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by treatment with aqueous sodium hydroxide, without 
isolation of the intermediate urea derivatives.I6 

The starting material for the required 4,5-dialkoxy- 
anthranilic acids was methyl 3,4-dihydroxybenzoate. 
Alkylation of this substance with the appropriate alkyl 
bromides, followed by riitration,l7 stannous chloride 
reduction, mid, finally, alkaline hydrolysis, gave the 
desired products. 

To prepare 4,s-dimethylanthranilic acid,'* the Diels- 
Alder adduct of 2,3-dimethylbutadiene and maleic 
aiihydridelg was treated with ammonia, and the result- 
ing 4,5-dimethyl-A4-tetrahydrophthalimideZo was de- 
hydrogenated with iodine and sulfur in refluxing decalin 
to  afford 4,3-dimethylphthalimide.?l This substance 
was hydrolyzed with sodium hydroxide to 4,5-dimethyl- 
phthalamic acid which, without purification, was sub- 
jected to a Hofmariri reaction to furnish the desired 
product. 

Treatment of the 0-methyl-substituted 2-amino- 
4(3H)-quiriazolinones with refluxing, aqueous 4S7G 
hydrobromic acid resulted in 0-demethylation arid 
furnished the phenolic compounds (46-48). 

3-Methyl- and 3-o-tolyl-substituted 2-amino-6,7- 
dimethoxy-4(3H)-quirlazolinones were prepared in the 
following manner. Reaction of methyl 3,4-dimethoxy- 
anthranilate with methyl or o-tolyl isocyanate in pyri- 
dine, followed by treatment with methanolic sodium 
hydroxide, afforded 3-methyl- and 3-o-tolyl-6,7-di- 
methoxy-2,4( lH,3H)-quinazoliriedione, respectively.  
These substances were converted with POCl, to  2- 
chloro derivatives,22 which were treated without purifi- 
cation with diethylamine at  140" to afford 52 and 53. 

Representative 3-amino-6,7-dimet hoxy-4 (3H) -quin- 
azoliiiones, which are isomeric with the 2-amino-4(3H)- 
quinazolinoiies, were synthesized from 4,s-dimethoxy- 
isatoic acid anhydride (Scheme 11) which, in turn, was 

SCHEME I1 
Sun F H E ~ I ~  OF : ~ - A ~ ~ I N o - ~ ( ~ I I ) - ~ L I s  \ Z O L I N O ~ \ E S  

HACO*O - H J C O ~ J N H ~  ------t 

HJCO H,CO r;,NHR 
0 

a 
synt'hesized from 4,3-dimethoxyanthrarlilic acid arid 
phosgene. The anhydride was treated with the appro- 
priate hydrazines in chloroform or dimethylformamide 

(16) F. M. 9. Curd, J. I<. Landiluist. and 6.  L. Rope, J .  Chem. Soc.. 1739 
(1948). 

(17) Nitration of the  methyl esters furnished consistently better yield* 
tlian direct nitration of the henzoic acids. 

(18) TI. R. I3aker, R. E. Schauh. J. P. Joseph, F. .J. AIcEvoy, and J. 11. 
\Villiain,, J .  Oro. Chem.,  17, 1-19 (1952). 

(19) E. H.  Farmer and F. L. TVarren, J. C h e m .  Soc.,  897 (1929). 
(20) 0. Brunner, H. Rofer, and R. Stein, Monatsh., 63, 79 (1933). 
(21) (a) N.  De Dieshach and E. van der IVeid, Helu. Chzm. Acta, 10, 

886 (1927); (b) L. \V. F. Kampsclimidt and J. P. IVibaut, Rec. Trac. Chim. ,  
73, 431 (1954). 

( 2 2 )  H. T. Bogert and C. E. May,  J .  Am. Chem. Soc., 31, 507 (1909), re- 
ported the  loss of a 3-methgl substituent during the  chlorination of 2.3- 
dimethy1-~(3H)-iruina~olinone with PClj-POC13. T h e  fact tha t  Z-diethyl- 
ainino-3-methy1-6,i-dimethoxy-~(3H)-o.uina,:olinone vas  the  only substance 
isolated in the preparation of the 3-methyl derivative is consistent with the  
milder chlorinatinit properties of POCh alone. See also, R .  F. Smith and 

Kent ,  J .  Ory .  Chem.,  30, 1312 (1065). 

to form the corresponding hydrazides, and these, in 
refluxirig formic acid, were converted to the desired 
3-amino-4(3H)-quinazoli1iones~~ (54-57, R = dimethyl- 
amino, diethylamino, S-morpholino, and S-homo- 
piperidino) . 

