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o(iuiiHOro OmOHEHTAa BYEHOTO CeKkperaps  JlepkaBHOrO  HiANpHEMCTBA
«JlepaBHul HayKOBMH IEHTp IiKapChKMX 3acoGiB i MemuuHOl mpomyKuii»,
nokropa Giomoriunux Hayk, mpogecopa Macnopol Haranmii ®emopiBHH Ha
nmucepraniiiny po6ory Kopienko Banewtunw Ipamisau «Ilomryk Ta pospobxa
3acoby nis Gapmakonorideoi kopekuii Hedpo- Ta Kapgiomatii cepes N-Cs-
3aMilIEHMX | KOHAEHCOBAaHMX TMOXiZHWX KCAHTHHY», TPEACTaBlieHy B
crewjanizoBary BueHy pagy 1.26.550.01 npm HepxkaBHill ycraHOBi «IHCTHTYT
bapmakonorii Ta TOKCHKOJOTID» Ha 3800yTTS HAyKOBOTO CTYNEHsS HOKTOpa
Gionoriunux Hayk 3a crewianphicTio 14.03.05 - «dapmakonoris».

AxTyanbHicTh TeMH. XponiyHa cepuesa HepoctatHicth (XCH) i xponiuna
Hupkosa Hepocrarricte (XHH) e akTyanbHEMH CcOHiaNbHO-eKOHOMIYHHMHA
npobnemMamu cyyacsoi Hedposorii Ta xapaionorii. [Topymerus ¢yHKuil HHpOK
croctepiraeTses y TpetHHH xBopux i3 XCH. Ilpu natonorii mmpox i cepust
MPOCTEXYEThCS Tapaiens Mix (OPMYBAHHAM KOPOHAPHOTO aTepoCKIeposy i
[IOMEPYIOCKIepo3y 3 MiABMIIEHHSIM PH3NKY HMPKOBMX | CEPLEBO-CYAHHHHX
yeknaaHeHs. Ponb aprepianbuoi rinepTemsii (AI') y ¢opmysasni Hedponartil
MiATBEPIKYCTHCH NPAMHM KOPEJALIMHEM 3B'I3KOM MiX DiBHEM CepesHBOro
aprepiansnoro THeky (AT) I BenUuHEOO anbGYMiHYpIT Ta 3BOPOTHO 3aIeKHICTIO
i3 meuakictio kayGoukosol Gimprpanii (IIK®). B nanuil 9ac HMpKH CTans
POBINANATHCA K OpraH, SKuil CIpHA€ He TiUTbKH (OPMYBAaHHIO HabpIKOBOrO
CHHIpPOMY, ale i nporpecyBansio JuchYHKIIT Miokapaa.

BceTaHoBNeHO, [0 CBOEUACHa AiarHOCTHKA I KOpeKUis Takux craHis, Ak AL,
nporeinypis, imemiusa xpopoba cepus (IXC), XCH, uykposuit giaGer (1),
3HAYHO 3MEHIYIOTh pu3kK po3BuTKy XHH. Takum 9HHOM, Ha ChOrogHi €
niactaBH  OGrOBOPIOBATH CIIIGHICTD HATOTeHe3y, YMHHHKIB IIPOrpecyBaHHA
xpoHi4HOI HupKoBOi HegoctaTHOCTI (XHH) i XpOHI4HOI cepieBOl HeNOCTATHOCTI
(XCH) Ta meobxigHocti iHpuBigyambHOro IigxoXy g0 ix KomGiHoBaHOTO
niKysasHs. Ilpore TepaneBTHYHi 3aXOXH, CHpAMOBaHI Ha mnpodimakTuxy i
JIKYBaHHS 3aXBOPIOBAHb HHPOK i ceplis, obMeskeHi, a po3pobka HOBHX JIIKaPChKHX
npenaparis € NPeAMETOM IHTEHCHBHOTO BUBYEHHS.

Vaary jmcepranta npusepuyin N-Cg-samimeni i xongeHcopani noxigmi
KCAHTHHY, IO CTalH 06'€KTOM AOCTi/MKEeHb. METHIKCaHTHHH 3aCTOCOBYIOTH Y
MmeauuHii npaktHni moHam 100 pokiB. 3a el mepion uusixoM XiMigHol
moaudikauil IpUpoIHUX Moekyl Gyia CTBOpeHa LiijTa HU3Ka TiKapChKuX 3acobiB,
AKi 3 YCIIIXOM 3aCTOCOBYIOTRCA M y Hami jui (kodein, amiHoGiniH, TeoGpOMiH,
TeobiniH, neHTOKCHINIH, KCAHTHHOMY HIiKOTHHAT Ta iH.). 3HauHHMHl iHTepec IO
KCaHTHHOBUX TIPENapaTiB 3yMOBIICHHI MIMPOKHM CIEKTPOM iX dapmaxonoridHol
mi  (GpouxoniTaupa, xapriOTOHIYHA, AaHTHrillepTeH3WBHA, aHTHaneprivHa,
aHTHarperaniiida, adrurinokcuyna Ta iH.). OCHOBHMMHM MexaHismamu il
METHJIKCAaHTHHIB BBaxaloTs Gnokamy dochogiectepasu, niaBuueHHs UAM®,
KOHKYDEHTHY B3a€MOJII0 a€HO3HHY 3 aJeHOSHHOBMMH pelenTopamy,
[PHACKOPEHHAM TpOUeciB [VHKOTEHONI3Y, CTHMYMIOBAaHHAM MeTaGoNiuHux




[image: image2.png]npouecis B cepui i HUpKax. JIOCHi/UKEHHS OCTaHHIX POKiB BHABHIM 3HA9YEHHS
CHTHAJIEHO! MOJEKYITH aJeHO3MHY B 3aXUCTi cepiid 1 HUPOK Bif imemil. ¥V HHpKax
aJIEHO3HH PETYIIOE BUBLUIBHCHHA PEeHiHY, WBHAKICTH KiyGoukosoi dinprparii i
TOHYC CYAUH HAPOK.

Buxonsuu i3 3a3Ha4eHOro, po3pobka OpHIiHABHHX IpenapariB Ha OCHOBI
MOXiJHHX KCAHTHHY NPOAOBXKYE 3alMIIATHCS NEPCIEKTHBHOIO 1 aKTyalbHOIO.
Tonepeani aocaimkenns B. 1. Koprienko noBeny, 1o 3aMimeHWM CIIOMyKam
KCAaHTHHY  [pMTaMaHHI  BIAacTHMBOCTI  JiypeTMuyHMX  3acobis.  Illmpoxe
PO3MOBCIO/KEHHS. KOMOPGIAHEX CTaHiB, a came Hedpo- Ta Kapaiomarid, y
naTorenesl skux € HaGpsKH, ceplUEBO-CyNWHHA HEJOCTAaTHIiCTh, riNepTOHIYHA
XBOopoGa TOWIO, JO3BOJILIO BPAaXyBaTH pe3yNbTaTH KOMIT'HOTEPHOrO MPOTHO3Y
PASS, a ¥oro onrumizaiis — BH3HauMTH Oinbil eeXTHBHI Ta NepCreKTHBHI
conykd y pagy N-Cg-3aMilleHMX i KOHIEHCOBAHMX IIOXiJHMX KCAaHTHHY A
(hapmMaxoIoridHol KOpeKLii MoeAHaHOl MaToIorii cepris Ta HUPOK.

Bce puIneckasaHe J03BONAC MO3KLIOHYBATH CHONYKH y pAmy N-Cy-
3aMilleHHX Ta KOHZGHCOBAHUX MOXIJHMX KCAHTHHY B SIKOCTI NEPCIEKTHBHUX i
TEOPETHYHO Z03BONAE OGIPYHTYBATH ROUIIBHICTS Ix HapMaKoJIOriTHOro BHBYEHHA
B SIKOCTI [TOTEHLHHUX 3ac0o6iB 1A Kopekuii Hepo - i kapAiomarii.

3 ornamy Ha BHINEBKAa3aHe, THcepTaliiiHa poGora KophieHko Banestunu
IBaHiBHM € aKTYalbHOI i1 BOHA TNPHCBSAYEHA IOLIYKY Ta (HapMaKONOTiYHOMY
BUBYeHHIO N-Cg-3aMilIeHHX | KOHIEHCOBAHMX MOXIMHMX KCAHTHHY, AKi 34aTHi
BUABIATH HeQPOIPOTEKTOPHY Ail0, HOpMaNi3yBaTH BOAHO-eNEKTPONITHAN 0OMiH,
KMCIOTHO-y)KHY piBHOBary cedi, 3MeHuryBatd TrinmepnimomporeineMiio Ta
aprepiaJibHHM THCK i MOXYTh OYTH KODHCHMMH /Ui Kopekuii Hedpo- i
Kapionatii.

