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MIJIXOJH IO CUHTE3Y ([1,2,4] TPHA30JI0[1,5-c]XTHA3OJITH-2-LI)BEH30MHUX
KHUCJOT AK MOTEHIINHUX MPOTU3ATIAJIbBHAX ATEHTIB

KiirouoBi ci1oBa: reTeponnkIIizaniisi, OKUCHIOBaIbHA IuKmizaiis, ([1,2,4]rpuaszono[1,5-c]
X1Ha30J11H-2-171)0eH301Ha KUCIIOTA, eperpynyBaHHs J{iMpora, ClIeKTpajibHi XapaKTepUCTHKH,
NIpOTHU3anaibHa aKTHBHICTh

Non-steroidal anti-inflammatory drugs (NSAIDs) are a common and diverse group of
compounds that are mainly used to treat patients suffering from pain and inflammation
(chronic pain, osteoarthritis, rheumatoid arthritis, postoperative surgical conditions, etc.)
[1,2]. In addition, this group of drugs is used as analgesics and antipyretics. Aryl carboxylic
acids and their derivatives, which were among the first to be introduced into medical
practice, are still important among NSAIDs [3]. In addition to the well-known salicylic and
acetylsalicylic acids, this group of anti-inflammatory agents includes salts of salicylic acid,
salsalate and diflunisal. Recently, representatives of anthranilic (2-aminobenzoic) acid
derivatives have also been widely used, namely fenamates (mefenamic, meclofenamic,
flufenamic and tolfenamic acids).

Despite the interclass chemical diversity of NSAIDs, their pharmacological action
is based on the inhibition of cyclooxygenase (COX)/prostaglandin-endoperoxide
synthase (PGHS-1 and PGHS-2), of regulatory enzymes involved in the biosynthesis
of prostaglandins (PG) — mediators of inflammation. However, due to non-selective
inhibition of COX-1 and COX-2, the group of NSAIDs, despite its high efficiency,
has significant side effects (complications of the gastrointestinal tract, cardiovascular
system, liver, kidneys, etc.) [4]. With this in mind, medical chemists still pay
considerable attention to the design and synthesis of NSAIDs [5]. Undoubtedly, these
studies are devoted firstly to the modification of the carboxyl group to esters; secondly,
its «bioisosteric» replacement by other structural fragments; thirdly, the search for new
compounds with anti-inflammatory activity among heterocyclic compounds. These
modifications among NSAIDs are carried out to increase their selectivity for biological
targets, search for compounds that would affect other biological targets (phospholipase,
lipoxygenase), solubility, redox processes, etc. [5]. Given the above facts, the creation
of hybrid molecules that would combine in one structure a fragment with anti-
inflammatory activity (phenylcarboxyl group) and a quinazoline heterocycle, which is
also characterized by this activity [6-8], is a promising and relevant direction. Moreover,
molecular pharmacologists have explained the key role of the «pharmacophore» carboxyl
group in the formation of enzyme-ligand interactions and the effect of its presence on
activity and selectivity [9-12].

Therefore, the aim of the present study is to develop methods for the synthesis of [1,2,4]
triazolo[ 1,5-c]quinazolin-2-yl)benzoic acids as potential anti-inflammatory agents.
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Materials and methods

Melting points were determined in open capillary tubes in a «Stuart SMP30» apparatus
and were uncorrected. The elemental analyses (C, H, N) were performed using the
«ELEMENTAR vario EL cube» analyzer. 'H NMR spectra (400 MHz) and *C NMR
spectra (100 MHz): were recorded on a «Varian-Mercury 400» (Varian Inc., Palo Alto,
CA, USA) spectrometers with TMS as internal standard in DMSO-d, solution. LC-MS
were recorded using chromatography/mass spectrometric system which consists of high-
performance liquid chromatography «Agilent 1100 Series» (Agilent, Palo Alto, CA,
USA) equipped with diode-matrix and mass-selective detector «Agilent LC/MSD SL»
(atmospheric pressure chemical ionization — APCI). The purity of all obtained compounds
was checked by '"H-NMR and LC-MS.

Synthetic studies were conducted according to general approaches to the search for
potential biologically active substances, using reagents from Merck (Darmstadt, Germany),
Sigma-Aldrich (Missouri, USA) and Enamine (Kyiv, Ukraine).

Benzendicarboxylic acids monoesters (monoethyl isophthalate, monoethyl
terephthalate, monobutyl phthalate) and 4-hydrazinoquinazoline (1.1) for the synthetic
part of the work were obtained by known methods with constants that correspond to the
literature [13, 14].

