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Toproeoe uaroanrre upelapara: TpoM6olrer

.{efi creyrorqee BeqecrBo (MHH): Krlorllraorperlb
Jlercapcrrennas OopMa: Ta6rerK,I, noKpbrrrle nJleHorruofi o6ororrroft .

Cocras:
1 ra6nerra coAepkur:
aKmuaHoe set4ectn6o: ruIoIII4AorpeJIt 6ucynl$ara (uonuqorpena r[.upocyJrb$ar) 97,875 ttlr s
lepecrrere Ha Kroul4Aolpenb 75 Mr;
ecno^4o?amenbHde se?4ecmsa: JraRTo36r MoHofr.rApaT, rIeJUrroJIo3a MLIKpoKpIrcTaJIJII4qeCKat (101),

KpaxMaJr Ky(ypy3Hbrfi, MacJro KacropoBoe rI4AporeHu3I,IpoBaHHoe, Maxporon 6000, Ivrarnug

cTeapaT;
cocras o6oroqKlr: fr.rApoKcnnpo[rzJiMerLJIIIeiIJIIoJIo3a (5), TI,ITaHa MoKcIr.q (E 171), MaKporoJI

6000, xan4lpun (cepe6prnuft 6recx), xere:a oxcr4 rcpactrit (E 172).
Onucanue: ra6remlr rpyr:rofi Qopurt c ABotKoBbIrIyruIofi nonepxuocrrrc, rroKpblrble
nJreHoqHofi o6oro.{Koft TeMHoro po3oBofo rlBera c [epJraMyrpoBBM orreHKoM.
(DapuaxorepaueBTurrecras rpynfia: Anrurpou6oruvecKrre cpeacrBa.
Kor ATX: 801AC04.

!Dapruaro,roru.recrrle cgoft crsa
(Dapmaxoxunemuxa

BcacrrsaH[e. floc:re nepopa:rlHoro flpr{eMa pa3oBofi I,I Muoropa3oBrrx KparHbrx Ao3 75 Mf B

cyrxr.r ruronr,rAorperu 6rrcrpo BcacbrBaerct. Cpe,qurle IIITKoB6Ie KoHueHTpaIruH B rrJIa3Me

r{er.r3MeHeHHoro Knonu.qorpeirr (otcotro 2,2-2,5 H Mr fiocne oaHoKparnofi ao3bl 75 Mr

flepopaJ]bHo) ,uocrr4rajrr.rc6 npu6:rusure$no qepe3 45 Ml4il]"r nocne fipueMa Ao3bI. A6cop6qut
cocraBr-f,er He Merree 50 0/o uo aannrnr excxpequK rr.rera6oJrr4ToB KJIo[I,IAorpe4r c Iraovofi.
Pacnoe.uerenue. Kronlr4orperl u ocHoBHoft (ueaxruanuft) Ivrera6olul, qnprylupl+orquft e

rponu, in vitro o6par Mo cBr3lrBaercr c 6enrauu [Jra3MbI qeJIoBeKa (98 % u 94 %
coorBercrBeHHo). 3ra car:r ocraercr HeHadbrulenr{ofi in fitro B fipe4enax rufipoKoro AI{arIa3oHa
KoHrleHrparlr4fi.
Mera6orugu. Kronu4orpenr grcreucnBuo nera6orlrsupyercr B neqeHlr, In vitro u in vivo
cyqecrByer ABa ocHoBHbrx fiyru ero uera6orugrr,ra: oAI4H ocyqecrBJrf,ercr c ]nracrueM gcrepa3 u
[pr.rBoArrr K fr.rAponr,r3y c o6pa:onanueu HeaKTuBHoro npol43Bo4Horo xap6onoroft xr{cJlorbl
(roropoe cocraBJurer 85 % or scex N4era6oruroB, rltr pKyJrr{p}rourr,rx g nra3rae), a B ApyroM
aa4eficrnonaurr $eprrreuru crrcreMbr qu'roxpolra P450. Cnavara xnonu4orpeJrb rrpeBparlaerct B

npoMexyrorrHbrft Nrera6onrlr 2-orcco-x.nonu4orpenr. B pesymrare Aarbseftuero uera6oausua
2-oxco-sonuaorpe:rr o6pa:yercr rr4oJroBoe npor,r3BoAHoe - aKTnBHrrft uera6o:rlrr. ln vitro sror
Nrera6ofii.recxufi nyrr onocpe4onau tbepr,aenrar'ru CYP3A4, CYP2C|9, CYPlA2 n CYP2B6.
Arr$eHnft nera6onur xron[,uorpeJrr (ruoronoe npongsoAuoe), xoropuft 6rrr nrIgerer in vitro,
6ucrpo u ueo6parnMo cBr3brBaerc.s c peqeflTopaMu na rpolr6oquttx, TeM caMbIM [peaorBpalrlaJl
arperauuro rpoM6oqfiros.
Brrrerense. gepe: 120 qacoB flocJre nprreMa BHyrpb MeqguHoro laC-r.nouu4orpert y rleroBeKa

orolo 50 %o lrerru BbrBoAr,urocL c Moqofi u or<o:ro 46 %;o - c rarou. flocne flepopanbHoro npueMa
pa:onofi 4osu 75 ur nepno4 norrynbrBe.qeulrr KJronrl,qorpenr cocraBJrrer oKoJro 6 qacos. flepuog
rroJryBbrBe.4eHr,rr ocHoBHofo (uearurnuoro) uera6orlrra, rlupxynnpylouero B KpoBI4, cocraBJlter
8 qacos uocre oAHoKparuoro r.r MHoroKparHoro fipneMa rrpeflapara.
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@aDrraaxorenernxa. CYP2C19 lpr.rHr4MaeT y{acTue o o6paSOnanr-rfi KaK aKTI'IBI{OIO Ueta6olura,

TaK r.r npoMexyToqHofo MeTa6oJr[Ta 2-orco-x,ronlraorpenr. (DapruaroKuHeTHKa aKTItBHOfO

Mera6ortra Krlonl{Aorpent u al{rlrrpoM6oql'IrapHble e(boeKrbl, no aa$!{ 
^ -ulMepeHlrfl

arperaqu[ TpoM6oquro; ex vivo, orrfl'larorcr B 3aBI.IcI,IMocrIt or relrorl'Ina CYP2C19. A-nlem

CiP2C 1 9 * l- cooTBercTByer rIoJIHocrbIo Qymquonupy'rouleMy Mera6onu3My' 'TofAa KaK aJIJreiII4

Cyp2clg*2 H Cyp2cig*3 coorBercrB)'ror ue$yuxuuounpyroulevy uera6ollnrry' A:r:relra

cYPzclg*z u cYP2Clg*3 oTBeTcrBeHHbr 3a 60ILuuHCTBO amrelefi, Korop6le ocfia6Jltrcr

ifyuxuuro, y uaqlreHroB enponeou4uofi (85 %) u rr,toqrolouAnofi (99 %) pac co cHI4xeHHbIM

ulra6o:rugrraou. ,{pyrue a,,ueru, accoquupoBaHHble c orcyrcrBylour.M r'IJrI'I ocJra6JIeHrrbIM

MeraooJrH3MOM, BCTpeqarorcs 3HaqrrTeJrbHo pexe. K HI{\4 OTHOC'TC' cYP2Cl9* 4' *5, *6' *7 U
* 8. fIAqUErrr CO OHAXEHIIbM META6OJII'I3MOM I'IMEET ABA HEibYIIKIIITOHAJIT'HbD( 

. 
AIJIEJUI' KAK

orMeqeqo Bbrrle. ' Cofnacno ony6nuroraHublM AaI{HIIM reHorllrlbl CYP2C19, Koropble

coorBercrB)'Ior cHLIxeHHoMy Mera6orl'I3My, BoTpeqaIorct y 2 Yo natTueuron enponeolaxoit

pacw, 4 7o uaquenros HerpoI.rAHOfi pa}tt u l4vo UaUIIeHTOB KHTafiCKOfi HaqIIOHaIJI6HOCTII.

