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RERFTHIENTE, BOFHIFEROMRE SN D,

TNOOERLMEEYIE. FORBIS CRAIF EERA SIS FEICLYE
wWARFA, BEER. FEAF. BIRA, AWE. REH. FRA. BIEAL
WA, SLEH. SEE. REH. BREALEOEERIRNY & EER
AFFIIER - EML, BEICEVARTIZLICLIVRET DI LR TE S,
ARFOERLERY * EBEOEBRBEICBVWAHEE. TOBERES TH HHIT
— (1) TEINALEPERIZFORBENIHEINDEOREGEIT
BEOER, M, KAE, RARBLIVHROBEZSCLVEEREINDHA,
EOBEOHEAHA1T BY7- R0, 1~1000mgDFEAT, FEAKR
EDBAIE. A1 AN~ 0#R0. 01 ~300mg AT, —EEZIZ
KENZGT THERGTH LB TE S,

(sl
ERBEOARNBZLUTOSES, Effli X URERITI OIZHEMICHATS
N, ARAIIFORBIZREEIND LD TIERY,

sl 1
1,2—9tFm—4—-M4—4V7Dﬁ#771:w)%%»]—5—}%

N—3H—I)—)L—3 %

4—AYTFaRFI U7 NAa—) (0. 34g) OF v 7k Kkr77
v (6ml) WRIZrYZFAT IV (0. 28ml) BIUPAF LV ANLE=
AZalY R (0. 16ml) i, VRT3 0nHE#FL. TEHELE
Lz, BONEAZ VALK BRA—AY TARFI_XINVDOT hTE FE
75 VR EKENLT P UL (60%, 81mg) BLUT & hEHRA TNV
(0. 20ml) ®1, 2—-YArFy=Fy (10ml) BERIMA, 8
OCIZT Bl LTz, RGIRA A BFRBIKET b U U LKBBRIZEE,
ST F LT —F U THIM Lic, AHEE SRRk T L, SRR~
PR ATEME LT, BELREZEL, BEL MLy (5m ) ITFEAE
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L. ®KkE K72 (0. 19ml) 2MZ, 8 0CITT—HeH# L7z, B
PREREL. BERLVIUASANT A~ T 7 0 — (BRBEE : Eit
AFLy /AR )—NL=10/1) TTHERTHZLIZLY1, 2-YEtFnm
—4— (A=A VTaRFLTz=)L) AFL) —5—AFAL—3H-ETY
—)—3—4r (95mg) &/,

'H—-NMR (500MHz, DMSO—dg) § ppm:

1.22 (6H, d, J=6.0Hz), 1.99 (3H, s), 3.45 (2H, s), 4.40-4.60 (1H, m),
6.65-6.80 (2H, m), 6.95-7.10 (24, m)

Ehaf 2
1, 2—YeFRa—5—RXFL—4— ((4=TvErT=z=)V) AF)] —3

H—-vS5/—1L—3—-4v

4—AVTFaREIVRUIATAT—LORDYVIZL =T a AR INT
Ja—LERWT, EfFl 1 & RO FETERILEmEEK LT,
'H-NMR (500MHz, DMSO—dg) 6§ ppm:
0.75-0.95 (3H, m), 1.45-1.65 (24, m), 1.99 (3H, s), 2.40-2.55 (21, m), 3.32
(2H, s), 6.95-7.10 (4H, m)

sl 3
1, 2—VbFu—4— (A—AVTFATz=)V) AFN] =5 —AF/—

3H-YSY—V—3—F~

A—AVTaREFIVRVIATALIA—ADORDVIZL—A4 I TFARL DN
TAa—LERNT, EF 1 L RROFETERLEMEER LT,
'H—-NMR (500MHz, DMSO—dg) § ppm:

0.83 (6H, d, J=6.6Hz), 1.70-1.85 (1H, m), 1.99 (3H, s), 2.30-2.45 (2H, m),
3.50 (2H, s), 6.90-7.10 (44, m)
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1, 2—=YbRp—5—AFL—4— (4—TFaRfXxLT7==) AFN] —

SH-v¥ZFYV—)IL—3—F

A=A 7aRFI_UIATAa—LORDYIZL —T BRI DNL
Fra—LERNT, Sl 1 &R0 G ETERILEME R LTS
'H—NMR (500MHz, DMSO—dg & ppm:

0.95 (3H, t, J=7.4Hz), 1.60-1.75 (2H, m), 1.98 (3H, s), 3.46 (2H, s),
3.75-3.90 (2H, m), 6.70-6.85 (2H, m), 6.95-7.10 (2H, m)

FHEFI 5
4— (A—= bFvTxz=)) AFA) —1, 2—VeFa—5—AFNL—3

H-vS5Y—L—3—F%

A=AV TaRFIRUVIATLI—LORDYIZA—Z hFIRUIALT
Na—LERWT, 1 LRk FETERILEME SR LIS
'H—NMR (500MHz, DMSO—dg) 6§ ppm:
1.20-1.35 (3H, m), 1.98 (3H, s), 3.46 (2H, s), 3.85-4.05 (2H, m), 6.70-6.85
(2H, m), 6.95-7.10 (2H, m)

Eiihl 6
1, 2—YbFa—5—RAFL—4— ((4—R)INFBRAFATz=)b) A

Fn) —3H—-YI)—)L—3—F

4—AVTaRFIRUVIDATAa—LORDLVIZ4— ) TNt XFN
RPN TAa—VEBNT, Efif 1 L A0 FETELTLEDE IR LTS,
'H—NMR (500MHz, DMSO—dg 6 ppm:
2.02 (3H, ), 3.64 (2H, s), 7.30-7.45 (2, m), 7.55-7.70 (2H, m)

EHE% 7
A— ((A—tert—FFNT7xz=)b) AFN] —1, 2—vkFrp—5—X

FL—3H-VEIF/—=N—3—-F
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A=AV T7aRFIRVIATLa—ALORPYIZ4—ter t —TFNAN
VUNT A a—LERWT, EREI1 LR FIETELRIEME SR LT,
'H—NMR (500MHz, DMSO—dg) 6 ppm:

1.24 (9H, s), 2.01 (3H, s), 3.49 (2H, s), 7.00-7.15 (2H, m), 7.15-7.30 (2H,
m)

Fhhl 8
4— (A= rFPT7x=)L) AFNL) —1, 2=V Ra—5-—XAF—3

H-tI7/—N—3—-F4~

A—A4 7 T7TaREFIRUVIATAI—LORDOYIZL4—T hFRIRVDOLT
Na—LERWT, EiEf 1 & AROFETERILEMEZ TR LIS
'H—NMR (500MHz, DMSO—dg) 6 ppm:

0.91 (3H, t, J=7.4Hz), 1.30-1.50 (2H, m), 1.55-1.75 (2H, m), 1.98 (3H, s),
3.46 (2H, s), 3.80-3.95 (2H, m), 6.70-6.85 (2H, m), 6.95-7.10 (2H, m)

ESTIE |
1, 2=YbRa—5—2Fir—4— ((U—RAFAFAT==)N) AFN] —
SH—vZY—1WV—3—F~

A=AV TFaREFIRV AT AA—LOKRDVITA— (AFAFF) RN
AT A a—LERWT, ERF 1 & EROFETERILEWEER LTS,
'H—NMR (500MHz, DMSO—dg) & ppm:

1.99 (3H, s), 2.42 (3H, s), 3.50 (2H, s), 7.05-7.20 (4H, m)

EhifI10
5—TFN—1, 2—YbFu—4— (U—AFAFAT=z=/) XAFN] —

3H—-YY9Y)—1V—3—F
A=AV TFaRFIRVIUATAA—LOKRDVIZL - AFAFAR DN
FhAa—A, T A FLORDVIC3 -4 FEEEBAFLERNT, £
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fafl 1 L RO FIETERILemE SR LT,

'H-NMR (500MHz, DMSO—dg 6 ppm:

1.02 (3H, t, J=7.6Hz), 2.39 (2H, q, J=7.6Hz), 2.42 (31, s), 3.51 (2H, s),
7.05-7.20 (4H, m)

Ehsl1 1
1, 2=V Fe—4— (U—AVTaENT =) AFN] =5 -AF)

—3H-¥I/—)L—3—F~

AFEFRY DL (0%, 40mg) O1, 2—YArFIzF (Im
1) SEBHEIC T hEEEEAFA (0. 11ml), 4—A YT aEtANYIINLT
Y K (0. 17g) RUOMEEDI V- Y vaZMz, 8 0CITT—#E
B L, RIGESYEBMRBART Y U AKEBRICEE, V2Frz—
FACTHIH Lz, BEEAMAEKIC THEL, BRER~ 7 XV VLT
iR, REFPHEREL. BEEZ MLy (1ml) KEMRL. BEKE R
522 (0. 094ml) &Mz, 8 0CKTT—HiEIR L7, BWHEHEBMERE
L. BEARSUIFALIT A a< v T 74— (BHEE : BleAFre/
AF)—L=10,/1) ICTHRTEZLICEDL, 2—VEFr—-4— [(4
—A Y TFRENT==A) AFAL) —5—AFL—-3H-ETFY—AL—3—F
v (0. 12g) 2887

'H—NMR (500MHz, DMSO—dg) 6 ppm:

1.16 (6H, d, J=6.9Hz), 2.01 (3H, s), 2.70-2.90 (1H, m), 3.49 (2H, s),
6.95-7.20 (4H, m)

a1 2
4— ((A—x=FALTz=A) AFA) —1, 2=V Ra—5—-XFN—3H

-5 —)—-3—-F

A—A v TFaeixyorrzal) Rofkbicd—xcFAXronrsal) R
PRAWT, EHA1 1 & REROFETERLESE SR LI
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'H—NMR (500MHz, DMSO—dg § ppm:
113 H, t, J=7.6Hz), 2.00 (3H, s), 2.45-2.60 (2H, m), 3.49 CH, s),
7.00-7.15 (4H, m)

sl 1 3
1, 2= Fa—5—RAFl—4— [(4—AFATx=)V) AFN] —3H

— 5/ —)—3—F

A—AyTaeAXryoarzal) FORDVIZLA—AFAR VA TrI R
ERWT, EHFI1 1 LRk FIETEREEDE G LT,
'H-NMR (500MHz, DMSO—dg 6 ppm:
1.98 (3H, s), 2.23 (3H, s), 3.48 (2H, s), 6.95-7.10 (4H, m)

BEF| 1
4—_RUPN—1, 2=V Re—5—hrU A4 AFL—3H-ETFT/—

N—3 -

T N AFALORDYIZ Y 7t a T bEFBTFL, 4—A VTR
BRIz al RORbIZRy LT eI REAWT, EEHI11ER
BOFETELILEWE SR LT,

'H—-NMR (500MHz, DMSO—dg) 6 ppm:
3.73 (2H, ), 7.05-7.35 (5H, m), 12.50-13.10 (IH, brs)

EiEFl 1 4
1, 2= Ro—4— ((4—APFTTz=)V) AFA] =5 —AF)N—3
H-vY9/—1—3—F

A=AV TFaEARL A7 a ) RORDYIZL—RA R on7a
RERWT, 61 1 L RO FIETERLAMEER LT,
'H-NMR (500MHz, DMSO—dg) 6 ppm:
1.99 (3H, s), 3.47 (2H, s), 3.69 (3H, s), 6.75-6.85 (2H, m), 7.00-7.10 (2H,



