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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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.
1283
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Ipumenenne npu GepeMeHHOCTH U B TIEPHOJ rpyalnoro Bclcapng%rm HHUA
ITIpumenenne HunOTHHMOA TIPU 6epemeHH“’pcm " WMMW'BCKapMHHBaHHX
e i
IIPOTHBOIIOKA3aHO.

Bo Bpems Tepanuu HWIOTHHHOOM M KaK MHHHMYM B Te4e€HHME 2-X HEIeNb IOCie
3aBEPLICHHs Tepanuy MalueHTaM, OCOOEHHO >KEHIIMHAM [eTOPOJHOrO0 BO3pacTa, CIIEAYET
NPUMEHATH HA/IeKHBIE METO/Ibl KOHTPALIETIIIUH,

JKeHumHaM penpoayKTHBHOTO BO3PacTa PEKOMEHIYETCs MCIOIb30BaHue (P PEeKTHBHBIX
MeTOJI0B KoHTpaueniun (unjgekc Ilepns (mokasarenb, OTpaXKaloUMH YacTOTY HACTYIUIEHHS
Oepemennoct y 100 jKeHIIMH B Te4eHHE T0/1a IPUMEHEHUS KOHTPALIENTHBA) COCTaBIsAeT < 1) Ha
NPOTSAKEHUH BCEro Kypca NMPHUMEHEHHs HMJIOTHHMOA M CIyCTsA 2 HEIelIH IOCIe 3aBepIleHHUs
TEpaInm.

OcCHOBBIBasCh Ha JIOKIMHHUYECKHX [aHHBIX M YYHTBIBAs IIE€PUOJ TOTYBBIBEICHHS
HUIOTHHKMOA y YenoBeka, cocraBisronmii 17 yacos (auanaszon: ot 3,2 10 54,7 qaca), B Ka4ecTBe
MEpBI NPEJOCTOPOKHOCTH HE PEKOMEHIYETCsl IPyAHOE BCKAPMIIMBAHHUE BO BpEMs JICYCHHS
HUJIOTUHHOOM U B T€UEHHE 2 HeJeNb 10CiIe PUEMa MOCIeIHEN 1036 HUJIOTHHUOA.

Cnocod npumMeHeHHs H 10361

Hunotunu6 cnexyer npunumare BHYTps uepe3 2 4 mocie exsl. Ilocne npuema
HUJIOTHHNOA NPUMHUMATE ITHILY CIIEyeT He paHee, yeM yepes | u.

Kancynsr HeoGxoauMo mpornarteiBaTh LEIMKOM, 3anuBas Bojaoil. Jlng MamMeHTOB ¢
3aTPY/AHEHHBIM IVIOTAHHEM BO3MOXKHO PacTBOPEHHE COJAEP>KUMOIO KarlCyJl B OIHOW YaifHOW JIOXKKE
SI0JIOYHOr0 IMIOPE HEMOCPE/ICTBEHHO Mepes npueMoM. JUisi pacTBOPEHHs CONEPXKHMOro Karcy
CIIeZIyeT UCIOMb30BaTh TONBLKO A01049HOe mope. CoaepkuMoe Karicyil He ClIeyeT pacTBOpATE 6osee
Y€M B OJTHOM YaiHOM JIOKKE 0I0UHOTO MIope.

B ciyuae nponycka ouepejHO# 10351 HE ClIEAYEeT IPUHUMATH TIPENnapaT JA0NOTHUTEIBHO,
CIIEIYIOILYIO 103y IPUHMMAIOT B HA3HAYEHHOE BPEMSI.

Ilepen navanom, uepes 7 nHell mocne Hayana W B MPOLECCE JIEYEHHs IPENapaToM
pekomMenryercs nmposoauts DKI-uccnenopanue.

Ilepen npumenennem npenapara, mpH HEOOXOAUMOCTH, CIIEAYET MPOBOUTH KOPPEKIIHIO
THIOMarHUEMHUH M THIOKaIHeMuH. B mpouecce jedeHns peKOMEHIOBAHO KOHTPOIMPOBATH
COZIepKaHHE Kalusi U MarHus B CBIBOPOTKE KPOBH, OCOOEHHO y IALMEHTOB C PUCKOM Pa3BUTHs
MeTab0INYeCKUX HApPYIICHUH.

Ha ¢oue npumenenus HunoTMHHGAa OTMEYIoCh YBEJIWYEHHME KOHIIEHTPAIMH OOIIEro
XOJIECTepHHA B CHIBOPOTKE KPOBH. PeKOMEHJ0BaHO ONpeensTh JIUIMH/IHBI PoduIIL 10 HaYana
Tepanuy HUIOTUHHOOM, a TaKKe Yepe3 3 U 6 MecsLeB [ocie Hayaua JIeYeHHs i MUHUMYM 1 pa3

B I'OJ IIpHU JUTMTEIIBHOM MPUMEHCHHH.
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Ha ¢one npumMenenus HUIOTHHHOA OTMEYAIOCH wennqm&m&ﬁgaum TITIOKO3BI B
mia3Me KpoBu. Creayer OICHHBATH KonueHTpauMMe KpPOBH [0 Havaia
JIEYE€HUs, U IIPH HEOOXOAUMOCTH, BO BpPeMs JICYCHUSI HUWIOTHHUOOM.

Bcenencrue pucka pa3BUTHS CHHAPOMA JIM3KCA OIYXOJIU Iepe/l IPUMEHEHHEM IpernapaTa
Cle/lyeT npu HeoOXOAMMOCTH CKOPPEKTHPOBATh KIMHUYECKH BBIPAKEHHYIO JETHAPATAIMI0 W
MOBBILIEHHYIO KOHIIGHTPAIMIO MOYEBOM KHUCIIOTHI.

Cnenyer npoBoANTh PYTHHHBINH KOHTPOJIb OTBETA HA TEPAIUIO Y MAUeHToB ¢ Ph+ XMUI,
KaK BO BpeMs IPMMEHEHHs TIpernapara, Tak U B ClIy4ae W3MEHEHHs TEePAITiH, C LENbIO BhISBICHHS
CyOONTMMaIbHOTO OTBETAa HA JIEYEHHE, IOTEPU OTBETA, HEIOCTATOYHOW HPHBEPKEHHOCTH
NAlMEHTa K JICYEHHUIO (KOMIUIAGHTHOCTH) WJIH BO3MOKHOTO JIEKAPCTBEHHOTO B3aMMOICHCTBHSI.
Koppekuuio Tepanuu cneayer npoBOAUTh, OCHOBBIBASCH HA PE3YJIbTaTaX MOHUTOPHHIA.

Hnsa newenus Ph+ XMJI ¢ xponuueckoii ¢paze u ¢haze axcenepayuu y 63pocivix nayueHmos
npu  HenepeHoCUMOCmu UIU Pe3uUcCmeHmHoCmu K npeowiecmsyloujeli mepanuu, 6KI0Yas
umamunub, pekoMeHayemas no3a HWIOTHHHOa cocraBisier 400 mr 2 pasa B CyTKH (KaXible
12 4). Jleuenne npenapaTtoM NpoOBOAAT 10 TEX IOP, TIOKA COXPAHAETCS KIMHHYECKHI 2 deKT.

Bosmooicnocms ommenvt mepanuu npu cmabunvrom 2nybokom MO 4.5 na gpone mepanuu
HUNOMUHUOOM Ha npomsadiceHuu 3 1em nocie CMeHbl J1eueHus UMAMUHUOOM Ha HUTOMUHUO

V nanueHToB, Noay4aBHIMX TEPANHIO MPenapaToM B TEYSHHE MPEAIECTBYIOMHX 3 JIET, U
nocturmmx rirybokoro MO, cTabuibHOrO Ha NMPOTSHKEHUH MUHHMYM | roja HEmocpeaCTBEHHO
JI0 IpeKpamieHus Tepanuy IpernaparoM, BO3MOXKHA OTMEHa JyiedeHus. [Ipekpamienue tepanuu
NpenapaToMm JI0JKEH MHUIIMUPOBATE TOJILKO BPay € OMBITOM JICUeHMs naiueHToB ¢ XMJL.

Y nauMeHToB, JUIA KOTOPBIX pAacCMaTPHBACTCH BO3MOXHOCTH OTMEHBI TEpaIuu
npernapaToM, CleayeT KOHTpoJuMpoBaTk ypoBeHb TpaHckpunta BCR-ABL u nokaszarenu
OOIIEKIMHAYECKOr0 aHAIM3a KPOBHU C OMpe/IeIeHHeM JICHKOLMTAPHON (OPMYJIbl €KEMECTIHO B
TEYEHHE TEPBOro rojia, 3aTeM Kax/ble 6 Helaeslb B T€YEHHE BTOPOro roja, W Jajee Kaxjble
12 Henens.

Jlis manmenToB, y KOTophix BhisiBieHa nmorepa MO 4.0, Ho He 60JIBIIOr0 MOJIEKYIIAPHOTO
orBera (BMO) B teuenun nepuona Ge3 nedenus, ypoeHb Tpanckpunrta BCR-ABL criexyer
KOHTPOJMPOBATh KaXKAble 2 HEAENH J0 TeX Iop, moka ypoBeHb TpaHckpunta BCR-ABL ne
BepHeTCs B Auanason mMexay MO 4.0 u MO 4.5. ITauueHTsl, Y KOTOPBIX YPOBEHb TPAHCKPHIITA
BCR-ABL coxpansercs B auanasoHe Mexay BMO u MO 4.0 B TeyeHue Kak MHHUMYM 4
MIOCJIE/IOBATEILHBIX U3MEPEHMH, MOTYT BEPHYTHCS K TEPBOHAYATBEHOMY IpaKy MOHUTOPHHTA.

V naumenToB ¢ noarBepxkaeHHoW norepeit MO 4.0 (2 mocnenoBaTeNbHBIX aHANU3a C
uHTEepBaIoM 4 Henenu, noarBepxaanmux norepro MO 4.0) wam norepeit BMO euenne

npemnaparomM Cieayer BO300OHOBUTE B TeuyeHue 4 HEACIIBE NOCIC NHArHOCTHPOBAHUA IIOTEPH
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pemuccun. Tepanuio npemapatoM Bo300HOBIsIOT B n03e 400 mr QU Wﬁ&%@m. Ipu
BO300HOBJICHUH TEpAIUM CIIENYeT €XKEeMECAYHO KOHTponnpme tpanckpunta BCR-
ABL Bnots 10 noBTropHOro aoctmwxkenus npeamectpyromux bBMO wim MO 4.0.

