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MeToto po6oTy Oyrno BUSIBNUTU NpOTM3anarnbHUiA edpekT Ho-
BOrO MOXiAHOro 3 rpynu 4-TiasonianHoHiB — Les6490, onsa Yoro
NpPOBELEHO MOPIBHANBHE OOCMIMKEHHST BNMBY ABOX 3acobiB:
cnonykn Les6490 i Himecynigy, SIKMM HanexuTb OO rpynu He-
CTEepOoIgHMX MPOTM3ananbHUX NpenapariB 3 BUPaXXeHO Mpo-
Tn3anarnbHOK, aHaNbre3VBHOK Ta XXapO3HXKYBarbHOK Li€t0.
Himecynig 3apaxoBytoTb 40 BUCOKOCENEKTUBHMX iHMOITOPIB
LMKnookcureHasu Ta ii isocpepmenTis (LIOIM-2) i Bukopucto-
BYIOTb 3@ Pi3HMX NaTOMOrii ONOpHO-pyxoBoro anaparty. Hoso-
cuMHTe30BaHa cnonyka Les6490 HanexuTb 4O rpynu noxia-
HUX 4-TiazonianHoHiB. Tia3onigMHOHOBE KinbLe BXOAUTb 0
cknagy 6aratbox HasiBHUX MOTEHLUIMHMX aHTUBakKTepianbHUX
Ta npoTM3ananbHuNX 3acobiB, MoXxe KOMBIHYBaTUCh 3 Mipa3orio-
BUMU chparmeHTamu, ki € dpapmakodhopmamMu Tiel K CTPYKTYpU,
i 3gaTHe cnpyATY NIABULLIEHHIO TEPaneBTUYHOI e(pEeKTUBHOCTI.
Y poboTi gocnigxeHo 0cobnMBOCTiI 3MiH remMaTororivYHNX no-
Ka3HVKiB y LLYpiB 38 eKCriepruMeHTarbHOro BiATBOPEHHS aco-
LinoBaHOro 3ananbHOro NpoLecy 3a BUKOPUCTaHHA Mogeni
ap’toBaHT ®peniHaa (MAD). Y pesynsraTi 4OCNigKeHHS NpoTH-
3ananbHOT aKTUBHOCTI 3a reMaTonoriYyHUMN NoKa3HUKaMu
npenapartiB — Les6490 Ta Himecynigy — BUSABIEHO iXHIO
npoTM3anarnbHy aKTUBHICTb, Ky MOXHA BBa)KaTW CMiBCTABHOO
3 He3HayHo nepesaroto cnonyku Les6490. Mpu ubomy, He
BUSABNSAKOYN BMNSIMBY Ha KiNIbKICHWUI piBEHb epuUTpouUUTIB 3a
i30N1bOBaHOro BBEAEHHS, B YMOBaXxX 3ananbHOro npotecy
Himecynig Ta Les6490 cnpuynHanu BiporigHe 36inbLueHHS
3aranbHOI KiNbKOCTI epUTPOLIUTIB NOPIBHSHO rpynoko 3 MO-
OenboBaHMM 3ananeHHsaM. He BUSIBNEHO XXOAHOro BNMBY
Ha KinbkicTb remornobiHy. 3a aHanisy NoKa3HuKiB NenKoLm-
TapHoI (bopMynuM aKTUBHICTb crnonyku Les6490 € cxoxoro Ao
HiMecynigy. HanbinbLu BUpaXeHi 3MiHW nenkoumTapHoi hopmy-
nmn 3a A®-iHayKOBaHOrO 3ananeHHs crnocrepirany 3 6oky Hew-
TpoQoiniB: Ois AocnimKyBaHHOI peHoBuHN Les6490 byna Bupa-
XKEHiLWo NOopIBHAHO 3 Aieto Himecynigy. BeegeHHs cnonyku
Les6490 4acTkoBO CNpUYMHANO HOpMani3aLito MOHOUMKTIB,
a 3a ymoB Ad-acouiioBaHOro 3ananbHOro npoLecy Bipo-
rigHMX 3MiH He cnocTepiranu.

