BIAI'YK

odiuifiHOro onoHeHTa NOKTOpa MenuuHHMX Hayk, moueHta HAT'OPHOI Onenwu
OnexcanmpiBuu Ha auceprauiiiny po6oty KABAUHOI Ipunu Bonomumupisuu
«HefiponpoTekilis Hapko3-iHAYKOBaHHX MOPYLIEHb FOJOBHOIO MO3KY MOXiAHHMH
CipKO- Ta a30TYMICHHMX reTepoLKNiB», mogaHoi no odiuilfiHoro 3axucty B
cnenianizopady BueHy paay J 26.550.01 MepxkasHoi ycTaHoBH «IHCTUTYT
¢apmaxonorii Ta Tokcukonorii HAMH Ykpainu» Ha 3106yTTa HayKOBOIo CTyneHs
KaHIuJaTa MeEHYHUX Hayk 3a cneuianbHicTio 14.03.05 — dapmakonoris.

AxTtyanbmicTe Temu. LlepeGpanbHa matonoris, WO CynpoBOAKYEThCA
3HAYHHUMH MOPYLIEHHAMH KOTHITHBHHX (pYyHKLiMl, Ma€ JOCHTH MOLIKpeHHi
naroreHe3  Ta  audepeHuiauiro. [laToreHeTHuHi  MexaHi3MH  PO3BHTKY
AHECTE3I0NOTIYHUX YCKNAAHEHb MiJ 4ac i micns Hapko3sy, a came martonorii [JHC
micis OnepaTMBHUX BTpy4YaHb Mifl 3aranbHolo aHecTesielo (3A) € akTyanbHOW
npobneMol0  cydacHoi  MeOWUWHM. Pe3syneratamu  enifemionoriyHux i
€KCMEePUMEHTANEHUX AOCAIIXKEHD BIIMBY 3A Ha TOJIOBHHI MO30K NOBEAEHO, IO
LEHTpalbHI aHECTETHKH BHKJIMKAIOTh NEPMaHeHTHI HeHpOHANbHi i HEeBpPOOriyHi
3MiHH, HalbinblW BHpaXkeHi B MO3KY, siKuil po3BuBaeThCs abo crapie. Haiibinbu
PaHHBOK MaHidecTaliclo HeHpOHANBHOrO YUIKOMXKEHHs, obymoBneHoro 3A, €
MOpPYINEHHA BHLIMX KOPKOBHX (PpyHKUIH, B mepiuy 4epry, nam'aTi i KOrHiTUBHHX
mpoueciB TlocTanectesionoriuni Helipo-KOrHHUTHBHI MOpYIIEHHs B UiTOMY Ta
30KpeMa nicinsonepatlifina kornitvBHa mucdynkuis (ITOKM) six nposs Hapkos-
IHIYKOBaHMX HeHpOAereHepaTHBHMX YCK/IagHeHb € MOTeHHiitHo Hebe3neuHHMH
CTaHaMH 3 HOCHTh TSHKHUM KJIIHIYHUM nepebiroM, BUCOKHM PH3MKOM BHHMKHEHHS
YCKNafiHeHb Ta CYMyTHiX matosorii. lle 3yMoBneHO BHCOKMMM MNOKa3HMKaMH
PO3MOBCIOMKEHOCTI  UMX  CTaHiB, SKi  XapaKTepusylThCS  TPUBAJIOND
HEeMpale3faTHICTIO, 3HAYHOK IHBANAM3aUi€ld XBOPHX 3 TMOripUIEHHAM iX
3araibHOro CTaHy.

KoxHuii etan ¢popMyBaHHS HEBPOJIOTIUHHMX YCKAanHEHE 3A € NOTEHLUIIHO0
MiuleHHI0  dapmakonoriuHol  kopekuii i uMM  6inbll  LiTeCHpAMOBaHO
BH3HAYAlOTECSA MMATOTEHETHUHI MillleHi BMJMBY, THM paHille NepepHBacThCH
imemiyHMi Kackal, THM Oinbwl edeKTHBHOW BBaXKaeThcsa (apMmakoTepamis. 3
METOIO TOJINIUIEHHs aHecTesionoriyHol Ge3neku mix yac onepaTHBHHUX BTPYYaHb
NEPCNEeKTUBHUM HAMPSAMKOM MOX€ OyTH pO3LIMPEHHS aCOPTHMEHTY Mpernaparis
WASXOM  LIJECTIPAMOBAHOrO  CHHTE3y MOTEHUIHHHX HeHpONpoTeKTopiB 3
aHAJENTHYHOIO Ai€to. JINd OTpUMaHHA MakCHMAllbHOTO NMPOTEKTHBHOrO edeKkTy
Ans npoQiNakTHKM Ta JiKyBaHHA iILEMiUHO/TINOKCHMYHHMX YIUKOMKEHb TKaHWH
FONOBHOTO MO3KY, B TOMY YHMcHi Mix yac 3A, HeoOXiNHO AOMOITHCS HepepHBaHHS
MaTOreHETHYHOrO  MOCTFIMOKCHYHOrO Kackally Ha Oiabul paHHiX eTanax.
Heiiporponua pnis npenapaTiB noBuHHa OyTH CMpAMOBaHA HAa BiIHOBIEHHS
MOPQONOTiUHUX 3MiH, TEpEPHBAHHS NATOT€HETMYHOTO MOCTIINOKCHYHONO KacKamy
Ha GBI paHHIX eTanax, B TOMy YKCJI Ha eTani aKTHBALiT HEKPO30/amoNTOTHYHKX
NPOLECIB B 30HaX {IEMiYHO/TIMOKCHUHHX MOILIKOAKEHD TKAHUH.



Heratusui abo He 30BCIM MO3UTHUBHI pe3yibTAaTH JiKyBaHHA LHX
HEBPONIONYHHX [OCTHAPKO3HUX YCKIAAHEHb CHOCTEPITAlOTbCS TOMY, IO B
KNiHi4Hii ApakTHUi BiACYTHi OpHriHambHi Ge3nedHi, yHiBepCanbHi, HELIKiJHBI
HEHPOMpPOTEKTOPH 3 aHANENTHYHOIO Ji€lo, Axki O6ynu OW 34aTHI LWIBMAKO i
eeKTHBHO NMPUCKOPIOBATH PeaHiMaLilo KUTTeBO BAXIUBHX (yHKLiH opraHi3my,
3araflibHy JETOKCHKAUilo, NepepuBaTH HApPKO3, BHPILLYBATH OApa3y LIHPOKHIi
CMEKTp MeAHKO-couianbHuX npobneM HeBiAknagHuX cTaHiB. ToMy nouwyx 3acobiB
MaToOreHeTHYHO OOIPYHTOBAHOI Tepanii, CPAMOBAHOI HA AadEKBATHY KOPEKLilo
MiCASHAPKO3HMX  HEBPOJOMiYHWX  YCKNaOHeHb, 3alMINAETBCA  AKTYanbHOMO
npobaemolo  XiMikis, (apMakonoris Ta KIiHILMCTIB SK CLOFOAHI Tak i Y
HaiibmKkue necatupivus. Baxnupo 3a3HaunTH, Wwo po3pobka cCTAHAAPTHIOBAHHX
Mozened iX (hapMaKonoriyHOro CKPHHIHTY SBISETHCH BAKIMBUM KPOKOM 1i
BHPILLEHHS.

B 38’a3Ky 3 Bulle3a3HaueHHM, Auceprauiiisa pobora Kabaunoi Ipunu
BonoaumupiBH € BenbMH aKTyanbHOIO, TOMY WO B Hili rnpoBeieHo came
po3poOKy cTaHZapTH30BaHUX MoZeNell Ta anropuTMy (apMakoloriuHOro
CKPHHIHTY HEHpONpPOTEKTOPiB-aHANENTHKIB, MOPIBHIOETHCS €PEKTUBHICTD BILTHBY
OpHMIiHANBHUX MOXIAHHX CIPKO- Ta &30TYMICHMX IeTepOLHKIIB (reTepo3uiip) 3
KJIQCHYHUMH HeHponpoTeKTOpamMH LepeGpoKYpHHOM Ta HOOMENTOM B yMOBax
eKCIePHMEHTANEHHX HApKO3iB KETaMiHOM, MponodonoM Ta TiONEHTANOM HATpilo
32 BNJIMBOM Ha TMOKAa3HWKH CHUCTEMH OKCHAY a30Ty, MOpQodyHKUiOHANbLHI
MOKa3HUKU HEAPOHIB CEHCOMOTOPHOI 30HH KOPH TOJIOBHOTO MO3KY TBapHH 3
€KCNepUMEHTANIbBHHM HAapKO30M Ta CTBEPIKYETHCS JOUIMBHICTE BKIIIOYEHHS
reTepo3uiis B hapMaKoTepanito BUILE3a3HAYEHUX CTaHIB.