Cyote"ruyro, ,ecrbl, Koropble rIo3BoJItIor onpeaeJll4Tb reHorI'III CYP2C|9 '

Oio6rre rareropr'u nauue'ros. (DapuarorcuneruKa aKTI,IBHoro Mera6oJl,tra Iolo[IraorpeJUl He

I4CCJTeAOBaJIaCb B cneAylolIlltx oco6rx rareropr',rrx aqIleHToB'

floqe.rHar HerocraroqHocrr. Ilocne peryrrpHoro rplteMa 75 ur uronuAorpeJlt B c)"rKI4

naur4eHraMr.t c rrxeJror noqe.a1oft na,qoir-ottoatrro (rcrupeuc Kpear1IH1IHa 5-15 rtair/uran)

uuru6uponanue Mo-r,rHAyquponannoft arperaqpll.I TpOM6OqIITOB 6bIJ'Io MeHee BbIpsD(eHHbIM

(25%) s cpaBHeHHI'I c raKIrM xe e$tferrolnl y 3AopoBbx Ao6poBoJIbIIeB, a BpeMJI KpoBoreqeHus

6rr,ro loeluveno npaKT qecKI'I TaKxe' (aK I'I y 3aopoBbD( Ao6poBorEIIeB, no:ryranurux 75 rur

KJro[I{AorpeJIt B cyrrlt. Knznu'recKall rlepeHocl{Mocrr 6rna xopourer y Bcex [aq[eHToB'

fleqenoqnas HeaocraroqHocrl. floc:re peryn-epnoro [pIIeMa 75 rrar xloul'tAolpeJul B CyrKn Ha

rp*"^*"r ro Aneii naquenra}.lu c rsxeroft ueqeHo.trtofi HeAocTaTorlHocTbro unrra6r.rponanue

A,I(O-ulrayuuponannofi arperaqr.ru TpoNr6OqurOS 6br,'IO raK[M xe, KaK I-1 y 3AOpOBLD( nuq. cpeanee

yAnrrr{eHve BpeMeHI,I KpOBOTeqeH -f, raKxe 6rUIo oAHHaROBbM B O6elX rpynnax'

Faconar nDusa.u,,reNnocrr. Pacnpocrpaneuxocrt -anlelefi CYP2C19, Koropble BLI3bIBaIor

,rp""a*y-*y. u c.na6yro Mera6orurlecKylo aKr[BHocrb CyP2Cl9' orJl[qaercf, B

3a3lror.rMocTr.r oT pacoaoft/efirzvecKofi [pr.rHaAnexHocrn. cyulecrnyroT orpaHI'IqeHHbIe AaIIHbIe o

laqrreHTax rr.ronro:rou4noi pacbr, Koropble IlqpBontlor oIIeHI'IT6 KmrI rqgc(oe 3HaIreHI',Ie

rer{orr4rlupoBanlrg CYP c roqru 3peHlrt KJTIIHI{qecKIrx pe3yJrbraroB'

{Dapuaxoduuanuxa
Me'xaHzgl.{ Aeftcrgag. Klonugorpelr celeKtgnHo yn{eraeT cBt3blBaHue aAenogulrAuibocQara

(AIO) c peqerrTopoM rra [oBepxHocTr.r rportr6oqura r 4anruefiruyo aKTuBaulxo KoMnJIeKCa

dpttbltltu- nol A"ftcrsr"r 4{6 rE mga^l o6paaou yfHeraer afperaqflrc rporrl6oqlrron. ,{la
o6pasoaauu.r ar<'rusHofi unrs6uquu arpefaquu Tporrr6oqnros neo6xoAlrua 6uorpauc(fopuaqux

*onr4o.p"n". K.nonu.qorpell raKxe yrHeraer alpemqulo tpou6oquror, rrHAyII[poBar{HyIo

apyrrrMr.r aroHr4cTaMn, tryTeM dloruponanru IIoBbIIIIeHI,I{ aKTITBHOCTI'I rpOIrl6o{uron

o"uo6o*aent"- AnO. K,ronlz4orpenr ueo6parr'rrrlo uogu(fr'rqupyer A'{(D-peuenropbl

rpou6oquroe. Tarr.rru o6pa:orr'r, rpov6oqr'rrrr' Koropble BcrynI'IJtI{ so ssayN{oaeftcrnue c

KJro[uaorpeneM, [3MeHtroTct Ao KoHIIa r,rx xI'I3EeHHoro qsKJIa' Hopualruar $ymqur
rpou6ouiior noccraHaBJrrrBaercr co c1opocrbro, Koropat coorBercrByer cKopocpr o6nosaeHllt

molr6ouuT og.
(DapMaroaunaMu.{ecrue e66errrJ. C nepnoro AIUI ApI{MeHeHI4t B IOBTOpIIbIX C]'TOqHEIX IO3aX

75 rr.rr upenapara BburBJrreTcr cyuIecTBeHHOe 3aMeAneHue M@-LrH,qyuupoaannofi arperaquu

'po*6oUiron. 
3ro Aeficrgue flporpeccnB'o ycr4JrrrBaeTct u cra6utuzupyetcr ruexgy 3 u 7

anrrnru. Ipr.r cra6ltllnolr cocrotHlrlr cpe4nufi ypoBeHb yrHereHllt arperaquu noA AeficrBueM

cyrounoft 4osrr 75 rrlr cocranJtf, e'r or 40%:o rc 600/o. Arperaqus rporrl6oqr'rron I'I AJ]ureJrbHocrb

KpoBoreqeullt Bo3Bpalqiuorct K HarI,uIbHoMy ypoBHIo B cpeAHeM vepea 5 gneft noc:re

rlpeKparleHut JlerreHl.lt.



Iloxalanus K nprrMeHeHnro
fIDo6fi:raru,txa npoqgrenl4ft areporDol{6oga v sspocrrx

o y 6olrutx, nepeHecrxux unrfaprr rr.laorapAa (Haqano reqellfit - qepe3 HecKoJIbKo aHeII,

Eo r{e no3xe reo,r rJpes 3 5 .qneft rrocJre Bo3HrrKuoreHur), nleltra.recrl4fi lrscyJrbr (naualo

JreqeHrrr - qepe3 7 Anefi, nO He 11O3Xe qeM qepe3 6 MeCsUeS 11OcJIe BO3HIIKI{OB9HIq)' Hn14 y

Koropbrx .qlrafHocTrrpoBaHo 3a6oJreBaHr,re uepu(fepuvecrux aprepufi (nopaxeuue aprepl,Ifi u

areporpoM6o3 cocyAoB HITXHI'IX KoHeqHocreft );
o y 6o:rrrrlx c ocrpblM KopoHapHbIM cI'rI{ApoMoM:

- c ocrpbrM KopoHapHbM cI,IHApoMoM 6es noAsel\'Ia cefMeHTa sT (uecra6umuar

crenoKapAr,rs ralu un<faprr nuorcpAa 6e3 ry6ua Q), B ToM rIIrcJIe y naurleHToB, KoropblM

6ru ycranoaleu creuT B xoAe rrpoBeAeHrrr vpesroxnofi roponapnofi arIruoIIJIacrI'IKI4, B

roNr6r.rHartrlia c aIlerlrJlcaJlltuunorofi rurcnoroft ;