KntouoBi cnoBa: Himecynia, Les6490, 4-TiazoniguHoHW,
HeCTepOiaHi NpoTM3anarbHi Npenapary, EpUTPOLIMTI, FEMOITIOBIH,
nenkouuTmn
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Bectyn

JocnigxeHHa BAnMBY XiMiYHMX pEYOBUH Ha remMaTo-
NOriYHi NOKA3HMKN € BaXXNIMBUM acCneKkToOM NEePBUHHOIO
OLiHIOBaHHS BGionoriyHoi akTMBHOCTI NpenapariB i gae
3MOry BM3HAYMTU iHOYKLIIO 3ananbHoi peakuii, anepreH-
HOTO BrMBY, LIMTOTOKCUYHOCTI. Haluy yBary npvBepHynm
noxigHi Tia3onigMHOHIB, sIKi € NEPCNEKTUBHOLO rpyroto pe-
YOBMH 3 OITISAY Ha IXHI0 BUCOKY addiHHICTb 40 BionorivyHmx
MiLLIEHeR, 3any4YeHnx y npoLiecu, NoB’a3aHi 3 POCTOM Myx-
FINHHUX KITITUH, XXUTTEBOIO LMKINY MIKpOOpraHi3miB, pos-
BMTKY 3anaribHUX peakLiiii, a TakoX BMiuB X CNonyK Ha
po3suTokK giabety Il Tuny. TiasonignHoHoBE KinbLe BXO-
OVTb 00 cknagy Garatbox HasBHUX MOTEHUIMHUX aHTW-
DakTepianbHNX Ta NpoTusananbHMX 3acobiB, MOXE KOM-
GiHyBaTVCb 3 Nipa3onoBMMU oparMeHTamu, ki € doap-
MakochopMamu TiEl K CTPYKTYpW, i CPUSATY NIABULLEHHIO
TepaneBTMYHOI edDeKTUBHOCTI. 3a pe3ynsrataMmm ekcre-
pYMeHTanbLHUX AoCNiMpKeHb Ha Lypax, 3a Ail npenaparis
rpynu Tia3onignHOHIB BUABAEHO LMTOMOPONTiYHI 3Mi-
HM NPOanoNTUYHOTO XapakTepy [4], Nnoka3aHo 34aTHICTb
BKasaHWX MOXigAHWX NOrfMHAaTK BiSlbHI pagukanu in vitro.
BoagHouvac noxigHi 4-TiazonignHOHY NposiBNSA0TL Aere-
HepaTuBHI 3MiHWN Yepes 30aTHICTb ONoKyBaT MHOXWHHE
PYVHYBaHHs XpsiLLia B yMOBaX OCTEQAPTPUTUYHOTO Mpo-
uecy [7]. Tox npenapatu, Ski BXogsaTb 0 rpynu 4-Tiaso-
NiAWHOHIB, € NomniTapreHTHUMK Crornykamu i nepcnexkTuB-
HYMKM ONsi nodanbLUMX JOCHiMKEHb 3 METO OfEPKaHHS
edekTUBHUX NikyBanbHUx 3acobis [5]. HectepoigHui
npotu3anansHui npenapart (HIM3M1) nopiBHAHHSA HimMe-
Cynig, € CENEeKTUBHMM iHMBITOPOM LMKITOOKCUIreHasn 2-ro
TUMY, LUMPOKO 3aCTOCOBYETLCA AK NpoTU3anansHui 3acio
Ta, NnoAibHo Ao NpenaparTiB-noxigHnx 4-Tia3oniguHoOHIB,
BUSIBIISIE NOMIPHUI XOHAPONPOTEKTOPHMI BNmWB [2, 10].
BcTaHoBMEHO TakoxX MOoro BNAMB Ha reMaTosoriyHi napa-
METPU, TPEHA 3MiH AKX € Jo3o3anexHum [9, 11]. Okpim
nikysanbHoi gii, HM3IM moxyTb nposBokyBaTh Garato no-
Bi4HNX edoeKTiB, MEPEBAXKHO 3 OOKY LLIITYHKOBO-KULLIKOBOIO
TpakTy abo cepueBo-cyauHHoi cuctemu [1]. Tomy icHye
HeobXigHICTb po3pobnAT HOBI Npenapatu, Aki 6ynu
© BigHOCHO 6e3neyHnMu.