Coomeemcmeue Kpumepuam ommeHvl mepanuu

VY naunmeHToB ¢ MOATBEPXKICHHOM sKcmpeccued THUMUYHBIX TpaHckpuntoB BCR-ABL
el3a2/b2a2 unu el4a2/b3a2 npu COOTBETCTBUM KPUTEPUAM BO3MOKHO PACCMOTPEHUE BOTIPOCa 00
ormene tepanuu. Hainune tunuunsbix rpanckpuntoB BCR-ABL Heo6xo0a1Mo /17151 BO3MOKHOCTH
ONpeJIeNieHnsl YpOBHSA HMX JKcrpeccuu, TinyomHsl MO M OLEHKH BO3MOXXHOM TOTEpU
MOJIEKYJISIPHOM PEMUCCHH I10CTIE ITPEKPALLECHHUs TEPANUH IIPenapaToM.

Konmponw nocne npexpawenus mepanuu

VYV  mnaumeHToB, JUIS KOTOPBIX PAaCCMAaTPUBAETC BO3MOXKHOCTH OTMEHBI Teparuu
IpernapaToM, MOHHMTOPHUHT ypoBHsi TpaHckpunta BCR-ABL HeoOxoaumo mnpoBOAUTH NpHU
IIOMOIIM JHAarHOCTUYECKOr0 KOJIMYECTBEHHOTO TECTa, BAIMAUPOBAHHOIO Ui onpeaeneHus MO ¢
MHHHMaJIbHOH 4yBCTBHTENbHOCTEI0O MO, paBHomy 4.5. Vposenb Tpanckpunta BCR-ABL
CJIEZIyeT ONpeAeNATh Nepel OTMEHON Tepanuu, a TakKe Ha MPOTHKEHUHU MepHrosa 0e3 JiedeHus.
ITpn norepe BMO wnnu noareepkaenHoi norepe MO 4.0 (aBa mociae0BaTeNbHBIX aHATH3A C
uHTEpBAIOM 4 Henenu, noareepxkiaronmx norepro MO 4.0) crieayer BO30OHOBHTH JIEYEHHE
NpEenapaToM B TeYeHue 4 HeJelb 0CiIe JMarHoCTUPOBAHUS NOTepu pemuccuu. [ins onpenenenus
BO3MOXKHOH 1noTepy MO HeoOX0aUMO PEryJIsipHO M 4acTO ONpPEAeNATh YPOBEHb TPAHCKPHIITA
BCR-ABL u npoBoauth OOLICKIMHUYECKHN aHAIM3 KPOBH C ONpEIEICHHEM JIEHKOLUUTApHOU
(hopmyIIBL.

[Taumenram, kotopeie He cMorinM JgocturHyrh BMO chnycrts Tpu Mecsma mocie
BO300OHOBJICHUS JICYEHHs, HEOOXOJMMO IPOBECTH HCCIEAOBaHHE HA ONpEJETeHHEe MYTalHi
KHHa3Horo aomena rena BCR-ABL.

Iayuenmut ¢ napywenuem gynkyuu nevenu

ITockoneky mpu NpUMEHEHHHM HWJIOTHHHOA y TAIMEHTOB C HAPYIIEHHAMH (QYHKIHU
IIEYCHH HE OTMEYaJoCh 3HAYMTEIBHOIO H3MEHEHUs (apMAaKOKHHETHYECKHX TIapaMeTpoB
HUJIOTMHMOA, Y MALMEHTOB JIaHHOM KaTeropuu He TpeOyeTcs KOPPeKIHH PeXuMa JT03UPOBAHUSA
HUI0THHMOa. TeM He MeHee, NPUMEHATh HWIOTHHHO Yy OSTHX [ALHEHTOB CIEAYyeT C
OCTOPOXKHOCTBIO.

Iayuenmut ¢ napywenuem Qynxkyuu nouex

Her nanHpIX M0 npuMEHEeHHIO HIJIOTHHHOA y MAIIMEHTOB C HapylIeHHEeM (DYHKLUH TTOYeK
(KoHIEHTpalMs KpeaTHHHWHA B IU1a3Me KpoBH B 1,5 pasza > BepxHei rpanuinsl Hopmsl (BI'H)).

ITockonpKy mNOYKM HE MIpalOT CYIIECTBEHHOH pOJM B BBIBEJCHWH HHWIOTHHHOA U €ro
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Tayuenmsi ¢ HapyuweHuaMu co Cmopombl cepoeyHo-coCYOUCMOU CUCTIEMbl

[TocKONIBKY KJIMHMYECKHE J[aHHBIE 110 NPUMEHEHHIO HHJIOTHHHMOA Yy IalMEHTOB C
TSOKENBIME 3a0071€BaHUSAMU cepAla (B T.4. HECTAOMILHOM CTEHOKapIHeH, HEKOHTPOIMPYEMOH
XPOHMYECKON Cep/IeYHON HEI0CTAaTOYHOCTBIO, BBIPAKEHHOH OpaJvKapiued WM HEIaBHO
NepEeHECeHHBIM WH(PAPKTOM MHOKAp/a) OTCYTCTBYIOT, CIEIYET C OCTOPOKHOCTBIO NPUMEHSATH
npernapar y 3THX MalHeHTOB.

Iayuenmsi 6 603pacme >65 nem

B KIMHHYECKMX HMCCIIEIOBAHUAX ITALMEHTHl B Bo3pacte > 65 ner ¢ Ph+ XMJI B
XpoHuyeckoi ¢asze u aze axkcenepauuu C HENEPEHOCUMOCTBIO WM PE3UCTEHTHOCTBIO K
NpeIEeCTBYIONISH Tepanuu, BKIoYas nMaTuHuO, coctasnsuii 12 % u 30 % or obmero 4ucia
MALUEHTOB, COOTBETCTBEHHO. CyIIECTBEHHBIX OTIMYMHA B 3((HeKTHBHOCTH M 0€30IaCHOCTU
INPUMEHEHHUs HWIOTHHUOA y IAIMEHTOB JAHHOW KAaTEerOpuM B CPABHEHHHM C IALMEHTaMH B
Bo3pacte oT 18 110 65 ner BrIsABICHO HE OBLIO.

IIpumenenue y oemeii (0o 18 nem)

be3zonacHocTk 1 3¢)(heKTHBHOCTH ITpenapara y IeTei 1 NOPOCTKOB /10 18 jieT He H3yUYEHBI.

Koppexyus pesicuma 0ozuposanusn npu pazsumuu Cepbe3HblX HedlceramenbHblx A6NeHUl
(HA) co cmoponbvl cucmemvl Kposemeopenus (mpomboyumonenus, Heumponenus maxncenou
cmenenu)

IIpy BO3HMKHOBEHMH HEUTPONEHHUU M TPOMOOLMUTONEHHH, HE CBA3AHHBIX C OCHOBHBIM
3aboneBanueM, Tpebyercs BpeMEHHass OTMEHa IpernapaTta WIH YMEHBIIEHHE €ro /03bl, B
3aBHCHMOCTH OT CTEIIEHHU BBIPA)KEHHOCTH 3TUX HexeNarenbHbIX sBienuit (H).

Tabnuya 1. Koppexyua 0o3vl npenapama 6 ciyuae 603HUKHOBEHUS HeUmMponeHuu u

mpomboyumoneruu
IToxazanue u cocod HexenarenbHbie
Koppexknus 10361
NPUMEHEHHS SABJICHUS
Ph+XMJT npu | CHUXeHne 1. Ormena HunoTHHMOA W TPOBENCHHE

pesucmenmuocmu  uiu aOCOJIFOTHOTO 4HCIIa PETYISAPHBIX KIIMHUYCCKUX aHAJIU30B KPOBH.

HenepenocumMocmu HeiTpoduos < | 2. Bo3o0OHOBIEHHE B Te4YeHHUE 2-X HEIEINb
npeouiecmayoujet 1x10°/n u/unu uncna | neyenus HUJIOTHHUOOM B nose,
mepanuu 6 XpoHu4eckol | TPOMOOIIUTOR < | mpuMeHsBILEHCS 710 MpephIBaHUs TEparuy,
gase - 400 mr 2 pasa B | 50x10%/x eciu abCOMIOTHOE YHCIO HEWTpohHiIoB >
CYTKH 1x10°/1 w/unm  wucno TpoMOGOUHMTOB >
50%x10%/n.
8
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3. Tpu coxpaneny [ yHCORMANE Moxer

‘moTped cAl yYMEHbBIIICHUE J103bI

HuiotuHuOa 10 400 mr 1 pa3s B CyTKH.

CHmxeHue 1. Ormena HuIOTHHMOA M IPOBEACHHE
a0COJIIOTHOTO YHCJIA | PEryJIAPHBIX KIMHUYECKHUX AHAIHM30B KPOBH.
HelTpodunon < | 2. Bo3o0OHOBIIEHHE JICYSHUSI HUJIOTHHHOOM B
0,5%10%/n U/WIM | TedeHue 2 Helelb B J103€, MPUMEHsBLIEHCS
YyciIa TPOMOOIMTOB | 10 IIPephIBAaHUS TEPAITHH, €CIIH a0COIIOTHOE
< 10x10%/n aucio neiirpodunos > 1x10°/1 u/unu aucio
TpomboruToB > 20x10%/1.

3. Ilpu coxpaHeHUH UMUTOIEHHUH MOXKET
notpeboBaThCs YMEHBIIEHUE J103Bl

HuiotuHuOa 10 400 Mr 1 pa3 B CyTKH.

Koppexyusa pescuma 0o3uposanus npu pazeumuu cepbe3Hblx He2eMamono2udeckux
HedCenNamenbHbulX A61eHUl

[lpy pasBUTHH YMEPEHHO BBIPAKCHHBIX MM TSKENbIX Heremaronorudeckux H,
CBSI3aHHBIX C IIPUEMOM TIperapara, Tepanuio HUJIOTHHUOOM ClIe/1yeT NpepBaTh.

ITocne paspemenust HS nedenne npenaparoM MoxeT ObIT BO300HOBIEHO B 03¢ 400 Mr
1 pa3 B cyrku. [Ipr HEOOXOIMMOCTH BO3MOXKHO MOBHIIIEHHUE 03B! npenapara 10 400 mr 2 pasa B
CYTKH.

