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MUHMUCTEPCTBO 3JIPABOOXPAHEHMS POCCUMCKOU ®EJEPALINU

MHCTPYKIIUA

10 MIPUMEHEHHUIO JIEKapCTBECHHOT'O npenapara ajist MEAUIHUHCKOIo IIpUMCHCHHAA

KCAJKOPU®

Perucrpaumnonublii Homep: JII1-001917

Toprosoe HazBaHHe: KCAJIKOPH®

MesxaynapoaHoe (HenaredToBannoe) Hassanue (MHH): xkpu3oTunu6

JlexapcTBeHHas popma: KarcyJisl

CocraB Ha 1 kancyJy:

akmueHoe eeutecmeo: xpu3otuHuO — 200 Mr, 250 Mr.

ecnomozamesibHble Geuecmea: KPEMHHs IMOKCHA Koyulomaueni 2,00/2,50 mr, umemmonosa
MHKpOKpHCTa/lndeckas  83,00/103,75  wr, xamsums  ¢ocdar  83,00/103,75  wmr,
kapbokcumeTHikpaxmai Hatpus 20,00/25,00 mr, maraus creapar 12,00/15,00 mr.

Cocmag ycenamuHoeoil KanNcyabl:

Josuposka 200 Mr: KOpIyc Karncyibl — xenatiH 44,27 Mr, TuHTaHa Juokcun 1,33 mr,

KpbILIEYKa Karcyibl - JxenaTuH 29,55 mr, tutana aquokcug 0,60 Mr, KpacuTenb Xejie3a OKCHI

kpacHsni (E 172) 0,25 mr.

Jo3upoBka 250 Mr: KOpITyC Karcyisl — XenaTtus 55,99 mr, tutana quokcun 1,14 mr, kpacurenb

xeine3a okcua KpacHsbiit (E 172) 0,47 mr,

KpbIIIeYKa KarcyJibl - kenatuH 37,33 Mr, tutaHa quokcun 0,76 Mr, KpacHTENb JKejle3a OKCHJ
kpacHbii (E 172) 0,31 mr.

Cocmae uepnun: wemnak 24-27 %, sravon 23-26 %, msonpomnanon 1-3 %, 6yranon 1-3 %,
IPONUNICHTITHKOND 3-7 %, KpacuTelb xeie3a okcua yepHsli (E 172) 24-28 %, ammuaka pacTBop
KOHIEHTpUpoBaHHbIH 1-2 %, kanus ruapokcun 0,05-0,1 %, Boja ouninenHas 15-18 %.
Onucanue

HosupoBka 200 Mr: TBepHble XXEJATHHOBBIE Kamlcysibl Ne 1 ¢ KpBIIIEYKOH PO30BOrO IBETA M

KopiycoM 6esioro 1BeTa, ¢ HaAmKuchio YepHoro uBeta «Pfizer» - Ha kppieuke u «CRZ200» - Ha
KopIyce.

ConepXuMo€ KarcyJibl — Oeblii UM CJIeTKa JKENTOBAThIA MOPOIIOK.
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Jozuposka 250 Mr: TBep/ple xenaTuHOBbIE Karcynsl Ne 0 ¢ KPBIIIEYKOH ¥ KOPIIyCOM PO30BOTO

1[BETa, C HAAMKCHIO yepHOro nseta «Pfizer» - Ha xpbrmeuxe 1 «CRZ250» - Ha kopmyce.

COJIep)KI/IMOC KarcyJbl — OeNblif MM cllerka XeJITOBaThIN MOPOILIOK.

(I)apmaKOTep'aneBanecKaﬂ rpyumma: NPOTHBOOITYXOJIEBOC CpE€AaACTBO, PIHI‘PI6HTOp

IIPOTEUHTUPO3NHKHHA3LIL.

Kon ATX: LO1XE16

dapmakoIorHiecKHe CBOMCTBA

DapmaKoOuHamMuKa

Kpu3oTHHHG SBISETCA CENCKTHBHBIM  HH3KOMOJIEKYINIADHBIM ~MHIHOMTOPOM  PENENTOpOB
tuposunkuHasbl (RTK), B ToM uncie KuHa3sl aHamnactuyeckod mamdomsr (ALK) u ero
OHKOTEHHBIX BapHAHTOB (T.e. MpoayKToB ciusHust ALK u oTnensHbIX ee MyTauui). Kpu3oTuaub
SABJAETCS TAKXKe WHrHOMTOpoM peuentopos ¢axropa pocra remarouutoB (HGFR, c-Met),
npencrabuteneit cemeiictea RTK, a Tak xe ROSI (c-ros) u Recepteur d’Origine Nantais (RON).
Kpu30THHHG B 3aBUCHMOM OT KOHLEHTPALlKK CTeNeHH HHrubupyeT aktuBHOCTS ALK 1 c-Met B
OMOXMMHYECKHMX TeCTaX, a TakKe HHruOupyer ¢ochOpHIMPOBAHHE H  MOIYJIUPYET
KHHA303aBUCUMBbIE (PEHOTHIBI B PAMKax KJIETOYHBIX aHatn30B. KpusoTHHuO obnamaer MOIIHOM
U CEJIEKTMBHOM MHIHOMTOPHOW aKTHBHOCTBHIO H HHIYIHUPYET aloNTo3 JIMHHM OIYXOJEBBIX
KJIETOK, 3KCIIpecchpyrommx npoaykrsl cnusaus ALK (B Tom uucne EML4-ALK u NPM-ALK)
6o neMoHCTpHpyrowux ammmdukamumo ALK wmi MET. IlpotuBoomyxoneBbii 3¢oext
KPH30THHMOA J[I0303aBHCHM H KOPPEIHPYeT C BBIPAKEHHOCTBIO (apMaKoJMHAMHYECKOTO
MHTUOUPOBaHHS (bocq)opnnnpbBaHHs{ npoaykroB cuusaust ALK (B Tom uucie EML4-ALK u
NPM-ALK) B onyxonsx invivo. Kpu3oTHHHO Takxe NPOAEMOHCTPHPOBAI MOIIHYIO
IIPOTHBOOITYXOJIEBYI0 aKTHBHOCTb W HMHAYLUHUPYET aloNTo3 JMHHH OIyXOJIEBEIX KJIETOK MpH
ucnone3oBaHMu JuMHMM Kiaetok NIH-3T3, skcnpeccupyromux. mponyktsl ciusaus ROSI,
oOHapyXMBaeMble B Opranu3me denoBeka. IIpoTmBoomyxoneBblf 3PdeKT Kpu3oTUHHOA
JI0303aBHCAM M KOppENMPYET C BBIPAXEHHOCTBIO (apMaKoAWHAMHYECKOTO HHIMOMPOBaHHS
¢dochopuupoBanust ROS1 B onmyxousix in vivo.

DapmakoKkuHemuxa

Abcopbyus

[locie omHOKpATHOrO TEPOPATHHOrO IpHEMa KpH30THHHOA HATOLIAK BpEMs JIOCTHIKECHHS
MaKCUMalbHOM KoHueHTpauud B 1wiasme KpoBd (TCpax) coctaBiser ot 4 no 6 4. Ha domne
npuemMa Kpu3oTuHHOa B po3e 250 Mr gOBa pa3a B CYTKM paBHOBECHAs KOHIEHTpalMs

KpH30THHHOA JOCTUTAaeTCs B TeUeHHWe 15 nHeH M ocTaeTcs HEU3MEHHOH, IPH 3TOM CpeXHHM
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ko3hduuuent HakormieHus paseH 4,8. [lapamMeTpbl CHCTEMHOM 3KCIO3MIMH (MaKCHMajibHas
KOHIIEHTpalHs B rasMe KpoBH (Cpax) M IUIOMALb IO KPUBOH «KoHIEHTpanus-Bpems» (AUC))
B nauanaszoHe 103 200mMr— 300Mr 2 pa3a B CYTKM BO3pacTalOT B OOJbLUEH CTEHEHH
OTHOCHTEJIBHO TIPUHATON J03bI.
Ipu mpueme kpu3oTHHUOA 2 pa3a B CyTKH pPaBHOBECHAs KOHLEHTpAlMs JOCTHUTaCTCSA B TEUCHHUE
15 nuei.
AbcomoTHas GHOJOCTYITHOCTh KPU3OTHHMUOA MPHU OJHOKPAaTHOM IIEPOPATBHOM IIPHEME B J103€
250 mr cocraBnsier 43 %.
Y 310poBBIX H0OPOBOJBIEB MPH OJHOKPATHOM MEPOPATBHOM IpHEME KpPH30THHUOA B J03€
250 Mr npHeM MUK C BBICOKUM COJEP)KaHHEM XKHUPOB CHH)KAET 3HAUEHUS IUIOIIAAb 110/ KPUBOH
«kouunenrpauus-spems» ot 0 1o 6eckoHedHOCTH (AUCinr) B Cpax npubmmsutensHo Ha 14 %.
Takum 06pazom, KpU30THHHO MOXXHO MPUHUMATH BHE 3aBUCUMOCTH OT IIPHEMA ITHIIH.