10

15

20

25

WO 01/16147 PCT/JP00/05678

17

m), 8.70-11.70 (2H, br)

4—~_yP—1, 2=k Rg—5 —AFAL—-—3H-EIF/—I—3—-F~

4—A4YT7aerAxyPnral) Rofkbiz~rorrza I REAWT,
EHag 1 1 L RO FIECETLEME AR LT,
'H—NMR (500MHz, DMSO—dg & ppm:
2.00 (3H, s), 3.54 (2H, s), 7.05-7.30 (5H, s)

Ehafl 1 5
4— ((A—A4VTafxL T7z=)) AFL] —5—AFAL—3— (2, 3,
4, 6—Fr5—0—TEFA—B—D—INIALT)INAFAFY) —1H—

= e %

1, 2—YeFu—4— (A—AY7aRFvT7z=)V) AFN] —5—X
FA—3H-—tEF/—NL—3—4y (46mg), 7TEFTaE—a—-D—7N
2—2 (99mg) RKP4AELVFaTFV—TAOT 7 Fr77 (3m
1) ERIZ RIS (66meg) ZMi, RKIGEHRLENKL 6 5 CITT—HE
BL7 RSBESWETI /) IatA L VANV TArav v 57 40— (B
HEE 5 hoe Far5y) TR LE, SLisBfA#Esr e~ s 7
74— (BRI B F L/ ~FHr=2/1) ITTHERTDIZLITLY
4— ((A—4 Y 7afFxsT7==L) AFAL] =5 —-2FA—-3— (2, 3,
4, 6—-F r5—0—T7EFAL—B—D—INatF ) NF*xL) —1H—
I — (42mg) B
'H—NMR (500MHz, CDCly) 6§ ppm:
1.25-1.35 (64, m), 1.88 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.05 (3H, s),
2.10 (3H, s), 3.45-3.65 (2H, m), 3.80-3.90 (1H, m), 4.13 (1M, dd, J=2.3,
12.4Hz), 4.31 (1H, dd, J=4.0, 12.4Hz), 4.40-4.55 (14, m), 5.15-5.35 (3H,
m), 5.50-5.60 (1H, m), 6.70-6.80 (2H, m), 6.95-7.05 (2H, m)
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Ehifil1l 6
5—AFN—4— (A—FabArT7z=)L) AFNL] —3— (2, 3, 4, 6

—F EF5—0—TFTEFA—B-—D—INatTFT /) NFFY) —1H-ETFY

— b

1, 2=k kRu—4— (44— V7afx T7z=L) AFN] —5—R
FL—3H-EFS—L—3—-Frobvicl, 2—YeRFu-5—-XAF1L
—4— (A=A Tz=)L) AFN] —3H-EFY/—N—3—-F%H
WT. EHBI1 5 & RO FIE TERILE M E AR LT,
'H-NMR (500MHz, CDCly) § ppm:
0.91 (3H, t, J=7.3Hz), 1.50-1.65 (2H, m), 1.86 (3H, s), 2.01 (3H, s), 2.03
(3H, s), 2.05 (34, s), 2.10 (3H, s), 2.45-2.55 (2H, m), 3.55 (1H, d, J=15. 8Hz),
3.63 (14, d, J=15.8Hz), 3.80-3.90 (1H, m), 4.13 (1H, dd, J=2.3, 12.4Hz),
4.30 (14, dd, J=3.9, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m),
7.00-7.20 (4H, m)

Ehwk 1 7
A— ((A—AVPTFNT =) AFA] —5—R2AFNL—3— (2, 3, 4,
6—?B?—O~7??W—B—D—fw:f?/?wi%?)—1H—E§

ptid

1, 2—YbFe—4— (44— 7uaRFLT7o=)V) AFN] —5—-4
FAL—3H-EFY—L—3—FroffbYicl, 2—YeFe—-4- ((4-
AVTFANT =)L) AFAL) —5—AFAL—3H-YEYF/—NL—3—-—F%
AWT, Efpl1 5 RO FIETERILEmE G LT,
'H—-NMR (500MHz, CDCly) 8 ppm:
0.87 (6H, d, J=6.6Hz), 1.70-1.85 (1H, m), 1.87 (3H, s), 2.01 (3H, s), 2.03
GH, s), 2.06 3H, s), 2.10 (3H, s), 2.40 (2H, d, J=7.2Hz), 3.56 (I1H, d,
J=15.8Hz), 3.63 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 4.14 (1H, dd, J=2.3,
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12.4Hz), 4.31 (14, dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H,
m), 6.95-7.10 (4H, m)

Fhah 1 8
5—2AFN—4— ((A—7aRFLT7=z=/) AFA) —3— (2, 3, 4,

6—F F5—0—TkFN—B—D—NavF )y Ntxy) —1H-E7T

Phrid

1, 2—YbFr—4— (A—AYTaRXTTz=)) AFN] —5—A
FL—3H-ET/—L—3—FrOfbvizl, 2—-Yk Fu—-5-XFIL
—4— ((A—FuBExyTz==A) AFA) —3H-EITYV—N—3—F %
FWT, £l 5 RO FETERLEEEM LT,
'H—NMR (500MHz, CDC1l3) 8 ppm:
1.01 (3H, t, J=7.4Hz), 1.70-1.85 (2H, m), 1.89 (3H, s), 2.01 (3H, s), 2.03
(3H, s), 2.06 (3H, s), 2.10 (3K, s), 3.53 (1H, d, J=15.7Hz), 3.59 (1H, d,
J=15.7Hz), 3.80-3.95 (3H, m), 4.14 (IH, dd, J=2.3, 12.4Hz), 4.31 (1H, dd,
J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 6.70-6.80 (2H, m),
6.95-7.10 (2H, m)

Ehuhl1 9
4— (A—= hFTx=)V) AFN) —5—AFN—3— (2, 3, 4, 6

—F K5 —O0—TFEFAL—B—D—FALIETFT ) INAFFY) —1H-EFY

— b

1, 2—=Ytfu—4— (4A—AYT7aRxyT7=z=)L) AFA] =54
FL—3H-ET/—A—3—FrDfbvicd— (A—=hFTTz=1)
AFAL) —1, 2=V kp—5—AFL—-—3H-EF/—N—3—-F%&H
WT. ERl|1 5 & RO FiETELLeEmEER LI
'H—NMR (500MHz, CDCl3) 6 ppm:

1.38 (3H, t, J=7.0Hz), 1.89 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H,
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s), 2.10 (3H, s), 3.53 (1H, d, J=15.8Hz), 3.59 (1H, d, J=15.8Hz), 3.80-3.90
(14, m, 3.98 (2H, g, J=7.0Hz), 4.13 (1H, dd, J=2.3, 12.4Hz), 4.31 (1H,
dd, J=4.0, 12.4), 5.15-5.30 (3H, m), 5.50-5.60 (1H, m), 6.70-6.80 (2H, m),
6.95-7.10 (2H, m)

ErEFI2 0
5—2FNL—3— (2, 3, 4, 6—TFT+r7—0—-—TFAL—B—D—-IA=

S )Nt FY) —4— (A= M) INFarXAFLT==0) AFA] —1

H—tv7—)b

1, 2—Ybbru—4— (A—AYTuaRrRFTT7=z=V) AFN] —5—R

FAL—3H-EIFY—L—-3—-FrOffbYiZl, 2—-Vefe-5-XFNL
—4— (A= FYTAFRAFLT =) 2AFA) —3H-—EF/——3
—F L ERVT, 1 5 LRROFETERLEME AR LIS
lH-NMR (500MHz, CDCl3) & ppm:
1.85 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.14 (3H, s), 3.65
(1§, d, J=15.9Hz), 3.71 (1H, d, J=15.9Hz), 3.80-3.90 (1H, m), 4.14 (IH,
dd, J=2.4, 12.4Hz), 4.31 (I1H, dd, J=4.0, 12.4Hz), 5.15-5.40 (3H, m),
5.55-5.65 (1H, m), 7.20-7.30 (2H, m), 7.45-7.55 (2H, m)

Eifl 2 1
4— ((A—tert—T7FNALTxz=)) AFN] =5 —-—AFNL—3— (2, 3,

4, 6—FFF5—0—TEFAL—B-—D—INatTF /)i NAXY) —1H—-

v7 =

1, 2=Vt Re—d4— (U—AVT7aRFTTxz=)V) AFN] —5—F
FAL—3H-EFY/—A—3—FrOffbvizd— ((4—ter t—TFAT7
=) AFA)] —1, 2—-b Re—5—RAF)L—-—3H-EIFS—)VL—3—
Ao EBWT, ERFIL 5 L RFEOFIETERMLEME B LT,
'H—NMR (500MHz, CDCl3) 6 ppm:
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1.27 (9H, s), 1.84 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.14
(34, s), 3.56 (1H, d, J=15.8Hz), 3.64 (1H, d, J=15.8Hz), 3.80-3.90 (1H,
m), 4.13 (14, dd, J=2.3, 12.4Hz), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.30
(3H, m), 5.50-5.60 (1H, m), 7.00-7.10 (2H, m), 7.20-7.30 (2H, m)

Ehpl 2 2
4— ((A—ThXTT7xz=)) AFNAN] —5—AFN—3— (2, 3, 4, 6
F RS —0—=-TEFIL—B—D—IAIET ) INAFFY) —1H-EFY

—JL

1, 2—Yekp—4— (U—AYTaRFTT7z=L) AFN] —5—2F
FA—3H-ETYV——3—FrDOfbYicd— (4T rFVT==0)
AFA) —1, 2—YeRa—5—-AFL—3H-EFY/—L—-3-F%H
W, EREfI1 5 L RO FiETERILEME AR LTS,
lH-NMR (500MHz, CDCl3) § ppm:
0.96 (3H, t, J=7.4Hz), 1.40-1.55 (2H, m), 1.65-1.80 (24, m), 1.88 (3H, s),
2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.10 (3K, s), 3.52 (1H, d, J=15.8Hz),
3.59 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 3.91 (2H, t, J=6.5Hz), 4,13 (1H,
dd, J=2.3, 12.4Hz), 4.31 (I1H, dd, J=4.0, 12.4Hz), 5.15-5.30 (3H, m),
5.50-5.60 (11, m), 6.70-6.80 (2H, m), 6.95-7.10 (2H, m)

FHhEBl 2 3
5—xFn—4— ((4—AFANFATz=)L) AFN] —3— (2, 3, 4,
6—F FF—0—TFTEFAL—B—D—2NatTF /) NAxy) —1H-EZ

V=L

1, 2—YtFRa—4— (44— Y7aRExTyT7z=A) AFN] —5—2R
FL—3H-EITS—N—3—FrDfRbYicl, 2—Yk Ra—-5-AFIL
—4— ((4—AFAFFT =) AFNL] —3H-EFY/—NL—-3—F V%
FIVT, 61 5 & RO FETERLAME AR LT
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'H—NMR (500MHz, CDClg) 6 ppm:

1.88 (3H, s), 2.01 (3, s), 2.03 (3H, s), 2.07 (3H, s), 2.12 (3H, ), 2.44
(31, s), 3.50-3.65 (2H, m), 3.80-3.90 (1H, m), 4.13 (1, dd, J=2.4, 12.4Hz),
4.31 (IH, dd, J=4.1, 12.4Hz), 5.15-5.30 (3H, m), 5.55-5.65 (1H m),
7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 8.65-8.85 (IH, brs)

