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4. 5g9(1l XW86%0)-f > F -JL -5-~)1' > ~~JL=~TJ~ T o NVR(CDC13) 6 :
3.93(3H, s), 6.65(1H, m), 7. 27(1H ), 7. 40(1H d, J=8. 4Hz), 7. 91 (1H,

d, J=8. 4z, éyfzﬁuagﬁg.%ég%ﬁ,ﬁg%m 8. 420H, M. ( 2 ) AclL' 1 ( 5. 3 g,

30 nmo1l) L 10 mol ) LT~ n-7~IL7i-T-- -.1" JA7"
"(0.51 g) ;i)ﬁz;}ab% Q-Fﬁn@o~fb bec: /ﬁ?iu‘t%’i 5 d)c E € 6 kg 2367m01) 0)
THF(lO ml) ant -C 3051Pi | 4A# 1 , MJ ,~11L, THE 9ET"M L1 a f4
6f1 ft Sﬁsz&&mex dhmyglel-r@Eesnd) L -, 0 - V>7, )Lt Lf>F
-1~ 5-/t)k4>0 )L 7,--IL f4f o G ' jg~ L, f,: fl I t A7>E 15 77J(Z c7 L,

TE ¢, ri VLG & 1) ;X431 02D UNAE A ATIR JSRLIC 13~~FT02 16 =0, % 8 35 1218 0 G /09Ef L Q
t 14L M PIVW:97% NVR(CDC13) o 3. 92 (3H, s), 6. 73 (1H, d, J=3. 8Hz), 7.
45-8. 03 i(ZiSHﬁEWﬁ@% 28t Lrﬂﬁés‘%ﬁm 21T WO 99750246 PCTEIRIR/DIEAA T(V @ ) JP.
fL7Il; = ~I. rﬁﬁ&lo.?% mmliO)/J’\’\Si(SomvE?fl:

*FM 4. 83 Bk 40 ﬁ@%@@'bﬁﬁfﬁw 1d # 1 L7. 1EQ 1-' H

~-~F)LIZ7 Jk(6. 31 g, 20 mo1)0) A .1.3 > (60 mM)4A 71" T Ll > T, li T. 2
"rill 49 "L 6 1: 51 fL7J~ L(5.33 g, 40 ml)Lft7]. (2.04 g, 20 mol) fJA

S, St ot b Ry el g1 I,
9.3 S0l Lo oy LB BRNTY o Sy sSoleg T 9 ¢
;a0 0 A0 By LA de gy © 1
i5$36[;3"’/§<'1£u;t a8 Gy 1 R T H AR LT oy £ Ry Z- W EATHKY trmfdl - L 9
TANACERTSZEEERICHLT, PHELZITEEDRENAFTE, HIAE,
LhawAIb A (B, HIV-1%) 321775 —CHEBEHELTHEHA
THo,. FIHIVESLLTEATH 3.
15 Fre,bE (1) B, PEREREFEFHRY/ XRB 7077 -—EHEHEHED
BUBERAANZXLEZEATAHHIVELHEAAGDODETHRAREEIHNWS Z L
HT&ED,
k&Y (1) B, BROXWXEEROMIIBETEZIENTES, BROREICX
BEE, XEHALEYITEFEOBA, FlE. R, BF. BRA. T EILA
20 ZoEBH ; KH ; HEBREA XiFT oy THB LG Y FILEE QKA
ODNTNHhDOEFEL THHAVEIENTES, FBOREGICLS565. %Y
ftemid, KEXTIHEBREERA, SBRELTHWS I ENTES, TOHR
HicgmgL T, BEROREA. HEH,. BRA., KEEHR. mEaEH,. LA,
mEiLE. REAN. TEHEEZAEBCHVWSZENTE S,
25 AHPLLEYVORERIT. HE5HE, BEOER., KE, RERVEBOEE
Lo THERZD, @F., #ORGOHESE. KALIHHZDHO. 065meg~
3000meg. FELLKE. WO0. 1mg~1000mg%. EThEHEL
BETHhIEL W, £, FEOKRSOHE. RA1BHZDH0. 01lmg~1
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|-~ :;L- TAIOL LO 1g(l :6090) 3-7t? Flr-1-~i :i7,IL,.-)V >
NVR(d6-DVBO) 6 : 2.62(3H, s), 7.62-8.23(711, n), 8. 81(1H nm, 8.93(1H, s).
(5) E(L awlodo&Bshsmy, 2. 2 mmpl) THR(25 mil) 1°41 L, :i7.=.-PpcT/awwyass ~ 51 >
(510 mg, 2. 64 nmol) - )JAA 6 OCT 16 |14MhAA.. L _ aft, AAFITY L f46
"1121 it 1J ~/ 13 IV)J t t L '1171°Y 7 '-1°{f L. F~ FO -3

1L-1"JL= 1) T 53 489 J NVR(CDC13) 6 :
> Leo(ano OB g E [RUE o 00 I ER-SEN MM M RS Al S
16(111, 2bzdd, l—@(cﬁ)ch@-@)(xﬁﬂ%@dﬁ %&z@ﬂc&(ﬁié&lﬂ%%ﬁmw» AV
3 3-7-ly-~F)L" -5~ A - -3; J~f > F-JL 18 WD 99/50245
PCT/JP99t9ﬁ54ﬂé@%@aﬁ@zlﬂl\ﬁﬁ\l&(maa«%f&kﬁ)&%@ﬁ DK+ A ¥ 58 g, 3
mmol), 1) 7 z.-)L* 7, 7 f :/(1.42 g, 5.4mm1) 75 -3~)L7)L*-)L(0.66 g, 5.4
mo1) f aifBfe % 2 1 THEELBOCEBAGT )b 2 3K 5 & B 22 L) T AR ﬁ?%ﬁ#é‘ﬂﬂ% f?ﬁ'f(l/ 099,
5.4 5 mol) )JQA., | M, 304r MA941L! o FI LA ALt T6~.0 L, ~1 J
YLt-5, 4F 70 FE KIS 1L WL, 3AL S0 Fi oyE )i«t LI, ﬁ%@%@ﬁﬁ V\E%\/\A

UL B N B

0, R 5 R ndh T R s

SOOPRNEIOQ ) 3. srEROERTMEE. ARERSEELTHEATSHS, bl
ZIT.EEW (1) TPV T, YOBEBRRBIBRVIATNEETHHLEYD

10 =12, BEETAZIEICEIDBERIC, RVKEZETHAB{ILENITHFET S I ENH

4 é
Pho2

ETH D,

RHAZERT 2O ORRDEE

UTREREPOERAZ2RT. RIDIZER. 2EIRPTT R, EERIDE
15 #icid, ELFa5—Y—TRAETHERELEZ OZAWVE, MHKROEZEIZ, &

BFRUTANBHRE X ULAETITR 2.

(B& =)

Me=XAF); Et=ZF); iPr=qvy 70}l ;Ph=7xzZ)l;Bn=

RZIi;Ac=7tvF I ;Boc=t-FT bF AR ; Me0H= A% / —JL ;ELOH
20 =T/ =)V MEK=AFINIZFINIT > ; Et0Ac=8BETF)l ; CHCl;=/7 nOR

Vo MeCN=T7 2= MU JL ; DNF=NN-PAFIVHRILAT I F ; DMA=N N-T XA

FINT7ER7 IR EL0=2F N I—FI);i-Pr,0=-1Y 7O E)LT—F)l;LHIMDS

=UFILERARYAFIINIUINT IR ;Hex=n—A"FH > THF=FrJE R

075> DMSO=J AF NV AINEF TR ag. dioxane=2F FH 2 KB ; Tet
25 =2H-FF+r53-)—-5—-4J);Tri=1H-[1, 2, 4]-~UTV—I)Vb—3

—A ) Ini=2—-43IFJ U, EEEREZORRFAEL TH AT Ph(Z, 5-CD

X, 2BLUSHMICINEBERLAET =z ZIIVEZRT,
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HN (1) i .=r7L\(9.5 g, 72 mol)0Q'J11 ~.=5'>(47.5 m )1AMA6:. 5 7K(3.64g,
36mmmol ) X FL,|f-F. 1553~~~##L (SYNTHESIS, pl018, 1994)4''fi Laf4G 'l .~
6- ~| "M ~~} wodgstha? - fIL' f i1 -JL (3.3 g, 11 nmmol) 0D J7AMI' -FETAPI8oIst) aA
I1FL o afiL | M, 1 gill It R 71<A,6::a~.Lft 0 ASR-31- ) z#>tWL 2 MA L.
G1 .M1Iwil 71<Z ¢ IL OWIJtY)J t'~i j 7 171 Yi7 10 Ti 1-zWi 33'b' G 1 .

23g(i&’\§°_%@91937|-~91 oA a2 it E At yL-f > F - JLAI | t L
L - CMN 3) 6 : 1.56(911, s), 2.59(311, s), 4.33(211, s), 7. 17(111,
dd, =8, BHay- 2 £hi)1-@:28004ds o =2, 1Fe). 8. 34(1LL '5). 8.35(11L, d

J=8.8Hz). ( 2 )-LEfL 4 (0. 2789, 1mopl) ODTHE( 5m1) A6 1 N

73. L'Jr~ . A 5m) 15)J0.. 1 K.Tg3053 MI |t f*Laf, _6"
- -~ 1 N %( 6ml ~p A9JTE6: f4G|itIi, hfl ~.z=JHT W
L. 10*T ctn. | 4r7lc -i L t -a L 0. 145 g (SIX 83% O
3-7t -3:- JI/-6 20 WD-994+502X -IL rnAL LZf4f O ,

JP99/ 01547
~ .135-140C NVR(dB-DVED) b : 2. 39 (3H, N~ 6= 66 (1H, dd, J=8. 6Hz, 2.
2Hz), 6. 790H, d, JFZN2Hz), 7. 91 (1H, #©, . 6Hz), 8. 08(1H, d, J=2.
4Hz), 11. 6(1H, s). EfL tt-17,)~t= kL rriiT)NF 4iVI 2 LZFzliL c~c ti- 5
o) 3-, B-7-17-3:k-6-1T~ ~[-ff :i7, ~/--( > E_¥~ T fz NVR(CDC 13) 6 :
2.52(3H, s), 6.67(1H, dd, J=8. 6Hz 18Hz) 7.30(1H, d, J=1. 8Hz),

7.
T et Y Y 2T S Sy r%“(‘%g e e PR 8, §
(04 Al L e (0 gy 6 e USRS,

ra 't t(Khlm)cét7erb’ts]1k(1/séedﬁ\n 19911 153) YicZaeh AZE b L o K sLof b An fe—ly | B
=AIL-1 )1 - >0 "Zifi N6 0.72 9(1NV 8999 0)(r)ML m1 15

NVR( CDC13)38.60:g, 2;848@1%&) B 25. 12(7°C2H2 I #6073 (LHR ik % ek 12 Gz, . 22.Nabk) |
7.08-7.78(12H, n), 8.23(1H d, J=8. 6Hz). ~~J5
THhMm%., BRI FIILTHEL, Kk, Z8LE. BEZEEL. 50 /-ER

BO-AFH L THETHILICED 51 g(NR 520 OBELA N EB/E.

—Q

10 NMR(CDCl,) & :2.72(3H, s), 4.60(2H, s), 7.10-7.48(8H, m, 7.94-8.20(1H,

m, 8. 20(1H, brs).
5% i 2

-TEFN-1-REANWFZINA Y R=Ib-5-AIKR B T )V AF

15 JWIZTATI
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BnOBnOBnO OO0 HNJ HNJ /NJ Boc HOO MOOO N-il N 20 Boc Boc 1 5-~
ilLt kffi G¥ V=11 1/Z 3-7-1?-3~ IL-5-" i i 21 WD 99/50245 PCT/ JP99/ 01547
I~ " i-f ywobysohls fi'f o NVR(CDC13) 6 : 2. 53(3H, s), 5. 1Mc&HHPIgh1547. 010

H dd, J=8. 8Hz, 2. 4Hz), 7 . 26-7. 52(6H, m) , 7. 80 ( 1 H, d, J =3
. 2Hz ), 8 01 (1H d, J=2. 4Hz), S. 65(1H, brn’) (2) -LSEfLI t ( 2
. 09, 7. 50Aml) L 4- 7,\,|'ledECJ>(0 05 5 g, M3o,@ 5 mmol ) 0) THF(20 ni) A6Z
OFF, J-t--* - 1. 97 g, rmDI)ODTHF(S A 10 -F L 303~ rill #
#U o aL,( AHK L, fa 6| (17 N B~ LrTb ,?A-4- a L 2. 58
g(1&x: 949 0) 3- 4 ~45-~ i /11/ -7 T= 11~ F-1~ f4! o 114-

116CG 10 NVR(CDCL3)ND : 1. 70 (9H, ), 2. 55 (3H, 5. 15 (2H, s), 7. 06
(11-1, dd, J=9. 2H/! 2. 6Hz), 7. 30-7. 51 (5H, n),/7. 98 (1H d, J=9.
2Hz), 7. 99(1H d, J=2. 6Hz), S. 19 (1H, s). (3532 EfLa (2. 58 g, 7. 06
mol) 1~)1'(51 m) 6z L. fLI\ /'JL> (0. 1 3 9) fJARN, 4JtIKM-F, J ~0
LL 20 53r4I'KAJqQ$ m 0)**7 15aN] L, fl~IRI SINLf f4 G'1.1z- Im
A-( 70 1C Tt~c YO % gOR V, :88%0) 3-791?2-~F IL-1-t-7 1" -
Jt]~~~ =IL -5- rg - ) SkfL I t (1. 8g, 6. 54mm
ol) ODi =N | [RIACRQL) L7 7 §-~ ') 17 -EIL

7711 ; F(0.28 g, vV ~1 66Z. ' Eni ft (i-~F1~"J"
ANMI B3 7ML, 57 deg 't (8 mil ) x T #ftl:t\Ao ! R96Z itc7l A
(1713 "A 3, ilkgsc, lafp-AJ.*TAIQ@ rld4c L L o 4 A\Lf41 ti f: Ma
K6 111 A 028 N

oI T

(1) A2 R—=JIb-5-AINKRE A 8 g 29.8 mmol) DT —F )L (200 nl) IEHIC
PTIAY QI —FTNBERESTIAY OBEANHER LA LEET, R
KW TLAE. BAEZEEL, GonkEWE VNSV AS L0 NI ST
5 44— ML BFRIFITHAETSEHZ2ZRBMHEL. 4 5g(NE D1 > K-
5-ANRUEE AFIITAFIVEEZ, NMR(CDCl,) 6 : 3.93(3H, s). 6.65(1H,
m), 7. 27(1H, m), 7.40(1H, d, J=8.4Hz), 7.91(1H, d, J=8.4Hz, 1.2Hz), 8. 40 (1,
brm), 8. 42(1H, m).
(2) Li#te®w (5. 3¢ 30mmol)%Z THF(150mD) IZAM L. ¥R NaOH (6. 05 g, 150
100 mmolD)&EF I n-7FAT7>EZTLATOIR0.5] @ 2MAZ. ZORBRIC
KBET. RV Z2NFZ)L 70 K(6.41 g, 36 nmol) ® THF(10 nl) IAH % 7§
FTlz. ARBETI0HMERE, EMYE2ENL., HWFE2HETKBELE., &
BN HEEHEBEIFIINITHEEREL. .24 gD I- X2V ANFZINAT 2 R—=)b-
-ANT B AFINIZATFINZEELZ. SHICHEBLEEEBRIFIVAREZY V€
15 Z7KT®HEL., Kk, ZRL-., BEZEEL. ZEWEI—FTI THELL.
I—FI)VEBEICLD, 2.0 gD bk EMEBL. SEHINE 9L,
NMR(CDCl,) 6 : 3.92(3H, s), 6. 73(1H, d, J=3.8Hz), 7.45-8.03(8H, m), 8. 26 (1H,

m.
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t, ft n-~ TA T7a L6:4, 0, 1. 98g(11X 95%0) IL Ir_| It 22 WD 99/ 50245

PCT/ JP99/ 01547 0111 6 3- | -t - 3 - 5 - 2 J A A Z2- (4-7 J~t ~ 7 -3F JL)
' focl clwoeydgm@gn O 00, N NI Br NI Br 02S 02S 02S 029a/poué1547 cl
/--,\ ¢l 00 OOPO (CEt)2 NN NO02S02S ( 02SFF O\ 1 1, HF5 ( 1)
Z1(J. Og. Chem , 47, 757(1982))NERD)) 6: U-CGti-B1 - I

i 7, ]

I~ L5y ~2-- fg g Vi 2 | ) f»xﬁ%_ LH
3T 5 B ER T Sk e yolh 008 & 82 6T Am B
%NNR(QP&&%M £ g 240 Gho (PHm P L. 2%399(3%@)?%&7# L32’(| H:u@lad 1%9/-&0-12 2.
46-7.65(3H, n), 7.79-7.83(2H, nm), 7.91(1H d, J=2.1Hz),

3(1H g2 RS JVOHQMLTJD Bal ekl T B | .2 40Lgr 247mm@l3 £nl%0 o) B</(50 m)
rri L NTA-ET7,') i-fF(0. 719g) . ARE,~i',/ J~( 10 )
IQ ., %b%olEB, 360 nB) WAKRE B F W% I L% 250 JER zomm%ﬂr)m@ A5 5 1 9
& : 88 %) 0) 3-7-t-3:-JL-1-~ /7J~t J~-2-~ A~ - T - 513 AN f |
JL f4 f /07 )V AB8TL Mv&@mc4msmmo®>t%7ws‘(@|42 %4) g, SZM@@QH @BU:? 3370(1H
d, J=9.0Hz, 2.1Hz), 7.47-7.66(

1H, d ). -
. 95-7. 99 BHEL ik . sk ICIBA &, 7. z@ﬁ%"%w% chﬁ/lﬁb%g%ms'i% H K
THELERLE, AREE2EEL. BoNAEREIY 7OENI—TIVTHEL

T, 6.82g(NER:96%) D 3-FTEFIN-1-RF L ANKZIVA > F—)b-5-F LR

\IQ."“_“CDOOHCD'

B OAFINIATFINERE,
10 NMR(CDCl,) 6 :2.60(3H, s), 3.93(3H, s), 7.48-7.68(C3H, m), 7. 94-8. 00 (2H, m),
8.09(1H, dd, J=8.8Hz, 1.6Hz), 8.26(1H, s), 9.00(1H, d. J=1.6Hz).
(4) L31LE®m(0.18¢g, 0.5mmo) 2700 A% > QunD)ITEMAL . -35--40C
ZAHL, RWTIEIBEORO MU T7OIR-2700A%5 @EKA. 50D
AWTLE. RATRIBEZEZRICEL., 51T 15 7MERL 2. RIGHEITKK
15 Zmx. MEIFILTHEL. Kt, BB L. BEZEXRL. SOt EZ
IT—F ) THETHE01gUWR:605)DI-TEFIIN-I-XREANKZIVAT >
R—=)b-5-h VR BEEH,
NMR (d,~-DMSO) & : 2.62(3H, s), 7.62-8.23(7TH, m), 8. 81(1H, m), 8. 93(1H, s).
(5) Lz{t&H (7150 mg, 2.2 mmol) & THF (25 nDICEML ., 27z P7 Y
20 A4 > (510 ng, 2.64 mmol) ZMMA 60C T IGKREMAL =, RIEREHETICE
WL, BonEBEMEVALXVASLIOR NI ST 4 — L. BBEIZF
N-F VI U:4v/V) THEHTHES ZBHEL 530ng (R 485 ORELEN 2
HRMEL THZ,
NMR(CDC1,) & : 2.60(3H, s), 7.14-7.66(14H, m), 7.93-8. 01 (3H, m), 8. 16(1H,

25 dd, J=8.0. 1.4Hz), 8.26(1H, s), 9.13(1H, d, J=1.4 Hz).

-7t FIN-b-roa—-1-7zxFIA 2 R=)
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J=9. OHz). (3) ~6-Efla Ij(1.42 g, 3.35 mol)O)-1? '(50 mM)6Z i,4 9 L, i
li=YIJ ~-1L(1. 04 gEIJ /=""'73 J i~l~s/7,1~~~~ - i~ (0. 06 g) ~JU 18U 5
7i(. L L woWdeads It =-TILT' }ctl* "Z L 1 . 45 g(4 :92% 0) PLTHPISHN1547
2-7AT--5-J11 ~-3-(21,31 t- i-2--f IL)--f > 1~)L1l At s :145-146C
NVR(CDC13) 5 : 1.73(3H, s), 3.78(2H brs), 4.06(2H brs), 5.35(2H brs),
7. 27-7. 60 4H n), 7.85-7.89(28 m), 7. 94 (1H, d, J=2. 1Hz), 8. 02 (1H,

d, 10 J=9.0 SEfL t (0. 8 108 mol) L 1" U I.-3:-1L~c7, 7 7-f
(0. 36 g, 2. Qi ~t 1 1. 504 RI, X70 # # L? ( 11 .
FR):L,{ I; ~- i (1:1, , lr,Wr;5MPa (0. 91 g, IR96% L
L, -C[1-~ -7IhN IL-5-"J ™~ A-3-(2-,F1, 3] t 'l - >2-"( IL)--f > -IL-2-
15 IL-A -~FIL]-"X,,> 1 -~FI LI7, 7-4L 14L r , 126-127C NWR(CDC13) b : 1.
31 (6H, t, J=7. 2Hz), 1. 79(3H, s), B.93-4.25(1011, nm), 7. 20-7. 58(6H,
m, 7. 760H, d, J=2. 1Hz), 7. 980 , J=9. OHz). (5) EfL t (1.43g,
271mm1)L4 71 Lt ’\/ ~>77)V1 (0 g 325 mmol) - THE (27 m) b:6 M,
*27 5.5 mol)

* ok f Lt 0
)IRA, /(L >g1'f fgbi%bpw#éﬁ‘jfmffz/ }‘Dl\/ﬁ(éon'r’ﬂ?) g 4 ﬂF’E?)mZF ’J77Ef515)£|3“{<07 11" g)
hHA, 3 H4 i |

A O S S L e T L L R R
o) fé‘iezﬂl\/ﬁ%ém)’ﬁ BT 6%{[57%%5% v Zﬁsﬁé)“L%%E( é/HZS}\l(l']Ogsg &1 3~ 9]6 i
N T e R

PCT/JPQ%O%MJ 0y, W52, 4Ha )< r871£<714117rdﬂ>1 %ﬂ"t?)to o £ R-1HUL. 82 g,
1. ~~ 79177 (10 M) L 137 1 -1k m) L.  10% Pd- C( 82 rrg)

)JD7L /l(:l AW/v)l‘B@&‘:W’ZHE)ﬁ@ Et 0. 584 gXOR . 55%) ODI%%E{K@\%GET@W%EZI . 41

goOR W 51%0)1-~|-t>' 5 A A2 [2-(4-7) ' ATz * I~-10L)]-3-(2-,A

AL-[1/88.1 >2---f 1")--f > F -)t0 M:175-177C% La z: ~ Wrd X1(0. 2449)
NMR(CDCl,) 6 :2.38(1H, s), 3.12(2H, t, J=7.2Hz), 4.36(2H 1, J=T.2Hz),

10 6.97-7.01(2H, m), 7.20-7.30(5H, m), 7.38(1H, s), 8. 38(1H, d, J=1.8Hz).
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:/ (6 m)6:OPAL, INtA(2 nl) )IJN k. 80-85CT. 3053 WML t F-1fL: 1t 'M
'IC) fi~ 1-3~I~T #r WrL 1 7.) L 3-7-t-11" =-1-~-1?i7, ILt,=IL-5- A

fi
-2-] 2- (4w649/505\457 =-3-)] --f >F10 1131 f f (7)) ~p~Pcrdr/@s47 24 Q)
)
I

o >~

| (5 mM)KF 1 N7J 1L U-3~ 7.A (L 2m) dINL. &-1)rTb'"c - B'c

(Lt Tar | t170-172C 15 NVR(CDCI3) S : 2,768 (3LL, 9), 3.702 (21, t,
J=7. 8Hz), 3% 0 (211, t, J=7. 8Hz), 6.95(211, t, J=8. 4Hz), 7.09-7.22(4H,
m, 7.93 J=1.8Hz), 8.25(1H, brs). V: ~4Vil73-7) - 5 -A

AL2- (- Bl Ly 45 WY £ | b {or ©Q\-/ 00d o N
Br Nl NO %25%? P )t265%%TAvib1§?(:3/)z{f4€ f%fgi-~ it =IL-2-7 - E
t-IF 517 3-(2 g [1,3] [ == -25( IL)--~)Ir(0.236 g, 0.5 mmol)

THF(4 m) 6~ L B)I 1) 0. 11 g, a” 2 Y7A&, V-RT 2 04 rill It LL
41t m, 17 1-TH O 700, rlml, [1-79 GJ1.ra jVH $X. RO~=--5- T
CW T75L 0.214 gM *:90% 0 N25 WD 99/ 50245 PCT/ JP9#T 02647 -,'~ -1? Z
JL*1-=lL-5-~7 A A-3-(20=C ~JL-[I, 31 :i 2--6J)-2-71- (E)V1 13 >-4--( JL)
“3:-)'--( i/ F- JL T ft. M~ 195-198.0 NNR(%&\B) b: 1. 74 (3H s), 2.
35-2. 40 (4H, nm), 3. 17-3.\ 25 (4H, m), 3. 70-F\ 78 (2H, m), 4 . 01-4. 07
(2H ), 4 11 (2H s), 7. 24.7. 60 (4H m, 7. 85-7. 90 (2H m, 57 . 9

6 (1 H, d, J=2HO z)9 S 06 (1H d, J=9. OHz). (2) ._,"'7 i-3~-
- IL (0. 186 g—=8 nmol) m) KI: 7f, {['.* FJ ~7 A(0. 12 g, 3
mmol, 60% . - ~i ) L = L)YMJQ ;k, k o L.0) rA6Z-1-- E TL Q X1(0. 475
g,lrrrmI)NA 8oCc z 30N3 Mhn LLa EIl ZZ DWF "ML. 9 61' = - ~F)L L .
A, JLLLor 6#, 9L :i-( 7010BJL.z.-7J L Z- FE1107 5L 0. 296
g(2)MRa f4L * (L1 t J " - i ti (8ml ) 6 6L.1Ni It (3n) haA

J

I\/AT 3053-M 49 1- 7,5 L 0Q0TL alt LL O. 230gg1 ~Z :81% o
/7
N
7N\

— 7 —_—
HN /

(1) HAETIHVI=ZUAG.5g T2mmol)D>P 7 0OLSy > (475 nl) BEKITHE
5  JKEERE (3.64g 36mmol) 2 FLU.ERT.15 4 MEAL /2 KITTHEK (SYNTHESIS,
p1018, 199) IKEWESNSB -roa7P v hFo-1-ENO1I1 > R—J) (3.3
g llmo)O¥rnorsy> @3 nDBEEEBFLE, RIEBZZEET. | FE
W%, KKICEALL. BEIZF)THEL. 2 @EAKEL. SS5ICEFEFKTHR
BEBR L, BEZEEL. BoN2ZEREMEYASNVAS LI ORI ST
10 4 =L, MBEIFINTAEAHTIESNS 1.23 gURE 365 D 3-T F V-6~
yoay7tEbFo-1-ENaaiA > R—IbEHRHEL THEE.
NMR(CDCl,) & : 1.56(9H, s), 2.59(3H, s), 4.33(2H s), 7.17(IH, dd, J=8.8Hz,
9. 1Hz), 8. 28(1H, d, J=2.1Hz), 8.34(1H, s), 8.35(1H, d, J=8.8Hz).
(2)EE{a (0.278¢g 1mmol)® THF (5 ml) AT IN KLY F 7 4 (2. 5nl)
15 %A, ZRTOSMEHR LA, RINWA INEROC6nDZMA. HETCR
WL, BoNEREREHREIFIVICHEML, EEKTHRE. R THRMAEK
THW., BELEZ, BEEZEERTD L0145 gINE:83%) D 3-T 2 FI)b-6- RO
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Tot , 0120-121Co 1161, NMR (CDC 13) b : 2. 60-2. 64 (4H, m), 2. 65 (3H, s),
3. 77-3. 82 (4H, m), 4. 12 (2H, s), 7.21(1H, dd, J=8. 7Hz, 2. 1Hz),
7.34(1H, o dsfeddz), 7.93(1H, d, J=2.1Hz), 15 9.50(1H, brrOT/JPAAB54TB- |
(t-3;JL-5-"7 N A2-(3, 5-/07 A A7 oFt) t-of > el ¢l o NO02S02SH 0
Ocl cl 20 ( 1) 4$i1 6(1)i:WE LL 3096: L 1 - > - t ) Lt -1L-5-~7 AA- >

F- JLi 23,51 H. Q.E. ol Ft g st < >>7, JLt::)L-S-'7
P NE) “E A %E%E‘” Z%%ﬂ Eﬁz/&é‘f&) : 121 122. Nl\/R(CDClé) b :
6. 68( 1H, 2 2k, ( 2 gl , o115 35% 7. 57
Can Nﬁk(d 5191»%66 'd dz 36?3114 k‘? 6%‘6(1#19 J}h* Jts é}rz a'g%zé V\%5799(/1%0325
PCT/JP99/JQQ-524iE)(2‘4) 9/1\'(3111c L@'U 84@f1z]) 283)8L(fm| 8@0) a=>z |4Hz)6 1ble¢ilg, -o% 1L )-3:0-
r7LzJR 1* T7,) ~- L 6:4, 0 OTL a f4 f,: 1& :27%0" 180-185C NVR(CDC 13) b
D 2. 69(3H3 )S)buﬂﬂié’:ﬂ@-u /QZ(’EHXW)/,TJ‘i)l/@lD('J.HF =GB BHRE) TR 48(EH, t,
J=1. 8Hz), 8. 01 (1H, brs), 8. 10(1H, brs). 5 .V~19 3-7-t-7 IL-5-'J A A-2-~
-1? 157, AL £IZROHT H Fol =4F3ch ok &l Bi= 0 TR § NSK 0252028 02S 02 N S 1

~~ [/ / HO02\ / (1%A1J8 1)6ZBEU )M "Cl1---tf i7,1lr,.=~5-"711 -2-7m 10
= | ~~ -~O"MRADCA P~ A& 932% (@DCl@)“élH gld, 14(&@25)1 '$Hz2- 7. 3@®(HLOI-4 m,
793798(2H n‘) 815( d, J=8. Hz).

1=1. 8Hz) X 83(BH m), 7.87(IH, 'd, 7J=3.0Hz), 8.21(1H, d, J=8.6Hz),

9. 0(1H, brm).