38'A30K poGOTH 3 HAYKOBHMH NPOrPaMaMH, INIAHAMH, TEMAMH

Po6ora BukoHaHa Ha Kadeapi dapmaxonorii i Toxcukonorii Xapkiscsxol
nepXkaBHOI 300BeTEPUHAPHO] aKajeMil y BiANOBIAHOCTI AO IUTaHy HAayKOBO-
nocnigaux  pobir  3anopi3pKoro  JepKaBHOTO MEINYHOIO  YHIBEPCHTETY
«DapMaKonoriuie ROCHKEHHA OiONOriYHO aKTMBHHX PEHOBHH i JIKapChKHX
3ac00iB CHHTETHYHOTO TA [IPHPOJIHOTO ITOXOKEHHS, X 3aCTOCYBaHHS B MEJHUHi#
npaktuni» (Ne mepx. peectpanii 0106U003709), BianoBizanbHAM BHKOHABLEM
SIKHX € TUCePTaHT.

CrpyxkTypa Ta o6car AucepTauii

Jucepraniiina poboTa BUKIaAeHa Ha 316 cropiHKax KOMITIOTEPHOTO ADYKY,
CKNIafaeThed 3i BCTYNy, OMVIANY JiTeparypd, po3miny «Matepiamy Ta MeToau
JIOCII/IKEHHS», 5 PO3AINTIB BIACHHX JOCHI/KEHb, PO3ALLY, IPUCBIUEHOMY aHali3y
7 y3aralbHEHHIO Pe3ybTaTiB AOCHIKEHHS, BUCHOBKIB Ta CIIMCKY TIOCHIIAHb, SKHH
MicTuTh 398 mKepel, ceper skuX 134 — xupunuuero, 264 — natuaunero. Juceprariis
imoctpoBana 63 TaGuLsMK, 7 pucyHKamH, 45 dororpadismu.

Oninka 3micTy gHcepTaniiinoi pooru

VY Beryni BHKNaZeHO aKkTyalbBHICTH HAayKOBOTO HANpAMKY, MeTa i samadi
nucepTaiiHol pobOTH, HayKoBa HOBH3HA 1 IPAKTHYHA 3HAYYIHICTE OTPUMAHHMX
pesyNnbTaTiB i ONMcaHMi OCOOMCTMIf BHECOK JMCEpTaHTa y BHKOHAHHA




[image: image3.png]gucepraliiiHol poGOTH, BKa3aHO KinbKicTh myOnikaumii 3a Marepianamu
nucepTalii, il oGcsr i cTpyKTypa.

Orasp Jgiteparypn. VYV IJiTepaTypHOMy OMIAAI [peiCTaBneHi fadi 3
MeMKaMeHTo3HOI Kopekuii mopymeHb ¢yHKUil HHPOK Ta CepLeBO-CyAHHHOL
cucteMd. IokasaHuil B3a€MO3B’S30K MNATONOIIYHUX PEAakKIiil MPH MOPYLICHHAX
(byHKIIT HIPOK Ta CepleBo-CyAHHHOI CHCTEMH, maToreHe3 HeGpo- Ta kapaiomarii,
Tx 6ionoriuni Ta MennyHi acnextd. CTaHM, AKi NPH3BOIATE O OCTPOT XPOHIYHOL
maToNoriyHoi B3aeMopil «ceplie — HHDKM» Hal3BUYaliHO pi3HOMaHiTHI: I
cHcTeMHI Ta iHQeKUiliHi 3aXBOPIOBAaHHS, IIyXJIMHH, YCKIAHEHHS JiKapchKol
Tepamii, LyKpoBHH ndiaGer Ta iHIe. AHami3yloYd NpeACTABIEHHN MaTepian,
JUCEPTAHT MPHXOAUTH A0 BUCHOBKY, IO MOXIIMBOCTI [ATOT€HETHYHOTO LUIIXY
IS KOPEKIii cepLeBo-cy IHHHUX NMOMKOMKEHE Ta HUPOK Aajleko He Budepnani. Ha
micTaBi 4oro apTOp pOOMTH BHCHOBOK MpO HeoOXiNHICTH IOMWYKy HOBHX
[pernaparis, Mo MOTTH 6 BINIMBATH HA i MATOTeHeTHYHI TAHKH.

3 ornsay Ha WIMPOKWi CIeKTp (apMaKONOriYHUX BIACTHBOCTEH HOXiTHHX
KCAHTHHY, JUCEpPTaHT OOIPYHTOBY€ NEPCHEKTHBHICTD | aKTYalnbHICTh MOLIYKY
6ioNOTiYHO aKTHBHMX CHOMYK 1 CMHTesy HoBuX cyfcranuiit cepen N-Cg-
3aMilleHHX | KOHOEHCOBaHMX MOXiJHWX KCAaHTHHY 3 METOI0 CTBOPEHHA Ha iX
OCHOBI BHCOKOeeKTHBHUX 1 Ge3MeYHMX JIKApCHKHX MpEenapaTtiB s Kopekuil
noegHaHol natosorii Hedypo- Ta Kapaionarii.

Y posgini 2 aucepraHTOM oOnMcaHi O0'€KTH 1 BHKNAJieHI METOIMKH
BHBYEHHS 3 BHKODHCTaHHAM KOMII'FOTEPHOTO IpPOTHO3Y, (hapMakoJoriuHi,
6GioxiMiuHi, marodizionoriyHi, TOKCHKONOTIYHI, ricTOMOrYHI METOIM Ta METOAR
MareMaTHaHol craTHCTHKH. O6'exTaMu JocnijpKeHs € 135 yrepie CHHTE30BaHAX
opuriHambHuX N-Cg-3aMillIeHHX i KOHIEHCOBAHMX IMOXIJHMX KCAHTHHY Ta iX
aMoHieBHX coleii. Ix hapMaKoJIOTiuHy aKTHBHICT BHBYATH B 103i 0,05Mr Bix JIIs
i MOpiBHIOBAH 3 Ji€I0 PisHUX (B 3a/I€XKHOCTI Bijl IOCTABIEHUX 3a/1a9) Ipenaparis:
aMiHa3KHHOM, KOo(eiH-GeH30aTOM HATpilo, MUKIO(PEHAKOM HATpilo, MLIAPOHATOM,
MEKCHJIONIOM, TiIpOXIOPTia3HAoM, aUETHICATILMIOBOK KUCIOTOK, HIKOTHHOBOIO
KHCIIOTOIO, KOPBITHHOM, €Y(iNiHOM, BEPOLITTPOHOM.

DapMakoNoriYHHi CKpMHIHT  BMKOHaHO Ha 4120 craTeBospinux 6immx
HeniHilfiHMX mypax Ta minii Bictap o6ox crareif macoro 130-210 r, 1040 Gimux
mumax macowo 18-23 r 1 30 xpomix mopoad Uwummna macor 2,8-3,2 kr 3
NOTPAMEHHAM ~ MiHApOAHMX | HAlOHANBHHX PpeKOMeHfamiii  GioeTHKH.
IIporuosyBanHs GionoriuHoi akTHBHOCTI N-Cg-3aMillleHHX 1 KOHJEHCOBAHUX
MOXIZHUX KCAHTHHY MPOBEACHO 3 BUKOPHCTAHHSM €LHHOLO OMHCY XiMiuHol
CTPYKTYpH | YHIBEpCAIbHOTO MATE€MATHYHOTO AITOPHTMY BCTAHOBIICHHS
3aIeKHOCTEH  «CTPYKTypa-akTHBHICTh» 3a mporpamoro PASS  (Prediction of
Activity Spectra for Substances) 3a momomorow Java amnery caiTy NIporsosy
crekTpa GionoriuHol akTUBHOCTI Ta BHU3HAYamy CHEKTp GioNMOTIMHO! aKTHBHOCTI.
Bionoriuna aKkTHBHICTb NpPEACTaBIeHa B IIpOrpaMi Ta BHPKAETHCA SAKICHO
«aKTUBHe»/-«HeaxTuBHe» (Pa/Pi) (Pa > 0,300).

CydacHH# MeTOMONOTIYHHEA piBeHb muceprauiiiHol pofoTH miATBEpIKYE
[EPENTiK METOIB, BUKOPUCTAHHX JIS IOCATHEHHS METH POGOTH.

3rigHo 3 MPOBEACHMM KOMII'IOTEPRHM NpPOTHO30M Ta JaHHMH JiTEpaTyph
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[image: image4.png]JOWiNBHEM  Gyno TOpOBEleHHS JOCHDKeHHS BIUMBY N-Cg-samimieHux i
KOH/IEHCOBAaHUX TOXIAHUX KCAHTHHY Ha TPUBAJCTh TIONEHTal-HATPIEBOro CHy,
npatesfiaTHicTh WypiB y BoxHOMY OaceffHi 3 BaHTaKeM Ta PeecTpalier0 yacy
MIaBaHHs O 3aHYPEHHS, TPUBANICTb JKHTTS LIYpiB y repMeTHyHii kamepi (Ha
Mozeni rinmokcil 3 rinepkanHi€ro), a TAKOX BHBYEHHS AHTHHOLMUEIITHBHOI Ta
TPOTU3AIANBHOT aKTHBHOCT] (Ha MOJIENi TOCTPOro KapareHiHoBOro HaGpsKy JIalKy
mypa). Jns MomemoBaHHS ATONIOr{YHUX CTaHIB BHKOPUCTOBYBalH 11
Hpenaparis.