Pharmacological Methods.-The amino-4(3H)-qui1i- 
azolinones were evaluated for antihypertensive activity 
in dogs made hypertensive by the procedure of Gold- 
blatt, et ~ 1 . ; ~ ~  the systolic arterial blood pressure of 
these dogs ranged from 160-200 mm. Doses of 2.5, 
10.0, and 40.0 mg/kg were administered orally in cap- 
sules on consecutive days, generally in the form of hy- 
drochlorides (see Table I). In a few instances only 
one or two doses were administered. The systolic 
pressure was determined on the coccygeal artery ac- 
cording to the method of Prioli arid Wi~ ibury?~  prior 
to drug administration and 2 ,  4, arid 24 hr thereafter. 
Heart rates were determined from the simultaneously 
recorded ECG. The maximum antihypertensive re- 
sponse mas generally observed at  the 2-hr measurement. 
Two dogs were used for evaluation of each compound. 
An average blood pressure decrease of less than 10 mm 
was assigned a score of 0;  decreases of 10-20, 20-33, 
and 35-60 mm were scored +, ++, and +++, re- 
spectively. 

Structure-Activity Study.-The initial discovery 
that 2-amino-6,7-d&ethox~-4(3H)-cjui1iazolinone Clj, 
but not the corresponding 6-chloro, 7-chloro, and uri- 
substituted derivatives, had antihypertensive activity 
prompted a thorough irivestigation of related, G,7- 
dimethoxy-substituted 2-amino-4(3H)-qui1iazoliriones. 
It was found in these studies that substitution of the 
amino group greatly improved activity. For example, 
whereas 1 produced an antihypertensive response of 30 
mm at 40 mg'kg and no significant response at  lower 
doses, the dimethylamino analog 5 decreased the blood 
pressure by 40 mm at 10 mg/kg (see Table I). The 
2-diethylamino-6,7-dimethoxy-~(3H)-quiiiazolinoiie (6) 
was even more potent arid lowered the blood pressure 
by 20 mm at 2.5 mg/kg and by 60 mm at 10 mg/kg; 
the duration of action was longer than 4 but shorter 
than 24 hr and appeared to vary with the dose. Length- 
ening of the alkyl chain, as exemplified by the di-n-pro- 
pylamino (10) and di-n-butylamino (11) analogs, 
markedly diminished activity, but the ethylallylamino 
(7) and diallylamino (8) derivatives were active at 10 
mg/lig (decreases of 30 and 40 mm, respectively). One 
of the more potent compounds with a heterocyclic sub- 
stituent was the S-methylpiperazino derivative 16, 
which elicited a 35" response at  10 mg/kg. The 
pyrrolidirio (12), piperidino (13), hexamethylenimino 
(14), and heptamethyleriimirio (15) analogs exerted 
good activity at  the 4O-mg/kg dose. llonoalkylamino 
derivatives, including benzylamino arid phenethyl- 
amino, were only wealily active or inactive with the 
exception of the isopropylamino (22) derivative which 
lowered the blood preqsure by 30 mm at 40 mg/kg arid 
had a somewhat smaller effect at 10 mg/l;g.?j It is 

(23) H Goldblatt J LLnch, R F Hanzal, and JV I\ Summer\ille, 
J CqdZ l l e d  59, 347 (1934) 

Prioli and 31 31 n i n h u r j ,  J ApuI P h y v o l  15, 323 (1960) 
(25) Solnbilitj differences betireen the h\drochlorides of tlie loner di- 

alkylamino (6, 6) and the  isoprop\Iamino (22) deriratires on tlie one hand 
and the  monoalk\ lamino der i la t i i  e- 16-20, a- n ell as compounds 10 and 11, 
on the  other hand nere noted \I hereas 5,  6 ,  and 22 nere readil) soluble 
10, 11, and 18-2G had Ion solubility in aqueous solution Lon solulxlit\ 
could hamper oral ahsorption and this ma\ acLoiint in part ,  tor the  ob- 
served difierences in act17 i t )  
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No. 