- c ocrpblMr uu<fapxrolt MI'IoKapAa c noAGeMoM cerMeHTa ST s ro I6uHa\ u c

aqerurca iqr rosofi rltclorot (y 6olrHrx, _ noJlyqaloqux crauAaprHoe

MeauKaMeHTO3HOe JIerIeHAe I'I KOTOpLM nOKa3aHa TpOMoOnI'ITIrqeCKat Tepallut,.

nDelcepruft. Knouaaorpe:r s xoN.I6lHaIIuu c ACK uoKa3au B3poclIbIM naqlteuTaM c

$pr6pun:rruueft flpeacepAqfi, Koropble LIMeIor 10 uenrruefi Mepe 9AI'IH $arrop pucr<a

BO3Hr.rKHOBeHr.rr COoyAIICTrIX CO6r,IUfi, y KoTOp6IX CyIqeCTB)'IoT IIpOTI,IBOIOKa3aHIII K JIeqeHnIO

aHTaroHrrCTaMLI BIITaMI4Ha K (ABK) I{ KOTopbIe Urrletot Uugxr'rfi pIICK BO3HIIKHOBoHUI

rponoreueHufi, Anr [poOLIIaKTut<u a:reporpoIrl6oTl{qecKl,Ix r.r rpou6oeu6oarlrlecKl,Ix cO6bITIrft, B

TOM r{IICJI9 I'IHCYJII'Ta.

Cnoco6 npuueHeHuff It Ao3bI
Bspocnwe u 1onauwe no)rcutto?o snpacma, Tportt6onvr Ha3HarIarB no 75 ur 1 pa: n cyrru,
He3aBricr.tMo oT [pLIeMa IIfi[u.I.
V flonuuarx c ocmpbLv KopoHapHbLn cuudpouou 6es nodteua cezi4eHma SZ (necra6u:rlna.r

creno(apAur u:nr un$aprr urroKapaa 6es 3y6qa Q:ra 3Kf) revenlte KJrouI4AorpeJIeM HaqHIrarI'

c o4uopa:onoft narpysounoft AosH 300 Mf, a rloroM fipoAoJlxarb B.uo3e 75 nr I pa: r cyrxu (c
aUerr4ncanliqr1Jroeoft xlrc;1oroii (ACK) e Aoee 75-325 vr r cyrru). llocxomry npr'Iueneuue 6olee
BbrcoKrrx ,qos ACK rroBblluaer plrcK KpoBorerrRguii, peKoMeuAyerc{ He rlpeBblluarb. Ao3y

arrergJrcaJluuunosoft rucrorrr 100 rtr, OnrultaJIEI{arI AJILITenbHocrb reqenut $opnanruo ue

yCTaHOBJIeHa. PeSynrrarrr I0'II,IHIIqeCKI,IX fiCcneAOBaHI,Ifi ruIOnI[AOlpeJIt CBAAeTenbCTByIOT B

flo.trr:y nprrMeHeHr.rr flpenapara ao 12 MecsrleB, a Mar(cLIMaJIbHbIi e$iferr Ha6nloAarct qepe3 3

Mectua JleqeEllt.
V 6onuuua c ocmpbt\4 uuQapxmou uuoxapda c nodben4oJrr cezJ'4eHma SZ rutonr'rgorpe:Ib

Ha3Haqar6 rto 75 Mr 1 pae n c1"xu, Haqr4nas c o4uopasoaoft uarpysovnoft Ao3bI 300 Mr B

rcorrl6rEnauuu c ACK, c nprrMerrenrreM rpou6oruruvecKlrx upenaparoB urfi 6e3 n[x. JIeqeHIte

6olrnrx crapue 75 IeT Harl[Harb 6es narpysourofi Aossr ruIonugorpelt. KoM6[HupoBaHHyo

Tepafl]rro cJregyer Haqr.rr{arb KaK Moxno paHlrrre nocre uotBreHlfi oTIMIIToMoB L npoAoJlxar6 rro

KpaiiHeft rr.repe 4 ne4e:ru. flonrsy or npr{Mer{eHr.rr xou6unaqllt KJrorII{AorpeJIt c ACK 6onee 4

HeAeJrb flpu groM 3a6oJIeBaHW He LlgYrurr4.

flaqueHraM c $I,I6pfirrtquefi npegcepg[fi K;Io[IraorpeJrb cneAyer nplrMeHtrb B oAgo(parsofi

cyroqHoft Ao3e 75 rr,I|. CosN{ecrHo c KJrorrr4AorpeJreM creAyer Harlarb E npoAoJrxar6 [pIrMeHeHHe

ACK (a ,qose 75-100 nr a cyrru).
B cryvae fipoflycra Ao3bI:

- ecJrrr c MoMeHTa, rcorAa neo6xo.uuMo 6b111o [pI'IHI.IMarb or{epeAH}'Io ao3y, fipoIIrJIo MeHee 12

qacoB: rrarIHeHT aoJIxeH HeMeAJIeHHo [pIrHsT6 flpoflyuleHH]'Io AO3y, a nocJleayloq]'Io Ao3y yxe
[pr,rHrrMaTL r o6rrYnoe npelr.a;

- egnlr fiporrrJro 6orce 12 qacoB, naIIHeEr ,{oJIxeH IIpI,IHI'lMarb cileA}'Ioqyrc oqepeAH}'Io Ao3y B

o6rr.rHoe BpeMr rr He yABalrBarb Ao3y c qeJIbIo KoMneHcaqufi npolIyllleHHofi Ao3bI.



floqequat uedocmAmo.tuocrza. Tepanenruuecrr,rft OnrrT [pI'IMeHeHut flpenapaTa IlaqueHraM c

noqeqnoft ueAocTaToqHocTlro orpaur,rqeH (cr,a. pa:4en <oco6esnocttt npurraenenux>).

Ileqeuo,tuat uedocmamoquocna. Tepanerru.recrufi ouur npuMeHeHut [penapara rIaU{eHTaM c

3a6oneBaHr,rrMu ne.renn cpeAnefi TtxecTL LI Bo3MOXHOCTIK) BO3HLKHOBeHI4I reMoppaxuqecKofo

auare3a orpaHlr.ren (clr. pa:4en <oco6enuocru npuveneuua>).

lemu u nidpocmxu.' Knorr"4o.pan" He cneAyer flpr.rMeHrrb AertM, nocKoilbry uer gannsrx o6

orf sexrunnocru [penapara B AaHHofi Bo3pacrHoft Kareroplrl{.

rlo6oqnrre reficrnnq
co cmopoHbt HepiHOi CUCmeI4r)r,, roJroBoKpyxeHr're, IoJIoBHaJI 6onl, napecT$I{E'

BH)"Tprrqeperrgbre KpoBorerreHus (n uexoroplx cJlflatx - c JIeraJIbHbIM r'IcxoAoM), I'I3MeHeHI'I9

BKyCOBOTO Boolpdtrlrfl .

Ilanuampuvecxue HclpyweHut: ra"lJIIoqIrHaIIHI'I, cfiyrar{Hocrb co3HaHl'lt'

Co cmopouat op?aHos 3peHut: (poBoTerreHue s o6J1acrr rna:a (rontromruBaJlLHoe, OKyntpHoe,

perr-rHarbHoe).

Co cmopouat opeaHos cnyxa u na6upuuma: Beprlrro'

Co cmopouut cocyducmod cucme bt: reMaToMa, TtxeJroe KpoBoLI3JILItHLle, KpoBoTeqeHI'Ie I{3

olepaqrloHHoft paHbl, BaoKyJII'IT, apTeplraJrbHaJl rl'llloTel$I4t'
Pecnupamopuarc, mopakarbHbre u ueduacmuuaabHde HapweHuz: HOCOBOe (pOBoTerIeHue,

KpoBoreqeHr.rr pecfiI{paTopHofo n}'ru (rpoaoxapKaHbe, JIeroqHble KpoBorelleHI.I'), 6pouxocua:rt,

r4nTepcrlluuaJIbHufi nnennowur, 3o3I'IHoOI'IJIIHat DHeBMoHt'If, .

