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11eHTU(}IKOBAHO 5 MPEAUKTOPIB MaHOI MaTOJOTii. 3a TaKMMHU MPEIUKTOpamMu Oyyo moOyaoBaHO
JTMCKPUMIHAHTHI MOJIEN, 1110 BKa3yIOTh Ha HAsIBHICTh CTPEC-aCOII{OBaHMX 3aXBOPIOBAHb 3 BUCOKOIO
SKICTIO PO3MOLTY. Y TOIAIBIIOMY MPOBEACHO MOPIBHSIBHI Mapaielli MK IpylnaMu MepcoHany 3
kepyBaHHs BriAK, siki MaloTh cTpec-acoriiioBaHi 3aXBOproBaHHs (Tpyna 2, n=25) Ta 3aXBOPIOBaHHs
(rpymna 3, n=25), 110 He XapaKTepU3yICsi CTPECOBUM MOXOKEHHIM. Tak, y MoN0kKeHH] 3 BIAKPUTUMU
ounma 3 crabinorpadiuai KpuTepii MatOTh TOCTOBIPHY PI3HHUIIIO, a y TIOJOKEHHI 13 3aKpUTHMHU OYHMa
— 4 (p<0,05). CTpyKTypa KOpPEALIMHNX 3B’ SI3KiB MIXK TTapaMeTpaMH CTa01JIoMeTpii y CTAaHOBHIII 3
BIJKPUTUMH Ta 3aKPUTUMH OYHMMA € OB CHIIBHOIO Y THUX MPEICTABHUKIB MEPCOHAIY 3 KEPYBaHHS
brAK, siki MaroTh cTpec-acoliiioBaHi 3aXBOPIOBaHHS.

BucnoBku: OTxe, CHIBCTaBICHHS Pi3HUX Ipyn nepcoHany 3 kepyBanHs bnAK Bkasye mpo Te, 1o
CHWJIa BIUIUBY CTPECOBOTO HABAaHTAKEHHS OUIBIIOI MIpOIO BiJI3EPKATIOETHCS HA OPraHi3Mi THX, K1
MaloOTh CTpeCc-acoliioBaHi 3aXBOpIOBaHHA. KOHCTaTOBaHO HEraTWBHHIA BILIUB CTPEC-aCcOIIHOBAHUX
3aXBOPIOBaHb Ha MCUX0(]i310JI0TTUHUHN cTaH nepcoHany 3 kepyBanHs bnAK 30kpema 3a iHAHKaTOpOM
axocTi Gynkuii pinoBaru KFR y nmonoxenHi i3 3akputumu ounma (p<0,05).

N.V. Lohvinenko *, V.M. Shvets **, [.V. Dobrodub***
VIRTUAL SCREENING OF BIOLOGICALLY ACTIVE SUBSTANCES AMONG S-
CONTAINING DERIVATIVES OF PTERIDINE
Department of Physiology, Immunology, and Biochemistry with a course on Civil Protection and
Medicine.
**Zaporizhzhia State Medical and Pharmaceutical University (Bio.Sc., prof.)
***Head of the laboratory “Medlife-Bio”
*Zaporizhzhia National University, Zaporizhzhia, Ukraine
Introduction: The epidemic of viral hepatitis, increasing alcohol consumption, the prevalence of
obesity, and metabolic syndrome contribute to the further growth of the population with liver
diseases. Despite significant achievements in determining the mechanisms of fibrosis and cirrhosis
progression, effective approaches to inhibit these processes have not been developed up to date. The
search for compounds among pteridine derivatives is of significant interest for creating potential
hepatoprotectors. Folic acid and its coenzymes (tetrahydro- and methylenetetrahydrofolate) are
necessary for many metabolic processes.
The aim of the work is to develop new bioregulators based on S-containing 6-R,-7-R.-2-R;-thioxo-
2,3-dihydro-4(1H)-pteridine-ones using chemometric methods.
Materials and Methods: A combinatorial library of S-containing 6-R.-7-R.-2-R.-thioxo-2,3-
dihydropteridine-4(1H)-ones, which combined various substitutes at 6» and 7+ positions (changing
lipophilicity), a modified thioxo group with various pharmacophores (alkyl, benzyl, phenacyl,
carboxyalkyl, etc.), was created. Computer prediction of these compounds was conducted using the
PASS (Prediction Activity Spectra for Substances) computer program.
Results and Discussion: The analysis of chemometric studies of S-containing 6-R-7-R.-2-R;-thioxo-
2,3-dihydropteridine-4(1H)-ones demonstrates a fairly wide range of biological potential of the
investigated compounds, first of all namely hepatoprotective activity. Prospective compounds also
include the search for substances with antioxidant, antiradical, antitoxic, anti-inflammatory,
antiallergic, and other types of activity. An important aspect of virtual testing of the investigated
substances 1s the absence of high toxicity, teratogenicity, carcinogenicity, mutagenicity, or
embryotoxicity. Hepatotoxic activity of S-containing 6-R,-7-R.-2-R.-thioxo-2,3-dihydro-4(1H)-
pteridine-ones is generally determined by the nature of the substituent near the sulfur atom
(compounds with carboxyalkyl groups were the most active) and the substitutes at the 6+ and 7=
positions (compounds with alkyl and carboxyalkyl groups were the most active). In addition,
compounds that are derivatives of carboxylic acids can easily undergo modification, namely
improvement of pharmacotechnical characteristics (solubility). Thus, the synthesis of S-containing
pteridines appears promising for obtaining non-toxic compounds with a wide range of
hepatoprotective and antioxidant activities.