Ilpn yBenuyeHWM aKTUBHOCTH JMnas3el KpoBH B 2 pasa Beiie BI'H, xonmnenTpanumn
OounmupyouHa B 3 pasa Beime BI'H unu «iedenounbix» tpancamunas B 5 pas Beiue BI'H nosy
HIWJIOTHHHOA peKoMeHayeTcst CHU3UTE 10 400 Mr 1 pa3 B CyTKM WIH BpPEMEHHO IIPEPBATh TEPAIIHIO.

IHoGounoe neiicTBue

VY maunuentoB ¢ Ph+ XMJI B xponuyeckoit ¢aze u (aze akcenepauuy, MoJydaBIIHX
HUI0THHUO B J103e 400 Mr 2 pa3a B cyTkH, Hanbosee yacTeiMu (> 10 %) HeremMaTooruuecKuMu
HSl, cBs3aHHBIMH C NMPHUMEHEHHEM mperapara, ObUIM: KOXHas ChIllb, KOXHBIN 3yJ, TOIIHOTA,
roJioBHas 00Jb, MOBBIMIEHHAS YTOMIISEMOCTD, 3a10p, AUapes, pBoTa U MHAIrus. bonsmmHCTBO
H5 6but cnabo mim ymepeHHO BepakeHbl. Menee yacto (< 10 % u > 5 %) nabmonanuce ciabo
WIN YMEPeHHO BhIpakeHHbIe HS, Takue kak: anonenus, MeIIIEYHbIH CI1a3M, CHHXKEHHUE alleTUTa,
6ok B cycTaBax, 001k B KOCTAX, 0076 B )KHBOTE, epudeprueckue oTeku u actenus. Cepaeynas
HEJOCTaTOYHOCTh Habmonanack y < 1 % nauuentoB. IlneBpanbHblii M NepUKapaHaIbHbINA

BBIIIOTHI, KaK ¥ UX OCJIOXKHCHHA, Ha0JII01AJIHCh y< 1 % manueHToB, NPpHHAMAKOIINX HUJIOTHHUO
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Haobmonamice y 1 % n < 1 % naumeHToB, COOTBETCTBEHHO.

VY nnunenue nnrepeana QTcF 6onee 500 mc Habmoganock y < 1 % nauueHToB. DMU30/bI
KEJIyI0YKOBOH TaxuKapauu Tuna «torsade des pointes» (KpaTKOBpEMEHHBIE HJIH JJIUTENIbHbIE),
HE HabII01aTUCh.

I'emaTonornueckne  HeXelaTeNbHBIE  SBJICHUSA,  BKJIIOYAs  MHEJIOCYIPECCHIO:
tpomborronenus (31 %), neiirponenns (17 %), anemus (14 %).

Otmena tepanuu B cBs3u ¢ HS norpedosanace 16 % naunentoB ¢ XMJI B XpoHHYECKOiH
daze u 10 % nauueHtoB B (ase akcenepauu.

Ilayuenmer ¢ Ph+ XMJI 6 xponuueckoti ¢haze, ne docmuewiue MO 4.5 unu 6onee na ghone
mepanuu umamunubom

Hwuxe npuBeieHb! 1aHHbIC, TOJYYSHHBIE B KIIMHHYECKOM HCCIIEI0BAaHUHU MIPH TIPUMEHEHUH
Hua0THHKOa B 103€ 400 Mr | pa3 B CyTKH 110 CPaBHEHHIO C Tepanueil UMaTuHHOOM B 03¢ 400 mMr
i 600 Mr B cyTku B TeueHue 48 Hezens y mauueHToB ¢ Ph+ XMJI B XpoHnueckoii (asze mocie
TEpalM¥ MMAaTHHUOOM Ha NPOTSKEHHH IpeAnecTByomux 2 Jier. [laumeHTsl, mojaydyaBmine
Je4eHHe HMMAaTHHMOOM B JIaHHOM KJIMHMYECKOM WCCJIEAOBAHMH, MPOJOIDKAIN JIEYEHHE
NpenaparoM B TOM e 7103€, KaK ¥ Ha NPOTHKEHUH MPeJIIecTBYIONHMX 2 et Tepanuu. Meanana
NPOJIOJDKMTEILHOCTH TEpPAaNuy HUJIOTHHMOOM coctaBmsuia 47,2 Mecsa IO CPaBHEHHIO C
ME/IMaHOM IPOJOKUTENILHOCTH Tepanuu uMatuHuO0M 37,0 u 26,7 mecsaueB B go3e 400 mr u
600 MI COOTBETCTBEHHO.

bonee wacro, wem B rpynme wumaTHHMOA, y TALHMEHTOB, MOJYYaBUIMX TEPAIHIO
HHUJIOTHHMOOM, OTMEYalIUCh TOJOBHAs 00Nk, KOXKHAs CHIlb U KOXHBIA 3y, KOTOpbIE OBUIH
3aperucTpupoBansl MUHMMYM y 20 % mnanuentoB B rpynne HwiotuHHOa. [To cpaBHeHHIO ¢
Ipynnoi MMaTuHKMOA, y MAlMEHTOB, MOTYYAIOIINX TEPANHI0 HUIOTHHHOOM, Yalle pa3BHBAIKMCEH
HS1, npuBoauBIINe K BpDEMEHHOMY HIIM MOJHOMY NPEKPAIEHHIO TEPAITHN HITH KOPPEKIUH 10351
npemnapara. Y nanueHTOB, MOJIy4YaBIINX TEPANTHIO HWIOTHHHOOM, YaCcTO OTMEYAIHCh YBEITHYCHHE
KOHILEHTpauuu OunupyOMHAa W aKTHBHOCTH TpaHcaMmuHa3. Ha mnporsokenun 48 Hemens
MCCIIE/IOBAaHMs 3apETUCTPUPOBAHbI 3 JIETANbHBIX HCX0/a Ha (oHe Tepanuu, U3 HUX 2 — Ha (oHe
Tepanuy HWIOTHHUOOM U 1 — Ha (oHe neyeHnss UMAaTHHUOOM. VY 3 MalUeHTOB JIeTaIbHBIA HCXOT
HacTynui 6onee yeM depes 28 AHeH MOCIe NPEKPAIeH s Tepany HCCIIeayeMbIM npenapatom (1
— B IpyIIe HUWJIOTHHUOA U 2 — B IpyIiIie UMaTHHUOA).

VY 4 naumeHToB, Moay4aBIINX JIEUeHHE HUWIOTHHUOOM, OTMEUEHO YBEIHYECHHE HHTEPBAJIA
QT > 450 mc na 8 cyrku. Yenuuenne QT > 480 mc Ha (oHe Tepanuu HUIOTHHHOOM He

3apErMCTPUPOBAHO. Y 8 MAllUEHTOB, MOTyYaBIIUX HUJIOTHHHUO, OTMEHEHO yBEHYCHHE HHTEPBAA

128976
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QT > 30 mc ot ucxonnoro 3uavyenus (7,9 %). Ha <t)one"'x Tepanuu Hnnﬁmw‘ﬁe%zyqugé
yBenuyeHus uarepsana QT > 60 mc. SRS

HS nepeuyncnensl HuXe 1O oOpraHaM M CHCTEMaM C YKa3aHHEM YacTOTHl HX
BO3HMKHOBEHH: o4eHb yacTo (> 1/10), yacto (> 1/100, < 1/10), neuacto (> 1/1000, < 1/100),
OT/IEJIbHO MPEICTABIICHBI HEXXEJIaTebHbIE ABJICHHUS C HEU3BECTHON YacTOTOM.

Yacrora passutus HS, ormeuaemeix 6osee yeM B 5 % ciryuaeB, npeCcTaBlIeHa B CKOOKaX.

Hngpexyuonnvie u napazumapmnvie zaboneéanus: uacmo - (HOUTHKYIUT, HHPEKIUH
BEPXHMX [BIXAaTENbHBIX MyTeH (BKiouas, (apuHrUT, Ha30APUHTUT, PHHUT), HeEUdcmo -
IIHEBMOHHM S, OPOHXUT, HUH(PEKIIMU MOYEBBIBOIAIINX MyTEH, repreTudeckas HH(EKIusI, KaHAnI103
(BKIIOYAs KaHAMA03 POTOBOH IOJOCTH), TACTPOIHTEPHUT; YACMOMA Heu38ecmHa - CerCHC,
NOJIKOXHBIN abcuece, aberecc mepuaHanbHoi 061acT, GypyHKYITbI, MUKO3 TJIaJJKOM KOXKH CTOII,
peakTHBaLUs BUpyca renatuta B.

Jobpokauecmeennvle, 310KavecmeeHHble U HEYMOYHEHHbIE HOBOOOPA308AHUS: YACHIO -
NanuuioMa KOXH; wacmoma Heuzeéecmua - TANWUIOMA CIM3HCTONH O00OJIOYKH TOJOCTH PTa,
napanpoTenHeMHusl.

Hapywenus co cmoponvl obmena eewjecms u numanusi: oueHs yacmo — runodocharemus
(Bkmouas cHmkeHne gochopa KpoBH); yacmo - cHwkeHue anmnetuta (8 %), HapyleHus BOIHO-
3JIEKTPOJIMTHOro GanaHca (rMIOMAarHUEeMHUsl, THIIEPKATHEMHs, TUIIOKATHEMHUs, TUTIOHATPHEMHS,
THIIOKAJIBLIUEMHs, TUIIEPKaIbLMeMus, runepdocharemus), TUNepriiukeMus, caxapHblii 1uaber;
THIIEPXOJIECTEPUHEMHS], THIIEPIMINAECMHS, TUNEPTPUINIMLEPHIEMHUSA; Heyacmo — TIOAarpa,
JCTH/IpaTAlns, TOBLINICHUE AlNETUTA, TUCITUITUACMHS; Yacmoma Heu36ecmHa — TunepypruKeMus,
TUIIOTJIUKEMHS.

