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(2-C7z= )L AV 70OE L 0 #&F | CH,CH, CH(OH)(4)
(2-chz==)L A4V7OEL 0 we CH,CH,CH, HwEFW@)
(2-chzz=JL 4V7oE L | 0 f#E&F | CH,CH, CH=CH(4)
JxZ )L AFIL S e CH,CH, C=0(4)
2-EUSIL IFIL s e CH,CH, C=0(4)
2-FITF L ZJaE L 0 #&F | CHCH, waFA@
oankvil  |TFIL 0 #&=F | CH,CH, NHC=0(4)
(2-Cl7z= )L Zoe L 0 #AF | CH,CH, CH=CH(4)
(2-clhuz=)L JOE L 0 #&F [ CH,CH, CH(OH)(4)
(2,4-C7z=)L |FEEL 0 we CH,CH, C=N-0OH(4)
(4-Bu)T7z= )l  |nNFIL s #4&F | CH,CH,CH, c=0(4)
(4-tBu)7x= )L (NFVIL N-Me |0 CH,CH, 0(3)
(2-choz=L t—=JF I N-Et [NHCO | CH,CH, C=0(3)
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(2-Cchzz=)L A4YZFOENL N-Bn CONH CH,CH, ©=0(3)
(23-F)7z=)L |4VYITFN 0 HEF CH,CH, C=0(3)
(24-F)7z=)L  |FUZLABAFIL |0 He CH,CH, NHC=0(3)
(23-F)Zxz=J)L  |FUZL40TF)L [0 e CH,CH, CH=CH(3)
(24-F)7z=)L |PILFBOIFI 0 wEF CH,CH, C(OMe)(3)
(2-CF3)7x=)L |[4VYTHEL 0 HwEF CH,CH, C=0(4)
(26-Chzz=)L [4VTOEL 0 weF CH,CH, C=0(4)
(e-chmz=)L >Hoa7oe L S HEF CH=CH C=0(4)
(2,8-F)7z=)L |2-TORZ)L S Ea=E CH, C=0(4)
(2,3-CD7z=)L |[E=)L NH waF CH,CH=CH  |c=0(4)
(2,8-Choxz= )L |[2-TaRZ )L N-Me #EF CH, C=0(4)
(24-F)7x=)L |[FENLFEL N-Et HweEF CH, C=0ONH(3)
~NEDIL SoO07OELAFIL IN-Bn  |#5BF  [CH,CH,CH, [c=0(8)
2-F%/1)JL A4V70E L S HEF CH,CH,CH, [#&&F(3)
(2-chZz=JL {4V FaEL S BmaF CH, CH=CH(3)
(2-OMe)7z =)L |4V 7OF L S WEF CH,CH, NHCO(3)
(2-Me)7z=)L  [4VTBE L S WmeF CH,CH,CH, |c=0(4)
(4-ohz7z= ) 1v7FoE L S HwEF CH,CH, Cc=0(4)
(5—1) XRO—EX (I—e) TRINBLEY :

b, EE—M8X (I) tE£ansbE8P<T. R°=R*=AF), Z=0. R
S=HT, X!DPBZIEF 7YV —-NVEBOBE5MIZES LT3 REE/LEY
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(2-chzz=)L AV7OEL S #&=F | CH,CH, c=0(4)
(4-chzz=iL pA=]=p]% S #&F | CHCH, ©=0(4)
(2-Chgxz=)L 47O )L NH e CH,CH, C=N-OH(4)
(2-cnzz==JL 4V70E L N-Me #&F | CH,CH, CH(OH)(4)
(2-ch7z= )L A4V7F0EL N-Et # &= | CH,CH,CH, & (1)
(2-ch2z=J)L 470 L N-Bn e CH,CH, CH=CH(4)
Zx=)L AFIL S #&F | CH,CH, C=0(4)
2-EYT L IFNL S e CH,CH, C=0(4)
2-FIFIL ZOE L NH i) CH,CH, HaEFW
oands L |[TFL N-Me #E&F | CH,CH, NHC=0(4)
(2-ch7x=)L panl=p% N-Et #&F | cHCH, CH=CH(4)
(2-chzz=)L  |[FEEL N-Bn #%&F | CH,CH, CH(OH)(4)
(24-CD7x= )L |TOEL “Is #A=E | CH,CH, C=N-OH(4)
(4-Bu)Zx= )L [~FIL NH #8=F | CH,CH,CH, C=0(4)
4-tBu)7x=)L  [(ANFUL N-Me 0 CH,CH, o(3)
(2-CH7z=)L t—TJFI N-Et NHCO CH,CH, C=0(3)
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(2-chzz=jL 4V 70E L N-Bn [CONH CH,CH, c=0(3)
(2,3-F)Zx=)L  |[MVYTFL S HEF CH,CH, C=0(3)
(24-F)7z=)L  (F)ZLADAFIL S HwEF CH,CH, NHC=0(3)
(2,3-F)7z=)L  |FJZILABIFIL NH H#waF CH,CH, CH=CH(3)
(24-F)7==)L  |P7LFAOIFIL N-Me [#E&F CH,CH, c(OMe)(3)
(2-CF3)7xz=)L |4V TRAEL N-Et HAE CH,CH, C=0(4)
(2.6-Chzz=J) |[4VTOEL N-Bn |#E&F CH,CH, Cc=0(4)
(2-C7z= )L HaFoE )L S HaF CH=CH c=0(4)
(23-F)y7z=)l |2-Fa~=)L S WwaF CH, C=0(4)
(2.3-ci)7x=)L |E=)L NH WwaF CH,CH=CH |c=0(4)
(23-CN7x= )L [2-T7ARZL N-Me |#&F CH, C=0(4)
(24-F)7z=)L |FONILF|L N-Et |#&&F CH, C=0NH(3)
~EDL oadoELAFIL  IN-Bn |EE&F CH,CH,CH, [c=0(3)

2-F /UL A1y7ag L S s CH,CH,CH, & F(3)
(2-chzz= )b O rA=1=9% S HEE CH, CH=CH(3)
(2-Ome)7x=)L |4VF0ENL S HEF CH,CH, NHGO(3)
(2-Me)7xz= )L |[4VFaEL S WEF CH,CH,CH, |c=0(4)
(4a-choz=) i s EEF CH,CH, C=0(4)
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R R? R* R® X! Y?! & ¥
fLiE)

(2-C1) 7 = =W VT7aEw (AN (A +N |44 F  |CHNH ©=0(4)
(2-C1) 7 = =W v7aewifsn |24V (B4 F  |CH,C=0 NH (4)
(2-C1) 7 = =W / Taew A+ |2+ (B4 F  |CH,CH,CH, |C=0(4)
(2,4-C1) 7 = = yZ7aew|A+n |4+ |4eF  |CH,CH, c=0(4)
(2,4-C1) 7 = =W y7aew|A+N |24 |84 F  |CHCH, =0 (4)
(3,4-C1) 7 = = VYZaew (A +n A+ |45 F  |CHCH, €=0(4)
2-= V73 =0 YT7aew|A+N |f+V (4 F  [CHCH, €=0(4)
4-v7 =N V7aeEw A+ N |20 |4 F  [CHCH, =0 (4)
1-0H-2-7% 7 %+ vyZaeewiLsn |4+ e F [CHCH, C=0(4)
(2,4-C1) 7 = =W YT7aew |2 FN (AFN (e F  [CH, CH=CH (4)
3-0H-2-4 7 # W VT7aew A FN | A +0N |4 F  |CHCH, €=0(4)
(2-0H,4-C1) 7 = =W YI7aew (A +N (2 +0 (8B4 F  |CHCH, €=0(4)
(2-C1,4-Br) 7 = = VI7aEW|A+N | A+ |4 F  [CH,CH, C=0(4)
3-Cl-4-Y7 2 =Y W Y7aew |2+l |AFN |24 F [CHCH, C=0(4)
(2-0H, 4-Me) 7 = = VIZaew A +N (2 +0 |84 F  |CHCH, €=0(4)
(2,4-Me) 7 = = V7aEw |[A+N (X401 |84 F  [CHCH, C=0(4)
(2-0H) 7 = =W Y7aew | +N A+ |4 F  |CHCH, €=0(4)
(2-0H,3,4-Me) 7 = =W VI7aEWw|AFN 4+ |4 F  |CHCH, €=0(4)
(2—0H,4—CI'-'3) 7 2= VYT7aew (A +N |50 (B4 F  [CHCH, C=0 (4)
{2-C1, 4-0Me) 7 = = YTaew |+ |2+ |BEF |CHCH, c=0(4)
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R? R? R* R® X! V& X(EH
AL &)
(2-C1,4-0Ph) 7 = = AVTaew|rrv |(A+V | HF CH,CH, C=0(4)
1-F+ 7 %W AV Taen|s+n |2+ | S CH,CH, C=0(4)
2-F7 %W A4V Ta|(r+ |24V B4 F CH,CH, C=0(4)
2-% ) YW AvVTacnv|irn [2+0 |BeF CH,CH, =0 (4)
8-% /)W AvTaeEnv|i+n (240 |8BeF CH,CH, 0=0(4)
3-% /YW AV Taecnw |2+l (240 |Be S CH,CH, C=0 (4)
2-¥ Y ¥V AV Tacw i+ [+ |BEF CH,CH, €=0(4)
2-4x = AV TaEW |2+ [ +V |HBeF CH,CH, c=0(4)
2-7 % =W AV Tae|L+N |2 +0V |BEF CH,CH, €=0 (4)
2-4 39V AVTaenw| A+ |2+ |BEF CH,CH, c=0(4)
2-4 V¥ )W AV Taen |2+l [£+0V |86 F CH,CH, C=0(4)
2-_y Y4 =N AV TaEN A+ (£ +V (e F CH,CH, C=0(4)
2-= VX4 IV AV Taen |2+ [A+0 |8 F CH,CH, C=0(4)
(2-0H,4-Me) 7 = = Taew AFEN | AFN (8BS F CH,CH, €=0(4)
(2,4-Me) 7 = = b A=A % A4 | AFN |BEF CH,CH, C=0(4)
(2-0H) 7 = = e AFN (A FN |8 F CH,CH, =0 (4)
(2-0H,3,4-Me) 7 = =N |7 w2 AFN A+ (e F CH,CH, C=0(4)
(2-0H, 4-CF3) 7 = = W 7 e AFN (AN |BeF CH,CH, €=0(4)
(2-C1, 4-0Me) 7 = = a2 AEN A+ |8 F CH,CH, C=0 (4)
(2-C1,4-0Ph) 7 = = W Tarn AFN |2+ N |BeF CH,CH, =0 (4)
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R! R? R R X! Y? XH(B )
1-+7 + 0 7 a el A Fb A+ |84 F |CHCH, C=0(4)
2=+ 7 4+ W vA-2-0% A+ A+ |84 F |CHCH, c=0(4)
2-% )W Taew AW A5V |84 F [CHCH, =0 (4)
8-% /W 7aen AW A FV |84 F |CHCH, =0 (4)
3-% 2 YW Jaew A F N AP |44 F |CH,CH, C=0(4)
2- Y 3 Y vA-N- A F W A F N |84 F |CHCH, c=0(4)
2-4 1 =) 7axw A 5N A+ |84 F |CHCH, c=0(4)
2-73% =N 7w A 4l A FV |4 F |CHCH, C=0(4)
-4 3Ty 7arw A F W A F NV |44 F |CH,CH, C=0(4)
2-4 V F YW 7 e A F A3 (4 F [CHCH, C=0(4)
2=y F L =N Taew A F W A #0444 F |CH,CH, C=0(4)
2-= VX4 YTV | Tew A F N A F+ WV (B4 F |CHCH, C=0(4)
(2-C1) 7 = =W Ay 7Taew|is 4+ A F N |44 F |CH2NH C=0(3)
(4-Cl) 7 = =W AvVTaw|i+n A+ |44 F [CH20=0 NH (3)
(2-C1) 7 = = AV Taew|t s+ A4V |44 F |CH2CH2CH2 |C=0(3)
(2,4-Cl) 7 = = Ay 7Taenw|rsn A |44 F |CH.CH, €=0(3)
(2,4-C1) 7 = = 4V Taenw|r4+n T 4V |%4 F |CH,CH, €=0(3)
(3,4-C1) 7 = =W AV Taenits+n A 5 |44 F |CH.CH, ¢=0(3)
2-= Y V7 5= AV Taew|sFn A+ N [H4F |cHcn, ¢=0(3)
4-7 ==Y N AV Taw|s+n A4V |44 F |CH.CH, €=0(3)
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Rl RZ R4 RS Xl Yl (%a&ﬁ
(VAR
1-0H-2-7+ 7 + AV Tach|A+N | A +N LS CH,CH, [C=0(3)
(2,4-C1) 7 = =W AvTaecnw|s+n |2+ 0 B4 CH, CH=CH (3)
3-0H-2-+7 4 W AV Taew |+ (A +N B4 CH,CH, |C=0(3)
(2-0H,4-C1) 7 = = AV TaEw|A+N (A FN B CH,CH, [Cc=0(3)
(2-C1,4-Br) 7 = =)L AV TaeWw|A+N |20 TR CH,CH, |C=0(3)
3-Cl-4-Y 7 = =1 AV TaCW|A+N | £ 4N S CH,CH,  [C=0(3)
(2-0H, 4-Me) 7 = =W AV Tacn|r+n |4 +W LR CH,CH,  [C=0(3)
(2,4-Me) 7 = = AVTaew |+ (A +N U RS CH,CH, |C=0(3)
(2-0H) 7 = =W AV TaEN|L+N |2 +N 4 CH,CH, [C=0(3)