47 
48 
49 
.i 0 
.i 1 
3 2 
3 3 
34 _ _  
3 3 

It" 

6,i-OH 
8-OH 
7-C1 
6,7-CH3 
6,i-CHa 
6,i-OCHa 
6,i-OCHs 
6,7-OCH3 
6,'i-OCHa 

TABLE 

AIp, oc 
296-300 
280-2Ssd 
220-223 
286-288 
233-234 
131-133 
153- 138 
174- 176 
112-114 

I (Continued) 

Crystn 
Yield, L?O solventu 

62 11 
67 -4-H 
61 A 
31 D 
61 A 
43 E-P 
30 C-P 
52 11 

P _ -  a s  

Hydro- 
cliloride 
mp, O C  

304-306 

237-241 
301-303 
237-239 
218-220 

230-232 

.\ctir i ty a t  ing/kg 
2.5 10.0 40.0 

0 
0 
0 

0 ++ + ++ 
0 
0 
0 

0 

56 H W 6,7-OCH3 239-240 32 -4 Ci4Hi7N3Od 0 3' '0 

57 H hD B,i-OCH, 165-166 34 A CibHziN308 0 

A, EtOII:  C, CHCl,; D, I>JIF; E, E t O k , :  G,  ethylene glycol; IT, 48:; IIBr: I, i-PrOlI: 11, 1IeOII ;  P, isopropyl ether; \V, 
I 1 2 0 .  K. Kiiiickel, Chem. B e r . ,  38, 1214 (1905). 1)ihydrochloritle. Hydrobromide. e All c~impoiiiids were analyzed for C, 11, 
S. f . I d .  5 :  calcd, 13.39: found, 12.99. g Snal. C: calcd, 57.43; foiind, 57.00. d n a l .  13: calcd, 7.59: foiiiid, 7.12. 
b Anal. C: calcd, 43.87; foiuid, 45.43. 

noteworthy that the antihypertensive responses were 
not accompanied by any changes in heart rate. 

To investigate substitution requirements in the 
aromatic ring in more detail, 6,7-diethoxy, 6,'i-diiso- 
propoxy, 6,7-methylenedioxy, B,'i-ethylenedioxy, 6 , i -  
dimethyl, 6,7-dihydroxy, 6-methoxy, 6-chloro, i-meth- 
oxy, 7-hydroxy, S-methoxy, and 8-hydroxy as well as 
unsubstituted derivatives were examined. Dimethyl- 
amino, diethylamino, diallylamiiio, or S-methylpiper- 
azino were chosen as substituents at  the 2 position, 
since these had produced best activity in the 6,7-di- 
methoxy-substituted series. However, only the 6,7- 
dimethyl (50, 51) and the G,i-diethoxy (29) and 7- 
methoxy derivatives (38, 39) approached the potency 
exhibited by the corresponding 6,i-dimethoxy analogs. 
Other alkoxy substituents reduced activity arid the 
chloro (42, 43. 49), phenolic (46-48), and unsubstituted 
44, 45) derivatives were inactive. 

The fact that the 3-methyl (52) and 3-o-tolyl (53) 
derivatives were inactive may indicate that a dis- 
sociable hydrogen atom in position 3 is a requirement 
for antihypertensive activity. Conceivably, the 4- 
hydroxyquinazoline rather than the 4(3H)-quinazo- 
linone form is the biologically active species. In 
agreement with this is the observation that the 3 -  
amino-substituted 3 (3H) -quinazolinones (54-57), 
which are isomeric with the antihypertensive %amino- 
4(3H)-quinaxolinones, were devoid of antihypertensive 
activity. 

Recently, Pala and Maraazi-UbertiZ6 reported that 
2,4( IH,3H)-quinazoliiiedione as well as some related 
derivatives produced hypotensive responses in cats. 
Several of our structurally similar synthetic inter- 
mediates, such as 6,7-dimethoxy-2,4(1H,3H)-quinazo- 
linediorie and 2-chloro-6,7-dimethox,v-4(3H)-quinazo- 
linone, were therefore evaluated for antihypertensive 
activity. However, in our hands neither these nor 2,4- 
(lH,3H)-quinazolinedione had activity when examined 
in dogs a t  40 mg/kg. 

111 summary, good antihypertensive activity is ob- 
served in this series of 4(3H)-quinazolinones when the 
2 substituent is dimethylamino, diethylamino, diallyl- 

(26) G .  Pala and  E. RIarazzi-Uberti, d r z f i e i m z t t e l - F o r s c i . ,  12, 120.1 
(196'2). 

amino, ethylallylamino, or 4-methylpiperazino, the 
3 position is unsubstituted, and the aromatic ring is 
7-methoxy, 6,i-diethoxy, 6,i-dimethyl, or G,7-dimeth- 
oxy substituted. -\laxima1 activity is seen in the 2- 
diethylamino-6,7-dimethoxy derivative (6). 