Hapywenusa co cmoponvl HepsHol cucmembl: oyeHv yacmo — rojnoBHas 6ons (15 %);
yacmo — roJIOBOKpyXKeHue, nepudepudeckas HEHpONaTHs, TUIIECTE3Us, TIAPECTE3HS; HEYACMO —
BHYTPHYEPEITHOE KPOBOM3IHAHNE, HIIEMHYECKUN HHCYIIBT, MPEXOAAIIee HapyIIEHHEe MO3TOBOI0
KpoBoOOpamienus, MHGapKT MO3ra, MHIPEHb, IIOTEPs CO3HAHMS (B TOM YHCIIE CHHKOIIE), TPEMOD,
HApYIICHUS KOHLEHTPAllMd BHUMaHMs, THUIIEPECTE3Hs; uYacmoma Heu3eecmua — OCTPOe
HapyIIEHHE MO3rOBOr0 KPOBOOOpAIEHMs, CTEHO3 Oa3HISPHOW apTepHUH, OTEK MO3ra, HEBPHT
3PUTEIBHOIO HEPBA, 3aTOPMOKEHHOCTD, IU3ECTE3HUs, CHHAPOM «OECIIOKOWHBIX)» HOT.

Hapywenus co cmoponvl ckenemno-mbludeyHol u COeOUHUMenbHol MKAHU: O4eHb YaCmo
— muanrus (10 %); vacmo — aprpanrus (7 %), meimeunsie cna3Ms (8 %), 601b B kocTsx (6 %),
6onb B KOHEYHOCTSAX, 6O B TMO/B3/IOMIHON 001aCTH, KOCTHO-MbIIIEYHAs 060k (B TOM umcie
KOCTHO-MbINIEYHas 60JIb B IPYHOM KJIeTKe), 00716 B criuHe, 6016 B 11ee, 6016 B 60Ky, MbIlIeYHAast

CJ'I860CTI:; Hevwacmo — CKOBAHHOCTB, OTEKH CYCTaBOB; Yacmoma Heu3eecnHa — apTpur.

: : 11
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tpombonuronenus (30 %*), neirponenus (31 %*), aHeh/;HH (11 %%*); uacmo — nevikoneHus,
y03uHO(UIMs,  eOpuabHas  HEWTPONEHHUs, MAHIMUTONEHUs, JHUMQOINEHUs; uacmoma
Heu3sgecmHa — TPOMOOLIUTEMHUS, JIEHKOLIUTO3.

Hapywenus co cmopoHbl UMMYHHOU  cucmemvl: yYacmoma  HeuzeecmuHa —
THIIEPYYBCTBUTEIBHOCTB.

Hapywenus co cmopoHvl 3HOOKPUHHOU CUCHEMbl: HeYacmo — THNIEPTUPEO3, TUTIOTHPEOD3;
yacmoma Heuzeecnmua — BTOPUYHBIA THIIEPIIapATHPEO3, THPEOUIUT.

Hapywenus ncuxuxu: wacmo — JAenpeccus, OECCOHHHIA, TPEBOXHOCTb; yacmoma
Heu3sgecmHa —Ae30pUEeHTalH, CIIYTAHHOCTb CO3HAHUs, aMHE3uUs, TUC(hOopHs.

Hapywenus co cmopoHnvl opeana 3penus: 4acmo — BHYTPUTIA3HOE KPOBOM3IHSIHUE,
NepHOpOUTAIBHBIN OTEK, KOHBIOHKTHBHUT, 3y/l B IJIa3aX, CHHIPOM «CyXOro» rijasza (BKIrouas
Kcepo(TabMUIO); Hevacmo — yXyAUeHHe 3peHUs, 3aTYMaHUBAaHUE 3PEHUsA, CHHKEHHE OCTPOTHI
3peHus, OTeK BeK, poTorncus, runepemMus (CKiIep, KOHbIOHKTUBBL, ITIA3HOTO A0JI0KA), pa3ApaKeHue
I71a3, KpOBOM3IHSHNE B KOHBIOHKTHBY; YaCHOmMA Heu38ecmHta — OTeK JMCKa 3pUTEIBHOI0 HEPBa,
JMIUIONHUSA, CBETOOOSI3Hb, MPUIYXJOCTH BEK, Onedaput, 60ab B riasy, XOpPHOPETHHOMATHS,
aJUIepPruYecKUi KOHBIOHKTUBUT, 3a001€BaHUS CIIM3UCTON 000I0UYKH IJ1a3a.

Hapywenus co cmoponwl opzana ciyxa u 1abupunmmubvle HapyueHus: 4acmo — BEpTUTO;
yacmoma Heuszeecmna — CHUKEHHE OCTPOTHI CyXa, 601b B ylIax, IIyM B yIIax.

Hapywenus co cmoponvl cepoya: uacmo — CTCHOKapAusA, apUTMHUA (BKIOYas
aTPHOBEHTPUKYJISPHYIO OJI0Kaay, TperneTaHue NpeACepAui W KEeMyJA0YKOB, 3KCTPACHCTOINHIO,
TaxMKapauio, Opamukapauio, GuOpwIsAnMIO mNpeacepamii), OIIyIIeHHEe cepAuneduenus,
yuinnenue uarepsana QT na OKI'; newacmo — cepaednas He10CTaTOYHOCT, MH(APKT MUOKap/a,
uIeMu4eckas 60J1e3Hb cep/ilia, MOABICHHE IIYMOB B CEp/LIe, TePUKAPHATbHbIA BBIIIOT, IIHAHO3;
yacmoma Heuzgeecmna — HapylmeHus QYHKIUH XKeTyJA0UKOB, MEPUKAPIANUT, CHIDKEHHE (paKiuu
BBIOpOCA, IUacTon4eckas aucyHkuus, 61okaaa 1eBoi HOXKH my4ka ['uca.

Hapywenus co cmoponel cocyoos: yacmo — yBeTHdeHne apTepuansHoro aasierus (A1),
«IIPWIMBBI) KPOBH; HeYacmo — TUNIEPTOHUYECKUIN KPU3, OKKIIIO3Us Tiepr(epuvIecKux apTepHi,
IepeMeXKaloIasics XpOMOTa, CTEHO3 apTepuii KOHEYHOCTeH, o0Opa3oBaHHE TIeMaroM,
apTepHOCKIIEPO3; Yacmoma HeuzeecmHa — TeMOpparn4eckuil mok, cHwkeHue AJl, Tpom0o3,
CTeHO3 nepuepuvecKux apTepuil.

Hapywenus co cmoponvl OvixamenbHou cucmemsl, 0p2aHo8 2pyOHOU KIemKu U
cpedocmeHus: yacmo — OJIbIIIKA B TIOKOE U NpU (U3MUECKOi Harpys3Ke, HOCOBOE KPOBOTEYEHHE,
Kamenb, AUCHOHUA; Hewacmo — OTeK JIETKHX, IUIEBPAIbHBIA BBINOT, HHTEPCTUIIHANIBLHbIC

3a0oneBaHusA JIETKUX, TUIEBpaiIbHas 0ok, MUIeBpUT, 60Mb B 001aCTH rnouguzngug lf&m}m,
: ]
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pasJipaxeHHe CIM3MCTOH O0OJIOUKH TJIOTKH; Yacmoma Heus3eecmua — é]g?ﬁ%agﬂwpmggm;

S

XPHIIbI, O0JIb BO PTY M TJIOTKE.

e

Hapywenusa co cmoponwsl nuwjesapumenvHoti cucmemvi: ouens yacmo — romnora (20 %),
sanop (12 %), amapes (11 %), pora (10 %), 6onb B BepxHe#t yactu xuBota (5 %); uvacmo —
auckompopt B 007acTH JKMBOTA, B3JYTHE >XHBOTA, JHMCIENCHA, MCIEB3Hs, TMAHKPEATHT,
METEOPH3M; Heuacmo — KeJlyl0UHO-KULIEYHOe KPOBOTEUEHHE, MEJIeHa, H3bA3BIICHHE CIIM3UCTON
000J104YKH MOJIOCTH PTa, TacTPo-330(areabHblil peIItoKe, CTOMATHUT, 6OJIb B IUILIEBOJE, CYXOCTh
BO PTy, I'aCTPUT, IOBBIIIEHNWE YYBCTBHTEIBHOCTH 3yOHOW SMalld; uacmoma Heuzeecmud —
nepdopaius KelyJ09YHO-KUIICUHBIX 3B, PETPONEPUTOHEATLHOE KPOBOM3JIMSHUE, PBOTA C
KPOBBIO, sI3Ba JKEIIy[Ka, A3BEHHbIH 9730(aruT, 4YacTHYHAs KHIIEYHAs HENPOXOIANMOCTS,
SHTEPOKOJIUT, TEMOPPOM, TIpbDKA MHUILEBOJHOTO OTBEPCTUS AWAdparMbl, pPEKTAILHOE
KPOBOTEYEHHE, THHTUBHT.

Hapywenua co cmoponvl nevenu u dicenuebl6o0suyux nymeu: O4eHb YACMO —
runepOunupyounemMus (BKIIOYas yBeIMYeHHe OWINPYOMHA KPOBH), uacmo — HapyleHHE
(GyHKIMH NeYeHu; Hevacmo — TENaTuT, KENTyXa, TOKCHYECKOe TOpPaXKeHUe TEYEHHU; Yacmoma
Heu38ecmHa — X0JIecTas, rernaroMeraius.

Hapywenusa co cmoponul Kodtcu u nOOKOICHbIX MKAHEU: 04eHb Yacmo — KOXKHas ChIb
(28 %), xoxusIit 3yx (24 %), anonewus (9 %); vacmo —TOBBIIEHHOE MOTOOT/ICJIEHUE B HOUHOE
BpeMs, 3K3€Ma, KpalMBHMIA, T'MIEPIUApO3, AEPMATHT (QUICPrU4ecKuil, 3KC(HOIUATUBHBIA U
YIPEBUIHBIN), MOAKOXHOE KPOBOM3IMSAHME, aKHE;, Heuacmo — SKCHOIHATUBHAS ChIIlb,
NPUIYXJIOCTh JIMIA, JICKADCTBEHHAs Chillb, OOJE3HEHHOCTh KOXH, 3KXUMO3EI, yacmoma
HeuszgecmHa — TICOpHa3s, MHOTO(QOpPMHAs dpUTEMa, y3JIOBaTas JPUTEMaA, S3Ba KOXKH, CHHIPOM
JIaZIOHHO-TIO/IOIIBEHHON SPUTPOAN3ECTE3Hs, ETEXUH, (POTOUYBCTBUTEILHOCTD, BOJIABIPH, KHCTA
KOXH, TMIIEPILIa3s CAIBHBIX JKeJe3, aTpo(us KOKH, H3MEHEHHE [IBETA KOXKH, MIETYIIEHHE KOXKH,
TUTIEPIIUTMEHTALMSA KOXKH, THIIEPTPOGHsT KOXKH, THIIEPKEPaTO3.