OyHKUIOHATEHAN CTaH HHPOK y HIypiB BHBYANH 32 YMOB iHAYKOBAHOIO Ta
noGOBOro Ajypesy IiCis OAHOPA30BOTO i TPHUBAIOIO YBEAEHHA JOCIIKYBRHHX
cnonyk. KoHuenTpaniio ioHiB HaTpiio 1 Kamiio B cedi i mma3sMi KpoBi BH3HAYaIH
METOAOM TIOMYyM aHOT hoToMeTpil Ha MIa3MoBOMY aHawisaTopi pimuy ITAXK-2.

Jlna pusuenHs BunuBy GeHypaMy Ha ITOKa3HHKH JISUIBHOCTI HHPOK HpH
pisHOMY piBHI MiHEPano-KOPTHKOIZHOT AKTMBHOCTI OPraHi3My y IypiB BIATBOPEHa
Mogenb Groxapu anbnocTepoHOBHX peuentopis. [poxykuilo HarpilfypeTnyHoro
ropmony (HYT) crumymosana 36inblueHHaM 06’€My NO3aKimiTHHHOI PimMHH
YBEAECHHIM Y XBOCTOBY BeHy wiypa 0,9% po3dnHy HaTpilo XIOpHIy.

JHocnimrenns Bumpy 6eH(ypaMy Ha CHCTeMHHH aprepiambHmMit THcK (AT)
MPOBOIW/IH B TOCTPHX JOCIIJaX HA KPOJIX B YMOBaX TiOMEHTaI-HATPIEBOro HApKO3y.
AT peecTpyBain B 3araiibHiii COHHiM aprepii 3a JOIOMOINOI PTYTHOIO MaHOMETpa
Jltonsira 3a 3aranbHONPHIAHATOI METOAHKOO.

linotensusHy gito GeHdypamy BuBYanmy i Ha Mofeni iHIOMETalUMHOBOL
rineprensii, Ky ZOCHImKyBalH Ha (OHI 3MiHM (YHKIIOHAIBHOTO CTaHy HHPOK
npd  CoboBOMy HaBaHTakeHHi. Cucronmiunuit aprepiambruii THck (CAT)
BHMIpIOBaJIY y XBOCTOBI} aprepii Ha mpunani BE RECORDER (Itanis).

Brnus 6Gendypamy Ha nimigsuii ofMiH BHMBYANM NpH eKCHEPUMEHTANbHIH
rinepxoJiecTepuHeMii Ha wypax. BMmicT 3aransHux fimiaie (3JI) y cupopaTui Kposi
LypiB BU3HAYAIK KONOPMMETPHYHMM METOAOM; 3araibHoro xoiectepuny (3XC)
3a MeTofoM kK4, xojecTepuHy JinonporeiniB Bucokoi winsrocti (JINBIL) —
METO[OM, IO 3aCHOBAHMH Ha OCAKEHHI IIMONMPOTEINiB HU3BKOI IIiILHOCTI
(JOTHLII) renap4HOM y HPHCYTHOCTI iOHIB MarHito y CHpOBATLi KpOBi IypiB.

B po6oTi BUKOPHCTOBYBANH €KCIIEPHMEHTANRHI MOJeNi: rocTpol HUPKOBOT
HegocTaTHOCT 3a MeTofioM G.Greven; XpoMaTokanieBy Hegponarito; Hedponatiio
MiHIMATBHMX 3MiH; MOJENE rocTpoi eKCHepHMeHTansHOl Kapaio- Ta HedpomaTil;
i3apUHOBHI KaTeXoNaMiHOBHH HEKPO3 Miokapay.

EdextuBHicTs cyGeTannii Ta moTeHniiHoro npenapary 6eHdypam, a Takox
BHBUYEHHS MEXaHi3My #oro il MATBep/KyBaNacs BUKOHAHHAM PsLy GioXiMiuHHMX
MeTOJiB. BWKOPHCTOBYBANHM TaKOX pafioiMyHONOri4HHH aHANi3 BU3HAYEHHS
npocrarnanavis rpyns E; (IITE;) 3a gomomoroto nHaGopy pearentis dipmu
«Clinical Assayer» (CLIA).

Ilns miaTBEpIKEHHA HajABHOCTI Hepo- Ta Kapajonartii i edekTnBHOCTI Ail
GendypaMy NPOBOAMIM TaKOX MOPPOMETpiuHi JOCTIHKEHHS Ta TiCTONOTIMHMI
KOHTpOIIb.

Hopmanbhicts posmoainy oliHloBand 3a kpurepiem Shapiro-Wilk (W).
Biporignicts pisHMUB MK CepEeHIMH 3HaYeHHIMH BH3HA4YalM 3a KpHTEpieM
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[image: image5.png]CThlOfieHTa TPE HOPMAIBHOMY pO3NOXiNeHHi. Y BHIAAKY pPO3MO/LIEHHS,
Bigmigmoro  Bim  HopmaneHOTo, a0  aHamisy ~NOPAAKOBHX  3MiHHMX
BUKOpMCTOBYBaM Kpurepii Mann-Whitney U, Jlns NOpIiBHSAHHS He3QIeKHUX
aMiHHEX B Oimbll HiX jBOX BHOIpKaX BHMKOHYBagH [HMCHepCifiHHH aHani3
(ANOVA) npu HOpManeHOMYy posnofineHHi abo kputepiit Kruskal-Wallis g
PO3IOAINEHHs, BIAMIHHOTO Bifi HOPMAIBHOrO. Pe3ymbTaTH  JOCIIMKEHHS
o6po6ieni i3 3acTOCyBaHHAM CTAaTHCTHYHHX MakeTiB mporpam «STATISTICA
6.0». CTaTUCIUYHO 3HAYyIUMMH BBAXANM BiAMIHHOCTI IpH DiBHI 3HadylIOCTi He
mene 0,05.

Y posgini 3 gucepTaHTOM IpefcTaBlieHa ONTUMI3aIis [POBEACHOTO
MepBUHHOrO  (GapMaKkoNoOriyHOrO CKpHHIETY y pamy N-Cg-samimieHnx 1
KOHEHCOBAHYX TOXIAHHX KCAHTHHY.

3a pesyipTaTaMH KOMII'IOTGPHOTO MporHo3yBaHHA N-Cg-3aMirieHux
KCAHTHMHY i MOro KOHAEHCOBAHMX IOXIJHHX BHSBIEHO, 10 7 cnoiyk (y-4250, y-
6713, y-7963, y-7964, 1-7966, y-7967, y-7968) matorh Haitbinbiuil koedinieHT
HaABHOCTI AiypeTHaHol aktusrocTi (Pa=0,815).

Jas 11 cmomyk (y-4250, v-5847, y-5964, y-5968, v-7434, v-7435, y-7437®,
y-7440, y-7441, y-7443, y-7444) Gyna smporHososaHa aTurineprensusHa (Pa =
0,273-0,350), cnasmoniTu4Ha, nanabBepuHOnoni6Ha axTHBHOCTi (Pa = 0,231-
0,389).

Jlaa 32 cronyxk (y-4832, y-6622, y-3842, y-3952, y-4249A, 1-4237A, 1-4238,
y-4543, y-5132, y-6574, y-6575, 1-6560, y-6562, y-3427, y-3428, y-3947, y-3948,
v-3960, y-3961, y-4530, y-4704, y-4705, y-4706, y-4707, y-5871, y-7435, y-7992, v-
7994, y-7995, y-7997, y-7998, v-7999) 3mpOrHO30BaHO AOUIMBHICTE IX
BUKOPHCTAHHS JUTA JIiKyBaHHs HeliporerHoro 6omo (Pa = 0,306-0,508).

Hassricrs nportunyxiusol aktuBeocTi 3 koediuientom Pa=0,340-0,696
6yuia 3mporHozoBana wig 13 cnomyk (y-4835, y-3842, y-3952, y-4237A, y-4249A,
v-4543, y-6575, y-6560, y-3427, y-3947, v-3948, y-3960, y-4530).

Jlast 20 mocnimKyBaHHX CHONYK TaKox Oyna 31porHO30BaHa nepHdepHiHa
Ba30/usTOpHa aktueHicTs (Pa = 0,413-0,664), mo cBiAYHTE MO JOLINEHICTE
BMKOPHCTAHHSA LMX PEYOBHH IS POIIHPEHHS THCTANBHUX BEHYI i apeTepion.

