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30epexeHHst  (Pi3100riYHOI  (YHKIII MaTKA CCaBI[IB € KPUTHYHOIO YMOBOIO
3a0e3neyeHHs] penpoAYKTUBHOI 3JaTHOCTI OpPraHi3My, Ba)IJIMBOIO YACTUHOKO SIKOI €
CIIOHTAHHA CKOPOTJMBAa aKTUBHICTh Tiajgkom si3oBux kiitTuH (I'MK) miomeTpis.
OmHuMu 13 1HIYKTOPIB TOPYIIEHb (YHKIII MAaTKH € CTPYKTYpPHI KOMIIOHEHTH
OakTeplanbHOI CTIHKH, 30KpeMa JIMOIMOoJicaXapuau I'paMHETaTUBHUX OakTepid, 110
3HAYHO NPUTHIYYIOTh PENpOAYKTUBHY (YHKIIIO TBapuH. Penentopu BpOIKEHOIrO
imyHiTety (Toll-monibni peuentopu (TLR)) Ta kaHamu TUMYacOBOTO PELEITOPHOTO
notenuiany (TRP) po3mizHatoTh Jinomnoicaxapu 1 3amyCcKaloTh 3aajibHy BIATOBIIb.
OcTanHs CynpOBOJDKYETHCA TMPOAYKINEK ITUTOKIHIB, XEMOKIHIB 1 CHPUYMHAE
1HOUIBTpaIiio JEHKOUUTIB Y TKAHUHU MAaTKU Ta TUIALIEHTH, III0 MOXE CIPOBOKYBATU
nepeaYacHi MOJIOTH Ta MOPYILIEeHH IMIUIaHTaii. [liABueHnii okcu1aTuBHUM cTpec,
MITOXOHpiaJibHa AUCHYHKIIIS, 3MIHM €KCIpecii OIKIB Ta pPerenTopiB, a TaKOX
MOpyUIeHHST MeTa0OMIYHOI CHUTHai3alii i Yac 3amajeHHs, 1HIYKOBAaHOIO
JIMOMOJIICaXapHUIOM, YCKIAIHIOITh (DYHKIIIOHYBAaHHSI MAaTKH Ta 3HAYHO MOTIPIIYIOTh
PENPONYKTUBHY (YHKIIIIO CcCaBIiB. BaxnuBOO sl MATPUMAHHS OCTAaHHBOI €
¢i310JI0T1YHAa CKOpPOUYYBajbHA 3/IaTHICTb MATKH, OJIHUM 13 PEryJSTOPIB SIKOI €
okcuTonuH. Jlimomomicaxapuj 3MiHIOE METa0OJIIYHI CUTHAIBHI IUISXHU, TTOB’sI3aH1 3
aKTHUBAIIIEI0 PELENTOPIB OKCUTOLIMHY, AII0YM HAa CKOPOUYBaJbHY 3JaTHICTH MAaTKH.
JIMOBipHO, 1m0 36iNBIICHHS YYTIMBOCTI MiOMETpis 0 OKCHTOLMHY 3aJIeKHTh Bis
IIIIBHOCTI  HMoro pernentopiB Ha wMemOpanax I'MK. Ha ceoromni 3miHuH

OKCUTOIIMH3AJIeKHOI ~CKOPOTJIMBOI aKTUBHOCTI MIOMETpISi MaTKh B yMOBax



eKCTIIEPUMEHTAJILHOT JinonosicaxapuaiHaIyKOBaHO €HJO0TOKCEMII, criocoou
MOMEpPEeKEHHsI Ta KOPEKIii I MOpylleHb BHMBYEHI HENOCTaTHBO. JlocmimpkeHHs
Yy TIUBOCTI MIOMETPI MAaTKH JI0 OKCUTOIIMHY MIPH €KCIIEpUMEHTANIbHINA €HI0TOKCEMIT
Ja€ MiHHY 1HQOopMaIliro Ipo penpoyKTUBHY (Pi310JI0T1I0 Ta MOYKIIUB1 YCKIIQTHEHHS 11T
yac mepebiry BaritHOCTi. [lomryk MexaHi3MiB TONEpPEIKEHHS Ta 3MEHIICHHS
NAaTOT€HHOTO BIUIMBY JIIMOMNOJicaXxapuay Ha (QYHKIII0 MaTKH € aKTyaJbHUM Ta
BKJIMBUM HaIIPSIMKOM JOCIIIPKEHb Cy4acHOi (Pi310J10T1i Ta MEIUITMHH.

