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Tab 1 Data of experiment and elemental analysis
0

0
0 EN CHz Am +HCl o N CHNH _@R
3
HO 4 HOC 5
Yield MP Elemental analysis ( % )
Compd Am or R . Caled Found
%) C C H N C H N
da 78.4 125128 61.10 6.84 3.96 61.25 6.70 3.86
4b 75.1 170~173 64.85 7.45 3.98 64.96 7.72 3.87
4c 54.9 157~ 160 63.99 7.16 4.15 63.75 7.49 3.85
5d H 37.5 119~121 74.28 6.54 4.33 74.24 6.60 4.08
Se p-CH; 29.8 139~142 74.75 6.87 4.15 74.82 7.12 3.93
5f m-CH; 29.9 105~ 108 74.75 6.87 4.15 74.47 6.83 4.06
5g o-CH; 32.1 114~117 74.75 6.87 4.15 74.38 6.77 3.76
5h p-Br 50.0 163~ 165 59.71 5.01 3.48 59.34 4.86 3.33
5i p-Clym-F 28.2 104 ~107 63.74 5.08 3.72 63.60 4.84 3.59
5j p-OCH; 21.9 134137 71.36 6.56 3.96 71.26 6.42 3.9
5k p-OC,Hs 68.5 139142 71.91 6.86 3.81 71.72 6.89 3.69
51 p-COCH; 34.6 169~172 72.31 6.34 3.83 72.37 6.30 3.56
5m m-COCH; 28.8 63~ 66 72.31 6.34 3.83 72.25 6.17 3.75
5n p-COOH 24.6 172~174 66.12 5.35 3.67 66.30 5.45 3.70
50 m-COOH 28.8 164~167 66.12 5.55 3.67 66.15 5.58 3.60
Tab 2 Spectral data of the compounds
0 R!
CH’OCS\\EZ j—‘s cHeN”
HO N\ p?
3 4 R
Compd IR em™! '"HNMR & ppm"’

d4a 1705,1625, 1.60~1.75(m, 1H,4-H)»2.40~2.55(m, 1Hs 4-HJ»2.75~3.10Cm, 3H, 3-H, 5-H?» 3. 20 ~ 3. 60(m>
1590) 1521 6H, NCHz)y389(by 3H) OCH3))390~4 10(br, 4H, OCHZ)y() 97((1) 1H, AI'—H)y 7. 20((1) 2H) AI'—H)y

4b 1704)1626) 140~200(m,7H,4—H, NCH2 CHchchz)y 230”3 70(m, 10H) 4-H, 3—Hy S—Hy NCHZ)y 3 86(5)
1591, 1521 3H,0CH;),6.90~7.22(m, 4H, Ar-H, C=CH—)

4 1704,1623, 1.50~1.65(ms 1H:4-H), 1. 95~ 2. 25Cbr» 4H, NCH, CH,CH,)» 2. 35 ~ 2. 47Cms 1H, 4-HD, 2. 65 ~
1591, 1520 3,30(m, 6H, 3-H, 5-H,» NCH,)» 2. 53 (dd, 1H, NCH, > 3. 60 ~ 3. 80 Cbr, 2H, NCH; )» 3. 86 (s, 3H,
OCH;),6.94(d, 1H, Ar-HD, 7. 11Cs, 1H, Ar-HD, 7. 14(d, 1H, Ar-HD,» 7.22(s, 1TH, C=CH— )
5d  3492,3377, 1.67~1.81Cms 1H, 4.1, 2.29~2.40Cm, 1H, 4-HD, 2. 64 ~ 3. 10Cm, 3H, 3-H, 5-HD» 3. 34(dd» 1H,
1694,1605, NCH,),3.44(dd, 1H, NCH,)» 3. 92 (s, 3H, OCH; s 6. 66 ~ 6. 75(m, 3H, Ar-I1), 6. 96(d> 1H, Ar-H),»
1593,1512  7.03(d» 1H, Ar-H>»7. 11 ~7.38(m, 4H, Ar-H, C=CH— )

Se 3503)3378) l65~1SO(mylH,4—H),224(5,3H,CH3),228~239(m, 1H,4—H),265~306(m,3H,3—H,5—
1695’ 1620’ H)y331(dy1Hy NCHz)y342(dy 1Hy NCHz)y392(by3Hy OCH3))663((1)2H) Ar—H),694~720(m,
1587:1517  SH, Ar-HD, 7. 36(s, 1H, C=CH~)