[1nsa BUABNEHHA NOTEHLIMHUX NpoTM3ananbHnX edpek-
TiB Y HOBOTO NOXiAHOrO 3 rpynu 4-Tia3oniaMHOHIB MW Npo-
Benu NopiBHsANbHe gocrnigkeHHs Bnnmey Les6490 i He-
CTepoigHOro NpoTusanansHoro 3acoby Himecynigy Ha
Mogeni ag’toBaHT PpeinHaa-acoLinoBaHOro 3ananbHOro
npoLiecy B LLypiB.

Marepianu i meTogm

[nsi NepBUHHOIO CKPWHIHIY Bi0NoriYHOI aKTUBHOCTI
crnonyku Les6490 (5-(2)-((1,3-amdeHin-1H-nipason-4-
in)meTuneH)-2,4-TiazoniguHAioH), 3o0Kpema moro npo-
Tu3ananeHoI Aii, AOCNiMKEHO reMaTomnoriyHi NOKa3HUKN
B YMOBaXx eKCreprMMeHTanbHOro 3anasnbHOro npoLecy,
iHOykoBaHoro ag'toBaHToM ®PpenHaa (AP). IHaykuito 3a-
NarnbHOro NPoLeCy NPOBENN 3a CTaHOAPTHO MeToau-
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Koto [6] — BBegeHHsiM 0,1 mn noBHoro AD nigLwKipHO
y MigOLWOBHY YacTuHY 3a4HbOI KiHUiBKK. [Jocnig npo-
BOAMNMN Ha CTATEBO3PINUX HENIHINHUX BiNuXx Wwypax
0box cTaren 3 BMXigHo mMacoro 220+5,1 r, oTpMMaHmX
3 BiBapito J1bBIBCbKOro HaLioHansHOro MeAUYHOro YHi-
BepcuteTy iMeHi JaHnna MNanuuybkoro. EkcnepnmMmeHT
NPOBOAMNM BiAMNOBIAHO A0 NONOXEHb «EBPONENCHKOT
KOHBEHLIT NpO 3axucT xpebeTHNX TBapuH, ski BUKO-
PUCTOBYIOTLCS AN EKCNEPUMEHTIB Ta iHLUMX HayKOBMX
uinen» (Ctpacbypr, 2005), Aupektnen Pagn €sponu
Ne2010/63/€C T1a 3akoHy YkpaiHn Ne 3447-1V «[po 3a-
XWCT TBapWH Bif XOPCTOKOIrO NMOBOPKEHHSA» 3i 3MiHamMu
440-I1X Big 14.01.2020, 3rigHo 3 npoTokoriom Ne10 Big
20.12.2021 p. 3acigaHHA KOMICIT 3 MUTaHb ETUKN HayKo-
BMX OOCHiAKeHb, eKCNepMMeHTarnbHUX po3pobok i Hay-
koBux TBOpIB JIHMY imeHi daHnna Manuuskoro.

Y pocnigxkeHHi BukopuctaHo 60 wypis, po3gineHmx
Ha 6 rpyn no 10 TBapuH: rpyna 1 (K) — KoHTporb (IHTaKTHi
TBapuHN); rpyna 2 (A) — TBapyMHam 3 METOHO iHAYKyBaHHS
3ananbHoro npouecy Beognnun A®; rpyna 3 (Les6490) —
TBaPUWHMU, SIKi OTPMMYBAIN HOBOCUHTE30BaHY PEYOBUHY
Les6490; rpyna 4 — TBapuHU, SIkUM BBOAMNKN Les6490
Ha Tni iHgykoBaHoro 3ananeHHs; rpyna 5 (N) — TBapuiHu,
AKi OTpUMyBanu Himecynia,; rpyna 6 — wypw 3 iHaykoBa-
HVMM 3ananeHHsaM, nikoBaHi Himecynigom. [ocnimkyBaHi
pevYoBUHN PO3YNHANKN Y TeiH 80 Ta BBOOUNM LLypaM
BHYTPILLHLOLLYHKOBO Mo 1 My osi 15 mr/kr (Himecynig,
«Jlekxim») i 10 mr/kr (Les6490) woaHs BpaHui nepeq
npurnomom ki npotarom 14 gHis. 3pasku kposi bpanu
nicnsi Aekanitauji Wwypis y Nnpobipku 3 NonepeaHbo BHe-
CEHVM aHTUKOarynsHToM. Y 3paskax KpoBi BU3Ha4anm
KINbKICTb €pUTPOLMTIB, NENKOLMTIB, BMICT reMOornobiHy
Ha remaTonoridyHomy aHanisatopi Mythic18 (Cormay
Diagnostics, NonbLya) Ta nenkorpamy METOAOM MIKpPO-
ckonii, papbyBaHHsA 3a PomaHoBcbknM-TiM30t0 [8].

