PELIEH3IA
Ha aucepTaniiiny po6oty Oanru I'YIKOBOI
«3ajry4eHHs1 aMiHOOKCH/IAa3 10 PO3BUTKY NMATOJIOTiYHUX CTAHIB HUPKH Ta JiereHb,
NMOJAAHY HA 3100yTTH HAYKOBOIO CTYIeHs J0KTOpa (isiocodii
B raJiysi 3uanb 09 — BioJsioris, 3a cneniaabHicTio 091 - BioJsoris.

AKTyaJIbHICTh TeMH. 3’SICYyBaHHS MEXaHI3MIB MOPYIIEHHS (QYHKIIN KIITHH,
CHOPUYMHEHHUX 1HTEHCU(IKAIIEI0 MPOLECIB OKCUIATUBHOTO TMOIIKOKEHHs O6ioMoJiekyn (B
HACTiZIOK  BUTbHOPAIUKAILHOTO  OKWCJICHHS, HEE3UWMATHYHOTO  TUIIKO3WJIFOBAHHSI,
KapOOHITIOBAHHS TOIIO) € BAXKJIMBOIO 010JIOTIYHOIO Ta MEAUYHOIO MPOOIEMOI0, 0 SIKOI
MpUKyTa yBara 0aratbox JOCHITHUKIB. PO3BHTOK OKCHIATHBHOTO Ta KapOOHUIBHOTO
CTpeCy, a TaKOXX TOB’S[3aHOTO 3 HUMH XPOHIYHOTO 3aIlajieHHs, BBAXKAIOTHCS KIFOUOBUMU
MOJICKYJIIPHO-TIATO(P13107I0TIIHIMHU TPOIIECAaMHU B €TI0NOTIi Ta/abo mporpecyBaHHI TaKUX
MOIIMPEHUX 3aXBOPIOBAHb JIIOJIMHU, K HEUpOJAereHepaTuBHI, CEpLIeBO-CyIMHHI, JIETCHEBI,
HUPKOBI, OHKOJIOT14HI Ta IIyKpoBuUii aiabet 1 Ta 2 tuy.

Cepen BenMKOi KIIBKOCTI METAOOMIYHMX INUIAXIB, B SKUX T€HEPYIOThCS aKTHBHI
(GhopMH KHCHIO Ta pPEaKTUBHI KapOOHLUIbHI CIIOJYKH, OCOOJIMBE Ba)KJIMBE 3HAYCHHS MAIOTh
peakiii 3a ydacTio amiHookcuaa3z (AQOa3), skl KaTali3yloTh OKHCHE Je3aMiHyBaHHS
OloreHHWX aMiHIB Ta TMOJIaMiHIB 3 YTBOPEHHSM IMTOTOKCHYHUX CIOJYK: MEPOKCH]L
BOJIHIO, BIJIMOBITHUN 70 cyOcTpary anpierig ta amoHid. OjHak, HasBHI Ha CHOTOJIHI
HayKOBI (paKTH HE JO3BOJISIIOTH YITKO BCTAHOBUTH 1 y3arajlbHUTU posib eH3uMiB AQOa3 y
MPOTPECYBaHHI 3aXBOPIOBaHb HUPKH Ta JIET€HI, K1 acOlIOBaH1 3 MOCUJICHHSIM YTBOPECHHS
AKTUBHUX (OPM KHCHIO, OKHCHUMHU MOAMQIKAIISIMA MPOTEIHIB Ta 3amajeHHsAIM. Y
CydyacHId  HAyKOBIA  JIITEpaTypl  TAaKOX  HEJOCTAaTHbO  BHUCBITJIEHI  MUTaHHSA
nu(dEepeHIliioBaHOr0 BIUIMBY Ha Pi3HI JIAHKW KIITUHHUX TMPOIECIB CEIEKTUBHUX
1Hr101TOpiB AOAa3 sSIK NOTEHIIHHUX (PAPMaKOJOTIYHUX 3ac001B Teparii pi3HUX MOLIUPEHUX
3aXBOPIOBAaHb JIFOIMHH.

HucepraiiiitHa po6oTa BiJIMOBIIa€ IPIOPUTETHOMY HAIPSIMY PO3BUTKY HAYKH B Tally3i
OloxiMii TBapWH 1 BUKOHYBajach 3TiJIHO IUIAHY HAayKOBO-JOCHIJHUX POOIT BIIILTY
perynsamii oominy pedoBuH IHcTuTyTy Oloximii im. O.B. Ilammagina HAH Vxkpainm.
JlucepranTka 0COOMCTO TMPOBOAMIIA BCI €KCIIEPUMEHTANbHI JOCTIIKCHHS, CTATUCTUYHY
0o0poOKy pe3ynbTariB, miAdip Ta ompaioBaHHs jgitepaTtypu. [lmanyBanHs poOoTH Ta
aHai3 Pe3yJIbTaTIB HOCTIIKEHb MPOBOJAMIMCH CIUILHO 3 HAYKOBUM KEPIBHUKOM.

OOrpyHTOBaHICTH HAYKOBHMX IMOJIOKEHb JHMcepTamii, iX JOCTOBIipHICTHL Ta
HOBHM3HA. [lucepraiiiiiHa poOoTa TpuCBsUYeHa 3’sCyBaHHIO poii amiHookcunas (FAD-
BMicHO1 noJiiamiHookcusasu (PAO) ta Cu—BmicHuX eH3uMiB: auamiHookcuaaszu (DAO),
PO3YMHHOI 1 MeMOpaHO3B’s13aHOi popM cemikapOazuauyTINBoi amiHookcuaasu (SSAO) Ta
MO3aKIITUHHOI Ji3wiokeunasn — LOX) sk mxepena akTUBHUX (OPM  KHUCHIO Ta
PEAKTUBHUX KapOOHUIBbHUX CIOIYK Y PO3BUTKY MATOJIOTTYHUX CTaHIB HUPKHU Ta JIETEHI.

3HauHUl 32 00CSITOM EeKCIEpUMEHTAILHUN Marepial BHKJIQJCHO B IIIECTH
MIIPO3AUIaX BJIACHUX JIOCHIKEHb, Y SKHX TOCTIJOBHO OOTPYHTOBYETHCS OCHOBHE
MOJIOKEHHST POOOTH, a came: 3a EKCIEPUMEHTAIbHMX TMAaTOJIOTI HUPKU Ta JIeTeHl
akTuBYBaHHS Pi3HUX AQOa3 B 3aJIEKHOCTI BiJl OpraHy Ta TPOSBIB 3aXBOPIOBAHHS YITKO
KOPEJIOE 3 PO3BUTKOM OKCHUJATUBHO-KAPOOHUIBHOTO 1 HITPO3aTHBHOTO CTpeCy Ta
Mpo3anajbHUM CTAaHOM B TKAHWHAX.



