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ol»iuiHHorO OOOHeHT3 )1.0KTOP3 6ioJ1ori4HHx HaYle, npol»ecopa D£J1eHi4eBa 

Irop3 <l>e)1.0pOBHQa H3 )1.HCepTauiuHY p060Ty MOB"lfAH OJ1eIHI ,Li,MJlTpiBHH 

"33KOHOMipHOCTi l»oPMYB3HHH MeX3H13MIB T0J1ep3HTHOCTi no Dri 

aHTHKOHBYJ1hC3HTiB" , OO)1,3HY 8 COeui3J1i3oB3HY B'-IeHY pany ,lI, 26,550,0 I OpH 

,lI,Y «I HcTJlT)'T €fJ3 pMa KOJ1orii' Ta TOKCHK0J10ri'i HAMH YKpai'UH» lIa 3no6yTTH 

H3YKoBoro cTyneHH K3H)1,H)1,aTa 6ioJIori4HHx uayK 3a coeu,iaJ1bHicTI-O 14.03,05 

-<I>a pM a K'oJ1oriH 

AKTyaJ1 hHicTb TeMH )1,HCepT3ui"i 

fIpo6neMa cpapMaKonorilJHoi' pe3HCTeHTHOCTi eninerrci'" He3Ba)f(aK>I.JH Ha 

nOJIBY 6e3J1iqj «HOBJ1X» aHTHeniJIerrTl1"l!HI1X npenapaTi B, 3MHWa£TbC5J aK yanbHOIQ 

ao TerrepiwHboro qacy, lJaCTKa cpapMaKope3HcTeHTHocTi nal..J,i£HTiB cepe,ll XBOPHX 

Ha eniJTencilO He 3MiHHJIaCSI i CTaHOBHTb 6mi3bKO 30%, 5lK i 20 pOKiB TOMy. ICHY 

KiJTbKa rinOTe3, 1.1(0 nOHCHlOIOTb MexaHi3MH cpopMYBaHH5l cpapMaKOJlori4l-IOY 

pe3HcrreHTHOCTi. rirroTe3a MimeHeii, a60 Tap eTHa rinOTe3a, BKa3Y£ Ha nopyweHHSI 

CPYHKu.ioHysaHH5I MirneHeii aHTHKoHBynbcaHTiB, TaKHX SlK BOJTbTa)J(3aJle)f(HI-'IX 

iOHHHX KaHMiB Ta peueIITopiB Heiipo-rpaHCMirrepOB. Ue Bi.u6ysa€TbCSI sHacni.n.OK 

MYTauiii B reHax, mo KO~QTb nOTeHu1aJT3Me)f(HI IOHHi KaHan1-!: a + -KaHaJlH 

KO.n.YIOTbCSI reHaMH SCN 1 A, SCN2A. CN IB; K + -KaHaJlH-reHaMH I" NQ2, 

KCNQ3; CI + -KaH3JIl1 - reHOM CLCN2 a TaKO)l( JTiraHa3ane)KHI IOHHi KaHanH , w.o 

MalOTb Y CBO'iM: CTPYKTypi peu.erlTopJ1 r AMK - reHaMH GABR I, GABR 2. 

HacTynmiH naTOreHeTI11'IHI1H MexaHi3M <p0pMysaHHSI pe311cTeHTHoc i eniJTencij" ­

l..J,e nopyweHIDI 3aCBO€HHH M03KOM aHTl::lKOHBynbCal-JTiB, a60 rinoTe3a JT iKapCbKHx 

TpaHcrropTepIB. Ue TaK 3BaHa nepBI1HH niKapcbKa pe3l1cTeHTHicTb. BTOpI-IHHa 

pe3HcTeHTHlcTb, a60 TOJTepaHTHlcTb, cPOPMY~TbC~ y npoueci TpH Banoro 

3acTocYBaHH5J niKapcbKoro 3aco6y i € no CyTi BHKlTl1KaHHM cHHapoMoM, w.o 

CcP0pMYBaBc~ BHacniaoK Tpl1BMOrO B)l(HSaHIDI iKapcbKoro 3aco6y i MO)J(t! 6YTl1 

nOB'»3aHa 3 rraToreHe30M eninencii', w.o ! HayJ(y~ KaCKa)J, Monel<YJl» pIIO­

6ioxiMi1.{HI1X peaKuiH. 
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OCb LfOMY )J.Ocni,LI,)KeHHJI np06neMI1 TOllepaHTHOCTi ,lJ,O ,lJ,i'j npOH1CY,lJ,OMHHX laC 6iB 

Mac He TiJTbKI1 TeOpeTI1Lfmtii iHTepec, Me H ne)f{HTb Y nnOllJ.HHi npaKTI1LfHO'( 

p03po6KH ni,lJ,xo,lJ,is ni,lJ,BHllJ.eHlUl e<i>eKTHBHOCTi iKYBaHmI eniJ1enci'" Hapa3i "Ii 

(papMaKope3HCTeHTHI1X £POPM, TaKHM '-tHHOM, aKTYMbHicTb ,lJ,aHo,," p060Hl Ha 

cyyaCHoMY eTani 6e3cYMHiBHa i o6YMoMeHa, B nepwy '-tepry, Bi,lJ,cyrHic 10 B 

. ... 
apceHMi cYLtaCHOrO rriKapH sl1coKoe<i>eKTHBHol cxeMH illK)'BaH H5I enlJ1enCll, 

Hapa3i ri <i>apMaKOpe311CTeHTHHX £POPM, 

,Il,J.1cepTau,iiiHa po6oTa BHKOHaHa Y p03pi3i nJ1aHOBHX HaYKoBHx TeM ,lJ,Y 

«!HCTl1TYT cpapMaKOJ1ori"i Ta TOKCI1KOJ1o r i'i HANIHY» «,Il,ocni,lJ,)J(eHHH p03Bl1TKY 

TepaneBTJ.1LtHol pe3HcTeHTHOCTl ,lJ,O npo I1CY,lJ,OMHHX 3aco6iB npH 'ix TPJ.1BMOMY 