FiEHl 2 4
5—xFN—4— ((A—RAFNFFT7 =)L) AFNL] —3— (2, 3, 4,
6—Fh5—0—T7EFL—B—D—INavI /) AFFxFY) —1H-VEZ

i

1, 2=V kr—4— (4—AY7aRFLT7z=)) AFNL] —5—2R
FL—3H-EFY—L—3—FrDRbYIT5—FiL—1, 2—Yt kn
—4— ((A—AFAFAT7 =) AFAL) —3H-EIFYV—N—3-F %
FBWT, EZHEF 1 5 L FEROFETEREE®E S LT,
'H—NMR (500MHz, CDCly) § ppm:
1.13 (3H, t, J=7.6Hz), 1.88 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H,
s), 2.44 (3H, s), 2.45-2.55 (2H, m), 3.50-3.70 (2H, m), 3.80-3.90 (1H, m),
4.05-4.20 (14, m), 4.31 (IH, dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m),
5.55-5.65 (14, m), 7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 8.80-9.20 (IH,
brs)

Ehfl 2 5
4— ((4A—A4 ) FaehNTz=)L) AFNL] —5—AFNL—3— (2, 3, 4,

6—F F5—0—TEFAL—B—D—)NatTF /)i AtxL) —1H-E7

Phadid

1, 2= fFr—d4— ((4d—AaYTaRFLT7o=/L) AFN] —5—X
FL—-3H-—EFV/—L—3—FroRbYicl, 2—YeFe—4— [((4—
AV TaELTz=)h) AFAL] —5—AFAL—3H-EITV/ =N =34V
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PHEWT, £l 1 5 L RROFETERLEYE e LT,

'H—NMR (500MHz, CDClg) 6 ppm:

1.20 (6H, d, J=6.9Hz), 1.85 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H,
s), 2.13 (3H, s), 2.75-2.90 (1H, m), 3.56 (1H, d, J=15.8Hz), 3.63 (1i, d,
J=15.8Hz), 3.80-3.90 (1, m), 4.05-4.20 (1H, m), 4.31 (1H, dd, J=4.0,
12. 4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 7.00-7.15 (4H, m), 8.70-9.30
(1H, brs)

EiEH 2 6
4— ((4—RAFANFFT =) AFN] —3— (2, 3, 4, 6 =T +F7—
O—T7FAL—B—D—nravs )i Atxl) —5—-hr)7ZNFTaRrAF)V

—1H-E7J—1

1, 2—=Ybekp—4— (U—AFAFAT=z=V) AFA) —5—F+U7
LNAu2FL—3H-EFY—A—3—%>r (2. 0g) o7 F=FIN (1
00ml) Wi 7E FTuE—a—D—2La—2 (3. 1g) BLUKRER
BYBA (1. 1g) 2MZ, BRIC T Lz, RGREWIKEMZ.
EeRp— /L TR L7z, AHE % SREEAKIERT b ) 7 LOKERE L Oaf R
A CIERGEE L, EAMB~ 7 X 7 A THE L, BEZBEHREL, &
BEIVHIFANAST A u~ T TT7 40— (BHEE : ~FV v BR=F/V
=1/1) THRTZZLICEVA— (4—AFAFAT =) AFA] —
3— (2, 3, 4, 6—-F+r5—0—T%FNAL—B-—D—INatJ /)Nt

*¥3) —5—r)T7AARRAFAL—-1H-EFTV—L (2. 0g) 2§,
'H-NMR (500MHz, CDCly) 6 ppm:

1.91 (3H, s), 2.03 (31, s), 2.04 (3H, ), 2.09 (K, s), 2.45 (3, s), 3.73
(2H, s), 3.75-3.90 (I, m), 4.15-4.35 (2H, m), 5.15-5.65 (4K, m), 7.00-7.20
(4H, m)

EHaH 2 7
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4—_yPL—3— (2, 3, 4, 6 =T hF7-0—-TFNL—B—D—-7I

ars ) “/ll/j‘a'\*‘.\/) —5—FhRKVY TIFua AFL—1 H_t°§ el
1, 2—Yb Fa—4— (A—AFAFAT==A) AFA) —5-FU7

NAaAFAL—3H-EFY—L—3—Froffbhicd—~_rIN—1, 2
— e kRp—5—hryTatdurFLr—3H-YYIF/—NL—-3—FrZHANT,
EHi 2 6 & FREOFIETEILEDEEHR LT,

'H-NMR (500MHz, CDCly) § ppm:

1.89 (3H, s), 2.02 (3H, s), 2.04 (3H, s), 2.08 (3H, s), 3.70-3.90 (3H, m),
4.15-4.30 (2H, m), 5.10-5.50 (4H, m), 7.10-7.30 (5H, m)

EEH 2 8
A— ((A—AFFLTz=)L) AFAL) —3— (2, 3, 4, 6—=T+7—-0

—FE¥FNL—B—-D—ravrs ) rtxy) —5-hrUT7AFB XAF)V—

1H-—¥IF/—
1, 2=t Fu—4d4— ((A—AFAFAT =) AFA] —5—-FU 7T
NABAFA—3H-EFY—N—3—FrOfRbhHizl, 2—-Yeka—4

— (A=A XL Tz=)) AFA) —5— Ry TAFRAFAL—3H-ET
Ve — 3 —FArERNT, 2 6 L FEOFETERILEMESR LT,
'H-NMR (400MHz, CDC1l3) 8 ppm:

1.93 (3H, s), 2.03 (3H, s), 2.05 (3H, s), 2.09 (3H, s), 3.65-3.75 (2H, m),
3.77 (3H, s), 3.75-3.90 (I, m), 4.15-4.35 (2H, m), 5.10-5.45 (4H, m),
6.75-6.85 (2H, m), 7.00-7.15 (2H, m)

Ehapl2 9
—F RS5—0—-TFTEFL—B-—D—FALatF ) AFFY) —1H-EFTY

—JV

1, 2—YbFa—4— (44— Y7afFsT7x=/b) AFN] —5—4
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FL—3H-—EF)—A—3—FrORbVizZ1, 2—Ye Ra—4- ((4—

ARFLTz=L) AFA) —5—AFA—3H-ETY =L —3-F%H
W, EMEF 1 5 RO FETERLEME AR LT

H—NMR (400MHz, CDCl3) 8 ppm:

1.89 (3H, s), 2.02 (3H, s), 2.03 (3H, s), 2.05 (3H, s), 2.10 (3H, s),
3.45-3.65 (20, m), 3.76 (3H, s), 3.80-3.90 (1§, m), 4.11 (IH, dd, J=2.2,
12. 4Hz), 4.30 (1H, dd, J=4.0, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H,m),
6.70~6.85 (2H, m), 7.00-7.10 (2H, m)

il 3 0
4—_yPON—5—-AFNL—3— (2, 3, 4, 6 =T +b7=-0=-TEF)V—

B—D—nravs /) inAt*xy) —1H-¥IFV/—L

1, 2—=Ybkp—4— (4—AYTFaRXLTz=)) AFA)] —5—R
FAL—3H-—EFS—A—3—FrofRbic4—~_ror—1, 2—-VeF
n—5—AFL—3H-VEFV——3—FE2HNT, EEF15 LEKRD
FHiETERILEMEEGR LT,
'H-NMR (400MHz, CDCly) 6 ppm:

1.86 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.11 (3H, s), 3.59
(14, d, J=15.8Hz), 3.66 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 4.11 (IH,
dd, J=2.3, 12.4Hz), 4.30 (14, dd, J=4.0, 12.4Hz), 5.15-5.30 (3H, m),
5.50-5.65 (1H, m), 7.05-7.30 (5H, m), 8.75-9.55 (IH, brs)

Ehapl 3 1
4— (A=A rFLT7xz=) AFNL] —1, 5=V AFNL—3— (2, 3,
A4, 6=—F r5—0-—TFTEFL—B—D—NavbT /i rtx) €I/ —

v
4— ((4—RAPFTTz=)) AFL) —5—AFL—-3— (2, 3, 4,
6—F hT7—0—TEFAL—-—B—D—Nars /) iAtxy) —1H-EZ
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Y—o (18mg). KEEFY VA (14mg) BLUIVAFN (4. Tm
g) OT7ER=FYL (2m 1) BBEE 7 5CICT—HRER L, RIGRE
WEESA4 FABL., AROBEARMEREE L, RELZLSBUREREZ o< b
757 40— (BEAGE : _o¥r /TEbr=2,/1) CTHE-TIZLICZL
5 W4— ((4—AFFTTz=) AFA) —1, 5=V AFA—3— (2, 3,
4, 6—F FrF—0—TEFAL—B—D—Lat’F/ rtxd) €7V —
NV (4mg) ERFI
'H—NMR (500MHz, CDCls) 6 ppm:
1.90 (3H, s), 2.01 (3H, s), 2.03 (3H, s), 2.06 (3H, s), 2.07 (3H, s),
10 3.45-3.60 (2H, m), 3.60 (3H, s), 3.76 (3H, s), 3.80-3.90 (1H, m), 4.13 (1H,
dd, J=2.4, 12.4Hz), 4.29 (IH, dd, J=4.1, 12.4Hz), 5.15-5.30 (3H, m),
5.50-5.60 (14, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m)

il 3 2
15 1—2FN—4— ((A—AFAFFT7=z=1) AFN]) —3— (2, 3, 4,
6 —F K53 —-0—T7FEFAL—B—D—Lavrs )i NvAFxy) —5—FrV7

LNAB AFAET S —)V
4— ((A—RAFAFFTz==n) AFL) —3— (2, 3, 4, 6—7T 7
—O0—TEFA—B—D—INavF)irtxy) —5—-rYTAFRRTF
20 AL—1H-tEFY—/ (30mg), KEHY VL (8. Omg) BLUI VL
AF)L (8. 2mg) PF hFeRkrr7Iy (1ml) BEKREZ75CITT—
BfiR L, RIGIEEWE LT A FARL, AROBELZBIEFRE L, KRE
¥SBAEE s o~ T 74— (BB B AF VY EFRTFIL=5
1) WTERT LIV 1 —AFA—4d— (A= AFAFFT==01)
25 AFNL) —3— (2, 3, 4, 6—=F+r5—-0—-TEFAL—-B—D—7navt

F)UAAFY) —5—RYTAFRAFALET Y —L (13mg) &fFl,
'H-NMR (500MHz, CDCls) 6 ppm:
1.89 (34, s), 2.02 (31, s), 2.04 (3H, s), 2.07 (3, s), 2.44 (H, s),
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3.65-3.95 (6H, m), 4.14 (I1H, dd, J=2.3, 12.4Hz), 4.29 (IH, dd, J=4.3,
12.4Hz), 5.15-5.35 (3H, m), 5.50-5.65 (1H, m), 7.00-7.20 (4H, m)

Ehisl 3 3
1—xFN—4— (A=A FAFAT=z=)) AFA) —3— (2, 3, 4,
6—FF5—0—TFEFL—B—D—Nat’5 ) Ntxy) —5—-h)7

LA AFNALET S —)L
IUEAFAORDYICI Vb= F AL ERVT, EHfI3 2 LEROFET

EiRlbamEamLiz,

'H—NMR (500MHz, CDC1l;) 6§ ppm:

1.40 (3H, t, J=7.2Hz), 1.90 (3H, s), 2.02 (3H, s), 2.04 (3H, s), 2.06 (3H,
s), 2.44 (3H, s), 3.72 (24, s), 3.80-3.90 (1, m), 4.05-4.20 (3H, m), 4.27
(1H, dd, J=4.5, 12.4Hz), 5.10-5.35 (3H, m), 5.55-5.65 (1H, m), 7.00-7.10
(2H, m), 7.10-7.20 (2H, m)

EiaFl 3 4
4— ((A—AFANFAT7 =)L) AFN) —1—Tuve’)Vr—-3— (2, 3, 4,
6 —Fr5—0—TkFL—B—D—2NavF ) VtExy) —5—-—+V7T

NAa AFAET S —

avikAFAORDYICE VT A ERBWT, EiEs 3 2 & FAEOHIE
TELLEmEER LT,
'H—NMR (500MHz, CDCly) 6 ppm:

0.92 (3H, t, J=7.4Hz), 1.75-1.90 (2H, m), 1.89 (3H, s), 2.02 (3H, s), 2.04
(3H, s), 2.06 (3H, s), 2.44 (3H, s), 3.72 (2H, s), 3.80-3.90 (IH, m),
3.90-4.05 (2H, m), 4.12 (1M, dd, J=2.3, 12.4Hz), 4.27 (1M, dd, J=4.5,
12. 4Hz), 5.10-5.35 (3H, m), 5.55-5.65 (1H, m), 7.00-7.10 (2H, m), 7.10-7.20
(2H, m)
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Ehafl 3 5
3— (B—D—FNatF i ntFxy) —4— ((4—AYTaFR*xLTz=

L) AFNL)] =5 —AFNL—1H-EF/—/b

4— (44 Y TaBxLT7==n) AFALV] —5—AFAL—3— (2, 3,
4, 6 =5+ 73—0—TEFAL—B—D—INatZF /) NVA*L) —1H-
ESY—1L (61mg) OTF/—/ (3ml) BERIC1NABREST ) U4
AEsi (0. 53ml) 2z, RBICT2REHEE L, BEEBEREL.
BELZOD S EARMHE (PUREE - BBk, BWHEE : AF /7 —N) IZLY
BRILT3— (B—D—2nAavrs/vitFxy) —4— (4—A4Y7afFx
LT zmA) AFA) —5—AFA—1H-ETFY—L (39mg) &B/,
H—NMR (500MHz, CD3;0D) § ppm:

1.26 (6H, d, J=5.9Hz), 2.05 (3H, s), 3.25-3.45 (4H, m), 3.55-3.75 (34, m),
3.75-3.90 (1H, m), 4.45-4.60 (14, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H,
m), 7.00-7.15 (2H, m)

sl 3 6
3— (B—D—=—FNLat’T )Nt xy) —5-AFN—4— ((4-TBrEN

TJrx=)V) AFNL) —1H-EFJS—)L
4— ((A—A4 Y TafxsT7z=L) AFNL] —5—-2AFL—3— (2, 3,
4, 6 —-FF7—0—TEFNL—B—-D— a7 /i At*xy) —1H-

ES Y=L ORDVIZE—AFNL—4— ((A—TutLTx=V) AFA) —
3— (2, 3, 4, 6—-Fr5—0—TEFAL—B—D-—Nat T/ At
¥3) —1H-EF/—A&AWT, Eifl3 5 L RAKOFETERLEYE
B LTz,

'H—NMR (500MHz, CD;OD) § ppm:

0.91 (3H, t, J=7.5Hz), 1.50-1.65 (2H, m), 2.05 (3H, s), 2.45-2.60 (2H, m),
3.95-3.45 (4H, m), 3.55-3.75 (3H, m), 3.83 (IH, d, J=11.9Hz), 5.00-5.10
(14, m), 7.00-7.15 (4H, m)
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sl 3 7
3— (B—D—FNabFIinAtxd) —4— (A—AVTFALT==)V)

AFN] —5—AF)L—1H-EFTJS—L

4— ((A—AY7TaRxsT7z=)L) AFN] —5—AFL-3— (2, 3,
4, 6—FF5—0—TEFAL—B-D—FALatF /) AtFy) —1H—
B —oKbicd— (A=A VY TFATxz=) AFA) —5—AF)N
—3— (2, 3, 4, 6=F+7—0—-TkFAL—B-—D-7AatIF /v
%) —1H-VEIY—AZBWT, EiE#3 5 L REOFETETLED
BEMR LT,
'H—NMR (500MHz, CD;OD) § ppm:

0.87 (6H, d, J=6.6Hz), 1.70-1.90 (14, m), 2.04 (3H, s), 2.41 (2H, d, J=7.1Hz),
3.25-3.45 (4H, m), 3.55-3.90 (4H, m), 5.00-5.10 (1H, m), 6.95-7.15 (4H,
m)

FEhatl3 8

3— (B—D—FNabIF )INFFY) —5—AFN—4— ((4-—Tafx
v7x=)V) AFL) —1H-EIFJS—)

4— (A=A vFaRFyT7z=) AFA) —5—AFAL—3—- (2, 3,
4, 6 =-F hF7—0—TEFAL—B—D—NatF /I AtFy) —1H—-
BT —LOKRbVIZE —AFL—4— ((4—TaFRFyT==4) AFN]

—-3— (2, 3, 4, 6—F+r5—-0—TEFAL—-B—-D—- a7 /i
%) —1H-EFY—A&AWT, £HEHI3 5 LRKOHIETELTILEY
AR LT,

'H{—NMR (500MHz, CD;OD) § ppm:

1.02 (3H, t, J=7.4Hz), 1.65-1.80 (2H, m), 2.05 (3H, s), 3.25-3.45 (4, m),
3.60-3.75 (3H, m), 3.80-3.90 (3H, m), 5.00-5.10 (1H, m), 6.70-6.85 (2H,
m), 7.05-7.15 (2H, m)
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FEhatl3 9
4— (44— k,F3Tx=)L) AFNL) —3— (B—D—Z7 a7 )%t

*) —5—AFL—1H—-EFS—)L

4— (A=Y 7TaRFxyT7o=L) AFNAL]) —5—-—AFNL—3— (2, 3,
4, 6—F+5—-0—T7TEFNL—B—-D—Nav T /)i nt*xy) —1H—-
S —AORbVIZA— (A—=hF T x2=)b) AFNAN] —5—AFN—
3— (2, 3, 4, 6—FTh+7—0—TFN—B—D—INat7 /)Nt
¥Y) —1H-EIY—NERWT, EHiffl3 5 L AKROHTETERILEYE
AR LT,

'H-NMR (500MHz, CD;OD) 6 ppm:

1.34 (3H, t, J=7.0Hz), 2.05 (3H, s), 3.25-3.45 (4H, m), 3.60-3.75 (3H, m),
3.80-3.90 (1H, m), 3.97 (2H, q, J=7.0Hz), 5.00-5.10 (1H, m), 6.70-6.85 (2H,
m), 7.05-7.15 (2H, m)

KB4 0
3— (B—D—NatF )i NFtFxy) —5—RAFr—4— ((4—rITN

FarFLT =) AFAL] —1H-EZF/—)L

4— ((4—AVTaRFLT==V) AFN) —5—AFNL—3— (2, 3,
4, 6—F F5—0—TEFAL—B-—D—FAatF /) AtFY) —1H-
S5 —ADRbViIcs—AFAL—3— (2, 3, 4, 6—FT+7—-0-T%
FNL—B=—D—INat’T ) NAFxY) —4— ((A— R TAFBRAFNLT
z=A) AFA) —1H-ETY—LERWT, £l 3 5 LRROFTETE
ke E e LT,
'H-NMR (500MHz, CD;OD) § ppm:

2.08 (3H, s), 3.20-3.40 (4H, m), 3.67 (14, dd, J=5.0, 11.9Hz), 3.75-3.90
(3H, m), 5.00-5.10 (1H, m), 7.30-7.45 (2H, m), 7.45-7.60 (2H, m)
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Ehafl 4 1
4— ((d—ter t—FFALTxz=)L) AF)N]) —3— (B=—D—=7nravsy

I NAFY) —5—AFNI—1H-FEIFT/—)L
A— (A=A YV TaRFLTz=L) AFA) —5—AFNL—3— (2, 3,
4,6—%%5—0—7?%»—3-D—fw:ﬁ?/vwf%v)—1H—

B =L 0bizd— ((d—ter t—TFATx=)b) AFN] —5—
2AFL—3— (2, 3, 4, 6—-F+5F—0—TEFL—B—D—Nat7
JUNFFY) —1H-EF YV —LE2HNWT, EilEfl3 5 LEKRDGIE TIERL
fbat i am LIz,

'H—NMR (500MHz, CD;OD) § ppm:

1.28 (9H, s), 2.06 (3H, s), 3.25-3.45 (4H, m), 3.60-3.90 (4H, m), 5.00-5. 10
(1§, m), 7.05-7.15 (2H, m), 7.20-7.30 (2H, m)

Eiahl 4 2
4— ((A—FbhFvT7xz=)) AFNA] —3— (B—D—IAavg /)yt

X)) —5—AFAL—1H-VEIF/—

4— ((4A—4Y7afxsT7==/) AFL] —5—AFL—3— (2, 3,
4, 6—F F5—0—TEFL—B—D—FAatF ) AFFy) —1H—
S —A0Rbizd— ((A—T X7 z=) AFA)] —5—AF/N—
3— (2, 3, 4, 6—=FF+FF5—0—TEFAL—-B-D—Navt 7/ it
¥3) —1H-EIFY—A&ERWT, Eilfl3 5 LRKOFETRELIEDE
A LT,

'H—-NMR (500MHz, CD3;OD) § ppm:

0.97 (3H, t, J=7.4Hz), 1.40-1.55 (2H, m), 1.65-1.80 (2, m), 2.05 (3H, s),
3.30-3.45 (4H, m), 3.60-3.75 (3H, m), 3.83 (1H, d, J=12.0Hz), 3.91 (2H,
t, J=6.4Hz), 5.00-5.10 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m)

Khesi4 3



10

15

20

25

WO 01/16147 PCT/JP00/05678

32

3— (B—D—FNatF ) AFFxy) —5—AFN—4— ((4-AFNVF

FTz=L) AFNL] —1H—EF/—)L

4— ((4A—AYTuaRExLTz=)A) AFA)] —5—-AFA—-3—- (2, 3,
4, 6—F+ 5—-0—TEFL—B—D—NatTF /) ArtxL) —1H—-
B — A DORDOVIZE—AFNAL—4— ((4—AFALFAT =) AFN]
—3— (2, 38, 4, 6—-F+r53—0—TkFNL—F-—D—Nats /)N
A%Y) —1H-IFY—AE2BANT, EiEHl3 5 LRAKOHFIETELILED
AR LT
'H-NMR (500MHz, CD3OD) 6§ ppm:

2.06 (3H, s), 2.42 (3H, s), 3.20-3.45 (4H, m), 3.55-3.75 (3H, m), 3.80-3.90
(1, m), 5.00-5.10 (1H, m), 7.05-7.20 (4H, m)