OpuriHanbHICTh 0OPaHOTO B JUCEPTALIHIN POOOTI MiIX0y MOJSrae y 3aCTOCYBaHH1
ceMikapOa3uay sk 1Hrioiropa cemikapOasua-uymiuBux Cu-AQOa3, 1m0 Jajgo0 MOXKIUBICTh
OL[IHUTH POJb IUX EH3UMIB Y PO3BUTKY CTPYKTYPHO-(DYHKI[IOHAJIIBHUX, MOJIEKYJISIPHO-
O010XIMIYHUX Ta KIITHHHUX TOPYIIEHb 3a JOCTIKYBAaHUX NATOJIOTIYHUX CTaHIB. Xod4a
MOTEHIIIHA TOKCUYHICTh Ta MOOIYHI €deKTH ceMuKapOa3uay Ha ChOTOJHI JIOCTATHHO
nobpe omucaHi y JiTepaTypi, MpoTe MexaHI3M Jii 1€l crmoayku, papMakoguHaMika Ta
Oe3rneyHl TepamneBTUYHI JO3U JOTENep BBAXAIWCh BHUBUYEHUMM HEIOCTAaTHHO. Tomy
3HAYHOIO TIEPEBAror0 poOOTH € Te, M0 Y MOJEIBHIA CHCTEeMi in Vitro CHOYaTKy Oyid
BUBUYCHI NUIAXM MeETa0OJIIYHOTO TEPETBOPEHHS ceMmikapbasuay W 1aeHTH(IKOBaHI
MPOIYKTH Jerpajailii MaHoi CHOJyKH, cepell SKMX BHSIBWINCh W Taki TOKCHYHI, SIK
dbopManbaeri, MOHOOKCH]T a30Ty Ta aMiak. byno noBeaeHo, M0 MpUYMHA TOKCHYHOT il
ceMikapOa3uay BU3HAYAETHCSI TECHEPYBAHHSM 3a3HAYCHUX TPOAYKTIB TMPU  HOTO
poskiananni mig giero CYP450 mikpocomanbHOT (pakiii KIITUH TEYiHKH, a TaKOXK
BCTAHOBJICHO €()EKTUBHUMN, 3 TOUKHU 30py 1HryiOyBanmbHOI 11i HA AOa3u, 1 B TOH K€ yac
Oe3reyHuil aiana3oH KOHIEHTpAIli Ii€l CIOJYKH AJis MOAAJIBIIOTO ii 3aCTOCYBaHHS B
eKCIIEpUMEHTax in vivo. L{IIKoM BIaluM € TaKkoX 1 BUOIp JJIst AOCIIKEHHS 4 TBApUHHUX
MoJIeJiel TOCTPUX Ta XPOHIUYHUX 3aXBOPIOBaHb HUPKH Ta JIETEHI: TIIIEPOJI-1HIYKOBAHOTO
pabmomionizy, crpento3oroimHoBoro  (STZ)  mykpoBoro  miabety 1 Tumy,
oBabOyMiH(OV A)-iHyKOBaHOT OpoHXiallbHOT acTMH Ta OsieoMinuH C-1HIYKOBaHOTO
nereHeBoro (idbpo3y, sKi XapaKTepU3YIOThCS IHTEHCU(IKAIIEID YTBOPEHHS aKTUBHUX
dbopm xucHio (ADPK), azory (ADA), pO3BUTKOM OKCHIATUBHO-HITPO3aTUBHOTO 1
KapOOHUIBHOTO CTPECY, a TAKOXK MPOo3anajIbHUMHU MPOIIECAMH Y TOCHTIDKYBAHUX TKAaHWHAX.
Kpim Toro, y po6oTi Oy BUKOpUCTAHU KIITUHHA KapuuHomu JyereHi JIbtoic mumii (LLC)
31 ctabuibHUM HOkAayHOM Ruk/CIN8S (cyOminis Bl) Ta xoHTposbHI KmiTHHU (Scr) s
3’SICyBaHHSI B3a€MO3B’s13Ky Mix mpurHideHHsM ekcrpecii Ruk/CIN8S ta meraboniunum
nepenporpamyBaHHsaM y kimituHax LLC, a TakoX OIIHKKA MOTEHI[IHHOTO 3allydeHHs
ensumiB AQOa3. KitouoBa mepeBara AucepTaiiifHoi poOOTH, HA Mii MOTJISA, MOJSITaeE y
KOMILJIEKCHOMY BUBYEHHI pojii AOa3 y mporpecyBaHH1 3aXBOPIOBaHb HUPKU Ta JIET€H], a B
MPAaKTUYHOMY acCIeKTl — y eKCIEPUMEHTAIbHOMY OOIPYHTOBAHOCTI (papMakKoJIOTIHHOTO
3actocyBanHsa 1HTiOITOopa Cu-AQa3, cemikapba3umy, SIK areHTa 3JaTHOTO CEJIEKTUBHO
raJIbMyBaTH OMOCEPEIKOBaHI ceMmikapOazua-ayTiuBuMu AQOazamMu MaTOJOTIYHI MPOLIECH
3a YMOB In Vitro Ta in vivo.

Jlns BUKOHAaHHS JIaHOI POOOTH BaXJIMBUM OyB mMiAOIp aJeKBaTHUX METOJIB
BUPIIICHHS  TOCTaBJICHMX  3aBllaHb, 110  JO3BOJWJIO  OTPUMATH  JOCTOBIpHIi
€KCIIEpUMEHTAJIbHI PE3yJIbTaTH Ta OOIPYHTYBATH OCHOBHI MOJIOXKEHHS poOoTH. Bynu
BUKOPHUCTaHI HACTYIMHI CydYacHI METOIAU JOCHIIKCHHS: KIITHHHOI Ta MOJICKYJSIPHOI
Oiosorii, BectepH-0m0T aHami3, mnpemapaTMBHOiI OioxiMii Ta  JauUdEpEeHLIHHOTO
HEHTPU(YTYBaHHS, CHEKTPO(OTOMETPIsl, CHEKTPODIyopoMeTpis, UUTODIYOPOMETPIs,
IMyHOCH3UMHUMHUM aHalli3, CBITJIOBA MIKPOCKOIMIs, TICTOJOTIYHI Ta MOpPGOMETpUYHI
JTOCIIDKCHHS, CTaTUCTUYHUM aHajmi3. BapTo mMmIKpecIuTH HAA3BHYAMHO BJale
3actocyBanHs y poOoti EIIP-cmexkTpockomii, sika q03BONMIA TpOaHaTi3yBaTU 3MIiHH
IIUPOKOTO  CHEKTPY PI3HOMAHITHUX PEYOBHUH, SIKI BOJIOAIIOTH IMapaMarHiTHUMU
BJIACTUBOCTSIMH, 30KpEMa 1 MPOAYKIIIO BUTBHUX PAJUKANIB, CTaH CUCTEMHU IIUTOXPOMIB P-
450, MeTan-BMICHUX IIGHTPIB MPOTEIHIB Ta EH3UMIB, OIIHUTH (OPMYBaHHS TIyTy
TPUBAJICHTHOTO 3aj1i3a TOIIIO.



Ha momeni riinepos-iHayKoBaHOTO pabaoMiofi3y y HIypiB aBTOPOM OyJi0 TIOKa3aHo,
10 MIPOTPECYBAHHS JIaHOI MATOJIOTI] CYNPOBOXKYETHCS MOSIBOIO B TJIa3M1 KPOBI BUIBHOTO
okncienoro Fe’', a B oprani-MillleHi HUpII Ta TOJIOBHI 3a103i iIMyHHOI cHCTEMH, THMYCI,
1ICTOTHO 30UIbIyeThcsi akTUBHICTH DAO, PAO ta SSAO. VYTBOproBaHI B peakilisx
Je3aMiHyBaHHS aMmiHIB Ta mnoniamiHiB peaktuBHi anpaeriau (PKC) 1 aktuBHI (dopmu
KHCHIO MOKYTh OYTH OJTHMM 3 TATOT€HETUYHUX YNHHUKIB MOIIKOJKEHHS TKAHUHU HUPOK.

