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RS snTE, BILAELTHM- /0o BRAEN, BEE
EH, B¥M BLYIAAOEE 875 VE BILA VE,
BREHLEOERBROBRILKE, BY VB, Eks ol @
BALERE, BRLKEY Y Y AL COERBRARG SN,

ARBELEY (1) BRVXTHE VX 20K 3BT 2B
NEBEKBRT 2= WVT I ANKEZINWVEY D U ANKUVBXIZIEHR
XAKBM T 2o NVANKZ VT I JEYV S VALREUVEBDP RS
ON-4%v Fth, RBZhOOBERIFKEEANT, 18
HEERBITT I RT3 eItk - THMBT A ENTE 5,

FRENECLVBONERIGERY RERILAY, ToH, K
MYH3VEEEOBEMYE LTHESH, BRUh3, HiEE
EOBEREIN TSI VMBETE B,

B, WA, Mo, B, Bk S5 BB BES 58
s bS5 74 —EBBEOILEREEZBALTHTDLDN S,
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B b OF B HE

AREOLEY (1) PEOWEFMIIHAINBEEITIF=
URYFUY YOV IB LU VoREHITH Litic BN e %
FEH, BT VR EBBETERNARNTHY, ChoDERIES
{F 0T 4= VOKFIRIER, RESM TR, SWETFH BME
FER, MELEER, DBRETEMER, A4 &Y LR 5
B, A4y ¥y AEEEEEHER, FFEHEmEER, mNKE
EMEER, TUFRATO U HBMEER v Kty VEEMH
FeR, chiRMEMEFRESER, Lo v AWEnERE, SRASER,
WEBEEIEE, TORITS VY VELRBTERSAEL, BHUW
SKFIRE, REHMEEH, NEEELN, BEA, HORLH,
HERLH, MABBENHFSEE LTEATSY, LR, EF b
Y wLME, NYTVYUARBEERE (STADH) , BME,
BRL, B, Wk FEZ, BAYvLME KRBEE R
w, SEEOEEE, BEFR2 BREEZSOTHRUEBEICE
T H B
72, ARELEY () NEZ20EE, BhinVTLy VSR
BREFERAETARRBLEY (1) RELOMEEM IR S
NABERLEORNVITEEZNVANE=ZIWVEY D VEBREET 51L
SYOENWEDEEE LTERTH S, ARPRBEG (1) P2
ODEMNSILEY (1) PTOMNEENIIHEINIEIESARE
BIEFIEOLEDTH S,
ARBLEY (1) PTOUEFHIHEINZEOE ALY
TORBAFEICL VBRI,
(1) V{ V7 5="A 257477 v+A (V] receptor binding

assay)

F+H LS5 5DHKE (J.Biol. Chem., 258, 9283(1983)) ic#

THEHMLESy MFBEEAZREOT [H] 3 —Arg-~v

7L ¥ v (vasopressin) (2nM, specific activity=75.8Ci
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/mmol)) LBEREAT On g RUREBRE (10 8~1074M) %
EmMEILT /3 VYA, ImMIFLY YT I v MERR
(EDTA) RUO0. 1%Y viETAT I (BSA) %
EL100mMMYZ-EBEHK (PH=8. 0) ORE
250u 1T304, 25CTAvHar—Yayli,
ZD%k, BWN—RRI—2HAVTA VFaR—-Va VX%
®EI L, #5RA74M%— (GF/B) kKBTI &icd-T,
BEHVANVFERFOBRBEBBRENOIBROVTASI AT 4 VT —
KLVt FI—EBEEUEERYVA V2 ISy LIk, 2O
HIOAT 4N —2WOH L, +REEIEK, BiEY
FL—YaVvBRAITIVEREL, BEY VY FL—Vvarh
Y yy—ItTHEERS Lk [H] 3 —ny Uy vBEREL,
FHERZ2RAICELHDEHR UK,

Cy - B,
Co- B,

C, : BABROBREHE (H] 3 -~V TLy v osET
TO [H] 3 =Ry T Ly ORI T 38488

Co : BREMERVEBO [H] 3 -~y 7Ly ol
THEOR

B, : ®E0~YILyy (10 M) ##EFTo [H] 3
-NYTVY VORI T AEER
FRTEHSNIEERRE 0% &1 5 REH O BE M
51 CppfE%ske, Thn oG 7Y FORE DT,
THLLREER (K) 2RALOEH Ui,

ICgq
1+ [L] /KD

(L] &YV FOBE
KD; AF+vwvF+—F -Toy bIORDIBEETEH
tEecERHEIhKioAENEEZE->TpKifEE LA,

FESR (%) =100 - X 100
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(2) Vo VET =NV TF 4 T T wtA (Vo receptor binding
assay)
F XNV DHHE (J.Biol. Chem., 247, 6167(1972)) T4
UTEN U, vy FERBEREREACT, (H]Y —Arg
SAVZAZZRE | spécific activity=75.8Ci/mmol) & i
BA100 ngRUREE (10°°~107) %, #iEL
1V, VET =R YT VI T A ERABROFETT v
A ETRY, ARICpKiEERZKDI,