3acTocYBaHHl» (N~ ,lJ,ep)I(J)eccTpaO;Il 0 [06U000867) Ta «Mi)f{n i BKYJIbHa 
, , 

.llOMlHaHTHa JlI Bo- npaBonJBKYJIbHa .lJ.HI 

nponIeninenTWlHHX 3aco6is» (NQ ,lJ,ep)l(pe€cTpao;i'j 011 I U002467), 

CryniHh o6rpYHToBaHocTi nOJIOlKeHh, BHcnoBKiB i pCKOMeH.ll3uiH, 

C<!>0PMYJlhOB3HHX Y ..llHCepTaui'i, 'ix .llOCTOBipHicTb 

BH3HaLJeHWl 3aKoHoMipHocTeti MexaHi3MiB p03BHTKY TonepaHTIJOCTI ,lJ,O 

np0Tl-fcy.uoMHol ,lJ,ii" aHTI1KoHBYJIbCaHTiB n pH Ix TpHBanoMY BBe,lJ,eHHi npOBO.lU1nH 

3a KillhKOMa eTanaMH, BHSLJa.JII1 3aKoHoMipHicTb P03Sl1TKY T J1epaHTHocTi AO .n.i" 

npOTl1cY,lJ,OMHl1X 3ac06iB rrp.l11x TpHsanoMY BSe,lJ,eHHi. )J:ocni,lJ,)f(YBaTlJ.1 MO)f(J1J.-IBicTb 

<i>0pMysaHH5I: nepexpecHo'i TOJIepaHTHOCTi Mi)f( cpeHo6ap6iTanoM Kap6aMa3eni HOM, 

BMhnpoaTOM HaTpno, TO mpaMaTOM Ta raMOTpH,lJ,)f{HHOM, BH3HaYaTlH 

npOTHCY,lJ,OMHY aKTl1BHICTb KO)J{HOrO aHTHKOHBYJ1bCaHTY, BBe.n.eHoro Ha Tn i 

CcpopMOBaHo"i TonepaHTHOCTi ,lJ,O Hboro, y ,lJ,03!. ~O Ha 5 % nepesHw,ye Horo 

rrOLJaTKoBY rrpoTHcY,lJ,OMHY ,lJ,llO, )J:OCJ1i,lJ,)KYBMl1 ~ pMaKO,lJ,HHaMi4H i MexaHi3MH 

P03BHTKY TOnepaHTHOCTl ,lJ,O ,lJ,il '" n OC1ll,U)KYBaH HX aHTI1KOHsynbcaH'liB. 

BCTaHOBJUoBaTlH cpapMaKOKiHen-lLJHi oco6m1BocTi ~eHo6ap6i aTlY Kap6aMa3eniHY, 

BMbnpoary HaTpllo, TorripaMaTY Ta JTaMOTpH.lI.)f{HHY Ha TJ1i CcpopMoBaHo"l 

TOnepaHTHOCTi ,lJ,O 'ix rrpOTlicY,lJ,OMHo"i ,lJ,iL B113HaqanH rri,Uxo.lI.11 pauiOHaJIbHOrO 

1acTocYBaHH~ npoTHcY,lJ,OMHHX nperrapaTiB rrpl1 JIiKYBaHHi ~apMaKope3HcTeHTHo'i 
, . 

eniJ1enci"i. B pe3ynbTaTl npoBe.lI.eHliX nOCJ1l,lJ,)KeHb BCTaI-lOBneHO, w,O npH 
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TPMBaJlOMY BBe)l,eHHl cpeHo6ap6iTany, Kap6aMa.3erriHY, BaJlbnpOaTY HaTpIJ-O, 

11aMOTpM)l,)KMHY i TorripaMaTY CPOpM)'eTbC5I TOllepaHTHicTb )1,0 'ix npOTMCY)1,OMI"IO'i 

)1,i"i. BCTaHOB11eHO Ha5IBHiCTb nepexpecHo"i 011 epaHTlIOCTI MI/K BKa3al·H1MH 

aHTHKOHBY11bcaHTaMM . J1PH UbOMY Bl-UTB11eH i HK 3araJIbHl 
. . 

3aKOHOMlPHOCTI 

. . . .. . 
p03BHTKY T011epaHTHOCTI BI)1,HOCHO BCIX )1,OCnl)1,)J()'BaHHX aHTHKoHByrrbcaHTI B .. TaK 

H iH)1.MBi)1.yanbHi Bi)1.MiHHOCTi B UbOMY n11aHl )1,1151 KO)f(HOrO npOTHCY)1.0MHOrO 

npenapaTY. JloB'5I:3aHO ue 3 OC0611HBOCT5IM11 MeXalJl3MIS .D.II OKpeMHX 

aHTHKoHBynbCaHTlB 1 3 CBOCpi)l,HiCTlO "ix MeTa6oJl i3MY, onOCepe)1,KOSaHoro y 

nepwy 1.Jepry !flepMeHTaTliBHOJO CHCTeMOlO P-450. OrpHMaHi y UbOMY Hanp5lMKY 

)1,aHi rri)1,TBep)J,)J()'lOTb BKaJaHi rrOnO)f(eHH5I i eICCnepl1MeHTaJlbHO 06rpYHTOSYIOTb 

npaKHP·mi peKOMeH)1,auii' IIJ,O)l,O KOHKpeTHHX rri)J,xo)1.ia nO)1,Ol1aHH5I TepaneSHIYI'IO'i 

pe3HCTeHTHOCTi npM niKYBaHHi pi3HI1X K11iHillHHX Q>0PM eni11encii'. HaSe)1,eHi 

MeTO)lI1KI1 C 3aranbHOnpl1MlUITHM11. B paMKax noc .aB11eHHX 3aB)1,aHb, B .llOCTaTHiti 

Mlpl Bi)l,06p3)f(afOTb BMCOKJilH plBeHb )1,OCllI)1,)I<eHb. rIpoaHaJli3 BaHO 

3apecpepOBaHO BeJTJilKY KillbKicTb HaYKOBo'i 11iTepaTypH Ta Me)lH4HI1X )l)Kepell (274 

)1,)f(eperra impopMauii', 3 HHX 106 - KHpI111HueJO Ta 168 - aTI1Hl1ueJO). 

Y p060Ti B11.KOpMCTaHo ):(OCTaTHIO Ki11bKicTb ):(1151 )J,OCTOBipHOro aHaJll3Y 

lla6opaTOpHHX. TBapl1H (It 00 He11iHiiiHI1X 6i HX MHweH - caMuia Ta caMHUb Ta 

192 CTIlTeB03pillHX He11iHii1HHX 6iJll1x 1l..I,ypiB-caMuiB) . TIepeKOHnHBi pe3Y11bTaTH 3 

a)1.eKBaTHI1M Bl1KOpHCTaHIDlM MeTO)l,iB CTaTHCHP·IHO'i o6po6KH 3YMOBMllH BHCOKY 

CTaTI1CTl1llH)' 3Haqyll.(icTb, Ha OCHOBi 51KI1 X ):(HcepTaHT 06rpYHTYBaB nOJlO)l(eHH5I, 

. ... 
Bl1CHOBKl1 Ta npaKTHlfHl peKOMeH)laUll. 

