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WNHrmbunuTop NpoTenHTMPO3UHKNHA3LI. HrnbnpyeT hepMeHT Bcr-Abl-TMpo3nHKMHa3y Ha K1eTO4YHOM YpOoBHe, in vitro u in vivo.
CenekTUBHO NofaBnseT NpoandepaLmnto U Bbi3biBaeT anonTo3 KJETOYHbIX JIMHWIA, NO3UTUBHLIX No Bcr-Abl, a Tak)xe Monoabix
NENKO3HbIX KNEeTOK NPU XPOHUYECKOM MUNESI0NEeNKO3e C MONOXKNTENbHON hunanesbOUACKON XPOMOCOMOWN 1 MPU OCTPOM
nnMmgobnacTHOM nerkose.

B nccnenoBaHusx rno TpaHcopMaunm KOJIOHUIA, NpoBeAeHHbIX Ha Npobax nepmndepnyeckon KpoBM N KOCTHOro Mo3ra, 6bi1o
rMoKa3saHo, YTO MMaTUHNG cenekTUBHO NHrMBupyeT Ber-Abl-no3nTBHbBIE KOJIOHUW, NOJTyYeHHbIe Y B0IbHbIX XPOHUYECKUM
MWESIONENKO30M.

B nccneposaHusx, npoeengeHHbIX in Vivo Ha XKMBOTHbIX MOAENSAX C UCNOJSIb30BaHMeM Bcr-Abl-no3nTmBHbIX onyxonesBblX
KNeToK, 6bls10 MoKaszaHo, 4To npenapart obnapaert I'IpOTI/IBOOI'IyXOI'IeBOI;I AKTUBHOCTbLIO NP MOHOTEpPannn.

Kpome Toro, »MaTUHWO ABNSETCS UHFMBUTOPOM PELLENTOPOB TUPO3MH-KMHA3bI A8 (PakTopa pocTa TPoMbBOoLMTOB U (hakTopa
CTBOJIOBbIX KNIETOK, @ TakXXe NoAaB/seT KJIeTOYHbIe peakLmm, ornocpesyemMble BbilleHa3BaHHLIMU (haKTopaMu.

In vitro uMaTUHNG MHrMbrpyeT NponndepaLnio N HAYLUPYET anonTo3 KNeTOK CTPOMasbHbIX onyxonen XKT,
akcnpeccmpytowmx kit-mytauun.

PapMaKOKHHETHUKa

MNocne npnema BHYTpb 6MOJOCTYNHOCTbL B cpeaHeM 98%. KoachduumeHT Bapunaumm gna AUC coctasnseT 40-60%. Mpwu
npuemMe C nNuLien C BbICOKMM COAEPXXaHNEM XXMPOB, MO CPaBHEHMIO C MPUEMOM HaToLWaK, 0TMEeYaeTCa He3HauYnuTeNbHoe
CHMXeHue cTeneHn abcopbumm (ymeHblieHne Chax Ha 11%, AUC - Ha 7.4%) v 3amMeaneHne ckopocTu abcopbuunm (yonmHeHne
Tmax Ha 1.5 4).

Mpu KNMHUYECKN 3HAaYUMbIX KOHLIEHTPaUNSX UMaTUHUbGa ero cea3biBaHue ¢ 6esKamMu niaasmel COCTaBAseT 0K00 95%
(rnaBHbIM 06pa3oM C aibbyMUHOM U KNC/BIM asiba-rIMKONPOTENHOM, B HE3HAYNTENIbHOWN CTEMNEHU - C JIMMONPOTENHOM).

OCHOBHbIM MeTabosIMTOM UMaTUHUGA, LMPKYINPYIOLMM B KPOBSIHOM pycne, anseTtcs N-gemMeTnnmpoBaHHoe nNunepasnHoBoe
npoun3BoAHOe, KOTopoe in vitro o6nagaeT papMakoNorM4eckon akTUBHOCTbIO, CXOAHOM C TaKOBOW HEM3MEHEHHOI O
aKTMBHOro BewecTBa. 3HavyeHne AUC ans meTabonuta coctaBnseT 16% ot AUC nmaTtuHmba.

Mocne npuema BHypr”C-Mequoro nmaTnHmba 3a 7 aHen 6bIN10 BbIBEAEHO C KasioM 68% BBeAEHHOW 003bl U C MO4Yoln 13%
003bl. B Hem3ameHeHHOM BUAE BbIBOONTCA 0K0J10 25% [03bl (20% - € KanoM 1 5% - ¢ moyonr). OcTaNlbHOE KONMYECTBO
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UMaTMHMba BbIBOAUTCS B BUAe MeTabonToB.
Ty, MMaTUHNGa y 340pOBbIX OOPOBO/ILLIEB COCTABMI OKOJ10 18 .