Conclusion: The approach used by us helps to identify the types of biological activity that are
advisable to study experimentally for each of the compounds, assess the likelihood of undesirable
effects, avoid an inefficient screening process for "guessed" biological activity, and determine
optimal directions for the search for new effective and selective drugs.
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BinHunpkuii HarfioHAIbHUM MenuuHui yHiBepcuTeT iM. M. 1. [Tuporosa, M. Binnuns, Ykpaina
AxkTyalabHicTh: 3rigHo 3 pesynbratamu jpociuimxkeras STEPS, mposemenoro B 2019 por,
CMEpTHICTh BiJA cepleBo-cyAuHHUX 3axBoptoBaHb (CC3) B VYkpaiHi craHOBUTH Onu3bko 63%.
Kapniomionarii, 3a ganumu BOO3, nocinatots Tpere micie B peitunry CC3 Ta BiZHOCATBHCS 10
OCHOBHUX 3aXBOPIOBaHb, SIKi 3a BIJCYTHOCTI JIIKyBaHHS, HMPU3BOJATH 1O BHCOKOI JIE€TaIbHOCTI.
Karexonamin-ingykoBana kapzaiomiomnariss (KIKMII) € pinkicHuM Ta CKIagHUM U JIKYBaHHS
YCKJIaIHEHHSIMU, sike momupeHe y 8—11% maiieHTiB i3 BUSABIECHOI (EOXpPOMOIMTOMOIO [AMaH

Kywmap, ta iami. 2021 pix].

Mera: 3’acyBatu eriozorito Ta marorene3 KIKMII, noB’s3ano1 3 heoXpoMOIIUTOMOIO.