AFRELEYIE V, Vo ZRGII UKICERCEREEEZE T
L ENMERINLY, VeSHEREHEENRAITHL &%
B ETh, VeRBREREMNOERBERELRLICRT .
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EF1 TUFZURYTULY U VORRERBIIER

TVEZUNY T LYYV

I
. a 9 SEEEAER (pKi)
£ 61 9.13
=W H 2 9.23
=5l 3 8.33
EHH 10 9.05
HE{EaH (1) :
W09105549 EREf] 135 L&D
N 8.14
Me ?/©/§O
= N
| H
NN
(LAY (2) :
OPC — 31260
Me
P
N
\Me
N 8.01
2 N
l H
NN

(W09105549 EEffi 408 DAL&47,
{BL, ERE)
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—BR (1) TRINIILLAYPHEENIIHEFETINSZDED
IEXH2EU LEEPHS & LTAETAERERY IR, BEA
WohTWLARAHOEGEPRER, £othoRmAZRNT, &
F, B, HRIEL, BERE, A TRUH, UF, BH, FHHE, L
#, W, BAFSCEYIh, BONXBERONCREEIN S,

FHERBALEYOE MW T IERESRIBERH SN S EEFEOER,
BE, FHPRHSAERUCHERESNSD, BEMA L BY
DFEOTO. 1~500mgTHY, Thzx10HZVEBHEIZH
FTHRETS, RERBREIB~ORBETEHTS0T, LEREGESR
LoD WBTHABBELH S,

FRBICLIBOXSOLHOBGMRY & LTI, $&, #H,
FRAEIHVONE, ZOLIBWEFHEBRMICE VTR, —DX
BREThULOFEUYEDR, DA LEI—DOREHLERA, HiZ
38, < =b—, TKU¥, EFoFoToilbtilo—2X,
BEEEVO—-X, FUTy, RYEZNVEOY Ny, 295148
TIWVIVEBIIAVILEREENS, ML, BEEICK- T,
AEREBHRFUAOHEMA, AXEXTTIV VB R2 VYT L0D
EONBRAPCHMEZ 7YV I-VBANY Y LD LS HEER, 5
Jh =AD& BEEASE], FNVY I VBRI TANRSFUBD X
IRTBFLHEZEBRBHAEEELTOTH L, $EAI T ALA
BAXEICEYD Y alE, £5F 0, et FoFyFobfieio—2x,
ERFaF vy TubBNAF Ve a—RT7 V- NEEOEELRED B
WRBBHEYEDO T 4 VATHRELTH LU,

ROKSOIHOBEHERYIZ, BHWIHFEINILBH, &
wH, BEF, Yoy TH, TVFULEEEES, —BBICHEL
LMARERLHRA, AXIHRK, =5/ -Vvx2E8L, ZOH
B RAFEECHRAUA B EERBHE, BE, B8
ok amp, WA, EKF, FEH, BEHEEFELTL
Th&lo
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EROBEDLDOFEHRAE LTI, EFHOKEXIEKEDE
A, SEE, LBAZA8TE. KHEOBEHY, BBEHORRA
ELUTR, AIARENABREKRVEEAEANEEND, FFEK
BAHEOBEE, BREHOFRALLTUL, AoV Yy ) a-
V, RYZFLrryYya—=, FV-THOLITHEYH, =5/ —
WO EHTIVa— )V, RYVIR—-F80 (HRE) E2dh5,
IOLDRMBEYIE, T oICERILE, R, EEAH, ALK,
SHF, KEAH (FIZE, 57 b—XR), GELEHERBRRBA
DEIREMAEEATO LV ThSBHAIRBNIFTYVTHEEY

L4 VS—AETRB, BENORANIBHICL - TEBILEN S,

Mo RXNEEFOBEGHEKRY =REL, EHBNICEEKXIERED
ESABREICEARLTERATS L TE S,

RPEAEHTELLOOREDOLHE

Utk ZEBIAEDRTZOBEEICODVTHBE LN, DUTE
A &) XSITHMICHRET S, BL, AREBRI NS DOEHA
WKEOMOHRBINEBDOTIREB L, Bk, ZEEFEE LAY DI
3, FETLEPLIEIITEYD, ToUBEH = PEEREH &L
TRTo
EHEfl 1