Ha monenm STZ-imaykoBaHoro jniadery Ta jaiadery, YCKIaAHEHOIO padaoMioi3oM,
MMOKa3aHO, IO BAXJIWBUM YWHHUKOM PO3BUTKY HE(PPOTOKCHYHOCTI € OKCHIATHUBHO-
HITPO3aTUBHUN CTpec, acoliiioBaHuii 3 HagMmipHuM TeHepyBaHHsM NO. Bussieno
MMO3UTHUBHY KOPEJISIII0 MIX 3pOCTaHHIM akTUBHOCTI SSAO B HUpIN €KCHIEPUMEHTATBHUX
TBapUH 3a A1a0ETUYHOrO CTaHy Ta MIJABUIICHUM DPIBHEM BCIX TPhOX KJIACiB PEaKTUBHUX
cnonyk — ADK, PKC Tta aktuBHux ¢opMm azoty. Briepiie nporeMoHCTpoBaHO, IO 32 YMOB
I[yKPOBOTO fiabeTy, yCKIaQAHCHOMY paOJaOMiONi30M, CIOCTEPIra€ThCsS HOPMaTi3allis
MOKa3HUKIB OKCUAATUBHO-KapOOHIJILHOTO CTPECY B TKaHMHAX OpTaHiB-MIIIEHEH Ta 3CyBY
BMicTy ADA y 61k 3pocTaHHs PiBHS 3B’ sI3aHUX (HEKTUBHHX) (DOPM, MEPEBAKHO 32 YUACTIO
BimbHOrO Fe’.

Ha mMopeni oBanbOyMiH-1HIYKOBaHOI OpOHX1aJIbHOI &CTMU y MYyp4YaKiB BCTAHOBJICHO,
[0 y TBApUH 3 PO3BUHYTOIO MATOJOTi€I0 O0araTopa3oBo 3pocTaioTh akTUBHOCTI DAO Ta
SSAO B kpoBi, a Takoxk LOX B nereHeBiii TKaHWHI, 110 CYNPOBOIKYE (HOPMYBaHHS
TOJIOBHUX O3HAK MartoJorii — cybemiteniiinuii $i0po3, iHPIIBTPYBaHHS IMYHHUX KJIITHH B
JIETeHI0, [0 pPa3oM 3 HAUIMIIKOM Npo3alaJbHUX MEAIaTOpIB CHpHSE 3amalbHO-
JNECTPYKTUBHUM 3MIHaM JIET€HEBOI TKaHWHHU, IO OyJO HAAIMHO MIATBEPIKEHO JaHUMU
MOp(hOMETPUYHUX Ta TICTOJIOTTYHUX TOCHiKeHb. CriokuBanHs TBapuHaMu SC B pPO34MHI
(0,05%) per os ta y Burisal aeposoiito (0,2%) Ha TiI1 PO3BUTKY OPOHXIAIBHOI aCTMHU
HOpMaJTi3yBaJIo O10XIMIYHI Ta MOP(QOJIOTIUHI MOKa3HUKHU, 110 BKa3ye Ha Oe3mocepeHe
sasydeHHs Cu-AQOa3 10 naroreHe3y OpoHXiajabHOI aCTMHU.

Ha moneni 6neominun C-inaykoBaHoro (pibpo3y JereHi y mrypiB MOKa3aHO 3HAYHE
30utemieHHst aktuBHocTed LOX, SSAO, DAO B nereHi Ta KpoBi y TMOPIBHSHHI 3
IHTAaKTHUM KOHTpOJIeM. Y IIUX TBapuH OyJIO MiJTBEP/HKEHO HASBHICTh BCIX KIIOYOBHUX
ricTO-MOP(QOJIOTIYHUX O3HAK PO3BUTKY JiereHeBoro (idbpo3y. Bukopucrtanus 0,005% SC,
PO3YMHEHOT0 y MUTHIN BOJ1, MPU3BOAMIIO A0 HOpMai3allli akTHBHOCTI BCix Cu-BMICHUX
AOs Ta CyYTTE€BOrO 3MEHIICHHS O3HAK PEMOJCIIOBAHHSA JUXAJIbHUX UULIXIB Yy
€KCIIEpUMEHTAJILHUX TBAPUH, IO MIATBEPKYE POJIbh JOCIIIKYBAaHUX €H3UMIB Y PO3BUTKY
nereHeBoro ¢iopo3y

Ha w™Momeni BHCOKOIHBa3WBHUX KJIITHH KapiuHOMHU JjiereHi JIptoic  mwii
MPOJIEMOHCTPOBAHO, IO 3HIMXKEHHSI arpecMBHOCTI (EHOTUNY KIITHH 3a paxyHOK
MpUTHIYEHHS ekcrpecii agantepHoro npoteiny Ruk/CIN8S mo3utuBHO KoOpemoBasio 3
HaMpsSMKOM 3MiH PiBHS aKTUBHOCTI qociipkyBaHux AOa3 (SSAO, DAO, PAO, LOX), sxi
KOHTPOJIIOIOTh CTYMIHb >KOPCTKOCTI MO3aKJIITUHHOTO MAaTPUKCY, 3/IaTHICTh MYyXJIMHHHX
KJIITUH YHUKATH IMyHHOI BIAMOBiAiI, MIATPUMAHHS BHYTPINTHLOKIITUHHOTO PIiBHS
OloreHHUX aMiHIB Ta MOJIaMiHiB.

HaykoBo-npakTu4Ha 3HAYMMICTh POOOTH Ta KOHKPETHI IIJISIXM BUKOPUCTAHHA
pe3yJabTaTiB Ja0cJigxkeHHsl. TeopeTWyHi TOJOXKEHHS, CPOPMYJIbOBAaHI MPU aHaTI31
OTPUMAHUX PE3YyJbTaTiB, MOTJIMOIIOIOTH YsABIEHHA moAo0 ydacti AOa3 y MOCHUICHOMY
€HJOTEHHOMY YTBOPEHHI PEaKTUBHUX KapOOHITBLHUX CIOJYK, aKTUBHUX (DOPM KHCHIO Ta



a30TY, 1110 MOXKYTh 3aTy4aTHCh 10 PO3BUTKY MATOJOTIYHUX CTaHIB HUPKH 32 pabIoMioni3y
1 IYKpOBOT0 Ala0eTy Ta JereHi 3a aToniuyHoi OpOHXIaJIbHOI aCTMU 1 JiereHeBoro ¢iopo3y, a
TaKoX J10 (OPMYBaHHS arpeCUBHUX (DEHOTHIIB pakOBUX KJIITHH. L1 TOJI0KEHHS MOXYTb
CTaTH  HAYKOBUM  OOIPYHTYBaHHSM  MOMJIMBOCTI  NPAKTUYHOTO  3aCTOCYBaHHS
ceMikapOa3uay K eEeKTUBHOTO MOJIEKYJISIPHOTO IHCTPYMEHTY /i OLIHKHK ydacTi AOa3 y
pi3HUX O10XIMIYHHMX Mpoliecax B KIITHHAX. 3 OTJIAY Ha Te, 10 KIHIIEBOIO METOI0 OaraThox
pOOIT, IPUCBSIYCHUX TPOOJIEeMi OKCHIATUBHOTO CTPECY, € MOIIYK IUISIXiB rajJbMyBaHHS
NPOOKCUAAHTHUX Ta TMpOo3amajbHUX MPOLECIB B OpraHi3Mi 3a pi3HUX MAaTOJIOTIH,
pEe3yNbTaTH MPOBENCHUX JOCTIIKEHb MOXYTh OYTH BHKOPUCTaHI SK €KCIIEpUMEHTAIIbHE
OIATPYHTS. IS pO3pOOKM HOBHX CIHOJYK 3 BHCOKOIO CEJIEKTUBHOIO 1HT10ITOPHOIO
aKTUBHICTIO TO BigHOmIeHHIO 10 AQOa3, MmO A03BOJIWIO O MiJBUIIUTH €()EKTUBHICTD
KOMIUIEKCHOTO JIIKyBaHHS YUCICHHUX 3aXBOPIOBAHbD.

