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Pedepar:

1. MeTo10 JOCIIIPKEHHS € €eKCIIEPUMEHTAIbHO OOIPYHTYBATH MiIBUIIEHHS €(PeKTUBHOCTI IEPBUHHOI
11epe6poIpoTeKLii IpY YepernHO-MO3KOBIl TPaBMi, IIJISIXOM 3aCTOCYBaHHSI MOJYJISITOPA I10J1iaMiHOBOTO CalTy
NMDA-penenTtopis afjeMojy 32 HOBUM IIPU3HEYHHSIM i3 10JAJIbIIMM BCTAHOBJIEHHSIM HOBUX (PapMaKOJMHAMIYHUX
ACIIEKTIB BILUIMBY IIPENaparTy Ha TOJIOBHUI MO30K. B OCHOBY po60TH OKJ/IAJIEHO Pe3y/bTaTh (PapMaKOJIOTIYHUX,
natodiziosoriyHux, 6ioxiMiyHNX, MOP(OJIOTiYHUX, IUTOIOTIYHUX, PYHKIIOHAJIbHUX, €KCIIEPUMEHTAJIbHUX,
iHCTpyMEHTaIbHUX METO/IB AOCIiIpKEHHS, BJaCHUX CIIOCTEPEKEHb L1epeOPOIIPOTEKTOPHOI aKTUBHOCTI MOZYJISITOPA
NMDA-penenTtopis afeMoJy IIp1 Ye€pernHo-MO3KOBii TpaBMi y mypis. [IpoBefeHa po3pobka Ta CTaHIAPTU3ALlis
HOBOI MOJEJIi YepENTHO-MO3KOBOI TPaBMU Pi3HOT'O CTYIIEHS BaXKKOCTI [JIs1 CKDUHIHTY JIiKyBaJIbHUX BJIACTUBOCTEN

pi3HUX apMaKoJIOTiYHUX 3aCO0iB y 11ypiB. MiXXTpyIIOBe IIOPiBHSIHHS Ha 8 100y criocTepeskeHHs e(peKTUBHOCTI