MeTtoro pobGotu Oyn0 AOCHIAUTA YYyTJIMBICTH MIOMETpis MaTKU UIypiB /0
OKCHUTOIIMHY 32 MOKa3HUKaMHU CKOPOTJIMBOI aKTUBHOCTI Ta €KCIPECli OKCUTOIIMHOBHUX
peuenTopiB 32  YMOB  JHIIOMNOJICAaXapHIIHIYKOBAHOI  €KCHEPUMEHTAIbHOI
EHJOTOKCEeMIi, a TaKoXX OIIHUTH e(QEeKTUBHICTh (hapMaKoJIOTIYHUX IMAXOIIB 0
MOTIepE/KEHHS Ta KOPEKI[li BUSIBJICHUX MTOPYIICHb.

VY po6oTi BUKOPUCTOBYBaAIH (P1310JI0T1HHI, MOJIEKYJIIPHO-T€HETUYHI1, O10XIMIYH1
Ta CTAaTUCTUYHI METOAM AociipKeHHSA. Jlo (i310J0TiYHMX METOMIB BiTHOCSATHCS
TOCIIKEHHS! (DYHKIIOHAJBHOTO CTaHy MIOMETpIsS 3a PI3HUX EKCIEPUMEHTaIbHUX
YMOB, IMPOBEACHI Ha YCTAHOBII JUIsI TEH30METPUYHOIO BUMIPIOBAHHS peaKIii
CKOPOYEHHS-PO3CIa0IeHHsI M’ I30BUX TperapariB. J[Jis BU3ZHaUEHHS €KCIIpeCii reHiB
OyJiu 3acTOCOBaH1 METOJI MoiMepa3Hoi Jianuorosoi peaxuli ([1JIP) B peanbHOMy vaci
(Real-time) Ta 3B0pOoTHA TPAaHCKPHUIIIiA. B10XIMIYHIMHI METOIaMH BU3HAYAIU MapKEPH
OKCHUJIATUBHOTO CTpPECy Ta TEPEKUCHOTO OKWCHEHHS JIIMiAIB, ITOKa3HUKH, IO
XapaKTepU3yITh CUHTE3 OKCUJTY a30TY (aKTUBHICTb €HI0TEIANIbHOI Ta THYITUOEIBHOT
NO-cuHTa3), a TaKOXK BMICT CIPKOBOJHIO y TKaHWHAX MIOMETpis MAaTKU Ta IUia3mi
KpOBI HIypiB. y HaIIUX JOCITIIKEHHSX BUKOPHUCTAHO MOJEb
JIIOMNOoIcaXapuaiHAYKOBAHOTO  IMYHOOMOCEPEIKOBAHOTO  YIIKOJDKEHHS,  fKa
po3pobJieHa 1 3armaTeHToBaHa y BiaAu imyHodizionorii [Hnctutyty ¢iziozorii im. O.0.
boromonsis HAH VYkpainu 1 3actocoBana Hamu s miypiB (Shepel et al., 2018;
[Tarent Ykpaiam Ne 139296 Big 26.12.2019). Otpumani pe3ynbratd 0OpOOIsIH
METOJIOM BapialiifHOi cTaTUCTUKU KoMIT toTepHux nporpaMm «Excel 2000» 1 «Origin
7.0%.

B ekcnepumenTax ex VIVO TMOKa3aHO, IO JIMOMoJicaxapuj 301IbITyBaB

aMIUTITYZly Ta TPUBAIITh CIIOHTAaHHUX CKopodeHb Ha 13 1 23% mnpu #oro maii B



koHieHTparisx 1,01 0,5 MKr/mi1 BIAMOBIHO, @ TAKOXX TPUBATICTh ITUKITY CKOPOUYCHHS -
nay3a MIOMETpisi MaTKH, TUIOILY M1 KPUBOIO CKOPOUYEHHS Ta 3MEHIIIYBaB iX 4acTOTy 3
MakcuMaiabHUM edexkToM Ha 9,6%. 3MIHM MaKCUMAaNbHOI IIBUIKOCTI CKOPOYECHHS 1
po3cnabienus miomeTpis (+dF/dtmay 1 -dF/dtm.x) pu Al aimonosicaxapuay BKa3yrTh
Ha TOPYIICHHS IMX MPOIIECIB.