2—-AFNV-N-[6-[(2, 3, 4, 5-F+F5EFRKu—-1H
— 1 =-XVZXT7EEY=-1-4)) ANK=ZN] -2-F1) V)]
RNYZXT IV - EEE

Fobrvd4amlic, ANVF-PMIVAIVEEO. 19g, 1 —-EFGD
FIyXRVYMITY =0, 21g, 1= (3=-VUAFNVNTI)T
nDEN) —3-TFNANKEDA I FERKEO. 30 g%xEXmMA,
ERTARBEER 1-[(2-73I/-5-EUIL) ALK
=] -2, 3, 4, 5-FbF53EEFp-1H-1-XRUIF7EF
0. 38g%hmMA, 150 CT3BBMABEK L, AHKKE
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MmZ, BEBEFIVTHHBEL, ERETEKRE< SRV Y LTRE

L. BERAEERE BEEEREL, LUAFLIOT LRSS T

4— (BHE ; 7oofRVA A7 )—=)=100:1) IIFL,
rEikapo7 Y —#&%0.
FIVER) TRETIIEICLIVERELZEEN R TEL, Zo1t
EVMRIROBILENEREET 5,
DTHESHE (CoqHogN309C 1)

C (%) H (%) N (%)
HEfE 68. 32 5. 73 9. 96
EHlE 68. 34 5. 89 9. 91
ii)’H-—NMR (DMSO-dg)
6 (ppm)
1. 36~1. 45 (1H, m) ,
1. 79~1. 91 (2H, m),
2. 01~2. 04 (1H, m),
2. 35 (3H, s),
2. 68~2. 74 (1H, m),
2. 85~2. 90 (1H, m),
3. 00~3. 06 (1H, m),
4. 83~4. 86 (1H, m),
6. 83 (1H, d),
7. 00~7. 62 (8H, m) ,
7. 97~8. 03 (2H, m)

45 gzl TheiF{bk® (Bl

(%)

40
2 4

UTOERMZ~50ZLEYEBEREF 1 LEAKOHTETHEL

776
Ehfl 2

2—-— (4 -AFNV72=NV) =N-[6-[ (2,

3, 4, 65—

ThS5EPF-1H-1-XUXTEEY-1=4NV) HAIEZIV]

-2-EUYN] RVyXT IV -E#E
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) Bl 132~136°C
ii) THESHE (C3pHagN302C 1)
C (%) H (%) N (%) Cl (%)
stEf@E 72. 35 5.67 8. 44 7. 12
5 #=@@E 72. 41 5. 73 8.46 7. 11
iii))H~NMR (DMS O - dg)
§ (ppm) ;
1. 40 (1H, m), 1. 86 (2H, m),
2. 00 (I1H, m), 2. 28 (3H, s),
10 2. 66~2. 71 (1H, m),
2. 86 (1H, m), 2. 96~2. 99 (1H, m),
4. 81~4. 84 (1H, m), 6. 80 (1H, d),
6. 99~7. 94 (14H, m)
ERA 3
15 2-7z:=W-N-[5-[(2, 3, 4, 5-Fr5k Fo-
1H-1-RYZXTEEY-1-4L) ANE=ZN] -2 -EY D
W] R X7 3K -ERRE
i) T SHME (CogH9gN302C 1 + 0. 2 5 H90)
C (%) H (%) N (%) Cl (%)
20 @@ 71. 30 5.47 8.60 7. 26
E@M@E 71. 41 5.82 8. 24 7. 28
ii)'H-NMR (DMS O - dg)
6 (ppm) ;
1. 37~1. 41 (1H, m),
25 1. 85~1. 91 (2H, m) ,
2. 00 (1H, m),
2. 66~2. 71 (1H, m),
2. 84~2. 87 (1H, m),
2. 96~3. 02 (1H, m),
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78 (1H, d),

N NN O O

77 (1H, m), 7.
EHEH 4
2-avyrF-N-[5-[(2, 8, 4,

NVZXT 3K EBE
i) TAAXRZ PV FAB (Pos. )
ii)'H- NMR (DMS O - dg)

6 (ppm) ;

1. 39~1. 42 (1H,
87~1. 91 (2H,
02 (1H, m),
69~2. 73 (1H,
87~2. 89 (1H,
00~3. 05 (1H,
83~4. 86 (1H,
82 (1H, d),
00~7. 03 (1H,
13~7. 60 (6H,
88~8. 03 (3H,

[—Y

N NN NN o e W NN NN

e R
2—-XMFv-N-[5-[ (2, 3,

81~4. 84 (1H, m),

98~7. 02 (1H, m),
12~7. 16 (1H, m),
26~7. 57 (11H, m),

PCT/JP93/01838

93 (1H, m)

5-FbF5EFn-1H
-1 =-RNVZXT7E¥EY=-1~-4)) ANE=ZIN] -2 -EY IN]

m) ,

m)

m)

m)

m) ,

m)

m) ,

m) ,

m)