Bce u,e O)1.H03HalfHO CBi,L(1{11.Tb, IIJ,O BHCYHYTi aBTopOM HaYI<OBi nOJlQ)KeHH5I i 

BHCHOBKH )1.0CI1Tb 06rpYHTOBaHi )J,OCTOBipH i , BHn11J1BalOTh 3 npoaHaniJoBaHoro 

cpaKTH4Horo MaTepiany, npammbHO ocpopM11eH i Ta l.liTI<O C<P0PMYJlbOBal-li . 

ITpaKTM1.JHi peKOMeH)lalJ;ii' rrpocTi Ta KOHKpeTHi . 

HaYIWBa HOBH3Ha OTpliMaHHX pe3YJlhTaTiB 

,[(I.1CepTau.w.Ha po60Ta MOBlfaH Q.,ll.. 5lBJUIC C060fO .llOC11 i )1.)f(el III51 , B 51I<OMY 

Bnepwe BCTaHOBlleHO, IUO Ha MO)1.e115lX xeMOKOHBY bcaHTHHX CY.llOM, ~Ki 
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acou.llOlOTbC~ 3 MaJUIMl1 KJIIHPiHHMl1 <j.>OPMaMH eniJlenci"l, TOJlepaHTHICTb no 

npOUICY,Ll,OMHo"i ,Ll,11 cpeHo6ap6iTarry Kap6aMa3eniHY, BaJlhnpoaTY HaTpll{), 

TonipaMaTY Ta naM01pl1)l)Kl1Hy npB i'x TPHBaJlOMY BBe,Ll,eHHi ct>OPMY(TbC~ illBH.nwe, 

. . 
HDK Ha Mo.neJUlX eneKTpOlH.nYKOBaHHX cy.nOM, ~KI eKCTpanOJItOtOThC~ Ha 

reHepaJIiJoBaHi CY,Ll,OMHl CTaHH. Bnepwe BCTaHOBJleHO, ll(O (POP IYBaHIHI 

TOJlepaHTHOCTJ ,Ll,0 aHTHKOHBYJlbCaHTIB n OB ~3aHO TaKO)f{ 3 BH5IBJleHHMH 

cpapMaKOKiHenPIHI1MH oc06nBBOCTHMH npOTHCY,Ll,OMHHX npenapaTIB npH 'Ix 

TPHBaJIOM-y BBeueHHJ. Y rreBHii1 Mipi ui 3MiHH 06YMOBneHi 3pyweJ-lH~M H B 

aKTHBHOCTl CHCTeMI1 <j.>epMeHTiB P-4S0 . Bnepwe BH3HayeHi <j.>apMaKO.llHllaM i YHi 

MexaHi3MH p03BI1TKY TonepaHTHOCTi, ~J(i [lOJl~raIOTb Y 3MiHax cpYHKu.ioHYBaHH~, 

rOJlOBHHM Yl1HOM, r AMK-epri'-lHo'i rrepe,Ll,a'-£i mo npH3BO}J,HTb }J,O 3HI,f)KeHH~ 

aKTI1BHOCTi raJIbMiBHo"i JIaHKH HeHpoq)i 3ioJloriYHJ.1X npOl.(eCiB i 3MeHweHH~ a60 

HiBemoBaHH5I npOTl1cY)l.OMHOl )l.ii' aHTHKOHBYJlbCaHTiB, 

HaYKOBa HOBI13Ha p060Tl1 ni)l.TBep,zJ.)KeHa IHcpopMau.iHHHM JlHC OM npo 

HOBOBBe)l.eHWI B CHCTeMi OXOpOHI1 3.ll0pOB'~ «Pau.iOJ-laJIbHe 3aCTOCYBaHH~ 

aHTHKOHBYJlbCaHTiB Y JIiKYBaHHi <i>apMaKope3HCT HTHO'i eniJlencii"» (N2 J 15-201 :::) . 

Ba)KJlUBicTb ~J1H HayKH j npaKTHJ~H OTPHM31{HX aBTopoM pe3YJlbTaTiB 

OrpMMaHi pe3y n:bTaTl1 HaYKoBo 06rpYHToBaHi Ta MatOTb Ba)f{J1HBe 

TeOpeTI1Y He rrpaKTl1'-1He 3HaqeHH~. BnpOBa)l)KeHH~ "Ix 6Y.lle CnpH5ITH 

nt.llBH w.eHHlO e<i>eKTMBHOCTi JIlKYBaHH5I pl3Hl1X K I HI'-IHMX CPOPM e n iJlenci'I' 

BCTaHOBneHI1H 6inblll lllBH.llKHH P03BHTOK TOJlep HTHOCTI .ll0 npoTHcy OMHHX 

3ac06iB TTpl1 JIiKYBaHHi MaJUiX CPOPM eniJlenci'i. .llocnin)f{eHa rrepexpeCHa 

TonepaHTHicTh Mi)K cpeH06ap6iTaJIOM, Kap6aMa3en i HOM, BaJlhrrpOaTOM HaTpilO Ta 

TonipaMaTOM, ~Ka rrpH3B0,ll.11Tb .no 3HH)KeHlHI a60 Bi.llCYTHOCTi TepaneBTHYHOrO 

e<i>eKT)' . IlpH JliKYBaHHi reHepaJIi30BaHYfX CY.llOMHHX CTaHiB 3a YMOB p03BHTKY 

TOJlepaHTHOCTi .ll0 cpeH06ap6iTarry nOKa3aHO npH3HayeHH5I Kap6aMa3eniHY a60 

JlaMOTpH)l.)KHHY. LJ,oBe.lleHO, 11\0 ni.llBHw.eHH51 01H npOTHCY)lOMHHX npenapaTiB 

)l.n~ nO)lOJIaHH5I TepaneBTWiHo"i pe311cTeHTHOCTi He npI13BO.llHTb .ll0 OyiKYBaHoro 
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I1iKYBaJlbHOrO ecpeKT)' i MO)Ke CnpIDITM rrOCHJTeHHJ{) TOKCI1l{HO"l ni"i npOTI1CY)J.OMHI1 

3aco6iB. 

