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By acetylation of 2-(4-o0xo0-3,4-dihydro-3-quina-
zolinyl) acetohydrazide with anhydrides and chlo-
roanhydrides of mono- and dicarboxylic acids the
corresponding derivatives containing two active phar-
macophores — the quinazolinone nucleus combined
with the fragments of carboxylic acids derivatives —
in the structure have been obtained.

One of the most frequently encountered heterocy-
clic compounds in medicinal chemistry is 4(3 H)-qui-
nazolinone with wide applications like calcium chan-
nel antagonist, anticonvulsant, antidiabetic, anti-tu-
mor, antimicrobial, antihistaminic activities and so
many other uses [3-10]. Special interest for purposeful
synthesis of biologically active compounds represents
obtaining of structures which would combine two
pharmacophoric fragments with anticipated biological
activity One of perspective directions is the combina-
tion of qunazolinone heterocycle and derivatives of
dicarboxylic acids, that positively affects on pharma-
cological effects [1, 2].

2-(4-0x0-3,4-dihydro-3-quinazolinyl) acetohydrazide
(1) was tried to be acylated by diethyloxalate in ethanol
but the desired product was not achieved. In contrast,
it was acylated by using of diethyl oxalate in acetic acid
under reflux for 1 hour but the unexpected bis-product
namely N,N’-di[2-(4-0x0-3,4-dihydro-3-quinazolinyl)
acetyl] ethanediohydrazide (2) was obtained. So, we
have used another reagent namely ethyl oxalyl chloride
in acetic acid in the presence of triethyl amine to afford
the required derivative i.e. N-ethyloxalyl-(4-o0xo0-3,4-
dihydro-3-quinazolinyl)acetohydrazide (3). Further-
more, compound (3) was reacted with hydrazine
hydrate in ethanol obtaining N-(dicarbonylhydraz-
ido)-2-(4-0x0-3,4-dihydro-3-quinazolinyl)acetohyd
razide (4; scheme 1).

Compound (1) was subjected to acetylation by
using acetyl (benzyl) chloride in acetic acid in the

presence of triethyl amine resulting in N-acetyl(ben-
zoyl)-2-(4-o0x0-3,4-dihydro-3-quinazolinyl) acetohy-
drazide (5). In addition to the previous acylations,
compound (1) was taken place by using of succinic
anhydride. Initially, reaction was carried out in acetic
acid with heating and formation of a mixture of two
products of N-succinimido-2-(4-o0xo0-3,4-dihydro-3-
quinazolinyl) acetamide (6) and N-succinyl-2-(4-oxo-
3,4-dihydro-3-quinazolinyl) acetamide (7). But, in
case of mixing compound (11) with succinic anhydride
in ethyl acetate, the affording product was only com-
pound (7). What’s more, compound (7) was subjected
to cyclodehydration by using acetic anhydride and
formation compound (6) in a good yield only.

Also acyclic anthranilamide (8) was acylated by
using succinic anhydride in acetic acid and obtaining
N-(phenyl hydrazidoacetyl)-N’-succinamido anthra-
nilamide (10; scheme 2).

In addition compound (9) was subjected to acyla-
tion by using succinic anhydride in ethyl acetate
yielding N-(o-succinylaminobenzoyl) methyl glyci-
nate (11).

Experimental Methods

H NMR spectra were registered on a spectro-
photometer Varian M200, operating frequency 200 MHz,
from solutions in DMSO-dg¢ with TMS as internal
reference.

N,N’-Di[2-(4-0x0-3,4-dihydro-3-quinazolinyl) ace-
tyl] ethanediohydrazide (2). To a mixture of 0.01 mole
(2.18 g) of 2-(4-0x0-3,4-dihydro-3-quinazolinyl) ace-
tohydrazide (1) and 10 ml of acetic acid, 0.01 mole
(1.68 ml) of diethyl oxalate was added, heated for
30 min and left to the next day. The formed product
was filtered off, dried, recrystallized from acetic. Yield
— 58%. M.p. — 260-262°C; 'H NMR, &, ppm: 4.70
s (4H,CH»+CHy), 7.5t (2H, ArH), 7.65d (2H, ArH),
7.85t (2H,ArH), 8.10 d (2H,ArH), 8.25s (2H,C-2 H
quinazolinone), 9.65 d (2H,NH), 10.40 d (2H,NH).
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N-Ethyloxalyl-(4-oxo0-3,4-dihydro-3-quinazolinyl) ace-
tohydrazide (3). To a mixture of 0.01 mole (2.18 g) of
2-(4-0x0-3,4-dihydro-3-quinazolinyl) acetohydrazide
(1) and 10 ml of acetic acid 0.01 mole (1.44 ml) of
triethylamine was added droply. To that mixture,
0.01 mole (1.2 ml) of ethyl oxalyl chloride was added
gradually and the mixture was heated for 60 min. The
mixture was cooled, diluted with water and the pre-
cipitate was filtered off, dried and recrystallized from
acetic acid. Yield — 75%. M.p. — 279-280°C; 'H
NMR, 3, ppm: 1.20 t (3H, CH3), 4.30 q (2H
CH»CH3), 4.7 s 2H, CH2CO), 7.40 t (1H, ArH), 7.60 d
(1H, ArH), 7.90 t (1H, ArH), 8.1 d (1H, ArH), 8.4 s
(1H, C-2 H quinazolinone), 10.60 d (1H, CH2CONH),
11.00 d (1H, NHNHCO).

