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We developed an approach to the synthesis of 2,5-disubstituted pyrazole-containing 
1,3,4-oxadiazoles by acylation of 5-(nitropyrazolyl)tetrazoles with alkyl, aryl, and hetaryl 
acyl chlorides with subsequent recyclization of the intermediate N-acyltetrazoles into 
1,3,4-oxadiazoles and studied nitration of the obtained 2-aryl-5-(nitropyrazolyl)-1,3,4-
oxadiazoles. 

Key words: 1,3,4-oxadiazole, nitro group, nitropyrazole, Huisgen reaction, hybrid 
molecules. 

Oxadiazoles, in particular, their 1,3,4-regioisomers, 
have a wide range of applications from materials sci-
ence1—3 to explosives4,5 and biologically active com-
pounds.6,7 Recently, 1,3,4-oxadiazole derivatives have 
been found to exhibit antitumor,8—10 antiviral,11,12 
antiinfl ammatory,13 analgesic,13 antibacterial,14 anti-
parasitic,15 and fungicidal activity.16 Therefore, the 
development of approaches to the structural modifi c-
ation of 1,3,4-oxadiazole derivatives using various 
functional groups or structural fragments in order to 
improve their physicochemical or pharmacological 
properties continues to be relevant. One of the ap-
proaches to such modifi cation is the design of hybrid 
molecules, a combinations of several heterocycles of 
the same or diff erent types, which possess new proper-
ties expanding areas of their application. 

A pyrazole fragment is often present in biologically 
active compounds,17 components of dyes and lumino-
phores,18 energetic materials.19—22 The present work 
is a continuation of our research aimed at developing 
methods for the synthesis and studying the reactivity of 
hybrid heteronuclear compounds consisting of the 
nitropyrazole ring bonded with a polynitrogen hetero-
cycle23—27 and is devoted to the development of effi  cient 
methods for the synthesis of 5-(nitropyrazolyl)-1,3,4-
oxadiazole derivatives. It should be noted that nitro 
derivatives of pyrazole-containing 1,3,4-oxadiazoles 
are very rare; however, both promising biologically 

active substances28,29 and thermally stable high-energy 
compounds have been found among them.30—32 

We started our study by looking for the possibility 
of forming a 1,3,4-oxadiazole ring from nitropyrazole 
derivatives. One of the traditional methods for the 
synthesis of 1,3,4-oxadiazoles is the reaction of the 
corresponding tetrazoles with carboxylic acid chlor-
ides,4,33—36 also known as the Huisgen reaction.4,36 
This method is used relatively seldom, probably due to 
the small number of available and stable tetrazoles. 
Earlier, we have developed an effi  cient method for the 
preparation of pyrazole-substituted tetrazoles by treat-
ment of cyanopyrazoles with the [Et3NH+N3

–] system 
in refl uxing toluene (Scheme 1).37 In particular, this 

*  Dedicated to the Academician of the Russian Academy of 
Sciences V. A. Tartakovsky on the occasion of his 90th birthday.

Scheme 1

Reagents and conditions: i. 1) NaN3, Et3N•HCl, toluene, 110 C, 
8 h (for 3) or 10 h (for 4); 2) HCl. 
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method was applied to nitriles 1 and 2 to obtain tetr-
azoles 3 and 4 in high yields. Note that this method 
turned out to be more effi  cient for the synthesis of the 
known tetrazole 3 than that proposed earlier.38 

Having at our disposal NH-unsubstituted 5-(nitro-
pyrazolyl)tetrazoles, it seemed reasonable to study their 
reaction with of alkyl and aryl carboxylic acid chlorides 
5а—g under the Huisgen reaction conditions. We found 
that pyrazolyltetrazoles 3 and 4 in tetrachloroethane in 
the presence of NEt3 as a base undergo acylation with 
carboxylic acid chlorides, including aromatic acids 
containing both donor and acceptor substituents. Sub-
sequent thermolysis of intermediately formed N-acyl-
tetr azoles at 110 C for 3—9 h gave 2-aryl-5-(nitro pyr-
azol yl)-1,3,4-oxadiazoles 6а—g and 7 in 40—77% yield 
(Scheme 2). 

In addition to the traditional use of nitro compounds 
as high-energy substances, in recent years great eff orts 
have been made to study the biological activity of nitro-
aromatic and heteroaromatic compounds.20,39—42 The 
nitro group in such molecules has the ability to be 
bioactivated, for example, by enzymatic or one-electron 
reduction or by interaction with cellular nucleophiles.43 
Nitro compounds are important intermediate products 
in organic synthesis, since a signifi cant activating and 
directing eff ect of the nitro group in the structure of aryl 
and hetaryl compounds on the course of their chemical 
transformations increases the synthetic possi bilities for 
further functionalization of these compounds.44—46 At 
the same time, the nitration of pyrazole-containing 
1,3,4-oxadiazoles is practically unstudied: to the best 
of our knowledge, a single example of the nitration of 
bispyrazolyl-1,3,4-oxadiazoles has recently been de-
scribed.30 We studied the possibility of introducing 
additional nitro groups in the resulting 2-aryloxadiazoles 
using compounds 6b,c,e,g and 7 (Schemes 3 and 4). 

Treatment of oxadiazole 6b containing a donor 
substituent at para-position of the benzene ring with 
a mixture of concentrated H2SO4 and HNO3, widely 
used for the synthesis of nitro derivatives of pyr-
azoles,20,23,25,26,47 at room temperatureе for 24 h results 
in the electrophilic attack at only one position of the 
aryl substituent to form m-nitroaryl derivative 8 (see 
Scheme 3). The nitration of oxadiazole 6c with a para-
methoxy group in the aryl substituent under the same 
conditions leads to the introduction of two nitro groups 
simultaneously with the formation of the 3,5-dinitro aryl 
derivative 9 (see Scheme 3). 

Scheme 3

Reagents and conditions: i. HNO3, H2SO4, 20 C, 24 h. 

Raising the reaction temperature to 80 С allows to 
nitrate oxadiazoles 6e,g and 7 containing electron-
withdrawing substituents in the aryl ring already within 
4 h, with the unsubstituted C(4) atom of the pyrazole 
substituent being additionally nitrated (see Scheme 4). 
In the case of compound 6e, which contains a weak 
electron-withdrawing substituent at para-position of 
the aromatic ring, the nitration occurs at both position 3 
of the aryl substituent and the unsubstituted C(4) atom 

Scheme 2 

6: R = Me (a), 4-MeC6H4 (b), 4-MeOC6H4 (s), 3,5-(MeО)2C6H3 (d), 4-ClC6H4 (e), 3-F3CC6H4 (f), 3,5-(NO2)2C6H3 (g) 

Reagents and conditions: i. 1) NEt3, C2H2Cl4; 2) 110 С. 
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of the pyrazole ring, resulting in 3,4-dinitropyrazolyl-
3-nitroaryloxadiazole 10. In the case of compound 6g, 
the aryl substituent is deactivated to nitration by two 
meta-arranged electron-withdrawing nitro groups, 
therefore, only the C(4) position of the pyrazole ring 
undergoes nitration, which leads to 3,4-dinitropyrazo-
lyloxadiazole 11. In the case of compound 7, only the 
aromatic substituent undergoes nitration, with no ad-
ditional nitration of the pyrazole substituent taking 
place, since the most active position 4 of the pyrazole 
ring under the nitration conditions is occupied by an 
electron-withdrawing oxadiazole substituent, which 
additionally deactivates position 5, which is signifi cantly 
less active towards electrophilic nitration. 