Hapywenus co cmopoubl nouex u Mo4eebl00AWux nymet: 4acmo — TOJUIAKHYPHUSL;
Heyacmo — JU3ypHs, MMIIEPATHBHBIE IIO3BIBBI K MOYEHCITYCKAaHHMIO, HHUKTYPHUS; uacmoma
Heusgecmua — NovYe4Has HeJI0CTaTOYHOCTh, FeMATypHs, HeJIepKaHHe MOYH, XPOMATYPHUSL.

Hapywenua co cmoponsl nonogvix opzanos u Monounou dcenesvi: Hewacmo — 001Ib B
IPYJHOH JKele3e, TMHEKOMACTHs, OPeKTWIbHas IUCOYHKUMS; uYacmoma Heuzeecmua —
YIUIOTHEHHE TPYIHBIX KeJe3, MeHOpparus, HabyXxaHue COCKOB.

Obwue paccmpoiicmea u HApywieHUus 8 Mecme 66e0eHUs: 04eHb Yacmo — TIOBBIIIEHHAS
yromisemocts (17 %); uacmo — acrenus (6 %), 3aaepKa KUIKOCTH U 0TeKH (6 %), NOBBIIIEHHE
TeMIepaTyphl Tena, 6016 B rpyan (BKIOYas HEKapAHOT€HHYIO 00Iib), AUCKOM(OPT B Ipy.d,

061].[66 HEAOMOTaHHEe;, Hevacmo — OTEK JiMla, I'PaBHUTALlHOHHBIE OTEKH, r’pHHHOHOlIO6HLIﬁ
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CHHJIPOM, 03HOO, OlIyIIEHHE U3MEHEHHUS TEMIIEPATypPhI Tella (qepeuoaeaﬁ (OB NI xcapai> u

«OUIYIIEHHUS XOJIO/A»); YadCMOma Heu3eecmua — NoKambHsiroTex———
Jlabopamopnvie u uncmpymenmanshole OanHbie: oueHs 4acmo — yBeIndeHHe aKTUBHOCTH
«TI€YCHOYHBIX» TpPAHCAMHHA3, YBEJIMYEHHE AKTHBHOCTU JIMNA3bl KPOBH, YBEIMYEHHE
KOHIECHTPALMH XOJIECTEPUHA JIMMONPOTENHOB KPOBH (B TOM YHCIIE, JIMIIONPOTEUHOB HU3KOH M
BBICOKOH  TUUIOTHOCTH), YBEJIMYEHHE KOHIEHTpAlMM OOLIEro XOJeCTepHHA, YBEIHYEHHE
KOHIEHTPALNH TPUTTIMLEPHIOB KPOBH; Yacmo — YMEHbIIEHHE KOHIIEHTPAIl[MH I'eMOIIo0uHa,
YBEIIMYEHHE AKTHBHOCTH aMHJIa3bl, ramMMa-TJyTaMHHTpaHcdepasbl, kpeaTHH()OCHOKUHA3HI,
11e104HOM (ocdaraspl, yBennueHne KOHLEHTPALMH HHCYIIMHA B IJIa3M€ KPOBH, YMEHbIICHHE WIIN
YBEJIMYCHHE MACChl Tella, YMEHBIICHHE KOHLEHTPALMU TIJIOOYJIMHOB B KPOBH; HEYacmo —
YBEJIMYCHHE AKTHBHOCTH JIAKTATAETMIPOreHasbl, YBEIWYEHHE KOHLEHTPAIlMM MOYEBHMHBI B
T1a3sMe KpOBH; Ydcmoma Heuzeecmna — YBEITHUEHHE KOHIEHTPALMH TPONOHWHOB B IUIa3Me
KpOBH, KOHLCHTPAlLMH HEKOHBIOTHPOBAHHOIO OMIMPYOMHA, YMEHBLICHHE KOHLEHTPALUH

HHCYJIMHA U C-nerm/ma KpPOBH, YBCIHYCHUE KOHLICHTPALUHU IApaTTOPMOHA B IJIa3Me€ KPOBH.

Tabauya 2. Omknonenus nabopamopnvix napamempos om Hopmot 3 u 4 cmenenu

Ph+ XMJI nipu pe3riCTEHTHOCTH WA

HA HENEPEHOCUMOCTH TPELIECTBYIOIICH Teparnuu

Xponnueckas ¢asa, % | Pasa akcenepanuu, %

I'emamonozuueckue napamempuol

Heiirponenus 31 42
TpomGouuronenus 30 42
Aunemus 11 27
Buoxumuyueckue napamempoi

VYBennuenue KOHIEeHTpauu# | 1 <l
KpeaTHHHHA

VYBenuueHne akTHBHOCTH Jinnassl | 18 18
VBennuenue aktuBHocTH ACT 3 2
VBenuuenue aktusHocty AJIT 4 4
I'unodocharemus 17 15
VBenuuenue KOHLEHTpauuu | 7 9

obmero 6unupyouna

VYBenuyenue KOHIeHTpauuu | 12 6

TJIFOKO3BI

noe9Te |
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YBennuenue KOHLIEHTPALMH | HET JaHHBIX | HET JaHHBIX §
COTJACCBAHO |
XOJIeCTepUHA AR N
VBenuuenue KOHIEHTPALIMH | HET JaHHBIX HET JIaHHBIX
TPUTIIULEPUIOB

Ommena mepanuu y nayuenmos ¢ Ph+ XMJI 6 xponuueckou ¢haze, oocmueuiux
cmabunvrozo 2nybokozo MO

IIpu oT™MeHe Tepanuu HUJIOTHHHOOM IPH MOMBITKE JOCTHKEHUSA PEMHUCCHHU 0e3 IedeHHs
Moryt 0oJyiee 4acTo, 4yeM A0 OTMEHBI Tepaluu, BO3HMKATh cieayromme H: cummromsl co
CTOPOHBI CKEJIETHO-MBIIIEYHON CHCTEMBI, TaKHEe KaK MUANITUsA, 00JIb B KOHEYHOCTAX, apTparus,
00JIb B KOCTAX, 00JIb B TO3BOHOYHHMKE MJIH CKEJIETHO-MBIIIEYHas 00JIb.

B KJIMHHYECKOM HCCIIEIOBAaHMH B TEYEHHE TojJa Tociae OTMeHbl Teparmuu y 42,1 %
NALUEHTOB C PE3UCTEHTHBIM K Tepanuu uMatuHrn60oM Ph+XMJI B xpoHuyeckoii paze orMevanncey
CHMIITOMBI CO CTOPOHBI CKEJIETHO-MBILIEYHOH CHCTEMBI 110 cpaBHEHHIO ¢ 14,3 % Ha NPOTKEHUU
IpeAbIyIIero roja Tepanuu HUWIOTHHHOOM.

Onvim npumenenus 6 KIUHUYECKOU NPaAKmuKe

Ha ¢one Ttepanmu HmioTuHHOOM oTMevanuch crneayromme HS Ge3 ykasanuit Ha
NPUYMHHO-CIIEACTBEHHYIO CBS3b C NMpPHUMEHeHneM HwioTHHHOa (dactora HS He ycraHoBieHa):
cllyyad CHHApPOMA JIM3HCa OIYXO0JIU, Tapayind JIMIIEBOTO HEpPBa.

* - 3 u 4 crenens TsokectH 1o kinaccudukanun CTCAE (Common Terminology Criteria
for Adverse Events) y mauuenToB ¢ BHOBb AuarnoctupoBanHeiM Ph+XMJT B xponnueckoit daze.

Ecau ommeueno yxyouienue Kiunuiecko2o mevenus 1106020 u3 ykazaHHvlx 6 UHCMpYKyuu

nobounvix 3¢hghexmos unu Bovl 3amemunu nobvie opyaue nobounvie 3¢pgpexmol, He yKazaHHvle 8

uHcmpyKyuu, cooobwume ob 3mom epavy.

Ilepeno3uposka

Coo0manoce 0 eMHUYHBIX CIIydasx MMpeJIHaMEpeHHOH Nepe03UupOBKU MpenapaToM, B
KOTOPBIX OCYIIECTBIISJICS IPHUEM HEYCTAHOBIEHHOIO KOJHMYECTBA KallCyJl OJHOBPEMEHHO C
JIKOrOJIEM M JIpYTMMHM JIEKapCTBEHHBIMHU cpejacTBaMH. OTMEUanoch pa3BHTHE HEHTPONEHHUH,
pBOoTEl M coHnuBocTH. M3menenuint OKI' M mpH3HAKOB TOKCHYECKOTO MOpPaKEHUs IEYEHH
oTMeueHO He Obut0. Bo Beex ciywasx oTMeuasiock BBI3/IOpOBIEHHE. B ciydae nmepe1o3upoBKH
HUJIOTHHHOOM HeoOxoaumo obecrednTh HAOMIOJEHME 3a MAIMEHTOM, a TaKXkKe INPUMEHHTh
COOTBETCTBYIOLIYIO CHMIITOMAaTHYECKYIO TEPAIHUIO.

B3anmojaeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Hunoruan6 mMerabonusupyercs riaBHbIM 00pa3oM B NE€YEHH € y4acTHEM H30(epMEeHTa ¢

yuactueM m3opepmenta CYP3A4, kotopwlii siBiAsieTCSH ocn?glzﬂgg y q,angropom
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OKMCJIMTEIbHOr0 Merabosm3ma. Hunormumd rakke seisercs cyOqupadOM Afifls cucreMsr

BBIBEJICHUS MHOTHX JIGKAPCTBEHHBIX CPEACTB - P-rimkoriporenna (P-I'TI). Ha a600p6umo u
TOCJIEAYIONIYI0 JIMMHHALMIO HUJIOTMHHOA, MOTYT INOBIHMATH Ipenaparhbl, AEHCTBYIOIIHE Ha
nsopepment CYP3A4 w/umu P-T'T1.