CratnctuyHy obpobky oaepxaHux pesynsrartis npo-
BOAWMSIM METOAOM BapiauiiHOI CTaTUCTUKK 3 BUKOPUC-
TaHHAM t-kpuTepito CTblogeHTa 3 4OMOMOro Npuknaa-
HOI Nporpamm gns poboTn 3 eNeKTPOHHUMM TabnmMusMm
Microsoft Office Excel (2003, 2013).

Pe3ynkTaTy  06roBopeHHs

Ak nokasanu pesynsratv HaluX JOCTiOXEHb, Ha-
BedeHi y Tabn. 1, ovikyBaHuM edpektom Bnnmey AP (go-
crigHa rpyna 2) Ha rematornoriYH1in Npogoirib NOPIBHAHO
3 KOHTPOSBHO rpynot 1 Byno 3pocTaHHs 3aranbHoi
KinbKOCTi nenkouuTie B 1,7 pasa, LLO CBig4MTb NPO aKTUB-
HWM 3ananbHWin npouec [12], Ha TNi 3HWKEHHS KiNbKOCTi
epuTpouuTiB B 1,4 Ta remornoGiHy B 1,1 pasa (P<0,001).

BBeneHHs cnonyku Les6490 i Himecynigy okpemo
(rpynu 3 i 5) He CNPUYUHAIO BipOTiAHNX 3MiH 3 DOKY BKa-
3aHKX NOKa3HWKIB NOPIBHAHO 3 KOHTponeM. [poTe nicns
BBEAEHHHA TBapuHaM 3i CNPOBOKOBAHMM 3ananbHUM
npouecom Ais Les6490 cynpoBomxyBanacs BiporiaHUM
MOBEPHEHHAM MOKa3HMKa KifTbKOCTi SIEMKOLMTIB MPaKTUYHO
00 KoHTponbHux uudp (P<0,001).

bionozia meapuH, 2023, 1. 25, N2
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Tabnuusa 1. lemaronorivyHi napameTpu KpoBi LLypiB 3a ymoB Ad-acouiioBaHoro 3ananeHHs i aii cnonyku Les6490 ta Himecynigy (Mtm, n=10)
Table 1. Hematological indices of rat blood after FA-induced inflammation and action of Les6490 and nimesulide (M+m, n=10)

rpyna 1 rpyna 2 rpyna 3 rpyna 4 rpyna 5 rpyna 6
[MokasHukn group 1 group 2 group 3 group 4 group 5 group 6
Indices
K A Les6490 A+Les6490 Nimesulide  A+Nimesulide
NenkoumnTtn, I'/n / Leucocytes, g/l 10,03+0,8 17,15+0,7* 9,65+2,5 11,4+1,4* 10,55+1,0 11,1+1,6*
Eputpouuntn, T/n / Erythrocytes, t/l 8,7+0,32 6,11+0,3* 8,4+0,7 7,8+0,48* 8,6+0,42 7,12+0,67
lemorno6iH, r/n /Haemoglobin, g/l 137+1,75 127,3+2,4 138,345,2 127,345,6 138,6+2,4 132,7+3,7

lMpumimka. TyT i B HACTyMHin Tabnuui BiporigHictb * — P<0,001.
Note. Here and in the following table the significance is * — P<0.001.

