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-V XL ITVNIV | 4V TaNl |44 F | CHCH, | 44F | 0
(2-0H, 4-Me) 7 = =)V VA-2-9% 3435 | CHCH, | 4% | 0
(2,4-Me) 7 = =V VA=2-97 24 %F | CHCH, | 4% | 0
(2-0H) 7 = = Taw 4% | CHOH, | 44464 | 0
(2-0H,3,4-Me) 7 = = Taenw 6% CHCH, | 5446F | 0
(2-0H, 4-CF3) 7 = =)V Tari 3245 % | CHCH, | 4% | 0
(2-C1,4-0me) 7 = =) Taenw 465 | CHCH, | 4% | 0
(2-C1,4-0ph) 7 = =) JTaenw 84 F | CHCH, | 84F | 0
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[£16]

R' R? X! y'! X2 z
1-F+7 4 T 324565 | CHCH, | 8464 | 0
2-+7 4 W Taiw 3545 | CHCH, |84 F | 0
2-% ) ) 7T s34 % | CHCH, | 45| 0
8-% /)W Tael 42454 | CHCH, | 44465 | O
3-% ) vA-2-9% s34 F | CHCH, | 4855 | 0
- YUV Tal 3445 | CHCH, | 444 | 0
2-4 X = )1/ Taxw 534 F | CHCH, | 444% | 0
2-7 7 =) VA= R-)” s34 F | CHCH, | 4446 F | O
2-4 3TV 7 el 4563%F | CHCH, | 845 ] 0
-4 ¥ F 7a v 463 | CHOH, | %83 o
2~y 4 X =N Tanw 4243 | CHCH, | 4844 | O
-y X4 ITY)N Tanw 2465 | CHCH, |45 % 0
(2-0H, 4-Me) 7 = =) N 546% | CHCH, | 8&65F | 0
(2,4-Me) 7 = = 4N 5243 | CHOCH, | %2465F | 0
(2-0H) 7 = = 45N 4% | CHCH, | 4% | 0
(2-0H,3,4-Me) 7 = =)l b A )7 34 F | CHCH, | 445 | O
(2-0H,4-CF3) 7 = =)l 4V 24 % | CHCH, | 445 | O
(2-C1,4-0me) 7 = =) PN 245 | CHCH, | 4465 ] o
(2-C1,4-0ph) 7 = = 4 334 % | CHCH, |[3&4F | O
1-+74W L4 243 | CHCH, | 4% | 0
2= 7+ b 446 %F | CHCH, | 4% o
2-% ) )W L5 s34% | CHCH, | 4344 ©
8-% /W b 54 F | CHCH, | 4244 | 0

34



WO 01/79197 PCT/JP01/02271

(£17]
R' K X' Y' X? z
3-% /)W I 4V 54| CHCH, | 44F | 0
- ¥V s B5F | CHCH, (46 % | 0
-4z =) 4N 244 | CHCH, |#46%| 0
2-7 7 = 4 B4oF | CHCH, |44 F | O
2-4 3T/ 4 4% | CHCH, | 444 | 0
-4 Y FYw A 7 24643 | CHCH, [44F | 0
-y X4 3TN N 4% | CHOH, | 446%F | 0
(2-0H, 4-Me) 7 = =) 7N 85%F | CHCH, |84 %F | O
(2,4-Me) 7 = = 74N 4% | CHCH, | 884 % | 0
(2~0H) 7 = = 74N 45 | CHCH, | 4464 | O
(2-0H,3,4-Me) 7 = =) 75 W BA5F | CHCH, |84 % | O
(2-0H, 4-CF3) 7 = =) 7 # N 463 CHCH, | 44| 0
(2-C1, 4-0me) 7 = =) 7 %W 2454 | CHCH, | 4% | O
(2-C1, 4-0ph) 7 = =) 74 W Be% | CHCH, |44 F | 0
1-+7 4N 7N 4% | CHCH, |84 % | 0
-+ 7+ W 74 5% | CHOH, (4% | ©
2-% /v 7+ HeF | CHOH, [8BeF | 0
8-% /YW 7N 4% | CHCH, | &&F | 0
3-% /W 7 F 4% | CHOH, |44 F | 0
- IV 7 %W B40%F | CHCH, |44 45| 0
2-4 L =) 75 4% | CHCH, |82464% | ©
2-7 7 =W 7T+ W 4% | CHCH, | 4% | 0
-4 I ¥ THW 45| CHCH, | 845 | 0
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[#18]
R' R* X! Y X z
2-4 ¥ F v 7 # W b4 % | CHCH, | %244 | ©
-y F = 7 W b4 54 | CHCH, |44 % | O
2~V XL ITVY NV 7% W 2% | CHCH, | 245F | 0O
(2-C1) 7 = = AV 7wl |44%F | CHCH, | &24F | S
(4-C1) 7 = =V Tan e % | CHCH, |44 % | S
(2-C1) 7 = = ~% v 4% | CHCH, | 4445 | s
(2-C1) 7 = =W ~ Y YW 4% | CHCH, |44 % | S
(2-Me) 7 = =)V Tan 4% | CHCH, | %&F | s
(2. 3-C1) 7 = = x5l o d | CHCH, | 8&6F | 8
(2-C1) 7 = = Z 5 444 F | CHCH, | 424 F | S
(2-N02) 7 = =V Tae 4o % | CHCH, | 424 F | S
(2-C1) 7 = =V va7aill | eS| CHCH, | 4885 F | S
v7a~F U 7 B46% | CHCH, | 424 F | s
(2-C1) 7 = = AV 74N 5% | CHCH, | 8344 | S
(2-C1) 7 = = t—7"%W 846% | CHCH, | 44% | s
(2-F)7 = =W 4V 7aei | A5 F | CHCH, [44&F | 8
(t=7#N)7 = =) 4y 7ael | &beF | CHCH, |544%F | S
-7+ Ty 7aen | BeF CHCH, | %44 % | S
(2-0Me) 7 = =)V AV 7aeiy |s4eF | CHCH, | 524 F | S
(2,4-C1) 7 = = 4y 7ain | &5F | CHCH, |44F | S
(2,6-Cl) 7 = = AV Taenw |s46F ] CHCH, |[446F| S
(2-CF3) 7 = = 4V 7ae |44F | CHCH, | 43465 | S
(2-0H) 7 = = 4V 7aen |44F | CHCH, | 4346F | S
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[#£19]

R R? X! Y! X? z
@-JFIL7z=)L A4V7OEJ)L | #E&F |CH2CcH2 | #EAF | S
(2-OH,4-Me)7z=)L A4YTRE)L | #E&F |CH20H2 | $E&F | S
(24-Me)7x=)L AV70EL | #AEF |CHcH2 | #E&EF | S
(2-OH,3,4-Me)7xz =)L AVY7aE) | #EEF |CHcH2 | $EAF | S
(2-OH,4-CF3)7x= /L AYTRE)L | #EF |CH2CcH2 | #EEF | S
(2-Cl4-OMe)7x =)L AYTRE)L | #E8F |CH20H2 | #E&F | S
(2-Cl,4-OPh)Zz= /L AY7FOE)L | #AF |CH2CH2 | #EAF | S

1=-FIFIL AY7OEJL | #EF |CHCH2 | #EAEF | S
2-F /)L AY7FaE) | #AF |CHcH2 | #EEF | S
8-F/1JJL A4V7TRE)L | #E&F |CH2CH2 | #EEF | S
3—#/0)!/ AV7RE)L | #EEF |CH2cH2 | #EAF | S
2-E12U )L AV7aE)L | #EF |CH2CH2 | #5&F | S
2-FI=JL A4V7oE)L | #&F |CHcH2 | #EAF | S
2-2=)L AV7TREL | #EF |[CH2CH2 | #EE&F | S
2-A=HYJIJIL AV7nE)L | #EF |CHCH2 | #EEF | S
2-A2R1JJL AY7oEjL | #AF |CH20H2 | #EBF | S
2-RUVFIZIL AV7RE)L | #E&F |CHcH2 [ #EEF | S
2-RUXAZHVIY )L AYy7aE) | #EF |CHCH2 |#E&F | S
(2-OH,4-Me)7x =)L JoEi #EAFE |CH20H2 | #E&=F | S
(2,4-Me)Tz=)L ZJoE L A F |CHCcH2 | &AF | S
(2-OH)Zxz=JL JoeEn {EEF |CHcH2 | #E&FE | S
(2-OH,3,4-Me)7x=JL ZoE L #EAFE |CHcH2 | #E&=F | S
(2-OH,4-CF3)7z=JL JoElL #EAF |CHCH2 | #E&F | S
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[%20]

R' R? X! y! X2 z
(2-C1,4-0Me) 7 = = Taw 4% | CHCH, | 82464 | S
(2-C1,4-0Ph) 7 = =) Taw 4% | CHCH, | 4% | s

