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Thirtytwo new substituted-3-(substituted-arylcarbiminoacetyl)aminomethyl-4(3H)-
quinazolope (2) were synthesised by condensation of substituted-3-(4 -aryl substituted-
carbamidoacetyl)aminomethyl-4(3H)-quinazolones (1) and p-substituted-a iline in anhy-
drous pyridine. The compounds were screened for hypoglycemic activity Only eleven out

of thirtytwo compounds were found to be hypoglycemic.

characterised by tlc, elemental analyses and ir spectra.

VARIOUS quinazolinones and related compounds
are reported to possess bactericidal?, virucidal®,

NS-depressant® and hypoglycemicé~® activities.
Recently, thiadiazole derivative of quinazolin-4-ones
were also found to possess hypoglycemic
activity®'1°, Thus, substituted-3-(substituted-aryl-
carbiminoacetyl) aminomethyl-4 3 H)- quinazolones
were synthesised with a view of obtaining hypo-
glycemic compounds of high potency. Such com-
pounds were synthesised by the reaction of substitu-
ted -3-(4'-aryl-substituted- carbamidoacetyl) amino-
methyl-4(3 H)-quinazolones and p-substituted-aniline
in anhydrous pyridine. The compounds exhibited
characteristic absorption bands at 3 250-71 320
(NH), 1700—-1730 (C=0), 1660—-1700 (CH,-
CONH), 1620-1625 (C=N) cm~* in their ir
spectra.

Experimental

Melting points were taken in open capillaries
and are uncorrected. Ir spectra were recorded on
a Perkin-Elmer spectrophotometer in KBr pellets.

6- or 6,8-Di-substituted-3-aminomethyl-4(3H)-quina-
2olones : These were prepared according to the
method of Mukerji and Nautiyalt1,

«-Chloroacetyl-N-arylureas : These were synthe-
sised following the method of Jacobs et al.12,

Substituted-3-(4'-substituted-arylcarbamidoaceryl)-
aminomethyl-4(3H)-quinazolones (1): These com-
pounds were prepared according to the method
of Mukerji et al.13,

Substituted - 3 - ( substituted - arylcarbiminoacetyl)
aminomethyl-4(3H)-quinazolones (2) : Substituted-3-
(4’-aryl-substituted-carbamidoacetyl)aminomethyl-4-
(3H)-quinazolones (0.003 mol) and p-methylani-
line (0.005 mol) were refluxed in anhydrous
pyridine (5 ml) for 4 h. The mixture was cooled
and then poured on ice-cold water containing

The compounds were

TABLE 1—PHYSICAL DATA OF SUBSTITUTED-3-(SUBSTITUT! D-
ARYLCARBIMINOACETYL)AMINOMETHYL-4(3H)-
QUINAZOLONE (SCHFMF 3)

Compd.
no.
R* - CH,
1 CeH,
2 CoH,
3 CeH,
4 C.H,
5 4.CIC H,
6 4-CIC,H,
7 3-NO,C.H,
8 4-NO,C,H,
9 2-CH,C,H,
10  2-CH,C.H,
11 4-CH,C,H,
12 -CH,C,H,

15 -CH,0C,H,
16  3-CH,OC,H,
R, =OCH,

17  C.H

18 C.H.

19 C.H.

20 CiH,

21 4CIEH,

22 4-CIC,H,

Yield of the compounds
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were 1n range of 65—759,,

M p
C

270
258
254
218
232
258
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250
235
240
256
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235
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C.H

and N values were found within + 0.045% of the calculated

values.
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concentrated hydrochloric acid. The solid mass
separated was filtered, washed with ice-cold
water, dried and recrystallised from ethanol
(Table 1).

Compound nos. 17—32 were prepared by using
p-methoxyaniline (0.005 mol) in place of p-methyl-
aniline in the above reaction (Table 1).

