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1. AHOTAIIIS Job6posikicHa rinepriasis nepegmixyposoi 3ano3u (II'TI3) € ogHyM i3 HAaANOMMPEHINX YPOJIOTIYHNAX
3aXBOPIOBAHb YOJIOBIKiB CTAPUIMX BiKOBUX I'PYII i HAJIEXKUTH [0 MPOBITHUX [IPUYUH PO3BUTKY PO3JIALliB
CEYOBMITYCKaHHSI, CEKCya/IbHOI IUCOYHKIII, TOPYIIEHHS PETPOAYKTUBHOTO 340POB’S Ta 3HVDKEHHS SIKOCTI SKUATTSL.
HesBarkaiouu Ha 3HAUYHUI [IPOrpec Cy4yacHOi yposiorii, naroreHe3 [II'TI3 3anumaeTscsi HELOCTATHLO 3'1COBAHUM
yepe3 CKJIaIHY B3aEMOJ 0 TOPMOHAJIbHUX, CYAMHHYX, 3allaJIbHUX, IMYHHUX 1 MeTaboIiYHMX MeXaHi3MiB. Oco6I1BY
yBary IpuBEpPTaIOTh OKCUAATUBHUI CTPEC, eH0Te lianbHa IUCHYHKIIisl, TOPYIIEHHS FEMOCTa3y, HTUTOKIHOBUM
IycbanaHC i MPOTEOJITUYHI TPOLIeCH, KOMIIJIEKCHE BUBYEHHS SIKUX € MiATPYHTIM IJ151 CTBOPEHHS €(peKTUBHUX
3aco06iB maToreHeTUYHOI Teparii. MeToo gocigkeHHs 6y10 BCTAHOBUTHU POJIb OKCUIATUBHOTO CTPECY,
eHJioTesianbHOI AUCPYHKILi], CUCTeMU FeMOCTa3y, HUTOKIHOBOTO NPOQiio Ta iMyHHUX MEXaHi3MiB y pO3BUTKY
€KCIIEPMMEHTAJIBHOI NOOPOSIKiICHOI rinepazii nepegmixypoBoi 3a/1031 i eKCIIEPYMEHTAIBHO OOIPYHTYBAaTU
e(eKTUBHICTb ix MaTOreHEeTMYHOI KOPEeKIii i3 3aCTOCYBaHHSIM KOMILIEKCY 6io(p1aBoHOiniB «AprillpocT».

JocmimKeHHsI BUKOHAaHO Ha MOJeJIi CyJIbIipu-iHIyKOBaHOi JOOPpOosKicHO] rinepriasii nepegMixypoBoi 3a103u y