EhEki 4 4
5—xFNL—3— (B—D—Nabt’T )i Arxy) —4— ((4A—RAFLF
FT7xz=A) AFN] —1H-EZFIS—

4— (A=Y TaRxs7==/V) AFL)] —=5—AFNL—3— (2, 3,
4, 6—F FF3—0—TEFL—B—D—NatF/)iAtFy) —1H-
ESY—LORDVIZE —ZFL—4— ((4—AFAFAT==)) AFN]
—3—-(2, 3, 4, 6—FFr53—0—TEFAL—B-—-D— a7 /)i
%) —1H-YIY—A&2BWT, Eiifl3 5 LAKOFIETELILED
e LT,

'H-NMR (500MHz, CD;OD) § ppm:

1.06 BH, t, J=7.6Hz), 2.42 (3H, s), 2.47 (21, q, J=7.6Hz), 3.25-3.45 (4H,
m), 3.60-3.80 (3H, m), 3.80-3.90 (1H, m), 5.00-5.10 (1H, m), 7.10-7.20 (4H,

m)

EHl 4 5
3— (B—D—ZAabF )N FFY) —4— ((A—A YV TaELT ==)b)
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AFN] —5—AFAL—1H-EF/—/L

4— (A=A TaR¥xyT7==)L) AFN) —5—AFNL—3— (2, 3,
4, 6—=F +F—0—=T7%kFAL—B—D—Nat’y /) AFxy) —1H—
ES5Y—ADkbizd— (A—AVTRELT =)L) AFN] —5—AF
N—3— (2, 3, 4, 6—F+7—0—TEFAL—B—D—Navt’s /v
AAFY) —1H—EIFY—AZHWT, i3 5 & KO FIETERLLS
Wi ER LT,
'H—NMR (500MHz, CD;OD) § ppm:

1.20 (6H, d, J=6.9Hz), 2.05 (3H, s), 2.75-2.90 (1H, m), 3.25-3.45 (4H, m),
3.55-3.90 (4H, m), 5.00-5.10 (1H, m), 7.00-7.15 (4H, m)

Ll 4 6
3— (B—D—JAaEFI)INFAXRY) —4— (U—AFAFAT==)V)

AFN) —5—hYUTZAFBRAFA—1H-—EFS—)L

A— ((4—AYTaRFyT7z=)V) AFN] —5—AFAL—3— (2, 3,
4, 6—F F53—0—-TkEFAL—B—D—FAatTF/)AA%Y) —1H-
S —AoRbicd— ((A—AFALFATz=L) AFA) —3— (2,
3, 4, 6-FF5—0—TEFA—B—D—FLatF ) At*y) —5
— RNy TAFEAFA—1H-ESFY—LEZRWT, EiEfl3 5 LRAKDOFGE
TERILEMEER LT
IH—NMR (500MHz, CD3;OD) § ppm:

9.42 (3H, s), 3.25-3.50 (4H, m), 3.69 (IH, dd, J=4.9, 12.0Hz), 3.75-3.90
(3, m), 4.90-5.10 (IH, m), 7.10-7.20 (4H, m)

EHm4 7
4—-RyIN—3— (B—D—Znavs /) NLtxy) —5—-—hrJTAAR

AFNL—1H—EF ) — )L
4— ((A—qy7afxLT7z=)) AFNL)] —5—AFAL—-3— (2, 3,
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4, 6—Fr7—0—TFAL—-B—-D—INatbt T /)i NFF) —1H—-
ESY—AofkbYicd—~_yPL—3— (2, 3, 4, 6-F+5-0-7
tFNL—B—D—NavT ) AFFY) —5—h)TAFrAFNL—1H
-7V =N EHANT, EER3 5 & RKOFIETERLILEME SR LT,
'H-NMR (500MHz, CD3;OD) 6 ppm:

3.25-3.45 (4H, m), 3.67 (IH, dd, J=5.3, 12.0Hz), 3.80-3.95 (3H, m), 4.97
(14, d, J=7.4Hz), 7.05-7.25 (5H, m)

Ehef 4 8
3— (B=D—Nnavr’IF)iAtFxy) —4— (A bHTTxz=)l) R
FA)] —5—R)TLFaRAFIL—1H-—ET/—/L

4— ((A—AY7TaRETTz=)V) AFNL] —5—AFL—3— (2, 3,
4, 6—F r5—0—TEFAL—B—D—FAatF/intFy) —1H-
Y —AORBVIZ4— ((A—ARFTTz=) AFN] —3— (2, 3,
4, 6—F Fr5—-0—TEFL—-B—D—Lat’s /)i VtxY) —5—F
Y7AFaAFA—1H-ET ) —LEHANWT, ERfl3 5 L RAKROFTETE
AL EE G LT,

'H—NMR (500MHz, CD;0D) § ppm:
3.25-3.45 (41, m), 3.67 (1M, d, J=5.4, 12.1Hz), 3.73 (3H, s), 3.75-3.90(3H,
m), 4.90-5.00 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m)

ekl 4 9
3— (B—D—1LavF /)i NAxY) —4— (A=A PFTTxz=)L) A
FN)] —5—AFAL—1H—EF/—IL

4— (A=A T7aRFxTTz=)V) AFA) —5—AF1—3— (2, 3,
4, 6 —F  5—-0—TkFL—B—D— a7/ virtxl) —1H—
S —LORbIZd— ((A—APXFTTxz=) AFN] —5—AF)N—
3— (2, 3, 4, 6= F7=0—TEFAL—-—B-—D—2Nat7 /) INFt
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¥i) —1H-Y7Y—A%2fWT, £l 3 5 L AKOFETERLEYE
AR LTz,

'H{—NMR (500MHz, CD;0D) § ppm:

2.04 (3H, s), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.73 (3K, s), 3.80-3.90
(1 m), 5.00-5.10 (IH, m), 6.75-6.85 (2H, m), 7.05-7.15 (2H, m)

EEH 5 0
4—RyION—3— (B—D—Znavs /)i ntxy) —5—-—AFNL—1H

-5 —)L

4— (A=A yTarFyT7z=)) AFA] —5-AFL—-3— (2, 3,
4, 6—F R 5—-0—7TkFL—B—D—NatIF /I Lt*y) —1H—
5 —ADRbVIZ4 RPNV —-5—-2FL—-3—- (2, 3, 4, 6—7
FS—O—7kFAL—B—-D—=Nat’7 ) itxy) —1H-YIF/—
RRWT, EHEH 3 5 L RAFOFETERILEME AR LT
'H-NMR (500MHz, CD3OD) § ppm:

2.05 (3H, s), 3.25-3.45 (4H, m), 3.60-3.90 (4H, m), 5.00-5.10 (I1H, m),
7.05-7.25 (5H, m)

s 5 1

3— (B—D—NAabtF )i VAXxY) —4— (A=A bFTT==)t) A
FL) —1, 5—VAFAELIFI—)

4— (A=Y 7aRFL7z=L) AFNL]) —5—-2AFL—3— (2, 3,
4, 6 -5 +53—-0—T7%kFL—-B—-D—Lat’TF /I rtxy) —1H—-
SV —ADRbYIZd— (A=A PFLT==) AFA] —1, 5—UR

FNL—-3— (2, 3, 4, 6—FT+r7—-0—TFNL—B—-—D—-Nat7)
INEFFRY) TV ERWT, R 3 5 & RO FIETERELLEYES
L7,

'H-NMR (500MHz, CD30D) § ppm:
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2.06 (3H, s), 3.25-3.45 (4H, m), 3.55-3.70 (6H, m), 3.73 (3H, s), 3.75-3.90

(1H, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.05-7.15 (2H, m)

ek 5 2
3— (B—D—ZNabtJF )i NAFxY) —1—AFN—4— ((A—RAFNF

FT7z=)) AFA) =5 =RV TNFORAFAET =)L

4— ((A—AV7aRXT T =) AFN] =5 —-AFNL—3— (2, 3,
4, 6—FF5—0—T%kFAL—B—D—NavI /) NFFY) —1H—
ESY—ADRDVIZ1 —AFNAN—4— ((A—AFANFATz=k) AFN]
—3— (2, 3, 4, 6—FTF7-0—TEFAL—B—-—D—2 a7/
FxY) —5—hUTAABAFAET S —AERNT, EHEHI3 5 &RERD
FECERIEEME SR LT,
'H—-NMR (500MHz, CD;0D) § ppm:

2.42 (3H, s), 3.30-3.50 (4H, m), 3.69 (1H, dd, J=4.7, 12.0Hz), 3.75-3.90
(6H, m), 5.25-5.35 (14, m), 7.05-7.20 (4H, m)

FEHifl 5 3

1—xFL—3— (B—D—2NabJF /)i AFxL) —4— ((A—RAFNF
FT7 =)L) AFNLN)] —5—hbUTNFRAFAET S —)L

A— (A=A Y TaRfR¥xTT7z=)) AFN) —5—AFL—3— (2, 3,
4, 6 —F+r73—-0-TEFNL—B—D—=INatF /) AtxY) —1H—
S —LORbYIZI —=FN—4— ((4—AFLFFT =) AFN]
—3—(2, 3, 4, 6—=T+7-0—TEFN—B-—D— a7/
FEY) =5 - hUTAFBAFAET Y —AERAWT, Efl3 5 L RO
FETHRLEEmEER LT,
'H—NMR (500MHz, CD;OD) § ppm:

1.38 (3H, t, J=7.1Hz), 2.42 (3H, s), 3.30-3.50 (4H, m), 3.60-3.75 (1H, m),
3.75-3.90 (IH, m), 4.14 (2H, g, J=7. 1Hz), 5.25-5.35 (14, m), 7.05-7.20 (4H,
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m)

Ehaki 5 4
3— (B—D—FAav5 /i ntxy) —4— ((A—AFAFAT==)V)

AFNL)] —1—FabNh—5—hr)INFRAFAET S —)

A— ((A—AYTaREyTz=/) AFA) =5 —AFL—3- (2, 3,
4, 6—F rh5—0—TkFL—B—D—=FNLat’s /) AFxY) —1H—
ESY—LDRbVIcd— ((A—AFAFAT =) AFA] —1—-7at
A—3— (2, 3, 4, 6=-F+53—-0—TEFNL—B-—D—I a7 /v
AAXY) —5— R TAFARAFAET Y —LERANT, EEHl3 5 &Rk
DHETERILEME SR LT,

'H—NMR (500MHz, CD;OD) § ppm:

0.90 (3H, t, J=7.4Hz), 1.75-1.90 (2H, m), 2.42 (3H, s), 3.30-3.50 (4H, m),
3.69 (1, dd, J=4.9, 12.0Hz), 3.75-3.90 (3H, m), 4.00-4.10 QH, m),
5.25-5.35 (1H, m), 7.05-7.20 (4H, m)

K15 5
3— (B—D—NavI )t xy) —5—AFN—4— ((A—=AFNT
=) AFN] —1H-EFYS—)L

1, 2—Yekp—4— (44— YFuRRFLT7=z=) AFN] —5—3R
FAL—3H-EFY/—N—3—-FrOfbYiZl, 2—-YeRa—-5-2FL
—A— ((4—=AFALTz=L) AFA) —3H-EFY—N—3—FZA
TERHI1 5 LREOHETE —AFL—4— ((4—AFATz=)V) AFN]
—3—-4(2, 3, 4, 6—=FFr7-0—-TEFAL—B—D—INat7T /N
%) —1H-EFY—A%AH LI, 2\WT4— ((4—AYTuixv7
=A) AFAL) —5—AFAL—3— (2, 3, 4, 6—-FT+rT7-0=-TEF
L—B—D—FAabtF )il txy) —1H-ETF)—1ORDOVIZE - A
FL—4— ((A—AFATz==)) AFA) —3— (2, 3, 4, 6=T}F7
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—O—-TFEFA—B—D—INat T AFFY) —1H-EITY—LZH