Methods for the synthesis of alkyl 2(3-, 4-)-(2-(quinazolin-4(3H)-ylidene)hydrazine-
1-carbonyl)benzoates (2). To a solution of 0.01 M monoesters of benzendicarboxylic
acids (monoethyl isophthalate, monoethyl terephthalate, monobutyl phthalate) in 10 ml of
anhydrous dioxane was added 1.95 g (0.011 M) of N,N'-carbonyldiimidazole (CDI) and
heated up to 60 °C on a water bath for 1 h, protecting from moisture with a calcium chloride
tube. 1.60 g (0.01 M) of 4-hydrazinoquinazoline (1.1) was then added to the reaction
mixture with stirring and refluxed for 1.5-2 hours. The mixture was poured into water,
adjusted with acetic acid to pH 6—7. The formed precipitate was filtered off and dried. If
necessary, crystallized from dioxane.

Butyl 2-(2-(quinazoline-4(3H)-ylidene)hydrazine-1-carbonyl)benzoate (2.1). Yield:
46.7%; m.p. 146-148 °C,'H NMR, &: 12.05 (br.s, 1H, quin. 3-NH), 11.12 (br.s, 1H,
-CONH), 8.95-6.67 (m, 9H, quin. H-2, 5, 6, 7, 8, Ar H-3, 4, 5, 6), 4.19 (q, J = 6.3 Hz,
2H, OCH,CH,CH,CH,), 1.74-1.50 (m, 2H, OCH,CH CH,CH,), 1.45-1.24 (m, 2H,
OCH,CH,CH CH,), 0.88 (t, J = 7.4 Hz, 3H, OCH,CH,CH,CH,); LC-MS, m/z = 365
(M+H); Calculated for: C, H, N,O,: C, 65.92; H, 5.53; N, 15.38; Found: C, 65.98; H, 5.57;
N, 15.41.

Ethyl 3-(2-(quinazoline-4(3H)-ylidene)hydrazine-1-carbonyl)benzoate (2.2). Yield:
93.7%; m.p. 187-189 °C,'H NMR, &: 11.80 (br.s, 1H, quin. 3-NH), 10.86 (br.s, 1H,
CONH), 8.47 (s, 1H, quin. H-2), 8.28-7.97 (m, 3H, Ar H-2,3,6), 7.79-6.94 (m, 5H, quin.
H-5,6,7,8,ArH-4),4.35 (q,/=7.2 Hz, 2H, -CH,CH,), 1.33 (t, /= 7.2 Hz, 3H, -CH,CH,);
LC-MS, m/z =337 (M+H); Calculated for: C ;H, /N,O,: C, 64.28; H, 4.79; N, 16.66; Found:
C, 64.33; H,4.83; N, 16.71.

Ethyl 4-(2-(quinazoline-4(3H)-ylidene)hydrazine-1-carbonyl)benzoate (2.3). Yield:
67.9%; m.p. 193-195 °C,'H NMR, &: 11.85 (br.s, 1H, 3-NH), 10.83 (br.s, I|H, CONH),
8.86-6.39 (m, 9H, quin. H-2, 5, 6,7, 8, ArH-2, 3, 5, 6), 4.34 (q,J= 7.0 Hz, 2H, -CH,CH,),
1.33 (t,J=6.9 Hz, 3H, -CH,CH,); LC-MS, m/z = 337 (M+H); Calculated for: C, ;H N O.:
C, 64.28; H, 4.79; N, 16.66; Found: C, 64.25; H, 4.73; N, 16.61.

Methods for the synthesis of esters 2(3-, 4-)-[1,2,4]triazolo[1,5-c]quinazolin-2-yl)
benzoates (3). 0.01 Mol of the corresponding monoesters of 2 (3-, 4-)-(2-(quinazolin-
4(3H)-ylidene) hydrazine-1-carbonyl)benzoates (2) were refluxed in glacial acetic acid for
6 hours. The solvent was distilled off under vacuum, the residue was washed with aqueous
methanol and filtered. Dry, if necessary crystallized from ethanol.
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Ethyl 3-[1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoate (3.1). Yield: 75.5%; m.p. 186—
188 °C,'H NMR, &: 9.63 (s, 1H, H-5), 8.75 (s, 1H, 2-Ar H-2), 8.47 (s, 2H, H-10, 2-Ar
H-6), 8.05 (s, 2H, 2-Ar H-4,5), 7.92 (d, 1H, H-7), 7.81 (t, 1H, H-9), 7.69 (t, 1H, H-8), 4.37
(d, 2H, OCH,CH,), 1.38 (t, 3H, OCH,CH,); LC-MS, m/z = 319 (M+H); Calculated for:
CH,N,0,:C,67.92; H,4.43; N, 17.60; Found: C, 67.97; H, 4.47; N, 17.65.

Ethyl 4-[1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoate (3.2). Yield: 67.9%; m.p. 193—
195 °C,'"H NMR, 4: 9.68 (s, 1H, H-5), 8.53 (d, /= 7.8 Hz, 1H, H-10), 8.39 (d, /= 8.2 Hz,
2H, Ar H-2,6), 8.14 (d, /= 8.1 Hz, 2H, Ar H-3,5), 8.09 (d, /= 8.3 Hz, 1H, H-7), 7.96 (t, J
= 7.4 Hz, 1H, H-8), 7.85 (d, /= 7.4 Hz, 1H, H-9), 4.35 (q, /= 7.0 Hz, 2H, CH,), 1.35 (t,J
= 7.0 Hz, 3H, CH,); LC-MS, m/z = 319 (M+H); Calculated for: C,;H N,O,: C, 67.92; H,
4.43; N, 17.60; Found: C, 67.95; H, 4.48; N, 17.63.