Crpykrypa podoru. J[ucepraiiiina podota BUKIaaeHa Ha 195 cTopiHKax, BKIIOYAE
TPaJAMIIIITHO HEOOXI1/IHI PO3UIH: aHOTallisl YKPaiHChbKOIO Ta aHTJHCHKOI0 MOBaMH, BCTYTI,
OrJIsi JIITEpaTypu, Marepiajd Ta METOAM JOCHTIIKEHb, PO3ILT pe3yJbTaTiB BIACHUX
JOCIIKEHB Ta iX 0OrOBOPEHHS, 3aKIIOYHUN PO3/ILT aHAII3Y Ta y3arajJbHEHHS Pe3yJIbTaTiB
JOCIIIKEHb, BUCHOBKH Ta CIIMCOK BUKOPUCTAaHUX xkepenl (Bcboro 196 mocwuinanHs) Ta
MepeNik HayKOBUX Tpailb, OMyOJIKOBAaHMX 3a TeMow aucepTarii. Orisan jitepaTypu €
[[IKaBUM, JI0Ope CTPYKTYpOBaHUM, IIPOLTIOCTPOBAHUMN CXE€MaMH, JIOT1YHO BHOYJOBaHUM Ta
iHpopmaTuBHUM. JluceprarniitHa poOoTa B LUJIOMY HalKMCaHa TPaMOTHOIO MOBOIO, Ha
HaJIeKHOMY HAayKOBOMY PIBHI, 13 3ay4€HHSM I OOrOBOPEHHSI OTPUMAaHUX pPEe3yJIbTaTiB
3HAYHOI KIJIbKOCTI OPUTIHAJIIBHUX CTAaTE€W BITUYM3HSIHUX Ta 3apyOlKHHUX aBTOpiB. KpuTHuHO
MIPOAHAJI30BaH1 MyOJIiKalii MPOBIIHUX HAYKOBUX JabopaTopii, AKi MPalIOTh MO JaHIN
npobiemi. TekcT cynpoBoaKyeThCs 35 pucyHkamu 1 17 Tabiuusamu.

Marepian, BUKIAJEHUNA B AMCEpTalliHIi poOOTI, B LIJIOMY BIJIMOBIJAE METI Ta
3a/layaM JOCIIKEHb. 32 3MICTOM JAMCEpTallisd Ma€ 3aBEPIICHUI XapakTep SK caMOCTIiHa
HAyKOBO-IOCHIAHA  po3poOka. CyKyIHICTh €KCHEPUMEHTAIbHUX  JOCHIKeHb 1
TEOPETUYHHUX TOJIOKEHb POOOTH € CYTTEBMM BHECKOM Yy BUPINICHHS BaXKJIMBOi HAYKOBOI
MpoOJeMU — BCTAHOBJIGHHSI POJII aMIHOOKCHZIA3 K IMOTEHIIHHUX YWUHHUKIB PO3BUTKY
OKCHJIATUBHO-KapOOHIJILHOTO Ta HITPO3aTUBHOTO CTPECY y T€HE3HCl 3aXBOPIOBAHb HUPKU
Ta JIETEHI.

Xapaktepusytoun poOOTy B IJIOMYy HEOOXIJHO BIIMITHUTH, IO JAMCEPTAHT A00Ope
BOJIOJII€ TEOPETUYHUM Ta (DAKTUYHUM MaTepiajioM, eKCIEPUMEHTH CIUIAaHOBAHO BJIAJIO Ta
mi110paHo aIeKBaTHI Cy4acHI METOJU JOCIIJKEHHS MOCTaBJIeHUX 3aaad. CTaTUCTUYHUIN
aHaji3 pe3yibTaTiB 3MIMCHIOBAIM 3T1IHO BIAMOBIIHUX METOMIB 3 BHUKOPUCTAHHIM
KOMIT IOTEpHUX TporpaM. BHUCHOBKH, 3po0OJjieHI aBTOpPOM, B LUJIOMY € KOPEKTHUMH 1
JIOTIYHO Yy3araJibHIOIOTh TMPOBEJEHI EKCIEepUMEHTaNbHI JochiKeHHs. JloCTOBIpHICTD
BHCHOBKIB MIATBEP/IKY€ETHCS JAHUMHU CTaTUCTUYHOI OOPOOKH, HABEACHUMU B TaOIUIISAX Ta
PUCYHKaX 1 CYMHIBIB HE BUKJIMKAE.

IloBHOTA BMKJIQAy OCHOBHHX HAYKOBHMX MOJI0K€Hb, BUCHOBKIB Ta MPAKTHYHMX
peKoMeHaalii B 0Imy0/JIiKOBAHMX MPalsiX.

PesynbraTi ekcrepuMEHTaIbHUX JIOCHTIKeHb, OTPMMaHI B TMPOIECI BUKOHAHHS
aucepTaliitHoi poOOTH, MOBHOIO Miporo BUCBITIIEH] y 11 myOmikamisx, 3 HUX 9 — crarTi y
(daxoBuX BUAAHHSX, M0 BiAMoBimatoTh BUMoram lloctanoBu Ne44 KaGinery MiHicTpiB
VYkpainu Big 12.01.2022 p «IIpo 3arBepmxenns [lopsaky npucyKeHHS CTYIIEHS TOKTOpa



¢binocodii Ta ckacyBaHHs pillIEHHS Pa30BOi CHELIaTi30BaHOI BUEHOI paJM 3aKjIaay BHUIIOL
OCBITH, HAyKOBOi YCTaHOBU MPO MPHUCY/DKEHHS CTyIeHs nokropa (imocodii» ta B 1
NaTeHTI Ha KOpPUCHY Mojesib. OCHOBHI pe3yJbTaTH E€KCHEPUMEHTAIbHUX JOCTIDKEHb 1
TEOPETUYHI MOJIOKEHHS JOCTaTHHO MOBHO OOTOBOPEHI Ha BITUM3HSHUX Ta MIKHAPOJHUX
KOH(EPEHIIIAX, CIIUCOK BKIIIOYae 18 Te3 10ImoBiIeH.

3ayBa:KeHHsI Ta AMCKYCIiliHi MU TaHHA.

