MHH3IPAB POCCHK 2
MHUHUCTEPCTBO 3JIPABOOXPAHEHUS POCCHACKOM !bEﬂREPAIlI/II/‘I

COFJACOBARO _}

UHCTPYKIUS
MO MEJULIMHCKOMY NPUMEHEHMIO JJEKAPCTBEHHOTO ITPEITAPATA

HUJIOTUHUB

Perucrpannonnsiii Homep:

Toprosoe naumenoBanune: Hunorunun6

MesxayHapoaHoe HeNIATeHTOBAHHOE HAUMEHOBAHMe: HUJIOTHHUO

JlexapcTBennas popma: Karcyisl

Cocras

1 TBEpaas kesaTHHOBAs KarcyJia COACPIKUT:

delicmeyloujee sewjecmso: HLWIOTUHUO — 200 Mr;

6cnomozamenvhbie ewjecmea: NaKTO3bl MoHoruapatr — 49,00 Mr, KpoCHmoBHJIOH —
10,47 mr, monokcamep 188 — 3,20 Mr, KpeMHHUsI THOKCH KOJUTOMAHBIHA — 1,33 Mr, Maraus creapar
— 1,33 mr;

kancynvnas obonouxa: Tutana quokcuna (E171) 2,00 %, xenatun g0 100,00 %.

Onucanne

benbie Henpo3paunsle TBepable kenaTHHOBBIE Karcyiasl Ne 00. Comepkumoe Karcyir:
MIOPOIIOK KOPUYHEBO-XKEJITOTO [BETA.

PapmakoTepaneBTHYeCKash TIPyNna: NPOTUBOONYXOJEBOE CPEACTBO — TPOTEHH-
TUPO3UHKHUHA3bl HHTHOHUTOP.

Koa ATX: LOIXEO0S.

Papmako0ruvecKkue CBOCTBA

Dapmaxkoounamuxa

Hunorunu6 »sddextnBHO wuHrnOupyer THpO3MHKHMHA3HYI akTHBHOCT BCR-ABL
OHKOINPOTEMHA KJIETOYHBIX JIMHMUA M NEPBUYHO TOJOXKHUTEIBHBIX 10 (uiafensPHiicKoi
xpomocome (Ph+) 1efiko3HBIX KJIETOK.

IIpenapar obGnazaer BBICOKMM CPOJACTBOM K ydacTkaM cBsi3biBaHus ¢ AT® u, Takum
00pa3oM, OKa3bIBaeT BhIpakeHHOE HHrHOHpylomee Biusaue Ha BCR-ABL oHKONpOTEHH AUKOTO
THUIIA, 4 TAKXK€ JEMOHCTPHUPYET AKTUBHOCTH B OTHOMEHMH 32 W 33 OCHOBHBIX MMAaTHHHO-
pe3sucTeHTHBIX MyTaHTHBIX popM BCR-ABL-TtuposuakuHa3ssl, 3a uckmovyenueM T3 151 myrannu.
Hunotunn6 cenexTuBHO HHrHOUpYyeT npouepalnio U HHAYLHUPYET alloNTO3 KIETOYHBIX JTMHUM

1 Ph-no10)KuTebHAIX JISHKO3HBIX KJIETOK Y MALMEHTOB C XPOHUYIECKUM Muesoneiikoszom (XMJT).
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Hunotunu® He okasbiBaeT WM oKasbiBaeT HesHaunTenbHOE [diistiibliGia npyrue
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M3BECTHBIEC IPOTEMHKNHA3BI (BKIIIOYas KHHA3y OENKOB cemeiicTBa Src), KpoMe KMHA3, HMEIOIINX
peuenropsl K ¢akropam pocra tpombouuroB (PDGRF), KIT-, CSF-1R, DDR-peuentopsl u
a(puHOBBIE penentopsl. MHruOupoBaHWe NPOTEHHKHUHA3 [JAHHOTO THIA MPOMCXOIUT MPH
KOHLIEHTpALMAX Npenapara B Ipezenax Juana3oHa TepaneBTHYeCKuX /103, PEKOMEH/I0BAHHBIX JUIs
neuenns XMJI npu nepopainsHOM npueme.