Ha nigcrasi oTpHMaHKX Pe3yNbTaTiB JUCEPTAHT HPHXOIMTE IO BUCHOBKY, ILO
noxigai N-Cg-3aMillleHMX KCAaHTHHY 1 #MOro KOHIEHCOBAHHX CHCTEM €
NepPCTEKTUBHOIO TPYIIOI0 CHOIYK JWIA NOJAIBHIONo IPOBEAEHHA CHHTe3Y i MOWyKY
HOBMX ()apMakoJIOTi4HO AaKTHBHMX DPEYOBHH 3 JiypeTHYHMMM | iHIDMMH
BNACTHBOCTAMHE i hapMaKoIOTi9HOI KOpeKItil KapAiopeHaNbHOTO CHHAPOMY.

Y posmini 4  OMCEPTaHTOM  IIPE/CTABIEHO  eKCIepUMEHTANbHHI
(hapMaKoJIOTiYHUN CKPHHIHT (i3ionoriyHoi akTHBHOCTI y pany N-Cg-3amimeHnux i
KOHZEHCOBAHHX NOXiJHHUX KCAHTHHY.

Tlpy BuBYeHI TIOCTPOL TOKCHYHOCTI J/IMCEPTAHTOM BCTAHORBIEHO, IO
BIAMOBiAHO 10 Kiackbikalii TOKCHYHOCTI pPEYOBMH MPU BHYTPIIIHHOIEPEBHOMY
BBeAeHH] N-Cy-3aMillleHuX i KOHASHCOBAHHX MOXIHUX KCAaHTHHY Ta iX aMOHI€BHX
coneit 100 crionyx Hanexats go IV Kacy MaloTOKCHYHHX Pe4oBHH i 35 cmosyk
1o V kiacy IpakKTHYHO HETOKCHYHMX pedoBuH. LDs) GendypaMy nopismioe 750
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[image: image6.png]MI/KI' MacH Tijla OpH BHYTPIMIHbOYEPEBHOMY BBeACHHI MHIIaM Ta 1250 MI/kr Macu
Ti/la mypam.

IopisrsibHUi  apani3 CKPWHIHTOBUX JOCTIUKEHb BHSBMB 3a/eXHICTb
CTPYKTYpa-akTHBHICTE N-Cg-3aMillleHHX i KOH/JIEHCOBaHMX MOXIJAHMX KCAHTHHY, LIO
3yMOBJIEHO PHPOZOIO, TIONOKEHHSM Ta CTPYKTYDPOIO PAJUKATIB.

Tax, npu BuB4eHHI BIVIHBY N-Cg-3aMimeHux i KOHIEHCOBAHHX MOXigHAX
KCaHTHHY (cmonykd 1-135) Ha TpMBalicTh CHy IHiAl [i€l0 TiONEHTAl-HATPilO
BCTaHOBINeEHO, wio y 8 conyk (5, 6, 10, 27, 38, 54, 127, 128) BussneHo cuHeprism
no cHojifiHol ail GapGirypatiB, ski 36inblIyBanmM TpMBANiCTh TiOMEHTAn-
Hatpiesoro cuy Hal35,8-168,4 xB (p < 0,05). Cnionyka 10 y n03i 8,4 mr/kr y 2,18
pasu 36inslyBana TpUBaicTe 6ap6iTypoBoro cHy B MODIBHSAHHI 3 KOHTPOJIBHOK
rpynoro i Ha 40 % (p < 0,05) mepepHuIyBaia AeNpuUMyBailbHY [0 pedepeHc
npernapary - aMiHa3uHY.

Ha#6inemuii 36ymKypanbHuil edexr Bugpiia croiyka 104 (3-metwn-7-n-
MeTOKCHOeH30IMMeTHI-8-(4'-MeTHII neprAeHin- 1 YKkcanTu), SKa 3MEHIIHIIA
TPHBAJLCTH TioMeHTan—HaTpieBoro cHy Ha 43,1% (p < 0,05), ane nocrynamacs
aHanenTHuHi# Al Kodeiny.

BerarogieHo, 110 BApaKEHUH aHTHTIIOKCHYHAH e(heKT B yMOBaX IIOKCIT BUSBAMA
cnonyka 34 ( 7-B-rigpoken-y-(4-xnopoheroken)nporin-8-N-B-derinaminoreodiniy), sxa
B 7031 8,4 MI/Kr B ymMoBax Tinokeil niysuiyBana TpHBACTb XKHTTS LIYpiB MiA Yac
nepebyBaHHs iX y 3akpuTiit kamepi Ha 81,9% (p < 0,05). 3amina y 8-My nonoxeHni
¢eninamidoBoro (cnonyka 34) paaukana Ha miponmiauHOBMil (cnonyka 26), 4'-
6ensum)minepuMHoBUH (croyka 25), MeTu-N-GeHsunaMiHoBHi (cnionyka 24) i
amnaMiHoBME  (cmosiyka 22)  3aMiCHMKM = IPHBOAMTE A0  3MEHIIEHHS
AHTHUTITOKCHYHOI Jif.

Cepen N-Cg-3aMillleHHX i KOHIEHCOBAHHX MOXiJHHX KCAHTHHY y 8 CIIONYK
(6, 18, 52, 358, 75, 100, 133 i 134) pusBneHo mnigsuineHHs i3HIHOT
npanesgaTHOCTI. 3aMiHa y 8-My HojoxkeHH] 8-mipomauHoBoro pagnkana Ha N-(3'-
MeToKcHIIponin-1')amMiHoBoro pamykana (cnoayka 6) na N-(3'-Metokcunporin-1'-)
amiHoBHit (cnomyka7), N-(N',N'-gieTnnaminoetnm)aminouii (cmonyxa 9), N-(3'-
mopdomiHomponin-1aminopuit  (cmonmyka 10) NpU3BOAMTE [0  3HHKEHHA
AKTHBHOCTI.

Haii6ineln akTHBHA cHodyka 52 IigBMiMye NpanesgaTHicTs TBapuH 1
TiepeBeplllye Ailo Mimgponaty Ha 99,5% (p < 0,05), a cmomyka 27 BusBHIA
Ie[IpUMYBallbHy — aKTHBHICTB, 3MEHITyroud  Gi3H9HY  BHTPHBAliCTH  JIO
HaBaHTaKEHb.

[pu BUBYEHHI aHTHHOLMIENTHBHOI aKTHBHOCTI BCTAHOBJIEHO, 10 BUPAKEHY
aHANRleTWYHY  AKTHBHICTR BHsBMIA coogyka 41 (7-B-rigpoxcm-y-(4'-
X10poeHOKCH)ponLt-8-B-kapbokcieTunaminoteodinin), ska B fo3i 7,14 Mr/kr y
LYpiB CIpPHATA 3MEHLIEHHIO KibKOCTi «OLITOBUX KOPYiB» Ha 53,5% (p < 0,05) y
TIOPiBHAHHI 3 KOHTPONEM | He ocTynanach ail Jukiiod)eHaky HaTpito.

Cepen nocinijpkeHHX peqoBHH Oyia Bini6paHa cholyka 99 (mierwiaMoHiro
N-(3-MeTun-7-MeToKcie THIKCaHTHHIN-8-)aMiHoeTaHOaT), wo y mo3i 15,8 MI/Kr
BHKIHKaNa MPUTHiYeHHS PO3BHTKY ¢uIororeHHoro HabpsKy nanku y ulypa Ha
51,7% (p < 0,05), 3a akTHBHICTIO 1T MOXXHA IMOPIBHATH 3 AUKIOGEHAKOM HATPiIO.




[image: image7.png]PesynapTaTH JIOCHIIKEHHS BILIMBY Ha GYHKUII0 HHPOK TOXiJHHX
KCaHTHHY TNOKa3aiy, Mo HaiGinblry AiypeTHYHY aKTHBHICTH BHSBH/IA CHOIYKA
3 (7-6emsoinMernn-8-(¢pypun-2)-Metunaminoreodinin), fAKa  NOCHITIOBWIA
cevoBHiNeHHA y mypiB Ha 193,7% (p < 0,05), y 2,18 pasu (p < 0,05) 6insume B
HOPIBHAHHI 3 TLAPOXJIOPTIA3UAOM.

3a pesyspTaTaMH CKPHHIHTOBHX AOCII/DKEHE JHCEPTAHTOM IS HOJAIBILOIO
BHBYEHHs BIUIMBY Ha METabONiuHi NPOLECH CepLEBO-CyAMHHOI CHCTEMH Ta
byHKLi0 HHpOK Rigibpana cmomyka 3 — 7-6GensoinMeTHn-8-(dypwn-2)-
MeTHIaMiHOTeodiniH (yMOBHa HaiBa pedoBuHH «Bendypam»), ska BuABHIa
BHpaX€HY JiypeTHUHy, aHTHTiOKCHYHY, IPOTH3ANAIbHY AKTHBHOCT! i MA€ HU3BKL
[apaMeTpH TOKCHYHOCTI.