(4) LEfk&E®W0.63 g 2 mmo) D7 MU @ nDBERIIXR DT O

10 I R(.41 g 2.4 mmol) &k A Y 74 0.55 ¢ 4mmol)ZHA. 300MERT
mBaEE L, REERZKKICHA, BEBRIFILTHE. Kk, 8L, &
HERELEGBONEREMES VAT VAT LU NS ST 40— 2L, BEE
IFIN-FILT 2 v/V) THEBETZEZ25 0.72 gUXR 895 OEELLEY Z
WM EL THE,

15  NMR(CDCl,) & : 2.48(3H, s), 5.27(2H, s), 6.73(1H, dd, J=8.6Hz, 2.0Hz),
7.08-7.78(12H, m), 8.23(1H, d, J=8.6Hz).

3-FEFN-1-1-T hF L HNEZN-5-ARFLAFNFFT A2 R—))

BnO BnO BnO
O O — O
/ /
HN”” HN’” N’”
Boc

20 BOC BOC
(L)S-RIDNFFLA RSB EH | TEUTI-TEFIN-H5-R2D
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(2) hfLald (3. 659, 9. 12 mmol) '7 2" ~~j (50m) 6:.113 L, ~ A A
(5. 19 g, 27.4 mml) 1°Z 18 04M # #1LL L. 15 7}CT , *A iz ALl f4

~~'1. 7a~ &g dosozas? ~ ~l ~. =-7-J~ ~~~t~~"Ta ~ 1-~ i -~ | ~ZI ~, PCFIBIYA547
AR.2-7==1> 7,1t,,. )L --f [ XT*FOfL1J-3:- r7L-C -Ba L(: 5-'111 13
-2-7==1t/7.1L,-1L-~f 86% :| : 137-138C 20 NMR(CDC13) b : 7. 12(1H, d,

1=3. 3Hz 26-7, 65(6 7.98-8.03(2H m, 9.23(1H brs) (3) 2f L |
t (0 )é%zwﬁ{ 6'5(')(?%@7‘\1 5t (r7r)n1)gAI(A(2. 0)9,( )5 ol )

L7->?-31yyktcnb1 19 ' 9(d3 (348 9 1551mml)spD=7.me,(aa, g, 8@) f faMsd ) AMT 19T
1.5"M #1 &LL AV 1 2(3) LML4, O)f ZITL -C 25 MMLt f4 1IN :85%27 WD

99/ 50245 7P§361’J7JI§996H31415477 SNVR( GDCI 2BLHH - 8.21 64,3, 15).,4H7) 46(dH 11 ddrm)JI=8. THz.
1.8Hz), 7.48-7.67(411, m), 7. 99(1H, d, J=1. 8Hz), 8. 06-8. 10(211, n),
10. 1 (1H( 2or sh 5 4Bk VL 01e,2 7250mTh & R X DY I ZEX ¢ 0 @ bZel L 4 R4 R3
(C2R)2 R4 R3 or RS OCCOCR2R RS OOH ~ |1 C.ZR R6 NRR RNR2ZR R (lc)
111) R4 RB0H © THA(2RnOOEM IKR6 BN2FS RR-PI YL S= + BF — H (1.97 g 9. 05
nmol) D THFGmD) AW EM T L., 300H#ER L. RIERZBETICREL. &
SNEEREANY TOENI—FITHET S & 2.58 gXE 945D -7 F
W=5-RINAF-1-t-ThFIANRZINA L R— )V 2HBz, L 114-
116C.
10 NMR(CDCly) & : 1.70(9H, s), 2.55(3H s), 5.15(2H, s), 7.06(1H, dd, J=9.2Hz
9. 6Hz), 7.30-7.51(5H, m), 7. 98 (1H, d, J=9. 2Hz), 7. 99(1H, d, J=2. 6Hz), 8. 19 (IH,
s).
(3) EE{te®Hm(2.58 g 7.06 mmol) ZEEE T F )L (51 mD) ICEML . BILNS
A0 13 EMA, FEZRT. KFZEHRMLUZ, 20 2FT 196 nl OKFEMN
15 WMINh7E, MEzENL. BBEIFIZ2EELE. BonkERE(Y 0K
VWI—FINTH®ETHEL TgUE BYDI-TEFI-1-t-T rFHNKRZI
S5~ RoFoA4 R )VEBHL
(4) E@{LEW (1.8 g 6.54 mmol)DY 7O A > (18 nl)BFEH#IT 505Na0H
KBHEQ D EFRS i-ANFINTCEZTLTOIR0.28 g 10%5EIN) 20
20 A, EISIBERERET.IEBNVBEOANFIAFNIOUR-Z2/700A5 BHEQ
mDZBTFL. #BR LA, ERHEARERREZ, RIDRICKKkEZMA, Prooxy
CEBEKYE., BMAEAKTRE. ZRELE, AEEEERL. SonktERERA
LEn-AFH > THEBTDIEIILD, 198 gUNE I OEELLEmEBz.
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0 Cl (CO2Et)2 O OH CO2Et HN HN CI 0 OH C02H HN (1) 4-(5-~ ~ A'f i
“)L-3--( )L)-2-L F A~ 4-t V-2-77/ _ 10 ~1)''J1. 2. 99 g, 126 mmo | )
Et OH( 100 {W&)ookodsdn ~Jp LL fl -T 1: EtOH L . & J : THF(200Ppairypolisse7 ft N L
THF( 124 m) f18 .19, 8.1 g, 124 mmol) )]n A IS i'iALLft G- o) H A Z
l-K . T 3-7-t- Fll -f i F-)L(12 g, 62 mD1)*~)] , 3 04rM421Lt G I:. 50CZ
16 04819,./Q A#ILL M1 IfT9 L, 46 i & z 28 WD 99/50245 PCT/ JP99/ 01547 )
L - ,/—ﬁl@r—(lzonn)eme Pa AL, 7lcyc, Al FO X- 51)'-C Ajj~ LP
%~(: ;> -Y=rlhRRA ol pBICT REETIZrZy 14790 8 > V= )B 1 W ONAMLAC) )/

0, 219225c 53') 5 NVR(d6-DVBO) o :1. 32 (3H, t, J=7. 2 Hz), 4. 31 (2H,
q, J=7. 2Hz), &. 03 (1H, sS)e 7. 30(1H, dd, J=8. 4Hz, 2. 1kz), 54(1H, d,
J=8. 4Hz), 8. (1H d, J=2.<\HzZ}, 8. 83 ( L 12.6 (1PE\$ho n

3~+FT: C'H, 2C1 6t90 (% W€y 57. 25 H A<L12, N_4. 77 12. 07.
10 Al 41 (% :C h5 147 H, 4 “2 N~ 4. 97; & 12, 010 (2) 8- (5-11 ~ A >
F-)>r-3--f )~)-2° A |-4- 2 7T ERE ( 1PNT14P I7-, T)tp\(300 ng, 1.
02 mmol) ;i "- i rT1)6: . 1 Nt m) )] QA ., Mn it L/
6#, A --T IN-1 L, &6:7Jc I\/A+Lb 1PEI L= AIR, *, 1~ +>TA OrL 1-Z
~. . L230mgOR15'- : 80 0/()CDCM au- It "t,MMLL-C fUtz 1 220- 225C (3~

) NVR(d6-DVBO) O “»Z.J09(1H, s), (ﬂk dd, J=8. 7 20 4kHz), 7.
53(1H d, J=8. 7HA)E 21(1H d, . J— 8. 77(1H, | 6Hz)
ozs

12.5(1H, brm— 13. 6@3 PO (OEt),
o
“ (o]
.
0L

5 (1) @t (J.0rg Chem., 47, 757(1982)) SO AHICEL THESNE |- ¥
CANFZIN-5-2700-0-AF)NA > R—)VESEH 1) ERBRDORISITAL.
3-F 2 FIN-1-RoEF ARz -5-r7an-2-AF )AL R—)ziHlk, K
R :86%.
NMR(CDCl,) & : 2.61(3H s), 2.89(3H, s), 7.32(IH dd, J=9.0Hz, 2.1Hz),
10 7.46-7.65(3H, m), 7.79-7.83(2H, m), 7.91(1H d, J=2.1Hz), 8. 23(1H, d,
1=9. 0Hz).
(2) L& (1.40 g 4 mmol) 2 LRFE GO nDICTHEML . N-TOERAT &
SAIRO.T1 . BEMAENCYAINU0ng) ZMA, BT, 3.5 BEHERL .
R EARNE, MHEBERZEMNL., BREZBEME. KRBT 2. GonEikzd
15 BOBMBIFITHE®RTSE L5 gRER: 8D D 3-TF I -1-XN2E2ANFK
Z--FOEAFIN-S-raOA rR—=) &5, #s:155C,
NMR(CDCl,) & : 2.73(3H, s), 5.40(2H, s), 7.37(1H dd, J=9.0Hz, 2.1Hz),
7.47-7.66 (3H, m), 7.93(1H, d, J=2.1Hz), 7.95-7.99(2H, m), 8 11(I1H d.
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brs). 20 53+h:C'H, ZCIN0O4 t, -C!t-9 JA(% : C, 57 . 25 : H 4. 12; N
4. 77; A, 12. 07. ! JTA(%W : C, 57 . 14: H 4 20; N 4. 97; O,
12. 01. S$edossods® 25 44A 1 0) (1) L n $wbh: L Z 7c 0) 0) HTursenisu7 (I c)
QLO G6:7¢c '160) ZE, ) al d) , E(2 LCp7 6:LZaM ZLI 29 WD 99/ 50245
PCT/JP99/ 01547 $ ' J 23 2 59 DCalt J; LIITODBO!LJI'- |~ b~— ~ a
h > R4 _I9?40]§.}ROO—|500—|R51/0)2RO)2RSRS RHNR RNR (lc')
(lc) R4 R3'5"F’'0H RC02H Rs NR2 R (Id) ulM23 C C 0 OHPhsRA 0

OH - CO2Et ;Q02EL (DL (1 025Y  ClysOnfdh PR N (50 mi) kiR L, =51 > 270
a—)L(1.04 g, EUPZIANTRIVI O ZAIFF—H0.06 g &MA. 180K
B, fBEBAKLZ. RIDEZRHAE, EEKICEALL, BRI FI THEHL.
5 K. HBLE.BEEZBEEL . EEMEI-FTIVTHET S & 145 g(NE:92%)
D NI-RUEL AN FZN-2-T7OFAFI)V-5-700-3-Q2-AF)L-[1,3] o F
VS5 U-l-A) -1 R =B, AR 145-146C,
NMR(CDCl,) o : 1.73(3H, s), 3.78(2H, brs), 4.06(2H, brs), 5.35(2H, brs),
7.27-7.60(4H, m), 7.85-7.89(2H, m), 7.94(1H, d, I=2.1Hz), 8. 02(1H, d,
10 J=9. 0Hz).
(4) Lt &a®H(0.85¢g 1.8mmol) &MY ZFILFAT7 71 b (0.36¢ 2.2mmol)
DEEWE 145-150C T 1. 5 Kefil, MBEHR L 2. AR, RIBBEITT—F )b-n-
ANFEH U, v/VEMRA. BT 580.91g REFI6HDELTIH-R2ES
AN R -5-700-3-(2-AFIW-[1,3FFV T -2-1MI)-1 > F—=)b-2-
15 ANAFIN]I-FAFCE PIZFNIATINEHZ. A 126-127C,
NMR(CDC1,) & : 1.31(6H, t, I=T. 2HZ5, 1.79(3H, s), 3.93-4.25(10H, m),
7.20-7.58(6H, m), 7.76(1H, d, J=2.1Hz), 7.98(1H, d, J=9.0Hz).
(5) kFEikEMm(1.43¢g 2.71mmol) & 4-7 N AOXRZ X7 ITE R (0.40g 3.25
mmol) & THF QT mD) ML . XKW TF. AKFRLF MU LG IHFTIAA1I)
20 %0.22¢gG.smmol)EMAZ. BRT I8REBEERE,. DIFQ nD & 4-7)hAONX
CATIFEROQ I gy EmA, 3 REBEARLZ, RIEBEAHILLY >EZ T LK
BHEMA, BEBETFILCTHE L. Kk, BnafkThy, WRLL. Bz
BHEL., BEMERBIF )V -1-AFH > (14, v/VOTHERLIES &, 102X
R D 1-R2¥ AR IN-5-roa-2-[2-(4-7)hF a7z )b)-EZ
25 JL1-3-(-AFN-[1L3]TAFYIT - I) -4 > R eH, AR 149~
151°C.
NMR(CDC1,) & : 1.63(3H, s), 3.45-3.50(2H, m), 3.91-3.96(2H, m), 6.87(1H d,

J=16. 5Hz), 7.10(2H, t, J=9. 0Hz), 7.26-7. 36 (4H, m), 7. 46-7. 55(5H, m), 7. 82 (1H,
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02S\ 51\ i (1) 4-(1-> :iiZ)~. =J"'-5-AAf >} -Jt -3--f
JL)-2- > A 42 Ve2-7T> [~JLI~7-) fLt 1 i) 73 (0.88 g, 22 mmol, 60 % 't
-f ) TREGSHsiAiSs -F, 1V 1 (1) TMP 4-(5-1 ~ A-( > )pcidpomBis
1')-2- 1- 10 A i-4- '=-2- i i 1-3=-J~17,7 JL(2. 94 g, 10 mml)-M O 30 WO
99/ 50245 PCT/ JP99/ 01547 *Z M 1553rAl #*f 7,JL~ =3~~713 1J F(2.12g, 12 mo

1) 0) THF ( )t Tl ig T 204rR 4 DMF(8ml) hU 66~.. 3053P
L % 1 AglﬁlllngBL ﬁ%&géi |h7]kf9 %F? rk ~7hiclL, A~~1cZY~"cT rzLJ~ 5" ~1J
-TIr~~ ~\-Tatib2 G, 884 t 1. 64 nfoB £'E i =& )3(107R1064087 /%-0L Mo, nM2 TL t
"2 f f 6MVMm FFF, L, A 156-157C 0 h AT f NVR(d6-DVBO) 6 : 1.45(3H, t,

J=7. AHz) , 1745 &8 2H; 0%,PdIETR24AME) % 16 289 H = 1B )R, . 18 B804 Wdy LY=9. Atz 2.
4kz), 7. 50-7. 70(3H m, 7. 88-7. 99(3H m, 8 35(1H 10 s), 8.36(1H d,
J=2. AHz)E 4. BEFH . br )/ —3}%%%*%@%@: ONOGS(B 2 23—12@@&’\2/%9%% C,

54. 9 1 : H 3. 78 N, 3. 20; d, 8. 10, 7. 33. |If S 54. 83: H,
3. 785N, ‘J‘@)l/lﬁ‘r 41:!:1:182 &%(437)17#@27 :{%)ﬂk(—ywh 3at(é)7‘3j 145Ut§ Wﬁr
F-JL-3--1r 2-L F ~ -4 " T p (1) Z f47 =7 %@o 1. 97
mol ) (40‘/rr‘¥)/12'N' M ’(8/rri‘)")’<]ﬁf?7~4°l-‘ﬂ‘~r R TCLIK L @3 {0, ZABELK

T ek ey Eg LA e L0y B A 50 S, g Wyiag ™
da, =0, He B lalpy R bl e RS %“?%ﬁ%ﬁﬁ%ﬂz%(%ﬁﬁ%ﬂ .

8. 20- 8. 25(3H -, % B3 1,51 s O 13- QI B )y = T oty CLBHIREINDGS L

10 JIEEBEMIIEL
(1) EEALE®H Q.24 OPAFH (G nDEEICT IN KEY FTLA.2 nl)
EMA. | BREMEB, Rl KEREERTFIVTHE., Kk, EZELE.
AEEEEL. BREZ2I T THRHET S &, 0. 135 g(UNER 8N OEBELLEMZE
Fo. RS 170-172C.
15 NMR(CDCl,) & : 2.68(3H, s), 3.02(2H, t, J=7.8Hz), 3.39(2H, 1, I=7.8Hz),
6.95(2H, t, J=8.4Hz), 7.09-7. 22 (4H, m), 7. 93 (1H, d, J=1.8Hz), 8. 25(1H, brs).

SEH T

-7 F)-s-r7On-2-(E)NHY -4-A V) AF -1 RF—J)L
Cl

M
oo 0,0 cl
/| 7] \ i
N N O

023 0,5 et

20
(1) 2246 6 THESNE I-RXROEANFZII-2-TOEAFI-5-r0-
3-(-AFIN-[1,31oFFY 52 -20-1)V)-14 > KE—)L(0.236 g 0.5 mmol) &
THF (4 nD @M L. EIFY >0.11 g 1.25 mmoDZMA., ZEET. 2 BEE
BLE, BEREZEEL., BREEZIL—TIIICHEBL., Kk, ZHLE, ZT—F)V 2
25 HELAONAFEERZER. PEBOI—FNTHET S E 0.214 gULEK:90%) D
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25 ptA{ (%9 : C, 53 . 28 : H 2. 98; 5

(% :C 53. 33; H 3. 06: N 3. 40: O, S, 7. 85. 31 WD 99/50245
PCT/ JP99/ Qikpdbozds~12 4°-5 9 X 1 2 3 0 ) ( 1) Lip]$IL LZ »cvpdo13d7 (I c)
aMZ L ~6~xc |~o~ r,6,t(l d) ~aE (2) LA bzLTgMZ L/ IL t231- N(Y%A J,-U V, 2
3 6~r o ATRE(L o IJODNMRL' 5 4 6" # f 5 T 0 32 WD 99/ 50245 PCT/JP99/01547

45; Cd, 8. 74, S, 7. 90. V-6

N, 3.
8. 56.
(1)

O-b 0\ 0Q D L, _00 oM

- - 06n NW&MM&‘QB/}N%EC% %%@N[RINQZNQI/% p ,ppz On N
N O N \Cé%w(}@o/%'vk'\ﬂu‘kéa)@ Q'QN—QL'%HM At ©: 9951 98T 00 N N NN NN N
N 6J - X aJ’aJ’alJ"UvvvCvvyXxyv
vV QI X Xy K(@@c%) o € 4@, s>020315 @J463<JLHL)H)V3V17 @Dﬁémxmw 6 708 WbV W W W
W= 0 0 “p WWWWWw W 00 00 Nrt" d NLt L, Od" Q7 67 OONO
OON = lm§3D ~01L4.N)7N2HJ, NON M. N EN 9.7 N2N-1.5C@H, | ), 17.185e@ 90 (RHI o), 1 j |
OMNOO IIJONTIF 00 O00 00 NNOMN --~

5 7.96(1H, d, J=2.1Hz), 8. 06(lH, d, J=9.0Hz).
() =T >FA—)(0.186 g 3 mmol) D DMF(2 mD)BEMWIT/KFLFT U T L 12
g, 3 mmol. 60% I XFINAAI)EMAL., TOBEKICEETILEY (0.475 g |
mmol) ZMM A . 80C T 30 rMAMEALL, HETICIMF 28EL., RBYEZHET
FIICHEML., Kk, ERLE., BEEZ®EEL., D9V 7ol —FIVAET
10 2&£0.296gDHERERZ. R(MLEWEDAFH L @nDITHBERL. IN HE GnD)
EMzZ, BEHRTI0OWER T EICEIOEEEEHMEL T 0.23 gUNER 81K
EE. BAR120-1217C,
NMR(CDCl,) & : 2.60-2.64(4H, m), 2. 65(3H, s), 3. 77-3.82(4H, m), 4. 12(2H, s),
7. 21 (1H, dd, J=8. 7THz, 2. 1Hz), 7.34(1H, d, J=8.7Hz), 7.93(1H, d, I=2. 1Hz),
15 9.50(1H, brs).

2% 8
3-7EFN-5-r7nno-2-@,5-Yrun 7z )V FF) -1 > R—=Jb

Cl Cl -
o}
@/j Q\J\ “ @f‘\ Cl
_— —_— 4
\ \ S‘Q N l
0,5 0,58 - H S
Z :7 Z ;7 Cl

20 (1) BEH 6(DITRHLAEXBMICEL., |- ROEZRNFZ-5-rooA > F—
W23, 5- 007z VW DANT 4 RERIBEEZZ LITED I-RELR
JVARZII-5-70n0-2-3,5->7 007 )V FF)-1 > R—=)bZ2EZ DR T
AR 121-122C,

NMR(CDC1,) 6 : 6.68(IH, s), 6.97(2H, d, J=1.2Hz), 7.19(1H, t, J=1.2H2),

25 7.35-7.57(4H, m), 7.85-7.88(2H, m), 8.26(2H, d, J=9. 0Hz).
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oOM00O0O) OOO, , .N. ,,,., CnOONOO [ tic NNNNNNNNNN
Nt--~ X X X X X X Yy~ X yGyGJ.~N6JyCJIUUUUWIIxxxxIxx
VV XV VwoVYosa¥svV Z_cc Ox O _ O 00 O o O pC KO 1OTr/0047 W W W
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N

N

L.[7 [

CT 00?%@1%)@ QQ;NQ@%E{{:P@‘%%@L) I = M7 Nmmﬂvnmlo 18d. ,~ Ln M6J WCD
NMR(CDC 3> 5 - 9. 69(3H, s), 7.20-7.222H, m), 7. 41(1H, d, J=1.8Hz). 7. 45(1H,

[
N N
t, J=1.8Hz), 8.01(IH brs), 8 10(IH brs).

-7 L F N -b-r O O-2-R Y Y ANEZ -1 ¥ R
Cl

Q %15@—-*@@———@&

0.8 s

D D S

(1) &6 S(HIREBLEFERELCT. I-RoEANFZI-5-yon-1-7
10 ZVFA-12F—)bziFl. WER: 9,
NMR(CDCl,) & : 6. 14(1H, s), 7.22-7.60(10H, m), 7.93-7.98(2H, m), 8. 15(1H,
d, J=8.8Hz).
() L@ ke 3.65 g 9.12mmol)EP 0O RA% > (50 mD)ITBERL., AF Y
DO@EEEEREG.19 g 27.4 nmo) ZXKA T, MA. ZE T ISHHEERLZ.
15 RIEWICEEBRIFILEMA, EEKTHRE, Kk, BB L, BRZEERL. &
SNA5FEREAY TOENI—FIINTHERTSE I-REANKRIIN-5-7
Oo-2-7 22V ANEZ -1 > = &EE, RWTKELYFULTEHRE
TAZEICED -7 00-0-F 22V ANEKEZIN -1 > R—ILEH, LER 86%,
Bl 137-138C,
20 NMR(CDCly) & : 7.12(1H, d. J=3.3Hz), 7.26-7.65(6H, m), 7.98-8.03(2H m),
9. 23(1H, brs).
(3) FEMEW0.87 g Smmol)D¥ oo Ay (T nDEKREHELTILVIZ
5(2.0 g 15 mmol)&E7EFIroOU B 18 g 15 mmol) D AL E (21 nl)
DREBHICERTICHT. LoREERLE., 236 1Q) LRAKROBUEZL T
25 HEE{bamze®El, XK 85k,

27



.-. ~, o00000O0O0C 't/ Uoco~wc~-~wwWOI I | U wwwwwcvooWo
oo~w www ww r_aww fL 12 ;, C .-, 00 O- L12 O- OCDNNOOOOCD N~ -
.U +7 00 OQ,O_ggysM)‘sO }1~ MOUMWI~\ ¢j7 co{ cn 7 mmI PcTAiPO%IB7Li z U
ON- ~ O~vo CQUUUWUUUW U d) O~ 0000pO0OC~_DO
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X~ xxxﬁw(&crﬁ C,\/2 6(4()§HL6 %@lﬁ Léd d‘ég 7% ksﬁhp?ﬁﬁw?‘uﬁ,é’iy P-N d'
VLWV Edncld SR BGRLONTE w), llG.HIWH.GMrﬁ.ya P-~ 11 0OCO000O0

EHiF 1 ~220tE®iE. UTFTORBIV—FIIEKDERLZ,

=29 R

cl
o cl
(COzEt), O OH
4 / a 7 GO,k
HN HN
cl
O OH
/) 7 C0o,H
HN

(1) 4¢-G-zooA > R—Jb-3-1J))-2-E ROF > -4-FFV-2-TF VB T

FIVLTATI

10 FrU™MA(2.99 g 126 mmol)Z ELOH(100 mDITHMA . MBEBEMHL 7=,

BUE T

ZEIQHA2®EL . BEICTHFQO m) ZMMA. BE®EEL . KRITTHF(124 ml),
oI ITFIAUS L g 124 nmo)ZMABBERELE. ZOBBERICERT.

-7 F ) -s5-ronoA > R—J)Lb(12 g 62 mmol)ZMNA. 3 BEMEIEBLEZ. 5
12 50CT 16 BRff, mEEBRLEZ, AREZ2HETEEL., Goh ks T — 7
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~J,}Jn LCCDIl.- 00 On O--r NMLC2 CD[l- 00 Q VAHNNNNNN MM CO CO
CO CO CO m CO CO N 34 WD 99/50245 PCT/JP99/01547 2 N0OO Uzl C= 0 C= o

rn Lo rn no9hsh2es _ 0000 0 0 00 0 00 MLOU.) c p j | p pedrdro@e14rp to O
777\ 1| OOCODwC, MMMMmOO 00 Lo 000-2000" NtDDD- NCQj O

d) iGQ yz~axx "WwUUUWWUXU '/ Up000OOOOOCOOQ
O-pO p)@v%g@OM{WWﬁ\%’\g\é’o\ﬁ{1WWﬂWWMﬁ/\ﬁj\%\éﬁWﬁwaypﬂwm&::ewoc cMD

o LI-r) cD =t~ C'DIlI cc MM< L, L-cnc.o0
nCePs %@Owb 20-GL g i S R & | sPAUCUE B I waU W4 U d (U p~ o
R:81 HOREELEYWESE.
Al :219-225C (43 F8) &

5  NMR(d,-DMSO) & :1.32(3H, t, J=7.2 Hz), 4. 31Q2H g, I=7.2Hz), 7. 03 (1H,

s),7.30(1H, dd, J=8.4Hz, 2.1Hz), 7.54(1H, d, J=8.4Hz), 8. 21 (1H, d, J=2. 1Hz),
8.83(1H, s), 12.6(1H s).
FEFESHC, H,CIN0, E LT
EPEE (%) :C. 57.25; H 4.12; N, 4.77; Cl1, 12.07.
10 SERME %) :C 57 14; H 4.20; N, 4.97; CL,12.01.
(2) 4-G-7O0A > R—)b-3-1))-2-E ROF -4 FV-0-TF VB
FE (1) THEAZITAFTIV(300 ng 1.02 mmol) 24 FH > (30 nDITEEBL .,
INHEEGmDEMA. 4BRAMNAERL A, AEZEETICEEL. BRETKZ
MAMHERZEREZ. K. OFF > THhEL . ER T EITELD, 230ng()
15 R:80 HOEBEAEMERAKERLEL THL.
Bl 220-225°C (O fR)
NMR (d,-DMSO) 6 : 7.00(1H, s),7.29(1H, dd, J=8.7Hz, 2.4Hz), 7.53(1H d,
1=8. THz). 8. 21 (1H, d, J=2. 4Hz), 8. 77(1H, d, J=3. 6Hz), 12.5(1H brm), 13. 6 (1H,
brs).
20 JLESHTCLH,,CINOG,ELT
BHEE (%) :C, 57.25; H 4.12; N, 4.77; Cl, 12.07.
FZHE (%) :C, 57.14; H,4.20; N, 4.97; Cl,12.01.

EHp 2 ~2 2
25 EZRiF 1o (1) ERABICLT, TOMOTAFIVE (1 ¢c) ZEaHRLEZ. &
SICENSOMBANARVE (1d) 2, L& (2) ERAFKICLTERLE. &
EYMOBERLUMEEZER 1IIRT,
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Rs
7 CO,R
HN R2
(Ic)
EHp 2 3
Cl
o OH PhSO,CI o oH
Py
/] CO,Et /) 7 C0,Et
HN N
ozs\| -
Cl ~
O OH
a 7 CO,H
N
/
08
| F

(1) 4-(-RoE¥ 2N EKEZIN-5-700
AFV-1-TF8& ITFIVIATIN

KFALT HU T L. 88 g
wBL. KR, sl |
OFv-4-FFV-0-JF B IFIITA

22 mmol,

10

30

(1) THL 4

12 R—=)b-3-1 ) -2-t RO F -4~

60 ¥ * A )V) % THF (50 mD)ITHE

(5-7 004 > R—)b=3-1)))-2-k K

F)L(2.94 g 10mmol)ZMAZ, KW



oOCv .teaxi..~00""wcVr--it bn Lo 00 tom ti -= G/~ Ci t ~t N Z

M 1"c y U L---; (Y- .. f. ~t m t'" c~i c+~s, cc wo 1-4 oxo mcc CC
Adr 00 W&Bgkgresi t ti co 00 oocm CQ...-r " CV M_ par/hpooxs47i t
lami t' d° OO00 06 00 "c 7. =" A }~r c¢c O0- Cl o0O0r-C-e Q- 00
|~IN.DM~»ti ~"*"~*"NCO,-.--t-' ""a" G- "L~ OCw_Nt~-, NC

R i T e i
nDBE®RZERF LAz, ERT2RERRE, DIFGnDZMA. 51T 30 2 HEHEH
L7z RICRIGHWZ IN HEZEZEOKAKPICEE, BRI FITHELZ, A#
Brkvwel. fAfMAHKTHEER, ERLZ. BRIFIIZEERL. Gonkik

5 BMEI-—FIANLHEBLSETHERZEL., TNZ2ISXI—FTINTHEL
T, 3. T5gUNR TN OEELEMEeHl. FREMRIFINOBHERL. M
H156-15TCORRER/T.

NMR (d,-DMSO) 6 : 1.45(3H, t, I=7.4Hz), 4.44(2H q, J=7.4Hz), 6.89(1H,

s), 7.38(1H, dd, J=9. OHz, 2. 4Hz), 7.50-7. 70(3H, m). 7. 88-7.99(3H, m), 8. 35(1H,
10 s), 8. 36(1H, d, J=2.4Hz), 14.7(H, brs).

TEFR AT 1 C,oH,,CINOGS 0. 2H,0 &L T

SHE{E (%) :C,54.91; H, 3.78; N, 3.20; CI,8.10, S, 7.33.

FHE (%) :C,54.83; H 3.78; N, 3.16; C1,8.13. S, 7.42.