MaTepiaJIl1 ,[(HcepTau,il MO~YTJ:> 6ynl BI1KOpl1CTaHi B HaYKOBiH p060Ti, 

. . 
HaB4aJIbHOMY npou,eci Ta npaKTH4HiH )J.U1I1 bHOCTI. 

nOBHOT3 BHKJla.lleHHSI MaTepiaJliB .llHCepTaUj'i B ony6JIiKOBaHHX P060T3X 

fOBOPHqJiI npo nOBHOTY BHKJIa)J.eHHH MaTepiaJIiB .rI.l1CepTau,iHHoi" p060TH B 

ony6JIiKOBaHHX HaYKOBHX rrpal.urX, Heo6xi.rUiO Bi.lOHa4HTM, lUo aBTOpOM 3a TeM J{) 

)J.HCepTau,iHHo"i p060TH orry6niKoBaHo 15 HaYKOBI1X po6iT. 3 Hl1X 8 CTaTeH Y 

HaYKoBRx cpaxoBRx BR.naHIDIX, B T.If. 1 3apy6 i )KHa, I iH<popMau.iHHl1H I1l1CT n po 

HOBOBBe)J.eHHH B CHCTeMl OXOpOHH 3)),OpOB'~ 6 Te3 Y MaTep iaJIax 3'·1·1)),iB, 

KOHrpeciB, HaYKoBo-rrpaKTI1l.JHHX KOHcpepeHlti.i1. 

Bci HaYKoBi n0110>KeHlUI, BI1CHOBKI1 Ta npaKT11 4Hi peKoMeH.nau.i"i 3HaHWIIl1 

CBOC Bi.no6pa>KeHHJI. y .nPYKoBaHHX po6oTax. AHaJli'3 OCHOBHoro 3MICTY 

orry6niKOBaHl1X po6iT .1l.03BOnHC 3po6HTl1 BH CHOBOK, LUO Bci HaYKOBl n OIlO)KeHHH. 

BI1CHOBKH Ta rrpaKTl1QHi peKoMeH.nallii', rrpe)J.cTaBIIeH i B .1lI1cepTau.i"i, si.no6pa)KeH i B 

ony611iKoBaHl1X npau,IDc 

PeKOMeH.llaui'i W,O.ll.O BHKopHcTaHHH pe3YJIbTaTiB Ta BHCHOBKiB 

.L{aHi .nocni.n)J(eHb, OTpJiIMaHi y paMKax BI1KOHaHIDI .nl1cepTau.iHHo"l p060Tl1, 

MO)J(YTb 6yrH B11KOPHCTaHi B HaYKoBiJi HaBl l aJ1bH i ti Ta JTiKYBaIJbHiH po6oTax 

HaYKoBo-.nocni):{HHX YCTaHoB i Me.1lRt.{HI1X BH3is Ta iHWJ1X Me)),1141-H1X 3aKJIaLl.is. 

06CHr i cTpyrrrypa .llHCepT3ldi' 

OUiHlO101fiI 3MicT .1l11CepTauj"i, cni)), 3a3Ha4H 11, LUO po6oTa I1erKO 4HTa€TbCH i 

cnpHHMa€TbC5J, B11KJIa.n OCHOBH11X pe3y bTaTJB ))'ocIIi,ll)KeHHR KOMnaIITH11H Ta 

KOHKpeTHHH. 

Po6oTa llo6Y.1l.0BaHa B Tpa))'l111iHHOMY CT11II I Ta CKJIaJla€TbC~ 3 BCTyny, 

OrJT5J.llY niTepaTypI1, XapaKTepHCTHKH MaTepi aIJ i B i MeTO))'is )J,OCJll.l.1)f{eHH~. 4 

P03.ll1Jll B BJIaCHI1X )),OCJll,lpKeHb, o6roBopeHHJI pe3Y11 bTaTi B L1.0CII1)),>KeH HH 
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3aKJU04eHI-Ul, BHCHOBKIB, CTIHCKY BHKOpHCTaHHX ntTeparypHHx )J)KepeJl, SlKHH 

SKJlfOLfae 106 p060Hl KMPHllifUelO Ta l68 ,lJ.)Kep e Jlan1HCbKHM WPHCpTOM. 

OrmI)]. CTPYKTyposaHHH aSTopOM LIITKO 

oxapaKTepH30saHi HeBl1BLfeHi Ha cbor o)],HjrnHii1 .lleHb a60 CYMHiBHi acneKTH, w.o 

CTOCYlOThCH KJlacmp iKauii" KmHil..{Hl1X <pOpM eniJlenci'i, n p HHUHniB cpapMaKoTepani'1 

eniJlenci"i, KJlacH<piKau,ii' rrpoTl-'1errinenntLIHHX 3ac06iB Ta MexaHi3MiB 'Ix ,niL 

TepaneBTH"LfHoi' pe311cTeHTHocTi )],0 )l,ii' atlTl1KoHsynhcaHTiB. AHani3 niTeparypH 

nOKa3aB, W,O aHTJ1KOHSYJIbCaHTH, HKI 3aCTOCOBYfOTbCSI npH enlJlenTHYHl-1X 

Hana.n,ax, YHHHTh Cl1MHTOMaTHQHMH Sl1nHB Ha nepe6 i r 3aXBoplOsaHHSI. i np06J1 eMa 

cpapMaKoTepani'i YCKJIa,nHlO€TbCH w.e H THM, w,o .n,o npOTHem enTHLIHHX 3ac06iB 

MO)KJIHBe <popMyBaHIDl TepaneBTlfLfHo'i pe3J.iCTeHTHOCTI. 3araJIbHOBl-13HaHi 

nOnO)KeHHJI W.O)J,O npHq}fH p03BHTKy TOJlep aH HOCTi JJ,O ,[lj'i aHTJ1KOHBYJlbcaHTiB 

Bi)l,cYTHi. TaKO)K BKpaH 06Me)KeHi eKcnepHMeHTaJlbHi Bi.n.OMOCTi Y UbOMY 

HanpSlMKY. MO)KJll1BO, ue rrOB'H3aHO 3i CKJla,Ll,HicTIO MO,Ll,emOBaHHSl eninenTl-14Hl-1X 

p03JlaJJ,iB aJJ,eKBaTHMX KJIiHi1.fHHM np051BaM eninenciL Y p03,niJli « MaTepianH i 