' Memabonusm u evigedenue
B wuccnemoBaHusx in vitro OBUIO IOKa3aHO, YTO METabOJIMYECKHH KIMPEHC KpH30THHHOa
ocymiectBisiercss npeuMymectBeHHO u3opepmentamu CYP3A4/5. OCHOBHBIMH IyTSMH
MeTabonu3Ma y 4YelOBeKa SBISAIOTCS OKHCICHHE IMIIEPUAMHOBOIO KOJbLa A0 JIaKTaMa
KpH30THHHOA U O-eanKuIMpOBaHUE c HOCTENYIOLIUM KOHBIOTUPOBAHHEM
O-neaKUINpOBaHHBIX METaboNMUTOB 2 da3bl.
IIpu ogHOKpaTHOM npHeMe KpU30THHHOA TEpPMUHAIBHBIN NEpUOA HOMYBHIBEACHHUS M3 IJIa3MBI
KPOBH COCTaBJIsUI 42 .
Ilpu opHokpatHOM mnpueMe 250 Mr Kpu3oTHHHOA, MEUYEHHOTO paJHOAKTHBHBIM H30TOIOM,
3nopoBeiMU  H0OpoBoibaMH 63 % W 22 % npUHATOH M03b1 BBHIBOJUTCS Yepe3 KHINECYHHK H
NMOYKH, COOTBETCTBEHHO. Ilpu 3TOoM mnpubnusurensHo 53 % wu 2,3 % npuHsATOM 10361

. NPUXOAUIOCE HAa JOMI0 HEM3MEHEHHOI'O0 KpPU30THHHOA MpH BHIBEJEHWH Yepe3 KHIIEYHHUK H
NOYKH, COOTBETCTBEHHO. CpenHuil KaxylmHHCs KIHPEeHC KPH30THHHOA B PaBHOBECHOM
KOHHEHTpaluu 6su1 Huxe (60 1/4) mocne npuMeHeHUs: KpH30THHHOA B fo3e 250 Mr jBa pasa B
CYTKH, Y€M II0C/e mpuMeHeHus B no3e 250 mr onuH pas B cytku (100 n/4). Cxopee Bcero, 3To
CBSI3aHO C IOBBIIIEHHBIM yrHeTeHHeM u3odepmenta CYP3A mnocre npuMEHEHHS HECKOJIBKHX
no3.
Pacnpeoenenue
l'eomeTpryeckuil cpeannii o0beM pacrpeneneHust coctasisi 1772 11 mocjie BHYTPUBEHHOIO
BBeZIEHHs 10361 50 Mr, yKa3biBas Ha LIMPOKOE pacrpee/ieHHe KPU30THHHOA U3 T11a3MBl B TKaHH.
CasaspiBaHMe Kkpu30THHMOa C OenkaMH IUIasMbel KpOBH in vitro coctaBuseT 91 %, BHe

3aBUCHUMOCTH OT KOHIUCHTPAILIHUH.
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Pe3ynbTaThl MCCIENOBAHUM in vilro TO3BOJSIOT IpPEANoJaraTh, 4YTo KPH30THHHO sBIsSeTCS
cybcrparoMm P-riukonporenna.
Ko>ppHUHEHT COOTHOINEHMS  KOHIEHTpaUWd B  IUIa3Me€ MIM  KPOBH  COCTaBJIAET
NpUOTH3UTENBHO 1.
Ilayuenmul ¢ HapyweHnuem hyHKyuu novex
He Ttpebyercs koppeKuMd m03bI KPpU30THHHOA Yy NMALMEHTOB C HAapyIIeHHeM (YHKLHH NOYEK
nerkoi crenenu TsoxecTd (knupeHc kpearunuaa (KK) ot 60 mu/mun no 90 miu/mMuH) U cpenHei
crenend Tsokectd (KK ot 30 Mn/mun 1o 60 MI/MHH), Tak KaKk paBHOBECHBIE KOHLIEHTpALMU B
3THX ClydasxX NMPaKTHUYECKH HE OTJIMYAIOTCH OT PaBHOBECHOM KOHIEHTPALMH KpU30THHHOA Y
MAllMEHTOB C HOPMaNbHOM pyHKIUeH nouek. KpoMe Toro, OpU10 ycTaHOBIIEHO, qu0 KK nukak He
BIIMSCT Ha @apMaKOKHHeTnRy KpH30TUHHOA.
Ilocne ogHOKpaTHOrO mHpUMEHEHHS Kpu30oTHHHOa B no3e 250 Mr y maiMeHTOB C TSHKENOH
’ noyeuHo# HenocTarourocThio (KK < 30 MI/MHH), COCTOSHHE KOTOPBIX HEe TpebyeT MpoBeJeHHs
NEpUTOHEaNbHOrO quanu3a wid remoauanusa, AUC u Cp,x Kpu30THHHOA NOBBIIATKCE HAa 79 %
4 34 %, COOTBETCTBEHHO. Y TaKHX MAI[MEHTOB CJIElyeT KOPPEKTHPOBATH 03y KPU3OTHHHOA (CM.
pazmen «Croco® mnpuUMEHEeHHs H A03bI»). HeBO3MOXHO [gaTh TOYHBIE DPEKOMEHOALUH II0
JNO3UPOBAHHIO TIpErapara y MAIlHEHTOB C TEPMHHAJIBHON MOYE€YHOM HENOCTATOYHOCTHIO (HE
UCCJIEAOBAIHCH).
[lpuMeHeHHe KpU30THHHOA y TMAIMEHTOB C TSOKENBIM HapyuleHHeM GYHKUMH MOYEK HIIM
HaXOJSIIMXCA Ha TEeMOAMANU3e, HE HCCIeNoBanoch. M3 KIMHHUYECKHX HCCIENOBaHHI
HCKJIFOYAJIUCh NNALIMEHTH], C KOHLEHTpaleld KpeaTHHHHA B CBIBOPOTKE KpOBHU OoJiee ueM B 2 pasa
NpEBHILAKOLIECH BEPXHIOK rpanuily Hopmsl (BI'H).
Ilayuenmul ¢ HapyweHuem QyHKYUU neyeru
. ITpumeHnenne kpu3oTHHUOA y MALIMEHTOB C HAapylIeHHEM (PYHKLHUH MEYEHH HE MCCIIENO0BAIOCSH.
M3 KIMHHUYECKUX HCCIIEOBAHUIM HCKIIIOYATHMCH MAlMEHTHI, Y KOTOPBIX OTMEYAIH IOBBIIIEHHE
aKTMBHOCTH acnapratamuHoTpaHcepasbl (ACT) unu ananunamuHorpanchepassl (AJIT) Gonee
yeM B 2,5 paza orHocutenbHOo BI'H (Gomee yem B 5 pas orHocurensHo BI'H BcnexnctBume
3JI0Ka4Y€CTBEHHOr0 HOBOOODPA30BaHHMs) MM MOBBIIICHHE KOHLIEHTpaMH o0Iero GuiupybuHa
bomee uyeMm B 1,5 pasa otHocurenbHo BI'H. Ha ocHOBaHMH MONYJIALHOHHOIO
(apMaKOKMHETHYECKOTO aHaiu3a OBbUI0 YCTaHOBIEHO, 4TO 6a3oBasd KOHLEHTpaLHs OOIIEro
Ounupy6buna unm akTuBHOCTH ACT He BAMSIOT Ha (apMAKOKMHETHKY KpH30THHHOa. Tak Kak
KPU30THHMO B 3HAYHTENBHOW CTENEHH MeTabONU3NpYyeTCs IIEYEHBI), MOXHO OXHIATh
YBEJIMYEHHUs KOHUEHTPAllMK KPU30THHHOA B IIJIa3Me KPOBH NPH HAPYLIEHHSX QYHKIHUH TIEYEHH.
Bospacm

(DapMaKOKI/IHCTHKa KpH3OTHHH6a HE MEHACTCA B 3aBUCHMOCTH OT BO3pacTa.
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Macca mena u non

[Tox 1 Macca Tena NalUeHTa He BIMSIOT Ha GapMakOKHHETHKY KpU30THHUOA.

Omuuyeckas NPUHAONEHCHOCMb

BBUIO yCTAaHOBJIEHO, 4TO TpeanonaraeMas paBHosecHas AUC y xurenedt Asum Ha 23-37 %
BBIIIIE, YEM Y TIPEACTABUTENIEH APYTHX ITHHUECKUX TPYIIIL.