B minomy, anami3z marepiany NpoBEICHUX TOCTIIKEHBb T03BOJISIE€ 3pOOUTH BUCHOBOK
PO JOCTAaTHHO IOBHE TEOPETUYHE Ta EKCIIEPUMEHTAJIbHE OOTPYHTYBAHHS IIOJOKCHb,
BUCYHYTHUX B po00Ti. Pazom 3 TuM 70 quceprariitHoi poOOTH BUHUKIIH JESKi 3ayBaXKEHHS 1
3aMUTaHHS, a TAKOK MIPKYBaHHSI Ta MOOaKaHHS B paMKax HAYKOBOI TUCKYCIi.

1. ExcniepuMenTansHa MozAenb IyKpoBoro giadety 1 Tumy Oyma oOpana y
poOoOTI mepIr 3a Bce K MOJENIb HUPKOBOI Aucynkii. [IpoTe, HUPKHU 1aneko HE € €TUHUM
OpraHOM MIIICHHIO 32 IIYKPOBOTO AiabeTy. BTopuHHMMY YCKIIaTHEHHS IIyKPOBOTO AiabeTy
BBA)KAIOTHCS CyIMHHA TATajorig (aHTiomnaris), MoJIIHeHponaTisi, rernaronartisi, 0OCTe0Nnopo3
tomo. Jliaber me Toil cTaH, 3a SIKOTO IUJIKOM MOXHa OyJIO JTOCHIIKYBaTH 1 JIETCHEBY
muchyHKIio. Y Oynb-aKoMy pasi giabeT AIMCHO MOXKe CYIMpOBOKYBATHCh PO3BUTKOM
HUPKOBO1 NUC(YHKIII, Tak 3BaHOIO AiabeTnyHOIO Hedpomnartiero. OaHak, e He O3Hayae,
o J1a0eTUYHUI CTaH aBTOMATHUYHO BKa3ye Ha HAsBHICThH AiabeThyHOi Hedpomartii y
JIOCIIKYBaHUX ~ TBapuH. ToMy  TaTOJIOTI0O HUPKM 32  JiadeTy  HeoOXiJTHO
EKCIIEPUMEHTAJILHO JIOBOAUTH. Y pOOOTI X HE HABEACHO JOCTATHHO JaHUX II0J0
010XIMIYHHX MapKepiB, 110 XapaKTepU3YIOTh PO3BUTOK J1a0€TUYHOI HedponaTii, a TAKOK
BIICYTHE  TICTOJIOTIYHE  MIATBEPIKEHHS  CTPYKTYPHUX 3MIH  HUpPKA. Bwicr
KapOOKCUMETUJUTI3UHY BBAXKATbCSI MAapKEpPOM JIOKJIIHIYHOTO PO3BUTKY J1a0€TUYHOI
He(dponaTii, TOOTO CKOpIlIE MPEAUKTOPOM PH3UKY PO3BUTKY JAaHOTO A1abETHYHOTO
YCKJIaTHEHHSI.

2. OmgHuM 3 KIIOYOBUX IOJIOKEHH POOOTH TMONSITAE Y EKCIEPUMEHTATBHOMY
MIITBEPKEHHI TIOTE3U MPO TE, 110 aKTUBYBAHHS Pi3HUX (HOPM aMIHOOKCHIAa3 MOXKE OyTH
BOKJIMBUM YMHHHKOM PO3BUTKY KapOOHUIBHOTO Ta OKCUJATUBHO-HITPO3aTUBHOTO CTPECY,
1 TAaKUM YMHOM BB@)XaTHCh ICTOTHUM MAaTOTEHETUYHUM MEXAHI3MOM Yy PO3BUTKY PI3HUX
3axBopioBaHb. BiacHe dinocodis gocnikeHHs 1 0OrOBOPEHHS OTPUMAHUX Pe3yJIbTaTiB
BHOYI0BaH1 HABKOJIO BiATIOBI/II HA 1€ KJIFOYOBE MMUTAHHS, a TAKOXK, HA MOIO JTYMKY, BJIacHE
caMe MM 1 OOyMOBJIEHO BUOIp JOCHUTH HIUPOKOTO KOJIA TMATOJOTIYHUX CTaHIB PI3HOI
€TI0JIOT11, PO3BUTOK SIKUX (BCiX 0€3 BUHATKY) CYNPOBODKYETHCS OKCUJIATUBHUM CTPECOM
Ta 3aMaJlbHO-ACCTPYKTUBHUMHU 3MiHaAMH Yy TKaHmHax. [llo wMae mpaioBaTé Ha
MiATBEpKeHHS 1€l rinote3u? I[lo-mepiie, e cUCTeMaTUYHE NPOCTEXKEHHS YITKOI
MO3UTHUBHOI KOPEJSILil MK aKTUBHICTIO KIIFOUOBUX A(Oa3 Ta IHTEHCUBHICTIO (OPMYyBaHHS
pPEaKTUBHUX KapOOHUIBHUX CIOJYK 1 BUIBHOPAIUKAIBHUX (DOPM KUCHIO Ha BCiX OOpaHUX
Mozensx. [lo-gpyre, MOMXKIMBICTH YITKOi JAEMOHCTpaIlli BHPa)K€HOI aHTUOKCHUIAAHTHOI
€(EeKTUBHOCTI CEJIEKTUBHUX 1HT101TOpiB AO (BUKOpHUCTaHHS (hapMaKOJOTTYHOTO MIAXOMY),
Kl caMmi TpU IIbOMY HE TIOBMHHI TPOSBIATH BJIACTHBOCTI CKEBEH/KEPIB BUIBHHUX
paaukaniB. OmHaK, TaKy KOMIUIEKCHICTh MpPH MPOBEACHHI 3aIlUTAHOBAHHWX JOCIIIKECHb
HaXkaJh JIaJIekO0 HE TMOBHICTIO BAAJIOCh peali3yBaTH HA TMPaKTUIll, HE JWBISIYACH Ha
3HAYHUH apceHall BUKOPHUCTAHMX METOJIB, METOAWYHUX IIIXOJIB Ta KUIbKICTh
eKCIiepuMeHTanbHuX Mojenei. Tak, aktuBHOCTI ogHNX AOa3 Oyu JOCHiKEH] Ha OJTHUX
MOJIEJISX, ajié HE BUBYAINCH HA IHIINX (II€ MOJAEKYAM CTOCYETHCS 1 TKAHUH — y OJHUX