Scheme 4

Reagents and conditions: i. HNO3, H2SO4, 80 C, 4 h. 

It should be noted that the nitration under these 
conditions of compounds 6b,c with donor substituents 
in the aryl ring leads to a diffi  cult-to-separate mixture 
of water-soluble compounds, which, according to 
13C NMR spectroscopy, do not contain the oxadiazole 
ring. The problems concerning the destruction of the 
1,3,4-oxadiazole ring by nitration and the formation of 
water-soluble products are described in the recently 
published work.30 

Attempts to prepare 2,5-bis(pyrazolyl)-1,3,4-oxa-
diazoles by the Huisgen reaction using heterocyclic 
carboxylic acid chlorides showed that the reaction 
proceeds only with N-substituted pyrazolecarboxylic 
acid chlorides. The acylation of pyrazolyltetrazole 3 
with chlorides 13а—с in tetrachloroethane in the 
presence of NEt3 with subsequent heating to 110  С 
gave bis(pyrazolyl)oxadiazoles 14—16 in good yields 
(Scheme 5). 

Scheme 5 

13—16: Pz =  (13a, 14);  (13b, 15); 

  (13c, 16)

Reagents and conditions: 1) PzC(O)Cl (13a—c), NEt3, C2H2Cl4; 
2) 110 С. 

To obtain completely N-unsubstituted bis(pyrazolyl)-
1,3,4-oxadiazoles, we decided to use pyrazolecarboxylic 
acid chloride containing an easily removable protective 
group at the N(1) atom of the pyrazole ring. In fact, 
the Huisgen reaction of tetrazoles 3 and 4 with acyl 
chloride 17 under our conditions led to the intermedi-
ate oxadiazoles 18 and 19 containing a para-methoxy-
benzyl protecting group. The removal of the protecting 
group by refl ux of oxadiazoles 18 and 19 in trifl uoro-
acetic acid for 3.5 h gave the corresponding tricycles 
20 and 21 (Scheme 6). 

The structures of oxadiazoles 6—12, 14—16, 20, 
and 21 were confi rmed by IR and multinuclear NMR 
spectroscopy, high resolution mass spectrometry or 
elemental analysis.

In the assignment of signals for the pyrazole ring, 
we used the well-known regularities in the pyrazoles 
series.23,46,47 The assignment of signals in the 13С NMR 
spectra was carried out on the basis of the rule that the 
chemical shifts of carbon atoms in nitropyrazoles are 
arranged in the following sequence: (С(3)=N(sp2)) > 
> (С(5)—N(sp3))  (С(4)), while the signal for the 
carbon atom bonded to the nitro group is strongly 
broadened due to the quadrupole 13С—14N relaxation, 
which facilitates its identifi cation. The 13C NMR spectra 
of the obtained unsymmetrically substituted compounds 
exhibit two signals for the 1,3,4-oxadiazole ring, with 
the signal for the carbon atom bound with the aryl 
substituent being located in the lower fi eld (С 161—165) 
than that for the carbon atom bound with the pyrazole 
substituent (С 154—158). The introduction of addi-
tional nitro groups in both the aryl and the pyrazole 
substituent has almost no eff ect on this regularity. 

In conclusion, we have developed a general method 
for the synthesis of unsymmetrical hybrid pyrazole-
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containing 2,5-disubstituted 1,3,4-oxadiazoles based 
on 5-(nitropyrazolyl)tetrazoles. The nitration of the 
obtained 2-aryl-5-(nitropyrazolyl)-1,3,4-oxadiazoles 
was studied. It was shown that the direction of nitration 
and the number of simultaneously introduced nitro 
groups strongly depend on the nature of substituents in 
the aryl ring, the presence of a free position 4 in the 
pyrazole ring, and the nitration temperature. As a result, 
the products containing one or two nitro groups more 
than the starting compounds were obtained. 

Experimental

IR spectra were recorded on a Bruker Alpha Fourier-
transform spectrometer in KBr pellets. 1Н, 13C, and 14N NMR 
spectra were recorded on a BrukerAM-300 instrument (300.13 
(1H), 75.47 (13C), and 21.69 МHz (14N)) in DMSO-d6 (un-
less otherwise stated) at 299 K. Chemical shifts for 1H and 
13C nuclei are given relative to SiMe4, for 14N nuclei, relative 
to MeNO2. Electrospray ionization high-resolution mass 
spectra were recorded on a Bruker MicroOTOFII instrument. 
Elemental analysis was performed on a PerkinElmer SeriesII 
2400 analyzer. Melting points of compounds were determined 
by Kofl er method on a Boetius hot stage (heating rate 
4 K min–1) and were not corrected. Reaction progress and 
purity of obtained compounds were monitored by TLC on 
Merck Silicagel 60 F254 plates. 

Acetyl chloride (5a) and benzoyl chlorides 5b,c,e—g were 
commercially available. Tetrazole 3,37 nitrile 2,48 3,5-dimeth-
oxybenzoyl chloride (5d),49 1-methyl-3-pyrazolecarboxylic 
acid,50 1-methyl-4-nitro-3-pyrazolecarboxylic acid,51 1-meth-
yl-3-nitro-5-pyrazolecarboxylic acid,51 and N-(4-methoxy-
benzyl)-3(5)-nitro-5(3)-pyrazole-1Н-carboxylic acids52 were 
synthesized by known procedures. 

5-(3-Nitro-1Н-pyrazol-4-yl)tetrazole (4). A mixture of 
cyanopyrazole 2 (6.9 g, 0.05 mol), NaN3 (4.23 g, 0.065 mol), 

triethylamine hydrochloride (8.94 g, 0.065 mol), and toluene 
(150 mL) was refl uxed for 10 h and cooled, followed by the 
addition of water with stirring until complete dissolution of 
the precipitate (200—500 mL). The aqueous layer was sepa-
rated and acidifi ed with HCl to рН 1—2. The precipitate 
formed was collected by fi ltration, washed with cold water, 
and dried in air. The fi ltrate was extracted with EtOAc 
(3×50 mL), the organic layer was dried with Na2SO4. The 
evaporation of the solvent in vacuo gave an additional portion 
of the product. Both precipitates were combined and dried 
in air. The yield was 7.69 g (85%), m.p. 237—239 С (with 
decomp.) (EtOH) (cf. Ref. 38: m.p. 225—226 С). IR, /cm–1: 
3224 (s), 3103 (s), 2959 (m), 2852 (m), 2726 (m), 2645 (m), 
1753 (w), 1641 (m), 1537 (s, NO2), 1520 (m), 1379 (s, NO2), 
1328 (m), 1238 (w), 1204 (w), 1133 (m), 1105 (m), 1064 (m), 
997 (w), 853 (m), 829 (s), 791 (m), 747 (m), 709 (w), 651 (w), 
499 (w). 1H NMR, : 14.62 (br.s, 1 H, NH); 8.63 (s, 1 H, 
H(5) Pz). 13C NMR, : 152.6 (С(5) of tetrazole); 147.1 (br.s, 
С(3) Pz); 134.4 (C(5)Н Pz); 101.3 (C(4) Pz). 14N NMR, : 
–21.40 (NO2). MS, m/z: 181 [M]+. Found (%): C, 26.68; 
H, 1.58; N, 53.81. С4H3N7O2. Calculated (%): C, 26.53; 
H, 1.67; N, 54.14. 