1-77 %W VA=A 345 | CHCH, | 44F | S
277+ N =R Z 6% | CHCH, | 834 % | S

2-% 7 Tar 46 % | CHCH, |44 F | S

8~% /) 7 el 4% | CHCH, | %4 F | s
3-% 7w T 4% | CHCH, | 84F | s

- 3T Tagw 464 | CHCH, | 3255 | s
2~4 L=l Taenw 4% | CHCH, | 4% | S

2-7 7 =W 7aew 44| CHCH, |44 F | S

-4 37 Tarn 4% | CHCH, [ &&F | S
-4 ¥ F N 7 el 4% | CHCH, | 834F | S
-y 4z =N Tarw 2456% | CHCH, |24 F | S
-V XL XTI Tavrnw 5% | CHCH, | 4% | s
(2-0H, 4-Me) 7 = =)l x4 4% | CHCH, | 5845 | s
(2,4-Me) 7 = = 4 5464 | CHCH, | 446 F | S
(2-0H) 7 = =W b7 B46F | CHCH, |44 F | s
(2-0H,3,4-Me) 7 = =)V b A7 35465 | CHCH, | 5245 | S
(2-0H,4-CF3) 7 = = L) 4% | CHCH, | 824 %F | s
(2-C1,4-0Me) 7 = = PN 4% | CHCH, |44 % | s
(2-C1,4-0Ph) 7 = =) 4 454 | CHCH, {44 % | S
1-F+74+W b % k4o % | CHCH, | 4246 F | S

-+ 74N E Y 44454 | CHCH, | 434 % | S
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[£21]
R' R? X' Yo | x? z
2-% 7 W T4 44 | CHCH, |44 % | S
8%/ YN 4 4% | CHCH, | 444 % | s
3-% /W Z 4 5346 F | CHCH, | 4% | S
- I VN Z 4N 3246 % | CHCH, [ 424 % | S
2-4#x =) x4 4% | CHCH, | 58&5% | S
2-77 =N 4N 345 | CHCH, | 444% | S
-4 3T 4N 346F | CHCH, | 446F | S
2-4 Y EN WV x4 B4 F | CHCH, | 42454 | s
2~y )= A 246F | CHCH, | %&&F ! S
-~V X4 ITVY) N AP 45 % | CHCH, | 24 % | s
(2-0H, 4-Me) 7 = = 75 53346%F | CHCH, | 25| S
(2,4-Me) 7 = =V 75V BhF | CHCH, | 424 % | S
(2-0H) 7 = =V 7 5% | CHCH, | 42465 | s
(2-0H, 3,4-Me) 7 = =)V 74 5% | CHCH, | 4% | S
(2-0H,4-CF3) 7 = =) 74 4% | CHCH, | 4% | S
(2-C1,4-0me) 7 = =) 7% W 534 F | CHCH, | 38465 | S
(2-C1,4-0ph) 7 = = 7 %W 546 F | CHCH, | 4245 | S
1=+7 5N 7 4% | CHCH, | 55564 S
-+ 74N 74N 4% | CHCH, | 44| S
2-% 7w e 4% | CHCH, | 4444 | S
8-% /)W TF W 4% | CHCH, | 84464 | S
3-x /9w 7+ 4 F | CHCH, | 24 %F | S
- I TN 75 W 5% | CHCH, | 443 | S
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(#£22]
R' R? X' Y! X z
2-4 2 =) 74 546 % | CHCH, | %465 | S
2-7 7 =W 7% W 4% | CHCH, | 4% | S
-4 37N ) 42457F | CHCH, | 42464 | s
2-4 Y F W 7 44 %F | CHCH, | 444 %F | S
-y 4 L= 75 3245 F | CHCH, |44 % | s
==Y X4 ITVNN TN 4% | CHCH, |44 4| S

RIZARFEBH DI RIC DN TR B,

KFEEEMDOP P AR STHEMERK. CV—-1MRICREAETSZXI F (GAL
4-hPPARS LBD). W&7z5—¥HEH752Ik (UASx4-TK-L
UC) RUB—-HS7 by ¥—E¥ (B—GAL) #H7523I F#DMRIE—-Cizk
DBEFEAR, AEBLEMXIILBILAMTHZL-16504 1D%FAET, 40
R ER. bl z vy 7 25 —EHEEART S —GALEEZMET 22 itk
Dk~

B, W7 2o —EiEEE A - GALESETHEL. L—16504 1 TR =M
JBONTY 7 25 —CiEMZE 1 00% & LT, MENER YA REE2ZEHLUE. (B
DEHEF 1 0)

£2 3BEMEDEES KARIHEEY (SHH 1~T7) HL— 16504 1k
. FEXRENUEOP P AR 6 L/ 2R L

$h. F24BBE U EHH 9 — 1~ 9 — 2 2FERORFIEAMS L — 1
6504 1itt~. ASIHZNUEDP P AR STEHLIERER Lke

0T ARFAO—ME (1) TESNBHANE. BIEP P AR OFIHLIER %
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B edro, MEERTAL BEETAL B, > Fo—AX, BaLX7o—)v
e, &Y AEOIMESORMEERE. SIEME. BREE. BRERER. BE
FE. BIMEE. WA, AhA. BT Y. KIBH Y. RNV SOBMER. 7))V
WA T —hG. SAEMEE, BMHEE (Mano H. et. Al., (2000) J
.Biol. Chem., 275:8126—-8132) ., /Nt RyBERE, BIBHE
VRO T7 4 —EDOFR HINIIRER L LTRSS,

AFEPLADIE. & MOE UT—RORE OSSR ORSO &5 Ry ks
FHICL>THRETHZLNTE D,

BAMLT 2 20I0iE. BHOEMABFIC B 2B8E O ETHRAN BRF. 8. #
TRV BREHL HEREL LEEORBICHET L PTE S,

N SORMBICIE, BEOBEA. BEA. Bod. BRA. GR HFFRAREHH
WHhd, 22T, WAL LT, #¥E. D—~r=b— EREVO—-X, 7F
DR EMN BRI LT, TU TV AVARFRYAF RO —-ZANVT T A (C
MC—Ca) RED, BRAIELTIE. ATFTV VBT R TL, INVTRREW, I
Gl LT, e Raoxy7oerero—-X (HPC) . €552, RUEZ)VERD
DR (PVP) REDBPETEN5,

BEBIBRERANCBNTCE. EHAITEDRSTH 2ERPbEMZ 1HKO0. 1
mg~100mg, HOBETIHImg~2000mgTHaH, Eih, EIREIC L
DR T 5 LB TE S,

Wiz, FEEf 2 2B T AR 2B ICFMICHE T 2P ARBEE NSRBI S H D
TR,

S

Eial 1

2= [[8=[2=(5—AFN—2-T=z=)y—4—-FFPJ))) =F)] —1
» 2= NRUYRAVFPV = =6 —AN] ZAFY] —2—-AFNTOEL VR
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(1) 6=7PF7IF-3—-[2—(5—RAFN—2—T=z=)y—4—-FFYVJ))V
) ZFN] —1, 2=RUZALVFYI—)

6—7E I PIR=3—AFN—1, 2-R_RVZAAVFPY—)V (1. 50g, 7.
89mmol) ZETHF (25mL) KBEFIVEE, EXZHKAT. — 7 8°Clz
T2MOLDA (9. OmL, 18. Ommo1l) 21 04T THTL. 5ICH
T 1 ORI L2, MO THEBICRNEHRLEZ4 —T—FAF V=5 —-AF)—
2= zoWVAFYYV—-)VOTHF®H (1. 90g, 7. 89mmol,//4. OmL
) Z54HTHT L. BICEZET3 0 0HBR LR, RISKT 2R LR, BRI
RUSRIDERA 7 oy LKEE R TR F )V 2N Z 2o BRI T IVE &/ EE.
Ky BEK TS UHOKERERST M) D ATHE L. B LR, R F )V 2 TR EE
BEEERVVATINVAS LAY NS 74— (Z0aR)lVhA—20nR)Vh A I
—=100/1) LB L LEOFELEMZHERS (91 0mg) L UTHE

o

(% 3 2 %)

'H-NMR (CDC1l,, 400MHz) ¢ :
. 14 (s, 3H),

. 19 (s, 3H),

.02 (t, 2H, J=8Hz) ,
.32 (t, 2H, J=8Hz) ,
.13 (dd, 1H, J=1, 9Hz) ,
.35-7.45 (m, 4H) ,

. 83 (br—-s, 1H),

. 9-8. 0 (m, 2H) ,

.08 (d, 1H, J=1Hz)

0 3 3 3 9 W W N N

(2) 6—=73)-3—-[2—(B—RAFN—2—Tz=2)WV—4~-FFPVIDY)V) =F
W] —1, 2= ZX4VFPV—))

42



WO 01/79197 PCT/JP01/02271

FREAETRLONE6 -7 I PIR-3 - [2= (5~-XFN—2—-Txz=)V—4
—ZXPVIVI) =FNV] —1, 2-R_RVZXL4VFYPV—)V (T00mg, 1. 9mm
ol) Z1INIEE (ImL) IKBBILEE, KIGEEZ 10 0°Clc EiT 6 REEINE:E
#UT=o
BB T 2R L. BRICE LAIMORERT M) o AKERZEMZ R Uk, BERR
TFIVEMAGHE RSB =%, RO REK TS, KRR MUY A TEREL
B UE. MiEE2HTEEET S L TREBCEELE 2R (530me) &L
Tk, (IN*E86%)

'H-NMR (CDC1l,, 400MHz) ¢ :
.15 (s, 3H),

.00 (t, 2H, J=8Hz) ,

.27 (t, 2H, J=8Hz) ,

.01 (br—s, 2H, ),

.54 (dd, 1H, J=2, 9Hz) ,
.70 (d, 1H, J=2Hz) ,

. 2—=7. 5 (m, 4H) ,
.0—-8. 2 (m, 2H) .

o N o O A~ W W

(3) 6= ROFY—-3—[2=—(B—AFN—-2—Tx=)V—4—-FFPVJ )
) TFNV] =1, 2—RVYZAALVIFHI—)