W, EfEf 3 5 L RkOFETELLEmE SR LT,

'H—NMR (500MHz, CD;OD) § ppm:

2.04 (3H, s), 2.26 (31, s), 3.25-3.45 (4H, m), 3.55-3.90 (4H, m), 5.00-5. 10
5 (I, m, 6.95-7.15 (4}, m)

Eia#l 5 6
4— ((A—=FNLTz=)) AFA)] —3— (B—D—=nrnav’s /) itx

) —5—AFAL—1H-¥EZF/—)

10 1, 2—Yeku—4— ((4—AYVTaRFTTz=)b) AFN] =54
FA—3H-EF/—L—3—Froffbhicd— (4—FALT7==0) A
Fr] —1, 2=V Rkp—5—-AFL—3H-ETFTY—L—3—FVZH
TEREH 15 LFREOHETL— (A—FLT =) AFN] —5—RAF
A—3— (2, 3, 4, 6—FrF3—0—T&FNL—B—D—INat7/)¥

15 AAFY) —1H-EIFV—A%EMLE, 2VWT4— ((4—A YV TaRxY
Tx=)) AFAL) —5—AFNL—3— (2, 3, 4, 6—-TH+7-0-T7T%
FL—B—-D—FLabF)IALFFY) —1H-EFZ/—1DORPVITL -
(A—=FNLTz=)A) AFA) =5 —=AFNAL—3— (2, 3, 4, 6=7TF
5 _0-7tEFNAL—B—D—=FAavI ) intFxy) —1H-EIFV—1L%

20 FWT. EHHI3 5 LRKOTIETERILEMEER LI
'H—NMR (500MHz, CD3;OD) § ppm:

1.18 (3H, t, J=7.6Hz), 2.04 (3H, s), 2.57 (2H, q, J=7.6Hz), 3.25-3.45 (4H,
m), 3.55-3.90 (4H, m), 5.00-5.10 (I1H, m), 6.95-7.20 (4H, m)

25 EW#HI5 7
3— (B=D—rnavs /) NVAXxy) —4— ((4A—AFNTxz=)V) AF

L) —5—RYTZAFuRrRFL—1H-—EF ) —/
1, 2—Ybra—4d— (4—AFAFFT=z=)L) AFN] —5—-FU7
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AAaAFL—3H-EFY—A—3—Fr0ffbhizl, 2—YtkFe—-4
— ((A—AFATz=) AFA) —5—RUTAFBRAFL—-3H-EFY
——3—FrEAVWTEEF 26 LRKDOFETL— ((A—2AFLT7==
L) AFL) —3— (2, 3, 4, 6—FT +r5—0—TEFAL—B—D—7 N
25 )N FFY) —5— R TAFRAFAL—-1H-EIFTY—LEEGHL
fro PWT4— (A—AVTaRFLTz=N) AFN]) =5 —=AFNV—3—
(2, 3, 4, 6—-F,rF5—0—TEFAL—-B—D—INavts /) Ntxy)
—1H-FFV—AORDLVITA— ((A—AFNALT==N) AFNA] —3— (2,
3, 4, 6—F 7—O0—TEFAL—B-—D—IAatF/)INFxY) =5
—rMYTAFuAFA—1H-EITV—AERNT, Eiafl3 5 L RROTGIE
TIER(LEYEER LT,

lH—NMR (500MHz, CD;OD) § ppm:

2.95 (34, s), 3.20-3.45 (4H, m), 3.55-3.70 (1H, m), 3.70-3.90 (3H, m),
4.80-4.95 (1H, m), 6.90-7.15 (4H, m)

EHaf) 5 8
A— ((A—xFALTxz=)V) AFL)] —3— (B—D—=nav’s /I Nitx

) —5—RFUTZAFBRAFAL—1H-EIF/—/L
1, 2—Ybkp—4— (U—AFALFAT =) AFN]} —5—hU7T
At AFL—3H-EIFS—nA—3—Frofbhicd— ((4—x=FL7=

=) AFA) —1, 2=V Ra—5—hU 7t AFL—3H-EIY
—N—3—A ERVTEEH 26 LRAKOFETL— (4—FAVT7 ==
L) AFA) —3— (2, 3, 4, 6—F +rF—0—TEFNL—B—-D—-N
A5 ) IAFFY) —5—hYTAFARAFAL—-1H-EFYV—LEEML
77, OWVWTA— ((A—AYTaRFT T7z=) AFNL] =5 —AF)V—3—
(2, 3, 4, 6—=FF,r7—0—TEFAL—B-—D—7LatT /) IAFFx)
—1H-tESY—LofkbYicd— ((4—=FALT7==4) AFA] —3— (2,
3, 4, 6—F rT7—-0—TEFAL—B—D—NatT /) LtFxy) =5



10

15

20

25

WO 01/16147 PCT/JP00/05678

40

— RNy TAABAFA—1H-ETF Y —AEBNT, EiEFl3 5 LRAKOFIE
TELLEME SR LT,

'H—NMR (500MHz, CD;O0D) § ppm:

1.18 (3H, t, J=7.6Hz), 2.50-2.60 (2H, m), 3.15-3.40 (4H, m), 3.55-3.65 (1H,
m), 3.70-3.90 (3H, m), 4.80-4.95 (1H, m), 6.95-7.15 (4H, m)

EhEpl5 9
3— (=D AatF ) iAgtxy) —4— (U—-AVTBENT = =)V)

AFN) —5—hJTAFuAFA—1H-EF/—
1, 2—=YbkRka—d4— ((A—AFAFFT7z=)) AFA]) —5—-hD7

NFaAFAL—3H-EIF/—L—3—FroffbYicl, 2—-YtkFa—4
— (A=Y Farrrgz=)\) AFN] —5—r)TAABAFNV—3H—
5= —3—F LR AVWTEREI2 6 LFAROFETL— (44— Y Tm
YATz=A) AFA) —3— (2, 3, 4, 6T h7-O0—TEFL—8
—D—FAavI )i atxy) —5—rYIAFRAFA-1IH-EITV—
NESR L, 2WT4— ((A—A4 Y 7uaRFyTo=L) AFN] —5—R
FL—3— (2, 3, 4, 6—F+r5—0—TEFAL—B—D—INav7)/
IAFFY) —1H-EIFYV—LORDYIZ4A— (=AY TaELT ==)0)
AFNL) —3— (2, 3, 4, 6 —F ~F—0-TEFAL—B—D—-rav
S)VNEXY) —5— ) TAFOAFA-1H-ET/—AE2RHNT, £
MB35 L RO FIETERCEWE B LT,

'"H-NMR (500MHz, CD;OD) 6§ ppm:

1.20 (6H, d, J=6.9Hz), 2.75-2.85 (1H, m), 3.15-3.40 (4H, m), 3.55-3.65 (1H,
m), 3.70-3.90 (3H, m), 4.80-4.95 (1#, m), 7.00-7.15 (4H, m)

Ehefl 6 0
4— ((A—/umavu7z=\) AFNL) —3— (B—D—IAatT /) IEx

) —5—hRUT7AFRAFIL—1H-ETS—/L




10

15

20

25

WO 01/16147 PCT/JP00/05678

41

1, 2—=Ybkra—4— ((4—RAFAFFT7==4) AFN] —5—-FD7
AABAFAL—3H-EFS—L—3—FrOfRbVic4d— ((4—vur=
=0L) AFA) —1, 2=k RFu—5—hUT7LFRAFL—3H-ETY
e — 3 —FrEAVTEREI2 6 LREOFETL— ((4d—rpT==
A) AFA) —3— (2, 3, 4, 6=FT +7-0—T&FL-—B-D—-I/V
2T )ULFFY) —5—hYUTAFUAFA-1H-ET S —LEGHL
o ONWTA— ((A—AYTaREYTz=N) AFN] =5 —AFN—3—
(2, 3, 4, 6—Fr7—0—TEFAL—B—D—NatF /I Nt*x)
—1H-E5Y—LoRkbhizd— ((4—snvarz=L) AFA] -3 (2,
3,4,6—?$3—O—7f?w—3~D—7W:E§/Vﬂj%y)—5
—RYTAFBAFA—1H-ETY—AEZHNT, EiEH3 5 LEKRDOTIE
TERILEYE SR LT,
lH—-NMR (500MHz, CD3OD) 6§ ppm:
3,20-3.40 (4H, m), 3.55-3.70 (1, m), 3.75-3.90 (3H, m), 4.80-4.95 (1H,
m), 7.10-7.25 (4H, m)

Eafl 6 1
3— (B—D—ZNLatF I NAFxY) —4— (4 AYTRFRXYTx=

L) AFA)] —5—AFA—1—-—TuEAETV—
3— (B—D—ZAatF/)iNtFxy) —4— (A=A Y7aRFVT =

=) AFA) —5—AFNL—1H—-EIFY— (50mg) ROREREIY
A (0. 20g) ®N, N=VAFAFALLTIF (1m 1) BHERKIZ, 50C
zTa— K7y (0. 036ml) ZMz—8ER L. RKIGREHIIK
¥z, ODSEMMAE CEEE  REK, BHBE: &/ —1) IZ&
DRI T-, BONTRBEEME YW A AT Asaw b T 74— (B
VA L AF LY AF ) —=8/1) KLV ERLT3— (B—D—7
LA )ntFxY) —4— ((A—A 7 7af¥xvT7z=L) AFN] =5
—AFL—1—TFrbEAtTY— (28mg) E2F
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'H—NMR (500MHz, CD3;OD) 6 ppm:

0.87 (3H, t, J=7.4Hz), 1.26 (6H, d, J=6.0Hz), 1.65-1.80 (2H, m), 2.07 (3H,
s), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.75-3.95 G3H, m), 4.40-4.60 (1H,
m), 5.00-5.10 (I, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m)

£kl 6 2

1]—TFNL—3— (B—D—ALabtJF /)i txy) —4— (UVTar*x

U7 x=)V) AFA] —5=RAFAETV—)
g—RFuXrofbhiza— Rz 2AVT, £EkI6 1 LRROFE

TEREEMEEM LT,

!H—NMR (500MHz, CD3;OD) § ppm:

1.26 (6H, d, J=6.0Hz), 1.29 (3H, t, J=7.2Hz), 2.08 (3H, s), 3.25-3.45 (4H,
m), 3.55-3.75 (3H, m), 3.75-3.90 (1H, m), 3.96 (2H, q, J=7.2Hz), 4.40-
4.60 (14, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m)

Kk 6 3

1-xFL—3— (B—D—LavF )i nAxy) —4— (U-RAbx¥
Tx=)V) AFN] —5—AFAET—N

3— (B—D—ZNatIF)intxy) —4— (A—AYTREFVT=x
=A) AFA)] —5—RAFAL—1H-FY/—LORPYIZ3— (B—D—7
AaAET ) INFFY) —4— (A=A RFTVTx=)) AFA] —5—AF
A—1H—-F¥F5V =i, a—RFaXvofRbyica—FzZ o 2B0T, £
HE 6 1 & RO FiETELeEME SR LT,
'H—NMR (500MHz, CD;OD) 6§ ppm:

1.29 (3K, t, J=7.1Hz), 2.07 (3H, s), 3.20-3.45 (4H, m), 3.55-3.75 (6H, m),
3.82 (IH, dd, J=2.0, 12.0Hz), 3.90-4.05 (2H, m), 5.00-5.10 (1, m),
6.70-6.85 (24, m), 7.05-7.15 (2H, m)
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EHEH 6 4
3— (B=D—ZAIEFI)IAFFY) —4— (A=A bFLT==)b) A

FR)] —5—AFNL—1—Ta LTS —

3— (B—D—7AatF )i AAFxy) —4— (4A—AYTaFXVT=
=) AFNL) =5 —AFL—1H-F¥FS/—AORDYIZ3— (B—D—7
LAt ) nAxY) —4— (A=A XV Tx=)) AFN] =5 —AF
L—1H—E5Y—AEAWT, ERF6 1 LFAEOGETERILEDE G
L7z,
lH—NMR (500MHz, CD;OD) § ppm:

0.87 (3H, t, J=7.5Hz), 1.65-1.80 (2H, m), 2.07 (3H, s), 3.35-3.45 (4H, m),
3.60-3.75 (34, m), 3.73 (3H, s), 3.75-3.85 (1H, m), 3.85-3.95 (2H, m),
5.00-5.10 (1H, m), 6.70-6.85 (2H, m), 7.00-7.15 (2H, m)

EH%l 6 5
1—xFn—4— ((A—= hFPTz=) AFA)] —3— (B—D—=7 )=

PS5 )N AXY) —5—AFAET =

3— (B=D—FAatT ) intdy) —4— (4—AV7BKEXTT=
=) AFNA) —5—2FL—1H-EIF/—LORbYicd— ((4—xTbF
ST x=)) AFA) —5—AFAL—3— (B—D—INavF ) IAFFYV)
—1H-¥5/—, I—F7asrofbhica— =gy 2R0T, i
#l6 1 LEEOFIETETILEMEER LT
'H—NMR (500MHz, CD3OD) 6§ ppm:

1.28 (3H, t, J=7.4Hz), 1.34 (H, t, J=7.2Hz), 2.07 3H, s), 3.25-3.45 (4H,
m), 3.55-3.75 (3H, m), 3.75-3.85 (1H, m), 3.90-4.00 (4H, m), 5.00-5. 10 (1H,
m), 6.70-6.85 (2H, m), 7.00-7.15 (24, m)

Eapl6 6
4— ((4—x=pFLT7z=)L) AFA) —3— (B—D—=navs /it
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¥L) —5—AFN—1—-TREAETYV—L

3— (B—D—ZAatT ) int%y) —4— (A—A YV Tafxs T
=) AFA) —5—AFA—1H-ETFYV—AORDYIZ4— ((4—=bF
T x=) AFAL) —5—AFNL—3— (B—D—7NatT /) intxd)
—1H-YFY—AZ2AWT, EEFI6 1 LREKROFETELILEDEERHL
77
'H—-NMR (500MHz, CD;OD) 6 ppm:

0.87 (3H, t, J=7.6Hz), 1.34 (3H, t, J=7.1Hz), 1.65-1.80 (2H, m), 2.07 (3H,
s), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.81 (IH, dd, J=2.1, 12.1Hz),
3.85-4.05 (4H, m), 5.00-5.10 (IH, m), 6.70-6.85 (2, m), 7.00-7.15 (2H,

m)

EhB6 7
1—-xFN—4— ((A—xxFNLTz=)\) AFN] —3— (B—D—7prav

S5 )UNEFY) —5—RAFLETS—)L

3— (B=D—/AatF)vAtxy) —4— ((d—AYTafkFx 7=
=L) AFNL) —5—AFAL—1H-EIFYV—LORbYIZ4— [(4—=F)v
Trxz=)) AFNL)] —5—AFAL—3— (B—D—1Lavs /) AtFy)
—1H-t¢F/—, a—FFuXvrofbiza—Rzg U 2A0WT, £l
Fl6 1 & REOFETEILEME AR LT,

IH—NMR (500MHz, CD,OD) § ppm:

1.17 (3H, t, J=7.6Hz), 1.28 (3H, t, J=7.2Hz), 2.06 (3H, s), 2.56 (2H, q,
J=7.6Hz), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 3.75-3.85 (IH, m),
3.90-4.00 (24, m), 5.00-5.10 (1H, m), 7.00-7.15(4H, m)

Ehifi6 8
4— ((A—x=FNTx=)) AFN] —3— (=D rnavs /o ix

) —5—RAFA—1—Tuab LT /S—L
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3— (B—D—=/natF ) itxy) —4— (A—AYTaFrFrT=x
=) AFL) =5 —AFL—1H-FEIFYV—LORbYiz4— ((4—=F1
Tx=)L) AFAL) =5 —AFNL—3— (B—D—Lavs /) Atxd)
—1H-EFYV—A%BWT, ZHEF6 1 LRAKOFETERLLEDEEGHKL
77
'H—NMR (500MHz, CD3;OD) 6§ ppm:

0.87 (34, t, J=7.4Hz), 1.17 (3H, t, J=7.6Hz), 1.65-1.80 (2H, m), 2.06 (3H,
s), 2.56 (2H, q, J=7.6Hz), 3.25-3.45 (4H, m), 3.60-3.95 (6H, m), 5.00-
5.10 (1H, m), 7.00-7.15 (4H, m)

Ehhl 6 9
1—-FFNL—3— (B—D—FNLabF)intxy) —4— (4—AVTnm

RELTxz=)) AFN] —B—RAFAET YV —)V
S—RN7rAvORbYIZTaET7Z 2RV T, RfI6 1 L RROTIE

TIEREWE SR LT,

'H{—-NMR (500MHz, CD;0OD) § ppm:

0.92 (3H, t, J=7.4Hz), 1.20~1.40 (8H, m), 1.60-1.75 (2H, m), 2.07 (H, s),
3.25-3.45 (4H, m), 3.55-3.75 (31, m), 3.81 (IH, dd, J=2.1, 12.0Hz), 3.91
(2H, t, J=7.2Hz), 4.45-4.55 (14, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m),
7.00-7.10 (2H, m)

EHHl7 0
3— (B—D—/ a3 )i AAtFy) —4— (U—AVTaRXLTz=

AN AFAL) —1—AVTREL—5—RAFAET S —/L
a—RFruvofbviz2—TaETe v EANT, EREHI6 1 LR

DHETEILEHE MR LT,

'H-NMR (500MHz, CD;OD) § ppm:

1.26 (6H, d, J=6.0Hz), 1.30-1.40 (6H, m), 2.08 (3H, s), 3.15-3.45 (4H, m),
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3.55-3.75 (31, m), 3.78 (1M, dd, J=2.3, 12.0Hz), 4.35-4.45 (1H, m), 4.45-
4.55 (14, m), 5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.10 (2H, m)

AR 1
v NS GLT2EMMAEERERHAR
1) e hSGLT2RHTSTAI I FZ—DER

Super Script preamplification syst
em (Gibco—BRL:LIFE TECHNOLOGIES) ZHAWT,
b hEgEBEkOtotal RNA (Ori gene) #FV3dT277
A<—L L THEEEL, PCREIEAcDNATA 7T ) —2ERL, £
E FBCcDNATAT T Y —%§R L LT, BEIES1RU2 TREND TR
DAY IXIVAFRFOTO02FRVP0712RETSTA~—iIZHW, PCR
RECEVE hSGLT2%#a— Ny 2DNAKAZHIBLT, MIESNZD
NAWE 7 u—= 7H~_27#%—pCR (Invitrogen) IZZOF
v NOEEEIZENTA F—a v Lz, HECXY RKBEHB 1 0 15RICE
AL, WHEEBREE I F~Av 50 g/ m]l a0 L BERFEMTE
R, ZOWEEHEKO 1259677 XA FDNAZMEERL, BESIES
SERUATRENDTROAYIXZVAF R, 0714FBXT07156R
754 ~—LLTHBVWPCREGIKEVE RSGLT 2223 —F¥5DNA
T & I L7z, IR ENDNAKA ZHIRERXho IRUHind I I
I C¥feL7-#%. Wizard purification System(P
romega) WEVERLE, ZOBRLEZDNAWA ZEESILERRRES
A7 #Z—pcDNA3. 1 (=) Myc/His—B (Invitroge
n) ONET BEIRBERAICEAATR, BECEY RIBEHB 10 1K
BALT%, WEGHEKEZT EYY 50 g/ ml 28T L BEREEHT
BN, “OREEGEK»ST T AI FDNAZHBERL, ~7¥—pc
DNA3. 1 (=) Myc/His—BowirFra—=r7HlHASH
DNAWF OEERIZFHZ, We 1 1 soizkn®@ESNTZE FSGL
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T2 (Am. J. Physiol., Vol. 263, pp. 459—465 (1
992)) L., Zoru—iF1EEOER (43 3FBBDA Yuf V%
a—FFTBHATCHAGTCIER) AL T\, ZORR4L 3 IFEHDOKRE
DAYVaAL RN BB L n— BB, ZOANVERX UERRIR
BEBEOT 7= DORNOERIEES S TRENDIXTF FE@efbkLce b S
GLT2%3RBRTAHTTIAIRRIF—4KL 29, LT,
FF&E1 ATGGAGGAGCACACAGAGGC
BFEE2 GGCATAGAAGCCCCAGAGGA
Fl5|&E23 AACCTCGAGATGGAGGAGCACACAGAGGC
FF&E4 AACAAGCTTGGCATAGAAGCCCCAGAGGA
FFEE5 KLGPEQKLISEEDLNSAVDHHHHHH

