2T HEIM R e 2 Vol. 27 No.9
2010 429 A CHINESE JOURNAL OF APPLIED CHEMISTRY Sep. 2010

4-(3-(4-AEXE)3-5K-1-FERIAE) -N-(5-
EF'%EHUH%-S-E)ZISEE%H#E’\J%&
B E Uk bk fmiE i

KRE" 2H% & A" KESE AR
oK EEHE AR AR
CPIRRAFACEAC T TR 400715 " WABHLBUBIZT S A IR A T 250 o0 D)

 E R ke R IE SRR A RN A T 13 AR W ARIE Y 8- S, R N R R AR
TERRHE o (o P45 FYsE 1 H NMR P C NMR \MS 47 TR AE . AW T5 PRI R R BT L, BTk &
AN R 1 ST 1 A BR W BRI 1B (PTP1B) F oo 26 W 1 A — 2 100 bl 3 P, 17 %o 3ot 4 1 0y T A 14 8 0 08 v
AR N TG (PPRE) B H &8 BE RS BIE 1 , 8 MEA W i s TG PR i 40% , Horhfb &4 11 135G PES
2] 72.7% ,

KA o-MAIPEE G, O R IR R T 1B, 1 A B ARG TG 52 A SN TG, X R SR 2T B
Jrig e | B-28 KL , Mannich 52

FE 2K 5. 0625 SCHRBR RS A E 5 :1000-0518 (2010 ) 09-1026-06

DOI;10. 3724/SP. J. 1095.2010. 90506

B-EIEMA A WRAT L6 Y B RIR = B R AR R SRS TR LA I
i —FpLE Ry B . BB B- RIS B A PUE HUED Pig e M R S i
Vi o VRS IR NS IDTIR |55 7 1 55 35 e 2 B 1) - TS S I I R/ 55 2T 57 7 5 A RER i Y s
(SMZ) 4 1) -8 MR 24 B AR U O BORE PRI T 1 o DRI AR KA P AR A o 32 B T 5
W25 SMZ. % 55 B W B Tl 45 % L 1 B-2a S , 100 B AR AR ELAT HOBE PR 18 M B 1) B-2 2 . R FHAE
% SCHe ZE kg Mannich BRI T 13 AN EA SR IR B IEFHZ L A, Hi4h
%' H NMR " C NMR 1 MS £AEHTIN . A BV A0 Scheme 1 F/R

o CH,
0 CHO (”) CH, I /<§( :
= S
N S o cat TN W0+ hHpo
HO X
R HN

HO
1~13

R:4-Cl, 4-NO,, 3-NO,, 3,4-OCH,0, 3-F, 3-Cl, 2-Cl, 3,4-diCl, H, 4-n-C,H,0, 3-CH,0, 3-CH,, 4-CH,

Scheme 1 Synthetic method of title compounds

M T BT & AL ) BOPORE DR R S, R BRI 434k G W) AN AU 2 1 1 S R W R Tl 1B
(protein tyrosine phosphatase , PTP1B ) Fl o~ % Wl AT — 7 410 ) 5 1, X 2ok 480 A0 0y g 2 8 B 00 80095 2
1 ( peroxisome proliferator-activated receptor, PPAR ) H.AG Hr 455 i fl 34 sl 15 7

2009-07-27 i ,2010-03-13 & [0
KT H AR # 34 (2005BB5095 ) | 74 3 i K LR 4: (SWNU. B2005010 ) 1 5 37 H A 3% & 554 (XSGX05 ) ¥ i H
WM R A K, B, 4, #4%; E-mail:hxyde@ swu. edu. en; BF5E 71 A HLSOR S 2590 75



59 SRWEL 45 - B- I L & W ) B S ORE PR 75 1 1027

| R 1
1.1 {UEEFRF

AV-300 IS A% JL PR AL (35 [E Bruker 23 F)) , TMS 24 Y5, DMSO-d, 41 7 31 (300 MHz) ; 1946B
ESI MS i ( SE[E Agilent A F]) s X-6 BURE % W G0 s50E A (bt LA 25 4 FRA ] ) 5 Envision
R Z Uy Re AR A ( 25 [E PerkinElmer /4] ) ; Plus384 U427 K 7% ( S2[E Molecular Devices 23 ] )
XU 2R Bl A5 J PR RS I 370) 5 ( Promega ) 5 45 26 Ao X790 ( i st LA w1 ) , PTPLB i ( iy 4L i) 24 4
25tk O i 85 ) AR iR 34 o A4 Al sl o A 4
1.2 BiHhEwrE&

