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Pedepar:

1. Incepraniiina po6oTta npucBsyeHa GpapmMaKkoJI0riyHOMY BUBYEHHIO HOBOTI'O BariHaJIbHOTO rejilo KOMGIiHOBAaHOTO
CKJIaZly 3 PECBEPATPOJIOM Ta rialypOHOBOIO KACJIOTOO, IPU3HAYEHOTO IJ1s JIIKYBaHHS FIIO€CTPOT€HOBUX PO3JAiB,
30KpEMa reHiTOYPUHAJIbHUX, 110 BUHUKAIOTh Y )KiHOK BHACIAOK (Pi3i0s1oriyHOro (Kj1iMakTepiyHoro) abo
[IATOJIOTIYHOrO (MiCIISIKACTPALIHOT0) 3HVDKEHHS PiBHSI CTaTEBUX TOPMOHIB. B po6OTi HaBeIeHO TEOPETUYHE Ta
eKCIIepMMEHTaJIbHe OOI'PYHTYBaHHS JOLIbHOCTI pO3pOOKH JIiKapChKOro 3aco6u MicieBoi (TomivHoi) fii, mo ckuany
SIKOTO YBIMIIJIM TaKi aKTUBHI papMalLleBTUYHI iHIpelieHTH sIK 1oJlidpeHo1 pecBepaTpos — QiToeCTpOreH (aHayuor
IIPUPOJHUX CTAaTEBUX TOPMOHIB, arOHICT €CTPOr€HOBUX PELENITOPIB), rialypOHOBA KUCJIOTA — €K30T€HHUH aHAJIOr
IIPUPOJIHOTrO TJ1iK03aMiHOTJIiKaHy, 0 BXOOUTH 10 CKJIay BariHajbHOTO CJu3y, € Gi3iosIoriyHuM 3BOJIOKYBAYEM,

JIyOPUKAHTOM Ta BaKJIMBUM KOMIIOHEHTOM 3aXMCHOTO 6ap’epy IeHiTajJlbHOro TPakTy. Pa3om 3 mornoMixxHUMU