(2-0H,3,4-Me) 7 = =)V |4V Tae V|5 |43+ CH,CH, €=0(3)

=
&
o P N S I O e P R I P R A K N R R RS

(2-0H,4-CF3) 7 = = AV TaEn|A+N (£ F+N By CH,CH, {C=0(3)
(2-C1,4-0Me) 7 = =L AV TaEWw A+ (£ F+N Ba CH,CH, [C=0(3)
(2-C1,4-0Ph) 7 = = AV Taw| |+ |A+N RS CH,CH, €=0(3)
-7 4 AVTaew|A+N | £ +0 LR CH,CH, |c=0(3)
2-+ 7+ AV TaEWw |+ |2 +N B4 CH,CH,  [C=0(3)
2-% ) Y AV T7aenw|2+W [A 40 B CH,CH, [c=0(3)
8-% )W AV Tacl|fF+NV [+ Lo CH,CH, [C=0(3)
3-F /YW AV TaEw|r+n (24N o CH,CH,  [C=0(3)
-y I VW AV TaEwWw| A+ | £ FN B4 CH,CH,  [C=0(3)
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2-7 % =W AVTaenw|s+n A3 |BeF CH,CH, [c=0(3)
2-4 3TV N AV 7aenw|s+nw AFN (8B4 F CH,CH, [C=0(3)
2-4 Vv F ) AV Taew|ssn AFN |Be S CH,CH, [C=0(3)
2-= YV Fx = 4y Taew|ssn AFN B F CH,CH, [C=0(3)
2-= Y X4 ITVYN AyTacn|isn AFN |55 CH,CH, [C=0(3)
(2-0H,4-Me) 7 = =W 7 e A F N A4V e F CH,CH, [C=0(3)
(2,4-Me) 7 = =W 7 e A F N AFNV (B4 F CH,CH, [C=0(3)
(2-0H) 7 = =W Javi A F W A FN |BEF CH,CH, [C=0(3)
(2-0H,3,4-Me) 7 = = [T wvn A F AF |BA S CH,CH, |C=0(3)
(2-0H,4-CF3) 7 = = VA 2-0% AN AFN (8B4 F CH,CH, [c=0(3)
(2-C1,4-0Me) 7 = =) Taew A F AFN |8 F CH,CH, |C=0(3)
(2-C1,4-0Ph) 7 = = 7 e A+ N AN |BeF CH,CH, ‘[C=0(3)
1-+7 %0 7w A F v A 5N | BeF CH,CH, [c=0(3)
2= 7 W 7 AW 23N Bs G CH,CH, [C=0(3)
2-% )Y vA-2-” A F N AFN |45 F CH,CH, [C=0(3)
8% ) ) TaEi A F N AN |84 5 CH,CH, [C=0(3)
3-% )Y va-R- A F N A+ e F CH,CH, [C=0(3)
2-¢ Y 3T 7 e A F W AFN |BeF CH,CH, |C=0(3)
2-4 X = 7 e A+ A+ B F CH,CH, [C=0(3)
2-7 % = VAR A F W 25N |BeF CH,CH, [C=0(3)
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[%£15])
R! R? R R® X! y? (I #
(VAER)
-4 3TV VAo A $ W A F b B4 F CH,CH, [c=0(3)
2-4 Y F Y w 7 aew A F N A PN Y45 CH,CH, [C=0(3)
2=y V4 L= Tagnw A F AW Yo% CH,CH, [C=0(3)
-V XA ITV YN |[Taenw A A F 0 Yo F CH,CH, [C=0(3)

(7)) O—ERTRINBZFTF VY —)VEFERK,

X xe—h S
SV
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R4
C—CO,H

RS

(X#, R', R* R*, R*, X', X’RUOY'ER16~2 1Z#EDOH D,
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R R? R R® ! (i)

(2-C1) 7 = =W YT | A+ (A5 |24 F |CH2NH =0 (4)
(2-C1) 7 = = VTZaEw A FN (A +N K4 F |CH20=0 NH (4)
(2-C1) 7 = =W VYI7axw|A+N (230 (44 F |CH2CH2CH2 |C=0(4)
(2,4-C1) 7 » = yT7aeEw|A+ N | A+ (B4 F [CHCH, c=0(4)
(2,4-C1) 7 = = vy7aenw|s+n |2+ (484 F [CH,CH, C=0(4)
(3,4-C1) 7 = = YTaEniAFN |2+ (4 F |CHCH, €=0(4)
2-=yVT7 5= VT7aEW | A 4N (A F 0V |44 F |CHCH, C=0 (4)
A-Y7 2= v7aEw | A FN (A F |4 F |CHCH, C=0(4)
1-0H-2-F 7 4 W VI7aew |+ (A F+0 (44 F |CHCH, c=0(4)
(2,4-Cl) 7 = = YITaew|A+N (£ F0 [4F |CH, CH=CH (4)
3-0H-2-7+ 7 4+ IV VYTaEW|AFN |A+N (4 F |CHCH, C=0(4)
(2-0H,4-C1) 7 = =L VITaew|A 4N [ A4V |44 F [CHCH, €=0(4)
(2-CL,4-Br) 7 = =W Y 7ay AFNW (A 4NV |44 F |[CH,CH, €=0(4)
8-Cl-4-v 7 = =W VY7aEw|AFN [AF0 (B4 F |CHCH, c=0(4)
(2-0H,4-Me) 7 = =V VYTaEW | A 5N (240N |44 F [CHCH, €=0(4)
(2,4-Me) 7 = =L VI7aEw A+ | A+ (4 F |CHCH, €=0(4)
(2-0H) 7 = = W y7aw|s+n (240 |84 F |CH,CH, =0 (4)
(2-0H,3,4-Me) 7 = =W VTN | A 5N | A FN |44 F |CH,CH, c=0 (4)
(2-0H,4-CF3) 7 = = vyITaew|r+N |2+ (84 F |CHCH, c=0(4)
(2-C1,4-0Me) 7 = = V7aKw|Asn (X240 (84 F |CH,CH, C=0(4)
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L)
(2-C1,4-0Ph) 7 = = W AV 7acw A F W A 4N |44 % | CH,CH, [C=0(4)
1-+7 %W AV 7aenw AW AN |84 % | CHCH, [c=0(4)
2-F7 # W A= A F W A3V |4 F | CH.CH, [C=0(4)
2-% ) YW AV 7aw A F AV |4 F | CHCH, |c=0(4)
8-% ) YW AV Tacy A F N A3V |84 F | CHCH, lc=0(4)
3-% 29 AV T A F W A+ |4EF | CHCH, |c=0(4)
2-2 Y I U 4 7Tary A F N AFW |&4EF | CH.CH, [C=0(4)
2-4x = 4V 7Tax¥nw A F N A FN (BE 5 CH,CH, |C=0(4)
2-7 3= AV 7aen (A n AF NV |84 F | CHCH, [c=0(4)
2-4 I ¥VY AV Tanw AFN A+ |4 F CH,CH, |C=0(4)
2-4 Y F Y AV 7aenw A F W AF 0V |84 F | CHCH, [c=0(4)
2-= Yy $ L= 4V 7Tarn AFN A 5N |84 F CH,CH, C=0(4)
2-= Y X4 YT AV7acnw AFW A #NV |4 F | CHOCH, [0=0(4)
(2-0H,4-Me) 7 = = W T aw A F N A4 (44 F | CHCH, [C=0(4)
(2,4-Me) 7 = =W Taew A F N A+ |44 F | CHCH, [C=0(4)
(2-0H) 7 = =V 7w A FW A+ (84 F | CHCH, [c=0(4)
(2-0H,3,4-Me) 7 = = |72 A F AN |4 F | CHCH, [C=0(4)
(2-0H,4-CF3) 7 = = Taew P A 4N 144E F | CHCH, [C=0(4)
(2-C1,4-0Me) 7 = = )V Taeen AFW A+ (84 F | CHCH, c=o(;1)
(2-C1,4-0Ph) 7 = = ) 7aw AN A4 |54 F | CHCH, |c=0(4)
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1-+7+ W T e AW A F W 44 5 (CH,CH, C=0(4)
2-F7 # W Taew A F W A F N 44 4 |CH,CH, c=0(4)
2-% ) )W 7w A5 A F W 44 % |CH.CH, =0 (4)
8-% ) YW vA-18" AF N A F N 4 4 |CHLCH, £=0(4)
3-3% )0 Ja i A F W A FW k44 % |CH,CH, C=0(4)
- YV a2 AW AN 424 5 |CHCH, c=0(4)
2-4x =W Taen A+ N AW 44 F |CH,CH, C=0(4)
273 =W Va:-287 AN A F W 454 F [CH,CH, c=0(4)
-4 3Ty N Tacew A F W A F W 24 % |CH,CH, C=0(4)
2-4 VY FY W 7 v A F N A F 44 F |CH,CH, c=0(4)
2=y 4z = AR A FW A4 i54 4 [CH,CH, C=0(4)
2-= X4 3TV Tacen A+ W A+ W %4 % [CH,CH, C=0(4)
(2-C1) 7 = = AV Taen|tsn A F W 4 F [CHNH c=0(3)
(4-C1) 7 = = AV Taew|issnw A FN 4 % [CH,C=0 NH (3)

(2-C1) 7 = =W AV Taenistsrn A F N 534 % |CH,CH,CH, [C=0(3)
(2,4-C1) 7 = =W AV Taen|tsn A3 24 % [CH,CH, €=0(3)
(2,4-C1) 7 = = b Ay Taen|r+n EAFNY 4 % |CH,CH, c=0(3)
(3,4-C1) 7 = =W AVTacw|r+n A+ 544 4 |CH,CH, c=0(3)
-y Y7 F = AV Taenw|i+n A 4l 4 3 [cHCH, c=0(3)
4-v7 =YW AV Taew|i+nw A F W 4 F |CH.CH, c=0(3)
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[£19]