Jlexapcmeennvle cpedcmea, Komopuvie MO2ym nogbLUAMb KOHYEHMPAYUIO HUTOMUHUOA 6
naasme Kpoeu

B kiMHHYECKHX MCCIIENOBAHUSX MPH NPUMEHEHMH HHJIOTHHHOA BMECTE ¢ MMATHHHOOM
(cyoerpar n unruburop usodpepmenta CYP3A4 wu P-TTI), o6a npemapata He3HaYMTETBHO
uHrubuposany uzodepment CYP3A4 u P-I'TI, npu stom AUC umarunu6a nossimanach Ha 18-
39 %, a AUC amitotunu6a - Ha 18-40 %.

buonocrynHocts HunoTHHEGA y 310pPOBBIX J0OPOBOJIBLER yBETHUMBANAch B 3 pa3a mpu
OZTHOBPEMEHHOM NPHUMEHEHHH C MOIHBIM HHIHOUTOpOM H30(pepmenta CYP3 A4 keTokOHA30I0M.

Cnenyer nsGeraTh OJHOBPEMEHHOTO IPHMEHEHHs HWIOTHHHGA C mpenapaTam,
ABJIAIOMMMHCS MOIIHBIME HHIHOMTOpamu u3opepmenta CYP3A4 (nanmpumep, KETOKOHA30II0M,
MTPAKOHA30JI0M, BOPHKOHA30JI0M, PUTOHABMPOM, KIAPUTPOMHLMHOM M TEIUTPOMHUIIMHOM) M
PacCMOTPETL  BO3MOXHOCTH QJIbTEPHATHBHOM TEpanuH JICKAPCTBEHHBIMH CPEJICTBAMH, HE
MHTHOMDYIOIIMMY  MJIM  HE3HAYMTENbHO HMHruGupyloummu usodepment CYP3A4. [Ipn
HEOOXOAMMOCTH JIeYeHHs TIPEnapaTamMH, ABISIOIMMACS MOIHBIMA HHIHOUTOpaMHU H30hepMeHTa
CYP3A4, nevenne HUIOTHHHOOM JODKHO OBITH, 110 BO3MOXKHOCTH, npuoctanoBieHo. Ilpu
HEOOXOAMMOCTH OJHOBPEMEHHOTO IPHMEHEHHs HWIOTHHHOA C IpernapaTaMu, SABIISIOLIMMUCS
MOIHBIME MHTHOMTOpamMu m3ohepmenta CYP3A4, HeoGX0aMMO NPOBOAMTH TIIATENBHBIH
VH/IMBH/1yaJIbHBIA KOHTPOIIb JUIS BHIABICHUS BO3MOJKHOTO yuinHeHus uaTepsana QTcF.

Crenyer takoke uzberath 0HOBPEMEHHOT0 IPUMEHEHHS HUIOTHHHOA C TpeindpyTOBBIM
COKOM M JPYTHMH NPOJIYKTaMH, SBISIOIMMHCA H3BECTHBIMH HHTHOMTOpaMH H30()epMeHTa
CYP3A4.

Jlexapcmeennvie cpedcmea, KOmopvle MOZYm CHUICAMb KOHYEHMPAYUIo HUTOMUHUGA 6
naasme Kpoeu

Hunykroper uzopepmenta CYP3A4 moryr ycwimeate MeTabonM3M HWIOTHHHGA ©
CHHMJKATh €10 KOHLEHTPALHIO B Iu1a3Me KpoBu. IIpy o1HOBpeMeHHOM npreMe ¢ JIeKapCTBEHHBIMH
CpeAcTBaMH, ABIAOIINMUCA HHAYKTOpamu u3odepmenta CYP3A4 (B T1.4. denuroun,
pudamnuuumn, xapbamasenus, QeHoGapOuTan W 3Bepo6OH MPOMBIPABICHHBIN) BO3MOKHO
CHMXKCHHE KOHLEHTpaunu HuwioTHHuOa. Ilpum HeoOXxoauMocTH Tepanmuu JIeKapCTBEHHBIMU
CpPeACTBAMHM, SABJIAIOIMMMHUCA HHAyKTOpamu wusodepmenta CYP3A4, cneayer paccmorpers
BO3MOXHOCTb TEpalM{ AIbTCPHATHBHBIMM IIPENapaTaMd WIM NPUMEHEHHs IPYIHX CpPEICTB,

OKa3pIBAIOIIMX MEHbLICE HHAyNHMpYIouiee BausHue Ha nzodepment CYP3A4.

H28976 °
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[Ipn nprMeHeHHMHM HMIOTHHHOA Y 30POBBIX J00POBOILLIER) [BYEATE AmOHHJ;ygTSEOM
usoepmenta CYP3A4 pudammuumnom (B 103e 600 Mr/cyt ﬁﬁéHﬁe’fﬁQgﬁ) ofmeanOCL
CHHIKCHUE CUCTEMHO# 3kcno3uuun Hunotuan6a (AUC) npubausurensHo Ha 80 %.

PactBopumocts nunotunnGa pH-3aBucuma, Takum 00pasom, mpu mnopsimenun pH
(CHIKCHHE KHCIIOTHOCTH) PAacTBOPMMOCTH Mperapara yMeHbIIaeTcs. Y 30pOBBIX JIHIl C
BBIPOXKCHHBIM yBennueHneM pH Ha ¢pone npuema s3omenpasona (B 1o3e 40 mr 1 pa3s B CyTku B
TEYEHHE 5 [IHEil), CHUXKEHHE BCACBIBAHMSA HHIOTHHHOA OBIIIO yMepeHHBIM (yMeHbineHHe Cumax U
AUC Ha 27 % w 34 %, cooTercTBeHHO). [IpH HEOOXOAMMOCTH HUIOTHHUO MOXKHO MPHMEHSTH
OZHOBPEMEHHO C 30MEMNPa30JI0M MM APYTUMH HHTHOUTOPAMH IIPOTOHHON ITOMIIBI.

B wuccienoBanuu y 310poBBIX J00pOBOJBLEB HE ObLIO BBISABIEHO KAKHX-JIHOO
CYIIECTBEHHBIX H3MEHEHHH B (JapMAKOKMHETUKE HHUJIOTHHHOA NP NpUEMe HUIOTHHMGA B 103€
400 mr uyepes 10 yacos nocie npuema hamMoTHANHA U 3a 2 4aca 710 npuema pamotuauHa. Takum
o0pasom, eciu Ha (oHe Tepanuu HWIOTHHHOOM npuMeHeHue H>-6110KaTOpPOB MMCTAMHHOBBIX
PeLenTopoB SBIAETCA HEOOXOAMMBIM, HX CleyeT NMPHHUMATh 3a 10 YacoB 10 wiM yepes 2 yaca
110CJIe IpUeMa HUJIOTHHHOA.

B ToMm e mccnenoBanuu OBLIO MOKA3aHO, YTO TPUMEHEHHE AHTALMIOB (TMAPOKCHI
AITIOMUHUS/TUAPOKCH]I MAarHus/CUMETHKOH) 3a 2 4aca [0 WM 4epe3 2 waca Mocie mpHema
HuotnHKOGa B 103e 400 Mr Takke He H3MeHsAeT GapMaKOKHHETHKY HUIoTHHUGA. [ToaToMy npu
HEOOXOMMOCTH NPHUMEHEHHUs aHTALMIOB MX CIEAYeT NPUHUMATH 3a 2 4aca 10 MM IPHMEPHO
yepes 2 yaca [ocie npuemMa HWIOTHHUOA.

Buusnue nunomunuba mna KoHyenmpayulo 6 niasme JeKAPCMBEEHHbIX CPeOCms,
NPUMEHAEMbLX 8 Kawecmee conymcemeyloujeti mepanuu

Hunotunu6, sBnsasch KOHKypeHTHBIM HHrHOuTOpoM H3odhepmentos CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGTIAI in vitro, npu 3TOM caMoe HHM3KO€ 3HAUEHHE KOHCTAHTHI
unrubuposanus (Ki) cocrasnser 0,13 mxmons s CYP2C9. Uccnenosanus pepMeHTaTHBHOM
MH/IYKIINM TIOKA3bIBAlOT, YTO HWJIOTHHMO in Vitro MOXHO paccCMaTpuUBaTh KaK HHIYKTOP
akTuBHOCTH H30(pepmento CYP2B6, CYP2C8 u CYP2CY9. V 310poBBIX 106pOBOIBIER
NpUMEHEHHe HUIOTHHKMOa BMecte ¢ BapdapuHoMm (cyOerparom CYP2C9) He okaswiBaio
KIMHAYECKN 3HAYMMOIO BIMAHHMSA Ha (papMaKOKMHETHKY WM (hapMakOAHMHAMHUKY Bapdapuna.
Ilpy HEoOX0aMMOCTH HMIOTHHHO ClieyeT NPUMEHATh OJHOBPEMEHHO ¢ BapdapuHOM Oe3
YBEIMYEHUS TMPOTHBOCBEPTHIBatOWEro s¢pdexra mocnexHero. Y mauueHtoB ¢ XMJI npu
oaHOBpeMeHHOM npuMeHeHun 400 mMr HunoTHHHOa 2 pasa B JieHb HA NMPOTSOKEHWH 12 JHEH H
muzgo3onama (cyberpar CYP3A4) cucteMHas DKCIO3HMLUS [OCIEAHETO NPH TPHEME BHYTPh
yBenu4uBanack B 2,6 pas. HunotmHuG sABIseTcs yMepeHHBIMH MHIHOMTOPOM H30(epMeHTa

CYP3A4, B cBsI31 ¢ 4eM NIpH OJTHOBPEMEHHOM IPHMEHEHUH PENapaToB, METaGOIU3UPYIOIIHUXCS

428975 17
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IIIaBHBIM 00pasoM ¢ yuactuem u3opepmenta CYP3A4 (HanpuMEp,Ogl%%Tlol‘agle WHTHOUTOPBI

0
I'MI'-KoA peaykrassl), HX CHCTEMHAs 9KCTIO3MINA MOXKeET yBennunBarhC. w &gA},,{HOBpemeHHOM

NPUMEHEHUH HUJIOTHMHHOA M MpenaparoB, sBJISIOIUXCS cyGCTpaTaMH n3opepmenta CYP3A4,
MMEIOLMX  y3KMH TEPANeBTHYECKHH MHAEKC (B TOM wmcie, andeHTaHW], LHKIOCIOPHH,
AMTHIPOOPrOTAMHUH, OProTaMuH, (QEHTaHWI, CHPOJIMMYC, TAaKPOJIMMYC M Jp.), MOXeET
NOTPeOOBATLCS COOTBETCTBYIOLINN KOHTPOIIb M KOPPEKIUS [03bI.