pPEYOBMHAMU (MOJIOYHOIO KUCJIOTOIO Ta iH.) BOHM YTBOPIOIOTh OPUTiHA/IbLHY KOMITO3ULIiIO, O O LbOTO Yacy He Mae
aHasoriB Ha papMaLleBTUYHOMY PUHKY YKpaiHU. 3 HACTaHHSM MEHOIIay3U B OPraHi3Mi )KiHOK BUHUKAIOTh F€HETUYHO
3aIporpamoBaHi BiKOBi 3MiHU, [10B’513aHi 3 [1I0CTYIIOBUM 3HIDKEHHSIM (PYHKLII sie4HUKIB. [lepeuacHe «BUKJIIOUEHHS»
SI€YHUKIB, 1J0 BUHUKAE TIicJIs XipypriyHoi a6o ¢papMakoJIoridyHoi KacTpallii, BHACJIilOK CUHIPOMY BUCHAKEHHSI
SIEYHUKIB ITiCJIs1 JONIOMDKHUX PEMPOLYKTUBHUX TEXHOJIOTIH, IPU3BOIUTD IO Pi3KUX 3MiH TOPMOHAJILHOTO (POHY Yy
KIHOK 6i/1b11I MOJIOZIOTO BiKY. Pi3Hi 3a eTioJiorieto IposiBu MeHOIay3aJlbHUX PO3JaliB PO3BMBAOTLCS Ha (POHI
Ie@iluTy eCTpOreHiB Ta MOXXYTb BUKJIMKATH NATOJIOTIYHUI CUMITOMOKOMIIEKC — KJIIMaKTEPUUHMN CUHAPOM, 110
3HIDKYE SIKICTb JKUTTSI KiHOK, € IPUYMHOI0 PO3BUTKY OCTEOIIOPO3Y, CEPL,EBO-CYIUHHUX YCKIAHEHD, IOPYILIEHHS
KOTHUTUBHUX QYHKIIi, MeTab0IiYHUX Ta FeHiTOypruHanbHUX posnafis [1]. Haiibinem eeKTHBHUIM METOLIOM
JIIKyBaHHSI MEHOIIay3aJIbHOTO CMHIPOMY HaTellep € 3aMiCHa rOpPMOHaJIbHA Teparis (MeHoIay3aJlbHa TOPMOHAJbHA
teparis, MI'T), ajie 3a/1MMa0ThCS JKiHKY, SIKUM 3aCTOCYBAaHHS FOPMOHAJIbHUX [TPENApaTiB IPOTUIIOKA3aHo, 860 BOHU
IPUNMHSIOTH iX BBEJIEHHS, BHACJIIIOK PO3BUTKY MOGIYHMX peakliil. 3HaYHa 4acTKa XKiHOK B YKpaiHi He 3BepTaeThbCsl
1o Jiikapsl Al mpusHadeHHst MI'T, 1m0 noB’s13aHO 3 TopMOHO(06iet0 a60 Heobi3HaHICTIO 3 mUuTaHb MI'T.
EdexrtupHicTb Ta 6e3neka MI'T 3a1e>XXuTh Bifi CBO€YaCHOro N04YaTKy Teparlii, Koy 1ie BilKpUTe «TepaneBTUYHe
BikHO» [2]. OTXKe, 6inbLIiCTh )KiHOK IOBUHHI MaTU aJbT€PHATUBHI BapiaHTU JliKyBaHHSI MEHOIAYy3a/IbHUX NPOSIBIB, [0
TaKuX BiHOCUTHCSI CUCTEMHA Ta MiclieBa Teparis dpiroecTporeHamu. JlikapcbKuX 3aC06iB Ta AiETUYHUX JOOABOK, 110
MICTSTb (PiTOECTPOreHU y BUIJISIA] IepOPasIbHUX JliKapCcbkuxX GOpPM B YKpaiHi 3HayHa KiJIbKiCTb, TOZ] K IIpenaparis
TOMIYHOI Jii, IO JONOBHIOIOT CUCTEMHI €(eKTH a60 yCYyBaIOTh [1I€PEBAXXHO '€HITOYPHHAJIBHI IPOSIBU (CYXiCTb,
CBpepODK, MOIpa3HEeHHsI CJIM30BOI 000JIOHKY BariHY, IMCIIAPEYHII0, HETPUMAHHS ceyi Ta iH.) - O6paKye, a 3HAYHUI
IIOTIXAT HAa HUX HE KOMIIEHCYETbCSI 0OMEKEHNM aCOPTUMEHTOM JIiKapChKUX 3aC00iB. [IepCIeKTUBHUM LIJISIXOM
BUpillI€HHSsI aKTyaJbHOI'O HAYKOBOI'O 3aBJIaHHSI Cy4acHoi (hapMaKoJIorii € po3po6Ka BariHaJbHUX JIiIKAPChKUX 3aCO0iB
MyJIbTUMOJAJIBHOI il 3 piToecTporeHamy, o OTPUMaHi 3a JOIOMOTOI0 Cy4YaCHUX (papMalleBTUYHUX TEXHOJIOTIN Ta
BUSIBJISIIOTh BUCOKY (hapMaKOJIOTiuHy aKTUBHICTb 32 YMOB TiIIOECTPOr€HOBUX CTaHIB, 31aTHUX €(PEKTUBHO Ta
0e3IeyHO KOperyBaTy IaToJIOTiYHi ITPOsIBY, 30KpeMa reHiToypuHasbHi. B YkpaiHi maitke BincyTHi npenaparu
BITUM3HSIHOTO BUPOOHUIITBA 3a3HA4Y€EHOI Aii, a 6isbllla YaCTMHA HAsIBHOTO ACOPTUMEHTY MPeJCTaBJIeHa JliKaMy
iHO3eMHOT0 BUPOOHUIITBA. BariHasibHi resi 3 pecBepaTposioM Ta riaJlypoHOBOIO KUCJIOTOIO, IO NOCIiIKYBaInCs,
Oysin po3pobeHi Ha Kadenpi 3aBOAChKOI TexHOJIOrI JIikiB HanioHanbHOro papMaleBTUYHOTO YHIBEPCUTETY (M.
XapkiB) nig, KepiBHULTBOM 1. papM. H., mpodecopa O. A. PybaH. Y cBoeMy ckiafii resi MicTThb, pecBepartpoi (P),
SIKUH € NoJi(PeHO0JIOM, PITOECTPOrEHOM, IO HE IOTPedye NOoNenepeIHbOr0 MeTaboIi3My 17151 BUSIBJIEHHS
dapmaxosoriyHoi aii (Ha BizMiHy Bif i3o¢aBoHiB coi), riaypoHoBy kucsoty (['K) i1 mornomMibkHI pe4oBUHH, 30Kpema
MoJsiouny kucyoty (MK). CyberaHiis pecBeparpoiy, o MicTUuTb 50% TpaHC-pecBepaTpoJly POCIUHHOTO
IIOXOJIKEHHSI, oTpuMaHa 3 Polygonum cuspidatum (Siebold & Zucc.) nosirosis. [Ipenaporom NopiBHSHHS 6YJI0
06paHoO [1Ba JiKapChKix 3acoba: nepmuil - resb «['iHOmek», 10 BUKOPUCTOBYBAJIM IIPYU CKPUHIHTOBUX JOCIIIIPKEHHSIX,
Mae JiBa CIiJIbHi KOMIIOHEHTH (TriajlypoHaH, MOJIOYHY KHCJIOTY) 3 LOCIiIP)KyBaHUMU TeJISIMU Ta OJHAKOBI [10Ka3aHHs
IO NIpU3HAYeHHs. [Ipyruil ipenapar nopiBHIHHS — KpeM «KoanoTpo@din», mo 6yB BUKOPUCTAaHMI Ha eTali
noran61eHnx (papMakoJIOTiYHUX JOCTIIKEeHb 3pa3Ka-Jliiepa Ta BUKOPUCTOBYETLCS [JIs1 3aMiCHOI TOPMOHOHABHOI