Brnepiire mokazaHno, 1110 JTinonoJicaxapu/ Mpyu BHYTPIITHLOOUEPEBUHHIN 1H €KIIIT
ypam y 1031 3 MI/kr 3a 100y J0 eKCIepeMeHTy BiporigHo mocuiaoBas y 3,1 Ta 2,3
pa3a OKCUTOLMHIHAYKOBAaHY aMIUTITYAy CKOPOYEeHb Ta 0a3albHUIN TOHYC 130JIbOBAaHUX
CMY»OK MIOMETpISI MaTKH, IO acOIIFOBajoCs 31 30UIbIIeHHSIM y 4,6 pa3a piBHIB
excnpecli MPHK okcurounnoBux peuentopiB (OX7TR) y Tkanuni matku. [Ipu Takiii
71031 BBEJICHOTO IIIypaM JIMOIoIicaxapuay 3Ha4HO 1HTEHCU(DIKYBaBCsS OKUCHUMN CTpecC,
Opo IO CBIAYMIIO 30UIBIIEHHS MapKepiB akTUBHUX (OPM KHUCHIO Ta MPOJYKTIB
MEPEKUCHOTO OKMCHEHHS JIMiAIB Yy TKAaHWHI MAaTKH, a TaKOX Y IUIa3Ml KpPOBl1 4epes
PO3BUTOK MITOXOHJIpialbHOI MUCPYHKIIT, y TOMYy uucii. 30KpeMa, y TKaHUHI MaTKu
IIBUJKICTh YTBOPEHHS CYNIEPOKCUAHMX 1 T1IPOKCUIIBHUX paIMKaIIiB 301Ib1IMIIaCS Y 2,5
Ta 5,6 paza BIAMOBIHO, BMICT NMEPOKCUAY BOAHIO —y 2,5 pa3a, IIEHOBUX KOH IOTaTiB
Ta MaJIOHOBOTO Jianbjaeriaa —y 4 ta 2,6 pasza BianosiaHo. [Ipu boMy y TKaHHHI MaTKH
3Ha4YHO 30UIbIIyBasacs y 3,7 pa3a akTUBHICTb 1HAY1IMOenbHOT NO-CHHTa3M 1, HABIIAKH,
3MEHIIYBaBCs y 2,5 pa3a KOHCTUTYTHUBHUW CUHTE3 OKCHAY a30Ty. Brnepie nokazaHo,
110 32 JIaHO1 €KCIIEPUMEHTAIBHOI MOJIE JITTOTOJIICaXapy 1 IPU3BOIUB J10 301IIbIIIEHHS
y 3,3 paza y TkaHuHi Matku 1ypiB ekcrpecii MPHK reniB, mo koaywoTb
AHTUOKCUJAAHTHUN (DEPMEHT KaTana3y, a TaKoX 301IbIIyBaB y 5,8 pa3iB €KCIPeciio
H,S-cuntesyrouoro ¢gepmenrta nucrtatioHin-y-miasu (CSE) ta y 2,4 paza — Kir6.1-
cyoogunuio AT®-uytnuBux kamieBux kaHamiB (Karo-kanam). Ekcnpecis
AHTUOKCUIAHTHOTO (hepMEHTa CYNEPOKCHIIUCMYTa3u Oyiia 3MeHIIeHa. TakiuM YMHOM,
paHHI TIepioau Ail JIomnoicaxapuay XapakKTepu3yThCs, 3 OJTHOTO OOKY, PO3BUTKOM
OKHCHOTO CTPECY 31 3HAYHUM BIUIMBOM Ha (PYHKIIIIO MITOXOH/IPIN Ta aCOIIOBaHUM 31
30UTBLIEHHSIM E€KCIpecii OKCUTOLMHOBOTO pELENTOopa MiJBUILEHHAM CKOPOTIIMUBOI
AKTUBHOCTI MIOMETpisi MaTKd, a 3 IHIIONO — AaKTUBAIlI€I0 3aXUCHUX IPOIIECIB B

OpraHi3mi.