BUITAJIKaX JOJATKOBO JOCHIDKYEThCS TMEUYiHKA, B IHIIMX TUMOIMTH TOIIO). SIKmio 3a
MOJICJTFOBaHHS JiereHeBoi matosiorii BuB4daiuch Bcl Tpu Cu-AOaszu (DAO, po3unHHA 1
meMOpano3B’sizana popmu SSAO ta LOX), a takox FAD-Bmicua PAO, To Ha mMozeni
I[yKPOBOTO J1a0eTy Ta MOro yCKJIagHEHHS padaoMioJli30M BUBYAJIACh TUIBKM aKTHBHICTH
SSAO. Ha Mozeni » TIilEepUH-1HIYKOBAHOTO padA0MIONI3y JTOCHIIKYBAIN TPU €H3UMU —
DAO, SSAO Ta PAO, ane no ¢akTy B IUHAMII PO3BUTKY pabaoMiofizy, OCOOIUBO Ha
HaWOIIBIT KPUTUYHUM MIOCTUH JCHB, Y TKAHWHI HUPKH IOCTIOBHO OyJIM MPOCTEKEHI
3miaM mo-cyTi e 180X AOa3z — SSAO ta PAO. 3a OVA-ingykoBaHOi OpOHXialnbHOT
acTMHM y JIETeHEBIN TKaHWHI BHU3HA4alu Jumie akTuBHICTE LOX, a y mma3mi Kposi
aktuBHOCTI SSAO Ta DAO. binbiie Toro, oTpuMani pe3yibTaTd BKa3ylOTh Ha Te, IO HE
3aBXKIU BUSBISETHCS UITKA KOPENALIs MDK AKTUBHICTIO JOCHIDKYBaHUX EH3UMIB Ta
inTeHcuBHICTIO yTBOopeHH A®K, A®DA 1 PKC, a TakoX CTaHOM CHCTEMHU
aHTHOKCcHJAaHTHOro 3axucty. Kpim Ttoro, ¢apmakonoriune iHriOyBanas AQa3 He
3aCTOCOBYBAJIM HA BCIX JOCIHIKYBAaHUX MOJENSIX, 30KpeMa 3a pabaoMioni3y 1 IyKpOBOTO
niabety. Bukopucranuii inrioitop AO, cemikapOa3ujl, CEJIEKTUBHO TajJbMy€ AKTHUBHICTb
onaux AQOa3 1 He BIUIMBA€ Ha 1HIN, TOMY BUKOPHCTAHHS MOTro ISl aHAII3y 3aJy4CHHS
BChOTO CHEKTPY aMIHOOKCHJA3 O MEXaHI3My PO3BUTKY OKCHIAATHUBHO-HITPO3aTHUBHOIO
CTpecy € 0oOMeXeHHUM. 3 1HIIOro 0OKy, y pa3l He0OX1THOCTI OLIIHKH caMe CHenu(iaHoro
BHeCKYy SSAOQ, 11e 3po0UTH TakoX MpOoOJIEMATHYHO, TOMY IIO ceMikapOa3uj nmapajieiabHoO
3nateH 1HTiOyBath ¥ 1HIIT Cu-AQOasu (MposiBIIsi€ CENEKTHBHICTH JI0 TPYIU EH3UMIB).
HenomnikoM Takox € Te, 110 y poOOTI B MOJEIBHINA CUCTEMI in Vitro HE 0yJO 3’sICOBAHO, Ud
MOXKJIMBa peanizaiis e(deKTiB ceMikapOasuay uyepe3 WOro npsiMy aHTHOKCHUIAHTHY IO,
30KpeMa K MOTEHIIMHOrO0 CKEeBEHJKEpa BUIBHUX pagukaliB. Bce 3a3HaueHe HE 30BCIM
crpusic (OpPMYBaHHIO TMOBHOI KapTUHU 3MiH, 100 MOXKHa OyJIO 3pOOUTH KOPEKTHI
BHCHOBKMA CTOCOBHO KIJIFOUOBOTO TUTAHHS — BCTAHOBJICHHS 3aKOHOMIPHOCTEW 3MiH
akTuBHocTed AQOa3 y iX B3a€EMO3B’SI3Ky 3 PO3BUTKOM OKCHJIATUBHO-KapOOHUIBHOTO,
HITPO3aTUBHOTO CTPECY Ta T€HE3UCY 3aXBOPIOBAHb HUPKU Ta JIETEHI B LILJIOMY.

3. Y po6oTi B IIJIOMY €KCIIEPUMEHTAIBHO MIATBEPIKEHO HASBHICTH 3HAYHHMX
MOPYILICHh y aMIHOOKCHIA3HIA CHCTEMI 3a JOCIIDKYBaHHMX MATOJIOTIYHUX CTaHIB, SKI
B1I0yBAIOTHCSI HA TJII TIPOOKCUJAHTHUX TPOIIECIB, OJHAK BUHUKAIOTH MUTAHHS CTOCOBHO
MPUYMHHO-HACTIIKOBUX 3aB’si3kiB. CTpecopHi YMOBH MOXYTh AaKTHUBYBaTH CHCTEMHU
OloreHHUX aMiHIB Ta MOJIaMiHiB, IHTEHCHU(]IKYIOUM X OOMIH Ta BTOPMHHO aKTUBYIOUHU U
BinacHe cami AQOa3zu. Y 1mbOoMy BiJHOIIEHHI, Y poOOTI 30BCIM HE BpPAaXOBYETHCS BILIUB
aKTUBHOCTI TUX 4M 1HIIKX AOa3 Ha MeTaboJi3M Ta pIBEHb O10T€HHHUX aMiHIB, SIKI caml 10
coOl1 3/1aTHI YMHUTH BUPAXEHUMN BIUIMB HA PI3HOMAHITHI KJITHHHI MPOLECH, BKIIOYHO 3
PO3BUTKOM OKCHJIATUBHOTO CTPECY Ta PETYIIOBAHHAM KIITUHHOTO BUYKMBAHHS 1 3arvOeri.

4. Baxxko mOroguTHCh 3 TBEPKEHHSM NpO T€, IO OTPUMAaHI y poOOTI JaHi
EKCTIIEPUMEHTAJILHO JIOBOJISITh MOKJIMBICTh BUKOPUCTAHHS MOKa3HWKAa akTUBHOCTI SSAO
K Mapkepa aiadetuynoi Hedponarii. st Toro, mob 3poOUTH TaKuii BUCHOBOK MOTPIOHO
Oyso, mo-mepie, BCTAHOBUTH HACKIIBKMA CrHenu(diduHi 3a IyKPOBOTO MiadeTy 3MIHU
aktuBocTi SSAO came y HUpKax, 1 UM Il eH3UM HE aKTHBYETHCS B 1HIIHUX TKaHWHAX, 1O-
apyre, HEOOXiMHO OyJi0 TMPOBECTH KOPENAIIMHUN aHalli3 3aJ]eKHOCTI 3MIH MapKepiB
Hedpomnartii Bii aKTUBHOCTI €H3UMY 1, MO-TPETE, BAXJIUBO OyJIO MOKa3aTH €(PEKTUBHICThH
cenektuBHOTO 1HTIOYBaHHS SSAQO y Kkopekiii giabernunoi Hedpomnarii. Cemikapbasus sk
pa3 came Ha TBapHHHIM MOJel I[yKpOBOTo J11a0eTy 1 He OyB BUKOPHUCTAHUM.