J1a60paTOPHUX IYPiB i3 TOTPUMAHHSM BUMOT 6i0MEeAMYHOI €TUKU. BUKOPHUCTaHO KOMILJIEKC CYyYaCHUX
natodiziosoriyHux, 6i0xXiMiYHUX, FEMaTOJIOTTYHUX, IMYHOJIOTIYHUX, MOP(OJIOTIYHUX Ta CTATUCTUYHUX METOIIB.
[TpoBeneHO OLiHKY TOPMOHAJILHOTO IIPOQisio, IOKa3HUKIB CliepMaTOreHesy, IPOolLeCiB IEPEKUCHOTO OKUCHEHHS
JIiNifiB Ta aHTMOKCUIAHTHOTO 3aXMCTy, CUCTEMHOI 3aMajIbHOI BifIIOBili, HUTOKIHOBOTO MPOQisio, PyHKILiOHATBHOTO
CTaHy €HJIOTEi0, CyJUHHO-TPOMOOLUTAPHOI, KOAryJsiiiiHoi Ta Gi6PUHOITUYHOI TaHOK reMOCTa3y, KajlikpeiH-
KiHIHOBOI Ta IPOTEOJIITUYHOI CUCTEM. YCTAHOBJIEHO, IO eKcriepuMeHTasnbHa [JI'TI3 cynpoBOIKyeThCS BUPOKEHNMU
[OPYIIEHHSIMU TOPMOHAJIBHOTO TOMEOCTa3y, MOP(OPYHKIIOHATIBHOTO CTaHy IIPOCTATH Ta PENPOAYKTUBHOI (PYHKLI].
BusBieHo 3HMKEHHS PiBHS TECTOCTEPOHY i CIiBBiIHOUIEHHS TECTOCTEPOH /€CTPaIioJl IIPU OJJHOYACHOMY
NigBUILIEHHI KOHLIEHTPAaLlii AUTiTPOTECTOCTEPOHY, NOTIPIIEHH] TIOKAa3HUKIB CIIEPMATOreHe3y Ta PO3BUTKY
Mop¢oJIoriYHUX O3HaK rinepniasii nepegmixyposoi 3a103u. JloBeieHo, 10 OAHUM i3 IPOBITHUX MEXaHi3MiB
po3eutky II'TI3 € okcupaTUBHUI CTPEC, IKUI XapaKTePU3YyeThCs aKTUBALIi€I0 TPOLECIB IEPEKUCHOTO OKUCHEHHS
JIMiiB i BACH)KEHHSIM aHTUOKCUIAHTHOI CUCTEMU. BCTAaHOBJIEHO PO3BUTOK CMCTEMHOI 3aM1aJIbHOI BiANOBifi Ta
iMyHHOTrO Auc6anaHcy, o NPOosIBISIUCS MiIBUILEHHSIM piBHS C-peakTUBHOrO 6ijKa, po3arajbHuX HUTOKIHIB (IL-10,
IL-6, TNF-n) Ta iHmux Mmapkepis 3ananeHHs. [IokasaHo, 10 NPOrpecyBaHHs 3aXBOPIOBAHHS CYIIPOBOIKYETHCS
PO3BUTKOM €HJOTeiaNbHOI AUC(YHKLII, aKTUBALi€l0 KOATYJIALIMHOI JIJAHKM T€MOCTa3y, IPUTHiYEHHIM (Pi6pUHOII3Y
Ta GOPMYyBaHHSIM IPOTPOMOOTHUYHOTO CTaHy, IO CIIPUSIE MOPYLIEHHIO MiKPOLUPKYJISLIl Ta peMOoeI0BaHHIO
TKaHUHU N1epeaMixypoBoi 3a103U. EKcliepuMeHTaIbHO JOBEIEHO BUCOKY €(PEeKTUBHICTh KOMILIEKCY 6i0(IaBOHOINIB
«AprillpocT», 3aCTOCYBaHHS SIKOTO 3a0€3I1€4yBajo HOpMali3allilo PYHKLiOHAJIBHOTO CTaHy €HJIOTEIIIO,