Brnepie nokazano, 1110 BHy TPIITHbOOYEPEBUHHE BBEJICHHS ITyTATIOHY Y 71031 52
MTI/KT JIBi4l 3a TOAWHY /O BBEJCHHS JIMOIOIICaXapuay Ta 4depe3 00y ae 3MOory
MONEPEIUTH 3HAYHUMA NATOT€HHUW BIUIMB OCTAHHBOIO Ta CYTTEBO 3MEHIIHUTU
OKCUTOIMHIHAYKOBaHY CKOPOTIUBY aKTUBHICTb MIOMETPisl MATKHU Y€pe3 3MEHILICHHS Y
TKaHWHI MaTKU €KCHpecii OKCHTOIMHOBHUX pEIEenTOpiB. AMIUIITYJa 1 YacToTa
CKOPOYEHb, a TAKOK 0a3aIbHUN TOHYC Y IIUX IIYPIB BITHOBIIOBAIUCS 10 KOHTPOJIbHHUX
3HaueHb. [JIyTaTiOH HOpMaii3yBaB €KCIPECII0 OKCUTOIMHOBUX PEENTOPIB,
aHTHOKCcUIAaHTHUX Ta H,S-cuHTe3yrounx ¢pepMeHTiB, MOKa3HUKH OKUCHOTO CTpECy Ta
akTuBHICTH NO-cuHTa3.

3 iHmoro OOKy, akTuBaiis QuokaaiHoM y MioMeTpli MaTku Kare-KaHammiB
3HAYHO 3MEHIIyBaJla OKCHTOILMHIHIYKOBaHY CKOpPOTJIUBY AaKTHUBHICTh BXKE€ Ha T
PO3BUHYTOI  JIIOIOJIICAXapUIIHAYKOBAHOI  €KCIIEPUMEHTAJIbHOI  €HIOTOKCEMI.
Bnepme mnokazano, mo ¢apmakosoriuauii aktuBaTtop Kare-KaHamB ¢iokaniH
J0303JIEKHO 3MEHIIYBaB IIJBUIIEHY OKCHUTOLIMHOM CKOpPOTJUBY aKTHUBHICTb
MIOMETPISl MAaTKH Yy LIYPIB 3 €KCIEPUMEHTAIBHOIO €HA0TOKCEMIEI0, 30KpEMaA, TPUPICT
aMILTITYId OKCUTOIMHIHAYKOBAaHMUX CKOPOYEHb IMpU JOJaBaHHI (JIOKAIIHY Y
KoHIIeHTparlii 10 MKMoJIb/11 3MeHIyBaBcs Ha 122%, yactora ckopoueHb — Ha 47%, a
pUpicT 0a3aIbHOTO TOHYCY — Ha 53%.

OTpumaHi miJi Yac BUKOHAHHS JUCEPTAIiiHOI POOOTH eKCIepHUMEHTANIbHI
pe3yibTaTH Ta iX TEOpETUYHE OOIPYHTYBaHHS MIOJIO 3arMOOIraHHS Ta 3MEHIICHHS
MAaTOr€HETUYHOTO BIUIMBY JIMOMOJICAXapuAy Ha PENpOAYKTHUBHY (PYHKIIIO LIypiB
MalTh BaXIWBE K TMpakTUYHE, TaK 1 TEOpPETHYHE 3HA4YeHHs. BukianeHi B
TUcepTaliiHiil poOOTI pe3yabTaTH JOCIIKEHb CBITYaTh PO MOKIIMBE 3aCTOCYBAHHS
AHTUOKCUJAHTA TJIyTaTioHy Ta akThBalli Kare-KaHaaiB OpH €HIOTOKCeMIi AJis
MOTIEPEKEHHS MOPYIIEHb PENPOIYyKTUBHOI (YHKIi TBApUH Ta CTBOPEHHSI HOBHX
M1IXO0I1B JIJIS1 1X 3aCTOCYBAaHHS B TEPANECBTUYHUX LUIAX. BaxxauBum pakTopom 11boro
€ IPUPOJTHHUIN MEXaHI3M MiATpUMaHHs (Pi31070T14HOT (PYHKITIT MAaTKH Ta ii 3aXUCTY Bijl
MOIIKOJIKYIOYOT0 BIUTUBY €HIOTOKCUHIB, OCKUIBKU SIK TIIyTaTioOH, TakK 1 Kare-KaHanu
CapKoJEeMaJIbHUX 1 MITOXOHJApPIATbHUX MEMOpaH € EeHJIOTeHHUMH MeXaHi3MaMu
3aXMCTy Ta peryJtsiii romeoctasy. TeopeTuyHe 3HAYEHHS PE3yJIbTATIB JTOCIIKCHHS

MOJIATA€ Y BUKOPHUCTAHHI OTPUMAaHUX IiJI 4aC BUKOHAHHS JUCEpTaliiHOI poOOoTU



Pe3yJIbTaTIB JUIs TOAAIBIINX HAYKOBUX JOCIIPKEHb Ta BBEJACHHI HOBOI'O MaTepiainy B
OCBITHIM TPOIEC, 30KpeMa, y CHEIKypcax Ta JEKIisX JJiS HaBUYaHHS CTYJICHTIB

BIJIMTOBITHOTO TIPOD1ITIO.