MeTO,LUi )l,oCniU)KeHH51» aBTopOM npHBeJJ,eHJ.iH ,Ll,H3aHH .llocni,n»)(eHHH, BKa3aHi Bl-1Jl 

Jla60paTopHl1x TBapHH (6ini 6e3nopo)]'Hi w.yp J.i Ta MHWi), .ll.){{epeno 'ix OTp ~jMaHJ-\51, 

YMOBH YTpHMaHIDI. Bci eKCrrepliMeHTaJlbH i npoueJlypl-1 npOBO,LUinH siJJ,noBiJJ,Ho no 

npasl1Jl «€BporreiichKo'i KOHBeHlJ,i'i II1.0)J,O 3aXl1CTY xpe6eTHHx TBapHH, 5lKHX 

BJ.iKOPHCTOByIOTb '3 eKcrrepHMeHTaJJhHOIO Ta i HWOIO HaYKOSOIO MeTOfO» ( 1986), 

« TIOJlO)KeHIDI npo BI1KOpHCTaHHH TsapHH Y 6 i oMe.l1.J.iYHHX JlOCJli)l)KeHH5IX» ( 1989). 

B eKcnepHMeHTax BI1KOpl1CTaHi Bi.ll.OMi niKap bKi 3aco6H 5lKi BI1B4aJll-1Cb 13 

TepaneBTlfLfHl1X )103ax )l,JlH TsapHH 3ri,Ll,HO n iTeparypIDfx )laHHX: Kap6aMa3eniH , 

BanbnpoaT Harp110, JIaMoTpl1)].))U1H, TonipaMaT, <PeHo6ap6inlJl, 

OxapaKTep1130BaHi eKCl1epl1MeHTaJIbH I Mo,uem en inencii'. Y p06 Ti 

BI1KOPHCTOBYBaJIHCb HaH6il1hlll a,neKBaTHi KniH i LIH I1 M npmlBaM e inenci'i MOJJ,eJli ­

MaKCI1MaJIhHI1H eneKTpOUIoK, neHTMn eHTeT'paJOJlOBi (KOPa30JlOBi) KOHBYJlbCiY 

TioceM iKap6aJl1)lHi CY)l,OMH. )J,OCJl i)l,)l(e HH H p03Bl1TKY TepaneBTH4HO'r' 

. . 
pe3HcTeHTHocTl )lO OCHOBHHX npOTHeTIlJlel1TH4HHX npenapaTIB npoB J],I1Jll-1 l-W 

6iJll1x MHLlIax 3 BHKopHCTaHHHM pi3Hl1X xeMOKOHBYJlbCaHTiB Ta MaKCI1MaJlbHOro 

http:npHBeJJ,eHJ.iH
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eJIeKTpOIllOKY, ,lJ,ocni,l])KeHH5I nepeXpeCHOl TOJIepaliTHOCTI npOBO.llHJIH IiU 6iJH1X 

MHWaX npJil 3aCTOCYBaHHi aHaJIi3aTOpiB KOpa30ny, TioceMiKap6a3H.llY, a TaKO)l{ 

MaKCI1MaJIbHOrO eJIeKTpOIIlOKY, KpHTep i eM OUlHKH nOSlBM n epeXpeCl-lO,1 

TOJlepaHTHOCTi Ha npenapaT BBa)J(aJIH Bi.n.cYTHicTb 3aXI1CTy TBap111-111 Bi.n. Hana.llY 

. . .. 
KJlOHtt-lHHX, TOHll.fHHX cy.n.OM Ta n eTaJlbHOCTI. )J;JlSJ KlJIhKICHOI OU l liKI1 

iHTeHCHBHOCTi cy.n:OMHoro Harra.n.y Ta OUiHKI1 n p oTl1eninenTl1l.fHO'1 .lli'l JIiKapCbKHX 

rrpenapaT1B .lll1CepTaHT 3aCTOCOSYBaB 11Il1POKO BJilKOPM TOBYBaJ-lY B 

eKcrrepl1MeHTa.JThHij;f cpapMaKonorii' 5-6aJlbH)' WKaJlY, Y351BWH 3a OCHOBY PSJ.ll 

KpI1Tepi'iB, B TOMY l.J:HCJli TPHBanicTb naTeH Horo neplO11Y P03BJ.1TKY nepWHX 

CY.llOMHI1X npmmiB ( nOCMHKYBaHHSI, CTPM6lGf), KiJlbKiCTb TBapHJ-I, Y SlKI1 

p03BHBaBCSI p03ropHyTHH KJlOHiKO-TOHi 4HHH Hana.ll, JleTaJl bH IC b, 

, , 

IlpoTHcY.llOMHl1M BllJII1BOM BBa)l(aJIl1 33XJ1CT TBapl1H BI,U p03BHTKY KJlOHllfHJ.1X, 

TOHIYHI1X CY,UOM, neTaJIhHOCTl. <PapMaKOKiHeTH YH i MeXaH13MJ.1 P03BJ.1TKY 

. . . . 
TOJlepaHTHOCTl .n.Ocm)J.)I(YBaJII1C5I 3a nOKa3HHKaMH 3MIHI1 pIBHs:! .llOCJII)l)KYSU HJ.1X 

aHTHKOHBYJIhCaHTiB Y KpoBi Ta M03K)' TO epaHTHI1X TBapl1H i cPYHKuioHysaHHSI 

CHCTeMI1 LU1ToxpOMa P-450, KOHueHTpal(ilO aKTHsHo'i cy6cTaHl(ii' npen paTlB 

BH3Ha43JU1 MeTO.llOM BJilCOKoecpeKTI1BHO', pi.lll1HHo'j xpOMaTorpa<i>i'i (BEPX) 3a 

,nonOMorOJ{) xpOMaTorpa<t>il.JHo'i CHCTeMI1 Agil nl Techn logie 1200 l IMS 

system (ClIJA) 3 YJlbTPacpioJIeTOBl1M i Mac-cneKTPOMeTpI1YHHM neTeKTOpOM, 

,lJ,eTeKT)'BaHHSI 3.n.iHCHIOBaJIH O.llHOKBa,UPyrrOJIhHI1M Mac-crreKTpOMeTpOM 

eneKTpocnpei1-ioHi3auieIO, ,lJ,nH 3 ' HCYBaHHSJ YLJacTi CHCTeMH i30q)epMeHTis P-4S0 y 