Y posgini 5 gucepTaHTOM TNpPEACTaRICH! JOCHIIKeHHS crenudivHol
axkTHBHOCTI | Ge3nednocti GeHpypaMy AK HeQPOPOTEKTOPHOTO 3ac0by.

JlicepTanTOM BCTAaHOBJIEHO, IO CHOMyKa-Tifep 3 BHABMIA JAlypeTHUHHH i
HaTpiilypeTHuHui edexTH 3a yMOB n06OBOrO Aiypesy, IO MepeBHINyBata Taki Ha
177% (p<0,01). TlepeBarcio OendpypaMy Hax rimpoxmopriasumoM € Ginbiia
niyperuuna Ha 118% (p<0,05) i MeHma xanifypeTHuHa aKTHBHICTE 3a TPHBAIOTO
3aCTOCYBaHHSL.

JlucepraHTOM J0Ka3aHO, LIO He(hPONpPOTEKTOpHA aKTHBHICTH GeHdypaMy
3yMOBJeHa BIUIMBOM Ha albJAOCTEPOHOBI pELENTOPH, MpO IO CBIAYHTH
36inbIIeHHs Aiypesy 3a YMOB 3HIDKEHOI aKTHBHOCTI peuentopiB Ha 186%
(p<0,001), a 3a ymoB ix migBumeHoi akrtuBHocTi Ha 208% (p<0,001). IMpu
KOMOIHOBaHOMY 3aCTOCYBaHHI 3 Je30KcHKopructepoHom aneratom (JIOKCA)
3anobirae npossaM #0ro MiHepaToKOPTHKOLIHOL Iii.

Bimomo, mo mnpocrarnanguuu 3 rpynu IITE, yHacminok posumpeHHS
apTepioll i MOCHIEHHA HMPKOBOTO KpOBOOGIry CTHMYINOIOTE Aiypes. Bendypam
migutye cuares ITTE; 3 conbOBAM HaBaHTakeHHAM TBapuH Ha 22,9%, (p<0,05), a
3 BOJHMM - Ha 31%, (p<0,05), 0 € CBIAYEHHAM MOCHNAaHHs #oro AlypeTHuHol il

Bendypam 36insiiye BMICT KiHiHIB B niasMi KpoBi (KamikpeiHOreHy Ha
12,3% ta xanikpeiny Ha 21,2% (p<0,05), ski BHABIAKOTH HATpiypeTduHi i
JiypeTH4Hi BIAacTHBOCTI, IO €, MOXIMBO, OJHHUM i3 MexaHi3MiB 3GiiblreHHs
HUPKOBOTO Kpopoofiry i kmybouxosol Qimbrpauii. Ilin aieto rimpoxnopriazumy
30iMbIIMBCA BMIiCT KanikpeiHoreHy — Ha 7,9% i kanikpeiny Ha 11,7% y nopiBHAHHI
3 IHTAKTHUM KOHTPOJIEM.

BendypaM € aroHicToM -HHPKOBMX peLientopis modaMiny, OCKUIBKH
BUKNHKae HUPKOBI edexrty, BIacTUBi fodaMidy, NPo IO CBIAYWTS aHTATOHICTAYHL
BIIHOCHHH 3 IOMIICPHIOHOM IIpH 610Kafi JothaMiHOBUX pelenTopis.

Bendypam 36iibuiye akTHBHICTH HaTpiifypeTMunoro ropmoHy Ha 47,7%
(p<0,05) Ge3 HaBaHTaXeHHA Ta Ha 125,7% (p<0,05) 3 CONBOBUM HABaHTAXKEHHSAM;
3HWKYE 06°€M BHYTPIIIHBOCY AMHHOI pifnHK Ha 14,2% (p<0,05), npo wo cBiguTh
HOTO calypeTH4HUH edexT.

Bendypam Ha Momen Troctporo Hupkosoro Hebpury (TCHH) 3zauno
HiABHIILYE A000BE CHOKUBAHHS PIIUHH, 1060BHUI Jiiypes, peryitoe BogHu GanaHe
Ta KOHUEHTpALilo KpeaTWHiHy B cedi (36imbimenns aiypesy Ha 87,6% (p<0,05),
KpeaTHHiHy Ha 7,7%, mouMHaouM 3 l-ro TIOKHA NiKyBaHHA). TepaneBTHdHa
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[image: image8.png]edextuBHicTs 3acTocyBaHHA OeHdypamy npuw THH 3ymomnena, ¥moBipho,
Je3IHTOKCHKALiMHOI JIi€I0 Ta NOMIMIIEHHAM KIITHHHOI pereHepauii B 30HaX
MOLIKOJUKEHHS HUpoK. Bendypam Ginbmoro Mipor, HDK TiapoxiopTtiasui, pa
roctpoMy HedpuTi BIVIMBac Ha Jiypes, eKcKpeuilo Hatpilo, ¢inerpauiliny
GbYHKIiI0 HUPOK.

Jiypetnunuii edexr GendypaMy 3yMoBieHHH 3MeHIIEHHAM peaGoop6uil
ioHiB HaTpil0 B NPOKCHMalbHUX y 2,4 pasu (p<0,05) xaHambusax ta y 1,52 pasm
(p<0,05) B AMCTaNbHEX KaHANBLUAX HehPOHIB, Ha BIIMIHY BiJl eHANANpHIY, LIO
BIUIMBAE MEHIIE Ha TIPOKCHMA/IbHHI TPAHCTIOPT.

Y posgini 6 mucepTaHT focnimkye BmiuB 6Genbypamy Ha Metafomivni
IPOLIECH CEPLIEBO-CYAMHHOT CHCTeMH MDY eKCIIePHMEHTAILHIX [ATOJOTIfAX.

JlucepraHTOM BCTAHOBIEHO, o Gendypam 3a yMOB 3acTocyBaHHS Ha Tii
niTyiTpuHOBOI  rinepTeH3il  BHABMB  TIiOTEH3WBHY  Ail0,  3MEHIyBaB
rineprinonporeinemilo, TiNEPXONECTEPHHEMIIO, [OCTOBIPHO 3HHXYBaB BMICT
xoJecTepuHy (3 107,3 g0 68,3)%, (p<0,05) i akTusHiCTE NaxTaTherigporeHasu B
crinni aopta Ha 57,8% (p<0,05), akTHBHICTH DITIKONITHYHHX (QepMeHTIB B MeqiHmi
i piBeHp XonecTeputy Ha 18,8% (p<0,05).

Ha ™Moseni iHgoMeTalMHOBOI rimeprensii GeHpypaM BHSBHB CyTTEBHI
aHTHUIINEePTeH3HBHUH Ta AHTHApPHTMIYHHHA edeKkTH, a HOro BUPaXKEHICTh Ta
TPHBaJIICTD [epeBUIyBala aHTHTINIEPTEH3UBHY Iif0 eybininy Ha 15,1%.

Y posnini 7 nucepTaHT mnpeAcTaBNse BIIME OeHdypamy Ha Mopgo-
GyHKUIOHANEHHA CTaH HHPOK i Ceplid 3a yMOB IOEJHAHO! eKCIIEePUMEHTAIbHOT
Hedpo- Tak Kapaionarii.

JlucepTaHTOM BCTAHOBJEHO, 1o GeHbypaM mpd xpoMaTokaniesiit Hedponatii,
perymoroyd Kiy6oukoBo-KaHaNbLEBHH GanaHc, BUABIAE HeQPOMPOTEKTOPHY Ail0
AK 3a NpodinaKkTHYHOTO, TAK i 3a JKYBAIBHOTO 3aCTOCYBaHHS, PO IO CBiAYaTh
3pOCTaHHA Aiypesy, HaTpiilypesy, 3SMeHIIEHHs Kaliiypesy Ta IpoTeiHypii.

Ha w1i aoxcopyGiunnosoi Hedpomnarii Manux 3mid Gerdypam y mosi 30 mr/kr
crpusic Hopmanizauii (YHKUIOHANBEHOTO CT4HY HHMPOK 33 PaXyHOK ITiBHILEHHS
eKcKpelil KpeaTHHiHy, 3MEHIIIEHHA NPOTETHYpil 4O MOKA3HHKIB KOHTPOIIO, @ TaKOK
BiAHOBIEHH MOpGOGYHIIIOHATEHOIO CTaHY HUPOK 1 CepLis.

3a ymMoB i3aapuHOBOI KaTexonaMiHOBOI matomnorii GeHgpypam y Liypis 3
CepLEBOl0 HENOCTATHICTIO IJIBHINYBaB (i3sMuHy Opale3gaTHicte Ha 63,4%
(p<0,05). INpu aikyBansHO-NPOGiNaKTHYHOMY BBEACHHI Ha TJI CepLEBO-CYXMHHOT
naronorii BiH HOpMadisyBaB MOPGONOTIYHHHE CTaH HHPOK, ceprd Ta 3amoGiras
PO3BUTKY TATOJOTI4HMX peakuit y 70% TBapun. Y Hupkax GendypaM BHSBIAE
Gimbiu BUpakeHy NiKyBallbHY [il0, HIX KOpBiTHH. BeHGypaM BUABUB BUpaxeHy
KapAlONPOTEKTOPHY Ail0, 3HIKYIOYM iHTEHCHUBHICTh ABHLI anbTepauii i
3anoBiraloyn po3BUTKY J€TeHEpaTHBHO-AUCTPOMIYHHK YPAKEHD KapHIOMIOLHUTIB.