Synthesis of pyrazolyl-1,3,4-oxadiazoles 6а—g and 7 
(general procedure). Triethylamine (0.54 mL, 3.9 mmol) was 
added dropwise to a suspension of tetrazole 3 or 4 (0.54 g, 
3 mmol) in tetrachloroethane (5 mL) with stirring, followed 
by the addition in one portion of the corresponding carb oxylic 
acid chloride 5а—g (3.3 mmol). The reaction mixture was 
slowly (~1 h) heated to 100—110 С, kept at this temperature 
for 3.5 h in the synthesis of compounds 6a—d,g or 9 h in the 
synthesis of compounds 6e,f, and cooled. The precipitate 
formed was collected by fi ltration, washed with 5% aqueous 
HCl (4 mL) and water (5 mL), dried in air. 

2-Methyl-5-(3-nitro-1Н-pyrazol-5-yl)-1,3,4-oxadiazole 
(6а). The yield was 49%, m.p. 252—254 С (EtOH—MeCN, 
2 : 1). IR, /cm–1: 3138 (s), 1641 (m), 1574 (s), 1541 (v.s, 
NO2), 1411 (s), 1356 (s, NO2), 1330 (s, NO2), 1215 (m), 
1182 (m), 990 (s), 900 (m), 826 (s), 729 (w), 502 (w). 

Scheme 6 

Reagents and conditions: i. 1) NEt3, C2H2Cl4; 2) 110 С. 
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1H NMR, : 15.49 (s, 1 H, NH Pz); 7.65 (s, 1 H, Н(4) Pz); 
2.61 (s, 3 H, Me). 13C NMR, : 164.5 (C(2) of oxadiazole); 
156.2 (br.s, С(3) Pz); 155.8 (C(5) of oxadiazole); 130.3 
(C(5) Pz); 102.5 (C(4)Н Pz); 10.6 (Me). Found (%): C, 36.75; 
H, 2.49; N, 35.63. С6H5N5O3. Calculated (%): C, 36.93; 
H, 2.58; N, 35.89. 

2-(4-Methylphenyl)-5-(3-nitro-1Н-pyrazol-5-yl)-1,3,4-
oxadiazole (6b). The yield was 39%, m.p. 269—271  С 
(EtOH). IR, /cm–1: 3150 (m), 3105 (m), 2902 (m), 1612 (m), 
1542 (v.s, NO2), 1497 (m), 1407 (s), 1363 (s, NO2), 1326 (s), 
1185 (w), 1015 (m), 992 (m), 826 (s), 735 (m), 501 (w). 
1H NMR, : 8.01 (d, 2 H, Ph, J = 8.1 Hz); 7.80 (s, 1 H, 
Н(4) Pz); 7.46 (d, 2 H, Ph, J = 8.0 Hz); 2.41 (s, 3 H, Me). 
13C NMR, : 164.3 (C(2) of oxadiazole); 155.6 (br.s, С(3) Pz); 
155.4 (C(5) of oxadiazole); 142.8; 130.0 (2 CH Ph); 129.9; 
(C(5) Pz); 126.8 (2 CH Ph); 120.0; 102.9 (C(4)Н Pz); 21.7 
(Me). MS, found: m/z 272.0784 [M + H]+; calculated for 
C12H10N5O3: 272.0778. 

2-(4-Methoxyphenyl)-5-(3-nitro-1Н-pyrazol-5-yl)-1,3,4-
oxa diazole (6c). The yield was 60%, m.p. 302—304  С 
(EtOH). IR, /cm–1: 3087 (m), 1609 (m), 1543 (s, NO2), 
1496 (s), 1326 (s, NO2), 1257 (s), 1172 (m), 1019 (s), 832 (m), 
625 (w). 1H NMR, : 8.06 (d, 2 H, Ph, J = 8.6 Hz); 7.79 
(s, 1 H, Н(4) Pz); 7.19 (d, 2 H, Ph, J = 8.8 Hz); 3.87 (s, 3 H, 
OMe). 13C NMR, : 164.2 (C(2) of oxadiazole); 162.4 
(C(4) Ph); 156.3 (br.s, С(3) Pz); 155.2 (C(5) of oxadiazole); 
130.3 (C(5) Pz); 128.8 (2 CH Ph); 115.0; 114.9 (2 CH Ph); 
102.8 (C(4)Н Pz); 55.6 (OMe). MS, found: m/z 288.0733 
[M + H]+; calculated for C12H10N5O4: 288.0727. 

2-(3,5-Dimethoxyphenyl)-5-(3-nitro-1Н-pyrazol-5-yl)-
1,3,4-oxadiazole (6d). The yield was 65%, m.p. 273—275 С 
(EtOH). IR, /cm–1: 3437 (m), 3150 (w), 1604 (s), 1544 (v.s, 
NO2), 1462 (s), 1428 (m), 1345 (s), 1331 (s), 1312 (s, NO2), 
1208 (s), 1165 (v.s), 1065 (m), 1022 (m), 989 (m), 921 (w), 
826 (m), 738 (w). 1H NMR, : 15.53 (br.s, 1 Н, NH Pz); 7.87 
(s, 1 H, Н(4) Pz); 7.24 (s, 2 H, Ph); 6.78 (s, 1 H, Ph); 3.86 
(s, 6 H, OMe). 13C NMR, : 164.0 (C(2) of oxadiazole); 
161.0 (C(3,5) Ph); 156.3 (br.s, С(3) Pz); 155.7 (C(5) of 
oxadiazole); 130.1 (C(5) Pz); 124.2 (C(1) Ph); 104.6 (2 CH Ph); 
104.3 (CH Ph); 103.1 (C(4)Н Pz); 55.6 (OMe). MS, found: 
m/z 318.0842 [M + H]+; calculated for C13H12N5O5: 
318.0833. 

