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HYDRAZIDE OF 0o-HYDROXYBENZOIC ACID
AND ITS ERIVATIVES. SYNTHESIS AND PROPERTIES

Abstract. The article presents the results of a study by the authors of the article on the development of new ways
of synthesis and study of the biological activity of hydrazide derivatives of o-hydroxybenzoic acid. Methods for the
preparation of hydrazone, oxadiazole, thiosemicarbazide, 1,2,4-triazole-3-thionic derivatives and methods for their
further modification are described. The condensation reaction of hydroxybenzoic acid hydrazides with 1-deoxy-
2,3,4,6-tetra-O-acetyl-D-glucopyranosyl isothiocyanate synthesized their corresponding acetylated glycosyl-contai-
ning thiosemicarbazide derivatives. The structures of the synthesized compounds were studied by 'H and '*C NMR
spectroscopy, as well as by the data of two-dimensional spectra of COSY (‘H-'H) and HMQC ('H-'3C). The values of
chemical shifts, multiplicity, and integrated intensity of 1H and 13C signals in one-dimensional NMR spectra were
determined. Using spectra in the formats COSY (‘H-'H) and HMQC (*H-'3C), homo- and heteronuclear interactions
were established, confirming the structure of the compounds under study. The results of evaluating their antimicrobial,
anti-inflammatory and cytotoxic activity (in vitro) on cultures of human monocytic cell lines MonoMac-6 and THP-
1Blue are described.

Key words: o-hydroxybenzoic acid hydrazide, thiosemicarbazide, hydrazone, oxodiazole

Introduction. Modification of the structure of known bioactive substances widely used in medical
practice is still one of the main approaches in the search for new drugs. One of the promising substrates for
the modification of substrates is the molecule of o-hydroxybenzoic acid (salicylic acid (SA). Many
derivatives of o-hydroxybenzoic acid (salicylates) have been used in medical practice as non-steroidal anti-
inflammatory drugs since the middle of the last century (since 1876) [1-5]. They combine this action with
an analgesic and antipyretic effect. Derivatives such as acetylsalicylic acid (ASA, aspirin), sodium salicy-
late, salicylamide (SAM), methyl salicylate are used in medicine as analgesics (analgesic), antipyretics
(antipyretic) and antiplatelet agents (antithrombotic) [1-4]. P-hydroxybenzoic acid methyl ester (methyl-
paraben, nipagin, methyl-4-hydroxybenzoate) has been used as a preservative and antiseptic [3-5].

Most drugs of the salicylate group also have similar side effects: a damaging effect on the mucous
membrane of the gastrointestinal tract, impaired renal function, and some others [2-6]. In the scientific
literature there is evidence of antimicrobial, antifungal [6—9], psychotropic, antitumor, antipyretic, antiflam-
matory and cytotoxic properties of various hydroxybenzoic acid derivatives [10-14].

According to recent data, derivatives of SA can be considered as bioregulators, which are synthesized
by the body itself and perform protective functions. And this allows us to rethink the role of SA in the
pathophysiology of humans and animals. In recent years, interest in derivatives of o- and p-hydroxybenzoic
acids has increased again [6-12], due to the relevance of the search for new antibacterial drugs. In this regard,
an important task is the development of new and improvement of known methods for the synthesis of new
derivatives of SC. In this regard, we found it interesting to study hydrazone, oxadiazole, thiosemicarbazide,
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1,2,4-triazole-3-thionic, and other derivatives of these synthons. New derivatives of SC should be charac-
terized by increased biological activity in combination with low toxicity and less pronounced side effects.

In this work, we generalized some of our own results of the synthesis of o-hydroxybenzoic acid
hydrazide derivatives (salicylic acid (SA). These studies are aimed at searching for new antimicrobial
derivatives and ways for their further modification. The initial o-hydroxybenzoic acid hydrazide (2) was
obtained by the interaction of methyl salicylate (1) with hydrazine hydrate [15-17].

OH OH
NH,-NH,*H,0
—_—
C//O (,//0
N, ~
OCH,; NHNH,
1 2

The obtained 2 was subsequently reacted with various functionally substituted aromatic aldehydes to
produce new N-arylidenehydrazones (3).

The condensation reaction was carried out by heating equimolar amounts of aldehydes and (2) in
ethanol at 60—70°C for 3-5 hours [15-17].

0
OH R—C OH
° = C”O
“NHNH, “NHN=CH-R
2 3 a,b,c,d,e,f,g,h

H

0,
R= OF@; Q(b); Oocm ©)
OH OH i
SCRECRVE

OCH,CH;
H
¢~ @ )
o
(CH,)5sCH; H

The products of reaction 3 are white crystallizable substances that are soluble in many organic solvents;
the yield of compounds is 70-90%.

The structure of all the obtained N-arylidenehydrazones of o-hydroxybenzoic acid was proved using
IR and 'H, *C NMR spectroscopy, and the composition was determined by elemental analysis. Spin-spin
interactions in these substances, carried out between H-H and H-C atoms through one or more bonds, were
established using the two-dimensional spectra of COSY ('H-'H) and HMQC ('H-"*C) (figures 1 and 2)
[15,16].

Figure 1 — Correlation of COZY ('H-'H) of compound 3f Figure 2 — Correlation of HMQC ('H-'3C) of compound 3f

To prove the spatial structure of the derivatives of N-arylidenehydrazones of p-hydroxybenzoic acid,
an X-ray diffraction study of N-(5-bromo-2-hydroxybenzylidene)-4-hydroxybenzohydrazide (3b) was
performed (figure 3).
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Figure 3 — The spatial structure of the molecule. N-(5-bromo-2-hydroxybenzylidene)-4-hydroxybenzohydrazide (3b)

The carbonyl group and the hydrazide fragment are convenient synthons for heterocyclization. The
study of the scintillation efficiency of a large number of various organic substances has led to the discovery
of new, very promising classes of compounds, one of which is the class of oxadiazoles [2-5]. In this regard,
it was of interest to us to synthesize new oxadiazole derivatives based on 2 and orthoformate. Orthoform
ether is widely used in organic chemistry for the synthesis of various heterocyclic systems [9-13]. The
interaction of 2 with a triple amount of orthoformate ester while boiling the reaction mixture led to the
formation of 2-substituted 1,3,4-oxadiazole (4) [17]:

OH OH

C[ o  CHOGHY, o

Z >—H
“NHNH, \ /

2 4 N—N

The synthesized compound 4 is a crystalline substance soluble in many organic solvents. In the 'H
NMR spectrum of compound 4, the signals of o and  protons of the aromatic ring are recorded in the field
of weak fields: Ha doublet at 7.98 ppm. and HP 6.98 ppm. The proton of aromatic hydroxyl appears singlet
at 10.53 ppm. The methylene proton signal appears in the region of 9.22 ppm. narrow singlet.