Tabnuus 2. JleiikoumTapHa chopmyrna KpoBi LwypiB 3a ymoB Ad-acouiioBaHoro 3ananenHs i gii Les6490 1a Himecynigy (M+m, n=10)
Table 2. Leukogram of rats’ blood after FA-induced inflammation and action of Les6490 and nimesulide (M+m, n=10)

rpyna 1 rpyna 2 rpyna 3 rpyna 4 rpyna 5 rpyna 6
MokasHukn, % group 1 group 2 group 3 group 4 group 5 group 6
Indices, %
K A Les6490 A+Les6490 Nimesulide ~ A+Nimesulide

Basodinu / Basophils 0,5+0,54 0,3+0,51 0,3340,5 0,3340,5 0,5+0,54 0,5+0,54
EosunHodinu / Eosinophils 3,5+0,83 3,0+0,89 3,0+0,89 3,0+0,89 3,67+1,36 2,712
Hentpodinu / Neutrophils 2543,2 38,7+3,38 16,85,6 29,7+2,3* 17,5+2,6 32,316,1
MoHouuTtn / Monocytes 6,8+0,31 10,5+2,7 8,3+1,2 9,8+1,83 9,2+0,76 10,8+2,7
JlimcpouuTtn / Lymphocytes 64,2+1,9 47,5+2,1* 71,5+7,12 57,1£2,0* 69,242,3 53,7+4,2

BcTaHoBnEHO, LLIO PO3BUTOK 3anarneHHs y Lwypis (0o-
crigHa rpyna 2) cynpoBOAKY€ETLCS CTaTUCTUYHO BipOria-
HUM (P<0,001) 3HKEHHAM KiNlbKOCTi €PUTPOLIMTIB LLOAO
KOHTpOMbLHOI rpynu Ha 29%. Lle moxe cBigunty npo 3aar-
HICTb Npo3anarnbHUX LUTOKIHIB NOPYLLYBaTN YTBOPEHHS
epuTpoLmMTIB. 3rigHO 3 NiTepaTypHUMK JaHUMK, 3anarneH-
Hs1 MOXe nopyLLyBaTh MeTaboniam 3anisa, LLO Npru3BoauTb
00 po3BuTKy aHemii [3]. 3i cBoro 6oKy, BBeAEHHS HiMecyni-
Ay Ta HOBOCMHTE30BaHOI CrOMyKU 3@ yMOB MOAENOBaHHS
3anarnbHOro MpoLecy MPU3BeNo A0 30iMbLUEHHS KiNlbKOCTi
epuTpouuTiB (rpyna 4 Ta 6) nopiBHAHO 3 rpynoto 2. BmicT
remMornobiHy 3anMLLIAETECS B MEXKax HOPMMU, LLIO MOXE BKa-
3yBaTU Ha NATPUMKY CTanocTi AnxanbHOI (OyHKLT KPOBI.

3MiHKn nevikouuTapHoi hopmynm 3a AD-iHayKOBaHOrO
3anareHHs (Tabrn. 2) odikyBaHO nornsranu y 3cyBi NOKa3HW-
KiB BMiBO i CynpOBOIKYBaNMNCS 3pOCTaHHAM MPOLEHTHOIO
BMICTY HerTpoiniB 3 pisHuLeto 35%.

3a gii npenaparis Les6490 Ta Hivecynigy 3 60Ky Mop-
dhonoriyHoro cknagy nepuepunyHoi KpoBi, HaBnaku, 3a-
hikcoBaHO Aesikmin 3cyB hOpMYynNn BNpaBo, BiAHOCHUI
MOHOLIMTO3, MPOTE 3MiHU He Bynu BipOrigHO 3HAYUMUMM
MOPIBHAHO 3 KOHTPONEM.

