±E 

it J7J- 7— A e R 12tK, 	-7‘,,:t-,t4E-alt 1 - 1 --et'), IJ- 7J-7—B 

es12tK, 	-i-co--)tiE-alt I -2 --C'Z a.' LiReggtql.tc. 

-*you 2 

(R) —N— (4-7Z)— 5 — (*)') 	—3--()1.) —6, 	7, 	8, 	9 

— 5-  I7L KI=IE')Z K [ 5 , 	4—b] -( 	K'):')-8--()1.) 	77 ')/1/ 

77;1 	(fEat 1 - 1 ) 

(Tfl 1 ) 

(S) —2— ( t e r t—Vs )14)) 	)1.:> ') )1/7J- *:>) — 3 —15-=)I. 

4 —) 	)1./J-ff J/1/7J ,— la)-, 
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[0245] [1E23] 

Ts0-----.  ----..-..-.''''''--- 
OTBS 

[0246] 1 — 11=1 	— 3 — IT- 	— 2 — t —)1.0)4V-) (')I,: 	( S ) — 3 — IT- 	— 1 

, 	2 — 	7J--)1/ —  1 — ( p — HI/= 	)1/ 7J--  H CE11 0. *-101i 1 0)1 

fill 2 LP100)51--C, rfliEat 2 . 	7 4 g 	:::,tEliitt L L --CA tc. 

[0247] (VI 2 ) 

(R) —N— (4-7Zi— 5 — (*J')-3-4/1.) —6, 	7, 	8, 	9 

— 5-  I-7L KI=IE')Z K[5, 	4—b] 4 	K'):'JJ-8--f)1.) 7 	1 ) )I. 
7` KOD-E`A 

[0248] [1E24] 

N 411, 
NH 

N

N N 

HN 

O 

[0249] 1 — 11=1 	—2— (t e r t— 7)14J) 	)1.:> ') )1/7J-  *:>) — 3 — IT- 

04V) (,) (Z VI 1 ---(1464-Ltc (S) —2— (t e r t —1)14J) 	)1.:> 

I) )1/7f*:>) — 3 —7T=)1. 	4 —) 	)1., 	-ff )1/7J-- 	CEI10. 

rou 1 opIfi' 1 — 1 2 LP104:1:51-C, VAILat 1 3. 9 m g 	't, 	4? 

L 1./V4Itz-_-. 

[0250] *WWII 3 

N— (4-7)— 5 — (*ii) -3-4/1.) —6, 7, 8, 	9 -5- 1-7 

L KI=1E')Z K [5, 	4— b] 4 K'):'JJ-8--f)1.) —N—)<)1/7-1 
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,))1/7Z K (1E-at I - 3) 

[0251] [1E25] 

N ilik 
NH2  

N 	"••• 	\ IN 

[0252] (VI 1 ) 

N 8 —)<)1.— 5 — (*) ,)-3-4)1.) —6, 	7, 	8, 	9—TI-7L 	DI 

[0253] 

E ,) Z K [5, 

[1E26] 

4—h] 4 	K ,):)-4, 	8 —:')7Z J ) 

N 40 

NH2 

N 	"•••• 	\ 
I 

/
NH 

[0254] *you 1 oDif'1' 9 TM 6 tt.tc 4 — 7 z 1 — 5 — (*1 I) 	— 3 —4 )1.) — 

6, 	7, 	8, 	9-5- 1-7LKDE ,)Z F 	[5, 	4—b] 4 JK ,):)-8- 

4)1/ 	)< , )1/ 7J—I- (30m 9) 	)<A/77 -.-Za)40%)< ,9ii—)1. 

g A ( 1 m 1 ) t: gIlql.„ 	6 Oft-e 1 He, 	8 01.--e 2 2 Hi WV' 1, tc . a 

,CAI 	A Af1'1, ifillE&E'S' l., tc: . 14' 6 41.k-  RI 	I)tit)l.t5IA7 CI7I- fJ 

5 7 -I — ONIECTM : Ei'FRI/l//)( 5' I —AA I,: -Call  L. rfAiLat 8 

• 1 m 9 	?)Mt,EIEPIt!tt L L -C17c. 

ES I —MS m/z 	345 (MH+) . 

[0255] (VI 2 ) 
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N— (4-7)-5— (*) ,)-3--f)1.) —6, 	7, 	8, 	9 -5- I-7 

L KDE,) Z K [5, 	4 — b] -( 	K ,):)-8--()l.) 	—N—)()1/ 77  

I) A/7 Z Ka)-a 

[0256] [1E27] 

N J. 

NH2  

N 	'".• 	\ 
1 

[0257] -410111 a)ifi 1 2 --NEHotc 5 — (*J ') 	— 3 —4)0 —6, 	7, 	8, 

9-5- I-7L KDE,)--.Z K [5, 	4 — b] -fKI):')-4, 	8—:)7-1 -Z 

aAttpt,) t:.:VIII 1 -C141  6 tt.tc N 8  - )( )1/ - 5 — (* J ') 	— 3 --( )I.) —6 

7, 	8, 	9-5- 1-7LKDEIJZK [5, 	4-10]-(P):)-4, 	8 

— 	77 z JjEllk,N, -Aro] 1 071f11 2 L FA00)5I---eal„, VAlEat 

6. 	2 m g 	?)Mt.42tKL L/V4I tz-_-. 

1  H—NMR (CDC 1 3 ) a : 	1. 	90-2. 	15 	(2H, 	m) , 	3. 	00 

—3. 	15 	(2H, 	m) , 3. 	06 	(3H, 	s) 	, 3. 	90-4. 	03 	(1 

H, 	m) , 	4. 	56-4. 64 	(1 H, m) 	, 	5. 06 	(2H, 	b r s ) , 

5. 	15-5. 	30 	(1H, m) 	, 	5. 77 	(1 H, 	d, 	J =1 O. 	2H z 

) 	, 	6. 	38 	(1 	H, 	d, J =1 6. 6H z) , 6. 	54 -6. 	70 	(1 H 

, 	m), 	7. 	63 	(1 H, t, 	J =7. 3 H z) , 7. 78 	(1 H, 	t, 	J 

=7. 	3 H z) , 	7. 	8 8 (1 	H, 	d, J =8. OH z) 	, 	8. 	1 6 	(1 H 

, 	s) 	, 	8. 	17 	(1 	H, 

9. 01 	(1H, 	s) 	. 

d, 	J=8. 0Hz), 8. 31 	(1 	H, 	s), 

ES 1 —MS 	m/z 	399 (MH+). 

[0258] -Aro] 4 



WO 2013/125709 
	

60 
	

PCT/JP2013/054615 

[0259] 

[0260] 

(E) —N— (4-7ZI-5— (*J')-3-4/1.) —6, 	7, 8, 	9 

— 5- 17L K1=1E') Z K [5, 	4-10]-f 	K'):)-8--f)1.) —4— ( 

)1/)) — 2 —IT- 	77 Z K (fEat 1 — 4 ) 

ODM 

oviii 1 

7 L K1=1 

g) 

L, tc. 

I) t /72 )1/ 

-cal,  L 

2. 	27 

20 	(1 

(1H, 

4H z 

(1 	H, 

t, 	J= 

[1E28] 

N 0 

NH2  

N 	''.-. 	\ 
I 

N 	N 	 / 
N 

HN 

O 

7 	—4—:'))(J1/ 7-1 -Zi1=11R 	YER±-1 (4. 	5m g) 

F 	(0. 	5m I) grf-y6:.-_, 	H A T U 	(10. 	3m g) arp-A-roj 1 

1 -V4641k- 5— (* J') 	—3-4)0 —6, 	7, 	8, 	9—TI 

E')Z K [5, 	4 — b] 4 	K'):')-4, 	8—:')77 -Z 	(8. 	8m 

-k-' 51fri t: -c )in A., 	PI 2 t:.-_ -c 1 Hirmtv-  I., tc,l, Mfri st,E  t: A T, 	EI,FRi)i. 

--etEliffl 1, tc. VMJN, 	,K7.1KKOgrd-  I-') r, A ---etVIM, g'P1 	All 1%3  

14' 6 tt.tc:RI 	3•ERJE1131,1 	1=1 7 1-‘7 7 -f — 	(flilY#1zI N HI 2 

60 F2547'1,—  H J 1M1: fJ 1=1 1=1 *)1/1,./ )( ,9' i —AA t: 	 

rfl 1E ;t 6. 	4 m g 	?)Mt.'17tKL I., --041  tc. 

1H —NMR 	(CDC1 3 ) 	a : 2. 	05-2. 	20 	(2H, 	m) , 

(6H, 	s) , 	2. 	49-2. 	65 	(4H, 	m) , 	4. 	10-4. 

H, 	m) , 	4. 	46-5. 	02 	(1H, 	m) , 	4. 	68-4. 	77 

m) 	, 	4. 	91 	(2H, 	b r s) 	, 	6. 	06 	(1 H, 	d, 	J =15. 

) , 	6. 	39 	(1 H, 	d, 	J =7. 	OH z) , 	6. 	85-6. 	95 

m) 	, 	7. 	62 	(1 H, 	t, 	J =7. 	4H z) 	, 	7. 	77 	(1 H, 
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[0261] 

[0262] 

[0263] 

7. 	4H z) 	, 	7. 	87 	( 1 H, 	d, 	J =8. 	OH z) 	, 	8. 	1 5 	( 1 H, 

d, 	J =8. 	OH z) 	, 	8. 	1 	7 	( 1 H, 	s) 	, 	8. 	2 5 	( 1 H, 	s) 	, 	9 

. 	00 	( 1 	H, 	s) 	. 

ES I —MS 	m/z 	442 (MH+) . 

-Ao] 5 

(S, E) — N —  (4 —) —5— (*/ ')-3 —4)0 —6, 7, 8 

, 	9 —5-  I-7L KI=IE')Z K [5, 	4 — b] -(J K'):') -8 —4)0 —3 

— 1=11=1 7 7 	') A/7 Z K(1E-alt I - 5 ) 
[1E29] 

N 4, 

NH2  

N 

CI 

HN 

O 

-Aro] 1 oviii 1 1 --(141  6 4'1. tc 5 — (* J ') 	— 3 — 4 )I.) —6, 	7, 	8 

9 -5- 1-7LKDE')Z K [5, 	4 — b] 4 	K'):'JJ-4, 	8— 	7'-Z 

(4 9 8. 	0 m g) ODMF 	(8m I ) EN a t:.-- , 	I7J-3-1=11=1 

7 	') 11/R (3 99. 	5 m g) 	'&51alt:.-- -C)NA-tz--- . 3e/174•1, 	*AT, 	1 — 	( 

3 —:'))( 	JI/ 7 Z i 7'1=1E/0 — 3 —IJI/t/l/t:')-f Z KtaiRtai (3 5 0 

. 	1 m g) 	)J[1 A- , 	HAI t: --C.  1 HirmlIf-Ltc. aVraMfrise,71<t:.-AT, 

1,Fmi)1.---etdiffl 1., tc. VM1,1,T 7.KKRt I-') r,I.,.--etiMgM, g'Plgll 

ill 	1., tc: . 14 6 tt. tc RI 	') t it ) l/ t 7 1-x1=17 I- 	7 7 -I — (Er3V4P1 

: El IFRIJI/ / )( 51  ) —AA t:.-.. --Clit-tI  L, V14E-at 2 6 1 . 	2 m g  

't,17tKL L -CA tc . 

1  H—NMR (DMSO—d 6 ) 	a : 1 . 	84-2. 	07 	(2H, 	m) , 	2. 
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[0264] 

[0265] 

[0266] 

92-3. 	08 	(2H, 	m) , 	3. 	88-4. 	02 	(1 H, 	m) , 	4. 	27 

—4. 	43 	(2H, 	m) , 	6. 	07 	(2H, 	b r s) , 	6. 	48 	(1 H, 	d 

, 	J=13. 	4H z) 	, 	7. 	31 	(1H, 	d, 	J=13. 	2H z) 	, 	7. 	6 

3 	(1 H, 	t, 	J=7. 	4H z) 	, 	7. 	75 	(1 H, 	t, 	J=7. 	6H z) 

, 	8. 	03 	(1H, 	d, 	J=10. 	7H z) 	, 	8. 	05 	(1H, 	d, 	J=1 

O. 	7H z) 	, 	8. 	13 	(1H, 	s) 	, 	8. 	29 	(1H, 	d, 	J=2. 	OH 

z) 	, 	8. 	53 	(1H, 	d, 	J=6. 	6H z) 	, 	8. 	92 	(1H, 	d, 	J= 

2. 	2H z) . 

ES I —MS 	m/z 	419, 	421 	(MH+) . 

*Mil 6 

(S, 	Z) —N— (4 —77 ZJ-5— (*J')-3-4/1.) —6, 	7, 

8, 	9—-1,7LKI=1E1)-Z K [5, 	4—b] 4 	K')V-8-4/1/) — 

3 — 	1=11=177 	') A/7 Z K (That I — 6 ) 

[4E30] 

N 0 

NH2  

N 	\ 
I 

N 

HN---CCI 
0 

-41th1N5 T PI 1,\ tc 	7 	—3— 	1=11=1 7 	') J I/ R 0)1t I'D t') t:.= :> 	— 3 — 

1=11=177 	') JI/OginlkiN, 	*YthiN5 L P100)5I--e, rfAlEalt 93m g 

SZ't, 	12tK L L -C1'41 7L-  . 

1 H—NMR 	(DMSO—d 6 ) 	a : 1. 	82-1. 	96 	(1 H, 	m) , 	1. 

96-2. 	07 	(1 H, 	m) , 	2. 	92-3. 	08 	(2H, 	m) , 	3. 	85 

—3. 	97 	(1 H, 	m) , 	4. 	27-4. 	41 	(2H, 	m) , 	6. 	05 	(2 
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H, 	b r s) 	, 	6. 	3 9 	( 1 H, 	d, J =8. 	0Hz), 	6. 	7 7 	( 1 H, 

d, 	J =8. 0Hz) , 	7. 	63 	( 1 H, 	t, 	J = 7 . 	4Hz) 	, 	7. 	75 

( 1 	H, t, 	J = 7 . 	4Hz) , 	8. 02 	( 1 H, 	d, 	J = 1 	1 . 	4Hz) 

, 	8. 	04 ( 1 	H, 	d, 	J = 1 	1 . 4Hz) 	, 	8. 	1 3 	( 1 H, 	s) 	, 	8. 

29 	( 1 H, 	d, 	J =2. 	0Hz) , 	8. 	50 	( 1 H, 	d, 	J =6. 	3 H z 

) 	, 	8. 92 	( 1 H, 	d, 	J =2. 0Hz) . 

ES I —MS m/z 	4 1 9, 4 2 1 	(MH+) . 

[0267] 	-Aro] 7 

(5) — N —  (4 — 7-Zi —  5 — (*i ') -3 — 4)0 —7, 	8, 	9, 

1 0-5- 17LKI=1-6H—E')ZK [5' 	, 	4' 	:4, 	5] 	Epp 	[1, 

2 — a] 7-ff E'J— 8 —4)0 77  ')/1/ 77 Z K(iLat I — 7 ) 

[0268] 	[1131] 

N git 

NH2  

N 

, 

[0269] 	(Tfl 1) 	(R) 	—t e r t-1/1/ ( 1 — L K 1=I*:>— 5 — 	()( 3 )1. 

