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Pedepar:

1. MeTo10 foCiIKeHHs € eKCIIepUMeHTaIbHO OOIPYHTYBATH IifjBUIIEHHS €(PEKTUBHOCTI [IE€PBUHHOI
11epe6pOIpPOTEKLii NP YEPEMTHO-MO3KOBIll TPaBMi, IIJISIXOM 3aCTOCYBaHHS MOAYJISITOPA M0J1iaMiHOBOTO CalTy
NMDA-penenTopis ajeMoJly 32 HOBUM [IPU3HEYHHSIM i3 IOAaNbIIMM BCTAaHOBJIEHHSM HOBUX (pPapMaKOJMHAMIUHUX
acCIIeKTiB BIUIMBY IIperapary Ha rOJIOBHUI MO30K. B 0OCHOBY po60TH NOKJ/Ia[ieHO pe3ysbTaTy (papMaKkoIoTiyHuUX,
natodiziosnoriyHux, 6ioxiMiyHNX, MOPQOJIOTiYHUX, HUTOJIOTIYHMX, PYHKIIOHAJIbHUX, €KCIIEPUMEHTAJIbHUX,

iHCTPYMeHTaJleI/IX MeTO,E[iB ,E[OC]Ii]_I)KeHHﬂ, BJIACHUX CIIOCTEPEXKEHD uepe6p0np0TeKTopHo'1' aKTUBHOCTI MOOYJIATOPA