4 y

498 (M+1)

5-7bh5EFo-

IH-1-RXUXT7E¥EV=-1=-4)) ANK=J)] -2-EY D

V] RV X738 - E§gE
i) 2XAARZ MV FAB (Pos. )

’

402 (M+1)
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ii)'H=NMR (DMSO-dg)
5 (ppm)
1. 39~1. 42 (1H, m),
1. 83~1. 87 (2H, m) ,
99~2. 02 (1H, m),

—

98~7. 02 (1H, m),
08~7. 34 (4H, m) ,
55~8. 07 (5H, m)

2. 68~2. 73 (1H, m),
2. 86~2. 90 (1H, m),
3. 00~3. 06 (1H, m),
3. 95 (3H, s),

4. 83~4. 86 (1H, m),
6. 80 (1H, d),

6.

7.

7.

LA 6

1- [[2= [N, N=EZ (2=-AFWRVYAN) TJ]
—5-FYUN] ANVE=N] -2, 3, 4, 5—-F PS5k Fo-
IH-1-RyXT7TEE Y

1- [(2-T3/)=-5-EYUL) AVE=LN] -2, 3, 4,
5-5FhFSEFR-1H-1-_VXT7¥EY 0. 20 g4t
AFLvAmlICEBL, MVZFNUTILO0. 18 gxmii,
-5CT, ANb=-bPUAANVIOY FO. 26 g%HFL, 28
BER LU, RIGBRIZKKEMA 2%, 7ooRVATHEL, K
BkFZF PUDLAKBRTHSR, BRELXEBKKEFNIYLT
ERUC, BB®R, BREEZBREBHEL, = —F7NVEMA3EERYN
KU, Eka%0. 34 g8k, COLEYMIIROBAL
EHRUEREET 5,
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i) TESHE (C39HogN3O3+ 0. 5 H90)
" C (%  H (% N (%)
itEE 74. 98 5. 90 8. 20
ERfE 75. 03 6. ! 8 8. 29
iil)' H=NMR (CD: 1,)
6 (ppmj
1. 48~1. 62 (1H, m),
1. 92~l/. 95 (2H, m) ,
2. 06 2. 09 (1H, m),
2. 7¢ 3. 13 (3H, -,
4. 9" 4. 99 (1H,
s. 5 (1H, 4),
92~6. 96 (1H, m),
05~7. 57 (12H, m),
12~8. 13 (1H, m)

o =N o

EREH 7

N=(2=-AFNT7z=)) -5—-[(2, 8, 4, 5=-F}F5
EFe-1H-1-XUXTE¥EY=-1-4V) ANE=ZIL] EY
Dy=2-AVEFH IR

5-[(2, 3, 4, 5-FPF53EFo-1H-1-RyxX7+
Ev—1— AN) AVK=ZN] EVDPV-2-ANKUEO. 2 g
WWEEF A= NVAm ], PAFNERIVLT I FIEEMZ, NMEBE
mz3 0Tk, RERBMLT, /o) FE2Ek, O/
sl REEAFLY2m I ICBERULLBREREAVE- P LD
0. 09g, MVZFINVTI0. 48g, EILAFLY2m]
DERBWIT-5CTHT LR, 2 0498 EE, Xkimz, oo
RIVLTHEBEL, KEBKEZEF M) D LKER CEEER, BRELE
KiEEF P U Y LTHB LK, BB%, BRZREEREL, BE%
YUATNIa bS5 T 40— (BHIE; Juagkih: A5 ) —
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V=50:1) L, 0. 13 gnBENILEYEEL, 7unok
Vb —Z—F b oIt Uie S OLAWIZROE/LSNHER %
BT 5,
i) M 130~132°%
5 ii) TESHME (CoqHogN3g0O3+ 0. 2 5H0)
C (%) H (%) N (%)
iTHE 73. 92 6. 07 10. 78
EHE 73.72 6.08 10. 74
iii))'H-NMR (DMS O - dg)

10 6§ (ppm)
1. 39~1. 44 (1H, m),
1. 91 (2H, m),
2. 03~2. 07 (1H, m),
2. 24 (3H, s),

15 2. 73~2. 80 (1H, m),
2. 86~2. 91 (1H, m),
3. 05~3. 11 (1H, m),
4. 82~4. 86 (1H, m),
6. 88 (1H, d),

20 6. 96~7. 00 (1H, m),
7. 09~7. 34 (5H, m) ,
7. 66~7. 97 (3H, m),
8. 45~8. 46 (1H, m)