Ilpumenenue y oemeii

BesonacHocTh ¥ 3P PEKTUBHOCTH KPU3OTHHHOA y IETEH HE YCTAHOBJICHBI.

Bhusnue na gpynxyuro cepoya

V manueHTOB ¢ HEMEIKOKIETOYHBIM DAaKkoM JIErkoro, skcmpeccupyomuMm 6o ALK 6o
ROS1, nonyyaBmux Kpu3oTHHHO B no3ze 250 Mr 2 pa3a B CYTKHM, OUCHHBAINCH NPU3HAKH
yanminenns uatepsaia QT. B npouecce aHani3a 3aBUCHMOCTH NIapaMeTPOB HapMaKOKHHETUKU U
(bapMakoJMHAMHUKHU OBUTO BBICKa3aHO npenﬁonomem&e O HAJIMYHHM CBSI3H MEXIY KOHIEHTpaLHen
KpM30THHHOA B IIa3Me KPOBH M JUTMTeNbHOCTHIO HHTepBana QTc. B mononnenue k 3toMy 66110
YCTAHOBJEHO, YTO CHH)KEHHE YaCTOTHl CEPACYHBIX COKPAIEHHH CBA3aHO C TIOBBIICHHEM

KOHUCHTpPAIIUHU KpH3OTHHH6a B IIJIa3M€ KPOBH.

IToxa3zaHus K IPMMEHEHHIO
ALK-nosutuBHbpii Wi ROS1-mo3UTHBHBIA pacnpOCTPaHEHHBIH HEMEIKOKIETOUHBIA pak

JIETKOTIO.

IIpoTuBONOKa3aHuA

- THIEPYYBCTBUTEIBHOCTh K KPU30THHUOY MM K JIOOOMY BCIIOMOTaTE€NbHOMY BEILIECTBY,
BXOJIALIIEMY B COCTaB IIpenapara,

- HapyleHne GpyHKIMH 1neYeHu - nopbimeHne akTuBHOCTH ACT wiu AJIT Gonee uem B 2,5 pasza
otHocutensHOo BI'H (6onee ueM B 5 pa3 otHocutensHo BI'H BcnencTeme 310KavecTBEHHOIO
HOBOOOpa30BaHWsI) HJIM [TOBBILIEHHE KOHIEHTpaluu obuero 6unnpybuna 6onee yem B 1,5 pasza
otHOcuTensHO BI'H;

- HapyumieHue (YHKIMHM TOYEK TSDKEJIOH CTEeNeHH MM Y TIIallMeHTOB, HAXONSIUMXCA Ha
reMOAUAIIN3E;

- OJHOBPEMEHHOE NMPUMEHEHHE C MOLIHBIMH MHAYKTOpaMM WJIM MHTHOUTOpaMH H30(epMeHTa
CYP3A, a takxe ¢ cybctpatamu uzodepmenta CYP3A, xapakTepusyrOlIMMHUCS Y3KUM
TepaleBTUYEeCKUM AuanazoHoM (cM. pa3zaen «B3aumojnelcTBHE ¢ APYrHMH J1€KapCTBEHHBIMH
npernapaTamMmu»);

- 6epeMeHHOCTS, IEPHOJ] FPYAHOTO BCKAPMIIMBAHHUS,

- AETCKMH BO3pacT 10 18 ner (HexocTaTouHo AaHHBIX 10 6€30MaCHOCTH U 3G PEKTUBHOCTH).
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C 0CTOpOKHOCTBIO

[Tpenapar Kcankopu® cliefyeT TNpHMEHSTh C OCTOPOXHOCTBIO y MAIMEHTOB, HMEOIMX B
aHaMHe3€e 3MM3046! yuinHeHnus uHTepBana QTc, npeapacmosioKeHHbIX K JaHHOMY COCTOSTHHIO
(maLMeHTH ¢ 3aCTOMHOM CepledYHOll HEeNOCTaTOYHOCTBIO, OpajiuKapiueil, HapyIIeHHIMH
3JEKTPONIUTHOrO GajlaHca) WM NOJIYyYalOMUX JIEKAPCTBEHHBIE CPEJCTBA, KOTOPHIE YUIHHAIOT
uarepsan QT (cM. pasgen «Ocobble yka3aHus»), a TAKXe IPH HapylIeHAH QYHKUMH [EYCHH.
Cnenyer cobmofarh OCTOPOXKHOCTD IIPH NPHMEHEHHH Ipenapara Kcankopu® B KOMOHHAIHH C
TperapaTaMH, IpeuMyIeCTBEHHO MeTabom3upyomumucs usopepmentom CYP3A (cM. paszen

«B3auMoIeHCTBHE ¢ JPYTHMH JIEKapCTBEHHBIMHU MIPENapaTaMH»).

IpumeHeHnue npu 6epeMeHHOCTH H B EPHOJ I'PYAHOr0 BCKapMJIMBAHHUS

AJIeKBaTHBIX ¥ XOPOIIO KOHTPOJIMPYEMBIX HCCIICIOBAHHUMA MPUMEHEHUsS] KPH30THHHOA B IIEPHON
O0epeMEHHOCTH HE MPOBOIUIIOCH.

KpH30THHHO MOXET BBI3BIBATH MOPaXXEHHUE ILIO/A IIPH IIPUMEHEHHH B IEPHOJ OEPEMEHHOCTH.
XeHmMHEI NEeTOPOAHOrO BO3pacTa JODKHBI OBITH NPEXYNPEXAEHB! O HEXENaTeTbHOCTH
HACTYIUIEHHs] OEPEMEHHOCTH B MEPHOJ Tepamuu Kpu3oTUHHOOM. C 3TOH LENbIO B TEUCHHE
nepuoja TepallMd M He MeHee 4eM B TedeHHe 90 mHel mocne ee 3aBepIICHMS JKCHIIHHBI
JIETOPOJIHOTO BO3pacTa, WIK MX MapTHEPHI, IPHHUMAIOIIHE Kcankopu®, J0DKHBI HCIIONB30BATh
aJIeKBaTHBIE METOIbl KOHTPALETILIHH.

Ilpu npuMeHeHuu npenapara Kcaakopu® B NepHo GepeMEHHOCTH HIM TpPH HACTYIUICHHH
OepeMeHHOCTH B NEPHOJ JICYSHHS JAHHBIM IIPETapaToM MalMeHTKH MM €€ M0JI0BOI0 NapTHepa,
OHH JOJDKHBI OBITh TNPOMH(GOPMHUPOBAHBI O MOTEHUHMANBHBIX pPHUCKaX HEONIArONpHATHOIO
BO3/EHCTBHS Ipernapara Ha IUIOA.

HeusBecTHO, BbIAENsSE€TCS JIM KPU3OTHHHO B TIpyaHoe MOJNOKOo. B mepwon rpyaHoro
BCKapMJIMBaHUS CIIEAYET JIHOO OTMEHUTH KPU3OTHHUO, TMO0 NPEKPAaTHTh rPyIHOE KOPMIIEHHE B
3aBUCHMOCTH OT CTEIICHH HEOOXOJUMOCTH NMPHUMEHEHHS IIperapaTa y MaTepH.

B coorBercTBHM ¢ pe3yNbTaTaMH JOKJIMHHYECKHMX HCCIIEJOBAHUN IpeanosaraeTcs, 4To

KpPI30TI/IHI/I6 MOXCT BJIMATH HA q)epTI/IJIBHOCTb MY)XXYHH U )XCHIIHH.

Cnoco6 npuMeHeHHs H 103bI
®
Kcankopu~ NpUMEHSIOT BHYTpPb, BHE 3aBHCHMOCTH OT mnpuema numm. Kamcyner cnemyer

NporjaTeIBaTh LNCIAKOM.
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Ilepen npumeHeHHEM npenapafa KcaJIKOpPI® y nauuentoB ¢ HMPJI neobxonumMo ompenenenue
TpaHcinokaumu ALK wmu ROS1, mockonbky, Kak ObUTO ITOKa3aHO, OTBET Ha JIEYEHHE
JIOCTUTAETCA TOJBKO Y 3THX MAIIHEHTOB.

HanHoe HCCnefoBaHUE NOJDKHO BBIIONHATHCS B JIAGOPATOPUM, UMEKOLIEH COOTBETCTBYIOIIMI
onksIT. Hapymenue METOIMKH JAHHOTO aHAIH3a MOXET SBJIATHCA NPUYMHOM TOTYyYEHHS JIOXKHBIX
pE3YIBTATOB.

Pexomennyemas no3a kpu3oTuHHOA cocTapiset 250 Mr 2 pa3a B CYTKH.

Jleuenue npenapaToM NPOBOASAT JUTHTEIEHO, 10 TEX MOP II0KA MMEETCS MONOKUTENBHBI 3 heKT
OT TEpaITUH.