Co cmoponat ucenydovuo-rcuutegHozo tnpaKma: xenyAoqlro-KllueqHble KpoBoTeqeHI'Is, Altapet'

a6AO1r,ruHa11rnas 6Olr, AsCnenCat, t3Ba xeJIyAKa Il ABeHaAUaTuIIepCrUOft r1Urxr'r, raCTpnT, pBOTa'

TOrrrHoTa, 3aflop, MeTeopu3M, peTponepr.IToHeaJrbHoe KpoBoIT3JIWIHI'Ie' XenyAorIHo-KnuIeqI{EIe U

peTpo[epr.rToHeaJrLH6le 4pOBOTeqeHI,It C JIeTaJIbHbIM I]CXOAOM, IIaH(peaTLIT' KOJII',IT (B rlacrHocTll

s:neuHrrfi u.nu rtrluSoqurapnrrft ), crorltarur'
Co cmopouat eenamo6unuapuofi cucmeuu: ocrpul rleqeHoqHat He.uocraroqHocrb, relrarlrr'

aHoMaJrbrr6le pe3yJrLTaTbI nOKa3aTeJrefi Qynrrluu ueseuu.

CO CmOpouot .|.o)tcu u nodrcoctcuoti KnemqAmku'. nOAKoXI{Oe KpOBoI'I3JII4'HI'Ie' CLIIb' 3yA'

BHyrplrKoxr{ble KpoBoLI3Jrr4tHI'It (nypnypa), 6yrinesuuft aepMarl'IT (rorcuuecruft

snu4eplralr,nrrft He(poJin3, crrHApoM curaerlca-,{xoucona, rray:rqru<poprr.firar sp4rerra),

aHruoHeBporr,rqecrcufi orex, MaKyJrona[yJr$Htur, gpnreMaro3Hu rrlrrr 3Kc(poJIIrarIlBHzrt cBIIIb'

KpalrrBHr.rqa, MeAItKaMeHTo3Hrrft cun4pOrra |I{[epqyBCTBIITeJIbHQCTI'I, MeAI]KtMeHTo3HarI cblflb C

sosrnoifuiruefi s cIIcreMHbMH [posBneHI.IsM[ (DRESS cungpolta), 9K3eMa, 11JIocKI{ft Jllflrafi.

Co CmopoHbt cKenemHo-n4btgeqHofi u coeduHumeflbHoti mKAHU: KOCTHo-MbIuerIHbIe

KpoBou3rl4tHl.rt (reMaprpo3.), aprpl{T, aprpanrvfl' M afiLrt.
co cmopouat kpo6u u ttw"tQamuuecxoi cucme.uat: rpou6oqurouenru, neftro-quronenux,
gO3r4HOOUn14r, uefirpOnenua, BKIIOqaII TtXeJIFo Uefir'pOnenurO; Tp9M6OTI'ITIeCKaJI

rpoM6orlr.rroneHrrrrecKar nypuypa (TTII) (cv. pa3Aerr <oco6ennocrn npmteuexur>),

auJracTr,rqec(ar ageMrls, [aHuHTOUeEr.r.f,, arpaHyJroqr.rTo3, Tcxerar rpoNr6oqr'Irouenu.E,

rpauyJroqr-rroneHvfl, anevrur., flpuo6pereHnarl rerrlo(f ulur A'
Co cmopouat tutttyu+ofi cucmen4dt cbrBopororrHaf, 6oresnr, aqa(buna(TouAHble peaKrll{u'

rrepeKpecTE,u rlrflepqyBcTBuTeJrbHocTb MexAy TI{eHonI{pI.rAI,IHaMI'I (TaKI'IMI'I KaK TI4KJToTIITAI4H'

fipacyrperb) (cM. pa3aer <Oco6esHocru npfiMeHeuntD)'

Co cmopoutt notteK u uoueeatdenumenuuofi cucmenu: reMaTypnt, fJIoMepyJIoHeQpLT,

rroBbrrrreHrre ypoBH.{ KpeaTuHI'IHa B KpOBIr.

o6t4ue paccmpodcmea u uecmude peaKquut KpoBoTerreHur B MecTe r,rHbeKIIIru, JII{XOpaAKa.

Jla6opamopuarc noKa3amefiu: ylJrrrHeHr.te BpeMeHr,r KpoBoTeqeHI,Ir, CHr.IXeHI4e KOJTLFTeCTBa

EeftrpoiburoB u tpou6oqaron.
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Ilporuronoraranur
IIOsrrueHHar iryBCTBr{TeJIbHOCrr r geficrny'rOuleMy BeqeCTBy I'InI'I K raxouy-nu6o lts

KOMTToH9HTOB flpefiapaTa. TrXenas 11eqeHoqgall HeAOcTaTOrIHocTl. OcrpOe KpOBOTerIeHIle

(uanplrrr.rep, rerlTl{qecKtul t3Ba HJIIr BHyrpllqepeflsoe KpoBoI'I3nI'ItHI'Ie)'

Jlercapcrrennrre 83aHMoaefi crBrrfl
Ilepopanunarc aHmuKoct|y.ntHmal. o4uonpeueHr{oe upr,rMeHeHlre IlpeflapaTa, Tporra6ouer c

flepopaJrbHbMr.r anTr.rKoaryJnHTaMn He peKoMeHAyeTct, Tax KaK TaKat KOMo[HaqHt MoxeT

ygunr{Tb r.rHTeHCLIBHocTb KpOBOTeqeHIIt (cu. pa-:4en (OCO6eHHOCTI'I npIrMeHeHIrt)). XOTI

flpr.rMeqeHr,re Krtollu,UofpeJur B Ao3e 75 Mr B cyTIOr He IlsMeuter (hapMaKoKtHerl'IqecKnfi rrpo(blrrb

SlnapoapfiHa rrJrl{ MexaygapoaHoe HopMann3oBauHoe coorHoIIreHI'Ie (MHC) y naqueHToB>

KOTOpbre B Ter{eHiie AnI{TeJrbHoro BpeMeHIt nonyqaloT JIeqeHI',Ie Bap(bapnnoM, oaHoBpeMeHHoe

rrprrMeHeHr{e KJrorrrraofpeJrr 14 Bapoaplrsa yBeluquBaeT pucK KpoBoTeqeELIJI B CB'3H B

cyqecTBoBaHLeM He3aBI4CI'IMOTO BJITI'HIT' Ha feMocTal3.

I4uzu'umoput znuKonpomeuqosbtx peqenmopos IIb/llIA. K;rOnlt4orpelr cJIeAyeT c

ocTopoxr{ocTLro Ha3HarraTb naqueHTaM, KoTopLIe [prrMeHrIIoT I'IHrI{oIaTopbI nrI'IKorIpoTeIrHoBbD(

peue[ropoB IIb/IIIa (cu. pas4en (Oco6eHHocrl [pIrMeHeHI.ItD).

