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Synthesis of Quinazoline-4-one Derivatives from 2-Aminobenzamide(I)
Reaction with Aldehyde and Ketone

Myung Eun Suh
College of Pharmacy, Ewha Womans University, Seoul 120, Korea

Abstract—Reaction between 2-aminobenzamide and thionylchloride gave benzo-2-thia-1, 3(2H]-diazine-
4-one-2-oxide (1) at room temperature. With other carbonyl derivatives quinazoline-4-one derivatives
(1 ~VI) were obtained.

Quinazoline alkaloidAd] HA 52 olul =z <] Fgo] AN 2 gz Aoz FHd
o4y, AE ¢ gFgdgel vtz sA=e] Aok Zee] wEE Hisamitsu pharm Cov
Hol e quinaolined] HEAEE K FFAAXY YW Folzepn o] A% AL
W ¥ s gdel. Quinazolined] £ Aol ¢lo] Bohme®: 2-aminobenzamide¢} cycloketones,
cyclopentanone, cyclohexanones *! benzaldehyde wF-$-A# quinazoline-4-one § %% ¥4 3}
A, 38 Grill 492 2-aminobenzamide® 4> ether Fof 4] NN’-bis(arylsulfonyl) sulidi-
imidens} uF-2A}5# benzo-2-thia-1, 3-diazine-4-oneg- ¥4 5}¢) r}.
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%’3%9} Roth? o] %o Fo rrlrg_vj_ 2-aminobenzamide$} %<& amine radicalg »}z 2-
amino-3-carbamoyl-1, 4, 5-triphenyl pyrrolzX¥] ketoned 3 acetoney} u}-2-3}14-% w] Bshme?
29243k wb-e A Eql 5,6, 7-triphenyl pyrrolo(2, 3e)-2, 2-dimethyl-1, 2, 3, 4-tetrahydropyrimid-
ine-4-oneo] &A= ek, =3l dioxaneg-rl Zo] 4] thionylchlorides} wk-&-814 & o+ Grill 4%}
ks A S48 WA AE-F 5,6, 7-triphenyl pyrrolo(2, 3¢)-2-thia-1, 3-diazine-4-oneo} ¥
A= gk o] 2] dF Azl “V’% Wk vk o] v }heFat 2-aminobenzamideo] o & ¢
#1712 el N, N-bicyclizationg A 535}xx} th&3} zko] A& & A3} quinazoline-4-one
EAE gt
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Benzo-2-thia-1, 3-dihydro, diazin-4-one-2-oxide (I)9| &tA —2-aminobenzamide(2g, 0.0147
mol) 3} thionylchloride(5ml) & &3t & A Lo 2447 wdkch #Holo] =z thionyl
chloridet= vacuumZ & 2] A3}s. etherz 43 =Zahch. ethero] E-24¢] 2-aminobenzamide
HCId ¢ o3t A A%tz etherg A-2o Wxsle] g4 Y4 A4S A9t mp 158°C (ether),

0] (0]
T5EF 1.38(50%), NMR(DMSO)d; 14.2(5,—(13|—NH), 13.4(s,—g—NH—), 7~8.02(m,arom.),
Anal. Caled. for C;HgN,SO,(m.w. 182) : Al 4% : C,46.09; H,3.29; N, 15,38 43 :C,46.39;
H,3. 29; N, 15.18.

1,2-Dehydroquinazoline-4-one (II)2| &4 -—2-neck flask(100ml) o 2-aminobenzamide (2g,
0.0147mole) ¢ dimethyl formamide(20ml)o] £313 % condenser 43 Fol A 80°C7=A| 7}ad &t
th. 80°Cell 4] thionylchloride ==+ phosphoroxychloride(3ml) 2 dropping funnelg o] &3} A
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A8 wgwg Asbteh magnetic stirrerz wdstE A 2087 S E . A F 441 9

ARE A48 ¥ B¢E2 439 2-aminobenzamide-HCIH & 2 53] AMA 3o AAA7 F

e AAule dioxane =& alcohol® A A A5 gch. mp 210°C(dioxan, alcohol), 5% 1.5g
O

(70%), IRVEBrem-! 3300(acid amide); NMR(DMSO)&IB.2(5,—%——NH—), 2.8(d,=CH—),
7.4~8.3(m, aromatic) o] 4¢ m.p, IR, NMRE FZE3 £dg< Selstdnt.
2-Methylphenylquinazoline-4-one (III)2| &f4 —2-aminobenzamide(2g, 0.0147mole) 2}
acetophenone (10g) & 104] 7t 5+ Y27l A Fell A ab$A7 2 Y2g &+ Lo A &4 4
MA AL acetoneo 7 A A A sGth. mp 223°(acetone) F5F 2.52(80%), NMR(DMSO)d 6.63
0
(s,—NH—), 13.0(3,—(I§~NH——), 1.8(s,—CH,), 6.8~7.8(m, aromatic), Anal Caled for C;sH;,
N,O(m.w. 236) : Al 4# :C,75.63; H,5.88 ¥-41A :C,75.97; H,5.78.
2-Trichloromethylquinazoline-4-one (IV)2| &t&-—2-Aminobenzamide(2g, 0.0147mole)
9} chloral(10mh) & £33 3 2047k W27 4R 8ol oil bathidol A wbgA 7t W4T F A
A5 AL o3, methanolz H-8 A A Astg k. mp 210°C(MeOH), 45 & 2g, NMR(DMSO)
. O