MIPUTHiYE€HHS OKCUIATUBHOTO CTPECY, BiTHOBJIEHHSI aHTUOKCUJIAHTHOTO 3aXUCTY, 3MEHIIEHHS BUPAXXEHOCTI
CHCTEMHO] 3alajIbHOI BiANOBifi, KOPeKIilo IUTOKIHOBOTO NMPo@isio, OKpalleHHs OKa3HUKIB reMOoCTasy Ta
YaCTKOBE BiIHOBJIEHHS PENPOLYKTUBHOI PYHKIiI. 3a Oi/IbIIICTIO NOCiI)KYBaHUX I0Ka3HUKIB €(PEKTUBHICTb
KOMILJIEKCY TepeBUIlyBaa filo npenapary nopiBHsHHs «IIpoctatodir». HaykoBa HOBU3HA POOGOTH IOJISITAE Y
KOMILJIEKCHOMY BCTQHOBJIEHHI B3a€MO3B’513KiB Mi’K OKCUIATUBHUM CTPECOM, €H0TEeiaJIbHOI0 TUCYHKII€IO,
CHCTEMHOIO 3allaJIbHOIO BiJIIIOBIII0, [IOPYIIEHHSIMY CUCTEMHU F€MOCTA3y Ta aKTHUBALLi€l0 IIPOTEOJIITUYHUX MTPOLIECIB
y PO3BUTKY eKcriepuMmeHTanbHoi I'TI3. Ynepie foBefeHo, 0 3a3HaYeHi MeXaHi3MU (POPMYIOTh €IUHY
B32€MOIIOB'SI3aHy [TaTOT€HETUYHY CUCTEMY, SIKa 3a0e3Ieyuye IPOorpecyBaHHs CTPYKTYPHO-(YHKI[IOHATBHUX 3MiH
IepeMixypoBoi 3a7103H, Ta €KCIIEPUMEHTaIbHO OOI'PYHTOBAHO JIOLIi/IbHICTh 3aCTOCYBaHHS KOMILJIEKCY
6io¢1aBoHOIAIB «AprillpocT» 5K 3aco0y 6araTOKOMIIOHEHTHOI IaTOT€HETUYHOI KopekLii. [IpakTuyHe 3Ha4eHHS
po60TH NOJIArae y po3MMUPEHHI HAYKOBUX 3acafl IATOT€HETUYHO]I Tepallii JoOPOosIKiCHOI rinepIuiasii nepeamixyposoi
3aJI03M Ta €KCIIEPUMEHTAJIbHOMY OOI'PYHTYBaHHI I€PCIEKTUBHOCTI BUKOPUCTAHHS KOMILIEKCY 6i0¢J1aBOHOINIB
«Aprillpoct». OTprMaHi pe3ybTaTh MOXKYTb OyTU BUKOPUCTAHI ITPU pO3p0O06JIeHHI HOBUX (PapMaKOJIOTiYHUX
3aco0iB, IIJIaHYBaHHI NOJAJIBIINX NOKJIHIYHMX i KJIIHIYHUX IOCTII>)KE€Hb, a TAKOX y HAyKOBill Ta OCBITHIl AiSJIbHOCTI
3aKJI1aJIiB BAIIOI MeIMYHOI OCBITU. KJII0UOBi C10Ba: €KCIIepUMEHTaIbHA J0OPOSIKiCHA rinepIiiasis nepeamixypoBoi
3aJ103H4, SIKiCHI Ta KiJIbKiCHI 3MiHM cliepmMaTo30i1iB, NUCcYHKLis eHpoTerito, pakrop Binnebpana, enporesnin-1,
3anajieHHs, LMTOKIHOBUI ITyJl, CUCTEMA T€éMOCTa3y, aHTUOKCUAAHTHUI 3aXUCT, [IEPEKUCHE OKMCHEHHS JIiIifiB,