Auemunca.ryut4tuoeat Kucnoma (ACR)- AuerurcaJrrrui{noBall KItcJIora He I,I3MeHter I'IHrI46ItropHoe

AeftcrBr4e Kjro[r{AofpeJrr Ha MO-r.rHAyrIapoBaHH}'ro arperaul o TpoMoOqI,rroB' HO

KJtolr.rAorpeJrb ycr,rJl.IBaer AeficTB[e ACK na alperaqurc TpoM6oqLIToB, ITHAyIIIIp6BaHH]6

KoJrJraxeHoM. Ognarco ognoapeMel{soe [pI4MeHeHI4e 500 ur ACK 2 pffia B cyTKIr Ha npoTtxeHIII'I

oArroro AHr He BLr3brBairo 3l{aqraMofo yBelurreHrar BpeMeHI{ KpoBoTerIeH[t, yAJII{HeHHO|O

BCJreACTBr,re npueMa Kronr4AorpeJlr. flocronrry Bo3MOXHO tfapUarco4unaltu.recroe

B3gMo.qeficrBrre MexAy KJlo[nAorpeneM n allernncaJrl{qplnoBoft Kl,IcJrorofi c noBbII[eHI4eM pI'IcKa

KpoBoreqeHr.tr, oAHoBpeMeHHoe npfiMegeHl{e gTux npeflapaToB Tpe6yer ocTopOxHocTII (cM

pa3aeJr (oco6eHHocrr{ flpr.rMeHegurD). HecMorpr Ha 9To, K;roflr.rAorpeJlb u ACK npunultalu
coBMecTHo Ha npoTtxeHll[ ao I rola.
lenapuu. Ognonperrenuoe [pLIMeEeHI.Ie C KJIOulAOfpeJIeM He Tpe6OBaJIO (OppeKIIIrI{ Ao3bI

re[aprrna LI He r.r3MeHrJro 4eficTBue ferraprrga Ha KoaxyJrrquro, ItHfI{6[p)TOIqee aercTBue

K;rgnr,rAorpeJrt Ha afpefaqnro TpoM6oqr.rToB. Ilocro:ury Bo3MoxHo ,$aprr,raxo4IEuantuqecKoe

BaraMoAeftcTBrze Mex,4y KJrorrnaorpeJreM u re[4pr,rHoM c [oBbIIIreHLIer4 pLrCKa KpoBoTeqeHI'It,

oAHOBpeMeHHOe UpUMeHeHI,Ie STIIX UpenapaToB TpeoyeT ocTopoxHocTl{.

Tpou^onumuuecKue cpedcm^a. Eegonacnocrr oAHoBpeMeHHoro npIrMeHeHIrt KJIo[I'IAorpeJIt,

<f u6punocneqlr1|firrHbx LrJrH rfu6punonecuequrfuunrx tpou6oJIItrI{rIecKlIX areHToB L fenaplrHa

6rua uccreAosaHa y 6orbHbD( c ocrpbrM r.rH$apKToM MI.IoKapAa. 9acrora pa:wtrlrt KlrUHlI{eoKI'I

3Haqr{Mbrx KpOBoTeqeHIrfi 6r111a aHanOruqHa Tofi, KOTOpaJI Ha$ffOAaJIaCb npLI OAHoBpeMeHHOM

[pr{MeHeHr,r[ TpoM6orllruqecK[x npeflaparoB It rcflapl'IHa c ACK.
Hecmepouduarc npomu7osocncutumelbnbte npenapambt @nBfI), Ognoapelr,rennoe [pI'IMeHeIue

KJrO[r{AOrpenr I{ HaIIpOKCeHa yBeJIUqfiBaIO KOIUqeCTBO CKpbITLD( XeIyAOqHO-KI',tUeqHbIX

KpoBorer{euuf, O.unaxo us-sa orcyrcrBrt rrccJreaoBaHl,Ifi rro B3tMMoae[crBnlo [pellapara c

Apyfr.rMr,r HIIBII ua AaHEoe BpeMt He BbuIcHeHo, Bo3pacTaeT nII pllcK xeJly,qoqHo-Kl,IrlleqHbrx

KpoBoreqeHr,rft npu upI,IMeHeI{uI4 co BceMII HfIBfI. flosroNly IIeo6xoALIMa ocTopoxuoOTb npI'I

oAHOBpeMeHHOM rrpr.rMeHeHr.rg HfIBlI, a .rac1nocru l,I6ru6uropoB UOf-2, c rnonr'rAorpeneM (cM.

pa3,4eJr (oc06eHHocrlt nprIMeHeHI{t>).
I,Iuzu1umoput o1pqmHozo 3ax6ama cepomoHuHa @O3C). I4O3C fiMeror sJrIttHHe Ha aKrflBarlruo

TpOM6orIrzTOB r.r )tseJIIlqI,IBaIOT pI,ICK KpOBOTeTIeHLI', IOSTOMy COIIyTCTByIOqee UpIIMeHeHI4e

I,1O3C c KJrolLrAorpeJIeM cneAyer npoBoAHTb c ocropoxHocrblo.
Oduoepeueuuoe npurreHeHue dpyzux npenapamo6. noc1ol6Ky KJIonI4AofpeJrb llpeBparqaeTct B

cBofi axruBHbrfi Mera6oJinr qacrr.rrrHo rroA AeficrBI,IeM CYP2CI9, ro npLIMeHeHI{e fipenaparoB,

CHHXarOrytx aKTTTBHOCTr gTOrO ibepMeHTa, BepOtTHee Bgero, [pI'IBe.qeT K cHI'IxeHI'IIo

KoHrleHTpaquu aKTr4BHoro Mera6oJrr{Ta KJror[,IAorpeJUr B nJIa3Me. Klunuqecroe 3EaqeHI'Ie SToro

83TMMOAgfiCTBLIq He BIUICHeHO. fIOgTOMy B KaqecTBe Mepbl npeAOCTOpOXHOCTI'I CJIe,qyeT I'I36eraTb



oAHoBpeMeHHoro npIiMeHeHI{t cIIJIbH6rx Il F{epeHIrbD( HIrIu6IITopoB CYP2C19 (cIrl' pa:ge:ru

<OCO6ennOCru npvMeHeHLIt> lI (@aprr4arOxunerraxu), K npenaparaM' yTHeTaIOUPIM aKTI{BHocTb

Cyp2cl9, orHo;rrcr oMeupa3oJr, g3oMerrpa3oJr, rf:ryaorcavun, (llyoxceruu, MoKno6eMI.IA,

BOprrKoHrBOJr, $nlXOna:On, TrrKJro[rArrH, qranpoifloxcaquH, TITTMeTLIAI,IH, rap6aUaeenltu,

oKcKap6a3elr4H Ir xlopavtf euuron.
I4uzu,umoput npomouuofi nounat (L II). Ouenpa:on B Ao3e 80 Irlr 1 par B cyrKLI, rp
COBMeoTT{OM IIpHMeHeH It C ruIO[[AOlpeJIeM I,IJIIi B npeAeJlax 12 qaCOS MeX,Uy [pIreM,MI'I STIIX

AByX flpeflapaToB, cHr,rxaJr KoHUeHrpaqtrro aKTuBHoro MeTa6oJrr,rr a B KpoBu Ha 45 Vo (uarpysouuar

,{o3a) n 40 vo (nouepxlBaroulM AO3a). 3TO cHrixeHqe conpoBox,qanocb }'IueHbIIIeHueM

yfr{ereHr.rr arpefaq1av TpoM6oUI,IroB Ha 39 oA (Harpysovnaa A$a) u 21 0/o (uog4epxunatorUar

AOSa). oXr.rAaerct, qTo B al{aJrofgqgoe B3ar.rMoaeftcTB1le c KJrontIAorpeJIeM 6yaeT BcTy[aTb Ii
93OMenpa3OJI.