B ciy4ae nponycka npuema Jo3b! KpU30THHUOA €€ CIIeMyeT NPHHATh Cpa3y, KaK TOJMBKO MalUeHT
BCIIOMHUJI O HeH (eCiiM 10 MOMEHTA MpHeMa CIeAYIOLIeH 03I OCTAIOCh 6 YacoB WM Honee),
WM HE NMPUHUMATH €€ COBCEM (ECIM 0 MOMEHTA NpHeMa CIELYIOEN N03bl OCTAJIOCh MEHee
6 yacoB).

He cnenyer ynsauBars ciieyrolyro 103y B Ka4eCTBE KOMIIEHCALIMH TIPOIYIIEHHOM.

Koppexyua 003b1

B 3aBHCHMOCTH OT MHIMBH/yaNbHOM NMEPEHOCHMOCTH M GE30NACHOCTH MOXET MOTpeGOBATHCS
BpEMCHHas OTMEHa Ipenapara M/WIM CHIDKEHHE N03bl Kpu3oTuHHGa. Ilpu Heo6XoamMocTH
CHHXXCHHUA NO3bl €€ cienyeT yMeHpIuuTh 10 200 Mr 2 paza B cytku. [Ipy HeoOXoAMMOCTH
AIBHEHIIETO CHIXKEHHMS 103bl, €€ YMeHbIIaoT 10 250 Mr 1 pa3s B cyTKH.

PexoMeHauuK 1O CHUXKEHHUIO JO3bl TIPH Pa3BUTHH TEMATOJOrHYECKON ¥ HEreMaToNOrHuecKoi

TOKCHYHOCTH NIPUBENEHBI B Tabmunax 1 u 2.

Ta6auua 1. Koppexuuns 10351 KpU30THHHGA NPH Pa3BHTHH reMaToIOrHYECKOl

TOKCHYHOCTH®

Crenens BoipaskeHHOCTH | Pexxum 103MpoBaHus KpH30THHHGA

CTCAE®

Crenens 3 BpeMeHHO OTMEHHTH IIperapar OO0 pa3pelleHUst CHMITOMATHKH
A0 YpOBHA < 2 CTENeHM, 3aTe€M BO30OHOBHMTH TEpANHIO B
HCXOOHOM PEXUME I[03I/Ip0BaHPIﬂ.

Crenens 4 BpeMeHHO OTMEHHTH Ipenapar A0 paspelieHHs CHMITOMATHKH

J0 YpOBHS < 2 CTCIICHH, 3aTEM BO300OHOBHTE TEpANUIO B OO3¢

200 mr 2 pasa B cyTkn®.

a33. HUCKJTIOYECHHEM JlPlM(bOl'leHldH (B cjliydae, €ClIH HET CBA3H C KIIMHUYECKUMH NpoABIICHHUAMH, HaNpUumep,

OMNOPTYHHUCTHYECKHE UHPEKLNH).
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6 KPUTECPHH OLECHKH CTENEHH THKECTH Haubonee 4YacTbIX HEXeNaTesjbHBIX SABJICHUH HauuonansHoro

uncrutyta paka CIIA (National Cancer Institute (NCI) Common Terminology Criteria for Adverse

Events).

? Nnpy¥ pa3BUTHH peUHAHBA HEXEJIATENIbHOr0 ABJIEHHUA CJIeAYeT BPEMEHHO OTMEHHTb MNperapar ao

pa3peiCHUd CUMNTOMATHKH A0 YpPOBHA <2 CTEreEH#U, 3aTeEM BO300OHOBUTD Tepanvio npenapaTomMm B 103€

250 mr 1 pa3 B cyTku. PeunausupyioLumre HexenatenbHbie SBIEHHs 4 CTENEHU THKECTH TPEOYIOT NOIHOM

OTMEHBLI TEpAIHH.

Ta6anua 2. Koppekuuss 10361 KPH3O0THHHOA NpPH pPa3sBHTHM HEreMaToJIOrH4YeCKOH

TOKCHYHOCTH.

CreneHnb BbIPaXKEeHHOCTH

CTCAE®

Pexum A03UPOBAHUA Kpmonmﬁa

[ToBbITICHHE

AJIT wm ACT mo 3 wiu 4

AaKTHBHOCTH

CTENEHH, aCCOLUUPOBAHHOE C
MOBBIIIICHHEM KOHLIEHTPAlluU
obmero Omwmupybuna o < 1

CTCIICHHU

BpemenHo ~ OTMEHHTH  T@pemapar  J0  pa3pelieHHUs

CHMIITOMATUKHA O YPOBHSA <1 creneHu wiu HCXOOHOIO, 3aTEM

BO300HOBHTE Tepanuio B 03¢ 200 Mr 2 pa3za B cyTKE’.

[ToBreHue

AJIT win ACT gm0 2, 3 unu 4

AKTHUBHOCTH

CTENEHH, C COIMYTCTBYIOLIMM
MOBBIIIIEHHMEM KOHLEHTpPAIIHH
obmero OunupybuHa ao 2, 3
Wiy 4 creneHH (B OTCYTCTBHE

XO0JIeCTa3a WM reMOJIH3a)

[TonHas oTMeHa npenapara.

HHTepcTupanbHble
3aboneBaHus JIerKux
(A3JI)/mueBMonuT  moboi

CTETNIEHH TSKECTH®

[lonHast oTMEHa Ipernapara.

Ynunenne uHTepBana QTc

3 cTeneHu

BpeMeHHO  OTMEHHMTH  Ipemapar [0  pa3pelleHHs

CHUMIITOMATUKH OO0 YPOBH:A <1 CTCIICHH, 3aTCM BO300OHOBUTH

Tepanuto B 1o3e 200 mr, 2 pa3a B cy’rxnﬁ.

VYanunenne unTepBana QTc

4 creneHu

ITonnas oTMeHa npenapara.

Bpamuxapaus 2, 3 creneHu’

BpemeHHO ~ OTMEHHMTH  mpemapaT O pa3pelleHHs

Crp. 8 3 18
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(nposBNAIOTCS

COIYTCTBYIOIIKME CHUMIITOMBI
(MOTyT OBITH TSKENBIMH M
KIMHHYECKH  3HAYUMBIMH),

TpC6yIOIHI/IC MECIUIIUHCKOT'O

CHMIITOMATUKH 1O YpOBHS < | CTENEHH WM YyBEIHYCHHS
YacTOTHI CEPIEYHBIX COKpalleHuit 10 60 ya/mMun umu 6onee.
OueHUTH COIYTCTBYIOLLER

KOPPEKTHOCTD TCpanuu

npenaparaMi, KOTOpPBIE MOILYT IIPHBECTH K Pa3sBUTHIO

6pazmxap,uun, a TaKXX€ THIIOTCH3UBHBIMHU ITpEIIapaTaMH.

BMELIATEIIbCTBA) Ecny mpenapar COMYTCTBYIOIIEH TepanuM, BIMAIOLIMEA Ha
4acTOTy CepAEYHBIX COKPAILEHHUH, ObLI ONpeeNeH H OTMEHEH
WM €ro J03a CKOPPEKTHpPOBaHA, TO IIOCJIE DPa3pelleHHs
CHUMIITOMATHKHA OO0 YpOBHSA < | CTENEHH WU YBEIUYECHHS
YacTOTHI CEpIEYHBIX COKpauieHuit no 60 yn/mMuH umm 6onee
CllelyeT BO30OHOBHUTH TEPAIHI0 KPU3OTMHHOOM B HCXOIHOM
1o3e.

Ecnu mpemapar CONMyTCTBYIOLUEH TepanuH, BIMSIONMH Ha
YaCTOTY CepAIeYHBIX COKPALIEHHUIH, He GBLT HAEHTHQHIUPOBAH
WM He ObUT OTMEHEH WM [03a He CKOPPEKTHPOBaHA, TO
nocjie paspenieHdss CHMIITOMATHKA 10 ypoBHA < 1 cTeneHn
WM YBeJTMYEHHs 4YacTOTHl CEPAEYHBIX COKpAllEHHH [0

60 ym/muH wiu Oosee cieqyeT BO30OHOBHTB TEPAITHIO

KPU30THHHOOM B MEHBIIEH J03€.

i}

Bpanukapaus 4 creneHu” CrnenlyeT MOJIHOCTBIO OTMEHUTH IIPHEM KPHU30THHHOA, €CIIU HE

(KH3HEYTpOXKAIOLIHE ObUT MAECHTH(GHUMPOBAH APYroH Ipemapar, BIUAIOIMA Ha

NOCTEeCTBHS, TpebyeTcs | YaCTOTy CEpAEYHBIX COKPAILECHUN.