Rl R? R* R5 X1 e )(%}ﬁ
iz &)
1-0H-2-+ 7 4+ I AV Taen|rsn A FW 4 4% | CcHcH, [c=0(3)
(2,4-C1) 7 = = W AV Taenw|i+n A F W B4 % | CH, CH=CH (3)
3-0H-2-4 7 # AvFaewitsn AF W 84 % | CHoH, {c=0(3)
(2-0H,4-C1) 7 = = b AV Taw|r+n A F W 84 F | CHCH, [c=0(3)
(2-C1,4-Br) 7 = = )b AV Taecv|itsen A FV 4% | CH,CH, [C=0(3)
3-Cl-4-v7 2= 4V TaEn|t+n A F W B4 % | CHCH, |C=0(3)
(2-0H, 4-Me) 7 = = AvVIaen|rsn A 3 54 % | CHCH, |C=0(3)
(2,4-Me) 7 = = 4V Taiv|A+Nn AN o5 CH,CH, €=0(3)
(2-0H) 7 = =N AV Taenit+n A F W BoH 5 CH,CH, €=0(3)
(2-0H,3,4-Me) 7 = =)V [4 VY TaEn|r s+ A 5N s246 % | CH,CH, [c=0(3)
(2-0H,4-CF3) 7 = = 4V Tael|L s+ A FW S CH,CH, €=0(3)
{(2-C1, 4-0Me) 7 = = AvTaen|t+n A+ 44 4% cH.CH, [C=0(3)
(2-C1,4-0Rh) 7 = = W Ay TaEn|rsn A F N 24 % | CHOH, [c=0(3)
1-+7 %N 4V Tacnw|s+n A+ 4 % | CH,CH, [C=0(3)
2=+ 7 # AV TaEn|tsn A F 24 % | CHoCH, [c=0(3)
2-% 7 W 4y Tacn|t+n AF N 4 4% | CHCH, |C=0(3)
8-% /)W A4y Taew|r+n A 3N B4 % | CHCH, |c=0(3)
3-% ) YW AV Taenw|s+n A W 4 4 | CHCH, [C=0(3)
2-¥ Y ¥ VW AV Taenlisn A FN &4 % | CH.CH, [c=0(3)
2-4 = 4V Taen|r 4+l i 4% | CHCH, [C=0(3)

42



WO 02/14291 PCT/JP01/06836

(2 0]
R! R? R* R® X! y? XP(E
(L&)
2-7 % =W AV Taei|s+n AW 4% | CH,CH, [C=0(3)
2-4 39V AV Taewissnw A 4% | CH.CH, [c=0(3)
2-4 Y FY N AVTaew|r4+n AFN b4 F | CHCH, [C=0(3)
2-= VY 4L =N Ay Tacw|i+n A F N 54 % | CH.CH, [c=0(3)
==Y X4 IFYVYIIV |4y TeECnirFn A F b B4 % | CHCH, [c=0(3)
(2-0H, 4-Me) 7 = = Tarw A FW A FN B 5 CH,CH, [C=0(3)
(2,4-Me) 7 = =W 7 ae A F N A+ W Be s CH,CH,  |C=0(3)
(2-0H) 7 = =W Twenw A FW A 4l 54 % | CHCH, [c=0(3)
(2-0H,3,4-Me) 7 == [T o A F N A FNW e 5 CH,CH, [C=0(3)
(2-0H,4-CF3) 7 = =W Tagw A F W A F N 245 CH,CH, C=0 (3)
(2-C1,4-0Me) 7 = = W vA-1- A F N AW 4% | CH,.CH, [C=0(3)
(2-C1,4-0Ph) 7 = = Taew A FW A F N BH 5 CH,CH, €=0(3)
1=+ 7+ N VAR=2 A A 3N 4 % | CHCH, [c=0(3)
2-+ 7 # a2 AN A F W b4 % | CHCH, [C=0(3)
2-% ) Y Tavw AFW A FN Be 5 CH,CH, €=0(3)
8-% /YW Jav )L A F W A FN 4% | CH,CH, |C=0(3)
3-% /YN Janw A F N A FN i54 % | CH,CH, [c=0(3)
-y 3TN Tarnw AW A FN ik4 % | CHCH, [C=0(3)
2-4 X = )b Taen A 4N A FWN 24 % | CH,CH, |C=0(3)
2-7 % =W TaEw A F W A F N 24 3% | CH,CH, [C=0(3)
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[%£2 1]
R R? R* R® X! 'S LB
(VAW
2-4 3w Taew |[A+N AW 845 CH,CH, |C=0(3)
2-4 Y FEY Taw |A4N AN Yo 5 CH,CH, [C=0(3)
2-~ VY Fx = Tavew [A+N A FN LR CH,CH, |C=0(3)
2-= VX4 ITYYN TaEw (AN A F W R CH,CH, [c=0(3)

(8) Wwo—mRTRINZF PV —)VHEHK .
b, FEi—R (1) TRXNBbEWT. A=S. Z=SThHBEEHL
=L

R-'-l

|
§—C—CO,H
'\\ I
oyl y2 O RS
S—{ o
R! —f’j\\N R?
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[£2 2]

R! R? R* R® X! 'S . B
(VAiR)
(4-CF)7 2= AvTacw|s+n |£+0 4% CH,CH, [C=0(4)
(4-Me) 7 = = TaKn AFW | A FN B g CH,CH, [c=0(4)
(4-0Me) 7 = =WV 75 AFN A FW 44 F | CHCH, [c=0(4)
(4-0Ph) 7 = = ~% v AFNW | AV ¥4 % | CHCH, [c=0(4)
(4-0CF3) 7 = =l AV7acW|A+l |24 S F CH,CH, [c=0(4)
4-C7 =YW VA:-R=0) AFN |2 3+N BoF CH,CH, [c=0(4)
(3-Me) 7 = = W 75N AFW (A FW Be 3 CH, c=0(4)
(3-C1) 7 = = ~% v AFN (A FN 245 CH,CH, [c=0(3)
(3,4-0Me) 7 =~ =W AV Taw| A+l |2 F+N Be 5 CH,CH, [c=0(4)
(3,4-Me) 7 = =¥ 7 e AFW A+ N Be 5 CH, CH=CH (4)
(3,4-Cl) 7. = =) 7 W A 5N x4 Be s CH,CH, [c=0(4)
(2,4-Me) 7 = = W ~F v AFNW | AFN Be 4t CH,CH, |C=0(4)
(2,4-C1) 7 = = b AV TaEw |2 +N | A +0 4% | CHCH, [c=0(4)
(2-0H,3,4-Me) 7 = =) (A V Tal|L 4N (L3N Be 5 CH,CH, [C=0(4)
(2,4-F) 7 = =W AV Tacw|A 5N |2 +N 845 CH,CH, [C=0(4)
(2-0H, 4-CF,) 7 = =W AV Taen s+ |24+ BeF CH,CH, |c=0(3)
(2-F ,4-0Me) 7 = =V AVTaEnw|i+l |Toen |84 F CH,CH,  |CH=CH (4)
(2-F ,4-0Ph) 7 = = AV TaEN|L+N |A+N Be 5 CH, €=0(4)
1= 7 4 W AvTanw|At+n (50 BeF CH, CH=CH (4)

(9) MO—BRTEINBZF 7Y —)VFEHK
s, Eid—i= (I) TRINBLEWT. A=S. Z=07Tdh3EKFKH
=/
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R4
|
0—C—COQ,H
"\ I
X'—ylx2 O RS
I CNy 2
R N~ R

(XH, RY, REL R, R°, X', XERUY'EER23 RV 24EHO D
o)

46



WO 02/14291 PCT/JP01/06836

(%2 3]

R! R? R* R® X! 'S &
(L iE)
(4-CF)) 7 =W Taew A 3N A F W 45 CH,CH, |C=0(4)
(4-Me) 7 = =W Taew AN A F N 4% | CH,CH,|C=0(4)
(4-0Me) 7 = = T4 A F N AN 4 4% | cH,CH, [C=0(4)
(4-0Ph) 7 = =L ~F ¥ A F A F W 4% | CH,CH,[c=0(4)
(4-0CF3) 7 = = W AV Taen|tsn X4 84 % | CH,CH,|C=0(4)
4-C7 2 =YW Tarw AW A F st4 % | CH,CH,|C=0(4)
(3-Me) 7 = =W 7N A FW A F W B % | cH,  |c=0(4)
(3-C1) 7 = =W ~F VW A F W A F W 44 | CH,CH,[C=0(3)
(3,4-0Me) 7 = =l AV Taenw | +n A+ Y4 % CH,CH, [C=0(4)
(3,4-Me) 7 = = 7T ael A F W A F N we A CH, CH=CH (4)
(3,4-Cl) 7 = = W TN AW EAF k4 % | CH,CH, [c=0(4)
(2,4-Me) 7 = =W ~% v A F W AFNW e F CH,CH, |C=0(4)
(2,4-C1) 7 = =W AV Taew |2+ A4 444 | CH,CH,|C=0(4)
(2-0H,3,4-Me) 7 2 =) |4 Vv T o |t+n A F N 4 % | CH,CH,|C=0(4)
(2,4-F) 7 = =W AV Tavw|s+n A F W 54 % | CH,CH,{C=0(4)
(3,4,5-Me) 7 = = AV Taew|ssrnw A 4 444 | CH,CH,|[C=0(4)
(2-0H,3,4-Me) 7 = =) 4V Tan|t+N A F N s, 4 | CH,CH,|C=0(4)
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[#£2 4]
R! R? R* R® X! y? (B
(VAR
(2-0H,4-CF) 7 2 =W [4 Y Twen s+ |xs+n Be 3 CH,CH, [C=0(3)
(2-C1,4-0Me) 7 2 =W (4 Y Tl (£ 40 [Toen ®eF CH,CH, [C=0(4)
(2-CL,4-0PN) 7 2 =V [4 v Ta |2 +n |2+ o4 CH,CH, (C=0(4)
-7 %W AvIFaecw|r+n |24+0 B4 3 CH, CH=CH (4)
2-F7 $ W AV TaCn|tsl |40 e F CH,CH, |C=0(4)
A 2 AV Taen|i4+0 |4+0 ) CH,CH, |C=0(4)
8-% 2 ) AV TaEN (LA 4+N |4+ 845 CH,CH, |C=0(4)
3-F 7Y AV Taew|A+N |2 +0 %o 3 CH,CH, |C=0(4)
-y YUV ATV |2 5N [F+0 Be CH,CH,  |C=0(4)
2-4 X =) AV Taen|r+n |2+ Het CH, CH=CH (4)
2-735 = AvTaew|2+n (240 |84 4% - | ohoH, |c=0(4)
-4 YTV AVTaEw|A+N |2 +0 84 % CH,CH, [C=0(4)
-4 Y F YN AV TaEn L +N (X400 Y4 % CH,CH, [C=0(4)
2-=vY7 5= AV 7aen|[tsn |£+0 B4eF CH,CH, |C=0(4)
==V 4 r=)) AV TaEw (A F0N |2+ Yo F CH,CH, [C=0(4)
-V XA ITYYN (A TeeEn|r+0 (240 R CH,CH, |C=0(4)

RICAFERDEBHRIZONVWTHAR 2,

AERULCENDOP P AR SHEMMIERAE. CV—1MRICXASSAKRE
ZZ2IF (GAL4-hPPARGS LBD). LE—%—73523F (UAS
x4—TK—LUC)&Uﬁ~ﬁ§7hV?~%(6—GAL)%E752$F
2URZ7 272 avHEDMRIE-C (Life Technologies
) RED PIYR 727 Mi, AR LEM X B AYWCHEL—165 0
4 10FET. 4 0MEERE. TRGEREZLY 725 —BEERES—GA
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L2 ET 2 LicL D RDE,

M. WY 727 —EBEMEA-GALEETHIEL, L—-16 04 1cu®
VMOV 725 —BHEME100%E LT, NKR) A FEEL2EH
Uko FHRARGHICEIDPPAR aRWy iR 2MNKR Y H Y R
EEEEH Uk, (BREEEH9)

F25EHOKIC, RFEHMLEW (FEHHI1~6) EL—-16504 1Tk
CNEEEXEZENLEOPP AR SEMMIERAZR L, FREME 1 RV5
RHOARRBEEDS T OVWTE. PPAR ak Uy EEEAICKER, PPA
RSZH LERMEOBWEMEMERZR U Z,.