76 50 mL [FEEEEHE P IMA 1.5 mmol SMZ 1.5 ~ 1.8 mmol 357 .10 mL Jo/K Z B, HEEHEFE 1 h
J&  MA L5 ~ 1.8 mmol X[ FEFEIR 2, i IAEAL M HCL 7Y pH Bl 3 ~4 4k Sedic i, Db ZEmT RN
TG TCK S TLC W sy i A% o SO 56 HE 8 OB IR AE VKAR H vt 4 ~ 12 b flig iYL 10 ~
20 mLIG/K e RESE 12 3 he dhUE, ToK SEEPEV (1.5 mL x 3 ) , B2 A FH 8 25 5 sl 70 0 ik
2L alifl, THAFELE
1.3 o-FEEEEIGEENNE

100 L 244 28 v 13 35 o p A R /0N i 2 0w 48 B ) 4 460 0 7 7 L 335 2 67 nmol/ L B R 41 2% vP I
(pH =6. 8) Fll— & i B i, [R50 57 25 3 % B8 (R 25 B AIRE ) AR P S B8 (O & RE G ) , 37 C I
10 min, A 0. 1 mol/L 22 ZfWk , % ) 10 min, FJITA 200 L (138 28 B A 375, TR 50 J5 F 490 nm
P ME OD i, B OD {ETHEAMHIR (% )

Oy, - OD“‘) x 100%

1|28 = -
i = (1 - e

FRAPEXS R Voglibose (¢ =1. 0 mg/L,3.7 pmol/L) , M i BN BE BB AL, A 2 WK
1.4 PTP1B #&iE RN E

200 pL FWiA & d & PTPIB (E 413615 ) 100 mmol/L B ER 44 2% whik (% 1 mmol/L EDTA,0. 1%
Triton X-100,15 mmol/L B-%iJ& £, pH = 6. 0) FIAE &, [FIEF 5 7 AN 3 B AIRE it 19 25 D0 B O SRR i
BH T B 55 JEUER 64 (Nay VO, e = 100 mg/L,543. 7 wmol/L) By FAMEXF IR, 37 °C 2 i 10 min, AR
5 % S R R RS ) PNPP 37 °C )i 30 min, I A 1 mol/L NaOH £¢ || ) )i ,405 nm Zbl 5 OD {H,
R4 OD fHiHEAMHIR (% ) -

0Dy, — 0D,
[} Z - _ HA =
M = (1 Oy 0D, ) *100%

TR A B PO AL
1.5 PPAR Rzt (PPRE) #3hiE Rl

F 37 C KT E5% CO, & 100 U/mL 5555 2% 1T 5 Z AUFE DMEM ( Dulbecco’s Modified Eagle
Media) H1 1% 3% (1) HepG2 FFRAZNML, LA 1.5 x 10* 4~/ FLIEFN T 96 FLARG B 3% 1 . 2 BRI il ml B -
PEAT BOREAE Y o e Y i) BURLAL AR A7 AT PPAR SO T FI A K DG 28 TR 5 5L DA ) 5ok pPPRE-Luc, &
FIVERE e N2 BRI A T B ORI BURL phRL-TK, %% 9% 24 h Ji5 48 1 2 R DU AE 0 119 15 75 4, W] 45
25 N I CORFEGE R AN ) 100 BRCFz G 1) 0 JHAS AR it ) 600 B 1 X % 0% 1 400 i o AL DE A% 51) T
Pioglitazone ¢ =0. 36 g/L,1. 0 wmol/L) , 48£E1%55% 24 h 5 F A 2R B4R &5 8 R A 75 45 ( Promega )
R S 2R W P, AR A I 2 ) A" SO R B LB SR (% ) -
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= T )
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Table 1 Reaction temperature, time, yield, mp, and ESI MS data of target compounds