I'Ip|/| HapyLweHunmn (;pyHKLI,I/II/I nevyeHm BO3MO>XHO NoOBblLLEHNE KOHUEHTpPaUnn nMaTunHMba B Nnasme KpoBu.

NMoka3aHusA K NpUMeHeHuUlo:

XpoHnYyecKuii Mmmenonenkos B pase akcenepaumnm, 61acTHOro Kpusa, a Tak)Xe B XPOHMYECKOW (ha3se; neyeHne
HeornepabenbHbIX N/ MeTaCTaTUYECKNX 3/I0KAQYECTBEHHbIX CTPOMAJIbHbIX OMYXONEN XKesy[OoYHO-KULLEYHOro TpakTa (y
B3pPOC/IbIX MALMEHTOB).

OTHOCMUTCA K bonesHamMm:

e Munesoma
e Onyxoau

MpoTuBOoNnoOKasaHusa:

[MoBbIWEeHHasa YyBCTBUTENbHOCTb K I/IMaTI/IHI/I6y.

Cnocob npuMeHeHuMA u Bo3bl:

MHD,MBMD,yaﬂbeIIZ, B 3aBNCMMOCTU OT MOKa3aHUM U CXEMbI IEYEHUNS.

MobouyHoe pmencreue:

CO CTOPOHbLI CUCTEMBI KPOBETBOPEHMS: HacCTO - HEMTponeHus, TpombounToneHns, aHemMus, pebpuabHas HeNTPoneHus;
BO3MOXHbI MAHUMTOMNEHWNS, YrTHETEHNE KOCTHO-MO3r0BOr0 KPOBETBOPEHNS.

Co CTOPOHbI NULLEBaPUTENIbHOM CUCTEMbI: HacTOo - aHOPEKCUA, TOLWHOTa, pBOTa, Anapes, gucnencus, 6onm B >XnBoTe,
B34YTUE XXUBOTA, METEOPU3M, 3arMop, peditoKc-330harnT, U3bSA3BIEHME NMOJOCTU PTa, NOBbILLEHNE aKTUBHOCTMW NMe4YeHOYHbIX
(hpepMeHTOB; BO3MOXXHbI rUnepbunnpybrnHemMuns, xenTyxa, renatuT; PeLKO - XKeslyA04YHO-KULLIEeYHbIe KPOBOTEUYEHUS, MeseHa,
acuuT, f3Ba XKeJly[Ka, raCTpUT, racTpo-33odareanbHblil pediloKC, CYXOCTb BO PTY, NeYeHOYHast He,0CTaTOYHOCTb, KOUT,
HEeMNpPoOXoA4MMOCTb KULLEYHMKa, NMaHKpeaTUT, MoBbILeHe anneTuTa.

NmetoTca oTaenbHble coobueHns o Pa3BUTUN LUTONNTUHECKOIo NN XonectaTnyeckoro renaTtmnta n rneyvyeHo4YHoMn
HeAoCTaTO4YHOCTU, B HEKOTOPLIX CiyHadaX NPUBOOUBLLUX K NIeTaJIbHOMY ncxony; raCTposHTEpPUT.

Co CTOPOHbI obmeHa BeLyecTB: penko - gernapatauuna, runepypukeMmna, runokannemMmma, rmnepkannemMmma, rmnoHaTpmneMuns,
noBblLLEHNE KOHUEHTpaunn MOY€EBOW KNCOThI B KpoBwu, nonarpa), runogochateMmuns, rmnepkaanemMms, runoHaTpmeMuns.

Co cTopoHbl LUHC v nepugepndeckori HEPBHOV CUCTEMbI: 4acTo - FO0BHas 60/1b, FOIOBOKPYXKEHUE, HAapYLLEHNe BKYyCa,
napecTtesnu, 6€CCOHHMNLA; BO3MOXXHbI FeMOppParnyeckuin MHCy LT, 06MOpoK, Nepudepunyieckas HeBponaTus, runectTesmns,
COHJINBOCTb, MArPEHb, AEMNPECcCUsi, HapyLLIeHNe NamMsaTh, TPEBOra, CHXKeHVE NMbUA0; PeaKo - CMYTAaHHOCTb CO3HAHWS, OTeK
MO3ra, NoBbILLEHWE BHYTPUYEPENHOro AaBNeHUs, CyLOPOrn.

Co CTOPOHbI opraHa 3peHuns: 4aCTo - KOHbIOHKTUBUT, MOBbILLEHNE C/le300TAEeNEHNA, 3aTyMaHNBaHNE 3peHNA; BO3MOXHbI
pa3npaxkeHue rnas, KposonsmaHne B KOHbIOHKTUBY, CYXOCTb KOHBIOHKTUBbI, OTEYHOCTb BEK; pedKo - MaKyJ'IFIprIIz oTeK,
I'IaI'II/I}'IJ'IFlprII7I OTeK, peTUHalJIbHble reMopparmn, remopparmnm B CteKnosnagHoe TeJio, rinaykomMa.