Teparlii, MiCTUTb IPOMECTPUH — CUHTETUYHI €CTPOTEH.

2. The dissertation is a pharmacological study of a new vaginal gel of combined composition with resveratrol and
hyaluronic acid, intended for the treatment of hypoestrogenic disorders, in particular, genitourinary disorders,
which occur in women due to physiological (menopausal) or pathological (post-castration) levels. The dissertation
presents a theoretical and experimental substantiation of the feasibility of developing a drug of local (topical)
action, which included such active pharmaceutical ingredients as polyphenol resveratrol and hyaluronic acid.
Phytoestrogen Resveratrol is analog of natural sex hormones, estrogen receptor agonist. Hyaluronic acid is
exogenic glucosamine glycan analog. It is part of vaginal mucus, physiological moisturizer, lubricant, and an
important component of the protective barrier of the genital tract. Together with excipients (lactic acid, etc.), they
form an original composition that still has no analogs in the Ukrainian pharmaceutical market. With the onset of
menopause in women, there are genetically programmed age-related changes associated with a gradual decline in

ovarian function. Premature "exclusion" of the ovaries, which occurs after surgical or pharmacological castration,



due to ovarian depletion syndrome after assisted reproductive technologies, leads to abrupt changes in the
hormonal background in younger women. Different etiologies of menopausal disorders develop against the
background of estrogen deficiency and can cause pathological symptoms - menopausal syndrome, which reduces
the quality of life of women. Menopause is the cause of osteoporosis, cardiovascular complications, cognitive
impairment, metabolic and metabolic disorders in women. Hormone replacement therapy (menopausal hormone
therapy, MHT) is currently the most effective treatment for menopausal syndrome. Nevertheless, there are still
women who are contraindicated or stop taking hormonal drugs due to side effects. A significant proportion of
women in Ukraine do not seek medical attention for MHT due to hormonal phobia or ignorance of MHT. The
effectiveness and safety of MHT depend on the timely start of therapy when the "therapeutic window" is still open
[2]. Therefore, most women should have alternative treatments for menopausal symptoms, including systemic and
topical phytoestrogen therapy. There is a significant number of drugs and dietary supplements containing
phytoestrogens in the oral dosage forms in Ukraine. On the other hand, there is a lack of topical drugs that
complement systemic effects or eliminate mainly genitourinary manifestations (dryness, itching, irritation of the
vaginal mucosa, dyspareunia, urinary incontinence, etc..) To sum up, significant demand for topical drugs is not
offset by a limited range of drugs. A promising way to solve the current scientific problem of modern
pharmacology is the development of vaginal drugs with multimodal action with phytoestrogens, obtained using
modern pharmaceutical technologies and show high pharmacological activity in hypoestrogenic conditions that
can effectively and safely correct pathological manifestations, including genitourinary symptoms. There are almost
no Ukrainian drugs of this action, and most of the available range is represented by foreign drugs. Vaginal gels with
resveratrol and hyaluronic acid were developed under the guidance of Doctor of Pharmacy, Professor Ruban O.A.
at the Department of Industrial Technology of the National University of Pharmacy (Kharkov). The gels contain
resveratrol (R), which is a polyphenol, a phytoestrogen that does not require prior metabolism to detect
pharmacological action (unlike soy isoflavones), hyaluronic acid (HA), and excipients, including lactic acid (LA).
Resveratrol substance containing 50% trans-resveratrol of plant origin, obtained from Polygonum Cuspidatum.
Two drugs were selected for comparison. The first drug was Ginodek gel, used in screening studies, has two
common components (hyaluronan, lactic acid) with the studied gels and the same indications for use. The second
comparison drug, Colpotrophin cream, was used in the in-depth pharmacological studies of the sample leader and
is used for hormone replacement therapy, contains promestrin, a synthetic estrogen.
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