The addition of hydrazides to various isothiocyanates is one of the convenient methods for the synthesis
of substituted thiosemicarbazides [4,10-12], which are interesting substrates for the formation of various
heterocycles, including heterocyclic ensembles. We carried out a series of nucleophilic addition reactions
of o-hydroxybenzoic acid hydrazide to various isothiocyanates. The reactions were carried out in an alcohol
medium at equimolar ratios of the reactants. The synthesized compounds 5 are white crystalline substances
that are readily soluble in polar organic solvents [18,19].

C[OH S=C=N-R C[OH
C//O > C//0

“NHNH, 2 ““NHNHC-NH-R
2 5
R = CH,=CH=CH,-(5a); CH3CH,- (5b); C¢Hs- (5¢); CH;=CHOCH,CH,- (5d);
CH,=CHC(0)- (5¢); CH,=C(CH3)C(0) - (5f); U\ g)

o 2

In the IR spectra of synthesized compounds 5, an absorption band appears in the region of 1330-1310
cm ', which is characteristic of the -NH-CS group of the thiosemicarbazide fragment, and absorption bands
of the amide group C(O)NH appear in the region of 1690-1675 cm ™' and -~NH- groups in the region of 3390-
3360 cm™.

In the '"H NMR spectrum of allylthiosemicarbazide o-hydroxybenzoic acid (5a), signals and protons of
the aromatic ring are recorded in the field of weak fields: doublet H at 7.78 ppm. (Jun=8.7 Hz) and doublet
H at 6.81 ppm. The proton of aromatic hydroxyl manifests itself as a singlet at 10.09 ppm. Amide and
thioamide N-H protons are also written out in the field of weak fields in the form of three singlets in the
region of 10.06 ppm. (Hi), 9.25 ppm. (H») and 8.2 ppm. (H3). The methine proton Hs of the vinyl fragment
appears as a complex multiplet in the region of 5.82 ppm. The methylene protons He, and Hgp, of the same
vinyl fragment are manifested by two doublets in the region of 5.04 ppm. and 5.14 ppm with the spin-spin
interaction constant Jusareb=17.27 Hz. Methylene protons of the NCH,-fragment manifest themselves in the
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region of 4.09 ppm. in the form of an expanded triplet. The ratio of integrated intensities corresponds to

structure 10a.
1 OH

0 11a
2 C. 5 6 7 8 9 10 _H
NHNH-C-NH-CH, CH,-0O-C=C_
4 I H H

3
S 5d 11b

When analyzing the '"H NMR spectrum of compound 5d, characteristic signals of protons of the
aromatic ring are observed. So, signals of aromatic protons H; - Hy are registered in the field of weak fields:
doublet H; at 6.97 ppm, triplet H, at 7.45 ppm, triplet H; at 6.92 ppm, doublet H4 at 7.87 ppm The signals
of the four methylene protons Hs, Hy of the oxyethyl moiety appear as two triplets in the region of 3.70 ppm.
and 3.80 ppm. The methine proton Hi of the vinyl residue is written out as a doublet of doublets in the
region of 6.50 ppm. The methylene protons Hii, and Hiip of the same vinyl fragment are manifested by two
doublets in the region of 4.00 ppm. and 4.21 ppm The proton of aromatic hydroxyl appears singlet at 8.30
ppm. Amide and thioamide N-H protons are written out as three singlets in the region of 11.92 ppm. (Hs),
10.58 ppm. (He) and 9.55 ppm. (H7) [15-19].

In order to study the spatial structure and stereochemistry of salicylic acid hydrazide derivatives, an X-
ray diffraction study of salicylic acid N-furanoylthiosemicarbazide (5g) was carried out. A general view of
the 9g molecule is shown in figure 4.

Figure 4 — The spatial structure of the molecule. Salicylic Acid N-Furanoylthiosemicarbazide (5g)

The phenolic cycle is flat with an accuracy of £ 0.003 A. The furan ring is flat with an accuracy of
+0.002 A. The phenolic cycle, relative to the main skeleton of the molecule, is slightly developed, almost
lying in the plane of the remaining atoms. This position of the phenolic cycle is explained by the presence
of a strong intramolecular hydrogen bond N1H ... O1, which holds the hydroxyl group and does not allow
the cycle to take an energetically favorable position, i.e. turn around 900. Also, the molecules in the package
are connected by another intermolecular H-bond, which forms endless ribbons along the crystallographic
axis b.

In order to study the properties of new potentially bioactive substances, we [19-21] carried out a number
of preparatively convenient chemical transformations with the obtained thiosemicarbazides, which led to
the production of 1,2,4-triazole-3-thions (6).

OH

oH N—NH
KOH
o ko I\
I s
“NHNH-C—NH-R N
R
5 6

R = CH,=CH-CH,- (6a); CH;CH,- (6b); C¢Hs- (6¢); CH,=CHOCH,CH,- (6d)

The thiosemicarbazides (5) of o-hydroxybenzoic acid were cyclized in 6 by boiling for 2-3 hours in an
aqueous solution of caustic potassium followed by acidification with acetic acid.

In the IR spectra of the obtained new triazoles 6b there is no absorption band characteristic of the amide
carbonyl (C = O) and in the region of 1272 cm-1 there is an absorption band for the thiocarbonyl group
(C=9).

When analyzing the '"H NMR spectrum of compound 6b, characteristic signals of the protons of the
aromatic ring are observed. So, signals and protons of the aromatic ring are registered at 7.48 ppm. (Ju-uo
= 8.6 Hz) and 6.93 ppm. in the form of two doublets, respectively. In a weak field, signals of proton aromatic
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hydroxyl are recorded at 10.09 ppm. and thioamide N-H proton at 13.79 ppm. in the form of two small
broadened singlets. Signals of methyl group protons resonate at 1.15 ppm. (Jun = 7.1 Hz) as a triplet and a
methylene group at 4.01 ppm. (Juu = 7.2 Hz) as a quartet.