(2) 4-(0-R>FEF L ANKZI-5-r7onaA > F—)b-3-1)l)-2-b FOF -4~

15 FFV-2-TF B

EE (1) THAEAZAFNVO.8 ¢ YT mo)EAFH 40 nD)ITEEL .
IN HE @D ZMA ., ARBEMAERL 2z, AHEZBEETICEEL. REBIKZ
MABEBIF I CHELAE, AREZKKL. SMEEKTHESRE. ZHLL,
BEBEIFILZ2EEL. GoNEREREHRBEIFLASHM/EL T, 0.6 g(lX
20 E:30 HOREELLEMERT.
Al :210-218C (3 FR)
NMR (d,-DMSO) & :7.29(1H, s), 7. 51 (1H, dd, J=8. THz, 2. 4Hz), 7.65-7.82(3H, m),
8.03(1H, d, J=8.7Hz), 8.20-8.25(3H, m), 9.33(1H, ), 12.0-14.0(1H, brs).
TLFTH CH,,CINOS &L T
25 Et&E{E (%) :C 53.28; H, 2.98; N, 3.45; Cl,8.74, § 17.90.
FEHE (%) :C,53.33; H 3.06; N, 3.40; CI, 8.56. 5, 7.385.
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(%) :C, 62.02; H 4.13: \.5.73.
CoHCINO, - 0.2H,0 ZL T
TE (%) :C, 53.53; H 3.14: N\ 5.20;
3 Cl, 13.17.
S23 (%) :C, 53. 42; H, 3.27; . 5. 43;
Cl,13. 10
ColgFNO, & LT CHENO, &L T
S (%) :C, 59. 32; H 3.89; EFEL(%):C, 57.84; H 3.24; N 5.62;
4 |N,532; F 792 F, 7. 62.
L3 (%) :C, 59. 13; H 3.99; 23 (%) :C, 57. 94; H 3.37: N.5.76;
N, 5.34; F 6. 94. F, 7. 63.
C.H,,BINO, & LT CHBrN0, £ LT
EE (%) :C, 49. 72; H 3. 58; EHE (%) :C. 46. 48; H. 2.60; X 4.52;
5 | N 4 14; Br, 23.63. Br, 25. 77.
23 (%) :C, 49. 79; H, 3. 50; S23l (%) :C, 46. 33; H. 2. 68; N 4. 62;
N, 4. 11; Br, 23. 55. Br, 25. 46.
ClliCINO, E LT CHCINO, EL T
28 (%) :C, 55.83; H 3. 60; SHE (%) :C, 54.26; H 3.04; N.5.29;
6 |N 5 01; Cl, 12 68. Cl, 13. 35.
L3 (%) :C, 55. 65; H, 3. 73; 22| (%) :C, 54. 13; H, 3.17; X, 5. 55;
N, 5.02; Cl,12. 39, Cl, 13. 49.
CH,CINO, EL T CoH,CINO, ZL T
SHE (%) :C, 55. 83; H, 3. 60; SHE (%) :C 54.26; 1, 3.04; N 5. 29;
7 | N 5.01; Cl, 12 68. Cl,13. 35
23l (%) :C, 55. 54; H, 3.75; 23 (%) :C, 54.01; H 3.23; N 5.51
N, 5. 00; CI, 12. 55. cl, 13. 20.
C el N0, - 0. 1H,0 ELT CHy N0, LT
8 | EE (%):C 60.69; H 4. 80; 2B (%):C 59.77; H 4. 24; . 5. 36.
N, 5. 09.
223 (%) :C, 60. 64; H, 4. 88; SEH (%) :C,59.97; H 4 42; N, 5. 34
N, 5. 22.
CoisN0, & LT
9 8 (%) :C 67.65; H 4.48; N 4. 15.
23 (%) :C, 67. 44; H 4.57; N, 4. 10.
C,HCINO, &L T CyolliCINO, - CHOH EL T
SHE (%) :C 65 71; H 4.73; B8 (%) :C, 63.54; H 5.33; N 3.37;
10 |N3.65 Cl 9 24 Cl, 8. 53.
23 (%) :C, 65. 83; H. 4.73; P %) :C, 63.70; H 5. 46; N, 3. 61;
N, 3.88; C1. 9. 11. Cl, 8. 50.
CoH, N0, E LT C, 4, FNO, EL T
11 |EE®:C 67 25; H 4 16; SHEL (%) :C, 66.46; H 3.72; N 4 31;
N, 4.13; F, 5. 60. F, 5. 84.
23| (%) :C, 67. 28; H 4. 21; 2 (%) :C, 66.43; H, 3.79; ¥, 4. 32;
N.4.13; F,5.59. F. 5. 79.
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RG] ., . W TR 7D (p " fn MRS EE~ VD) /: $ A
NF~"X [l H,.CTN,0, = 0-6H,0 & L8O ~7 \C,M,sQ’xIQONmZH;SZ‘;tM ~ N~ i
Ln 0Q 4 Pd—@g '80I ilalogc™. 1| ke ) : €9~ I 3p7sY KA. 77:M
C-II\;I%/I~ . u--7vwgl\g4waNL|DUCONC,
-V 3 ’c599 '11{951?”"-03 kﬁwg N 4703 &R AC
u':7 g ) ro-f Ln'L
45 PCTY 1IZ> rHRA'} 00 OA MM wf. A ~n N LN
Cpoll 6Ny o6 0. IH,0 &ELT “",XHMNO‘G' Lo
13 |EE®):C 62.86; H 4.27; SHE (%) :C, 62.30; H 3.85; N, 7.65.
N, 7. 33.
HHE (%) :C 62.73; H, 4. 45; HH (%) :C, 62.02; H 4. 03; N 7.61.
N, 7. 48.
Coal,NO; - 0. 5H,0 LT CplygNO, E LT
14 |E8(%):C 72.40; H 5. 64; EHB (%) :C, 72.57; H 5.32; N, 3.13.
N, 3. 05.
S (%) :C 72.27; H 5. 72; HH (%) :C, 72.50; H 5.47; N 3. 36.
N, 3. 39.
CellyNO,S EL T Cysll;eNO,S &L T
15 |EE®):C 63.53; H 4 31; SHEL(%):C, 62.89; H 4.01; N, 2.93;
N, 2.85; S, 6. 52. S, 6. 72.
(%) :C, 63.58; H, 4. 42; ER (% :C 62.86; H 4.05; N, 2.97;
N, 3.03; S, 6. 56. S, 6. 43.
C,oH, CINO, & LT C,H,CINO, 0.1H,0 &L'T
16 |EE®):C 64.14; H 3.97; SHEL (%) :C, 62.93; H 3.58; N, 4.08;
N, 3.94; Cl,9.96. Cl, 10. 32.
FZH (%) :C 64.03; H 4.01; S (%) :C, 62.88; H 3.64; N, 4.03;
N, 3.93; Cl, 9. 76. Cl, 10. 18.
CoH,,CINO, ELT C,sl,,CINO, - 0. 4CH0, &L T
SHE (%) :C, 64. 14; H, 3.97; SHE (%) :C 62.44; H 4.06; N, 3.72;
17 |N3 94 Cl, 9. 40.
2P (%) :C, 64.20; H 4. 08; FEH (%) :C 62.57; H 4.26; N, 3.68;
N, 3.97. Cl, 9. 26.
C o, FNO, &L T Col,,FNO, - 0. 1CH0, &L T
B (%) :C, 67.25; H 4.16; FE (%) :C 66.15; H 3.86; N, 4.19;
18 |N 4 13; F 5. 60. F, 5. 69.
HH (%) :C, 67. 28; H, 4.35; SEH (%) :C. 65.93; H 4.00; N, 4. 38;
N 4.22; F, 5. 55. F, 5. 73.
C,oH,,CINO, &L T C,l,,CINO, * CH0, &L T
SHE (%) :C, 64.14; H 3.97; FHE (%) :C 61.47; H 4.69; N, 3.26;
19 |N3.94; CI, 9. 96. Cl, 8. 25.
P (%) :C, 64. 10; H 4. 15; EH (%) :C, 61.52; H 4.69: N, 3.37;
N, 3.94; Cl,9.63. Cl, 8. 18.
ool NO, EL T Cyol,sNO, EL T
20 |EE®):C 68 37; H 4 88; SHE (%) :C, 67.65; H, 4. 48; N, 4.15.
N, 3. 99.
2P (%) :C, 68. 13; H 4.97; P (%) :C, 67.49; H 4.61; N 4. 10.
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.. Ny.,, O00 COS - O00'- 00 CDcD~~p L7~ OMA™ N -
V) .w Q WooMNoMNs 00 Nx ti 000 ; OLnl- Namcn . rn
.w cl-1 vv Sr C7 Nx0Orj toSI CADQ 00 NN_"Cg's 00 NIn "C MLC3
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00 E-Z L s®sM Ny 6) MN 'c}' E OO0
eyl IAFIAE (1c) AWK B (1 d)
CyiHyoN,0, + 0. 2H,0 &L T CyoHisN,0, HCl &L T
21 |EE®%):C 68 54; H 5.59; FHE (%) :C 62.10; H 4.95; N, 7. 24.
N, 7. 61.
(%) :C, 68.47; H, 5. 38; SR (%) :C. 62.02; H, 4.68; N, 7. 26.
N, 7. 54.
Cyoll;sCINO, + 0. 1C,H0, & LT Cioll,,CINO, &L T
EE (%) :C, 64.72; H 4.47; ST (%) :C 64.14; H 3.97; N, 3. 94;
22 |N3.70; Cl, 9. 36. Cl, 9. 40.
EH (%) :C, 64.68; H, 4.63; S (%) :C 62.57; H 4.13; N, 3.91;
N, 3.70; CI,9.19. Cl, 9. 70.
CysH;,FNOS &L T
& (%) :C 55.53; H 3.11; N, 3.60;
24 F,4.88; 5, 8. 24,
S (%) :C, 55.35; H, 3.21; N, 3.69;
F, 4.86; S, 8.26.
C,oH,BrNOGS & LT C,sH;,BINOS &L T
SHE (%) :C 49.15; H 3.04; SHE (%) :C 48.02; H 2.69; N, 3.11;
25 |N3.02; Br,17.21; S, 6.91. Br, 17.75; S, 7. 12.
R (%) :C, 49.07; H 3.05; FZHI (%) :C, 48.06; H 2.82; N, 3.23;
N, 2. 94; Br, 17.06; S.6.91. Br, 17.62; S, 7. 12.
C,oH,CINOGS &L T CysH,CINOGS &L T
STE (%) :C, 54.36; H, 3.36; aHE (%) :C,53.28; H, 2.98; N, 3. 45;
26 |N3.34; Cl, 8 44; S 7. 64. Cl, 8.74; S, 1. 90.
SEHI (%) :C, 54. 28; H, 3. 48; (%) :C, 53.34; H 3.08; N, 3.88;
N, 3.39; ClI,8.33; S, 7.52. Cl, 8.48: S, 7. 80.
CysHNO,S & LT
SHE (%) :C 62.89; H 4.01; N, 2.93;
27 S, 6. 72.
FEZH (%) :C, 62.72; H 4.09; N, 3.01;
S, 6. 66.
CyoH;sCIENQ,S « 0. 25H,0 &L T C,sH;;CIFNOS & LT
EHEL (%) :C, 52. 64; H, 3.42; SE (%) :C 51.01; H 2.62; N, 3.30;
28 N,3.07; Cl,7.77; F, 4.186; Cl,8.37; F,4.48; §,6.72.
S, 7.03.
EZa (%) :C 52.59; H 2.33; EZ#E (%) :C 51.21; H 2.73; N, 3. 30;
N, 3.12; CI,7.80; F, 4. 00, Cl,8.21; F 4.51, S, 7.59.
S, 7.11.
CyoH,sCIFNO,S « 0. 25H,0 & LT CygH, CIFNO,S « 0. 25H,0 &L T
EHE (%) :C, 52.64; H 3.42; FHE (%) :C, 50.48; H 2.71; N, 3.27;
29 |N3.07; Cl,7.77; F, 4.16; Cl,8.28; F 4. 44; S 7.49.
S, 7.03.
P (%) :C 52.55; H 3.5 E# %) :C 50.29; H 3.06; N 3.11;
N, 3.09: Cl1,7.80; F 4.31 Cl,808; F 4.85 S 7. 62
S, 7.23.
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CMNO- 0-) O[~ INO6 [~ti "ONti 07 SMCCV"A~ "~ p ONN'Cr GO".7
NxCD M~ NQ NN..""r.. I r~-NNMGCG)wO NN~'C5Nor rn
N. .r" Liyéoodty¢ .. r LOCel OJ tfj N 00 LC x OC M NH@mIrF1580 ./ .-~
Crr N S I-r=1C NMGES COL7r x Vti L6 O~-, " NLOAN Lf7
7:~06 cav, N ti NC~ s Sri ~~- n=V MNc~-MOCd) CCCS: ttOd" cl
000 ..-r EO-rJ 1l C-j _ NMo cc
E R IZA5FIE (I c) AR (1 d)
Cyoll;sC1F,NOGS « 0. 25H,0 & LT C,s,,C1F,NOGS 0. 1CH, 0 &L T
EHE (%) :C, 50. 64; H, 3.08; EHEL (%)C 49.20; H 2.47; N, 3.12;
30 |N 2.95; Cl,7.47; F, 8.01; Cl1,7.89; F 8.46; S, 7. 14,
S, 6. 76.
EZH (%) :C, 50.59; H 3.20; (%) :C, 48. 94; H, 2. 69; N, 3.03;
N, 3.00; Cl,7.47; F 8. 11 Cl,7.67; F, 807 S 6. 98
S, 6. 82.
Cyoll;5C,NOGS = 0. 25H,0 & LT CygH; CI,NOGS « 0. 5H,0 & LT
EHEL (%) :C, 50.81; H 3.30; SHE (%) :C 48.12; H 2.69; N, 3.12;
31 |N296; Cl, 15.00; S, 6. 78. Cl, 15.78; S, 7. 14.
LR %) :C 50.73; H 3.41; L2 (%) :C, 48.28; H 2.81; N, 2. 98;
N, 3.03; C1,15.15; S, 6. 89. Cl, 15.31; S, 7. 10.
CyoH;4C1,N0ES « 0. 5H,0 & LT CygH;oC1,NOS « CHOH & LT
EHE (%) :C, 46.93; H 2.95; BB (%) :C 46.13; H 3.10; N, 2. 69;
32 |N272;Cl 2078; S 6. 27 Cl, 20. 42; S, 6. 16.
(%) :C, 46.50; H 2. 86; FB (%) :C, 46.30; H 2.91; N, 2.63;
N, 2.72; Cl,21.52; S, 6.57. Cl, 20. 26; S, 6. 02.
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eo Lc-.) tc- toL- NNn -Gt SI I ovenNcn EhnNI'Il G . NL MOO
N I~Im- 1| - _ MI~Cam ri" | -1 vOIIl ~~7. "ulam E 7:5"'ncmtr O
N 00 D7 o déddobassJ to |:.) 41 WO 99/50245 PCT/ JP99/ 01547 PCTHPLY01$471 )" (|
c) ~71~t [/ (I d C, 2HONA L L T 2 pX (9% : C, 62. 34; H 3. 92 : N 6.06.
M: C 62. 02; H 4. 13 : N 5. 73. C 2H8C 1 N4 0. 2H20 L L T ptX (%
:C, 53. 53%&#H-48) 14: N, 5. 20;, 3 d, 13. 17. Al (%9 :C 53. 42; H 3. 27:

H, g ;‘Sz %Z@ l lﬁx‘%i}ml@rw C TT[CIZFBEWA - @ aX(A : C |59. 32;
) . ; 4—H 37247 N ; N .
7. 62. 743 (% 'C, 59. 13; H, 3. 99: V\L:H BMN,O Sy Q.QCH"“O ELT ag) N,225. F’76-
N, 5. 34] F 6,94 F 7. 63 Cl4HI2Br 510 % ' r\fﬁq‘\LL&Ps-| X (% :
C 49. 72 3f |3. 58 ' pt9 (% : C, 46| agd10yLh1 4o, AT
4. 14; B, 23. |63. Br, 25. 77. M (% gl ) 614508 '%?5 R M (%
C, 46. 33 : H 2 68 N 4. 62. N_4Br 15137161 793! Sc 4B Br_ 9: 46,
C13HLOCI NO4 L UT,E10Mes 05,0 LT R1- R {0pHC1E0S 85 T8 3 : H 3. 6/0 : atX
(% : C, 54. 2 HEGHC 39.20; 4 3.3N, 5. 2BE (%) :C 47.96; H 2.46; N 6.21;
34 |N574; CL7.27; S 6.57. Cl,7.86; S 7.11.
23 (%) :C, 49. 04; H 2. 23; 2 (%) :C, 48. 21; H, 2. 64; N. 6. 14;
N, 5.82; Cl,7.52; S 7.3L Cl,7.89; S, 7.23.
CoalloCIN;0,8-0. 5H,0 & LT Crall;CINOGS - H0 &ELT
SHE (%) :C, 52.85; 1 4.03; SHEL (%) :C. 50.18; H, 3.51; N 6.50;
35 [N, 5. 60. Cl,8.23; S 7. 44.
L2 (%) :C, 52. 69; H 3.93; FZH (%) :C, 49.92; H 3.43; N 6. 47;
N, 5. 61. Cl,8.58; S.7.58
o, CINOGS & LT Cooll,sCINO,S - 0. 25H,0 EL T
SHE (%) :C, 61.89; I 4.23; S (%C, 60. 00; H 3.73: N, 2.80;
36 |N 267; ClL,6.77; S, 6. 12 Cl,7.08; S, 6. 41.
(%) :C, 61.78: 1 4. 40; 31 (%) C, 60.13; H, 4.25; N, 2. 70;
N, 2.65: Cl,6.61;: S, 6.29. Cl, 6.48; S, 6. 09.
C,,HsCINOS - 0. 5H,0 & LT C,oH,CINO,S « 0. 5H,0 £ LT
S8 (%) :C, 53. 34; H, 4. 05; SHE (%)C, 51.30; H 3.40; N, 3.15;
37 |N296; Cl 7.50; S 6. 78 C1,7.97; S, 7. 2L
2 (%) :C, 53.51: H 4. 03; (%) C, 51.46; H 3.59; N, 2.98;
N, 2.82; Cl,7.82; S, 7.28. Cl,7.68; S, 7. 48.
CoHsCINOgS - 0. 5CH,0 & LT | CollyCINOGS 0. 5CH;0 &L T
SHE (%) :C, 53.72; 1 3. 69; SHE(%)C, 52.75: H 3.82: N 2.80;
38 |N285; Cl,7.2l; S 652 Cl,7.08; S 6. 40.
2 (%) :C, 53. 56; H 3.91; EP (%) C 52.30; H 4.31; N, 2.76;
N.3.01; Cl,7.53; S, 6.15. Cl, 6.85; S, 6. 15.
Cyal;,CINO;S &L T CyH,;CINO;S - 0. 25H,0 &L T
SHE (%) :C, 58. 04; I, 4. 66: SHEL (%) :C, 55.75; H, 4.12; N 3.10;
39 |N294; Cl,7.45; S 6. 74. Cl,7.84; S, 7.00.
2 (%) :C, 57.76; H 4. 71; HH (%) :C, 55.86; H, 4. 14; N, 2. 94;
N, 2. 84; Cl,7.62; S. 7. 13. Cl,7.71; S, 6. 69.
40 (Mass: m/z=372 (M)
C o CIN.OgS « 0. 5H,0 & LT CLH,CINOS ELT
SHEL (%) :C, 46. 89; H, 4. 43; SHEL (%) :C, 45.11; H 3.51; N 7.51;
41 |N6 84 Cl 865 S 782 Cl,9.51; S, 8. 60.
FH (%) :C 47.02; 4. 32; 3 (%) :C, 45.53; H. 3.71; N.6.99;
N, 6. 74: Cl, 8.55; S, 7. 85. Cl,9.21; S, 8. 69.
ol oCIN,0,S &L T Cooll;CINO,S + 0. 4H,0 &L T
SHE (%) :C, 48.82; H, 4.32; SHEL (%) :C, 45.54; H 3.77; N, 6. 64;
42 |N6.33;Cl800; S T 24 Cl,8.40; S, 7. 60.
SZH (%) :C, 48. 76; H, 4. 40; S (%) :C, 45.57; H 3.94; N 6.67;
N. 6. 60: Cl,8.01; S, 7. 19. Cl,8.22: S, 8. 04.
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6 N 5 01, d,

12. 68. 4,

13. 35. N, (% :C, 55. 65 H 3. 73; 5UJ (%

:C, 54. 13; H, 3. 17; N, 5. 55; N, 5. 02; O, 12. 39. O, 13. 49.
C13HLOCINQ¢b $9/4634sC12HBCINOA L LT ptX(%:C, 55. 8 3 ; H, 3. PETUPOY/@E4X( %) :
C, 54. 26 ; H 3. 04, N, 5. 29: 7N, 5. 01; d, 12. 68. d, 13. 35 M
(% :C, 55. 54; H 3. 75, iJ (% :C 54. 01 ; H 3. 23; N, 5. 51: N, 5.
og: g:lo, 12%55:- 50, 13. 20. CL4HI3NO6 0. 1H20 L LT CL3HLINO5 L LT RtX (%
: G, : | P 80; ; 59./7-, H 6. N, 5. 009.
T% % :C, 0@%4 H; iﬁg?mf/%“\% €599 %%M 51 d$ 3% ] 5. 2 2.
CtOHISNOS L LT O REX(%:C, 67.65 H 4. 480" 7. .. C | 67. 44;
H 4. 57:| N34.| 10. C21HI8C | N04 L L £oUH '0 'Lt ,-C
3tX(%W:Cle5 711 H 4. .73 3t*(04:C 63.5 i 2 3o , b 65 O,
9. 24 4| 8. BB. XI11(%:C 65 83 H 4|8 Hno%ﬁ%@? 5 46 N, 3.61;
N, 3. 88| G, 9 11. O, 8. 50. CO9HL4FROE ® &Sﬁc&é‘HﬁﬁZFNcMOO_ Li-C11
3f- (W | CGA67. 25 ; H 4. 16 ; ptXCWIL6C, 66. 46 ; H 3. 72: N
4. 31; N 4. 18 : F, 5. 60. F, 5. 84. |GE@(®):C:55C58: BA.I® B52H, 4. 2 1 : J
J(% : G, 66./43; H 3. 79; N, 4. 32)cIN2#4. 13 ; F, 5. 59. F, 5. 79. 42
WO 99/ 50245 PCT{ JPI97/ 0I547 (IC b5-2) "”C%HQ,ClNOT J)“‘?C}“)HC)) 16 ong
Cl9H15CI N204 0O} 6H2O L LT C18H13C1N20£ (%)2@255 @,7 Lgf 3pgg<( 4820 59. 80; H,
4. 28, pX(% =G 59. 99; H3.75: N 7.7 'a’, 29. C1, O.
24.7@7%(;9 “°C}, 59. 70 ; H 3. 94 ; 35%(93)%/95 61(:“%) N% 5’0 M, 4. 03;
’ ’ Cl, 11. 86.
C,H,BrN0, E LT Coll,BINO, &£ LT
EHEL (%) :C, 53.70; H 4.77; FHE (%) :C 52.48; H 4.40; N, 3.83;
46 |N 368 Br. 210l Br, 21. 82.
SZHI (%) :C, 53.71; H 4.81; FEHI (%) :C. 52.43; H, 4.33; N, 3. 84;
N, 3.72: Cl, 20.98. Cl, 21. 86.
C,HsCINO, - 0. 1H,0 &L T C,o,CINO, - 0. 1H,0 ELT
2HE (%) :C, 65. 71; H, 4. 73; FHEL(%):C, 63.82; H 4.00; N, 3.92;
47 [N 3.65; Cl, 0. 24 Cl, 9.91.
EH (%) :C, 65.73; H, 4. 83; L3 (%) :C, 63.68; H, 4.08; N, 4.03;
N, 3.70; Cl,9.17. Cl, 9. 88.
CysHy5BrN,0,
FHE (%) :C 51 7t; H 2.90; N, 12.70;
48 Br, 18. 11.
FEP %) :C 51.46; H 2.96; N, 12.74;
Br, 18. 22.
C,sH,0CINO, & LT i :CINO, & LT
SHE (%) :C, 69.21; H 4.65; EE (%) :C 68.07; 1 3.97; N, 3. 45;
49 [N 323 ClL8IT. cl, 8. 74.
%8 (%) :C. 69. 31; H 4. 77; L (%) :C, 68.44; H, 3.99; N, 3.51;
N, 3.11: Cl,8.01, Cl, 8. 22.
CH,CINO,- 0. TH,0 &L T Cysl,CINO, E LT
SHEL (%) :C. 68.63; H, 4.99; EHEL (%) :C, 69.53; H 4. 20; N, 3.24;
50 |N296; Cl 750 cl, 8. 21.
22 (%) :C, 68.77; H, 5. 18; EH (%) :C, 69.54; H 4.28: N, 3.48;
N.3.13; CL.6.92. Cl, 8. 12
Cel,0CINO, & LT CoslisCINO, E LT
B8 (%) :C, 70.04; H 4.52; FE (%) :C 69.53; H 4.20; N, 3.24;
51 |N 3. 14; Cl 7 95 Cl, 8. 21.
31 (%) :C, 69.93; H, 4. 65; P (%) :C, 69.51; H 4. 32; N 3.54;
N, 3.32; Cl,7.66. Cl, 8. 03.
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N, 7. 70; Cl, 9. 19. Cl, 9. 71. C20H1I6N206 0. 1H20 L LT CI9H14N206 L LT 1
3ptX(%W : C, 62. 86 : H 4. 27 : pt9(% : C, 62. 30: H 3. 85 N, 7.
65. N 7wodsofsl (%9 : C, 62. 73 : H 4. 45 J (9% :C PeIUPORIISH, 4.

03: N, 7. 61. N 7. 4 8. C28H25NO5 - 0. 5H20 L U -C C27H23NO5 L L T 1 4 t
(% :C 72. 40; H 5. 64; ptM% : C, 72. 57 ; H 5. 32 N 3. 13. N 3.

05 ! J(¥5=6€, 72. 27; H 5 72:1i! (A : C, 72. 50, H 5 47,
N, 3. 36 379 ITNOTS T T SHIINDISR 185 A9 C,
63. 5 3 %j;@'ﬁ C IMWK \lpcg 62 [83_{7 1 gb—ct%fﬁ-( )4 (/().I, 2.85:
S, 6.52.5,6.73 .;8 ‘%g,z ; P % j&@ g 86; H
4. 05: N, 2529_8%398 (1 006 %6 s ﬁ% fl 4% L C18H12C1N04
0. 1H20 I 1 C t X(9 62. 93; H,
3. 58 N| 4. 0g:FEENY F, 6941 W?@ 96 %@“ %20 °§295 gbt >%(7/QN(%5 cl, 64. 0 3
CH, 4. 0 1 : H004(0% Clc9. 8P 88 H 3Cleh09% 4 03 N 3 93 @, 9. 76.
C, 10. 18, CI9HIAGLNDZ L. A5H,0CGi8H12C1NO%H LINQCAHBERSLET OF (%9 :| C, 64. 1
4 : H 3| 97 : |@&¥ &YC 61.63: @24 634: H, | #HEO06:C 58, 153. 0705 N3 N, 3.| 94. O,
9. 40. ill(% 3: N 644:20;7644.08; ffljl|C98:38 62.57; H 4.26; N, 3.68: N, 3.
97. d, 9. 26. %mwm 'f#4@9C18H12@@<I%> @:)914204}1-!8(@ vB. 5E:p t| (9 : C
67. 25 H, 4. 1 gzs @ff\_ . C, 66. 15(;1@1713 86; N, 4 19 ; 18 N, 4.
13; F, 5.—66- !' —69 g |\}(I() —C " J_(U/q _C, 65.
93, H 4] 00 N 4 38 N 4.22 F'5 %“ E T
Cl 8H12Cl N4 4C4H802 L LT pf-X(% :C. 64" ,' 61. 47; H,
4. 69; N| 4260 19N 3. 94 O, 9. u(%'u% . H409 X 3. 30:
Cl,8.31.
C,,H,;CINOS- 0. 25H,0 &£ L Cyol;,CINOGS + 0. 5H,0 &L T
SHEL (%) :C, 55.75; H 4.12; BHE (%) :C 53.21; H 3.53; N 3.29;
55 |N3.10; Cl,7.84; S, 709 Cl,8.27; S, 7. 48
223 (%) :C, 55.79; H, 4. 18; LH (%) :C. 53.59; H 3.70; N 3.19;
N, 3.12: Cl,7.64; S 712 Cl,8.05; S, 7. 42
CuHCINO, E LT C,oHysCIN,O5- 0.5CH02 &L T
SHE (%) :C, 61.10; H, 4.15; EHE (%) :C, 58.82; H 4.00; N, 6.53;
56 |N6.79; Cl, 8. 59. Cl, 8. 21.
23 (%) :C, 60.97; H, 4. 31; S (%) :C. 58.78; H 4.10; N, 6. 70;
N, 6. 64; Cl, 8. 38. Cl, 8. 11.
C,el,0CINO, &L T CpeHysCINO,- 0. 3H,0 &L T
B (%) :C, 70.03; H 4.52; EHE (%) :C 68.67; H 4.29; N, 3.20;
57 |N 3 14; Cl 1. 95 Cl, 8. 11.
E (%) :C, 69. 82; H 4. 65; (%) :C, 68.90; H 4.37; N, 3. 28;
N, 3.10; Cl, 8. 20. Cl, 8. 31.
CoellFNOGS &L T
BHEL(%):C 61.93; H 3.46; N 3.01;
58 F, 4.08; S, 6.89.
S (%) :C, 62. 00; H, 3.66; N, 3. 26;
F,3.98 S, 6. 6L
CplyNO, EL T CpellyNO, &L T
59 |EE®):C 76.22; H 5. 45; SHE(%):C 75.90; H 5. 14; N, 3. 44.
N, 3. 29.
3 (%) :C, 76. 15; H, 5.52; FH (%) :C, 75.85; H 5. 30; N 3.32
N, 3. 32.
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M(% :C 64. 10; H 4. 15; 1 ( %) : C 6 1. 52, H 4. 6 9 ; N 3. 37
N, 3. 94, d, 9. 63. d, 8. 18. C20HL7NO5 L L T CI9HI5NGG Lt ,-C 2 0 ptX
(99 :C, 6&0PFEo2dd, 4. 88 ; ptX (%W : C 67. 6 5: H 4. 48PANJIP49/0158. N,
3. 9 9. 50)] (@@ :C, 68. 13; H 4. 97 : AJ (%W : C 67. 49 ; H 4. 61

N, 4. 10 N, 3. 91. 43 WD 99/50245 PCT/JP99/ 01547 ( 5-3) _II c) yFit' (
d C2tH%§?%@ﬂ€3@ 2H20 L L -C C20HI8N204 HC | L L T2 1 R9(%:C, 68. 54;
H, 5.59 C, 62. 10; H, 4.95; N, 7.24. N, 7. 61. 94 Al % :C, 68.47;
H 5.38; Al- (1%(4 6,625 ON JH W) 687 N 0% S2B.— JIN3-7. V3 -8- LAROHEECINOA 0.

1C4HB02 L Lit C191114CINO4 L LZ pt9(%:C, 64.72; H, 4.47; ptX(%:C, 64. 14;

H 3.97, N+8-94752 BN, 3. 70; O, 9. 36. O, 9. 40. 1(%:C 64. 68; H,

4.63; 5UM%:C 62.57; H 4.13; N, 3.91; N_3. 70; d, 9. 19. O, 9. 70.

C18H12FN06%|L Lz ka(% C, 55. 53; H 3. £l N 3.60; 24 F 4. 88: S 8.
: 69:0 F,OM. 86; S, 8. 26.

Z 27008, 6. 91. Br,
: D 6 -, ; H 2. 8 :; N, 3.
17.°06; S. 6. 91. Br, 17. N2 'S, 7. 12. CLOHLACLNOGS L

98; N, 3. 45; N, 3. 34, G 8. 44 S 7. \d , 8. 74 S 7. 90.

CO,Me COzH

EZHH 2 3 EABOHE Lo THELNE 4-[5-700-1-U-A RF A
BRI IIWA Y R=b-3-4]-2-E ROF ¥ -4-FFV-1-7 7 > (82 ng,
0.2 mmol) ® 75% MeOH(3 ml) ¥ M iz, LiOH(42 mg, 1.0 mmol) &M A . b RERIZER
THRBRLE, BREERETICEEL., RAK INERENAREEL. FERIT
NTHELE, AEEKEL. NAHKTHER, ZRLE. BRIFIVE
HEL. BONERBEEHREIFIVI-ZI—FILEE/EREL T, 63ng(XE TIK)
DEBELeMERTT,
Bl 1 245°C (3 fB) .
NMR (d,-DMSO) & :5.63(2H, s), 7,00(1H, s),7.32(1H dd, J=8. 7Hz 2. 1Hz),
7.492(2H, d. J=8.1Hz), 7.63(1H, d, J=8.7Hz), 7.91(2H, d, J=8.1Hz), 8 23(1H,
d, I=2.1Hz), 9.07(1H s).

TEF AT 1 Cyoll,,CINOg 0. 25CHg0, &L T

SHEfE (%) :C, 59.80; H 3.82; N, 3.32; CI, 8. 40.

HI{E (%) :C. 59. 85; H, 4.10; N, 3.30; Cl, 8. 16.

HEHEH 6 0 LRAKICL T, M6 1 ~6 20kamzamli.
EEsl 6 1

4-[1-G-ANBEFI RPN -5-7 001 > R—)b-3-1)k]-2-k RO F > -4-
FFV-1-TF U
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Al (% : C, 54. 28 ; H 3. 48, Al (% : C, 53. 34 H 3. 08; N 3. 88;
N, 3. 39; O, 8 33 S 7. 52. O, 8 48, S, 7. 80. C25HION®RS L U -C pt X
(% : C Gbokoss H 4. 01 : N 2. 93: 27 S 6. 72. APCT(90I5C, 6 2.
72:H 4 09 : N 3. 0l: S 6. 66. C20HL5CIFNOBS 0. 25HOO L L -C

C18H11C1FN068LLitNO(%:C52 64 : H 3. 42: g (% : C 51. 01 ;
H 2. 62 03 O 0@, %, 77336 &@, JQS 7}& @711{ F, 4.
48: S, GVM}M éM@ 03 Il(?ﬁ/o%)c SZQSQ)HZ 21t H 2
73; N, 3.7.3Q1u N, 37=6120: A .7. §9 (180; dF.1=4. 5800, @67(8}1 2<IL JF8 74{z)517 85 7

59. 5,7.11. C20HI5CIFNO6S 0. 25H20 L L, -C C18HIL1CIFNO6S 0. 25H20 L LT
RX(% :C 8.52.(64; nh, 3.43(116: dt =29 11G), 50. W81HH,s)2. 137 D;(2I, b3sR27: 2 9 N, 3.07;
Cl, 7.77; F,4.16; O, 8.28: F, 4.44; S, 7.49. S, 7. 03. 5J (% : C, 52.
55 : H 3m58%# T19,, %0,;,-CT50. 29 : H 3. 06: N 3 11 : N, 3. 09:
c, 7. 80; F, 4. 31, C, 8. 08 F, 4. 85 S, 7. 62. S, 7. 23. 44 W

99/ 50245 HEHM@EO9L0aBAD: I 3553 W 3|€Nl |Cfr38vé7(| O Jit i (I d)
020H1401F2N068 0. 25H20 L LT C18H, oCleNoss 0. 1CAH, 00 L LT atX (% : C
50. 64; k%?ﬁé 08 L. @3(%95((#33644@ 3P CH8-86 47 . N 3. 12: 30 N, 2.095:
a, 7.47; §0101 .89; F, 8.46; S, 7. 14. S, 6. 76. OJ (% : C,
50.59%1% (:,4894H269N303N300

0. 7 i1t S i dsd b Py Ve Pl Bo5u 0oy FIRAEMES
D At9 (N L (Cn 48 L2 aH) 3. A SN 3. 12

NMR (d,-DMSO) & :5. 78 (2H, s), 6.97(1H, s), 7.25(1H, d, J=3.9Hz), 7.38(1H,

dd, J1=8.7Hz, 2.1Hz), 7.59(1H, d, J=3.9Hz), 7.79(1H, d, J=8.7Hz), 8.23(1H,

d, J=2.1Hz), 9.04(1H, s), 13.0(IH, brs).

TEFE AP 1 C,H,,CINOS 0. 25C,Hg0, 0.5H,0 &L T

BBl (%) :C 52.24; H, 3.46: N, 3.21; Cl,8.11; §, 7. 34.

ERAE (%) :C, 52.56; H 3.46; N, 3.34; C1,8.09; S, 7.47.

EHifl 6 3~6 6 DLEMI. UTORIBI—HMTRKDERL Z.
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31N 2. 96 O, 15. 00; S, 6. 78. O, 15. 78 S, 7. 14. : C, 73 : : H
3. 41: 5J(% :C 48 28: H 2. 81: N 2. 98: N 3. 03, O, 15.
15: S, 6. Wiookdoes 15. 31 ; S, 7. 10. C20HL4AC 13NOSS 0. SHAQTLIPRNIST
C1SH10C 13NOBS C2HS0H L L ,-C p1-9(% : C, 46. 9 3 ; H 2. 95 ptX(% :C
46. 13: H 3. 10 N, 2. 69; 32N, 2. 72 O, 20. 78 S, 6. 27. O, 20.
42: S, 6. 16. RAJ (% : C 46. 50 : H 2. 86 :,.7 P, J (% : C 46. 30 : H,
2.91: N 2 63: N 2 72; 0, 21.5R8; g6 57. d, 20. 26 ;
S, 6. 02. 45 WO 99r50245 P(C):T/JP99/01547 (,5-49L1] 13, 7- NHECL ©) (1 d)

C18HL1Br CINGB gM (WR> 2, 62 N, 2. 80;
3 3 Br, 1% 10,)S, 6. 4 NH,1(9 N2 858 N, 2. 69;
Br, 16. 12; 76, CBR C20HL5C 1 I\Flé 5H20 L L 618H' c1
N208S L L - C, 49. 24 ; H 3. 46-,21; 34

N, 5. 74, C, 7. F7,~g 6. 57. 4, 7. 86, S, 7. El/‘l 50‘332 (%9 :C, 49. 04; H,
2. 23; |W(% ' R' 48. 21 ; H 2. 64; N 6.14; NP5 82 a, 7. 52, s, 7.

3. 4, 7. 89; S, 7. 23. C22H 9C 1 N207S O. 5H20 L L' (Ie};:lSHlSC 1 N206S
H2O L LZ9t9(% . C, HIcB5; H 4.03; !X(% : C}| 50. 18 ; H 3. 51; N,
6.50. 3 5N 5 60. A, 8 23; S, 7. 44. 94 MJ L(S% . C, 52.69; H 3. 93
; AN (% : C, 49. 9 2; H 3. 43, N 6.47; N 6. 61. d, 8. 58, S 7.