Cyulecrnyor pa3r{opeqr.rB6re AaHrrbre oTHocnTeIbHo K[I.rHLIqecKux [ocIeAcTBIr[ sTlfx

Qaprr.raroxuueru.recxux (OK) fi ibapMaKoanHaMrrqecKlrx (@,{) nsauvo4efic"rsuir c roqKI'I 3peHIrJl

pa3Burus ocHoBHbD( Kapar4oBacKyJrrpuLrx co6lrrnfi. B raqecrse Mepbl rlpeAocropoxuocrlr He

CneAyeT OAHOBpeMeT{HO c KJIOnItAorpeJIeM IIpIIMeHtTb oMenpa3on LIJIIT 33oMe[pa3on (CM. pa3Ael

(Oco6eHHocrl4 npI.IMeHeHnt)).
Menee oupaxeHHoe cHr{xeHrre KoHrleHTpaqufi uera6onura B KpOBI.I sa6moAanocr npz

nprrMeHeHI.IrI uar{Tollpa3oJra I{nH Jlar{cofipa3oJla.

flpu O,quOnpeiraeHHoM [pIlMeHeHI,IU [aIITo[pa3OiIa B AO3e 80 rrlr 1 pa3 B CyTKI'I [JIa3MeI{HLIe

KoHqeHrpaqu[ aKrr{BHoro uera6olura yMer$ur.urprc6 Ha 20 yo (narpy:ovna.r 4oza) u ua 14 %;o

(uoA,qepxr.raarorqar Ao3a). 3ro firuxenue coupoBox,4aJrocb yrueH6rrreHrrQM cpeAHero IIOKa3aTeJIt

yrr{ereHr,rr arperarlurr rpoM6oqr.rroB Ha 15 yov 11 0/o cootsercrnenno, flo:ryreuuble p$yJlbrarbl
yKa3brBiuoT Ha Bo3MOXHOCTb OAHOBpeMeHHOTO [pLIMeHeHIIt KJIO[I{AOrpent Il naHTollpa3ona.

Her AOrcagarelbgTB TO1O, qTO .qpyrfie JIeKapCTBeHHbIe CpeACTBa, KOTOpbIe )'N{eI{6IxfiIoT

upoAyrlupoBaHne Kr,rcJrorLr B xeJryAKe, raKI,Ie KaK, HanplrMep, H2-6loxaroprt (sa ltcxnro'renueu

rlr.rMeTrrAr4Ha, roroprni rlBrrrreTcs, I4Hn{6LIropoM CYP2C9) LIJIII aI{TaIIItAbI' BJII.IJIIoT Ha

anratpou6oqurapHylo aKTLIBHocr6 KJIonuaorpeJLE-*

Kou'uuaqtn c dpy?u 4u fieKapcmseHHbunu cpedcmeanu. Klunuqecrrr 3HaqI{MoIo

$apuaro4unarr.tl.tqecKoro B3aLIMoAeftcrBItt flpu IpI'IMeHeHI'II{ KJIo[I'IAofpent oaHoBpeMeHHo c

ameHoJtoJtow, uusedunuuou rrJrrr c o6or.1Mr,r flppnapaTaMr,r BbnrBJreHo. He 6buro. Kpor,ap rcro,
<paprrlaroaunarr.ruqecKa:r aKTrrBHocTE KJrolr,rAorpeJrt ocranaJlacb [pa(TLIqecKI,I HeI,I3MeHHofi fipu

oAHoBpeMer{r{oM [pLIMeHeHuIt c Qeuo6ap6umano u gcmpo?eHo 4

OapuaxOxuueruueCxue CBOftcTBa duzokcuHs tutu meoSUtnuua ue u3MeHtJII,Icb npq

oAr{oBpeMeHHoM nplMeHerrqu c KJIonIlAorpeJreM.

Aumaquduate cpedcmsq Ee BnIIJILI Ha ypoBeHb a6cop6III4Ir Knolllraorpent'
Kap6Oxgunrur,re rr.rera6O:rurrr ruroulIAorpeJlt MOryT yfHgTaT6 aKTI,IBHOCTI III'ITOXpOua P450 2C9.

3ro lrOXer [oTeHUlI{lJIbHo [OBbIIIIaTb ]?OBHII B [JIa3Me TaKnX IeKapCTBeHqEIx CpeACTB KaK

Qeuumouu u mon6ymauud u HIIBII, xoropsre rrera6oJn4 3r{pylorct c noMolrlblo ul,IroxpoMa P450

2C9. Hecyorpr ua gro, pe3yJILraTbI IzccleAosaul,Ifi CAPRIE cnnAereJlbcTB)'Ior, qro QeHI'IToI'IH I'I

ror6y'rarttun rr.roxHo 6e3orlacHo npllMeHtrb oaHoBpeMeHHo c Knonu.qofpeneM.

flpu o4uoapeneHHoM npI,IMeHeHLIH KJIouI,IAorpeJIq c Apyn'IMI'I npenaparlryl4' BKJIIoqat

Ar.r)?errrKr{, 6era-6:roraroplr, rnrlt6uroprr aHrlroreH3l'IHnpeBparr\arcqero Qepuenra,
aHTaroHr,rcTbl KanbIIIrt, CpeACTBa, CHI'IXaIoUIIIe ypOBeHL xoJIecTepI{Ha, KopoHapHble

Ba3oAunararopbr, autugua6eruuecKr.re cpeAcrBa (nulovar Irncynnu), rrporl4BognrlJrerrTlrqecKlle

cpeacrBa, q aHTaroHltcrbl GPIIb/IIIa, KJII.IHHqgqKI4 3gaqlrMbrx 11o6o'rgb111 3O(beKroB He

Ha6nrcraJrocb.

Oco6rre yKa3aHut
RpOeOmeaeuue Lt Ze amono?tlvecKue HApWeHut. 1434a pIICKa pa3BI4TIIf, KpOBOTeTIeHAq I'I

reMaroJroruqecKr,rx uo6oqHbrx Aeftcrsufi cJleAyer HeMeAJIeHHo rtpoBecrl,I panBepuyrbltr aHaJII']3

rpOau z/ulu Apyrfle COOTBeTCTByIOqfie TeCTbI, 9CJIII BO BpeMt IpI,IMSHSHI4JI 1lpelapaTa
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Ha6JrroaaroTc{ cnMnToMbr, cBr.raeTenbcTB}.roque o Bo3MoxHocTr,r KpoBoTerreHr{t. KaIt Ir apylue
aHTr.rTpoM6oTr.rqecKte cpeAcTBa, Klolr,rAorpeirb cJreAyeT ocTopoxHo [puMeqrTb flaql{eHrilM c

rroBbrrueHHbrM prrcKoM KpoBoTeqeHras BcreAcTBIre TpaBMLI, Xup)?fllqecKoro BMeIlaTeJIbcTBa I'IJII'I

Apyfl4x naToJroruqecKllx cocTotHl.Ifi, a TaKXe B Cnyqae [pEMeHeHIIt [aqlieHTaMn ACK,

reflapuua, [Hrrr6r.rropoB HrrrKonporer.rHa IIb/lIIa urz HecrepolrAHbD< nporlrBoBoc[aJII'ITeJIbHbx

flpeuaparoB, BKjrroqajr ianm6uropu I_{Of-2. Heo6xoAuuo BHr4MareJrbHo cneAI,ITb 3a

rrporBJler{rrrMrr y 6o:rlurx c[MlToMoB KpoBoTerlexut, B ToM ql-lc:re cKpblToro KpoBoTerIeE[s'

oco6eHHo B flepBbre HeAeJrLr JreqeHr{fl u/vnv nocJre r{HBa3r.rBHbD( [porleAyp Ha cepAIIe 14

XllpyprurrecKHx BMerrraTeJrbCTB. O4nOAperraennOe npqMeHeHLIe KIOnI{AOfpeJIt C [epOptuIBHbMI4

aHTnKOaryJItHTtMI{ I{e peKoMeHAyeTct, nocKoJlbKy 9TO MO)KeT yCI',IJIIITb I{HTeHCIIBHOCTb

