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Pedepar:

1. Y pucepralii HaBe[IeHO TEOPETUYHE Y3arajJbHEHHS i PO3B'$I3aHHS HAYKOBOTO 3aBJaHHS, 110 MOJISrae B 3'1CyBaHHi
MOXJIMBOCTI MiCLI€BOT'O 3aCTOCYBaHHS eTUIMeTWIrinpokcunipuauny cykuuHaty (EMITIC) oy nikyBaHHS
YUIKOJPKEHb i 3aXBOPIOBaHb MIKipU 3 OKCUJATUBHO-3aMaIbHUMU MeXaHi3MaMu narorexesy. [1pu
¢dapmakoinpopmauitHomy aHanisi crpykrypu EMITIC 3a nporpamoro PASS 6ynu BusiBiieHi epeKTu
I€PMaTOJIOTIYHOTO CIPSIMYBAHHS, [0 SIKUX HAJIEXKATh aHTUCEOOPEHA, IPOTUAJIONELiiHA, IPOTUEK3EMHA,
npoTucBep6iKHa, poTuiHdexiiiiHa fis. BcranosneHo, mo resi EMITIC 3 koHLeHTpatjieo 2,5-7,5 % y MOJieJIbBHOMY

CepenoBUILi BUBLILHAIOTL 47-49 % JlikapchKoi pe4oBUHM 3a epii 30 XB MPOINOPLIMHO [0 ii BMICTY, 110 gae