2-(4-Chlorophenyl)-5-(3-nitro-1Н-pyrazol-5-yl)-1,3,4-
oxadiazole (6e). The yield was 57%, m.p. 302—304  С 
(EtOH). IR, /cm–1: 3144 (m), 1603 (m), 1545 (v.s, NO2), 
1488 (m), 1411 (m), 1347 (s, NO2), 1327 (m), 1222 (m), 1096 
(m), 989 (m), 846 (m), 739 (m), 424 (w). 1H NMR, : 8.14 
(d, 2 H, Ph, J = 8.2 Hz); 7.76 (s, 1 H, Н(4) Pz); 7.72 (d, 2 H, 
Ph, J = 8.3 Hz). 13C NMR, : 163.6 (C(2) of oxadiazole); 
156.1 (br.s, С(3) Pz); 156.0 (C(5) of oxadiazole); 137.4; 131.1 
(C(5) Pz); 129.7 (2 CH Ph); 128.7 (2 CH Ph); 121.7; 103.0 
(C(4)Н Pz). MS, found: m/z 292.0231 [M(35Cl) + H]+; 
calculated for C11H7(35Cl)N5O3: 292.0232. 

5-(3-Nitro-1Н-pyrazol-5-yl)-2-(3-trifl uoromethylphenyl)-
1,3,4-oxadiazole (6f). The yield was 57%, m.p. 207—209 С 
(EtOH). IR, /cm–1: 1632 (w), 1538 (v.s, NO2), 1467 (m), 
1408 (m), 1364 (m), 1330 (s, NO2), 1286 (v.s), 1188 (s), 
1132 (s), 1069 (w), 996 (m), 939 (w), 819 (m), 740 (m), 

699 (m), 510 (w). 1H NMR, : 8.44—8.40 (m, 2 H, H Ph); 
8.06 (d, 1 H, Ph, J = 7.8 Hz); 7.93—7.88 (m, 2 H, Ph); 7.91 
(s, 1 H, Н(5) Pz). 13C NMR, : 163.0 (C(2) of oxadiazole); 
156.2 (br.s, С(3) Pz); 156.1 (C(5) of oxadiazole); 130.9 
(CH Ph); 130.7 (CH Ph); 130.3 (q, CCF3, 2JCF = 32.6 Hz); 
130.0 (C(5) Pz); 128.9 (q, CH Ph, 3JCF = 3.4 Hz); 123.8 
(C Ph); 123.6 (q, CF3, 1JCF = 272.6 Hz); 123.3 (q, CH Ph, 
3JCF = 3.4 Hz); 103.3 (C(4)H Pz). MS, found: m/z 326.0492 
[M + H]+; calculated for C12H7F3N5O3: 326.0496. 

2-(3,5-Dinitrophenyl)-5-(3-nitro-1Н-pyrazol-5-yl)-1,3,4-
oxa diazole (6g). The yield was 48%, m.p. 254—256  С 
(EtOH—MeCN, 1  :  1). IR, /cm–1: 3122 (w), 3085 (w), 
1629 (w), 1541 (v.s, NO2), 1344 (v.s, NO2), 1225 (w), 1147 
(w), 1083 (w), 998 (w), 924 (w), 728 (m), 446 (w). 1H NMR, 
: 9.16 (s, 1 H, H Ph); 9.15 (s, 1 H, Ph); 9.04 (s, 1 H, Ph); 
8.03 (s, 1 H, Н(4) Pz). 13C NMR, : 161.4 (C(2) of oxadi-
azole); 156.7 (C(5) of oxadiazole); 156.6 (br.s, С(3) Pz); 
148.9 (C(3,5) Ph); 129.8 (C(5) Pz); 126.6 (2 CH Ph); 125.7 
(C(1) Ph); 121.4 (CH Ph); 103.8 (C(4)Н Pz). 14N NMR, : 
–15.07 (NO2). Found (%): C, 38.20; H, 1.39; N, 28.03. 
С11H5N7O7 Calculated (%): C, 38.05; H, 1.45; N, 28.24. 

2-(4-Chlorophenyl)-5-(3-nitro-1Н-pyrazol-4-yl)-1,3,4-
oxadiazole (7). The yield was 72%, m.p. 273—275 С (EtOH—
MeCN, 1  : 1). IR, /cm–1: 3227 (s), 3132 (m), 1604 (m), 
1544 (v.s, NO2), 1481 (s), 1388 (v.s, NO2), 1332 (s), 1177 (w), 
1091 (m), 1058 (m), 1010 (w), 961 (w), 880 (w), 832 (v.s), 
761 (m), 740 (s), 653 (w), 534 (w), 503 (m). 1H NMR, : 8.84 
(s, 1 H, Н(5) Pz); 8.06 (d, 2 H, Ph, J = 8.2 Hz); 7.71 (d, 2 H, 
Ph, J = 8.3 Hz). 13C NMR, : 164.4 (C(2) of oxadiazole); 
157.1 (C(5) of oxadiazole); 152.5 (br.s, С(3) Pz); 137.0; 135.0 
(C(5)Н Pz); 129.6 (2 CH Ph); 128.3 (2 CH Ph); 121.8; 100.3 
(C(4) Pz). MS, found: m/z 292.0228 [M(35Cl) + H]+, 
294.0203 [M(37Cl) + H]+; calculated for C11H7(35Cl)N5O3: 
292.0232; for C11H7(37Cl)N5O3: 294.0203. MS, found: m/z 
290.0094 [M(35Cl) – H]–, 292.0069 [M(37Cl) – H]–; calcul-
ated for C11H5(35Cl)N5O3: 290.0086; for C11H5(37Cl)N5O3: 
292.0058. 

Nitration of oxadiazoles 6b,c,e,g and 7 (general procedure). 
A solution of oxadiazole 6b,c,e,g or 7 (0.75 mmol) in con-
centrated H2SO4 (5 mL) and HNO3 (d = 1.5 g cm–3, 0.8 mL) 
was stirred for 24 h at 20 С in the case of compounds 6b,c 
or 4 h at 80 С in the case of compounds 6e,g and 7. The 
mixture was poured into ice-cold water (25 mL), the preci-
pitate formed was collected by fi ltration, washed with water, 
and dried in air. 

2-(4-Methyl-3-nitrophenyl)-5-(3-nitro-1Н-pyrazol-5-
yl)-1,3,4-oxadiazole (8). The yield was 79%, m.p. 247—249 С 
(EtOH—MeCN, 3 : 1). IR, /cm–1: 3142 (w), 1627 (m), 1522 
(v.s, NO2), 1409 (m), 1355 (s, NO2), 1324 (m), 1193 (w), 
1027 (w), 997 (m), 906 (w), 825 (m), 733 (m), 707 (w). 
1H NMR, : 8.64 (s, 1 H, Ph); 8.32 (d, 1 H, Ph, J = 8.0 Hz); 
7.84 (s, 1 H, Н(4) Pz); 7.80 (d, 1 H, Ph, J = 8.1 Hz); 2.64 
(s, 3 H, Me). 13C NMR, : 162.6 (C(2) of oxadiazole); 156.1 
(br.s, С(3) Pz); 156.0 (C(5) of oxadiazole); 149.3; 137.3; 
134.3 (CH Ph); 130.8 (CH Ph); 130.0 (C(5) Pz); 122.6 
(CH Ph); 121.9; 103.3 (C(4)Н Pz); 19.8 (Me). 14N NMR, : 
–19.24 (NO2). Found (%): C, 44.12; H, 2.67; N, 25.65. 
С12H8N6O5•0.5H2O. Calculated (%): C, 44.31; H, 2.79; N, 25.84. 
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2-(4-Methoxy-3,5-dinitrophenyl)-5-(3-nitro-1Н-pyrazol-
5-yl)-1,3,4-oxadiazole (9). The yield was 80%, m.p. 215—
217 С (MeCN). IR, /cm–1: 3303 (s), 1629 (m), 1535 (v.s, 
NO2), 1478 (m), 1408 (m), 1355 (s, NO2), 1300 (m), 1205 
(w), 994 (w), 968 (m), 828 (w), 724 (m). 1H NMR, : 8.94 
(s, 2 H, Ph); 7.93 (s, 1 H, Н(4) Pz); 4.05 (s, 3 H, OMe). 
13C NMR, : 161.2 (C(2) of oxadiazole); 156.3 (br.s, С(3) Pz); 
156.4 (C(5) of oxadiazole); 148.8; 144.9; 128.0 (C(5) Pz); 
127.4 (2 CH Ph); 118.9; 103.6 (C(4)Н Pz); 64.7 (OMe). 
14N NMR, : –18.08 (NO2). Found (%): C, 38.33; H, 1.97; 
N, 25.73. С12H7N7O8. Calculated (%): C, 38.21; H, 1.87; 
N, 25.99. 