AU <E2 6RBMORICAKEAEEY (LEFHIT—-6%) ZL—-165041
A, ChER%XEZNUEDOPP AR SHEMEERZR U, F 2 ARBEL
A (RFEFT7—12%) o0V Tl, PPAR aRWyEMEMICE N, P
PARSIH UBIRIEOBWEEMGERZR Uk,

FhR2 THHORICARBLEY (BHEFAE8—-1~8-4) BL-1650
41IClR ChERASEXEZNUEOPP AR STHEMEMIEMZRUZ,

foT. AFEPO—BK (1) TRINZLEWE. EN=P P ARSTHEML
ERzZET S LS, MERTAL BEETA. B Yo ro—40X, B3
VRFn—)VIE, &) REHIMESORBMEERE. BIFIME. BIREGE.
ERBPER. BRE, BNEESR. A, APA BBEAL . KBH. W
BAVEOBMER. 7IVINA X —H, REMESE., BEKRE (Mano H
.et.Al., (2000)J.Biol. Chem., 275:8126—-"

8132). NeRYKIE, BIBHEY A M7 4 —ZD T, HB0VIZHERE
Al LTI 3,

REBELEWZ. £ MR U TR REOKRS XEERORED XS 2EY
BRIFEEHFELC LK > TEETHZLEDPTE S,

AT 272010, RAOEMIBFICEIT2EEOHECHA. BRAL 8
. A7EIVAL BER. 2HEA. LESoRBIcHET I P TE D,
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Ch oD, BEOBIEA. AEAL BaA. BRA. AF FRAR
EBRHWHNS, 22T, BEAELTE. BB D-vr= V. RV
O—X, 7ZRYBERED, BEAELULTE. Y72 AVEFYAF)VEILD
—2ANWY UL (CMC—Ca) BREW BREALLTE, RT77Y VBT X
VUL BNV RED, BaRlUTE, e FraFrToeivktre—2 (HP
C). o5y, BvEzpnpreny) Ry (PVP) ELETFEN B,

BEBFEERACBOTE., BHATENBRLSTHE2REHEEDZ 1 HRN
0. 1mg~100mg, BOKXETIHImg~2000mgTHh s, £in
IERFICEIDBEHITEZEDPTE S,

Rz, RiigleZ T AR 2 BICHFMCHAT 2PREHEIChS CREZ L
5HDTEHRN,

ey

Sl 1

2—[4—[3—-[2~(2—-YpB7=z=)y) —5—4A4V7O)V—4~F%
VYU N] 784 )V] 2 VvAFY] —2 - AF)NT7OEDT VB

(1) 4—-[3—[2=-(2—=Z7pumn7zxz=)V) —5—A4VZ7ROEN—4—FF
YUY N] oA nv] 7/ =)

KHUZTHF (bmL) ic60%Kk®RMLFMY YA (40mg, 1. 00mm
ol) ZMZAE. BewT2— [ (4—RUDNVFFY) ROV A )NV] BEBRT F )V
(300mg, 1. 00mmol) ®THF (5mL) A HZ3 04/MTHTL
2o BERICRL3 0 BHBLER, 4 —F—RAFNV—5—-AAVY7OEN—-2 -
(2—Zppnz=z=)) #FPY—)L (362mg, 1. 00mmo 1) Mz
o BRFELSTIT2 0REMMER LB, 2ERICRELE. THF 2HER
EU. BEICER (3. 0mL) —BIER (0. 8mL) ZMX 5 KEMEER
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Lo Z2ERICELUER. RKIGBEKEZKPKICES, FFRR-FIVEMZHHL 2.
EHEIE 2 A BE, fARIDREBAKE S MU D LAKEBME. K. BIEAK  %HE UEKER
BB b)Y LATHER, BRUEZ. Rz FIVEREZ LR, BER2V VAT VA
SL7BRMNITT4— (NFY Y/ BREZFINV=38/1) CTHEL LEDOF
HlameHEnaeiE® (230meg) ELTHEE, (E65%)
1H-NMR (CDC1l,, 400MHz)

d:

1. 32 (d, 6H, J=7Hz),

2. 96 (t, 2H, J=7Hz) ,

3. 15-3. 30 (m, 1H),

3. 27 (t, 2H, J=7Hz) ,

6. 78 (d, 2H, J=8Hz) ,

7.1-7.2 (br, 1H),

7. 3-7. 4 (m, 2H) ,
7. 45-=7. 50 (m, 1H),
7.79(d,2H,J=8Hz)
7.90-7. 95 (m, 1H)

(2) 2—[4—-[3~[2—(2—-%onu=z=)V) —5—4V7OE)—4
—FFBVIN] TovrFoN] Tz FV] —2—-AF N7 F BT
F )V

@ (1) cEenkzry7=/—Vt&®w (220mg, 0. 59mmol) .
2—7D0FE—-2—-AFNV7OEFUBZFI (348mg, 1. 78mmol)
CRBAVYA (246mg, 1. 7T8mmol) ZAFNVZFINIT Y (bm
L) KBS E%. 20RMEMARRKRLE, BRICEUVER. TNEYZEE.
BIAFNVTFIT P TEHFEUBEERE L. CORBRZYYATIVAS
AR NS T7 4— (NFYV Y /BB FIV=4,/1) TREULTOEE®L
EEEaHRY (230msg) &LUTHE, (INES81%)
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1H-NMR (CDC13, 400MHz)
0 :
.20 (t, 3H, J=T7Hz) ,
.30 (d, 6H, J=THz),
64 (s, 6H) ,
96 (t, 2H, J=T7THz) ,
10-3. 25 (m, 1H) ,
. 34 (t, 2H, J=T7Hz) ,
. 21 (aq, 2H, J=T7THz) ,
. 81 (d, 2H, J=8Hz) ,
3—7. 4 (m, 2H) ,
. 45-7. 50 (m, 1H) ,
91 (d, 2H, J=8Hz) ,
. 90-7. 95 (m, 1H)

N 9 9 o s W W N R

(3) 2—[4—-—[3—[2—(2—Zpp7=x=)V) —5—4A4V7av)—14
—FXPV U] A =N] 7oA FY] —2—XFnnTorgt B

Lt (2) THELNEZRAFNVEK (220meg, 0. 45mmol) 224 /) —
W=K (6mL—3mL) OREABBICHMI V2B, KBRLY FoL—KNY
(40mg) ZMZ k. BRICT 2 0 KFHERE. KISBEWICK, FIERE2MZ
HAHMUBRIFIVICTHHB U, B2 BB, K. BIEKTES L EKEK
BeF b VD ATHER. BIRUE, BFRZFIVEHREEE LRBECRETELV T 7
2ATH BEEEY2150ngHE. (KT 2%)

'H—-NMR (CDC1,, 400MHz)

. 65 (s, 6H) ,

0
1. 31 (d, 6H, J=7Hz) ,
1
2. 96 (t, 2H, J=T7THz) ,

b2
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3. 15-3. 30 (m, 1H),
3. 28 (t, 2H, J=T7Hz),
6. 88 (d, 2H, J=8Hz),
7.3-7.4 (m, 2H) ,
7. 45—-7. 50 (m, 1H) ,
7. 83 (d, 2H, J=8Hz) ,
7. 9-7. 95 (m, 1H)
R 2

2— [4—[3—-[2—(4—Z7pno7z=)V) —5—7pV—4—FFYV

DIVl ZoeAaA= )] 2z 0AFV] —2—AXAF )N 7o F B

KM L EEBRRFTETUTOREER S NCHEELEMEZR/ .

(1) 4— (3= (22— (4—7pm7=z=)V) —5—7OEN—4—FFHY
D) ot =)) 7=/ =)

K67 %
IH-NMR (CDC1l,, 400MHz)

.99 (t, 3H, J=7Hz) ,
. 65—1. 80 (m, 2H) ,
72 (t, 2H, J=THz) ,
.91 (t, 2H, J=THz)
. 28 (t, 2H, J=THz) ,
.70 (brs, 1H),

. 81 (d, 2H, J=8Hz) ,
.39 (d, 2H, J=8Hz) ,
. 81 (d, 2H, J=8Hz) ,

- 3 O o W NN Do~ O O

53



WO 02/14291 PCT/JP01/06836
7. 90 (d, 2H, J=8Hz)

(2) 2—-[4—-[3-[2—-—(4—Zop7x=)v) =5 -0 )V—4—F
FUVUN] TaAo)N] Tz vAFY] —2-AF)urorirrBg T
)17

#E 59 %
'"H-NMR (CDC1l,;, 400MHZz)

. 98 (t, 3H, J=7Hz) ,
. 21 (t, 3H, J=7Hz) ,
64 (s, 6H),

. 70—-1. 80 (m, 2H) ,
68 (t, 2H, J=T7THz) ,
.91 (t, 2H, J=7Hz) ,
.32 (t, 2H, J=7Hz) ,
.21 (aq,, 2H, J=T7THz) ,
. 82 (d, 2H, J=9Hz) ,
.39 (d, 2H, J=8Hz) ,
. 89 (d, 2H, J=8Hz) ,
.91 (d, 2H, J=9Hz)

N 3 9 O AW NN == O O

(3) 2— [4—-[3—-[2—-(4—Fpon7=z=)y) —5—-70E)V—4—F
XUV UN] A on] 7oA FY] —2—-AF)VToEd vig

H & &
£ 84 %
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'H-NMR (CDC1l,, 400MH2z)

98 (t, 3H, J=T7Hz) ,
68 (s, 6H) ,

70—1. 80 (m, 2H),
70 (t, 2H, J=T7Hz) ,
91 (t, 2H, J=7Hz)
24 (t, 2H, J=T7Hz) ,
89 (d, 2H, J=9Hz),
39 (d, 2H, J=8Hz) ,
89 (d, 2H, J=8Hz) ,
89 (d, 2H, J=9Hz)

~N 9 9 oo W DN, = OO

EhEp 3
22— [4—[3—[2—(2=-pp7xz=)V) =5 —4V7OE)—4—FF

PYUN] (1—eRFOFY430) 70EN] Zxoyddy] —2—RAF)
7aovrad g

(1) 2—[4—-[3—[2—(2—Zpu7zz=)y) —H5b—4V7OEIN—4
—FFYPVUN] (11— RnoXF>43)) ZOoEN] Zz2)AFY] —2—
AFN 7O F VBT

2—-[4—-[3-[2—-(2—-2pp7=z=)V) —=5—4V7REN—4—F
FUVVI] 7oA ZN] 7220 FFY] —2-AFNTOEF VRIF)V
(60mg, 0. 124mmol). BErOFI W 7IVERE (26mg, 0
. 372mmol) Z2eUYYy (2mL) —x=%.—)V (3mL) #. 2 0KH
ERICTHEB U, RIBWEKCEE, BB FIVICTHB Uz, BHEEZ 2
. K. BIEKTHE UMKRERS M)y AT, BERUZ, BRIV ZH
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EEELABCEAHRYTH 21EENLEY (45meg) 2/ %,
(INET7 4%)

'"H-NMR (CDC1l,, 400MHz)

20 (t, 3H, J=7Hz) ,
22 (d, 6H, J=7Hz) ,
58 (s, 6H) ,

86 (t, 2H, J=7Hz) ,
95—-3. 05 (m, 1H) ,
13 (t, 2H, J=THz) ,
19 (g, 2H, J=THz) ,
78 (d, 2H, J=9Hz) ,
.30-7.40 (m, 2H) ,
. 40-7. 50 (m, 1H),
53 (d, 2H, J=9Hz) ,
95-8. 00 (m, 1H)

e RN R SRS D=2 - <~ N NG R NS SO P I O

(2) 2—[4—-[3—[2—(2—Zppo7=z=)V) —5—4V7FaOri—4
—AFHYVUIN] (1—-evkoF>43I)) ZOo)V] Zz=20FFY] —2—
AF)N7avgd g

FREOAFTLE5EKR (40mg, 0. 08mmol) Z2x¥ ./ —)V—k (2m
L-1mL) ORABECEBIEERE, KBLGVFOL—KH (1 0me)
ZA. BiRICT2 OREERLE, RBHE K%, HERZMAPRUE
®, BRI FNVEMZ . BREZDE U &, KTUWHE UEKBERS: M) YA
THERURRLUZ, BRIz FVERERE UEBCHMECHRY TH 2158 LE
ME3bmgHi.