Bce BuknazeHe BHie € THM 6a31CHHM QyHAAMEHTAIBHUM OOrPYHTYBaHHAM
aKTYalbHOCTI 1 CBOEYACHOCTI BUKOHAHHS KaHAMAATCHKOI AMCEpTaLlii, TPUCBAYEHOT
TeMi eKkcriepUMeHTanbHoro BHOopy 3acobiB (hapmakonoriunoi nepebponporeKii 3
aHANeNTUYHUM €QEKTOM JNA NpodilakTHKKM Ta JNiKyBaHHS HeHpPOTOKCHYHHX
YUWKOMKEHb TKAaHHH MOJIOBHOTO MO3KY, B TOMY YHCi mifg yac 3A.

Cryniub o0rpyHToBaHocTi HAYKOBHX NMHTAHD, BHCHOBKIB,
pexomenjauiii, chpopmoBannx B AHcepTauii, AocToBipHicTb. [luceprauiitna
poGoTa BuKOHaHA 3a nnaHoM 3arBeplkeHoi MO3 Vkpainu HaykoBo-gocmigHOl
poGoru HauionansHoro ®apmauesTiuHoro yHiepcutery «®apMakonoriuxe
BHBUEHHs GiONOri4HO aKTMBHMX pEYOBMH Ta JiKapceKUX 3acobiB» (Homep
nepxpeectpauii 0114U000956). HucepTaHT € cRNiBBUKOHABLEM JaHOI TEMH.

Sk 3p00yBa4 HayKoBOrO CTYMEHs KaHAWAaTa MeNWYHHUX Hayk IpuHa
Bonopumupisna Kabauna B cBoOili poGOTi CriMpaeTsest Ha YiTki KpuTepii WOHO
BIATBOPEHHS OKPEMHX NaTONOTiYHMX MOZeNell Ta BMKOPMCTAHHA HamilffHHX
METOANYHHMX MIAXOAIB BU3HAUEHHS BiAMOBIAHUX MEXaHi3MiB maTtorenesy 3 oJHOro
OoKy, a 3 Jpyroro — BCTAHOBNEHHs DIi3HHX acNeKkTiB €KCMEepUMEHTANBHOT
(papmaxonoriuHoi Kopekuii cTPyKTYpHO-QYHKUIOHANBHUX MOpPYIIEHb [OJIOBHOTO
MO3KY B YMOBax €KCMEpHMMEHTaNbHWX HApKO3iB Ta alKOrofbHOI iHTOKCHKALil 3a
JIOTIOMOTOI0  OPHTiHaNbHMX MOXIAHMX CIPKO- Ta a30TYMICHHX TeTepOLHKIiB
(reTepo3uAiB), HElPONPOTEKTOPIB LepeOPOKYPHH Ta HOONENT.



PesyneTath pocnimkeHb, npeicraBneHUX B Auceprauii, oGrpyHTOBaHI
0o6’emHUM 1 gJocToBipHUM MaTepiasioM. HaykoBi mnonoxeHHS Ta BHCHOBKU
AncepTauiiiHoi pobOTH HaBOAATBLCS HA MIACTAaBi BUYMEPIHOrO aHaNi3y pe3y/bTaTiB
papmakonoriunpx,  OiOXIMIYHUX, MOPQOMETPHUYHHUX,  IMYHO()EpPMEHTHHX,
FICTOIMYHOXIMIYHUX JOCHiMXeHb, WO 6a3yloThcs HA aAeKBaTHMX MeTojax Ta
AOCTaTHIN cTaTuCTH4HIA 1 MaTeMaTHuHili 0oO6pobui oTpumaHoro uHGPOBOro
MaTepialy, 110 BiANOBiZa€ MDKHApPOAHMM CTaH;apTaM. Beck KOMIlIEKS
3aCTOCOBAHMX METOAWYHMX INPHUIOMIB TMOBHICTI BiAMOBiNae cpoOpMYyJILOBAHMM
Wim Ta 3ajadam JOCHIDKEHHS, KINBKICTh SKUX MNOCTATHA A OTPHUMAHHA
AOCTOBIPHHX pe3yJIbTaTiB.

3azanvui gidomocmi npo pobonmy. Jlorika caMoro AOCTiIKeHHS 1 PYKOMHC
adcepTauii moOynoBaHi 3a KIACHYHOIO CXEMOIO | CKIAJAalOThes 3 O3B!
«Beryn», «Ornsa niteparypu», «Pe3ynsTaTH BRacHHX AOCHIKEHB», «AHaNI3 Ta
y3aranpHEHHs pe3yJbTaTiB NOCHidkeHb», «BHUCHOBKH», «CHHCOK BHKOPHCTAHOI
niTepaTypu».

[MoBHuit obcar auceprauii cknagae 201 cTopiuky, imocrposana 13
pucyHkamu, 20 tabnuusamu, 239 nocunamus, 3 HuX 173 ~ iHozeMHi. 3a Temoio
nuceprauii onybnikoBaHo 25 apykoBaHux poGitT, i3 HHX 6 crareil y ¢axoBux
BHIAHHAX B ramysi MeaMuuHu, pexoMenHpoBaHux MOH Vkpaiuu, 3 crarti B
IHO3EeMHHX XypHafax 3 HanpaMKy ucepradii, 4 nateHtd, 4 iHdopmauiiii nuctu
pH HOBOBBEIEHHS B CHCTEMI OXOPOHH 30pOB’s, 8 Te3 HomoBineit Ha HaykOBHX
xoH(epeHLiax Ta 3’ T3ax.

Xapakmepucmura 3micmy podomu. Beryn po poborn HanucaHo
NAKOHIYHO i3 3aMy4eHHSAM OCHOBHHX IMOCHJaHb Ha y3arajibHIOYi JiiTepaTypHi
mxepena. BiH € pocTtaTHiM sK 3 no3uuil akTyanbHOCTi oOpaHOl TeMM, TaK i
chopMynpoBaHOi MeTH Ta 3aBAaHb AOCHiNEHb. Y BCTYMI OXapaKTepHU30BaHO
HayKOBY HOBM3HY HOCHi/DKEHHA Ta i1 HAyKOBO-NpakTHYHY LiHHicTh. Hapenewo
IaHi wojo nybnikauiii Ta anpoGauil OCHOBHUX, 6a30BUX PE3YAbTATIB A0CTIIKEHb.

Yxe B nepwioMy po3aini pobotu (02140 aimepamypu) astop
OXapaKTepH3yBaB CYy4YaCHHMH cTaH mnpoGneMu HeBPOJNOMYHHX YCKJIaAHEHb
3arafbHOi  aHecTesli, HeHpodizionoriuyHi MexaHismMM Hapko3Hol il 3aranbHuX
aHecTeTHKiB, X BnnuB Ha LIHC, BuaoM HeBponoriuHHX ycknaiHEHb 3arajabHOI
aHecTesil Ta ULIAXM iX (apmakornoridyHo! xopekuii. IlpoananizoBaHo po3BHTOK
MaTooriyHMX 3MiH QyHkuUioHansHoro ctany [IHC B moctonepauiiinomy nepioai,
B sIKOMy OepyTb yuacTh Oarato d¢aktopiB 3A, B ToMy uucni metaboniuni,
remMopeoJIoriyHi, riMOKCHYHI, TOKCHYHI, 1[0 NPHU3BOIATE A0 MOWKOAKEHHS CTIHOK
LepeOpanbHUX CyAMH Ha PiBHI MIKpPOLHMPKYAAPHOro pycna, MopyuleHHs 06MiHy
BHYTPIiLIHBOKJIITHHHOTO KajlbLil0, pO3'€HaHHA aCOLiaTHBHHX i MeXHEHPOHAbHUX
3B'A3KIB Ha PiBHI PI3HUX CTPYKTYp rOJIOBHOTO MO3KY.