Methods for the synthesis of 4-(5-(2-aminophenyl)-1H-1,2,4-triazol-3-yl)benzoic
acid (4.2) and its ethyl ester (4.1). To 1.59 g (0.005 M) of ethyl 4-[1,2,4]triazolo[1,5-¢]
quinazolin-2-yl)benzoate (6.3) 50 ml of 70% alcohol and 5 ml of hydrochloric acid or 10
ml of hydrochloric acid or 10% sodium hydroxide solution were added and refluxed for
4 hours. Mixture was cool down, in the case of acid hydrolysis sodium acetate solution
was added (in case of alkaline hydrolysis mixture was acidified to pH 5-6). The formed
precipitates were filtered off and dried. Crystallized from ethanol.

Ethyl 4-(5-(2-aminophenyl)-1H-1,2,4-triazol-3-yl)benzoate (4.1). Yield: 97.2%; m.p.
207-209 °C,'H NMR, &: 14.46 (br.s, 1H, triazole NH), 8.21 (d, J = 8.1 Hz, 2H, 3-Ar
H-2, 6), 8.08 (d, J= 8.0 Hz, 2H, 3-Ar H-3, 5), 7.81 (s, 1H, 5-Ar H-6), 7.19-7.05 (m, 1H,
5-Ar H-4), 6.84 (d, J = 8.1 Hz, 1H, 5-Ar H-3), 6.71 (br.s., 2H, NH,), 6.63 (t, /= 7.4 Hz,
1H, 5-Ar H-5), 4.51-4.17 (m, 2H, CH,CH,), 1.34 (t, /= 7.0 Hz, 3H, CH,CH,). "C NMR
(126 MHz, DMSO), &: 165.39 (COOCH,CH,), 162.15, 129.73, 126.06, 116.17, 115.24,
60.88 (COOCH, CH,), 14.19 (COOCH,CH,); LC-MS, m/z = 309 (M+H); Calculated for:
C.H N,0,:C, 66.22; H,523; N, 18.17; Found: C, 66.27; H, 5.29; N, 18.22.

4-(5-(2-aminophenyl)-1H-1,2,4-triazol-3-yl)benzoic acid (4.2). Yield: 73.9%; m.p.
> 300 °C,'H NMR, 6: 14.30 (br.s, 1H, triazole NH), 8.21 (d, J= 7.6 Hz, 2H 3-Ar H-2,6),
8.08 (d, J=7.9 Hz, 2H, 2H 3-Ar H-3,5), 7.83 (d, J = 8.1 Hz, 1H, 5-Ar H-6), 7.17 (t, 1H,
5-Ar H-4), 6.85 (d, /= 8.5 Hz, 1H, 5-Ar H-3), 6.64 (t, /= 7.3 Hz, 1H, 5-Ar H-5); LC-MS,
m/z = 281 (M+H); Calculated for: C H N,O,: C, 64.28; H, 4.32; N, 19.99; Found: C,
66.27; H, 5.29; N, 18.22.

Method for the synthesis of (quinazolin-4(3H)-ylidene)hydrazineylidene)methyl)
benzoic acids (5). To a suspension of 1.6 g (0.01 M) of 4-hydrazinoquinazoline (1.1) in 10
ml of dioxane 0.11 M of the corresponding formylbenzoic acid was add. The suspension
was refluxed for 1.5-2 hours, cooled and poured into water. The formed precipitates were
filtered and dried. If necessary, crystallized from a mixture of DMF-water (10:1).

2-(Quinazolin-4(3H)-ylidene) hydrazineylidene)methyl)benzoic  acid (5.1). Yield:
86,3%; m.p. 254-256 °C;'H NMR, &: 13.25 (br.s, 1H, 2-COOH), 11.72 (br.s, 1H, NH),
9.19 (s, 1H, -N=CH-), 8.48 (d., 1H, H-3 Ar), 8.25 (d, 1H, H-5), 7.90 (t, 1H, H-5 Ar); 7.89
(s, IH, H-2), 7.64 (m, 2H, H-7, H-6 Ar), 7.54 (m, 2H, H-8, H-4 Ar), 7.44 (t, 1H, H-6); LC-
MS, m/z =293 (M+H); Calculated for: C, H ,N,O,: C, 65.75; H, 4.14; N, 19.17; Found: C,
65.79; H, 4.48; N, 19.21.