(£ 9 2%)
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'H-NMR (CDC1,, 400MHz)

0 :
1. 22 (d, 6H, J=7Hz) ,
1. 60 (s, 6H) ,
2. 88 (t, 2H, J=THz) ,
2. 95-3. 05 (m, 1H),
3. 14 (t, 2H, J=7Hz) ,
6. 82 (d, 2H, J=9H=z) ,
7. 25-=7. 40 (m, 2H) ,
7. 41 (d, 2H, J=9Hz)
7. 45-7. 50 (m, 1H),
7. 85—=7. 90 (m, 1H)
K 4

2—[4—-[3—-[2=(2=Z7nn7==)V) —5—4V7aEN—4—FF
PYYWV] —1—bROoF>70EN] 2223 FY] —2-XAF )70t

g
(1) 4—-[3—-[2—-(2—Z7pp7==)V) =5 —A4V7Ob)V—4—FF
Byl —1—-vkoxFy7rov)V] 7= —)

KBEMBVFIAPNVIZYA (25mg, 0. 659mmol) Z2THF (5
mL) CBBIE B KM TRKT4-[3-[2—(2—Zpp7=z=)V) —
S5—4v7obel—4 -V )] Jord=)v] 7x/—) (240meg
, 0. 65mmol) Z3RMTHMUE. KATT LIKHBIRLEE, BloE
BT 1IREERLUE, KO TETENOEBMLY v ES U LAKBHRENZ 2B, &
4 MEBLE. KBIOHBRZFIVEMZEGHEZ SR U, EHE %K THE
KRB M) D ATHBUERUE, BB FIVERHEEERT S L TRE
B EMRDTH 2BELEWE220megHlE. (K 1%)

57



WO 02/14291 PCT/JP01/06836
l1H-—NMR (CDC13, 400MHz)

0 :

1. 30 (d, 83H, J=7Hz) ,
1. 31 (d, 3H, J=7THz),
2. 0-2.1 (m, 2H) ,

2. 6-2.8 (m, 2H) ,

3. 00-3. 15 (m, 1H,),
3. 9-4.0 (br, 1H),
4. 77 (t, 1H, J=6Hz),
5. 6—-5. 7 (br, 1H),
6. 76 (2H, d, J=8Hz) ,
7. 23 (2H, d, J=8Hz) ,
7.30—-7. 40 (m, 2H) ,
7. 45-7. 50 (m, 1H),
7. 95-8. 0 (m, 1H)

(2) 2—[4—[3—[2—(2—Znpuz=xz=)V) =5 —4V7O¥E)NV—4
—ZFFPVIUN] —1 - RaF> 7O N] 72203 FY] —2—RXAF N7
il VA7

@07z ) —teaé® (11 0mg, 0. 296mmol). 2—70F—
2=AFN7oEAFYBIF)N (173mg, 0. 88 7Tmmo l) . REEHY
oA (122mg, 0. 887mmol) ZAFNVZFNT by (3mL) &
W BB, 20 FHEMARERLEZ, BERCRERUEZR. TEYZRE, HiZAF
WIFWIT b THRFLBREEBELUE, COBRERY VAT IVAS LT
NI T7 4= (NFYV /BB FNV=5,/1) CHEL2-[4—-[3-[2
—(2—=Z7pp7=x=)V) =5 —4v7Zoe)—4—-—FFYVyY)] —1—-kt R
Rxy7oeN] ZzoNVFFL] —2-AFNTOEF VB FNVEEEH
K (125mg) LUTHEE. (K8 T %)
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co7oeryAdvBdgEAk (80mg, 0. 16mmol) 2x¥ ) —)b—uK
(2mL—1mL) ORSEBICAMI LB, KBLYVFHL A9 (10
mg) BMZz. BERIZT20KBMEBEE. RIEBHREKS L, HEREMZ F
M. BERTFIVEMAAE Uk BB 20BE. K. BIEKTHEE UEKRR
FRUYATEERE, BRLE, BFBIFVEREERT S L TRBICHEEM
RYCHh 2 IEELAYWED 5meBi,

(L7 3 %)

'H-NMR (CDC1l;, 400MHz)

0 :

1. 29 (d, 3H, J=T7Hz) ,
1.31(d, 3H, J=7Hz) ,
1. 54 (s, 6H) ,

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

2. 69 (t, 2H, J=7Hz) ,
2. 95-38. 15 (m, 1H),
4. 78 (t, 1H, J=THz) ,
6. 86 (d, 2H, J=8Hz) ,
7. 25 (d, 2H, J=8Hz) ,
7.3-7.4 (m, 2H) ,

7. 45—=7. 50 (m, 1H),
7. 90—-7. 95 (m, 1H)
KBl 5

2—[4—[8—[2—-(2=pm7z=))) —5—4V7O¥NV—4—FF
VYV NW] —1=—70R=N] 7z22)vFdAFY] —2—XF )7t B

(1) 4—[3—-[2—-(2—Z7nu7=z=)V) —5—4V7O¥)V—4—F%
Y Y N] FEeR=NV] 7= —)
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4—-[3-[2—(2=2pp7x=)V) =5 —AV7TOEN—-4—FFYY
DVl —1—-eRoFx>7oEEN] 72— (110mg, 0 296mmo
1), %Wz ANFB—KIYW (1 Tmg, 0. 092mmo 1) #FH
Wy (2mL) HT2 0REMEARER L7Z. RBOMEIEMER. KiThT
FRRRT FIVCHIH Uk, AHEZ SBE, KTHE UBKRET U D ATk
VIER U, FIR-ZFVEHMERER, REEZS VAT IVASL IO NI ST
4= (NFVY/HEBRzFNV=5/1) CHEL LROEELEM2ZAEKER (
30mg) LUTHE,

(IE2 8%)

'H-NMR (CDC1l,, 400MHz)

.34 (d, 6H, J=7Hz) ,
10-3. 20 (m, 1H) ,

. 45 (d, 2H, J=6Hz) ,
15 (dt, 1H, J=6, 16Hz) ,
.34 (d, 1H, J=16Hz) ,
. 36 (s, 1H),

.70 (d, 2H, J=8H1z) ,
.09 (d, 2H, J=8Hz) ,
. 3-7. 4 (m, 2H) ,

. 4-7.5 (m, 1H),

. 95—-8. 00 (m, 1H) .

N 3 9 9 o o oo OO w o w o+H= O

(2) 2—[4—-[3-[2—-(2=7pomrx=)V) —5—4V7O¥E)L—4
—AFYTVIN] -1 -70R=)NV] Zz=2)udFy] -2 -AF70OEL Y
B F )b |

b7 =) —)VE#EKk (30meg, 0. 084mmol)., 2—-7RE—-2
—XAF N7 VBT (50mg, 0. 254mmo 1) . REAHD I A
(35mg, 0. 254mmol) ZAFNzF N by (3mL) ZEEXE
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Efe. 2 OBSBIMMERLE, BEHCEUAE. FENERE, FlAFLTT
W PV THE LBEE2EELUE, COBBEZY VAV NVAS JuvhiS
74— (AFVYHBIFN=5/1) THEL LTOEELSY 28R
W (28mg) & LTHE,

(W=7 0 %)

'H-NMR (CDC1l,, 400MHzZ)

24 (t, 3H, J=7Hz) ,

32 (d, 6H, J=7Hz) ,

54 (s, 6H) ,

05—-3. 15 (m, 1H),

. 47 (dd, 2H, J=1, 6Hz) ,
22(.q, 2H, J=7Hz) ,

15 (dt, 1H, J=6, 16Hz) ,
34 (dd, 1H, J=1, 16Hz) ,
77 (d, 2H, J=8Hz) ,

. 23 (d, 2H, J=8Hz) ,
.30-7.40 (m, 2H) ,

. 45—-7. 50 (m, 1H) ,

. 95-8. 00 (m, 1H).

~N 9 N 9 o o0 o bk W w o= e O

(3) 2—[4—-[3-[2—(2=Znn7z=)) -5 —4V7REN—4
—FFBVIN] -1 —7oR=ZW] Tz FFY] —2—-AF)Tavty

[

rEorovrsr v BEEA (25mg, 0. 053mmol) 2% ) —)V—
K(Z2mL—-1mL) ORABECEBRI®EE, KBLYFUVL—KNY (6
mg) 2MA%z, BWRICT2 0 KEERE, RIGEWEKS. FERZEMZ P
 BEUFERI FI)VEMZAME Uk BHE 208Uk, K. RIEKTHSE UEKER
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BeF b U ATERE, BERUE. BRI FIVZHRERE LEBCEAHRY TH
PEEEEME 1l SmegRi, (K6 3%)

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

0 :

1. 33 (d, 6H, J=THz) ,

1. 57 (s, 6H) ,

3. 056-3. 20 (m, 1H) ,

3. 48 (dd, 2H, J=1, 6Hz) ,
6. 20—-6. 30 (m, 1H),

6. 42 (dd, 1H, J=1, 16Hz) ,
6. 86 (d, 2H, J=8Hz) ,

7. 22 (d, 2H, J=8Hz) ,
7.30—-7. 40 (m, 2H) ,

7. 45-7. 50 (m, 1H),

7. 95—8. 00 (m, 1H) .
Kpl 6

2—[4—-[3—-—[2—(2—Zpoo7=z=)V) —5—A4V7AE)—4—FF
PYVUN] Zae)] Z2z2)VAFY] —2—RXAF )7L U

2—-[4-[3—-[2—-(2—-2ppnouz=)y) —5—-4V7OEN—4—F
FUYVIN] =1 —=7aE)V] 72203 Fy] —2-AF )70 s Ui
TF)V (40mg, 0. 085mmol) ox¥./—)b (8mL) #¥kic, 10
%Pt—C (8mg) #MZEK. KEFHKAT (FE) KT 8KEEHLE,
AV 74 U EOWEEEMR LR K (3mL) oI KEEY) F 7 A—K
iy (6meg) #MMZ 2 OKMBRLU A, RIGEWREKS L. FIRB2MZ b
B, BFRR=F NV EMA . BHEZSEU EHB, KTEHE UMAKRIEEST M) A
TR UVIERUE, R FVEHEEBEL, BER2I VAT VASLAZD= b
7274 — (ANFVU/BRZFIV=5/1) TRELULTHOEELAY 2EE
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WRY (1 7Tmeg) & UTHRES
(2 THRIE4L5%)

'H-NMR (CDC1l;, 400MHz)

0 :
1. 29 (d, 6H, J=7THz) ,
1. 56 (s, 6H) ,
1.85-2. 05 (m, 2H) ,
2. 56 (t, 2H, J=7Hz) ,
2. 65 (t, 2H, J=7Hz) ,
2. 95-3. 10 (m, 1H),
6. 87 (d, 2H, J=8Hz) ,
7. 11 (d, 2H, J=8Hz) ,
7.30—-7. 40 (m, 2H) ,
7. 45-7. 50 (m, 1H) ,
7.90—-7. 95 (m, 1H) .
Sy
EWif 1 DROHFE L ARREETUTOMENESR -,
(7-1)

2—[4-[2—-(2—7pR7x=)V) —5—4A4V7REN—-4—-FFPY

DIW] AFIWANWNEALN] J22)WFFS —2—AF)N70F 8

H i &
mp 120—-121°C
'H-NMR (CDC1l,;, 400MHz)
0 ;
1. 34 (6H, d, J=7Hz) ,
1. 65 (6H, s),
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.41 (1H, gqq, J=7Hz, THz) ,

.53 (2H, d, J=6Hz) ,

. 89 (2H, d, J=9Hz) ,

. 2—-7.4(2H, m) ,

.47 (1H, dd, J=1Hz, 8Hz) ,

67 (1H, dd, J=1Hz, 8Hz) ,

69 (2H, d, J=9Hz) ,

.79 (1H, t, J=6Hz) .

IR vmax (KBr) cm';

3381, 3377, 2974, 1701, 1697, 1662, 1605,
1574, 1541, 1500, 1460, 1439, 1385, 1288,
1246, 1188, 1155, 10563, 1022, 966, 910,
8§50, 796, 766, 737, 654, 636, 59 2.