3a ymoB Ad-acouinoBaHOro 3ananbHoro npouecy
BBeLeHHS cronykn Les6490 He CNpUYUHAIO BipOriaHUX
3MiH 3 DOKY MPOLIEHTHOTO BMICTY MOHOLMTIB, ane maro
Oesikun TpeHa A0 HopManisalii nokasHukie. [is Himecy-
nigy MeHLLe BrnnMBana Ha 3ararbHy KiflbKiCTb HEUTPOMI-
niB, OcKinbkx 3a ymoB A®-iHOyKOBaHOrO 3ananeHHs ixHs
BiJHOCHa KinbkicTb cTaHoBuna 38,7%, a 3a 40A4aTKOBOro

The Animal Biology, 2023, vol. 25, no. 2

BBEAEHHS HiIMecynigy 3HM3unacs nuwe Ha 6,4%, a Takox
3akpinnioBaBcsa eheKT 3pOCTaHHSA BiGHOCHOT KiflbKOCTi
MOHOUMUTIB.

3a pesynbraTaMn JOCNIIKEHHSA NpoTU3anarnbHoi
aKTUBHOCTI 3a reMaTororiYHMMM NoKasHNMKaMm NoxiaHo|l
4-TtiasonigmHoHie Ta HIM3I Himecynigy BUABNEHO iXHIO
npoTmn3ananbHy akTUBHICTb, SIKy MOXXHA BBaXkaTu CniB-
cTaBHOW 3 Les6490. MNpryomy, He BUABMAIOYN BMNMBY
Ha KiNbKiCHUIN piBEHb €pUTPOLUTIB 3a i3011bOBAHOIO
BBEAEHHS, BUSBNEHO NPKBULLEHHS PiBHS €pUTPOLIUTIB B
yMoBax 3ananbHoro npouecy. Bnnuey cnonyku Les6490
Ha KinbKiCTb remornobiHy He BUSIBIEHO.

3a nokasHukamu nenkouuTapHoi oopMynun HOBUM
NOXigHWIA 3 rpynu 4-Tia3oniaAMHOHIB NPOSIBASIE CXOXY aK-
TUBHICTb, §IK | Npenapart Himecynia,.

Dxepena

1. Araujo PHF, Ramos RS, da Cruz JN, Silva SG, Ferreira EFB,
de Lima LR, Macédo WJC, Espejo-Roman JM, Campos JM,
Santos CBR. Identification of potential COX-2 inhibitors for the
treatment of inflammatory diseases using molecular modeling
approaches. Molecules. 2020; 25(18): 4183. DOI: 10.3390/
molecules25184183.

2. Caiazzo E, lalenti A, Cicala C. The relatively selective cyclooxygen-
ase-2 inhibitor nimesulide: What'’s going on? Eur. J. Pharmacol.
2019; 848: 105-111. DOI: 10.1016/j.ejphar.2019.01.044.

3. ChenY, Xu W, Yang H, Shao M, Xu S, Deng J, Gao X, Liu H,
Shuai Z, Xu S, Pan F. Serum levels of hepcidin in rheumatoid
arthritis and its correlation with disease activity and anemia:

35



PymuHcbka T. M. Bnauve HiMecynify Ta HOBOro NMoxiaAHOro 4-TiazoNiANHOHY Ha reMaTooriYHi NapaMeTpu 3a 3anaibHOro NPoLLecy

A meta-analysis. Immunolog. Invest. 2021; 50 (2—3): 243-258. 8. Vlizlo V, Fedoruk R, Makar |. Physiological and Biochemical Meth-
DOI: 10.1080/08820139.2020.1742731. ods of Investigation in Biology, Livestock and Veterinary Medicine.

4. Kobylinska L, Klyuchivska O, Lesyk R, Stoika R. Targeting of the Lviv, 2004: 400 p. (in Ukrainian)
pro-oxidantantioxidant balance in vitro and in vivo by 4-thiazolid- 9. Wang,LiuZz LiT ChenlL,LyuJ, LiC, LinY, Hao N, Zhou M,
inone-based chemotherapeutics with anticancer potential. Ukr. Zhong Z. Enhanced therapeutic effect of RGD-modified polymer-
Biochem. J. 2019; 91 (2): 7-17. DOI: 10.15407/ubj91.02.007. ic micelles loaded with low-dose methotrexate and nimesulide

5. Manjal SK, Kaur R, Bhatia R, Kumar K, Slngh V, Shankar R, Kaur R, on rheumatoid arthritis. Theranostics. 2019; 9 (3): 708-720. DOI:
Rawal RK. Synthetic and medicinal perspective of thiazolidinones: 10.7150/thno.30418.