N-(Dicarbonylhydrazido)-2-(4-o0xo-3,4-dihydro-3-
quinazolinyl) aceto-hydrazide (4). A mixture of 0.01 mole
(3.56 g) of N-ethyloxalyl-(4-0x0-3,4-dihydro-3-qui-
nazolinyl) acetohydrazide (3) and 0.01 mole (0.48 ml)
of hydrazine hydrate was stirred in 15 ml ethanol for
6 hours. The precipitate was filtered off, dried and
recrystalhzed from ethanol. Yield — 47-50%. M.p. —
297-299°C; '"H NMR, &, ppm: 4. 30d (2H, NH>y), 4.80
s (2H, CHz) 7.40 t (1H, ArH), 7.70 d (1H, ArH),
7.90 t (1H, ArH), 8.10 d (1H, ArH), 8.40 s (1H, C-2
H quinazolinone), 9.5 m (3H, NHNH+NHNH?>).

N-Acetyl-2-(4-0x0-3,4-dihydro-3-quinazolinyl) ace-
tohydrazide (5a). 0.01 mole (2.18 g) of 2-(4-oxo0-3,4-
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dihydro-3-quinazolinyl) acetohydrazide (1) was dis-
solved in 10 ml of acetic acid with little heating.
Droply 0.01 mole (1.44 ml) of triethylamine was added.
Then 0.01 mole (0.69 ml) of acetyl chloride was added
to the mixture and stirred for 5 hours. The mixture
was diluted with water, left for 24 hours and the
precipitate was filtered off, dried, recrystalhzed from
acetic. Yield — 45%. M.p. — 240 242°C; '"H NMR,
o, ppm: 1.70 s (3H, CH3), 4.70 s (2H, CHz) 7.20 t
(1H, ArH), 7.40 d (1H, ArH), 7.70 t (1H, ArH), 7.90
d (1H, ArH), 8.30 s (1H, C-2 H quinazolinone), 9.70
d (1H, NHNHCO), 10.10 d (1IH, CONHNH).
Compound (5b) was obtained similarly.
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N-Benzoyl-2-(4-0x0-3,4-dihydro-3-quinazolinyl) ace-
tohydrande (5b). Yield — 95%. M.p. — 258-261°C;
HNMR 5, ppm: 4.80 s (2H, CH»), 7.10 m (4H, ArH),
7.30d (lH ArH), 7.50 m (3H, ArH), 7.90 d (1H, ArH),
8.60s (1H, C-2 H quinazolinone), 10.5d (2H, NHNH).
N-Succinyl-2-(4-0x0-3,4-dihydro-3-quinazolinyl) acet-
amide (7). To a mixture of 0.01 mole (2.18 g) of
2-(4-0x0-3,4-dihydro-3-quinazolinyl) acetohydrazide
(1) and 0.01 mole (1 g) of succinic anhydride 15 ml
of AcOEt was added. The mixture was stirred for 5
hours then filtered off and the precipitate was recrys-
talhzed from acetic. Yield — 67%. M.p. — 220-222°C;
'"H NMR, &, ppm: 2.75 m (4H, CH>CH»), 4.90 s (2H,
CH2CO), 7.35t (1H, ArH), 7.60 d (1H, ArH), 7.85t
(1H, ArH), 8.10 d (1H, ArH), 8.3 s (1H, C-2 H
quinazolinone), 9.7 d (1IH, NHNHCO), 10.2 d (1H,
CONHNH), 12.0 s (1H, COOH).
N-Succinimido-2-(4-0x0-3,4-dihydro-3-quinazolinyl)
acetamide (6). A mixture of 0.01 mole (3.18 g) of
N-succinyl-2-(4-oxo0-3,4-dihydro-3-quinazolinyl) acet-
amide (7) and 5 ml of acetic anhydride was heated
under reflux for 60 min. The mixture was cold, diluted
with water and the precipitate was formed, filtered off
and dried. The product was recrystallized and collected
as pale brown crystals. Yield — 78%. M.p. — 311-
314°C; 'H NMR, 3, ppm: 1.90-2.35 m (4H, CH>CH)»),
4.90 s (2H, CH2CO), 7.35t (1H, ArH), 7.60 d (1H,

ArH), 7.85t (1H, ArH), 8.10 d (1H, ArH), 8.3 s (1H,
C-2 H quinazolinone), 11.00 s (1H, NH).

