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With the purpose of further search of biologically active substances among 5-(2-, 3-, 4-methoxyphenyl, 3,4,5-
trimethoxyphenyl)-3-thio-1,2,4-triazoles and their derivatives 10 new compounds have been obtained. Acetonit-
rilothio-1,2,4-triazoles have been synthesized by alkylation of 5-(2-, 3-, 4-methoxyphenyl and 3,4,5-trimethoxy-
phenyl)-3-thio-1,2,4-triazoles with halogenonitriles; the primary computer pharmacological screening has shown
that the class of compounds mentioned can show such types of the pharmacological activity as antitumor, anti-
inflammatory and antioxidant ones. Alkylation of 5-R-1,2,4-triazole-3-thiols has been carried out in the medium of
anhydrous alcohol or aprotic solvents. It has been found that replacement of the alcoholic solvent by the aprotic
one increases the quantitative yield of 5-R-1,2,4-triazol-3-thioacetonitrile; in aprotic solvents the presence of
impurities of alkaline hydrolysis products is not practically observed. Iminoethers of 2-(5-(2-, 3-, 4-methoxyphe-
nyl and 3,4,5-trimethoxyphenyl)-1H-1,2,4-triazole-3-ylthio)acetatic acids have been synthesized by saturation of
2-(5-(2-, 3-, 4-methoxyphenyl and 3,4,5-trimethoxyphenyl)-1H-1,2,4-triazol-3-ylthio)acetonitriles with the flow of
dry in the alcoholic medium when constant cooling the reaction mixture to —5°C. It has been found by the method
of HPLC/DAD-MS that the qualitative yield of the target product depends on the maintenance of the temperature
mode of the reaction mixture. The structure and individuality of the molecules of the substances synthesized
have been proven by the method of '"H NMR-spectroscopy and HPLC/DAD-MS.

CUHTE3 | ®I3UKO-XIMI4YHI BJTACTUBOCTI 2-(5-METOKCU®EHII-1H-1,2,4-TPUA30J1-3-I/TTIO)AJETOHIT-
PUIIB TA IX IMIHOE®IPIB

FO.I".Camentok, A.I.KannayweHko

Knrowoei cnoea: 1,2,4-mpuasonu; Himpurnu; imiHoegipu

3 memoro nodarnbwozo nowyky 6ionoeiyHO akmueHUX pevyosuH ceped 5-(2-, 3-, 4-memokcucbeHin, 3,4,5-mpu-
memokcucgbeHin)-3-mio-1,2,4-mpua3sonie ma ix noxiOHux 6yrno ompumaHo 10 Hosux crionyk. LLinsixom ankinysaHHs
5-(2-, 3-, 4-memokcudpeHin, 3,4,5-mpumemokcugbeHin)-3-mio-1,2,4-mpua3sosnie 2anoeceHoHimpunamu b6ysu CuH-
me3oeaHi auemoHimpunmio-1,2,4-mpua3onu. Nep8uHHUL KoM tomepHUl ghapMakonoaidHUll CKpUHIH2 roKa3as,
wo yel Krac crioflyk Moxe rnposisnsimu maki audu ¢hapMakonoaiyHoi akmugHOCMI, K MPOMuUyXuHHa, Mpomu-
3anasnbHa | aHmuokcudaHmHa. ArnkinyearHs 5-R-1,2,4-mpuason-3-miosie npoeodursnu y 6e38600HOMY Criupmoego-
My cepedosuui abo arnpomoHHUX PO34HUHHUKaxX. BcmaHoeneHo, wo 3amiHa crnupmoego20o po34yUuHHUKa Ha arpo-
moHHuU 36inbuye KinbkicHul suxio 5-R-1,2,4-mpua3orn-3-mioayemoHimpurty; y arnpomoHHUX PO34UHHUKaX MakKox
pakmu4YHoO He criocmepieacmbCsi MPUCYMHICmMb AOMILWOK MPodyKmig myxHo20 2i0posizy. CUHmMe308aHO iMiHO-
egipu 2-(5-(2-, 3-, 4-memokcucgpeHin, 3,4,5-mpumemoxcucpeHin)-1H-1,2,4-mpua3son-3-inmio)auemamHux Kuc-
JI0M WrsgxoM Hacu4eHHs 2-(5-(2-, 3-, 4-memokcucgbeHin, 3,4,5-mpumemokcucpeHin)-1H-1,2,4-mpuasorn-3-inmio)
auemoHimpuriie cmpyMOM Cyx020 XJI0puCcmo20 800HI0 y 8i0no8iOHOMY CriupmogoMy cepedosuyi npu nocmiti-
HOMY 0X000XeHHI peakyitiHoi cymiwi do —5°C. Memodom BEPX/AMA-MC ecmaHogneHo, wo 8uxio uirnbo8o20
podyKkmy 3anexums 8i0 8UMPUMKU meMrepamypHO20 PEXUMY peakuitiHoi cymiwi. Cmpykmypy i iHOugiOyars-
Hicmb MOseKy1 CUHMe308aHUX PevoBUH ecmaHoeneHo memodamu "H SIMP-cnekmpockonii i BEPX/MMO-MC.