In order to establish the spatial structure of the synthesized triazoles 6, an X-ray diffraction study of
the 4-ethyl-5-(2-hydroxyphenyl)-1,2,4-triazole-3-thione (6b), 4-(2-hydroxyethyl)-5- molecule was carried
out (2-hydroxyphenyl)-2H-1,2,4-triazolo-3(4H)-thione (6d) and crystalline hydrate 4-allyl-3-(4-hydroxy-
phenyl)-1H-1,2,4-triazole-5(4H)-thione (6a), a general view of them is shown in figures 5-7 [20-22].

Figure 5 — Molecule structure. Figure 6 — The spatial structure of the molecule.  Figure 7 — Molecule structure. 4-allyl-3-
4-ethyl-5-(2-hydroxyphenyl)- 4-(2-hydroxyethyl)-5-(2-hydroxyphenyl)-2H- (4-hydroxyphenyl)-1H-1,2,4-triazole-
1,2,4-triazole-3-thione (6b) 1,2,4-triazolo-3(4H)-thione (6d) 5(4H)-thione (6a)

The five-membered triazole cycle N1N2N3C7Cs of compound 6d is flat with an accuracy of £0.0028 A.
The sulfur atom leaves the plane of these atoms at +0.079 A. The flattening of this cycle occurs in our
opinion due to the conjugation of the electron densities of double bonds N1=N; and Cs=S;. The atoms of the
phenolic cycle are coplanar with an accuracy of £0.0012 A, the output of the O1 atom is -0.074 A from the
plane of the remaining atoms. The phenolic cycle is in equatorial orientation relative to the triazole cycle
(torsion angle N;C;C,C, =32,84°). An intramolecular hydrogen bond O;HO;... N; is observed in the
molecule, which significantly affects the rotation of the phenolic ring relative to the five-membered ring.
The bulky substituent at the N3 atom is oriented equatorially. )

The triazole ring is flat of compounds 6a with an accuracy of + 0.005 A, the allyl group is rotated
perpendicular to it, the p-hydroxyphenyl substituent at — 42.7°. A similar reversal of the phenyl cycle is
observed in the molecule of 4-amino-3-(4-ethoxyphenyl)-1,2,4-triazole-3-thione (torsion angle N;CsCoCio-
41,5°) [23]. However, it should be noted that the turn of the phenyl substituent from the packing of molecules
in the crystal can vary significantly. For example, in the 3-phenyl-4,5-di-hydro-1,2,4-triazole-3-thione
molecule, the torsion angle is N1CsCoC1o-7,9° [24], and in the 4-allyl-5- (2- hydroxyphenyl) -2,4-dihydro-
1,2,4-triazole-3-thione torsion angle N;CsCoCjo-78,8° [25]. In the crystal, the molecules are connected by
intermolecular hydrogen bonds, forming flat ribbons along the ¢ axis, which, in turn, are crosslinked by
hydrogen bonds.

The above described triazole reaction allowed us to synthesize a number of interesting compounds for
screening for biological activity [26]. The alkylation of triazole 11c¢ with benzyl chloride in an alcohol
solution and monochloracetic acid in an aqueous medium in the presence of potassium hydroxide gave 5-S-
substituted triazoles 7, 8, 13, 14.

H
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OH i )\
N—NH N~ SCH,C¢H;
4 )=s — 7 |
T CeHs
OH
6c  CoHs CICH,COOH NeN
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In the '"H NMR spectrum of compound 8, along with the proton signals of two aromatic rings, 6.79-
7.49 ppm. and two hydroxyl groups of 10.16 and 12.95 ppm. there is an intense singlet at 4.07 ppm related
to the methylene group CHo,.

In order to obtain new thiosemicarbazide derivatives, we [17, 26] also synthesized monosubstituted
thiosemicarbazide derivatives by the reaction of o-hydroxybenzoic acid hydrazide (2) with potassium
thiocyanate. The reaction was carried out in a dilute solution of hydrochloric acid at 95°C for 4 hours.

OH
o +KNCSE> O
O —N=C(C=
C// 95°C c// ﬁ

~N
L NHNH, , NHNH-C—NH,

The IR spectrum of thiosemicarbazide o-hydroxybenzoic acid (9) contains absorption bands of stret-
ching vibrations of the NH2 group in the region of 3305-3240 cm™. In the region of 1660 and 1270 cm,
absorption bands of carbonyl C=0 and thiocarbonyl C=S groups are present, respectively.

When analyzing the NMR spectrum of compound 9, characteristic signals of the protons of the aromatic
ring are observed. So, signals of aromatic protons Hi-Hy are recorded in the field of weak fields: doublet H1
at 6.89 ppm, triplet H2 at 7.42 ppm, doublet H; at 6.93 ppm, doublet H4 at 7.81 ppm The proton of aromatic
hydroxyl appears singlet at 9.42 ppm. Amide and thioamide N-H protons are written out as three singlets in
the region of 11.89 ppm. (Hs), 10.52 ppm. (He) and 7.9 ppm. (H).

In organic chemistry, the synthesis of cyclic sulfur-containing compounds is given great importance in
view of the presence of valuable biological properties. Derivatives of the cyclic system of 1,3,4-thiadiazole
are widely used as medicines, oxidation inhibitors, cyanine dyes and complexing agents with metals. The
main method for the synthesis of the thiadiazole system is the cyclization of thiosemicarbazide in a strongly
acidic medium [27].

To obtain 5-(o-hydroxyphenyl)-2-(amino)-1,3,4-thiadiazole (10), we [26] cyclized the thiosemicar-
bazide of o-hydroxybenzoic acid (9) in an acidic medium (H>SOj4) for 20 hours As a result of the corres-
ponding treatment, 5-(2-hydroxyphenyl)-2-(amino)-1,3,4-thiadiazole (10) was isolated in 75.6% yield, and

so on. 265-266°C.
OH OH
H+
C//O S —> @ AN
I} -H,0 C C—NH,

“NHNH-C—NH, Ng”
9 10

In the IR spectrum of 5-(2-hydroxyphenyl)-2-(amino)-1,3,4-thiadiazole (10) there are no absorption
bands of the C=S group. Absorption bands: at 3305-3255 cm™ are caused by stretching vibrations of the
NH, group, 1605cm™ are characteristic of the C=N bond. Absorption bands are also observed in the regions
of 1515, 1480, 1390, 1235, 1040, and 860 cm™', characteristic of vibrations of the 1,3,4-thia-diazole ring
[28], and absorption bands at 13201300 cm ' are valence C-N bond vibrations in aromatic amines

As is known, glycosyl isothiocyanates play a large role in the chemistry of carbohydrates, being
synthons in the synthesis of various biologically active compounds [30]. In addition, it is known that the
introduction of carbohydrate residues into the structure of biologically active substances leads to an increase
in their solubility in water, a sharp decrease in toxicity [31] and prolonged action of drugs [32].