NaToreHeTUYHa KopeKlis, 6iodpaaBoHOiz, L-apriHiH.

2. ABSTRACT Benign prostatic hyperplasia (BPH) is one of the most common urological diseases affecting elderly
men and is a leading cause of lower urinary tract symptoms, sexual dysfunction, impaired reproductive health, and
reduced quality of life. Despite significant advances in modern urology, the pathogenesis of BPH remains
incompletely understood due to the complex interaction of hormonal, vascular, inflammatory, immune, and
metabolic mechanisms. Particular attention has recently been paid to the role of oxidative stress, endothelial
dysfunction, hemostatic disorders, cytokine imbalance, and proteolytic processes, the comprehensive
investigation of which provides a basis for the development of effective pathogenetically targeted therapies. The
aim of the study was to determine the role of oxidative stress, endothelial dysfunction, the hemostatic system,
cytokine profile, and immune mechanisms in the development of experimental benign prostatic hyperplasia and to
experimentally substantiate the effectiveness of their pathogenetic correction using the bioflavonoid complex
ArgiProst. The experimental study was performed using a sulpiride-induced model of benign prostatic hyperplasia
in laboratory rats in accordance with international and national guidelines for biomedical ethics. A comprehensive



set of modern pathophysiological, biochemical, hematological, immunological, morphological, and statistical
methods was employed. Hormonal status, spermatogenesis parameters, lipid peroxidation and antioxidant
defense, systemic inflammatory response, cytokine profile, endothelial function, vascular-platelet, coagulation and
fibrinolytic components of hemostasis, as well as the kallikrein-kinin and proteolytic systems were evaluated. The
study demonstrated that experimental BPH is accompanied by pronounced disturbances in hormonal homeostasis,
prostate morphology and function, and reproductive capacity. A significant decrease in testosterone levels and the
testosterone/estradiol ratio, together with an increase in dihydrotestosterone concentration, deterioration of
spermatogenesis, and the development of characteristic morphological signs of prostatic hyperplasia, were
observed. Oxidative stress was identified as one of the key pathogenetic mechanisms of BPH, manifested by
activation of lipid peroxidation and depletion of the antioxidant defense system. Experimental BPH was also
associated with systemic inflammatory response and immune imbalance, characterized by elevated levels of C-
reactive protein and pro-inflammatory cytokines (IL-1n, IL-6, and TNF-n). Disease progression was accompanied by
endothelial dysfunction, activation of the coagulation component of hemostasis, suppression of fibrinolysis, and
the development of a prothrombotic state, resulting in impaired microcirculation and remodeling of prostatic
tissue. The bioflavonoid complex ArgiProst demonstrated high therapeutic efficacy by improving endothelial
function, suppressing oxidative stress, restoring antioxidant defense, reducing systemic inflammatory activity,
normalizing the cytokine profile, improving hemostatic parameters, and partially restoring reproductive function.
In most of the evaluated parameters, ArgiProst exhibited greater therapeutic efficacy than the reference
preparation Prostatofit. The scientific novelty of the study lies in the comprehensive elucidation of the
relationships between oxidative stress, endothelial dysfunction, systemic inflammatory response, hemostatic
disorders, and activation of proteolytic processes in the pathogenesis of experimental benign prostatic
hyperplasia. For the first time, these mechanisms have been shown to constitute an integrated pathogenetic
system responsible for the progression of structural and functional changes in the prostate. Furthermore, the
study experimentally substantiated the feasibility of using the bioflavonoid complex ArgiProst as a multitarget
pathogenetic therapeutic agent for benign prostatic hyperplasia. The practical significance of the study consists in
expanding the scientific basis for pathogenetic therapy of benign prostatic hyperplasia and providing experimental
evidence supporting the therapeutic potential of the ArgiProst bioflavonoid complex. The obtained results may be
applied in the development of novel pharmacological agents, the design of further preclinical and clinical studies,
as well as in research and educational activities within higher medical education institutions. Keywords:
experimental benign prostatic hyperplasia; qualitative and quantitative sperm abnormalities; endothelial
dysfunction; von Willebrand factor; endothelin-1; inflammation; cytokine profile; hemostatic system; antioxidant
defense; lipid peroxidation; pathogenetic correction; bioflavonoid; L-arginine.
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JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI 0COOH: [BaHO- DPaHKiBCHKMIT HALIOHATIBHUI MEIMYHUI yHIBEPCUTET
Kopg 3a €IPIIOY: 02010758

MicneSHaXO;pKeHHﬂ: ByJI. ['annubka, IBaHo-PpankiBebk, 76018, Ykpaina

dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR:

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. ®egopyk Onexcangp CrernaHoBUY
2. Oleksandr Fedoruk

KBasigikamis: 1. men. H., npodecop, 14.01.06

ImenTudikarop ORCID ID: 0000-0001-8816-3418

JoparkoBa iHdpopmamist:

IToBHE HaﬁMeHyBaHHﬂ IOPUIHUYHOL 0COOH: ByKOBMHCBHKUII [IepKaBHUI MEJUYHUIA YHIBEPCUTET
Kopg 3a €IPIIOY: 02010971

Micue3Haxoa KeHHs: mioma Teatpanbha, YepHisii, 58002, Vkpaina

dopma BiracHOCTI: /lepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu

InenTudikarop ROR:

Penensentu

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. Tapabpin Oner OnexkcaHapoBuY

2. Oleg Tarabrin

KBasidikanis: . men. u., npodecop, 14.01.30

InenTudikarop ORCID ID: 0000-0002-1649-5955

JoparkoBa indopmamnist:

IloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOHM: MiXkHAPOAHMII yHIBEPCUTET
Kopg 3a €IPIIOY: 26249278

Micue3Haxoa KeHHS: Bys. PonTancwka mopora, Oneca, 65009, Ykpaina
dopma BracHOCTI: IpuBarHa,/HenepkaBHa

Cdepa ynpasiriHHS:

InenTudikarop ROR:



VIII. 3akr04Hi BimoMocTi
BiiacHe IIpi3Buie Im'sa I1o-6aTbKOBI
TOJIOBH pagu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi

OisIJIbHOCTI

Iauran Onekcanap ®enopoBud

J3uran OnekcaHnp ®enopoBuy

3eneHcbka Osbra BaseHTHHIBHA

Opuenko TersiHa AHaTosIiBHA

FOpuenko TetsaHa AHaToiiBHA