KimrouoBi crmoBa: wmioMmeTpiil; riaaki M's3u; IWIypH; CKOpPOUYEHHS; 3allajeHHS,
okcumatuBHui crpec; KIR-kanan; minasmatuyHa MemOpana; ekcmpecis; MPHK;

MiToxoHApiasibHa auchyHkIis; NO; dinomnoicaxapui; OKCUTOIIUH; TTyTaTiOH.

SUMMARY

Strutynskyi V. R. Sensitivity of the uterine myometrium to oxytocin during
experimental endotoxemia in rats. — Qualifying scientific work on the rights of a

manuscript.
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"Biology" in the speciality 091 "Biology". — O.0. Bogomoletz Institute of Physiology,
NAS of Ukraine, Kyiv, 2026.

Ensuring the physiological function of the mammalian uterus is critical for maintaining
the organism's reproductive capacity, an important part of which is the spontaneous
contractile activity of myometrial smooth muscle cells (SMCs). Disruption of
reproductive function in women is an important and urgent medical and biological
problem. One of the inducers of uterine dysfunction is the structural components of the
bacterial wall, in particular, lipopolysaccharides from gram-negative bacteria, which
significantly inhibit reproductive function in animals. Innate immune receptors (Toll-
like receptors) and transient receptor potential (TRP) channels recognise
lipopolysaccharide and trigger an inflammatory response. The production of cytokines
and chemokines accompanies inflammation and causes leukocyte infiltration into
uterine and placental tissues. This can trigger premature birth and implantation
disorders. Increased oxidative stress, mitochondrial dysfunction, changes in protein

and receptor expression, and disruption of metabolic signalling during



lipopolysaccharide-induced inflammation complicate uterine functioning and
significantly impair mammalian reproductive function. Important for maintaining the
latter is the physiological contractile ability of the uterus, which is regulated by
oxytocin. Lipopolysaccharide alters metabolic signalling pathways associated with
oxytocin receptor activation, affecting uterine contractility. The increase in myometrial
sensitivity to oxytocin likely depends on the density of its receptors on the membranes
of SMCs. To date, changes in oxytocin-dependent contractile activity of the uterine
myometrium under lipopolysaccharide-induced experimental endotoxemia, methods
for preventing and correcting its disorders have not been sufficiently studied. Studying
how sensitive the uterine myometrium is to oxytocin under experimental endotoxemia
can provide valuable insights into reproductive physiology and potential complications
during pregnancy. The search for mechanisms to prevent and reduce the harmful
effects of lipopolysaccharide on uterine function is an important and relevant area of
research in modern physiology and medicine.

The work aimed to investigate the sensitivity of the rat uterine myometrium to
oxytocin for contractile activity indicators and oxytocin receptor expression under
lipopolysaccharide-induced experimental endotoxemia, and to assess the effectiveness
of pharmacological approaches to preventing and correcting the identified disorders.

The work used physiological, molecular genetic, biochemical and statistical
research methods. Physiological methods include studies of the functional state of the
myometrium under various experimental conditions, using a device for strain gauge
measurement of contraction-relaxation reactions of muscle preparations. Real-time
polymerase chain reaction (PCR) and reverse transcription were used to determine
gene expression. Biochemical methods were used to determine markers of oxidative
stress and lipid peroxidation, indicators of nitric oxide synthesis (activity of endothelial
and inducible NO synthases), and the content of hydrogen sulfide in uterine myometrial
tissues and blood plasma of rats. Our studies used a model of lipopolysaccharide-
induced immune-mediated injury, which was developed and patented in the
Department of Immunophysiology of the O.0. Bogomoletz Institute of Physiology of
the NAS of Ukraine, and applied by us to rats (Shepel et al., 2018; Patent of Ukraine



No. 139296 dated 12/26/2019). The obtained results were processed using the
variational statistics method of the computer programs "Excel 2000" and Origin 7.0.

In ex vivo experiments, it was shown that lipopolysaccharide increased the
amplitude and duration of spontaneous contractions by 13 and 23% at its
concentrations of 1.0 and 0.5 pg/ml, respectively, as well as the duration of the
contraction-pause cycle, the area under the contraction curve, and reduced the
frequency of contractions with a maximum effect by 9.6%. Changes in the
myometrium maximum rate of contraction and relaxation (+dF/dty.x and -dF/dtyax)
under the action of lipopolysaccharide indicate violation of these processes.