EHEfl 8
25 N— (2-AFNTz=)V) —1-AFVF=-5-[(2, 3,

4, 5-F PS5k PFa~-1H-1-XUIX7EEY-1—-4J)) A
WRZNW] EYO V=3 -hNVEFHIF

N—= (2=-AXFNTz=) =5-[(2, 3, 4, 5-FF}F5
EFo-1H-1-XUXT7EE V-1 -4)) ANE=ZIL] BV
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DU—2-ANEFHIFN0. 12ghkEAFLVY2m] ITER
L, A/-/un@RBER0. 15g5mi, SETIEHERL
Too REEKFEF MY D LKBRKEMAIR, Jouk/VLATHEL,
EREARERE LU, BBEAAS L0 b 5T7 44— (BHIE ;
sowokiVh) KL, BOLEYESRK, ook Lh-2—-F
Iirns 0. 08 gdREENEONT,
CokEPpRROBILENERERT,
) M 180~182%C
i) TEIHHE (CoqHogN3g0O3+ 0. 25H20)
C (%) H (%) N (%)
HEE 71, 01 5. 83 10. 35
ERE 71, 14 5. 87 10. 12
iii)'H-NMR (CDC 13)
§ (ppm) ;

1. 60 (1H, m),
97~2. 03 (2H, m) ,
11~2. 14 (1H, m),
83~3. 02 (3H, m) ,
93~4. 96 (1H, m),

73 (1H, d),

01~7. 10 (3H, m) ,
18~7. 31 (5H, m) ,
22~8. 29 (2H, m)

0 N N A e NN DN

EHEF 9
2~-AFNV~-N-[2-[(2, 83, 4, 5=-FFr3EFu-1H
—1=-RNUVIXTEEY=-1—-4)) ANVF=ZNV] -5 -EY IN]
NVAXT I F - HRIE
1- [(5-F3/)=-2-EYNV) ANKEZN] -2, 3, 4,
5-Fh5bFu-1H-1-XUX7¥EL0. 2g, bYTF
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LT Iv0. 13 ghtitAFL Y 8ml ciE@L, KBTF, +4
F— FVAALIBY KO, 19 g%RTF Uk, 2BRE%, KA
ZRBAZF P YD LTHER, GREXEKRBRCIXVILT
SR Uk, RB% BELREBHL, T—FVEmMZ5EEEN
Bt Udco BHETZ S ) — VICHER USRS (BT FVER)
THEL, BAEBEICLARREREL, T-FAEMALEEH

PINERMKELTO.

HHEREET S,
i) TEIHE (Co4HogN3039C 1
C (%) H (%)
itEfE 66. 89 5. 85

EHE 67.

ii) YRANR7 b FAB (Pos. )

08 6. 21

iii)'H—-NMR (DMSO-dg)

6 (ppm)

1.

00 00 NN NN O O WD

(N

1 (1H, m), 1.
0 (1H, m), 2.
8~2. 81 (2H,
0~3. 06 (1H,
7T~4. 81 (1H,

2(1H9 d)v

1~6. 95 (1H,
4~7. 07 (1H,
3~7. 47 (6H,
0~8. 13 (1H,

20 (1H, m)

« 0.

18gRohl, COIEYMRIROBEILFE

5Hp0)

N (%) Cl (%)

9. 75 8. 23

9. 46 7. 10
386 (M+1)

87 (2H, m) ,
35 (3H, m),
m) ,
m) ,

m) ,

m) ,
m) ,
m) ,

m) ,
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9-7:=M-N-[2-[(2, 3,
1H-1-RYXTEEY—1-4N) AVE=ZN] —5-EY Y
V] R X7 3K -ERE

KEHAOLAYIE, EHMO LEAROFETHE L,

i) &K

4,

ii) < AAXRZ PNV FAB (Pos. )
iii) lH-NMR (DMSO-dg)

6 (ppm)
1. 38~1. 40 (1H,
1. 82~1. 85 (2H,
1. 99 (1H, m),
2. 67~2. 71 (1H,
2. 76~2. 79 (1H,
2. 96~3. 02 (1H,
4. 75~4. 78 (1H,
6. 66 (1H, d),
6. 90~6. 92 (1H,
7. 04~7. 07 (1H,
7. 21~7. 59 (11H, m),
7. 86~7. 8
8. 25 (1H, brs)

EHER 1 1

m) ,
m) ,
m) ,

m) ,

m) ,

m) ,

8 (1H, m) ,

PCT/JP93/01838

5-7h5kFRm-

448 (M+1)

2—- (2-AFNT7z=)V) =N-[5- [ (2, 3, 4, 5-
FhSEFo-1H-1-XVYXTEE -1~-4)) ANEZ)]
—2-EUVN]RNUXT IR - ERIE
EEBmAOLEYZ, EHA 1 EEBOHETRE L,

i) EREHR

ii) TEIE (C30H9gN302C 1)
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C (%)  H (%) N (%)  C1 (%)

s 72. 35 5.67 8. 44 7. 12

EHE 72. 45 5. 74 8. 45 6. 87
iii)'H- NMR (DMS O — dg)