. . MS(m/z)/%
Compd. R Temp. /C Time/h mp/C Yield/ %

[M+H]* [M+Na]* [SMZ +H]*
1 3,4-0CH,0 28 73 157.9 ~161.1 75.6 522.0(35) 544.0(15) -
2 4-n-C4HyO 31 240 167.9 ~170.2 50.2 550.0(10) 572.0(15) 254.1(10)
3 4-CH, 27 49 199.1 ~201.5 62.0 492.0(90) 514.0(20) 254.0(25)
4 3-CH; 27 36 193.2 ~196.6 75.6 492.0(25) - 254.0(10)
5 H 31 20 198.9 ~202. 1 65.4 478.2(30) 500.2(10) 254.1(20)
6 2-Cl 29 39 217.8 ~221.3 67.3 512.0(40) 534.0(15) 254.1(10)
7 4-Cl 25 23 201.9 ~203.7 80.2 512.0(40) 533.9(15) 254.1(20)
8 3-Cl 31 22 193.1~195.4 64.9 512.0(40) 534.0(10) 254.1(15)
9 3-0CH;4 29 21 180.3 ~183.6 63.5 508.2(25) 530.2(10) 254.0(20)
10 3-F 29 21 190.9 ~194.2 62.0 496.0(30) 518.0(10) -
11 3,4-diCl 30 38 188.7 ~189.8 64.9 546.0(60) 569.9(10) 254.1(10)
12 3-NO, 28 34 176.8 ~180. 1 43.7 523.0(30) 545.0(20) 254.0(20)
13 4-NO, 28 56 199.1 ~202.4 60. 1 523.0(60) 545.0(10) 254.1(20)

FRHEHE Z W9 Mannich SN, BERT DA & A= FESRIE Bk b, o AT A& A TR B B ik i AR e |20 %
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Table 2 NMR data of target compounds *

Compd. "H NMR,8( designated hydrogen) BC NMR,s

1 2.28(3H,s,CH;),3.15~3.22(1H,m,CH, ) ,3.44 ~3.59(1H,m,CH, ) ,4.97(1H, 194.8,170.0,162.1,157.8,151.5,
bs, *CH) ,5.96(2H,s,0CH,0) ,6.08(1H,s,Ar*H) ,6.58(2H,d,J =8.64 Hz, 147.4,146.1,137.1,130.6,128.5,
Ar*H) ,6.81 ~7.01(5H,m,ArH) ,7. 11(1H,d, ] =7.23 Hz,Ar*—NH) ,7.46 (2H, 128.3,124.6,120.0,115.2,111.7,
d,J=8.61 Hz,ArH) ,7.84(2H,d,J =8.43 Hz,Ar'H) ,10.37(1H,s,0H) ,10.97 108.1,106.9,100.8,95.2,52. 1,
(1H,s,Ar*—NH) 45.6,12.0

2 0.91(3H,t,J =7.29 Hz,7.32 Hz,0CH,CH,CH,CH, ) ,1.37 ~1.44(2H,m, 195.0,170.0,162.1,157.9,157.7,
OCH,CH,CH,CH;),1.63 ~1.68(2H,m,0CH,CH,CH,CH,) ,2.28(3H,s,CH,),  151.6,134.7,130.6,128.5,128.3,
3.16 ~3.23(1H,m,CH, ) ,3.50 ~3.58(1H,m,CH, ) ,3.90(2H,t,J =6.33 He, 127.6,124.5,115.2,114.3 ,111.6,
OCH,CH,CH,CH;) ,4.98(1H,bs, * CH) ,6.07(1H,s,A*H) ,6.57(2H,d,J = 95.2,67.0,51.8,45.6,13.7,12.1

8.67 Hz,Ar’H) ,6.83 ~6.85(4H,m,ArH) ,7.13(1H,d,J=7.11 Hz,Ar—NH) ,
7.32(2H,d,J=8.37 Hz,A*H) ,7.45(2H,d,J =8.61 Hz,Ar*H) ,7.83(2H,d, ] =
8.49 Hz,Ar'H) ,10.37(1H,s,0H) ,10.93(1H,s,Ar*—NH)
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Compd. "H NMR,8( designated hydrogen) BC NMR,s

3 2.24 ~2.28(6H,m,CH;) ,3.16 ~3.23(1H,m,CH, ) ,3.52 ~3.60(1H,m,CH,) , 194.9,170.0,157.9,151.7,140. 1,
5.00(1H,bs, *CH) ,6.07(1H,s,Ar*H) ,6.56(2H,d,J=8.55 Hz,Ar H) ,6. 84 136.1,130.6,129.1,128.5,128.3,
(2H,d,J=8.37 Hz,ArH) ,7.09 ~7.17(3H,m,Ar>—NH,ArH) ,7.31(2H,d,J = 126.5,124.5,115.2,111.7,95.3,
7.62 Hz,ArH) ,7.45(2H,d,J =8.49 Hz,ArH) ,7.84(2H,d,J=8.37 Hz,ArH) , 52.1,45.6,20.6,12.1
10.37(1H,s,0H) ,10.93(1H,s,Ar*—NH)