Sf 3391)1698) 166”178(m,1H,4—H),228(5,3H,CH3),230~237(m, 1H,4—H),260~3lO(m,3H,3—H,5—
1625’ 1595’ H)y333(ddy 1Hy NCHz)y 3 44((1(1) 1Hy NCHz)y 3 93(5) 3H) OCH3)) 5 80”6 OO(br, 1Hy AI'—OH):
1513 6.50~6.58Cm» 3H, Ar-H>»6.90~7.13(m, 4H, Ar-H)» 7.37(s, IH, C=CH )

Sg 3336)1687) 160”182(m,1H,4—H),220(5,3H,CH3),230~240(m, 1H,4—H),270~3lO(m,3H,3—H,5—
1613’ 1582’ H)y3 42((1) 2H) NCHz)y392(by 3H) OCH3))580~600(11)I') 1Hy AI'—OH)y()()S(dy 2H) AI'—H):() 95”
1517 7.20Cm, SH Ar-HD, 7. 38Cs, ITH. C= CH—)

1688) 1614, NCHz)y393(5)3H)OCH3))580”600(bry1Hy Ar—OH),()()Z(d,ZH, AI'—H)y()97~7 28(m, 5H) AI'—
1578,1512  HD,7.38(s, IH, C=CH—)
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Continued

Compd IR em™!

"HNMR & ppm"”’

5i 3503, 3378,
1695, 1620,
1587,1517

5§ 3501,3373,
1694, 1618,
1585.1515

Sk 3482,3366,
1694, 1614,
1585, 1516

51 3366, 1691,
1648, 1596,
1516

Sm 3379,1692,
1662, 1589,
1512

Sn 3511,3353,
1691, 1660,
1598, 1514

So 348653360,
1686, 1630,
1587,1513

1.65~1.79Cm, 1H, 4-H), 2. 30 ~ 2. 40Cm, 1H, 4-HD, 2. 62 ~ 3. 10(m» 3H, 3-H, 5-ID, 3. 31(d, 2H,
NCH,)»3.93(s, 3H, OCH; ), 5. 80~ 6. 00Cbr 1H, Ar-OHD, 6. 50~ 7. 15(m, 6H, Ar-HD, 7. 37(s, 1H, C=
CH-)

1.65~1.80Cm, 1H, 4-HD, 2. 30 ~2. 40Cm, 1H, 4-FD, 2. 60 ~ 3. 10 (m, 3H, 3-I, 5-H>, 3. 29(dd, 1H,
NCH,?»3.39Cdd, 1H, NCH, 25 3. 74 (s, 3H, OCH; ), 3. 92Cs, 3H, OCH; 0, 6. 67(d, 2H, Ar-HD, 6. 79(d,
2H, Ar-HD» 6. 96(d, 1H, Ar-HD, 7. 03Cs, 11, Ar-HD» 7. 13Cd, 1H, Ar-HD, 7. 36(s, 1H, C=CH >

1.37(t, 3H, CH;CH, 0, 1. 60~ 1. 85(m. 1H, 4-HD, 2. 30 ~ 2. 37(m, 1H, 4-HD, 2. 65~ 3. 00(m. 3H, 3-
H,5-H),3.25~3.45(m, 2H, NCH, ), 3. 93(s, 3H, OCH; ), 3. 96(q, 2H, CH; CH, ) 6. 70(d, 2H, Ar-
H>,6.79(ds 2H» Ar-HD, 7.00~7.15(m, 3H, Ar-HD, 7. 36(s, 1H,C=CH -

1.60~1.80C(m, 1H,4-H>,2.30~2.45(m, 1H, 4-H, 2. 50(s, 3H, COCH;3 2> 2. 65~ 3. 10(m, 3H, 3-H, 5-
,3.47(d, 2H, NCH, ), 3. 93Cs, 3H, OCH;3 2> 5. 90 ~ 6. 20(br, 1H, Ar-OHD» 6. 64 (d, 2H> Ar-HD, 6. 97
(d» 2H, Ar-ID» 7. 03Cs, 1TH, Ar-HD» 7. 14(d, 1H, Ar-HD, 7. 38(s, 1TH, C=CH— 2, 7. 83(d» 2H, Ar-ID

1.60~1.80C(m, 1H,4-H>,2.30~2.45(m, 1H, 4-H, 2. 50(s, 3H, COCH; 2> 2. 65~ 3. 10(m, 3H, 3-H, 5-
D, 3.43(d, 2H, NCH, > 3. 93(s, 3H, OCH; J» 5. 80 ~ 6. 00 Cbr, 1H, Ar-OHD, 6. 80 ~ 7. 30(m, 7H, Ar-
,7.38(s, 1IH, C=CH—