MexaHl.3Ml p03BHTKY TonepaHTHOCTl !l.O npenapaTIB 

3aCTOCOBYSaJIl1 6ap6iTypaTHI1if (reKCeHaJIOBI1H) COH, ,lJ,JISJ CTUTJ.1CTJ.14HOro ali' l i3Y 

0TPHMaHHX pe3yn bTaTJS, MaTeMaTI1YHOrO p03paxYHl<y e¢eKTI1BHO"' ,U03J.1 

,UoCJT1.ll)J()'saHHX cnonYK, ouiHKI1 i'x TOKCWCfHOCTi .lll1CepTaHT 3acTocosysaB 

CYLlaCHHH naKeT KOMn'IOTepHI1X nporpaM" Y p03,nini 3 BJlaCHI1X )loCni)J,)KeHb 

rrOK3.3aHO, mo TPHBaJIe BBe,neHHJI a HTHKoHsYJlbCaHTIS (cpeHo6ap6iTaJlY, 

Kap6aM3.3eniH)', BaJIbIIpoaTY HaTpiIO, To rr ipaMaTY i naMOTpHn)l(}1HY) npw3so,UYlT b 

no p03BHTK)' TOJIepaHTHocTi ,no 'ix rrpoTHcy.a.OMHO'i )l i"i, TaKO)I{ Bl15IBneHO, LllO Ha 

MO.llemlX xeMoKoHsynbcaHTHHx cy,nOMHHX C aJ-IlS TonepallTH1CTb o .0.11 
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¢>eH06ap6inUTy HacTynae B 2-3 pa3H WBYl)J,we BJ.n.HOCHO BaJ1bnpoary HaTp15l, 

Kap6aMa3eniHY i TonipaMaTY. I1pl1 )),ocni.n.)KeHHi xeMoKoHBYJlbCaHTJ-IYlX MO.n. neH 

cy.n.OM P03BHTOK TOJIepaHTHocTi )),0 )J.iY aHTMl<OHBynbcaHTiB peecTPY TbC5I B 2-3 

pa3M WBM)),we, Hi)K npM eneKTpoiH)J.YKoBaHiti MO)J,eJli Cy.n.OMHMX cTaHiB . Y p 3,llini 

4 rro)),aHo"i Ha peueH3iIO p060nl Ha Mo)),eJUIX xeMoKoHBynbcaHTHHx Cy.n.OMHHX 

cTaHiB (KOpa30n TioceMiKap6a311)J,) BCTaHOBneHa Ha5lBHicTb np5l Moi" i nepexpecHo'i 

TOJlepaHTHOCTl )),0 rrpoTHcY))'OMI-IOl )),11 cpeH06ap6iTaJIy, Kap6aMa3eniHY 

BallhnpoaTY Ha-rpilO i TonipaMaTY. A Ha eJleKTpoiH.n.YKoBaHiti Moneni CY)J,OMHHX 

Harra))'iB (MaKCHMaJ1hHHH eJIeKTpOlllOK) He BM5IBneHO nepexpecHo"i TonepaHTHOCTi 

Mi)K cpeH06ap6iTanOM, JlaMOTpH)J.)KHHOM Kap6aMa3eniHOM. Y P03,ll1 1 5 

npHBe.lleHO pe3YflhTaTH eKCnepI1MeHTaJ1hHHX )J,OCJ1I)J,)KeHh, 51KHMH nOKa3aHO, lilO 

m)J,BHLUeHH5I )),03 ¢>eH06ap6iTany, Kap6aMa3eniHY, BaJ1bnpOa y I-IaTPII 

TonipaMary Ha 50% Bi.llHOCHO ecpeKTI1BHMX npoHlcy.n.OMHI1X )J,03 y HeTonepaHTHl1x 

TBapHH He norrepe.IPKYIOTb P03BHTOK CY)),OMHoro CHH)),POMY Y T JlepaH HHX 

TBapHH. TaKO)K BH5IBJIeHO, mo ni)),BHlileHH5I )],03 aHTHKOHBYJlbCaHTiB, )],0 51KHX 

P03BHHYJIaCb TOJIepaHTHicTf., 3 MeTOlO nO)J,onaHH5I TepaneBTJ1lfHo·t" pe311CTeHTHO Ti 

He Cnpl151THMe ni)),BHlI1.eHHlO ecpeKTHBHOCTi cpapMaKoTepani"i laJll1X KJlIHILIHHX 

cpO pM eninenci'i. Y p03)),lm 6 nOKa3aHO, lilO O)J.HOpa30Be BBe,lleHH5I 

aHTHKOHBYJlhCaHTlB (cpeHo6ap6iTaJ1y Kap6aMa3eniHY, BanbnpoaTY HaTpHO, 

TonipaMaTY J1aMOTpH.ll)KHHY) B rrpoTHcY)J,OMHYIX !l.03ax JHTaKTHI1M TBapH HaM 

rronepe)J,)Kye P03BHTOK ecpeKTiB aHaJ1i3aTOpiB Q)YHKu.ioHYBaHH5I r AMK-, r.ni W1H-, 

cepoToHiHepriqHol CHCTeM M03KY (KOPa30JTY, nlKPOTOKCHHY, 

6iKYKy.niHY, TioceMLKap6a3H.L(y, C1'pHXHiHY Ka"lHoBO'( KYlCn TI1 i pe3epniHY). 

Bl-UIBneHO, mo y TOJIepaHTHI1X TBapHH HiBemOeTbC5I npOTMCY)J,OMHa aKTI1SHiCTb 

aHTHKoHBynhCaHTLB npM Bse)J,eHHI r AMK-epriq~!I1x 
xeMoKoHBynbcaHTIB peuenTopHo-6ioxiMiqHO'i )J,II (KOPa30.n , nIKPOTOKCHH. 

