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Pedepar:

1. Y pucepralii HaBeJEHO TEOPETUYHE y3arajJbHEHH i pO3B’s13aHHS1 HAYKOBOT'O 3aBJIaHHS, 110 [10JISITA€ B 3'SICYBaHHI
MO>KJIMBOCTI MiCLI€BOTO 3aCTOCYBaHHS eTUJIMeTUrigpokcunipuanny cykuuHary (EMITIC) oyis smikyBaHHS
VIIKOJKEHD | 3aXBOPIOBaHb LIKiPYU 3 OKCUAATUBHO-3allaJIbHMMY MeXaHi3Mamu naroresesy. [Ipn
dapmakoinpopmariiHomy aHasizi ctpykrypu EMITIC 3a nporpamoro PASS 6ysu BusiBiieHi epekTn
I€PMaTOJIOTiYHOTO CIIPSIMYBAHHS, [0 SIKUX HaJIEXXUTh aHTUCEOOPENHA, IPOTHAJIONELiIiHA, TPOTUEK3EMHA,
npotucBepbixHa, mpotuindekuiitaa nis. Bcranosneno, mo reni EMITIC 3 koHLeHTpaui€eo 2,5-7,5 % y MOzeIbHOMY
CepeNoBUIi BUBLIBHAIOTL 47-49 % JlikapChKOi pe40BUHU 3a Iepii 30 XB MPONOPLINHO 10 ii BMICTY, IO fae
MO>KJIMBICTb 3aCTOCOBYBATU MOTO B IOJAJBIINX €KCIIEPUMEHTax Y cepeHiil KonueHnrpatii 5 %. EMITIC ranbmye
PO3BUTOK €TAJIOHHUX i KJIIHIYHMX MITaMiB 'PaMIIO3UTUBHUX i FPAMHEraTUBHUX O6AKTEPill y Aiana3oHi KOHLEHTpaLii

312-2500 Mxr/MmI1 i cripaBiisie pyHricTaTUyHy Aifo Ha mramu Kauauau. EMITIC nponeMoHCTpyBaB 3[1aTHICTh