Martepiaau ta metoau: [Tomyk Ta meta-ananiz 6a3 NCBI, IMPRESS, PubMed 3a ocranHi 5 pokiB.
PesyabTaTn: Kapaiomionarii — ne rpynma CC3, 1o XapakTepu3yIThCS CTPYKTYPHMMHU Ta
(YHKIIIOHATBHUMH 3MIHAMH MiOKapja, SKi TPU3BOIATH 10 #oro nuchyHkiii. OCHOBHUM
etionoriyauM Qaxtopom po3BuTky KIKMII, Bukinkanoi ¢peoxXxpoMOLHUTOMOIO, € TimeprnpoayKIis
karexonamiHiB (KA). Bona cnpuumnnse HaaMipHy ctuMyisinito B-agpenopenentopiB (B.AP), mo
MIPU3BOJUTH 0 301IBIICHHS MOTPeOn MioKapaa B KMCHI. TpuBaauii BIUIMB ITiIBUIIICHOTO piBHA KA
MPU3BOJUTD O 3HIDKEHHS peakuii B.AP Ta momambmoro po3BUTKY HEUYTIMBOCTI 10 iHOTPOIHOI
ctumyJsii. JlecencuOinizaiis ornocepeKoBy€eTbes pochopriitoBaHHIM apeHEPTiYHOr0 pelenTopa
3a JI0TIOMOTOI0 pEeLENTOPHUX KiHa3, OB’ A3aHUX 3 G-MPOTETHOM, SIKUM B MOAAJIBIIOMY 3B’ SI3YETHCS 3
OinkoM B-arrestin. Bonu cipustoTs Bif'enHaHHO 6inka Gs, SIKUil BXOAUTH 10 CKIIAAy pelenTopa, Bil
B.AP Ta ix iHTepHaMi3aIlii, 1€ MPU3BOIUTH A0 BUHUKHEHHS CepiieBoi HeaocTaTHocTi. Tak camo, G-
npoTein Ta B-arrestin cipUuMHAIOTH Bia eaHaHHS Oinka Gs Bix P.-aapenopeuentopiB (B.AP) Ta
o0yMmoBIIOI0Th 3aMiHy Gs -Ou1ka Ha Gi-Outok. [lana moaudikaiis xapakrepHa aume st .AP,
000B’SI3KOBOI0 YMOBOIO BUHUKHEHHS SIKOT € HA/IJTMIIOK aJjpeHaIliHy; BOHA MMPU3BOIUTH /IO 3HUKEHHS
CKOpOTJIMBOI 3JaTHOCTI MiOKapja, ane BojAHodYac 3axuinae cepue Bin [.AP-omocepenkoBaHOro
MPOANONTOTUYHOTIO 1 MpoapuTMoreHHoro egekriB. Kpim toro, KA matoTe npsiMmy TOKCHYHY Jii0 Ha
MiokapA. Y  (i3iojoriyHMX ymMoBaX BOHM MeTabomdi3yroThesd  (epmeHTamu  KkaTexoi-O-
MeTuaTpaHcdepason Ta MOHOAMIHOKCH1a3010. OHaK B YMOBAxX HAJJIMIIKY, KUIBKICTh iX BIJTHOCHO
3MeHIIyeTbes, 1 KA miagaroTbCcsi OKHUCIEHHIO 3 YTBOPEHHSAM aMIHOXPOMIB 1 aMiHOJIEHTHHIB, IO
MPU3BOANUTH 10 YTBOPEHHS akTHUBHUX (popMm kucHio (ADPK) [AmameoBa A., Ta iHmi. 2019 pik].
OKuCIIOBaIbHUNA CTpEC MPHU3BOJIUTH 10 30UIBLIEHHS MPOHUKHOCTI Kajbllil0 Yepe3 capKojieMy Ta
3HIKEHHSI MOTO TIOTJIMHAHHS CapKOIIa3MAaTUIHUM PETUKYITyMOM. [TiBHUINEHHS IIUTO30JHHOTO Ta
MITOXOHJPIANBHOTO PIBHIB KaJIbLil0 B MIOKap/Al BHUKIUKAE MITOXOHJpIANbHY IUCHYHKIIIO,
BHCHQ)KEHHS 3araciB eHeprii Ta mocwiroe renepaiiito ADK, mo npu3BoauTh 10 aronTo3y Miokap/a.
BucnoBku: Pozpurox KIKMII cippunHeHni rinepnpoyKIli€to KaTexodaMiHiB Ta Ma€ JIBl OCHOBHI
JIAaHKW TATOTeHe3y: MOB’s3aHl 3 JECEHCUOUTI3alli€l0 aJpeHOPELEnTOPiB Ta MPSIMUM TOKCUYHUM
BIUIMBOM Ha MiokapA. PaHHs AiarHOCTHKa Ta JIIKyBaHHs CHpHUs€ MiHIMi3allii 3aXBOPIOBaHOCTI Ta
CMEPTHOCTI.

N.V. Makevych
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FLUCONAZOLE AGAINST ORAL ISOLATES OF CANDIDA ALBICANS
Department of microbiology, virology and immunology
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