PosrnsnyTto ¢isionoriuHi acmekTH BMIMBY OKPEMHX KOMMOHEHTIB 3A Ha
uepebpaibHy reMoAHHaMiKy Ta OiOeneKTpHUHY aKTHBHICTb TFOMOBHOrO MO3KY,
MPOBEAECHO MNOPIBHAHHSA 1X (PapMakoNOTiYHHX XapaKTEPUCTHK. 3asHayeHo, Lo
HaiblIbll 4acTO BHKOPWCTOBYBAHHMM BHYTDILUHBOBEHHUMH AaHECTETHKaMH 3
PI3HHMH MexaHizmamu Aii € nponodon (ankindexon), npeactapneHuii y Burnsai



minigHoi eMmynecii, TioneHwtan Hatpito (6ap6iTypaT) Ta KeTaMiH (moximHe
(hEeHUUKNHANHY).

[Ipoananizosano nocraHecTesionoriuHi HeHpo-KOrHHTHBHI MOpPYLUeHHS B
LiloMy Ta 30Kpema OcCOGAMBOCTI mMicnsonepauiiiHOl KOrHiTHBHOT aucyHkuil
(TIOK]I) six nmpossB HApKO3-iHAYKOBaHMX HCHpO,[Ier‘eHepaTHBHPlX YCKJIaHEHb €
MOTEHUIHHO HeGe3neyHHMMM CTaHaMH 3 JOCHTH TSHKKHM KIiHIYHUM nepeGiroM,
BUCOKMM PH3MKOM BHHHUKHEHHS YCKNaJHEHb Ta CyMyTHiX natonoriii. JloseneHo,
O MIHOGOKHH aHai3 MaToreHeTHYHHX MEXaHi3MiB PO3BHTKY HEBIAKIAAHWUX CTAHIB
(nepeno3yBaHHs HapKo3y, acoikcisi, TiNokcis, oK, Konarnc, OTPYEHHS XIMiYHUMH
cnonykamu abo nikamu, wo npurHiuyiots dyskuii LIHC) ceigumurs, mwo cepen
MpenaparisB ypreHTHOI Tepamii HeiipOnpoTeKTOpH 3 aHANENTHUHOIO i€l MaOTh
MePLIOPAAHY BAXHBICTS.

B Toii e wac pospobky uMX mNpenapariB ranbMye NeBHAa BiACYTHICTh
TEOPETHYHO! 0a3u Ta METOAMYHUX pEKOMeHIauiH Ans X JOKIIHIYHOrO BHBYEHHS,
BiACYTHIiCTh CTaHIapTH30BAaHHX METOAMK OUIHKH iX eeKTHBHOCTI Ta Marepiaiis
LIOJO TEOPETHYHHX OCHOB iX CTBOPEHHS. HasBHicTe nux ¢akropis He mo3sonse
KINBKICHO (CTaTHCTHYHO-AOCTOBIPHO) OUIHHTH piBeHb akTHBHOCTI ATl, MexaHism
iX Aii (came pomo aHanenTH4HO! .ii), 1O B CBOIO YEPry YHEMOX/HBIIOE iX
BUKODMCTaHH® B OOCHNIAHMUBKIH  mpakTHUi Ha  eTami  NepBHHHOTO
(apmakosoriuHoro Biadopy.

Pesynbratu BnacHuX AocnmimkeHb 1 yci posmind wi€i wacTHHH pykomucy
BUKJIAZICHO JIOTIYHO, KOHKPETHO, KOYKHA YacTHHA avcepTaiil NoBHICTIO BignoBigae

MOCTAaBIEHIA METi i 3agBNEHHWM 3ajayaM Ta CyNpPOBOMKYIOTECH aHANI3OM |
NMiACYMOBYIUYHMH BUCHOBKAMH.
Pozoin 2 «Matepianu i MeToau  pocmimkeHp» npenCTaBneHnﬁ

XapaKTepHCTHKAMU Matepianis AOCHiIKeHHS, SKHMU OPHTiHATbHI MOXiAHI cipko-
Ta HITPOTEHBMICHHX TreTepoLUKIB reTepo3u M (2 R, 5-(1,3-tiazonin) amig
eTUNeHANKApOOHOBOT  KMCJIOTH  HATpieBa Cifb), TpaiMLifiHi  aHANeNTHKH
kombiHoBaHoi nil cynsdokamdokain (CKK) Ta wikeTamin, aHTUrimokcaHT
MipaLeTam, HelpoNpOTEKTOPH LepebpPOKYPHH Ta HOOMENT.

EdektupHicTs 06pannx mnpenapatiB Ta MexaHisMu iX Oii BMBYAIHCH B
€KCTIepUMEeHTaX Ha CTaTTEBO3PINKX Oinux Ge3nopogHux wiypax obox crateii B
LEHTpallbHiil HaykoBo-ochiauilt naGoparopii H®aV Ta LIHJJI 3anopisskoro
AEPIKABHOTO MENHYHOTO YHIBEPCUTETY, cepTH(hiKoBaHUX JIep)KaBHUM eKCTIePTHHM
uentpom MO3 Vkpaiuu.

JlucepraHT B CBOiX eKcnepHMMeHTaX BHKOPHCTAaB AYyike LLIUPOKHH 1-1a6ip
eKCTIEPUMEHTANIBHUX MIAXOAIB ANA BMPIlUEHHS NOCTABNEHOT METH, AKY BiH
copMyoBaB HaCTYMHUM  YHHOM: «0OIpyHTYBaTH HOUINBHICTH 3aCTOCYBaHHA
OPHUTiHANBHUX MOXIAHUX CiPKO- Ta A30TYMICHHX TeTePOLMKIIB (FeTepo3HiiB) B
AKOCTI e(eKTHBHHX HeHpONpOTEKTHBHHX 3acoBiB 3 aHANENTHYHOI [i€l0 IS
thapmakokopekuii cTpyKTypHO-(bYHKLIOHANBLHUX NOPYIIEHb [OJOBHOTO MO3KY B
YMOBax €KCMEPHMEHTANbHHX HApKO3iB Ta AIKOrONAbHOI iHTOKcHKauii». Jng il
BHKOHaHHs OynM nocraBieHi Ta BUpilLEH| 5 OCHOBHHX 3aBaHb,

OcHosHuMH B poGoti BuGpaHi MeTOAM AOCNIMKEHHS aHANenTH4HOT i
peyoBHH, ska Oyna BHBUEHa Ha caMusx Oiux HeniHiHHWX MHLIel Ha Moxenax



KETaMiHOBOTO, TiOMEHTANOBOTO Ta MPOMOGOAOBOr0 HAPKO3y MO TaKHM
MOKa3sHHKaM AK: 4Yac MPUAHATTA OOKOBOrO MOMOXKEHHS, TPHUBANICTH HAPKO3Y
(Pi3HHLS MiXK HacoM MpoOyIKEHHS Ta 4aCOM MPUIHATTA GOKOBOIO NOJOKEHHS) Ta
4aCcTOTa JAWXaHHSA, WO BHMIploBanacs Oarato pasiB (3 MOMEHTY NpPHHHATTA
GOKOBOro MONOXEHHS OO0 MOMEHTY [OBHOro MpoGYMXKEHHS TBapWHH) Mif 4ac
KOXHOro 3 BHAIB Hapko3y. JleTokcukyioua Aif reTepos3djiB BHBYEHA Ha MOJENI
roCTpOi aJKOroAbHO! iIHTOKCHKALIT Ha GiNUX HeNiHIMHUX MHLIAX.