Pharmacological studies on the mechanism of action 
of 2-diethylamino-6,i-dimethoxy-i(3H)-quinazolinoiie 
(6) indicate that the antihypertensive activity of this 
substance is the result of reduced, peripheral, vascular 
resistance; a component of direct relaxation of vascular 
smooth niuscle appears to be a contributory factor to 
this action. The compound does not elicit ganglionic 
blocking properties in cats, nor does it lower the cardiac 
output of anesthetized dogs. There was no indication 
of the development of tolerance after oral administra- 
tion of 5 mg/l;g of 6 for 10 consecutive days to  conscious 
hypertensive dogs. Preliminary clinical results sug- 
gest that 6 lowers the blood pressure of hypertensive 
human subjects.27 report on the metabolism of 6 
in humans has recently been published. 28 

Experimental Section 
)There aiialyses are indicated only by symbols of the elements, 

arialytical results obtained for those elemelits were withiii 1 0 . 4 %  
of the theoretical valiiea. 

Melting points (Thomas-Hoover capillary melting point ap- 
paratus) are iincorrected. Uv spectra were measured on a Cary 
recording spectrometer in EtOH solution, iimr spectra in CDC13 
solution (TMS) on a Tariari A-60 spectrometer. 2-Chloro-4(3H)- 
qLiinazoliiioiie14b and the 6-chloro-, 6-methoxy-, 7-chloro-, 7-  
methoxy-, 6,7-dimethoxy-, and 8-methoxy-substit,uted 2,4-di- 
chloroquinazolines16 were prepared by published procedures. 

Methyl 3,4-Diethoxy-6-nitrobenzoate.-To 203 g (0.91 mole) 
of methyl 3,4-diethoxyben~oate~~ in 4.50 ml of glacial AcOH was 
added over a period of 1.5 hr, 895 ml of H N 0 3  (sp gr 1.42) a t  such 
a rate that  the temperatiire did not exceed 45". The mixtiire 
\vas stirred a t  room temperatiire for 1 hr, then poiired with 
vigorous stirriiig slowly into 3.3 1. of ice-HyO, arid dried to  give 
214.5 g (8.5%) of the desired product. The arialytical sample was 
recrystallized from CeH8-hexarie; mp 74-77". Anal. (C12Hlj- 
N06) C, N; H :  calcd, 3.26; found, 5.68. 

Methyl 3,4-Diethoxy-6-aminobenzoate.-A solution of 652 
g of anhydrous SnC1: in 2.8 I. of concentrated HC1 was stirred 

( Z i )  T. F. 13ren.er, 196i, personal communication. 
(28) .\I. Schach von IVittenau, and T. E. Brewer, J. Med. Ciiem., 10, 

129) AI. Toinita and T. l iugo, J .  P'harn. SOC. Japan ,  75, 1380 (1956). 
729 ( 1 9 6 i ) .  
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mixture wab extracted with CEICld. Evaporation of the solvent 
provided a crystalline residue which was recrystallized from 
CH2Cl2-?V1eOH to give 62 g of the product. 

The corresponding 6,7-methylenedioxyJ 6,7-ethylenedioxy, 
6,7-diisopropoxyJ and 6,i-dimethyl derivatives were prepared 
similarly. Yields, melting points, and analytical data are sum- 
marized in Table 111. 

TABLE I11 
2 , 4 - D I C H L o R O Q u I N . ~ Z o L I ~ E S  

I c1 
R Yield, "0 RIP, "C Formula" 

6,7-OCzH, 97 172-174 C12H12C12H202 
6,7-OCI-T20 83 2 17-2 18 CgH4C1,N,02 
6,7-OCH2CII,O 67 221-223 CiaH&l&2O~ 
6,7-OCH(CH,), 83 100-1 02 C1 aH,6C12Ny02 
6,i-CHs 78 138-410 C1oH,Cl,?;, 

All compounds were analyzed for C, 1-1, C1, S. 