EEAETHEONEZ6 -7 -3 - [2— (5—AFNV—2—-T =2 )V—4~-FFH
VW) =FIN] ~1, 2-RVXLVFBY—-)V (2. 14g, 6. T2mmo 1)
Z 25 %R (40mL) IEBI VR, KSFTHEHERS M) U AKEKR (487
mg,/2. 5mL) 21 04MTHT Lk

FEZMET T4 5 R L=, IMEERFD T b %iBokdm (3 0mL) i3 0
SEPTTHET Uk W FRTR, HRMFTT2 0REERL 2,
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FRIGET 2R LU EE. SRIEEUVKSKEHTE. YFLz—F)V (100mL X
2) T UEE. =—F)VEic I NOKBREF M) D AaEK (200mL x 3)
ZMMZHHE Uk. BeWTKERIEF MU AEKRZRB TICT 3NEREMZBIEE L
EERT )V & N2 AHEE & B L 72,

EHE 2 AIFIORIB/K THER. FUKRERT M) U ATEER. BB U, BIE2HES
(952 L CHEDEELEMEBEEK (1. 1g) L UTHEE,

'H-NMR (CDC1l,, 400MHz) 6 :
. 23 (s, 3H),

.02 (t, 2H, J=8Hz) ,

. 26 (t, 2H, J=8Hz) ,

. 71 (dd, 1H, J=2, 9Hz) ,
.90 (d, 1H, J=2Hz),

. 26 (d, 1H, J=9Hz),

. 4-7.5 (m, 3H) ,

.59 (br—s, 1H),

. 9-8.0 (m, 2H) .

~N < 9 9 O OO Ww W DN

(4) 2= [[3—[2=(5—AFN—2—-Tz=V—4~FFPIV))V) =F)]
-1, 2=-RUZLVFPV=—6—-4)V] %] —2-AFN7Oed BT
Y

6—N"NA FaFy—3—[2= (B—AFN—-2-Txz)v—4—FFHVJY)V) =
FNV] =1, 2= _UZXA4VFYY—)V (200mg, 0. 6 0mmol) ., 2—71
E-2=-AF)N70veAF Bz F) (156mg, 0. 80mmol) . REAHV YA
(111mg, 0. 80mmol) ZAFINZF)NFI Y (10mL) CEBXBER
v BBIREZ 8 0°Cic RIFME#EH Uiz, 1 2%, Hic2 -7 0E—2—-XAF N7
neAdvBEzFI)V (156mg, 0. 80mmol) . BBAHYYA (111mg, O
. 80mmo 1) ZMZ 2 0 RRIMEERR Lo FINMETZHR L, ERICE L.
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FEYERE, BICAFNVZFNVT PTG UBEEZEELE. CORBEES VA
TWVASKIOX IS5 7 4 — (ANFY YV /FBRIFIV=2 /1) THREL LEOEE
feehzmediiY (23 0mg) L UTHEE. (IES89I%)

'H-NMR (CDC1l,, 400MHz) ¢ :
. 23 (t, 3H, J=T7Hz) ,

. 64 (s, 6H),

. 15 (s, 3H),

.02 (t, 2H, J=7Hz) ,
.31 (t, 2H, J=7Hz) ,

.24 (q, 2H, J=THz) ,
.80 (dd, 1H, J=2, 9Hz) ,
.88 (d, 1H, J=2Hz) ,
.38 (d, 1H, J=9Hz) ,

. 4-7.5 (3H, m),

. 9-8.0 (m, 2H) .

N 9 9 o0 o R W W NN

(5) 2= [[83—[2— (B—AFN—2—Tz=)Vv—4—FFHVJVY)V) =F)]
-1, 2= RUZXALVFII—=NW=6—-ANV] FFV] —2—-XF)Vy70nEt g

AR eoNEZ2-[3-[2— (5—AFNV—2-Tz=)V—4—-FFPVJ)
W) ZF)NV] =1, 2—R_RVZALVFPI—)V—6—ANVFFY] ~2-AF)N7T0¥E
ZoBrFN (220mg, 0. 51mmol) Z2A¥ /—)W/THF/K (3mL/
ImL,/ 1mL) ORSEEICERIEEER, KBRL)F UL 1KIW (100meg)
ZINZ 7= B|IRICT 2 0 R URKOWAEZHER Uk, RINERZKS LR, &
BREMZ”=. (PH 48E)

WU ERRZSIUEE, K (4 0mL) CHEL2HEG L. BICHMELZRT 32
LeLioEbemEnEfR (170mg) L UTRE.
(£ 8 3%)
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'H-NMR (DMSO—-d;, 400MHz) ¢ :

1. 77 (s, 6H) ,

2. 19 (s, 3H) ,

2. 96 (t, 2H, J=T7THz) ,

3. 25 (t, 2H, J=T7Hz) ,

6. 86 (dd, 1H, J=2, 9Hz) ,

6. 96 (d, 1H, J=2Hz),

7. 45—=7. 5 (m, 3H) ,

7. 71 (d, 1H, J=9Hz) ,

7.85-=7. 95 (m, 2H) ,

13. 2 (br s, 1H).

EHEf 2
2— [[83=[2— (5—FNW—2—Txz=)V—4—FFHFJVU)N) =F)V] — 1
, 2= A VFYV—)V—6—A)] FAFY] —2—AFNTFoF B

EHEF 1 & FRBRDOFETLUT ORI KRB LG 2 E .

(1) 6= b;PIFR—-3-[2—-(Bb—ZFNW—-2—T7xz=)—4—-FFXPJ )V
) TFIN] —1, 2—=_ROXALVFHYV =)

%=1 5%
'H-NMR (CDC1,, 400MHz) ¢ :
.08 (t, 3H, J=T7Hz) ,
.21 (s, 3H),
.51 (g, 2H, J=T7THz) ,
.03 (t, 2H, J=T7THz) ,
.34 (t, 2H, J=T7Hz) ,
.09 (d, 1H, J=1, 9Hz) ,

~N W W NN DN
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7. 41 (br—s, 1H),

7. 4=7. 5 (m, 4H) ,

7. 95—-8. 00 (m, 2H) ,

8. 07 (d, 1H, J=1Hz) .

(2) 6—=73/)—-3—-[2— (5—xFNW—2—T=z=)V—4—FFPVI))V) =F
V]l =1, 2=RUZA4VIFTY—)

N9 6 %

'H-NMR (CDC1,, 400MHz) 6 :
.01 (t, 3H, J=T7THz) ,
.51 (a, 2H, J=T7Hz) ,
.03 (t, 2H, J=THz) ,
.27 (t, 2H, J=THz) ,
.02 (brs, 2H),

. 54 (dd, 1H, J=2, 9Hz) ,
69 (1H, d, J=2Hz) ,

. 26 (d, 1H, J=9Hz) ,

. 4—=7.5 (3H, m) ,

. 95—8. 00 (m, 2H)

-

~N 3 3 & O kW Ww NN =

(3) 6= FrOF>—-3—-[2-(5—FN—2—Txz=)V—4—FFYVJ DY)
) =FNV] —1, 2=-RUXA4VFPI—)

&5 3%
'H-NMR (CDC1l,, 400MHz) & :
1. 11 (t, 3H, J=THz) ,

2. 55 (q, 2H, J=THz) ,

3. 03 (t, 2H, J=T7Hz),
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.29 (t, 2H, J=THz) ,

. 95-6. 05 (br, 1H),

.72 (dd, 2H, J=2, 9Hz) ,

91 (d, 1H, J=2H1z),

.31 (dd, 1H, J=9Hz) ,

. 4-7. 5 (m, 3H) ,

. 95-8. 0 (m, 2H) .

~N 39 39 &0 o ot Ww

(4) 2= [[3—[2—(B—=FN—2—-Tx=)V—4—FFPIV)IV) =F)NV]
—1, 2=-RVXA4VFPVI—)V—6—4)V] FF>] —2—-RAF)NTOCFVBTF
)Y

IN#E8 8%
'H-NMR (CDC1l,, 400MHz) ¢ :
.07 (t, 83H, J=T7THz) ,
.23 (t, 3H, J=THz) ,
. 64 (s, 6H) ,
.51 (a, 2H, J=7Hz) ,
.02 (t, 2H, J=7Hz),
.32 (t, 2H, J=THz) ,
. 23 (q, 2H, J=T7THz) ,
79 (dd, 2H, J=2, 9Hz) ,
88 (d, 1H, J=2Hz),
.37 (d, 1H, J=9Hz) ,
. 4-7. 5 (m, 3H) ,
. 95-8. 0 (m, 2H) .

“

= B B e N N N I S T

(56) 2= [[3—=[2— (b—ZFNW—2—TxZ)V—4—FFPVJI)) =F)V]
—1, 2= RUZA4VFPY—-~6—A)NV] AFV] —2-AF)VTOEF VB

48
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INET 3%
'H-NMR (CDC1l,, 400MHz) J:
1. 3 (t, 3H, J=7Hz) ,
1. 69 (s, 6H) ,
2. 58 (q, 2H, J=THz) ,
3. 02 (t, 2H, J=THz) ,
3. 22 (t, 2H, J=THz) ,
6. 79 (dd, 2H, J=2, 9Hz) ,
7. 01 (1H, d, J=2Hz) ,
7. 22 (1H, d, J=9Hz) ,
7. 4—=7. 5 (m, 3H) ,
7. 95-8. 0 (m, 2H)

it 3
2— [[83—[2— (5—7nEN—2—Txz=)V—4—FFPJY)) =F)V] —

1, 2=V XL VFPI—N=6—-AN] AFY] —2-AFNTOEF VIR

KB 1 & ERDOFETLU T OFEE R OEE LM 2/ k.