Anmuapummuyeckue npenapamer u Opyaue nexapcmeennvle cpedcmea, GvI3bIEAIOUUE
yonunenue unmepsana QT

He cienyer npumensTh HMIOTHHHG ¢ aHTHAPHTMHYECKHMH IpeNapaTamu (nanpumep,
aAMHOZAPOHOM, AW30MHMPAaMHJIOM, NPOKAaWHAMHIOM, XHHHIMHOM H COTAIO0JIOM) H IPYTHMH
JICKapCTBEHHBIMU  CPE/ICTBAMH, BBI3BIBAIOIIMMH  yjuIMHeHHe wuHTepBana QT  (mampumep,
XJIOPOXHHOM,  TajopaHTpMHOM,  KIAPHTPOMHMLMHOM,  TalONEpHIONOM,  METaJI0HOM,
MOKCH(IIOKCAMHOM, GETIPHIMIOM M TMMO3HIOM H JIp.).

HApyaue 6uovl  63aumodeiicmeus, Komopvie MOzym NOGIUAMb HA  KOHYEHMPAYUIO
HUOMUHUOA 6 CHIBOPOMKE KPOBU

Ilpn onHoBpemenHoM npueme ¢ nNHMIEH OTMeYaeTcs yBeluueHHEe abcoOpOLMM U
OMOJIOCTYIIHOCTH HHWIOTHHHOA, TNPUBOJAIIEE K TIOBBIIICHHIO IIJIA3MEHHOM KOHLIEHTPAIHH
npenapara.

IIpx HeoOX0AMMOCTH, BO3MOKHO IMPUMEHEHHE HWIOTHHHOGA BMECTE CO CTHMYJIATOPAMH
reéMOI10332, TAKMMH KaK SPUTPOIIOITHHBI, TPaHyJIOUMTAPHBIH KOJOHHECTUMYITHPYIONIHMiA (hakTop,
a TaKXKe C T’MAPOKCUKapOaMUIOM ¥ aHATPEITH/IOM.

Ocobbie ykazanus

Jleuenne TO/KHBI OCYIIECTBIIATE CTIEMATMCTEI, HMEIOIIME ONBIT JedeHus XMJL.

Muenocynpeccus

[lockonbKy npu NpUMEHEHMM HHJIOTHHHOA BO3MOXHO DPa3sBUTHE TPOMOOIMTOIEHHH,
HeHTponenny u anemun (Haubonee yacto y mamuentoB ¢ XMJI B (ase akcenepanum), cnexyer
NPOBOJMTE KIIMHUYECKUH aHAIN3 KPOBH KaX/IbIe 2 HE/IE)IM B TEYCHHE MEPBBIX 2 MECSIIEB TEPANUK
NpernaparoM, a 3aTéM — EXKEMEeCIYHO MIM B Cly4ae KIMHHUYECKON HE0OXOIMMOCTH.
Mruenocynpeccus, kak mnpaBuio, Obita oOpaTumoii M KoHTponupyemoit. Hopmammsanmu
KOJIMYECTBA TPOMOOLMTOB M HEHTPODHIOB OGBIMHO yAaBAIOCH AOCTHYb MOCIE BPEMEHHOIO
NPEKpalleHHs TePauy HUIOTHHHOOM MITH CHM)KEHHUS JI03BI TIpernapara.

Cnyyau enezannou cmepmu

IIpn npumenennn HunOTHHMGA B KIMHHYECKMX MCCIEJOBAHMSX OTMEYATHCH CIyYaH
(sacrora 0,1-1 %, rpamanms - «He4acTo») BHE3ANMHOH CMEPTH NALMEHTOB C 3a60JIEBAHUSIMH

Ce€pAla MK BBICOKUM PHCKOM OCJIO)KHEHHUM CO CTOPOHBI CepﬂeqHO-COCYlIHCTOﬁ CHUCTEMBI. DTH

12897° 18



K
qiH3 A PAB POCCH \

2-150321
- 006847-19
MMAalUCHTHhI 4aCTO UMEIIU CONMYTCTBYIOIIHEC 3a00J1EBaHUS U noJryqyaiain ICr(l)nyTCTBYIOU.[{l'o ']ifpar[“}o.
COTJACOBAN L

Hapymenus penonsipusaiuu xeinya04K0B MOTYT SBIATHCS n@gﬂggb_ﬁmm@aaxmpOM PicKa.
I1o HaHHBIM MOCTPErNCTPALMOHHBIX HCCIIEA0BAHMIT pacueTHas YacTOTa CIIOHTAHHBIX COOOIIEHHIA
0 ciy4asx BHe3anHo#i cmeptu cocraBuia 0,02 % na 1 nanuenra B rog.

Ocnodicnenus co cmopomuvl cepoeuHo-cocyoucmou cucnmembi

Ilpn npumeHeHMM HMIOTHHHOA B KIMHHYECKMX HCCIICJIOBAHMSX, a TAaKXKe B
NOCTPErHCTPALMOHHBIX MCCIIE/IOBAHUAX Y MAllMEHTOB C BIIEPBHIE JUArHOCTUPOBAHHBIM XMJ/I,
OTMEYEHBI CITy4an pa3BUTHUS OCJIOKHEHHH CO CTOPOHBI CepACYHO-COCYAUCTOM cuctembl. HS 3 u
4 cremeHu BKIIOYAIH B Ce0s OKKIIO3HIO NepUDEPUYECKUX apTEepHii, HIIEMHUECKYIO GOJIE3Hb
Cepala M HMIIEMHYECKHe LepeOpoBacKy/ApHble sBICHUA. [IpH MOSBIEHHH COOTBETCTBYIONIHX
KaoO MIM CHMITOMOB OCTPBIX HapYIICHHH CO CTOPOHBI CEPIEYHO-COCYAMCTOH CHCTEMBI
MALMEHTY  CI€lyeT HEMEUICHHO O0OpaTMThCS 3a MEIMUMHCKOM nomompio. Cremyer
KOHTPOJIMPOBATH (YHKLHUIO CEPAEYHO-COCYUCTOH CUCTEMBI, @ TAKXKE OLIEHUBATh (PAKTOPHI PHCKA
Pa3BUTHS OCJIOXKHEHHH CO CTOPOHBI CEPAEYHO-COCYAMCTONH CHCTEMBI Ha BCEM MNPOTSKEHHH
Tepanuyi HWIOTHHUOOM.

3adepoicka srcuokocmu

B kiMHHYECKHX MCCENOBAHMAX y MALMEHTOB C BIEPBBIE JMATHOCTHPOBAHHBIM XMJ/I
Heyacto (0,1 — 1 %) ormeuanucek Tskensie HOPMBI 3a/1ePKKU SKMAKOCTH, TAKHE KAK BEIIOT B
IUICBPAIBHYIO TOJIOCTh, OTEK JITKHX W BBINOT B MOJIOCTH nepukapiaa. CxoaHsie ciydau ObUId
OTMEYCHBl TaKXK€ M TNpH TNPUMEHEHWH IIpenapaTa B KIMHHYECKOH IPakTHKE B
TNIOCTPErucTpauuoHHoM nepuoje. [lpn BHe3amHOM M GBLICTPOM YBENHYEHHH MAcchl Tena y
NAIMEHTA, OIYYarOUIEeT0 JIEYEHHE HUIOTUHHOOM, CIIEyeT MPOBECTH TIIATEIBHOE 00CIIeI0BaHNE
C LENbI0 BBIACHEHUs Npu4uHbl. [Ipy MOsABIEHMH CHMNITOMOB 3a/€pPXKKH JKHIAKOCTH TSKETOH
CTENEHU CJIEAYeT YTOYHHTh OITHOJIOTHIO JAHHOTO SBJIEHMS M IIPOBECTH COOTBETCTBYIOLIEE
JIeYEHHE.

Peaxmusayus supyca zenamuma B

Y mauueHToB, SBJISIOIMXCS HOCHTENSIMH BHpYCa rematuta B, BO3MOXHA peaKTHBAIHUS
AAHHOTO BHpyCa mocie Tepanuu mnpenaparamu uHruburopamu BCR-ABL THpo3uHKHHA3EI,
TaKMMH KaK HUIOTUHUOG. B HEKOTOPHIX Cilydasx npu NPUMEHEHHMH MPENapaToB JAHHOIO KiIacca
OTMEYCHO Pa3BUTHE OCTPOH NEYECHOYHOH HEAOCTATOYHOCTH WM (DYJIbMHHAHTHOTO TeIaTHTA,
NPHBO/IMBIINX K TPAHCIUIAHTALIMH NEYEHH MM JIETATLHOMY HCXOJ1Y.

Ilepen HayaoM Tepanuu NpenapaToM BCEX MALMEHTOB CleIyeT 00CIe10BaTh Ha HATHYHE
Bupyca renarura B. Cieayer rakxe npoectu 06cie10BaHNe ALMEHTOB, TIOTYYAIONIHX TEPANHIO
[PETapaToM B HACTOSAIICE BPeMs, HAa HaIWMYhe MHOHLUUPOBAHMS BHUpyca remarura B ¢ nensio

BBISIBICHUSI HOCHUTEJIEH JaHHOI'O BOS6YI[I/ITCJI$[. HpH NOJTYyYCHHH IOJIOXKHUTEIIBHOIO pe3yabTaTra
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NPOBECTH KOHCY/BTAIMIO MALMEHTA y Tenarojora M CHeHaTNCTa 10 JeHeHNro™ BUPYCHOro

renatuta B, kak B cioydae mepel HadalioM TepanuM NpeNapaToM, TaKk W Ul MALHEHTOB,
NOJIYYAOIIMX TEPANMIO IIPENapaToOM B HACTOSAIIEE BPEMS.

CocrosHne mnauweHTa, SBIAIONMIErOCs HOCHTENEM BHpyca remaTuta B, npu
HEOOXOAMMOCTH JIeYeHHs TIPENapaToM CleJyeT TIMATEeNbHO KOHTPOJMPOBATh HA TIPEIMET
Pa3sBUTHUSA IPU3HAKOB M CHMIITOMOB aKTHBHOTO MH(EKIIMOHHOTO MPOIIeCcca KaK BO BPEMs TEparuu
NPernapaToM, Tak ¥ B TEYEHNE HECKOIBKHX MECSIIEB TOCIIE €€ OKOHYAHHS.