HocnigxeHHs BIUIMBY Ha aKTHBHICTH MPOLECIB amornTo3y reTepo3uAiB Ta
pedepeHc-npenapaTis LepeOpoKypiHy Ta HOOMENTY B yMOBAX €KCIePUMEHTATLHUX
HapKO3iB KeTaMiHOM Ta MponogooM 3a BIUIHBOM Ha BMICT B TKaHHHAX T'OJIOBHOTO
MO3KY LLYpiB IpoanonToTH4HOro 6inky c-Fos Ta anTuanontoruunoro bel-2-Ginky
nposefeHo Ha Oinux Ge3nopoaHux wypax. HeiiponpoTekTUBHY axTHBHicTh (3a
MHECTHYHO-NOBEAIHKOBUMH 3MiHAMH) reTepo3uliB Ta pecdepeHc-Npenaparis
LepebpokypiHy Ta HOOMenTy OLiHIOBaNH Ha wiypax niHii Wistar. Busznauenus
pyxoBoi 1 MOWIyKOBOI aKTHBHOCTI MpPOBOAKJIOCSK 32 JONOMOrOK METOAHKH
«Biakpute none». Ouinka pedepentsoi i po6ouoi nam'sTi npoBegeHa 3a
nonomoroio paaiansHoro nabGipuHty LE760 (AgnTho's, Sweden) — ouinrosany
3aranbHe JOBrOCTPOKOBE YSBJIEHHSA NP0 CTPYKTYpY NabGipuHTY | posrainyBaHHi i,
ake cgopMyBanocs y TBapHMHH B MpolLeci HaBYaHHA, KiNBKICTH IOMMIIOK
pedepeHTHOT mam'aTi {nepuli BiABIAWHW paHille 3aKPUTOTO MPOMEHS, B SAKOMY
TBapHHA HIKOJTM He 3HaxoAuna ixy), a Takox pobouy nam'aTh (KOPOTKOCTPOKOBE
YABNEHHS TBapHHOK MpPO PO3TAlllyBaHHA 1Ki B KOHKPETHOMY OOCBIAI) i KiNbKiCTh
HOMUOK poboUoi nam'aTi.

KetamiHoBy, TioneHTanoBy Ta npono¢honoBy aHecTesii NpOBOAHIH LITAXOM
BBEJIEHHS BIANOBIIHO KeTaMiHy/rioneHTany HaTpito/nponodony
BHYTpilLHBOUYepeBUHHO. [Ipoaykiiio Ta cTad MeTaGonizMy OKCHAY a30Ty BHBYAIM
3a aKTUBHICTIO eHAoTeNiaNbHO!, HeHpoHanbHO! Ta iHAMUKGenbHOI i30dhopm NO-
cuHtasd (eNOS, nNOS Ta iNOS). [Ins BusBnenHs excnpecii c-fos B CAl 30Hi
rinoKkamny  BUKODUCTOBYBalM  iMYHOriCTOXiMiuHMH  MeTonm  Henpamoi
imyHodmoopecuenuii. Konuentpauito bcl-2 B putormasmartuyniii - gpakuii
rONOBHOrO MO3KY BH3Ha4yanu MeTtogom Bectepn-Onot aHanizy. Busuanucs Takox
MOP(HOMETPHYHI MOKa3HHKH (LLINBHICTb Ta NIIOLLY HeHpOHiB; KOHLIEHTpALiIO B HUX
PHK; innexc BimHOLWIEHHs KiNbKOCTI HeHpOHIB, IO BWXKUAW, J0 KIIBKOCTI
anoNTHYHHUX Ta JECTPYKTHBHO-3MIHEHUX  HelpoHiB). CucTeMHHH  aHani3
HEHPOTPONHOT e(EKTHBHOCTI reTepo3u/liB MPOBENEHHH 3a JONOMOrOK METOMY
KOpeIsILIIiHUX CTPYKTYP Ta KJIACTEPHOTO METOLY.

OcHoBHUH Matepian naucepTauii BUKIaneHW#H B posgini «Pesynstatw
BIIACHUX JOCHIIKEHb», [Ié aBTOP MOCNiNOBHO MPEACTaBIAEC Pe3yNLTaTH BAACHHX
AOCIiKEHb, 1X OLUIHKY, 0OroBOpeHHs Ta MPOMiXHi BHCHOBKH.

Po3oin 3 npucBsueHUd pesynsTaraM BIacCHUX JAOCHIJUKEHB, a caMe
TEOPETHYHO-EKCNEPHMEHTANBHIH po3podLi OCHOB LiNECnpsAMOBAHOrO TOLLYKY Ta
CTaH[apTHU30BaHUX MeTOAMK Biabopy HelponpoTeKkTopiB 3 aHANEeNTHYHOW Mi€l0,
AKa TpOBeJieHa LIIAXOM TEOPETHYHOrO NpPOrHO3yBaHHS aHaNEeNTHYHHX e()eKTiB,
po3pobKy anropHTMy CTaHAApPTH30BaHUX MozeneH (apMaKoNOriuHOro CKpHHIHIY



Ta BU3HAYEHHA aHANENTH4HOI Ail reTepo3n/iiB Ha po3poOIeHHX CTaHAAPTU3OBAHHX
MOJESIX HapKOo3Yy.

Ha nmiactaBi AeckpuntopHo-hapmakosoriuHoro awanisy ta PASS-
MPOrHO3YBaHHS CTPYKTYP KNAaCHYHUX AaHaNenTHKiB, a caMe: BH3HAYEHO
aeckpuntopu-Hocii AE, niaTBepakeHa ix edexTuBHicTh npoBeaeHo PASS-ananis
68 BipTya/llbHHX CTPYKTYp, 1O MicTATH KnacHuHi geckpunrtopu AE; nama ouinka
MOXHMBOCTeH 1 HegmonikiB nporpamu PASS, a Takox nepcrnektuBu il
3aCTOCYBaHHs s MNporHo3yBaHHsA AE; Bi)liﬁpaHO 3 Hailbinb nepCHeKTHBHi
CTPYKTYPH ANA UINECMpsAMOBAaHOrO CHHTE3y OpPUTiHANBHHX Henponporemopm-
aHaNeNnTHKIB. Po3p06neH0 aJlfOPUTM  MNPOBENEHHS  €KCIEPUMEHTIB i
copMynbOBaHi OCHOBHI BUMOIH T2 KPUTEpil ONTHMANBHOCTI 10 METOAMK Biabopy
MpernapaTiB 3 aHAIENTHYHOK AaKTHUBHICTIO. Y TpoLeci excrnepuMeHTAIbHUX
JOCHiMXKEHb MO  CTBOPEHHIO  AFOPUTMY  LNECTIPAMOBAHOrO  CKPHHIHTY
QHAJIENTUKIB TEOPETHYHO OOIPYHTOBAHI, €KCMEPHMEHTANLHO MiATBEpIXKEH] |
3aMpPOMOHOBaHI B MPAaKTUKY TaKi mapaMeTpH AK ONTHMAlbHI A03M HApPKO3HHX
npenaparib.

Po3pobneno, anpoboBaHO Ta 3alponOHOBaHO [0 3acTOCYBaHHS B
JOKJIIHIYHHX AOCTiMXKEHHAX 4 cTaHIapTU30BaHi, BiATBOPIOBaHI MOJEN] OLIHKH
piBHa AE knacuunux i opuriHaneHux adanenTtvkiB. [lepesipky asexBaTHOCTI
3aNpONOHOBAHMX CTAHAAPTH30BaHHX MOJENel HapKo3y 3 BUKOPHCTAHHAM pI3HHX
32 MEXaHI3MOM Ail 3aralbHUX aHEecTeTHKIB Ta BHBUEHHS aHanenTHuYHO! Al
rerepo3uiiB B TMOPIBHAHHI 3 KIACHYHHUMM aHAJIENTHKAMH — KeTaMiHOM,
npono¢ooM Ta TIOMEHTANIOM HaTpito. AHalli3 OTpMMaHUX pe3y/LTaTiB J03BONHB
TEOPETHYHO OOIPYHTYBATH, EKCTIIEPUMEHTANBHO MiATBEPAUTH i 3aMpoNoHyBaTH B
NpaKTHKY TaKi MapaMeTpH sk ONTUMaNbHI A03H HAPKO3HHX Mpenaparis.

4-it po30in nprcBsUYeHUH BUBUEHHIO aHANENTHYHOI Ta AHTUTIMOKCHYHOT Ail
reTepo3sHiB B YMOBaX €KCMepUMEHTAlbHUX HAPKO3iB. 3 MeTOol po3pobkH
edekTHBHMX  3acobiB  npodinakTHKK  Ta  NiKyBaHHA  MOCTHApKO3HUX
1LIeMIUHO/TIMOKCHYHHUX YIIKOMKEHb TKAaHWH TONIOBHOTO MO3KY Oyjo nmpoBeaeHHs
HOCHiAXeHb 3  KinbKicHOi  (CTaTHUCTHYHO-IOCTOBIPHOI)  OUIHKH  piBHA
npoBymxyiodoro edekTy Ta TNOpPIBHAHHA B OOHAKOBHX YMOBaX pI3HHX
OpWTiHaNbHHX NOXIAHHUX CIPKO- Ta A30TYMICHUX reTEpOLMKIIB (reTeposwais) B
AKOCTi HEHpOMpOTeKTOpiB 3 aHaNeNTHYHOW MAi€0 OyJM BHUBYEHI aHaNenTH4HI
BIACTUBOCTI reTepO3U/iB WINAXOM BU3HA4YEHHs eeKTUBHOI NpobyKyoUuol 103K
reTepo3uiiB Ha TpPbOX MOZENAX Hapkody. Takok NOCHAIAMAH | CriBCTaBMAM
aHaNenTHYHI Ta aHTHIINOKCHYHI BNacTHBOCTI AOCHIKYBAaHHX PEYOBHH, SKi Oynu
BUNIpoOyBaHi Ha TpPBOX KIACHYHHX MOAENAX OHIHKM AHTHTIMOKCHYHHX
BlacTUBOCcTelf B mnopiBHAHHI 3 [lipauetaMoM B  SKOCTI  KJIaCHYHOIO
AHTHUTIMOKCAHTA.

