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Design, synthesis of novel quinazolinon campounds as hum an anti-acrosin in-
hiitor
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(D eparment ofM ed ic mal Chem istry  Schoolof Phamacy, SecondM ilitay M edical U nwersity Shanghai 200433, Chmna)

[ Abstract] Objective Novel 3 substiuted quinazolinon can pounds were designed and synthesised on the base of the active
site of human acrosin M ethods The compoundswere designed by can puter and chan ically synthesised Results Seven 3-substiu-
ted quinazolnon can poundsw ere designed and synthesised, subsequently carried outin vitro antracrosin test Conclision The resulis
of anttacrosin tese in vitro exhibited that all the compounds showed potent antracwsin actwities Particularly compounds 3 g dis
p hyed much stronger antt acros n actwities( 229 times) than that of TLCK
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NMR & 1 219(1t 3H, CHs), 2 446 (g 2H,
CH,CH3), 2 488 (s 3, CH3), 7 205(dd Ji=2 1
HzJ,=2 1Hz M, Ph-2H, 6H), 7 533(dd, J, = 2 1
Hz J,=2 1Hz H, Ph-3H, H), 7 602~ 7 651 (m,
H, qunamlnon7H, 8H), 8 042 (s H, quimazln-

on-SH). ESBMS m/z 297 7[M-H]"
- -6 3-(4 )-4(H ) -
(3b): Q &8 g 39 4 0%, mp 212~ 214 C. 'H

NMR & 1 099(t 3H, C-CHs), 2 192(s 3, CH;),
2.271(s 3, CH;), 2 371(q 2H, CH,), 6.420(d J=
5.1HzH, pyrmdin-4H), 7 375(dd Ji=2 1Hz J»
= 2 1Hz,H, qunazolinon-™), 7.767(d J=1 5Hz
H, qunazlinon-8), 8 052(d J= 5. 1Hz H, qunaz-
linon-H '), 8 384(d J=8 4Hz H pyrmdin-H).
ESIMS m/z 279 §{MH]|"

3-(6- -4- - ) -2- -6- -4
(H)- (3c): Q 47g : 23. 3%, mp 187
~ 188 C. 'H NMR: 1 100( ¢t 3H, C-CH3), 2 073( s
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3H, CHs), 2 372(q 2H, CH>), 6 772( g H, pyrint
dn-4H), 7 185(t H, pyrmidin-6H), 7 379 (dd Ju
= 1L 8Hgz Jo=1 8HzH, qunazolinon-7TH), 7. 767
(dJ= 1L 5HzH, quinazolnon-81), 8 381(d J=
8 7Hz, H, quinawlnon-H ). ESIMS m/z 366 9
MH]

3-(4- ) -2- -6- -4
(H)- (3d): Q 46g : 20 Do, mp 260
~ 261 C. '"H NMR & 1. 096(t 3H, C-CHj), 2.277
(g 2H, CH,), 2 490(s 3H, CH;), 6 834(d J=
4. HzH, isoxazol4H), 7 305(d J=4.5Hz quin-
amlnon-81), 7. 582 ~ 7 686 (m, 3H, Ph-3H, H,
quinazolnon-MH ), 7. 876 ( s H, qunazolinon-5H ),
7.947(d J= 8 4Hz H, Ph-2H, 1) 12 892( s H,
NH). ESIMS m/z 423 7[MH "

3- - - 2- -6- -4(H)-

(3e): @ 72g : 31 8%, mp214~ 216C
'HNMR & 1 498(t 3, C-CH;), 2 284(q M,
CH,), 2 437 (s 3H, CH3), 3 565(d J= 7 8HzH,
2H, thiaml4H, 5SH), 6 884(d J= 4 8 Hz H, quin-
azolnon-8 ), 7 303(d, J= 4 SHz H, quinazlnon-
TH), 7 581~ 7 659 (m, 3H, quinazolnon-5H, Ph-
3H, ), 7 951(d J=6 6 Hz 2H, Ph-2H, 6H),
12. 896(s H, NH). ESIMS m/z 425 7[MH]"

3-(3- ) -2- -6- -4
(H)- (39): 1 02¢g : 44 %%, mp 216
~217°C. '"H NMR & 1 223(t 3H, CHs), 2 316(s
3H, CH3), 2 490(s 3, CH3), 2 682(q 2H, CH,),
3 575(d J=3 562Hz H, pyrmidin4H), 3 983(s
2H, pyrinidin-5H, qumnazolnon-8 ), 6 537 (d J=
8.7Hz 2H, Ph-3H, 5H), 6 869(d /=353 1HzH,
quinazolnon-H), 7 606(d J=8 7Hz 2H, Ph-H,
6H), 8 292(d J= 4 8 Hz H, qunamlnon-3H ),
11.106(s H, NH). ESEMS m /z 434 6[M-H]"

3- -2- -6- 4(¥H)-

(3g): 1 8¢ : 84 Fo, mp 218~ 220 C. 'H
NMR & 1 222(tH, C-CH;), 2 426( s 3H, (H;),
2.608 (g 2H, CH,), 6 002(s H, pyrmdn-H ),
6.534(dd Ji=2 7Hz J,=2 THz H, Ph-35),
7.487(d J= 8 1 Hz H, qunazolinon-8H ), 7 665
(dd Ji= 2 1Hgzg J,= 2 1 Hz M, Ph-2H, 61),
7.728(d J= 1 5HzH, quinazolinon-7H ), 8 467( d
J=4 8Hz 2H, pyrmdin-4, H), 11 255(s H,
NH). ESIMS m/z 420 3(MH]"
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