IIOCHUJIIOBATH YYTJIMBICTb TECT-KYJIbTYP €TJIOHHUX MITaMiB MIKpOOpraHi3MiB, ykio4aodn Staphylococcus aureus
ATCC 25293, Escherihia coli ATCC 25922, Candida albicans ATCC 10231, no edipHux oiit. [Tpu gocimkeHHi
MicleBoro 3actocyBaHHs 5 % reso EMITIC (125 mr/kr, 1 pa3 Ha ieHb IPOTIrom 21 oHs) Ha CTaH LIKipy Ta
pereHepaltlilo BOJIOCCS Micsd XiMiYHOI Aeninsunii 6ysio oKa3aHo, 0 BiIHOBJIEHHS BOJIOCSHOTO IIOKPUBY B L1yPiB
[IPUCKOPIOETLCA Tif BIMBOM reto EMITIC Tiero X Miporo, 1110 i i BIIJIMBOM NPEMNapary MOpiBHAHHA MiHOKCUAUITY
(30 mr/xr). 'enns EMITIC 36i7b1yBaB KijIbKiCTh BOJIOCSIHUX (OMIKYJiB y CTAaHIAPTHIN 11011 MiKpoIlpenaparis y 2
pasu (p&lt;0,001) npotu KoHTpoJIIO Yepe3 21 eHb, NPOTUisIB IOTOBLIEHHIO enifepmicy uyepes 3 Ta 9 [HIB, ase He
BILJIMBAB BipPOTiIHO Ha JiaMeTp BOJIOCSIHUX (OJIKYJIB Micss XiMivHOi aeninsuii. [Tin BrimmBom reso yepes 3, 9 ta 21
IleHb eKCIIEPUMEHTY Bifi0yBaoCh 3HIDKEHHS BMicTy MIIA i 3MeHIeHHsI rnopyiienb aktuBHocTi COJl i kaTanasu B
KpOBi NpoTu KoHTpoJt0. [Ipy MicLieBoMy 3acTocyBaHHi reio 5 % EMITIC (125 mr/kr macu Tinia 1 pa3 Ha ieHb
IIPOTSIrOM 3-X JIHiB) Y IIKipi OIPOMiHEHO] AiNSIHKY BiiMivasacs 6ispila piBHOMIPHICTh TOBIIVHMU €ifiepMicy, 6ibI
YiTKi MeXi MK 110T0 1apamu, pifie 3yCTpidanncs JEUKOUUTH i TOBHOKPOB&#39;4 cyauH. ['esib EMITIC 3meHIyBaB
TOBILMHY emnifgepmicy B 1,3-1,4 pasu (p&lt;0,001) uepes 48 i 72 rox Ta iHdinbTpaLio KIiTUH 3ananeHHs B 1,4 pasu
(p&lt;0,001) uepes 24 rog, a TaKOXK AEMOHCTPYBAaB TEHAEHIIIIO 10 3MEHIIEHHS BMiCTy KJIITUH 3 AUCTPOPIUHUMU
sapumamu. [Ticig YO onpominenHs resnp EMITIC gnisiB cuspHile 3a mpenapar NOPiBHSIHHS — Ma3b IIaHTEHOITY,
MOCTYNMBIINCH OCTAHHBOMY JIMIIY CTOCOBHO 3MEHIIEHHS YMCJIA 3allajIbHUX KIITUH y WKipi yepes 24 rox. HactynHe
JIiKyBaHHS$ yiKompkeHoi mwkipu resem EMITIC (125 mr/kr macu Tina 1 pa3 Ha ieHb IPOTAroM 6 [1HiB) IPUCKOPIOBAJIO
pelyKyBaHHS cuMITOMaTuKu 10 0,4 6aJiB Ti€eo XX Mipolo, IO ¥ IIpenapar NOPiBHIHHS — Ma3b IPeAHi3010HY (0,3
6anm), i BiporigHo BiIpi3HsIOCH Bifi cTaHy WKipy 10 yikyBaHHs (p&lt;0,001). IIpu ncopiasononibHOMy AepMaTHUTi,
iHIyKOBaHOMY iMIKBIMOZIOM, CIIOCTEPIrajIMCh BiflIapyBaHHS POTOBOIO LIapy Ta MiCLSIMU BCbOTO €MifepMicy,
IIOTOBLIEHHS €MifiepMicy 3 MiJBUIIEHOO ITpoJlipepaliielo, akaHTO3, 1051Ba 3aNaJIbHUX KJIITUH, 3pOCTaHHS YuCia
KJIITHH 3 O3HAaKaMU IACTPOQii, 36ibIIE€HHS KiJIbKOCTI KJIITHUH Y AepMi. Ilicis aikyBanHs resnem EMITIC porosuit map
emnigepMicy 6yB [obpe BUpPaKEHUH, caM ellifiepMic BUTOHYEHUH, IiJTHKY aKaHTO3Y PiIKicHI, a KiNbKIiCTb KIIITUH
noMipHa. [ly1s1 IOpiBHSAHHSL: Mif, BIIJIMBOM Ma3i IIPEIHI30JI0HY MaJId MiCLie TIOPYIIEHHS CTPYKTYpX POroBOro mapy,
HEUiTKi MeXi MiX apaMH enifepMicy, MiCLISIMU pi3Ke BUTOHUEHHS eninepmicy. IMiKBIMOA-1HIyKOBaHUI
nicopiazononionuil nepmatut rnocuinosas [10J], migBUIyBaB aKTUBHICTb KaTajasy, 361/1b1IyBaB BMiCT BiJIbHOTO
TiZPOKCUIIPOJIiHY | BUKJIMKAB TEHIEHIIiI0 10 30iyblieHHs 3aranbHoi ¢ppakuii [Al' B ylIKopKeHil mkipi.
Jocnigxysanuii resb EMITIC 3MeHIyBaB yci BKa3aHi 3pyLIEHHs B IIOPiBHAHHI 3 aHAJIOTNTYHUMMU IIOKa3HUKAMU 0
JIiKyBaHHSI, IO CTOCOBHO aKTUBHOCTI KaTajia3y 0yJIo BUPa3Hille, HiX y KOHTPOJI. 3a BCiMa BUSBIIEHMMY e(peKTaMu
resib EMITIC icTOTHO He Bifipi3HSIBCS Bif, Ipemnapary MOpiBHSIHHS. JIlMHaMiKa CKOpOYEHHS IO paH CBigunia, mo
resib EMITIC 6inbiioro miporo BriBae Ha ¢as3u 3anajeHHs Ta npoJtidepaliii paHoBoro npoliecy, Tofi K rnpenapar

NIOPiBHSIHHS peasliye CBOIO aKTMBHICTB Yy ¢a3u nposidepatii Ta peMoeT0BaHHSL.