KpoBorer{eHr.rfi (cM. pa3.qeJl (B3aIIMo.qeficrBLIe c ApyrIlMH JIeKapcTBeHHbIMI'I cpeAcTBaMII I{ Ap}TI'Ie

BHAbr Bar.rMoAefi irnr,rfi >).
B Cnyrae uJIaHOBofO XrpyprHrIeCKOrO BMeIxaTeJILCTBa, BpeMeHItO He Tpe6FOIqefO npI'IMeHeHI'It

al{Tr.rTpoM6oql,ITapurrx cpe4cra, rerleg1re KJlo11nAotpeneM cJIeAyeT rIpeKpaTIrTb 3a 7 AHefi AO

oflepaquu. flaqr.renru AoJrxHbI coodlqaTb Bpaqy (B ToM rII4cJIe cToMaToJIory) o ToM, qTo oHI'I

rrpsHlrMaror KJronr,{Aofpenb, [epeA Ha3HaqeHIreM IrM Ka(ofi-ru$o oflepauuu I'IJII'I nepeA

npl4Mer{eHr.reM HOBOTo JIeKapCTBeHHOTO CpeACTBa. KnOnI-IAOrpenb }'BeJII,IWBaeT AIII'ITeJIEHOCTb

KpoBoTeqeHr,rr, [oSToMy efo cJIe,[yeT ocTopoxHo npuMeHtTb naqLIeHTaM c [oB6IUeHH6IM pITCKOM

(pOBOTerreHnr (oco6eunO xeJIyAOqHO-KI,IuerIHOrO u BHyTpIITJIa3HOTO). EOmurx cJIeAyeT

rlpeAynpeAllTb, rITo BO BpeMt JIeqeHI,It KJIo[I,IAOrpeneM (OrAelrso I'IJM B KoM6I'lHaIIIrfi c ACK)
KpoBoTeqeHr4e MolKeT ocTaHaBJrrrBaTLct rlo3xe, qeM o66rqHo, LI r{To oHH AoJDI{HbI c0o6ulaTb Bpaqy

o Kai(AoM cJrrrae Heo6Elql{ofo (IIo Mecry LIJII,I fipoaOJIXItreJIbHOCTI4) KpOBOTeqeHIrt.

Tpoa6omuvecxan mpol4fio4umoneHuqecKca nypnypa (TII). Oueun peAKo IIa6JIIoAanI{gb cJlyqall

TpoM6orurrecKoft r'porr,t6oquroneH[rrecKofi []p[ypbr (TTII) nocae [puMeHeHI4t KJIonItAorpeJIt'

r.rHOrAa AaXe [ocJre ero KpaTKOBpeMeHHorO [pI,IMeHeHLIt. TTII fipOtBJUIeTCs TpoM6Oquronenuefi

r.r M1rKpOaErI{OrraTIIqeCKOft teMOnLITI,lqeCKOft aHeMI,Iefi C HeBpOIOfFIecKI{MII IpOIBJIeHI'IIMH,

11oqeqaofi Alrc$ynulrrefi r.rJrr.r JruxopaAKoft. TTII rBnrercr noreuul4arrHo onacHbrM cocrotgseM.
KoTopoe MoxeT npHBonr4rL I( neTa,'rbHoMv ucxo.4v--[ [ogToMV Tpe6veT HeMe.[reHHoro reqeEllq"

B TOM rruCne li npoBe.ueHr.fi nrul3Maoepe3a.

Ilpuo6pemeuuan ze ofuurtut. Coo6rqa,rocs o cJrfraJrx pa3Brrrlrt fipl4dpereuuofi rcMo(bI-IJII4IT

rrocJre [pr{MeHeHr.rr K;rorrrrAofpeJrr. B cryqarx no,ATBepxleHuofo lr3oJllrpoBarnoro yBeJIIrqeHI{t

AqTB (arrunuponannoro qacrllquoro rpoM6oflracrl']HoBoro BpeMeHI4)' Koropoe

coflpoBox\Aaercr r{Jrlr He colpoBoxAaerct KpoBoreqeHI'IeM, Bonpoc o A[arHocrI'IKe
lpao6pereHHoft TeMoOI.IJII4I,I AoJIxeH 6bltb paccMorpeH. flaquenrrr, c [oATBepxIeHH6IM

Auarr{o3oM npUO6peTgHEOf reMO(bLIJII{n AOJI)KHrI ItalxOAIITbct ttOA Ha6JIOAeHLIeM Bpaqa pI

loryqarb reqeEr4e, npHMeI{eHI4e KJIOIIITAO|peJT' AOJIXI{O 6Errb [peKpaIIIeHo.

HedaeuO nepeueceunud uueit7qecKufi uqcynbm. I4g-ga ne.UOCrarOqHoCTI4 AaHHbx I{e

peKoMeHAyeTcr Ha3HaqaT6 KJronl{Aofpen6 B flepBble 7 Aneit uocne ocTpolo ulneMllqec(oro

nHcyJrbra.
Ilumoxpon P450 2 C19 (CYP2C19). @aprraarorenerfiKa: y flaqrreHroB c reHerlrqecKl{ cHl{xeHHofi

Qyuxuuefi CYP2C19 Ha6ruoAaerct MeHburarl KoHlleHrpauut aKTItBHoro Mera$otl'ITa

KJronu,qorpenr B nJra3Me KpoBLl r MeHee BblpaxelrH6lft aHTI'rTpoM6OqI'ITapHbIft O$Serr'
Cyuecreyror recrLl, Koropr,Ie aalor Bo3Moxnocrb BbuIBI'ITb reuorlrfi CYP2C19 y [aqlreHra.
flocro:rtxy x,tollrAorpeJrr flpeBparqaercr B cBoft aKTnBHbd Mera6oJII{T qacrl{quo rroA AeficrBlleM
CYP2C19, flpuMeHeuue flpeflaparoB, cnlrxarolur'rx aKTItBHocrL groro $epMeHTa, BepotrHee

Boero, npr.{BeAeT K }ueHbrrreHHro KoHrlerrTpaqun aKTr.rBHofo MeTa6oJrIiTa KjlonlraorpeJlt B [JIa3Me

KpoB1r. OAHaKo KJruulrqecroe 3HaqeHrre gToro BaJ,rMoaeficrBl.It He BbuIcHeHo. floerorray n

KaqecTBe Mepbl npeAOcTopOXHOCTI,I CneAyeT I436eraTL oAIIOBpeMeHHOTO flpI,IMeHeHI'It cIlJIbHbIx II
yMeper{Hlrx r.rHru6uropoa CYP2C19 (cu. paa4en <BgauuoAeftcrnue c ApyrIrMI{ JIeKapcrBeHHbIMI4

cpeAcTBaMrr 11 Apyfue BI,I,ut'I B3aI,IMOAeftCrnUfi >).