7J- ) 	1'9' — 3 —4)0 t)I./ — I-O)ahG  

[0270] 	[1E32] 

HO 	 S..., 

NHBoc 

[0271] 	(R) —3— ( (t e r t —11*:>t)l.t=)14 7Z)) — 5 — ()( 
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)1.7) 1J'9'ngt (7. 	92g) O)THF 	(79. 	2m I) g(,:.= , 	N — 

)1/ 	)Lt') i 	(3. 	6 3m I ) at i e 	i=i1=1*RI)1/ (3. 	0 1 m I ) 

— 1 oftt:.-_ --cluA., 	- 1 01.2 1 53•12m1A14-  t., tc,/, 	t 	t., tc: 	.741t 	a 

1.1 1, tc . 2 A t:.= , 	7.1< A IL * r, A t IN') r, L. 	( 1 . 	5 5 g ) 	0)71K (1 5 m I ) 

.744y 	-1 oftt:.-_ -cluA., 	- 1 Oft 1 Hirmli-  t., tc. MfiligilE7=r, 

1a7.1<gA)iliA., 	25Ea't:.=-C 3 o 31EimlA 	t., tc. ffogti 	)1/ 	M A., 	VMJNi 

3AtE 1,, 	0 . 	5 NO,R7JKAt ') r, 1x71Kgrf-y, 4K.. 	0 . 	5 NAKRIEt IN ') r, A 

7.1<gARVIMM-17.1<TA3411_,R7.KKOgtt IN ') r, ATIVIM, gPIT5-111 

ill 	1., tc. 14 6 tt.tcRI 	') t it/1.)J 7.Z.,. 	1=17 IN 	7 -I — (Er3C37M1 

: 	1=1 1=1* 11/ -I / ElIFRI 	AA 	t:.-- --Clitl' 1,, 	rfAiLat 7. 	1 8 g 	, 

IELPIt!tt L 1, --CA tc . 

[0272] (T 	2) 	tert-1/1/ 	( (3 R) — 1 -L KI=1*- 5 — ()( 

)1.)1/ 7  -I =AA 	'9' 	— 3 —4)0 t)1//7— IN op-a 

[0273] [1E33] 

9 HO 	S., 
NHBoc 

[0274] VI 1 --(141 64-Ltc ( R ) —t e r t — Ys /l/ 	(1 — L KI=I*:> —  5 — ( 

))1/ 7J-) i'9' 	—3 —4)0 	t)1//7— IN 	(8. 	1 6 g ) 07)< ,9 '  J — 

)I. 	( 9 8 m I ) gAt:.-.., 	iffli 	r, ARt IN ') r, L. 	( 7 . 	0 g ) 	071K 	(3 2 m I 

RNA 	1 0 I. J-;CF t:.-_ -cMA., 2 5nTat:.= -C.  2 Hirmli-  L tco tl., tc Z 74!tt 

igAIJ 1,, 	WA-Yffilllia 	1., tc:. 116 tt.tcR3li 	tiOaftigi7.1<t:.--gIlq L, 	1=1 

1=1*)1/1AT 3 Illtdiffl 1, tc. VMJE 	,:,:K7.KKOgrd-  IN ') r, ATIVIM, gP1 	A 

a ia 	L, V11E-at 9. 	3 8 9 	?)Mt.'17tK L 1.V41  tc. 

[0275] (Tf'i' 3) 	(R) —t e r t— Ys )l, 	(5 - L K1=1*:>, 	g- 1 - i 

- 3 -4)0 t/l//7- IN 0)-E`A 
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[0276] [4E34] 

HO.,.„,---,,---.,,  .,,, 

NHBoc 

[0277] 	1f'1' 2 T1'41 64-Ltc: t e r t —1/1/ 	( (3 R) — 1 —L K1=1*:> — 5 — 

O )1.)1/ 7  -I =)1/) /J '9' i —  3 —4)0 	t)1//7— I- 	(9. 	3 8 g ) 

01, 2—:')1=11=1,-ffJ 	(140m 1) 	grf-yt:.-_, 	giogid- 1, 1) ,,L. 	(1 3 

. 	4 5 g ) 	22 t:.= --C )irl A., 	15Ea' 1 6 6 1.----e 1 8 Hi rm mi-  L tc. 	,n-Y“i 

Am, .7.gt 	1PAII L, 	1 , 	2 — 	1=11=1, 	-ff 	f,',111,40 I,: ct t') ill 	L 

tc-- . T46 tt.tc--4/ 	El1FRI)1.6:.--3e14 L, 	;XAEllAggid- 	') r1-x7.1<g'flY, 	7.1< 

aVeMflilft±17.KTA341-  L„RAKKOgrd- 	I) r, IA TIVIM, gPIAlliia 	L 

tc. 14'6 tt.tcRli 	') t it/l/t 7 1 	7 1=17 I- 	77 4 — (Er3M1 :'N* 

It 	/E1IFRI)14 t:::"-Clitlz' L, rfAlEat 2. 	5 0 9 	,;EIVIt!ttL L 

-CA tc. 

[0278] 	(114) 	(R) —te r t-1/1/ 	(5— (4-1=11=1— 5 ——K 

—7 H—Eim=i [2, 	3—d] EI):Z: 	— 7 —4)14 , J— 1 —i- 

3 —4)14 t)1//7— 1-19)-a 

[0279] 	[4E35] 

CI 

N 
I 
NON 

BocHN' 

[0280] 	if11 3 T1'41 64-Ltc (R) 	—tert-1/1. 	(5—I. K1=1*:>91- 

1 —i — 3 —4)0 t)1//7— I- (2. 	5 9 ) ar_P-4101J 1 Oif'1' 1 T1141 
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64-Ltc_- 4-1=11=1-5——K-7H—E1=11=1 [2, 	3—d] E') :Z:') 	( 

2. 	3 1 g) O)DME 	(23m I ) ;eat:.-, ;jot -F, 	1,  1) 7 i=j1,77 4 

(3. 	2 5 9 ) 	)J1ilAiglq Ltz-_-1, 	7-1`it/l/tR-f V 7°1=1 EJI/ 	( 2 

. 44 m I ) 	Il=i-D < (,)MAito aVrf-Y31CliTt:.-_ --C 3 0 3•17.1, 25nEnT.: --C 1 

HilV1I14-' L, k-  '1, gP1Allia 	L AL- . 1'4 6 4-Lk-RI 	El/FRI)11,::-gflq L 

7.rea341- L„K7MARt 	') r, IA TIVIM, gPIAlliii3 L k- c. 	14' 6 41. 

tcRlititA/t7-Lx1=171774—(ErAgP1:1N*It/EFR 

1 	11/) t:::-CatkIL, rffilEalt 3. 	49 9 	?)M.t, 	12tKL L, ---cMtc_-. 

ES I —MS 	m/z 	463, 465 (MH+) . 

[0281] (i 	5) 	(R) —ter t —Vs)l. 	(5 — (4 —77 Z J— 5 — 	— K 

—7 H—Ei=ii=i [2, 	3—d] 	Ei):-Z: 	—7-4)0 /91— 1 —I- 

3 —4)0 t)1//7— 1-0-E•A 

[0282] [1E36] 

NH2  

N 
I 

BocHINfs.  

[0283] 1f'14 ---(141  6 tt, tc (R) 	—ter t —Vs)l. 	(5— 	(4 — 1=1 1=1— 5 — 

—K-7H—E1=11=1 [2, 	3—d] L"):-Z-7 —4)0 / ,91-1 — 

i-3 —4)0 t/l//7-1 	(3. 	49 g) ODME (1 7. 5m I ) g 

A t: 2 8%7 	=777.K (1 7. 	5 m I ) 	))1:17L, 	t— 	1,-1*, 	15.H. 

1 0 51:e 8 HirAtI14-  Lk-. aVAI“Aii,l, 7.1K ( 7 0 m I ) ))1:1 A., 	251fri 

T4 Hi NMI' L k-  . 14' 6 41. k-  Ant 	ZTIER L, 4K34, tiMIA Z a.-  L t:.= 

ck ('J, VAIL at 3. 	209 	?)M't, 	12tKL L, -C1'41 7-c_-. 

ES I —MS 	m/z 	444 (MH+) . 

[0284] (i 	6) 	(R) —ter t —Vs)l. 	(5— (4 —77Z J— 5 — (*J 

I) —  3 — -( )I.) 	—7 H — E 1=1 1=1 	[ 2 , 	3 — d ] 	E ') Z :') 	— 7 — 4114 
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J,9' — 1 —i— 3 —4)0 t/l//7— INOD-a 

[0285] [1E37] 

N 0 

NH 

N
1 	

\ 

BocHNr 

[0286] ifi 5 --(141  6 tit (R) —t e r t —1/1/ 	(5— (4 — 77 1.-i: i— 5 — 

— K —7 H—E1=11=1 [2, 	3—d] E') -.-Z-7 —4)0 / ,91— 1 — 

i 	— 3 — 4 Ji.) t )1//7— IN (3. 	2g) , 	3 —*) ,Jt1=LJR (1 . 

3 7  g) . gRt IN ') r,./A (8 4 3 m g ) , 5- IN7* 	I. i) 7i=)1,* -, 

-I M7:')r,./_1. (2 5 Om g) , 	DME 	(32m I) a Z)4K ( 3 2m I) 0) 

mat 	.7&A.T.fy# ,t,-F, 	1 0 Oft 6 Hirmtli 1., A:. awl “iAii,l, mu 

A,s7Eaveffogti 	)1, 	)]QA., 	25.H.T 3 lorimll 	L tc. 	'74t 	J;HIJ•1, 

VMJE 	3AtE L „:,IK*Kngtt IN I) r, IA TIVIM, gP1 	All 1%3 	L A:. 14' 6 

t.tcRli 	') t it ) l. t 7 IA J 1=1 7 IN"77 4 — (ERMI : ,N*It 	/EI'F 

Ogti)1/. EfFngti/l//)(  51  J — 11.) t:::"ClittkIL, rfAlEat 3. 	2 1 g 

Ma t 	12tK L L/Z1'41  tz-_-  . 

ES I —MS 	m/z 	4 4 5 (MH+) . 

[0287] (T 	7) 	(R) —tert —1/1/ 	(5— (4 — 77 -Z ) — 6 —11=I 

—5— (*) 1 ) 	—3 —4)0 —7 H—Ei=ii=i [2, 	3—d] E'):Z:') 	— 

7 —4 )I.) 	'91  — 1 —i 	— 3 —4 )1/) t)1//7— IN OD'a 

[0288] 
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[1E38] 

N 46 

NH2  

'--- 	\ 

BocHN' 

[0289] 	if16-(141 6tttc (R) —tert — 1/1/ 	( 5 — (4 — 77Z1— 5 — 

(*)1)-3-4)1.) — 7 H—EDD [2, 	3—cl] E,):-Z:')— 7 —4 

)l.) J,9' — 1 —i 	— 3 —4 )I/) t)1//7— I- (3. 	2 1 9 ) 0)T H F 	( 

2 6m I ) g A 6:, 3}c; -F, 	N —ID 	:> J 4 Z K ( 1 . 	3 5g) a) T 

H F 	( 2 3 m I ) g'ff-Y 	3 0 3•13475\ 0---(11:1A_AL-1, 3k: 13O 	Orim111--  1., tc_- 

. 5 %7J-Kggd-  I- I) r,IA7.K3'E4A 	)ili A_ tc: '1, 	Mfiati.1< t: A T, 	Ei/FR _ 3  

11.-etEliffl L tc. VMJE 	tiOilftila7.1c-e5A341- L, 	,K 	F I) r, IA TIVIM 

, g PI f,',1 a 1%3 	1, tc: . 14' 6 tt. tcR I 	:> I) th2 /1/t71,. 	I=17 l7 7 4 

— (NI1M1 : /•*It 	/Ei/FRI)1/, 	RI 	/l./)( 5' J — AA t:.=-Clit-ti  

L, VA IL at 3. 	1 5 9 	?)14.t, 	12tK L L, --C-147L-  . 

ES I —MS 	m/z 	5 23, 	5 2 5 (MH+) . 

[0290] 	(T 8) 	(5) — t e r t — 1/1/ 	(4 —77 Z 1 — 5 — (*) I) — 

3-4)14 —7, 	8, 	9, 	1 0-5-1-7LH=1-6H—E,JZ K [5' , 	4 

' 	: 	4, 5] Epp [1, 	2—a] 77-ffE-8 —4)14 t)1//7— 1,0-a 

[0291] 
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[1E39] 

N 41k 
NH2 

N 

NHBoc 

[0292] 9 -7J7E:>1=1 [3. 	3. 	1] JJ- 19)0. 	5M 	T H Fga (22. 

8m I ) t::_if17 --(14641,tc ( R ) —t e rt -1/1/ 	( 5 — (4 - 7 Z 

i -6-11=I-5- (*)')-3-4/1.) -7 H-E1=11=1 [2, 	3-d 

] E')... 	- 7 - 4 AA /J '91  - 1 - i 	- 3 - 4 JI/) t )I./ 7- 	( 9 

9 4 m g) 	2 5.fii.t:: -cm A., P15.H.T 1 Hi IV Mt' L tc . 	4 N *ME t I- 1) r, A 

7.1< ga (5. 	7m I) 	a 70_,, LVirIA_A-_-1, 2A 	#A L, 	I5.01 5 516:.:11:1M 

L tc. 5-  I7* Z P)7i=)1/7 7-f M7:')r,./.,, (2 7 5m g) 	))1:1A_ 

, 15n16 6)Z 1 5 HilV1If' L Az-. ar,n-Y“Aii,l, VC1 	3AtE L, 	Hi/ 

1 	(7. 	7m  I ) arf2 0%ilaiL77 =',1A7.1<gA ( 5 m I ) 	)ilil A_ /L- 

. VM1E3AtEL, 2 0 %Mt *TA344, S H :> I) t it)l. (1-±> I) :> 7 

11, 	1 g) 	)iliA.7-c. mat 	151,1. 6 8 1.--e 1 Hirmtc-- L tc_-1, 	S H :> ') t 

77 )I. (a±:>'):>77-11, 	1 g) 	)iriA.7-z-_-. mat 	r 5.1.1. 6 81.2 1 Hirmtv-- 

L, 	AAP'1, 	:> I) t it)l. 	J;HIJ L, 	gPlifilllia 	L tz-_- . 14' 6 tt.tz-_-R3PL:> 

I) t it/l/t 71A fj 1=1 7 	7 7 -I - (Er3V4P1 : El/FRIJI//)< '91  i — AA 

t:.-.. --ClitT' L, VAIL-at 4 3 9 m g 	t 	14K L L -C1'47c. 

ES I -MS 	m/z 	445 (MH+) . 

[0293] (i 	9) 	(S) -5- (*) 1 ) 	- 3 -4)0 -7, 	8, 	9, 	1 0 - 5- 

I7L H=1-6H-EI)Z K [ 5' 	, 	4' 	:4, 	5] 	El=11=1 	[1, 	2-a] 

77-ffE-4, 	8-7O)-a 

[0294] 
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[1E40] 

N 40 

NH2  

N

N  

''NH2  

[0295] VI 8 ---C14 64-tit (S) 	—t e r t — .Ys 	)I. ( 4 —7 7  1::: ) — 5 — ( * J 

1) 	— 3 —4)14 — 7, 	8, 	9, 	1 0-5-1-7L H=1-6 H—E ,) Z K [ 5 

' 	, 	4' 	: 	4, 5] Epp [1, 	2 — a] 7-ff E'J — 8 —4)0 t)1//7- 

1 	( 4 3 6 m g ) 01'91  ) —11. ( 4 m I ) gat:, 22(,::"C 5 N YER ( 1 m 

1 ) Vila, 6 0 g"C 3 Hemtv=s Lk-. aza“,-Aii,/, 5 NAKOgi'iLt 	') 

r,1,,71<ga-eitiatt:.=. L, 	1=11=17J)1/1-x -Ctilffl L, tc. 	Am 	,:,:vmotd- I- 

I) r, IA -CIVIM, g PI 	f,',1 )1 ea 	1, tc: . 1'4' 6 tt. tc RI :> I) t it )1. t 71.1. 

1=1 7 	57 

IllEalt 3 2 

ES I —MS 

-I - (Er3M1 : 	1=11=17J)1/1,./)< 51  I —A.) V z .--0 MI  L, 

0 m g 	j?)Mt,12tKL L - CI 4 tz-_-  . 

m/z 	345 (MH+) . 

[0296] (VI 1 0) 	(S) — N — (4-7Z i — 5 — (*I 1) — 3 —4)0 — 

7, 	8, 	9, 1 0-5-1-7L KI=1-6H—L")Z K [5' , 	4' 	: 	4, 	5] 

[0297] 

Epp [1, 

[1E41] 

2—a] 7-ff E'J — 8 —4)0 7 ')/1/ 77 Z Ka)-Ei 

N 0 

NH2  

N "-- 	\ 

, 
H 

[0298] VI 9 -N464-Lk (5) —5— (*) ') 	— 3 — 4 )1/) —7, 	8, 	9, 	1 
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0-5-  I7L H=1-6H—EI)Z K [5' , 	4' 	:4, 	5] 	Epp [1, 2 

—a] 77-ffE-4, 	8 — :')77 -Z (3 1 7 mg) 07-t i,= 1,  1))1, ( 1 	. 