In connection with this condensation of hydrazides 3, 4 with 1-deoxy-2,3,4,6-tetra-O-acetyl-D-gluco-
pyranosyl isothiocyanate, the corresponding acetylated glycosyl-containing thiosemicarbazide derivatives
of o-hydroxybenzoic acid were synthesized (11) [16,33,34].
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It was found that 1-isothiocyano-1-deoxy-2,3,4,6-tetra-O-acetyl-D-glucopyranose quite readily reacts
with o-hydroxybenzoic acid hydrazide in an o-xylene solution at room temperature. The synthesized
compound 11 was obtained with a yield of 57.8% and after recrystallization from a mixture of isopropanol-
hexane is a white crystalline substance, readily soluble in many organic solvents, except saturated hydro-
carbons.

All compounds 3 were tested to evaluate their anti-inflammatory activity (in vitro) on cultures of human
MonoMac-6 monocytic cell lines. The anti-inflammatory effect was evaluated as the ability of a compound
to inhibit lipopolysaccharide (LPS)-induced production of pro-inflammatory cytokines interleukin-6 (IL-6)
and tumor necrosis factor (TNF) in MonoMac-6 cells. The cells were treated with the compound for 30 min,
then LPS (0.5 pg / ml) was added to the cell culture. Cytokine levels were evaluated after 24-hour incubation.
Cytokines were measured in cell supernatants using an enzyme immunoassay (ELISA). The effective
concentration, which suppresses the response by 50% (IC50), was found using regression analysis using
dose-dependent curves. As a result, it was found that all the studied hydrazone do not suppress LPS-induced
production of IL-6 and TNF in MonoMac-6 cells.

Compounds 3 were studied to evaluate their effect on the activity of the neutrophil elastase enzyme
(EC 3.4.21.37) (table 1). Elastase activity was evaluated as the ability of a compound to hydrolyze a
synthetic substrate N-methylsuccinyl-Ala-Ala-Pro-Val-7-amino-4-methylcoumarin (Calbiochem). The
formation of a florescent product was measured with excitation of 355 nm and emission of 460 nm on a
Fluoroskan Ascent FL instrument. An effective concentration causing a 50% inhibition of enzyme activity
(IC50) was found by regression analysis.

Table 1 — The inhibitory activity of hydrazones against human neutrophil elastase

No Compound ICso0, uM
3a N-(4-fluorobenzylidene)-2-hydroxybenzohydrazide N.D.2
3b N-(5-bromo-2-hydroxybenzylidene)-2-hydroxybenzohydrazide 33,3
3c 2-hydroxy-N-(4-methoxybenzylidene)benzohydrazide N.A.
3d 2-hydroxy-N-(2-hydroxybenzylidene)benzohydrazide N.A.
3e 2-hydroxy-N-(4-hydroxybenzylidene)benzohydrazide 97,8
3g N-(3-ethoxy-4-hydroxybenzylidene)-2-hydroxybenzohydrazide 78,8
3f N-(2-benzylidene-ethyl styrene)-2-hydroxybenzohydrazide N.D.2
3h 2-hydroxy-N-(4-((E)styryl)benzylidene)benzohydrazide N.D.6
3 the compounds are rapidly hydrolyzed, which is accompanied by either a decrease or an increase in intrinsic fluorescence
at 460 nm; % the compound has a high level of intrinsic fluorescence.

As a result, it was shown that some hydrazones, in particular N-(5-bromo-2-hydroxybenzylidene)-2-
hydroxybenzohydrazide (3b), N-(3-ethoxy-4-hydroxyben-zylidene)-2-hydroxybenzohydrazide (3g),
2-hydroxy-N-(4-hydroxybenzylidene) benzohydrazide) (3e) inhibits neutrophil elastase activity.

Study of the fluorescence spectra of the compounds N-(2-benzylidene-octylene)-2-
hydroxybenzohydroside (3f) and 2-hydroxy-N-(4-((E)styryl) benzylidene)benzohydrazide (3h) during their
spontaneous hydrolysis, were recorded on a Perkin Elmer LS50B instrument at A,=355 nm. N-(2-
Benzylidene-ethylstyrene)-2-hydroxybenzohydroside (3f) has a specific fluorescence peak (Aex=355 nm;
Aem=475 nm). In an aqueous medium, 3f is almost completely hydrolyzed in 10 min, which is accompanied
by the disappearance of fluorescence in the region of 460—475 nm and the appearance of a peak of weaker
fluorescence at A=395 nm (fig. 8A). 2-Hydroxy-N-(4-((E)styryl)benzylidene)benzohydrazide (3h) has a
specific fluorescence peak (Aex=355 nm; Aen=460 nm). In an aqueous medium, 3h is almost completely
hydrolyzed in 20 min, which is accompanied by an increase in fluorescence at A=460 nm (figure 8B).

As a result, it was found that spontaneous hydrolysis of hydrazone 3f and 3h, proceeding presumably
in the imino group >C=N-, is accompanied by a change in the fluorescence spectra of the solution. The
synthesized compounds underwent biological tests for the presence of antimicrobial activity under the
supervision of PhD. Akhmetova S.B. on the basis of the Department of Microbiology of the Karaganda
State Medical University.
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Figure 8 — Kinetics of the fluorescence spectra of hydrazides 3f and 3h at Ax=355 nm (gap width 5 nm)

The obtained experimental data allow us to conclude that substances 3a and 3b exhibit weak anti-
bacterial activity against strains of gram-positive bacteria Staphylococcus aureus, Bacillus subtilis, gram-
negative strains of Escherichia coli, Pseudomonas aeruginosa and to yeast Candida albicans (for
comparison, bacteria and nystatin for the yeast C.albicans).

The synthesized compounds 5a, S5g, 6d passed biological tests for antimicrobial activity [16]. As a
result of the bioscreening, it was found that the compound N-allyl-2-(2-hydroxybenzoyl)-hydrazinocar-
bothioamide (5a) exhibits pronounced activity against gram-positive strains (Staphylococcus aureus,
Bacillus subtilis). Substances Sg and 6d exhibit moderate antibacterial activity against gram-positive
(Staphylococcus aureus, Bacillus subtilis). Compounds 5a, 5g, 6d show a moderately pronounced activity
against the gram-negative strain of Escherichia coli and Pseudomonas aeruginosa with a pronounced
antifungal effect against yeast Candida albicans.