(1) 6—=7;7IR-3—-[2—(5—=7OEN—2—Tx=)V—4—FFYV)
V) =F)NV] —1, 2—R_RUXA4VFTYV—)V

'H—NMR (CDC1,, 400MHz) & :
0. 87 (t, 3H, J=THz) ,
1. 55—1. 70 (m, 2H) ,
2. 22 (s, 3H) ,
2. 49 (t, 2H, J=THz) ,
3. 04 (t, 2H, J=7Hz),
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3. 35 (t, 2H, J=T7THz) ,

.12 (dd, 1H, J=1, 9Hz) ,

. 2-7. 6 (m, 5H) ,

. 95-8. 05 (m, 2H) ,

.01 (d, 1H, J=1Hz)

© N =3 3

(2) 6—=73/)—-3—[2—-(5—-70EN—2—-7xz=)V—4—FFHV))) =
FV] —1, 2—-RVRALVFHV—)

2TRENE4 1%
'H-NMR (CDC1l,, 400MHz) 6 :
. 87 (t, 3H, J=7THz),
.55—-1. 70 (m, 2H) ,
.49 (t, 2H, J=THz),
.01 (t, 2H, J=7Hz) ,
. 26 (t, 2H, J=T7THz),
.00 (br—s, 2H),
. 55 (dd, 1H, J=2, 9Hz) ,
.70 (d, 1H, J=2Hz),
.30 (d, 1H, J=9Hz) ,
. 4-7. 45 (m, 3H) ,
. 95-8. 05 (m, 2H) .

N J 3 O O bk W W N =, O

(3) 6=\ FEF>Y—83—[2— (5—70EN—2—T7xz=)b—4—FFHVJ)
W) =FN] —1, 2—-RUZXLVFHV—)

WE5 3%
'"H-NMR (CDC1l,;, 400MHz) ¢ :
0. 91 (t, 3H, J=THz),

50
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. 55-1. 70 (m, 2H) ,

.56 (t, 2H, J=7Hz) ,
.02 (t, 2H, J=8Hz),

. 25 (t, 2H, J=8Hz),

. 74 (dd, 1H, J=2, 9Hz) ,
.91(d, 1H, J=2Hz) ,
.28 (d, 1H, J=9Hz) ,

. 4-7. 45 (m, 3H),

. 95-8.00 (m, 2H) ,

.15 (br—-s, 1H) .

co 3 3 9 & oo W o w N o=

(4) 2—[[3=-[2—- (5—70EN—2~Tz=)V—4—FFHIV)) =F)N
1 -1, 2=-RVRAA4AVFYYI—=)V—6—4)V] FF>] —2—-AF)V7OrF BT
F )

NET 0%
'H-NMR (CDC1,, 400MHz) ¢ :
. 85 (t, 3H, J=T7Hz) ,
. 23 (t, 3H, J=7Hz) ,
. 5—1. 60 (m, 2H) ,

. 64 (s, 6H) ,

. 48 (t, 2H, J=THz) ,
.02 (t, 2H, J=8Hz),
.32 (t, 2H, J=8Hz) ,
. 23 (a, 2H, J=7Hz),
. 80 (dd, 1H, J=2, 9Hz) ,
. 88 (d, 1H, J=2Hz),
. 40 (d, 1H, J=9Hz) ,
. 40-7.50 (m, 3H),

~ g OO O R W W NN O

b1
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7. 95—-8. 00 (m, 2H) .

(5) 2—-[[3—[2— (5= N—2—Tx=)—4—FFPVIY)) =F)
] =1, 2= RUVZXA4VFVYV—NV—6—A4)NV] TFV] —2-AXF N7t

%9 4%

'H—NMR (CDC1,, 400MHz) & :
0. 85 (t, 3H, J=T7Hz) ,

. 5~1. 65 (m, 2H) ,

. 64 (s, 6H),

.55 (t, 2H, J=T7Hz),

.03 (t, 2H, J=8Hz) ,

.19 (t, 2H, J=8Hz) ,

.76 (dd, 1H, J=2, 9Hz) ,

.00 (d, 1H, J=2Hz),

.20 (d, 1H, J=9Hz),

. 40—7. 50 (m, 3H),

. 95-8. 00 (m, 2H) .

N 9 N9 9 o W W N = e

SEHB 4

2—[[3=T2—(5—70EN—2—(2=2007x2)V) —4—FFPJ)
W) TFN] =1, 2—RVZAAVFPV—N—-6—-AN] FF] —2-AF)NTO
b

KB 1 LEROFETUT OREERREELAN 2R .

(1) 6= b7PIF-3—-[2— (6—-7REN—2—-(2—-7mBT7=2)V) —
4—FFPVV)V) =F)V] -1, 2-RVALVFTI—)
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WE14%
'H-NMR (CDC1l,, 400MHz) ¢ :
. 85 (t, 3H, J=THz) ,
. 45—-1. 60 (m, 2H) ,
. 22 (s, 3H) ,
.46 (t, 2H, J=7Hz) ,
. 06 (t, 2H, J=T7Hz) ,
.36 (t, 2H, J=7THz) ,
.12 (dd, 1H, J=1, 9Hz) ,
. 3-7. 4 (m, 3H) ,
. 4-7. 6 (m, 2H) ,
. 9-8.0 (m, , 2H) ,
.07 (d, 1H, J=1Hz)

O 3 3 9 9 W W NN NN o= O

(2) 6—73/—-3—[2— (5—7pEeN—2—(2—Z27pn7==)V) —4—F
XUV UI) mFIN] —1, 2—_RAALVFP—))

I8 0%

'"H-NMR (CDC1l,;, 400MHz) ¢ :
. 87 (t, 3H, J=7THz),

. 45-1. 60 (m, 2H) ,

.49 (t, 2H, J=7Hz) ,

. 03 (t, 2H, J=7THz),
.29 (t, 2H, J=7Hz),

. 00 (br-s, 2H),

. 56 (dd, 1H, J=2, 9Hz) ,
.70 (d, 1H, J=2Hz),

. 28 (d, 1H, J=9Hz),

. 5=7.6 (m, 2H) ,

N 3 O O kW W NN = O
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7 . 4 - 7 . 6 (m: 1 H) L]
7. 9—8. 0 (m, 1H)

(3) 6=\ ROF>Y—3—-[2—- (5—7OEN—-2— (2—-Zpop7==)l) —
4—FXPVI)N) =FNV] —1, 2— RV VIFHVYV—)V

k3 4%

'H-NMR (CDC1,, 400MHz) ¢ :
.87 (t, 3H, J=7Hz) ,

. 45—-1. 60 (m, 2H) ,

.51 (t, 2H, J=7Hz) ,
.10 (t, 2H, J=T7Hz) ,
.31 (t, 2H, J=T7Hz),

. 1-6. 2 (br, 1H),

.74 (dd, 1H, J=2, 9Hz) ,
.91 (d, 1H, J=2Hz) ,

. 3-7.4 (m, 3H) ,

. 4-7.5 (m, 1H),

. 9-8. 0 (m, 1H)

~ 3 9 O & OO w o w N o= O

(4) 2—[[3—[2— (5b—7oE)N—2— (2—Z7pu7==)v) —4—FFY
JUW) =mFN] —1, 2—-R_RVA4VFPV—NV—6—ANV] TF>¥] —2—AF)V
Iavrd By )l

INE 6 3%
'H-NMR (CDC1l;, 400MHz) 6 :
0. 87 (t, 3H, J=7Hz),
1. 23 (t, 3H, J=THz) ,
1. 45—-1. 60 (m, 2H) ,

b4
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. 64 (s, 6H) ,

. 48 (t, 2H, J=THz) ,
.05 (t, 2H, J=7Hz),
.33 (t, 2H, J=T7Hz),

. 24 (q, 2H, J=7Hz) ,

. 80 (dd, 1H, J=2, 9Hz) ,
.88 (d, 1H, J=2Hz),

. 3-7. 4 (m, 3H) ,

. 4—=7.5 (m, 1H),

. 9-8. 0 (m, 1H) .