3-(Quinazolin-4(3H)-ylidene) hydrazineylidene)methyl)benzoic  acid (5.2). Yield:
97,3%; m.p. 248-250 °C;'"H NMR, &: 13.16 (br.s, 1H, COOH), 11.76 (br.s, 1H, 3-NH),
8.61 (s, 1H, Ar H-2), 8.48 (s, IH, CH=N), 8.27 (d, /= 6.3 Hz, 1H, Ar H-4), 8.21 (d,J=7.1
Hz, 1H, quin H-5), 8.00 (d, /= 7.6 Hz, 1H, Ar H-6), 7.89 (s, 1H, quin H-2), 7.66 (t, 1H,
quin H-6), 7.60 (t, /= 7.7 Hz, 1H, Ar H-5), 7.51 (d, /= 7.3 Hz, 1H, quin H-8), 7.44 (t, J =
6.8 Hz, 1H, quin H-7); LC-MS, m/z = 293 (M+H); Calculated for: C, H, N,O,: C, 65.75;
H, 4.14; N, 19.17; Found: C, 65.81; H, 4.19; N, 19.22.
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4-(Quinazolin-4(3H)-ylidene)hydrazineylidene)methyl)benzoic acid (5.3). Yield: 86,9%;
m.p. 262-264 °C; 'HNMR, &: 12.71 (s, 1H, COOH), 11.61 (s, 1H, 3-NH), 8.50 (s, 1H, -N=CH-
), 8.24 (s, 1H, quin. H-2), 8.06-7.91 (m, 4H, Ar H-2, 3, 5, 6), 7.83 (d, 1H, quin. H-5), 7.61 (t,
1H, quin. H-7), 7.48 (d, 1H, quin. H-8), 7.38 (t, 1H, quin. H-6); LC-MS, m/z = 293 (M+H);
Calculated for: C, H ,N,O,: C, 65.75; H, 4.14; N, 19.17; Found: C, 65.71; H, 4.09; N, 19.11.

The general method for the synthesis of [1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic
acids (6). 1.46 g (5 mmol) of the corresponding quinazolin-4(3 H-ylidene)hydrazinylidene)
methyl)benzoic acids (5) and 1.23 g (15 mmol) of anhydrous sodium acetate were added
to 40 ml of glacial acetic acid with constant stirring. A solution of 0.8 g of bromine (5
mmol) in 10 ml of glacial acetic acid was then added dropwise to the starting compounds.
Continue stirring for 3 hours, after which the mixture was poured into cold water. The
formed precipitate was filtered off and dried. Crystallized from ethanol or dioxane.

3-([1,2,4]Triazolo[1,5-c]quinazolin-2-yl)benzoic acid (6.1). Yield: 72,4%; m.p. 242—
244 °C; 'TH NMR, 6: 13.20 (br.s, 1H, COOH), 9.67 (d, J = 1.9 Hz, 1H, H-5), 8.85 (s, 1H,
2-Ar H-2), 8.54 (d,/=28.1 Hz, 1H, 2-Ar H-4), 8.48 (d, /= 7.9 Hz, 1H, H-10), 8.18-8.03 (m,
2H, H-7, 2-Ar H-6), 7.95 (t, /= 7.8 Hz, 1H, H-8), 7.85 (t, /= 7.7 Hz, 1H, H-9), 7.72 (t, J
=7.8 Hz, 1H, 2-Ar H-5). LC-MS, m/z = 291 (M+H); Calculated for: C, H, )N,O,: C, 66.20;
H, 3.47; N, 19.30; Found: C, 66.23; H, 3.52; N, 19.33.

4-([1,2,4]triazolo[ 1,5-c]quinazolin-2-yl)benzoic acid (6.2). Yield: 68,6%; m.p. 248—
250 °C;'HNMR, &: 13.21 (br.s, IH, COOH), 9.66 (s, 1H, H-5), 8.50 (d, /= 8.1 Hz, 1H, H-10),
8.36 (d, J = 8.0 Hz, 2H, 2-Ar H-2,6), 8.12 (d, J = 8.1 Hz, 2H, 2-Ar H-3,5), 8.07 (d, /= 8.2
Hz, 1H, H-H-7), 7.94 (t, J = 7.7 Hz, 1H, H-9), 7.84 (t, 1H, H-8). LC-MS, m/z = 291 (M+H);
Calculated for: C, H, N,O,: C, 66.20; H, 3.47; N, 19.30; Found: C, 66.19; H, 3.46; N, 19.27.