4 2.25 ~2.28(6H,m,CH;),3.15 ~3.26(1H,m,CH,) ,3.53 ~3.62(1H,m,CH, ) , 194.8,170.0,162.1,157.9,151.7,
5.00(1H,bs, * CH) ,6.07(1H,s,Ar*H) ,6.57(2H,d,J =8.64 Hz,Ar’H) ,6. 84 143.1,137.6,130.6,128.5,128. 4,
(2H,d,J =8.46 Hz,ArH) ,7.02(1H,d,J =5.94 Hz,A*—NH) ,7.14 ~7.25(4H, 128.3,127.7,127.1,124.5,123.6,
m,ArH) ,7.45(2H,d, ] =8.61 Hz,ArH) ,7.84(2H,d,J =8.64 Hz,ArH) ,10.36 115.2,111.6,95.2,52.3,45.6,
(1H,s,0H),10.93(1H,s,Ar*—NH) 21.1,12.1

5 2.28(3H,s,CH;),3.19 ~3.25(1H,m,CH,) ,3.55 ~3.63(1H,m,CH, ) ,5.05 194.8,170.0,162.1,157.9,151.6,
(1H,bs, *CH) ,6.07(1H,s,Ar*H) ,6.58(2H,d,J =8.64 Hz,Ar*H) ,6.84(2H,d, 143.1,130.6,128.5,128.3,127.0,
J=8.46 Hz,ArH) ,7.18 ~7.23(2H,m,Ar’—NH,ArH) ,7.29 ~7.33(2H,m,ArH),  126.6,124.6,115.2,111.6,95.3,
7.42 ~7.47(4H,m,ArH) ,7.85(2H,d,J =8.52 Hz,ArH) ,10.37(1H,s,0H) , 52.4,45.5,12.1
10.94(1H,s,Ar*—NH)

6 2.28(3H,s,CH;),3.11 ~3.17(1H,m,CH, ) ,3.54 ~3.63(1H,m,CH, ) ,5.40 194.3,170.0,162.3,157.8,151.2,
(1H,bs, *CH) ,6.08(1H,s,Ar*H) ,6.48(2H,d,J =8.34 Hz,Ar*H) ,6.59(2H,d, 140.0,131.8,130.7,130.0,129.0,
J=8.43 Hz,ArH) ,7.11 ~7.30(3H,m,Ar’—NH,ArH) ,7.48 ~7.50(4H,m,ArH) ,  128.7,128.0,127.7,125.1,115.2,
7.88(2H,d,J =8.28 Hz,ArH) ,10.40(1H,s,0H) ,10.97(1H,s,Ar* —NH) 111.5,95.3,49.3,43.7,12.1

7 2.28(3H,s,CH;),3.19 ~3.25(1H,m,CH, ) ,3.54 ~3.62(1H,m,CH, ) ,5.04 194.6,170.0,162.2,157.9,151. 4,
(1H,s, *CH) ,6.07(1H,s,Ar*H) ,6.57(2H,d,J =8.61 Hz,Ar*H) ,6.83(2H,d, 142.2,131.5,130.7,128.6,128.5,
J=8.46 Hz,Ar'H) ,7.19(1H,d,J =6.93 Hz,Ar*—NH) ,7.36(2H,d,J=8.22 Hz,  128.2,124.8,115.3,111.7,95.3,
Ar*H) ,7.44 ~7.47(4H,m,ArH) ,7.83(2H,d, ] =8.46 Hz,Ar'H) ,10.37(1H,s, 54.1,45.3,12.1
OH) ,10.94(1H,s,Ar*—NH)

8 2.28(3H,s,CH;),3.22 ~3.28(1H,m,CH,) ,3.56 ~3.64(1H,m,CH, ) ,5.08 194.6,170.0,162.2,157.9,151. 4,
(1H,bs, *CH) ,6.07(1H,s,Ar*H) ,6.60(2H,d,J =8.67 Hz,Ar*H) ,6.84(2H,d, 145.9,133.2,130.7,130.4,128.6,
J=8.49 Hz,ArH) ,7.19(1H,d,J =7.23 Hz,Ar—NH) ,7.26 ~7.51 (6H,m,ArH) ,  128.2,127.0,126.5,125.4,124.9,
7.85(2H,d,J =8.49 Hz,ArH) ,10.38(1H,s,0H) ,10.95(1H,s,Ar* —NH) 115.2,111.7,95.3,51.9,45.3,12. 1