Compound 6d was tested for growth-promoting properties in the biotechnology laboratory of Kazakh
Research Institute of fruit growing and viticulture (Almaty). The test was carried out on the processes of
common beans, a verified concentration of rhizogenesis regulators -10, 50 and 100 mg/l. An analysis of the
data showed that the test growth regulator at different concentrations contributes to better root formation of
beans compared to water. The greatest effect on the root formation of the test compound compared to the
standard preparation (akpinol) was obtained at a concentration of 50 mg/l. The tested preparation showed
rhizogenic activity on bean processes, but it depended on the concentration of the growth regulator.
Compounds 5a-d and 6a-d were tested to evaluate their anti-inflammatory and cytotoxic activity (in vitro)
on cultures of human monocytic MonoMac-6 and THP-1Blue cell lines.

The anti-inflammatory effect was evaluated as the ability of the compound to suppress lipopoly-
saccharide (LPS)-induced production of pro-inflammatory cytokines interleukin-6 (IL-6) and tumor
necrosis factor (TNF) in MonoMac-6 cells, as well as NF-kB-dependent production of alkaline phosphatase
(ALP) ) in transfected THP-1Blue cells. The cells were treated with the compound for 30 minutes, then LPS
(0.5 pg/ml) was added to the cell culture. Cytokine or alkaline phosphatase levels were evaluated after 24-
hour incubation. Cytokines were measured in cell supernatants using an enzyme immunoassay (ELISA).
AP production was measured using a specific Quanti-BlueTM substrate. The level of cytotoxicity was
evaluated using the chemiluminescent CellTiter-Glo kit. The effective concentration, which suppresses the
response by 50% (IC50), was found using regression analysis using dose-dependent curves (at least 5 con-
centrations). As a result, the investigated thiosemicarbazides 5a-d and 1,2,4-triazolthione 6a-d were non-
cytotoxic and inactive in the anti-inflammatory test in vitro at concentrations <100 pM.

Compounds Sa-c were tested for antioxidant (antiradical) activity. The antiradical effect of the samples
was carried out against the DPPH radical. Under the conditions of this test system, sample 5S¢ showed
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pronounced antiradical activity, for which a concentration was determined that could reduce the optical
density of a 100 uM solution of the DPPH radical by 50%. For N-phenyl-2-(2-hydroxybenzoyl)hydrazine-
carbothioamide (5c¢), the IC50 (DPPH) was 15.5 uM.

The compound N-(2,3,4,6-tetra-O-acetyl-B-D-glucopyranosyl)-2-(2-hydroxybenzoyl)hydrazinocarbo-
thioamide (11) passed a screening test for antimicrobial activity. It was found that this compound exhibits
moderate antibacterial activity against gram-positive (Staphylococcus aureus, Bacillus subtilis) and gram-
negative Escherichia coli strain, as well as yeast Candida albicans.

Thus, the above material demonstrates the feasibility and prospects of the search for highly effective
biologically active substances among the new multifunctional derivatives of o-hydroxybenzoic acid
hydrazides. The functionality of o-hydroxybenzoic acid hydrazide and its derivatives emphasize the need to
continue work in the field of synthesis of biologically active substances, which may ultimately lead to the
identification of new biologically active drugs.

O. A. Hypkenos'®, C. JI. ®asbrios™2, M. K. dKypbinos?®,
XK. B. Cor6aesa'?, M. K. Bypkees!, T. M. Ceiinxanos?, E. [I. CaTbioangun’

'KP OpranukasbiK CHHTES jKoHE KOMIpXUMUSCHI MHCTUTYTHI, Kaparanpl, Kasakcran;
’E. A. boxeToB atbinarsl KaparaH bl MEMIIEKETTIK yHUBEpCUTETI, KazakcTan;
311. B. CokoJbCKUIA aTBIHIAFBI JKaHAPMAll, KaTaIu3 kKOHE dIeKTPOXHMMHUS MHCTUTYTHI, AnMatel, Kasakcran;
111, Vonuxanos atbinjarel Kekiuery MemiiekeTTik yausepeuteti, Keximeray, Kazakcran;
SKaparan il MEMJIEKETTIK TEXHUKAIBIK YHUBEpcHUTeTi, Kazakcran