Ha ¢one repanun HunotnanGoM B 103e 400 Mr 2 pasa B CYTKH Y B3pOC/IBIX NMAlueHToB ¢ Ph+
XMJI B xponnueckoil (aze npHu HENEPEeHOCHMOCTH WM HEIP(EKTUBHOCTH NPEIIIeCTBYIOMICH
TEpAIMH, BKIXOYasgd HMMATHHUO, 4YacTOTa JOCTW)KEHHSA OOJIBIIONO IMTOTCHETHYECKOro OTBETa
cocraBuia 59 %, npuueM 3TOT OTBET JOCTHUIAJICS AOCTaTOYHO OBICTPO — B T€YEHHE IMEPBBIX 3-X
MeCALEB Tepanuy (Meauana - 2,8 mecsia) - ¥ CoXpaHsuics Ha (JOHE MPOI0IDKAIOIIErocs MprueMa
npenapara (B Tedenue 24 mecsues) y 77 % nauuertoB. O0mas BBDKMBaEMOCTh Yepe3 24 mecsia
Tepanuu cocraBmia 87 %.

IIpu npumenennn HunoTuHuOa B 103¢ 400 Mr 2 pas3a B CYTKH y B3pOCIbIX nanueHToB ¢ Pht
XMIJI B ¢ase akcenepaluu NpH HENEPEHOCHMOCTH WIH PE3UCTEHTHOCTH K IPEAIIECTBYIOMIEH
TE€panvy, BKIKOYas MMATHHMO, 4YacToTa JOCTHKEHWS TIIOJIHOrO TIeMaToJIOrHYeCKOro OTBETa
cocrapisina 55 %, NpUYEM 3TOT OTBET JAOCTUTANICH JIOCTATOYHO OBICTPO — B TEYEHHE TEPBOIO
Mecsna Tepanuu (MeauaHa - 1 Mecdl) - U coxpaHsuics Ha (OHE MPOJOIDKAIOMIErOCs TpHEMa
npenapara (B TedeHue 24 wmecsueB) y 49 % naumentoB. Yacrora AOCTHXKEHHS OOJBIIOrO
LIUTOr€HETHYECKOr0 OTBETA cocTaBuia 32 %, U 3TOT OTBET COXpaHsIcA Y 66 % NalueHTOB MpH
NPOJI0JDKAIOIIEMCS TPHEME TTpernaparta (B TeueHune 24 MecsIes).

Dapmakokunemuka

Abcopoyus

Cpennee Bpemsi I0CTHXEHUS MAKCUMATEHOM KOHI[EHTPALIMN HIJIOTHHUOA B 1J1a3Me KPOBH
(tmax) cocTaBisieT okon0 3 4. AGcopOIMs HUITOTHHIOA 1TOCIIe TIePOPATEHOrO IPUMEHEHHS — OKOJIO
30 %. AbcomoTHas 6MOAOCTYIMHOCTE HUIOTHHUGA He onpe/enena. ITo cpaBHEHHIO ¢ PaCTBOPOM
aust iepopasibHoro npuema (pH or 1,2 1o 1,3), orHOCcHTeNbHAs 6HOZOCTYITHOCTE KaICy/l HWJIOTHHHOA
cocTapisaeT npumepHo 50 %.

V' 3710poBHIX HOOPOBOJIBIIEB IIPH OJHOBPEMEHHOM IIpHEME IMIperapara ¢ IHIIEeH
MakcuMaiibHas KOHUEHTpauus (Cmax) M IUIOMAAbL MOA KPUBOH «KOHIEHTpauus-spems» (AUC)
HUoTHHKMO2a noBeimanuck Ha 112 % u 82 %, COOTBETCTBEHHO, 110 CPABHEHHIO C TIPUMEHEHHEM
HunotuHuba Hatomak. IIpumenenue npenapara yepe3 30 MUH WM 2 9 1OCHE NpPHEMa MU
MOBBIIAIO OMOIOCTYMHOCTE HWIOTHHHOA Ha 29 % u 15 %, cOOTBETCTBEHHO. Y MAlMEHTOB,

NEPCHECIINX TOTAJIBHYK) HWIHM 4YaCTUYHYKH TIacTPp3KTOMHIO, BCaChIBaHHE HWIOTHHHOA
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(oTHOCHTENBHA OHMOAOCTYNHOCTB) CHWXaeTcs npubnmsurensHo Ha( ARIAVH BAH22 %, »

COOTBETCTBEHHO.

Opnokxparnoe npumeHenue 400 Mr HUJIOTMHUOA B BHJE PAaCTBOPEHHOIO B YAiHOW JIOXKKE
A0JI04HOTO MIOpEe COAEpPKUMOro AByX kKamcyn mo 200 Mr OHOPKBHBAJIEHTHO NPUMEHEHMIO 2
MHTAKTHBIX Kancyn no 200 mr.