C/lyxoBble u BECTUBYISIPHbIE HapYLLUEHWUS: BO3MOXHbI FO/I0BOKPY)XXEHMe, LyM B yLuax.

CO CTOPOHbBI CEPAEYHO-COCY ANCTOM CUCTEMbI: BO3MOXHbI CEpAeyHas He0CTaTOYHOCTb, OTEK JIerKunxX, Taxnukapams,
remMaToMbl, apTepuanbHas rmnepTeH3ns, apTepuasnbHas rMnoTeH3uns, NPUANBLI K MLy, NoXosoAaHne KOHEYHOCTeN; peaKo -
rMapoOnepuKapanT, NepukapanT, TPoM603/3MBoNs.

Co CTOpPOHbI AbIXaTe/IbHOW CUCTEeMbI: 4aCTO - AUCMHO3; BO3MOXXHbI I'IJ'IeBpaJ'IbeIIh BbINOT, 6021 B rNoTKe nan ropTaHn,
Kallenb; pefKo - IeroYHbIn hnbpos, nHTepcTULManbHas MHEBMOHUS.

JlepmaTonorndyeckme peakuymm: 4acTo - nepuopburTanbHble 0TEKW, AePMaTUT, 3K3eMa, Cbifb, OTEYHOCTb SIMLLA, OTEYHOCThb BEK,
3yA, 3pUTEMA, CYXOCTb KOXU, anoneuuns, HoYHas NMoT/IMBOCTb; BO3MOXXHbI MeTexXnu, NoBblLUEHHOe NOoTOoOTAeNeHune,
YPTUKapus, NOBPEeXAEHNEe HOrTel, peakunn oToceHCcnbunmsaumm, nypnypa, rmnoTpuxos, XenauT, rmnepnurmeHTauns
KOXXW, FTMNONUIrMEHTaLNs KOXW, Ncopmas, SKConmaTuBHbIN aepmaTuT, BynnesHas Cbifb; PeAKO - aHT MOHEBPOTUYECKUIA
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0TeK, Be3VKyNapHasa Cbinb, CMHAPOM CTuBeHCa-[)XOHCOHa.

Co CTOPOHbI KOCTHO-MbILLEYHOU CUCTEMbI: 4aCTO - MbIlLUEYHble Cna3Mbl 1 cyaoporu, Mbllle4yHoO-CKeneTHblIe 6onn n apTpanruu,
npmnnyxaHmne CyCtaBoB; BO3MOXXHbI NWnanrnn, CKOBaHHOCTb MbILULL U CyCTaBOB.

Co CTOPOHbI MOYeBbIAEINTENIbHOM CUCTEMbI: BO3MOXXHbI MOYeYHasi Hefo0CTaTOYHOCTb, 6011 B NoYKax, YacToe
Mo4YencnyckaHue, rematypus.

Co CTOPOHbI peI'IpO,E(yKTI/IBHOVI CncTemMsbl: BO3MOXHbl TMHEKOMaCTNA, yBennyeHne MoJI0O4HbIX XKeJle3, 0TEK MOLUOHKMN, 6onb B
COCKaX, CHM>XXeHune noteHunn.

CO CTOPOHbI OpraHn3Ma B Li€JIOM: HacCTo - 3afep>XKa XNAKOCTU, OTEKU; YacTo - mxopanka, cnabocTb, 03HOH; MHoroa -
CUbHOE HeJOMOraHue, remopparumn; pefKo - aHacapka, reMopparun B OnyxoJin, HEKPO3 OMNyXou.

lpo4me: 4acTo - yBesinYeHne MacChl Tesla, HOCOBble KPOBOTEYeHUS; nHoraa - nosbiweHue WO, kpeatuHnHa, KOK, J4r,
CHW)KeHMe MaccChl Tena.

B03MOXXHbI Cerncuc, reprnec npocToi, reprnec onosiCbiBaloLWLnii, MHPEKLMN BEPXHUX OTAEN0B AbIXaTesbHbIX NyTen.

Bsanmopencreue c APYrMMn nekKapCrBeéHHbIMU CcpencCcrBamMmm:

[Mpv 04HOBPEMEHHOM MPUMEHEHUN C NpenapaTamMmun, MHrMbupywmnMmmn nogpepmeHT CYP3A4 (B T.4. KETOKOHa30J1a) BO3MOXXHO
MoBbILLEHNE KOHUEHTpaun nmaTnuHmba B nna3Me KpoBsu.