§ (ppm)
1. 37~1. 40 (1H, m),
1. 79~1. 85 (2H, m) ,
1. 99 (1H, m), 2. 07 (3H, s),
2. 64~2. 70 (1H, m),
2. 84~2. 86 (1H, m),
2. 95~3. 01 (1H, m),
4. 80~4. 83 (1H, m),
6. 76 (1H, d), 6. 99 (1H, t),
7. 11~7. 31 (7H, m) ,
7. 43~7. 54 (2H, m) ,
7. 60 (1H, d), 7. 68 (1H, d),
7. 92 (1H, brs)
thif 8 & 6 A

AFN 5-[(2, 3, 4, 5-Fbh5EFo-1H-1-X
VATEE =1 —=4N) ANVEZN] EUD -2 -HhEFY
L— b

2-AMFVANK=ZNEY D V-5 -HNVEUEES. g, F
7)Y F50ml, YAFNVKRIVLT I NSHBOREAKS
1 5 EmMAERKR, BERWL, /7o) V2B, Z0&k7/
oY) FEzElbAFL 3 0mliciE®L, XK&TF, 2, 3, 4,
5-F b5 PFu-1H-1-XUXT7EEV - HEES3. 4g,
MJZFNTIV12. 5g, BILAFLY140m] ORERKIC,
1573ICblcoTHTLTIMA L, 3047%, kEMZ, EHE%
SEEL, REBKZEF MU TLKTEREL, EREZEKER< 7 X
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VOLTHB LU, RBREREEZHERMEL, =5/ -VEMX 5
YEMLEMRBEKRELTL. 1 gBohi, COLAYRROE
LENHERETR T,
i) RAARZ MV (m/z) ; 310 (M)
ii)' H-=NMR (CDC 13)
6 (ppm)
1. 6 (1H, m), 2. 0 (2H, m) ,
2. 7~3. 1 (3H, m), 3. 95 (3H, s),
4. 9~5. 1 (1H, m),
6. 6~7. 3 (4H, m), 7. 7 (1H, dd),
7. 95 (1H, d), 8. 45 (1H, m)
bR RiEH B
5-[(2, 3, 4, 5-FFt2EFp-1H-1-XRUXT7+¥
Ev—=1=4)) ANVKR=NV] EVDO V-2 -HAIVEVEE
AFN b5-[(2, 3, 4, 5=F 5kt Fu-1H-1-~X
VATEEY=1—=4N) AVE=ZN] BV -2 -HANEF
L—H+2. 0g, A% /)=1400ml, kE/tHYDL2. 9g
DEEGHERZ4 00HMMBARERR, BERBHELL, BEEZDVDEDK
WWERL, BEE4. 8ml 2MA2LESKITH U, BEE,
COBEBE /oo RNA400mlICERL, BINIAEKTHRIE,
WKW IRV LTHER LU, BB%, BREREEBHEL, ——
TNhNEMASE, BREAYPEREMEKRELT2. 0 gBs5hi,
CotEYyRROBILENERERT,
i) RXARZ MV (m/z) ; 296 (M)
ii)'H-NMR (CDC l3)
6 (ppm)
1. 55 (1H, m), 1. 9~2. 2 (3H, m),
2. 7~3. 1 (83H, m), 5. 0 (1H, m),
6. 63 (1H, m),
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6. 85~7. 30 (3H, m) ,
7. 65 (1H, dd), 8. 0 (1H, d),
8. 46 (1H, m)

i EEf C

5 1- [(2-tert—-T7FFYANKR=ZNTI)-5-FY1Y
V) AvKR=n] -2, 3, 4, 5-7FbF3tFo—-1H-1-RX
VATEE Y

5- [ (2, 3, 4, 5-FF5EFn-1H-1-]RVZXT¥
Ev—1=4N) ANVE=ZN] EVDU-2-ANVKUEO0. 8¢,
10 tert—-7%4/—=N2. 9ml, MYZTFLTIL0. 27g,
ST 2 VERAKRYNT O RO, TTgDREEKE 1 3EEME
BR U, BEAREUCEREZENML, BENLE®MO. 62 g%E
k. ZOEYRROBILENHRERT,
i) M 216~218°C
15 ii) FTHFAHE (C21Ha5N303)
C (%) H (%) N (%)
B 68. 64 6. 86 11. 44
ERE 68. 62 6. 88 11. 45
iii)' H-=NMR (CDC 13)
20 6 (ppm) ;
1. 49 (9H, s), 1. 57 (1H, m),
1. 85~2. 1 (3H, m) ,
2. 7~3. 1 (3H, m), 5. 05 (1H, m),
6. 68 (1H, m), 6. 9~7. 5 (4H, m),
25 7. 75 (1H, d), 8. 1 (1H, m)
hRE &S H D
1- [ (2=-T73I/-5-FEYUL) AE=N] -2, 3, 4,
5-5hS5ERFn-1H-1-RVXT7HEE Y
1= [(2—-tert—-TbMFVANRKR=ZNTI)=-5-FYIY D
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V) AnvK=)n] -2, 3, 4, 5-Fbr5kFo-1H-1-X

VXTEEVO.