~N 9 9 o O A~ W W N =

(5) 2—[[3—-[2— (5—=7pENV—2— (2—Z70n0R7=x=)V) —4—FFY
VUW) =FNW] =1, 2—_XRAA4VFYFI—=—6—A4)NV] AF¥] =2 —=-AF)V
rovrd Vg

IN#%E 8 0%

'H-NMR (CDC1l;, 400MHz) ¢ :
.86 (t, 3H, J=THz) ,

. 45—-1. 60 (m, 2H) ,

. 66 (s, 6H),

.52 (t, 2H, J=THz),

.04 (t, 2H, J=T7THz) ,
3.29 (t, 2H, J=7Hz),

4. 24 (q, 2H, J=T7Hz) ,

6. 82 (dd, 1H, J=2, 9Hz) ,
7. 00 (d, 1H, J=2Hz),
-
7
7

W N = = O

. 3-7. 4 (m, 3H),
. 4-7.5 (m, 1H),
. 9-8.0 (m, 1H) .
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it 5
2—[[8=[2=- (5—TFN—2—-Tx=V=—4—FFBV))V) =F)V] —1
, 2=RYRAVFRPV =N =6 A N] AFY] =2 —AF )70 VR

K] 1 L FBRDOFETU T OFEGREMEELEY 2/,

(1) 6= ;73 F-8—-[2—(5=—TFN—2—-Txz=V—4—FFHJ )
) TFIN] -1, 2—RVALVFHI—)U

k1 3%
'H-NMR (CDC1l,, 400MHz) ¢ :

0. 87 (t, 3H, J=THz) ,
. 22-1.30 (m, 2H) ,
.4—-1., 5 (m, 2H) ,
. 21 (s, 3H),
.49 (t, 2H, J=7Hz) ,
.03 (t, 2H, J=THz) ,
.34 (t, 2H, J=7Hz) ,
.10 (dd, 1H, J=1, 9Hz) ,
. 3=7.5 (m, 5H) ,
.95-8. 05 (m, 2H) ,
.01 (d, 1H, J=1Hz)

00 I 9 3 W W D DN o=

(2) 6=-73/-3-[2— (5—TFN—-2—-Tx=V—4—FFPVI))V) =F
V] =1, 2=R_RVRXLVFPV—)

IN%E8 6%
'"H-NMR (CDC1,, 400MHz) 6 :
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0. 87 (t, 3H, J=THz) ,

. 2—1.35 (m, 2H) ,

. 40-1. 50 (m, 2H),

.50 (t, 2H, J=7Hz) ,
.01 (t, 2H, J=7Hz) ,
.26 (t, 2H, J=7Hz) ,
.03 (br—s, 2H),

.54 (dd, 1H, J=2, 9Hz) ,
.70 (d, 1H, J=2Hz) ,
.29 (d, 1H, J=9Hz),

. 4-7. 45 (m, 3H),

. 95-8. 05 (m, 2H) .

~N N9 9 o0 o kW W N

(3) 6—-NA kEFY—=3—[2= (5-TFN—2—-Tz=)—4—FFFJ I
) ZFN] =1, 2=V VEFYFI—)V

=3 4%

- 'H-NMR (CDC1,, 400MHz) 6 :
.89 (t, 3H, J=7Hz),

. 2—1. 40 (m, 2H) ,
.40—-1. 50 (m, 2H) ,

.55 (t, 2H, J=7Hz) ,
.02 (t, 2H, J=THz) ,
.27 (t, 2H, J=7Hz) ,
.71 (dd, 1H, J=2, 9Hz) ,
.91 (d, 1H, J=2Hz),
.29 (d, 1H, J=9Hz) ,

. 4-7. 45 (m, 3H) ,

. 9-8. 0 (m, 2H) .

~N 3 9 O o0 W W NN = = O

b7
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(4) 2—[[3—[2—(5—=TFN—2—Tz=)Vv—4—FFBVV)V) =F)]
-1, 2-R_RVZAALVFY—=)V=6—ANV] ZFY] —2—-AF)70vsd VBT
)%

INET 6%

'H-NMR (CDC1l,, 400MHz) ¢ :
.87 (t, 3H, J=THz) ;
.33 (t, J=T7THz),

. 2—1.3 (m, 2H) ,
.4~1.5 (m, 2H) ,

. 64 (s, 6H) ,

.50 (t, 2H, J=T7Hz) ,
.02 (t, 2H, J=THz),
.32 (t, 2H, J=T7Hz) ,
.23 (q, 2H, J=THz) ,
.79 (dd, 1H, J=2, 9Hz) ,
.88 (d, 1H, J=2Hz),
.39 (d, 1H, J=9Hz) ,
.40-7. 50 (m, 3H) ,

. 9—-8.00 (m, 2H) .

N N 9 O O AW W NN R = = = O

(5) 2= [[83—[2=(5—TFN—2—Tz=V—4—FFHVID)V) =F)]
—1, 2=RUZXALVFYPI=)N—6—A)] FF>] —2-AF)y 7Ot VB

%8 2%
'"H-NMR (CDC1l,, 400MHz) ¢ :
0. 88 (t, 3H, J=THz) ,
1.2-1. 4 (m, 2H) ,
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. 45-1. 6 (m, 2H) ,

. 64 (s, 6H) ,

.56 (t, 2H, J=T7Hz) ,
.01 (t, 2H, J=T7Hz) ,
.22 (t, 2H, J=T7Hz) ,
.79 (dd, 1H, J=2, 9Hz),
.00 (d, 1H, J=2Hz),
.24 (d, 1H, J=9Hz) ,

. 40-7.50 (m, 3H),

. 9-8. 05 (m, 2H) .

49 N N9 W W N R e

Kt 6
2=[[3—-[2—-(2, 5—27=z=—4—-FFHJI)NV) =F)] -1, 2-—
RVAAVFPI N =6 —ANV] AFY] —2—=AF)NTOEF VB

Ehp] 1 & RO FETUT O EMERRCERL S 2/ 7=,

(1) 6 =7 F;PIF-83-[2— (2, 5—27z=V—4—FFPVV)) =F
W] =1, 2=RVZA4VFYTY—)

IN%E2 1%

'H—NMR (CDC1,, 400MHz) 6 :
.21 (s, 3H),

.35-3.50 (m, 4H) ,

.15 (dd, 1H, J=2, 9Hz) ,
.3—-7.4 (m, 2H) ,

. 4-7. 55 (m, 5H) ,

.55 (d, 1H, J=9Hz) ,
.60 (dd, 2H, J=1, 9Hz),

N 9 9 9 9w
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8. 04 (d, 1H, J=1Hz) ,
8. 05—8. 15 (m, 2H) .

(2) 6—73/7—-3—-[2—(2, b—=P7z=)v—4—FFYVJ))) =F)V] —
1, 2—-RVZX4 VXYYV —)V

L8 4%
'H-NMR (CDC1,, 400MHz) ¢ :
. 35—-3. 45 (m, 4H) ,
.01 (s, 2H) ,
. 58 (dd, 1H, J=2, 9Hz) ,
.70 (d, 1H, J=2Hz),
. 3—=7.6 (m, 7TH) ,
. 6-7.65 (m, 2H) ,
. 1-8. 15 (m, 2H) .

0 9 3 & O o~ ow

(3) 6= FROFY—-3—-[2—- (2, 6=V7xz=2—4—FFPVVY)V) =F
W] —1, 2—X_OX4VIFHJ—)V

%3 4%
'"H-NMR (CDC1,, 400MHz) 6 :
. 35—-3. 45 (m, 4H) ,
. 3(brs, 1H),
. 76 (dd, 1H, J=2, 9Hz) ,
.91 (d, 1H, J=2Hz),
. 3—=7.6 (m, 7TH),
.62 (dd, 2H, J=2, 9Hz) ,
. 1-8.15 (m, 2H) .

0o I 3 & o o W
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(4) 2—[8—-[2—- (2, 5—Y7=x=)—4—-FFYPJV)) =FNV] -1, 2
—RYXAVFT = —6—AINAFY] —2—-AFN7REF VBTV

IN%E55%

'H-NMR (CDC1,, 400MHz) ¢ :
. 22 (t, 3H, J=7Hz),

. 64 (s, 6H) ,

. 35-3.50 (m, 4H) ,

.23 (g, 2H, J=T7Hz) ,

. 82 (dd, 1H, J=2, 9Hz) ,
.87 (d, 1H, J=2Hz) ,

. 3-7.55 (m, TH) ,

. 55—-7.6 (m, 2H) ,

. 05—-8. 15 (m, 2H) .

0 3 3 O O s~ W o =

(5) 2—[[3—[2—- (2, b=Y7z=)V—4—-FFYVIUNV) =FI)N] —1,
2=RYZAVFYY—=)—6—4 )] TFV] —2—-AF)NV7nEt VR

W R
'H-NMR (CDC1l;, 400MHz) ¢ :
1.67 (s, 6H) ,
3.35-3.45 (m, 4H) ,
6. 85 (dd, 1H, J=2, 9Hz) ,-
7. 00 (d, 1H, J=2Hz),
7.37—55 (m, 7TH),
7. 55—-7. 6 (m, 2H) ,
8. 05—8. 15 (m, 2H) .

KBl 7
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2—[[8=[2—=(B5—=RAFN—=2—Tz=V—4—FPIY)N) =F )] — 1,
2=NYZALIFXYVVI =) =6 —AIN] ZFY] —2—AFNTOEF VR

SEfif 1 & FtkDFETUT OFEEKREE &M &G,

(1) 6=7b;7IR=-3-[2— (B—RAFN=2—-Txz=)V—4—-F 7V Y)l)
ITFNV] —1, 2—-RVILVFHTV—=)

I#E2 1%

'H-NMR (CDC1l,, 400MHz) & :
2. 21 (s, 3H) ,

2. 22 (s, 3H),

3. 21 (t, 2H, J=8Hz),

3. 41 (t, 2H, J=8Hz),

7. 07 (dd, 1H, J=2, 9Hz) ,
7.34(d, 1H, J=9Hz) ,

7. 35—=7. 50 (m, 4H) ,

7. 85=-7. 9 (m, 2H) ,

8. 06 ((d, 1H, J=1Hz)

(2) 6-73—-3—[2— (B=AFN=2—Txz=)—4~FPVV)V) =ZF)N
] -1, 2=RVZALVFPYV—)V

=8 9%

'"H-NMR (CDC1;, 400MHz) & :
2. 24 (s, 3H) ,
3. 22 (t, 2H, J=THz) ,
3.37(t, 2H, J=THz),
6. 54 (dd, 1H, J=2, 9Hz) ,

62



WO 01/79197 PCT/JP01/02271
6. 69 (1H, d, J=2Hz),

7. 22 (d, 1H, J=9Hz) ,

7. 4—7. 55 (m, 3H) ,

7. 9—8. 0 (m, 2H) .