NMDA-penenTtopis afeMoJiy IIp1 Ye€penHO-MO3KOBii TpaBMi y mypiB. [IpoBefeHa po3pobKa Ta CTaHIAPTU3ALlis
HOBOI MOJI€JIi YepEMTHO-MO3KOBOI TPaBMHU Pi3HOT'O CTYIIE€HS BaKKOCTI [JIs1 CKPUHIHTY JIiKyBaJIbHUX BJIACTUBOCTEN
pi3HUX apMaKoJIOTiYHUX 3aCO06iB y 11ypiB. MiXKIpyIIOBe IIOPiBHSIHHS Ha 8 100y criocTepesXeHHs e(eKTUBHOCTI
JIIKyBaHHS 32 [TOKa3HUKOM JIETAJILHOCTI TBapUH 13 TSKKOK0 UYUMT CBIIYMTS, 0 afleMOJI BipOTiIHO IIepPEBAKAB
QHaJIOTiYHUI ePEeKT rpynu KOHTPOJIIO Ta 060X peepeHT-NpenapaTiB B MAKCUMAJbHO iX e(PeKTUBHUX
11epebpOIIPOTEKTOPHUX J03aX 3a MOKa3HUKOM JIETAJIbHOCTI. B mucepraliiiHiil po6oTi foBeieHo, mo 1-
aJaMaHTUWITUIIOKCU-3-MOPQOIIiHO-2-ITPONAHOJIy FigPOXJI0PHU], (AAEMOJI) € IEPCIIEKTUBHUM OPTaHOIIPOTEKTOPOM i3
MOJIITPOITHUMU BJIACTMBOCTSIMU G6s10Katopa N-metui-D-acnapratHux (NMDA) penenTtopis, 3aXUCHI MeXaHi3Mu
SIKOTO TOB's13aHi 3 yCYHEeHHSIM eHepronediluTy Ta MeTaboIiYHOro alui03y, 3MeHIIeHHIM Habpsky ['M Ta
HENPOAECTPYKIii, KOPEKLi€0 aHTUOKCUIAHTHO-OKCUIAHTHOI CUCTEMHU, 3MEHILEHHSM allOIITO3y, HOPMaJli3yl0uuM
BIIJIMBOM Ha OOMiH MOHOOKCHUY a30Ty, 30€pE>KeHHSIM UTOAPXiTeKTOHIKU ['M, 110 06IPyHTOBY€E MOT0 OAAIBLIY
MOJKJIMBICTb 3aCTOCYBaHHS B KJIiHIYHUX YMOBaxX rOCTPOTO MePiofy YePENHO-MO3KOBOI TPAaBMHU B IKOCTi IIEPBUHHOTO
11epe6poIpoTeKTOpHOTro areHTa. Kypcosa jyikyBasibHa Teparis mypis i3 UMT Tskkoro cTyneHs GpapmMakosIoriyHUM
3ac000M aIEMOJIOM, BipOTiHO Kpallle aMaHTaAuHy CyJbdarTy crpusija NifTPUMaHHIO MO3KOBOTO KPOBOTOKY Ha
PiBHI MakCHUMaabHO HAOIMKEHOMY TIO BUXiTTHOTO, a TaKOX BipOTiIHO MepelKoykana NagiHHI0O OCHOBHUX
[TOKa3HUKIB LIEHTPaJIbHOI reMOJMHaMiKU (apTepiajIbHOTO TUCKY Ta LEHTPAJIbHOTO BEHO3HOTO THUCKY), [IPU IIbOMY
eeKTUBHICTb aJJeMOJIy 33 IOKa3HUKOM 00’€MHOI IIBUJIKOCTi MO3KOBOTO KPOBOOOIry Kpallla B [IOPiBHSHHI 3 IPYIIOI0
KOHTPOJIIO Ta aMaHTaAuHYy CyJib(aTy. AHai3 BIUIMBY KYPCOBOI'O BBEEHHS aZleMOJy Ha (POPMYBaHHS CTEPOifHO]
HEPOTOKCUYHOCTI 32 piBHEM KOPTH30JIy B yMOBax MozenbHoi UMT rokasas, mo 3acTocoBaHa hapMakoTeparist
nornepepKyBasa HapoCTaHHs piBHA KopTusosy. PapMakoTeparist JOCIiIKyBaHUMU pO34YMHaMU B Pi3Hill mipi
3MEHIIyBaJjla aKTUBHICTb 3aajbHOi peaklii B TKAaHWHAaX TPaBMAaTUYHO MOUIKOJI)KEHOMY MO3Ky. BCTaHOBJIEHO, 1110
azieMoJI IIpernapar i3 BUCOKOIO 6i0I0CTYIHICTIO, sIKa 3a6e31evye MOKIMBICTh BHYTPIlIHLOBEHHOT'O BBEIEHHSI.
Anemout B mocTaTHIiN Mipi MpoHMKae Kpi3b remaToeHedaniyHuil 6ap’ep, o0 € 3aII0PyKOI0 Oro HEHPOIIPOTEKTOPHOI
aKTUBHOCTI, & CTPYKTypHa IIOAiOHICTb 10 0-aApeHO0610KaTOPIB Ta oro adiHHICTh 06YMOBJIIOE JIIKBOPOTiIOTEH3UBHY
Iii moxigHOro alaMaHTaHy, o CIPUYMHSIE 3HIDKEHHS MiIBULEHHOTO BHYTPIilIHbOYepenHoro TUCKY (p<0,05).
3acTOoCyBaHHS aIEMOJLY CIIpUSIE NOCTOBIPHOMY 3HIDKEHHIO JIETAJIbHOCTI Ta iHBasigu3anii mypis 3 Tsokkowo YMT B
MOPIBHSIHHI 3 iHITMMU IEPBUHHUMMU 11€peOPOIPOTEKTOPAMH, 10 CTAHOBUTH iHTEPEC [1JIsI TOIaJIbIIOTO
Norsn6JeHOro BUBYEHHS Horo ¢(papMaKoJIOTiYHUX BIaCTUBOCTEN Ta OLiHKM 0€3MeYHOCTi Ha MpeaMeT IPUIaTHOCTI
J10T0 3aCTOCYBaHHS B KJIiIHIYHUX YMOBAaX 32 HOBUM NpU3HayeHHsIM. EkciepumeHTanbHUMY in silico Ta
IepuBarorpadiuHIMU METOIaMU BUBYEHO CYMiCHICTb JiI0YMX Ta JONOMDKHUX iHIpeieHTiB Ha3albHOI JIikapChbKOi
dopmu. BctaHoBsI€HO, 1110 KOMIIOHEHTH JIOCTiAHOI GOPMU CyMiCHI MK COOO0I0 Ta MOXYTb OYTH IO€IHaHI B OJHIN
peuentypi. JJociikeHo KOHCUCTEHTHI BJIACTUBOCTI Ha3aJIbHOI (POpMU 3 afieMoJIOM. JIoBE[I€HO, 10 PEOJIOTiYHi
BJIACTUBOCTI XapaKTEPU3YIOTh PiIky KOHCHUCTEHILiI0, TOMY B SIKOCTi YIIAaKOBKU JIOLiIbHO BUKOPUCTATU (PJIAKOH 3
IineTKolo (Ha3aJIbHOIO HACaIKOI0), OIHOPA30BY KpalleJIbHULIIO0, IIPOIIeJIEeHTHY a60 6e3I1pOoIeIeHTHY YIIaKOBKY.
OmnpalboBaHO €KCTEMIIOPAJIbHY TEXHOJIOTII0 BUTOTOBJIEHHS Ha3albHOI (POPMU 3 aJIEMOJIOM, sIKa MAaTUME IIPAKTUYHE
3HAYEHHS [1J151 allTeYHUX 3aKJIaIiB 3 JIilleH3i€l0 Ha €eKCTEMIIOPaJIbHE BUTOTOBJIEHHS HECTEPUIIbHUX JIIKAPChKUX
3ac006iB. I[IpoMuCIIOBa TEXHOJIOTiSI BUPOOHMIITBA HA3aJIbHOTO TEJI0 3 HEUPOIIPOTEKTOPOM «ATIEeMOJI» TIPOUIILIIA
ycninny anpoo6atio TOB «MOBIJIb MEJIKAJI», nepeBipeHO BiITBOPEHHS METOJUK TEXHOJIOTIYHOTIO PErylaMeHTy Ta
arpo60BaHO METOAUKYU KOHTPOJIIO SIKOCTi. BKIII0OU€HO [0 MepCIEKTUBHOrO IJIaHy BIPOBAIIKEHHS HOBUX JIIKAPCBKUAX