2-(4-Chloro-3-nitrophenyl)-5-(3,4-dinitro-1Н-pyrazol-
5-yl)-1,3,4-oxadiazole (10). The yield was 60%, m.p. 188—
190 С (EtOH—H2O, 5 : 1). IR, /cm–1: 3554 (m), 3440 (m), 
1615 (m), 1563 (s, NO2), 1538 (v.s, NO2), 1468 (m), 
1429 (m), 1358 (s, NO2), 1335 (s, NO2), 1206 (w), 1052 (w), 
1038 (w), 953 (w), 815 (w), 740 (w), 510 (w). 1H NMR, : 
8.67 (s, 1 H, Ph); 8.30 (d, 1 H, Ph, J = 8.3 Hz); 8.07 (d, 1 H, 
Ph, J = 8.4 Hz). 13C NMR, : 162.4 (C(2) of oxadiazole); 
155.8 (C(5) of oxadiazole); 148.3 (br.s, С(3) Pz); 148.0; 133.4 
(CH Ph); 131.5 (CH Ph); 129.1; 127.6 (C(5) Pz); 125.9 (br.s, 
C(4) Pz); 123.9 (CH Ph); 122.9. 14N NMR, : –24.98 (NO2). 
Found (%): C, 33.01; H, 1.40; N, 24.65. С11H4N7O7

.Н2О. 
Calculated (%): C, 33.06; H, 1.51; N, 24.53. 

5-(3,4-Dinitro-1Н-pyrazol-5-yl)-2-(3,5-dinitrophenyl)-
1,3,4-oxadiazole (11). The yield was 70%, m.p. 153—155 С 
(CH2ClCH2Cl). IR, /cm–1: 3093 (m), 1706 (v.s), 1629 (w), 
1545 (v.s, NO2), 1471 (m), 1417 (w), 1350 (v.s, NO2), 
1285 (s), 1183 (m), 1079 (w), 923 (m), 820 (w), 726 (s), 
698 (m), 535 (w). 1H NMR, : 9.02 (s, 1 H, Ph); 8.90 (s, 1 H, 
Ph); 8.89 (s, 1 H, Ph). 13C NMR, : 163.9 (C(2) of oxadi-
azole); 156.9 (C(5) of oxadiazole); 148.3 (C(3,5) Ph); 145.5 
(br.s, С(3) Pz); 134.0; 131.5 (C(5) Pz); 128.9 (2 CH Ph); 
126.5 (br.s, C(4) Pz); 122.1 (CH Ph). 14N NMR, : –18.97 
(NO2); –25.66 (NO2). Found (%): C, 33.58; H, 0.95; 
N, 28.36. С11H4N8O9. Calculated (%): C, 33.69; H, 1.03; 
N, 28.57. 

2-(4-Chloro-3-nitrophenyl)-5-(3-nitro-1Н-pyrazol-4-yl)-
1,3,4-oxadiazole (12). The yield was 61%, m.p. 250—251 С 
(EtOH—MeCN, 1 : 2). IR, /cm–1: 3128 (m), 1623 (s), 1538 
(v.s, NO2), 1392 (m), 1344 (s, NO2), 1257 (w), 1061 (m), 
850 (w), 830 (m), 735 (m). 1H NMR, : 14.70 (br.s, 1 H, 
NH Pz); 8.88 (s, 1 H, Н(5) Pz); 8.67 (d, 1 H, Ph, J = 1.4 Hz); 
8.31 (dd, 1 H, Ph, J = 8.5 Hz, J = 1.6 Hz); 8.05 (d, 1 H, Ph, 
J = 8.5 Hz). 13C NMR, : 162.0 (C(2) of oxadiazole); 157.7 
(C(5) of oxadiazole); 152.6 (br.s, С(3) Pz); 148.1; 135.2; 
133.2 (CH Ph); 131.3 (CH Ph); 128.6 (C(5)Н Pz); 123.5 
(CH Ph); 123.2; 100.1 (C(4) Pz). 14N NMR, : –14.89 (NO2); 
–22.11 (NO2). Found (%): C, 39.08; H, 1.52; N, 24.72. 
C11H5ClN6O5. Calculated (%): C, 39.25; H, 1.50; N, 24.96. 

Synthesis of pyrazolecarboxylic acid chlorides 13а—с and 
17 (general procedure). Oxalyl chloride (9.56 mmol) was 
added dropwise to a solution of the corresponding carb oxylic 
acid (6.37 mmol) in anhydrous CH2Cl2 (25 mL) and anhydrous 
DMF (0.1 mL) with stirring at room temperature. The mix-
ture was stirred until complete dissolution of the starting acid 
(from 2 to 6 h), the solvent was evaporated in vacuo. The 

obtained acyl chlorides were used without additional pur-
ifi cation. 

Synthesis of bispyrazolyl-1,3,4-oxadiazoles 14—16 (general 
procedure). Triethylamine (0.54 mL, 3.9 mmol) was added 
dropwise to a suspension of tetrazole 3 (0.54 g, 3 mmol) in 
tetrаchloroethane (5 mL) with stirring, followed by the ad-
dition in one portion of the corresponding carboxylic acid 
chloride 13а—с (3.3 mmol). The reaction mixture was 
slowly (~1 h) heated to 100—110 С, kept at this temperature 
for 4 h, and cooled. In the case of product 14, the precipitate 
formed was collected by fi ltration, washed with 5% aqueous 
HCl (4 mL) and water (5 mL), and dried in air. In the case 
of products 15 and 16, the solvent was evaporated in vacuo, 
the dry residue was suspended in 5% aqueous HCl (5 mL), 
stirred for 30 min at 30 С, the precipitate was collected by 
fi ltration, washed with H2O, and dried in air. 