58. C27H12CI NOBS L L-C C25HI8CINO6S 0. 25H20R’ L- ptX (%W : C, 61. 89
, H 4. 23 ; at9 (%, 60. 00 ; H 3. 7 3 ; : , Mk7 2. 67; d,

6. 77, S, 6. 12. d, 7. 08, S, 6. 41. %V Y . 8; H 4. 40; %W (%

C, 60. 13; H 4. 25: N 2. 70; N 2. 65, d, s 29 %l , 6. 48;
S, 6. 09. C21H18CINO7S 0. 5H20 L L-C Cl9H14CV'N Pz

¢
R
(If)
EHEHl 6 3

OH MeNH, NHMe
COEt CO,Et

O  NHMe

= Va

/ CORH
HN ’
(1) 4-G-rzonA > R—=Ib=-3-AN)-2-AFNT I /)-4-FFV-1-TF &
IFIVTAT I
EHH 1 (1) THE 4-G-7004 > R—=)-3-1))-2-k ROoF I -4-FF
) -9-TF B ITFINIATINO.59 g 2.0mmol)® 95%E10H (10 ml) BEIIT A
FNTIEME (.55 g 6.0mmol)&EMA, 2.5 REMBERL Z. RIEEZ
W%, BEEMBIFIVICAMRL. K, Rl BEZEER. GoNd
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X(%:C, 53.34; H 4.05; t ( %) C, 51. 30; H 3.40; N, 3. 15 3 7 N,
2. 96; O, 7. 50 S, 6. 78. O, 7. 97; S, 7. 21. 9Z J(%:C 53. 51; H, 4.03;
UM M C, Swoodidpzast, 3.59; N, 2.98; N, 2. 82; O, 7. 82; S, PCT/P890IGH] 7.

68; S, 7. 48. C22H18CINOBS 0. 5C4HL00 L LT C20H14CLNO8S 0. 5C4H100 L L'c
|9(% :C, 53.72; H, 3. 69; pA(%C, 52. 75 H 3. 82: IN, 2. 80; 3 8N, 2.

, & l 40z 3, 73 91; % AJ
%C 525&%%@;)%7‘?%%@%5:1%8%98754 {WW@L%,%&B A

85, S, 6.kby SABHR2GADES b R GO0 TEREBBHINGOIB 0.3 2BIZO 1830& B79(% © C
58. 04; H, 4. 66; ptX(% :C, 55. 75, H, 4. 12; N, 3. 10; 3 9 N, 2. 94; O,

7. 45, S,NMB.(dZBMSOY 0 71. BA3HS,1,7J=09HzD, Q. I6(3W (. CJ=BAAT6 4 MM, @ 1 ;
%l (% : C 55 86 H 4. 14: N 2. 94: N, 2 84 O, 7. 62; S 7. 13.
a, 7. 7U=1. §2)6. 5@9<1m0s1w5s9(1ﬂ1 zd:f137}2=3( Miz))2 @Eéth@iNzibesS Je8. 68pRO L L,
-C Cl4H13CIN206S L L' -C f C, 45. 11 ;
H 3. 51 8 21K, d519=2. 01 N2861H84S> d 96é1H6®rm53 7 95@1 @@5 9. 51 ; S, 8.
s R s M L
O (120 e b AL Stad d b e G s ° 0.
S ol il ek 5502 e o B By
PCT! JPOS] Q14T (45 Shat - Ay L TR L s Bl BN gy Loy © 453
N, 5. 77.0C, 0.15 g% 308 OEEILE 4@&{?7_0 Al 228~ 229°c wﬁw

NMR (d,-DMS0) 6 :3.00(3H, d, I=5.6Hz), 6.04(1H, s), 7.22(1H dd. J=8. 8Hz,

9.0Hz), 7.53(1H, d, J=8.8Hz), 8. 17T(1H d, J=2.0Hz), 8. 66 (1H brm). 8. 75(IH,

d, J=3.0Hz), 12.5(1H brs).

SEFE ST 1C,oH, CINO; & LT

St B {H (%) :C, 56.04; H 3.98: N, 10.05; CI, 12.72.

29I {& (%) :C, 56. 06; H 4.05; N, 10.32; Cl, 12.62.

EHH 6 4~66ICBVTIE, ERifgl6 3EAMBRIILT. TOMOITIFIVE

(Ie) BEUOMEANKIE (1 f) ZERLE.

EHEH 6 4

(1)4-(1-R > P)h=5-27004 > F—Jb-3-A V) -2-AF I T I J-4-FF -1~

5 IFNIATI

B0 131-132°C (95%ELOH % 5 B S &)

NMR(CDCl,) & :1.40(3H t, J=7.0Hz), 3.10(3H, d, J=5.2Hz), 4.36(2H

J=7. 0Hz), 5.32(2H, s). 5.99(1H, s), 7.08-7.35(7H, m), 7.71(1H, ), 8. 44 (1K,

t, J=1. 2Hz).

TEFEDHT 1 Cppll, CIN,O, &L T

2HE{E (%) :C, 66.58; H 5.33; N, 7.06; CI,8.93.

HFE (%) :C, 66.53; H 5.39; N8 77; CI, 7. 1L
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C13H,0CINO4 L L'C ptX(% :C, 55. 83; H 3. 60: N, 5.00; 44 d,

12. 68. Al

(%9 :C 55. 58; H 3. 90: N, 5. 22; d, 12. 40. Ci13H oCINO4 0. 2C2HSOH O.

1H20 L L wio¥sddas: C, 55. 37; H, 3. 95 N, 4. 82; 4 5 C, PETUPH/OIMIN (%
N, 5. 00; O, 11. 86. CL7HIS8BrNO4 L LZ

C 55. 61: H 4. 00

Cl6HI6BrNO4 L L'C (% : C, 53. 70 : H 4. 77: ptX (% :C 52. 48; H, 4.
40_ N 3 %?’4 (14« N 13-5-680 By /2}1 @13 Br),v)2i—><&2w;ffs(/°/e4}ﬁ#0 25 3 .

; 0C5243H, 33; N, 3.8 N, 3. 72

CI, 21 &6}@1H18C1N04 0. 1H20 L LZ C19H14C1N04 0. 1H2O L t,

:C, 65. 71; H 4. 73; atX(% :C, 63. 82; H 4. 00; N, 3. 92:

O, 9. 2% C05-910015 R(GFEI0ED SOBMERB © H 4. 83;1J (% :C, 63. 68 H,

a, 20. 98.

-C pt X(%

7

4 7 N, 3. 65;

4. 08; N, 4. 03; N, 3. 70, Ad, 9. 17. d, 9. 88. C19H13Br N404 61X(% :C,

51. 71; MR(2,-DUSY) N 13.07GH & &=Br4Hzig. 51%6.(280) 9 : & 054Haes) . H T 3%06: N,
C, 69. 21 ;

12.74; Br, 18. 22. C/5H20C1INO4 L LZC C23H 6C1INO4 LZ at X

H 4. 650 38;66})( (n% 1. f@“%s d.07=9. (§2) 3. 8.gp (IH.Nd. 3J=%gHa). 45 S?ZN‘H bre3. g,

8. 17. Cl, 8. C, 69. 31: H 4 77: 1 3 (%
H 3. 9 b N>38%>1(1H SM 3. 11 :

H P (%) :C, 65.04; H 4.60; N 7.77; CI, 9. 36.
EHEsl 6 5

7. 50. 4,

. C, 68. 44
, 8. 01. A, 8. 22. C27H22C1LNO4. O.

d
7TH2O L t H1.8 4 CStX(»®w : C, 68. 6 3 ; H 4. 9 9 ; pX(?
A28 i S Tl S N N PX( %

8. 21. 94J

(% -G 985{@77%):'6',6513?%, Mo (%076 60958 H 4 28 N 3. 48

(1) 4-(1-R> P h-5-r7oaA4 > RF—)b-3-1I)-2-Q-Z FFITFIN7T I

J)-4-FFV-20-T5F 8 ITFIIATFI
Bl 73-T4C (i-Pr,0 M 5 B &)

NMR(CDCl,) 6 :1.22(3H, t, J=7.2Hz), 1.37(@3H, 1, J=T7.2Hz), 3.46-3. 67 (6H, m),

4.34(2H, q, J=T7.2Hz), 5.32(2H, s), 6.01(1H, s), 7.08-7. 36 (7H, m),
s), 8.44(1H, t, J=1.2Hz).

TLFE DM Cyly,CIN,0, &L T

=+ B {E (%) :C 66.00; H 5 98; N, 6.16; Cl, 7.79.

ZHI{E (%) :C. 66.10; H 6.26; N, 6.18; Cl,7.66.

7. 72 (1H,

(2) 4-(1-R>TJ)-5-rooOA > R—=Jb-3-4))-2-(-ZT hF > ITFIVT 3

J)-4=-FFV-2-TTF OB
Rl 0 184-186°C (43 %) (95%XELOH 20 & FF &S )

NMR (d,-DMSO) & :1.10 and 1.15(3H, t, J=7.0Hz), 3.40-3. 70 (6H, m),

5.47 and

5.56(2H, s). 6.01 and, 03(1H, s), 7.18-7.64(7H, m), 8.20 and 8.29(1H d,

J=2. 1Hz), 8.54 and $.96(1H, s), 8.26 and 10.2(1H brs).
TLFEAI T Cyglly5CIN,0, 0. 2H,0 &L T

SFEfH (%) :C,64.17; H 5.48; N, 6.51; CI, 8. 24.
SZHE (%) :C, 64.27; . 5.71; N, 6.71; CI,8.13.
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N, 3. 13; O, 6. 92. O, S. 12. C26H20C 1 N04 L LZ C251118C 1 N04 L L Z -X
(% :C 70. 04, H 4. 52: pf (% :C, 69. 53 H 4. 20 N, 3. 24 51N 3.
14 O, 7Tw&bosehs 8. 21. MI(%:C, 69.93 H 4. 65 9(%: C PEOIPIsMIssH, 4.
32; N, 3.54. N, 3. 32; O, 7. 66. O, 8 03. 47 WD 99/ 50245 PCT/ JP99/ 01547
(5 6) _$~1 M, (I c) (1 d) CL8HL8CLNO4. 0. 5H20 L LT CL6H14CLNO4 L LT ql
(%A :C %ﬁc‘ﬁ% H 5. 29 -tg (% :C 60. 10; H, 4.41; N, 4.38; 52 N, 3.
98; CI, 06, O, 11. 29. 1(%:C, 61.41; H 5 30: J(% :C 59.95 H,
4.57; N, 4.1 P37 N 44— 0B @ 19-3-89)1)CU 416/ 9.7 E23HROCTE NOg 2 6 125H20 L
L C21HI6C 1 NO6 0. 5H20 L L T pX(%:C, 61. 88: H, 4. 63; ptX(% :C, 509.
15; H 4.7G5:200-265°C 3 M BFIVM S3F %) CL, 7. 94. Cl, 8. 38. 44 1(% : C 6
1.70: H 4 69: 5UM(% : C 59. 42; H 4. 09 : N, 3. 54 : N, 3. 26:
C, 7. 6NMRGICIS. a1.1c;z1§311601|\|067 0|sz L4 m(?ﬁxa%Iﬂ 08@ 4ﬁ S5H1H4. sR0; N,
3. 24: 54 Cl, 8 21 gZl(% d, 8. 31.
CZlHlSClNO@S D4525~H20>|_7L tilgiHlacﬂﬁéa@Z>o é5%2&) @(EPT &trgt% . C, 55.75; H,
4. 1 2 ; 21: H 3. 53 N, 329 55N 3 10; O, 7.
84; S, 771;@@%@&4@.412@7&1517 48 i 1Ji (% : C, 55 79: H 4. 18 ;
&1 (% :. N, 3. 19; N, 3.12: O, 7.64: S, 7.12.
a, 8. 05 u*%@&izc Hﬂ!gci L10L§’5C191113C1N205 0. 5C4HB02 L LT ptX (%
C, D C, 58 82: H 4 00: N 6. 53:
N, %@}%(%m%ﬁgH5542§‘(%§9(%:c,60 97 : H 4 31;92AJ

" C 585 Y8j b Ay, 10 SNy B A0k v o yam . MBO INNaOH 2 A WEET. 3
BEAEL. BEGETBIEILD -7 3 /-4-(1 > K—)b-3-1 )b) -4 %
Y--7F 8 FrUTLEEER.

NMR (d,-DMSO) & :6.29(1H. s), 6.73CIH, d. J=T.8Hz). 7.01-7.20Q2H, m),

6
(

7.36-7.48(1H, m), 7.95(1H, s), 8.22-8.35(1H, m, 9.22(1H, d, J=7.8Hz),
11. 6 (1H, brs).

TCHE M7 CHN,0,Na 0. 6H,0 &L T

SHE{H (%) :C 54.80; H,3.91; N, 10. 65.

FPE (%) :C, 54. 715 H 3.92; N, 10.62.

EHH 6 7T ~7 10IEDME. UTORIBI—HFIZEKDERL L.
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N, 6. 64, C, 8 38 d, 8 11. C26H20CINO4 L LT C25H18CINO4 0. 3H20 L LT
(%:C 70.03; H 4.52: 9X(%:C 68.67; H 4.29; N 3.20; 57N, 3. 14; d, 7.
95. d, 8Wd;9,5044:5A|1(% . C, 69. 82 : H 4. 65 A (% T/5895080

H 4.37; N, 3.28 N, 3. 10: O, 8.20. O, 8.31. C24HI6FNO6S L L T
PtX(%:C, 61. 93: H 3.46; N, 3. 01: 58 F, 4 08 : S 6. 89. 4411(% :C,
62. 00; H 3. 66; N, 3. 26: F, 3. 98, S, 6. 61. C27TH23N*4 L t ,-C
C26H2INO4 L L TRS , ptX (% : C 75. 90; H,
5. 14 ; N, 3. 44 . Q5 Q4 552 ; 5UPA: C,
75.85; H, 5. 30 50245~ PCT/ JP99/ 01547 $~J 6 O
f M2HEROL. o o ooH O
Q0))V8 6z: 4 Tf4 G'1.t
4-[5-', 11 13-1-(4-4, AR, t)L 2 JL7-2-~ 1,:{14 ~8J-2-~7i (82 ny, 0.2
mo1l) 0) 75% MeOH (% nTL)MA 1 Li OH(42 ny, . 0mol® )Ip. 504 M M z 41
#1lLtc a rA- # 9HETL: &L 6:. iIN ffar rkl~nAL Rt LL fj~r-~F )L 1
0~71<7~cL. Lpf7lczb' "(c fLf 02~IL -1 L. T46 1.f~ Pa R=-~FJL-J: |LM GSM
iLT. 63ng(1l :79% :245C (53') NVR(d6-DMSO) 6 :5. 63(2H, s), 7, 00(1H, s),
7. 32(1H, dd, J=8. THz, 2. 1Hz), 7.42(%, dpe J=8. 1Hz), 7.63(1H, d, J=8.
7Hz), 7. 91 (2H, d, J=8. 1Hz), 8. 23(%;)4,

9% (% : C 76.. 22
a éo/o oprg-HeifCOpRY t@s :
N 3. 3

Het
RS
A R
R (Ih)
EhRH 6 7
Cl
Tr<
0 N YCOQE'[
WN
g
HN

(1) 1-G-7ooA > R—=Jb-3-1Jl)-3-£ ROF-3-(2-rUFI-H-FT F7F
=== ) - aR g »
3-7 . F ) -5-7 00~ > F—)L(0.58 g 3.0 mmol)® THF (9 mD) IEHWIT. -65C
K. LHMDS-THF A% (9 ml, 9 mmoD) ZR AWM F Lz, RICE SR Z-20CITHIER
AEET | BEERLE. BE. EERE-6CIKHAL. 2-bU FIL-2H-
FRIS—=)-5-ANA B TFINTAFI(.73 g 4.5 mmol) D THF (3 nl) &
ﬁ%%kﬁ%itoﬁmﬁ%%ﬁtﬁﬁnﬁb\Etzﬁ@ﬁﬁbtaﬁmﬁ%
BEOMBMENAT >ES Y AKBBRICEALZ EU 22 EE L. THF (100
nD)ICER L. BRLA, BICKkBEEEITFIVGO D) T2EMEL. Kk, &
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d, J=2.1Hz), 9.07(1H, s). 77c 53 VT : C20H14CINO6 0. 25C4H802 L T -X41 (%
:C, 59. 80; H 3. 82; N 3. 32; d, 8 40. JJIE (% :C 59. 85 H 4. 10;
N, 3. 30; wd9o/24516. a VIJ 6 O L IpJ L TiV) 6 16 2 0) fL'MTIIPA/NIAEIL
MIVIJ 6 1 4-[1-(3-tJ~=~ /JL)-5-~1 "114 3--(2-L " -4- 49 WO 99/ 50245
PCT/JP99/01547 NIVR(d6 DVMBO b :5.62(2H, s), 7.00(1H, s), 7.33(1H, dd, J=8.
Hz, 2. %‘kﬁu fi';-xﬁzrél mﬂ%w;ww@ﬁimt i 461 (14 &d,

J=8. 7Hz) , 1H, d, J=2. 9.10(1H, s), 13.0(2H,
brs). 70@%%& &2@#@@@% 1L4ng3W188%%E?%E '60. 09 : H 3. 53 N 3.
0; O, 8. 87. 44N 1A (% :C, 60. 16: H 3. 94; N, 3. 49; d, 8. 66. AVIJ
2 4-[ 1-NiR<4,)-DB60) 10 7. $6 (i1 25)- (. 01=7~D8 §5H5-1)J 7 14 (LK, >dd|+~834H( 218}, 2-L F
i-4-t ~1-2-77 :i NVR(d6-DVBO) 8 :5.78(2H, s), 6.97(1H, , 7.25(1H, d,
=3. 9Hz)7, 37-BaA1HH uY, 8J&8(1H7I—&) 2291(|4~ﬂi) d.7J)= BQH(MHHd?( 3brngz) 7. 79
1H, d, J=8. 7Hz), 8. 23 (1H )r 9. 04 lH s), 13. 0(1H brs). H
“Y) T cigH2e (B 6 QMHBO&WW@HEO 19 3 3R 2oy R 52k ~hHT 3. 46:

N, 3.21: O, 8. 11; S, 7.34. MM (% :C, 52. 56,H346 N, 3. 34 d, 8.
09; S, 7VA77 B¢ WY 3 6 3 A- 66 0) f LaI . T 50 WO 99/ 50245

PCTIIRITO1547 (R Bl B 2 (B P87 51 A MR 2R BB PR R -
IN HiBE (TnD EMA. I BRRML A, BEG. FHLAESEERRL, BRI
FOUTHN L K, BT BT &L 0, HAEROEELE 0. 26 g R :T5Y)
211G 7.

Bl :250°C (43 F8)
NMR (d,-DMS0O) & :7.26(1H, s), 7.32(1H, dd, 7J=8.7Hz, 2. 1Hz), 7.56 (1H, d,

5
6
N
J
(
3

1=8. THz), 8.21(1H, d, J=2.1Hz), 8. 84(1H, d, J=3.3Hz), 12.6(lH brs).
TLES I CLHCINGD, & LT

B (H (%) :C, 49.76; H,2.78; N, 24.18; Cl, 12.24.

FRIE (%) :C, 49.43; H 3.08; N, 23.83; CI, 11.93.

EHp e 8~7 1

EHH 6 7 EREBECLT, YRANFOF U= TH2EYH (1 h) Z&RL
2. SLEMOBELMEZUTIIRT .
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NRZR R R(lc) (le) R& R8s ONHR7 RCO2H R6/ R2 RL( $-16 3 Cl
C 0 OH MeNH2 0 NHMe ()OCREt CO2Et HN 1 HN C O NHVe | CO2H HN (1)
4-0-'J -fwioobmsosks- (M 2-, A<JL7; J-4-" “J-2-7Ti 1 (1) Z f4 BCERUPLBHSATA A - f
] F- )H3--f M- 2 - LFA -4t -2-7 > ~J>1~7 J1(0. 59 g, 2. 0 mml) 0)
O5%Et OH(10 m) A ~FJL7; >FM (0. 55 g, 6. O rmol) A, 2. 5 04rillJA %fiPLt .
&ZAY & Lx6=129JL4 ti L, 7i(c. LLa#*~' ~. T~1lea 51 W 99/50245
PCT/ JP99/ 01547 7 ¢ 7a~53 Y L, 7~4 L LZ Tea 0. 23 gO X :38% T 1 0 NMWR
(d6-DVMSO) b :1. 33/3H, 4, J=7. OHz), 2. 96 (3H, d, J=5. 4Hz), 4. 32 (2H,
9, J=7.0Hz), 5.99(14.%),07. 1 1H, dd, J=8. 6Hz, 2.0Hz), 7.45(1H, d, J=8.
6Hz), 8.27(1H R% 8l28(1H, s), 9.96(1H brm, 11.9(1H brs).

/ R2 (Ih)
R1

HEHup  Het Rl R2 R3 R4 RS RE6 HHERAH /MA
(C)

6 8 Tet H Ph(2-C1) H H H H i-Pr,0 209-210

6 9 Tet H Bn(4-F) H CI H H Et,0 138

70 Tet H Bn(4-Cl) H €l H H Et,0 200

71 Tri H H H ¢l H H EtOAc 277-279

() EHfl 10LEY : 1/2EL,0EH
Tet : 2H-F}9Y" =h=5-14);  Tri: 1H-[1, 2, 41-M)T7V" -h-3-1)

(£6—2)
2 16 4l N MR {&
6 8 (d,-DMS0) & :6.37(1H, s), 7.32-7.37(2H, m), 7.51-7. 59 (2H, m),
7.65-7. 77(3H, m), 8.25-8.28(IH, m), 12.7(1H, s).
6 9 (d;,-DMS0) 6 :7.01-7.55(8H, m), 8.01(1H, s), 12.5(1H s),
15. 2(1H, br).
70 (d¢-DMSO) 6 :4.54(2H, s), 6.99(1H, s), 7.27-7.42(5H, m),

7.53(1H, d, J=8.6Hz), 8. 01(1H, d, J=1.6Hz), 12.6(1H s).
(d,-DMS0) & :7.09(1H, s), 7.28(1H, dd, J=8. 7Hz, 2.4Hz),
71 7.54(1H, d, J=8.7Hz), 8.21(1H, d, J=2.4Hz), 8.69(2H brs),
12.5(1H, s).

(k6 —3)

eyl I Pkl
CysH,,CINs0, 0.075CHCI, &L T

6 8 |EE(%:C 57.93; H 3.25; N, 18.69; CI, 11.59.
ZR (%) :C. 57.90; H, 3.46; N, 18.42; Cl, 11.47.
C,oH,sC1FN;0, 0.4CH,,0 &L T

69 |EtE (%) :C, 57.88; H 4.01; N, 16.35; Cl,8.29;
= (%) :C 57.50; H 4.12; N, 16.21; Cl,8.01;
CoH,5C1,Ns0, 0.5CH,0 &L T

70 |EHE (%) :C 55.89; H 4.02; N, 15.52; CI, 15.71.
R (%) :C, 55.75; H, 4.07; N, 15.62; CI, 15.50.
C,sH,CIN,0, 0.2H,0 0.1CH0,&L T

71 |EE (%) :C 53.45; H 3.41; N, 18.61; Cl,11.77.
S (%) :C, 53.64: H 3.42; N, 18.52; Cl.11. 74.

*r1 o
i
[SCRNN
w
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(2) 4- (5-'3 A~ -f ~- )L-3--f )L) -2-;A-~F 7 -4-t '1-2-7 7- > E(1 zf46
"1.f 2.7, 7)L 0.22g 0):it-(2.2m) 4A 6:1NNaOH(0.9 m| ) VA PZ 2114 M| It
It L> 0 %4 9osoasN tk ft~ (0. 9 ml) tQA-, 91t1t 4 L o & : *PAIm990Is4™ 17
~a $Xf *A, 959t OH z| LZ, 0. 15 g(1& :80% COMATIip I1J f ft. MA :228-229C
(5~) NIVR(d6 DVMBO b :3. 00 (3H d, J=5. 6Hz), 6. 04 (1H, s), 7. 22 (1H,
d, F%mi? %HZ)s 47@5@@%;d DIES BHR)L —8 K74 IHE L 3=2. OHz) , 8. 66( 1H,
brn), 8 75(1H° d, . 12.5 (1H, brs). 7c5#fr:Cl3HLI1ICIN203 L t, -C
p9(j( :,56 04H398N10 05, O, 12. 72. M14A (% : C. 56.
06 ; N, 10. 32; O, 12 62. R WHR6 466 1z f3-C~FEu Ol 6 3
| R7 L Z-c 0) atco| )L (1 F%Js Olr*Li (| f) ahCL! X96 4
' )L3-- <A 25| -1 1)L =7, -
H%m%) 5. 40(3H*ettp’°J =7.0Hz), 3. 10(3H,
: § & q, J=1. 0Hz,%3 s), 5. 99 (1H, s), 7.
35 (7H, Rz?l (1H, s), 8. 440H, g't, 3=1. 2Hz). 7Gf : C22H21 C 1
203 L L -C 994 (% C,66.58: H 5 33 M7 06 CL, 8 93. Al
(% :C, 66. 53; H 39; N, 8. 77: O, 7.[11. 52 WD 99/50245
PCT/ JP99/ 01547 (izgl do(1i--i~i}~5-"3 A A[(}~-IL-3--f M-2-/~7 1 -4-t
'1-2- 205-210C (5~1) (95%tOH 7~a G NM ) NWR(d6- DIVBO) 6: 3. 02 (3H d, J
=5 . 4Hz), 5. 56 (211, s ) , 6. 03 (1T 5. 7.38(611, m,
7.62(1H, d, J=9.0Hz). S. 200H, d, J=Rsl ! brq, J=5. 4Hz), 8.

900H, s). 7L 3~ I1'Ill : C20H17C | N203 L 65.13: 11,4.65; N,
7.60; d,9.61. M(% : C, 65 . 04 ¥ 77: d, 9. 36.
$-1 6 5 TN
R (Ih)
KHF 7 5
Cl
0] OH
PhSO,CI / AN N-T
| N=N
/N N
0,8
Cl l
O OH
ol
/N N
0,5

(1) 1-(1-R>EF AN FKZI-5-7o04 > F—)b-3-1))-3-£ FOF-3-
(2-RN U FIN-W-F b TV —=)-b-T))-TOR/ >~

A#EF U AO0.19 g 4.8 mmol, 60 $3IF T )41 )b)Z THF(16 nl) IZHE
BL. EMA6 7T TEAEI-G-70041 > K—=)b-3-1)1)-3-t FOF-3-0C-k
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50 )~7 -4-toml-2-7"5

(1) 4-(1-~ [1~=5-~] A A (~ 3}~ -1L-3--f IL)-2-(2-
;! T4 P M) NVR(CDC13) 6 : 1 . 22

2-
' 1-3F-11r17, TIC:73-74C (i -Pr 20 7)~ 6
(3H, t , Woookos2 Hz ) , 1. 37 (3H t , J =7 . 2Hz), 3PcABP®/0I6N (611,
m, 4. 34 (211, q, J=7. 2Hz), 5. 32 (211, s), 6. 01 (111, s), 7. 08-7. 36
(7TH, m), 7. 72 (111, s), 8.44(111, t, J=1.2Hz). 7E 5#fr : C25H27C 1 N203 L
1. 7T At9M)(a%1, zﬁryﬁﬁ7%}h55fﬂ9>&7 N <6, S16G. 86lg, 176 u?n& ) & indd7A Y9k &C, 66.
10; H 6. N, 7.66. }~i 1 IL7 (2)4-(1->)-5-
e E?E’A':R&%Em@ 15 ﬁ#ﬁb#ﬁ‘ka(FZf\-/kt -2 RIZJR ST 7 K (0182%81865C (53 )
(95%Et0H7~~GN a Na) NVR (d6-DMBO) O: 1. 1 0and 1. 15 (3H t , J
=7 . 0H2n)mol)&JJ[140E3 mﬁi&ﬁmmlﬁ%}ﬁ#ﬁﬁanﬁﬁ @ﬁ‘ﬂ%iﬁ(ftlél’/s)‘: w6l 0 ands
03 OH, s), 7. 18-7. 64 (711, n), 8. 20 and 8. 29 J=2. 1Hz), 8.54
and 8. 96&(@1&)\51_)2108%%1%&(ﬁtﬁmﬂ)l@?ﬂ*lﬂiéf) 71?& 5% 1571 @ﬁ@%ﬁ@‘v n@‘m 0.
21120 L L Z pt 94A N, 51: C

N 141 (9% @6111"27“% %ff’fﬂ% F@”Gf?hf‘f%ﬁfte?%m %@%9‘9%56%%”3A§”
PCT/JP99/01547 ) 27 1-4-(-f i~-)H3--f ))-4- "-"1-2-TT:il .|
) 171 ~- %%4 é@gt’%fﬁ‘iﬂn 6 |1 4i Pa) NVR(CDC13) 6 :1.41 (3H, t, J=7.

(()TZH) o J@@(& i%b) Eogﬁéé(zégﬁ Bf ot gl 3@@% ﬁ‘fl ?%”(%8? C

zjzxgm 7|a~;%<1§63)(5)637(?gﬂ 8% 7Af'(gf(ﬁ]ﬂf' &)%8 0‘%(11@5d 989 0'14%)5 %%A(II_HN 10.

o~

6. ( é)
t#~[M gaJL; 9 2 Ba(fldgf-f 10 -)tr-3-"f IL) 4- "1 1.2- 150 t ~ 1) TJ
1t T4 /%0 NVR(d6-DVEO) 6 :6. 2 9 ( 1 H, s ) , 6. 73 (1H d, J=7. 8Hz),

01-7. 208 9H- M~ > % > 266 % =4 S b H - M)l B--OF )(BHE B)g 38 -22-8. 35

1H m, 9. 22 (1H d, J=7. 8Hz),
Q-5 k5 —)L-5-1)L)-FaxR /) >

kR (1) TESNZLEY (0.67 g 1.0 mmol) OIFFH G n)BERI
INHEBGIDZMA., | BEBHRLE, "H%E. FELEEREZERL. BRI
FIOLTHE., KB, R TAZERIVDEBRILEW0.32 g(NR . 4D 215,
B AT :240C (9 R)

NMR (d,-DMS0) 6 :7.52(1H, dd, J=9.0Hz, 2. 1Hz), 7.58(1H, s). 7.66-7. 71 (2H m),

7.77-7.82(1H, m), 8.06(1H, d, J=9.0Hz), 8.22-8.25(3H, m), 9.39(1H, s).
TLHE M C sl ,CIN;0,S 0. 4H,0 &L T

&M@ (%) :C 49.47; H 2.95; N, 16.02: CI, 8 11, S 7. 34

FP{E (%) :C, 49.56; H 3.14; N 15.97; Cl, 7.96. S, 7. 46.

EHgl76~84

EREA 75 ERMBICILT, YRATOFTU— I THBELEH (1 h) ZEKRL
. HLEMOMEEMEZLUTITIRT

59



11.6 (1H, brs). 7c5~~h :
H 3. 91 ; N, 10. 65. Al

10) TL, Q-t Iye 99/5024) Fxz-,

C12HON203Na 0. 6H20 L L Zg { t (% : C 54. 80 ;
fit(%:C 54.71; H 3.92; N, 10.62. AD$~16 7 7
1~6~ al L 0 54 WD 99/50245 PCT/ JRQSV/Ph5did47 R4 3

R4 R3 RS RO prot-Het-C02R8 R5 0 OH Het - prot
(I'') MR350 OCHHt R6 NR2R(lIh) tt
OH N=NNB&,Tr ) )N"N HN HN C 0 OH N NH N=N HN

R6 R6 N2 /i
~J 67 C C

R R RR(lg)
O Tr-, NN - CCREt 0O

g Het R1 RZ R3 R4 R5 Ré6 SR e [ =
B (C)
76  Tel -S0,Ph H H CF, H H  E10Ac-E(,0 »250
77 Tet -S0,Ph(3-CF,) H H Cl H H Et0Ac 256
7 8 Tet -S0,Ph(3, 5-CF;) H H Cl H H Et0Ac >250
79 Tet -SO0,Ph(2,4,6-iPr) H H Cl H H Et,0-Hex 211
8 0 Tet -S0,-2-F1Z)) H H Cl H H E{QAc-i-Pr,0 243
81 Tet -CH,Ph H H €1 H H aq. dioxane >240
8 2 Tet -CH,Ph(4-N,) H H Cl H H aq.dioxane >210
8 3 Tri -S0,Ph H H Cl H H aq. dioxane 282-284
8 4 imi -S0,Ph H H Cl H H aq.dioxane 252-254
(F) EMEH 8 4{b&% : 0. 9HCI EHE ; mi:2 -4 3I%JUJ
(£7-2)
= Ji 4 NMR @&

76 (d,-DMSO) & :7.63-7.85(5H, m), 8.29(3H, m), 8 60(1H, s),
9.52(1H, s).

77 (d,~DMS0) 6 :7.53-7.55(2H, m), 7.90-7.97(1H, m), 8. 08-8. 26 (3H,
m), 8. 51-8.59(2H, m), 9.44(1H, s).

(d-DMS0) 6 7.52(1H, s), 7.53(1H, dd, J=9.0Hz, 2. 0Hz),

78 8. 24 (14, d, J=9. 0Hz), 8. 25(1H, d, J=2. 0Hz)., 8.59(1H, s), 8. 93 (2H,
s), 9.47(1H, s).

(cpCl,) 6 :1.13(12H, d, J=7.0Hz), 1. 26 (6H, J=6.8Hz), 2.94(1H,

79 sept, J=6.8Hz), 4.08(2H, sept, J=7.0Hz), 7.23(5H, m), 8.32(IH,
s), 8.43(1H, s), 12.5(2H, brs).