MOKJIMBICTb 3aCTOCOBYBATH MOTO B IIOJAJIbIINX €KCIIEPUMEHTAX y cepenHiil konneHTpauii 5 %. EMITIC ransmye
PO3BUTOK €TaJIOHHUX i KJIIHIYHUX IITaMiB rPaMIIO3UTUBHUX i fPaMHEraTUBHUX OaKTepiil y Aiarna3oHi KOHLeHTpaLii
312-2500 MKr/MI1 i cripaBJisie pyHricTaTUYHY [ifo Ha mTamMu Kauauau. EMITIC nponeMoHCTpyBaB 3aTHICTh
IIOCHUJIIOBATH YYTJIMBICTb TECT-KYJIbTYP €TAJIOHHUX IITaMiB MiKpOOpraHisMis, ykio4atoun Staphylococcus aureus
ATCC 25293, Escherihia coli ATCC 25922, Candida albicans ATCC 10231, no edipuux omniii. [Ipu nocnimxkenHi
MicueBoro 3actocyBaHHs 5 % resto EMITIC (125 mr/kr, 1 pa3 Ha ieHb NPOTArom 21 [Hs) Ha CTaH IIKipu Ta
pereHepallilo BoJIOCCs Micis XiMiYHOI geninsuii 6y1o Noka3aHo, 110 BiIHOBJIEHHS BOJIOCSIHOTO IIOKPUBY B L1yPiB
[IPUCKOPIOETLCA Tif, BIMBOM reto EMITIC Tiero 5k Miporo, 0 i i BIIJIMBOM NPEMnapary MOpiBHAHHS MiHOKCUAWITY
(30 mr/xr). 'enrs EMITIC 36i7b1yBaB KijIbKiCTh BOJIOCSIHUX (OJIKYIIB y CTAHIAPTHIN 1101 MiKpoIlpernaparis y 2
pasu (p&lt;0,001) npotu KOoHTpoJIO Yepes 21 eHb, IPOTULisIB IOTOBLIEHHIO enifepmicy yepes 3 Ta 9 [HIB, aje He
BILJIMBAB BipPOTiIHO Ha JiiaMeTp BOJIOCSHUX (OJIKYJIiB micss XiMivHOoi peninsuii. [Tin BrimmBom reso yepes 3, 9 ta 21
IleHb €KCIIEPMMEHTY Bifj0yBajsioCh 3HWKEHHs BMicTy MJIA i 3MeHIeHHs nopyuens aktuBHOCTi CO/ i karanasu B
KpOBi NpoTu KoHTpoJto. [Ipu MicLieBoMy 3actocyBanHi resto 5 % EMITIC (125 mr/kr macu Tinia 1 pa3 Ha [ieHb
IIPOTSrOM 3-X [IHiB) Y IIKipi OIPOMiHEHO] AiNSIHKY BigMivasacs 6ispia piBHOMIPHICTh TOBIIMHM €ifiepMicy, 6ibIi
YiTKi MeXi MK 10T0 1apamu, pifiie 3yCTpidanncs JEUKOUUTH i TOBHOKPOB&#39;4 cyauH. ['esis EMITIC 3meHITyBaB
TOBILMHY emnifnepmicy B 1,3-1,4 pasu (p&lt;0,001) uepes 48 i 72 rox Ta iHdinbTpauio KIiTUH 3ananeHHs B 1,4 pasu
(p&lt;0,001) uepes 24 rog, a TakKOXK LE€MOHCTPYBaB TEHEHIIIIO 10 3MEHIIEHHS BMiCTy KJIITUH 3 AUCTPOPIUHUMU
asumamu. ITicas YO onpominenHs ress EMITIC fisiB cusbHile 3a Ipenapar NOPiBHSIHHS — Ma3b IAHTEHOILY,
MIOCTYNUBLUINXCh OCTAHHbOMY JIUIIY CTOCOBHO 3MEHILIEHHS YKCJIA 3aNa/IbHUX KIIITHUH Y LIKipi 4yepes3 24 ron. HactynHe
JIiKyBaHHS yIIKopKkeHoi wkipu resem EMITIC (125 mr/kr macu Tina 1 pa3 Ha ieHb NPOTAroM 6 [1HiB) IPUCKOPIOBAJIO
penyKyBaHHS cuMmnToMaTtuku 1o 0,4 6asiB Tieo X Mipolo, 110 ¥ Ipenapar NOPiBHIHHS — Ma3b IPeHi3010HY (0,3
6asnn), i BiporifHO Biipi3HSJIOCH Bifi CTaHy WIKipy A0 JikyBaHH4 (p&lt;0,001). [Ipu ncopiazononibHOMy IepMaTuTi,
iHIYKOBaHOMY iMIKBIMOZIOM, CIIOCTEPIrajMCh BifIapyBaHHS POTOBOTO Lapy Ta MiCLSIMU BCbOTO €MifepMicy,
IIOTOBLIEHHS eMifiepMicy 3 MiZiBUIIEHOO ITpoJlipepallielo, akaHTO3, 1051Ba 3aNaJIbHUX KJIITUH, 3pOCTAaHHS YuCia
KJIITHH 3 O3HAaKaMU JACTPOQii, 30ibIIE€HHS KiJIbKOCTI KJIITHUH Y AepMi. ITicis nikysanHs resnem EMITIC porosuii map
emnigepMicy 6yB 1obpe BUpaXKEHUH, CaM eTlilepMic BUTOHYEHUH, iJITHKY aKaHTO3Y PifKiCHI, a KiNbKiCTb KIIITUH
noMipHa. [ly1s MOPiBHSHHS: Mif, BIIJIMBOM Ma3i IPEHI30JI0HY MaJId MiCLl€ TIOPYIIEHHS CTPYKTYpX POroBOro mapy,
HEUiTKi MEXi MiX apaMH emifepMicy, MiCLISIMU pi3Ke BUTOHUEHHS enifepmicy. IMiKBIMO-1HIyKOBaHUN
ncopiazononi6Huil nepmatut nocuiosas [10J], mifBuIllyBaB akTUBHICTb KaTasia3y, 30i/IbIIyBaB BMiCT BiJIbLHOTO
TriIpPOKCUIIPOJTIHY | BUKJIMKAB T€HIEHLIiI0 10 30iyblneHHs 3aranbHoi ¢ppakuii [Al' B yIIKOmpKeHiN mkipi.
Hocnigxysanuil resib EMITIC 3MeHIyBaB yCi BKa3aHi 3pyIIE€HHS B IIOPiBHAHHI 3 aHAJIOTIYHUMU [TIOKA3HUKAMU J10
JIiKyBaHHSI, 0 CTOCOBHO aKTUBHOCTI KaTajasy 0yJio BUPa3Hillle, HiX y KOHTPOJI. 3a BCiMa BUSIBIEHMMU e(peKTaMu
resib EMITIC icTOTHO He Bifpi3HABCA Bif Ipemnapary MopiBHAHHS. JIlMHaMiKa CKOpOYEHH IUIOLL paH CBifgYMiIa, 1o
resib EMITIC 6inbiioro miporo BriuBae Ha ¢as3u 3anajeHHs Ta npodtidepaliii paHoBoro npoliecy, Tofi sk rpenapar

IIOPiBHSIHHS pea’lizye CBOIO aKTMBHICTb Y ¢a3u nposidepatiii Ta peMoenoBaHHsL.

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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