Ha Tni mokcopybinmHoBoi maronorili Gendypam 3amofirae po3BHTKY
JIeTeHePaTHBHO-NHCTPOBIYHAX ypaxkeHb KapaioMiouuTiB, He(pOHIB Ta 3HIKYE
iHTEHCHBHICTh SIBMIN aibTepallil, HopMalilye MiKpOLMPKYIALilo, YUMHHTS Hedpo-
Ta KapAiONpTeKTOpHy Jilo, 3amofirac po3BHTKY HHPKOBOI Ta CepLEBO-CYAMHHOL
HEeJ0CTaTHOCTI.




[image: image9.png]TakaM 4YHHOM, yHEpeKylOYH CIPYKTYpHi 3MiHM y cepLeBidf TkaHHMHi Ta
HApKax, 3acTocyBasHs GeH(ypaMy 3amobirae po3BMTKY NATONOTIMHHX peaxiiiit
[IpH MOEAHAHIN eKcllepUMeHTaNbHIH Hehpo- Ta Kapionatii.

IpoBeneni HochifkeHHs 3a TpHBanoro BBeAeHHx Oendypamy He
CNPHYMHIOE HETATHBHOTO BIUIMBY Ha OyHKUiOHYBAaHHA IKHTTEBO-BAXIHBHX
OpraHiB Ta CHCTEM i He BHKIMKAE MOMIKO/KEHHA CTH30B0T 0GOIOHKH LLTyHKa.

JlucepTanT NpPHXOZMTH [JO BHCHOBKY, IO BHBYEHI OpUTiHAnbH]
retepouukiiuni N-Cg-3aMmilueni i kOHIEHCOBaHI OXiHI KCaHTHHY Ta iX aMOHi€B]
COli € TIEPCTIEKTUBHUM KJIACOM OPTaHiYHMX CIONYK JNS po3poGKH MoTeHNiHHMX
npernapatis 3 JiypeTHYHOIO, CepUEBO-CYNHHHOIO, HeHpOTPOITHOIO,
NpOTH3aNAbHOW,  aHambreTHdHoIo,  Hedpo- Ta  KapAiOHPOTEKTHBHOIO
aKTHBHOCTSIMH, IO MOXYTh 3aCTOCOBYBATHCS 33 YMOB IOCAHAHOI MATOJOTIT
CEpLEBO-CyIHHHOI CHCTEMH Ta HUPOK.

Poznia 8. «Auajiz Ta y3araJibHeHHs OTPHMAaHHX JAHHX» MiITBEPIXKYE
rubuHy 3HaHb IMCepTaHTa IO JaHOMY HAYKOBOMY HANPAMKY 1 BMiHHA
aHali3yBaTH 1 OLHIOBATH OTPHMaHi pe3yJbTaTd 3 YpaxyBaHHAM JaHHX
JiTepaTypH. '

O3HaloMIeHES 3 MM PO3JLIOM CTBOPIOE BpaXKeHHA LiTiCHOCTI BUKOHAHOL
poGotw, a ii aBTOp BONOZAiE 3HAHHAM CyYacHO! HAYKOBOI JiTEpaTypH, rPaMOTHO
aHanisye i onmcye oTpuMasi pesynsTaTH. CTHIB BUKNAJNY BIACHKX PE3yNbTaTiB
JOCHIKEHDb YiTKAH, [0 AO3BONMIO JUCEPTAHTY CHUCTEMATH3yBaTH OTPUMaHMH
MaTepian i 3po6dTH HayKoBO OOGIPYHTOBaHi BHCHOBKH, fKi BiANOBIAAIOTH
MOCTaBACHIH METI Ta 3aBJaHHAM JAucepTauiiinol poboru.

CHHMCOK BHKODHCTaHHX Kepell CKIaJeHHH y BiANOBITHOCTI 3 iCHYIOUHMH
BMMOTaMH, 3 YiTKHM NOTPUMaHHAM [iloYMX MpaBHi Iomo 6i6iiorpadivamx
nocunanb. 57% HaBeaeHux myGuikariiit qaToaHo 3a octanHi 10 pokis.

HaykoBa HOBH3HA OAeP:KAHHX Pe3yJbTaTis

Vriepite Ha OCHOBi KOMIT'IOTEPHOTO IPOTHO3Y 3a Mporpamoio PASS susnadeHa
KOMILTEKCHa GionoriyHa akTHBHICTh CHHTe30BaHMX N-Cg-3aMIINeHNX | KOHIeHCOBAHMX
HOXiJIHAX KCAHTHHY Ta iX aMOHIEBUX coleif. BaHK faHIX NporHosy 6yB JOMOBHEHHMH
pesynbTaTamMK Cuekrpa GiomoriuHoi akTHBHOCTI Ta GesneuHocti 3a NOKA3HMKaMH
POCTPOT T& XPOHIYHOI TOKCHYHOCTI, IO JO3BOMK/IO BAABUTH CIONYKY-JTinep Gendypam
3a yMOB KoMopbimHol maronorii, B I1BOMY IONArac NPUHLVIOBO HOBHE
METOIOMOTYHIHN ITIAXI A0 KOMIT'IOTEPHOTO HPOTHO3YBAHHS.

Vrepiie /oBefeHa JAiypeTHuHa Ta HedPONPOTEKTOPHA aAKTHBHICTH
Gendypamy, KUl HOpPMali3ye NOPYIICHHA KHCIOTHO-IY>KHOI PiBHOBary cedi Ta
BOJIHO-€ENIEKTPOJIITHOTO 0GMiHY TIpM apTepiaibHiii rineprensii (Al'). Buasneno, mo
niypeTddHa Ais GeHpypaMy 3yMOB/IeHa 3MEHUICHHAM HATpil3aTpuMyBambHOI il
MiHepaoOKOPTHKOIIIB.

Vnepiue Ha Mojei niTyiTpuHOBOi A" BusBneni MeTabonivni sMinu o6Miny
PEUOBHH, fKi YacTO CHIBiCHYIOTb 3 NATONOIIEI0 CEPUEBO-CYAMHHOX CHCTEMH i
HAPOK, 1 BCTaHOBJIEHI MEPCIeKTHBH (apMaxonoriyHoi Kopekuii HuX HOpylieHb
Gendypamom. [obeseHo, mo GeHdypaM 3a yMOB TPUBAIOTO BBEJCHHA BHABIAE
BHpaXEHHH AiypeTHuHHH | HaTpiliypernmunmit edektn, 3MeHuIye peaGeopbuilo
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[image: image10.png]BOIH, HaTpilo, miaBuLIye GinbTPALIAHNG 3aps/, NOKpALLye HUPKOBHI KPOBOOGIT
Ta QinkTpalliiiny dyHKUiIO HHPOK.

OrpuMani pe3ynbTaTH CTald OGIPYHTYBAHHAM IOLUIBHOCTI 3aCTOCYBaHH:
GeHbdypaMy i3 cedoTiHHOIO [i€l0 IPH NMATONOTIT CepLIeBO-CYAHHOI CHCTEMH | HUPOK
AK He(POIPOTEKTOPHOTO Ta KapiONpOTeKTOpHOro 3acolfy, Axuil smmkye AT,
BILIMBAE Ha JNiniAHuii OOMiH, SHMXYIOUM piBeHb 3arajibHOTO XONECTEPHHY,
3arajlbHUX JiMifis, TPHIMINEPUAIB, XOMECTepHHy B MeqiHL, CTIHII a0pTH, 3HIKYE
Koe(illieHT aTepOTeHHOCTI Ta NiJBHLIYe AKTHBHICTH JINONPOTEifiB BUCOKOT
minsHOCTi (JINIBHI), 1m0 cnopuse 3axMcHifi aKTHBHOCTI BiN aTepOCKNepOTHYHUX
ypaxkeHb CEpUEBHX i HUPKOBHX CYIHH, TAKOX 3HIKYE aKTHBHICTH NIIKOSITHYHHX
(epMeHTiB, 110, HMOBipHO, OB A3aHO 3i 3HUXKEHHAM BUTPAT eHepril renarouuTiB
Ha CHHTe3 aTeporeHHHX MMijiB i yTunizauiero ix y nenrosodocdaTHoMy MUK

Bendypam BruMBae Ha Ao¢aMiHOBI peHENTOpH, IO 3YMOBIIOE HOTO
HE(QPONPOTEKTOPHY Ta KapAiOMPOTEKTOpHY Oil0, Ky MOXHA TOACHUTH
MOZAYNAL€0 aKTHBHOCTI J0(haMiHOBHX PeLENTopiB, MpO INO CBIMYMTE HOTO
niypernurnii edexr Ha TH Grokanh nodamiHoBHX peuentopis (ix npurHiveHHs
JIOCATANOCH 3aCTOCYBAHHAM NPOKIHETHYHOrO Npenapary JOMIEPHICHY).