8 0 (d,-DMS0) & :7.26-7.30(1H, m), 7.55-7.60(2H, m), 8.00-8. 28 (4H,
m, 9.340H s)

81 (d,-DMSO) & :5.56(2H, s), T7.24(1H, s), 7.28-7.37(6H, m),
7.79(1H, d. J=9.0Hz), 8.22(1H, d, I=2.4Hz), 9.11(1H, s).
(d,-DMS0) 6 :5.55(2H, s), 7.11(2H, d, J=8. 4Hz), 71.23(1H, s)

8 2 7.35(1H, dd, J=9.0Hz, 2.4Hz), 7.44(2H, d, J=8.4Hz), 7. 70(1H d,
1=9. 0Hz), 8.22(1H, d, J=2.4Hz), 9.10(1H )

(d;-DMS0) ¢ 7.36(1H, s)., 7.51(1H, dd, 7J=8.7Hz, 2.4Hz),

8 3 7.64-7. 71 (24, m), 7.76-7.82(1H, m), 8. 05(1H, d, J=8.THz),
8.12-8. 17(1H, m), 8.22-8.27(2H, m), 8. 80(1H, brs), 9.22(1H, s).

8 4 (dg-DMS0) 6 :7.45-7.54(3H, m), 7.65-7. T0(3H, m), 7. 77-7. 82 (1H,

m), 8. 00-8.07(1H, m), 8. 12-8.22(3H, m), 9.10(1H, s).
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(1) 1-(5-'J A A-( ~3--( )Ir)-3-L FA j-3-(2- }~~) 2H 5:- 7 3-7

S)L-5-f1" A~ A.r a F-)L(0. 58 g, 3. 0 mml)0) THF(9 ml) Ni:, -65C

TLHVDS- THRoMB/so®ism , 9 nmol ) tit h 6 7AT LI 6 N o f - 20CPZUNPI%01547p] JRF T
WL, 14U3" L/ Aft, -65C6:.7; PAL, 2-~ 1) )1,-2H 5-- Ij-)L-5-t )'t ,

, 14UJ
F-)L-M7, (1.73 g, 4. 5 mmol1)0) THF(3 nl) 'e'' Atin 6Z MKkP.. FIIL A
1 R

6~11 M4: (%77- $H; 2 04 rsIft #Ut o BX 7 ;LI 6. PI OD7 fptIL7 :/-EL A
6: it A U 7Za+Er" WIR | T|—||:(1nn| —rz L1l 1 91 ZkN f|~ 0= )t'
(50 mL) T|ZEMr)4f t L, ~1cA #L 55 5/5@@9( 5Q245 PCT/ JP99/ 01547 4~ "r1 L L
“CM {L|#0 1.40 g OR: 88% f4 | f\||vR(d6 DMSO 6 :6. 66(1H. s), 7. 05-7.
08(5H, m, 7. 14(HHF.Md,S J&QH,azL 2. 1Hz), 7.39-7.44(11H, m, §.01(1H,
s), 8.29(1H 6d,| 53£2(%He)48.3%; H LHs8:bNs)5. 00¢ 2, 12- {E- 3, 6. 8%-f > | ~-)[L-3--f M
-3-~- F|" -3-(12H5hB).k) ¢57 78 I 2l 82 R, (s)o0zfMG1i 83 Ff6Ap (0.64 ¢, 1. 2
mol) " =9y H'C LNOSJ.&IE-%I K(/ m) TJFAC , L OAMLLC o ( Alf , *hi
LlM\/l,F>§/§\>< N J_LY% Abtyy g L at O.
26 g(1& |759 4534_; NFE{ i}!\/%‘ci % 2; ﬂéj 51, g:?glg dd,

J=8. 7Hz, |-|7 -3 A 8. 84(1H,

A& (N, Codl. 4328 Hdy 7813, 1948: GInB(oh F. 0. 1928, 546% . 3.
08; N, 23 CEH (%) CoBt. 40ANI. 6. B %, 12.A6¢ Gl 6. % LFo270 BZ; Syb7ll 7IJ zd5
-5 TL -' BT It (IIC, 100N, 0,S TLQCtODAM. t it 1:4 T6::rto 56 WO 99/ 50245

PCT/ JP99/|0%547 | &AB<D): CRES.B3; 51.G. OH NR13. sidetC1, B638; S, 5. 177.
S (%) :C, 58.37; H, 5. 45: N, 12.30; Cl,6.43; S, 5. 66.
CyoH,,CIN;0,S2 0.25CH0, &L T

8 0 |EE (%):C, 44.59; H, 2.64; N, 15.29; Cl,7.74; S, 14.01.
EH (%) :C, 44.55; H, 2.85; N, 15.04; CI1,7.98; S, 14. 06.
CqH,,CIN0, &L T

8 1 |EE (%) :C, 60.09; H 3.72; N, 18.44; Cl,9.33.

223 (%) :C, 60.06: H 3.89; N, 18.42; Cl,9.13.
CoHCIN0, E L T

8 2 |EHE (%):C 54.23; H 3.11; N, 26.63; Cl, 8. 42.

23 (%) :C, 54. 56 H, 3.37; N, 26.59; Cl, 7. 94.
CyoH,CIN,0,S EL T

8 3 |EE (%) :C 53.21; H 3.06; N, 13.06: CI,8.27; S, 7.48.
S (%) :C, 53.43; H, 3.36; N, 12.85; C1,8.17; S, 7. 40.
C,oH,,CIN,0,S 0.9HCl &L T

8 4 B (%):C, 52.15; H 3.26; N, 9.12; Cl,14.62; S, 6.96.
(%) :C, 51.99; H 3.49; N.9.08; Cl,14.34; S, 7.19.

d, J=3. 3HZI128 '2C’oné3 1FsNebdsy U T57E#133 Fr C12H8C1N502 L.LC at9|VI(°/c) . C,
- 2.

=
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NR2 (Ih) R t $~1 Het RL R2 R3 R4 R5 R6 T4 Mi ar FAI (C) 6 8 Tet H
Ph(2-C1) HHHHi-Pr20 209-210 6 9 Tet HBn(4-F) HO HHEt20 138 7 0
Tet H Bn(4v&ddsdsd H HEt20 200 7 1 Tr i HHHO HH Et@wmRigsard ( }
r$il 70 TL'n : 1/2Et20 a Tet : 2H~'9' -)b-5-116 ; Tri : 1H[1, 2,
4]-F1)7')" )b 3 116 (;AE 6-2) rvil NMRLi 6 8 (d6-DVBO) 6 :6. 37 (1H, s),
7 32-7. , 7. 51-7. 59(2H, m), 7.65-7.77(3H, m, 8.25-8.28(1H,

m, 12.7(1 69(d6D|\/BO)6:7.01-7.55(8H,m),8.01(1H,
s). 12. 5(1H, s),o 15. 20H_br).g7 0 (d6- A.&4(2H s), 6. 99(1H s),
7. 27-7.4 d /, 1 (IH, d, J=1. 6Hz), 12.

6(1H s). G~DNBO) _6_2 7\ 7%, 7. 28(14 o.Mz, 2.4Hz), 7 1 7.
54(1H, d, ' 8. 21 ( J:2.'4H2N 69(2H, brs), 12.5 (1H,

s). (k6-3) \ He 5~ #Fr BH12CLNG02 Qi 0 SCHCI3 L L'C 6 8 p-f 9 (%
:C, 57. 93; H,_ 325 N18§,, 11. 59. B9Ri |l (% :C, 57. 90: H 3. 46;
N, 18. 42; C1, 11. CLOHL3CLENSD2 0. 4CAHLOT L)LZ 6 9 9t9(% C, 57. 88:

H 4.01; N, 16. 3&%~-d, 8.29; F, %44, M(%:CS50; H4.12, N, 16. 21,
Cl1,8.01; F,4.33. CI19H13C12N502 0. 5C4H100 L L' -C 7 O 9t9 (9% :C, 55. 89:
H 4. 02; N, 15. 52: d, 15. 71. 9 (% :C, 55. 75; H 4. 07; N, 15. 62;
Cl, 15. 50. C 13H9C 1 0_2;}(‘) 2H20 0. 1 CAHBQZ Loy T 7 1 pt9(%:C 53.45;
H 3.41; N, 18.61; 1%. 771

Vs
CO-Me — 4 I COQH

HN

9
(1) 4-Q2-R>ZIA1 > R=-3-1J))-1~e FOF > -4-FFV-2-TF VB
AFIIT AT
(a) BZH 1 DI-FTEFIN 2-RZIA > F—)L(2.70g, 10.8mmol) @ THF (20
D) BHWIZKA T, -2 XAFINT7I /YD >U22 ng, | mmo) ZMA. RITT-
-7 FNIA—FRF—hr (2.8 g 13 mmo)® THFG nDEBZMFLZ., ZRT I
BRI %. RSB ZKEKAMA, BEBETFI)LTHIH U/, iR ZKkik, &
BOBETAIIEICEDI-TEFN-1I-t-TrFIANRZIN-2-R2D )1 2R
— )b (1.8 g WE: 48N =&AL THZ,
NMR (d,-DMS0) 6 :1.40(9H, s),2.63(3H s), 4. 81Q2H ), 7.01(2H, d,
1=7.0Hz), 7. 10-7. 46 (5H, m), 7.98-8. 10(2H, m).
(b) £ (a) THLNLEH (.75, 5. 0mmol) D THF BGOmD) BHFH]IZ, -T70C
K. LHMDS-THF /A% (6 ml, 6 mmo) ZHR 4K T L. REFWCEGEZ 0CITNIE
L., AIBET I HEEALLEZ. BE, BARE-VCIIARAL., Pa VBRI AFI
(709 mg, 6.0 mmol)® THF(6 mDEMER X ITMA T, RIEHRZHRLZITMEL .
-30CT IBEERLZKEEZBR OBMENLY > EZ T LAKBEBIZEAL Z.
BB T F)LTHI L, Kk, L, BEZEERT DL, 4-Q-R2D)h-1-t-
TREFIVANRZN-A 2 R=-3-1))-0-E FOF I ~4-FFV-20-TF VB
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;111 (%9 :C, 53. 64; H 3. 42; N, 18. 52; Cl, 11. 74. 57 WO 99/50245
PCT/JP99/ 01547 t o $~17 5--8 40DT~a 9~ TODTxzZ4J, 0 aM L R3 RA RB OOH R

R R5 Het - pi@bo/scaad O[ Het-prot 6 6 RN2 RHNR2 R R (| gCT/(Fheyetsy” R4 R3
500 RHt R" R RL(Ih) V-1750C C 0OH 0OH  Tr N PhsC
N-N Tr N=N N NeN HN 02S C 0 OH NH

AFNTZZATF I E@MRHEL THRE. .

NMR(CDCly) 0 :1.45(9H, s),3.90(3H, s), 4.83(2H, s), 6.85(1H ), 7.00-

7.10(2H, m), 7.15-7.32(3H, m), 7.34-7.46(2H, m), 7.90-8.02(1H, m).

(c) B (b) THoNLEH (2. 1g 4.8 mmo)IThY 7))L A OEEE (2 nl)

EMA, ZETF. 2 BESEALAE, RKERZEETICEHEZ, KKICHABERT

FOTHE L, MHBEE2EE THRE, Kk, WELEL. BEZERLELONL

EEMEEBRBIFIIN -n-FHON5BHETIIERRED., BELLEY 0. 96

gUNR:60%) 2/, BA197-199C (2#R) .

NMR (d,-DMSO) & :3.83(3H, s), 4.51(2H, s), 6.86(1H, s), 7.05-7.40(7H, m),

7.44-7.56 (1H, m), 7.90-8.04(1H, m), 12.5(1H, brs).

TEHE DM Cyl NO, &L T

SHEE (%) :C 71.63; H 5.11; N, 4.18.

ERME (%) :C. 71.62; H 5.23; N 4. 22

(2) 4-QQ- RO DA R=I-3-1)-2-e ROF T -4-FFV-1-TF VE
E®R (1) OAFIHNTZTAFIVO.51 g 1.5 mmol) DA FH 2 (20 nhBERIZ
IN RO nDZMA. | BEMAZERL., "HZEC-EREZERL. KEL

oo RICBMEBEEKICHEML, BEIFITHRE L. KEZ IN HETpli=4

AEBL. BEIFILTHHLZ, MR EKE, 8%, BEITDZILICLOR

EMEREBE.CNEZEBEIF I -1-"FH N BERKT S E0.31g (R 64%)

DEBELEMEHET., A 166-167C

NMR (d;-DMSO) & : 4.52(2H, s), 6.90(1H, s), 7.18-7.38(7TH, m), T. 44-7.52 (1H,

m), 7.90-8.00(1H, m), 12.4(itH, brs), 13.8(1H, brs).

TLHEIHTC L H N0, &L T

HEME (%) €. 71.02; H 4.70; N, 4. 36.

FEHE %) :C, 70.97; H 4.72; N, 4. 43.

EKH 8 6 ~90
BHHI 8 5 ERABICLT. FOMODITAFINGE (I ¢, R=Me) BLURIE
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N NeN 02S (1) 1-(1--a-1? a7, )~ .~ A-f -)L-3--f M-3-~ > A -3- (2- i~
~) Jl,-2HT 1 Jlr) -7 A~ 7K fLt ~1) .b, (0. 19 g, 4. 8 mol, 60 % ~i

JLt-f J') whsishasm ) L, $~1 6 7 T14L 1-(5-~, ~ A-f > F- JL-PRT/ApMeI1347L- - 1- ~
A .3-(2- 58 WD 99/ 50245 PCT/JP99/ 01547 1) -3F-)'-2H7- “J-)'-5--f )')-7

A~ (0. 859, 1. 6mol) N! o %i 6 99 9 4K MZL53~ ?' -1, 7kXi ~

-t A13: N 3. L 104 1341 #t 4%~
i "1 o ft))xl;ﬁf‘% R —Eillr)~(;$§6§q’. e %‘t"%%b*%'?‘i%%%ﬁl%ﬁﬁ A Y Z U
'St "R L,J 0.73 g (1[X68% 1z:. NVR(d6-DVMBO) 6 :7. 09-7. 12 (5H, ), 7.

42-7. 46 (10H, m), 7. 53 (1H, dd, J=9. OHz, 2. 4Hz), 7. 55 (1H, s), 7. 67
(2H m, 7@@9_(11;4 ), 8. 05 (1H d, J=9. OHz), 8. 26 (1H d, J=2. 4Hz),

9.38(1H, s). (2) 1-(1-'~ 127, )i,..5)L-S-"~ 7 ~(2 1-~ -)1 -3--f
)L)-3-~- F ~ a-3- (F{ZH—-ﬁg “J-)1 -5--()L)-7TR*l >alae. (1) Zf4G| ~[:a
(0.67 g, 1.0 mol mb|9om\|911%(5rm F}A,,ol 03y RAL | f 0|vp41,
1 frf LI MVa :L-R zfC i | ARP - Jalh. Ore. T:

60,8 NVR(d6 COfHH, dd, J= 9.

0. 32 g(4IX 74% f -
OHz, 2. | 58¢ \. 7. 66-7. 71 (2Hg6 M) 3 77-7. 82 (1H ), 8.
O6(HdJ9 oré),a\.l 38, 25 (3H H@sg\‘ b2 S)

7G~fi : C18H12CI N504S 0.g4H20 L 1, Al )4t9fA N L) 4 /)y 2 95 N
16. 02: O, 8. 11, S, 7. 34. 94 11146 (% c 49. 56: H 3. 14 N, 15. 97:
d, 7. 96. S, 7. 46. 017 6 8 4 9VI17 5 Lfp7 |.T, Y7~"713-)1/-C :5 4L t (|

h) ahCL [EkwEkf ORI TLIREt 9: RBla B9 VIO 99k60245HRER FRR9/ S 7(CC(A7-1) R4
R3 IZAFIE AR E
(Ic, R=Me) (Id)
8 6 H -CH,Ph(4-F) H H H H EtOAc-Hex EtOAc-Hex
187-190 168-170
8 7 H Ph(2-CD) H ¢l H H EtOAc~-Hex EtOAc-Hex
224-2126 230-235
8 8 H Ph(2-F) H ci H H EtOAc-Hex Et0OAc-Hex
225-221 203-208
89 H -COPh H Cl H H EtOAc-Hex CHCI,
207-210 190-193
90 H Bu H H H H HIRY |1 7 e
172-173
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500 R\

et

Het

R6 N R2 (1h)

-CH2Ph HH C

RLfJ Ht RLR2 R3 R4 R5 R6 N a (O
-S2Ph H H CF3 H H Et OAc- Et20 >250 7 7 Tet

Et OAC 256wolofkod@t

-802-2-fi x=)b

76T

-S02Ph(3-CF3) HH O HH
-SO2Ph (3, 5-CF3) HH O H H Et OAc >250 PCT/sD9dTEbs47

-S02Ph(2, 4, 6-iPr) HH O HH Et20-Hex 211 8 0 Tet
HEtOAC-i-Pr20 243 81 Tet

HHO H

H H aq. dioxane >240 8 2 Tel

- CH2Ph (4-'@@ H_I{%;I HHaq. di oxane >210 8 3 Tr i -S®Ph HH O HH
aq. di oxane 285-284’ 8 4 |mi -SCOPh H H O H H aq. dioxane 252-254  (jj)
tHO118 4[lE4i:[0.9HC &t Lclmi:2 (2E7{2) _AINNM®KRfit 7 6 (d§-DVBO 6
©7.63-7.B5@8H, M), 8. 29 (3H, m), 8. 60[(1H s), 9. 52 (1H, s). 7]7
(d6-DVMBO) B : 7] (§3DM30)0% (£14 (1M, s).7. 90(d,-DBS0)( LH, : 4150 (213. 8- 8. 26 (3H,
m, 8.51r8. 59( !r'sfr@zn 9s>446|5hi,(1§) s)(d6 DMS@(lﬁ 1B, D2A4kbA, St) 7. 53(1H dd,
‘J]'?' ZOHZDF;jQ 02 819 '§ 3 11-73 5'Hz 7@0H ?g}iH ; : %&12)1'*’(50"
"1, 13(1PH, d, (1H 28(%ﬂ1 2 %@}b{ 7‘%; 5! 11{ 1=6. 8ttz)
4.08(2H, | sept, 7. @3(5H r‘r) 8.§ ( 4501 ?‘ 112.5(2H
brs). 8 f(d6- WRO\ ﬁ .7 26-7_ 300H, 3&&( AR S 00-8. 28
(4H, m| 9. 34(1H-D¥S)) & 1:% §8({BvED). 6 <$e DYE0)( 234 5s 8 (A, 974 s), 7.
28-7. 37| (6H, 0P, 95@H 79.(1H6 (dH JHo. 0H£)35(8H 0. @Hz.332604kz)|, " 9. 11
(1H, s).| 8 7 |1=8. 6Hz, 2.0Hz), 7.50- 7 46-1. 80 (5H, m) 8. 29 (1H, s)
7.80(5H, m). 8.30(1H d, 12.8(1H, s), 13.4(1H brs).
J=2.0Hz), 12.9(1H brs).
(4,-DMS0) © :3.67(H, s). (d4,-DMS0) © :6.15(1H ),
6.15(1H, s), 7.35(1H dd, 7.35(1H, dd, 1=6.3Hz, 2.4Hz),
g g |J=TOHz 16HD), T.40- 7.40-7. 58 (3H, m). 7.62-7. 76 (2H.
760 (3H, m), 7.62-7.82 2K, m), {m). 8. 24(1H, d, J=1.6Hz).
8. 97(IH, d, J=1.6Hz), 12.9(1H |12.8(1H, s), 13.6(1H brs).
brs).
(d,-DMS0) © :3.77(3H. s), (d,-DMS0) 6 :6.56 (1, s),
6.47(1H, ), 7.45(1H, dd, 7.31(1H, dd, 1=7.8Hz, 2.1Hz),
g |J=8 0Hi 1.2HD), 7.50- 1.42-7.54(4H, m), 7.62(1H t,
7.96(6H, m, 8 14(1H s), J=7.8Hz), 7.86(2H, d. J=6. 9Hz),
13. 2(1H, brs) 8. 12(1H, d, J=2.1Hz), 12.5(IH
$).
(4,-DNMS0) O :0.94 (30 1,
J=7. 2Hz), 1.30-1.49CQ2H m,
1.65-1.80 2H, m), 3.12Q2H, t,
90 |7=7.2Hz), 6.87(1H s). 7.19-
7,94 (9H, m), 7.42-7. 47(1H, m),
7.93-7. 98 (1H, m). 12. 3(1H, s),
13. 8(1H, brs).
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(d6-DVMSO) O 5. 55(2H, s), 7. 11 (2H d, J=8. 4Hz), 7. 23(1H s), 8 2 7. 35
(1H, dd, J=9. OHz, 2. 4Hz), 7. 44 (2H d, J=8. 4Hz), 7. 70 (1H, d,

J=9. 0Hz) , w® dR0ids, d, J=2.4Hz), 9.10(1H, s). (d6-DVBO) 8 : PCTBBYIHS4TS), 7.
51 (1H, dd, J=8. 7Hz, 2. 4Hz), 8 3 7.64-7.71(2H, m), 7.76-7.82(1H, m,
8.05(1H d, J=8. 7Hz) 8. 12-8. 170H, m), 8. 22-8. 27(2H m, 8. 800H,
brs), g%? %)) 8 4 (d6-DMBO) (5 :7.45-7.54(3H, m, 7. 65-7. 70(3H, m,
7. 777 H 8 00-8 07(1H. rﬁ 12-8 22(3H ) 9 10(1H_ s). 60 WO
99/ 50245 %P99/01547 (PE 7-3) r T-Q ~J (I h) G 9IHI2F3N504S (. 2H20 L L
T7601 A(%]|C,IGFM3. B7H,0 HL Z 68 |C,M, N8, O0IHF E12T 20 ; S, 6. 87.

1 (9% : € 48. [&zEHy) X, 68730;NH, 483;00 | 5B (DL.C. 88 90; T, 462082.
CI9HL1CLIF3NG@4S| & 427 F(5382.X (99 : C ,|M4011; & 8.57.H 2. 23; N, |14. O7:

a, 7 12 F, 11%1&5%)56 66 0744H 4%'3 (% | =8 4566516 1, Hg12. 51 N, 14.
02: O, 1. 29: ; . 201,406 | FF§N§O4S L L ‘c 7 d pf X (%
' C. 42. 45—H C i 385 “bﬁ : ; A (%

. C. 44. 40: H, '9%1 &” § % 2§9, 6. iﬁ“%ﬁ‘@& % &? C27H30C 1
N504S L Il Z 7 539y B é ?Lg‘ 5’@3 48 s, 5.
77. 5q N (5%7 45: N, b3 85 43, S 5 66.
C161110CIN504S2 %25 2@1:4%@20&_ i, 3.4¢:8 o A4 <§b 3. 0?:3844H ‘H 2. 64 N,

15. 29: ¢, 7. 7%:3.35:14, 18473. J (9 : O N.4465p%:1. 5. 55, 85 'N__15.0 04: O,
7. 98; SI 14. 0BC, HQLUINLAEINED2 L L C 8| GpfXFiYE:1CC 60. 09: H, 3. 72: N,

18. 44; ¢, 9. Ba& @) (O%61:06C 160.5106: H+EB.(x8Q; 6010184, %28;C |, 9. 13.
C19H13CIN8QR gL tx, 3.@58 @, 6-49 :XF(5908: C, PM.3.83; chl, 9.36;14:5.M8. 26. 63: O, 8.
42. A (99 :C | & ®Fic 1. Po; 873 M. 26] 2538:%Clc, 576694, 3. @19HI3CINAO4AS L LT

N,3.73; Cl,9.26: F,5.06. N, 3.84; CIl,9.66: F, 5. 12.
CoH CINO, E L T C,oH,,CINO, 0.ICHCI, &L T
B (%) :C 62.59; H 3.68; B8 (%) :C, 60.10: H 3.20;
89 N, 3.65; CI, 9. 24. N, 3. 67.
EA (%) :C 62.51; H 3.174; EA (%) :C, 60.23; H, 3.42;
N, 3.69; CI,9.15. N, 3. T1.
C,oH, N0, & L C
90 ZHE (%) :C,66.89:; H 5.96;
N, 4. 88.
FH# (%) :C, 66.88; H 5.98;
N, 4. 92.
gl 91

4-G5-r oA > R=)-3-4))-2-E ROF~4-FFV-2-TF 8 J7=x
ZIHAFITZATIV

Cl cl

o OH o OH
4 | - COH V4 / 7 CO,CH(Ph),
HN HN
EHH 1D 4-G-r0oO4 > R=)b-3-4))-2-E FOF o -4-FFV-1-TF
SR (0.69g 2. 6mmol) & THF(14mD AL, P72 7 U A5 (0. 76g
.9mmol) ZMA. RET.00MBERLZ. STV Tz NI T AL (025
g, l.3mmol)ZBML. ZERTIMKHE. RWTIHBMABRL 2. BEZEE
L. BohEERz221y 707080V I —-FIVTHET 2 & BELLEY 0.93
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8 3 pf9(%:C 53.21: H 3.06: N, 13. 06: C,8.27; S, 7. 48. RAJ (% :C 53.
43; H, 3. 36; N, 12. 85 d, 8. 17; S, 7. 40. C20HL4C 1 N304S 0. 9HC 1 L L
Z 841l Whoosofss, 52 . 1 5;: H 3. 260 N 9. 12; O, 14. Peajp®01647 96.
iRiJ (% :C 51. 99: H 3. 49; N, 9. 08, Cl, 14. 34; S, 7. 19. 61 WO

99/ 50245 PCT/ JP99/ 01547 5Z $~i 8 5 00 OOH C2Me HN N N Boc Boc O OH 0
OOH  CO2Ng Rt o kiNe ki (1) 4-(2--'~> /J~-( -)L-3--( M-2-L. F " -4-t -2-75-
~~JLz.Z7-JL (a) V:4011 1 0) 3-7 t? F)L 2-' (2.70g, 10. 8mml)o) THF(20

m ) 4Al :* e dreh-AeFETd, 1J /> (12 2 ng, 1 mol) )Jq.., J1.6:;i-
t-7~J3)/J;t -t - i" (2. 8g¢g, 13 mD)OTH(5 mM)4g 7 -F LL L. IKMZ 1 RI M9
T, f x fNMR(A-DMSRC\6 ) JLOACIH, ©)if 71 k8L s2#17.\ABFT.159 (B2H, W 7i8. &1 (i ¢, , MD1-
75 Li:J, 0 3-7-1?-~FJL-1-t-7 i/,t /JL-f i F -JL(1.8 g, Wi8% M No LLZT f
NVR (d6- DVBOJHD, : 8.187 (4 (s9H, 1B (1H.2br®3 (3H, s), 4. 81 (2H, s), 7. 01 (2H,
d, J=7.0Hz), 7. 10-7. 46(5H,_m, 7. 9 8-8. 10(2H, m. (b) -L WE (a) 46
"IL fLal tmé%gﬁzs&s@m&l ® CTHF(50mL)fAi :, -70cC T, LHVDS-THF 4A (6 m|

6 mol) tit: is T L, |t. '~k ff js 0C6.tlq L. fpl 6ftz 1 04r4l LI N V
QA - 70G ‘ﬁi&iﬁfﬁﬁ%ﬂ,icaﬁﬁ 5&)? Wi 4 @70&' @,4@“: Sofhmol) 0) THE ( 6 mI AML /

&3 % %@E@w'{g,;eggpg%91%31.5;5?3?3.%"%1':@ A AQ) fg lti T L7

i-E la7l stc, jz',, LLL. 91-ZL 4-(2-' >
[k-1-1- 7%%%-5 > F-JL-3--fJL)-2-L F /-4- J-2-77 62
Cl
Cl 0 OH
'e) OH P
CO5CH(Ph
@ 2 CO,CH(Ph), {\J ! 2GR
HN
o=
N—Me
Cl Me/
0 OH
L
© N—Me
Me/

(1)4-[1-(NN-ZAFIANMNEAIN)-5-r7 01 > F—)L-3-1)L]-2- F O
FOA4-FFY-L-TFB TIZIINVAFINIATI

EHH 9 1D Tz AFIVITATIV(0.432 g | mmol) @ THF (5 mD BT
KeT, KBEMLLFFUTLGBY IFIINAAIN)%E 88 ng(2. 2 mmo) ZMA, =E
BT300EERLE, RICZAFIVAMNEAN 7O B0 ¢ 1, 1.2 mmol)
EXATMA, BRTIBEHERLEZ. RICKZELY T2 LKBERITMA,
Bee T )L THItH. Kk, A AEAKTHRER, WBRLL, BEZEEL. G50
EEREMEI-FITHEAEL., HER, T—FI)THBT S & 0.39 g(XER:TT%)
DEEILLEMEHFT,
Bl A 178-183 (3 fR) .
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WD 99/ 50245 PCT/ JP99/ 01547 -C f4 NVR(CDC 13) o :1.45(9H, s), 3. 90(3H, s),
4. 83(211, s), 6. 85(111, s), 7. 00 7. 10 (2H, m), 7. 15-7. 32 (3H, m), 7.
34-7. 46 dlshsosms, 7. 90-8. 02 (1H, m). (c) |i E (b) Tf 46t ipCiropodis{r2. 1 g,
4.8mmol )6~} ~1)7JLt "AM (2 M) M-F 2 R4 rol# 1 Lf FxJ, %J-+--T f-:~Z

~tc7k6:~Q- FO i ~JLTf Lf #~We6~ TA, *h' . Vz L/ 4 INLfI G-It j~k i, f1

9.=-J~t' 7 1-yZ i Ur. 110 bt 4 60
WJIMDHSTF 6199??'%51% 5)° 6 86115 ~s)J7. 08l M !—)Q 3007, 96128 @)

%) |/ NVR( d6- DI\/BO 6 :3 83(3H s), 4.51(2H, s),
6. 86(1118 &1y, 7-s99- 8734%7114, 11, SH. 44 7. 56 (LH, m, 7. 90-8. 04 (1H m,
12. 5 (1H, brs). '7¢ 53 fr : COH'NO4 L L Z4 (% : C, 71. 6 3, H 5. 11 ;
N 4. 187E$|%}ﬁ “3((:%)10‘5 Q. aHD&LT6 2 ; 11, 5. 23; N, 4. 22. (2) 4-(2-~
Y -f > F) L-3--f 2 N4 --t- 2-7-T i W (1) O$ft=7, TJI'(0.51 g,
1.5 mmol %@ﬁﬁ(%) tC>6520)2mH)r4V\ﬂ01~N 5 4LNCLF. 9B(15 m) ~QA . 1 O4rol Qi ViL
L. 41 f t1;L M Fa L, 7k7cL r . ; X 6:ftLfOM Awzk6: 7W, At .=-3:- ) t

Ccot~L! ZEENE (N EOSTPD1=H 1 80a . B. 83 EONBRITL J L # "'t 7kt A z *& 7 1-
a: L1:J V) "I fl~ .M3F) n--"\_ b~6f. 4 Mal: 64%
Malt: fit £2p4: Uﬂ@sﬁw@ﬂm&d\ﬂvﬁﬁo%@ 7R 555 MT1)VEY 42%”0] éo%(m .
18-7. 38 (711, ;?F 7, 44:7..52 OH , 7.90-8. 00(111 m, 12 4(1H brs)
13. 80H, *bi/s‘)‘* g@fi|5r\|o4LLTpt “Mffi (% : C . H, 4.

SLp7 i LTEBch)t g%ﬁ,@)bgasﬂ%( pt,, diipdiFo Bt s Aﬁ@ 2559@824; \E

PCT/ JP99/. 7 i RI R3
R4 R3 RSﬂ%L%( RS %)%5?%% ?'h‘_’(%{ﬁlﬁmfx(? T Boo Bl UL (e )
RHEBHEL. BOoNAREYERBIFIVICABRL. Kk, SNEHEKTES.

WL, BiEEEEL. GoNEBREMELI - TV THEEL L. 51T 95k
Iy )Mo BERKETHE0.16 gUXE 61D OEBLEMERI,

Bl f:200-206°C (3 9R)

NMR (d,~-DMS0O) & : 3.06(6H, s), 7.12(1H, brs), 7.42(1H, dd, J=9. OHz, 2. 1Hz),
7.66 (1H, d, J=9.0Hz). 8. 28(1H, d, J=2.1Hz), 9.06(1H s) 13.8(1H brs).
TLHFED M CsHCIN,05 &L T

BB fE (%) :C 53.50; H, 3.89; N, 832; Cl, 10.53.

HAE (%) :C, 53.28; H 3.92; N, 8 25: Cl, 10. 34.

EhEpl 9 3

EHiH 9 2ICHLC T AETUTOLREDZGRL .
(1)4-[5-700-1-(4-7 AR AIN)-1 > R—=)b-3-1 )V]-2-L FOF
S o4-FFY-1-TF B VIZZINWAFIIATI
Bl 198-200C (T —F b S B
NMR(CDCl,) & :6.77(1H, s), 7.00(1H, s), 7.26-7.46(13H, m), 7.77-7.82C2H,
m. 7.98(1H s), 8 21(1H d, J=8.7Hz), 8.39(1H d, I=2.1Hz).