CUHTE3 U ®UINKO-XUMNYECKUE CBOUCTBA 2-(5-METOKCU®EHWII-1H-1,2,4-TPUA30J1-3-UITTUO)ALJE-
TOHUTPUIIOB U UX UMUHO3PUPOB
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C uernbto GanbHelweeo rnoucka buoriocu4ecKU aKmueHbIX seuecms cpedu 5-(2-, 3-, 4-memokcugbeHurn, 3,4,5-mpu-
memokcughbeHus)-3-muo-1,2,4-mpua3onos u ux npou3deodHbix bbiriu rnonyydeHs! 10 Ho8bIx coeduHeHul. [Tymem
ankunuposaHusi 5-(2-, 3-, 4-memokcucpenurn, 3,4,5-mpumemoxcugheHun)-3-muo-1,2,4-mpua3onos 2ano2eHHUmMpu-
namu 6biTu cuHmMe3suposaHbl auemoHumpunmuo-1,2,4-mpua3sonst. [lepguyHbIl KOMIbIOMEPHbIU ghapmakonoau-
4YecKull CKpUHUHe rokKa3sars, 4Ymo OaHHbIlU Kriacc coeduHeHUl MoXem rposienisimes makue eudbi ¢hapmaKkorioauye-
CKoU aKkmugHOCMU, KaK MpomugooIyXosiesas, pomueosocnanumernbHas U aHmuokcudaHmHasi. AnkunuposaHue
5-R-1,2,4-mpua3zon-3-muosnos npoeodusnu 8 6e3800HOU criupmosoli cpede Usu arnpoOmMOHHbIX Pacmeopumersix.
YcmaHoerneHo, Ymo 3aMeHa Criupmogo20 pacmeopumersi Ha arpoOmOHHbIU ygenu4yueaem Konu4ecmeeHHbIl 8bi-
Xx00 5-R-1,2,4-mpua3on-3-muoauemoHumpuria; 8 arpomOHHbIX Pacmeopumerisix makxe rnpakmu4yecku He Habro-
daemcs npucymcmeue rpumecel rnpodyKmos wWeso4yHo2o audponusa. CuHme3auposaHbl UMUHO3UPLI 2-(5-(2-,
3-, 4-memokcugpeHun, 3,4,5-mpumemoxcugpeHun)-1H-1,2,4-mpuason-3-unmuo)auemamHbix KUCI0m nymem Ha-
cblwjeHust 2-(5-(2-, 3-, 4-memokcugpeHurn, 3,4,5-mpumemoxcugheHun)-1H-1,2,4-mpua3on-3-unmuo)ayemoHumpu-
J108 MOKOM CyX020 XJIopucmoeao 800opoda 8 coomeemcmeyrouwieli criupmosol cpede rnpu MoCMOSHHOM OXJ/1aX-
OeHuu peakyuoHHol cmecu 0o —5°C. Memodom BIOXKX/AMAO-MC ycmaHoeneHo, 4mo 8bixod yernesozo npodykma
3agucum om 8bI0ePKKU meMrepamypHO20 pexuma peakyuoHHol cmecu. Cmpykmypa u uHousudyanbHOCMb
MOneKysn CUHmMe3upo8aHHbIX seujecmes ycmaHosneHsl Memodamu "H SIMP-cnekmpockonuu u BOXKX/OMA-MC.
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A considerable interest is caused by the synthesis
of biologically active compounds; among them there are
substances several times exceeding their out-of-date
analogues by action and, in addition, having lower
indexes of acute and chronic toxicity. One of the classes
of such compounds are derivatives of triazoles [1-
6] used as original drugs with the antibacterial, neu-
roleptic, hypotensive and spasmolytic activity, and
they are cardiac stimulants. The certain interest is
also caused by synthetic medicines containing the
nitrile group such as letrozole, anastrozole [6] used
in modern medical practice as antitumor agents.