N-(o-Succinylaminobenzoyl) methyl glycinates (10).
A mixture of 0.01 mole (2.08 g) of N-(0o-amino ben-
zoyl) methyl glycinate (8) and 0.01 mole (1.00 g) of
succinic anhydride was stirred in 10 ml of ethyl acetate
for 4 hours. The mixture was diluted with water and
the formed precipitate was filtered off and recrystal-
lized from acetic acid. Yield — 56%. M.p. — 100-
102°C; 'H NMR, &, ppm: 2.50 m (4H, CH>CH»),
3.60 s (3H CH3), 4.00 d (2H, NHCH?»), 7.10 t (1H,
ArH), 7.45 t (1H, ArH), 7.80 d (1H, ArH), 8.40 d
(1H, ArH), 9.15 t (1H, NHCH»), 11.10 s (1H,
NHCO), 12.15 s (1H, COOH).

N-(Phenylhydrazidoacetyl)-N’-succinamido anthranil-
amide (11). A mixture of 0.01 mole (2.84 g) of N-
(phenyl hydrazidoacetyl) anthranilamide (9) and 0.01 mole
(1 g) of succinic anhydride was heated for 60 min in
15 ml acetic acid. The mixture was cooled, diluted
with water, scratched and left overnight. The formed
precipitate was filtered off, recrystallized from acetic
acid, dried and collected as yellow1sh white crystals.
Yleld— 54%. M.p. — 119-122°C; '"H NMR, &, ppm:
2.50-3.40 m (4H, CH>CHD»), 3. 60 d (2H, NHCH»),
6.55-8.10 m (9H, ArH), 8.55 t (1H, NHCH?3), 9.00
(1H, NHPh), 10.10 d (1H, CONHNH), 10.30 s (1H,
PhNHCO), 12.10 s (1H, COOH).
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CHUHTE3 HOBbBIX IMPOU3BOAHbIX XMHA30JMHOHA
HA OCHOBE 2-(4-OKCO-3,4-JUTUAPO-3-XMHA30JIN-
HU)ALETOTUAPASUIA

JLA.Illemuyk, M.Aimb-Acpu Ixamub, [1.B.JIesamros, }0.0.11lenH-
rod, I1.C.Ap3ymaHoB

AnmnmpoBaHueM 2-(4-0Kco-3,4-TUTUIPO-3-XUHA30JIUHIII )alle-
TOrMIpa3uaa aHTUAPUIAMU U XJIOPAHTUAPUAAMU MOHO- U -
KapOOHOBBIX KHUCJIOT MOJIYyYeHbl COOTBETCTBYIOLME MTPOU3BOJI-
HbIe, collepXKalllie B CBOE CTPYKType 1Ba aKTUBHBIX (hapmMako-
(bopa — XMHA30JMHOHOBOE SIIPO, COEMHEHHOE C (hparMeHTaMu
MPOU3BOAHBIX KAPOOHOBBIX KUCIIOT.
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CHUHTE3 HOBUX MMOXIAHUX XIHA3OJIIHOHY HA OC-
HOBI 2-(4-OKCO-3,4-AUTTAPO-3-XIHA3OJITHUT)ALIETO-
rAPA3NAY

JLA Illemuyk, M.Ab-Acpi dxaminb, J.B.JIepamos, F0.A. llleH-
rod, I1.C.ApaymaHoB

AunmoBaHHSIM 2-(4-0Kc0-3,4-IUTiapo-3-XiHa30IiHiT)alleToriI-
pa3uay aHTigpUAaMU Ta XJIOPaHTIAPUIAMU MOHO- Ta AMKapOo-
HOBMUX KHUCJIOT OTPUMAHO BilIMOBiAHI MOXiAHi, IO MICTATbH Y
CBOIll CTPYKTYpi ABa aKTUBHUX (hapMaKo(@Opyu — XiHA30JIiHOHO-
Be SIpO, IMOEOHaHe 3 (parMeHTAMM TOXiTHUX KapOOHOBUX
KHCJIOT.