HanpoTus, ofHOBpEeMEHHOE NPpUMEHeHKe NpenapaToB, ABAALWNXCA UHAYKTOpaMu nsogepmeHta CYP3A4 (Hanpumep,
[ekcamMeTa30oHa), MOXET NPUBECTU K yCUJIeHUI0O MeTabonm3Ma nMmaTuHnba n CHYXKEHMIO ero KOHLEeHTpauun B naasme.

[Mpv ofAHOBPEMEHHOM MNPUMEHEHNN C CUMBACTaTUHOM OoTMe4daeTcs yBenudeHume C,,, 1 AUC cumBacTaTnHa B 2 1 3.5 pasa
COOTBETCTBEHHO, YTO AABAAETCA C/IeACTBMEM NHrMbupoBaHusa nsopepmenta CYP3A4 noa BAnsHuEeM nMatuHmba.

PekomeHayeTCa C OCTOPOXKHOCTbIO MPUMEHATb MMaTUHMO OQHOBPEMEHHO C NpenapaTaMu, asasoWwmMMncs cybctpatamm
CYP3A4 n nmerowmnx y3knum gnanasoH TepaneBTUYeCKON KOHLeHTpaLum, a TakxXe npenapaTos, cogep xalmx napaueTamor.

B uccnepoaHuax in vitro 66110 Noka3aHo, 4To UMaTUHNG NHrMbupyeT nsodepmeHT CYP2D6 B TeX e KOHUEeHTpaumnsax, B

KOTOPbIX OH MHrMbupyeT CYP3A4. B CBA3M C 3TUM CNelyeT y4nTbiBaTb BO3MOXHOCTb yCUJ1eHUs 3pheKkToB npenapaTos,
apnaowmxca cybctpatamm nsocepmeHta CYP2D6, npm X COBMECTHOM NPUMEHEHUN C UMaTUHNOOM.

Ocobble yka3zaHUsA U Mepbl NPeaoCTOPOXKHOCTHU:

C OCTOPOXXHOCTbIO NPUMEHATL Y NALUMEHTOB C HAPYLUEHUAMU PYHKLWN NeYeHU, MOCKOJIbKY BO3MOXXHO YCUJIEHUE OeNCTBuUS
nMmaTnHmba.

PekomMeHAauUUM Mo NpUMeHeHNO MMaTHNGA Y NaUMEHTOB C HapyLUEHUSIMU (PYHKLIUU NMOYeK B HAcTosILLee BpeMs
OTCYTCTBYIOT.

B nepuvop nevyeHusa cnenyeTt KOHTPOMPOBATb MacCy Tesna nauueHTa AJis CBOeBPEMEHHOr0 BbISIBJEHNS 3a4EePXKKU XULKOCTH
B OPraHU3Me; CMCTeMaTUYECKU NPOBOAMNTD MOJHbLIA KJIMHUYECKWIA aHann3 nepudepuyeckon KpoBu; perynspHo npoBoanTb
KOHTPOJIb (OYHKLIMW MEYeHN.

MNPV BO3HUKHOBEHUWN HEATPOMEHUN N TPOMBOLUTOMNEHMU, @ TAKXKE B C/ly4ae MOBbILUEHUS aKTUBHOCTMN MeYeHOYHbIX
TpaHcamuHa3s, LL® 1 cogep)xaHuns 6unnpybrHa pekoMeHayeTCcsl BpeMEHHO OTMEHUTb UMATUHMG UAN YMEHbLUNTL L03Y.

BaunsiHue Ha criocobHOCTb K BOXAEHWUIO aBTOTPAHCIOPTa 1 yrpasB/ieHUI0 MEXaHN3MaMy

Y4ynTbIBasi, YTO UMATUHNG MOXKET Bbi3blBaThb FOJIOBOKPY>XEHUE 1 3aTyMaHUBaHMeE 3peHns, pekoMeHayeTcs cobnionaTtb
OCTOPOXXHOCTb NMPU BOXXAEHUN aBTOMObOMAS unun paboTe ¢ MexaHM3MaMu.

Mpyu HapyweHnax (PyHKUUN NoYeK

PekoMeHAaumm no NpMMeHeHNI0 UMaTUHMGA Yy NALMEHTOB C HApYLUEHMSIMU (DYHKLUK NOYeK B HacCTosILLLEe BpeMs
OTCYTCTBYIOT.

Mpy HapylweHnax pyHKLUMN nedyeHn

C OCTOPOXXHOCTbIO MPUMEHATL Y NALMEHTOB C HAPYLLIEHNSMU DYHKLWM NEeYeHn, MOCKOJIbKY BO3MOXHO YyCUEHUEe OeACTBUSA
MMmaTnHMba.
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UcTouHuK: http://drugs.thead.ru/Imatinib-TL
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