Jlabopamopnwiii konmpons y nayuenmos, ¢ Ph+ XMJI ¢ xponuveckoii ¢paze, docmuzuiux
211yboK020 MoneKkyiapHo2o omeema

Coomeemcmeue kpumepusm 015 ommenvt mepanuu

Y NauMeHToB ¢ TMOATBEPKACHHOH SKCIpeccHell TMNMYHBIX TpaHckpuntoB BCR-ABL
el3a2/b2a2 nin e14a2/b3a2 npu COOTBETCTBHH KPUTEPHAM BO3MOKHO PaCCMOTPEHHE BOIIPOCa 06
orMene Tepanuu. Hannune tTunuynsix tpanckpuntoB BCR-ABL He06X0auMO 171 BO3MOKHOCTH
ONpENENCHNs YPOBHA HX OKcnpeccuu, rayounsl MO ¥ OIEHKM BO3MOXHOW TOTEpH
MOJIEKY/ISIPHOM PEMHCCHH MOCTIE MPEKPAIICHHs TEPAIHH TIPENApaToOM.

Konmponw nocne npexpawenus mepanuu

Y [auMeHToB, JUIA KOTOPHIX PACCMATPHBAETCS BO3MOXKHOCTH OTMEHBI TEpanuu
npenapaToM, MOHMTOPHHI ypoBHs TpaHckpunta BCR-ABL HeoOxoaumo mnpoBoauTh mpu
NIOMOIIY AMArHOCTUYECKOr0 KOJIMYECTBEHHOIO TeCTa, BAIMAUPOBAHHOIO JuIsi onpeaenenus MO ¢
MHUHUMQJIBHOW YYBCTBUTENBHOCTBIO MO, paBHOMy 4.5. Vposens Tpanckpunrta BCR-ABL
ClIelyeT ONpeNessaTh Mepe/l OTMEHOM Tepanuu, a TakKe Ha NMPOTSHKEHUU neprojia 0e3 JieueHus.
Ilpn morepe BMO wnnm noareepxaenuoi norepe MO 4.0 (2 nocnenoBarenbHBIX aHAIH3a C
MHTEpBAIOM 4 Heznenu, noAaTBepxkiaronmx norepio MO 4.0) ciexyer Bo30GHOBHTH JIeYEeHHE
NpenapaToM B TeYeHHUE 4 HEJIENb II0CIIe JMarHOCTHPOBAHUS NOTEPH peMuccuu. J{iis onpe/ienenus
BO3MOXHO# norepy MO HeoOX0AMMO PEryIsipHO M 4acTO ONPEAENATh YPOBEHb TPAHCKPHIITA
BCR-ABL u npoBoauTh 0OmEKIMHAYECKHHA aHAIU3 KPOBH C ONpENETEHHEM JIeHKOUMTAPHOM
bopmynb.

Konmpone nabopamopnvix oanmnvix

Jlunuouwiii npoguns cviopomku Kposu

B knunuveckom uccienoBanun y 1,1 % MaumeHToB ¢ BEpBbie BHISABICHHBIM Ph+ XMJI,
MOTy4aBInX HWIOTHHHO B 7103¢ 400 Mr 2 pasa B CyTKH OTMEYAIOCh 3HAYMMOE MOBHINICHHE
KOHIIEHTpAlMK OOLIEro X0JIeCTEpPHHA B CHIBOPOTKE KPOoBH. OJ{HAKO y MAILMEHTOB, MOJYYaBIIMX
HIWIOTUHKO B 103€ 300 Mr 2 pasa B CYTKH, HE OTMEYAIOCh [I00GHOT0 OBBINIEHHS KOHIIEHTPAIINH

XOJIECTepHHa B CHIBOPOTKE KPOBH. PeKkoMeHyeTcs onpeiensTs IUNUAHBIH npoduib 10 Havana

498970
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MHHUMYM | pa3 B roJ| nNpy JUTMTEILHOM MPUMEHEHHH.

Cnenyer co0moaarh OCTOPOKHOCTH IPH HEOOXOAMMOCTH MPUMEHEHHs HWHIHOHTOpPOB
I'MI'-KoA-penykra3sl (FMIOIMIIMAEMHYECKHE CPEJICTBA) OAHOBPEMEHHO C HWJIOTHHHOOM,
MOCKOIIBKY MyThb MeTabonuyeckux mnpeBpamieHuid uHruoburopor I'MI-KoA-penykrassl
npoucxoaut npu ydactuu usopepmenta CYP3A4 (cMm. pasgen «B3ammoneiicTBue ¢ APYrHMH
JIEKapCTBEHHBIMHU CPECTBAMMY).

Konyenmpayus 2noko3swli 8 naasme Kposu

B ximHnueckom uccnenoBanuy y 6,9 % mauueHToB ¢ BrepBbie BbisBiIeHHBIM Ph+ XMJI,
NOJy4yaBIIMX HUIOTUHUO B 03¢ 400 mr 2 pa3a B CyTkd, U Y 7,2 % NAlMEHTOB, MOJYYaBIIUX
HUI0THHUO B 03¢ 300 Mr 2 pa3a B CYyTKH, OTMEYAJIOCh 3HAUYMMOE MOBBIIICHHE KOHIIEHTPALIHH
IIIOKO3bl B TU1a3Me KpoBH. CiielyeT OleHMBAaTh KOHLEHTPAIMIO TIIIOKO3BI B IIa3Me KPOBH JI0
HayaJia JICYEeHus, a TaKkxKe, IIPU He0OOXOAUMOCTH, BO BPEMs JICYEHUs HUJIOTHHHOOM.

Ilogvluenue axkmusHocmu 1unazvl NAA3Mbl Kposu

[Ipy n1noOBBIIEHWM aKTHBHOCTH JIMMAa3bl B IUIa3M€ KPOBH, COIPOBOXKAAKOIIEMCS
abOMHMHAIILHBIMH CHMIITOMaMH, IpPHUEM IIpenapata J0KeH OBITh NMpeKpalleH, NMPOBEISHO
COOTBETCTBYIONIEE 00CIIeI0BaHKE ITALMEHTA C 1ETbI0 UCKITIOYEHNS NTAaHKPEaTUTA.

Hapywenus ¢pynkyuu nevenu

[Ipn npumeHeHMM HWIOTHHHOA PEKOMEHIYETCS MPOBOAHMTH €XKEMECAYHBIH KOHTPOJIb
GyHKIMM eYeHH (TpaHCaMHUHA3bI, OWIHPYOUH).

Ilayuenmui ¢ 2acmpakmomueil 8 aHamHese

ITockonbKy y MamMeHTOB C TOTAJIBHOM TaCTPIKTOMHEH B aHaMHe3e OHOJOCTYITHOCTH
HUIOTHHMOA MOXeET OBITh CHIIKEHAa, HEOOXOJWM TIIATENbHBIH KOHTPOJb COCTOSHHS JIaHHBIX
NaIHEeHTOB.

Cunopom nuzuca onyxonu

Bcenencreue pucka pa3BuTHS CHHAPOMA JIM3HCA OIYXOJIH Nepe/l TPUMEHEHHEM Ipernapara
clelyeT Npu HEOOXOAMMOCTH CKOPPEKTHPOBATh KIMHUYECKH BBIPAKEHHYIO AETUAPATAIMIO H
NIOBBIIIEHHYIO KOHIIEHTPALMIO MOYEBOH KHCIIOTHI Y MAIIMEHTOB

Binsinue Ha cOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMH CPeICTBAMH, MEXaHH3MAMU

Hexoropbie noGouHble NeWCTBHS INpernapara, B TOM YHCIE TOJOBOKPYXXEHHE HIIH
3PUTENbHBIE HApPYIIEHHWs, MOTYT OTPULATENbHO BIWATH Ha CIOCOOHOCTH YIIPaBICHHS
TPAHCIIOPTHBIMH CPE/ICTBAMH M BBINOJHATH IOTEHUHAILHO OMACHBIE BH/BI JEATEIBHOCTH,
TpeOyloImue NOBBIIEHHOW KOHLEHTPAllMd BHUMAHHS M OBICTPOTHI MICHXOMOTOPHBIX PEaKI[HiA.
ITpu mosiBIEHMH ONMCaHHBIX HEXKENATENbHBIX SBJICHHUH ClIAYeT BO3LEPXKAThCsA OT YKa3aHHBIX

BHJIOB JICATCIIBHOCTH.
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ITo 28, 40, 112 wmm 120 xancyn B GaHKYy M3 TOJMATHIEHA BBICOKOH IJIOTHOCTH C
3aBUHYMBAIOIIMMUCS KPHIIIKAMHU U3 IOJIMIIPOIHIICHA C OCYIIUTENeM WK 0e3 Hero, ¢ 3alUTON OT
JIeTel ¥ KOHTPOJIEM IIEPBOTO BCKPHITHS WK €3 3alUThI OT €Tl U KOHTPOJIS IEPBOTO BCKPHITHS.

ITo 1 Ganke BMecTe C MHCTPYKIMEH 110 MPUMEHEHHUIO TOMEIIAIOT B MTa4YKy M3 KapTOHA.

YcaoBusi XxpaHeHus

ITpu remneparype He Boiie 25°C.

Cpok rognocTu

2 ropa.

YcaoBus ornycka

OTnyckaoT 1o penenry.

IIpousBoauTen

(Bce cmaouu npouzsoocmea)

r. Mocksa, Kammpckoe mocce, a. 24, ctp. 2, ¢wman «Haykonpopu» ®I'BY «HMMUIL
onkonoruu uM. H.H. Broxuna» Munsapasa Poccun

Baajgenen percTpanMoOHHOrO YAOCTOBepeHHsI / OpPraHU3anMs, NPHHHMAOMIAN
NpPETEeH3nH noTpeduTe el

000 «<-AMEJIAPT», Poccus

109316, r. Mocksa, Bonrorpazackuii npocrexr, 1om 42, kopmyc 24, atax 2, komHara 11.1;
tei./pakc: (495)741-46-6

I'enepanbHbIi JUpEKTOP

000 «-AMEJIAPT» Konokonsios A.A.

[ J5(0)

4 IKCIEPTHLIY OTYET

o
<)
& [FFACTBUTEIEH fa nampop §
, S&WAOYYB‘TEL’TA i

L 080080 D0e "

! é"’ M3 po Loy
l
!
|
3

128976 2