Anti-inflammatory activity. Evaluation of anti-inflammatory activity of the synthesized
compounds was conducted on 84 Wistar white rats (weight 150-160 g), obtained from the
nursery «Institute of Pharmacology and Toxicology of Ukraine» (Kyiv). All experimental
procedures and treatment were carried out according to the European Convention
and «Regulations on the use of animals in biomedical research» [15]. Screening of the
synthesized compounds with estimated anti-inflammatory activity began with the study
of their effect on exudative phase of acute aseptic inflammation («carrageenany test)
[16]. Phlogogen (1% aqueous solution of A-carrageenan) was subplantally injected in a
dose of 0.1 ml in the rats’ hind right paw. The left one was used as a control. Intragastric
administration of the studied compounds was conducted using atraumatic probe as water
solution or finely dispersed suspension stabilized by Tween-80 in a dose of 10 mg/kg 1 hour
before the injection of phlogogen. The reference drug Diclofenac sodium was administered
intragastrically in a recommended dose of 8 mg/kg for pre-clinical studies. Measurement
of paws volume was conducted before the experiment and in 4 («carrageenan» test) hours
after injection of phlogogen using the described methods. The activity of these substances
was determined by their ability to reduce the swelling compared with control group and
was expressed in percentage. It showed how the substance inhibited phlogogen swelling in
relation to control swelling where the value was taken as 100%. The activity of the studied
compounds was calculated as following:

Vpe —Vhe

4,% = 100% - -100%) .
Vpe -V ne
where 4 — antiexudative activity, %;
Vpe — the volume of paw edema in the experiment;
Vhe — the volume of healthy paw in the experiment;
Vpc — the volume of paw edema in control;

Vhe — the volume of healthy paw in control.
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Statistical data processing was performed using a license program «STATISTICA® for
Windows 10.0» (StatSoftInc., Ne AXXR712D833214FANS) and «SPSS 16.0», «Microsoft
Office Excel 360». The results were presented as mean + standard error of the mean.
Arithmetic mean and standard error of the mean were calculated for each of the studied
parameters. During verification of statistical hypothesis, null hypothesis was declined if
statistical criterion was p < 0.05 [17].

Results and discussion

We have previously shown that the interaction of 4-hydrazinoquinazoline (1.1) with
anhydrides alkanedicarboxylic acids under extreme conditions leads to the formation of
the corresponding ([1,2,4]triazolo[1,5-c]quinazolin-2-yl)alkane-carboxylic acids [18].
An attempt to synthesize these heterocycles with cycloalkane(aryl-)carboxyl groups
at 2" position using aromatic or alicyclic anhydrides (endic, phthalic anhydride and its
hydrogenated analogues) in this reaction leads to the formation of the corresponding cyclic
4-imidoaminoquinazolines [19].

To study the possibility of the heterocyclization in another direction, namely with the
formation of triazoloquinazoline systems with a carboxyl group, considering the purpose
of the work, we have developed a number of original approaches. The first approach was to
form monoesters of (2-(quinazolin-4(3 H)-ylidene)hydrazine-1-carbonyl)benzoic acids (2)
by interreacting of 4-hydrazinoquinazoline (1.1) with benzenedicarboxylic acid monoesters
in the carbonyldiimidazole synthesis (Fig. 1).

COOR

R=Et, n-Bu
COOH

CDI, dioxane, reflux,
1,5-2h
i 70% EtOH, 5 ml HCI con., reflux 4 h;
ii 10% NaOH, reflux 4 h;

ROOC NH2

w i, ii H

dloxane reflux, AcOH N

152 h ,\J reflux, 4-6 h / \ °N

\NH2 21-2.3 31, 32N 41,4.2 N_

COOR COOR

N
\

COOH
o

T N\W b, OOR;
dioxane, AcOH, 60°C, 3 h Ry=H, Et
szl 5153 ,J 61 6.2

Fig. 1. Approaches to synthesis of ([1,2,4]triazolo[1,5-c|quinazolin-2-yl)benzoic acids

Heterocyclization of esters (2) in acetic acid leads to the formation of esters of [1,2,4]
triazolo[1,5-c]quinazolin-2-yl)benzoic acids (3.1, 3.2) with satisfactory yields (Fig. 1). An
exception is compound (2.1) with an o-carboxyl group, which under these conditions forms
a mixture of reaction products and can be explained by the peculiarity of the formation
of these heterocycles. Namely, the annealing of the triazole ring to the quinazoline cycle
under acid catalysis is accompanied by Dimroth rearrangement as a result of which
[1,2,4]triazolo[4,3-c]quinazolines through the opening of the pyrimidine cycle form the
corresponding [1,5-c]-series [20]. Thus, in the case of compound (2.1), several alternative
products (A, B1, B2 and C) are possible, which are found in chromato-mass and '"H NMR
spectra (Fig. 2).
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Fig. 2. Dimroth rearrangement associated side product formation

An attempt to obtain 4-[(1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic acid (6) by
hydrolysis of compound (3) was also unsuccessful due to the additional hydrolytic cleavage
of the pyrimidine cycle and the formation of compounds (4) (Fig. 1).