o-THJIPOKCUBEH3011 KBIIIKBLT THAPA3UII MEH OHBIH TYBIH/IBLIAPBL
CHHTE3 )KOHE KACUETTEPI

AnHoTanusi. Makasaaa aBTopJiap/iblH 0-TUIPOKCHIOEH30M KbIIIKbUT TUAPA3U TYbIHIbLIAPBIHBIH OUOIOTUSITBIK
OeJIceHILTIrIH CHHTE3ICY IIH JKOHE 3epPTTEYAIH KaHa TICUIIEPIH Kacay HOTHKENepl YChIHbUTFaH. o-] napokcndeH30m
KbIIIKbIJIBIHBIH FI/l[lpaSI/IZ[TepiHiH KYPBUIBICBIHBIH, ©TC YJIKEH CUHTCTUKAJIBIK KOHC 6I/IOJ'IOFI/IHJ'I])IK IIOTCHIIMAJIbI 6ap
€KeHi, 0JIap OHbIH JKaHa OMOJIOTHSUIBIK OENICEHAl KOCBUIAPhIH CHHTE3/IEY 9/IiCTEMeNIepiH KacayFa MYMKIHAIK OepeTiHi
kepcetiai. Onapra Kenecijiel yKcac KOCaIKbl 3UsSHIBI 9CepIICPIiH TOH €KeHI KOPCETII: aaMHBIH 11I-KYPBUIBICHIHBIH
JKYKa KabaTbIHa, OYHPEKTIH IYpBhIC KYMBICTHI iCTey KbI3METiHE >KoHe Tarbl Oackaiapra. FeuibiMu opebuerre okcu-
OEH301 KBIIKBIIBIHBIH 9P TYPJIi TYBIHIBUIAPBIHBIH MUKPOOKA Kapchl, iCIKKe KapChl, aHTUIUPETTI, aHTH(IOMATOPIIBI
JKOHE IIUTOTOKCUKAIIBIK, dcepIiepi Typallbl AepeKTep 0ap eKeHl aHbIKTabl. Oe0reTTepIeri CaTUINII KbIIIKbIIBIHBIH
OPTYpi TYBIHOBUIAPBHIHBIH KAacHETTEpi Typaibl MOIiMeTTepi OOWBIHINA KBIIKBUIABIK TONTAp HETI3iHAEC OPBIH
anMacyJiap OJap/blH JKOFapbl TEMIIEPATYPaHbl TOMEHICTETIH, aHAITCTUKAIIBIK, KAOBIHYFa KapChUIBIK KACHETTEPIHIH
CaKTaJIATBIHBIH YKOHE OJIAP.IBIH KYPBUTBICHIHA )KaHa OMOIOTHSITBIK OeICeHIUTIKTep il makiaa O0NaTEIHBIH aHBIKTAIIIHI.
A canuumi KblIKbUIBIHBIH (heHusi ToObl OOMBIHINA OphIHAIIMACYJIAp oyapia TyOepKyliedre KapChbuUIbK, (yHIH-
LUITIK, MUKpOOTapra KapChbUIbIK, aHTHIENPECCAHTTHIK OKeNeTiHi kepceTinai. Ockl Typrbina OJap/blH KONTEreH
TYBIHABUIAPBIH/A, OACTalKBl CyOCTpaTKa TOH, aypyasl KOWIBIPATHIH, IEHE BICTHIFBIH TOMEHICTKIZETIH KaCHeTTEePIiH
cakTanareiHbl avbIKTaIbl (R” = NH,, CI, Br, NO, xone 6ackanap). Ocbl Katapaarbl KONTEreH OMOJIOTHSUIIBIK OeceH 1
3aTTap HEri3iHeH MOJIEKyJaHbIH OacTanKpl KYPHUIBICBIMEH CYTEKTIK OaiilaHbICTapIbl TY3€TIH aMHHI KOHE aMUTI
TONTapJaH, KOHE MOJICKYJIAIAPAbIH Op TYpPJl PELenTOpiapMeH KaKeTTi KOH(DOPMAIUSIIBIK IE€H CONKECTUTIKTI
KaMTaMachl3 €TEeTiH apOMaTThl TONTAp/aH TYpaThIHbI KepceTiieni. ['napa3oH !, OKcaana3oiibl, THOCEMUKapOa3uaTi,
1,2,4-Tpra3os-3-THOH/IBI TYBIHABUIAPIB! NAHbIHIAY 9/IICTEP KOHE OJapbl 9pi Kapail e3repTy 9icTepi CHMaTTalFaH.
I'mapas3oH TybIHIBUIAPBIHA aJIbJETU PETIHAE SPTYPJIi apOMATTHIK allbACTUATEDP KoJAaHbuFaH: 4-gropOeH3anbuern,
5-0poM-2-TunpoKrcubOeH3aNbaeT A, 4-MeTOKCHOSH3AIBICTH L, 2- U 4-THApOKCHOeH3aNbaeTUATED. 0-] MIpoKcnOeH30
KBIIIKBUT THAPA3HIIHIH THOCEMHUKApOa3UATI TYBIHABUIAPEI aJUTHI-, THI-, (DeHUI-, aKpWIOWI-, (pypaHOMIH30THO-
[MaHATTapbl KOJIAaHa OTBIPBII CHHTE3/IereH. 1-1e30kcu-2,3,4,6-rerpa-O-atetii-f-D-riIroKonMpaHo3ii H30THOLHA-
HaThl 6ap TUAPOKCUOEH30M KBIMIKBUIBI THAPA3UITEPiHIH KOHICHCALUS PEaKIUACH OJapblH COWKEC aleTUIICHICH
TIIMKO3MITI 6ap THOCeMUKapOas3ua TybIHABLIAPHI cuHTe3ae . 1-M30Tnonunano-1-ne3okcu-2,3,4,6-rerpa-O-arerui-f3-
D-rIIiOKONUPaHO3/bIH  O-THAPOKCHOCH30M KBIMIKBUT THAPA3UIiMEH OeJMe TeMIlepaTypachlHIa JKOHE O-KCHIION
epiTiciHe peakiysara KeHUI TyCeTiHi aHbIKTanabl. CUHTE3NENTEH KOChUIBICTApAbIH KypbulbiMbl 'H xone '3C SIMP
criekTpockonusceiMet, conbiMeH Katap COZY ('H-'H) sxone HMQC ('H-'3C) exi enmmemzi criekTpiepinis MogiMeT-
Tepimen 3eprreninai. bipemmemai SIMP cnexrpnepingeri 'H xone '*C cHUrHaniaphIHbIH XMMHSIIBIK BIFBICYBIHBIH,
KOOEHTYIHIH KOHE MHTErPAIIBl KAPKBIHIBUILIFBIHEIH MOHI anbiKTanapl. Crekrpnepai COZY (‘H-'H) xone HMQC
('H-13C) dopmarsinna KonjaHy, TOMO- jKOHE FeTepOHYKIIEapIIbIK opeKeTTeCYNIep KyphUIIbl, Oy 3ePTTENETiH KOChI-
22
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JBICTAP/IbIH KYPBUIBIMBIH pacTaiiibl. CHHTe3eNreH KOChUIbIcTapAbiH iminaeri oeceyinin: N-(5-0pom-2-ruspokcu-
OeH3uinieH)-4-ruipokcubeH30ruapa3uariy,  N-pypaHounTruoceMukapOasunTin,  4-3Tuin-5-(2-rugpoxcudeHn)-
1,2,4-Tpuazon-3-THOHHBIH, 4-(2-TUAPOKCUITIN)-S5-(2-ruapokcudennn)-2H-1,2,4-tpuazono-3(4H)-tnonnsiy (6d), 4-
amui-3-(4-rugpoxcudennn)- 1 H-1,2,4-tprazon-5(4H)-THOHHBIH KEHICTIKTIK KYPBUIBIMBI PEHTTeHKYPBUIBIM/IBI aHa-
JIU3 apKbUIBI JAdJIeIeHIeH. MOHO MUKPOOKa Kapchl, KaObIHYFa KapChl )KOHE IMTOTOKCUKAJIBIK OCJICCHIUTITIH (in vitro)
aJlaMHbIH MOHOUMTApiIsIK Mono Mac-6 sxoHe THP-1Blue sxacymanmslk >keniyiepi KyJbTypanapblHAa Oaranay
HOTIKeNepi cunarranrad. KaObiHyra Kapchl OeNCeH UK HOTHKeCiH e OapIIblK 3epTTenreH runpasonnap MonoMac-6
skacymanapsiaaa 1L-6 sxone TNF eHimzepiH *KONMaNTBIHBI aHBIKTaNbI. ['MAPa30H TYyBIHABLIAPBIHBIH HEHTpOdMII
amacTa3a QepMeHTiHiH OenceHainirine ocepin Oaranay motmwkecinae (EC 3.4.21.37) keiOip TysIHABLIAp, aTaml aiT-
kaHga N-(5-0pomMo-2-THapoKcHOeH3MIHACH )-2-ruapokcnoen3oruapasuy (3b), N-(3-3Tokcn-4-ruapoKCHOeH3WINACH)
-2-TUApOKCH-0CH30THApaAsn, 2-TUAPOKCH-N-(4-THAPOKCHOSH3WINACH)OCH30THAPA3UA HEUTPOIIT dIIacTa3aChIHBIH
OCIICCHIUTITIH TeXKEUTIHAIr aHbIKTaIFaH. MHKPOOKAa KapChl JKYPri3UIreH OMOCKPUHUHI HOTHXKECI OipHeIe KOChI-
JIBICTApbIH AfKBIH JKOHE OpTalia OelICeHAUTIKTepiHiH 0ap ekeHmirin kepceTkeH. N-DeHni-2-(2-ruapoKCHOCH30MII )-
ruapasuakapooTrnoamu JDII -pangukanbiHa Kapcehl alKbIH aHTHPAAAKAIIBI OSJICCHIUTIKTI KOPCETTI.
Tyiiin ce3mep: o-ruapoKcnOEH30M KBIIIKBLIBI THIPa3u/i, THOCEMUKapOa3u, TuApa3oH, OKCOIUa30JI.