JIIKyBaHH# 33 [TOKa3HUKOM JIETAJILHOCTI TBApUH 13 TSKKOKW0 UMT CBiIYnTS, 10 afeMOJ1 BipOTriIHO IepEBaKaB
aHasIorivHuM eeKT rpynu KOHTPOJIIO Ta 060X pedepeHT-TIpenaparis B MaKCUMAaJbHO iX e(PeKTUBHUX
11epebpOIIPOTEKTOPHUX J03aX 3a TOKa3HUKOM JIETAJIbHOCTI. B ucepraiiiHiil po6oTi foBeseHo, mo 1-
aaMaHTWITUJIOKCU-3-MOP(OIIiHO-2-TPONAHOJIy FigPOXJI0PHU], (AAEMOJI) € IEPCIEKTUBHUM OPraHOIIPOTEKTOPOM i3
[IOJITPOITHUMU BJIACTUBOCTSIMU 6y10Katopa N-metus-D-acnapratHux (NMDA) penientopis, 3aX1cHi MexaHizMu
SIKOTO IOB's13aHi 3 yCYHEHHSIM eHepronediuuTy Ta MeTabolivHOro alyu03y, 3MeHIIeHHIM Haopsiky ['M ta
HepoJecTPyKLii, KOpeKIliel0 aHTUOKCUAAHTHO-OKCUIAHTHOI CUCTEMU, 3MEHILIEHHSIM alloNTO3y, HOPMaJli3ylouum
BIIUBOM Ha OOMiH MOHOOKCH/Y 30Ty, 30€pE>KE€HHSIM LIUTOAPXITEKTOHIKM ['M, 1110 O6GIPYHTOBYE OTO MOAAJIBIIY
MO>KJIUBICTb 3aCTOCYBaHHS B KJIiHIYHMX YMOBaxX r'OCTPOTO NEPioAy YePENHO-MO3KOBOi TPAaBMU B IKOCTi IEPBUHHOTO
1iepe6poIpoTeKTOpHOTro areHTa. Kypcosa jslikyBanbHa Teparis mypis i3 UMT TsKkoro cTyneHs papmMakosoriyHUM
3ac000M aIEMOJIOM, BipOTiIHO Kpallle aMaHTaAuHY CyJIb(aTy Crpusija NifTPUMAHHIO MO3KOBOTO KPOBOTOKY Ha
piBHI MakCcHMabHO HAGJIMKEHOMY [0 BUXiTTHOTO, & TAKO BIpPOTifiHO MepeIKopKaa MagiHHI0 OCHOBHUX
[IOKa3HUKIB LIEHTPaJIbHOI reMOJMHaMiKU (apTepialbHOrO TUCKY Ta LeHTPaJIbHOTO BEHO3HOT'O THUCKY), [IPY IIbOMY
eEeKTUBHICTb aJJeMOJTy 33 IIOKa3HUKOM 00’€MHOI IIBUJIKOCTi MO3KOBOTO KPOBOOOIry Kpalla B [IOPiBHSHHI 3 IPYIIOI0
KOHTPOJIIO Ta aMaHTAAUHY CyJIb(aTy. AHaJI3 BIUIMBY KYpPCOBOI'O BBEEHHS aZleMOJy Ha ()OPMYBAaHHS CTEPOifHO]
HEPOTOKCUYHOCTI 32 piBHEM KOPTH30JIy B yMOBax MozenbHOi UMT rokasas, 1o 3acTocoBaHa hapMmakoTeparist
nonepepKyBaja HapoCTaHHs piBHA KopTusosy. PapMakoTepanis JOCiIKyBaHUMU PO3YMHaMU B Pi3Hill mipi
3MEHIIyBaJjla aKTUBHICTb 3aajbHOI peaklii B TKAHWHAX TPAaBMAaTUYHO MOUIKOIXEHOMY MO3Ky. BCTaHOBJIEHO, 1110
aZieMoJI IIPenapar i3 BUCOKOIO 6i0JOCTYITHICTIO, sKa 3a6e31euye MOKIUBICTb BHYTPIIIHbOBEHHOTO BBEICHHSL.
Anemout B focTaTHIN Mipi IpoHMKae Kpi3b remaToeHuedaniyHuil 6ap’ep, 0 € 3alI0PyKOI0 HOro HeNPOIPOTEKTOPHOI
aKTUBHOCTI, & CTPYKTypHa IIOAIOHICTb 10 O-aApPEHO06I0KATOPIB Ta Oro adiHHICTh 06YMOBIIIOE JIIKBOPOTiIOTEH3UBHY
Iii moxigHOro agamaHTaHy, IO CIIPUYMHSE 3HIDKEHHS ITiIBUILEHHOTO BHYTPilIHbOYepenHoro TUCKy (p<0,05).
3acToCyBaHHS aJieMOJly CIIpUS€E NOCTOBIPHOMY 3HDKEHHIO JIETAJIbHOCTI Ta iHBasigu3anii mypis 3 Tsokkoo UMT B
MOPIiBHSIHHI 3 iHIIMMU IEPBUHHUMMU 11€peOpPONPOTEKTOPaMH, 1110 CTAHOBUTH iHTEpeC [1JIsl TOIaJIbIIOTO
IOTIMGJIEHOr0 BUBYEHHS MOro (PapMaKoJIOTiYHUX BIACTUBOCTEN Ta OLiHKY 6€3[eYHOCTi Ha IpeaMeT NIPUAATHOCTI
110ro 3aCTOCYBaHHS B KJIiHIYHMX YMOBAax 32 HOBUM IIpU3Ha4YeHHSIM. ExcnepumenTanbHuMy in silico Ta
IepuBaTtorpadiuHIMU METOJIaMU BUBUYEHO CYMiCHICTb Jil0YMX Ta JONOMDKHUX iHIpelieHTiB Ha3abHOI JIikapChbKOi
dopmu. BctaHoBIEHO, 110 KOMIIOHEHTH JOCTiAHOI POPMU CyMiCHI MK COOO0I0 Ta MOXYTb OyTH IO€IHaHI B OJHIN
penentypi. JocaigKeHo KOHCUCTEHTHI BJaCTUBOCTI Ha3asnbHOi Gopmu 3 afiemosioM. [JoBesleHO, 1110 PEOJIOTivHi
BJIACTMBOCTI XapaKTePHU3YIOTh PiiKy KOHCUCTEHLIiI0, TOMY B SIKOCTi yIIaKOBKH [OL{IJIBHO BUKOPUCTATH (DJIAKOH 3
IiNeTKo!o (Ha3aJIbHOIO HACaIKOI0), OIHOPA30BY KpalleJIbHULIIO0, IPOIIeJIEHTHY a60 6e3I1pOIeIeHTHY YIIaKOBKY.
OmnpanboBaHO €KCTEMIIOPAJIbHY TEXHOJIOTII0 BUTOTOBJIEHHS Ha3aIbHOI (POPMU 3 aZIlEMOJIOM, sIKa MaTUME IIPAKTUYHE
3HAYEHHS [1J151 alITEYHUX 3aKJIa/IiB 3 JIiLeH3i€10 Ha €eKCTEMIIOPAJIbHE BUTOTOBJIEHHS HECTEPUIIbHUX JIIKAPCHKUX
3ac006iB. [IpoMucIioBa TEXHOJIOT ST BUPOOHUIITBA HA3aJIbHOTO TEJII0 3 HEUPOIIPOTEKTOPOM «ATIeMOJI» TIPOUIILIIA
ycnimny anpoo6auito TOB «MOBIJIb MEJIKAJI», nepeBipeHO BiiTBOPEHHS METOMUK TEXHOJIOTIYHOTO PErJIAMEHTY Ta
arnpo60BaHO METOAMUKYU KOHTPOJIIO SIKOCTi. BKJII0OUEHO [0 MepCNEKTUBHOrO IJIaHy BIPOBAIIKEHHS HOBUX JIIKAPCHKUAX
3aco6iB Ha 2024-2026 poxu.

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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