N N9 9 9 N9 o W

(7-2)
02— [4-[2-(2-700B7x2)V) —5-4V7OEN—4—F%YY

DNV PEFNFTIV] 722V AFRY—2 - AFNT70EF VR

H&7ENVT 7R
'H-NMR (CDC1l,, 400MHZ)
d;
.35 (6H, d, J=THz) ,
56 (6H, s) ,
.25 (1H, m) ,
. 67 (2H, s) ,
.88 (2H, d, J=9Hz) ,
. 35~7. 40 (2H, m) ,
.43 (2H, d, J=9Hz) ,
.53 (1H, m),

N N N o W W o e
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7. 93 (1H, m) ,
9. 39 (1H, s) .

(7-3)
= [4—[4— [2—(2—FBOT7x=))) — 54V TR —4—F
XYVIN] ZTFIUN] 7z VFXV] —2—-XF 7oAt U

ERRRN)

'H-NMR (CDC1l,, 400MHz)
83

1. 30 (d, 6H, J=THz)
1. 66 (s, 6H)

2. 04 (m, 2H)

2. 62 (t, 2H, J=THz)
2. 91(t, 2H, J=T7Hz)
3. 10 (m, 1H)

6. 91 (d, 2H, J=9Hz)
7.3-7. 5 (m, 3H)

7. 87 (d, 2H, J=9Hz)
7. 91 (m, 1H)

(7—4)

2— [4—-[3—[2— (2, 4—y7pp7Z7==)V)) —5—4V7OE)—
A—FXYV I N] Fobr= V] 22203 FY] -2 —AF 7ot ViR

HEHBmp 100—-105°C
'H-NMR (CDC1l,;, 400MHz)
d;

1.30(d, 6H, J=7Hz) ,
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. 65 (s, 6H) ,

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

. 20 (qq, 1H, J=THz, J=THz) ,
. 28 (t, 2H, J=THz) ,

. 88 (d, 2H, J=8Hz),

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

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

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

. 85 (d, 2H, J=8Hz)

S I e IS B < M J S JC R NCRE S

(7-5)

PCT/JP01/06836

2—[4-[83—-[2—- (2, 4—>vraon7=z=)v) —5—4AV7OE)—

4A—FFTVIN] 7L )W) Zx22)AFV] —2—AFNITF YNV

MEGR7ENT 7 R

'H-NMR (CDC1l,, 400MHz)
93

.00 (t, 3H, J=7THz),

. 30(d, 6H, J=THz) ,

. 57 (s, 3H) ,
.90-2.10 (m, 2H) ,
.95 (t, 2H, J=THz) ,
15—-3. 40 (m, 3H) ,
.90 (d, 2H, J=8Hz) ,
.30 (dd, 1H, J=2. 9Hz) ,
. 49 (d, 1H, J=2Hz) ,

. 88 (d, 1H, J=9Hz),
.90 (d, 2H, J=8Hz)

~N N 9 9 o0 WY = = e
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(7—6)

2—[4-[383=[2—-(2, 3=>Y7ppn7==)) —5— V7ot )y—
4—AFHVIUN] TOEA=N] T2 VFFY] —2—-RAFNT0EF VR

HE7EINVT 7R

-1H-NMR (CDC1,, 400MHZz)
9 ;

31 (d, 6H, J=7Hz) ,
69 (s, 6H) ,

93 (t, 2H, J=THz) ,

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

.89 (d, 2H, J=9Hz) ,

. 49 (d, 1H, J=8Hz),
.78 (dd, 1H, J=2 and 8Hz),
.81 (d, 2H, J=9Hz) ,
03 (d, 1H, J=2Hz) .

O 9 9 9 o W N = e

(7—-17)
2—[4—-—[3—-[2—(2—"NR>VTI7S5=2))) —5—4VV7O0E)—4—F
XYV N] ZovFd o] Tz gdFy] —2—AFN7oF VB

Y48 €2 S R

mp 135—-139°C

'H-NMR (CDC1;, 400MHz)
d;

.33 (d, 6H, J=THz)

69 (s, 6H)

.96 (t, 2H, J=T7THz)
.24 (m, 1H)

W DN = =
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N4 9 9 9 9 o w

IR

.32 (t, 2H, J=THz)
.91 (d, 2H, J=9Hz)
. 2-7.3 (m, 2H)

. 36 (m, 1H)

.55 (d, 1H, J=8Hz)
.62 (d, 1H, J=8Hz)
. 86 (d, 2H, J=9Hz)

1

vmax (KBr) cm™!;

2968, 1713, 1680,

1470, 1412, 1360,
1111, 1032, 964, 849,

(7—8)

2— [4—[3—-—[2—-—(4—¥F7=x

1633,
1302,

1599,
1257,

PCT/JP01/06836

1572, 1504,
1215, 1149,

DY) =5 -4V 7nely—4—%=%

BVIN] ZREd=NV] 722 A FY] —2—AFNVT7T0F VB

WEEBTVEILT 7R
'H-NMR (CDC1l,, 400MHz)

03

1.
1.
2
3
6.
7
7
8

32 (d, 6H, J=7H2z)
69 (s, 6H)

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

1_3.3(m7 3H)
89 (d, 2H, J=9Hz)

. 3—7. 7 (m, TH)

77 (d, 2H, J=9Hz)

.02 (d, 2H, J=8Hz)
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(7-9)

2—[4-[3—-[2=-(1—-bRaFY—-2-FTF)) - —AVTOY¥
W—4—FFPVY))] 7oA NV] — 7z VvFFY] —2-AF)7ok

x B

WHEBTENT 7 R
'H-NMR (CDC1l,, 400MHz)

83

1.30¢(d, 6H, J=T7Hz),

1. 66 (s, 6H) ,

2. 98 (t, 2H, J=7Hz) ,

3. 22 (gq, 1H, J=7THz, THz)
3.36(t, 2H, J=7Hz) ,

6. 92 (d, 2H, J=8Hz) ,
7.37(d, 1H, J=9Hz)
7.4-7.6 (m, 2H) ,

7.77 (dd, 1H, J=2, 9Hz) ,
7.81(d, 1H, J=9Hz)
7.94 (d, 2H, J=8Hz)

8. 39 (dd, 1H, J=2, 9Hz)

(7—10)
2—[4—-[3—[2—(2, 4=y popnovz=))) —5—A4AV7FOE)V—
4 —FXFYVIN] —1=78RZ)N] Zz2 043XV ] -2 —AXAF)7ores

v R

e B R A
'H-NMR (CDC1l,;, 400MHz)
0 ;
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1. 33 (d, 6H, J=7Hz) ,

1. 57 (s, 6H) ,

3. 10 (m, 1H),

3. 48 (dd, 2H, J=1, 6Hz) ,
6. 25 (m, 1H),

6. 42 (dd, 1H, J=1, 16Hz) ,
6. 86 (d, 2H, J=8Hz) ,

7. 25—-7. 35 (m, 2H)

7. 50 (d, 1H, J=2Hz)

7. 92 (d, 2H, J=8Hz)
(7—11)

2—[4—-[3—-—[2—=(3—tbROFY—2—-FT7F)) —5—4A4V70E

W—A4—=FXFPVU)] Zabd=)V] Z2z22)vAFxy] —2—AF)7roesd

R

VB

BEZENT 7R

'H-NMR (CDC1l,, 400MHz)
03

.37 (d, 6H, J=THz) ,
. 66 (s, 6H) ,

.97 (t, 2H, J=THz) ,
. 25 (m, 1H),

.35 (t, 2H, J=THz) ,
.92 (d, 2H, J=9Hz) ,
.30 (m, 1H),

. 35 (s, 1H),
.43 (m, 1H) ,

. 68 (d, 1H, J=T7THz) ,

N N 9 9o Wwow Ny R
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7.81(d, 1H, J=THz) ,

7. 93 (d, 2H, J=9Hz) ,

8. 30 (s, 1H).

(7—12)

2= T4—-[83—-[2— (4=7pnp—2- ROF¥7x)V) =5—4Y
ZOEN—4—FFPVINV] TREF=N] T2 VA FY] -2 —-RAFNT
e U

HB&E7ENVT 7R

'H-NMR (CDC1l,, 400MHz)
93

.31 (d, 6H, J=T7Hz) ,

. 67 (s, 6H) ,

.94 (t, 2H, J=THz) ,
.20 (m, 1H),

.31 (t, 2H, J=T7THz) ,
.90 (dd, 1H, J=2 and 9Hz) ,
.93 (d, 2H, J=9Hz) ,
.03 (d, 1H, J=2Hz),
.68 (d, 1H, J=9Hz),
.91 (d, 2H, J=9Hz) .

~N N N O o W W N = =

(7—13)
2— [4—-—[3~-[2—(4—TpE—-2—rpop7=z=)V) -5 -4V 7N
ENV—4—=—FFVVIUIN] oA = )V] 2z 0FFY] —2-AF )N 7R

Z VB

HB7EIVT 7R
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'H-NMR (CDC1l,, 400MHz)

0

1. 30 (d, 6H, J=7Hz)
1. 65 (s, 6H)

2. 95 (t, 2H, J=THz)
3. 20 (m, 1H)

3. 26 (t, 2H, J=7THz)
6. 87 (d, 2H, J=9Hz)
7. 43 (dd, 1H, J=2, 8Hz)
7. 65 (d, 1H, J=2Hz)
7. 76 (d, 1H, J=8Hz)
7. 83 (d, 2H, J=9Hz)

(7—14)
2—[4—-[3—-—[2— (83—~ popp—4—¥7=z=0))Y) —5—4V7OY

W—A4—FXHYV I )N] 7aFdo)V] 722200 FFY] —2—AF )70 F

v %

HEPENT 7R
'H-NMR (CDC1l,, 400MHz)

d;

.32 (d, 6H, J=THz)
65 (s, 6H)

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

. 22 (m, 1H)

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

88 (d, 2H, J=9Hz)

. 3=7.5 (m, 3H)

53 (dd, 1H, J=2, 8Hz)

~N 3 O W W N o e
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7.5-7.6 (m, 2H)

7. 71 (d, 1H, J=2Hz)
7.82(d, 1H, J=9Hz)
7. 95 (d, 2H, J=8Hz)
K 8

(8—1)

RIEF 1 MO B ELRAKRFETUTOLEDER/ .
2—[4—-—[3-[2-[ (4A—HFVIZNATRAFNV) Zz=)V] —4—RXF)
—5—F7VUN] ZaEA)N] 7Tz )WAFY] —2-—AF) TR VR
Heafs mp 158—-160°C
'H-NMR (CDC1l,, 400MHZz)

93

. 68 (s, 6H) ,

. 45 (s, 3H) ,

. 2-3. 35 (m, 4H)

. 93 (d, 2H, J=9Hz) ,

. 63 (d, 2H, J=9Hz) ,

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

. 96 (d, 2H, J=9Hz) .