HEMEJIEHHOE MeJUIMHCKoe | B ciaydae, €CJIH IMaUCHT II0JIy4JacT prFOﬁ mpenapar,

BMeELIATENILCTBO) KOTOPBIA MOXXET BJIMATH HA YACTOTY CEPACYHBIX COKpAICHHH
H OH 1ub0 OTMEHEH, JUOO e€ro A03y CKOPPEKTHPOBAIH, TO
[OCJIe pa3pellieHus CMMIITOMaTHKH 0 YpoBHA < | cremeHun
WIH YBEJIMYEHHS 4YacTOThl CEPACYHBIX COKpAIEHHH 10
60 yn/mMuH unu 6osiee, crieayeT BO30OHOBUTH TEpaIUIo B 103€

250 Mr oauH pa3 B CYTKH.

® KpUTEpPHM OLEHKM CTEMEHU THKECTH HauboJiee uYacThbIX HexenareNbHbIX sBNeHWi HauuoHanbHOro
uHctutyTa paka CIIA (NCI Common Terminology Criteria for Adverse Events).

S npu pasBUTHM pELMAMBA HEXKENATENLHOTO SBNEHHS CeAyeT BPEMEHHO OTMEHMTH Mpenapar Mo
paspelleHHst CHMNTOMATHKK 10 YpoBHs < | cTeneHH, 3areM BO30OHOBHUTH TEPaIHIO NpenapaToM B 03¢
250 Mr 1 pa3 B cytku. PeunaMBupyiolie HexxenarelbHble SBIEHHS 3 WIM Oonee CTENeHH THKECTH

TpeOYIOT MONHO OTMEHbI TEPaNuH.
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® He cBsA3anHbIi ¢ nporpeccupoBaHnem HMPJL, npyrux 3abonepaHui nerkux, MHHQEKUMIMH WK paHee
NPOBECHHON J1y4eBOH Tepanuen.
r -~

YaCTOTA CEPAEUYHBIX COKpaLleHHii MeHee 60 ya/ MHH.

% nocTosHHAsA OTMEHA npenapara ansg BOCCTAHOBJICHHA.

Hapywenue ¢pynxyuu nevenu
[IpuMeHeHME KPU30THHHOA HE MCCICAOBAIOCH y MAlMEHTOB ¢ NoBbIlIeHHEM akTHBHOCTH ACT
win AJIT 6onee uem B 2,5 paza otHocurenbHo BI'H (bonee wem B 5 pa3 otHocutensHo BI'H
BCJIE/ICTBHE 3JI0KAYECTBEHHOIO HOBOOOPA30BAHMS) MM C MOBHILIEHHEM KOHUEHTPAIMU OOIIEro
ounupybuna 6onee yem B 1,5 paza orHocutensHO BI'H. Kpnsotunu6 y 60JIBHBEIX ¢ HapyLIEHUEM
(GYHKIUH TI€YEHH JA0JDKEH IPUMEHSTHCS C OCTOPOXKHOCTBIO.
Hapywenue ¢ynxyuu novex

‘ He TpebyeTcst KOppeKIlny 03B Ipenapara y HalueHTOB ¢ IMOYEYHOH HEJOCTATOUHOCTHIO JIETKOH
(KK 60-90 mi/mun) u cpenneit (KK 30-60 Mn/MHH) CTEIIEHH TSKECTH.
Y mamdeHTOB ¢ TsOKENoM moudeuHoit HemocraTouHOCThIO (KK < 30 Mn/MHH) KOHLIEHTpauus
KpH30THHHOA B IUIA3M€ KPOBH MOXET BO3pacTaTh. Y TMAaIMEHTOB C TSXKEJIOH NOYCYHOH
HEJOCTAaTOYHOCTBIO, COCTOSHHE KOTOPBIX HE TpeOyeT NMpOBEACHMS IEPUTOHEATBHOIO AMalM3a
WM TeMOIMANN3a, CIEAYeT CKOPPEKTHpOBaTh K03y mpenapara Kcamkopu® mo 250 mr 1 pas B
CYTKH. Ilocne ImpueMa nperapata Kak MUHUMYM B TCUCHHE 4 HEACb, 103y MOXHO MOBBICUTH C
Y4E€TOM HHAMBHIYaJbHOW NEpeHOCHMOCTH M Oe3omacHoctd n0 200 mr 2 pa3a B CyTKH (CM.
pasnen «®Papmakosoruueckue CcBOHCTBa»). IlpuMeHeHHe Kpu3oTHHHOA Y MAIMEHTOB C
TEPMHUHAJIBHOM MOYEYHOH HEIOCTaTOYHOCTHIO HE UCCIIEAOBAIOCH.
Iooicunvie nayuernmeoi

. YV noXujibIx NalMeHTOB He TpebyeTcs KOPPEKIIUU HayalbHON JO3EI.

Ilo6o4noe neficrBue ‘

HawubGonee TsXENbIMH HEXENATEIHHBIMH DEaKIMSIMH OBUTH TemaToTOKCHYHOCTh, M3JT wnm
ITHEBMOHUT M yanuHeHHe uHTepBasia QT.

Haunbonee wyacTbIMH HeXenaTeIbHHIMH pEaKNMSIMH (perucTpUpoBaBmIUMHUCT y > 25 %
HaI.II/ICHTOB) SABJISUIACH TOIIIHOTa, HAPYIICHUS 3PE€HUA, PBOTA, [HAPEA, 3a10p, OTCKH, ITOBBILUCHUE
aKTHBHOCTH TPaHCaMMHa3, CHH)KEHHE alllleTUTa, MOBILICHHAS YTOMIISEMOCTD, TOJIOBOKPYXEHHE
M HEHPOMAaTHs.

YacroTa HeXxeNaTeNnbHBIX PEaKLHUi IPeICTaBIIeHa IO CIEAYIOLIEH KiaccH()UKaIMK:

Ouenb yacTole >10 %

Yacreie >1 % u<10%
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Heuactbie >0,1 %o u <l %
Penxue 20,01 % un <0,1 %
O4eHb penkue <0,01 %

Co cmoponbl cepoeuHo-coCyOUCmoii cUCmeMbl: OdeHb Yacmule - Opanukapiaus (B TOM HHCIIE
CHHYCOBAs1), CHIDKEHHE 4aCTOTHI CEPAEYHBIX COKDALICHUH; yacmple - yamuHenune uarepsaia QT
Ha DJIEKTPOKapAHorpaMmme, 0OMOpPOK. ’

Co cmoponst 0p2anoe 4yécme: OyeHb 4acmule - HapyIIEHHE 3peHHs (DMIUIONHS, QoTomcws,
CHIDKEHHE YETKOCTH 3pEHHs, ILUIABAIOIIME IIOMYTHEHHs CTEKIOBHJHOIO Teja, CBETOOOS3HD,
nedEeKTH TIoNed 3peHHs, HATMYUE B [OJIe 3PEHUS Paly XHBIX KPYrOB BOKPYT MCTOYHHKA CBETa,
HapyuIeHHe BOCHpI/IHTI/ISIVSIpKOCTI/I CBETA).

Co cmopoHbl nuwesapumenbHol cucmembl: 04enb Yacmoie - TOLIHOTA, JUapes, pBOTa, 3arop,
HapylIeHHs CO CTOPOHBI NHIIeBOAa (racrpodsodareansHas pedimokcHas 6onesHs, mucdarus,
60Jb IpH TJIOTaHUM, OB B 06JACTH TMINEBOMA, ClIa3M IHINEBOJA, A3Ba MUIIEBOAA, 330(aruT,
pedutiokc-330¢arut), 6016 B )XUBOTE, CTOMATUT (IJIOCCOAMHUS, FIOCCHT, XEAIIMT, BOCIATICHUS H
A3BBl CIM3MCTOM OOOJIOYKH IIOJIOCTH pTa, opodapuHreanbHas 001b); wacmovie - IUCIEICHS,
Heyacmule - Ie4eHOYHAs HEJ0CTaTOYHOCTD, Nephopaliys Xelly JOYHO-KHIIEUYHOro TpaKTa.

Haﬁopamopnble noOKazameau: oOyeHb Hacmoele - TMOBBINICHUEC AKTHBHOCTH «II€YEHOYHBIX»

tpancamunas* (AJIT, ACT, rammariyraMunTpaHc¢epassl), HapylIcHHE GbYHKIMH TI€YEHH;

yacmele - TIOBBIIICHHE AaKTHBHOCTH INENOYHOH ¢ocdaraspl; Hewacmeie - TEYECHOYHAs
HEIOCTATOYHOCTb.
Co cmopoHbl 0pzano6 KpoéemeopeHUA: oueHb uacmvle - Heltponenus (dedpunpHas

HEHTPOIECHHUS, CHIXKCHHE KOJMYECTBA HEHUTPO(UIOB), JIEHKONEHHs, CHH)KCHHE KOHLEHTPALUH
OenbIX KPOBSHBIX TEJIEL;, Yacmobie - TMMGOTICHHS, aHEMHS, CHUXKEHHE N'eMOTIO0HHA; Heuacmule -
TPOMOOIIUTOIICHHUS.