TEF S HT 1 CyuH, CIFNO, & L T

SHBME (%):C, 69.38; H 3.82; N, 2.53; Cl,6.40; F, 3.43.
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RR RNR (lc) RNR (Id) $1 RLRR R3 RA RS R6 6 (C) 1717-J1'11 t)~*, i
(lc, R=Me) (Id) 8 6 HCHZPh(4-F) H H H H Et OAc- Hex Et OAc- Hex 187-190
168-170 @olooroR¥3(2-C) H O H H Et OAc- Hex Et OAc- Hex 224- 226TPB®»@38 8 8 H
Ph(2-F) H O H H Et OAc- Hex Et OAc- Hex 225-227 203-208 8 9 H-COPh HO H H
Et OAc- Hex CHC13 207-210 190-193 9 O HBu HHH H I ~l.~/ 172-173 64 WO

99/ 50245 5 2 | 10 (¢d6-DVMBO) 6 : 3. 840H, s),
(d6- Dl\/BO)ié%J(g?9(/5%Jg % H(gﬁ% )4N gg?%chsg)i ﬁé gea?lg s) %3 89(1H, s), 7.8)

14(2H, (%)6 47{5—'b5(r}?l:l 1t(4J59 GHE N /7;2flfv)~1’f7/ BHz),-37 20~7-BO{ 2H: M), 7.
40 (5H, n'), . 46-7. 55 (1H, m, 7. 30- 8 (2H, ), 7. 44-7. 52 (1H,

7.92-8.00}1&13@\/41)-7-7-:8&7 98(1H, m), 12.4(1H s), 13.9 (1H, brs).
(d6-DVMSO) 6 :3. 65 (3H, S), (d6-DMBO) 6 :5. 98 (1H, s), 5. 95 (1H, s), 7.
36 (1H, ¢l 713350 A FdD FR005 BlgR)1. 6Hz), 8 7 J=8.6Hz, 2.0Hz), 7.50-
7.46-7.80(5H, m), 8.29(1H, s), 7.80(5H n), 8.30(1H d, 12.8(1H, s),
13. 4( 1H, NMR&),-DHSDI2.0 Oﬂz)l(lilz s>9 zlarq(ZIthr é) J=(3d6HD|VB©)556(1H3 g7 (1318, 7).
(d6-DVSO) 6 :6. 15(1H, P-é (1Hdd735(1Hgd J=6.
3Hz, 2. 4AHEY2).g.§43EAIRE., nh. 8é|3+£§ﬂ & f&oiHZ? %471 5B (3 1), G736
76( 2H,

S).

TEFR AT 1 oH, CIFNOg & LT

248 (%) :C.58.72; H, 2.88; N,3.60; Cl,9.12; F, 4. 89.

FZHE (%) :C, 58.97; H 3.10; N, 3.75; Cl, 8. 84; F 5. 15.

o = 3 AN

el 9 4

MeQ
\/O

MeO
C\MCOQMe WCOZH

HO HO

o OH o OH
—— /
/) # CO,H a COzH
NJ N

H

Boc

Boc

(1) 4-U~t-FT "F I ANRZN-5-APF I AFNFTF A2 F—=Ib-3-1
-~k RoF v -4-FFVY-0-TF 8 AFIIZATI
BEMSDI-TEFN-1-t-TrFTANFZIN-5-ARFIAFINFF A
R—b &AW, ZHfl8 50AKICELU TEELEMESEL (R 16%)
NMR(CDCl,) 6 : 1.72(9H, s), 3.53(3H, s), 3.95(3H, s), 5. 27(2H, ). 6.91(1H,
s), 7.12(1H, dd, J=9.0Hz. 2.6Hz), 8.02-8. 07(2H, m), 8. 32(1H. s).

(2) 4-(U~t-ThFTHNRZIN-5-ASFIAFNITFIA 2 F—=)-3-A1
W=~k RoFr-4-FFV-20-TF7 8

EE (1) DT AF)LK0.345 g, 0.85 mmol) 2 A FH 2 (T n)ITHEML .
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7.60(3H, m), 7.62-7.82(2H, m, m) 8.24(1H, d, J=1.6Hz), 8. 27 (1H, d, J=1.
6Hz), 12.9 (1H, 12.8 (1H, s), 13.6 (1H brs). brs). (d6-DMBO) 6 :3. 77(3H,
s) , (d6-WSQ)sos: 6. 56(1H, s), 6.47(1H, s), 7.45(1H dd, PcBhpdisad, J=7.
M 2.1Hz), 8 9 J=8. OHz, 1. 2Hz), 7. 50- 7. 42-7. 54 (4H, m , 7. 62 (I H,
t, 7.96(6H, m, 8. 14(1H, s), J=7. 8Hz), 7. 86 (2H, d, J=6. OHz), 13.2 (|

Hobrs) gHZS](?&Sé'H%d]AJ(TZ , ﬁ)ﬁgxlzjéfm(w@u 552}3;?#_{@67,%75 E?% AL

1. 49 65-1 3. 12 0

J= 7 2HZ) A& B 2R B), . 3 BT i A A g U 7 408 i £ e Mm% 193-K. 98(1H,
m, 12.3(1H, s), = 13.8(1H brs). 65 WD 99/50245 PCT/JP99/ 01547 (i~E 8-3 )

_INT c Igd 1€26HGENO41DZ RE20 M:EE TH Q1 SHMAFNGE . OF #Re K ik, Thafn & H
i-X(%:C 67.30; H4.63; 9tX(%:C.66.90; H 4.20; 8 6 N, 3. 92; F, 5. 32.
N, 4. 117K 0. %3EL 1300020 £Q, 675 0V G268 A Bk BLe AL 66294 (IXH, 4.
21 ; N, 3.81; F, 5.24. N, 4. 15; F, 5.57. C 19H13C 12NO4 0. 1 C4H802 L L T
C18H11 cﬁzmamﬁta%w%m mmt‘e‘: 16554370@ @MMH 3 . 4 9 ; pl X (% : C,

57 . 47 ; 18. 85. 92
S (o kgl B0 ol T el (o Gl S 56T 1) 5. TaslE N, 20 e

17. 73. N, 3. 65 0 5 19H1,3 4 C18HL1CIENO4 -9 (9
. ¢, 6 144 g9 Uiz, éﬁ}@g %}Mﬂ(g]’gcfﬂl\lg)o‘SL %I’d{ ?%g(ﬁ{}g hg@a (/o
7SCI949F508N382C:|986F528AJ(%CGllO;
H 3. 59°'A] (% :C 59. 66, H 3. 24

(3)4-U-t-FbFANFZN-5-ROoF 1 F—=)b-3-1I))-2-E RO+
Ye4-FF Y -1-T T U
k& (2) oK CE0.25¢g 0.64 mmol) D THF@ ) &1V 7O LT IL
=)L (1.5 mDERICEER 0.2 nhZmA, ZRT. 16 BEHEBELLZ. KIE
WEBETICEEL, BoN-REVERBRIFTIVICHARBL. BANEHEKTERS.
HERL, BAREZHEEL, BONCHREEZHERIFIUVINSBHRTHIIEICEKD
EELEY 0. 12 gUNER 435 2B/, MR :210-214C (3F8) .
NMR (d;-DMSO) & : 1.18(3H, {, J=7.2Hz), 1.66(9H, s), 1.99(3H s), 4.02(2H
q, 1=7.2Hz), 6.89(1H, dd, J=9. 0Hz, 2. 6Hz), 7. 10(1H, s), 7. 69(1H, d, I=2. 6Hz),
7.92(1H, d. J=9.0Hz), 8 7T6(1H, s), 9.50(I1H, s).
LA CLH N0, CH0, & LT
EHEfE (%) :C,57.93; H 5.79; N, 3.22.
HEPE (%) :C, 57.86; H 5 76; N, 3. 45.
(4) - RFOFo4-G-t ROF oA > R—)V-3-1)V)-4-FFV-2-TF
EE (3) @ 4-(-t-FT RFTANRZIN-5-E ROF 14> R=)-3-1)b)-
-k ROFo-4-FFV-2-TF 0. 2¢g 0.45mmol) % ~ U 7 )L A OEEE (4 nD)
A, BRTF. 30 BEMARLE. BHETCIREEBZEBHEL, o EkE %
EHKICAMLE. KEZBMEBIFIN TIEESER. SBT3 THAB L. B
IFITHHELE. AREZRMAEKTHRE, LRLE-, BEZEEL. 85
NFEERZ2IY /- TEHERTAZEICED 70 ng(XZR 495 OFEHLEYM %=
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N, 3.73; C,9.26: F, 5.06. N, 3.84; O, 9.66: F, 5. 12. C20H14CINO5 L LT

CIOHI2CINO5 0. 1CHCI3 L LT N X (% :C, 62. 59; H 3. 68, p-f 9 (% :C 60.
10; H, 3. wifoso@sO N, 3. 65; O, 9. 24. N, 3. 67. AVJ (% PpCrue®oisdr H 3.
74; 2333 (% :C 60. 23; H 3. 42; N, 3.69; CL,9.15. N 3.71. CL6HI7NO4 L L
T9O0Dpi-9 (% : C 66. 89; H, 5 96: N 4. 88. AM(% : C, 6 6 . 8 8 ;

H 5. 9811qu %5922% 215%95;%@4 AANFE - )=3--()L) -2- F A~ -4-X1"
“1-2-7 -T- A" OH 0 C]—ICI)ZHCI)ZCH(Ph)Z HN HN AANJ 1 OD 4-(5-'

nN(> ) MRl 3BM§0)M<}2 6 151 dd4-1=8. 8H2- 7. ¢HHD,. 6695X1F, ,s)2. BNDOAN. d,
THF(14ml) 1~ 7 L, :i7= =J~7'i~ 0. 76 g, 3.9mml) fJUA , ~MnT, 305~rill #g
J* LI o G&2V47fm) 17379 @ H, (d0.128. 8Ky). B. 36 firiiold) JF6.7001z) 49605 A Ht BaM,, | 2RIHZ
3053rFl~n i x>LLf o 4 INL. f4G&i.LMA/ ('J70 711 ~=-'T- Ticfi ZL MTL Q
0.93 66 WD 99/ 50245 PCT/JP99/01547 g(J&W :82% j : 165-168C (53 )

NMR( df i - DVBO) 5 ; lH s),7.12(1H, s), 7. 287.59
(12 H,THFRPA: QL»HQ@s (:11H d, J=1.8Hz), 8.87(1H, s), 12.8(1H, brm. 7c

53+R : CZ5HL8CIN2O | C 69. 53; H 4. 20; N, 3. 24: O, 8.
21, 946 ' %%@% %938 B HH3pél%( ﬁeg% 3. 28 O, 8 17. n$il 924 O O

cH -0 O_l?i?ﬁ [{#& (%) :C, 58.20; H 3.85; N, 5.34.

EiEsl 9 5

} 0 }ozc

; ” / COzMe

@

HOLC HO,C

a COMe— WCOZH
N

0,S.

(I)4-(1-RE¥ AWK -b-ANHFA > F—Ib-3-1)V)-2-E FOF
“4-FFI-1-TTF B AFIITATI

(a) BEH 2O 3-TEFN-1-ROEANKZIA > R—=Ib-5-DVH &
ST AFIVIAFINVERAN, ERAI8SIKELEAET 4-UI-R2EXX
WERZINV-5-PT 2 Z IV AFNAFANTZINA D F=)b-3-14J))-l-k FOoF
V4-AFV-1-TT OB AFNIATINEEE.

NMR(CDCl,) 6 : 3.97(3H, s), 6.93(1H, s), 7.15(1H, s), 7.26-7.67(13H m),
7.96-7. 99 (2H. m), 8. 04 (1H, d, J=8. 0Hz), 8. 20 (1H, dd, J=8. OHz, 1. 8Hz), 8. 39 (IH,
s), 9.13(1H, d, J=1.8Hz).

(b) LT LE®H (23T ng 0.4 mmol) &7 =V —JL (86 mg, 0.8 mmol) D7 OO
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CORCH(Ph)2 C02CH(Ph)2 NHN ONMe C Me O OH CORH N ONMe M (1

)4-L1-(N, N - [ /< -~F)1/j7 JLI\-T-- -()~)-5-~' 11 11 -( >} -)L-3--()
1-2-1' "~ viodysbdis V-2- 10 :i7 =)>r -~F )LI7, 5:- )L tAFIl F=CTLODMEN : )~ A
“3F- )L 7,~-)L(0.432 g, 1 mol)ODTHF(5 nl)6A i1tf"-p T, :j. { - 1° 137

L,, (60% 17)(' t-f )1i) 88 my(2. 2 mmol) )JUA . T 303~ rfil # LL L.
13.6Z: 1A 25 Qb Dahwicl Nar. 18 07 (B0 mEd (0.3 nD #pk). MiltzgX |-T
Yt, T&" #1Z) L 0. 39 g(11XV:77% i, :178-183 (53 1) 67 WO 99/50245

PCT/ JP99/ Q1154 T HNWR( A6 HDNEO)Z & it 18 % B ¥E (6 E %)L — HJL 88 M 1, Tsl)2p ng (06( 111,
s), 7. 30-7. 52(1211, m, 8 . 05 ( 1 H, s ) , 8 39 (111, d, J=1. 8Hz).
Tc 33 fFTR: TCOSPEBE L ENBOS 10) 220 ﬁﬂzﬁ 221:2132{C (B G, 65. 92 : H 4.

70: N, 5. 49: d, 6. 95. A 1M (% : ."H,_ 4. 80 N, 5 83 O,
6. 92. (Z‘JM)Mde[DWN (N—J3§913-H? >>~t|7Lﬁ&(1é ~$)IIZ)5%“8-23(7Hfm>> B. 99 @ H. 3d,
(1L]-2-L. F ~ '] -2-7 T >1J. (1) 0). -5-1L1 (356 ny, 0.7
mml)(z)AkA34H%>3964%ﬁj* A“é T. ') 7)L "A4 0(0.5m MA * 7; -F 3053rM #
f*L1 Ale%% oh YMt*~~~ |~ILb:M L. *A nfuAtl7l<z C. rz, ro #
9L, 14 G¢ *ﬁctlsi‘ A5 Rf Lt, 95%13I-IIrba6F4API:afi

Lé(éaoﬁ%%éﬁé %géaﬂ/% 9% HVIZfz(S_L %Ifs;jl 7. 42(2% 2830 \(JES?OHZ, 2
%'?iii 7. 864 b dc 59700 ), 18- 383, €7 372 1H2), 9.06(1H, s) 13.8(1H,
(2)4-(1-R ¥ ZANRZI 5= BN EF S A > Re b3 ) -2-k KOs
A EY 1T T B
FE (1) OZAFIHELS, EHF 23 IKELCEAHAETEELEYEET=,
B 224-228C ()
NMR (d,-DMSO) 6 : 7. 31(IH, s), 7. 65-7, 82 (4H, m). 8. 03 (1K, dd, J=9. OHz. 1. 8Hz),
8. 13(1H d, 1=9.0Hz), 8. 23(IH d J=7.6Hz), 8 89(1H, d, J=1.8Hz). 9. 35(1H,
s).
ST AT ol NOS 0. 15H,0 & LT
SHEL{H (%) :C,54.59; H 3.21; N, 3.35; S,7.67.

FEPE (%) :C 54.85; H 3.53; N 3.45; S, 7.53.

ERHFI6~1010keEMT. UToRBIV—FMIZELDERKRL =,
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JE*3 #fr:CI5HI3CIN205 L t, -C 9t9Ti (% :C, 53. 50; H, 3. 89: N, 8. 32: CI,
10. 53. 1il4j (% : C, 53. 28 : H 3. 92; N, 8 25 d, 10. 34. M1 9 3
9 M9 2 6woldodeddd ; T O) f [r QIt QM L f (1 )4-[5-'1 A PCTAPUS/@BATTI" ' ' ~
SV)L)--f F-1L-3--f 1~]-2-1. FA~A -4-t 'V-2-J7 i 7z-11r4 -3:-1L17, 7-)
:198-200C 1; fff Ma) NVR(CDCL3) b 6.77(111, s) 7.00(111, s),
7.26-7.46(1311, m), 7977-7.82(211, an),,?_g? 98( s), 8. 21(1H, d, J=8.7Hz),

8.39(1H, d, J=2. 1H{JX GE,5-+FT: C32H 'EZptng(%:c,eg.ss
M 1A(% : C, 69. 220)%@%1 N 2.79; G<6.B7; 66-CER)O k" 7 A
Sz

, H 3. 82, N 2.,53,54, 6. 40; R R 99/ 50245 PCT/ JP99/ 01547

A1-(4-7)L "AL Rjdor oA 3. -IT) Al 7-4-" 1-2.77 i 213-218C (F
17) NVR(d5-DVSO) 8 :7.11(1H, 7.50R2H, t, J=8.7Hz), 7.55(1H, dd,

J=8.7Hz, 2.4Hz), 7. 94-7 MH, n, 8. 23(1H(1r2, J=8.7Hz), 8.34(1H, d,
J=2. 4Hz), 8. 86|(z4lH,R3 s). #Fi:CL9HI1ICIFNO5| L |. 'z fftX (% :C, 58. 72; H,

, 8. 12; F, 4. 89. J (% :C, 58. 97; H 3. 10; N, 3.
. 14rorgi114l\/t:0\/p0|\/t:O|Vt:O~,ppC]-IpC]-IN

EHEpl 9 6
-(-t-F hFTHAHNRZNA > R=-3-1I)-3-(U-ANARF> Tz Z))-

-k RpF-JoR2-1-F >

0 o OH CO,H
/
4 I o 7 ]
N N
/ /
Boc Boc

3-FHEFI-1-t-T hF T ANRZIA > B—)V (777 ng, 3 mmol) & THF (10 ml)
ML, -18CICH AL /. KW T LHMDS-THF 8% (3. 6 ml, 3.6 mmol) ZMA 7=,
BACEEBICEL., BE-18CICHAL., B|AKT7 & I)VE (525 mg, 3.6 mmol) ZM X
oo RIBHZEZEBICREL., KkZMA7Z, IN E#TBEICL, BFRRTF)L THIH
L. k¥, R LE. BEZ2EEL. BOoNEEKEMZBREIF V- i-NFY >
THREILEZE 5 & 362 ng(NE:30%) OEBELEMEET,

NMR(CDCly) O : 1.68(9H, s), 6.99(1H, s), 7.20-7.50(2H, m). 7.50-7. 88 (4H, m,
7.94-8. 38(2H, m), 8.60-8.80(1H, m), 13.2(1H, brs).

Al 138-141°C,

NMR (d,-DMS0O) 6 :7. 11 (1H, s), 7.51-7.87(7TH, m), 8.05-8.21(5H, m). 8. 94 (1H,

s), 10.3(1H, brs).
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NN Boc H (1) 4-(1-t-71°t1, -)L-5-A 3--( )L)-2-L F 7 -4- -2-7T>M-A
-31-17, T)' X40115003-7-1?~)L-1-t-7 :/t)~* .=)~-5- A --Y- -31-)~ t- -f
)~ ILa. Qewhs8E0D M2 LZdML[;alt f4 f:: (1X 769 NVR(CDCl 3LT8Po/s#2( 9H,
s), 3.53(3H, s), 3.95(3H, s), 5.27(2H, s), 6.91(1H, s), 7. 120H, dd, J=9.
OHz, 2. 6Hz), 8. 02-8. 07(2H, m), 8. 320H, s). (2) 4-(1-t-7 :/t)~~~=)~5-4

3- Folude 73"y 7> 1 (1) 0~1Z7)1 (0. 345 g, 0.85 mol
I( ) LEsnly .c%gﬂ% g(élzﬂ}r(?-éb? (1) )1 g mol) (

ml ) 127 50245 PCT/ JP99/ 01547 1 N ~lcft fL 1) - 3 ~- ' 9
L. ( e olc)ss IMH sioM €3 39, ALtF, TKMM -t':i 9 L f11; ti | 17k6
Lt fl~RIiFJ,Z 2 C AL -=1c | 6 INI (1.7 m) NA-, -Atk TAilf, L a

- L, f 1;gdufd O Cteessl - 3E5)M: N & 43-WL. 0. 28 g(4 :84% O)MMIL It f4L AR
:165-170C (3~ ) NVR(d6-MD) 8: 1.67(9H, s), 3.42(3H, s), 5.25(211, s),
7.15(1H, ®#E#ro20(1H. dd. J=9.0Hz, 2. 611z), 7. 950H, d, J=2. 6Hz), 8.
040H, d, J=9.0Hz), 8.86(1H, s). (3 )4-(1-t-7 i~ILt=J~-5-t-- F ~ 2i-f
F-1L-3--f WIRBIOM I HEYT. Q-7 A B F P2 H0.>F 54307, 64
mol) O) THFE(3 mIJ% c-f "= 7013 7IL "-J1(1.5 in 1)gAh (0.25 ml ) N
5L, |LI PY1é Ua/MadAt b 7azE V) $3NFEN B ke 07 A2 gol 5¥43% Stfer : 210- 214C

53' ) NVR (d6-DVBO). b : 1. 18(3H, t, .J=7. 2Hz), .1 OH. s).. 1 99(311,
g), 4? 02(R 96_DDI§\6§J)=57.:72I11§)(1,}&6§)'8§' ‘{91’&2%%}&-395. 90%& ~.S)6k§32,3“}‘? i)o((lH,

s), 7. 69 ( 3(111{7(3 J=2. 6Hz), 7.92(111, d, J=9.0Hz), 8.76(111, s),
9.50( 111, Bf VB £t . 0 7HI7NO7 C4HBO2 L L ,-C ptJWAft (% :C, 57. 93:

H 5 79:— . ind%. :C, 57. 86; H 5. 76: N 3. 45 ( 4) 2-1'. >
A 4-(5-113%2%)\?\'%?6}156ﬁ§96§3f@ﬁ)%4-t 2-7 T 1i ! (3) (2) 4-(1-t-7 1°
P~ L~~11" =5 ty) -0 54 87 Fu B, 33~ 2.J51):-C1, 7. 36; S, 6. 65.

S fE (%) :C.59.89: H.3.50: N, 2.88; Cl,7.22; S, 6.73.

EHpl 9 8

-4 > R=b=-3-4))-3-(I-ANVAHRF>FT7z)V)-3-e FoF -7

7
J
1
I

1=

EHH 96D 1-U-t-TbFIHNRZINA > R—=Ib=-3-1)-3-(1-F VR F
7)) -3-e RaFi-7aRr-1-F CEEBRTMAKSMRTZ I EITXD.,
BELLEMEREZ.
Bl 5 0 175-177°C (43 18)
NMR (d,-DMSO) & :6.73(1H, s), 7.16-7.32(2H, m), 7.40-7.86(5H, m), 7.88-
8.28(1H, m), 8.34-8.60(1H, m), 11.8-12.3(1H, brs), 12.5(1H, brs).
LR C N0, & LT

HEE (%) :C 70.35; H 4.26; N, 4.56.

FKHE (%) :C,70.21; H 4.43; N, 4. 58

EHEp 9 9
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2-1'. f 29, 0. 45 mmol) F Uy 7)~t"A (4nl) 6

AtTIZ: aAi L, f4G'I.f &;LI "A; I Li *INI-31-JI' 20Q b t, t ZpH
=3 6'ul ifyfodosofsFO @ ~ ' a 137 J f-4ZL L6 : . ~, - 7earghheeiss) 0) ON
OTL Q| 70 WO 99/ 50245 PCT/JP99/ 01547 14/ FAA: 220-225C (55) NVR
(d6-DMBO) 6 : 6.75(1H, dd, J=8.8Hz, 2.4Hz), 6.95(1H, s), 7. 20(1H d,

bHA-, MI, 3.5 11 rM49 LI
-3

J=2.4Hz), 7 29(1H, d, JZ8.8Hz), 8.56(1H d, J=3.2Hz), 9. 15(1H, brm,
12.2(1H, ) 53 §: C1 NOBJj UOHCO% 4 (®: C 58. 30 H 3. 67, N, 5.
67. Al( ( C,158. 20 84 )~ $~109 @HPPHPh Ph~02C O
Ph~- 02C p 2 HOZC H C02Me~ CO2H N
N 02S 02S\-"--N<, 1 )4-(1-§-ly T O o S (L L-3-~f JL)-2-~

i -4- V -2038T i ~ ~JLI o2§ JL (a) Av~1 2 O 3N 12-if 7, JLt =JL-(i
F-JL-5-t F9 "7y yz=JL/~ - JL.-7, - T %2 fl avlJ 856 T4 - (1
St o ,5-/7=-.JIAAFLt /t)d Z L-f | (JL)-2-1' i~ "~ -4-

J-2-1> F9 -F 7, ---L Tor NVR(CDC13) 6 : 3. 97 (3K s), 6. 93 (1H, s), 7. 15

(IRs) B PO G- R o sy mmg s k3t 8- x b o7

LIV -7 o=, 3-VF >

-T2 FIN-1-RE AN FZ)N-5-ZaaA > F—JL(500 mg, 1.5 mmol) %
THF G o) ICEM L. -18CIcHm AL /2. KW T LHMDS-THF &% (1. 8 ml, 1. 8 mmol)
EMAZ. BRAIWCOCICHEBL, BE-8BCIKAB/HAIL., I-A+F X2V oD
D R(G310mg 1.8mmol)ZEMAZ. RIGEZZRRIZEL., 30 2RITKKZMA.
6N tHE TRMIC L. BT FIL Tt L., Kot BRL=. BEZEXRL. =
ShiEBREYELUASINVASLAZOR NI ST 40— L, BEEEZ FI)L- n-N
FHLA:2 v/VTHERLEZ., BRNYOESZBMEIT D E 160 ng R :23%) D
KROBEELEMERL.
NMR(CDCl,) 6 :4.04(3H, s), 4.55(2H, s), 7.02(13H, m).

(2) 1-(1-R>¥ 2w )-5-zooaA > F—J)-3-1JV)-3-t FOF -3~
Q-bRoFsryz))-7Jaxr-1-% >

EE (1) LA 0. 1g 0.2mmoD)EZOOFRILQ@DIII—F MY AFI
5> (1 nl, Tmmol)ZMA. 40CT4RMBEBRLAEZ., wHAK, FIRET N
mAKEREMA, SSKEEKTHML, BERIFI THEHL Z. MIHBEZK
., UERBEELE. BONEEREZERL. RWTHELF V-1V 70T
—FNTHBEL, THFASHEBER TS E 23 ng(NE 4% OEBLLEMEZRT.
Bl 51 :241-244C,
NMR (d,-DMSO) 6 :7.11(1H, s), 7.51-7.87(7TH, m), 8.05-8. 21 (5H, m), 8.94(1H
s), 10.3(1H, brs).
TEEDH CyH  CINO,S 0.5CH0 &L T
EHEH (%) :C 61.29; H 4.11; N, 2.86; CL.7.23; §, 6.54.
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7. 96-7. 99 (2H, n), 8. 04 (1H d, J=8. OHz), 8. 20 (1H, dd, J=8. OHz, 1.
8Hz), S. 39 (1H, s), 9. 13 (1H d, J=1. 8Hz). (b) pEL t (237 ny, 0.4
mol ) L7=" Woo9kd28 my, 0. 8 mml) OD j~j~ 71 WO 99/ 50245 RCTIRIPOEAD1547
-A5'>(2.4 ni)a 6" * -F, )"1)7I~ ""AM (0.3 m) >)ZOT~M Z 1 "rH4tl* L, L.9
HET :FY-Z, K %f" L, A-- LZ 125 my(IR :73% OMANIL a (1) TUt -t" :222-232
C (32 V) %M@mﬁc%@h 5,3, 84 89(3H0:S) 1. 7438(s1kl 78), 7.63-8.28(7H ),
8.90(1H, d, J = Hz), 9. 42 (1H, s). 1G5j' fT : C20HISN®BS L t, -C
atJwull (% :C 55. 94, H 3. 52, N, 3. 26; S, 7. 47. AfA (% : C, B55.
97 ;: H 3. 74 N 3. 37; S, 7. 32. (2)4-0-/'~i-t?>7, L, =IL-5-t1~~ 3--f
IL)-2-L |1 eHt -2-7 7- > (1) 0) M? -5- f : b G ra V=1 2 3 6Z ME
T[r :224-228C (339) NVR(d6-DVBO) 6 : 1 (1 . 65- T 82(4H, n),

8. 03(1H, oﬂd<1:1A«9/Jed4zXM~:B+L&75 9‘9!DI@/(&H*JL¢3 JfJéW éHzS) N gRIB AR d,
J=7. 6Hz), 8. 89 (1H .d, J=1. 8Hz), 9. 35 (1H, s). 7c 33 #F : C 19H13NCBS
0. 15H20 EA)- Btcmﬂl*(%7mé/ﬂ34*59; H 3. 21; N, 3. 35, S, 7. 67.

1 1 pnT Bs <, 2Ry S Sl sl 20
PCT/ JF JP99/ K SN .59 w 19,08 § ol P2 @r R i 02RO

TEHIEWLLD, BEBLLEMEE.
Al 550 245-255C (43 f8)
NMR (d,-DMSO) & :6.80(1H, brs), 7.40-7.80(6H, m), 8.00-8. 60 (6H, m). 9. 60 (1H,
brs).
TEFAIHT C, HCINOGS H,0 0.5CH0, &L T
SHE{HE (%) :C,57.51; H 3.90; N, 2.58; Cl,6.53; S, 5.90.
E W fE (%) :C, 57.36; H 3.56; N, 2.70; Cl, 6.32; S, 5. 74
EHhEsl 101

I-(G-z oA > R—=)b=-3-A4)-3-B-ANAKRFT7zZ))-3-k kaF -7
aR>-1-F >

ERHF 1 O00DHNKRCBELIATIVELTHELSND I-(I-REANFZ
N-5-27004 > R—=Jb=-3-1J)1)=-3-B-ArF AR T7zZ)l)-3-t kO
F-TORY-I-FLEAY ) =)H, KEBELUFTLTMAIHEL TERELS
MmEHR-.
B D2T0C (B R)
NMR (d,~DMSO) & :6.60(1H, brs), 7.00-7. 60 (4H, m), 8. 10-8. 70 (5H, m), 11. 9 (1H,
brs).
TEFAPHT :CH,,CINO, 3. 3H,0 & LT
EHE{HE (%) :C,53.88; H 4.67; N, 3.49; Cl. 8. 84,
SHIE (%) :C. 53.96; H 4.09; N, 3.44; Cl,7.68.
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(Ir)y R4RBRE ORI RBOH REBNR2ZRS 0O RR6 C0O2Hor OH (I1) RN R (1s)
M~1 96 I- 1 x- a/tJL~~~J~-f } k-3--f )L)-3-(1-j7)Lt 7=J0 i 3-1_ F ™ - -
D' > - Ilwoosbeds0 OH CO2H N N / / Boc Boc 3-7-17~) -1pCTIPY9/1547JIL%
=JI/-f >F-)"' (777 mg, 3 mol) THF(10 M) i 7 $ L, -78Cisi | L/ %x ya
zZ LHVMDS-THF 9 ( 3. 6 ml , 3. 6 mmp |) NA L ~& :1 L, f41x-789Cr~ AL.
7k7~"J1 G 9 o 3.6 mmol) hHA, fz- BZ 1%, AIKM 'R L, ~K7it NAf 1N
tt Tft it L, O9Rm3~-)V MV L, *A rzZMfz. T MIL t+Z L 362 ng(l W-

30% O (r)-Tear o 247 NVREEDCB3)Y B)-31E68EC0H, - s)- (36599 (/LH TSy = ZJRG-)¥P.760( 211,
m, 7.50-7.88(4H, m, 7.94-8.38(211, m, 8.60-8.80(1H, m, 13.2(111, brs).
M ;: 13812410 NVRRE67OMSOY -©)k-A-1LA0 -TAR 8)/, >7. 51-7. 87(711, m, 8. 05-8.
21 (5H, m, 8. 94(111, s), 10.3(111, brs). 73 WD 99/50245 PCT/JP99/ 01547
7633 fIrT :C 0O 3H20 L I/ ptXIA (%9 :C, 66. 92; H 5. 27; N, 3.
39. ij] 4j ( .78l H 5. 31 ; N 3. 43. $J97r$196 U C
1-1-~i-ifi/7, ' NH 3- - f

I-6-7ooA4 > RKR—=)V=-3-f)-3-EFOF-2-@, -r7oa7z )l F
F)-3-CQH-5 5 —Jb-5-14J)-Fax /7> (0.03g 0.064mmol) DAY /—)l
(6 mDBEBIT, /> 0.068 g)DAKW. 2 nDAEREM T LA, ZR T 18 FEE
BE. METICABZ2EEL. REVEHBIFIVICEML. Kk, 2L &,
BigEEEL. BEYEI—TIINTRAELEE, BRIFIDPCBHBERT S EE
BlbamrnEshik,

B :200-204C (3 FR)  ERRIBEE Et0Ac

TLFAIHT 1€ gH,,C1,Ns0,8 H,0 &L T

SHEfE (%) :C 43.17; H 2.42; N, 13.99; CI, 21.24; S, 6. 40.
ZPE (%) :C. 43.04; H, 2.66; N, 13.85; Cl,20.74; S, 6. 36.

NMR (d,-DMS0O) & :7.13(1H, s), 7.45(1H, dd, J=9.0Hz, 2.1Hz). 7.67(1H d.
1=9. 0Hz), 7.84(1H, t, J=1.8Hz), 7.97(2H, d, 1.8Hz), 7.99(1H d, I=2.1Hz),

13.5(1H, s).
EHf 103

2-RU¥ L ANKZII-1-G-700a > F—)b-3-1)b)-3-k PO+ -3-CQH-F

NSV —Jb-b-1b)-Tax /) »
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- 3-(1-)7))-3-t~7ri-7~~i-1-/ T! NVR(d6-DVBO 6
©7. 10(1H, s), 7.49-8.25(11H, ), 9.02(1H, s), 9.23(1H s), 13.2 (1H
brs). 7c3wdweEe416CINOGS L Z OL-X4 (% : C, 59 . 8 2 : HCIPY®SE ; N,
2. 91 ; Cl, 7. 36: S, 6. 65. A 46- (% :C 59. 89: H 3. 51: N, 2. 88 O,
7. 22, S, 6. 73. 9Z A$'1 9 8 1-(-f i 1°-JL-3--f ) )-3-(1-/t )~ :4 i4 :i7
)-3-~ F A g7 A~ AQ) 9 6 OD |-(1-t-77" ~ 4- [/, t M3-0-/t )> 4- 7Y.=
M3-L F114-i-%Z2/", ©-1GHi tKMIM35 YWIZ:1L6ZJ,- 0 de, My fLa T4/  Wiqll
© 175-177C ( 6 :6. 73 (1H, s), 7. 16-7. 32 (2H m, 7.
40-7. 86 (5H, _ 88 W odfe, m, 8.34-8.60(16, m, 11.8-12.3(16, brs),
12. 50H, brs). :881JH1N}N®4 LLZ-tXf (% : C 70. 35; H 4. 26: N, 4.