5. JlocTaTHBO MUCKYCIMHUM, HA Mii TIOTJISI, € T€, SKHM YUHOM aBTOP Ha OCHOBI
OTPUMAHUX  pe3yJbTaTiB  JOCHIDKEHHS  HAMaraeTbCs  IHTEPHpPETyBAaTU 3B ’SA30K
aMIHOOKCHJAa3 3 CHCTEMOI0O MOHOOKCHIY a30Ty. be3mnepeuHo, aMoHIA € OJHUM 3
TOKCUYHUX MPOJAYKTIB B Peakilifx, mo kaTtam3yioTbcss AOazamu. Tak camo B opraHizmi
ICHYIO€ PsIJI IIIAXIB HOTO JETOKCHKaIli. ABTOp € BHCYBa€ TIMOTE3Y MPO MOMKIHMBICTh
BUKOPHUCTAHHS aMOHIIO JUIS CHHTE3Yy apriHiHy, sSIKWM MIT OW CTaTH JH)KEPEJIOM YTBOPEHHSI
NO. TIlo-cyTi ogHa TOKCHYHA CHOJyKa IEpPETBOPIOBATUMETHCS HA 1HIIY TOKCHYHY
CITOJIYKY. TyT mocrae naBa KIFOYOBUX MUTaHHS — KU BHECOK came AQOa3 B yTBOpEHHS
aMOHIIO 1 sIKa IMOBIPHICTH HOTO 663H006peI[HBOFO 3QUTy4EHHS B YTBOPEHHS MOHOOKCHJLY
azoty. [IpogyKkyBaHHS aMOHIIO HE € YHIKQJIBHUM TIJIBKH I aMiHOOKCHIa3HUX PEaKITIH.
IcHytoTh TOTY)XH1 JOJATKOBI JiKepeda HWOTro YTBOPEHHS, 30KpeMa KaTaboui3m
aMIHOKHCIJIOT Ta a30TUCTUX OCHOB. Y IIbOMY IUIaHI BapTo OyJI0 OLIHWUTU MPUHANMHI
BHecOK AQa3 y 3arajqpbHUM IyJI YTBOPIOBAHOTO B OpPraHi3Mi aMOHIIO, OJJHAK MOTO PIBEHB Y
TKaHMHAX a0o0 O10JIOTTYHMX PiJIMHAX HE BUMIPIOBABCA. TBEpIKEHHA, 30KpeMa, 1110 came
aMOHIN aMIHOOKCHUJIA3HMX peaKIiil 4u OyJb-IKUX I1HIIUX BKIIOYAETHCA B MOJIEKYIY
apritiny, cyoctpary aisi cuHTe3y NO, moTpeldye eKCIepUMEHTaIbHOTO MiATBEPKEHHS.
binbiie TOoro, HaBITH TIMOTETHYHE 3POCTAaHHS PIBHS apriHiHY, BMICT SKOTO TaKOX HE
JOCIIIKYBaBCsl, HE 00OB’SI3KOBO MOBUHHO MPHU3BOJUTH JO MOCHICHOro yTBOopeHHs NO,
aJpKe 11l aMIHOKHUCIIOTa MOKe 0e3MocepeIHbO MMiIITaBaTUCh [IIi apriHa3d B OPHITHHOBOMY
UKl 3 YTBOPEHHSIM CEYOBUHHM, 1 TOMY BapTO OYyJI0 OUIBII IPYHTOBHO OI[IHUTH 3MIHU B
cucteMi NO 1 BUBHAUUTH, 30KpPEMA EKCIIPECIIO FEHIB Ta PIBEHb MNPOTEIHIB KIOYOBUX (POpM
NOcuHTa3u, iX aKTUBHICTb, @ TaKOXX TKAaHWHHI PpIBHI 3-HITPOTHPO3WHY, a HE
00OMEKyBaTUCh BU3HAYEHHSIM OCTAHHBOTO JIMIIE Y TJ1a3Mi KPOBI.

6. HactynHe muTaHHS CTOCY€TbCA IHTEPHpETallii pe3yibTaTiB, OTPUMAHUX HA
MOJIEl YCKJIAIHEHHs IyKpOBOro niabetry padaomionizoM. Y LbOMY pO3JIUI, aBTOPOM
HaroJIOyeThCS Ha TOMY, 110 padoMioii3 KOpErye HUPKOBI MOPYIICHHS 3a I[yKPOBOTO
niabety 1 Mae 3axXHMCHY [ii0, a/pKe 3a IbOTO CTaHy CIIOCTepirajzach HoOpMai3aris
aKTUBHOCTI aMIHOOKCHJa3 Ta 3HUKEHHS PIBHS HITPOBAHMX MPOTEIHIB IJIa3MU KPOBI.
Opnak, npu bOMY Y poOOTI HE HABEJIEHI JIaHI CTOCOBHO XapaKTepy MaTOJOTTYHUX 3MIH Y
caMUX HHUpKax 3a aiabery, yckiamHeHomy padmominomizom. “IlapagokcanbHe’” 3HUKEHHS
AKTUBHOCTI HACTIPaBi MOXe OyTH OB’ S3aHO 3 BUHATKOBOIO TSKKICTIO TIepe0iry miabery 3
OJIHOYACHUM Pa0IOMi0JII30M, 1 MOKIIMBO TOJIIOPTAHHOIO HEIOCTATHICTIO, 3 TIOPYIICHHIM
O10CMHTETUYHHUX TPOIIECIB, 30KpeMa CHUHTE3Yy MpOTeiHiB. Tomy, BapTo OYyJ0 JA0JaTKOBO
BU3HAUUTU piBeHb MpoTeiny SSAQ. 3 iHmoro OOKy 1€ A0 MOJACIIOBAHHS padaoMionizy
LYKPOBUH A1abeT BXe MIT MNPU3BOJAMTH JI0 BUCHAXKEHHSA PE3EpPBY CUCTEMU Ol1OT€HHHMX
aMiHIB, TaK IO TMOJaJbllle BHYTPIITHBOM SI3¢B€ BBEACHHS TJILEPUHY 1 padbaomioii3
OCTaTOYHO BMYEPITyBaB piBeHb cyOcTpaTiB AOa3 1, BIANOBIAHO aKTUBHICTH eH3UMIB AOa3
3HWXKYBaJIaCh. He BHUKIIOYEHO TakKoXk, 1I0 OKCHUJATUBHHUM CTPEC, TMOCUJIICHUH
pabaomionizomM, iHakTUBye AQOa3zu. OgHak, KOXKHE 3 IUX TBEPIKEHb, 3BICHO, MOTpeOye
€KCIIEPUMEHTAIILHOTO TATBEPI>KEHHS.

7. VY TBapuH 3 ekcnepuMeHTabHOI0 OV A-1HIyKOBaHOIO OPOHXIATEHOIO ACTMOIO
BCTAHOBJICHO ICTOTHY HEBIJIMOBIMHICTH piBHSA akTUBHOCTI DAOQO (TricTamiHaza) B piauHI
BAJL, sxuii magae B 4 pa3u MOPIBHSIHO 3 KOHTPOJIEM, Ta PIBHEM CyOCTpaTy IIbOTO €H3UMY,
ricraminy, SIKMH 3a JaHUMHU JITEpaTypud CYTTEBO 3pOCTAa€ 3a i€l HaTtojorii. ABTOp
MPUIyCKae, M0 TicTaMiHa3a HE aKTUBYETHCA y BIATOBIAL HA €HJIOTCHHE BUBIILHEHHS



rictamiy, IMOBIPHO, BHACJIIJIOK MOPYIIEHHS 1i ekcrpecii. ToMy LiJIKOM JIOTiyHUM Oyno 0
BU3HAYEHHS PIBHS EKCIpecii TeHy ricTamiHa3d Ta TKAaHUHHOTO PIiBHS MPOTEIHY IbOTO
eH3uMYy 3a OpoHxianbHOI acTMHU. KpiM Toro, MokHa OyJIOo JOCIHIIUTH BJIACHE 1 cCaM PIBEHb
rictraminy y BAJI 3a yMOB gaHOro eKCnepuMeHTY, a HE TUIbKM TOKJIaaTUCh Ha
pe3yabTaTh, OTpPUMaHl IHIIMMH aBTOpaMu JociigHukamMu. Ha 1mid ke wmojeni
HaroJIOIIyeThCsl Ha I1HTEHCU(iKalii JereHeBoro (iopo3y, aje Mpu IbOMY CTYIIIHb
PO3YMHHOCTI KOJIareHy BUBYAJIM Y IIKIP1, @ HE B JICTCHEBIN TKaHWHI.