At the Physical and Colloidal Chemistry Depart-
ment of the Zaporizhzhya State Medical University
the investigations for searching the biologically ac-
tive substances among 5-(2-, 3-, 4-methoxyphenyl
and 3,4,5-trimethoxyphenyl)-3-thio-1,2,4-triazoles
and their derivatives are being conducted. Earlier the
corresponding 2-hydrazinocarbothioamides were ob-
tained by interaction of hydrazides of 2-, 3-, and 4-
methoxy- and 3,4,5-trimethoxybenzoic acids with po-
tassium thiocyanate in the acidic medium; subsequent-
ly, 2-hydrazinocarbothioamides were cyclized when
heating for 1 h under the action of 2 mole/1 sodium hy-
droxide solution; 5-(2-, 3-, 4-methoxyphenyl)-1,2,4-
triazole-3-thiols and 5-(3,4,5-trimethoxyphenyl)-1,2,4-
triazole-3-thiol were obtained with the high yields
[7] (Fig. 1).

At the present stage of our research acetonitrilo-
thio-1,2,4-triazoles have been synthesized by alkyla-
tion of 5-(2-, 3-, 4-methoxyphenyl and 3,4,5-trimeth-
oxyphenyl)-3-thio-1,2,4-triazoles with halogenonitriles;
the primary computer pharmacological screening has
shown that the class of compounds mentioned can
show such types of the pharmacological activity as
antitumor, anti-inflammatory and antioxidant ones.

/O KSCN
R —+> R
NHNH, H

4 o0
NHNH-—C—NH, N/

Alkylation of 5-R-1,2,4-triazole-3-thiols was carried
out in the medium of anhydrous alcohol or aprotic
solvents with addition of ©-chloroacetonitrile and
the equimolar amount of alkali when heating the reac-
tion mixture to the temperature of 60-65°C; where-
upon forming the precipitate of the expected reac-
tion product was observed. After filtration the pre-
cipitate was washed with ether (Fig. 2).

When studying the conditions of obtaining the
target product the successful attempt of thiol alky-
lation without addition of an alkaline agent was made,
and the corresponding hydrochloric salt was formed.
The pure product was isolated with anhydrous sodium
acetate. Thus, the samples of the compounds synthe-
sized did not give the melting point depression.

Individuality of the corresponding substances has
been proven by the method of HPLC/DAD-MS. De-
scriptions of 'H NMR-spectra of the compounds ob-
tained, some of their physical and chemical proper-
ties and the elemental composition are presented in
Table 1 and 2.

[t has been found that replacement of the alco-
holic solvent by the aprotic one increases the quanti-
tative yield of 5-R-1,2,4-triazol-3-thioacetonitrile; in
aprotic solvents the presence of impurities of alka-
line hydrolysis products is not practically observed
(in the case of obtaining the target substances with
the equimolar amount of alkali).

It should be noted that the highest yield was ob-
served for compounds contained the 4-methoxyphe-
nyl and 3,4,5-trimethoxyphenyl substituent at C* atom
of the triazole ring (Table 1, compounds 3, 4). The
lowest yield was observed for compound 2 (Table 1)
with the 2-methoxyphenyl substituent.

In the 'H NMR-spectra of the compounds of 2-(5-
(2-,3-,4-methoxyphenyl, 3,4,5-trimethoxyphenyl)-1H-

N—NH

SH

R = C,H,0CH,-2, C;H,0CH,-3, C;H,0CH,-4, C;H,(OCH,),-3,4,5

Fig. 1. The scheme of obtaining 5-R-1,2,4-triazol-3-thiols.

N——NH

CICH,CN

AL

NaOH

R = C4H,0CH,-2, C;H,0CH,-3, C,;H,0CH,-4, C;H,(OCH,),-3,4,5

Fig. 2. The scheme of obtaining 5-R-1,2,4-triazol-3-thioacetonitriles.