Po3din 5 BinBeneHuH onucy pesynbTaTiB BUBYEHHS HEHpPONPOTEKTOPHHX
B/IACTHBOCTEH reTepo3HliB B yMOBaxX eKCHepHMEHTAllbHHX HApKO3iB NpOBEAeHO
LIAXOM ~ JIOCNi/XKEHHA BMIMBY HelipoaHecTesii Ha MOAyAAUilo Mpouecis
HeHpoanonTo3y Ta Ha KOTHITUBHO-MHECTHUYHI Ta NOBE/iHKOBI po3faad micnis
KeTaMiHOBOro Hapko3y. Ha Mozensx keTamiHOBOro Ta nponog)os0Boro HapKo3is y
LypiB BIATBOPEHO MOCTHAPKO3HY aKTHBI3aLlil0 MPOABIB HITPOZHIOIOUOrO CTPECY



AK BHpasHuii aucbananc axktuBHOCTI NO-cHHTa3, 1O CYHNPOBOMKYBANHCH
HEraTMBHHMH 3MiHAMH (GYHKLIOHAIBHOIO CTaHy KINiTHH rOJOBHOrC MO3KY Ta
AKTHBI3aLI€I0 MPOLIECIB aMONTO3Y.

JloBeaeHo, WO BBeAeHHA LiypaM Ha MOZENsX KeTaMiHOBOro Ta
npono(oNoBOro HapKo3iB MOTEHUIHHHX HeHpOMpOTEeKTOpPiB iHTpaonepauiiiHoro
Mepiofy — OPHUIiHAMBHOrO NMOXiTHOrO CipKO- Ta HITPOTEHBMICHHX MeTEpPOLHKIIIB 3
aHaJIeNTHYHOIO AKTHBHICTIO retepo3uny, HelipoTpodiuHoro uepeGponporekTopy
LepebpoKypiHy Ta HOOTPOMY HOOMENTY — CHOpUsANO cTabinisauii akTHBHOCTI
CHCTEMM OKCHIY 3a 3POCTaHHAM aKTHBHOCTI eHaoTenianbHol NO-cvHTa3d Ha Thi
3HWXKEeHHA akTHBHOCTI INOS, 1o npu3Beno xo crabinizauii niowi Tin HefipoHis Ta
aktuBHOCTI cuHTe3y PHK B HUX, 3HHXEHHIO MOKa3HHUKIB LLiJABHOCTI aMONTOTHYHO-
3MiHEHHUX HEHpOHIB Ta c-fOS-NO3UTHBHUX KAITHH Ta 36inbulieHHs ekcrpecii bel-2-
Oinky B cxiafi KNTHH FONOBHOrO MO3KYy, OTXE, Ha LMX MOJENix JOBeNeHO
HasBHICTE Y reTepo3uay, LepeSpoKypHHY Ta HOOMENTY arnonTO30MOLYIIOIOHOT
aKTHBHOCTI.

JloBeneHo, 110 KeTaMiHOBa aHECTe3i TMPH3BOAHTL OO0 [MiABHLIEHHSA
TPUBOXHOI TOBEAIHKH TBapuH, 30YyANWBOCTI, MOTIpLUEHHA JOCHIAHHLLKOI Ta
MOLIYKOBOi aKTHBHOCTI Ha 2 noby, a Takox B Oubil BiananeHi tepminu (10 no6a)
NPU3BOAHTL A0 MOripiIeHHs MHECTHYHHX GYHKUIH BBefeHHs Bigpasy nicas
BMXOJy TBapWH 3 HapKo3y HOOTPOMHHX MpenapaTtiB — reTepo3uiy, HOOMENTy i
LepeOpOKypHHY NMO-pi3HOMY BIAMBAIO Ha MOBELIHKOBI peaklii, eMoOUiliHu}t cTaTyc
1 KOTHITHBHO-MHECTHUHI QYHKLIT TBApHH.

BBeneHHsa rerepo3nny TBapHHaM Miciis KeTaMiHOBOI aHecTesii HOCTOBIpHO
3HWXYBANO MOKA3HWKH TPHUBOXHOI MOBENIHKH | 30YINIMBOCTI TBAPUH (3HHIKEHHA
KIJIBKOCT! 3aMHpaHKiil | HeakTHBHOCTI, BIABHOrO MPOCTOPY, CTiHOK Ging CTIHKH),
Mi ABHILYBANO JOCJII AHUUBKY AKTHBHICTB, NPOSBIISIIO BUPaXEHHI
aHTHAMHECTHYHHUI edeKT (3HMNKEHHS NMoMUNOK pedepeHTHOI i pobouol nam'ari) i
MiABHIIYBANO 3AaTHICTh TBAPHH N0 HABYAHHA (3HHKEHHsS BHCOKOI i MiZBHILEHHS
HHU3bKOT aKTHBHOCT1).

HoBeneHo, 110 pO3BHTOK EKCMEPUMEHTANBHONC HapKO3y CYNPOBOMIKYBaBCH
3MIHOIO OCHOBHHX XapaKTEPHCTHK HeHpOHIB CEHCOPHO-MOTOPHO! 30HH B TKAHHUHAX
TOJIOBHOTO MO3KY IUYpPIB — 3HMXEHHAM MOKA3HWKIB (UINBHOCTI HelpoHiB Ta
NAOWKH 1X Tisl, a Takox Bmicty PHK Ha i 36inblieHHs yacTKM anonTOTHYHKX
KINITHH B T[OJOBHOMY MO3KY e€KCMNepUMEeHTafibHuX wiypiB. [lopiBHAHHS
e(eKTHBHOCTI eKcrnepuMeHTansHOl Tepanii reTepo3uioM, LepeGpOKYypUHOM Ta
HOOMENTOM Ha BHMPa3HICTh HEraTHBHUX 3MiH (DYHKLIOHANBHOrO CTaHy KIITHH
TOJJOBHOIO MO3KY MPH eKClepUMeHTaNbHii rinepriikemii Ta akTHMBHICTh NPOLECIB
anonTo3y B HUX CBIAYMTS, IO MAKCHMasIbHA HOpMani3alis WiNkHOCTI HelpOoHiB Ta
niouy ix Tif BiA3HavYeHa B rpyii retepo3uay.

6-i1 po30in MpUCBAYEHMH KOMMNEKCHIH OWiHUI BHBYEHHS HELIKiZNMBOCTI
reTepPO3UAIB B YMOBaxX rocTpoi ajKoroibHOi IHTOKCUKAL MPOBEJEHO LUIAXOM
JOCTI/PKEHHS. rOCTPOi TOKCHYHOCTI reteposuny-21, reteposuny-31, rereposuny-
321, Bu3HauseHHA ocoOnuBocTedd Mojeni rocTpol ankorojbHOI IHTOKCHKALIT,
BMIMBY reTepo3udiB Ha OioxiMiuHi (meTaboniuHi) XapakTepUCTHKHU OpraHizmy
TBapUH Ta BCTAHOBIEHHS 1X aHTHHAPKO3HOI Ail HA MOJEN rOCTPOi alKOroJbHOI



iHTOKCUKaLii. Pesynbrat pnocnigiB 3a  knacugikauiero Hodge ta Sterner
JO3BOJIMNIH BIIHECTH JOCHiJDKEHI reteposuad no IV knacy mano TOKCHYHHX
peuoBrH. Ha Mozeni roctpol ankoronsHol iHTOKCHKaUil AOBEAEHO, LU0 reTepo3Ha-
21, rereposun-31, retepo3un-321 nposBAANM aHanenTHYHUA/AHTHHAPKOTHYHUHA
edekt Ginbl edekTHBHO Hix knacuuHuii aHanentik CKK B nosax B 10-20 pasis
OiNbLINX.