Vnepiue BcTaHOBNEHO, WO GeH(pypaM BIUIMBac Ha HATpilypeTHYHMI
ropmon (HYT), skuit poscnabmoe rmafieHski M’s3¥ HUPOK, cepiyt, 3HKye AT,
6710Kye anbJOCTEPOHOBI PELIENTOPH, NOKpaulye HUPKOBHH KpoBOOGir, mifiBuiiLye
cuntes INE; Ta xamkpeiH-KiHIHOBOT CHCTeMHU, MO 3YMOBIEHO AI€X0 Ha THAJEHBKI
M’SI30 CYAHH Cepusd i HUPOK.

Bendypam sMeHIye 06’eM BHYTPIIIHBOCY IMHHOI PiTMHH, IIPO 11O CBiAYUTH
#oro canypermyHuii edexr, 1 MeHIle BHBOAHTH Kalil0o NOPIBHAHO 3
TiApOXJIOpTiasyioM, IO € KOPHCHHUM IIPH JIiKyBaHHI AIypeTHKaMH cepLeBo-
CyAHMHOI MaToJIOTii Ta HOPYIIEHb BOAHO-ENEKTPONITHOrO OGMiHY.

KombinoBana Hedpo- Ta KapAioTpoHa akTHBHICT GeHbypamy noBejeHa i
mpu MophodyHKIIOHATEHUX NOCTiIKEHHsX Ha Tii pisHUX Monened medpo- Ta
KapaionaTiii: xpoMaToxallieBoi, Hegpomatii MamMx 3MiH, AOKCOPYGIHHHOBOI,
isagpuHoBOi matosnorii. JIOCHIAXEHHA CBIAYWIM MpO IiJBHIIEHHA AKTHBAUil
KIITHHHO! pereHepallii B 30HaX TOLIKO/UKEHHS CePLisi, HUPOK Ta BiJHOBIEHHA
MophoCcTpyKTypy LHX opraHis. OmepxaHi pe3yibTaTy KO3BONAIOTE OKPECTHTH
mnsx ana dhapmaxonorivHoi kopekiii noeaHanol naronorii Hegpo- Ta kapAionarii
3a IOMOMOroio GeHbypamy.

HoBH3H2 NPOBENEHUX AOCTI/KEHb 3aXMILIEHA I’ ATbMA TaTeHTaMu Y KpaiHu.

TIpaxTHUHE 3HAUeHHS OIePKAHHX Pe3yIbLTATIB

PoGota Mae ¢yHnaMenTanbHuMd i npuknanHuii  xapaktep. Opepskasi
Pe3yJbTaTH KOMII'IOTEPHOTO IIPOTHO3Y 3a mporpamoro PASS N-Cg-zamimennx i
KOHIEHCOBAaHMX IOXIIHUX KCAaHTHHY Ta IX AaMOHI€BUX come#l  crain
OBIDYHTYBaHHAM JOLIIBHOCTI TNPOBEAEHHA IOCTLMKEHb IX (apMaKoloridHol
aKTHBHOCTI Ta BCTAHOBJIEHHS 3alIeXHOCTI «CTPYKTYpa — akTHBHiCTb». CyKyIHICTh
OTPUMAHMX AAHHMX JO3BONHIA PO3IIHPUTH YSABIEHHS [P0 MATOrEHETHUH! JNAaHKH
nopymens  ¢GyukuionysaHHs Hupok 1 CCC #K [OEMHAHOI  MATONOTII.
ExcnepumenTansso o0rpyHTOBaHa MOMNGIMBICTD BHKOpUCTaHHA OeHdypamy 3
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[image: image11.png]He(PONPOTEKTOPHOIO 1 TINOTEH3WBHOIO Ji€r0 [ HopMamisaumii  BOJHO-
€NeKTPONIITHOTO OOMiHy, KHCIOTHO-JY)KHOI piBHOBAarW cedi, MeraGoniusux
mpoueciB y HHpKax, ceplli, mo cupusie HopManisauil AT npu cepUeBo-cyIMHHUX
posnajax B ymoBax Hedpo- Ta Kappiorarii. Orpumani nani e Qparmentom
JoKTiHiYHOTO BHBYeHHS Gendypamy.

ExcnepdMeHTansHO — JOBEAEHa  JoOUiRbHicTe  KiiHi4eOl  anpofauii
3acTOCYBaHHA GeHpypaMy 3 METOIO 3°ACYBaHHS MHTaHHA IIOLO HOTO BBEAEHHS 10
cxeM JiKyBaHHI NopylleHb @yHKuii HHpok i CCC y roctpuit nepioa sk 3acofy,
akuii  BmBae Ha AianbHicTs CCC, BuABNAe cevyoriHHy mi0 1 Mae
He(pOIPOTEKTOPHI BIACTHBOCTI.

Ha mignpuemctsi «BAJIAPTIH ®APMA» (M. KuiB) mnaHyeTbcs
BIIpOBADKEHHs TBepAoi Jikapcbkol ¢opMH moTeHUilHOro nikapchbkoro 3acofy
«Benbypam», 110 BUABILE He(PONPOTEKTOPHY Ta KapAiONPOTEKTOPHY Iit0.

Ha miactasi OTpUMaHMX pe3yNBTaTiB COUIBHO 31 criBpoGiTHUKaMK
HaujoHansHoro ($papMaLEBTHYHOTO YHIBEPCHTETY Ta 3alopi3bKoro JepikaBHOTO
MEeIMMHOTO YHIBepCHTETY po3poblieHi MeToauyHi pekoMeHaanii: Merononoridae
OBIPYHTYBAHHSA ONTHMi3allii KOMII’IOTEPHOrO MPOrHO3y GioNOTiuHOI aKTHBHOCTI
BIIepIlle CHHTE30BaHHUX CIONYK JId IPOBENEHHA CKPHHIHTY ¢isionoriuno
axTiBHHX peuosuH /B. A. Camypa, B. 1. KopHienko, M. 1. Pomaresko: MeToandsi
pekomerpauil. — K, 2015. - 16 ¢.).

3anpornonoraHo 2 imdopManilimux mucra:  «Kopekuis nopylieHs
QYHKIIOHANBHOTO CTaHy HMpOK Y IHIypiB 3a yMOB CynemoBoi HedpomaTii»
(ekcriepuMeHTaNBHe HOCHimKeHHA) (iHbopManifHUil THCT NPo HOBOBBEACHHA B
CHCTEM] OXOpOHH 3I0pOB'a, YkpMeamartentinpopm, 2015p.) Ta «Kopexiis
HopyIieHs  BOJHO-cleKTponiTHOro  ofMiHy y  IypiB 3  rocTpHM
eKCIepUMeHTANBHUM HedpuToM noxigHumu Teodiminy» (iHbopmauifiuui aHCT
PO HOBOBBEJEHHA B CHCTEMI OXOPOHM 3[0pOB's, Y kpMeanmaTenTitpopm, 2015p.).

Pe3yneTaTd MpoBeIeHHX AOCTIIKEHb YIPOBaKEeHI Y HAYKOBO-IIEAaTOr YHY
misnpHicTs XapkiBebkol Jep)kaBHOI 300BeTepHHapHO! akajeMii, 3amopisbkoro
[IEpXKABHOTO MeNMYHOTO YyHiBepcurery, HauionansHoro dapmaueBTH4HOTO
yHiBepcHTeTy, XapKiBchKoro HalioHansHoro yHiBepcurery iMeri B. H. Kapazina.

Cryninb oGrpyHTOBaHOCTI T2 JOCTOBIPHOCTI MO/10KeHb, BHCHOBKIB i
pekoMeHaani, chopmyasoBaHHX y JHcepTamil

Juceprauiiiia po6ota KopHiehko Banentunu IBanisrH «[Jomryk Ta po3pofka
3acofy mua ¢apmaxonoriunoi kopexuii Hepo- Ta kapaionarii cepex N-Cg-
3aMIilIEHUX 1 KOHACHCOBAaHMX IOXIJHMX KCAHTHHY» Ga3yeTbes Ha HOCTATHBOMY
ofca3i Jauux eKCIepUMEHTANBHUX JA0CTi/keHb. BukopucTaHi B poGoTi METONH €
ajieKBaTHUMH TIOCTABIEeHMM 3aBJaHHAM. KigbKicTh TpOBeIeHMX MOCHIIKEHD €
[OCTAaTHIM A JIOCTOBIPHOI apryMeHTauil OCHOBHHMX IIOJIOXEHb | BHCHOBKIB
aucepTatiitHoi poGoTy.