2-(1-Methyl-1Н-pyrazol-3-yl)-5-(3-nitro-1Н-pyrazol-
5-yl)-1,3,4-oxadiazole (14). The yield was 67%, m.p. 307—
309 С (EtOH—MeCN, 1 : 1). IR, /cm–1: 3127 (v.s), 1604 (s), 
1549 (v.s, NO2), 1459 (m), 1403 (m), 1345 (s, NO2), 1249 (m), 
1207 (w), 1094 (w), 993 (m), 928 (m), 879 (m), 827 (m), 
790 (m), 747 (w), 444 (w). 1H NMR, : 7.99 (d, 2 H, H(5) Pz, 
J = 1.6 Hz); 7.73 (s, 1 H, H(4´) Pz); 6.98 (d, 1 H, H(4) Pz, 
J = 1.7 Hz); 4.00 (s, 3 H, NMe). 13C NMR, : 160.1 (C(2) 
of oxadiazole); 156.0 (br.s, С(3´) Pz); 155.2 (C(5) of oxadi-
azole); 135.4; 130.4 (C(5)H Pz); 130.1; 106.7 (C(4)Н Pz); 
102.9 (C(4´)Н Pz); 21.7 (Me). MS, found: m/z 262.0683 
[M + H]+; calculated for C9H8N7O3: 262.0683. 

2-(1-Methyl-4-nitro-1Н-pyrazol-3-yl)-5-(3-nitro-1Н-
pyrazol-5-yl)-1,3,4-oxadiazole (15). The yield was 68%, m.p. 
231—233  С (EtOH). IR, /cm–1: 3138 (s), 2907 (m), 
1628 (w), 1542 (v.s, NO2), 1436 (m), 1354 (s, NO2), 1337 
(s, NO2), 1252 (w), 1079 (w), 1021 (w), 992 (w), 856 (w), 
826 (m), 747 (w), 500 (w). 1H NMR, : 9.17 (s, 1 H, H(5) Pz); 
7.77 (s, 1 H, H(4´) Pz); 4.06 (s, 3 H, NMe). 13C NMR, : 
156.8 (C(2) of oxadiazole); 156.0 (С(3) Pz and C(5) of oxa-
diazole); 156.0 (br.s, С(3´) Pz); 134.0 (C(5)H Pz); 133.4 (br.s, 
С(4) Pz); 129.9 (C(5´) Pz); 103.4 (C(4´)Н Pz); 40.5 (Me). 
14N NMR, : –21.46 (NO2). MS, found: m/z 307.0529 
[M + H]+; calculated for C9H7N8O5: 307.0534. 

2-(1-Methyl-3-nitro-1Н-pyrazol-5-yl)-5-(3-nitro-1Н-
pyrazol-5-yl)-1,3,4-oxadiazole (16). The yield was 75%, m.p. 
236—238  С (EtOH). IR, /cm–1: 3246 (s), 1615 (s), 
1544 (v.s, NO2), 1481 (m), 1404 (s), 1376 (s), 1334 (s, NO2), 
1294 (s), 1252 (w), 1192 (m), 1128 (m), 1065 (m), 994 (m), 
937 (m), 825 (s), 736 (m), 424 (w). 1H NMR, : 8.88 (s, 1 H, 
Pz); 7.82 (s, 1 H, Pz); 4.36 (s, 3 H, NMe). 13C NMR, : 156.1 
(br.s, С(3´) Pz); 156.0 (С(3) Pz); 155.5 (C(2) of oxadiazole); 
154.1 (C(5) of oxadiazole); 129.9 (C(5´) Pz); 129.7 (C(5) Pz); 
105.3 (С(4)H Pz); 103.7 (C(4´)Н Pz); 41.2 (Me). 14N NMR, 
: –24.68 (NO2). MS, found: m/z 307.0534 [M + H]+; cal-
culated for C9H7N8O5: 307.0534. 

Synthesis of bispyrazolyl-1,3,4-oxaдazoles 20 and 21 
(general procedure). Triethylamine (0.63 mL, 4.5 mmol) was 
added dropwise to a suspension of tetrazole 3 or 4 (0.51 g, 
2.8 mmol) in tetrаchloroethane (8 mL) with stirring, followed 
by the addition in one portion of acyl chloride 17 (0.90 g, 
3.4 mmol). The mixture was slowly heated to 100—110 С 
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(~1 h) and kept at this temperature for 4 h. The solvent was 
evaporated in vacuo, a 5% aqueous HCl (10 mL) was added 
to the resulting dense oil. After stirring for 1 h at 30 С, the 
precipitate formed was collected by fi ltration, washed with 
water, and dried in air. The resulting intermediate products 
18 or 19 were suspended in CF3CO2H (20 mL), the mixture 
was refl uxed for 3.5 h and cooled. In the case of product 18, 
the precipitate formed was collected by fi ltration, washed 
with water, and dried in air. In the case of product 19, ice-
cold water (80 mL) was added to the reaction mixture, the 
precipitate formed was collected by fi ltration, washed with 
water, and dried in air. 

2,5-Bis(3-nitro-1Н-pyrazol-5-yl)-1,3,4-oxadiazole (20). 
The yield was 42%, m.p. 315—316 С (TFA). IR, /cm–1: 
3175 (m), 3115 (s), 2926 (m), 1626 (m), 1552 (v.s, NO2), 
1456 (w), 1401 (m), 1344 (s, NO2), 1213 (m), 1172 (m), 
1099 (w), 997 (m), 933 (w), 873 (m), 826 (m), 768 (w), 
427 (w). 1H NMR, : 15.69 (s, 1 H, NH Pz); 7.76 (s, 1 H, 
H(4) Pz). 13C NMR, : 156.0 (br.s, С(3) Pz and C(2(5)) of 
oxadiazole); 129.9 (C(5) Pz); 103.4 (C(4)Н Pz). 14N NMR, 
: –17.52 (NO2). MS, found: m/z 293.0380 [M + H]+; cal-
culated for C8H5N8O5: 293.0377. 

2-(3-Nitro-1Н-pyrazol-4-yl)-5-(3-nitro-1Н-pyrazol-5-
yl)-1,3,4-oxadiazole (21). The yield was 39%, m.p. 315—
316 С (TFA). IR, /cm–1: 3158 (m), 3005 (w), 2911 (w), 
2862 (w), 1637 (m), 1544 (v.s, NO2), 1407 (s), 1386 (s, NO2), 
1347 (m), 1300 (m), 1213 (w), 1184 (m), 1096 (w), 1067 (m), 
1025 (m), 991 (w), 825 (s), 741 (m), 482 (w). 1H NMR, : 
15.63 (s, 1 H, NH Pz); 14.73 (s, 1 H, NH Pz); 8.81 (s, 1 H, 
H(5) Pz); 7.68 (s, 1 H, H(4´) Pz). 13C NMR, : 157.2 (C(2) 
of oxadiazole); 156.0 (br.s, С(3´) Pz and C(5) of oxadiazole); 
152.6 (C(3) Pz); 135.5 (C(5)H Pz); 129.6 (C(5´) Pz); 
103.1 (C(4´)Н Pz); 99.8 (C(4) Pz). 14N NMR, : –22.57 
(NO2). MS, found: m/z 293.0381 [M + H]+; calculated for 
C8H5N8O5: 293.0377. 