Co cmoponsi 5)6me‘ua eujecmes: ouenb uacmuie - CHWKCHWE AaNIETHTa; Ydcmble -
runopocdareMus.

Co cmopoHbl HepeHOU cucmemsl: O4YeHb yacmule - HeWponaThs (OLIYIUEHHE MOKEHH,
HEBparus, nepudepudeckas Helponards (B TOM 4UCie, MOTOpHas, CEHCOpHasl HeHponaTus U
MOTOCEHCOPHAsi HEHPOTIaThs), HEHPOTOKCUYHOCTD, AU3ECTE3Us, OLIYLICHUE MOJI3aHHs MypallleK
o TeNly, HapylleHHe IOXOAKH, T'MIIOTOHMS, HEBpAITHs, HEBPHUT, IAPECTE3Hs, THMIIECTE3Ms,
TUIIEpECTE3Us, ceHcopHoé PaccTpoOiCTBO, MOTOPHOE PacCTPOMCTBO, Mapainy ManobeproBOro
HEpBa, MOJIMHEHPOMATHs), TOJOBOKPYXXEHHE, - HApyLICHUS pPABHOBECHS, IOCTYPalIbHOE

rOJIOBOKPYXCHHE, HpCﬂOGMOpO‘{HOG COCTOAHHE, NUCT'CB3USA, M'OJIOBHAsA GOJIB, OecCoOHHMIA.
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Co cmoponbl Osixamenvholi cucmemst: yacmole - U3J1 (oCTpBIf peclUpaTOpHBIA AUCTpecC-
CHH/IPOM, TTHEBMOHHT, abBEOJIHAT), HHGEKUUH BEPXHHX IBIXaTEbHBIX MyTeH (HasopapuHIHT,
PUHMT, GapUHTUT), OABILIKA, Kalleb.

Co cmopoHbl KOMCHBIX NOKPOB0B: O4eHb Yacmble - ChIllb.

Co CMOpoHbI MOYEBbIOENUMENbHO CUCMEMbL: YACMmble - MHOXECTBEHHBIE KHCTBI MOYEK,
KPOBOTEYEHHE W3 KHCT IOYeK, HMHQEKIHS KHCT IM0YeK, abcuecc MOYKH, MOBBIIICHHE
KOHIIEHTPALHK KpeaTHHA B KPOBHU, CHIDKEHME MTOYEYHOTO KIIMPEHCa KpeaTHHA.

Co cmoponbl OnopHO-06U2aMeNbHO20 GRNAPAMA: O4YeHb Hacmele - 60N B CycTaBax, 00ib B
CIIMHE, KOCTHO-MBIIIEYHEIE 60/H B IPY/H, MbIILIEYHas C1ab0CTh, MBIIEYHAas aTpodus.

Ipouue: ouenv uacmeie - oteku (nepudepHdeckue OTEKH, OTCKH ML, T€HEPATM30BAHHBIC
OTEKH, JIOKAJIbHBIE OTEKH, MEPHOPOMTAIIBHBIE OTEKH), IOBBIIIEHHAS YTOMJISEMOCTH, aCTEHu,

60JIb B rpy A, AUcKoM(opT B 067aCTH IpyIHOH KIETKH, IMXOPAJIKa.

* [loBblIEHME AKTHBHOCTH TpaHCaMHHa3 OOBIMHO HAOMIONANnoch B TEYECHHE MEPBBIX JBYX
MECAIEB TepalMui. DMHU30/bl MMOBBIIICHAS aKTHBHOCTH TPAaHCaMHHa3 B OOJIBIIMHCTBE Cyyaes
SBJSIMCH OECCHMIITOMHBEIMM M KYIMPOBAJIHCH II0OCJE BPEMEHHOIO IIPEKpALCHHs TEpalivH.
IMocne Bo30OHOBIEHHS MpHEMa TIpernapaTa, OOBYHO B MEHBHIEH 103€, peupmﬁBa WU3MEHEHHUH He

PEriCTpUPOBAIIOCE.

l'[epeuo:mponxa
B ciydae mepemo3WpoBKH cClelyeT INPOBOAUTH CTAaHAAPTHYIO NOUIEPKUBAIOINYIO TEPAIHIO.

Crenuduyeckuil aHTHAOT KPU30TUHUOA HE U3BECTEH.

B3aumopneiicTBHE ¢ APYrUMH JIEKAPCTBEHHBLIMH NpenapaTaMu

B wuccnenoBaHusx invitro Ha remaTouMTax 4YejioBeKa ObUIO IOKa3aHO, 4YTO KIMHHUYECKH
3HAQYMMOE JIEKAPCTBEHHOE B3aMMOJICHCTBHE B pPE3yJbTAaTe OMNOCPEIOBAHHOTO KPU3OTHHHOOM
MHTHOMpPOBaHHMA MeTaboNM3Ma APYTHMX JIEKAPCTBEHHBIX CPEACTB, SBISIOLIMXCSA CyOCTpaTaMu
uzopepmentoB CYP1A2, CYP2C8, CYP2C9, CYP2C19 um CYP2D6, ManoBeposTHO.

In vitro xpu3oTuHHO sBseTcs MHrHOHTOpoM M3odepmenta CYP2B6, nosToMy moTeHIMaIBHO
OH MOXeET TOBBIATh I[UIA3MEHHYI0 KOHIEHTPALUMIO IPEenaparoB, IPEUMYILECTBEHHO
MeTabonmuzupyemeix nzodpepmentom CYP2B6.

B uccnenoBaHusXx in vitro Ha MEKpPOCOMax IeYeHH 4esloBeKa ObUIO MOKa3aHO, YTO KPU3OTHHHO

uHrEbMpyeT akTuBHOCTH H30hepmeHToB CYP2B6 1 CYP3A B cTeneHu, 3aBUCUMOH OT BPEMEHH.

v 98 391 Crp. 12 u3 18
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Kpusotunu6 ssnsercs cyberpatom usopepmenta CYP3A4/5 um ymepeHHBIM MHIHOMTOPOM
modepmenta CYP3A. B uccienoBanusx in vitro u in vivo 6pUI0 TOKa3aHO, YTO KPU3O0THHHO
aBasgeTcs uHrubuTopoM n3odepmenta CYP3A.

OO0HO8pemenHOe npUMEHEHUe C IeKAPCMEEHHbIMU NPEeNnapamamu, AENAIOUUMUCE cybcmpamamu
ypuoun 5'-0ugocpam-zmoxyponozunmpancgepasor (Y{PI'T)

HccnenoBanus in vitro mOKa3ajid, YTO B3aUMOIECHUCTBHE MEXIy IpelapaTaMH, BCIEACTBHE
KPH30THHUO-OMOCPEIOBAHHOTO0 ~ WHTMOMpoBaHust  Merabosm3ma  cybcrpatoB  YO®I'T,
MaJIOBEPOSTHO.

JlexapcmeenHnble cpedcmea, CnoCOGHbIE NOGLIULAMY KOHUEHMPAYUIO KpU30muHnuba 6 niame
Kposu

KomOuHMpoBaHKHe Kpu30THHHOA ¢ MOIIHBIMH HHruOutTopamm u3odpepmenta CYP3A moxer
NPHBOJHUTEL K IMOBHIIIEHHIO €r0 KOHIEHTpaLKH B mia3Me kpoBu. [lostomy cienyer usberars
KOMOHMHHPOBaHHS KPH30THHHOa ¢ MomHbIME HHruOuropamu wuizodpepmenta CYP3A, B Tom
YMCJIE aTa3aHABMPOM, KIAPUTPOMMIMHOM, HMHMHABMPOM, HTPAKOHA3070OM, KETOKOHA30JIOM,
HedazomoHOM,  HeN(pUHABHPOM,  pPHUTOHABHPOM,  CaKBUHABUPOM,  TEJIUTPOMHLHUHOM,
TPOJICAHIOMMIIMHOM M BOPHKOHA30JIOM.