58



XKypHan opraHidyHoi Ta hbapmaueBTUYHOI Ximii. — 2015. — T. 13, Bun. 3 (51)

ISSN 2308-8303

Table 1

Physical and chemical constants of the compounds synthesized

N——NH

AP

No. R, R," M.p., °C

Gross Yield,

formula % 'H NMR (8, m.p., TMS)

1 C,H,OCH,-2 SCH,CN 164-165

7.04-7.95 (4H, m, C,H,), 4.40 (2H, s,

CiHoNOS | 87 15 e ) 382 (3H, ¢, O-CH,)

2 C,H,OCH,-3 SCH,CN 178-180

7.02-7.97 (4H, m, C,H,), 443 (2H, s,

CiHGNOS |52 15 ey 377 3, s, O-CHy)

3 CH,OCH,-4 SCH,CN 160-162

7.05-7.93 (4H, m, C,H,), 444 (2H, s,

CiFhoNOS |90 1"y 3.80 (3H, s, 0-CH)

4 | CH,(OCH,),-3,4,5 170-171

6.83 (2H, s, C;H,), 3.98 (2H, s, S-CH,),
3.87 (3H, s, 0-CH,), 3.85 (3H, s,
0-CH,), 3.80 (3H, s, O-CH.)

C.H.N,0,S | 86

5 C,H,OCH,-3 88-90

6.97-7.93 (4H, m, C,H,), 4.35 (2H, s,
S-CH,), 3.87 (3H,'s, 0-CH,), 3.42 (3H,
5,0-CH,)

C,H.N,05S | 67

6 C,H,OCH,-4 173-175

7,09-7.92 (4H,m, C,H,), 443 (2H, s,
S-CH,), 3.85 (3H, s, 0-CH.), 3.34 (3H,
5, 0-CH,)

C,H.N,0,5 | 65

7 C,H,OCH,-4 170-172

7,1-7.87 (4H, m, CH,), 407 (2H, s,
S-CH,), 3.90 (3H, s, 0-CH.), 3.70 (2H,
5, 0-CH,), 1.50 (12H, m, (CH.,),), 1.01
(3H,s, CH,)

CoH,N,0,5 | 62

8 | C,H,(OCH,),-3,4,5 135-137

6.81 (2H, s, C;H,), 4.01 (2H, s, S-CH,),
3.85 (3H,s, 0-CH,), 3.83 (3H, s,
0-CH,), 3.70 (3H, s, 0-CH,), 3.47 (3H,

s, 0-CH,)

C.H,N,0,S | 72

9 | CH,(OCH,),-3,4,5 200-201

6.84 (2H, s, C;H,), 4.01 (2H, s, S-CH,),
3.84 (3H, s, 0-CH,), 3.40 (3H, s,
0-CH,), 3.45 (3H, s, 0-CH.), 1.35 (2H,
t, 0-CH,), 1.10 (2H, m, CH,), 0.95
(3H, s, CH)

C,H,,N,0,5 | 83

10 | CH,(OCH,);-3,4,5 156-158

6.81 (2H, s, C,H,), 4.04 (2H, s, S-CH,),
3.87 (3H,s,0-CH,), 3.85 (3H, s,
0-CH.), 3.57 (3H, s, 0-CH,), 1.52 (2H,
t, 0-CH,), 1.52 (4H, m, CH.),), 0.90
(3H,'s, CH.)

C,H,N,0,5 | 80

1,2,4-triazol-3-ylthio) acetonitriles synthesized and
their acetimidates (iminoethers) the intense singlets
are fixed in the range of 3.81-3.87 mp, which are the
evidence of the presence of protons of the methoxy
groups in the structure of all compounds [8].
One-proton singlets of the NH-group of N atom
of the 1H-1,2,4-triazole cycle at 13.48-13.55 mp are
also recorded. Proton signals of the aromatic ring of
the compounds with the 4-methoxyphenyl radical are
interpreted by multiplet signals in the range of 7.92-

7.98 mp, unlike singlet signals of the aromatic ring
of the compounds with 3,4,5-trimethoxyphenyl sub-
stituents, which are fixed at 6.83-6.84 mp. The *H NMR-
spectra are also characterized by the presence of the
signal of protons of the methylene group in the range
of 4.01-4.7 mp. The multiplet signals in the range of
0.90-3.46 mp confirm the presence of alkyl (alcohol)
residues in iminoethers.