Brnus Ha Metaboni3M, AecTpyKUito | eniMiHaLlil0 KCeHODIOTHKa BH3HAYAIH
M0 3MiHI AKTHBHOCTI aiKOrojbpJeriiporeHasyd 1 anbJerigieriiporedasyd s
roMOreHaTi MeviHKH, KOHLeHTpalii eTaHoNy i aUeTanbleriy CUpOBaTli KpoBi;
TOKCUYMHHMH BIJIMB Ha QYHKUiKO neqiHku i HUpoK — 3a aktuBHicTio ACT i AJIT i
KOHLIEHTpaLil KpeaTHHiIHY B CHPOBaTUi KPOBi Micas BBEAEHHS AOCHIIKYBaHHX
pPeUOBHH Ha MOJENI TOCTPOl  aliKOrosibHOl  iHTOKCHKauli. Bu3HaueHHs
TepaneBTHYHHX 103 TreTepo3uAiB 3a AHTHHAPKOTHYHOK €0 NpOBOAUNHK Y
BIAMOBIAHOCTI 0 MOAeNi rocTpoi ajKOrojbHOI iIHTOKCHKaUil. AHalli3 OTpUMaHUX
pe3yAbTaTIB IMIATBEPKYE 3arajibHy TEHAEHLII0 TOro, L0 He3ajlexHo Bia Mozeni
Hapko3y (xetamiH, npornodon, TiomeHTan HaTpil0) Ta HAPKOTHYHOrO BIUIHBY
(etaHon) masa Bcix pocnimkyBaHuX peuyoBHH (CKK Ta rereposun-21) 3i
30iNbIIEHHAM OO03H ICTOTHO 3HIDKYIOTHCH aHaNenTHYHa/aHTHHApKOTH4HA [ii, a
nepeBHILEHHS YMOBHOTEpaneBTHYHOI MA03H NPU3BOAMTL 10 [apajoKcanbHOI
peaxuil — TpHBaNnicTh HAPKOTHUHOTO CHY MOAOBKYETHCA.

HaykoBa HOBH3HA OTPHMAaHHX pe3yabTaTiB. [lo3a cyMHIBOM, CTyNiHb
HOBH3HH poOOTH BHCOKHH, OCKINbKM MOBa iilie Npo 30BCIM €KCMepUMEHTAalbHe
BUpILIEHHS AaKTyanbHOI 3a7ayi cyuacHol (apmakonorii, cnpsMOBaHOI Ha
nigBulleHHs e(EeKTHBHOCTI naToreHeTHYHOi ¢apMakoTepanii HeBpPOAOTIUHHX
YCKNaAHEHb 3arajlbHOi aHecTesii Ta HapKO3-iHAYKOBaHMX HeHpOAereHepaTHBHHX
ypaxeHb LUISAXOM BHKOPUCTaHHS OPHUTiHANBLHUX MOXIAHHUX CIPKO- Ta a30TYMICHHUX
reTepoLHKNiB (reTepo3ulliB) B AKOCTI e(PEeKTHBHHX HEHPOMPOTEKTHBHUX 3acobiB 3
aHanenTUYHOIO Ji€l0.

B auceprauiiiniit poboTi Bnepiue AOBENEHO, WO 11O OpPHriHAIBHI MOXIAHI
CIPKO- Ta HITPOreHBMICHI reTepoUUKny (reTepo3uiu) MaioTh HeHpONpOTEKTUBHY
Iil0 3 aHalenTHYHHUM edexToM 1 monepeiKardTb PO3BUTOK KOTHITHBHO-
MHECTUUYHOI AWCOhYHKLII Ha MOAeNi eKclepuMEeHTaNlbHUX HapKO3lB KETaMiHOM,
nponodojioM, TIOMEHTaAOM HATPil0 Ta BCTAHOBJNEHO iX TmepeBary rmnepej
cynabhokaMPOKaTHOM Ta MipaleTaMOM.

Briepite  cTBOpeHO  TEOpPeTHYHI OCHOBH Ta  €KCHEPHMEHTalbHO-
MerojonoriuHy 6asy ans UinecnpsMOBaHOTO MOLUYKY OpHIiHANBHHX NMpenapartis 3
aHaNenTHYHOK  Ji€l0:  po3pobneHO0  TeOpeTHUHO-NPaKTHYHHH  anroputMm
LinecnpsAMOBaHOro MOLIYKY, CUHTE3Y, CKPHHIHTY OpHTiHAABHUX
HEeHpOMNpOTEeKTOPIiB 3 aHaNeNnTHYHOK Ji€l0, 3rilH0 SKOMYy Ha NiAcTaBi
NECKPUNTOPHO-(hapMaKonoridHoro asanizy ta PASS-nporHosyBaHHA CTpPYKTyp
KNaCHYHHMX aHaNenTUKIB i 68 BipTyanbHHUX CTPYKTYp BU3HA4YEHO AECKPUNTOPU-
HOCIT aHaNenTUYHOI [ii; AaHa OLiHKa MOXKIHWBOCTEH | HeaoMiKiB riporpamu PASS, a
TAKOX TMEPCNeKTHBH Il 3aCTOCYBaHHS Ui TMPOrHO3YBaHHs  aHAJENTHYHOI
aKTMBHOCTI.  Bnepiie  TeopeTMYHO  OOIPYHTOBaHi,  eKCNEPHMEHTAIBHO
MiATBEpPMKEH] i 3aNpONOHOBaHi B MPaKTHKY Taki rnapaMeTpH K ONTHMabHI 103K



HApKO3HHX Mpernaparis, ONTHMaNbHUH YaCc BBEJEHHA aHANENTHKIB Ha MiKY
HapKo3y Ta METOAMKA BU3HAYEHHS MiKy HApKO3Yy.

Brepiure BcTanoBREHO, 110 3aCTOCYBAHHS OPUTiHANBHUX MOXiAHUX CipKO- Ta
A30TYMICHHMX reTepOUMIIIB (reTepo3uan) NPUBEIIO A0 A0303ANEKHOTO CKOPOUEHHS
TPHBANOCTI  HApKO3y, BiJHOBNEHHA AaKTMBHOCTI OWXAIBHOrO LEHTPY Ta
MOBEAIHKOBHX peakilif TBapHH Ha Ppi3HUX MOMNENAX HapKo3iB, crabinisye
MeTabosi3M  TOCTHAPKO3HOI KEeTaMiHOBOI, MPONoQoNoBoi, TIONEHTAI0BOT Ta
aNKOrobHOl IHTOKCHKAWii Ta monepemkac pO3BHTOK HelpoaereHepaTHBHMIX
YCKIagHEHb B MOCT HAPKO3HOMY Mepiofi.

Briepwie Ha  Mozeni  eKCMepUMEHTaIbHMX  HapKO3iB  KeTaMiHoM,
NponoghooM, TIONEHTAIOM HATPIl0 LOCHILKEHO XapakTep BILTHBY ipenapartis Ans
HefipoaHecTe3ii Ha nepe6ir eHeprocTpyKTypHHX HpOLECiB Y TKAHHHI rOJOBHOrO
MO3KY, MiCAs 3acTOCyBaHHA HelpoaHecTesii BM3HaueHO HelpoOMaTONOrivHMii
neq:num T2 BCTAHOB/IEHO, L0 BUKOPHCTAHHA OPHIIHAJNBHUX MOXIAHUX CipKo- Ta
HITPOTeHBMICHI  reTepoUHKNH  (FeTepo3uaM) CNpHAE  HOro  MiHiMi3awil.
Bcranosnero 3B'a30k iX HeiipoonpoTekTHBHOI 3MaTHOCTI 3i cHiBBiAHOLIEHHAM
Npo- T4 aHTHOKCHIAHTHOTO MOTEHLIaNiB TKAHUH FOJIOBHOIO MO3KY, a TaKOX POk
LMX MOTEeHUiaNiB B iHTEHCUBHOCTI MpoLeciB HelpoaecTpyKuUii micns 3acTocyBanHs
KeTaMmiHy, npornodony Ta HaTpiii okcHBYTHpaTY.