79gic, PYTZIAOEBO6mM] zmMA, £&E

T I BREEREG, RERS U, BECEBAZF N Y LKER
AMAZ, 70oRVATHEL, BREEEARE< 2V AT
BBk RBL, BEFREBEL, T—7LEmMz5e, BHY
OEKO. 54 ghiEohi,
COAMEROBILEHMRET T,
i) RAARZPMNV (m/2z) ; 267 (M)
ii)'H-NMR (CDC 13)

6 (ppm)

1.
2.
5.
6.

i & REH E

5~2. 1 (4H, m),

6~3. 1 (3H, m) ,

0 (1H, m), 6. 8 (1H, m),
7~7. 4 (H, m), 7. 9 (1H, m)

AF)N 2-[(2, 8, 4, 5-5FFr5EFo-1H-1-R~
VATEE -1 —-4NV) ANVK=ZN] EYY V-5 -ANKFy

b—b

5-APFVANEINEY) YDV -2 - NVEVEEHERE &
LR RERNALBHROFETER LI

i) RRAARZ MV (m/z) ;5 310 (M)
ii)'H-NMR (CDC 13

6 (ppm)

1.
1.

2
2.
3
3

47~1. 55 (1H, m),
93~1. 97 (1H, m),
02~2. 12 (2H, m),
81~2. 86 (2H, m) ,
11~3. 18 (1H, m),
88 (3H, s),
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4. 95~4. 98 (1H, m),
6. 64 (1H, d),
6. 84 (1H, t), 7. 03 (1H, t),
7. 17 (1H, d), 7. 39 (1H, 4),
.8 14 (1H, dd), 8. 89 (1H, 4d)
th ik & f F
2-[(2, 3, 4, 5-FPF5EFE-1H-1-XRUXT7TE
Ey—1-4N) ANKEZIN] EYYv-5-ANVEVE
FhfGEHERADOLLEYIE, TRERENB SEKEDOHETERK
10 Lo
1) TESHE (Ci7H1gN203+ 0. 5 H20)
C (%) H (%) N (%)
itEE 66. 87 5. 61 9. 17
ERIE 66. 68 5. 38 9. 06
15 ii) TXRARZ MV (m/ z) ; 296 (M)
iii))' H—=NMR (DMS O-dg)
6 (ppm)
1. 40~1. 42 (1H, m),
88 (2H, m),
01~2. 04 (1H, m),
73~2. 83 (2H, m) ,
00~3. 06 (1H, m),
75~4. 78 (1H, m),
7
0
5
7

ok
.

20

4 (1H, d), 6. 88 (1H, t),

4 (1H, t), 7. 22 (1H, d),

6 (1H, d), 8. 16 (1H, dd),
0 (1H, d), 13. 49 (1H, brs)

25

00 N N O AW NN
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hRERIER G
- [(5—tert-TFhFvANEZANTI) -2 -EY Y
V) AIVE=N] -2, 3, 4, 5-F 5k PFo-1H-1-X
VATEE Y
5 FhEABEAOILEYIE, PRGBEFACLEROHFETER

L7,

i) T2ZX~_% kv FAB (Pos.) ;: 368 (M+1)
ii)'H-NMR (CDC 13)

6 (ppm) ;
10 1. 47 (9H, s), 1. 54 (1H, m),
1. 93~2. 04 (3H, m) ,
2. 75~2. 81 (2H, m) ,
3. 08~3. 14 (1H, m),
4. 96~4. 99 (1H, m),
15 6. 63 (1H, d), 6. 77 (1H, m)
6. 85~6. 89 (1H, m),
7. 01~7. 05 (1H, m),
7. 16~7. 18 (1H, m),
‘7. 26~7. 28 (1H, m),
20 7. 82~7. 84 (1H, m)

oh Rl 4 8l 5 B H
1- [(6=T73I/)-2-EYUDN) ANE=ZN] -2, 3, 4,
5-FbPSEPRFB-1H-1-XUXT7EE Y
FhfEEEEMNOILAEYIT, PRAREFND LREDOHETERK
A VS N
i) RAARZ MV (m/z) 5 267 (M)
iil)' H-=NMR (CDC 13)
6 (ppm)
1. 47~1. 53 (1 H, m),
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—