KoMOUHHpOBaHHBIH OJHOKPATHBIM IE€pOpalbHBIA NpuUeM KpU30THHHO2 B moze 150 mMr u
KeToKoHa30Ja B o3e 200 Mr 2 paza B CyTKH, IPUBOJAUT K YBEIHYEHHIO CHCTEMHOH 3KCIIO3HLIUM
kpuzotuHuba. Ilpu stom 3HayeHUss AUCiyr u Crax BO3pacTaloT npubiuzurensHo B 3,2 u 1,4
pa3a, COOTBETCTBEHHO, 110 CPABHEHUIO C IPUEMOM KPHU30TUHMOA B MOHOTEpanuu. TeM He MEHee,
BBIPQXXCHHOCTh BIIMSHUSA HMHTuOuTOpoB m3odpepmenta CYP3A Ha 3HaueHUsS OIKCIIO3UIMU
KpU30THHHOA B PABHOBECHOM COCTOSIHHH HE ONpEEIeHa.

I'peitndpyT wnu rpedndpyToBBI# COK TaKXKe MOXET MOBBIIIATH KOHIEHTPALHIO KPH30THHMOA B
IUla3M€ KpOBH, MO3TOMY cllefyeT u3beratb ero ynotpebieHus Ha (OHE Teparmuu AaHHBIM
‘npenaparoM. Crenyer cobioaaTe OCTOPOXHOCTh IPH  OJHOBPEMEHHOM  IIPHMEHEHHH
Kpu3oTuHUuOa ¢ yMepeHHbIMU HHTHOUTOpamu usodepmenta CYP3A.

JlexapcmeenHble cpedcmea, CROCOOHbIE CHUNCAMb KOHUEHMPAYUIO KpU3OMUHUDA 6 niaazme
Kpoeu

KombunupoBaHue KpuzoTHHHOA ¢ MOLIHBIMH HHAyKTopamu u3odepmenta CYP3A Moxer
NPUBOAMTH K CHMJKECHHIO €ro KOHIIEHTpallMM B IIa3Me KpoBH. 1lostoMy cneayetr usberath
OJHOBPEMEHHOIO MPUMEHEHHsI KpU30THHUOA ¢ MOIIIHBIMU HHAYKTOpamMH u3odepmenta CYP3A,
B TOM 4ucne KapbamasenuHoM, ¢eHobGapbutanoMm, ¢QeHuTouHOM, pHDAOyTHHOM,
pudaMIUIHHOM H [IpenapaTaMu 3Bepo00s POABIPABIEHHOTO.

OnHOBpeMEHHOE IPUMEHEHHEe KpU30THHHOA B f03e 250 Mr ABa pa3a B CyTKH OJHOBPEMEHHO C

pudammumaoM (B mo3e 600 Mr 1 pa3 B CyTKH) MPHBOAWIO K CHIKEHMIO 3HaueHuH AUCq, ¥

E: . 9 889 ] Crp. 133 18




JIIT001917-290816

Crnax KpU30THHHOA B pABHOBECHOM COCTOSIHUM Ha 84 % u 79 %, COOTBETCTBEHHO, 110 CPABHECHHMIO
C PUEMOM TIOCJIEIHETO B MOHOTEPAIIHH.

JlekapcmeenHble cpedcmea, KOHUEHMPAUUU KOMopsix 6 niasme Kpo8U MOZYM UIMEHAMbCA
npu ux KOMOUHUPOBAHUU C KPU3OMUHUDOOM

Cnenyer co0moaTb OCTOPOXHOCTL IIPU npnMeHehnn KpU30THHHOa B KOMOMHAIMH C
IpenapaTamy, IIPEUMYLIECTBEHHO MeTabou3upyommmMucs uzodepmentom CYP3A, BO3MOXHO,
MOJXET MOHAZO0OUTHCS CHI)KEHHE 10361 3TUX npenaparoB. CienyeT u3beratb KOMOMHHPOBaHHS
kpu3otuHuba ¢ cybctpataMu  m3odepmenta CYP3A, XapakTepusyIOIIUMHCS — Y3KHM
TepaneBTHUECKHMM JHaNa3oHoM (TaKUMH Kak, ajipeHTaHuUI, MKIOCTIOPHH, EHTaH!, XMHU/IMH,
CHPOJIUMYC, TAKPOJIUMYC), & TAKXKE C perapaTaMu, IPUMEHEHHE KOTOPBIX MOXKET OBITH CBS3aHO
C pPa3sBUTHEM JKH3HEYTPOXKAIOIIUX aPUTMHUH (MTUMO3HOM, JUTHAPOIPrOTAMHHOM, 3prOTaMHHOM,
a TaKk)Ke aCTEMHU30JI0M, LIU3aNPUIOM U TepHEHATHUHOM).

[Tocne npuema kpuzotHHuOa B fo3e 250 Mr 2 pa3a B CyTKHM IAlIUEHTAMHU CO 3JI0KAYECTBEHHBIMH
HOBOOOpasoBanuamMu B TeueHue 28 nHedt, AUC mupasonama (IpH €To NEPOPANTBHOM MPHEME)
6ea B 3,65 pas (90 % IOW: 2,63 - 5,07) Beime, yeM TakoBas Ha ()OHE MOHOTEpAIHH
MH/1230JI1aMOM.

Kom6unuposanue KpusomuHuba c npenapamamu, nogsiuarowjumu pH scenydounozo coka
PacTBOPUMOCTh KpH30THHHOA B Boje 3aBUcuUT OoT pH: mpu HHU3KMX (KHCIBIX) 3HadeHMsx pH
PacTBOPUMOCTE ero Bo3pactaeT. OxHoKpaTHbIH pueM 250 MI KpH30THHHOA TOCHIE TIPUMEHEHHS
40 Mr oMemnpasojia OIHH pa3 B CYTKH B T€UeHHE 5 THEH MpUBOAUT K CHIDKeHHIO obmei AUC,r
Kpu30TUHKOA npubau3uTebHO Ha 10 % U 0TCYTCTBHIO H3MEHEHHS Cax KPH30THHHOA B IIa3Me
KPOBM;, CTEMEHb YBEIHYEHHS O3KCIO3WIUHM IperapaTa KIMHUYECKH HE3HayMTelbHA. Takum
obpa3oM, He TpeOyerTcs KOPpPEKIUH HayallbHOM 103bl KpU3OTHHMOA IpPH OJHOBPEMEHHOM
[NPUMEHEHHH C JICKAPCTBEHHBIMH CPEICTBAaMH, BBI3BIBAIONIMMH IOBHIIEHHE pH xkemymoyHoro
coka (TaKMMHU KaK, HHTUOUTOPEI MPOTOHHOM MOMITBL, 6110KaTOpbl Hy-rucTaMHHOBBIX pELIENITOPOB
HJTH aHTaLU]Ib]).

Komb6unuposanue c cybpcmpamamu mpancnopmepoé

Kpuzorunub siensercs MHTHOUTOpoM P-riukornporeunsa in vitro. I10310My OH MOXET NOBBIIIATH
KOHIICHTpAIlMX B IIa3M€ KPOBH COBMECTHO IIPUHHMMAEMBIX C HHM JIEKAPCTBEHHBIX CPENCTB,
SBJISTIOIIMXCS cybcTparaMu P-riukonporenHa.

In vitro xpuszoTuHu6 sBisercs uHruouTopoM TpaHcnoptHeIX 6enkoB OCT1 u OCT2. B cBs3u ¢
3THM KPU3OTHHUO MOTEHIUAILHO MOXET HOBIJ‘IIHaTI) KOHIIGHTPalMI0 B IUIa3Me€ KpOBHU
NpenapaToB, SBISIOIUXCS cyOcTpaTaMu 3TUX OEJIKOB.

B uccnenoBaHusAX in vitro KpU3OTHHHO B TEpaneBTUYECKUX KOHIEHTpaUMsIX HE HHrUOMpOBai

tpaHcroptHele Oenku nedenu OATP1B1 wmum OATP1B3. [losToMy KIHHHYECKH 3HAYMMOE
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JICKAPCTBECHHOC B3aUMOJCHCTBUE B pPe3yibTaTe OIIOCPCAOBAHHOTO KpI/I3OTI/IHI/I60M
I/IHFI/I6HpOBaHI/IH IIEYCHOYHOI'0 HJIM ITOYEYHOI'0 3axBaTa JICKAPCTBECHHBIX CPEJCTB, SBJIAIOIINXCH
CY6CTpaTaMI/I 3THX TPAaHCIOPTEPOB, MAJIOBEPOSITHO.

In vitro B KIMHMYECKH 3HAYUMBIX KOHLEHTpALUIX KpI/IBOTI/IHPIG HE ABIIACTCA I/IHFI/I6I/ITOpOM

TPAaHCIIOPTHBIX O€JIKOB KEJTYHBIX COJICH.