At the next stage of our research iminoethers (ace-
timidates) of 2-(5-(2-, 3-, 4-methoxyphenyl and 3,4,5-
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Table 2
Elemental analysis of the compounds synthesized
Found, % Calculated, %
Comp. No.
C H N C H N S
1 53.64 4.09 22.75 13.02 53.66 4.16 22.70 13.07
2 53.64 4.09 22.75 13.02 53.71 413 22.71 13.06
3 53.64 4.09 22.75 13.02 53.71 4.18 22.71 13.06
4 50.97 4.61 18.29 10.47 50.93 4.58 18.30 10.51
5 51.78 5.07 20.13 11.52 51.82 5.09 20.11 11.49
6 51.78 5.07 20.13 11.52 51.71 5.04 20.21 11.43
7 60.61 7.50 14.88 8.52 60.64 7.53 14.84 8.50
8 49.69 5.36 16.56 9.48 49.51 5.35 16.57 9.41
9 52.44 6.05 15.29 8.75 5241 6.07 15.32 8.71
10 53.67 6.36 14.73 8.43 53.68 6.31 14.75 8.40

trimethoxyphenyl)-1H-1,2,4-triazole-3-ylthio)acetatic
acids were synthesized by saturation of 2-(5- (2-, 3-,
4-methoxyphenyl and 3,4,5-trimethoxyphenyl)-1H-
1,2,4-triazol-3-ylthio)acetonitriles with the flow of
dry hydrogen chloride in the alcoholic medium when
constant cooling the reaction mixture to -5°C.

It has been found by the method of HPLC/DAD-MS
that the qualitative yield of the target product de-
pends on the maintenance of the temperature mode
of the reaction mixture. When increasing the tem-
perature the discrete intensive peak of the impurity
of the unreacted initial 2-(5- (2-, 3-, 4-methoxyphe-
nyl, 3,4,5-trimethoxyphenyl)-1H-1,2,4-triazol-3-ylthio)
acetonitrilerises is observed on the chromatograms
(Fig. 3).

The reaction proceeds in two stages [9] - at the
first stage imine chlorides of acids are formed when
affecting the corresponding 2-(5-R-1H-1,2,4-triazol-
3-ylthio)acetonitrile with hydrogen chloride. Then at

17K, T

desired product

1 admixture of nitril 1

the second stage the substitution of the alcohol resi-
due for chlorine with formation of hydrochloride of
the corresponding iminoether takes place (Fig. 4).

Experimental Part

2-(5-(2-, 3-, 4-methoxyphenyl, 3,4,5-trimethoxyphenyl)-
1H-1,2,4-triazol-3-ylthio)acetonitrile (1 - 4)

Method A. Boil the mixture of 0.01 Mole of 5-R-
1,2,4-triazol-3-thiol and 0.02 Mole of chloroacetoni-
trile in 50 mL of propanol for 20 min (or until the
complete dissolution of thiol); add anhydrous sodium
acetate to the reaction mixture after complete cool-
ing. Filter the precipitate of 2-(5-(2-, 3-, 4-methoxy-
phenyl, 3,4,5-trimethoxyphenyl)-1H-1,2,4-triazol-3-
ylthio)acetonitrile, wash with diethyl ether and dry.

Method B. Boil the mixture of 0.01 Mole of 5-R-
1,2,4-triazol-3-thiol and 0.02 Mol of sodium hydroxide
in 50 ml of propanol for 20 min (or until the com-
plete dissolution of thiol); add 0.02 Mole of chloro-

i, Sein, Frag. 0, St

7 4
[ W0 PG, e EE 160 of (U GRENCSS_COAT A4 |
Wazz S3TET MESDI 364, EXC=87 1380 T CHENI2 [AOATA20%4 0 _0H
u § NSO 364, EIC=3850 360 T 0NCHEMIZ_DIOATAZ0M 02
e
| P
m f \\
& L I \R
» koy ) —
i o T e
T LI T LA L T L 1 T
X0 b ng 17 14 18 8

Fig. 3. The HPLC/DAD-MS-chromatogram of propyl-2-(5-(3,4,5-trimethoxyphenyl)-1H-1,2,4-triazole-3-ylthio)acetimidate obtained at the

temperature of 2°C.
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N——NH

.