6 m 	I ) 	—71K 	( 1 . 	6 m 	I ) 	g ,,f-y t:.-_, 3k; -F, N, N — :') 4 V 7°1=1E 11/i 

11.7 -1  Z 	( 0 . 	1 9 2 m I ) R-Ve 7 1) )1,0g0 1=1 	i) K ( 8 3 . 	3 m g) 07 

-t I`= I- I) 11. 	(0. 	8 3 m I ) 	g'ff-Y MA., F]5nTaT 1 5 wimtli-  L tc_1, M 

*0*MM:A T, 	1=1 1=1 *)1/1A --etEli ffl L tc. VMJN, AIK7IKKOgrd-  I- I) r,IAT 

tiM1M, gPMffilaia 	1, tc. 14' 6 tt.tcRli t it/1.)J 71A 5 1=1 7 I-5 

57 -I — ON RM-11 : I'M' 3 )1//)( 5' I —A.) t:::-Clitlz' L. VA tat 2 

2 6m  9 	?)M't, 	12tKL L -C 14' tz-_-  . 
1 H—NMR (DMSO—d 6 ) a : 1. 	3 7 — 1. 56 	(2H, 	m) , 1.  

98-2. 	20 	(2H, 	m) , 	2. 7 5 — 2 . 83 (1 	H, 	m) 	, 2. 88 

—2. 	97 	(1 H, 	m) , 	3. 	96-4. 1 8 (2H, 	m) 	, 	4. 7 8-4 

. 	90 	(1 H, 	m) 	, 	5. 	58 	(1 H, 	dd, J=1 0. 	0, 	2. 2Hz) 

, 	5. 	93 	(2H, 	b r s) 	, 	6. 1 	9 	(1 	H, dd, 	J = 1 7. 1, 2.  

2Hz), 	6. 	21 	(1 H, 	dd, J=1 7. 1, 10. 	0Hz), 7. 6 

4 	(1H, 	t, 	J=7. 	4Hz), 7. 	77 	(1H, t, 	J=7. 4Hz) 

, 	8. 	01-8. 	09 	(2H, 	m) , 8. 14 (1 H, 	s) 	, 	8. 17 (1 

H, 	d, 	J=7. 	6Hz) , 	8. 	27 	(1 

85 	(1 H, 	d, 	J=2. 	0Hz). 

H, d, J=2. 	0Hz) , 8. 

ES I—MS 	m/z 	399 (MH+) . 

[0299] -AAR 8 

(5) — N —  (4 -7Z) —  5 — (*I ') -3 — 4)0 —7, 8, 9, 

1 0-5-  I7L H=I -6 H —E')Z K [5' , 4' : 4, 	5] 	Epp 	[1, 

2 — a] 7-ff E'J — 9 —4)0 7 ') A/7 Z K 

[0300] 
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[1E42] 

N 

NH2  

N 	'''•• 	\ 
1 

N 

HNC 

O  

[0301] 	(T 1) 	(S) -tert-1/1/ (1 -L Ki=i*:>9' -4 -i 

- 2 -4 )I.) t)1//7- 1- 	ahG  

[0302] 	[1E43] 

HO"---'""----'----_ 	.---- 
NHBoc 

[0303] 	(S) -2- ( (tert-11-*:>t/l/t=)1.) 77 Z)) iJ,9' -4 - 

ingi (25. 	0g) O)THF 	(2 5 Om I) gat:.-_, 	N-)()1.)1,*1) 

( 1 5 . 	2 5 m 1 ) a rf 	1=1 1=1 *Ri 	)1, ( 1 2 . 	6 0 m 1 ) 	-1 5I. 

t:.-_ -cmA., 	-1 51.-e 1 5 3•12mtli-  1., tc_-1, 	the 1,tcT34!tt 	ZHU 1, tc: . 2 

At:, 	 7.KAIL* r, A t I-') r, IA (3. 	23 g ) 0)7.10 (32m I) g4y 	- 1 

5 I. t:.-.. -c m A., 	- 1 51.2 1 Hirmtli-  Lk-. MfilitiE7=',1,.7.1<34a 

MA., 25n1t:.= -C 3 o 3rim11/4  Lk. I'M I)1/ 	)ili A., VM1,13AfE l.„ 	0 

. 	5 N KRAKAt 1) r,11,71<ga, 7.1c 	0. 	5 N 7.KRIEt I- ') r, A 7.1<gAatie 

MfilM17.KTA341-1.,„R7.KKO -  I- ') r, IA TIVIM, gPIAllii8 	Ltc. 
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14' 6 tt.tcR3AT 	I) t )72)1/t 7 IA 	I=17 I- 	7 7 -I — (Er3V4P1 : ••*1J- 

/filFRI)1/) t:.= -Call  l.,, rfliEat 1 1 . 	9 3 

Mk-. 

9 	,E1Elit!tt L I., -c 

[0304] (T 	2) 	(S) — N —(4 —7 Z ) — 5 —(*) 1 ) 	— 3 —4)0— 7 , 	8 

, 	9, 	1 0 —5- 1-7L H=1-6 H —E ,) Z K[5' 	, 4' 	: 4, 	5]E1=11=1[1 

2 — a]7-1-ffE— 9 —4/1.)77 	1))1/7:z Ka)-a 

[0305] [1E44] 

N 0 

NH2  

N 	""••• 	\ 
I 

N 

Hfsly^ 

0 

[0306] -AVM 7 0)Tfi'4 (,:.:80•Z (R) —t e r t — Ys )l. ( 5 —a Ki=i*:> 

J,9' — 1 —i— 3 —4)0 t)1//7— I- WU-) (,) t:.= VI 1 --(141  6 4' t. tc 	( 

S) 	—tert—Ys )l. 	(1 —L Ki=i*:> ,9' —4 —i-2 — 4)0 

t)i,/7— 1, 	)110, -Aro]  7 oifi' 4 — 1 0 L PlatSIT, valEat 

(400. 	()mg) 	i,IEI.t,12tKLL,--cl'41tz-_-. 

1  H—NMR (DMS0— d 6 ) a 	: 	1. 	57-1. 65 	(1 	H, 	m) 	, 	1. 

78-1. 	86 	(1 H, 	m) , 1. 93-2. 	05 (2H, 	m) , 	2. 	77 

—2. 	89 	(2H, 	m) , 	3. 98-4. 	04 (1 H, 	m) , 	4. 	2 1 —4 

. 	26 	(1 H, 	m) 	, 	4. 	63 (1 H, 	d, 	J =1 3. 7 H z) , 	5. 	60 

(1 H, 	dd, 	J =1 0. 	0, 2. 4H z) 	, 	5. 93 	(1 H, 	b r s ) 	, 

6. 	1 2 	(1 H, 	dd, 	J =1 7. 	1, 	2. 	4H z) , 	6. 	2 5 	(1 H, 	d 

d, 	J =1 7. 	1, 	1 0. 	OH z) , 	7. 	63-7. 67 	(1 H, 	m) 	, 	7 

. 	77-7. 	81 	(1 H, 	m) , 	8. 	07 	(1 H, t, 	J =8. 	8H z) , 
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8. 	1 	2 	( 1 	H, 	s) , 	8. 	1 	5 	( 1 H, 	d, J = 7 . 	6H z) , 	8. 	28 

( 1 H, 	d, 	J =2. 	2Hz) 	, 	8. 87 	( 1 	H, d, 	J =2. 	2Hz) . 

ES I —MS 	m/z 	3 99 (MH+) . 

[0307] *--01j9 

(R) — N —  (4 —77 -Zi — 5 — (*i ')-3 —4)0 —7, 	8, 	9, 

1 0 —5- 1-7L Ki=1-6H—E,) Z K [ 5' , 	4' :4, 	5 ] 	Ei=i1=1 	[ 1 , 

2 — a] 77-ffE —  9 -4)14 77 	1))1,7z K(4E-at 1 -9) 

[0308] [4E45] 

N 0 

NH2  

N

N N 

HN,r,_ 

0 

[0309] (T 	1) 	(R) —tert —1/1. (1 — L Ki=i*:>, 	'9' — 4 —i 

— 2 — 4 )I.) t)1//7— I- a)-a) 

[0310] [4E46] 

HO 

NHBoc 

[0311] -AAR 8 0)Tfl 1 TJE111,qc (5) —2— ( (t e r t —11*:>t/l/t= 

)1.) 	7Z J) 	i'9' — 4 —ingMitt) (')1,:.= (R) — 2 — ((tert -1 

1-*:>t/l/t=)1.) 77 Z i ) , J,9' — 4 -iRCEllo. 'AVM 8 0)T8 1 

LHoo)51--e. rfAIL-altmtEiittL L -C1'41 7L-  . 
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[0312] 	(T 	2) 	(R) - N -(4 -7Z ) - 5 -(*) 1) - 3 - 4 )I.)- 7 , 	8 

, 	9, 	1 0-5-  I7L H=I -6 H-L") Z K[5' , 4' : 	4, 5]E1=11=1[1 

2 - a]7-1-ffE- 9 -4 )I.)77 	')/1/ 77 Z Ka)-a 

[0313] 	[1E47] 

N 41Ik 

NH2  

N 	"--- 	\ 
I 

HN.I.r .  

0 

[0314] 	-41th1N 7 OVILI-1,:.:80•Z 	(R) 	-t e r t - Ys )l. ( 5 - a KI=1*:> 

'91 - 1 -i- 3 -4)0 t)1//7-10)1ttpl') (Z VI 1 --(141  6 tt.tc ( 

R) 	-t e r t-Ys )l. 	(1 -L KI=1*:>/91-4 -i-2 -4)0 

t)i,/7- I, 	jEll 0, 	IN 7 0)Tfi' 4 - 1 0 L PlatS,IT, valEat 

(1 	1 	5. 	5 m g) LLC  1.V4i tc. 

1  H-NMR (DMSO-d 6 ) a 	: 	1. 	57-1. 65 (1 	H, m) 	, 	1. 

78-1. 	86 	(1 H, 	m) , 1. 93-2. 	05 (2H, m) , 	2. 	77 

-2. 	89 	(2H, 	m) , 	3. 98-4. 	04 (1 H, m) , 	4. 	2 1 -4 

. 	26 	(1 H, 	m) 	, 	4. 	63 (1 H, 	d, 	J =1 3. 7 H z) , 	5. 	60 

(1 H, 	dd, 	J =1 0. 	0, 2. 4 H z) 	, 	5. 93 (1 	H, b 	r s ) 	, 

6. 	1 2 	(1 H, 	dd, 	J =1 7. 	1, 	2. 	4 H z) , 6. 	2 5 	(1 H, 	d 

d, 	J =1 7. 	1, 	1 0. 	OH z) , 	7. 	63-7. 67 (1 H, 	m) 	, 	7 

. 	77-7. 	81 	(1 H, 	m) , 	8. 	07 	(1 H, t, J =8. 8H z) , 

8. 	1 	2 	(1 	H, 	s) 	, 	8. 	1 5 	(1 H, 	d, 	J =7. 6H z) , 	8. 	28 

(1 H, 	d, 	J=2. 	2Hz) 

ES I -MS 	m/z 	3 9 9 

, 	8. 	87 	(1 	H, 

(MH+) . 

d, J=2. 2Hz) . 
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[0315] 

[0316] 

[0317] 

[0318] 

[0319] 

ELVIN 1 

N- (3-  (4-7 	) -6, 	7, 	8, 	9-5- 1-7LKI=1E,)Z K[5, 	4- 

b ]-( 	K ,):')- 5 -4)0 7 i=)I.) /X77 :-Z Ka)ahG  

[1E48] 

o® 

0  NH 

H2N 

N \\ 	/ 	N 
'N 

li1934W0 2 0 0 6/ 1 0 2 0 7 9 1-4'i 	7 i, v 1,  (,::Eaa)51(,:.-At u 

--C-  a 	1, tc . 

ES I -MS 	m/z 	384 (MH+) . 

1-;CFV:, *RBA t:.:*ZiLatOtklIrriraf4K0)-aWIVAIEIA -Zc. *-aWl 

(,, ZIA-L6t:A6Fit/ftg-t.Zta)-(1,V`so. 

0Agij 1 

(S) — te r t — 1/1/ ( 1 — (4 -) - 6 -11=1- 5 - (*) I) 

J-3-4)0 - 7 H - E 1=1 1=1 [2, 	3-d] E,):-Z:- 7 -4)0 151  

- 3 -i 	- 2 -4)0 t)1//7 - 1- 

[1E49] 

N 411t 
NH2  

1 	\ 	Br 
N
‘____/-- 

NHBoc 



WO 2013/125709 
	

77 
	

PCT/JP2013/054615 

[0320] (V11)  

(S) —t ert —1/1/ (1— (4-1=ID-5——K-7H—EDD 

[2, 	3—d] EI):Z:')-7 —4)14 1,9i-3 —i-2-4)1.) t)i./ 

7—  I- O) 

[0321] [4E50] 

CI 

N 	'',- 	\ 

IL' 	
N

\____7- 
-N H Bo c 

[0322] I- ,) 7 i=)1/* 	7-f 	( 1 3 . 	1 g) 05-  I-7F75'( 7 0 m I 

) gAt::_, 3.ICA1, 	77 `it/l/tR-1 V 7°CI EA/ (2. 	4 4 m I ) 	Ilc,  

-D < t') )ili A_ tc. arin-Y310t-Ft:.-_ -c 1 HilV1If' 1, tc_-1, 	4-rtipe 0 r g. 

Let t. 	, 	2005, 	vol. 	7, 	No. 	5, 	p p8 	7-84 9 t:.-..E,E$S4 

10516:.-At U-C -Eì  	Lk- 	(S) 	—t e r t-1/1/ 	(1 —L Ki=1*:>1,9' 

—3 —i-2-4)1.) t)i./7-1- (7. 	09) EzVe4-1=H=1-5- 

- K —7 H—Ei=ii=i [2, 	3—d] 	E,):- 	(6. 	97g) a)5- 1-7LK 

1=1 7 7 	( 3 5 m I ) g'ffY 	(ID -D < (,) )ilil Aito aVA-Y -k-5nTaT.-_ -C 2 Hi Iv 1I14- 

1, 7L-1, gPIAlliia 	L AL-. 14' 6 tt.tcR3AT 	:> ') t it/l/t 71x 	1=1 7 I- fJ 

 -I — (E193M11 : /•*It 	/Ei'FRI)l.) t:::-Clitlz' L. 	fltat 2 0 

. 	8 4 g 	?)Mt,IEIEPItItNL 1./V41 7-c_-. 

ES I —MS 	m/z 	448, 450 (MH+) o  

[0323] (V12)  

(8) —t e rt-1/1. 	( 1 — (4 —7Z ) —5——K-7H—Ei=i 

1=1 [2, 	3—d] E,):-Z:')-7 —4)14 1,9i-3 —i-2-4)1.) t)i. 