Brepie BcTaHoOBNeHO, WO KeTaMmiHOBa, nporno(onoBa Ta TIOMEHTanoBa
aHecTesil NPH3BOAUTE 1o NnopyuieHb HEBPOJNOTiYHOro cTaTycy
EKCMIEPHMEHTANIbHMX TBAPHH Ha 2 noBy, a Takox B 6inbw Bigaaneni tepminu (10
n06a) NpH3BOAMTH AC MOTiPIUEHHS KOrHITHBHO-MHECTHUHMX (YHKLi. Bnepme
MOPIBHAJIBHUM  @HANi30M  eKCIEepPUMEHTANBHOT HenponpOTeKTopHm Tepanii
HapKOTH30BAHMX KeTaMmiHOM, nponodonoM Ta HaTpiil OKkcMGYTHpaTOM IIypiB
OPHTiHANBHUMH TOXiIHMMH CIPKO- Ta a30TYMICHMX TeTepoLHKIiB (rereposn,uu)
AOBEOCHO, IO MAKCHMalbHHA BIUIMB HAa BHPa3HICTh HEraTHUBHHX 3MiH
(DYHKUIOHANBHOrO CTaHy KJITMH TONOBHOTO MO3KY MaB retepo3ua-321
(HopManisauis wineHocTi HeHpoHiB) Ta reTepo3ua-31 (craGinizauis nnows Tin
He#poHiB Ta akTHBHOCTI cuHTesy PHK B HMX, 3HHXEHHS NMOKA3HUKIB LIINbHOCTI
anonTOTHYHUX Ta NECTPYKTUBHO-3MiHEHUX HEHpPOHIB B CkAaAi KNiTHH TOJOBHOrO
MO3KY).

MpakTuuHe 3HAYEHHA OTPHMAHHX pe3yabTaTi. [IpakTUuHA 3HAUyLICTD
pobOTH BH3HAYAETHCA THM, LUO LIO BIEPLIE €KCMEPUMEHTANBHO AOBEAEHO Ta
NPOAEMOHCTPOBAHO BHCOKHIA TepaneBTHYHHHA MOTEHUiaJ HOBOTO MiAXody o
HCHpOl‘lpOTEKull MpH HEBPONOTiUHUX YCKNaIHEHb 3aralbHOl aHecTesil Ta HapKo3-
IHOYKOBaHHUX HeHpONEreHEepaTHBHUX YpaKeHb 3 BHKOPUCTAHHSAM TapreTHHX
eq)elcmBan HeHPONPOTEKTUBHHX 3ac06iB 3 aHANENTUYHOIO M€K — OPHIiHANLHUX
NOXiHUX CIPKO- Ta a30TYMICHHX reTepounkiiB (reTeposuau), WO BiAKPHBaE
LIMPOKi MOXKITHBOCTI 1A BIPOBA/KEHHS B MeJH4HY TPaKTHKY 3arporoHOBaHOro
cnocoby, COpsMOBAHOIO Ha TMEPepUBAHHS  ANONTO3-3AJe)KHUX MEXAHi3MiB
Helpozierexepalii B yMOBax HapKO3HOT Ta aIKOroJdbHOT iHTOKCHKALLIT.

3rigHo 3 pesyiabTaTaMM OTPHMAHKX AOCHiIKEeHb Crocih aHecTesionoriunoi
HEHPONpPOTeKLIi 3 BAKOPUCTAHHAM OPHTiHAIBHHX MOXIAHHX CIPKO- Ta a30TyMiCHHX
FEeTepOLMKIIB  (reTEPO3UIM) MOXKE CTAHOBMTH OGeicyMHiBHMM iHTepec s



MPpaKTUYHOro 3aCTOCYBAHHS 3 METOIO [TPO(HIAKTHKH Ta NiKyBaHHA HEBPOJIOTiYHHX
ycknagHeHb 3arankHoi aHectesii. PazoM 3 THM, BusBIEHI MexaHizmu
HeHpONPOTEKTUBHOI Aii MOXIZHMX CcipKo- Ta a30TYMICHMX reTepOLHKIIB
(reTepo3nan) MOXYTh CMPHATH CTBOPEHHIO HOBOTO [IOKONIHHA e(eKTHBHUX
JIKApChKUX MpenapariB, IO HAJalOTh CIOPAMOBAHY Jil0 HAa KIIOYOBI NaHKH
He#ipoJereHepaTHBHHUX 3MiH B Tepanii MOCTHapKO3HUX YCKiaJHEeHb Ta KPHTHYHHX
CTaHiB.

OcHOBHI pe3yneTaTh JOCHiKeHb BIPOBapKeHi B HABYANLHNUI npouec kadeap
kaenpu kniniuxoi dapmaxonorii [HcTUTYTY migBuwienHs xpanidikauii cneujanicTis
(apmauii HPaV, kadenpu ¢apmakonorii ta MeanuHoi peuentTypH 3anopizpkoro
AepXaBHOTO MEAWYHOrO YHIBEpcUTeTy, Kadeapu (apmakonorii Ta TOKCHKONOTil
XapKiBCcbKOi Nep)kaBHOI 300BeTepPHHAPHOI akafeMii, a TAKOX HayKoBHil mpolec
XapkiBCbKOro HAyKOBOrO LEHTPY BilickkoBoi ekomnorii, K3 oxoponu 3m0poB’s
XapkiBcbkoro obnacHoro ©iopo cynoBo-mMemuuHoi ekcrepthsu, Y Inctutyt
HeBporiorii, ncuxiatpii Ta Hapkonorii HAMH Vkpainu (Xapkis) ta epsiaBHoro
HAaYKOBOTO LIEHTPY JlikapchKuX 3acobiB | MeautHoOT mpoxykuii (Xapkis).

AnpobGanis pesyabrTaTiB aucepranii., OCHOBHI pe3ynbTaTH BUKNaAeHi Ta
0OroBopeHi Ha 4YMCENBHHX CHMMO3iymax Ta KoHdepeHuisx, a Takox Ha VIII
Hauionanenomy 3'i3ny Qapmauesrtis Ykpaitu «®apmauia XX cronitrs: TeHaeHuil
Ta nepcnexktuBu» (Xapkis, 2016) Ta iH. 3aranoMm Martepiand aucepTauii
nosifiomneHo Ta obroBopexi Ha 8 3'i31ax Ta KoHGEpeHUisX, 32 Pe3yNbTaTaMH AKHX
HaJpyKOBaHi Te3H.

BHCHOBKH y3aranpHIOIOTb pe3yNbTatd AOCHiIKeHb, € OOIPYHTOBAHUMH Ta
BinoBpaxaloTh OCHOBHI HanpaMH B LiH ranysi. Boud BUKNnaneHi nakoHiuHo, Lo
CBIAMMTH MPO BiAMOBIAHI AOCATHEHHS NPU PO3B’A3aHHI MOCTABIEHHX 3aBIAHb Ta
meTH pobotu. B saxicHoMy 1 kinbkicHOMy (6) xapakTepi i 00cs3i BOHH MOBHICTIO
BIATIOBIAAIOTE MaTepiany, ony6iikoBaHOMY y ()aXOBHX BHOAHHSAX, BUKNAJEHOMY B
nuceprauii Ta asTopedepari. HaBeneHi BUCHOBKH XapaKTepH3ylOTh OCHOBHI
LOCATHEHHA, AKi 3000y Ti Ta BUK/IaJeHi B AucepTauii.

Heaoaixu auceprauii i asropedepaty moago ix amicry ta odopmienns.
Huceprauiiina po6ota BHKOHaHA Ha BUCOKOMY CyYacHOMY piBHI, Ja€ npuBia AN
HayKoBoi nuckycii. Hassa auceprauii nosictio Biamosigae 3micty. BHcHOBKM
apryMeHToBaHi i 6a3yloThcsl Ha BENHKil KiIbKOCTI eKCTIEpHMEHTANBHUX AaHHX. B
AucepTauilinii pobGoTi Ta aBTOpedepaTi CyTTEBMX HEJOMNIKIB He BMABIEHO. |
AWcepTalis i aBTopedepaT HaNMCcaHi KPaCHUBO, JIOT{MHO 3 AOTPHMAHHAM ICHYIOYHX
BUMOT 1LIOJI0 CTPYKTYPH, 3MICTY 1 TEXHIYHOrO 0OpPMIIEHHS.