Pacnpeoenenue

CooTHOIIEHNE KOHLUEHTpalMi HUI0THHUOA B KpoBH U 1uiazme cocrasnser 0,71. Ceasb ¢
OenKaMu 11a3MBl in Vitro cOCTaBisieT okoso 98 %.

B paBHOBECHOM COCTOSHUM CHCTEMHAs HKCIO3MLMsA HUIOTHHHOA ObLIa 10303aBUCHMOIA.
OpHako npu NpUMEHEHUH Ipenapara B 103e, npepbimatonieid 400 Mr 1 pa3 B CyTKH, NOBBIIICHHE
IKCMO3MLMU HUJIOTHHUOA B 3aBUCUMOCTH OT YBEJIMYEHHS JI03bI Mpenapara ObII0 BHIPAXKEHO B
MeHblel crenenn. CyTo4Has I1a3MeHHasi KOHIIEHTPAIMs HIWIOTHHHOA B PaBHOBECHOM COCTOSHUU
6bu1a Ha 35 % BbIIe npu npuMeHeHnH B 103¢ 400 Mr 2 pasa B CYyTKH, Y€M IIPU IPUMEHEHUH B J103€
800 mr 1 pa3 B cyrku. AUC Hmnorunu6a npu npueme B no3e 400 mr 2 pasa B CyTku ObLIa
npubnu3uTensHo Ha 13,4 % BbIlle TaKOBOMW NpH NPUMEHEHNH HUI0THHIOA B 103¢ 300 Mr 2 pasa
B cyTKHU. [Ipu npueme Hmnorunnba BHyTph B TeueHue 12 mecsnes B go3e 400 Mr 2 pas3a B CyTKH
MHUHHMMaJIbHas U MaKkCHMMalbHas KOHIEHTpauuu Huiotunuba Ha 15,7 % u 14,8 % Obun BbILIE
TaKOBBIX IIPH PUMEHEHNH HIII0THHKOA B 103¢ 300 Mr 2 pa3a B CyTKH, cOOTBeTCTBEHHO. He Obu10
OTMEYEHO 3HAYMTENBHOIO YBEIMYCHUS PABHOBECHOM KOHUEHTPALMU HWIOTHHHOA NIPH MOBBILICHUH
n03sl ¢ 400 Mr 2 pa3a B cytku 10 600 mr 2 paza B CyTKH.

ITnasmMenHas 5KCNO3WLUA HUIOTHHUOA B MEPUOJ MEXIY NPUMEHEHHEM NEepBOH 03B U
JIOCTH)KEHUEM PABHOBECHOM KOHIIEHTpPAILMM TIOBBIMIAETCS IPUMEPHO B 2 pasza MpU IpUeMe
npenapara oJiMH pa3 B CyTKH M B 3,8 pa3 1pu nipueme JBa pa3a B CyTKH. PaBHOBeCHast KOHIIGHTpaLHs
JIOCTUTaeTCs K BOCBMOMY JHIO.

Memabonusm

VY 3/10poBBIX 100pPOBOJIBLIEB OCHOBHBIMH ITyTSAMH METa00IHM3Ma HUJIOTHHHOA SBIISIOTCS
OKHMCJIEHHE M THAPOKCHIMpOBaHHE. B 1uiazmMe KpoBM HWIOTHMHHO LIUPKYIUPYET B OCHOBHOM B
Heu3MEeHeHHOM  Buzae. Bcee Merabonutel  HmioTMHHOa — 00NaalOT  HE3HAYMTEBHOM
(hapMaKoI0ru4ecKol aKTHBHOCTBIO.

Buigeoenue

[Tocne ofHOKpPAaTHOTO MPUMEHEHUsI HUJIOTHHUOA Y 3710pOBBIX 100poBosbIeB Gosee 90 %
JI03b1 BBIBOJMTCS B T€YEHHE 7 [HEH B OCHOBHOM C KaioMm. 69 % mpemapara BBIBOAMTCS B
HeM3MeHEHHOM Bujie. [lepuoa nonyBeIBeICHUS P MHOTOKPATHOM NIPUMEHEHHH CYTOYHOM 035l

COCTaBIsAeT MPUOITH3UTENBHO 17 4.
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IIpn nmpuMeHeHMM HWIOTHHHMOA y TMAIMEHTOB C HaPYLICHUAMH (%)R’HK MU TICUCHH He

, COTJACOEAHRO [
OTMEYAJIOCh 3HAYMTEIIBLHOTO M3MEHEHHs (hPapMaKOKHHETUICCKHUX TIapamMeTpoB-—HtoTHH#oa—Hpu
OJIHOKpaTHOM IpueMe Ipernapara Habmoaanocs cHmwkenne AUC wmwinorunn6a Ha 35 %, 35 % u
19 % y nauueHToB ¢ HapyuieHHeM (QYHKUUH IIEYEHH JIETKOM, CpelHel M TsKEIOoN creneHu (1o
CPaBHEHMIO C NaneHTaMu 6e3 HapymeHui GyHkunun neyeHu). Cmax HUJIOTHHHOA B PABHOBECHOM

COCTOSIHMM yBennuMBanack Ha 29 %, 18 % u 22 %, COOTBETCTBEHHO.