2. The dissertation presents a theoretical generalization and solution to the scientific task, which consists in
clarifying the possibility of topical application of ethylmethylhydroxypyridine succinate (EMHPS) for the treatment
of skin injuries and diseases with oxidative-inflammatory mechanisms of pathogenesis. During the pharmaco-
informative analysis of the EMHPS structure using the PASS program, dermatological effects were identified,
which include antiseborrheic, anti-alopecia, anti-eczema, anti-itch, and anti-infective action. It was found that
EMHPS gels with a concentration of 2.5-7.5% release 47-49% of the drug substance to the model medium during
the first 30 min in proportion to its content, which makes it possible to use the gel in further experiments at an
average concentration of 5%. EMHPS inhibits the development of reference and clinical strains of gram-positive
and gram-negative bacteria in the concentration range of 312-2500 pg/ml and has a fungistatic effect on Candida
strains. EMHPS demonstrated the ability to enhance the susceptibility of the test cultures of microorganism
reference strains, including Staphylococcus aureus ATCC 25293, Escherichia coli ATCC 25922, Candida albicans
ATCC 10231, to essential oils. In a study of the topical application of 5% EMHPS gel (125 mg/kg, once daily for 21
days) on the skin condition and hair regeneration after chemical depilation, it was shown that the restoration of
the hair in rats is accelerated under the influence of EMHPS gel to the same extent as under the influence of
minoxidil (30 mg/kg), a reference preparation. The EMHPS gel increased the number of hair follicles in the
standard area of micropreparations by 2 times (p<0.001) compared to the control after 21 days, counteracted the



thickening of the epidermis after 3 and 9 days, but did not affect the diameter of hair follicles after chemical
depilation. Under the influence of the gel, after 3, 9 and 21 days of the experiment, there was a decrease in the
MDA concentration and a decrease in disturbances of the SOD and catalase activity in the blood compared to the
control. With the topical application of 5% EMHPS gel (125 mg/kg body weight once a day for 3 days), better
evenness of the epidermis thickness was noted in the skin of the irradiated area; clearer boundaries between the
layers of the epidermis were observed; leukocytes and hyperemia of the vessels were less common. The EMHPS gel
reduced epidermal thickening by 1.3-1.4 times (p<0.001) after 48-72 h and inflammatory cell infiltration by 1.4 times
(p<0.001) after 24 h, and also demonstrated a tendency to reduce the number of cells with dystrophic phenomena.
After UV irradiation, the EMHPS gel acted more consistently and more strongly than the panthenol ointment, a
reference preparation, yielding to the latter only in terms of the inflammatory cells count in the skin after 24 h.
Subsequent treatment of damaged skin with the EMHPS gel (125 mg/kg body weight, 1 time per day for 6 days)
accelerated the reduction of symptoms to 0.4 points to the same extent as the prednisolone ointment (0.3 points)
and was significantly different from the skin condition before treatment (p<0.001). In psoriasis-like dermatitis
induced by imiquimod, there was observed detachment of the stratum corneum and in some places the entire
epidermis, thickening of the epidermis with increased proliferation, acanthosis, the appearance of inflammatory
cells, an increase in the number of cells with the signs of dystrophy, an increase in the number of cells in the
dermis. After treatment with the EMHPS gel, the stratum corneum of the epidermis was well expressed, the
epidermis itself was thinned, areas of acanthosis were rare, and the number of cells was moderate. For
comparison: under the influence of prednisolone ointment, there were disturbances in the structure of the
stratum corneum, unclear boundaries between the layers of the epidermis, and in some places a severe thinning of
the epidermis. Imiquimod-induced psoriatic dermatitis increased LPO, catalase activity, and free hydroxyproline
concentration and caused a tendency to increase the total GAG fraction in the damaged skin. The studied EMHPS
gel reduced all of the indicated changes compared to parameters before treatment, which was more pronounced
in relation to catalase activity than in the control. In terms of all the detected effects, EMHPS gel did not
significantly differ from the reference preparation. The dynamics of the wound area reduction indicated that the
EMHPS gel has a greater effect on the inflammation and proliferation phases of the wound process, while the
panthenol ointment, a reference preparation, realizes its activity in the proliferation and remodeling phases.
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