1.70~1.80Cm, 1H, 4-HD, 2. 30 ~ 2. 45Cm, 1H, 4-HD, 2. 65 ~ 3. 15(m, 3H, 3-H, 5-ID, 3. 47(d, 2H,
NCH,?»3.93Cs» 3H, OCH; 2> 5. 80 ~ 6. 00Cbr, 1H; Ar-OHD, 6. 64(d, 2H, Ar-H?» 6. 96(d, 1H, Ar-HD,
7.04Cs 1H, Ar-HD, 7.15(d, 1H, Ar-HD» 7. 39Cs, 1H, C=CH — 1, 7.93(d, 2H, Ar-HD

160”180(171) 1H, 4—H)y220~2 35(m, 1H., 4—H)y 2 57”3 15(m, 4H, 3—Hy S—Hy NCHZ)y 3 35~
345(m,1H, NCHz)y 3 81 (Sy 3H) OCH3)) 5 80 -~ 6. UO(br, 1H, NH)) 6. 78”7 24(m, 8H) AI'—Hy

1) Solvent: D,O (4a~c),CDCl(5d~n), DMSO-ds(50).

Tab 3  Inhibitory effect of the compounds
given orably 200 mg+kg !
ear edema in mice (n =10’

on xylene-induced

SEYG AN — B k. ML, #8400 2 %
Mannich 5 B2 35 A1 75 & Mannich W82~ 7 &
SRR IGYE, 4a, 4b, Sd~F 7E 200 mg kg '

Compd Inhibition €% P IS, #IH I ST 40% , 3 B Mannich Bk
A = =00l LR R PEAT TR R I o K% 45
3 18.6 >0.05 RIE B, Mannich W858 23 19 45 120 A2 AL 0 40
4a 47.2 <0.01 Y AT 2 E 3. 565 1 Mannich B8R
M o o i, R BR300 PR AL 2 0 ¢
5d 40.6 <0.05 W, BURF N & TS IR, 1654 Sd~h 1]
Zi :g iggz W PEA s I b A SRR R R,
5¢ 35:9 <O: 05 AH Y 1 Mannich Bs PERE 59 o
5h 39.6 <0.01 X R A JF R £ AR R A I B Pk A T 11 A Y.
55:( 1?3 iggz ] Mannich % 5e F1 5k FIP0 905 PE A7 BH 2 11 22
5] NA 7 MINTER BH 55 )i Mannich Bk 119t 28 7% PE 5 B
Sm 1.2 >0.05 AN E TC R R B X PL R TG PEE s
5n 11.5 >0.05

NA: no activity.
R EE W WoR 2-(E)-(3- A HF4-FR F K
P FRE D BA G (3) A1 22 3 0 — 2R B0V BLH-
JER K G B S A e 4 S By SOk b A Y
A/ PN S E S G NN L
R AR 6 25 R AT AR K 2 St 7120, 4t vl it A

HEAT 20 BT EEASE, AT 55 i Mannich % () $1
P05 T B BRI IR 3300
AR A BT IS ROy i H 1, AR B
) Mannich B$T 2 15 14 58 s BUAC TS 155 3 3.
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LN B8 A A MR AR S 5 1% Mannich BAY
WP RIETEZE e, B TR D SR A
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SYNTHESIS AND ANTIINFLAMMATORY ACTIVITY OF
2-(E)-(4-HYDROXY-3-METHOXYBENZYLIDENE )-5-
( N-SUBSTITUTED AMINOMETHYL) CYCLOPENTANONES

Dong Jinhua(Dong JH)» Xu Liying(Xu LY?, Qin Hua(Qin H,
Li Li(Li L), Xu Dingyuan(Xu DY) and Ji Zhizhong(Ji ZZ)

( Shenyang Pharmaceutical Universitys Shenyang 110015

ABSTRACT
methoxybenzylidene )-3-( N-substituted aminomethyl ) cyclopentanones was synthesized via Stork

In search for new antiinflammatory agents, a series of 2-CE)-(4-hydroxy-3-

reaction Mannich reaction and amine exchange reaction. All of the fifteen target compounds were
characterized by spectral analysis and elemental analysis. Preliminary pharmacological tests showed
that several target compounds exerted appreciable effect on xylene-induced ear edema in mice and that
alteration of the substituents of anilines showed significant influence on antiinflammatory potency.
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Cyclopentanone derivative; Mannich base; Amine exchange reaction;