/7— I-a)-a 

[0324] 
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[1E51 ] 

NH2  

N 	'''•••• 	\ 
I 

N
V____/- 

- 
NHBoc 

[0325] 	VI 1 --c14 64-tit (S) —t e r t -1/1/ (1 — 	(4 - 1=II=1 —  5 — 

—K-7 H—Ei=i1=1 [2, 	3—d] E')Z-7 —4)0 7'9'-3—i 

—2-4)0 t/l//7-1- (20. 84g) 6:.:8N7=7—)<g)—)1, 

ga (89. 	4m I) 	Xi A_ , 7J-  — I- 	I, — liti, 	1 2 01.--e 6 Hirmtli- I., 
tco agVra31<ni'l, gPIAllia Lt  :0 14'6 tt.tcR3AT 	',YE 0 )( '91 1 — 

11/TaRl. 116 tt. tc Ant 	2 ER L, A )( 5' ) —11. (1 1 m I) TA 341-1 

glItVg -Z a Lt:.-..ct t') , VA tat 8. 	2 8 g 	 Lc 	1 A A: 

0 

ES I —MS 	m/z 	430 (MH+) 0  

[0326] 	(ifi' 3 ) 

(S) —tert-1/1/ 	(1— (4 —7 7  Z ) —5— (*i ') -3 --f 

)l.) 	—7 H—Ei=i1=1 	[2, 	3—d] E')..- -7 —4)0 7'9'-3—i 

— 2 —4)0 t/l//7— I- OD-a hG 

[0327] 	[1E52] 

N * 

NH2 

N 	-- 	\ 

N 
	NV__/---  

- 
NHBoc 

[0328] 	ifi 2 ---(14 6 tit (S) —t e r t -1/1/ 	( 1 — (4 — Ti i — 5 — 

—K-7H—Ei=i1=1 [2, 	3—d] E')..- -7 —4)0 1,9i-3—i 

— 2 — 4 )I.) 	t )1//7— I- 	( 8 . 2 6 g ) , 	3 —*J') 	t 1=1 	R (4 . 
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9 9 g) , gR-t:>',11, (1 2. 	5 4 g) , 	1, 	1' 	— E' 	(V7 i=)I/* 

7-f)) 	7ii=i-t—i7V,,L, (I 	I) Vi=i1) K (7 8 5. 	6 	mg 

) , DME (66m I) arf* (3 3 m I ) vgalt2A.A.A:M-F, 	10 

O 1.-e 2 HilVtIf 	Lk-. arit-A-Y“A11,1, 7.1<1 rfEfFRi)1/)inA., VM1,1 

3AtE,1, 7.1<1,1 	I'M' 	)1/ ---e 2 EN ffl I., tc. 14' 6 tat VM1,1 	,:,o.l<KR7 

,:> r, L.--etVIM, gPlifilllia 	1, Az-. 14' 6 ttd-z-_-  RI 	:> I) t )72)1/t 5 

1.,.1=17 I- 	7 7 4 — () 	193C7M1 : ,N*It 	/EI/FRI)1/, E/FRIJI//)< 

g) —AA t:.-_ --calz' l„ rfAlEalt 8. 	0 g 	,s*tt.12tKL L-CAtto 

ES I —MS 	m/z 	43 1 	(MH+) o  

[0329] (V14) 

(S) —tert — 1/1/ ( 1 — (4 —77 Z) — 6 —11=1— 5 — (*) I) 

—3-4)0 — 7 H—E1=11=1 [2, 	3—d] EI)V— 7 —4)0 1,9 

— 3 —i— 2 —4)0 t)l./7 — I- op-a) 

[0330] [1E53] 

N it 
NH 

N 	"••• 	\ 	
Br 

 

N 	
N\___/—  

NHBoc 

[0331] ifi 3 --em 6 tt,tc (S) —t e r t — 1/1/ 	(1 — (4 —7Zi— 5 — 

(*)1)— 3 —4)14 — 7 H—Eim=i [2, 	3—d] EI):-ZV— 7 —4 

)I.) 1,9i-3 —i-2-4)1.) t)l./7-1- (7. 	98 9) ODMF 	(6 

4m I ) gat:.-_, 	— 1 51.---eN-11=1 -1 Z K 	(3. 	63 9) 	)ilil 

Aj-c_-'f, 	— 1 51.Z 1 Hirmtli- Lk-. az* t:1 0 %7J-Kogid- I,  i) r, IA* 

gaRVII/FRI)1/ 	)ilil A_ tc: ,l, 	25.101.-C 1 0 3rim1,114- I., Az-. VM1,1 	3AtE,1 

, *),V, 	I'M i 	)1.-e 2 El tEli ffl I., tc. 14' 64-LtcVN,IMRIM-17.1< --e 2 DA 

34 1, „w 7.1< KR 7 	r, A ---etVIM, g PI 	7 )1 ii8 	1, tc. 14' 6 tt.tc RI 
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:> ') t it 1 I. t 71a 	1=17IN77 4 — (ERMI : Ei'FRi)1//)( ,9' J — 

AA t:::-Clit' L, VAIL-at 6. 	30 g 	?)14.t, 1* L L Vffitc. 

1 H—NMR 	(CDC 1 3 ) 	a : 1. 	26 	(9H, 	s) , 4. 	35-4. 39 

(1H, 	m) , 	4. 	50-4. 	56 	(1H, 	m) , 4. 72 	(1H, 	b r s 

) 	, 	4. 	92 	(1 H, 	b r s) 	, 	5. 	26 	(2H, 

, 	5. 	33-5. 	39 	(1 H, 	m) 	, 	5. 	92 	(1 

d, 

H, 

J=1 O. 	5Hz) 

ddd, 	J=1 7. 

2, 	1 0. 	6, 	5. 	4Hz) 	, 	7. 	63-7. 6 7 (1 H, 	m) 	, 	7. 7 9 

—7. 	83 	(1 H, 	m) , 	7. 	90-7. 	92 (1 H, m) 	, 	8. 	1 9 (1 

H, 	d, 	J=8. 	3Hz) , 	8. 	27 	(1 H, d, J=1. 	7Hz) 	, 8. 

35 	(1 H, 	s) 	, 	9. 	07 	(1 H, 	d, 	J=2. 2Hz). 

[0332] 

ES I—MS 	m/z 	5 09, 	5 1 1 	(MH+) 

OAR 2 

c, 

(R) —tert—Ys /l/(1— (4 — ) —6-11=1-5— (*)') 

—3-4/1.) —7 H—EITh=1 [2, 	3 — d] E') --.Z:')-7 —4)14 151  

— 3 —i 	— 2 —4)0 t/l//7— IN 

[0333] NE541 

N it 
NH2  

1 	\ 	Br 
N 

\--C— 
NHBoc 

[0334] (i 	1 ) 

(R) 	—t e r t —1/1/ (1 — 	(4 —1=11=1-5 ——K-7H—E1=11=1 

[2, 	3 — d ] E ') --.Z :'JJ — 7 —4 AA 1'91 — 3 —i— 2 —4)14 t)I./ 

[0335] 
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[4E55] 

CI 

N 	"'•••• 	\ 

N
\_____(--- 

NHBoc 

[0336] 	OVN 1 0)ifil  1 t:.-.. 8 0-  Z (S) —t e r t —1/1/ 	(1 —L KI=I*:> 

151 — 3 —1 	— 2 —4)0 t)1//7— I-04V) (,) t:.-.. (R) —te r t —1 

)l. ( 1 — L KI=1*:>1'91 — 3 —i 	— 2 --f )I4 t)1//7— I- (8. 	7 

4 9 ) CE ON -*IN 1 a)ifi 1 L Piets5I--e, rfAlEat 1 1. 0 5 9 

lEi .t.12tKLL/Z114Itz-_-. 

ES I —MS 	m/z 	448, 450 (MH+) o  

[0337] 	(Tfl 2 ) 

(R) —tert —1/1/ (1 — (4 —7) — 6 —11=1— 5 — (*) I) 

— 3 —4)14 — 7 H —Epp [2, 	3—d] E ,) ,-z: 	— 7 —4)0 151  

— 3 —i 	— 2 —4)0 t)1//7— 1-a) -a 

[0338] 	[4E56] 

N I. 

NH2  

1 	\ 	Br 
N 	N

\......(
__  

NHBoc 

[0339] 	_OVN 1 0)1fi 2 t:.:80. Z (S) —t e r t —1/1/ ( 1 — (4 — 	1=11=1 

—5——K-7H—EDD [2, 	3—d] E')..- -7--()1.) 1'9' —  

3 — i — 2 — -f )I4 t)1//7— I- 0)1V) 1') (ZVI' 1 T1'41  6 tt.tc ( R ) —t 

e r t-1/1/ (1— (4-1=11=1-5——K-7H—EITh=1 [2, 	3— 

d] E') Z :'JJ— 7 —4)0 1'91 — 3 —i 	— 2 —4)0 t)1//7— I- ( 7 

. 	8 8 g ) CE11 0, OVN 1 	T 2-44 	5I--,LP]ats 	rfAlEat 6. 
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8 0 g 	, 	12tK L 1./Z1'41  tc_-. 

1 H-NMR (CDC 1 3 ) 	a : 1. 	26 	(9H, 	s) , 	4. 	3 5 -4. 	39 

(1 H, 	m) , 	4. 	50-4. 56 	(1 H, 	m) 	, 	4. 	72 	(1 H, 	b r s 

) 	, 	4. 	92 	(1 H, 	b r s) , 5. 	26 	(2H, 	d, 	J=1 O. 	5 Hz) 

, 	5. 	33 -5. 	39 	(1 H, m) 	, 	5. 	92 	(1 H, 	d d d, 	J =1 7. 

2, 	1 0. 	6, 	5. 	4 H z) 	, 7. 63-7. 	6 7 	(1 H, 	m) , 	7. 	7 9 

-7. 	83 	(1 H, 	m) 	, 	7. 90-7. 	92 	(1 H, 	m) , 	8. 	1 9 	(1 

H, 	d, 	J =8. 	3 H z) , 	8. 27 	(1 H, 	d, 	J =1. 	7 H z) 	, 	8. 

35 	(1 H, 	s) 	, 	9. 	07 (1 H, 	d, 	J =2. 	2H z) . 

ES I -MS 	m/z 	5 0 9, 5 1 	1 	(MH+) c, 

[0340] OAR 3 

(S) -te rt -1/1/ (1 - (4 -)-6 -11:I- 5 - (*) 

') 	- 3 - -f A.) - 7 H - EDD [2, 	3 - di E,) Z:)% - 7 -4 AA /' 

% g 	4 -I%- 2 --01.) t/l//7- 

[0341] [1E57] 

N et 
NH2  

N 	"••• 

N 

NHBoc 

[0342] (i 	1 ) 

(S) 	-t e rt -Ys )l. (1 - (4-1=11=1- 5 --K- 7 H-ED 

1=1 	[2, 	3-d] 	L"):Z:')- 7 --01.) /91 -4-i-2--f)1.) t 

10ahG  

[0343] 
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[1E58] 

CI 

N ****-- 
I 

\_____7
_, 

NHBoc 

[0344] 	OVN 1 0)Tfl 1 6:.-..80- Z (S) — tert — Ys )1/ 	(1 — LKI=1*:> 

1'91—  3 —i— 2 —4)0 t)1//7 — 1- 0)1V-) (,) (,:.-.. (S) — tert -1 

)1/ ( 1—L Ki=1*:> ,9i-4—i-2-4/1.) t/l//7— I- 	(11 

. 	9 3 9 ) CE11 0. OVN 1 oDifi 1 LP]ets51-  - e , rfliE at 4. 	9 6 

9 4E .t,EIEPIt!ttNL 1., C114Itc . 

1 H—NMR 	(CDC 1 3 ) 	S : 	1. 	3 5 	(9H, 	s) , 	2. 	1 8-2. 	3 5 

(2H, m) , 	3. 	97-4. 	05 	(1 H, 	m) , 	4. 	27-4. 33 	(1 

H, 	m) 

m) 	, 

	

, 	4. 	40-4. 	45 	(1H, 	m) , 	4. 	63-4. 

	

5. 	14-5. 	19 	(2H, 	m) , 	5. 	76-5. 	86 

65 

(1 

(1H, 

H, 	m) 

, 	7. 42 	(1 H, 	b r s) 	, 	8. 	62 	(1 H, 	s) 	. 

ES I —MS 	m/z 	462, 464 (MH+) c, 

[0345] 	(VI 2 ) 

(S) — ter t —  Ys )l. 	(1— (4-7Z )-6-11=1-5— (*i 

I) 	— 3 --f )I.) 	— 7 H — ED 1=1 [2, 	3 — d ] 	E,) -.Z:'JJ— 7 — 4)14 

J,9' —4 —i— 2 —4)0 t)1//7 — I- O) 

[0346] 	[1E59] 

N * 

NH2 

N 
\

\ 
I 	Br 

/ 

NHBoc 
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[0347] OAR 1 0)ifi 2 t:.-.80.Z (S) -t e rt-Vs /l. (1- (4-1=11=1 

-5--K-7H-Emp [2, 	3-d] E')Z:')-7--f)1.) 1'9'- 

3 -i- 2 -4)0 t)1//7- I-0)1V) (,) t:.:Tfl 1 --(141 64-Ltc (S) -t 

e r t -Ys )l. 	(1 - 	(4 -1=11=1-5--K-7H-Ei=i1=1 	[2, 	3 

- d ] 	E') --.Z:')- 7 --f )I.) 	J,9' - 4 -i- 2 --f )I.) t)1//7- I- 

(4. 	9 0 g) CE110, OAR 1 0)1 12 -4 L Pletcl:IT, 	'k.'llEalt 

3. 	6 7 g 	?)M't, 	1* L 1., --CAtc_-. 

1 H-NMR 	(CDC 1 3 ) 	a : 1. 	23 	(9H, 	s) , 	2. 	39-2. 	42 

(2H, 	m) , 	4. 	19-4. 	27 	(1 H, 	m) , 	4. 	29-4. 	34 	(1 

H, 	m) , 	4. 	43-4. 	50 	(1 H, 	m) , 	4. 	92 	(2H, 	b r s) , 

5. 	04 	(1 H, 	d, 	J=8. 	5Hz) , 	5. 	18-5. 	24 	(2H, 	m) 

, 	5. 	86-5. 	96 	(1 H, 	m) , 	7. 	63-7. 	67 	(1 H, 	m) , 	7 

. 	79-7. 	83 	(1 H, 	m) , 	7. 	90-7. 	92 	(1 H, 	m) , 	8. 	1 

9 	(1 H, 	d, 	J=8. 	5Hz) 	, 	8. 	27 	(1 H, 	d, 	J=1. 	5Hz) 

, 	8. 	34 	(1H, 	s), 	9. 	07 	(1H, 	d, 	J=2. 	0Hz). 

[0348] 

ES I-MS 	m/z 	523, 	525 (MH+),, 

GAIN 4 

(R) -t e r t-Ys )l. 	(1 - (4 -7)-6-11=1-5- (*) 

') 	- 3 --f )0 - 7 H - Ei=11=1 [2, 	3 - d ] E') Z:'JJ- 7 -4)0 

,9' - 4 -i- 2 -4)14 t)1//7- I- 

[0349] [1E60] 

N 411t 
NH2  

I
N 	 / 

NH Boc 

[0350] (Tfl 1 ) 
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(R) —tert—Ys )l. 	(1— (4-1=11=1-5——K— 7 H—ED 

1=1 [2, 	3—d] 	EI)Z:')-7 —4)14 / ,9-4—i-2--f)1.) t 

I-10ahG  

[0351] [4E61] 

CI 

N 
I 

N 	 / 

NHBoc 

[0352] OVN1 OVIII 1 6:.-.80- Z (S) —tert—Y)l. 	(1—LKI=1*:> 

151 — 3 —i 	— 2 —4)0 t)i./7— I- 04V) (,) t:.-. (R) 	—tert-1 

)1. 	(1 —L Ki=1*:' ,9' —4 —i— 2 —4)14 t)1//7— 1- (8 5 

6. 4 m g ) CEI10, OVN 1 ODifl 1 LPlatsa--e, VAlEat 1. 5 

4 g 	'i,IEI.t,17tKL l,--Mi tc. 

1 H—NMR 	(CDC 1 3 ) 	S: 1. 	3 5 (9H, 	s) , 	2. 	1 8-2. 	3 5 

(2H, 	m) , 	3. 	97-4. 	05 	(1 H, 	m) , 	4. 	27-4. 	33 	(1 

H, 	m) , 	4. 	40-4. 	45 	( 1 H, m) , 	4. 	63-4. 	65 	( 1 H, 

m) , 	5. 	1 4-5. 	1 9 	(2H, 	m) , 	5. 	7 6-5. 	86 	(1 H, 	m) 

, 	7. 	42 	( 1 H, 	b r s) 	, 	8. 	62 ( 1 	H, 	s) 	. 

