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Ile,rs uccreaonaHlrs: IByqI4Tb Bo3MoxHocrb lIcnorb3oBagr4t vera6oruqecrofo oruorneHr4J{

4B-ru4porcaxorecrepo/xonecrepoJr B [na3Me KpoBr.t Kpbro AJUI oqeHKr.r aKruBHocrr{

ra:oQepueuron rogceveftcraa CYP3A na $oue nne4euur MoAeJrbHbrx [penaparoB-

r4HAlroopoB u paspa6orrca Ha ocHoBe roryqennbx AaHHbD( in vivo MoAenu

AoK:rr4Hr.rqecKoro r43yr{eHr{rr oco6eHHocreft Mera6omas\da rerapcrBeHnLrx cpeAcrB.

3a4avu ucc,reaoBaHHq:

1. flponecru :rareparypur,rft floprcK 14 aHa,rras cra'refi. nocB.suleHHbrx MeroAaM ofipeAeneur.it

3HIoreHHr,D( MapKepoB aKrr.rBHocrr4 I't:otpeptraeirron no4ceNreftcrsa CYP3A v
trporHocrr.rqecKofi guaquuocrz pe3ynbraroB [poBoAr,rMoro c r]x floMotr{bro

Senoranuponauur,qagHbrx cucrelr 6norpaucrf opuraulla rceno6aornror.

2. Onrr.ruusrzpoBarL Merorr4Ky xpoMaro-Macc-crreKTpoMerpr4qecKoro KoJrriqecrBetHoro

OnpeAeneHvt xoneoTepoJra u ero ir,rera6olr.rra 4F-rrApOr<Cr.rxo:recTepona-

3. Onpegerurr Souonr,rfr ypoBeHL 3HAoreHHoro cr.rHre3a xoJrecrepona z ero uera6olrara y

XLIBOTHbD( B I.ICCneIyeMbrx fpyflflax Kpblc.



4. Orleuurr )?oBeHb prsMeHeHr4t aKTr,rBHocrr4 Mera6oruqecxoro oruorrrenrar 49-

ruApoKcfixonecrepol/xo:recrepoJr B rrJra3Me Kpbrc Ha $one na BBo.qe BBeAeHr4rr

neKapcrBeHHbrx [pe[aparoB-r4HA].KTopoB - rrpelur.r3oJroHa u rap6arua:enuna,

.(u:aftu [ccreaoBauus. Hacrosu]ee ]rccJreAoBaHr4e 6y4er exlrrouarl rBa KJrrorreBrrx 3Tara:

aaaruruqecruil r4 sKcnepr{MeHTalr,ntdl. Aua,rura.{ecKr-rfi gran uccneAoBaHvr cocrorir B

paspa6orre u Banv4a\ur4 MeroAa Ko-[r4qecrBeHHoro xpoMaro-Macc-cneKTpoMerpr4qecroro

xoJrecrepona u ero lrera6ollrra 4B-ru4poxcuxone,crepora B rrJra3Me rponu rplrc. .{lx
npoBeAeHaq Banrr4arlvtt paspa6orauuoil MeroAr.iKtr MexIyHapoAHbrlr rpe6oeanuxu 6yAyr

yrrlzTbrBarr,ct raru4e rrapaMerpbr Kax: cneuuQz.nrocrl, ToqHocrb, rryBcrBr4TeJlbHocrr,

HaAexuocrl, Ar4arra3ou ruuefrHocrr4 orKJIrrKa, ntrraBunbHocrb, cta6unrnoc.rl,. B xo4e

3KcIIepr4MeHTaJIbHoro STaIra ficcneAoBaHr4s, B(rro.{fiHHble B 14 ccJleAoBaHr.rr rpr,Icu 6yAyr

pa3Aeneubr Ha rpr4 rpyn[br KoHTponbH].ro (n:121) u ABe 3xcnepr,rMeuTanbH,ur rpynnbr

(n=24). 3a6op o6parqon 6uouarepaara 6y4er npoasnogr.rrbcs y Bcex xriBornbrx Ao Haqara

uccneAoBaHrrr AJrr orrpeAeneuras 6a3anr,Horo ypoBH,r xonecrepona Ia ero rr.rera6onara. Ha

nporsxeHrir4 10 anefi xr4BorHbrM B 3xcrrepr4MeHTanbHbrx fpynnax 6y4er BBoAr.rrbc.,r

JleKapcrBeHubre BeulecrBa-r.ru4yKTopbr B cKoppeKrraponauHoft reparreBrr4qecKoft 4ose. 3a6op

o6pa:qon KpoBr.I AJUI o peAeneHr4r ypoBHr xon,ocTepoJra r4 ero vera6olrzra 6ywr
npov3BoAr.rrbcr fiyreM nynKqrzr4 xsocrosofi BeHLr Kpbrcbr Bo BpeMeHHLre r4HTepBarJr]r B

coorBercrBrrrr co l"rnepNgeuHuv rrporoKonoM r.icc:reAoBauas. flo 3aBepueHun

HccJreAoBaHrzr uera6oluqecxoe orHoureHr.ie 4p-ruqpor<cuxo:recrepol/xo:recrepo:r 6y4er

orrpeAeneHo noBTopuo y xaBorHrrx Bo Bcex rpyrrIra]:. Ha ouroeaHaa arrarvsa [oJryr{eHHbrx

aa6oparopuru MapKepoB c.qenaH BbrBoA orHocr4Te:rr,Ho Bo3Moxgocru uc[or63oBaHr4s

r'.teta6o:rraqecxoro orHorrreHr4r 4B-ruApoxcuxolecrepodxolecrepon .4JUr orleHKr,r cTerreHrz

nuAyKrlr.rr4 nroSepuenron no4celreffcraa CYP3A.

flpegnolaraetrbre nyrlt perleHr.rs :agav. flo4roloBKa uporoKonoB aHanurr.IqecKofo ll
3KcrrepHMeHTaJrbHoro 3Tana uccJreAoBaHI,It, KoJruqeorBeHHbrfi aHaJru3 xonecrepoJla I.i efo

ruera6orura B noryqaeMbrx 6uo:roruqecxux o6pa3q€rx, a raKxe o6pa6orra 4anulx 6y4er:

rrpoBeAeubr sa 6ase xaSe4pe rfyngalrenralruofi vegzquuu u 6uotoruu BoufMV. K
ocHoBHoMy o6opy4oeauue, :a4eficrnooat+rolry B xo,qe aHajruruqecroro gTana

I4ccreAoBaHus, 6yAer oruocnrrcr xr.rAKocrHtur xpouarorpa@u.recKarr cr-icreMa Br,rcoKoro

EaBrenrns, Agilent 1260 c repMocrarr.rpyeMr,rM aBroceM[nepoM u ru6puauat macc-



cleKTpoMerprrqecKair cr.{creMa Sciex QTRAP 5500 na 6ase rau4euuoro Macc-aEanfi3aropa

runa r]poftuofi KBarpy[on6. 3rcnepr.ruenra,rrruft sran r4ccJreaoBaHr,rs 6y4er npone4eu ua

6aze p,unaput tadoparoprifi ncuxorf apuaronomrl HIII4nc BomfMV. o6pa6oma 4anxrx ra

crarlrcru.recxufi auams 6y4er npowBe,{eH c rircloJrL3oBalHraeM fiporpaMMhr Graphpad prism
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