N——NH

HCI /4 )\ ., NH
—N > R N/ scz%
cl

>
I x
52
N——NH
Hz
R N/ S—c % - HCI

O0—AIk

R= C4H,0CH,-2, C;H,0OCH;-3, C;H,OCH,-4, C;H,(OCH,),-3,4,5
Fig. 4. The scheme of obtaining 2-(5-R-1H-1,2,4-triazole-3-ylthio)acetimidates.

acetonitrile to the reaction mixture, boil the mixture
for 20 min (until the neutral pH). Filter the primary
precipitate of sodium chloride formed (from the solu-
tion heated). After complete cooling filter the precipi-
tate of 2-(5 (2-, 3-, 4-methoxyphenyl, 3,4,5-trimeth-
oxyphenyl)-1H-1,2,4-triazol-3-ylthio)acetonitrile for-
med, wash with diethyl ether and dry.

The yellowish crystalline substances obtained are
soluble in alkaline solutions, as well as in organic sol-
vents and solutions of mineral acids. For further ana-
lysis recrystallize these substances from ethanol.

Alkyl-2-(5-(2-, 3-, 4-methoxyphenyl, 3,4,5-trimeth-
oxyphenyl)-1H-1,2,4-triazol-3-ylthio)acetimidate (5 - 9)

Place the solution of 0.01 Mole of 2-(5-(2-, 3-, 4-
methoxyphenyl, 3,4,5-trimethoxyphenyl)-1H-1,2,4-
triazol-3-ylthio)acetonitrile in 15 mL of chloroform
and 25 mL of absolute alcohol into a Bunsen flask
with the calcium chloride tube bound to its side tube.
Close the flask with a stopper with the glass tube to
the bottom of the flask connected to the drainage
beakers. Cool the mixture in the desiccator filled with
ice to the temperature of -5°C, and pass a flow of dry
hydrogen chloride through the mixture, ultimately
increment of hydrogen chloride is 2 mole with the ex-
cess of 1 mole related to the corresponding 2-(5-(2-,
3-, 4-methoxyphenyl, 3,4,5-trimethoxyphenyl)-1H-
1,2,4-triazol-3-iltio)acetonitrile. After saturation with
hydrogen chloride leave the reaction mixture in the
refrigerator at the temperature of 0°C. On the second
day the light brown crystals, which are soluble in or-
ganic solvents and poorly soluble in water, are pre-
cipitated. Wash the substance with diethyl ether and
dry. For further analysis recrystallize these substan-
ces from ethanol.

The study of some physical and chemical proper-
ties of the compounds synthesized (Table 1) was per-
formed by the methods described in the State Phar-
macopoeia of Ukraine (SPhU, 1st ed.).The melting point
was determined by the capillary method (SPhU, 1st
ed., 2.2.14) on a PTP(M) apparatus.

The molecular mass of substances and the presen-
ce of impurities were determined by the method of

high-performance liquid chromatography under such

conditions:

e device - Agilent 1260 Infinity HPLC System;

e software - OpenLAB;

e column - &J4,6x30 mm, reversible phase Zorbax
SB C18, 1,8 um;

e column temperature - 40°C;

e eluentA-H,0-0.1% HCOOH;

e eluent B - CH,CN - 0.1% HCOOH;

e flow rate - 400 pL/min;

e gradient - linear from 5% to 100% of eluent B
for 15 min;

e detector:

1) diode array (A, = 210 nm; A, = 254 nm);

2) Agilent 6120 single-quadrupole mass-spectro-
meter: ion source - API-ES; positive polarity; SIM mode;
fragmentator - 10 V; drying gas - nitrogen (tempe-
rature — 300°C, rate - 10 L/min); nebulizer pressure
40 psig; scanning in the range of m/z 160-1000.

The elemental composition of new compounds (Tab-
le 2) was determined using an ELEMENTAR vario EL
cube elemental analyzer (sulfonamide as the standard).

'H NMR spectra were recorded on a Varian VXR-
300 spectrophotometer of nuclear magnetic reso-
nance (DMSO-D; as a solvent, tetramethylsilane as
the internal standard); the data were decoded with
the ADVASP 143 software.

Conclusions

1. With the aim of further study of 1,2,4-triazoles
with 2-, 3-, 4-methoxyphenyl, 3,4,5-trimethoxyphe-
nyl substituent 10 new compounds have been syn-
thesized.

2. For all compounds the preliminary biological
screening has been carried out using the PASS ON-
LINE software.

3. The optimal synthetic conditions have been se-
lected with the help of modern physical and chemi-
cal methods of analysis.

4. Individuality of the compounds synthesized
has been determined, and their structure has been
proven.
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