ES I —MS 	m/z 	462, 464 (MH+) o  

[0353] (VI 2 ) 

(R) —t e r t—Ys )l. 	(1— (4-7Z)-6-11=1-5— (*i 

')— 3 --( )I.) — 7 H—EDD [2, 3—d] 	E')Z:'J— 7 — -I )I/) /' 

%g-4 	—4)0 t)i./7— I- a)-a 

[0354] 
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NE621 

[0355] 	OAR 

3 -i- 

e r t 

-d] 

(9 7 

Q t 1 

1 H-NMR 

(2H, 

H, 	m) 

5. 	04 

, 	5. 

. 	79-7. 

9 	(1 

, 	8. 

ES I 

[0356] 	OAR 

-5--K-7H-Em=i 

N 

NH2  

L\ \ 
Br 

/ 

NHBoc 

1 oifi 2 6:.-_86fz 	(S) 	-te r t -Vs /l. (1- 	(4 - fj 1=11=1 

[2, 	3-d] 	E')-Z:')-7--()l.) 	1'9' - 

2 --f )1.) 	t/l//7- I-0)1V) (,) t::_ifl 1 --(141  6 4-Lit (R) 	- t 

-Ys )l. 	(1- (4-1=H=1-5--K-7H-Ei=i1=1 [2, 	3 

E')-Z:')-7--f)l.) ,9i-4-i-2--f)l.) t/l//7-1- 

4. 	9 m g ) 	fEll 0, OAR 1 0)Tfl 2 -4 L Pletcl:IT, 	'k.'llE 

. 	0 2 9 	Sz4E.t, 	1* L L, Z14 tc. 

(CDC 1 3 ) 	a : 	1. 	23 	(9H, 	s) , 	2. 	39-2. 	42 

	

m) , 	4. 	19-4. 	27 	(1 H, 	m) , 	4. 	29-4. 	34 	(1 

, 	4. 	43-4. 	50 	(1 H, 	m) , 	4. 	92 	(2H, 	b r s) , 

(1 H, 	d, 	J=8. 	5Hz) , 	5. 	1 8-5. 	24 	(2H, 	m) 

86-5. 	96 	(1 H, 	m) , 	7. 	63-7. 	67 	(1 H, 	m) , 	7 

83 	(1 H, 	m) 	, 	7. 	90-7. 	92 	(1 H, 	m) 	, 	8. 	1 

H, 	d, 	J=8. 	5Hz) , 	8. 	27 	(1 H, 	d, 	J=1. 	5Hz) 

34 	(1 H, 	s), 	9. 	07 	(1 H, 	d, 	J=2. 	0Hz). 

-MS 	m/z 	523, 	525 (MH+) c, 

5 

(R) -t e r t-Ys )l. 	(5- (4-7Z)-6-11=1-5- (*) 

')- 3 --( )1.) - 7 H - Epp [2, 	3 - d ] E') Z:')- 7 -4)0 

J,9' - 1 -i- 3 -4)0 t/l//7- I- 
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[0357] [1E63] 

N * 
NH2  

N 	'.'••• 	\ 
Br 

N 

BocHN‘.  

[0358] (VI 1 ) 

(R) —tert — 1)I, 	(5— (4—mi=i— 5 ——K— 7 H—ED 

1=1 [2, 	3—d] E')..- — 7 —014 /J,9i— 1 —i-3 —014 t 

)1//7— I- 0)-a 

[0359] [1E64] 

N 	"..- 	\ 
I 

BocHN‘'  

[0360] OVN 1 0)18 1 6:.:80- Z (S) — t e r t -1/1/ 	(1 — LKI=1*:> 

151—  3 —i 	— 2 —4)0 t/l//7— I- 0)4t1--)(,) (,:.= (S) — tert -1 

)1, 	(5 —L Ki=1*:> ,9i— 1 —i-3 —4)0 t/l//7— I- (2. 

5 9 ) CEII ON OVN 1  OVIII  1 LPlatc1:51T, rfliEat 3. 4 9 9 

Sz 	, 	12tK L I., --C-147-c: . 

ES I —MS 	m/z 	463, 46 5 (MH+) o  

[0361] (T 	2) 

(R) —tert —1)I. 	( 5 — (4 —77 Z) — 6 —11=1— 5 — (*) 

') 	— 3 --( )I.) — 7 H — ED 1=1 [2, 	3 — d ] E'); :'JJ-7--(JO 

J,9' — 1 —i 	— 3 —4)0 t/l//7— I- O)-a 
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[0362] [1E65] 

N . 

NH2  

	

N 	"••••

N  

\ 

	

I 	Br 

BocHN 

[0363] _OVN 1 0)ifi 2 t:.-.80. Z (S) —t e r t — Ys )l. (1 — (4 - 1=11=1 

—5——K-7H—Em=i [2, 	3—d] E')-Z:')-7--f)14 1'9' —  

3 —i— 2 --(JO t)1//7— INODittpt,) t:.:Tfl 1 --(141  6 tt.tc (R) — t 

e r t-1/1. 	(5— (4-1=11=1-5——K-7H—E1=11=1 [2, 	3 

— d ] E') Z :')— 7 —4)0 	J,9' — 1 —i 	— 3 --f AA t)1//7— IN 

(3. 	2 1 g) CE11 0, OVN 1 0 1 12 —4 	 Z,LPletS.51  	'k.1.1E-alt 

3. 	1 	5 9 	j?)14't,17tKL 1_, --014I tc_- 0 

1 H—NMR 	(CDC1 3 ) 	a : 1. 	46 	(9H, 	s) , 	2. 	02-2. 	21 

(2H, 	m) , 	4. 	26-4. 	53 	(3H, 	m) , 	4. 	90 	(2H, 	b r s 

) 	, 	5. 	07 	(1H, 	d, 	J=12. 	4Hz), 	5. 	15 	(1H, 	d, 	J= 

17. 	2Hz), 	5. 	15-5. 	23 	(1 H, 	m) 	, 	5. 	78 	(1 H, 	dd 

d, 	J=1 7. 	2, 	12. 	4, 	5. 	2Hz) 	, 	7. 	61-7. 	67 	(1 H, 

m), 	7. 	78-7. 	83 	(1H, 	m), 	7. 	88-7. 	93 	(1H, 	m) 

, 	8. 	17-8. 	21 	(1H, 	m), 	8. 	26 	(1H, 	d, 	J=2. 	2Hz 

), 	8. 	35 	(1H, 	s), 	9. 	06 	(1H, 	d, 	J=2. 	2Hz). 

[0364] 

ES I—MS 	m/z 	523, 	525 (MH+) c, 

_OVN 6 

(R) —6-11=1-7— (2— ( (t e r t — 7)14))( 	)1/:> DIA 7J- 

*:>) 151—  3 —i 	— 1 —4)0 — 5 — (*) ') 	— 3 —4)0 — 7 H — 

Epp [2, 	3—d] E')Z:')-4-7-1-Z 
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[0365] [1E66] 

N 4110 

NH2  

\
\ 

I Br 

OTBS 

[0366] (T 	1 ) 

4 — 	1=11=1 —  5 —— K —  7 — 	( (2 — 	(I- '))()I.:>'))14 1 I-*:>) 	)( 

3-)l.) — 7 H — EDD [2, 	3 — d ] E ') 	;i  

[0367] [1E67] 

CI 

I 
N

N   N 

Si— 
/\ 

[0368] *AlEt F ') r, L. (3. 	4 g) 0) D M F 	(1 9 0 m I) grf-y6:.-_, 	3.KAT, 

4-1=ii=i— 5 ——K— 7 H—Emp [2, 	3—d] EI):-Z: 	(20. 

0g) ODDMF 	(5 0 m I ) grf-y 	(ID , < tj )iii A.  tc_-.1, 	2 

DIA 	1 1-*:>)( 	)1. 	1=1 ') F' 	( 1 3. 	3m I ) 	))1:1A., 

14- Lk. az* t:.-.. 2 — 	( I- I) )( 	)1.:> I) )14 1 I-*:> )< 

_ 	(I,  i) )( 	)14., 

PhIolt:.= -C" 2 Hect 
)1. 	D') 	K 	( 1 . 

3m I ) 	. -,3_ 6 t:.=)iliA., 22C 1 Hi rc,11- 1, tc .  awl 4K ( 6 0 0 m I 

) t:.= A T, 20Z -C 1 5 3• rmtm, 	L tz-_-  . 14' 6 tt. tz-_-  Ant ZtER 1,, 	7.0-3 ck tie 

4 V 7°CI E/1/ 1 —5-)Ve5A3, 	r.)11/FRI)1/1,:.:gflq-:5 -ft AL-1, VAC: 

ct (') 	'74!tt 	1)21AIJ 1., tc. VAIV74P1Allia 	1, --C141  6 tt.tcR3AT t:.-./N 7°51 

XI A_ --C.  Ant 	VAR 1,, '7°g 	--05A341-1, gatVIA -  Z a' L t:.-.. ct (') , 	 

11. 1I 	2 1. 	2 g 	n t 	12tK L I., --C-147L-  . 
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ES I —MS 	m/z 	409, 41 1 	(MH+) o  

[0369] (VI 2) 

5 — 	— K —  7 — 	( (2 — 	( I- ') )( 	)1.:> '))1.) i I-*:>) )( 	)1/) 	— 7 I-1 

— E 1=1 1=1 [2, 	3—d] 	E'):-Z:')-4 - -Tiz Ja)-a 
[0370] [1E68] 

NH2  

N 	--•••• 	\ 
I 

N 

Si— 
/\ 

[0371] 1I1 T'f'4' I. tt.tc:  4 — 	1=1 1=1 — 5 — 	— K — 7 — 	( ( 2 — ( 	1) ) 	)1.:> 

DO 1 	..:>) )3)L.) — 7 H — E 1=1 1=1 [2, 	3 — d ] E') Z :'JJ (20 

. 	0 g) 6:.-..8N7=7/)<g)—)14.1744 (1 20m 1) )jriA_, 	74 

1=1r, i—laFt‘ixt:::-c 1 2 01e 1 HirAltiLtc. aVrf-Y“Aii,/, )< ,9i 

) —)I. ( 6 5 m I ) 8 ck rf 7K ( 1 8 5 m I ) --eafRLito 14' 6 tt. tc Ant 

IJUR L, 7.1K ---ea3, gatV3 -zz: Lt:.-.. ct a) , rfAlEalt 1 5. 	2 g 	n 
.t,12tKL I. /V41  tz-_-  . 

ES I —MS 	m/z 	391 	(MH+) o  

[0372] (ifi' 3 ) 

5 — 	(*) 1 ) 	— 3 --( )I.) 	—7— 	( (2 — 	( I- ') ) 	JI.')/1.) 1 1* 

) )</l.) 	—7 H—Ei=i1=1 [2, 	3—d] 	E,):-Z-4 —jz Ja)-a 
[0373] 
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[1E69] 

N * 

NH2 

N 	,. 	\ 

N 	N 
\--0 

\--"A 
Si- 
/ \ 

[0374] 	1f'1' 2 T1141  6 tt.tc 5 — 	—F —7— 	( ( 2 — 	( I, 1) )< 	)1,:> 1) )I,) I I,* 

:>) 	)</l.) — 7 H — E 1=1 1=1 	[2, 	3—d] 	E')..- -4-7:-Z 	(1 5 

. 	0 g) , 3 — * i ') Jt1=LJR (8. 	6 g) , 5- 17* 	P) 7i=)1/* 

Z7 -f M'7r,11, (0) 	(2. 	2g) O)DME (2 7 Om I) grf-y6:.-_, 	2Mg 

oaf I-') r, IA * g a (3 8 m 1 ) 	))1:17t., 2An#WF, 	9 O1.--e 6 Hi!Att 

i' Lit. arin-YniAii,l, 4K (300m I ) 	a T, 14 641. tc Ant 	2ER 

L, 7.03 ck Ve 	4 '1 7°1=1E/1/ 1 — 5-  A/ T A341-1, 	ifilatVgA 1., tz-_-  . 14 641. tc R 

')t it/1.t 710 1=17 I- 	7 7 -I — (Er3C7M1 : )< g) — 11/ / 	1=11=1 

*11/ .LA) (Z .-Ca' L, VAIL-at 1 0. 	1 7 9 	?)M't. 	1* L 1.V41 tc. 

ES 1 —MS 	m/z 	392 (MH+) o  

[0375] 	(V14) 

5 — (*)1)-3-4/1.) 	— 7 H —Ei=ii=i [2, 	3—d] 	Ei):- -4 

— 77  Z IVA ±.110) -a 

[0376] 	[1E70] 

N ift 
NH2 

N„ 	\ 	2HCI 
N  

N 	H 
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[0377] Tfl 3 --(141  6 tt.tc 5 — (*) 1 ) 	— 3 — 4 )1.) —7— ( ( 2 — ( I- ') )< 

)1.i')/1.) 1 I-*:>) )< 	)1.) — 7 H — EDD [2, 	3 — d ] 	E') Z :'J 	— 

4 —7Z 	(1 0. 	0 g) 0)i ,91  J —11. (200m I ) gAt:.-_, 	9 Oftt:.-.. -C 

IigitiR ( 2 0 m I ) 	)irl A., 	PIO,: --"C 2 5 31'1/4-' 1., tzL-1, VAR ( 3 0 m I 

) 	MA., PI MT= --C.  7 5 3•12A111. 	L tc: . arit-A-Y“Aii,/, i,9' ) —)I. (1 0 

Om I ) 	)J11 A., 	9 5 IJ:.-_ -C 9 03•12Alt 	1., tz-_-. 	-t.  CA, 	'51  i —)1. (1 0 

0m I ) , VAR ( 2 5 m I ) 	)j1:1A., 	P15.H. t:.= --C 4 EM11114-' L tc: . a WI 

niAii,l, MIFRi)1/A.tc,l, 141  64-Lk-Ant 	JEffy L, MIFRi)1/---ea 

341-1, AatiM:31 -  z z: L t::_ct (,), V11E-at 4. 	4 g 	't,'12tKL L -cmtc_- 

. 

ES I —MS 	m/z 	33 5 (MH+) o  

[0378] (Tfl 5 ) 

(R) —7— (2— ( (t e r t —1)14J) 	)1.:> ')/1/) 7J- * :>) 15' — 

3—i— 1 —4/1.) —5— (*J')-3 —4)0 —7H—I°DD [2, 

3 — d] E'):-Z-4-77:-Z Ja)-a 

[0379] [1E71] 

N 411k 
NH2  

N 
I 

OTBS 

[0380] if'1' 4 --(141  6 tt.tc 5 — (* i 1) 	— 3 — 4 )1.) — 7H—EDD [2, 	3— 

d] 	E,) ..-Z -4 -77:ZilaRirn (1. 	22g) O)DMF 	(12. 	2m I 

) g'ff-Y6-,=, 	'OR t ')',./A (4. 	0 g) , 	(R) 	—2— 	( (t e r t —'7 	)l. 

))1.:>')/1/)7J- *:>) 	151 -3 —i— 1 —4/1/ 4—) 	)1./J-ffJ 

)1/*J-- I- 	( 1 . 	43 g) 	'-k-5R.t:.-_ ---C))11A_A-_-,1, 	9 0 1.--e 2 0 HilV1,11T-' 1., tc_- 

. a WI “Aii,l, 71K ( 4 9 m I ) 	A T, 2 sai t:.-. -c 3 Hi m It 14-  L, tc. 1416 
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tt.tc Ant 	JEER L, 7.K T 5A3. g a tVIA L AL-. 14' 6 tt. tc R I. 	:> ') t it 

)1/t 71,. 	1=1 7 l7 7 -I - (ERMI :)< 51  i -11/ /I IFRI 	AA t:::-Clit 

II  L. VAIL at 1 . 3 1 9 	?)M't, 	1* L L ZAtc. 

1  H-NMR (CDC 1 3 ) 	a : -0. 	32 	(3H, s) 	, -0. 	1 1 	(3H 

, 	s) 	, 	0. 	80 	(9H, 	s) 	, 	4. 	06 	(1 H, dd, J =1 3. 	9, 	8 

. 	5 H z) 	, 	4. 	46 	(1 H, 	dd, 	J =1 3. 	9, 3. 2H z) , 	4. 	5 

9-4. 	64 	(1 H, 	m) , 	5. 	06 	(2H, 	b r s ) 	, 	5. 	22 	(1 H, 

d, 	J =1 0. 	5 H z) 	, 	5. 	40 	(1 H, 	d, 	J =1 6. 	8H z) , 	5. 