3aco6iB Ha 2024-2026 poKu.

2. The purpose of the study is to experimentally substantiate the increase in the effectiveness of primary
cerebroprotection in case of craniocerebral trauma, by using the modulator of the polyamine site of NMDA-
receptors ademol for a new purpose, with the further establishment of new pharmacodynamic aspects of the
drug's effect on the brain. The work is based on the results of pharmacological, pathophysiological, biochemical,
morphological, cytological, functional, experimental, instrumental research methods, own observations of the
cerebroprotective activity of the NMDA receptor modulator ademol in craniocerebral trauma in rats. The
development and standardization of a new model of craniocerebral trauma of various degrees of severity for
screening the therapeutic properties of various pharmacological agents in rats was carried out. An intergroup



comparison on the 8th day of observation of the effectiveness of treatment by the lethality index of animals with
severe TBI shows that ademol probably prevailed the similar effect of the control group and both reference drugs
in their maximum effective cerebroprotective doses by the lethality index. The dissertation proved that 1-
adamantylthyloxy-3-morpholino-2-propanol hydrochloride (ademol) is a promising organoprotector with
polytropic properties of a blocker of N-methyl-D-aspartate (NMDA) receptors, the protective mechanisms of
which are associated with the elimination of energy deficiency and metabolic acidosis, reduction of brain swelling
and neurodestruction, correction of the antioxidant-oxidant system, reduction of apoptosis, normalizing effect on
nitrogen monoxide exchange, preservation of brain cytoarchitectonics, which substantiates its further possibility
of use in the clinical conditions of the acute period of craniocerebral trauma as a primary cerebroprotective agent.
Course medical therapy of rats with severe TBI with the pharmacological agent ademol, probably better than
amantadine sulfate, contributed to the maintenance of cerebral blood flow at a level as close as possible to the
initial level, and also probably prevented the fall of the main indicators of central hemodynamics (arterial pressure
and central venous pressure), while the effectiveness of ademol for the indicator of volume velocity of cerebral
blood circulation is better compared to the control group and amantadine sulfate. Analysis of the effect of course
administration of ademol on the formation of steroid neurotoxicity according to the level of cortisol in the
conditions of model TBI showed that the applied pharmacotherapy prevented the increase in the level of cortisol.
Pharmacotherapy with the investigated solutions to varying degrees reduced the activity of the inflammatory
reaction in the tissues of the traumatically damaged brain. It has been established that ademol is a drug with high
bioavailability, which provides the possibility of intravenous administration. Ademol sufficiently penetrates
through the blood-brain barrier, which is the key to its neuroprotective activity, and its structural similarity to o-
adrenoblockers and its affinity determines the liquor-hypotensive effect of the adamantane derivative, which
causes a decrease in increased intracranial pressure (p<0.05). The use of ademol contributes to a significant
reduction in mortality and disability in rats with severe TBI compared to other primary cerebroprotectors, which
is of interest for further in-depth study of its pharmacological properties and safety assessment for the suitability
of its use in clinical conditions for a new purpose. The compatibility of the active and auxiliary ingredients of the
nasal dosage form was studied by experimental in silico and derivatographic methods. It was established that the
components of the experimental form are compatible with each other and can be combined in one recipe. The
consistent properties of the nasal form with ademol were studied. It has been proven that the rheological
properties characterize a liquid consistency, so it is advisable to use a bottle with a pipette (nasal nozzle), a
disposable dropper, propellant or propellant-free packaging. An extemporaneous technology for the production of
a nasal form with ademol was developed, which will be of practical importance for pharmacies with a license for
the extemporaneous production of non-sterile medicinal products. The industrial technology for the production of
nasal gel with neuroprotector "Ademol" has passed the successful approval of LLC "MOBIL MEDICAL", the
reproduction of the methods of the technological regulation has been checked and the methods of quality control
have been tested. Included in the long-term plan for the introduction of new medicines for 2024-2026.
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