(3) 6= FREFY—3—[2—(B5—RAFN-2—Tz=)v—4—F7JJ)l)
TFIV] —1, 2—_RUAL VXYY —)V

&4 4%

'H-NMR (CDC1l,, 400MHz) 6 :
. 24 (s, 3H) ,

.25 (t, 2H, J=THz) ,
.36 (t, 2H, J=THz),
.74 (d, 1H, J=9Hz) ,

. 91 (s, 1H),

29 (d, 1H, J=9Hz) ,

. 35-=7. 45 (m, 3H) ,

. 8=7.9 (m, 2H) .

~N N 9 o o wow o

(4) 2= [[83=[2=(B—AFN—2—Txz=)V—4—-FF7VN)V) =F)V] —
1, 2=RUZALVFPV—=NV=6—A V] AFV] —2-AF)VTOEF VRTF)V

WE7 1%
'H-NMR (CDC1,, 400MHz) ¢ :
1. 23 (t, 83H, J=T7Hz) ,

1. 64 (s, 6H) ,

2. 24 (s, 3H) ,

3. 21 (t, 2H, J=THz),

3. 39 (t, 2H, J=T7Hz) ,

63
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4. 24 (g, 2H, J=THz) ,

6. 79 (d, 1H, J=2, 9Hz) ,

6. 88 (d, 1H, J=2Hz) ,

7.30(d, 1H, J=9Hz),

7. 35=7. 45 (m, 3H) ,
7. 85—-7. 90 (m, 2H) .

(5) 2— [[3—[2=(B—AFN—2—-T7xz=)v—4—F7VVY)V) =F)V] —
1, 2= R_RUVA4AVIFYV—=)I—6—A)N] TFV] —2=AF)70d VR

Wk 64%

'H-NMR (CDC1l,, 400MHz) ¢ :
. 66 (s, 6H) ,

. 27 (s, 3H),

.21 (t, 2H, J=T7THz) ,
.36 (t, 2H, J=T7Hz) ,

. 81 (d, 1H, J=2, 9Hz) ,
.01 (d, 1H, J=2Hz),

. 28 (d, 1H, J=9Hz) ,

. 35—-7. 45 (m, 3H) ,

. 85—=7.90 (m, 2H) .

<N 9 99 o W w N e

i 8
[[3—[2— (5—RFN—2—-T=z=)v—4—FFYFVY)))) =F)] —1, 2
—RUZLVFYI—)V—6 =4 )] AF] B

(1) [[83=[2—=(B—=AFN—-2—Tz=)V—4—FFYV))) =F)] —1
, 2=RYXAVFYV—)Vv—6 -4 )] FF] BB F )
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HiEF] 1 OGRRFREES —NA RR¥FY—3— [2— (5—AFN—-2—-T7 2 )V—
4—~FFPJVY)W) =FN] -1, 2-XRXL4VFPV—)L (200mg, 0. 60
mmo l). OEEB-ZFIV (134mg, 0. 80mmol) . KAV YA (1
11lmg, 0. 80mmol) ZAFINZFNI by (1 0mL) KREBIEEE. K
JSIREZ 8 0°Clc BT 1 5 RREMEARE Uz,

RIS T 2R LR MEERE. BICAFIVZFIVT b IS TG LB 28X
Ulzo CORBEVATNVIORNTST7 4 — (ANFY Y /BB FNV=2,/1) T
BHE U FRoFE G2 REmRY & UTi iz,

(%9 9 %)

'H-NMR (CDC1l,;, 400MHz) 6 :

. 26 (t, 3H, J=THz) ,

.15 (s, 3H),

.02 (t, 2H, J=T7THz),

.32 (t, 2H, J=7Hz) ,

.29 (q, 2H, J=T7THz) ,

4. 67 (s, 2H) ,

6. 9—-7. 0 (m, 2H) ,

7.35—=7. 5 (m, 4H) ,

7. 95—-8. 00 (m, 2H) .

S W w o —

(2) [[83—[2—(B—RAXFN—2—Txz=)v—4—FFYVJ)) =F)V] — 1
, 2RV —)—6—A)] FF>] B

SEHER 1 & BBk DA CHREM G Z B/ o
%6 4%

'H-NMR (DMSO—-d;, 400MHz) ¢ :
2. 18 (s, 3H) ,
2. 96 (t, 2H, J=T7Hz) ,
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. 25 (t, 2H, J=THz) ,

. 73 (s, 2H) ,

. 94 (dd, 1H, J=2, 9Hz) ,

.16 (d, 1H, J=2Hz) ,

. 45-7. 5 (m, 3H) ,

.09 (d, 1H, J=9Hz),

. 85—=7. 9 (2H, m) .

N 9 9 w9 oo s W

i1 9
RIEF1 1 LR TETUTOEEY 2R/,

(EHF 9 —1)

2—[[3-[2—-[2—-—(2—Z70op7=2)y) —5—A4V)70E)V—4—FFY
VO] ZFN] —1, 2=-RUZRAVFII=N—6—A)N] AFY] —2—-AF)
roex g

SRR

mp. 100-105°C

'H-NMR (CDC1l,, 400MHz) J;
. 13 (6H, d, J=THz)

. 63 (6H, s)

. 9-3. 0 (1H, m)

.04 (2H, t, J=T7Hz)

. 27 (2H, t, J=THz)

. 80 (1H, dd, J=2, 9Hz)
.99 (1H, d, J=2Hz)
.24 (1H, d, J=9Hz)

. 3—-7.4 (2H, m)

. 35-7.50 (1H, m)

~N 4 3 &0 & W oW N = =
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7. 80—-7. 95 (1H, m)

IR (KBr) cm’

3000, 2950, 2900, 1720. 1700, 1620, 1610, 15
60, 1520, 1500, 1475, 1460, 1440, 1400, 1380,
1280, 1180, 1140, 1120, 1040, 1020, 980, 840,
780, 740.

(SEHEHI 9 — 2)

2—[[3—[2—[2—(4=7pp7==)V) —5—=70EN—4-—FFYVJ )
Wl zFIV] —1, 2—=_RVRALVFYI=N—6—A)] ZAFY] —2—-AF)y70
v VR

EREET

mp 156—158°%C

'H NMR (CDC1l,, 400MHz) & ;
. 88 (3H, t, J=THz)
.52—1.61 (2H, m)

.69 (6H, s)

.53 (2H, t, J=T7THz)
.00 (2H, t, J=T7Hz)
.20 (2H, t, J=T7Hz)
.79 (1H, dd, J=2, 8Hz)
.99 (1H, d, J=2Hz)
.23 (1H, d, J=8Hz)
.42 (2H, d, J=8Hz)
.92 (2H, d, J=8Hz)

N N 9 6 O W W N = = O

IR (KBr) cm™!:
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2873, 1620, 1518, 1497, 1479, 1392, 1385, 12

82, 1188, 1144, 1095, 984, 843, 835,

816, 742

(=69 — 3)

2= [[8—=T2—-[2—- (2=7p0np7z=)V) —5—~"FI)—-4—-FFYV))

Wl =F W] —1, 2=—RURAVFPV—INV—6—4)] FFY] —2—AF)N7D1

[V

HEEIRY)
'H-NMR (CDC1,) 6 ;

~N J 9 OO0 6O W W N = = = O

. 86 (3H, t, J=7Hz),

. 2~1. 3 (6H, m, ),

.45~1. 55 (2H, m) ,

. 66 (6H, s),

.55 (2H, t, J=THz),

.20 (2H, t, J=8Hz),

. 25 (2H, t, J=8Hz),

. 80 (1H, dd, J=3 and 10Hz),
.98 (1H, d, J=3Hz),

. 2~7. 4 (3H, m) ,

.50 (1H, d, J=3Hz) ,

.90 (1H, dd, J=3 and 9H=z).

(EHEFI9 — 4)

2—[[83=[2=[5—_UDON=—2—- (2=n07=2)V) —4—FFPVV

Nl xzFN] =1, 2—RVALVFBI—N=6—AN] AFY] -2 -AFNVT7'1O

v VR

68
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fEEHRY)

'H—NMR (CDC1,) & ;

. 66 (6H, s)

.07 (2H, t, J=THz)

.26 (2H, t, J=7Hz)

. 93 (2H, s)

. 80 (1H, dd, J=3 and 9Hz)
.97 (1H, d, J=3Hz)

. 15~7. 40 (8H, m)

.47 (1H, d, J=9Hz)

.86 (1H,dd, J=2 and 8Hz)

~N J 9 & oo W O w w =

(EHEF 9 — 5)
2—[[3—=[2—[2— (2—RAFNWT7x=)V) =5—=7OEN—-4—-FFYV

W]l TF)W] —1, 2=V ZRAVXYV—=)IV—6—4)V] #F¥] —2—-AF)v70

v Vg

HEHRY)

'H-NMR (CDC1,) J;

. 87 (3H, t, J=T7Hz)

.55 (2H, tq, J=THz, THz)
. 66 (6H, s)

.52 (2H, t, J=7Hz)

. 61 (3H, s)

.02 (2H, t, J=T7THz)

.28 (2H, t. J=T7Hz)

.82 (1H,dd, J=2Hz, 8Hz)
.01 (1H,d, J=2Hz)

. 2—T7. 4 (4H, m)

~N N4 & W W NN = = O
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7.89 (1H, d, J=7Hz) .