89-5. 	97 	(1 H, 	m) 	, 	7. 	2 1 	(1 H, 	s) , 	7. 	6 1 -7. 	65 

(1 H, 	m) 	, 	7. 	74-7. 	78 	(1 H, 	m) 	, 7. 	89 	(1 H, 	d, 	J 

=8. 	1 H z) 	, 	8. 	17 	(1 H, 	d, 	J =8. 	3 H z) 	, 8. 	23 	(1H 

, 	d, 	J =2. 	2H z) 	, 	8. 	40 	(1 H, 	s) 	, 

=2. 	OH z) . 

9. 	1 0 	(1 H, 	d, 	J 

[0381] 

ES I -MS 	m/z 	446 (MH+) c, 

(i 	6) 

(R) 	-6 -11=1- 7 - 	(2- 	( (t e r t -1)14J)( 	)1.i')/1.) 7J- 

*:>) 151  - 3 -i 	- 1 -4)0 - 5 - (*) ') - 3 -4)0 - 7 H - 

Epp [2, 	3-d] E,)-- -4-77 -ZIO-a 

[0382] [1E72] 

N 0 

NH2  

N 	\ 
I 	Br 

N 

OTBS 

[0383] _OVN 1 071f'4 O) (S) -tert-Ys )l. ( 1 - (4 -7Z)- 5 

- (* j 1) 	- 3 - 4 )I.) - 7 H -Epp [2, 	3-d] E,)--.Z:- 7 - 

-(A4 15' - 3 -i 	- 2 --f AA t /I./ 	- I- 01 -U-D (') t::_ifl 5 --(141  6 tt. 
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tc (R) 	-7- 	(2- 	( (t e r t -Vs )14J)()I.:>')/1/) 7f*:>) 15' 

-3-i-1-4/1.) -5- (*J 1)-3-4)I.) -7H-EDD [2 

, 	3 - d ] E ,) Z :') 	- 4 -7Z 	( 1 . 	3 0 g ) 	JE110, OVN 1 OVIII  

4 LP]al-S.5IT, rfliEat ( 1 . 	4 4 g) 	't.'12tKL L-cAtc. 

1  H-NMR 	(CDC 1 3 ) 	a : -0. 	34 	(3H, 	s) , -0. 	12 	(3H 

, 	s), 	0. 	75 	(9H, 	s), 	4. 	33-4. 	40 	(2H, 	m ) , 	4. 7 

4-4. 	79 	(1 H, 	dm) , 	4. 	91 	(2H, 	b r s) , 5. 	21-5. 

24 	(1H, 	m) 	, 	5. 	36-5. 	41 	(1H, 	m) 	, 	5. 92-6. 01 

(1 H, 	m) , 	7. 	63-7. 	67 	(1 H, 	m) , 	7. 	79-7. 	83 (1 

H, 	m) 	, 	7. 	92 	(1 H, 	d, 	J=7. 	8Hz) 	, 	8. 20 	(1 H, d, 

J=8. 	5Hz) , 	8. 	24 	(1 H, 	d, 	J=2. 	2Hz) , 	8. 	37 (1 

H, 	s) 	, 	9. 	06 	(1 H, 	d, 	J=2. 	2Hz). 

[0384] 

ES I-MS 	m/z 	524, 	526 (MH+) c, 

*MR 1 0 

(S) -tert-Ys )l. (4-7)-5- (*J 1)-3-4/1.) -6 

, 	7, 	8, 	9 - 5- I- 7LKDE1)Z K [5, 	4-b] 4 K 1):')-8--( 

)I.) 	t)1//7- I- 

[0385] [1E73] 

N 40 
NH2  

N 	"--- 	\ 

N 

-NHBoc 

[0386] _OVN 1 --(14 64-tit (S) -ter t- Ys )l. (1 - (4 -7Z1- 6 - 

11=1-5- (*J 1)-3-4/1.) -7H-EDD [2, 3-d] E')Z 

- 7 - 4 )I.) 1,9' - 3 -i 	- 2 - 4 )I.) t)1//7- I- 	( 6. 	0 g) 

05- 	7L Ki=i 7 7 	( 4 2 m 1 ) gat:.=, '2A r.fyAt% -F, 2 AFF T 9 - 7J 
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1=1E:>1=1 [3. 	3. 	1] )J- 0)0. 	5M5- 1-7LKI=177474a (14 

1 . 	3 m 1 ) 	)J11 A., 22(,:. -C 2 11%1 IN' L AL-. az* t:.-.. 2 NAKRILt 	') 

r, L.7.1<ga ( 8 4 . 	8m  1 ) 	5.070.6:.=Z (ID -D< t') MA_ tc_-1, 	WIT (,:.-A,%, L, 

-C, 2Arc#%,T, 	(5-  I7* 	P)7i=)1/7J7-i 	) i7r7.Z.,. 

0) 	( 1 . 	7 0 g ) 	))1:1A., 	6 6fte 1 2 Hecti- Lit. 	,n-YniAii,l, 

tiVERL, 	2 0 °%±4L 7' J 	='71a7Kg'fa (6 0 m 1 ) TA341- L, 

Wilt: S H:>') tit)l. (6. 	0 g) 	))1:1A., 2Ag-AttCF, 	5 01.--e 1 4E1i 

rcti- L tc_1, 2 1 L tc. ZCI-Y t:.-Arf S H :> ') t it J I. ( iti ± :> ') '7' # t'l, 

6. 	0g) 	))1:1A_, 	2A 	#%,-F, 	5O1 4 Eli 12A1 It #1-' 1., tc_1, 	238 L tc_- 

. 31 rI-05` 6 gPIAJIT 6:.-.18 	L tc. 14'6 tt.tcRli 	:> ') t it ) I. t 7 11. 1=1 

7 	77 4 - (Er3M1 : El'FRIJI//)(  51  J-114 I,: --Clitlz' L, VAIL 

-E\ilt 4. 	4 6 g 	(115($ : 88%) 	Xt,t17tcL LZAtto 

1 H-NMR 	(CDC 1 3 ) 	a : 1. 	48 	(9H, 	s) , 	1. 	91-2. 	00 

(1H, 	m) 	, 	2. 	12-2. 	19 	(1H, 	m) 	, 	2. 	98-3. 	11 	(2 

H, 	m) 	, 	4. 	00 	(1 H, 	d d, 	J=12. 	7, 	7. 	1 	Hz) 	, 	4. 	3 

2 	(1 H, 	b r s ) 	, 	4. 	5 5 	( 1 H, 	d d , 	J=12. 	7, 	4. 	6 	Hz 

) 	, 	4. 	81-4. 	83 	(1 H, 	m) 	, 	4. 	90 	(2H, 	b r s) 	, 	7. 	6 

1-7. 	65 	(1 H, 	m) , 	7. 	75-7. 	80 	(1 H, 	m) , 	7. 	88 	( 

1 H, 	d, 	J=8. 	0 	Hz) , 	8. 	16-8. 	18 	(2H, 	m) , 	8. 	3 

3 	(1H, 	s) 	, 	9. 	02 	(1H, 	d, 	J=2. 	2 	Hz) 	. 

ES I-MS 	m/z 	431 	(MH+) o  

[0387] -Aro] 1 1 
,fN 1 --em 6 tt,tc (S) -t e r t-1/1/ ( 1 - (4 -7)-6- 

11=1- 5 - (*J ') 	- 3 -4)0 - 7 H - Ei=ii=i [2, 	3-d] E')Z 

- 7 - 4 )I.) 1'91  - 3 -i 	- 2 - 4 )I.) t )1//7- I,  ( 0 . 	3 g ) 0) 

5-  I-7LKI=177 i (4. 	5 m I ) gAt:.-.., 2ATC#%,-F, 22(Z-C 9 -7J 

1=1E:>1=1 	[3. 	3. 	1] 	it 	g'-( 7 - (0. 	43 1 9) 	)iriA_, 	25E-F 

----e 2 Hircti- L tc. az* t:.-.. 4 N 7.1< ME t 	') r, 1,.7.1<gA ( 2 . 	1 2 m 1 ) 
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'-k-5Eit:.-.. --01,-D < (') ))1:1A_L-1, 	ifillITt:.-..N,,t, LT., 	2A;Ty' # ,t,T, 	(5-1- 7 

*P)7i=)1/7 7-f 	) /7:')r,IA (0) 	(0. 	1 36g) 	)iliA_, 

6 41.Z 1 2 HirAtti'' Ltc. ait -YAii L, Ei'FRI)1/TAC 1,tc_1, 

filitilE77 =',1A7.1<gaililAito 	z: a) L 	, 	t 1.; tc 	'741t 	,31,R t:.-_-c It 

1, tc•l, 	VMJN, 	3•EfR 1., tc. 14' 6 tt. tc VMJE 	,:,I0.1KKOgrd-  F ') r,11.t:.=-Cti 

kA, 	12318•1, WIT I,: ZAN 	Z a' L t: ct (,)CtMt 	''f'47.-cc. a' tt, 	i I) t 

it/l/t 71A 	1=17 I- 	7 -I - (ERMW: Ei'FRIJI//)< 51  i — AA t:.-_-c 

n_t IL„ 	(S) —te rt —1/1/ (4-7Z)-5- (*) 1)-3-4 

)I.) 	—6, 	7, 	8, 	9-5- 17LKME')Z K [5, 	4 -1:)] -( 	K') 

— 8 --f )I.) t/l//7— 	2 0 3 m g 	(V$. 80%) 	?),Mt,12tKL1_,-"C 

Mk-. 

[0388] *MI11 2 

,fN 1 --(1464-td-c (S) —t e r t —1/1/ ( 1 — (4 —7Z ) — 6 — 

11=1— 5 — (*/ ') 	— 3 —4)0 — 7 H-Ei=ii=i [2, 	3-cl] EIJZ 

— 7 —014 1,9' — 3 — i 	— 2 — -( )I.) t )1./ 7—I- (300m g) 

0)1 , 	2 —)< I-*i,9'i (4. 	5m I ) gat:, 2Arc#,t,T, 22t: 

-C9-7i i=1E:>1=1 	[3. 	3. 	1] 	ij- ,9r-f7— 	(43 1 m g ) 	)iriA_, 

4 81.-"C 4 0 31341114-  L tc. 25E1 t:.:Nni•1, 	a VA t:.-.. 4 N 7.1<RIEJ-  I- 1) r,./.1. 

7.1< ga 	(2. 	1m I) 	'-&5'01 (,:.-_ --C (ID -D < (') )irl A./L1, 	WIT t:.-..N,%, L -r, 	'2 

Arc#Z,T, 	(5-  I-7* 	I-') 7i=j1/7 7-c 	) i7r,-L,. (0) 

1 3 6 m g) 	)]QA., 	7 91:e 5 Hi riCt 14-  L tc. a WI “iAii L, 	n=3  

J1.--eafljtc_1, 	MfoilaiL7=r,11.7.1<g'ff-Y))11A.tz-_-. 	a' 0)L ,, 	t 127-c_- 

741t23.181,::"Clt 	L 7-L-1, VAN, 	3•>1y L tc. 141  6 ttd-c VAN, 	A:K*0 

Rt I- i) , , A t:.-_--c tVgA, 238•1, glITt:.=-Ca'g--Z a L t:.= ct (') CtMt 

14' tc: . 	a' 4-t. 	') t it/1.)J 71A 	1=17 I- 	7 7 -I - (JM11 : ElIFRI)l. 

/)( '9' i —)1.) 	t:.-.. --Calz.' L, 	(S) 	—t e r t-1/1/ (4 -77 Z)- 5 — 

(*)') 	—3-4)0 —6, 	7, 	8, 	9-5-I-7L KME')Z K [5, 	4 

—b] -f 	K '):'J— 8 --( )I.) t/1//7— I- O. 	1 9 0 g 	(11R$ : 7 5% 
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) 	?),Mt, 	12tK L 1, ZI4tc: . 

[0389] *-1-ftgli 1 3 

*roil 0 t:8 0' Z7ERIEt 	') r,1A7.1<gA04t1D (') t: 4 N7EMEI) 

IA 71K ga (1. 	8m I) CEII 0, -Alm 1 0 L Het:V.11,Z, 	(S) 

r, 

- t 

e r t -1/1/ (4 -7Z J- 5- (*J')-3-4/1.) -6, 	7, 8, 

9 -5- I-7L KI=IEI)Z K [5, 	4 - b] 4 	K '):)- 8 -4)0 t/l./ 

7-  I` 2 2 4 m g 	(1I)$:  8 8 %) 	?)M't,12tKL 1, ZII4Itc: . 

[0390] -*you 1 4 

*roil 0 t:.= 8 0' Z7ERIEt Imo ') r,1A7.1<gA04t1D (') t: 4 N7I<RiEt 

A 71K ga (1. 	8m I) CEII 0, -Alm 1 0 L Het:V.11,Z, 	(S) 

I) r, 

- t 

e r t -1/1/ (4 -7Z J- 5- (*J')-3-4/1.) -6, 	7, 8, 

9-T- I7L KI=1E1)-Z K [5, 	4-b] 4 	K') V-8--1/1.) t/l/i 

7 - 	1 9 8 m g 	(117$ : 7 8 %) 	?),Mt,12tKL L-CMAL-. 

[0391] *WWII 1 5 

-A-J1U 1 0 t:8 0' Z7ERIEt 	') r,1A7.1<gA01VD (') t:4 N7I<RiE-t 

A 71K ga (1. 	8m I) CEII 0, -Alm 1 0 L Het:V.11,Z, 	(S) 

r, 

- t 

e r t -1/1/ (4 -7Z J- 5- (*J')-3-4/1.) -6, 	7, 8, 

9-5- I-7L KI=IEI)Z K [5, 	4 -b] 4 	K'):)-8-4/1.) t/l./ 

7- 	2 0 2 m g 	(INS : 8 0 %) 	?),M.t, 	12tKL 1, ZMAL-. 

[0392] *-1-ftgli 1 6 

*you 1 06.80- Z (5-  I7* 	P)7i=)1/7 7-1 	) /7:')`,1-1. ( 

0) 	olttpt,i6:.-.. 1-1) 	(:), )1)5277-ti-) 	:-)/7:-) ,,i_x 	(0) (3 

4 m g ) , 	I) 7 i =)I/* Z 7 4 J (3 9 m g) CE110, -41thiN 1 0 L Ha 

6:V. 11,Z, 	(S) -tert -1/1/ (4 -)- 5 - (*) 1) - 3 

-4/1/) -6, 	7, 	8, 	9 -5- 1-7L KI=1E')ZK [5, 	4-b] 4 JKI) 

- 8-'(J1.) t)1//7- 	1 9 4 m g 	(117$ : 7 6 %) 	?),Mt,12tKL 

1, - C 14' AL-. 