Hypoglycemic activity 1 All the compounds were
screened on rats for their hypoglycemic activity
following the method of Nelsont¢., Albino rats,
each weighing approximately 200 g, were kept
fasting for 18 h. Blood samples were drawn from
the tail vein of the rats and their glucose contents
estimated. The compound to be tested, after being
emulsified with 5% gum tragacanth, was adminis-
tered orally at a single dose of 250 mg/kg body
weight. The blood samples were again drawn
from the tail vein at intervals of 1,2 and 4 h and
their glucose content estimated. The percentage
inhibition in the blood glucose level was calculated.
Every experiment was repeated twice. Tolbutamide
was taken as a standard.

Results and Discussion

Hypoglycemic activity of the title compounds
have been recorded in Table 2. Amongst the 32
compounds tested (Table2) only 11 compounds
were found to be active. These compound nos.
1, 13—17, 26, 29 — 33, exhibited 13—229%, activity.
The results show that the compounds having OCH,
and CH, groups at phenyl rings exhibit maximum
efficacy to reduce hyperglycemia in albino rats, i.e.
compound nos. 13, 14, 16 and 26 bave 18—209%,
activity. These compounds have OCH, group at
one phenyl ring while CH, group on the other
phenyl ring. The quinazolones were simple, mono-
bromo and nitro substituted.

Title compounds 2 having CH, at R, position,
exhibited 159, activity to lower the raised plasma
glucose level due to diabetes, but when CH, is

-

R-NH, RNHCONH,

) 0\ . N NHR
R /)N/\ﬁ/\g/ \g/
R2 "
(2)
PE

Reagents  a&: KCNO,CH,COgH 3 b:

d: Substituted anilines
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TABLE 2—HYPOGLYCEMIC ACTIVITY OF SUBSTITUTED-3e
(SUBSTITUTED-ARYLCARBIMINOACETYL)
AMINOMETHYL-4(3 H)-QUINAZOLONE

(SCHEME 3)
Average maximum
Compd. R R, R, R, reduction of blood
no. glucose in vivo ()
1 CH; H H CH, 15.00
2 C,H, Br H CH, 4.8
3 CH, Br Br CH, 2.5
4 C.H, NOY% H CH, 30
5 4-CIC,H, H H CH, 1.0
6 4-CIC,H, NO, H CH, 4.9
7 3.NO,C,H, H H CH, 5.2
8 4-NO,C,H, H H CH, 5.5
9 2.CH,C,H, H H CH, 3.2
10 2-CH,C,H, NO, H CH, 4.0
11 4-CH,C,H, H H CH, 39
12 4-CH,C,Y, Br H CH, 5.0
13 2-CH,OC,H, H H CH, 20.0
14 2-CH,OC,H, Br H CH, 18.0
15 3-CH,OC,H, H H CH, 13.2
16 3-CH,OC,H, B- A CH, 19.5
17 C,H, H H OCH, 220
18 C.Hj Rr H OCH, 6.5
19 C,Hg Br Br OCH; 7.0
20 C,H, NO, H OCH, 3.2
21 4-CIC,H, H OCH, 4.0
22 4-CIC,H, NO, H OCH, 20
23 3.NO,C,H, H H OCH, 00
24 4-NO,C,H, H H OCH, 2.8
25 2-CH,C,H, H H OCH, 5.5
26 2-CH,C,H, NO, H OCH, 18.5
27 4-CH,C,H, H H OCH, 4.6
28 4.CH,C,H, Br H OCH, 5.0
29 2-CH,OC,H, H H OCH, 150
30 2-CH,OC,H, Rr H OCH, 13.4
31 3-CH,OC,H, H H OCH, 16.0
32 3-CH,0C,H, Br H OCH, 18.0
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replaced by OCH, group at R, position the com-
pound no. 17 showed maximum activity against
hyperglycemia.

Thus it was concluded that the compounds
having minimum substitution at quinazolone, OCH,
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or CH, at R, and at the para position of phenyl
ring (at R), exhibited good hypoglycemic activity.
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