It was shown for the first time that lipopolysaccharide, when injected
intraperitoneally into rats at a dose of 3 mg/kg the day before the experiment,
significantly enhanced the oxytocin-induced contraction amplitude and basal tone of
isolated uterine myometrial strips by 3.1 and 2.3 times, respectively, which was
associated with a 4.6-fold increase in the mRNA expression levels of oxytocin
receptors (OXTR) in uterine tissue. At this dose of lipopolysaccharide administered to
rats, oxidative stress was significantly intensified, as evidenced by an increase in
markers of reactive oxygen species and lipid peroxidation products in uterine tissue, as
well as in blood plasma, due to the development of mitochondrial dysfunction, among
other things. In particular, in uterine tissue, the rates of formation of superoxide and
hydroxyl radicals increased by 2.5 and 5.6 times, respectively; the content of hydrogen
peroxide increased by 2.5 times; and the contents of diene conjugates and
malondialdehyde increased by 4 and 2.6 times, respectively. At the same time, in
uterine tissue, the activity of inducible NO synthase significantly increased by 3.7 times
and, conversely, the constitutive synthesis of nitric oxide decreased by 2.5 times. It was
shown for the first time that in this experimental model, lipopolysaccharide led to a
3.3-fold increase in the mRNA expression of genes encoding the antioxidant enzyme
catalase in rat uterine tissue, and also increased the expression of the H,S-synthesising
enzyme cystathionine-y-lyase by 5.8 times and the Kir6.1 subunit of ATP-sensitive
potassium channels (Karp channels) by 2.4 times. At the same time, the expression of
the antioxidant enzyme superoxide dismutase was reduced. This study showed for the

first time that, in this experimental model, lipopolysaccharide led to a 3.3-fold increase



in the mRNA expression of genes encoding the antioxidant enzyme catalase in rat
uterine tissue, and also increased the expression of the H,S-synthesising enzyme
cystathionine-y-lyase by 5.8-fold and the Kir6.1 subunit of Katp channels by 2.4-fold.
Thus, the early stages of lipopolysaccharide action are characterized, on the one hand,
by the development of oxidative stress with a significant impact on mitochondrial
function and an increase in the contractile activity of the uterine myometrium
associated with an increase in oxytocin receptor expression, and on the other hand, by
the activation of some protective processes in the body.

It has been shown for the first time that intraperitoneal administration of
glutathione at a dose of 52 mg/kg twice an hour before and a day after the
administration of lipopolysaccharide prevents the significant pathogenic effect of the
latter and significantly reduces oxytocin-induced contractile activity of the uterine
myometrium due to a decrease in the expression of oxytocin receptors in the uterine
tissue. The amplitude and frequency of contractions, as well as basal tone in these rats,
were restored to control values. Glutathione normalised the expression of oxytocin
receptors, antioxidant and H,S-synthesising enzymes, oxidative stress indicators, and
NO synthase activity.

On the other hand, activation of Karp channels in the uterine myometrium by
floccalin significantly reduced oxytocin-induced contractile activity even against the
background of lipopolysaccharide-induced experimental endotoxemia. It was shown
for the first time that the Karp channel pharmacological opener, flocalin, dose-
dependently reduced the oxytocin-induced uterine myometrium contractile activity in
rats with experimental endotoxemia. In particular, the increase in the amplitude of
oxytocin-induced contractions when flocalin was added at concentrations of 10 umol/l
was reduced by 122%, the frequency of contractions by 47%, and the increase in basal
tone by 53%.

The experimental results obtained during the dissertation work and their
theoretical justification of the prevention and reduction of the pathogenic effects of
lipopolysaccharide on the reproductive function of rats have important practical and
theoretical significance. The research results presented in the dissertation suggest that

the antioxidant glutathione and Karp channel opening could be used to prevent



reproductive disorders in animals with experimental endotoxemia and create new
therapeutic approaches. An important factor in this is the natural mechanism for
maintaining the uterus's physiological function and protection, since glutathione and
Katp channels are endogenous mechanisms that protect and regulate homeostasis. The
theoretical significance of the research results lies in using the results obtained during
the dissertation for further scientific research and introducing new material into the
educational process, particularly special courses and lectures for students with a

relevant profile.

Key words: myometrium; smooth muscle; rats; contractions; inflammation; oxidative
stress; KIR channel; plasma membrane; expression; mRNA; mitochondrial

dysfunction; NO; lipopolysaccharide; oxytocin; glutathione.
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