[0393] -*you 1 7 
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(R) —te rt — .Y')I. (4 —7)-5 — (*J')-3--()1.) —6 

, 7, 	8, 	9-5- 17LK1=IE')ZK [5, 	4—h] -( 	K'):)-8--( 

)1.) t/l//7— 

[0394] 	[1E74] 

N 41kt 
NH2 

N 	''', 	\ 
11.N 

NHBoc 

[0395] *Y0111 0 t:.= 8 (d-  Z 	(S) 	—t e r t— Ys )l. ( 1 — ( 4 — 7 Z ) — 6 — 

11=1— 5 — (*)') 	— 3 —4)0 —7 H —Epp [2, 	3—d] E')Z 

J— 7 —4)0 1,9' — 3 —i— 2 —4)0 t/l//7— I- 04-U-D (,)6: 

IN 2 -(1464-Lk (R) —tert —Vs JI. (1— (4 —77 -ZJ-6 —11=1 

—5— (*) 1) 	—3 —4)0 —7H —Epp [2, 3—d] E,):Z:')- 

7 —4)0 1,9' — 3 —i— 2 —4)0 t/l//7— I- 6. 	7 0 g CE110, 

roil 0 LHat:.-_zili.,--c, 	( R) —tert—Ys )l. (4 —77 Z)— 5 — 

(*) I) J-3 --(JO —6, 	7, 	8, 	9 —5- 17L K1=1E')Z K [5, 	4 

— b ] -(J K '):')— 8 --(JO t/l//7— F. 4. 	7 6 g 	(117$ : 8 4%) 

, 	1. 	91-2. 	00 1 H—NMR (CDC 1 3 ) 	a : 	1. 	48 	(9H, 	s) 

(1H, 	m) 	, 	2. 	1 2-2. 	19 	(1H, 	m) 	, 	2. 98-3. 11 	(2 

H, 	m) 	, 	4. 	00 	(1 H, 	d d, 	J=1 2. 	7, 	7. 1 	Hz) , 	4. 	3 

2 	(1 H, 	b r s) 	, 	4. 	55 	(1 H, 	d d, 	J=1 2. 	7, 	4. 6 	Hz 

) , 	4. 	81-4. 	83 	(1 H, 	m) , 	4. 	90 	(2H, 	b r s) , 	7. 	6 

1-7. 	65 	(1 H, 	m) , 	7. 	75-7. 	80 	(1 H, 	m) 	, 	7. 88 	( 

1 H, 	d, 	J=8. 	0 	Hz) , 	8. 	1 6-8. 	1 8 (2H, 	m) , 	8. 	3 

3 	(1H, 	s) 	, 	9. 	02 	(1H, 	d, 	J=2. 	2 Hz) 	. 
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ES I—MS 	m/z 	431 	(MH+),, 

[0396] -*you 1 8 

(S) —tert-1/1/ 	(4 —7-1 Z) —5— (*JI) -3 — 4)0 — 

7, 	8, 	9, 	 7i  [5' 	, 	4' 	:4, 	5] 

ED 1=1 [1, 	2 — a] 7-ff E'J— 9 —4)14 t)1//7— 1- 

[0397] [1E75] 

N 411k 
NH2 

N 	-"-- 	\ 

N 	N 
 

NHBoc 

[0398] R1 0 t:.= 8 0' Z (S) —t e r t— Ys )l. ( 1 — ( 4 — 7 Z ) — 6- 

11=1-5— (*J')-3-4/1.) —7H—EDD [2, 	3—d] E')Z 

— 7 —4)0 1,9' — 3 —i 	— 2 —4)0 t)1//7— 1-01V) (,)t::--* 

IN 8 TI4 6 tt.tc (S) —t e r t— Vs)l. ( 1 — (4-77 -Z)-6-11=1 

—5— (*) I) 	—3-4/1.) —7H—EDD [2, 	3—d] E,)..- — 

7-4)0 / ,9i-4—i-2-4/1.) t)1//7-1- (2. 	Og) CE110 

-4101] 1 o L Hat:.:zil L-C, rfAlEat 1 	. 5 6 g 	(117$ : 9 2%) 

't,12tKL 1./V4i tc_-. 

1 H—NMR 	(CDC 1 3 ) a : 1. 	43 (9H, s) 	, 	1. 	77-1. 	89 

(2H, 	m) , 	1. 	95-2. 	14 	(2H, m) 	, 2. 	71-2. 	84 	(1 

H, 	m) , 	2. 	86-3. 	00 	(1 H, 	m) , 	4. 00-4. 	15 	(1 H, 

m) , 	4. 	24-4. 	40 	(1 H, 	m) , 4. 	40-4. 	50 	(1 H, 	m) 

, 	4. 	84 	(3H, 	b r s ) , 	7. 	62-7. 	66 	(1 H, 	m) , 	7. 	77 

—7. 	81 	(1 H, 	m) , 	7. 	89-7. 91 	(1 H, 	m) 	, 	8. 	18-8 

. 	20 	(2H, 	m) 	, 	8. 	33 	(1 H, 	s) 

. 	5 	Hz). 

, 	8. 98 	(1 H, 	d, 	J=1 
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ES I—MS 	m/z 	445 (MH+),, 

[0399] -*you 1 9 

(R) — tert — Ys)l. 	(4-7Z)— 5 — (*i ')— 3 —4 /1/) — 

7, 	8, 	9, 	 7i  [5' 	, 	4' 	:4, 	5] 

ED 1=1 [1, 	2 — a] 7-ff E'J— 9 —4)14 t)1//7— 1- 

[0400] [1E76] 

N ilit 
NH2  

''-- N '

N N 

NHBoc 

[0401] -Aro] 1 0 t:.-. 8 0- z (S) — t e rt — Ys )1/ (1 — (4-7z)-6- 

11=1-5— (*J')-3-4)14 —7H—EDD [2, 	3—d] E')Z 

— 7 —4)0 1,9' — 3 —i 	— 2 —4)0 t)1//7— 1- 04-U-D (,) t:.=_O 

IN 9 --(14 6 tt,tc ( R ) —t e r t — Vs )1/ (1 — (4 —7-Zi — 6 —ID 

—5— (*) 1)-3-4/1.) —7H—EDD [2, 	3—d] E,) -Z:')- 

7 —4)0 ,,9' — 4 —i 	— 2 —4)14 t)1//7— 1- ( 6 9 0 m g ) CE11 

0, -Aro] 1 o L Hat::_zil L -c. VA tat 4 2 9 m g (-17$: 73%) 

't, 	12tK L I., -C-14tc_-. 

1 H—NMR 	(CDC 1 3 ) a : 1. 	43 (9H, 	s) 	, 	1. 	77-1. 	89 

(2H, 	m) , 	1. 	95-2. 	14 	(2H, m) , 	2. 	71-2. 84 	(1 

H, 	m) , 	2. 	86-3. 	00 	(1 H, 	m) , 	4. 	00-4. 	15 (1 	H, 

m) , 	4. 	24-4. 	40 	(1 H, 	m) , 4. 	40-4. 	50 	(1 H, 	m) 

, 	4. 	84 	(3H, 	b r s ) , 	7. 	62-7. 	66 	(1 H, 	m) , 7. 	77 

—7. 	81 	(1 H, 	m) , 	7. 	89-7. 91 	(1 	H, 	m) 	, 	8. 18-8 

. 	20 	(2H, 	m) 	, 	8. 	33 	(1 H, 	s) 

. 	5 	Hz). 

, 	8. 	98 	(1 	H, 	d, J=1 
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ES I—MS 	m/z 	445 (MH+) c, 

[0402] -Aro] 20 

(S) —tert —1/1/ 	(4 —7Z ) —5— (*J') -3 — 4114 — 

7, 	8, 	9, 	1 	7i  [5' 	, 	4' 	:4, 5] 

ED 1=1 [1, 	2—a] 77-ffE 	—8 —4)14 t)1//7— 1- 

[0403] [1E77] 

N . 

NH2 

N 	\ 

N 

'INHBoc 

[0404] -Aro] 1 (:) t:.-.. 8 0- z ( s ) —tert—Ys/l/(1— (4 —7z)— 6 — 

11=1-5— (*J')-3-4/1.) —7H—EDD [2, 	3—d] E')Z 

— 7 —4)0 1,9' — 3 —i 	— 2 —4)0 t)1//7— 1-04V) (,) t::___* 

IN 1 O -(1464-Lit (R) —te rt— Ys)l. (5— (4 —7) — 6 — Ys 1=1 

—5— (*) ,)-3-4/1.) —7H—EDD [2, 	3—d] E,):-Z:')i 

— 7 —4)0 , J,9' — 1 —i 	— 3 —4)0 t)I./ 7—I- ( 9 9 4 m g ) 

jEll 0, -Aro] 1 c) L Hat:.-_zil L-c. 	11. tat 43 9mg (LIR* : 52% 

) 	, 	12tK L L/Z1'41  tc_-. 

1 H—NMR 	(CDC 1 3 ) 	a : 1. 	46 (9H, 	s) 	, 	2. 	1 8-2. 28 

(1 H, 	m) , 	2. 	32-2. 	42 	(1 H, m) , 	2. 	65-2. 77 (1 

H, 	m) , 	2. 	99-3. 	08 	(1 H, 	m) , 	3. 	80-3. 	97 (2H, 

m) , 	4. 	53-4. 	62 	(1 H, 	m) , 4. 	80 	(2H, 	b r s ) 	, 4. 

97-5. 	1 	1 	(1 H, 	m) 	, 	7. 	61-7. 	66 	(1 H, 	m) 	, 7. 76 

—7. 	81 	(1H, 	m), 	7. 	88 	(1H, d, 	J=8. 	0 	Hz), 8. 

1 5-8. 	20 	(2H, 	m) , 	8. 	33 (1 H, 	s) 	, 	8. 	97 	(1 H, d 

, 	J=2. 	2 	Hz). 
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ES i—mS 	m/z 445 (mH+) o  

[0405] -Aro] 2 1 

(R) —8— ( (t e r t —Vs JI.)<J1/:> 1))1/) 	7t*:>) —5— (* i 

1) -3 -4)1.) 	—6, 7, 	8, 	9-5- I-7LKDE,)ZK [5, 	4 — b] 

4(J KI):')-4-7-is.z 

[0406] [4E78] 

N * 

NH2  

N 	'''*- 	\ 

N 	N 
 

OTBS 

[0407] -Aro] 1 0 t:.-. 8 0- z (S) —t e r t —Vs JI. (1 — 	(4 —7z)— 6— 

li=i— 5 — (*) ,)-3-4)1.) —7H—EDD [2, 3—d] E')Z 

— 7 —4)0 1'91 — 3 —i— 2 —4)0 t/l//7— 1- 01-U-D (,) 6: 

R 1 1 --e14 641dt (R) —6-11=1-7— (2— ( (t e r t-1)14) 

)1/:> 1))1/) 	7J- *:>) 1'91 — 3 —i— 1 —4)0 —5— (*J 1) 	3 

—4)0 —7H—EDD [2, 	3—d] E')Z:')-4-7-1 Z (1. 	Og 

) CE110, **RI 0 LITAM:.:VIL-C, (R) — 8 —  ((tert— Ys  

)14)) 	JI.:> 1) )1/) 	7J-* :>) —5— (*i 1) 	— 3 —4)0 —6, 	7, 	8, 

9-5- 1-7L KI=1E 1)Z K [5, 	4— b] 4J K 1):)-4-7-1 Z 5 4 6 

mg (V$ : 64%) 1'41 7-c.:. 

1 H—NMR (CDC1 3 ) a : 0. 	14 	(3H, 	s) 	, 	0. 15 	(3H, 	s 

), 	0. 	91 	(9H, 	s) , 	1. 	97-2. 	02 	(2H, 	m) , 	2. 	85- 

2. 	92 	(2H, 	m) , 3. 	14-3. 	22 	(1 H, 	m) , 4. 	11-4. 

1 	8 	(1 H, 	m) 	, 	4. 28-4. 	33 	(1 H, 	m) , 	4. 4 1 —4. 	4 6 

(1 H, 	m) 	, 	4. 	95 (2 H, 	b r s) 	, 	7. 	61-7. 65 	(1 H, 	m 



WO 2013/125709 
	

103 	 PCT/JP2013/054615 

) 	, 	7. 	75-7. 	79 	(1 H, 	m) 	, 	7. 	88-7. 	90 	(1 H, 	m) 	, 

8. 	1 6-8. 	1 8 	(2H, 	m) 	, 	8. 	35 	(1 H, 	s) 	, 	9. 	04 	(1 H 

, 	d, 	J=2. 	0 	Hz) . 

[0408] 

ES I—MS 	m/z 	446 (MH+) c, 

_OAR 7 

NI 0 t:.-..80-z 	(5- 1,7* 	I,') 7i=j1/ 7 7-1 	) /7:')r,11. 

0) 0)4tbt'i6:.=1, 	1' 	—E' 	(:)7i=)1/ 7 7-1)) 	7iI=1-t—/7 

r,11, ( I 	I ) :')1=1') K (3 2 m g) CE110, **NI 0 LHat::_zili., 

-c, 	(S) —te r t —1/1/ (4-7Z)— 5 — (*i ') -3 — 410 

—6, 	7, 	8, 	9-5- 17LKI=1E')ZK [5, 	4—b]-(KI):)-8 

— 4)0 t — / —  I` 2 1 	mg 	(V$: 25%) 	?)Mt,12tKL 1,--C1'41 tc_- 

. 

[0409] OAR 8 

*rftiN 1 0 t:8 0' Z7.KRiEt 	') r, 1A7.Kga Olt ID t) t: 'OR -t 	r, .L.N. ( 2 

. 	3g) , 4 	(1. 	8m I) CE111,N, 	-A-roj 1 0 LHat::_zili.,-c. 	(S) 

—t e r t—IJI. (4 —7Z J — 5 — (*J ') 	— 3 —4)0 —6, 	7, 

8, 	9-5- 17LKI=1E')ZK [5, 	4—b] -fKI):')-8-4/1.) t 

)1//7— 	8 8 m g 	(VS : 3 5%) 	?),Mt,12tKL L-C1'41 tc_-. 

[0410] MRIN 

*RHAt:.-_*ziE-alt, J-;t-FogitvacEllo-calfiLtz-_- : 

nutfm 1 	-fEE G F R*J---ff3tftITAfFJEll ( i n 	vi t r o) OgIsli 

-A- 

1) EGFR (T790 M/L 8 5 8 R) *J---ff13MV,3ttD11_17f 

IL-Eì lt I — 1, 	I —2, 	I —3, 	I —4, 	I — 5, 	I —6, 	I — 7, 	I — 

8 RV' I — 9 0)EGFR (T 7 9 OM/L 8 5 8R) *J---ff3tf:3-c ttil-Z 

ITA3tft 	;1],i_rif 1., /t o  

[0411] -t.0)M*1-6, 	aN,.70KLI.,--c, 	*--,I)/-7-( 71J-4 illg)L a 

bCh i p 	(Rtgif.0,21) :> I) —X1,43AFL—Pept i de 	22 	At:.-.. 
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Eili3O)77 -ZiRE7J- (LLittO) (ID lot i n—EEPLYWSFP 

AKKK) 	-L` - .„ 	EGFR (T 7 9 OM/L 8 5 8R) LL-r, t/I/J- 

/-1 tit-( i JiaAit_l") 	Et 	IL IEGFR (T 7 9 OM/L 8 

5 8 R) glEINVIMA Lk-. 

[0412] -t. 0);141_17f51(,, 	tat I —1, 	I —2, 	I —3, 	I —4, 	I —5, 	I — 

6, 	I —7, 	I — 8R-0 I —9 ))-'I 	(DMS 0 

) TRIVIA fR L tc_-. Z:.-.., * t --ffavEutoi-a (t)i,ti-rtit-(i 

A-R- f) iti t:.-_, 	EGFR (T 7 9 0 M/L 8 5 8 R) NON, aN,..7° 

F' mail.t 	2 5 0 n M) .. 1-11E7 ,:>r,11, MSEV.,l, 	1 0 m M) , WE 

7 	)i‘J (WAIEVA, 	1 0 m M) , 	ATP 	(„ SE'ftl, 	1µM) 	L-t.t1,T.'t1,0)4E 

atop DMS oga (DMSOODWA'Ij2. 	5 %) 	))1:17L, 25°C'1 2 

c:Ii.I.A-(*]_,—i ---ffa/•i3"ff.-Dtc=c, 	-t.  Zi.  /, 	142g. 24 m 

Mt::_tSZck -3 E DT A)J1i1A_Za.' LTaTit3V;41iLt -t., a— CIEr,L. (E u 

) 	7)1/lEtti,')OgtlE1=1:>fj-i12tKPT66 	(P e r k 	i 	n E I me r) 	L 

SureLight 	APC—SA (Perk i nElmer) 	at,` 	ffl 

'fa 	lilL, 2 2T2 Hem J-;t± 	ix t_, AL-. au.-_, 	PHERAsta r 	F 

S (BMG 	LAB TECH) ---(1sM 3 3 7 n m 0)01.01]g#11i (,:.= 8 0.  Z g, 

Ai 	620 nmL6 6 5 n m 0);LM--(1],lit Lk-. 	;)sMaygly6iii EL 75\ 6 

') Jogt1Lavi3R6-e5, 	1) 	ogtiLaFt, 	5 0 %tfl]$1A-  Z a' Lo)--C 	ziLat 

I. ."-C'Z I C5 Oti (n M) 	1 '41 7L-  c. 

[0413] 2) EGFR (d 746-7 50/T7 90M) *J---ff13MV,3titAlit 

IL-Eì lt I — 1, 	I —2, 	I —3, 	I —4, 	I —5, 	I —6, 	I —7, 	I — 

8 RV' I — 9 0)EGF R (d 7 46— 7 5 0/T 7 90M) *J---ff3titl,: 

,i1 ZF EA 3ttt 	.1_1 if L tc. 