N
56. Al 4A (% HC .21 ; H 4. 43 ; N 4. 58. 9 9 74 WO 99/50245
PCT/ JP99/ 01547 Cl I 0 0O OHOIM OOHOH N 02S\ 02S\ 02S I~ 1~ 1}

(1) 1-(1-~ 1? ~J~, - St> A A~f F-JL-3--(M3-(2-,~ > a7 = IL)-7 M~ -1,
3-~J" 3-~ 17 J~-1-~ ~~JL~~—JL 5-tl A A (> F-) (500 ng, 1.5 nmol) THFR(5

3712366?13 D Har: S o A - T a b2 7t B BS54 e AP ol ) -
fA)n ~7t TJI(le?bL %?L)%Ly 6'/ éqf%% .'Eyg-gn@z{/&%ﬁgﬁ7(?%&2/5/%‘)*‘z 4
WL L~ KiJq! ) Pz 23 %ie, zh@%%ﬂe@fc; R ER Ao ma. BT

NTHH L, AMAEKTHRS, ZRLE. BAZzEEL. MKHELTI-TH

SESZ-H-F RSV —-5-H KB IFNIAFILE 1-FhIE5=

W-H-F RS -5-A R VE IFLNIAFIOREMEEE.

() BEH 9 THBNE -7 EFN-5-700-2-R>¥ > AN K b-of ¥ K

— )b (0.167 g 0.5 mmol) & LR () THLSNEZEEW (0.25 g, 0. 65 nmol) Z FE i

Bl 6TORBEICELCTRESE., EEHILEWEBTZ.

BEE219-222°C (9 AR)  FEME RSB EL0AC

T3 AT 1 CygHl,CIN;0,S 0. 3C,He0, &L T

S EfE (%) :C,50.54; M 3.18; N 15.35; C1,7.77; S, 7.03.

STHIE (%) :C,50. 64; H,3.49; N 15.11; CI, 7.56; S, 6.81.

NMR (d,-DMSO) 6 :7.29(I1H s), 7.47-7.78(5H. m). 8. 04(1H d, I=2.0Hz),

8.08-8. 14(2H, m), 13.7(1H s).

EiEgl 10 4
I-G-z oA > RE—Jb-3-A4J)L)-3-t FOF+-3-QH-F + 5/ —J)b-5-1 JV)-T
O/ > ITZXTTLE

EHiEg 67(2) TH» A 1-G6-7ooa > F—)b-3-1J)V)-3-t FoF-3-
QH-F h SV —b-5-1))-FaxR /% 2 UBO IN-KEILF M) DL TUHE
THEABENELSNS., TRNCBHOEAT IR ULAKBREMA. BHoh
EUBRMEERL. Y-S ERET S EEBLLEMRBELS N,
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NVR(CDC13) 5 :4.04(3H, s), 4.55(2H, s), 7.02(13H m. (2) 1-(1-~ 1?7 ~JL,
=JL-5-~J AN A~( }~-J=-3--( M3-L }~" -3 (2-~-- FA 7 =-J~)-7 "~ i-1- i
-LAE ( TLviobékBas1 g, 0.2 mmol) 'J A~ A t)J A (3 mMN3 - F Icrupedise’ (1
m, 7 mol) )YJQ ., 40CT4H4ARl #*L/ APT , 1°'1J A-kt A, N A -1 71<T 3fp L,

9'I: I-~FJI,z# L. f9 1 , rzftf INLL 14rD't. Ilz ImRh >tL, 9%~~T
| - ~FJL- - ( Tg}l*,fllLC‘ B.C1Rek0Azild = LcTHE M6 4-4 Ma ;5 L 23 ng(1l X*:24% 0
)M (/ Q7Et - 241-244C Nl\/R(d6 DVBO b :7. 11 (1H, s), 7. 51-7.

87(7H, Mzt eBa @5-@.41242 ( FH. 90);, N.20. 94( 1H, 10.99,; MDH639¢.1H, brs).
3~fh: C, 3HL6CINO5S 0. 5CAHB0 L LZ p X IA (%:C, 61.29; H 4.11; N, 2.86; O,

7. 23; SEGUBAY) : 75203 99/ BODASN T3 PY/ 00347 Mg B 8Li (% :C, 61. 48; H,
3. 94: N, 3. 20; O, 7. 42; S, 6. 77. $11 0 0 1-(1--/~ i ff>7, 5-~J A A-f
3--f 3-(3-t )| t-t- 7 = k)- 31' FA-J7M ~-1-~t$1996 LT,

3-7-t-3:k-1-~ 7,)t JL-5-3 A ~ o 7A0)
i~) -ulaﬁr% B 87 k58 - WMJ l(gﬁ)v NI\?RES(%étBI\%@)A@ELGfWSG%’ﬂ-‘FE‘%ﬁ
7.40-7. 80 1 8.00-8.60(611, n), 9.60(1H, brs). n53 SFr :

024111601 Hzroo 5C4HB02 L z pJWfA (% :C, 57. 51 : H, 3. 90: N, 2.
58; O, ééé%590 M 1A (% : C, 57. 36 : H 3. 56; N, 2. 70; CL,
6. 32 s% ibh% U S 1101 1-(5-~7 A A~f | 3--f 3-(3-j7ILt a7 = =JL)-3-L A
-7 A$11000tIL%7.1 TOL(LLZ G|,z 1-(1-~ >71J1" [L-5:-"> A A f i i~
SJ~3--f 3-(®I~ 7 = 3-t'_ A AME >270C (5~ NVR(d6-DVBO) 5 : 6.60(1H, brs),
7.00-7.60(4H, M 8. 010081 70(5H, m), 11.9(1H,

COQMe

Bl A0:235-238°C FKEFRIEIE (ELOAC-THF

TLFEHT :CyHsCIFNO, &L T

EHE{E (%) :C 61.95; H 3.90; N, 3.61: Cl,8.14, F:;4.90.

FZHIE (%) :C. 61.57; H,3.95; N, 3.61; CI,8. 90, F:4.70.

NMR (d,-DMS0) & :3.84(3H, s), 4.49(2H, S), 6. 74(1H, s), 7. 16 (ZH, t, J=8. THz),
7.95-7.34(34. m), 7.51(1H, d, J=8.7Hz), 7.99(1H, d, J=2.1Hz). 12.6(IH s).
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brs). IL 3 fFT :CI3HI2CINO4 3. 31120 L L, -Co f 4i (% : C, 53. 8 8 ; H,
4. 67; N, 3. 49; O, 8. 84. 114 (% : C, 53. 96 ; H 4. 09; N 3. 44;
O, 7. 68woebEoME 99/ 50245 PCT/JP99/ 01547 iu~J 1 0 2 1-(5pcTubosimibara 1° -
JL-3---1 M=-3-t-- FA [-2-(3, 5-: ~7 A A7 == )" ft'7 M3-(2H-5 |

Yi-J~-5--f JL)-7 "~ aC OOHN | NH NsoNN Hi d C
AN(-JL-3-efdh) 1 B Bi - 2- (3, 5-1 ' IMTZz-11/~ 37 t)-3-(2H7- t~ | -J'-5--f JV)
- ~ A" | 77(0. 03 g, 0. 064 mmol) OD A (6 ml)Kt' 6:, t'17 ( O . 068 g) g

)O( 0.2 (0.g M) x TL/ IKM 18 RATIpil49 HET# 9 - 1 L. 9t At L.
7lc7c, rL Lt VM 1E @t 7OH6t] 01x;: 200- 204C (53) f4a6: Et OAc  JUFf #h
C18H10C13N503 ' ((;/() :C, 43. 17; H,2.42: N 13.99; Cl,21.24; S,
6.40. SUPVA(R . @OzH 66: N, 13.85; C1,20.74: S, 6.36. NVR(d6- DVSO)
6 :7.13(1H s), 5(1H, dd, J=9.0Hz, 2. 1Hz), 7.67(1H, d, J=9.0Hz),
7.84(1H, t, J=1.8§z), 7.97(2H, d, 1. M, 7.99(1H d, J=2.1Hz), 13. 5 (1H,
s). AM1 0 3 2-,Xa f ~ . =Jr-1-(5-"3 A A-f 7 }~JL-3--f M3-L > A 77
WO 99/ 50245 PCT/ JP9

Rl 2:185-190°C 7 &% & VS 15 E1OAC-THF

L34 M 1 C,H,,CIFNO, 0. 2C,He0, 0. 2CH0 &L T

SREME (%) :C 60.70; H 4.24: N, 3.31; Cl, 837, F;4.49.

SZHIME (%) :C, 60. 68; H, 4.34; N, 3.28; C1,8 16, F:4.37.

NMR (d,-DMS0) & :4.49(2H, S), 6.78(1H, s), 7.15(2H, {, J=8.7Hz), 7.24-

7.36(3H, m), 7.50(1H, d, J=8.7Hz), 7.96(1H, d, J=2. IHz), 13.5-14. 0(1H, brs).

EHgl107
O OH
H

B D250C FERS S (E10Ac-ELL0

TEFEAHT 10 H ,CINsO, 0.25C,H0, &L T

EFE(E (%) :C. 50.03; H 3.15; N, 22.79; CI, I1. 54

FHE (%) :C. 50.00; H 3.20; N, 23.07; Cl, 11.23.

NMR (d,-DMSO) & :7.24-7.41(3H, m), 8.20(1H, d, J=7.8Hz), 8.86(1H d,

J=3. 2Hz), 12.8(1H, s).
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Cl OOHNNH NN=NHSot (1) 2HT -~r VJIr-St % ~z TJL 17, -T-)L (1.
159) tl ~~7~~ i (12m1)6:r 7L,/ ~F~"E~i(1.02g)1lL
E1) rk Wwoogsehs 117, JL't t - ~ (0. 1 g) M, |if -F, 2remivksomdr L 1t o
AMJ: -~F 1I1/Z#1 ~'i L, 1 Q- 7kZlcY JLmLIf.o r4mL, Avit L L, -C1-TF
Nr-2HT 1° ~ ~J~-5-~1L% i =TJ(r=.ZTILO—~a~~J~f~~ 0 (2) -1J 9 ZT4 G |.
3-~ IyTIl=%%si10 % 2-~i i~J~ .~JL--f i F -)1' (0. 167 g, 0.5 nmol) L E E

(1) T4 GGi.1'zg a ~t (0. 25 g, 0.65 mml) Uu M :219-222C (5~) T4Ra;
g: EtOAc 7G ~gj 7 C18H 2CI N5O4S 0. 3C4HB02 L L Z ptX4i (% :C 50. 54;

H 3.18; N, 15.35.C,07. OH; S, 7.03. iJIA(%:C, 50.64: H 3.49; N, 15.11;
Cl,7.56; S, 6.8 B, 6 :7.29(1H s), 7.47-7.78(5H m, 8. 04(1H,
d, J=2.0Hz), 8.g8yB. 14(XH N, 13. 7(1H, s). |V~) 104 1-(5-'7 » ~-f > |
Fo)~-3--f M-3-Lpa--t- N8 (2 .3::0 J5.r M-7" AA > 7y ["7Jt AV ~
J67(2) T4 6t 1J(5-7 2 A" > -13~3--f )I")-3-> FMz20)
IN-*FOfLT 1) rJL TY7O L* er ~a~T Gt.7 |:i f+J0t f L 7 Yi''Jla* r tJO
6 1. it J.Px It $R | 1-J1,76 Ma "ZLJ MLQ bl f4&1: 78 WD 99/50245
PCT/JP99/01547 5~#fr: Clt H5CI MgN502 2H,0 L LT at (% :C, 41. 42; H, 2. 90;

N 20 12 1 Boyc WA (% :C 42 88: H, 2. 97; N, 20.
74: 4 . 27”%59]%‘&%@@5%%“? 60TLOt o MLFf LIt It taT
I~T1 0 "\B:ﬁ]%%kﬁ.c%m@@bt 0. 075CHCI, &LT

EhE{E (%) :C, 58.93; H 3.65; N, 18.01; CL, 11.17.

FPE (%) :C,58.58; H 3.76; N, 17.93; Cl, 11.25.
NMR (d,-DMS0) & :4.54(2H, s), 7.02(1H, s), 7.21-7.33(6H m, 7.52(1H d,

1=8. 4Hz), 8.02(1H, d, J=1.8Hz), 12.6(1H, s).

Ea 109
O OH

N.
, 7 ¢ NH
N N_N
H

F

RUA:216-218 FEAS S VAHECHCIS

JLF 47 C,oH,,FN;0, 0. 01CHCI, 0. 25H,0 &L T

BtE{H (%) :C 61.87; H. 3.96; N, 18.98; F, 5.15.

EHE (%) :C 61.88; H 3.89; N 19.05; F,5.00.

NMR (d,-DMSO) & :4.54(2H, s), 7.11(1H, s), 7.12-7.18(2H, m), 7.25-7.31(2H,
m), 7.33-7.39(2H, m), 7.49-7.52(1H, m), 7.98-8.01(1H, m), 12.4(IH, s).
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CO2Me N HF 8,.:235-238C Naro O :EtOAc-THF 7L 51#f1: C70HL5CIFNO4 L LT
p-1-X{ (99:C 61.95; H 3.90; N, 3.61; C1,9.14, F;4.90. NM(% : C, 6 1. 5
7 ; H 3. wab9e/dth4s3. 61; A, 8. 90, F; 4. 70. NVR(d6- DMSO 6 PCI/4¢/@Is47 S)
4.49(2H, S), 6.74(1H, s), 7. 16(2H, t, J=8. 7Hz), 7.25-7.34(3H, nm,
7.51(1H, d, J=8.7Hz), 7.99(1H, d, J=2. 1Hz), 12.6(1H, s). 79 WD 99/50245
PCT/ JPO9/LOfkbAN 1-¥1J1 06 CI 0 OH CO2H NHF "':185-190C T4 M a
"EtOAc-THF L L T T u#, fr : C19H1I3CLFNO4 0. 2C4HBO2 0. 2C4HBO 9-t M {l (%
:C, 60. 70; ; , 31 ; d, 8 37, F;4. 49. A fA (% :C,  60. 68;

H 4. 34, N, , F;4. 37. NVR(d6-DVBO) S :4.49(2-, S),

6. 78(1H, s), ). 7. 24- 7. 36 (31-1, m), 7. 500H, d,

J=8. THz), 7. =2 1), 13. 5-14. OH brs). i 9i~J 107 QNO_
OHNNH O I hil K : Et OAc-Et, O #Fr: CLOHL8CINS0 0. 25C4H802

Al , gl

L CRJIWIA (% :id 03; H, 3.15; N,22.79: Cl, 11. 54.

E
R 205-207C PSS IEEGELLO

ST CposCIEN;O, 0. 2C,H,,0 0. 2H,0 &L T

SHEE (%) :C 58.07; H, 4.08; N, 16.28; CI,8.24; F, 4. 42,

HPE (%) :C, 58.00; H 4.25; N, 16.22; C1,8.08; F, 4. 28

MR (d,-DMSO) & :3.03-3.10(2H, m). 3.37-3.44(2H, m), 7.01(1H, s). 7.11(2H,
(. 7=8.7Hz), 7.28(1H, dd, J=8.6Hz, 2.1Hz), 7.30-7.36(2H m). 7.51(1H d,

J=8. 6Hz), 8.00(1H, d, J=2.1Hz), 12.5(1H, s).

EHEH 111

Cl
O OH

N.
N
H

N=N

F
B A 181-182C (7 fR) TR REE MeOH-Et,0

TTFENHT:CyH,CIFN;0, 0.4CH,0 &L T

SHE M@ (%) :C 58.59; H 4.27; N, 15.97; CI, 8.08; F, 4. 33.

ZHiqE (%) :C 58.39; H 4.29; N, 16.15; C1,8.36; F, 4.31.

NMR (d,-DMSO) 6 :2.07(2H. m), 2.75(2H, t, J=7.2Hz), 3. 18(C2H, t, J=T. 0Hz),
6.98(1H, s), 7.04-7.33(5H, m), 7.49(1H, d, J=8.6Hz), 8. 00(CIH, s), 12.5(1H,
$).
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M1 (% :C, 50. 00; H 3. 20; N, 23. 07: O, 11. 23. NVR(d6-DVSO) O
©7.24-7.41(3H, m, 8. 20 (1H, d, J=7. 8Hz), 8. 86 (1H, d, J=3. 2Hz), 12
(1H s). @@ d@o9/ 50245 PCT/JP99/ 01547 IM1 0 8 A O OH NpcHJpho/sN H Rj
£ 237-239 NM VA : THF- CHC13 7C*3 +h : Cl9H14CI N502 0. 075CHCL3 L |.Z gf Nf A
(% :C 58. 93; H 3. 65 N, 18. 01; O, 11. 17. M40(%:C, 58.58; H
3.76: N, 17.93: Cl, 11. 25. NVR(d6-DMBO) b :4. 54 (2H, s), 7. 02 (1H, s),
7. 21-7. 33 (6H, n), 7. 52 (1H, d, J=8. 4Hz), 8. 02 (1H, d, J=1. 8Hz),
12.6 (1Hgs)p 1119209 OOH N, NH =N T F 216-218 NM fVF, j :CHCI3
7c5~fh: CIOHL4FN502 0. OICHCI3 0. 25H20 L t, -C Atff (% : C, 61 . 8 7
H 3. 96; N gl8. 98; F, 5. 15. Jil{1 (% : C, 6 1. 88 ; H 3. 89; N
19. 05; F, 5. NVR (@B4DVSO) 6 :4. 54 (2H, s ), 7. 1 1 (1H s), 7.
12-7. 18 (2H, 'QKFQZH m, 7.33-7.39(2H, n), 7.49-7.520H, m),
7.98-8. 010H, % . NHg1 WD 99/ 50245 PCT/ JP99/ 01547 to A1 1 0 C

Bl A 245°C () BERMAEBE EI0AC-ELLD

TEHE D HT :CoollCINsO0; &L T

B {E (%) :C,58.61; H 3.93; N, 17.09; CI, 8. 65.

FEHIE (%) :C, 58.36; H 4.30; N, 16.75; CI, 8. 1s.

NMR (d,-DMS0) & :3.86(3H, s), 4. 47(2H, s), 6.83-6.93(3H, m), 7.06(1H, d,
7=8. 4Hz). 7.23-7.31(2H, m), 7.51(1H, d, J=8.6Hz), 8.07(1H, s), 12. 3(1H, s).

EiEH 113
Cl

Bb & :225-227C (3 fR) FEERARBH EL0AC

TEFE KT 1 C, el C14N;0,8 0. 2C,H0, &L T

SR (%) :C 46.62: H 2.41; N, 14.46; Cl, 21.96; S, 6.62.

S {E (%) :C, 46.36; H 2.66; N, 14.52; CL, 21.64; S, 6.56.

NMR (d,-DMS0) 0 :7.06-7.10(1H, m), 7.32-7.70(6H, m), 8. 15(1H d, J=I.8Hz)

12. 7(1H, s).
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OOHN NH NNNH'"-()~"F L, :205-207Cf4 Ma g'' :Et20 TL 53 #fr :
C20H15C 1 FN502 0. 2C4H100 0. 2H20 L L "z tfl4E (% :C, 58. 07; H, 4.08;
N, 16.28; Qoossp3ds F, 4.42. it{t (% :C 58. 00; H 4.25 NGNS,
8.08; F, 4.28. NWR(d5-DMSO) d :3.03-3.10(2H, m, 3.37-3.44(2H, m, 7. 01
(1H, s), 7. 11 (2H, t, J=8. 7Hz), 7.28(1H, dd, J=8. 6Hz, 2.1Hz),
7.30-7.3@%%?@ 93147 51(1H, d, J=8. 6Hz), 8.00(1H, d, J=2. 1Hz), 12.5(1H,
s). I ~~1 ﬁ OOHNNH N N=NH 181-182C (33)Vv NMgao: MeOH Et 20 3
++R CZlHl?;ll FN5020 A4CHA0 L L Z9t9 (% : C, 58 . 59 ; H 4. 27; N,
15. 97: O, 08; Fp 40HB33. 14] (% :C, 58. 39: H 4. 29; N 16. 15 O,
8. 36; F, 4. dg-DMSO) b :2.07(2H. m, 2.75(2H, t, J=7.2Hz),
3. 18( 2H, t,‘J\'zﬁa .wqgi \ s) , 7.04-7.33(5H, m, 7. 49(1H, d,

(1H, s

J=8.6Hz), 8.00(1 - ). 82 WD 99/ 50245 PCT/JP99/ 01547 avlJl
12C OOHNNH H NN H Ove

C)

B :250-255°C (43 fR) FERRIEHELOAC
TLESHM CH,CINgO; 0. 2H,0 &L T

ErEfE (%) :C, 52.03; H 4.47; N, 21.42; CI,9.03.

EWE (%) :C, 52.07; H 4. 56; N, 21.27; CI, 8.98.

NMR (d,-DMSO) 6 :2.69(2H, brm), 3.69(2H brm). 4 15(2H ), 7.30(1H dd,
j=8. THz, 2. 1Hz), 7.38(1H, brs), 7.56(1H, d, J=8. 7Hz), 8. 08(1H, d, J=2. 1Hz),
12. 6 (1H, brs).

EhEsl 1 15

Al 166-169 FEAE BRI :E10Ac-EL,0

TLFE A H7 1 C,H,5CIN,0, 0.5C,H,0 0. 2H,0 &L T

SHE{E (%) :C 62.21; H 4.57; N, 13.82; Cl, 8. 74.

FHEE (%) :C, 62.28; H 4.52; N, 13.80; Cl,8.79.

NMR (d,-DMS0) 6 :6.37(1H, s), 7.29-7.31(2H, m), 7.48-7.73(5H, m), 8.22-

8. 26 (1H, m), 8.48(1H, brs), 12.5(1H, brs), 14.6(1H brs).
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jx :245C (53M) fqpa # :Et OAc-Et20 | 7¢53 #Ft: C20HL6CINS03 LT RU (% :C, 58.
61: H 3. 93; N, 17. 09; O, 8. 65. | (% :C 58. 36; H 4. 30; N 16. 75;
d, 8. 15wgN¥¥Resis-DMSO) O :3. 86 (3H, s), 4. 47 (2H, s), 6pCABPE0ISH (3H,
m, 7. 06 (1H, d, J=8. 4Hz), 7. 23-7. 31 (2H, m, 7. 51 (1H d, J=8. 6Hz),
8. 07(1H s), 12. 3(1H s). t $1113C OOHN NH NSNNH C C
: 225- 227%4@%@ 79 é\II\/Paq# EtOAc 7L 33 fFf : CL8HLOC 13N502S 0. 2C4HA02 L L
Z A - , .62;H,2.41;N,14.46:C1,21.96
.S, 6. 620|,J1941(% C, 46. 36 ;: H 2. 66; N 14. 52; O, 21. 64;

, O4 :7. 06-7. 10(1H, m), 7.32-7.70(6H m, 8. 15(1H,
£ ~g):\ B3 WO 99/ 50245 PCT/JP99/ 01547 1i~1 114 C O

hﬁBO-ZSSC (53M Pa M:EtOAc 7L~h: C1l7H17C1N603
52. 03; H, 4. 47; N, 21. 42; Cl, 9. 03. ;k .iii (9
N, 21. 27; Cd, 8. 98. NVR(d6-DMSO) 6 :2.69(2H, brm,

0.2H20 LLT hX (9"
PH, s), 7. 300H, dd,

:C, 52. 07; H 4.
3.69(2H, brm, 4.

RiAi:134-138 FEAGFRIATE E10Ac-Hex

FEFE AP AT 1 CyH,CIFN,0, 0. 25C,Hg0, 0. 25H,0 &L T

SHEfE (%) :C 59.58; H 3.93; N 13.23; C1,8.37; F, 4.49.

EWE (%) :C. 59.72; H, 3.83; N 13.23; Cl,8.43; F, 4. 48.

NMR (d,-DMSO) 6 :4.51(2H, s). 7.00(1H, s), 7.12-7.18(C2H m), 7.26(1H dd,
J=8. THz, 1. 8Hz), 7.35-7.40(2H, m), 7.50(1H, d, J=8. THz), 7. 95(1H. d, J=1. 8Hz),

8. 76 (1H, brs), 12.4(1H, brs), 14. 7(1H, brs).

gl 117

Cl

Al 185-187C (43 fR) HRESEBE Et0Ac

TLFEHT:C H,,CIN0,S 0.2H,0 &L T

B E (%) :C 52.77; H, 3.12; N, 12.96; C1,8.20; S, 7. 41.

= {E (%) :C, 52.81; H 3.32; N.12.86; Cl,7.99; S 7.33.

NMR (d,-DMSO) 6 :7.22(1H, s), 7. 48 (1H, dd, J=8.7THz, 2.1Hz), 7.60-7.77(4H,

m. 7.99(1H d, J=2.1Hz), 8.08-8. 14(2H, m), 8.82(1H, brs), 13.6(1H brs).
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8. 7Hz, 2. 1Hz), 7.38(1H, brs), 7.56(1H, d, J=8. 7Hz), 8.08(1H, d,
2.1Hz), 12.6(1H brs). ~~1 115 OOHN-NH N-\ NHcl 166-169 .

' Et mw&;gagazzse 3~*Ff :Cl9H13C1IN402 0. 5C4HL00 0. 2H20 lpciZiPodlord¥y (%)
C,62.21: H 4 57: N 13. 82, O, 8 74 Al 4(% : C, 62 . 28
. H 4. 52 N, 13 80; O, 8. 79. NMR (d6-DMBO) b :6.37(16, s),

7.29-7. 3%%@, g7. 48-7. 73(5H, n), 8.22- 8.26(16, m), 8. 480H, brs), 12.
50H, brs) 41 6ok brs). 84 WD 99/50245 PCT/JP99/ 01547 5q |VJ 116 C O OH
NNH NNHE : . Et OAc- Hex 3~ +h: C20H14Cl FN402 0. 25CAH802 O.
25H20 L L, -C cH 59. 58; H 3. 93 N, 13. 23 O, 8 37; F, 4
49.  J{{ (% \ 83; N 13. 23: O, 8. 43: F, 4. 48.

NVR( d6- DVSO) ' 8/ 7. 00(1H s) , 7. 12-7. 18(2H, n), 7.26(1H,
dd. J=8. M 1.8M), 7.35-7.40(2H, n), 7.50(1H, d, J=8.7Hz), 7.95(1H, d,

J=1.8Hz), 8.76(1H, brs 12. 461H brs), 14.7(1H, brs). ra $~1117 C O H
rﬂﬁ 272~ 976 g%aafhﬁ EtOAc

ﬁ%ﬁ*ﬁ:cm}llo(:lNgOg t IJT

B (%) :C, 58.45; H 3.50; N, 14.61; Cl,12.32.

FH{E (%) :C,58.40; H 3.50; N, 14.44; Cl, 12,11,

NMR (d,-DMSO) & :7.02-7.47(4H, m, 7.54(1H, s), 8. 14(1H d, J=1.8Hz),
8. 58 (1H, s), 12.3(1H, brs), 13.2(1H, brs).

EREF 119
Cl
O OH
= S
74 | IL—?
N
H

Bl pS0226-227 P RS R VA MeOH

TEFESHT € HCIN0,S &L T

EHE{E (%) :C, 55.18; H, 2.98; N 9.19; Cl, 11.63; S, 10.52.

FEHHE (%) :C, 55.07; H 3.02; N, 9.09; CL, 11.39; S, 10. 64,

NMR (d,-DMS0) 6 :7.18(1H, s), 7.29(1H dd, 7J=8. 7Hz, 2.1Hz), 7.54(1H d,

1=8. 7THz), 8. 13(2H, m), 8 17(IH, d, J=2.1Hz), 8. 76(IH, s), 12.3(1H brs).

Wl 120

36



N NH HS® Ni 01,Al:185-1871C (3j'9) fff Marq REt 0 Ac 3~ +Fr :
CL9HI3C IN404S 0. 2H20 L L Z pt94[h (% :C, 52. 77; H 3. 12: N, 12. 96;
A, 8. 20iwvoshaasdl. 4Z AJ IA (% :C 52. 81 ; H, 3. 32: NCTi@sy@8y O, 7.
99; S, 7. 33. NVR(d6-DMBO) 5 :7. 22 (IH, s), 7. 48 (1H, dd, J=8. 7Hz, 2.
1Hz), 7. 60-7. 77 (4H, m, 7.99(1H d, J=2. 1Hz), 8.08-8.14(2H m,
8.82(1H, brs)y 13.6(1H, brs). 85 WD 99/50245 PCT/JP99/01547 ffJ 1 1 8 Cl
0O OHH NN M :273- 2BHMW:EtOAc 7c 53 i : Cl4HIOC 1 N302 L 1, Z Rt AWM
(% :C, 58. 43 3J50,1 N,44. 61; O, 12. 32. 5ULLL (% :C, 58. 40; H,
3.50; N, 14. 44\ G¥ 1. 1T WKRMNS-DVBO) 6 :7.02-7.47(4H, n), 7.54(111, s), 8.
14(111, d, J=1.8Mg)y, 8.58¢IM, s), 12.3(111, brs), 13.2(1H brs). tt 19 1 1
9 O OCHN NH :226-227 ,q arW:MeCH jc 5~#h : CLAHICIN202S L L Z pt 9t ]
(% : C, 55 . a_, 2. 98; N 9. 19: d, 11. 63: S, 10. 52. ~IJ (%
:C, 55. 07; H 3. d , 9. 09: O, 11. 39; S, 10. 64. NVR(d6-DVBO) 6 :7.
18(111, s), 7. MgQ117 dd, J=8.7Hz, 2. 1Hz), 7.54(111, d,

B 0239°C (4 fR) BERIBH MeOH
SEHE AP 1 CoH, CINO;S 0. 4CH,0 0.5H,0 &L T

B {E (%) :C, 48.37; H,3.47; N, 14.54; Cl1,7.36; S, 6. 66.
ZHI4E (%) :C 48.15; H, 3.26; N, 14.74; Cl1,7.42; S, 6.92.
NMR (d,-DMSO) ¢ :3.73(3H, m), 7.20-7.49(3H, m), 7.63(1H, s), 7.69-7. 81(2H,

m), 8.15-8.28(2H, m), 9.27(1H, s).

Ehpsl 121

Cl
O OH

N.
Z ¢ 'NH

/| R
N N-N

Meo/vtj

RS 256C (MR) PR AIBEE EtOAc

TEHE A HT 1 CyoH,4CINsO; 0. 3H,0 &L T

EHB A (%) :C, 57.85; H 4.03; N, 16.87; CI, 8. 54.

FEPHE (%) :C 57.85; H 4.16; N, 17.02; CI, 8. 25.

NMR (d,-DMS0) & :3.85(3H, s), 5.49(2H s), 6.87-7.36(6H, m), 7.69(1H d,
J=8.8Hz), 8.21(I1H, d, J=2.0Hz), 8.95(1H s).

EHEsl 1 2 2
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J=8. 7Hz), 8.13(211, m), 8.17(111, d, J=2.1Hz), 8.76(1H, s), 12.3(111,
brs). r11120 86 WD 99/ 50245 PCT/JP99/01547 CI O OH N NH N N=N 02S
MeQO11; ~ wioldBe2465) ,j Vi r: MeOH 1¢53 #Fr: C19H14CIN505S 0. 4CHE0/J099/B50 L L,
-Cpt {ii (99 :C, 48. 37; H 3. 47; N, 14. 54; O, 7. 36; S, 6. 66. J {
(% : C, 48. 1 5; H 3. 26; N, 14. 74; d, 7. 42; S, 6. 92. NVR(d6- DMSO
S:3.73(3H M, 7.2 7.&%9(3H, m, 7.63(1H, s), 7.69-7.81(2H m,

8. 15- 8. 28( 2H, 9 R7LAHNS). |,V~=1 1 21 C OOCHNNH NN=N MO M
: 256C (33V) N R[4 ™ :E N0 A c 7E #13 f* : C20H16C | N503 0. 3H20 L L
vz gt X{tt (%y:CN57. 85N 4. 03; N 16. 87; O, 8. 54 Al {tt (%

C,57.85: H_4_16: N 17. 02; O, 8 25 NVR(d6-DVBO O :3. 85 (3H,
s), 5. 49 (2H, s), 87-7. 36 (6H, m), 7. 69 (1H, d, J=8. 8Hz), 8. 210 H,

d, J=2. OHz), 8. 95(#H, s). 122 87 WD 99/50245 PCT/JP99/01547 O OH N. C
N R BEA:252°C (4 fiR) ERREL EL0AC

SR 1C0H, CIN;O, 0.1CH0, &L T

SHEfHE (%) :C,59.96; H, 3.84; N, 18.02; CI.9.12.

EZH{E (%) :C, 59. 64; H, 3.75; N, 18.07; CI, 8. 99.

NMR (d,-DMS0O) & :5.89(2H, s), 7.09-T. 35(7H, m), 8.29-8.33(1H, m), 9.12(1H

s).