No human or animal subjects were used in this 
research.

The authors declare no competing interests. 

References 

1. S. Y. Kotian, C. D. Mohan, A. A. Merlo, S. Rangappa, 
S. C. Nayak, K. M. L. Rai, K. S. Rangappa, J. Mol. Liq., 
2020, 297, 111686; DOI: 10.1016/j.molliq.2 019.111686. 

 2. I. E. Mikh ailov, Yu. M.  Artyushkina,  G. A. Dushenk o, 
V. I. Minkin, Russ. Chem. Bull., 2020, 69, 2302; DOI: 
10.1007/s11172-020-3039-5. 

3. X. Xu, Z. Li, Z. Bi, T. Yu, W. Ma, K. Feng, Y. Li, Q. Peng, 
Adv. Mater., 2018, 30, No. 28, Art. ID 1800737; DOI: 
10.1002/adma.201800737. 

4. Y. Du, Z. Qu, H. Wang, H. Cui, X. Wang, Propellants, 
Explos., Pyrotech., 2021, 46, 860; DOI: 10.1002/prep.
202000318. 

5. I. Yu. Gudkova, I. N. Zyuzin D. B. Lempert, Russ. J. Phys. 
Chem. B, 2020, 14, 302; DOI: 10.1134/S1990793120020062. 

6. Salahuddin, A. Mazumder, M. S. Yar, R. Mazumder, 
G. S. Chakraborthy, M. J. Ahsan, M. U. Rahman, 
Synth. Commun., 2017, 47, 1805; DOI: 10.1080/00397911.
2017.1360911. 

7. H. Z. Zhang, Z. L. Zhao, C. H. Zhou, Eur. J. Med. Chem., 
2018, 144, 444; DOI: 10.1016/j.ejmech.2017.12.044. 

8. A. Benassi, F. Doria, V. Pirota, Int. J. Mol. Sci., 2020, 21, 
8692; DOI: 10.3390/ĳ ms21228692. 

9. A. Vaidya, D. Pathak, K. Shah, Chem. Biol. Drug Des., 
2021, 97, 572; DOI: 10.1111/cbdd.13795. 

10. M. Krasavin, A. Shetnev, T. Sharonova, S. Baykov, 
S. Kalinin, A. Nocentini, V. Sharoyko, G. Poli, T. Tuccinardi, 
S. Presnukhina, Т. B. Tennikova, C. T. Supuran, Eur. J. 
Med. Chem., 2019, 164, 92; DOI: 10.1016/j.ejmech.2018.
12.049. 

11. V. C. Damalanka, Y. Kim, K. R. Alliston, P. M. Weerawarna, 
A. C. G. Kankanamalage, G. H. Lushington, N. Mehzabeen, 
K. P. Battaile, S. Lovell, K. O. Chang, W. C. Groutas, 
J. Med. Chem., 2016, 59, 1899; DOI: 10.1021/acs.jmedchem.
5b01464. 

12. F. Caputo, S. Corbetta, O. Piccolo, D. Vigo, Org. Process 
Res. Dev., 2020, 24, 1149; DOI: 10.1021/acs.oprd.0c00155. 

13. G. Chawla, B. Naaz, A. A. Siddiqui, Mini Rev. Med. Chem., 
2018, 18, 216; DOI: 10.2174/1389557517666170127121215. 

14. V. B. Makane, V. S. Krishna, E. V. Krishna, M. Shukla, 
B. Mahizhaveni, S. Misra, S. Chopra, D. Sriram, V. N. 
A. Dusthackeer, H. B. Rode, Future Med. Chem., 2019, 
11, 499; DOI: 10.4155/fmc-2018-0378. 

15. P. Pitasse-Santos, V. Sueth-Santiago, M. E. F. Lima, 
J. Braz. Chem. Soc., 2018, 29, 435; DOI 10.21577/0103-
5053.20170208. 

16. M. Y. Wani, A. Ahmad, R. A. Shiekh, K. J. Al-Ghamdi, 
A. J. F. N. Sobral, Bioorg. Med. Chem., 2015, 23, 4172; 
DOI: 10.1016/j.bmc.2015.06.053. 

17. J. V. Faria, P. F. Vegi, A. G. C. Miguita, M. S. dos Santos, 
N. Boechat, A. M. R. Bernardino, Bioorg. Med. Chem., 
2017, 25, 5891; DOI: 10.1016/j.bmc.2017.09.035. 

18. V. V. Utochnikova, I. A. Vatsadze, D. M. Tsymbarenko, 
A. S. Goloveshkin, S. Z. Vatsadze, Phys. Chem. Chem. 
Phys., 2021, 23, 25480; DOI: 10.1039/D1CP03924E. 

19. S. Zhang, Z. Gao, D. Lan, Q. Jia, N. Liu, J. Zhang, 
K. Kou, Molecules, 2020, 25, 3475; DOI: 10.3390/mole-
cules25153475. 

20. S. G. Zlotin, I. L. Dalinger, N. N. Makhova, V. A. 
Tartakovsky, Russ. Chem. Rev., 2020, 89, 1; DOI: 10.1070/
RCR4908. 

21. N. V. Muravyev, K. A. Monogarov, I. L. Dalinger, 
N. Koga, A. N. Pivkina, Phys. Chem. Chem. Phys., 2021, 
23, 11797; DOI: 10.1039/d1cp01530c. 

22. M. S. Klenov, D. B. Lempert, A. A. Konnov, D. A. 
Gulyaev, I. A. Vatsadze, T. S. Kon´kova, Yu. N. Matyushin, 
Е. А. Miroshnichenko, A. B. Vorob´ev, Ya. О. Inozemtsev, 
А. V. Inozemtsev, A. N. Pivkina, A. O. Dmitrienko, V. A. 
Tartakovsky, Russ. Chem. Bull., 2022, 71, 1123; DOI: 
10.1007/s11172-022-3512-4. 

23. T. E. Khoranyan, T. K. Shkineva, I. A. Vatsadze, A. Kh. 
Shakhnes, N. V. Muravyev, A. B. Sheremetev, I. L. 



Shkineva et al.1744 Russ. Chem. Bull., Vol. 71, No. 8, August, 2022

Dalinger, Chem. Heterocycl. Compd., 2022, 58, 37; DOI: 
10.1007/s10593-022-03054-1. 

24. V. P. Sinditskii, A. D. Smirnova, V. V. Serushkin, N. V. 
Yudin, I. A. Vatsadze, I. L. Dalinger, V. G. Kiselev, A. B. 
Sheremetev, Thermochim. Acta, 2021, 698, 178876; DOI: 
10.1016/j.tca. 2021.178876. 

25. I. L. Dali nger, T. K. Shkineva, I. A. Vatsad ze, A. V. 
Kormanov, A. M.  Koze ev, K. Yu. Suponitsky, A. N. 
Piv kina, A. B. Sheremetev, FirePhysChem, 2021, 1, 83; 
DOI: 10 .1016/j.fpc.2021.04.005. 