| il
85.3(,—C—), 6.63(d,—NH—), 9.75(d,—C—NH—) 6.5~7.5(m, aromatic), Cl 4%
|

Beilstein I;Iesti A A #el 34 o}
2,2-Cyclohexylquinazolin-4-one (V)2| g4 —2-Aminobenzamide(2 g, 0.0147 mole)2} cyel-
oheptanone (5g) - condenser 2] toll A 2417t 5 <l oil bathel 4 ubgAzl F ¥z, H45 W
A o3sla 43 etherz 4 A3l oh. mp 195°C(MeOH) ; 5% 3g(95%), NMR(DMSO)
0
6. 65(s,—NH—), 8. o(s,~1(|:~NH~—), 1.62~1.82(m,—(CH,),—), 6.8~7.65(m, aromatic),
Anal Caled for C,,H;(N,O(mw 230) A4tz : C,73.04; H,7.83, ¥43 :C,72.95; H,7.80.
2-Cycloheptylquinazolin-4-one (VI)2| #14 —2-Aminobenzamide(2g, 0.0147mole) %} Cycl-
ooctanone (5g)¢ Lul A AR Tel oil bathgboll A 247k wb-gA171 F Yol 297k WA 34

< o WA s, mp 185°C(MeOH) 45 & 2g(80%), NMR(DMSO)8 6.6(s,—
O
1l

NH—), 7.87(s,—C—NH—) 1.52~1.8(m,—(CH,),—), 6.8~7.65(m, arom.) Anal caled for

CisHypoN,O(m.w 244) : A 42 1 C,73.77; H,8.19 ¥4 x :C,73.59; H,8.17.
2-Cyclopropylquinazoline-4-one (VID)2| &l4—2-Aminobenzamide(i.4g, 0.01 mole)}
dicyclopropyl ketone(l.1g, 0.0lmole)-& 1wl 2 TFol 6Alz7bE¢r wH3d] AdulgA7 3
A A5 A4S chloroform} acetone Mo 7 A AAdc} i m.p 240°C(CHCly/acetone), 4=
(0]

1l
1.5g8(80%), NMR(DMSO)é& 1.7,2.1(m, aliphatic), 6.65(d,—NH—), 8.4(d,—C—NH—) 3,1~

o

3. 5(msHIL1\II—C““N —), 3. 1(>CH), 6.7~8.2(m, aromatic) Anal. Caled for C;;H;,N,O(mw
H H
188) : Al AR 1 C, 70.21; H,6.38; N,14.89 ¥4=x] :C,68.30; H,6.52; N, 14.56.
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2-Phenyl-1, 2-dehydroquinazoline-4-one (VIII)2| 3Md—2-Aminobenzamide(2g, 0.0147
mole) ¥} benzoin(3.5g 0.015mole) & A 324 2087k %o] AAH w7tx L§AZc}. Y23 &
285 methanol® A4 3letg o}t mp 228°C(MeOH), <=5 3% 3g(92%), NMR(DMSO)5 13.5

o

1l
(s,—C—NH—), 7.4~8.3(m, aromatic), Anal. Calce. for C,H;;N.O(mw 222) A 3 :C,

75.67; H,4.06 $-41% : C,75.49; H,4.44.

g2y 2 1o

(I)—AAE (D2 Grill %%0] 2-aminobenzamidez ¥ 3§43 benzo-2-thia-1, 3-diazin-
4-oneg thionyl chloride® wubh-g-A1# Grill %93} 23 249 FAAA 2¥y SR 3=
g Fol A Axslg et 221} 2-aminobenzamidel: T Eio) Lufl Fol A L X A o]
thionylchloride & # 7}8l= 47t &4 dad-e dgatget. 9¢ ¥4 3 2-aminobenzamide:=
Aol £ L.Zo|E thionylchloridesty 28] ul-gslx ¢kt zely A EF9 Ln] = acetone,
aldehydef 2wl ql acetaldehyde, benzaldehydesti= HClY 9] Abejo| A= 7}od o wheba] 4 A
Bohme® ] A3 FU3 amincyclizationg P A4stgeh, Soi7t Q= 2ANNS weA-g 3
43l = 2-aminobenzamident-& &w)s} glo] thionylchloridesl 2447k 4.2 whxatE-S w)
HClg o] o}yl benzo-2-thia-1, 3-dihydrodiazine-4-one-2-oxides} ©] 34 34474 4 & ether ol 4]
Aoz Agic

(I)—2-Aminobenzamide 2 ¥-¥ Viels-meyer u}-2o] 23 422 2-N-dimethylamino-
quinazoline-4-onec] 345 ¢z =l dimethylamineft, & 1, 2-dehydroquinazeline-4-oneo. 2.
M ol NMRz# & 4 9gicl. # dimethylaminefbs} urS-AolA w0 e Asdte o
AR Aoz FEHEle] AL HAF Pyoz Axsigond ALeAE A o %l o
YAl & Faledh

(Il ~V)-—2-Aminobenzamide$} aliphatic 7| E-4 =4 o} A sdo] ostd amincycliza
tiono] PAFH 7 glglot dicycloketonedt-e] benzophenones} dicyclopropylketones} 1t-2-3}4
& w348 HFAAEL aliphatic 7)1 E7E = 28] G& Fdgo AAE] FAHUL o4
9] 2-aminobenzamide$} carbonyl compoundse}e] wF-$-4-& #43 w #E = aldehyde radical
T 7H SR Ao mA R JE Feade A2 A5 quinazolinedd o oke] &
7t 2522 viebd Zlow AlelEo] oz ogFozye AFsHs} AA FEHE wolr

on
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