2-Chloro-4,6,7-trimethoxyquinazoline.-To 2.9.5 g (0.01 mole) 
Of 2,4-dichloro-6,7-dimethoxyq~ii1iazoliiie was added 22 ml of 
1 '\' NaOH (4:1, hIeOH-H20), and the mixture was stirred at  
room temperature for 5 hr. Removal of the solvent afforded a 
residue which was triturated in H2O. The insoluble crystalline 
material (2.2 g, mp  196-200') was recrystallized from 150 ml of 
EtOH to fwnish 1.6 g (64%) of product: mp 201-204"; A,,, 
239, 310, 323 mp ( E  48,800, 6820, 7600); nmr absorpt'ion at  T 3.8 
(singlet, 3 protons of 4-OCH3) and 3.99 (singlet, 6 protons of 
6,7-OCHa). 
2-Chloro-6,7-dimethoxy-4(3H)-quinazolinone.-A mixture of 

9,50 ml of 1 X NaOH, 300 ml of THF,  and 41 g of 2,4-dichloro-6,7- 
dimethoxyquinazoline was stirred at room temperature under 
N2 for 4 hr. The solution was chilled and adjusted to pH 5 
with AcOH; the light yellow solids which precipitated were 
filtered to give 37.7 g (99%) of product, mp 270-272". Anal. 

The 6-chlor0, 7-chlor0, 6-methoxy, 7-methoxy, 8-met'hoxy, 6,i- 
methylenedioxy, 6,7-ethylenedioxy, 6,7-diethoxyJ 6,7-diisopro- 
poxy, and 6,7-dimethyl derivatives were prepared similarly. 
The melting points of these substances and the yields realized are 
summarized in Table IV.  
2-Amino-6,7-dimethoxy-4( 3H)-quinazolinone (l).-To 21.2 g 

of methyl 3,4-dimethoxyanthranilate in 100 ml of EtOH was 
added an ethanolic solution (330 ml) of giianidine (0.5 mole), 
prepared from guanidine hydrochloride (0.5 mole) and 0.6 g-atom 
of Na in EtOH. The suspension was refluxed for 100 hr and 
concentrated to dryness. The residue, in 150 ml of H20 was 
acidified with AcOH to pH 3, and the crystalline precipitate was 
collect,ed; mp 263-274". Recrystallization from 300 ml of DLIF 
furnished 10.7 g of prodiict, A,,, 239, 326 mp (E 41,660, 5470), 
shoiilders a t  243, 263, 273 mp. 
2-Diethylamino-6,7-dimethoxy-4( 3H)-quinazolinone (6).-To 

2-chloro-6,i-dimethoxy-4(3H)-qiiinazolinone (6.7 g) in 60 ml 
of EtOH was added 32 nil of Et2NH, and the mixture was heated 
to 130" in a pressure bottle for 5 hr. The clear solution was 
cooled to O " ,  and the precipitate was filtered to afford 7.16 g of 
the desired product: A,,, 242, 277, 287, 319, 330 mp ( e  39,640, 
9017, 9278, 6011, 6142); nmr absorption a t  T -1.2 (singlet,, pro- 
ton in position 3, exchanged with DtO), 2.57 (singlet, proton as- 
,signed to posit,ion s), 3.2 (singlet, proton in position 8 ) ,  6.03, 6.07 
(doublet,, 6 protons of 6,T-OCH3), 6.32 (quartet, 4 CH2 protons of 
-S(CHXH3)2), 8.74 (triplet, 6 CH3 protons of - K ( C H I C H ~ ) ~ ) .  

The hydrochloride was prepared in EtOH with anhydrous HCl. 

2 4  N-Bis-@-hydroxyethyl)-6,7-dimethoxy-4( 3H)-quinazo- 
h o n e  (9).-To 4.8 g of 2-chloro-6,7-dimethoxy-4( 3H)-quinazoli- 
none was added 30 ml of diethanolamine, and the mixtiire was 
heated to 130'. After 2 hr, the solution was cooled to O", 50 
ml of cold EtOH was added, and the precipitate was filtered 
to afford 3.2 g of 9 which was recrystallized from LIeOH-EtOAc. 
2-Isopropylamino-6,7-dimethoxy-4(3H)-quinazo~inone (22),- 

2-Chloro-6,7-dimethoxy-4( 3H)-quinazolinone (7.2 g) in 70 ml of 
EtOH was heated in a pressure bottle with 50 ml of isopropyl- 

Anal. (C11HllC1N203) C, H, C1, K. 

(CIoHgClSzO3) C, H, S. 

Bnal .  ( C I ~ H I ~ N ~ O ~ . H C ~ )  C, H, N. 

. G Y " '  NH 

R 

6-C1 
7-C1 
6-OCH3 
7-OCH3 
8-OCH3 
6,7-OCH20 
6,7-OCH,CH,O 
6,7-OC?Hs 
6,7-OCI-I(CH,)? 
6,7-CHj 

Rerryitallized fiom 

0 
Yield, R 

86 
97 
50 

97 
98 
74 
92 
71 
87 

9s 

DLIF-IT20. 