9 2.28(3H,s,CH;),3.18 ~3.24(1H,m,CH, ) ,3.53 ~3.62(1H,m,CH,) ,3.72 194.8,170.0,162.1,159.4,157.9,
(3H,s,0CH;),5.01(1H,bs, * CH) ,6.07(1H,s,Ar*H) ,6.58(2H,d,J =8.43 Hz, 151.7,144.9,130.7,129.6,128.5,
Ar*H) ,6.77 ~6.86(3H,m,ArH) ,7.00 ~7.25(4H,m,Ar»—NH,ArH) ,7.46 (2H, 128.3,124.6,118.7,115.2,112.5,
d,J=8.73 Hz,ArH) ,7.85(2H,d,J =8.52 Hz,ArH) ,10.38(1H,s,0H) ,10.94 112.1,111.7,95.3,55.0,52.3,45.5,
(1H,s,Ar*—NH) 12.1

10 2.28(3H,s,CH;),3.21 ~3.26(1H,m,CH,) ,3.56 ~3.64(1H,m,CH, ) ,5.09 194.6,170.0,162.2,157.9,151.5,
(1H,bs, *CH) ,6.08(1H,s,Ar*H) ,6.60(2H,d,J =8.67 Hz,Ar*H) ,6.84(2H,d, 146.4,130.7,130.4,128.6,128.2,
J=8.49 Hz,ArH) ,7.04(1H,t,J =8.19 Hz,ArH) ,7.19(1H,d,J=7.17 Hz, 124.9,122.7,115.2,114.0,113.5,
Ar*—NH) ,7.27 ~7.39(3H,m,ArH) ,7.47(2H,d,J =8.61 Hz,ArH) ,7.85(2H,d,  113.3,111.7,95.3,51.9,45.3,
J=8.52 Hz,ArH) ,10.38(1H,s,0H) ,10.95(1H,s, Ar*—NH) 12.1

11 2.28(3H,s,CH;),3.24 ~3.30(1H,m,CH,) ,3.57 ~3.66(1H,m,CH, ) ,5.09 194.4,170.0,162.2,157.9,151.3,
(1H,bs, *CH) ,6.08(1H,s,Ar*H) ,6.61(2H,d,J =8.55 Hz,Ar*H) ,6.85(2H,d, 144.6,131.1,130.7,130.0,128.8,
J=8.37 Hz,ArH) ,7.19(1H,d,J =7.05 Hz,A*—NH) ,7.43 ~7.50(3H,m ,ArH) ,  128.6,128.1,127.1,125.1,115.2,
7.58(1H,d,J =8.22 Hz,ArH) ,7.72(1H,s,Ar*H) ,7.86(2H,d,J =8.37 Hz,ArH), 111.8,95.3,51.4,45.1,12.1
10.39(1H,s,0H) ,10.97 (1H,s,Ar* —NH)

12 2.27(3H,s,CH;),3.28 ~3.29(1H,m,CH,) ,3.62 ~3.71(1H,m,CH, ) ,5.23 194.4,170.0,162.2,157.8,151.3,
(1H,s, * CH),6.07(1H,s,Ar*H) ,6.64(2H,d,J =8.61 Hz,Ar’H) ,6.84(2H,d, 148.0,145.8,133.7,130.7,130.0,
J=8.43 Hz,ArH) ,7.31(1H,d,J=7.11 Hz,Ar—NH) ,7.47(2H,d,J =8.25 Hz, 128.6,128.1,125.2,122.1,121.4,
ArH) ,7.62(1H,t,J =7.92 Hz,ArH) ,7.85(2H,d,J =8.41 Hz,ArH) ,7.94(1H,d, 115.2,111.8,95.2,51.7,45.1,
J=17.56 Hz,ArH) ,8.09(1H,d,J =8.01 Hz,ArH) ,8.34(1H,s,Ar*H) ,10.39(1H, 12.0
s,0H),10.96(1H,s,Ar*—NH)

13 2.28(3H,s,CH;),3.26 ~3.32(1H,m,CH,) ,3.61 ~3.70(1H,m,CH, ) ,5.21 194.2,170.0,162.2,157.8,151.4,

(1H,bs, *CH) ,6.07(1H,s,Ar*H) ,6.59(2H,d,J =8.64 Hz,Ar*H) ,6.85(2H,d,
J=8.49 Hz,Ar*H) ,7.31(1H,d,J =6.91 Hz,A*—NH) ,7.47(2H,d,J =8.61 Hz,
ArH) ,7.73(2H,d,J =8.49 Hz,ArH) ,7.85(2H,d,J =8.52 Hz,ArH) ,8.19(2H,d,
J=8.49 Hz Ar*H) ,10.40(1H,s,0H) ,10.97(1H,s, Ar*—NH)

151.3,146.6,130.7,128.6,128.0,
125.2,123.7,115.3,111.8,95. 3,
51.9,45.0,12.0

| 2 . . . .
*Ar', Ar?, Ar’, Ar* represent aromatic ring of ketone, aldehyde, amine and isoxazole, respectively.