Pykonuc auceprauii Ta aBropedepar, Ha xanb, Sk i 6yab-ska iHwa pobora,
He 1030aBneHi HeoNiKiB OQOPMIEHHs, 30KpeMa HasBHOCTI He 30BCIM YiTKHX Ta
Blanux peveHsb (c. 7, 60, 158 i t.1.), ctunictuunnx (c. 149,177,192 1a in.) i
opdorpaditHHX NOMUIIOK, AKi YTPYAHIOIOTh CHPUMHATTS MaTepiany, ane HifsKuM
YHHOM HE 3HHXKYIOTb 3arajbHy BHCOKY OLIHKY BuKOHaHoi poGotu. IHwi
3ayBaXK€HHs 3po0IeH] B OKpeMHX po3Liiax Ta Ha MoNfX pyKOIHUCY.

Kpim TOro, xotinocs 6 nouyTH TOUKY 30py AMCEPTAHTA HA MHUTAHHA, LLUO
BMHHK/H Y npoLeci poboTH 3 AHCepTali€lo:



1. Tepanesruuna cTpareris ¢apMakonoriyuHoro BupilleHHs npo6reMu
HEBPOAOTIYHUX YCKNaAHEeHb 3A NO3BONAE BUAUIMTH KiJbKA 3aranbHUX MiIXOAiB,
BHOIp AKMX BU3HAYAEThCA MEXaHi3MOM i TOUKOH AOKNAAaHHA Ail LEHTPaNbHOro
aHecTeTHKa. Lle BMKOPHCTaHHSA AHTHOTIB-NCHXOCTHMYJISATOPIB, M0 AiIOTh SK
aHANENTUKU HA Ti K CTPYKTYPH, AKI OCTATOYHO MPHUTHIYEHI CAMHM LEHTPATbHHM
aHecTeTHKOM abo iioro axkTHBHMMM MeraboniTaMH (Hanmpuknaz, Kopason);
IlpuckoperHs BiIHOBNEHHS aKTHBHOCTI GNOKOBaHHMX BiIALIIB MO3KY 33 paxyHOK
onTuUMisauii HOro nNpomixHOro, ocobAHBO eHepreTHYHOro oOMiHy Ta pemapatii
OinkiB (manpuknapn, mipauetam); NPUCKOPEHHA MeTabonisMy aHecTeTuka abo
BUBEJIEHHA HEaKTHBHHUX MpPOAYKTiB OioTpaHcdopmauil 3 opraiamy (Hanpuknam,
YHITION); MIABMILEHHA aKTHBHOCTI HeipOHIB 3a paxyHOK 3MiHH iX MeMOpaHHHX
XapaKTEPUCTHK, BNACTHBOCTEH CHHANCIB, NepHbepHuHHX peuenTopiB (Hanpukian,
uepebponisun). Ha Bawy nymky, Ha sxoMy eranmi wui€i QapmakoTepanesTH4HOT
CXEMH MOXIHBO palliOHalbHE 3aCTOCYBAaHHS AOCIIPKEHHX T[eTepo3HAiB i 4H
3MOXE L€ «PO3LWHMPUTH» MOXJIMBOCTI AJEKBATHOI Tepamii MOCTHAPKO3HOI
KOTHITHMBHOI AMCYHKLIT K HAHGINBLI YAaCTOrO HEBPOJIOTIUHOIO yCKNanHeHHs 3A
B MOCTHAPKO3HOMY repiomi?

2. Ha ocuosi Bawuux gocaimkens ki pekoMeHaauii Bu 3mornu 6 BHecTH y
BUIIIAAI JOMOBHEHb B iHCTPYKLIT AN MeAHYHOro 3aCTOCYBaHHS A0 NpenapaTis, Lo
AOCALKYBaNHCh (LepedpoKypHH, HoonenT)?

3. locnimieHHsIMH OCTaHHIX POKIB 3aMo4aTKOBYETHCA HOBHIA (i 3a XiMiuHOIO
OynoBolo, 1 3a (hapMakoAHHaMiYHHM npodineM) knac 3acobiB MeAHKAMEHTO3HOTO
3axXHCTY MO3Ky. SIke, Ha Baw mornsn, micue B knacugikauii HeiipomeTtabomiuamx
LepeOponpoTeKTOpiB  (HelponpoTeKTOpiB) 3aiiMyTh MiKapceki npemapati -
HeHpONpOTEKTOPH 3 aHANENTHYHOIO Ji€0?

BucHoBok npo BiAnoBiAHicTbL AucepTalil BCTAHOBJIEHHM BHMOram.
Huceprauis Kabaunoi Ipunn Bonoaumupisun «HeiiponpoTexuis Hapkos-
IHIYKOBaHHX MOpYIUEHb [ONOBHOTO MO3KY MOXIAHHMH CipKO- Ta a30TYMiCHHX
reTEPOLMKIIB» ABASE cODOIO 3aKiHueHy HayKoBY pobOTy, WO BHKOHaHa Ha
XOpOIIOMY METOANYHOMY DiBHI I3 3aCTOCYBaHHAM CY4YaCHHX METOIiB HA AOCTATHIi
KIJILKOCTi TBapHH.

Pofota Mae HaykoBy HOBHM3HY, TOMY WIO MNPHCBAYEHA BCTAHOBJICHHIO
NposBIB HEHPONpPOTEKTHBHO! il 3 aHaNenTHYHUM e(eKTOM OpHIiHANIBHHX
MOXIJHUX CiPKO- Ta HITPOreHBMICHI reTePOLHKIH (TETEPO3KAN) Ta MOPiBHAABHOMY
aHanisy e(eKTHBHOCTI eKcrepyuMeHTansHoT Tepanii reTepo3HaaMm,
LepeOPOKYPHHOM Ta HOOMENTOM BiAHOCHO MOMEpeMKeHHsS PO3BUTKY KOFHITHBHO-
MHECTHYHOI AHCQYHKLIi iypiB Ha MoZeNi eKCHepUMEHTANBHMX HApKO3iB
KeTaMiHOM, nponodonoM, TioneHTanoM HaTpilo. Pobora Bonogie€ npakTHUHMM
3HAYEHHAM, TOMY 10 OOrpYHTOBYE paliOHaNbHI MiAXOAM [0 aHecTe3ionori4Hol
HeHPONpPOTeKLii 3 BUKOPHCTAHHAM OPHIiHANBHUX MOXIAHUX CipKO- Ta a30TyMiCHHX
reTepoUMKIiB (reTepo3naH) MoXe CTaHOBHTH Oe3cyMHiBHWIT iHTepec ans
MPaKTHYHOTO 32CTOCYBAHHA 3 METOIO NMPOodINAaKTUKH Ta JIIKYBAHHS HEBPOJIOTIUHHX
YCKNaJHEHb 3aranbHoi aHecTesil.



Taxum ynHOM, 32 aKTyaIbHICTIO MPOGIEMH, BUCOKHM METOAMYHHM DiBHEM,
00CsrOM  1OCNiAKEHb, HAYKOBOIO HOBH3HOIO, TEOPETMYHHM Ta NPAKTHYHHM
3HaYE€HHAM OTPUMAHMX pe3ynbTaTiB, IX BIPOTIAHICTIO, OGrPYHTOBaHICTIO
BUCHOBKIB, CTyMeHeM onyOniKyBaHHA Ta 3arajilbHUM HAyKOBHM  piBHEM
muceptauiiina pobora Kabaunoi Ipunn Bonomumupisun «Heliponpotekuis
HapKo3-iHAYKOBaHMX TMOpYLIeHb TrOJNOBHOTO MO3KY TMOXiAHMMH cipko- Ta
a30TYMICHHMX TFeTepOLMKNiB», 10 NpeacTaBieHa 0 odiuiliHOrO 3axHCTy Ha
3000yTTA HAayKOBOrO CTYyNeHs KaHAMAATA MEIHYHHX HAyK 3a CHeLianbHIiCTIO
14.03.05 - ¢apmakosoris, € camocTiliHUM, 3aBEpLIEHHM  HAYKOBHM
eKCIIepUMEHTANBHHM JOCHIDKeHHAM | TMOBHicTIO Bignosimae Bumoram n. 11
Ilopanky npucymkeHHs HayKOBHX CTYNEHiB, 3aTBepmkeHoro IlocTaHOBOO
Kabinety Minictpis Ykpainu Bin 24.07.2013 poky Ne567 (3i sminamu), a ii asTop
Kabauna Ipuna BonoaumHupiBH 3acnyroBye Ha NpUCYI’KEHHA HAYKOBOTO CTYMeEHs
KaHauaaTa MeIHYHHX HayK 3a cneuiansHicTio 14.03.05 — dapmakonoris.
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