N N N9 o W N e

(8—2)

LB 1 BB GE L RAKRAGETUTOLENERF .
2—[3—[3—-—[2—-(2,4—-y70n7==)v) —5—4A4V70E)L—4
~AFVVIN] FOeF o] 722 )EFY] —2-AFNTOEF VR
HEafEmp 115-120°C
'H-NMR (CDC1l,, 400MHz)

d;

1.31(d, 6H, J=7Hz) ,
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1. 62 (s, 6H) ,

2. 92 (t, 2H, J=7Hz) ,

3. 16 (qgqaq, 1H, J=7Hz, J=T7THz) ,
3. 24 (t, 2H, J=7Hz) ,

7. 16 (dd, 1H, J=2, 9Hz) ,
7. 34 (dd, 1H, J=2, 9Hz) ,
7. 35 (t, 1H, J=9Hz) ,

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

7. 6-7.7 (m, 2H) ,

7. 88 (d, 1H, J=9Hz)
(8—3)

2—[4—[3—[2—= (2, 4—yZ7on07=z=)V) —5—4V70)—4
— XYV )] A= )NV] JxZ WA T )] —2—=AF )T F

A
(1) 83— [2—(2, 44— 7pu7=z=)V) —5—4AV7FOE)NV—4—-FF
BYON] —1—-(4—-eRax>P7=z)V) Zar—1—-%>
KHUETHF (15mL) 26 0%Kk&EMLEFM) YA (120mg, 3. 0
Ommol) ZMZE. BWT2— [ (4= INWFFY) NV A)V] BERER
TF)V (900mg, 3. 02mmo 1) ®THF (15mL) B#W%3 040K
THTULE, BRIERELU3 0B ULEE, 4-F—-RAFNV-5—qVT7TO¥
W—2—- (2, 4=yr7pop7=z=)v) %V —-) (1. 20g, 3. 00m
mol) ZMik,. BEFHKATICT2 0RKRMMABHRLEE, ERICELUTH
FERWMESBELUE, BEICEHR (7. 5mL) —EIE#R (2. OmL) 2MX5
REMEGE RS, BERICEUVKSKIECHT, BFBRzFIVEMZEHKE 258U =
o BHERSEE, SAFIOREBRAET M) Y AKEK., K. BIEKTHEUEK
MR Y Y ATEHSE, BRUE, BRI FVERTEEER. BBEZS VATV
AL b5 7 40— (ANFTV/HBzFNV=3/1) KTTHEL LED
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BEAEDEZHEACKESR (65 0mg) LTHE, (NE53%)
'H-NMR (CDC1l;, 400MHz)

0 :

.32 (d, 6H, J=T7THz) ,
.96 (t, 2H, J=T7Hz) ,
.22 (qq, 1H, J=7THz, THz) ,
.25 (t, 2H, J=T7THz) ,
.77 (d, 2H, J=8Hz) ,
.29 (dd, 1H, J=2, 8Hz) ,
.49 (d, 1H, J=8Hz) ,
.60 (brs, 1H),

. 76 (d, 2H, J=8Hz) ,
.84 (d, 1H, J=8Hz) ,

~ J 9 3 9 &0 W W N o=

(2) 3—[2— (2, 4—yZ7popn7=z=)V) —5—4A4V70)NV—4—FF%
PV IW] =1 = [ (A=A FNVFFTHAIWVNELINZTFY) Z2=)V] 70

v=1—-F

o7z /) —nvEEK (1. 00g, 2. 47Tmmol) 4=V AF N7
/Yy (30mg, 0. 25mmol) ., MUZFNAV7IY (0. TmL
, 4. 94mmo 1) ZdryVFFYr (5. 0mL) KEMRI®EE. KB
FTRTHEMBDAFIVFAIHIVNEALIN (36 Tmeg, 2. 9 7mmo 1) 2Nz
2o RIBREZ L IF—MMEAER U, BRICEUKEKICH T, TR F)V
ZMZEMEZSEUE. BHBRANOKREBKES MY Y AKEK, K. B1F
KREHEFE, KRBT bV U LATEE BERUEZ, R FIVEFHEEER.
BERZVVATNVAZLIONY NS 74— (ANFYV Y/ HBRFNV=3,/1)
KTHET e cLoBEtewemEamiy (1. 15g) LTHE
o (W*E95%)

'H-NMR (CDC1l;, 400MHz)
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0 :

.31 (d, 6H, J=7Hz),
.é8(t,2H,J=7HZ):

.20 (aq, 1H, J=7THz, THz) ,
. 36 (s, 3H) ,

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

. 46 (s, 3H) ,

15 (d, 2H, J=8Hz) ,

.30 (dd, 1H, J=2, 9Hz) ,
.49 (d, 1H, J=2Hz) ,

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

.04 (d, 2H, J=8Hz) ,

O I ~N N 9 WoOowow o w NN e

(3) 83— [2-(2, 4—=—v7nnz==)y) —5—A4V70E)V—4—F
FYVIN] =1 - [ (A=DAFNWAIVNEANZANTI 7)) Tx=)V] 7
oy —1-=-F
rFEEoFAhAvIEAINE (1. 10g, 2. 24mmol) Zn—-FF>5F
Ay (15mL) CHEMSEEHE. WIE250°CTSHEAMEBRRLE, =i
WKWRUER, RIBBHREZEE. YVAWTSNVASIAIaR N7 41— (ANFP
JHBRzFN=8/1) CAHUBRTZZ LT LEOEELEY 2 MEEHRY
(350mg) LLUTHE, (WEK31%)
'H-NMR (CDC1l,, 400MHz)
0 :
.31 (d, 6H, J=T7THz)
.98 (t, 2H, J=7Hz) ,
. 0-3.2(br, 6H),
19 (qa, 1H, J=7Hz, 7THz) ,
.39 (t, 2H, J=T7THz) ,
.30 (dd, 1H, J=2, 9Hz) ,

~N W W W N
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.49 (d, 1H, J=2Hz) ,
.58 (d, 2H, J=8Hz) ,
.88 (d, 1H, J=9Hz) ,
.98 (d, 2H, J=8Hz) ,

~ 3 ~3 =3

(4) 83— [2— (2, 44— oo 7=z=)y) =5 —4V7Oo)V—4—FF

PIVIUNW] —1= (4—RANWAhT 7)) Ta)y—1—-FY
LEEoANWVNNESL VK (335mg, 0. 6 8mmol) Zdry X%/ —)b
(8mL) ICAIEEH, 0. BN MeONa (2. O0mL) 2z 2 0K
FMEGER Uk BRICELUER, RISBREKSBKICHT. 3 NEBRKBKREZ
Mz, MR- FVEMZEHREEZIM U BEEZK. RIEKTHEEL
HAKRIR T MUY ATHE, BRUER, BRI FNVEBREEETDIILT. &
BiCHAOFEBECEMzMEHEREK (27 Tmeg) L UTHEE, CHEZEIT
%)
'H—NMR (CDC1l,, 400MHz)

0 :
1.30(d, 6H, J=7Hz) ,
2. 96 (t, 2H, J=T7THz) ,
3. 16 (qaq, 1H, J=T7Hz, THz) ,
3.24 (t, 2H, J=THz) ,
3. 60 (s, 1H) ,
7.2-7.3 (m, 3H),
7. 49 (d, 1H, J=2Hgz) ,
7. 84 (d, 2H, J=8Hz) ,
7. 87 (d, 1H, J=9Hz) ,

(5) 2—[4—-[3—-[2—- (2, 4—->yr7pp7Zxz=)y) —5—-4vV7nr
W—=4 —FXPVIUN] 70F=N] Z2=)VANTP=)V] =2 —AF VT
o iR

7
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ki (4) c/ONE3 - [2—- (2, 4—=YZun7=z=)y) =5 -4V
DENV—4—-FFPYIN] —1=- (4—ANWAT 7 z=)V) BNY—1-—
FreEBAV, REF 1D (2) ¢ (3) LEBRRERICXVERMEWERZ.

MEET7EINVT 7R
'H-NMR (CDC1l,, 400MHz)

93

1. 30 (d, 6H, J=7THz) ,

1. 52 (s, 6H) ,

2. 97 (t, 2H, J=7THz) ,
3.19 (qq, 1H, J=7Hz, 7THz) ,
3. 37 (t, 2H, J=7Hz) ,

7. 29 (dd, 1H, J=2, 8Hz) ,
7. 48 (d, 1H, J=2Hz),

7. 55 (d, 2H, J=9Hz)

7. 86 (d, 1H, J=8Hz) ,

7. 90 (d, 2H, J=9Hz)

(8—4)

KHEH 1 RO FE AR AETCUTOLEY 2H/ =,

2= [4—[3=—[2—[(4—=bPV7NFdpRF)N) Z2z=)V] —4—4VT
DENV—=5—F7VI))N] Z70EF=NV] Zxo)vdFy] —2—-AXAF)70E
HEB7EILT 7R

'H-NMR (CDC1l,, 400MHz)

d;

1. 33 (d, 6H, J=7HZ) )

1. 68 (s, 6H) ,

3. 15 (qq, 1H, J=7Hz, J=T7Hz) ,
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3. 2—-3. 3 (m, 4H),

6. 94 (d, 2H, J=9Hz) ,
7. 64 (d, 2H, J=8Hz) ,
7. 92 (d, 2H, J=9Hz) ,
7.99 (d, 2H, J=8Hz) ,
a5 9

(FEHE £BR)

I MIEHIE

(1)PPARa, v, 6 iEMEALREDHIE

ABREY (EHF 1 ~6 RCBEAMOPPARS7I=X;DL-16504
1 (Berger, J.fi, (1999)J. Biol. Chem. , 274 :
6718-6725)] DPPARa. y KUSHMEMEZUTOL I ICHIEL
7z o
1) #%

77 VA RY)FUVBRESMRE (CV— 1Ml &, HIRFIMEHEZRZE
i ERAMREREYI—LDAFLE, TXTORBRMLEWE, YAFIVAN
FFY R (DMSO) CBEfEL, REDMSOREO. 1% THBRICAWE,
2) 7RI FR

SEEEFE 7523 F (GAL4—-hPPARa LBD. GAL4—-hPP
ARy LBD, GAL4—-hPPARGS LBD), VHA—F—=TF3XI R (
UASx4—TK—-LUC) , B—HZV7 I ¥ —ERHT7SAIRK (FGAL
) EKliewer, S. A. ffs, ((1992) Nature, 358:77
1-774) LtAKDODODZEERLUZ,

3) NS RT7xzYaY
CV—1#ifgz 1oz )4 ED 2 X1 0 HOMBEERET, 24 c)VigER7
L—PMicikE, 2408, 4%BRY>mME (FCS) ZMOPTI-MEM

I Reduced Serum Medium (Life Technolo
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gies) 500ul/"wellTH&ELE, Z20%, MBEM/FWOOPTI —
MEMTHilEZ%Y, DNASEBW® (1 o=V (2500 1% WBW) H~=D
, UTOBaz2EET%5bD ;0. 03ugdGAL4—hPPARS LBD
, 0. 25ugDUASx4—-TK—-LUC, 0. 35ug®dBGAL, 21l
DYVR7z7>a i #EDMRIE-C (Life Technologies
), ThH6E0PTI-MEMIEZHEL, BRTIOAMFELEL D) 2&RIN
LT, 37CTHRKEIEEL =,

4) RRMEHRMIC X 2 M e

DNAZEBEHZRE, ARLEY (KREBE: 10 *Mbd2W0WiE1 0 "Mtk
2551 00%DMSOIRBLELD) 2EH4%FCS—0PTI—-ME
M 500ulicfHrricRtLCcEsic4 OKR, 37 CTHEERLE,

5) LAR—F —BETFREL ~IVOHE

EizERE, PBST2Hko 2%, WHAMEEZ LEfTY, 1oz )V4kD,
W7 2o —EESHRERATELEE®R (25mM Tris—-PO, (pH
7.8), 15%9v,/v Glyserol, 2%CHAPS, 1%Lecit
hin, 1%BSA, 4mM EGTA (pH 8. 0), 8mM MgCl1l,
, 1mM DTT) 100ulzdmMULT, ERTIOAMMEBELE. 2055
D20u1z2960 =z VAIEAZL—MIAWMUT, VY725 —-BHBERM]1
00ul (Byvho—r; ZwRyY—rit8) 25%mML, MLR—-100%~<
A7/ )—=% (anFEXRHR) zHVWT, 1PHEo¥XE (W7
—EWEE) BRDE WY T7 2 —YREFORMERABICMITBEVWELGA
LoMBAEAC L 2EERRAEE2WEL, LEVFERMICLZNVY 7 25 —EiE
MOZEH2BABBTFON S VA7 20 aVHETCHIELE, B—HFT MY
F—CHEEORESERZ, 50ul0WBELHANENRI 6D VTV — TS
BU, ONPG (2—=ba7z=V—-B—-D—-HZ7 P S IYR) BH10
Oulz@EmLT, BRTOHEA Fax—hUk. RIBEIEWE (1 MKEF
N)DLBHE) b0ulZzMZ, 41 4nmORNEEEZRMELE. BEL UTH
WiEDMSO (0. 1%RE) OATUELEMEOINVY 7 =5 —LEHEE (2
Yho—)VE) 2O0%Z, FEE (PPARa: 10*M WY-165041
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, PPARY :10°M Rosiglitazone,. PPARS 10 *M

L—165041) TUBLEABONY 7 2S5—EEEEE 00%& LT
, X PP ARGEM(EEZEHL &,

I 1. BEBRER
ABRRERR2 5ICmR T,

[%25]