31p, oc 
222-22.j 
219-224 
232-235' 
231-233' 
188- 193 
274-273 
271-272 
246-249 
201-203 
239-240 

amine to 130' and kept a t  that' temperature for 18 hr. The 
solution was then cooled. The liquids were evaporated, and 
the residue was chromatographed on a column of Florisil(340 g). 
Elution with a mixture of CHC13-EtOAc afforded 4.7 g of crgstal- 
line material which was recryst,allized from LIeOH to give 3.42 

For preparation of 'the hydrochloride, the free base was dissolved 

Anal. (C13HliK303.HC1) C, H,  N, C1. 
2-Diethylamino-6,7-dihydroxy-4(3H)-quinazolinone (47).-To 

3 g of 6 was added 100 ml of 48R HBr, and the mixture was re- 
fluxed for 3 hr. The solution was chilled and the precipitate 
was filtered, washed with EtsO, and dried to give 5.3 g of a solid 
which was recrystallized from EtOH-(i-Pr)rO to furnish 4.1 g 
of 47 .HBr, mp 319-320'. 

g of 22. 

in 1 I\' HCl, and the solution was evaporated in vacuo. 

Anal. (C12Hl:K303.HBr) C, H,  N, Br. 
The hydrobromide (4 g)  was dissolved in warm HIO, the pH of 

the solution was adjusted to 7 with XaHC03 solution, and the 
precipitate was filtered to give 2.12 g of 47. Recrystallization 
from 1 S HC1 furnished the hydrochloride, mp 304-306". Anal.  

3-Methyl-6,7-dimethoxy-2,4( lH,3H)-quinazoIinedione.-To 
23 g of CH,XCO in 100 ml of pyridine at 0" was added a cold 
solution of 27 g (0.28 mole) of methyl 6-aminoveratrate in 150 
ml of pyridine. The solution was stirred at 0" for 30 min, then 
kept at room temperature for 1 hr, and concentrated to dryness. 
The crystalline residue was dissolved in 630 nil of 1 S NaOH 
(4: 1, hIeOH-H20) and refluxed for 2 hr. After evaporation of 
the solvent, the crystalline cake was dissolved in H20, the solu- 
tion wa5 acidified with AcOH, and the precipitate was filtered 
and recrystallized from L>LIF-H?O to afford 29.1 g (93%) of 
product, mp 296-298'. 

3-o-Tolyl-6,7-dimethoxy-2,4( lH,3H)-quinazolinedione was 
prepared similarly from 6-aminoveratrate and o-tolyl isocyanate 
in 94% yield, mp 281-283" (IILIF-H20). Anal. ( C ~ H ~ G N ~ O , )  C, 
H, IT. 

2-Chloro-3-methyl-6,7-dimethoxy-4( 3H)-quinazolinone.- 
A mixture of 3-methyl-6,i-dimethoxy-2,4( lH,3H)-qiiinazoline- 
dione (10.0 g) and 65 ml of POCl3 was refluxed for 18 hr. The 
excess POc13 was removed in z"xo ,  the resulting crystalline 
residue was triturated in 400 ml of ice-H20, and the solids were 
collected to yield 9.42 g of crude material, mp 196-214°,22 which 
was used in the next step withoiit purification. 

2-ChIoro-3-( o-tolyl)-6,7-dimethoxy-4( 3H)-quinazolinone.- 
The qiiinazolinedione (25 g)  was refluxed in 350 ml of POCl, 
for 33 hr. Removal of the PoC13 fiirnihhed a crystalline residue 
which was quenched with 1 1. of Ha0 and filtered to afford 26 g 
of crude 2-chloro compound, mp 20:3-240", which was used 
in the next step. 

2-Diethylamino-3-methyl-6,7-dimethoxy-4( 3H)-quinazoli- 
none (52).-A slurry of 2-chloro-3-methyl-6,7-dimethoxy-4( 3H)- 
quinazolinone (8 g) in 90 ml of EtOH and 30 ml of Et2NH was 
transferred to a pressure bottle and heated to 130". After 3 hr 
at 130°, the solution was cooled and concentrated, and the residue 
was triturated with 100 ml of 1110. Filtration of the solids 
afforded 6.8 g of crystalline material which was recrystallized 
from hot EtOAc to afford 3.9 g ( 4 3 5 )  of 52, nip 126-129". Two 

(C18HijN303.HC1.0.5H20) C, H, N, C1. 

dnal. (C11H1zX204) C, H,  N. 