92~2. 04 (3H, m) ,

73~2. 81 (2H, m) ,

07~3. 13 (1H, m),

98~5. 01 (1H, m),

64 (1H, d),

72~6. 75 (1H, m),

88 (1H, t), 7. 04 (1H, t),

12~7. 27 (2H, m) ,

73 (1H, brs)

10 UT&2IC, LEXREARFIBGHENICIDEONILEDY
DIt EHEXNEZE/ILT 5,

~N 3 D O O WY

15

20
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EHEHES It % # & RN
5 . N
5 CHsO 0 @O
NN
H . HCl
CH; 0 % 0
NN
CH
15 :
)
NC- XN
20 H :
)
25 8 CHj ﬁ fﬂ/go
ij——Nc SN
H v
0
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EHHES It % B & R
5 N
XN e
H
10
¢ i
10 0 y | 0
O NN g
i
15
¢ 1
11
CHg O @/&O
NN
20 O H * HCI1

25




WO 94/14796

10

20

25

PCT/JP93/01838

40

o R {8 1 7 it % # & R
98]

CH300C~" N

.8
HOOC ~ N

.8,
+o NN

H
)
D I 0

o
H,N - N
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Hh Pl 4 1 A ' it % # & R

10

15

N

20 H
)
25 H = 0
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# sk o #1 B

1. TEa—8=R (1) TRANABN - (FUYVIANMKRZN) R X
TEEVEEAX B ZOREENIIHEREINSIE,

w{j}xﬁf}—io m
N

b
10 (O)n
(XhoELF5E, UTOERE2ET 5,
R: KEFEF, BHRT7TNVFLVE, BRETVIFVE, ~NaoF VREF X
BREHTVFVETERINTOLTHEIWT 2 = VE,
. X: X —NHCO— X —aw— TREhbE,
Rl
n:0XiF1, R
Rl: kERFXIIR —00{:§’(ﬂ¢Rmmﬁ®E%%ﬁT5)
TRINSE]

20 2. FE—£R (1) TRANABREIZHON - (EY U LHL
Ro) RUVXTEEVEEARXBZOREENICHERTINSE,

| i:;:
R CONH-—EfEﬁ—ﬁL (11)
25 N 0
N
\

(O)n

(X, REUnBHILEOERZET 5,)
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 R#MC1-Cy7 vdAE, C1-CyT A I+ v, RERE LR

Cl-CAT VFVEBRT r=VE XEIvRETTHLERT
1 2HOLAY NI 2 OMEEMITZE IS,

. RMC1—=CyTIVvFIVE, C1-CyT7Va+ VB, REBRELR

Cil—CyT7VFNVEBHRT7 = NVEXBIVEEREFTHEEKRKE2
LHONLAEYXBIZOYEFNIIHFFTINDIE,
2—AFNW-N-[6-[(2, 3, 4, 5-F PS5kt Fp-
IH-1-XUXT7E¥EV-1-4NV) ANK=ZN] -2-F
DION] RUXT7IFXBZO/EENICHFAINEE,
2- (4-AFNVT72=)V) -N=-[5-[(2, 3, 4,
5-FbFS5EbFo—-1H-1-XUVZXT7E¥EY-1-4J) #
WAERZIN] —2-FYUIN] RUZXT I FRIZZORITEEMNIC
FAIh B,
2-7z=)V-N-[5-[(2, 3, 4, 5-F}P5kFu
—-1H-1-XUyXT7EEY=-1-4)) HIVE=)] -2 -
EYON] RUXT7IFXREOMEZNIIHRTINEE,
2-7x=WV-N-[2-[(2, 3, 4, 5-F b5kt KD
- 1H-1-XUXT7EEY-1-4N) HAIVEK=NV] -5 -
EYUYWN] RUXT I FXBEOMEFXHICHETIN B,

. Fa—=R (1) TREWABARVZTFTEEZNANE=ZLEY O

vEEEXIZZODE,

/
Yﬁf}—L {an
SN 0

!

(O)n
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(X n 3RiCOEKEZEL, YRUTOE®REZET 5,
Y AVKFUE, BHIAEANVEFVE, REANVEFVE,

HN —
£ | ThRahsE, XN3k#EZhk

5 R!

2 Iﬂ TRahsE, (RPRIBFIROEN®REET
Rl
%50 ) ]
10 10 YRARHON-TREINZETHAFEREILHORNVXTEY
ZIVANKRZNWVEY D VERENIIZDHE,
11. 1- [(2-73/)-5-FEUYN) ANK=N] -2, 8, 4,5
~-FFSERR-1H-1-RUZXT7EEVXIEZ0HE,
12. 1- [(6-T3/)—-2-EYPN) ANVE=ZL] -2, 8, 4,5
15 ~FFS5EFR-1H-1-RYyIXT7E¥EYRIEZDHE,

20

25
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