Edextupnicts 135 pocmimkyBaHux o6'€kTiB OLiHIOBaJlacs LLIAXOM
peectpanii Haiibinem iHGopMaTUBHEX TecTiB y mopiBHAHHI 3 pedepeHTHHMU
NipenapaTaMy Ha pisHHX MOJENIX Hedpo- Ta KapAioTlaToNorii.

@akTHYHME MaTepial AOCTATHBO MOBHO IMIOCTPOBaHME TaGauLAMH Ta
pucynkamu. Bei TeopeTiyHi y3aralbHeHHS Ta BECHOBKH AMCepTamii 6a3yloThes Ha
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[image: image12.png]Ppe3ynbTaTax BIACHUKX AOCII/KEHb i MOBHICTIO BIAA3EPKANIOIOTH 3aKOHOMIPHOCTI,
LIO BUSABJEH] Y XOAi IPOBEAEHNX EKCIIEPUMEHTIB.
3a3HaueHe MO3BOAMIO OOIPYHTYBATH HAyKOBI [IOJIOXKEHHS, BHCHOBKH,
cdopMynboBaHi B quceprail, i JOBECTH HAYKOBY HOBH3HY poGoTH.
Pesynbrarn aucepTanil IIIKOM TEPEKOHIHUBI, iX JOCTOBIPHICTL He BHKIHKAe
CYMHiBIB.
TloBnora BUKNaAy MaTepiagiB Jucepranii B omyGiikoBaunx poGoTax i B
aBTOpedepaTi
3a matepianamu mucepTauiiigoi poGotu omy6nikosano 62 mpaui, 3 HEX 25
cTateif y QaxoBuX HayKoBHMX BHJAAHHAX, O cTaTell B aHTNIOMOBHMX BHIAHHSX, 5
NaTeHTiB Ha KOpHCHY MoJenb, 2 indopMauiifaux nuctd, 1 MeToauuHi
pexomenanii, 3okpeMa i 12 Te3 gonosigeit y Marepiamax 3'i3aiB, MDKHApOAHHMX
KOHrpeciB, HAyKOBO-MPaKTAIHHX KOHQepeHwLi.
3ayBaskeHHS, IO CTOCYIOThCH 0OpPMIICHHS TA 3MiCTY JucepTamii Ta
aBTopedepary

IcToTHi HemoiikM B AMcepTauiiiHiii poGoti i aBropediepati He BHSABIEH.
PoGoTa HamyicaHa JIOTIYHO 3 AOTPHMAHHAM ICHYIOYHX BHMOI 3a CTPYKTYpOIO,
aMicToM i TexHiuHOro odopmieHHA, Xouya i He nosbasieHa HeSKUX HEAONIIKIB
HEHPHHIHUIIOBOTO XapaKTepy.

1. B pobori Gakano Oymo 6 ysBHTH BHBYeHHA (apMaKOKIHETHKH
Gendypamy, wo go3Bomuno 6 3HaTH AK HOBro mMpuOyBae BiH B Opraismi, sx
UIBUJKO BUBOJAMTHCA 1 AK PO3MOAINAECTECA 10 OpraHax.

2. Tlo xoxHoMy BMAy Ail Bm Binibpanu no ommifl Haiibinem akTHBHOL
CIONYKH, ane 3 Bamx aHnx BUMIHBAE, MO e Moxke 6yTH i 2-3 cnonyku.

3. He akuenToBano ysary B po6oTi BuBuanocs cnomyka Gendypam abo Bxe
#oro roToea Jikapcrka hopMa - Tabnerku. [TosscHiTs.

4. B aBTopedepari B poszini «Metonu gocaimkerb», crop.10 He BKa3aHi Bei
pedepeHTHI npemapard (Hamp. KOPBITHH, eyQilniH HiKOTHHOBA KHCIOTa,
BEPOLLUMHPOH), 3 IKHMH HPOBOJHIINCSA NOPIBHSIBHI JOCTLIKEHHS.

5. B pobotri € HesHauHa KiNBKICTh APYKAPCEKHX IOMMNOK (Hamp. B
asropedepati: cTop. 10 - «po3HHH OLITOBOT» MOTPIGHO «PO3UHH OUTOBOI»; CTOP.26
—«XpOMATOKAi€BOBOI» MHOTPIGHO «xXpoMaToKamieBoi»; CTop.30- «KamiKpiHY»
noTpiGHO «kanikpelHy» Ta IHIIL).

TTix yac 3axucTy BapTO OGrOBOPHTH HACTYIHI [THTAHHS:

1. SIxi Mae nepesaru i BimMiHHOCTI Gendyypam y MOpiBHSHHI 3 BiJIOMHMH
Jiyperukamu?

2. Tpu BuRYeHHi 3-X MicA4HOI XPOHIYHOI TOKCHYHOCTI SKi NOGIUHI eheKTH
6endypaMy Bu crioctepiranu B TOKCHYHHX Ho3ax?

3. sxi nobiuni edextn Bu nporHosyere mpH 3acTOCYBaHHI nperiapaTy
6erdypam?

4. Jo sxoi ¢dapMakoTepalleBTHUHOI rpyn# Oyle BiIHECEHHH MNpenapar
6GerndypaM i sxuit npenapat Moxe GyTH iHoro nporotunom?

Hagepeni 3aypaskeHHs Ta ITMTaHHS NPHHLMIIOBO He 3MIHIOKOTH OLIHKY
HicepTallifHOl po6oOTH.

i2




[image: image13.png]BHCHOBKH

V nucepranii Kophienko Banestunn Isanipru «Ilouryk Ta po3po6ka 3acoby
s apmaxonorivyHol kopekuii Hedpo- Ta kapaionarii cepen N-Cg-3amimeHux i
KOHAEHCOBaHHX NOXiAHHX KCAHTHHY» HABEJEHO TEOpeTHYHE Y3araibHEHHS Ta
BHPIUIEHHS HAYKOBOTO 3aBJAHHA, AKE MOJArac y KOMIUIEKCHOMY JOCIiIKEHH]
(apmakonoriyHoi  aKTMBHOCTi  Brepmie  cuuTe30BaHWX N-Cg-samimenumx i
KOHJEHCOBAaHMX TOXIAHMX KCAHTHHY, B €KCIIEDHMEHTAIBHOMY OOIPYHTYBaHH|
0cobnUBOCTEN MeXaHi3MiB IX peHaNTbHUX i CepLEBo-CyAUHHIX edeKTiB, JOULITBHOCT
3aCTOCYBaHHS HabLIb edeKTHBHOI criomyku 3 — (7-6eHsolnMetmi-8-(bypun-2)-
MetunaMinoreodinin, ymoBHa HasBa «beHdypam») 3 cedyoriHHow mieio Ta
He()pONPOTEKTOPHUMH ~ BIACTHBOCTAMH, IO BUABIAIOTECA I[P  TIOPYILEHHAX
OUBUIBHOCTI HHPOK Ta cepli Ha MOJENAX 3 Di3HMM IaToTeHe3oM Hedpo- Ta
xapaiomaril.

Jucepranis KopHienko BanenTHnn IBaHiBHM € 3aBEepIIEHAM HAZYKOBUM
JOCHIIKeHHAM | MICTHTh HOBi, paHille HesaxumieHi HayKkoBO OGIpYHTOBaHi
nonoXeHHA 3 hapMaxonorii, o 3a3HaueHi BHILE.

BpaxoBylo4d  aKTyaibHiCThb TeMH, HayKOBY HOBH3HY, IpPaKTHUHY
3HAYUMICTb, & TAKOX OGCAT i METORMYHMI piBeHb IOCIiMKEHB, JucepTalliiiHa
pobora Kophienko Banentunu IBaniBm «[lomryk Ta pospobka 3acoby Ams
(bapmakonoriasoi kopekuil Heppo- Ta Kapmionatii cepes N-Cg-samimennx i
KOH/IEHCOBAHMX [OXIAHMX KCaHTHHY» 3a ¢axoM 14.03.05 - dapmakonoris
pignmoBinae BumoraM 1m.10 Tlopsaky NpHCYIKEHHS HAayKOBHX CTYINEHIB,
3aTBep/keHoro nocranosoto Kabinery MinictpiB Ykpaiuu Ne 567 i 24 numas
2013 p., a mUCEepTaHTKa 3aCIYTOBY€E NPUCYIKEHHS 1 HAYKOBOTO CTyNeHs HOKTOpa
Gionoriunmx Hayx 3a cnenianbHicTio 14.03.05 - dbapmaxosoris.

Buenuit cexperap llepxasHoro nignpreMcrsa
«JlepxaBHH# HayKOBUH LEHTp NiKapcekux 3acobiB  ~

i MeuuHOT TpoyKUii» ’ /_/
IOKT. Gion. Hayk, npodecop M 1,0/ H.®.Macnosa
Thianue npod. Macnosoi H.®. < iz‘iqylo. -,
iHcnexTop 3 kagpis JIT « 1 V/, O.M. Jlaspuk
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