6iKYKYniH TioceMiKap6a3H.n) . AHTHpe3epniHOBa .niH cpeH06ap6iTaJ1Y i BaJIhnpoaTY 

HaTpuo Y TOJIepaHTHHx TBapHH He Bi,ll,TBOPIOE:TbCH, lilO CBi)J,4HTb npo yqaCTb 

cepoToHiHepri1:.JHol CI1CTeMH y ¢>opMysatlHi TepanesTH4Ho"i pe3HCTeHTHOCTi no 

BKa3aHHX rrpOTHCY.llOMHI1X npenapaTiB. B pe3YJIbTaTi IlpOBe.n.eHHX eKcnepHMeJlTiB 



i 

:3 BI1KOpl1CTaHHHM CneU;I1<pi4HMX aHani3aTopis CTPHXHiHY j Kai"HoBoY KHCJTOTI1 He 

6yJlO BMSlBJIeHO Bi)lMiHHOCTeH Y <PYHKIJ,ioHYBaHHi rJliIJ,MH- i rJlYTa aTepri4Ho'i 

CMCTeM npl1 nopiBHSlHHi rpyn HeTOJTepaHTHI1X i TOJTepaHTHI1X TBapl1H npl1 .lli·" 

cperI06ap6iTaJIY i Kap6aMa3erriH)'. Y p03)J.i Jl i 7 Ha OCHOBi npOBe)leHI1X cY'-laCHHX 

cp apMaKOKiHeTI1QH11X )lOCJIi,ll,)KeHb SCTaHOSJleHO, 1110 TOJlepaHTHicTb no .lI iY 

aHTl1KOHsyrrbcaHTis <P0PMYCThCSl Ha TJIi 3MiH Y BMicTi IJ,I1X npenapaTis Y Kposi 

M03KY TBapHH. BMicT )lerraJ<iHy i Kap6aMa3eniHY Y Kposi i M03KY TOJ1epaHTHI1X 

TBapl1 H npaKTI14HO He BI13HaQaCTbCSI. TIP I1 IJ,hOMY 06H)lSa npenapaTH, npW·IOMY ue 

OC06J1HSO BMp(l)f(eHO Y )lenaKiHa, rrpmlSJlIDOTb BJIaCn1BOCTi iH)lYKTOpis PASO. 1110 

.. . ~ 

nOHCHIOC npW:lI1HY 3HI1){(eHH.SI plBIDl rrpenapaTls Y TKaHHHax M03KY I HK HaCJl t.llOK 

npl1nHHeHHH 'ix rrpOTl1cY)lOMHo'i .n:i"i. 

KiJlbKicTb cpeH06ap6iTaJIY i JIaMOTpM,D)KHHY Y Kposi i M03I<y TOJlepaHTHHx TBapl1H 

3pocTac i ue si)l6YBacTbCH., He3Ba)l<af-04M Ha Te, 1110 06H)lSa npenapaTI1 

npmIBJlSlf-OTb BJlaCTMBOcTi iH.nYKTopa P-4S0. OT){(e Y .naHoMY mtna)lKY Mosa H.lle 

npo e<i>eKT KYMYJISIIJ,iY <i>eH06ap6iTaJIY i aMOTpM,l1,)Kl1HY mo He nonepe )KYE: 

P03Sl1TOK TOJIepaHTHOCTi )l0 IX )li'i. TorripaMaT npOSlSJIHC BJIaCnlBOC i iHri6iTopa 

PA SO, 1110 MO)l(e 6YTM rrplftHfHOIO ni.llBl1llleHHSl piBHH. npenapaTY Y M03KY 

TOJlepaHTHHx TBapHH. 3 acTOCOSalll1.H. MeTO.ll CTaTI1CTl14HOrO aHaJIi3Y )laB 3Mory 

npaB.I1J1bHO iHTepnpeTysaTl1 eKcrrepMMeHTaJIbHi )laHi i 3p06HTH 06rpYHTOBaHi 

BI1CHOBKH. 

Ta6JlI1lJ,i Ta pI1CyHKH, HKi € B .llHCepTall,i'i JIOril.LHO )lOnOBHJ{)J{)Tb 'I-i OCHOBHHH 

3MicT. ,lJ;ocTaTJUI KiJlbKiCTh BHKopHCTaHHX niTeparyp HHx .ll:)I(epeJI , rJlH6HHa 'I'X 

aHaJIi3Y Ta BMine BHKopHCTaHIDI rrpll HanHcaHHi )lHcepTall, i'j cBj1l4aTh npo xopowy 

opicHTosaHicTb aSTopa B npo6rreMax, BMpiweHHIO SlKHX npMCBJP·[eHa po60Ta. 

BHCHOBKH )ll1cepTaui'i JJoriQHo BlillJlHSaf-OTb 3 pe3YJIbTaTiB )lOCJli,ll)KeHHSl 

nosHicTlO Bi)lOOBi.naf-OTh nOJlO)l(eHHSlM HKi 6YJIM ccpopMynboBaHi s MeTi Ta 

JaSnaHHi nOCJIi)J,)I(eHHSI. <I>aKTMYHHH MaTepian )J,06pe CHCTeMan130saHO. Po60Ta 

HanHcaHa 1.fITKOf-O HaYKOBO-JIlTepaTypHOfO MOSOf-O, cnHCOK JIITepaTypH 

CKJlanaCTbCSI rOJ]OSHJ1M 4HHOM, 13 cy-yaCHHX HaYKOSHX )J,)KepeJI . 

http:3HI1){(eHH.SI
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3aYBaiKel-lHH: 

I. B p03)J.iJIi «MaTepiaIlH Ta MeTO)J.H ... » Bi.nCYTHi1i ni.npo3.niJI. ~KI1H CXeMaTI14HO 

Ta TeKCTOBO Bi.n06pa)f(ye .n113aHH )J.oCJIi.n)f(eHH~. 

2. B p03,LI,iJIi «MaTepianH Ta MeTO,n;H ... » He n pe,LI,CTaBJIeHI1H p03no.uiJI TBapHH 3a 

rpynaMH . 

3. I e npOBe,LI,eHe eKcrrepHMeHTaJIbHe BH3HayeHHJI E.Il'i(1 a60 TeopeTH411e 

o6rpYHTYBaHHH ecpeKTHBHo"i )J.03H CnOJIYK, W,O .nOCJ1l,LI,)f(YIOTbC5I , ,LI,n~ KQ)KHoro 

CKpHHIHrOBoro TecTy . 

4. 	 BlDI<l-fBaHicTb TBapHH 3 Mo.neJIbHOIO en iJIenciel{) 6iJIbW npaBHJIbHHM 6yJIO 6 

p03paxoBYBaui 3a MeTO,LI,OM Kan.naHa-.MeHcpa p03paxYHKoM Ky YJI5ITHBHOro 

KpHTepllO Bl1)f(l1BaHHH. 