Another approach to the formation of triazolo[c]quinazoline systems is the oxidative
heterocyclization of 4-(benzylidene)hydrazineylidene)-3,4-dihydro-quinazolines [21]. The
method we have used showed that treatment of compounds (5) with bromine in glacial
acetic acid leads to the formation of [1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic acids
(6.1, 6.2, Fig. 1). The probable mechanism of this reaction is realized through the stage of
electrophilic addition of bromine on the azomethine fragment, formation of carbocation
with subsequent nucleophilic attack of the endocyclic atom of the Nitrogen cycle with the
formation of's-triazolo[4,3-c]quinazolines. It is important, that s-triazolo[4,3-c]quinazolines
were isomerized to the corresponding [1,5-c]-series under these conditions. However, as in
the above case, compound (5.1) forms a mixture of products, which is also, in our opinion,
complicated by Dimroth rearrangement (Fig. 2).

Structure and individuality of synthesized compounds was confirmed by elemental
analysis, chromato-mass and '"H NMR spectrometric. A quasimolecular ion [M+1] was
registered in the chromato-mass spectra substances, which confirms their structure and
individuality.

"HNMR spectra also indicate their unambiguous formation. Thus, the "H NMR spectra of
compounds ((2) were characterized by signals of exchange singlet protons of the endocyclic
3-NH- and -NNHCO- groups at 12.05-11.80 ppm and 11.12-10.83 ppm, respectively.
The aromatic protons of the quinazoline ring and the phenyl substituent of compounds (2)
were in most cases manifested in the form of multiplet signals, which were associated with
tautomeric transitions in the molecule (hydrazide-hydrazone tautomerism). Signals with
characteristic splitting and chemical shift were manifested in the strong magnetic field of the
spectra of compounds (2) [22]. Exchangeable protons of -COOH and protons of endocyclic
3-NH groups were observed at 13.25-12.71 ppm and 11.76—11.61 ppm, respectively in 'H
NMR spectra of compounds (5). The characteristic azomethine proton (-N=CH-) and the
proton of 2™ position of the heterocycle of compounds (5) resonate as singlets at 9.19-8.48
ppm and 8.61-7.89 ppm, respectively. Aromatic protons have «classical» chemical shifts
and multiplicity, which is characteristic for these systems [18, 22].

In favor of the heterocyclization and oxidative cyclization of compounds (2) and (5),
unambiguously indicate the '"H NMR spectra of compounds (3) and (6). Thus, the signals of
singlet protons at the 5 position of the heterocycle in these compounds was characteristic
and resonates at 9.68-9.63 ppm, indicating the course of Dimroth rearrangements [18].
Regarding the reaction of nucleophilic degradation of the pyrimidine cycle of compounds
(3), the uniqueness of its course indicates the absence in compounds (4) of the proton
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at the 5™ position and the appearance of broad one-proton singlet protons of the triazole
cycle at 14.46-14.30 ppm and NH, groups at 6.71 ppm [24]. The latter is not registered in
compound (4.2), due to tautomerism and interaction with the COOH group of the molecule.
Additionally, this confirms the *C NMR spectrum of compound (4.2), in which the required
number of chemical shifts of the carbon atom was observed.

Studies on anti-inflammatory activity have shown that (quinazoline-4(3H)-ylidene)
hydrazides of dicarboxylic acids (2) inhibit the development of carrageenan edema by
3,44-32,29% compared to control, inferior to diclofenac sodium (AA = 69,79%, table).
In this case, there is a certain dependence, namely the decrease in activity in the series
p > 0 > m-position of the ester group. The corresponding hydrazones (5) were low-activity
compounds (AA = 5,63—14,86%). They were characterized by a similar dependence of the
decrease in activity in the series p > o > m-position of the carboxyl group.

Table
Anti-inflammatory activity of the synthesized compounds (M + m, n = 6)

o Compd. Dolamente | o hofepamts | A%
1 Control 1,410 £ 0,021 2,370 £ 0,042 -

2 Diclofenac sodium 1,553 £ 0,041 1,843 + 0,046 69,79
3 2.1 1,390 + 0,033 2,186 £0,133 17,08
4 2.2 1,280 + 0,047 2,207 £ 0,108 3,44
5 2.3 1,506 + 0,042 2,156 0,076 32,29
6 3.1 1,563 + 0,066 2,11+0,114 20,67
7 32 1,273 +£0,025 2,076 £ 0,097 16,35
8 4.1 1,740 £ 0,037 2,430 + 0,055 27,78
9 4.2 1,370 + 0,066 2,186 +£0,133 15,00
10 5.1 1,357 +£ 0,062 2,216 £0,026 10,52
11 5.2 1,310 £ 0,056 2,216 + 0,026 5,63
12 5.3 1,386 + 0,045 2,206 + 0,098 14,86
13 6.1 1,623 + 0,044 2,226 £ 0,075 37,15
14 6.2 1,370 + 0,060 2,100 + 0,058 23,96

N ot e: significant changes in control (p < 0.05); n is the number of animals in the group.