A review. Bioorg. Chem. 2017; 75: 406—423. DOI: 10.1016/ 10. Wei W, Evseenko VI, Khvostov MV, Borisov SA, Tolstikova TG,
j-bioorg.2017.10.014. Polyakov NE, Dushkin AV, Xu W, Min L, Su W. Solubility, permea-

6. McCarson KE, Fehrenbacher JC. Models of inflammation: car- bility, anti-inflammatory action and in vivo pharmacokinetic prop-
rageenan- or complete Freund’s adjuvant (CFA)-induced edema erties of several mechanochemically obtained pharmaceutical
and hypersensitivity in the rat. Curr. Prot. 2021; 1 (7): €202. DOI: solid dispersions of nimesulide. Molecules. 2021; 26 (6):1513.
10_1002/sz1 202. DOI: 10.3390/molecules26061513.

7. Panico A, Maccari R, Cardile V, Crasci L, Ronsisvalle S, Ottana R. 11. Wildfeuer A. Effects of non-steroidal anti-inflammatory drugs on human
5-arylidene-4-thiazolidinone derivatives active as antidegenerative leucocytes. Z. Rheumatol. 1983; 42 (1):16-20. PMID: 6845886.
agents on human chondrocyte cultures. Med. Chem. 2013; 9 (1): 12. Zalyubovska O, Zlenko V, Litvynova O. The Effect of Drugs on
84-90. DOI: 10.2174/157340613804488378. Laboratory Indicators. Kharkiv, 2014: 97 p. (in Ukrainian)

The effect of the nimesulide and a new 4-thiazolidinone derivative on hematological parameters
in the conditions of an experimental inflammatory process
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2Institute of Animal Biology NAAS, 38 V. Stusa str., Lviv, 79034, Ukraine

The aim of the work was to identify the anti-inflammatory effect of a newly synthesized drug from the group of 4-thiazolidinones.
Thus, a comparative study of the effect of two agents was conducted: the drug Les6490 and the non-steroidal anti-inflammatory drug
nimesulide. This drug belongs to the group of non-steroidal anti-inflammatory drugs (NSAIDs), which have pronounced anti-inflam-
matory, analgesic and antipyretic effects. Nimesulide belongs to highly selective inhibitors of cyclooxygenase and its isoenzymes
(COX-2) and is used for treatment in various pathologies of the musculoskeletal system. The newly synthesized compound Les6490
belongs to the group of 4-thiazolidinone derivatives. The thiazolidinone ring is part of many existing potential antibacterial and anti-
inflammatory agents, and can be combined with pyrazole fragments, which are pharmacophores of the same structure, and can
contribute to increased therapeutic efficacy. The study of the peculiarities of hematological changes in rats during the experimental
reproduction of the associated inflammatory process using the Freund’s adjuvant model has been conducted. As a result of the study
of anti-inflammatory activity based on hematological indicators of the drugs — a new synthesized derivative of 4-thiazolidinones and a
nonsteroidal anti-inflammatory drug nimesulide — their anti-inflammatory activity was revealed, which can be considered comparable
to the slight advantage of the drug Les6490. At the same time, without affecting the quantitative level of erythrocytes with isolated
administration, under the conditions of the inflammatory process, nimesulide and Les6490 caused a significant increase in the total
number of erythrocytes. No effect on the amount of erythrocytes was found. The analysis of leukocyte formula suggests the evidence
that the activity of Les6490 from the group of 4-thiazolidinones is to some extent more pronounced than the activity of nimesulide.
The most pronounced changes in the leukocyte formula during AF-induced inflammation were observed on the part of neutrophils:
the effect of the studied substance Les6490 was more pronounced compared to the effect of nimesulide. The introduction of the new
compound Les6490 partially caused the normalization of monocytes, and under the conditions of the AF-associated inflammatory
process, no significant changes were observed.
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