5. 	 He 3a3Ha4eHO, HKY 4aCTHHY rOJIOBHOrO M03KY ( KOPY, M030t.IOK C B6yp) 

BI1KOPHCTOBYBaJIl1 npH npOBe,LI,eHHi )J.OCJIi,LI,)KeHb 3 cpapMaKOKiHeTI1KH I HK II 

BI1,LI,lJIHJII1. 

6. 	 B p060Ti BHKOPl1CTOBYBaIlHCb HeCeJIeKTl1BHl aroHicTl-l/aHTaroHicTH 

rJIYTaMaTHHX, rAMK i f JIin,iHOBHX p eu.enTopiB, HKi He .nawTb MQ)KJIHBOCTI 

. . 	 . 
.nOCTaTHbO .uOCTOBlPHO OUIHHTI1 OTPMMaHi pe3YJIbTaTl1 . 

7. 	Y p03,LI,iJIi 7 rrepe,[l npOBe,LI,eHIDIM cpapMaKoKiHeTWIHI1X .l1.0CJIi.n)KeHb .nOUiJIbHHM 

6yJIO 6 npoBe.neHHH KOMn'JOTepHo r o aHani3Y MOJIeKYillIpHoi' CTpyKTypH Ta 

nporHo3YBaHH5£ 3,LI,aTHOCTi aHTHKoHBYJIbCaHTiB AOJIanl r 1) ( AR-aHani3 

3,LI,aTHOCTi npenapaTiB npOHl1KaTH Kpi3b rEB Ha n i.ncTaB i nJIo w.i oBepxHI 

npoHHKHeHHJI (logP ) Ta QSAR-aHani3 HeHpoAocTynHocTi (logBB). 

U;i 3ayBa)f(eHH~ i n06a)f(aHHH He c n p HHu.Hn OBI1 H He BnJ1l1BaIOTb Ha 

3araJIbHY BHCOKY OUiHKY peueH30BaHO'( p060TH Ta 3aranbHY n03HTI1BHY OUIHKy 

.nl1cepTaui·i, a TaKO)f( He 3MeHInYlOTb Ti BHCOKY HaYKOBY i npaKTHt.IHY 3Ha4HMicTb. 

Y 	paMKax ,LI,HCKyci'i XOTiJIoc5I 6 OTpl1MaTH Bi.nnoBi i Ha TaKi nHTaHH5I: 

t. 	 BiAOMO, w,o aKTJilBHi CPOpMH KHCHIO Ta a30TY BiAirpalOTb neBHY POJIb y 

cpopMYBaHHi nepBHHHol pe3HCTeHTHOCTi no aHTHKOHBYJIbCaHTiB, npHBO)J.5Jt.IH .no 

http:npHBO)J.5Jt.IH
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OKI1CJUOBaJIhHO"i MO)1,H<piKau,ii' peuen Opl B Ta 10HHI1X KaHanlB, 51Ki , I-Ia Baw 

norJUI.ll. naHKI1 - MiweHi .ll.JUI aHTI10KCM.ll.aHTHOl KOpeKlI,i'i A<t>K-3ane)l(HI1X 

MexaHi3MiB <popMYBaHHjJ n iKapcbKo'i pe311cTeHTHOCTi MO:>KHa HaMiTI1TI1? 5lKi 

rpymf aHTI10KCH.ll.aHTiB, BpaxOBYK)lH1 'ix MoneKYJUlpHO-6ioxi MiLfHi MexaHi3MI1 

.ll.i'i, He06xi.ll.HO BKmOLJani B KOMnneKcHY Tepan iFO (papMaKope3I1CTeHTHOCTi 

(POPM eninenci'i? 

2, Da3YlOLJI1Ch Ha OTpl1MaHliX BaMJ1 eKcnepMMeHTaJIbHI1X ,uaHI1X, HK BH BBa:>KaE:Te, 

HK010 e POJII, aMiHOCneUl1cpiLJHoi' CHCTeMH M03KY Ta 'il KOMno HeHTiB B 

MexaHi3Max <poPMYBamur BTOPHHHOi' ni KapcbKo'i pe3l1cTeHTHocTi? 

3, 51K BH BBa:>KaeTe, sKi MexaHi3MM 6y.ll. Tb 3anYLfeHI )1,0 (pOpMYBaHH5I 

<papMaKOpe3H.CTeHTHMx <pOPM errinencii' npH MO.llYJ]$Iui'i eTaHOJ]OM 6ap'€pHHX 

<PYHKlI,iii fEE, a TaKO)f( npM xpoHiQHI1X xBop06ax neQiHKI1? 51Ki MO)f(Ha 

Ha~niTl1 lllJUIXH. KOpeKui'i IJ,MX fIaToJ]oriLJHHX npoueciB? 

BHCHOBI~II 

,lJ,HcepTall,jjJ MOBLJaH OneHR JJ:MI1TpiBHI1 3a TeMOIO: "3aKoHoMipHOCTi cpopMYBaHHH 

MexaHl3M1B TOnepaHTHOCn )l0 )1,ij' aHTI1KOHBYJlbcaHTiB" e caMocTiHHHM, 

3aKiHLJeHHM HaYKOBI1M .ll.oCni)l:>KeH1UlM B 51KOMY ccP0pMynhoBaHo i o6rpYHToBaHo 

HaYKoBl rrOnO)f(eHIDI, CYKyrrHlcTb H_KItIX MQ)I'Ha KBani¢iKYBaTI1 51K HOBe 

P03B'H3aHHJl Ba:>KnHBOrO HaYKoBoro 3aB,uaHHH, 3a aKTyanbHlcTIO, 06' MOM 

BI1KOPI1CTaHfUIM MeTO.ll.iB ,uocni,ll)KeHb, HOBH3H01O OTpHMaHI1X ,uaHHX ,uHcepTau.iSl 

Bi.ll.nOBi)l.a€ BI1MOraM n . 11 ITOPH.ll.KY rrpl1cY.ll.:>KeHHH HaYKoBHx cTyneHIB, 

3aTBep.ll.)KeHOrO fIOCTaHOBOlO Ka6iHeTY MiHlcTp i B YKpa'i HH Bi.ll. 24 flHnHH 20 13 p . 

N~ 567, a )1,I1CepTaHTKa 3acJl)'T'oBY npJilcY)l)J(eHHH 'ii1 HaYKOBoro cTyneHH 

KaH.ll.fI.ll.aTa 6ionoriQIDIX HayK 3a cneujan bHicTlO 14,03 .05 - cpapMaKoJ]ori5l. 
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