The formation of planar [1,2,4]triazolo[1,5-c]quinazoline cycle (3) leads to loss of anti-
inflammatory activity of the corresponding esters (AA = 16,35-20,67%). Importantly, higher
anti-inflammatory activity was observed for compound (3.1), in which the ester group is in
the m-position. Compound (6.1) with a carboxyl group in the m-position (AA = 37,15%)
turned to be also the most active, that is speaking about [1,2,4]triazolo[1,5-c]quinazolin-2-
yl)benzoic acids (6). Replacing of the substituent to the p-position leads to the loss of activity
(AA = 23,96%). Nucleophilic degradation of the triazolo[1,5-c]quinazoline cycle showed
that ethyl 4-(5-(2-aminophenyl)-1H-1,2,4-triazol-3-yl)benzoate (4.1) was more active (AA
= 27,78%). However, the corresponding acid was an inactive compound (AA = 15,06%).

The results of studies confirmed the presence of anti-inflammatory activity in carboxy-
containing quinazolines and [1,2,4]triazolo[1,5-c]quinazolines and shows prospects
for their further structural modification. Interesting objects in this regard are [1,2,4]
triazolo[1,5-c]quinazolin-2-yl)benzoic acids for which it is easy to further functionalize
the carboxyl group and 4-(5-(2-aminophenyl))-1H-1,2,4-triazol-3-yl)benzoic acid,
which as 1,5-NCCCN-binucleophiles, can undergo a 5+1-heterocyclization with various
electrophiles. This makes it possible to expand the combinatorial chemical library with
targeted anti-inflammatory activity.
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Conclusion

1. Methods for the synthesis of alkyl 2(3-,4-)-(2-(quinazolin-4(3H)-ylidene)
hydrazine-1-carbonyl)benzoates and (quinazolin-4(3 H)-ylidene)hydrazineylidene)methyl)
benzoic acid were developed and factors limiting the course of the heterocyclization and
oxidative cyclization in the synthesis of [1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic
acids and their esters were established. It was shown that (quinazolin-4(3H)-ylidene)
hydrazide(hydrazone) with o-carboxyphenyl group are the exception. In these reactions
mentioned group under the conditions of Dimroth rearrangement of [1,2,4]triazolo[4,3-c]
quinazolines in the corresponding [1,5-c]-series, form alternative reaction products due to
approximate nucleophilic centers. It was found, that the hydrolysis of ester of 4-([1,2,4]
triazolo[ 1,5-c]quinazolin-2-yl)benzoic acid is not a preparative method for the synthesis of
the corresponding acid, due to additional hydrolytic cleavage of the pyrimidine cycle and
the formation of 4-(5-(2-aminophenyl)-1H-1,2,4-triazol-3-yl)benzoic acid.

2.'H NMR spectra were studied and regularities of splitting of characteristic protons in
synthesized compounds were established.

3. Moderate anti-inflammatory activity in carboxy-containing quinazolines and
[1,2,4]triazolo[1,5-c]quinazolines was revealed and prospects for their further structural
modification were shown.
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APPROACHES TO SYNTHESIS OF ([1,2,4]TRIAZOLO[1,5-c]QUINAZOLIN-2-YL)BENZOIC
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ABSTRACT

Despite their high efficacy NSAIDs have significant side effects due to non-selective inhibition of COX-
1 and COX-2. Due to this, medical chemists still pay considerable attention to their design and synthesis, in
particular the creation of hybrid molecules that combine in their structure a fragment with anti-inflammatory
activity and the quinazoline heterocycle.

The aim of the present study is to develop methods for the synthesis of [1,2,4]triazolo[1,5-c]quinazolin-2-
yl)benzoic acids as potential anti-inflammatory agents.

Quinazolin-4(3H)-ylidene)hydrazides (hydrazones) of benzenedicarboxylic acids, their esters, products
of their heterocyclization and nucleophilic degradation were the subjects of the study. The structure of the
synthesized compounds was confirmed by elemental analysis and NMR spectroscopy. Anti-inflammatory
activity was studied in a model of acute aseptic inflammation («carrageenan test») in rats.

Possibilities and limitations of synthesis of [1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic acids and
their esters via heterocyclization of the corresponding hydrazides and hydrazones oxidative cyclization are
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shown. It was found that the hydrolysis of 4-[(1,2,4]triazolo[1,5-c]quinazolin-2-yl)benzoic acid esters is not a
preparative method for the synthesis of the target acids, due to the hydrolytic cleavage of the pyrimidine cycle.
Compounds 3, 4 and 6 with moderate anti-inflammatory activity have been identified, which can be used for
further structural modification.

Conclusions. It was found that quinazolin-4(3H)-ylidene)hydrazides (hydrazones) of benzenedicarboxylic
acids and their esters under the conditions of heterocyclization and oxidative cyclization form [1,2,4]
triazolo[ 1,5-c]quinazolin-2-yl)benzoic acids and their esters. The synthesized compounds are carriers of anti-
inflammatory activity and promising for further research.