(K1 9 — 6)
2—[[38—[2-[2—-(2, 3=y7nO7=x=)y) =5—=F)—4—FFY

VO] 2FNV] —1, 2—R_RUZA4VDFPIY—)V—6—A4)] ZFT] —2—XF)
AR V.

MRy

'H-NMR (CDC1,) 6 ;

.10 (3H, t, J=8Hz),

. 67 (6H, s),

.57 (2H, t, J=8Hz),

.03 (2H, t, J=8Hz),

.27 (2H, t, J=8Hz) ,

. 82 (1H, dd, J=2 and 9Hz),
.99 (1H, d, J=2Hz),

. 25~7.30 (2H, m) ,

.55 (1H, dd, J=2 and 8Hz),
.79 (1H, dd, J=2 and 8Hz)

~N N9 N9 O o W o Ww N = =

(EHEBI9 — 7)

2—[[3-[2-[2-(2—7nnpz7==)V) —5—F)V—4—FFHFJ D)
1] =1, 2=V ZAAVFYIIN—6—A4)V] ZFY] —2-AF) 7O
Z ViR

HE7ENVT 7R

'H-NMR (CDC1,, 400MHz) ¢ ;
1. 11 (3H, t, J=T7Hz)

1. 66 (6H, s)
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.57 (2H, a, J=THz)

.02 (2H, t, J=T7Hz)

. 25 (2H, t, J=THz)

.80 (1H, dd, J=2, 8Hz)

. 98 (1H, d, J=2Hz)

. 23 (1H, d, J=8Hz)

. 32-7.50 (3H, m)

. 89 (1H, m)

~N 3 N & 6 W o Ww o

IR (KBr) cm!:

2981, 2939,2519, 1697, 1622, 1572, 1543, 15
18, 1497, 1462, 1441, 1419, 1392, 1385, 1350,
1284, 1282, 1205, 1178, 1144, 1088, 1055, 984
, 943, 858, 839, 812, 754, 750,

735, 688, 604, 586

(1B 9 — 8)
2—[[3—[2-[2—-(Q2—-=btaT=z=)) =5-—T0EN-4—-FFYVY

W] ZF)NV] —1, 2=RUZALVFI—NV—6—-A)N] FF>] —2—-XF )y

eV

WEARR

mp 114—116°C

'H—-NMR (CDC1,) & ;

.82 (3H, t, J=THz)

.46 (2H, tq, J=T7THz, THz)
. 67 (6H, s)

. 45 (2H, t, J=THz)

.01 (2H, t, J=THz)

W N = = O
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.27 (2H, t. J=THz)

. 86 (1H, dd, J=2Hz, 9Hz)

.99 (1H, d, J=2Hz)

.33 (1H, d, J=9Hz)

. 5—=7. 7 (2H, m)

.81 (1H, dd, J=1Hz, 8Hz)

.97 (1H, dd, J=1Hz, 8Hz) .

N 3 9 39 o O W

IR (KBr) cm!;

2970, 2931, 2873, 1701, 1624, 1560, 1533, 14
98, 1470, 1446, 1439, 1419, 1394, 13562, 1282,
1203, 1174, 1142, 1090, 984, 841,

812, 785, 7562, 729, 604, 584.

(i 9 —9)

2—[[3—=[2-[2—(2=Zpnpzuz=)y) —5—y/ro7oE)l—4—%*
PV U] 2FNV] =1, 2=ANVZALVFPI—=NV—6—A)NV] FFV] —2—XF
V7oed U

IR Y)

'H-NMR (CDC1,;) &;

. 7~1. 9 (4H, m)

. 67 (6H, s)

. 7~1. 8 (1H, m)

.10 (2H, t, J=7Hz)

.29 (2H, t, J=7Hz)

. 81 (1H, dd, J=2 and 9Hz)
.00 (iH, d, J=2Hz)

. 25~7. 9 (5H, m) .

N N o W W o o
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(Rfam 9 —10)
2—[[3—[2— (2=37u~FI)—5—-7OE)N—4—FFYI))) =F
W] =1, 2= AAVFY—)V—6—A)N] ZF>] —2—AF)N70F VB

EEMRY)

'H-NMR (CDC1,;) 6 ;

. 83 (3H, t, J=THz)
. 2~2.1(10H, m)

. 45~1. 55 (2H, m)
.71 (6H, s)

. 44 (2H, t, J=THz)
. 8~2. 9 (3H, m)

. 0~3.1(2H, m)

.72 (1H, dd, J=2 and 9Hz)
.95 (1H, d, J=2Hz)
.99 (1H, d, J=9Hz) .

S O OO W NN = = O

(EMEF9—11)

2—[[3-[2-[2— (2-=Y0nu7=x=)V) —5—-AVTFNV—4—FFYV
UW] EFN] =1, 2R XL VI == 6—A V] FFS] —2-RAFNVT
oea R

H i

mp 118—-120°C

'"H-NMR (CDC1l,;, 400MHz) ¢ ;
0. 87 (6H, d, J=6Hz)

1. 66 (6H, s)

1. 90 (1H, m)
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.44 (2H, d, J=T7Hz)

. 03 (2H, t, J=7Hz)

. 28 (2H, t, J=7THz)

. 82 (1H, dd, J=2, 8Hz)

.99 (1H, d, J=2Hz)

. 31-7.39 (3H, m)

. 48-7. 50 (1H, m)

. 89-7.92 (1H, m)

~ J 1 &0 o W W o

IR (KBr) cm!:

3433, 2960, 2931, 2870, 25630, 1707, 1620, 15
52, 1518, 1497, 1473, 1417, 1385, 1381, 1277,
1180, 1138, 1088, 1053, 978, 843,

820, 768, 742, 606, 584, 471

(SEHEm 9 — 1 2)

2—[[3-[2-[2-(2—%pnp7=z=)V) —5—tert—7F)V—4—%
FYPVON] =FN] =1, 2-RUZLVFPII—6—-AN] FFL] —2 X
F)7orx U

I i &

mp 127-129°C

'H-NMR (CDC1l,, 400MHz) 6 ;
. 26 (9H, s)

. 65 (6H, s)

.17 (2H, t, J=T7Hz)

.31 (2H, t, J=7Hz)

.81 (1H, dd, J=2, 8Hz)
.00 (1H,d, J=2Hz)

N O W W = =
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.28 (1H, d, J=8Hz)

. 34—-7.37 (2H, m)

. 50 (1H, m)

.93 (1H, m)

=N 9 93

IR (KBr) cm™':
3855, 3737, 3433, 2978, 2974, 2872, 2347,
1707, 1703, 1620, 1572, 1549, 1522,
1498, 1421, 1383, 1367, 1346, 1284, 1184,
1146, 1055, 982, 837, 816, 768, 744, 739,
609

(B9 -1 3)

2—[[8—[2—[2—(2—7)FA0n7==)V) —5—4V7OE)N—4—-FF
PYINV]I ZFNW] —1, 2= RVZAVFPV =N —6—A)NV]| FTFY] —2—AF
V7aeF Vi

WEETENT 7R

'H-NMR (CDC1,) &;
.15 (6H, d, J=7Hz)
. 67 (6H, s)

. 95~3. 00 (1H, m)
.04 (2H, t, J=THz)
. 24 (2H, t, J=T7Hz)
.80 (1H, dd, J=2 and 8Hz)
7.00 (1H, d, J=2Hz)
7015~7. 25 (3H, m)
7. 40~7. 45 (1H, m)

S W W NN = =
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7. 95~8. 00 (1H, m) .

(=9 —14)
2—[[3—-[2—[2=-(4—tert—TFF)VT7xzZ)V) =54V TOE)—
4—=FXFPVIN] =FN] =1, 2=REZLIVFPV—=)V—6—ANV] AFV] —
2—AF )7 Ui

WEATENT 7 R

'H-NMR (CDC1,) 6;
.16 (6H, d, J=THz)
. 36 (9H, s)

.70 (6H, s)

. 95~3. 05 (3H, m)
.17 (2H, t, J=8Hz)
.76 (1H, dd, J=2 and 8Hz)
.00 (1H, d, J=2Hz)
.15 (1H, d, J=8Hz)
. 47 (2H, d, J=8Hz)
. 93 (2H, d, J=8Hz) .

N 9 9 9o W N R ke

(EHEFH9—15)
2—[[3—[2—-[56—4AVZOEN=2—(2—F7F)N) —4—FFBV V)
1xzF)V] =1, 2—-A_UXLVFPV—)V—6—4)NV] 2FY] —2—AXAF)70E
VB

WEBE7ENT 7R
'H-NMR (CDC1;) S ;
1. 20 (6H, d, J=7Hz)
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. 00 (1H, gqq, J=THz, THz)
.07 (2H, t, J=T7Hz)

.30 (2H, t, J=T7Hz) ,

. 80 (1H, dd, J=2Hz, 9Hz)
.02 (1H,d, J=2Hz)

.30 (1H,d, J=9Hz)

. 5—=7. 6 (2H, m)

. 8-8. 0 (3H, m),

. 08 (1H, dd, J=2Hz, 9Hz)
.49 (1H, s).