FE'H NMR 5, A b & P45 B —CH, W e {EL7E 8 3. 25 ~3.76 Z [A]#547—CH, ¥y 2 B IR IL
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T RIRIT R I R A 2 —, HATE A SXNZAE S 25 i, a2 R SR | DTS 5 S

APPSR R (IR 3) L BR ALY 2 A1 11 o i A &85 E Y PTPLB S5 1 LS, gtk
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L8 MEA YIS RIKE] 40% LI b Gy 11 @R ek 72. 67% AL &1 4 F19 #zh R a]
15 69% LA Lo #18 MEE R HARE A Y10 PPRE Sl V15 H 5 B A0 L 9 BUREEA A2 LAR A OG-
(a) 541 24~ CLET(3,4-diCl) B3GR s 547 2 4> 0 51 (3,4-0CH, 0) BT PEAR 22 3 A 14~ O Ji
THY, TGRS 3-AAJEAE 41 (3-0CH; 4-n-C, H, 0) ¥ B R B hf 193 1, (H 2 & A 14> CLEF iy,
EE S B EA 57 (4-Cl) >6(2-Cl) >8(3-Cl) 5 (b) FACIy CHy i, JCig S AE 3-(id 2 4~ 1 1k
PR (o) HUREED NO, \F J5UFI, ih PR Rz
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Table 3 Biological activity of target compounds

Inhibition activity/ %

Compd. ¢/(umol - L") a-glucosidase-ral p— PPRE activation”/%

Control - 94.40 75.31 77.05
1 9.60 13.84 14.74 20.58
2 9.11 5.74 36.24 49.92
3 10.18 13.52 9.24 47.86
4 10.18 11.46 10.21 69.70
5 10.48 15.60 12. 44 41.11
6 9.78 6.54 26.00 41.55
7 9.78 11.44 19.53 49.05
8 9.78 2.91 20.21 21.97
9 9.86 11.63 5.80 69.75
10 10. 10 6.52 11.13 16.55
11 9.16 8.43 39.70 72.67
12 9.58 15.40 7.19 35.09
13 9.58 15.47 11.95 35.53

a. target compounds (¢ =10.0 mg/L, thus the molarity is double as the value in above table, respectively) ,
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Synthesis and Preliminary Evaluation of Antidiabetic
Activity of 4-(3-(4-Hydroxyphenyl ) -3-oxo0-1-
arylpropylamino ) -N-( 5-Methylisoxazol-
3-yl) Benzenesulfonamide

ZHANG Ying-Xia®, YAN Ju-Fang”, FAN Li*, ZHANG Wei-Yu’, SU Xiao-Yan®,
CHEN Xin’, TANG Xue-Mei*, ZHOU Zu-Wen", YANG Da-Cheng""
(“School of Chemistry and Chemical Engineering ,Southwest University ,Chongqing 400715 ;
*Drug Screening Center ,Chengdu Di Ao Pharmaceutical Group Co. Lid ,Chengdu)

Abstract Thirteen new B-amino ketones were designed and synthesized directly through the Mannich reaction
of sulfamethoxazole, 4-hydroxyacetophenone and aromatic aldehydes in good yields. The reaction selectively
occurred at the a-position of the carbonyl group of 4-hydroxyacetophenone. Their chemical structures were
confirmed by means of '"H NMR, "C NMR and MS. Biological activity tests showed that in the rage of low
concentrations, these title compounds displayed a certain inhibitory activity against protein tyrosine
phosphatase 1B ( PTP1B) and a-glucosidase. Moreover, some could activate the peroxisome proliferator-
activated receptor response element (PPRE) moderately. The PPRE agonist activity of eight compounds was
over 40% , among them compound 11 showed the highest activity(72. 7% ) , which deserved further study.

Keywords  «a-glucosidase, protein tyrosine phosphatase 1B, peroxisome proliferator-activated receptor

response element, hydroxyacetophenone , sulfamethoxazole ,3-amino ketone, Mannich reaction