PPARa PPARY PPARSGS
Kl 1 9+1 27+3 §0x10
i) 2 75+4 51=+3 93+4
KBl 3 10 16 19
L 4 35 26 23
KBl 5 52+7 36%3 114+1
KBl 6 98+6 93+1 109+10
L—-165041 2+1 1£0 32x15

PPAREMIGEE : MBEZ100% & Lk &OMENE
PPARa, 7. OHEMAEOWUEIHRLCEMBEED 1 0 " MoOHE

L2550 DPRLESIC, EMALEWEIL-16504 121k, FEX
2 EO®A AP PARSHEMEEEETZLDHLDITR >k,

e 1-0

e 7T ERBEOMLEYICE U, R 9 L RAMRHBRAE TP PAREREE
ZUELE. ZOFRRER2 6IZR T
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[£26]

PPARa |PPARY PPARG
EHEHI 7 — 4 1 2 86+10
WGl 7 — 5 1 2 58+ 1 4
EHEH 7 — 6 8 19 96+1 3
BT — 7 { 9 65+2
SEHEH 7 — 8 1 26 58
MG T — 9 8 5+ 1 80+5
EHHIT—10 |3 1 70
EREIT7T—11 | 2943 18+4 85+ 1
EMmHT-—12 | 8+1 4 79+2
EhEE 7T -1 3 1 3 81
LT 14 |2 18 53
L-165041 |2+1 1+0. 03 |32+15

K26DP5BHEDPRISIC, KRPLEY (EMHIT -4, EHEAIT -6, £
HEIT—11%) BL—-16504 1 ER, ASEXEZNULOBRAIZPPA
ROWEMIEEZETHZ LWL PICR o 2o EERKEMLEY (R T — 4
, BIEHI T ~12%) oW Tik. PPAR aRU yiEMLaEICHE~X, PPAR
S UERIED B WIEELEEZ R Uk,

eyl

iR 8 S DILEWICEE L. EHEH 9 LR RARSE TP P AREME/EE
ZUELE. TORRER2 TIZRT .
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[#£27)
PPAR«a PPARY PPARG
i) 8 — 1 129 5 89
KHEB 8 — 2 126 6 2 53
Kl 8 — 3 120 31 97
Lt 8 — 4 166 8 6 132

PPARGEME/ME : MBEZ2100% L LERKROERLAEM L0 MTO
A X fiE

PPARa :WY—-14643 (107*M)

PPARyY :Rosiglitazone (107°M)

PPARS :L—-165041 (10°*M)

R2THPOMEPREDIC, KEPLEY (EHHI8 — 1 ~EHEH 8 —4) &
L-165041&kk~ RAEXEZNULEDOEIRPPARSHERMEZET
5 DL PICIRo o

83
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#w Xk o & H

R R’

¢ com

R-DT x T ) (0
\W) Y A R

(X, RIRVUR* EZNZNHMIUTCKERFE, REK1~8D7 IV FIVE,
NOTVRFTEBREINERER 1 ~8D7 NV FIVE, REH2~8D7 NV r =
W, REB2~8D7)VFo)VE, 3~TEBOY 707 )X )VE, 3~T7H
RO 7O PNVENVETBERINEZRERI~B8DO7NVF)IVE, BEREEZELT
WCTHRWZ) =P )VE (7)) VBB DREHE6~1 0T, 7IVFILE
SORBI~4) . XEBHREZELTVWTHRVWZ Y —)VEE UL ZEERR
HEeRU. AGBRERT. BEFRT. XENR® (RPEAKERFIEREK 1 ~
SOPNVFIWEEET, ) ZREL. XIEUPX* EZNZNMIUTHEE. BE
JHF. S (0), (pld0~20%HELT. ). C (=0). C (=N—-O0R"
) (RPBAFERFIXEREKI~8D7PNVFNVEEET, ). C (=0) NH
. NHC (=0) . SO,NH, NHSO,, CH (OR") (RTEAZEFXi
RE1~8DF7NFINEEKT, ). CH=CH, XiEC=C%:%EL., YEZE
BEEELTVWTHEVWEER 1 ~807 V¥ L v lER L. ZEBRERT I
HMERFEZRL. REEVCR* BZNZNMILUCELREZE LTV TORVWRE
M1~807NVFNVEEZREL. ZUTCREIAERFXGIRERLI~8D7 V¥
WEEERT,

HLU, X' BEEFOLE, X2E0, S (0) ,ti. £EXIPC (=0
) NHO b &, X BHEAF TRV, )

TRINHLAEMXEZDIE.

2. ko—#X (I1).
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Ri2 |:I§13
1
N/ A2 C—COH
R1 & 1 1 l I
1-\(0 T O/ i (IN)

(X, RUBROCRYEFZNZNMIUTCRER I ~8D7IVFIVE, 1~ 3
ONOTVRFTERINERER1I~8D7P VX IVE, RER2~8D7 V7
ZVE, RER2~8D7NVFo)VE, 3~TEROY IO 7ZIVF)IVE 3~T7
BROYVIO7ZNVIFINVETBERINERZH LI ~8DO7IVFIVE, XFEBREL
Lenp VT, KBE, = boH PIVE REBL1~8D7IVFIVE,
I1~3fona 7 VRFTEBRINERRE1I~8D 7NV FIVE, REKL~S
O7NVIAFVE, I~3FHONO T VRFTERSINEZREZHR1I~8D7 )NV aFx
SE, Tz )VE RUDNVE, T o VA FVE RV AL NVEFELIEEY
DNWEDPSBEINZIEBZE UL ERERFEZELTVWTHIRENWZ =2 2 )b 7IVFI)IVE (7
WEIWVEBHDOREZEM 1 ~4) ( 7=V F7FNVE BYDNVE Fz o
FECOZUNVE, FOVNVE ROV TS oNWEELIERVYFIoVEREL
XU ROXVEENZNMMUCHEF. S (0) ( (aE0~208HER
o). C(=0). C(=N—-OR'") (RVIIAFRFXEIREH1~8D
PIVFNVEEET, ). C (=0) NH, NHC (=0). SO,NH, NHS
O,, CH (OR'") (R'MEKERFXEIREH1I~8D7 NI IVEEKT,
). CH=CH, XiZC=C2&EL, Y'RBHREL U TRERI~8D7IVF
WEEUSERERLI~BO7NVaAFVEEZELTVWTIHRVWRER1~80D7
WLV UEHBRL, Z'EBRRRTXEHRERTFEZEL. ZLUTRYPROR &
ZhZ2nMy UTEREL LTINS VYRFXERER I ~8o7)Vaxs &z
FELTOWTHRVWERERI~BO7 VI NVEERT

BL., X'1DPEEFOoLE, X12E0, S (0) TR, FE2XIIHC (
=0) NHo &, X'2EEEF TRV, )
TEINBZTIFVYV - NVEFEERIZZDIR,

3. XUDPHAFTHIFKROHEHEE 2HIDHOAF VYV - VFEARIETZ DR
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Q

4. XV'PEAFE, C (=0). C (=N-0H). C (=0) H. NHC (
=0), CH (OH) XECH=CHTH 2 ROHHE 2HEXILE 3HEIHD
XYV - NVFEEERIEZDIER,

5. RUDPBEHREL LD VRF, KBE, o, 73 0&, REHIL
~8DT7NVFNVE, 1 ~3HONO T VRFTBERINEZRZR1I~8D7 )V F
WE, REB1I~8p7NrvaxyvHE, 1 ~3HonNay Y RFTCERINERSE
B1~807NVaFE 7Tz )VE RUDNWE Tzt FoE RV
ANVEELULE )OO NVEDPSBEINIEZ LLERFZELTVTIIRNWT =
ZVvE, FIFIVE BIVNE FovE, TUNNE O )VE RUY
77 NVEBHEUSERVYFRoNVETH 2FEROHMHE 2TH~F 4 HIDEH O A
FUV - VFEEKIEZDIE,

6. RUDPREB I ~8O7NFINEXTI~3HoOND T VRERFTERSWE
BB ~8DPNVFIVETHZFEROHHE 2IH~F S5 HLBOA FPY —)
FEARXEZDIE,

T. RVOBBMEL A XYYV - VEBEO2MTH 25RO 2 H~55 6 HL
HOAF TV - NVFEEREZDHE,

8. Wo—fk (III) .

R|23
R?2 Z>-c—COH
W2Ly2_y22 (j/ R24 (i)
F

e
N

(X, R KRURPEZNZNHIMUCRER LI ~8D 7 F)VE, 1~3H
DAY VETFTBRINERERLI~8DO 7NV FIVE, REK2~807Lr
ZIVE, REB2~8D7NVFo Vv, 3~TEROY 707 )VFNVE, 3~7
BEOY7O7PNVIFINVETCBRINERERI~SO7P VI NVE, XEIBEHREL
vene U RF. KBE, D boHE 7IE RER1~807IVFIVE,
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I~3oNa T VERFECBRINERER LI ~8D7IVFIVE. REH1~8
O7NVaAFVE 1~3HonNo S VERFTERINERREL 8o )vaFx
VE, Tz VR RUDNWE, Tz VvAFVE RUVASNVEEFLIEGEY
ONWEDPLBENZEE LLFRETFZELTCVWTHERWTZ 2 2V 7NV FIVE (7
WEINVEHDDRERL~4) ( 72 )VE, F7FNVE BYVPNVE Fou
HOTUNE, FOUNE RVYTSIUEE LLRRYYFI o VEREL
XU RUOXPPEZENZDUIIUCHEARF. S (0) , (ri0~20%8KE2KRT
s). C(=0). C(=N-0OR*) (R*EAEZERFRXEREH1I~8D7
V¥ NVEEFET, ). C (=0) NH, NHC (=0). SO,NH, NHSO,
, CH (OR*) (R HEAZRTXEIREHI~BDO7NVIFNVEEET, ) .
CH=CH., XZC=C%2%KUL. Y IBHREL UTREHLI~8D7 VX )VE
EUCHBEEM LI ~8OTNaF v EEAL TV TCORVEER 1 ~8D 7 V¥
VViHER U, ZPERBERTFXERERFZER L. ZLUTRPEKUTR  ZZH
PN UCBREL ULTNES VEFXERER1I~8O7 )V ax v EEEL
TOWTHRWRER I ~8D7 NV NVEEEKRT,

HU, XUDPHEEFOLE, XP2E0, S (0) T, XN C (=
O) NHo L&, XP?EBEEF TRV, )

TERINBZF 7V - NVFEEXEZDHE,

9. XM DPEEAFCH 2B ROMHAE SIHGHDF 7Y —IVFBARXIEZ DIf,
10. X»H&F. C (=0). C (=N-0H) . C (=0) NH. NHC

(=0), CH (OH) XZCH=CHTH 35 ROGHE 8 XiZ 9 HI#HOF

TV = IVEBEAKRXIEZ DR,
11. RUDPEHREL LB VREF. KBE, = rnE 7I0HE REK
I~8DOFLFIVE, 1~3EONDY Y EFCERINERER L ~80 7
FNHE, REBLI~8D7NaxvE 1~3HoONOT VRFTEBRINZRK
BRI ~8D7)vaxvHE, 7o VE RUVIUNVE Tz )VAFVE RY
VANWEE UL BBV DO NVEDPSERINIEEZE LIFFEFZELTVWTHIENT
To)VE FTFNVE BYDNVE FIouE, 7UNVE FO)VE RY
VIS ZWEBEULBRYYFZoNVETH 2B ROFFSE SH~ 1 0HRDHD
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F 7 —WHEEER L Z DI,

12. RUZDPREAB LI ~8O7NVFNVEXIFTI~3HONDYT Y FTEEBRIN
EREBMI~B8D7ZIVEFNVETCHIEROEEE SHE~%E 1 1HIHOF 7V —
IWHEEAXEZDE,

13. REMDBHMBENF 7PV —VERO2MTHEHEROHEHESE~25E 1 218
DT 7V —INEEREZDIE,

14, @FRo@HEL1E~E 1 SHOMNIPOBEIZREHOILENMXEZOEHEZE
MRS L UTEE T B F V) — ARG E M ZAE S OWEMEH
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A. CLASSIFICATION OF SUBJECT MATTER
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