0 0O J 33 3 3 o W w w

IR (KBr) cm™!;

2972, 2929, 2872, 1707, 1701, 1620, 1560,
1516, 1498, 1466, 1417, 1392, 1383, 1365,
1284, 1184, 1144, 1088, 10563, 982, 893,
858, 835, 816, 7564, 607, 471.

(EHEFE9—16)
2—[[3-[2=[5—4AV7OEN=—2— (2—=A b XV T7xz)) —4—FF
PV I ZFI] =1, 2 RVZAAVFGPS—)V—6—ANV] FFP] —2—XF
A A=E Y '

5

mp 123-125C
'H-NMR (CDC1,) & ;
1. 17 (6H, d, J=T7Hz)
1. 67 (6H, s)

2. 9-3. 1 (3H, m)

3. 1-3. 2 (2H, m)

7
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. 93 (3H, s)

. 73 (1H, dd, J=2Hz, 9Hz)

. 96 (1H, d, J=2Hz)

. 0—-7.1(2H, m)

. 13 (1H, d, J=9Hz)

. 43 (1H, m) ,

. 83 (1H, dd, J=2Hz, 8Hz) .

N4 9 9 N9 e o W

IR (KBr) cm™;
2999, 2927, 1709, 1622, 1620, 1554, 1518,
1497, 1468, 1419, 1389, 1363, 1281, 1259,
1186, 1138, 1096, 1053, 1026, 978, 833,
802, 752, 744, 715, 604, 584.

(=MEF9—17)
2— [ [83—[2—[2—=(2, 4—/no7=z=)l)) —5—4V7O)V—4 —

AXIVIUN] =FN] —1, 2—_ XL VFY—I—6—A V] FF>] —2—

AF)y7aesE

SREh A

mp 102—-104°C

'H-NMR (CDC1l,, 400MHz) ¢ ;
. 13 (6H, d, J=THz)

. 66 (6H, s)

. 95 (1H, m)

.04 (2H, t, J=THz)

. 27 (2H, t, J=T7Hz)

. 82 (1H, dd, J=2, 8Hz)
.99 (1H, d, J=2Hz)

S Y W W N =
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7. 28 (1H, d, J=8Hz)

7. 32 (1H, dd, J=2, 8Hz)

7. 51 (1H, d, J=2Hz)

7.87 (1H, d, J=8Hz)

IR (KBr) cm™:
3535, 2939, 1705, 1618, 1562, 1498, 1466,
1460, 1385, 1381, 1286, 1184, 1147,
1107, 1053, 976, 841, 816, 417

(EHEH 9 —18)
2—[[3—[2—-[2—(2, 6=y7pu7=z=)V) —5—4V7OE)N—4—
AXYVIOIN] ZF)N] -1, 2= XAV —)I—6—AN] AF>] -2 —

AF)N 7O iR

SRR ,

mp 161—-163°C

'"H-NMR (CDC1,, 400MHz) J ;
.08 (6H, d, J=THz)

. 63 (6H, s)

.92 (1H, m)

.07 (2H, t, J=THz)
.31 (2H, t, J=THz)
.81 (1H, dd, J=2, 8Hz)
.99 (1H, d, J=2Hz)

. 31-7.41 (4H, m)

~N & O W W N ==

IR (KBr) ecm™':
3467, 2976, 2873, 2521, 1722, 1624, 1605,

79
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1560, 1518, 1498, 1468, 1433, 1385, 1383,
1367, 1340, 1321, 1271, 1200, 1176, 1130,
1095, 1041, 974, 933, 883, 839, 793, 771,
750, 600, 569, 482

(Mm99 —19)

2—[[3~-[2—[~-5—=4V7OEN=2— (2=bUTNFAOXFIVT =)V
) —4—FFYVIIN] ~=FNV] —1, 2—=RUZAVFH—)V—6 4] FF
Y1 —2—=AFNVTOEF VB

'TH-NMR (CDC1,) & ;
.11 (6H,d, J=7Hz),
. 65 (6H, s),

.9~3. 0 (1H, m),
.04 (2H, t, J=THz) ,
. 28 (2H, t, J=T7Hz) ,
.18 (1H, dd, J=2 and 8Hz),
.00 (1H, d, J=2Hz),
. 26 (1H, d, J=8Hz),
. 5~7.7 (2H, m) ,
.80 (1H, d, J=8Hz) ,
.02 (1H, d, J=8Hz) .

00 1 N T IO W W DD

(EMEF 9 —20)

2—[[3—[2—[2—(2-bRRF>Y7x2)V) ~5-4VTREN—4—F
FHVIN] =FN] =1, 2=—RUZLVFYI—N—6—AN] AFS] —2—2
Fzoes U

80
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MRy
'H-NMR (CDC1,) & ;
.16 (6H,d, J=7THz)
. 66 (6H, s)
.97 (1H, qq, J=THz, THz)
. 06 (2H, t, J=THz)
.31 (2H, t, J=7Hz)
. 8=7.1(4H, m)
.32 (1H, m)
.40 (1H, d, J=9Hz)
.76 (1H, dd, J=1Hz, 8Hz) .

~N 39 3 OO0 W W N = =

(SEHEFI 9 —2 1)
2— [ [83—[2—[2—7=z=)y—5—7pE)N—4—FFPV))V] =F)V] 4
YR=I=6—A)N] AFT] —2—AF)NT7OCIT VR

'H NMR (CDC1l,, 400MHz) ¢ ;
B A&

0. 82 (3H, t, J=THz)

. 40-1. 55 (2H, m)

. 57 (6H, s)

.41 (2H, t, J=THz)
.87 (2H, t, J=THz)

.10 (2H, t, J=T7Hz)
.76 (1H, dd, J=1, 9Hz)
.92 (1H, s)

.96 (1H, d, J=1Hz)

. 4—7. 5 (4H, m)

~N & O O W N DN e
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7. 85 (1H , brs, )
7. 95—-8. 05 (2H, m)

(EHEGFI9 — 2 2)

2—[[3=[2—-[5—=4V7ZnE)V—2— (4=TFNVT7x)V) —4—FFY
VO] =FW] =1, 2—_XVZAAVFPYV N —6—A)NV] FFY] —2—AF)
zovst Vg

SREMIRY

'"H-NMR (CDC1;, 400MHz) & :
.94 (t, 3H, J=7Hz),
.16 (d, 6H, J=7Hz) ,
.35—-1. 45 (m, 2H) ,
.60—-1. 70 (m, 2H) ,

. 68 (s, 6H) ,

. 66 (t, 2H) ,

. 95-3.05 (m, 3H) ,

.21 (t, 2H, J=THz) ,
.77 (dd, 1H, J=2, 8Hz),
.00(d, 1H, J=2Hz) ,
.20 (d, 1H, J=8Hz),

. 25 (d, 2H, J=8Hz),
.90 (d, 2H, J=8Hz) .

N 9 9 9o W NN R H R kO

EF 1 0 KR

I. WS

(1) PP AR §¥EEIEREORE

At ey (=G 1 ~T7 RUOBHMOPPARS7I=ZAbDL—-165041 (B
erger, J.f5, (1999) J. Biol. Chem., 274:6718—6
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. 03ugDGAL4—hPPARS LBD, 0. 25ugPUASx4—TK~-L
UC, 0. 35u8®BGAL, 2u10VKR7z2vaviEDMRIE-C (Li
fe Technologies), ShoZ0PTI-MEMIZHBREL, BERT30
AEHB LA D) 2HIMLT, 3 7°CTHRREEEL =,

4) FHBRGEMIINIC X 5 e
DNAEERHERE, ARMEY (REE: 10*MHA0WIX1 0" Mickrs k>
21 00%DMSOIHMLEBD) 204 %FCS—OPTI-MEM 5004
LI e U TE BI04 O MR, 3 7°CTHELE,

5) VR—F —BETHREL ~IVORIE

EizkE, PBST2EPio 2%, WHEREZ 1TV, 1Yx)v8kED, VY7
= I —EE e AR eEER (25mM Tris—PO, (pH 7. 8), 1
5%v/v Glyserol, 2%CHAPS, 1%Lecithin, 1%BSA

83



WO 01/79197 PCT/JP01/02271
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LYEW) 50u1ZMZ, 41 4nmOBREEREE LR BEE LUTHANWEDMSO
(0. 1%EE) OATUELUEMBONY 7 =5 —LiEEE (2> ba—)VE) 20
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ARLED PP AR Stk
Ehif 1 27
Ehal 2 6 7
Ehf 3 42
Eha 4 73
Ehfl 5 55
Ehifil 6 44
Fhtit 7 16
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LI EDuEH2PP AR S OWEMALERAZR U o

Eham 1 1 SR
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85



WO 01/79197

(£24]

PCT/JP01/02271

En¥ sl (Me=x ) PPAR« PPARY PPAROG
EHI9 — 1 T2%1 RS 91%6
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EhEF 9 — 3 95%9 61*+6 97%2
EFHI9 — 4 16%2 T8+1 XS
EFGH O — 5 726 21%0. 5 |86%15
EFGHI 0 — 6 FEY Y {0110
EhEH 9 — 7 25+0. 173 87+3
EHEK 9 — 9 12 13 60
ERHO 11 |10 75 62

EiEFl 9 —1 4 74 86 86
EMHO—15 |82%16 [81%5 T05%16
ERHO—16 |1 19 25
MBI —17 63+4 22+%3 111+4
ERHO_19 |28 21 13

EEFE 9 — 2 0 28 25 61
EwA9—22 |94 78 11
L—-165041 2+1 1+0. 03 32%x15
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