2) £t FSGLT2 —BHREMEDOAER

ERSGLT2RHSFZAI FKL29%2BREEIZEIYVCOS—7HkE
(RIKEN CELL BANK RCBO0539) iZ8BALL, EXFL
EIZY—r 2% —11 (Bio—Rad Laboratories) ZH
W, OPTI—-MEM I## (Gibco—BRL:LIFE TECHN
OLOGIES)500u iz’ LCOS—7H2X106MEEKL29 2
OpghE80. dcm¥FaXy hNTO. 290kV, 975 uFORHET
fTofe, BIETFEAR, MlREELOBEIC LY EIR LA 1 2~y bIsx
Liml®»OPTI—MEM I8z mzBELE, ZOMKREEREZI6
AL — D1 T 2AHEN 1250 1 T290ELE, 37C, 5%CO0O,
DEMET—BIEE L%, 1 0%V UHRF0E (ZX6ME), 100units
/ml =Y oGFrYTAL (Gibco—BRL:LIFE TECHN
OLOGIES), 100ug/ ml1Hi@ANL T~ (Gibco—B
RL:LIFE TECHNOLOGIES) #8LDMEMiEH# (Gibc
0—BRL:LIFE TECHNOLOGIES) #1v=$%V125
p 1 Fomziz, BAFTHEELAFL—e—D—-21at 7/ v FRVAH
FREEHEOREICHE L7,
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3) AFN—a—D— N3t T/ FRYIAREEFEEORE
RENEME S AFAALEF Y NICERL, BVALARER (140m
MiElbF R U A, 2mMIEES Y 7 A, 1 mMEEI ALY L 1 mMEL
< %W A, 5mMAFL—a—D—ZAatF /K 10mM2— (4
5 — (2—eFaxizFL) —1—-bXFTP=)) =F U ZANVKR 5mM
RUR (B RaFLAFL) TI A EE0RERPHT. 4) THRL.
EESAERAOREL L, E FSGLT 2 —@HRERBRCOS — 7HkRORE
WEREL, 17 Ab A ERRER (14 0mME(L=Y) Y, 2mM
WA Y 7o, ImMERALY YA, 1 mME(L<7 XD A 10mM2
10 — (44— (2—tb FRuxixzcFi) —1—-tXRTFV=)L]) =8 UV ANVE R,
5mMhUR (BRI AFIL) TI) A RBFUREMRDPHT. 4) %
200u 1M%, 37CT1OLHMBELE, MLBRAGREREZEREL, BE
F—iB@Ek% 200 1MZ, 37°CT1 ONRREL, ERLIRES 2
5ulic7puldrAFr—a—D— (U-14C) a7 /v F (Ame
15 rsham Pharmacia Biotech) 2MxBEL. MEMAR
Bk e Lz, SRBRERCRRCEYEZETLVWAIEARERELAR L, £
HERLAWIEFE TXE T T MY 7 LIETFE T OB AARIERITHEIL T
RU T AICEZT1 40mMOELa Y v 2 ETERIY ALRIERGEBRE
FREICTRE L7, AIERSERLREL, JERRERE 1 V=B T
20 5u 1l ¥oMz3 7°CT2EMHE L. MEMRERELEREL, TEHRE
W (14 0mMiEE=Y >, 2mMELRT Y U5 ImMEAIALIT A1
mMEElbk<= 7% 9 A, 1 0mMAFL—a—D—7at5 /K, 10m
M2— (4— (2—t FuXxixzFL) —1—-bEXTFTV=)] ZF AV EY
B, 5mMhRlUR (B RRXLAFL) FI A E2E0BEWRPHT. 4)
25 H1UzAb0200p I FTOMXTSICHRELE, ZOESFERIEEZ LI
2EATV. 0. 2NAEBLF FY T A% 17 xAH=0 75 1 T oMM
BERIL LT, AIfbiEE a7y —h (Packard) IZBL, 1504
lD~wA4213vF40 (Packard) #Ma~vssarv—rorFuL
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—guhmyH— hyTZHoo b (Packard) ICTHHESEZFR
L7z, RBEEORYALENOEERVIALBEZELFIVWEZ100%E L,
Y ABREDS 0 %EETHEE (1 Cy H) 2BE—FEFMHR» ORI TR
BICEVEHLE, ZORBRIIUTORLIOEY THD,

(#1]
RBRILED I CgfE (nM)
il 3 5 181
153 6 441
KBl 3 7 346
Eiifl 3 8 702
EHE#3 9 185
EHfi4 3 84
gl 4 4 509
EhaBl4 5 441
EiEfi 4 6 679
Ehipl4 8 415
£ 4 9 383
LBl 5 2 835
£l 5 5 280
EHhif5 6 190
Ehp)5 8 634
WAY-123788 @ >100000
AERH 2
PREHEMHE 1 VE A R e B

TEA)
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EBREYE L T—BERLZSDRI v b (SLC, HMSEK, 120~
150¢g) #AVE, RBLE®W25. 40mghx¥ /—L762u 1K
Bsw, BVxFLLZUza—n1400 3. 048m ] BIUAEEREKS.
S1mlZMEML. 3. 3mg,/mlBEKRE Lz, ZOERBBRO—HZE
BEEA: BYZFLLFYa—n400:x8/—NA=5:4: 1LIZTHR
L. 3. 3. 1. 0. 33 (mg/ml) ORBEOCHERBEZARLIL, Zh
5%3ml  kgPfE (10, 3, 1lmg/kg) Ty MTHLETERE
Lz, SIREEBICABRREA : RVzFL o 7)a—n400 =¥/ —A=
5:4:10%%3ml /kgDAETETFTRE Lz, KTREERIZ200
g /1 FNa—2AkEKEY10m] /kgnf&E (2g/keg) TRAREL
. BTHEIZI26 GEHF#M#BIYIm] VY Y PERNWTTo 2, BARE
XSy FRYVFELUZ2. 5ml YUYy PERBOVT T, 1LY DR
BIZ3THE Lin, BERTEPORByr — VI TRREIT o7z, RRERIZS
Na—RBEENS 4B Lz, RRETH, REZEEL, RFCZTEN
AN a—2ZAORERRELE, FAa—2BEOERIIEKREXY b
Na—ZABF A MU a— (FME) 2RV TITol, RELRFTI/Va—2A
BENS ABRRTO 1 BEHL Y ORESEEZ KD,

JFEB)

EEREM L L C—BERLZSDRTI v b (SLC, HEMTEER, 180~
220¢g) AWVWE, RBLAEW10mgETy /—1300u 1 ITREEL
R EE, RYTFLoyrZYa—A400 1. 2m ] BIUAEHEREK].
5ml&MiEMEL, 3. 3meg,/mIERE Lk, ZOBEMBRO—HMEER
BEA RV TFLL YV a—A400 x4/ —A=5:4: LIZTHRL,
3.3.0.33,0.033 (mg/ml) OFBRECERREZARLI,
Sy hOREFRIEL. RR(CAYWEEEZ 3m] /kegOME (10, 1. 0.
Img .k g) CRHERNHEE L, dBRBEMCERSEK: X=FLrs
Ya—A 400/ —N=5:4:10%%3ml 'k g DAETEHIK
NG L7-, REIRANBEE#ZIZ200g,/ 17 0a—2KkEH%Z10ml/
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kg DRE (2g/kg) TROKE L7z, BHIRNKESIT2 6 GEHNEB X
Ciml vV PRV TTo, BOREIRT y PAY Y THEELT2. bm
1 LYy PEBWTTol, 1LY OERII3ERE L, Tra—2ARE
ETRPORB Y — I TR EIT- 12, BREMIZI NV a— AR5 2 4KFH
5 bl BRETHR, REZTHL, RPCEENI /N a—2AREZHAEL
fe, A a—ABPEOERIIERBRERAS Yy b SV a—ZABT A MU a— (f1
M) FAOTITol. RE. RPNV a—2ABEBIUKREND 2 45
TOERE200 g bz OREFHELZRD T,

FORRIILLTOR2DBY THD,
10
[%&2]
ABRILEY HiE HAE (mg/kg) R¥EVEM & (mg)
0.1 16
il 3 5 B 1 74
10 188
1 22. 1
A 3 83. 2
EHl 4 5 10 153. 3
0. 1 2
B 1 45
10 132
AERBI 3
ANEHRAR
15  HiEA)

RS0, 5%HARFIAFAEAR—RF FY 7 LKEREMA.
100meg /mlOEBIKE: Lz, EREMME L TIL, 4ARHER LG
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~T7HEHE®BICRE<YX (AAZ L7, 28~33¢g, 1#5H) MV
MBI AZ 10m]l kg (1000mg.“k g) ODHETLILTRREDIC
EO®RE5L, 2 4FHBELT,

HiEB)

REML AT ABAEAK BV ZFL S Y a—A1400: 28 ) —L=5:
4:1%M%, 200mg,/ml OBEKL Lz, RBRBE LTIL, 48
e L S EB ICREYVA (AR LT, 26~33g. 1856
PRV, LREEKY3ml kg (600meg 'k g) OAETLEERR
B TS L, 2 4RFRBE L.

FOERIIUTOR3IOEY THD,
[%£3]
HABILEY Fik FET- B
Eifl 3 5 B 0/5
Ewhl 4 5 A 0/5
(PEE L O] ATREME)

ARBAORT—RRA (1) TRENBILaALT ) UAFFIETY —IVE
WP L UFORBEMICHFASNHEIT, £ FSGLT 2EMMERERAEZA
L. BETOBEOBERN LG LBRIZ2EEZRPICHESEDZLIZLY, &
i M FERY RET 5. Thit, REHOMR KX (1) TRIND
FAAYT ) IAFFVET S —AFERE I T OEBRZNIIHEESNDE
REDRESE LTEREIED D LK VENRERR. FERFESIHE. 1w
e COFPHEITARALRMT D Z LA TED,

F . giE—E (V) BLU (VI 1) TREND{LEHE IOEDEIR,
FiE—fa (1) TEINALAMERFOEBRFHICHASNIELRE
FREODRKE LTEETHY., ZOEHERBTHZLICLD | ATRC—



WO 01/16147 PCT/JP00/05678

53

B (1) TEISNAIEARFAOAMEZRFOEBRLNICHREESNDEER
BCRETHIENTE D,
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FERO#HA

1. —%K

5 (REOR BARETEHHERTAFAETHY . Q' BLUT RELLR
— 5

O 40—
HO

HOY ™ oK
OH

TEINBZETHY . MHFBERTAIAEELIINABERTAFIAETHY
REIIAEETF. IBETLXVE, BT Lax U, IEB/T LI NFAE, N

10 vEGT7TAFAEEF@ZFA AvF VRERFTHD) TRINDZINVALET ) Vvt
FUES Y L FERF I FOERBRENCHFREINDE,

2. K

R21 T11

15  GaoRY JIAEEFEIIRER L ~ 3 OESEK UIBS PHRO T L F
AETHY . Qs ruTH REbLom—FRRK
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(0) O—
HO
HOW ""OH

OH

TCEINBZETHY . MEFBRER]L ~ 3 OEFRUIRSLIIROT NV F L
EThY. RYIRERK ~ 4 OESFR IS DIRDO T L FLE, REEK
1~ 3 OESE IS DPIKRO T L 3% L EE T ITRFER L~ 3 DEHRX
5 IESHPNIROTAFAFAETHD) TREINIFRELILTHOI/ V2T
JINFFRLETY —AFEEE L IIFOERBEMIHE SN DI,

3. —HK

R22 T1 2

10 (RHPORPIIAERT, =FAE, FubCLEEREA Y TR EAETHY,
QlxruTR b Lh—AHRK

0. 40—
HO
H o\\“ ‘I’/O H

OH

TEANBETHY . MABAFAETHY ., RZ FxFLE, = hxvE,
AV FOBEFVEEFRAFAFAETHS) TREINDHERE2THOI NV
15 235 /I AAFLET Y —AHFEKELIIZOERBENICHFEINDIE

4. FHRIE1. 2FFRITEOINLIET ) IAAFLET Y —AFHFEK
F 3 OERBEMICHFEINDEEBERRS & L TR 5 EEMERD.
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5. bt FSGLT2EMMAERTHDHRELTHOEZA KD,

6. FERIFOTBHXUTIARH TH 5 7EKE 4 TROEKAK.

7. JEREEE O FBHULIARH T H B ERIE 4 RO EFAA,

FHEOR! HARRETFEHIHERT LXLVETHY ., QQBLTT REL LD
—%5582, 3, 4, 6—FFrF—0—T%FAL—B—D—INat T/ INAt
X UETHY ., WFMERTAFAEE I ERT A XALETHY . RA L
AEETF. ERTAFAE, ERTAXVE BT AFLTFAE, ~a&
BT AFNEETHIRIAT S VREFTHD) TRERDZINAET ) VVEFY
v'5 Y — A FHEEE T DR,

9. —#&K

EEORY HERT A RAE, ERT LI VE EBRTAFAFAE N
Eﬁ&?w%wgituﬂnﬁyﬁ%fbo\RynﬁﬁTw%wgfba)
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TEINBIRVINAET Y —LFERE-ITEDE,
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