O. A. Hypxenos'?, C. JI. ®a3zsuios™?, M. JK. dKypunos?,
K. B. Catnaesa'?, M. K. Bypkees?, T. M. Ceiinxanos?, E. JI. Carbi6angun’

"UncTuryT opranmueckoro cuaresa u yrnexumun PK, Kaparanmga, Kasaxcram;
?KaparaHIuHCKHUH TOCYyIapCTBEHHBIN yHIBepcHTeT MM. E.A. Bykerosa, Kaparanna, Kaszaxcran;
SHHcTUTYT TOmUMBa, KaTanu3a u snekrpoxumun uM. J[.B.Cokonbekoro, Anmarter, Kasaxcran;
“KokmeTayckuii rocynapcTBeHHbIN yauBepeutet uM. 111, Vanuxanosa, Kazaxcran;
SKaparanauHCKHUH TOCYIapCTBEHHBIN TEXHMYECKHI YHUBEpcUTeT, Kaszaxcran

TUAPA3HU] o-TUJPOKCUBEH30MHOM KUCJIOTBI U ET'O IIPOU3BOIHBIE.
CHUHTE3 U CBOMCTBA

AnHoTanus. B cTaThe npecTaBICHBI pe3yIbTaThl UCCIICIOBAHUS 110 Pa3paboTKe HOBBIX ITyTel CHHTE3a H HCCIIe-
JIOBaHHsI OMOJIOTMYECKOM aKTMBHOCTH THJPA3UIHBIX ITPOM3BOAHBIX O-THIPOKCHOEH30Hol KuciaoThl. [lokasaHo, 4ro
CTPYKTYpa THAPA3UIOB A-THAPOKCHOCH30WHOW KHUCIOTHI OONanmaeT OONBIIMM CHHTETHYECKHM H OHWOIOTHYECKUM
MOTEHIIHAJIOM, YTO JAaeT BO3MOXKHOCTH Pa3pa0O0TKH METOAOB CHHTE3a HOBBIX OMOJIOTHUECKH aKTHUBHBIX BemlecTB. im
MPUCYIT M CXOAHBbIE TOOOYHBIC 3((DEKTH: TOBpEXIaollee ACHCTBHE Ha CIU3HUCTYIO O00JOYKY JKEIyI0YHO-
KHIIEYHOTO TPaKTa, HapylIeHne (pyHKIIH [ToYeK U HEKOTOPBIe ApyTrue. B Hay4HO IuTepaType HMEIOTCs TaHHBIE 00
AHTUMHUKPOOHBIX, aHTU(QYHIABHBIX, TPOTUBOOIMYXOJIEBbIX, AaHTUIIUPETHYECKUX, aHTH(IAMOTOPHBIX U LIUTOTOKCH-
YECKHX CBOWCTBaX Pa3NWYHBIX MTPOU3BOJHBIX OKCHOCH30HWHOW KHMCIOTHL. M3 aHamm3a JIUTepaTypHBIX JAaHHBIX II0
Pa3JIMuHBIM MPOU3BOJIHBIM CaJHIMIOBOM KUCIOTHl MHOTHME 3aMELIeHUs] MO KHCJIOTHBIM IpyInaM o0ecreduBaiu
COXpaHEHHE JKapOIIOHMKAIOIINX, aHAIBI€3UPYIOIINX, TPOTUBOBOCIIAIUTEIBHBIX CBOMCTB U IOSIBJIICHUIO HOBBIX BUIOB
aKTUBHOCTH. 3aMemeHHus M0 (CHUIHLHOMY KOJBIYy MOJICKYJBl CATHIMIOBOW KHCIOTHI MPUBOAMIN K IOSIBICHHIO
MPOTHUBOTYOCPKYJIE3HBIX, (PYHTUIIUIHBIX, IPOTHBOIPUOKOBBIX, aHTHICHIPECCAHTHBIX U Ap. CBOMCTB. Ilpum 3TOM BO
MHOTHX IIperaparax TakXe CoxpaHsercs oOe30osmBaroliee, apoNOHMXKAIOIee CBOWCTBAa HMCXOJHOTO cybOcTpara
(R” = NH,, CI, Br, NO; u np). YcTaHOBIIEHO, YTO OOJBIIMHCTBO OMOJOTHYECKH aKTHBHBIX CTPYKTYP 3TOTO psaa
BKITIOYAOT B ce0s aMUHHYIO FITH aMHIHYIO TPYIIIBI, 00eCIIeYHBAOIIIe 00pa30BaHNe BOIOPOIHBIX CBsI3eH C [eIeBoi
MIPUPOJTHON MOJICKYJION, a TakKe apoOMAaTHYCCKUH (parMEHT, OTBEYAIOIIMH 3a HEOOXOAMMYI0 KOH(OPMAIHUIO U
KOMIUIEMEHTapPHOCTh MOJIEKYJIBI TOMY M HHOMY perentopy. OnrcaHsl METOIBI IOTYYEeHUS THAPA30HOBBIX, OKCa-
JTHA30JI0BbIX, THOCEMHUKAPOA3UIHBIX, 1,2,4-Tpra30-3-THOHOBBIX MPOM3BOIHBIX W IyTH HX AajbHEiIned momudu-
Kauu. J{Jst TMIPa3oHOBBIX MPOM3BOAHBIX B KAUECTBE aNbACTHI0B ObUIM UCIIOIb30BaHbBI PA3IMYHBIC aPOMATHUECKHE
anpaerupl kKak 4-propoeHsanbaerus, S-0poM-2-riuIpoKCUOeH-3aIbICTH T, 4-METOKCHOCH3AIIBICTH T, 2- U 4-THAPOK-