Ilepexpecmuan peaKmuaHocmb Melrcdy mueHonupuduHar'ru. flaqrlenros cJleAyer rlpoBeplrrE I{a

H?.IIV.IfiTE B AHIMHC3C TI.IIIEPqYBCTBIITEJIbIIOCTII K APYII,IM TUEHOrII{PUAUHAM (TAK}TM KAI(



TI'I&IONIIA H, IIPACY|PEJIb), TIOTOMY IITO 66UI,I COO6UIEHI1' O rIEPEKPCCTHOfi PEAKTIIBHOCTI'I MEXAY

TrreHOlUpr{ArrHaM[. lIpnMeHeHUe TIIeHOIIUpIIAI4HoB MOXeT npI,IBeCTI.I K BO3I 'IKHOBeHI'IIo oT

JrefKrrx Ao TrxeJrbx anJrepfuqecKrrx peaxquft, Ta6r4x KaK cbr116, oTeK Krume, rnl1.r

reMaToJroruqegKlrx peaKllnfi, TaKIIx KaK TpoM6OUr.ITOneHIz.f, U HefiTpOleHI,It. flaqueUrrr, rOrOprre

r.rMeJrr.r B aHaMHe3e a;1;1eprfiqecKue peaKIIIllI vlufi teMaTOnofIlqeCKIIe peaKIIUu Ha OPIH

TrreHo[[prrAr{H, Mor}"T I4MeTb nOBbIIneHHbIft puCK pa3BI.lTIuI 3TOfi 111e LIJIII Ap)TOI peaKIII'IE Ha

Apyrofi TneHo[fipI-IAI4H. MOHLITOpI4HT Ha [epeKpecTHylo peaKTIrBHocTL peKoMeHAyeTcs.

Hapyueutn Qyuxquu nOUeK. TepaneBTrrqecKr,rfi OrI6rT npr,rMeHeHHr KJIOILIAOTpeJL,I [aqlIeHTaM c

loqerrHofi HeAocraToqHocrbro orp rltqeH, rrogToMy TaKITM naIIlIeHTaM [pefiapar cJleAyer

Ha3Haqarb c ocTopoxl{ocrblo (cM. pa3Aen (cnoco6 [pnMeHeHvt n Ao3bI>).

Haplnueuun Qyuxtluu nelteHu. Ofibrr nprMeHeHfit lpelapara rlaul{eHraM c aa6oreBar 'rtMu

fleqeEn CpeAHefi rrXeCnE LI BO3MOXHOoTbIO BO3HIIKHOBeHLI' feMOppUlI'I4qeCKOrO AIIare3a

orpaHr.rqeri, rrogToMy TaKIIM 6OJIbHbIM KJIO[IIAOrpenb CneAyeT Ha3HarIaTb C OCTOpOXITOCTbIO (CM.

pa3aen (cnoco6 npHMeHeH['(f, ]I Io3H)).
Bcnouozamenaubte seulecmsd. flocronrxy TpoM6ouer coAepxltr naKro3y, IraqIteHTaM c rtlKIlMH

peAKrrMr{ HacJreacrBeHH6ryfi 3a|OreBartuflMll KaK EeIIepeEOCuMOCT6 faJIa(TO3bI, Ae$urIHT

JraKTa3br Jlalna r.r:ru HapylreHr,re Marba6cop6rluu rJrroKo3bI-raJIaKTo3bI He cJreAyer trpltHlrMarb

STOT npelapar.
Tpolr6Oner COAepxr,rT MaCJIO KaCTOpOBOe rI.IApOreEI,I3I,IpOBaIIlIOe, (OTopoe MOXeT BbI3bIBaTL

paccrpoficrBo xenyAKa n anaperc.
ITpuueueuue s nepuod 6epeueuuocmu u Kopt4JleHut zpydbto.

B cscgu c orcyrcrBl,IeM KJIIrEr,rqecKIlx aalrubx o nplrMenenull KJIo[[,qorpeJIt B neplroA

6eperr.reunocru HexeJIareJIbHo Ha3Haqarb Ilpenapar 6epeuennrurl xeHuII'IHaM (Mepa

npeaocropoxHocrr.).
I4ccle4onanu.r Ha xlrBorl{bx He BIrIBHJIL rptMoro ItJIIt oflocpeAoBar{Hofo HerarlBHofo
BJrr.rrHI4t Ha 6epeMeHHocTb, pa3BI{TIre gM6pEoHa/nro.qa, poAbl Lr [ocTHaraJlbHoe pa3BHTIle.

Heu:necrno, gKcKperrrpyerc{ JiI,I Knoll,IAorpeJrb B rpyAHoe MonoKo. B }rccJleAoBarr[tx Ha

xnBorubrx 6rno noxatano, rrro oH gKcKperllpyerc{-B rpyAHoe MoJIoKo, no9ToMy Bo BpeMt

nerreHr-rr nperlaparorr Tpou6oner KopMJIeHI{e rpyA6lo cJle,qyer npeKparlrrb.
cDepmunuuocma

Bo rpelu ucc:reaonanufi na ra6oparopnrx xlrBotrHbx He 6EUIo BbrtBJIeHo HelaruBl{oro
BrrLl'.:'j.ng Kjroflr.rAofpeJrt Ha oeprlrrbHocrb.
,nemu
Kronuaorpenr He cJle,uyer rrplrMensrr aertiN{, IIocKoJrbKy I{er AaHHbx 06 stfQexruurocru
flpelapara B AaHHofi Bo3pacrHofi KaTeropuu.
Cnoco6uocmt' aruflmb Ha cKopocmb peqKquu npu ynpaeJleHuu a+mornpaHcnopmo unu oryzttMu
j4exaHu3A4q"uu.

K,nonugorpe;E He BJIIrter IrJII{ I{Meer He3HaqltreJlbHoe BJIIT'HI{e Ha cKopocrb peaKuvlr [pI4
yflpaBneHr.ru aBTorpaucnoprolu r,tlu pa6ore c apyrI,IMIl MexaHIr3MtMIr

flepeqo:uponxa
flpu nepego:upoBKe KirolnAorpeJrr Moxer na6rnoAarlcs yAnLIHeHLe BpeMeHIr KpoBorerIeHI'It c

4alruefiuruun ocJIoxHeHI{tMI4. B clyrae Bo3HLI(HoBeHIrt KpoBoreqeHl4t peKoMeHAyerc{

CUMNTOMATHI{CCKOE ICIIEHI-IE

Jleveuue: arrrrAor (fapuaroloruvecxoi axrunsocrll KJlonu,uolpenff Hel'BBecreu. IIpu
Heo6xoAr4Mocra cpo.{Hofi KoppeKql{a yAJII,IHeHHoro BpeMeHI'I KpoBoreqel{I4t AeftcrBl-Ie

KJronr,raorpeJrr Moxer 6r,rrr flpeKpalqel{o n}'TeM IlepennBanlrt rpoM6olllrrapHofi MaccEI.

@opua nr,rrrycxa
flo 10 ra6:re'ror B 6rllcrepe. flo 1 ultt 3,utru 6, uru 8 6:rucrepoB B IIarIKe.



Vcrorur xpauexna
Xpanurr r oplrnananrnoft ynarorKe rlplt reMrleparype ne arrme 25oC.

Xpanr,rrr a xegocry[HoM AJrr Aereft Mecre,

Cpox roqnocru
2 roAa.
He nplruerrrl 4perlapar nocJle oKorrqaulrJl cpoKa roArrocrllt, yKa3aHHoI'o Ha ynar(oBKe'

Ycrosus orrrycKa l,tl arITeK
IIo peqeury.

I

Ilpournoqr.rre.n '
IIAO <@aprraaoi Yrpar.rna, 04080, r. Kr.rer, yn. <Dppse, 63

MecronaxoxAerrue nporr3BoArrreJrfl rr ero aApec Mecra ocyqecrBJrerrls Aetrerbuocr[.
Yxpar.rn4 04080, r. Kr.rer, yn. Oppse,74.

Hau renosanue rr aapec opraHrlrarlrlrl, npnnnuaroqefr npererr3rrfi (npeg.noxenur) no
KarrecrBy JrexaprcBeHlrbrx cpeacrB Ha repplrropu[ Pecrry6.lrnxu Yr6ercugran
flpe4craaurenrcrso IIAO "@aprr,rax" s Yg6exucrane.
100000, r. Tarurenr, yr. A. Koaupufi, 39.
Ten./rf axc :23 5 -7 7 -13, 23 5 -67 -05

'i