H. I. Kpacoscska (https://orcid.org/0000-0001-5902-6596)

3anopizvkuil OepaicasHuil MeOuuHUil yHigepcumem

HIJXOW O CUHTE3Y ([1,2,4]TPHA30JIO[1,5-c]XIHA3OJIIH-2-UI)BEH30MHUX KUCJIOT K
HOTEHLIMHUX ITPOTU3AIIAJIBHUX ATEHTIB

KurouoBi ciioBa: rereponukiizanist, OKUCHIOBaJIbHA IHKIi3amis, ([1,2,4]Tpuaszonol1,5-c]xinazonin-2-im)
OeH30iTHI KHCIIOTH, TIeperpynyBanHs [liMpoTa, ClieKTpalibHi XapaKTepHCTUKH, TIPOTH3aalbHa aKTUBHICTh
AHOTALNIA

Hectepoinni mpoTn3anaibHi MpenapaTy, He3BaKAIOYM Ha BHCOKY €(QEKTHBHICTB, 32 PAXyHOK HECEIeK-
TtuBHOTrO iHTi0if0BanHs [IOI-1 ta [{OI'-2 MaroTh 3Ha4HI M0OiIYHI edekTH. 3 OMIAAY Ha I[e MEAUYHI XIMIKH 1 Ha
CHOTOZIHI IPHUIUISIOTH 3HAYHY yBary ix Iu3aifHy, 30KpeMa CTBOPEHHIO MOpHIHUX MOJIEKYIL, SIKi O o€ JHyBaIN B
OJHIN CTPYKTYpi (PparMeHT i3 MPOTH3ANAIGHOIO0 aKTHBHICTIO Ta XiHA30J{HOBUH e TePOLIUKIL.

Memoro TIpeNCcTaBICHOTO TOCTIKEHHST € po3polieHHs MetomiB cuntedy ([1,2,4]tpuasono[l,5-c]
X1Ha30JIH-2-1J1)0eH30HHNX KUCIIOT SIK HOTEHIIHHNX IIPOTHU3ANAIBHEX areHTiB.

O0’extamu  pociipkeHHs Oynmu  xiHazoniH-4(3 H)-imineH)rigpasnan(Tigpa3onn) OeH3eHAMKapOOHOBUX
KHCJIOT Ta X ecTepH, MPOAYKTH iX reTepolrKIiIizamii Ta HykiaeodinbpHOT aerpanaiii. BynoBa cuHTe30BaHHX CITO-
JIYK IiATBEp/PKeHA JaHUMHE eJIeMeHTHOTO0 aHamizy i SIMP-cnexrpockomii. [Iporu3ananbHy akTHBHICTE BUBYAIH
Ha MOJeJIi TOCTPOr0 aCENTHYHOTO 3aMajieHHS («KapareHaHOBHUI TECT») y IIypiB.

[MToka3aHo MOXKIJIMBOCTI Ta 0OMekeHHs cuHTe3y [1,2,4]tpuasonol[1,5-c]xina3omin-2-11)0eH30iHUX KHCIOT
Ta iX eCTepiB Ha OCHOBI PeaKIliii TeTepPOIHKIIi3allil Ta OKHCHIOBAHOI IUKITi3aIlil BiAMOBITHHUX TiAPa3H/IiB Ta Ti-
npa3oHiB. BcranosieHo, mo rigponis ectepis 4-([1,2,4]rpuazono[ 1,5-c|xina3omnin-2-i1)0eH30HHOT KHUCIOTH HE
€ TpernapaTiBHUM METOJIOM CHHTE3Y BIANOBIAHUX KHCJIOT, YHACIIJIOK TiIPOJITHYHOTO PO3IIEIIICHHS MipUMi-
JIMHOBOTO IUKITY. BusiBiieHo crionyku 3, 4 Ta 6 i3 HOMIpHO NPOTH3aNaIbHOK aKTUBHICTIO, SIKi Y MaiiOy THEOMY
MOXYTb OyTH BUKOPHCTaHI IS MOJAJIBIIOT CTPYKTYpHOT MOAU(IKaLii.

Bcranosineno, o xinazomin-4(3 H)-inigen)rigpa3uan(rizpazony) OeH3eHMKapOOHOBHX KUCIIOT Ta IX ec-
TEpiB 32 YMOB IeTepOIMKJIi3allii Ta OKUCHIOBAHOT IMKIIi3aIiil GopMyroTs [ 1,2,4]Tpuazomno| 1,5-c]xiHa3omin-2-i1)
OCH3011H1 KUCTIOTH Ta iX ecTepu. CHHTE30BaHi CIIOJIYKH € HOCISIMU TIPOTH3aNalbHOi aKTUBHOCTI 1 IEPCIEKTHB-
HUMH JUIS TOQIBIIUX JOCIIIKEHb.

Enexmponna adpeca ons nucmyeanns 3 asmopom: natamalallll@gmail.com
(Kpacorceka H. L.);
kovalenkosergiy@gmail.com
(KoBanenko C. I.)
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