8. Jopeuno 1 1ikaBo Oyno O Bu3HauWTH, KpiM akTuBHOCTI SSAO 3a
OpoHX1aJbHOI acTMH 1 JiereHeBOro (hi0po3y, TaKOXk 1 pIBEHb MPOTEIHY LBOTO €H3UMY B
TKaHUHI JIETeH1, 3 oIy Ha Te, mo SSAO BuKoHye QYHKIIT NpOTEiHY CyIUHHOI aaresii
neiikormtiB (VAP-1) Ta i#oro BMICT MOXe KOpENmoBaTH 3 1HQIIBTPALIEI0 KIITHH
3arajeHHs B TKAHUHY OpraHy-MiIIeHi.

9. Ha mogeni Oneominuu C-iHAYKOBaHOTO JeTeHEBOro (iOpo3y BiACYTHICTH
TOKCUYHOCTI1 J1i ceMikapOa3uay, Ha AYMKY aBTOpa, MIATBEPIKYEThCS THM, IO HE OYJI0
BHUABJICHO 1CTOTHHX 3MiH BMicTy CYP450, ogHak npu 1poMy IOKa3aHO, 110 aHTHOIO0THK
OmeoMilIMH caM 1O coOl 37aTeH 3HAuYHO aKTUBYBaTH cucrteMy Imutoxpomy CYP450
MeYiHKU. Y 3B’S13KY 3 UM (aKTOM, YHM HE MOXKE€ KOPUTYBaJbHUM BIUIUB ceMikapOa3uay Ha
CUCTEMY JICTOKCHKAIlli KCEHOOIOTHKIB, SIKMH OYB YITKO BCTAaHOBJEHUH Yy poOOTI,
MOTEHI[IIOBAaTH TOKCUYHY Jit0 OneominuHy C Ha JereHeBy TKaHUHY? 3 1HIIOrO OOKY,
HaBNakW, Ha TJI AKTUBYBAaHHS IIUTOXPOMIB II€UIHKHA Mg Jaiero Oieominuany C 4um
HEMOJKJIMBE TIOCWJIEHHA OioTpaHcdopmallii TakoXK 1 caMoro cemikapOasuay, 110
OPU3BOAUTUME JO 3HIDKEHHS HOro e(eKTHMBHOI KOHIIEHTpalii Ta MOXKE CIIOTBOPUTH
KApTUHY KOPUTYyBaJIbHOI /i ceMHKapOa3uay Ha TJIi aHTHOI0TUKY?

10. YoMy mpu BH3HAYEHHI CTaHy AaKTUBHOCTI AHTHOKCHJAHTHOI CHCTEMH 32
MAaTOJIOTIYHUX CTaHIB JOCHKYyBaiau akTuBHICTh aumie COJl Ta karanaszu, a cucrema
rytationy (kpiMm GPx Ha moxem jereHeBoro (iOpo3y) Ta piBeHb HEEH3UMATUYHHUX
AHTUOKCHJIAHTIB TMOBHICTIO 3aJIMINIAIXCh IMo3a yBarow? Kpim 1poro, morpi6bHO Oyi0
JOCIITUTH ORI MIMPOKE KOJIO MapKepiB 3amajeHHs Ha MOJIEISX aCTMHU Ta JIETEHEBOTO
¢16po3y. B minomy, BapTO KOHCTAaTyBaTH, 110 aBTOP MPHUAUINUB, K HA MOIO JYMKY, JEIIO
HEJIOCTATHIO YBary JOCIIKEHHIO MTPO3anaibHOTO0 KOMIIOHEHTY y PO3BUTKY BCIX OOpaHMX
EKCIIEpUMEHTAIILHUX MAaTOJOTIYHUX CTAHIB.

1. He Ha Bcix Mozensix DOCTIIKYBaTUCh MapKepu KapOOHIILHOTO CTpecy (Juiie
Ha Mojensax pabmomionizy Ta LYKpOBOTO mia0eTy). UyaoBHUM OMOBHEHHSAM IOJ0
BUBYCHHS I1HTEHCUBHOCTI KapOOHUIBHOTO CTpecy Morjo O OyTH BH3HAYEHHS PIBHS
KapOOHUTIOBaHHA MPOTETHIB 3 BUKOPUCTAHHIM BecTtepH-0J10T aHaizy.

12. BucnoneHHi 3ayBa)XeHHs B IUIOMY HE MPHUMEHIIYIOTh HAyKOBO-TIPAKTUYHE
3HAYEHHS OTPUMAHUX PE3YNbTATIB Ta pOOOTH B LIVIOMY, @ MOXKYTbh CIYT'YBATH MiAIPYHTSIM
VIS aHaNi3y MIOAO IUIAHYBaHHS TMOMNAJBIIUX JOCHIPKEHb Yy I[bOMY HAaNpsMKY.
OOroBopeHHSI TIOCTaBJICHUX MUTaHh HE TOPKAETHCSA OCHOBHUX TOJOXKEHH POOOTH, aje
JI03BOJISIE 3HAYHO TMOKPALIUTH PO3YMIHHS MOJEKYJISIPHO-KIITUHHUX Ta O10XIMIYHHUX
MexaHi3MiB yyacTi AOa3 K BaXJIMBUX YMHHHUKIB PO3BUTKY OKCHIATUBHO-KapOOHLIBHOTO
Ta HITPO3ATUBHOTO CTPECY 3a MATAJIOTI{ JIETeH1 Ta HUPKH P13HOI €Ti0JOTii.



BuchHoBok.

Braxaro, mo aucepraiiiiina po6ora Onabru FYI[KOBOT «3aly4eHHs aMiHOOKCH1a3
70 TATOJIOTIYHUX CTaHIB HUPKU Ta JIETEHI» 3a aKTYalbHICTIO, HAyKOBO-TEOPETUYHHUM
pIBHEM, HOBHU3HOIO TIOCTAHOBKM Ta PO3B’SI3aHHSM MPOOJIEM 1 MPAKTUYHUM 3HAUYCHHSIM
BianoBigae BumoraMm IlocranoBu KaOinery MinictpiB Ykpainu «IIpo 3aTBepikeHHs
[Topsinky mpucymKeHHs CTymneHs JIokTtopa ¢iurocodii Ta cKkacyBaHHS PIIICHHS Pa30BOi
CIEIlali30BaHOl BYEHOI paaM 3aKjiaqy BHUIIOI OCBITH, HAYKOBOI YCTaHOBH IIPO
NPUCYIKEHHS CTymeHs JokTopa Qinocodii» Bim 12 ciuns 2022 p., Ned4, a 3mobyBauka
3aCIyTOBY€E Ha MPUCYDKEHHS CTYIEHs qokTopa dimocodii B ramysi 3Hanb 09 biomoris, 3a
crnerianpHicTIO 091 — Biomoris.

Crapuiuii HayKoBHil CIIBPOOITHUK

Bij1isty Oioximii BiTamiHiB i KOeH3UMIB

Incruryry Oioximii im. O.B. Ilannagina

HAH Ykpainmu,

KaHAUAAT 0i0JIOTiYHMX HAYK Irop IUMAHCBKHHA