[0414] -t- 0)M -A-t, 	EGFR (d 746— 7 5 0/T 7 90M) L L, -c, 	t )1,j- 

/-f 7J-It-( IJT'LicA-R410Aitl") a J Et J ILIEGFR (d 7 46- 

7 5 0/T 7 90M) glEINVIMALk- c, A T P 0)0V6EVA, 	1 . 	5 µ,ML L, 

tc. -t.oltl, EGFR (T7 9 OM/L 8 5 8 R) *J---ff13MV,3titAirif L 
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FA 0 0 M- A-, ;Pit 	1 6: ck t) I C5 oe (n M) V41 7-c_- . 

[0415] 3) EGFR 	(L8 5 8R) *J---ffiT.,v,3tftgqiit 

tat 1 -1, 	I -2, 	I -3, 	I -4, 	I -5, 	I -6, 	I -7, 	I - 

8 RV' I - 90)EG F R 	(L 8 5 8 R) *J---ff3tftt:3j1-ziija,V,3tft sij 

if 1, Az-. 

[0416] -t.OM-Al-t, 	EGFR (L 8 5 8 R) LL-c, 	t)l.fi~-(tit-(=JZ  

A-R#0Aitt") 	Et 	I-LI-EGFR (L8 5 8R) MEINVIMA Lk- 

° A T POWA'1.(, 4 gML L Az-. -t- oittEGFR (T 7 9 0 M/L 8 5 

8 R) *J---ffITA3ttAIJZLP100DUA, ;Pit 	516:.= ct tj I C 5 041-1 (n 

M) cMtco 

[0417] 4) EGFR (d 7 4 6-7 50) *J---ff13MV,3titAlit 

IL-at I - 1, 	I - 2, 	I - 3, 	I -4, 	I -5, 	I -6, 	I -7, 	I - 

8)ktie I -90)EG F R (d 7 4 6- 7 5 0) *J---ff3titt:.-.1,-il-ZELV,3t 

ft 	Alit' I., /to 

[0418] -t. 07$4*,-1-6, 	EGFR 	(d 7 4 6- 7 5 0) 	L 1_, -c, 	t )1/j- / 4 7j- It 4 i 

JT,Li-cA-R-#0`Aitl.'' ') 	Et 	I- L I- EGFR (d 7 4 6-7 50) NA 

N VINA 1, Az-. A T P 0 WA' I. l, 5 µ M L L, tc_-. *j- - -ff a r, 0) 4 	* a 

-:>A, 9 c:13rimL L, Az-. -t- a) it i, 	EGFR 	(T 79 OM/L858R) 

*J---ffITA3ttAIJZLP100DUA, ;Pit 	516:.= ct tj I C 5 041-1 (n M) 

Mk-. 

[0419] 5) EGFR (WT) 

tat 1 - 1 , 	I - 2, 	I -3, 	I -4, 	I - 5, 	I - 6, 	I - 7, 	I - 

8 arf I - 90EG F R (WT) *J---ff3tftt:3-,11-ZITA3tft;141J7f 1, /L- 

. 

[0420] -t. 07M-A-6, 	EGFR 	(WT) 	L 1_, -c, 	N VAT.-.. F L AG ,9' 	I.U-a-,3_ -t. 

tz-_- L I- EGFR 	(WT) oDUNKI 	K)< 4J 	/..a 1=0-r )1.5tIRAt:.-_„k 

(j'ggiMs f 9 TRIR, -,3_ -ft, ti-i, FLAG ttv12tK 7 t 1=1 - 	(:> 	7 • 7)1/ K 

1) 'y 	#) 	CE11 1,\ -Call I., tc t a) 	fil JEll I., tz-_- . aN/ ..7° 	Kow&l.t 	5 0 



[173170] 

°:-1/14 icr0441>c,1  R 2 o 'sff o 2'1 	11/ R T1 	TM 1*1 1I1 S --1-k4 ----1--- -* 

el393E- 	'fl 	( L a lii ii) 	.1 	..- ef.Xf: 	(1(=T L 	(1( )._ 9 _fzi; r , .1 

K1-Cc1-17 	̀9]1..- (i01=1.1 	1 l 	—6 	'8 	̀L 	̀9—(..- 4i-17) 	— 

E) — NSD--*1.3-TS- 7*-L'AtCO'rOgRW.3-TS*---21E(E14* ',)--— [E3170] 

°:-'-r4 i'cr-E441>c,1  

R 2 o NAITO 1*1 1I1 Ti 2.1 W21 (1M) d d OE 	'.1PP_',4q4Rzilr2 ':-1/ 

°::_ru4 -,,_%cTigaii>c/ R 2 c_ 	To 1*-0-rsf'. Er W5 % 2.1 W21 (W0 6 L 1 / 0 9 L 

—917 L P) 	d 9 E 	' ( 	8 9 81/1A10 6 L 1) 	d OE 	'Iczcsf:f•QC0 

(09 L —9 -17LP) 	IdOE 	' (1898 -1) 	IdOE 	'T16-1r2/L8 

—1 	'L-1 	'9-1 	'9-1 	'17 —1 	E— I 	3— I 	'L -1 *1.3-T [33170i 

O _IL -21 L  	W''t,Kaocz.11,r-2 [L3170] 

°:-'-/kil. 	(VN u ) 	lq,  0 9 

0 I ri I' :-1W-TSEg '-14k*CoVE11R -TSEIgi,W*11JM----* ( 	8 9 8 1/W 

06 L1) 	dd9ETIql,C 0 a- ° :-Y1R1INTI L 	• -17TIVVMC 0 d 1V 	'1IN u 0 

SI9tiONIOZdf/I3d 
	

901- 	 6OLSZINIOZ OM 
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[0425] ME4R2 T.T7t8ctriVAMEGFRRIRM% 01- TZWIMOVtft 

i]sip-,VAER (in 	vitro) 

1) EGFR (T790M/L858R) T.P, L, -c o z 	C-AM --e 
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ZNC I —H 1 9 7 5KM, 2) EGFR (d 746-7 5 0) 	RIR L, 

-c 0 zli$INVeN 	--eZHCC8 2 7KM, 3) EGFR (WT) 	ftI, 

I.Z. 0Z L 1-ffi±bMaliV-ic--ez A 4 3 1 NINA, 	-t- tt.T.'41. A TCC (,:.= ct 

t,) AEK-1:5 tvc 0 Z ±3,,Eititi t:31N-:5 -ft tc. NINSIN'A-Y, 	3 8 4 r,i/l/W47 

4 	1=1•7° 1, —  I- t 1, < l, 	9 6 r, i/l/WK•7° 1, — I- CA-,,i)14::..4aL, 	5% 

'00'3'01 	-A- 	 °CT 0 iiiiLI I  iti 3 7 	1 El iiiitI 1, tc_-. *ft EIJI lEat, 	8 ct rfELV 

tat 	DMS0t:.-_glIql.,, 	DMSOJEllo-clotfEat 	cdEg1.19)200 

1g0)21.6:.:1-SZck 	t: A fR L, tc: . *$ ,IL-alt a) D m s og ,,,f-y 	ANC EN 

(z)Ell otciiitt-eafR L. 	a' 4-LVflNa)±3,17° 1,  — I- aA-r, i)14:.:DMS0 a) 

AV21. e O. 	5 %(,::_tSZct 	t:.5 %MgrOl -A- 0)±3,I.N.11:1 3 7°C -..)W., 

--e 3 El iiiitI Lk- o iiiitI193M811i8ct rfiiiI•laAINNa),ItgiLl 6 -t )1/ 5' 4 5' — 

I:1 	(11:1)( ttitin CE111X-C, 	11:1)( ttio)Ig -Z11:1 I- 	—)14:.= -i_k 

"ff -D tc: . J-;CF a) A ck t,) ±Pal 1 T. .V.$ 	X Hi L, 5 0 %EVA-  z wtfEat va 

[0426] 

I. 	(G I 	5 0 	( n M) 	) 	3Rei/37-z-_-,, 

±V-61TA$ (%) = (C— T) 	/ 	(C—C 0) 	X 	1 0 0 

T:*tatVtMl,kr,i)1/05tY61., 

C:*tatVtMLtS.75N-Dtcr,i)1/05tAft 

CO:*tat'bMMlzAtLtcr,i)1,05tAft 

a.' 

 

C* QM  	6:=71. 

[0427] tatI-2)3weI-3t, EGFR (d 7 4 6-7 5 0) RIB ANC? 	6 T 

, 	EGFR (T 7 9 0 M/L 8 5 8 R) RIMM.-.141_, -Ct, 	t)31::1:±Paltfl] 

$1_151,)Afi-D a.' Lefe,12:354-Ltc. 	t.,:- , 	a.'41.6 LEM LT., 	EGFR 	(WT 

) RIRAIN:3-4 I., ---cl, ±,e1,4ummA eN 0 a-  L efem-,35 tat. 

[0428] 
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[2] 

it 	J2 

1) 2) 3) 

EGFR M 
EGFR 

(T790M/L858R) 
EGFR 

(d746-750) 
EGFR 
(WT) 

rdie NCI—H1 9 7 5 HCC827 A431 

_ 
telt 

1-2 27 6 _ 590 
1-3 86 10 1800 
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115ROCIRI 

Cli3VAli TE-fRA (I) 

[4E1] 

40 N 
1 

H2N 	 (1) 

Pi 
NON  .,. 	Om 

R4 
N 

141 	R2 	R3  

(Arri, 	rrl (,, 	1 -'- 2 TV') 	; 

n a, 	1-2 U) ; 

R la, 	7.KARR6 	C 1 -C4 7-1)1/*)1/a-CI,) ; 75\ --D 

R2, 	R3, a veR 4 6 , FA-RaMAts-D -C, 7.1KA1,$, /\1=1122 1;5 

C1 - c 4 7J1,-)1,a, Ra-fRA (a) 	: 

-CH 2  -N 	(R 5 ) 	(R6) 	 (a) 

(A' ', 	R 5 )3WR 6 a, FA-X6MAts-D --C, 7.KA1,$RaC1-C 

47-1)1/*)1/a7175N, 	t I., < aR 5 )3WeR 6 6 , 	z.:41.67591i1 -Z2 

„IgLI:kt:.-.. 4 - 6 Art10/•5-1=1:> 	1=1 7)1,*)1,aum L, -ct a 

. 	) 

---,3_41.Z1E-altRa-t- ova. 

[pii3RIA2] m a, 	1 -2-CV,J ; 

n a, 	1 - 2 --C 	(') ; 

R la, 7.KAIgR6 	C 1 -C 4 77)1,*)1,a-e 	t) ; 75\ --D 

R2, 	R3,  a VeR 4 6 , FA-RaMAts-D -C, 7.1KA1,$, /\1=1122 1;5 

C1 - c 4 7J1,-)1,a, Ra-fRA (a) 	: 

-CH 2 -N 	(R 5 ) 	(R6) 	 (a) 
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(Ai*, 	R 5 13WeR 6 6, ITA —R6$HAts-D -C, C 1  — c47)1,*)1,a 

7ic. 	) 

-e-,3_4-t.za-ez, iit3RIA 1 ENZODIEaltR l, -t.  VI. 

[1,4**3] m (,, 	1 — 2 TV,) ; 

n (,, 	1 —2 --C 	(,) 	; 

R 1  (,, 	7.1KAW,R6)( 	)1,a-e(,) 	; 75\--D 

R2, 	R3, aveR 4  6, PI —Rt$HAts -D -C, 7E„J;5, YEAARR 

1,:'J)<)1/ 7-/-.Z I )<)1,a-ez, Edt**1 R62E,aak,a)taitxt 

-t.olia. 

Hit3RIA4i rnL ne, 	(m,n) 	= 	(1, 	1) 	, 	(1, 	2) 	, 	Rl, 	(2, 	1) 

---ez, idt3RIA 1 —30 kiN  T41.75"  1 TRENZOILatR t't.  Oito 

[pit**5] tate, J;c-Fotatge 6314tRttLZ t 0)-eZgil5RIA 1 —4 

OD kiN T41.75\ 1  /REAkaa)taltRt't.0)±10 

(R) —N— (4-7ZJ-5— (*I ')-3 —014 —6, 7 

, 	8, 	9 —5- 17L KDE,):-Z K [5, 	4—b] 4 	K'):')-8 — 

-1 AA 7 	,) A/7 Z K 

(S) —N— (4 —7Z1-5 — (*J ,) 	—3 —4)14 —6, 	7 

, 	8, 	9 —5- 17L KDE,):-Z K [5, 	4—b] 4 	K'):')-8 — 

-1 AA 7 7  ,) A/7 Z K 

N— (4 —7ZI-5 — (*J')-3 —014 —6, 7,8,9 

— 5- 17L KI=IE') Z K [5, 	4-10] 4 	KI): -8 -4)1/) — 

(E) —N— (4-7ZJ-5— (*I ')-3 —014 —6, 7 

, 	8, 	9 —5- 17L KDE,):-Z K [5, 	4 — b] 4 	K')')-8 — 

4)0 — 4 —  (:')))1/ 7-1:Zi) —2 —15- 77 :-Z K 

(S, E) —N— (4 —7Z I — 5 — (*i I) J-3 —4)14 —6 

, 	7, 	8, 	9 —5- 17L KDE,):-Z F 	[5, 	4—b] 4 	K'):'JJ- 

8 —4)0 	—3 —1=11=177 ')/1/ 7-1 Z F' 
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(S, Z) —N— (4 —7Z)— 5 — (*i ,) J-3 —4)0 —6 

, 	7, 	8, 	9 —5- 1-7L Ki=1E ,JZ K [5, 	4 —b] 4 JK ,JJ- 

8-4)14 	—3 —1=11=17-1,)/1/ 77 :-Z F' 

(S) —N— (4 —7Z)-5 — (*i ')-3 —4)0 —7, 8 

, 	9, 	1 0-5- 1-7LH=1-6H—EIJZ K [5' 	, 	4' 	:4, 	5] 

ED 1=1 	[1, 	2— a] 77-ffE— 8 —4 )I.) 	77 	,))1/ 77 Z K 

(S) —N— (4 —7Z)-5 — (*i ')-3 —4)0 —7, 8 

, 	9, 	1 0-5- 1-7LH=1-6H—EIJZ K [5' 	, 	4' 	:4, 	5] 

ED 1=1 [1, 	2— a] 77-ffE— 9 —4)14 77 	,))1/ 77 Z K 

(R) — N —  (4-7Z1-5— (*J') -3 --1)1/) — 7, 	8 

, 	9, 	1 0-5- 1-7LH=1-6H—EIJZ K [5' 	, 	4' 	:4, 	5] 

EDD [1, 	2 — a] 77-ffE— 9 —1/1.) 77 	,))1/ 77 -Z K. 

[1,4**6] got** 1 — 5 0 kiNT41.75\ 1 TRENCo1Latx6-t.ova53•L 

z E G F REAM°  

[1,4**7] got** 1 — 5 a) kiNT41.75\ 1 TRENCoiLatxt-t.oiti -A--zE 

AlMt. 

LI:R*8] git**1-500T41.75\ 1 TRENCoiLatxt-t.ova53•L 

ZtAllEMAIJ. 

[1,4**9] aMi,Elytt 6:3-4 L-cidt**1-500T41.75\ 1 lAt:.-.1aaolEatxt 

- - oi-loat:.-.1,i1-zfiRW8*5-thiltR'4 -zif'1' -g-tiN, 0,0 

f3R6 	1-€1*51... 

[got**10] ti--024Autk13 -ztco-e5a),14**1-50)0T41.13\ 1 lAt:.--EaME 

altRt-t. a)±1011,11. 

[got**11] fA0DfiRWI-€1*t:.-..11E11 -z k- riba)14** 1 —5 OkiNT41,75\ 1 lAt::- 

Eikaa)lEatRt't.Opilac. 