WuauBuiyaneHbie paszinnuus (apMakKOKMHETHKN CPEeId MALMEHTOB OB OT YMEPEHHBIX
J10 BBIPAXKEHHBIX.

Iloxa3anus Kk NpUMeEHEHU IO

e [TonoxurensHplii 10 e bGUICKOH XpOMOCOME XPOHUYECKUI MUEIIOUTHBIH JICHKO3
(Ph+ XMJI) B xponmyeckoil ¢ase u (ase akcenepalud y B3POCIHBIX MNANUEHTOB MPH
HEMEPEHOCMMOCTH MJIM PE3UCTEHTHOCTH K MPEALIECTBYIOIIEH Tepanuu, BKIYas UMAaTHHHO, C
BO3MOXXHOCTBIO OTMEHBI TE€PANUM MPU CTAOMIBHOM INIyOOKOM MOJIEKYJISPHOM OTBeTe Ha (hoHE
TEpanu¥ HWJIOTHHHOOM Ha TNPOTSHKEHWH 3 JIeT MOocjie CMEHBI JIEYeHHs WMATHHHOOM Ha
HUWIOTHHHUO.

IIpoTuBonoKazanus

e [loBpiIeHHAas YYBCTBUTEIBHOCTh K AKTHBHOMY BEIIECTBY HIIM JIIOOOMY Jpyromy
KOMIIOHEHTY IIpernapara.

¢ bepeMEHHOCTh M NIEPHOJL TPYAHOT0 BCKApMIIMBAHHA.

e Jlerckuii M MOPOCTKOBBIH BO3pacT 10 18 net (1aHHBIE 110 NPUMEHEHHIO OTCYTCTBYIOT).

e HacnencTBeHHass HENEPEeHOCHMOCTh TIallakTO3bl, ACPHUIMT JIAKTa3bl WIH IIIHOKO30-
rajlakTo3Has ManbabcopOuus, T.K. IeKapCTBEHHast popMa COAEPKUT JIAKTO3Y.

C 0CTOpPOKHOCTHIO

Hunotunu6 cneayer ¢ ocTOPOKHOCTBIO NPUMEHATH y MALMEHTOB C (PaKTOpaMH pHCKa
yuiaHenns uHrepBana QT Ha snekrpokapauorpamme (OKI): ¢ BpOXICHHBIM YIUIHHEHHEM
unTrepBana QT, ¢ MeAMKAMEHTO3HO HEKOHTPOIMPYEMBIMH HIIH TKEIBIMH 3a00J€BaHUAMM
cepana (BKIIOYas HEAaBHO TIEPEHECEHHBIH WH(ApKT MHOKapaa, XPOHHYECKYIO CEPAEYHYIO
HEJI0CTaTOYHOCTh, HECTAOMIIBHYIO CTEHOKApAWIO WM KIMHUYECKU 3HAYUMYIO OpaJuKapiuio), ¢
HapylEeHUAMHU (QYHKLUHU [IEYEHH, C TAHKPEATUTOM (B TOM YHCJIE B aHAMHE3E).

Hunorunu6 nHe criemyer mMpUMEHSATh OJHOBPEMEHHO C IperapaTtaMi, SBISIOIIMMHCS
MOIHBIMU MHrHOUuTOpamu u3odepmenta CYP3 A4 wnn yamussiomumu uarepsan QT, ocobenno
[AlHEHTaM C IMIIOKAJMEMHEH M IMIIOMarHueMuei (BO3MOXXHO 0oJiee BBHIPRKEHHOE YIATHHEHHE
unteppana QT).

Cnenyer uzberaTb 0ZJHOBPEMEHHOTO NPHMEHEHUS HUIOTHHHOA C rPeinpyTOBBHIM COKOM

U IPYTUMH TIPOAYKTaMH, SABJIAIOLIMMHUCSA U3BECTHHIMH HHTHOMTOPAaMH H30 ﬁe qugP3A4.
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