cubenzanbaeruabl. TuocemukapOa3uHble IPOU3BOIHBIEC IHAPA3UIA O-TUIPOKCHOEH30HON KUCIIOTHI CHHTE3UPOBaHbI
C WCIIOJIb30BaHUEM aJUIHJI-, OTHI-, PEHWI-, aKpUIOWI-, HypaHOMIM30THOLMAHATOB. Peakuueil KOHACHCAMK THIpa-
3UJ0B THAPOKCUOCH30MHBIX KUCIOT ¢ 1-me3okcu-2,3,4,6-rerpa-O-aneri-f3-D-TrioKonipaHo3miIN30 THOLHAHATOM
OBUTM CHHTE3MPOBAHBI X COOTBETCTBYIOIIME allETHIMPOBAHHBIE TIIMKO3MWICOIEpIKaIe THOCEMUKapOa3uIHbIe Ipo-
W3BOJAHEIC. YCTaHOBJICHO, UTO |-m30THOIMAaHO-1-ne30kcu-2,3,4,6-TeTpa-O-anermi-f-D-rimokonrpano3a T0BOJIBHO
JIETKO pearupyer ¢ THAPasHIOM 0-THAPOKCHOCH30HON KHUCIIOTHI IPU KOMHATHOM TEMIIEpaType B pacTBOPE O-KCHIIONIA.
Hcce10BaHbl CTPOEHHS CHHTE3UPOBAHHEIX coeauHenni Metogamu SIMP 'H u *C criekTpockomnu, a Takxe JaHHBEIMU
neymepHbix crektpo COSY ('H-'H) u HMQC ('H-'3C). Onpenenens! 3Ha4eHUs XUMUUECKUX C/[BUTOB, MYJIHTH-
IUIETHOCTD ¥ MHTET padbHas HHTEHCHBHOCTH curHanoB 'H u *C B omnoMepHbIx criekrpax IMP. C HOMOIIBIO CIIEKTPOB
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B popmatax COSY ('H-'H) u HMQC ('H-'*C) ycraHOBIEHBI TOMO- ¥ reTeposaepHbIe B3aUMOEHCTBHIS, IOITBEPIK-
JAIoIMe CTPYKTYPY HCCIEAyeMbIX coenuHeHui. [IpocTpaHcTBeHHOE cTpoeHHe S5-TH coefuHeHwid: N-(5-0pom-2-
THIPOKCUOCH3WIHICH )-4-TUApOKCHOeH3oruapasuna, N-dypaHowiTnoceMukap6asuna, 4-3tmi-5-(2-ruapokcude-
HuN)-1,2,4-Tprazon-3-tuoHa, 4-(2-rugpokcus T )-5-(2-rugpoxkcudennn)-2H-1,2,4-rpuazono-3(4H)-trona, 4-amnmn-
3-(4-runpoxcudennn)-1H-1,2,4-tpuazon-5(4H)-TroHa JOKa3aHbI C IOMOIIBIO PEHTTeHOCTPYKTYpHOTO aHaiu3a. Onu-
CaHbl pe3yJbTaThl OLIEHKN UX aHTUMHUKPOOHOH, IPOTHBOBOCIIAIUTEILHON U IUTOTOKCUYECKOW aKTUBHOCTH (in Vitro)
Ha KyJIbTypax 4YeJIOBEYECKMX MOHOLMTApHBIX JMHMN KieTtok MonoMac-6 u THP-1Blue. B pesynsrare mporuso-
BOCITAJINTEIbHONW aKTUBHOCTH BBISBJICHO, YTO BCE M3YYEHHBIE TMApa3oHbl He nonasisitoT JIIIC-uHxynmpoBaHHyIO
npoxaykiuio IL-6 u TNF B knerkax MonoMac-6. B pe3ynbTare OLEHKH BIWSHUS THAPA30HOBBIX MPOU3BOJHBIX Ha
aKTHBHOCTH (pepMeHTa 31actas3sl Herrpodmion (EC 3.4.21.37) moka3zaHo, 9YTO HEKOTOPHIE TPOU3BOIHBIC, B YaCTHOCTH
N-(5-6poM-2-ruaApOKCUOCH3WIHACH )-2-THAPOKCHOeH30THapa3u, N-(3-3TOKCH-4-THIPOKCUOCH-3MITHICH )-2-THIPOKCH-
Oen3oruapasu, 2-ruapokcu-N-(4-TuIpoKCHOSH3UINICH )-0SH30T HAPa3U/] TOAABIIAIOT aKTUBHOCTH 3J1acTa3bl HEUTPO-
¢unoB. IIpoBeneHHbI OMOCKPUHUHT Ha aHTUMUKPOOHYIO aKTHBHOCTH BBISIBIJI HECKOJIBKO COETUHEHUH C BRIPAKCHHOM
W yMEPEHHO-BBIPAKCHHOM aKTHBHOCTHIO. Coennuerne N-¢heHua-2-(2-ruapoKCuOeH30MI)ruapa3snH-KapOoTHOAMHU/T
[I0Ka3aJl BBIPAXKCHHYIO aHTUPAJUKaIbHYIO aKTUBHOCTD B oTHOLIeHUU JIDIII-panukana.
KioueBsie ciioBa: rujpasuj o-ruipoKCUOSH30MHOM KUCIOTHI, THOCEMUKapOa3n, THAPA30H, OKCOIHA30II.
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