26. T. K. Shkineva, I. A. Vatsadze, T. E. Khoranyan, D. L. 
Lipilin, A. N. Pivkina, I. L. Dalinger, Chem. Heterocycl. 
Compd., 2021, 57, 828; DOI: 10.1007/s10593-021-02987-3. 

27. A. I. Dalinger, A. V. Medved´ko, A. I. Balalaeva, I. A. 
Vatsadze, I. L. Dalinger, S. Z. Vatsadze, Chem. Heterocycl. 
Compd., 2020, 56, 180; DOI: 10.1007/s10593-020-02643-2. 

28. S. Ningaiah, U. K. Bhadraiah, S. D. Doddaramappa, 
S. Keshavamurthy, C. Javarasetty, Bioorg. Med. Chem. 
Lett., 2014, 24, 245; DOI: 10.1016/j.bmcl.2013.11.029. 

29. S. Bansal, M. Bala, S. K. Suthar, S. Choudhary, S. Bhatta-
charya, V. Bhardwaj, S. Singla, A. Joseph, Eur. J. Med. 
Chem., 2014, 80, 167; DOI: 10.1016/j.ejmech.2014.04.045. 

30. T. Yan, G. Cheng, H. Yang, New J. Chem., 2020, 44, 6643; 
DOI: 10.1039/d0nj00518e. 

31. X.-x. Zheng, T.-o. Yan, L. Qian, H.-w. Yang, G.-b. Cheng, 
Def. Technol., 2022, DOI: 10.1016/j.dt.2022.03.003. 

32. H. Li, L. Zhang, N. Petrutik, K. Wang, Q. Ma, D. Shem-
Tov, F. Zhao, M. Gozin, ASC Cent. Sci., 2020, 6, 54; DOI: 
10.1021/acscentsci.9b01096. 

33. R. Huisgen, J. Sauer, H. Sturm, Angew. Chem., 1958, 70, 
272; DOI: 10.1002/ange.19580700918. 

34. T. F. Osipova, G. I. Koldobsky, V. A. Ostrovsky, Zh. Org. 
Khim. [J. Org. Chem. USSR], 1984, 20, 2468 (in Russian). 

35. V. A. Ostrovskii, G. I. Koldobskii, R. E. Trifonov, in 
Comprehensive Heterocyclic Chemistry III, Eds A. R. 
Katritzky, Ch. A. Ramsden, E. F. V. Scriven, R. J. K. 
Taylor, 2008, Vol. 6, Elsevier, Amsterdam, p. 259. 

36. Q. Wang, K. C. Mgimpatsang, M. Konstantinidou, S. V. 
Shishkina, A. Dömling, Org. Lett. 2019, 21, 7320; DOI: 
10.1021/acs.orglett.9b02614. 

37. I. L. Dalinger, A. V. Kormanov, I. A. Vatsadze, O. V. 
Serushkina, T. K. Shkineva, K. Yu. Suponitsky, A. N. 
Pivkina, A. B. Sheremetev, Chem. Heterocycl. Compd., 
2016, 52, 1025; DOI: 10.1007/s10593-017-2003-2. 

38. A. S. Gavrilov, V. V. Kachala, N. E. Kuz’mina, E. L. 
Golod, Russ. J. Gen. Chem., 2004, 74, 752; DOI: 10.1023/
B:RUGC.0000039090.05255.64. 

39. K. Nepali, H.-Y. Lee, J.-P. Liou, J. Med. Chem., 2019, 
62, 2851; DOI: 10.1021/acs.jmedchem.8b00147. 

40. A. M. Starosotnikov, D. V. Shkaev, M. A. Bastrakov, I. V. 
Fedyanin, S. A. Shevelev, I. L. Dalinger, Mendeleev 
Commun., 2018, 28, 638; DOI: 10.1016/j.mencom.2018.
11.025. 

41. S. P. Korolev, M. A. Pustovarova, A. M. Starosotnikov, 
M. A. Bastrakov, Yu. Yu. Agapkina, S. A. Shevelev, M. B. 
Gottikh, Biochemistry, 2017, 11, 286; DOI: 10.1134/
S1990750817030064. 

42. M. Bastrakov, A. Starosotnikov, Pharmaceuticals, 2022, 
15, 705; DOI: 10.3390/ph15060705. 

43. P. Wardman, Curr. Med. Chem., 2001, 8, 739; DOI: 
10.2174/0929867013372959. 

44. I. L. Dalinger, A. V. Kormanov, T. K. Shkineva, A. B. 
Sheremetev, Asian J. Org. Chem., 2020, 9, 811; DOI: 
10.1002/ajoc.201900757. 

45. T. K. Shkineva, I. A. Vatsadze, I. L. Dalinger, Mendeleev 
Commun., 2019, 29, 429; DOI: 10.1016/j.mencom.2019.
07.025. 

46. I. L. Dalinger, I. A. Vatsadze, T. K. Shkineva, G. P. 
Popova, S. A. Shevelev, Yu. V. Nelyubina, J. Heterocycl. 
Chem., 2013, 59, 911; DOI: 10.1002/jhet.1026. 

47. A. A. Zaitsev, I. L. Dalinger, S. A. Shevelev, Russ. Chem. Rev., 
2009, 78, 589; DOI: 10.1070/RC2009v078n07ABEH004015. 

48. V. M. Vinogradov, T. I. Cherkasova, I. L. Dalinger, S. A. 
Shevelev, Russ. Chem. Bull., 1993, 42, 1552; DOI: 10.1007/
BF00699193. 

49. J. A. Greenberg, T. Sammakia, J. Org. Chem., 2017, 82, 
3245; DOI: 10.1021/acs.joc.6b02931. 

50. Yu. A. Manaev, M. A. Andreeva, V. P. Perevalov, B. I. 
Stepanov, V. A. Dubrovskaya, V. I. Seraya, J. Gen. Chem. 
USSR, 1982, 52, 2291. 

51. V. P. Perevalov, M. A. Andreeva, L. I. Baryshnenkova, 
Yu. A. Manaev, G. S. Yamburg, B. I. Stepanov, V. A. 
Dubrovskaya, Chem. Heterocycl. Compd., 1983, 19, 1326; 
DOI: 10.1007/BF00842843. 

52. P. Rzepecki, M. Wehner, O. Molt, R. Zadmard, K. Harms, 
T. Schrader, Synthesis, 2003, 1815; DOI: 10.1055/
s-2003-41031. 
 

Received May 11, 2022; 
in revised form June 3, 2022; 

accepted June 9, 2022 


	Synthesis of 2,5-disubstituted pyrazolyl-1,3,4-oxadiazolesby the Huisgen reaction
	Abstract
	Experimental
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Newton-Bold
    /Newton-BoldItalic
    /Newton-Italic
    /Newton-Regular
    /Pragmatica-Bold
    /Pragmatica-BoldObl
    /Pragmatica-Book
    /Pragmatica-BookObl
    /SymbolMT
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 202
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 202
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 610
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.48689
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /RUS <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