EHell 23
Cl

0 OH

N.
a //.NH

N N=N

COQMG

Bl 244-245°C ERGIEHE EL0AC

TEENHCy Hi,CINO, &L T

2B {E (%) :C, 57.61; H 3.68; N, 16.00; CI,8.10.

EHRIE %) :C, 57.34; H 3.71; N, 15.80; Cl, 7. 94.

NMR (ds-DMSO) & :3.83(3H, s), 5.67(2H, S), 7.24(1H, s), 7.34(1H, dd, J=8. 7Hz.
9. 1Hz), 7.46(2H, d, J=8.1Hz), 7.65(1H, d, J=8.7Hz), T7.94(2H d, 1=8. 1Hz) .

8.23(1H, d, J=2.1Hz), 9.12(1H ).

EHEpl 1 2 4
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1 252C (5~)aa: EtOAc 7c 53 #fr : CILOHIAC | N502 0. 1 CAH802 L L Z ptX{I (%
©C, 59. 96; H, 3. 84: N, 18. 02; O, 9. 12. M(% :C, 59. 64; H 3. 75, N,
18. 07; ClwoS8us@% NVR(d6-DVBO) 6 :5.89(211, s), 7.09-7.35(FANJPER]547
8.29-8.33(1H m, 9.12(1H, s). AM1 23 C OOHN NH N NeN C2Me
244-245C F ,q s i14 A EtOAc 7c 31+FT: C21HI6CIN504 L LT 4t9{I (% :C, 57. 61
© H, 3. 68; 2&’ 16. 00; C, 8. 10. 7PJJ1 (% :C, 57. 34; H 3. 71 ; N, 15.
80; G, 7. 9 vaR(ctgs VGO 6 :3.83(3H, s), 5.67(211, S), 7.24(1H, s),
7.34(1H, dd, ¢ . 1kiz), 7.46(211, d, J=8.1Hz), 7. 65(1H, d,

J=8. 7Hz), 7.94( 2/ d J3¢ ), 8.23(111, d, J=2.1Hz), 9.12(111, s). A
V11 1 2 4 88 WD 99750245 Wt/ IP99/ 01547 C O OH N NH N N=N | Q CORH

1 282-284C Paa # :\Et QAc 5i *3' ff: C20HI4CIN504 0. 3CAH802 0. 3H20 L t, -C
RtXlA(%:C,S%‘Z'HBBlNlS 22(31771;1~|11A(%
. C, 55. 87 : M58 N 14. 89; O, 8. 09. NVR(d5-DVBO) 6 :5.60(2H,
S), 7.25(1H, dd, J=9. 3Fz° 2.1Hz), 7.36(2H, d, J=8. 4Hz), 7.54(1H, d

0. TH). L QPR K4y 0BT 921 8641 ).

T4 M7 :CyH, CIN;O, 0.3C,Hg0, 0.3H,0 &L T
SHEfE (%) :C,55.87; H, 3.81; N 15.22; CI, 7.7l
FEP{E (%) :C, 55.87; H, 3.56; N, 14.89; CI,8.009.
NMR (d,-DMSO) 6 :5.60(2H, S), 7.25(1H, dd, J=9.3Hz, 2.1Hz), 7.36(Q2H, d,

7=8.4Hz), 7.54(1H, d. J=8.7Hz), 7.90(2H, d, J=8.4Hz), 7.86-7.92(1H m),

8. 64 (1H, s).
EiEFl 125
Br
O OH
o .
a 7 NH
=/
N N

Ah A :290-295C (43 fE) EH&BEELOAC

SEF AT :C,H,,BrN,0,8 &L T

SEE (%) :C 48.22; H 2.77; N, 11.96; Br, 16.88; S, 6.77.
SHE (%) :C, 48.39; H, 3.04; N 11.96; Br, 16.75; S, 6. 84.

NMR (d,-DMSO) & :7.35(1H, s), 7.60-7.83(4H, m), 7.99(1H d, I=9.0Hz),
8.29-8.95(2H, m). 8. 42(1H, d, J=2.1Hz), 8. 75(1H, brs), 9.20(1H s).

EiEH 126
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901125 Br OOHJ H N N 02S :2}90-295C (539) N ,qNa ier #t:EtOAc 7G5 19
CLOHI3BrNAOAS L L Z NfXFA (% :C, 48. 22; H 2. 77: N 11. 96; Br, 16.

88; S, 6.whbosoAslli (% : C, 48. 39 ; H 3. 04; N, 11. PET/IBI014B. 75;
S, 6. 84. NVR(d6-DVBO) 5 :7.35(1H, s), 7.60-7.83(4H, n), 7.99(1H d,

J=9.0Hz), 8. 22-8. 25 (2H, n), 8. 42 (1H, d, J=2. 1Hz), 8. 75 (1H, brs),
9. 20 (1H, s). 126 89 W 99/50245 PCT/JP99/01547 O CH Cl N. NH N NJ

2S : 265- 27 , ajla "B OAc-THF n * : C19HI3CIN4O4S L 1,-C ptgf#( %
:C, 53. 21: H, : N, Y3.N6; C, 8. 27; S, 7.48. M Aft (% :C 53.
25; H, 3. 24: N, W% 07; & 8 07, S, 7. 43. NVR(d6-DMBO) 6 :7.35(1H, s),
7.46-8.29(8H, mo,88.8Q(1H, brs), 9.19(1H, s). 90 WO 99/ 50245
PCT/ JP99/ 01547 $11 7B O OHNNH NN 02SF r i" :266-270Ciff
, A&aj : Et OAc

Ab A 265-270C FEAESIEEE EtOAc-THF

TEFEH:CoH,,CINO,S &L T

S fE (%) :C 53,21 H 3.06: N, 13.06; Cl,8.27; S, 7. 48.

ZHI{E (%) :C, 53.25; H,3.24; N, 13.07; C1,8.07; S, 1.43.

NMR (d,-DMSO) 6 :7.35(1H, s), 7.46-8.29(8H, m), 8.80(IH, brs), 9.19(1H s).
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7G3 ff : CL9HL2BrFN404S L UT p:tg fA (% : C 46. 45 : H 2.46; N, 11.40: Br,
16. 26 ; F,3.87; S, 6.53. 5UPJ,fA(%:C, 46.36; H 2.59; N, 11.50: Br, 16. 45
. F, 3.86iwcyodd5. NVR(d6-DVBO) b :7. 34(1H, s), 7. 49- 7.pcBEPsMISH) , 8.
01 (1H _d, J=9. 2Hz), 8.32-8 44(3H, m), 8 55(1H brs), 9.19(1H s). $~1 1
280040 NNHNN 02SF Al Al :293-298 (5~ ) C,q aM¢ : THF ~E*3
*1r: C19H L LZ 6:t9 (% .C, 51. 07; H, 2. 71: N, 12. 54 O, 7.
93: F, 4¥@5ﬁ%%4§ 18. :Ri 1 (% :C 51. 03 H 2. 82 N 12. 67; O, 7.
81: F, 4. 30.. S 7. 11. NWVR(d6-DVBO) 5 :7.34(1H, s), 7.47-7.57(3H, n), 8.
04(1H d, J=1' 5Hz) o 8@7(1H. d, J=8, 4Hz), 8.38.8.43(2H, ), 8.74(1H,
brs), 9. 18( 5). 01 )0 R9/ 50245 PCT/ JP99/ 01547 -$9129 CI 0 OH N.NH NI
NJ 02S F 262 AT BPONH T 3~ fFT : ClOHI2C | FN404S 0. 4H20 L L Z
4t94t(%:C,.26NF|/2.84;N12.34;C1,781;F,4.18;
S, 7. 06. 59]@ ',4998;H265N1207CI8.04:F,
4. 12; S, 7 3 6-DMSO) O 7.35(1H, s), 7.50-7.56(3H, m), 8.06(1H d,
J=9.0Hz), 8. 27-8 , nm), 8. 830H s), 9. 20 (1H, s), 14. 7 (1H s)
9$1130 C

B :266-270°C FEAE & AE ELOAC
TLE DT :C H,,BrFN,0,S &L T

SFE{H (%) :C, 46.45; H, 2.46; N, 11.40; Br, 16.26; F,3.87; §,6.53.
FZHIE (%) :C, 46.36; H,2.59; N, 11.50; Br, 16.45; F, 3.86; S, 6.355.
NMR (d,-DMSO) & :7.34(1H, s), 7.49-7.656(3H, m), 8. 01(1H d 7J=8. 2Hz),

8.32-8.44(3H, m), 8.55(1H, brs), 9.19(1H s).

Hiugll 2 8

cl P

Bhg:293-298 (M) C HEE KA THF

TEFE 4T C ol CIFN,0,8 & LT

S BE (%) :C,51.07; H 2.71; N, 12.54: Cl,7.93; F, 4.25; S, 7.18,
Szy4E (%) :C. 51.03: H 2.82; N, 12.67; CI,7.81; F, 4.30; S, 7.11.

NMR (d,-DMSO) & :7.34(1H, s), T.47-T.57(3H, m, 8. 04(IH, d, J=1.5Hz),
8. 27(1H, d. J=8.4Hz), 8.38-8.43(2H, m), 8.74(1H, brs), 9.18(1H s).
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OOHNNH NI N-j 02S"C C 300GL-302 fff ,q 6a i'6 R:EtQAc 7L ~+ I
'CIOHI ICI3NdOAS L L-CRt 9 (% : C, 45 85 : H 2. 23 N 11. 26: O,
21. 37, Swdooshfas A 41L(%C 46.05: H 2.30; N, 11. 13: O prI0®01S{7 6. 41.
NVR(d6-DMSO) b :7. 310 H, br s ) , 7. 457. 50 ( 1 H, m) , 7 .750H,
d, J=8. 7Hz), 7. 80-7. 95 (2H, m), 8. 32 (1H, d, J=2. 4Hz), 8. 52 (1H, d,
J=2. 4Hz)%ﬁ@gﬂ A2 §1H, s), 9. 21 (1H, brs). 92 WD 99/50245 PCT/JP99/ 01547
u$~J 1 3 0OH NN i 01011:264-265 N* a :EtOAc 5GE*3 r7: C20HJI N402 L
LZ ptX11 (% C 63.41: H 3.99, N, 14.79; O, 9. 36. 44NO (% :C, 63. 52;
H 4.17; N, 14748; 009045 NVR (d6-DVMBO) 6 :5.55(2H, s), 7.09(1H s),
7.26-7. 36( 6H, LIOSILN G, I=8. THe), 8.23(1H, d, J=2.1Hz), 8.63(1H,
brs), 8.98(1 u$ ?3NP Br OJH tJ,NH NN--a F; 265-268C N ,a a
g :EtOAc 5G* CANFL4Br FNA02 2. 3H20 L L Z pt9AU (% :C, 49. 77; H,

N
3.88;N,11.@]1éé '16. 55 F, 3. 94. N{j (% : C, 49. 6 4 ; H, 3. 76:
N 11. 70: Br, 6 E 4. 02

F

~J

Bl :262-263 FERE R IAIE (ELOAC

TEFE AT 1 CoH,,CIFN,0,S 0. 4H,0 &L T

St {E (%) :C 50.26; H 2.84; N, 12.34; Cl,7.81; F, 4.18; S, 7.06.

W fE (%) :C, 49.98; H, 2.65; N, 12.07; C1,8.04; F, 4.12; S, 7.38.

NMR (d,-DMS0) 6 :7.35(1H, s), 7.50-7.56(3H, m), 8.06(1H d. J=9.0Hz),

8.27-8.38(3H, m), 8.83(1H, s), 9.20(1H, s), 14.7(1H )

EHH 13 0
cl
O OH
N
a Z ? NH
N N

Bl :301-302 FEASRIAIE EtOAC

FEFESHT CH,,C1N,0,8 &L T

HEE (%) :C, 45.85; H 2.23; N, 11.26; Cl,21.37; S, 6. 44.

EPE (%) :C 46.05; H 2.30; N, 11.13; Cl, 21.06; S, 6. 41.

NMR (d,-DMSO) & :7.31(1H, brs), 7.45-7.50(1H m), 7.7501H, d, J=8.7Hz),
7.80-7.95(2H, m), 8.32(1H, d. J=2.4Hz), 8 52(1H, d, J=2.4Hz), 9.12(1H, s),

9. 21 (14, brs).
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NVR(d6-DVBO) 6 :5.54(2H, s), 7.09(1H, s), 7. 18 (2H t, J=9.0Hz), 7.40-
7.47(3H, ), 7.64(1H, d, J=8.7Hz), 8.39(1H, d, J=2.1Hz), 8.64(1H s),
8.97(1H, wo) 99/ R24sWO 99/ 50245 PCT/ JP99/ 01547 47t f11 1 3 3 PCTOP@AIGHT i
~N.NH N NI CF ;1:260-263C N P a4 41 : Et QAc-di oxane 7c 53 *J1 : CZOH14C
| FN402 LL,-CpX4 (% :C, 60. 54; H 3. 56: N, 14. 12; O, 8. 93; F, 4.

Dh%g?ﬂ%g) 4 C, 60. 39; H 3. 61; N 14. 25. O, 8. 87; F, 4. 80.
Nl\/R(d6 54(2H, s), 7.10(1H, s), 7.16-7.26(2H, n), 7.30(1H, dd,
J=8. 7Hz, 1.8Hz), 7.43-7.50(2H, m), 7.82(1H, d, J=1.8Hz), 8.22(1H, d,
J=8.7Hz), 8%4(1H, 5). oﬁ 95(1H s). A13 4 C OOCHNH NN @S 0

@v 53 : CLOHL3CLNAO4S 0. 25CAHB02 L. LZ '-f X A {L (%
y

C,53. 2 i S8: NN, 12. 43; O, 7. 86: S, 7. 11. Ai14j (% :C,
53. 43; H, 3. 43N 12. 8% O, 8 00: S, 7. 38. NVR(d6-DVBO) 6 : 7 . 33 (
1H, s), 7. 51(1H, dd, J =9 . OHz, 2 . 4Hz), 7. 65-7. 71 (2H,
M, 7. 76-7. 810 Ry ™), 8. 04(1H, d, J=9. OHz), 8. 18-8. 21 (2H, ), 8.
25(1H, d, J=2.4Hz .66(1H, brs), 9.19(1H, s). 94 WD 99/50245

PCT/ JP99/ 01547 i A$d 1 3 5
Bl AT :264-265 FHAS VAR (ELOAC

TEFE M Cooll5CING, &L T

HE{E (%) :C, 63.41; H 3.99; N 14.79; Cl, 9. 36.

FHE (%) :C 63.52; H 4.17; N, 14.48; Cl,9.15.

NMR (d,-DMSO) & :5.55(2H, s), 7.09(1H s), 7.26-7.36(6H m), 7.65(1H d,
J=8. THz), 8.23(1H, d, J=2.1Hz), 8.63(IH, brs), 8 98(IH )

EHH 1 3 2

Br

Al :265-268°C PR SAE Et0AC

SEFE AT 1 Cy0, BIFN,0, 2.3H,0 &L T

BB (A (%) :C, 49.77; H, 3.88; N, 11.61; Br, 16.55; F, 3. 94.

ZPI{E (%) :C, 49. 64; H 3.76; N, 11.70; Br, 16.73; F, 4. 02.

NMR (d,-DMSO) 6 :5.54(2H, s). 7.09(1H, ), 7.18(C2H, t, J=0. 0Hz), 7.40-
7.47(3H, m), 7.64(1H, d, J=8. THz), 8. 39(1H, d, J=2. IHz), 8. 64 (1H, s). 8. 97 (1H,
s).

93



Cl OOH NNH NO2S 219-212 F4 Parl : Et O Ac - Et 2 0 HCA 3 4fr :
C20H14C TN 304S 0. 2C4HR02 0. 21120 L L Z fffXIA (% :C, 55. 63: H 3. 59;
N, 9. 36 wQoos624589; S, 7. 14. A 4t (% :C, 55. 62; H 3pc3TPodIsE. 25;
d, 7. 88, S, 7. 22. NVR(d6-DMSO) 6 :6.95(1H, s), 7.22(111, s), 7.49(1H,
dd J 9.0Hz, 2.1Hz), 7.65-7.70(2H, m), 7. 76-7. 82011, nm), 7.93-8.05(2H,

, %1%9&215?3 , 9. 13(1H ), 13.6(1H brs). 4M~1 13 6 C O CH
N ozs &-79%4 1i "p a 6W MeOH 7E3 * : C20HI3CIN204S2 L LZ pt- X(j (%

C H © 9H N 6. 30; O, 7. 97: S, 14. 41. iJ4 (% : C,
50. 8 9; H,C NG N3 9 O, 7. 51; S, 14. 24. NVR(d6-DVBO) 6
£ 7.15(111, s), 1281 7Hz, 2.1Hz), 7. 51-7. 56(2H, m, 7. 63-7.

- L7

680H, n). 7.86(1H NI, J=3. BFB), 7.95(111, d, J=8. 7Hz), 8.00- 8. 04(211,
M, 8. 25(1H, d, J43 _aHz), 8. 29(111, d. J=2. 1Hz), 8. 51 (1H, s). 95 WD
99/ 50245 PCT/JP99/01 Y IN ROATL alt 0)-f >-3:-Yi~i -- 511 M9~ TI: 7
t-f MZA R) (1) DNASANftL~, 7731/ 77 6Z~-, U5 Lt4TOISDNA . KTE /~,i77
t7 (CMZ : 100mM KC |, 1mM EDTA, 10mM Tris- k (pH 7.6)) 6 tr~a ~ L AN DNA
4& (2pnolft /il )260753C -« F A5 5 BN CACTGi9dR9 ) A (MR DNA E~' J)

SEHEH:C ol CIEN,0, & LT

S BE (%) :C. 60, 54; H, 3.56; N, 14.12; Cl,8.93; F, 4,79,

S8 (%) 1C, 60.39; H 3.61; N, 14.25; Cl,8.87; F. 4. 80,

NMR(d,-DMSO) & :5.54(2H, ). 7.10(1E s), 7.16-7.26(2H m. 7.30(1K dd,

1=8. THz, 1. 8Hz). T.43-T. 50 (2H, m), 7. 82 (1K, d. J=1.8Hz), 8. 22 (1H, d, I=8. THz),

8. 64 (1H, s), 8.95(IH, s).

EHp 1 34
Cl
O OH
N.
7 ¢ NH
N N

BT :236-239 EAS B TATE (EL1OAC

TLFE M 1 C el 3CIN,0,S 0. 25CH0, &L T

& {E (%) :C, 53.28; H 3.35; N, 12.43; Cl,7.86; S, 7. 11

EHIE (%) :C,53.43; H 3.43; N, 12.23; C1,8.00; §, 7.38.

NMR (d,-DMSO) & :7.33(1H, s), 7.51(1H, dd, I=9.0Hz, 2.4Hz), 7.65-7.71(H,
m), 7.76-7.81(1H m), 8 04(1H d, J=9.0Hz), 8.18-8.21(2H, m), 8. 25(1H, d,
1=2. 4Hz), 8.66(1H, brs), 9.19(1H s).
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5 - Biotin-ACC CIT TTA GIC AGI GIG GAA AAT CTC TAG CAG T-3' 3'- GAA AAT
CAG TCA CAC CTT TTA GAG ATC GIC A-5" (-9 -, y } DNA R341) 5'- TGA CCA AGG
CCT AAT TGA §olsoblsg-3' 3'-Dig-ACT GGT TCC CGA TTA AGT GA - PcT/apa) sk *
(IC50{E ON, Streptavidin (Vector Laboratories gyp) 0. IMA)' 'y 7 7-9

(kphC 90n1\/INaZCCB 10mM NaHCCB) 6Zr6ML , 40 u'g/ml 1: L L. Q. - 50 u 1
! %mg(lr\%m@a &) ODrJI)H:NA . 4CV -L+ a, /R6~$r~7=J~ y77- (Uc :
13 7rNaCT e 0. B7MMVKCL, 0. 43nM Na2HPO4, 0. 14mM KH2PO4) T 2 O Y ¢ il~ 1%

7L,y 77 300 ultnA. 3 053f 61 El Y -:iYUo 6/ y77 -T2 d c¢ f ,
XY[ DNA 9 (2pnpl/mi)050 @H1 £311, fMF. IKET 30 ft/\,y7y-T2Q 11 W

| RTKT1L7 ct~ 6~>bC7/N Tpl LI~$~J=J~6" /\v 77- (#,U : 150mWDPS
(pH7.2), 75 i 50 2-Midr capt oet hanol , 25% gl ycerol, 500 u g/ n

bovi ne serum al¥ 'n-fraon\/) 12 u 1, 37 Yy~DNA(5prmI/rr1) 1u1l 32
UMG Lr:rxz45 u 1 1JAALL C 66~ =JLt:40,t Ito) 96 WD 99/50245 PCT/JP99/ 01547
DVBO 69 6 u | Ak 7’\~I"\-Ilr(PC)Lt,-OODIVBO 6 ul N7,7a0
i 7-Yi--ff'7 (30p /.c 1 <RaL L. -T--f 72™i 1L (NC L tTRA (AM:
20mMVvMOPS  (pH7. 2), OnmM pot assi um gl utanete, 1mM EDTA, 0. 1% NP-40, 20%
gl ycerol ,. 1V DIT, _4M ut ) .9 JA$7 L'- i~301-/" - HazA It T, ;
It |~y 7R84l Q;&Eé’gﬁé‘ 7)31) 7 x- 7. 7y 5 - 1?2 ¢ L Jeri

~ o= b77 100 1)JAA , 30 'CZ 1 04MMa -
R s A 0,280, 2‘ér -y )7 ONM ~ =A7. =, =1t

7. F' (Ve t NaCl, 100mM Tris -i (pH
9 5))(1585‘3‘é ERRE ELE° ;:15)92 M ?EF)“G] B ,g’o*OEMNam t 50 u 1 F\I:ASFYIX(lpL

11 &5 f, tg 0 | %) = 100 [1-{ (C abs. -
NG 3bs. ] #zﬁl({gé%;bcs%_ﬁs'cﬁa%g?? ?]ry%a(bdsl 1729% V¢,7.02%) [1-{ (C abs.

NMR (d,-DMS0) & :6.95(1H, s), 7.22(1H, s), 7.49(1H, dd, J=9.0Hz, 2. 1Hz),

7.65-7. 70 (2H, m), 7.76-7.82(1H, m), 7.93-8.05(2H, m), 8.12-8.25(3H m),

9. 13(1H, s), 13.6(IH, brs).

EHEH 1 36

Cl

Bl 191-194 P S & VA B MeOH

TEFE A HT 1 Cyol3CIN,0,S, &L T

SFE(E (%) :C. 53.99; H, 2.95; N, 6.30; Cl, 7.97; S, 14,41

FHE (%) :C, 50.89; H, 2.80; N 6.39; Cl,7.51; S, 14.24.

NMR (d,-DMSO) & :7.15(1H, s), 7.40(1H, dd, J=8. 7Hz, 2.1Hz), 7.51-7. 56 (2H,
m), 7.63-7.68(1H, m), 7.86(1H, d. J=3.3Hz), 7.95(1H, d, J=8. THz), 8.00-
8. 04(2H, m). 8.25(1H d, J=3.3Hz), 8. 29(1H d, J=2.1Hz), 8.51(1H s).
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NC abs. : NC OA Aft PCabs. : PCOPp3' EJt M* 50 %:* 1lLo ~7 ft (IC50)

L: (T4~T a (A9) | C50 (ug/ml) 1(2) 0.3123(2) 0.13 67(2) 0.55
71 1.49 wWog/&2aA8 8 0 3. 30 8 1 3.60 (J1') 5q rA 7 :t3 pc@/jposiolssl ( 2 )
"~J, =3 1013 (2 z 97 \/\099/50245 PCT/ JP99/ 01547 p~>0)e(r) 1. . R4 R3
00X RBPNR RL R' *{ 7)LJL, i'JA~A~JLJL ~~JLJL, {7JLIL~
L 73 JLﬁk&{}JL Lol JL—mziL. #1217 3% 7~ )-JL. # LZL~Z ~kLa7 )L IL,
L7z BB AL 2L # Lzla rt)c 710-I0<7IL, ~ =JL. # |, 77 ~eeT

A7) - L, #L Al sedr ety Oy S FH I = = VL AR FILE e BT X A
~t7JLMN ~JL~:=JL,# LZ LIZ ~La~JL7~ E )V XV # LZ~~Z ~L~~I LI ~~-(I L: , TLS
~JL IL~llp=z=JL, # LZL~Z2 R2* { &7 )" ' c71) -JL, #1.ZL~Z ~La~7JL JL.
# LZLaZz ~ ~a71)-JL~JL,~-JL, # |.ZL~Z ~kL~~7 ~~1)-JL, #
(1) DNABKOHAR
77*‘/*('A77)l/7*‘/7*:|:l:4:Dé‘ﬁiéﬂf:D\T@%DNA%‘ KTE )Nw 7 7
— % GRHEZ : 100mM KC1, 1mM EDTA, 10mM Tris-#EK (H1.6)) KBEMREEBZ &
wk . EEDNAAK (2pmol/ml) BELUKXY—4 > - DNAA W (5pmol/ml) ZER &
L. &R, —B&ERE. 050N CRES FTY THEMRAT2Y =~ >
FERHTHSANE,
(#% DNA B2 51)

5- Biotin-ACC CTT TTA GTC AGT GTG GAA AAT CTC TAG CAG T-¥

3= GAA AAT CAG TCA CAC CTT TTA GAG ATC GTC A-%
(#—7%"w b DNAELZI)
5= TGA CCA AGG GCT AAT TCA CT-Dig-3’

3’-Dig-ACT GGT TCC CGA TTA AGT GA -5’

(2) MER (IC50{H) DRE

Streptavidin (Vector Laboratories #t®) % 0. IMREEN Y 7 7 —# (G :
90mM Na,C0, 10mM NaHCO,) IS/, L. ME% 40 g/mlicLz. ZOBM®K. &
50 u 1 24 L/ 7L —h~ (NUNCHED) O )IIMA, ACT—HEHE., KES
w5, Ric&T D) 28BNy 77— (MK : 13. TmM NaCl, 0. 27mM KC1, 0. 43mM
Na,HPO, 0. 14mM KH,P0,) T2E¥%HE., 1% AFLIIND ERUOBBNY Ty
— 300l &MA. 30MTOYF I, SERBVINEZHEENY 77
—T2EYeH%E. EEDNAAEK (Zpmol/ml) 50 w 1 ZMA. RBT. =E T 30
SEREIELE, BENY 77y —T20,. ROWTEHEKTIHKELZ.

KRIZCEEAETRAYMLAZE TN, Ny 77— (G : 150mMMOPS (pHT. 2),
75mM MnCl, 50mM 2-mercaptoethanol, 25% glycerol, 500 x g/ml bovine serum
albumin -fraction V) 12 ¢ 1. #—4"» b DNA (Spmol/ml) 1 p | BRUFEHAK
39 UM SHABLARSER A4S | ZMALZ. TOREVIINICERILEYH O
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LZ~~Z ~La' ~T"~7JL JL, # i LzUaz Jz 7'J-JL~ WE # LZL~Z ~~~~~ )-JL~JL7 f =

JL. LZ~~Z ~1~~713 - JL ~JL, =JL. #L TL-Z~~~~ A'f '~1)JL
ILA "t 7 Woodlsodas ~ # LZLaZ ~La~~ ~ ~f'J 1J JLZIL,-.JL ; RBCTRMIRRGEL R66 7c
1~c 1 [ LZ. 7K INAt]) ~ }==)I\MT i (~~1~7)" "1 A% { 7JL" [ F A, 7; |

, 1~7 JLT~ 1.Z~~Z~La~7JL,~i )L, LZ~~Z~L~~~JLIL~Y i, X

6#LZL~Z~mgclplk~d I~ L M6, COOR eI : * *
TR S R R Lk T e s e S T e il )

R5TX 1R6§ /K| % M4 )Bl/ e i 47515 7 XpH P # (130 pho Mo>CROCAHGITA t ZRW B &40 ZT 'iZ
-12" tWb 7co~~'r N X6 7c 1~o~ kJ6:afe |7, <6t7kfnlto 2. YblCOOR ( rP.

R6J: VELH pk 575 D7 BIPMUK Rze) MU T8 Bl oI 5 B BLGBEL k~L0aN W8S 3. XDl L
FM:/M-)Y? COOR (Ag:J. R6 ~ua~~la7 z= ~) R "R2b>fpl 6~~k 6 tSL~. laE kO)
TLa 4. RIp#72E. 408uMbe CGissCun 2TytaneVe.- BuM EPTA B 1@ NP-49, NI0Z:-ahEcaolf AnlJo 5.
R27) 17k LLZ~~Z~La7l)--JL. RVLZLa Z ~L~1 7IL ILZ ~a 1-30-~a  1~~6~aE
O T~o4i ODBI. RB. unwR§hat172E%f;~rctTc:11Lz~1cx6/ ~A~tit~~a, %f r AI 3 Ql
| . MB~p~ OBl 4'J0 0 _7 M _R bl 7 GO-TLalt 8 .
b> LFAr-&7avmb%& 3J’A°¢1T31 ﬁ%i)f*li\“m@é %’@%1%%%t Ny LZZtJZU
"\ -13 71) ) b=t _.76 t s<Lt
1 o NL 5%—%?6\@/%(%"2“01%‘JA} SE %ng%'t tl*ﬁ%ﬁt%ﬁ# M ot
DT IDT RN (YE LS o o =y o =48 %100 2 1 A, 30 TT1
BREESSEA%. 0.05 % Tweenl0 Z2E2HEBNy 7y —T2H, HEENY 7
F—T10E. JEREELE, RICT.TNVAV T+ AT 75 —EEBANY 77— (H
R:10mM/S S = RO 7 =)V R A7 z— b (Vector Laboratories #£&), 5mMMgCl,,
100mM NaCl, 100mM Tris-HiE (pH 9.5)) # 150 p 1 AT 30 CT2HMRISS
. 1 NNaQUEW S50 w1l Z2MARKSZILEDZH. €UV OKNXE (0D405n0m)
2HEL. UTOHERCHWHEREZRD 2,
=R (%) =100[1-{(C abs.- NC abs.) / (PC abs.- NC abs.)}]
C abs. ; LEMO T INORNE
NC abs. : NC DRI E

PC abs. : PC DRI

FHZERS5 0 %ICHUYT 2LaWBE (IC50) ZBATIIRT,

(%9)
ey KR 1050 (u g/ml)
1(2) 0. 31
23(2) 0.13
6 7(2) 0.55
71 1. 49
72 0.48
80 3.30
8 1 3. 60
(F) EREAZBERICBL T, MK “1(2)" F. ZHFA1OIE (2) T

BonNLEVEERT 5,
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EHLTWTHEIWTINF), BREZAELTWTHBXIWT U =L AINFZIV,

BREZELTVWTHIWT U= ANRZ)), BREZALTHWTHIWAT
o7y —J)l. BREEZ2ELTVWTbEWAFOTZIINFI, BREZALTNVT
bdwAFOFTY =V ZNFZ), BRTNVIFIANRII, BREZALT
WTHEWANTFEAN, XBEREZALTLWTOHBIWAIINEAI

R2IIAFE. BETINFIL., BETLFILANAZI, BREZALTVWTD
w7y —)L. BREZALTLWTHIWT INFI), BREZALTVWTHX
W7 Y= ANEZ, BREZAELTVWTbIWAFOTY -, BHREZE
LTWThEWAFOTINFI, BREZALTWTHBIWT U FA, &
MEZELTVWTHOIWT Y=V ANT 4 )b, BREZAELTWTHIWT Y
— AWK, BREEBELTVWTHBEWAT O 7Y IVERT VFINEE
BEREEZALTLWTHIWATFOYA U INANETIIN

R, R4, RSRURIRZENENMIL T, KFE. NOF >, hunpy >~
EHZRTIVFI., e RoFs, BHF7NaF>, —bo, 732/, ZAFIES
NTVTHIVWAHIRF VI, BREZFELTVTHEIWT S FIAF. X
BEBMEZELTVWTHBIVWT Y=V AR I F

98

1 3 Rffi7tc R6
~La71J-1L7, )~tR2Z7)1 RR4 R R1YRG6 b! -;e |l -;E~1tl a L,

1

1



WO 99/50245 PCT/JP99/01547

X RoF O XPEBREZAL TV TDHBEINWT I/

YIZCOOR (REAEREZZRIAFNEE) . BREZALTWTHLINT
J—)b, XREBEZEL TV THEIWAFOTI—NTH B,

L. R'. R2, R3, ROKRUROHMWAKFE; R*AWKE. A bFXiZrnol;
XPbeROoFy ADYNCOOC,H, THHHEZERS, )
TRENZEEWD LB TOELEREAE, XITho OBENICHAINDE
H L <EKFY,

2. YMCOOR (R¥. RIHETBLAZRTHS) OHE. R'EURIHNH
BicKkZETEARW, #RE1ZBEOELED.

3. XHMBEROFIHADYNCOOR (R¥,. REBIHMLELFABERTH D) O
&, RIEUR2ARKICKZETERY, FRE1ZLBOILED.
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RE1~30WTFhHhITRBOILED.
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8. XMAbROFITH3, HFREL1~3O0VWITIHARKZEHDOLEY.

9. YHABEEZALTVWTHBIWATFOZU—IITHS. #RE1ZHOL
=L/P

10. ZAFO7Y—)H, BRICAPAEL L 1BAONRTZE2ETS5XIT6A
BTHD, FREILBOILEY.

11. Z~AFO07U—=Ld, SV, PUTVUILMXBAIFIINTH
%, HRE1O0OZHOELEY,
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