Ocobble ykazaHus

WMeroTcs COOOLICHHS O pPa3BHTHH JIEKapPCTBEHHO-MHAYLMPOBAHHOM TIe€NAaTOTOKCHYHOCTH C
NETANLHBIM HCXO[OM Y MAIHEHTOB, NMPUHUMAOMMX KpH30THHUO. 10 NMaHHEIM KIMHHYECKHX
HCCNIEJOBAaHUIM YacToTa NaHHOro ocnoxHeHus coctaBiseT 0,1 %. XapakTepHbl Clieayrolue
CHMITOMBI: €1a00CTh, IOBBIUIEHHAS YTOMJISEMOCTb, AHOPEKCHs, TOINIHOTA, pBOTA, OONH B
XKHMBOTE, )XEJITyXa, IIOTEMHEHHE MOYH, TI€HEPAIH30BAaHHBIM 3yJ, IeMOppAarMYeCKHi [aHuares,
0COOEHHO B COYETAHHH C JIMXOPAAKOH U CHINBIO).

Ha ¢one Tepanuu Kpu30THHHOOM OTMEYATKCEH CITydal Pa3sBUTHUS TSKENBIX, XKU3HEYTPOKAFOLIAX
win dataneueix U3J1 wim nmHeBMoHUTA. [laHHOE COCTOSHME Pa3BHUBAIOCH B OOLIEM B TEYEHHE
3 Mecs1eB nocie Hadata tepanud. ClieAyeT MpOBOAUTH MOCTOSHHBIA MOHUTOPHHI COCTOSHHS
MAllMEHTOB HA INpPEAMET pa3BUTHS KJIMHHYECKHX TIIPOSBICHUN €O CTOpPOHBI Jerkux. Ilpu
NOSIBJICHUH HAPYUICHUH, KOTOPBIE MOTYT CBHJIETENHCTBOBATh O pa3sBUTHU M3JI nny nHEBMOHHUTA,
HEOOXOJJUMO BBIIIOJIHEHHE OOC/IENOBAHMS MAIJMEHTOB C LIEJbIO MCKIIOYEHUS AJbTEPHATHBHBIX
IPHYMH JaHHOTO cocTosiHus. [Tocte moctaHoBKY nuarno3a Y3J1 uiny nHEBMOHHTA, CBS3aHHOTO €
IIPOBOJMMOM Tepanuei, Kpu3oTHHHO KOJDKEH OBITh OTMEHEH.

Ilpu MOSABNEHWH HIIM YCYTYOJIEHHM HapyIICHHH 3pEHHS, B TOM YHUCIE AMUIUIONHH, (OTOICHH,
CHIDKEHUH YETKOCTH 3PEHHS, nnaBajomefo IIOMYTHEHHS CTEKJIOBUJHOTO Teja CIeAyeT OLEHUTh
HEOOXOOUMOCTh BBINOJHEHUs OQTaTBMOJOTHYECKOr0 obcnenoBaHus. JlaHHble HapyLICHUsS
0OBIYHO MOSIBAAIOTCS B TEYECHHUE NEPBBIX JBYX HEIENb MpHeMa Mpenapara. ClelyeT y4uThIBaTh,
YTO pa3BUTUE IUIABAIOIIMX IOMYTHEHMH CTEKJIOBHJHOTO Tena W/WIM (OTONCHH TSDKEIOH
CTENEHU MM yXYAUIEHHE JTHX HAPYIICHHHA MOXET OBITh INPHU3HAKOM pa3pblBa CETYATKHU HIH
yrpo3bl orcioiiku ceryatkd. Ciy4aeB HEOOXOJMMOCTH BPEMEHHOW JMOO MONHOW OTMEHEI
KpH30THHHOA MJIM CHIDKEHHS €ro J03bl BCIEACTBUE Pa3BUTHUS HApyLIEHUH 3pEHHS
3aMKCHPOBAHO He OBLIO.

Hanbonee yacTeIMu MOOOYHBIMH peaKIMsIMU CO CTOPOHBI IHINEBAPUTENBHON CUCTEMBI OBIBAIOT
TOLIHOTA, JUapesi, pBOTa U 3anop. BoJbIIMHCTBO peakiuit ObUIM clabbIMH MM CPEIHHUMH TIO
CTENEHH TSDKECTH. TOIIHOTA M PBOTA B CPETHEM pa3BHBAIOTCS B TE€UCHHE 3 JHEH, a HX YacTOTa
CHM>KaJIach TOCse 3 HeAenb Tepanuu. J(napes U 3amop B CpelHEM pa3BHBAIOTCS B TeyeHHe 13 U

17 nue#t, coorBeTcTBEHHO. [Ipn pa3zBuTHH MOOOUYHBIX 3P (PEKTOB CO CTOPOHBI MUIIEBAPUTETLHON
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CHCTEMBI MOXET MPOBOJUTHCS CTaHAAPTHAS MMOJJIEPKUBAIOINAS TEpaNHs NPOTHBOPBOTHBIMH,
IPOTHBOAUAPEHHBIMH W/UIH CIAOUTENLHBEIMHA CPENCTBAMH.

Ha ¢oHe Tepanuu KPH3OTHHUGOM HEOOXOIMM MOHHTODHHI 3HaueHHH (QYHKUMOHAILHBIX NPOO
nevery, B ToM yucie aktuBHOCcTH AJIT, ACT M KoHueHTpauuy obiero 6unupyouna. Kontpons
clieyeT NPOBOAUTH KaXJble ABE HENeNM B TCUCHHE INEPBBIX 2 MECAUEB TEpaluH, 3aTeM C
NEPHOJAYHOCTHIO HE PEXXEe OJHOrO pa3a B MeCSIl MM 4Yallle TP HAIWYMH COOTBETCTBYIOIIMX
KIMHHYECKHUX ITOKA3aHUM, HAa [IPeIMET MOBLIIEHHUS IEPEYHCIICHHBIX [I0Ka3aTeNelk 10 YPOBHS 2,
3 wim 4 crenenu TokcmyHocT 1o Kiaccuduxanuu CTCAE. [Jlosy cnenyeT KOppeKTHpOBAaTh
COOTBETCTBEHHO PEKOMEHIAMAM B pazeiie «Crnocod NpUMEHEHUS B I03BI».

Bo BpeMs Tepanuu KpU30THHHOOM ClENyeT BBINONHSATH MOHMTODHHI KIMHMYECKOTO aHaH3a
KpoBH (C TOACYETOM JICHKOLMTApHOH (GOpMyIBI), YACTOTa KOTOPOTO JOJKHA OBITH yBEIHYEHA
IpH pa3sBUTHM OTKIOHeHWM oT Hopmbl 3 wid 4 crenenn no xmaccupuxaumn CTCAE,
NOBBIIIEHHM TEMIIEPATYPhl Tejda I HWHpekund. MOHMTOPHUHI CcleXyeT INPOBOAMTH IIO
KIMHHYECKHMM NOKazaHusaM. J[03y cienyeT KOppeKTHPOBAaTh COOTBETCTBEHHO PEKOMEHJALUAM B
pazzgene «Crnocob MpUMEHEHHS U A03bI».

[lpx nprMeHeHHH KPU3OTHHHOA Yy NAIlMEHTOB, MMEIOUIMX B aHAMHE3€ SMH30MIbI YUIMHEHHS
uatepaia QTc, mMpeapacrmoNoXEHHBIX K [JaHHOMY COCTOSHHIO HIIM  IIOJyYarOIuX
JIEKapCTBEHHBIE CPEICTBa, KOTOphie YAMHHMOT HHTepBan QT, ciaexyer paccMOTpeTs BOMPOC O
MPOBEJCHHH NEPHOAMYECKOTO MOHUTOPHHTa Nokazareneid DKI' ¥ KOHLIEHTpalKHU JIEKTPOJIUTOB
B KpoBH. JI03y clieqyeT KOppeKTHPOBATh COOTBETCTBEHHO peKOMEHAAIuUsM B pazzeie «Crnocod
IPUMEHEHUS U JO03b1».

Pexomenayercs u3berath MpUMEHEHHST KPU30THHUOA y MAIIMEHTOB C BPOXXAECHHBIM CHHIPOMOM
ynnuHenus uatepana QT.

Wmerotcs  coobmeHuss O ciaydasx OpaJukKapAuH, OTMEYEHHBIX B XOJE KIMHHYECKHUX
uccnenoBanuit. OOBIYHO B 3TUX clyyasix Opaaukapaus nporekaer 6eccuMnToMHO. [lonHbii
3¢ deKkT KpU30THHHOA Ha YaCTOTY CEPAEYHBbIX COKpAIIEHHH MOXKET HE MPOSBIATHCA B TCUCHUE
HECKONBKUX HeJeNb IOCIE Hadana TepandM. B CBA3M C BO3MOXHBIM DHCKOM DasBHTHs
KJIMHUYECKUX  TpOsBIeHUH  Opaguxapauu  (0OOMOpOK,  TOJIOBOKDYXEHHE, CHHIXKEHHE
apTEpUaANIbHOrO JIaBJIEHUs) CIIeNyeT MO0 BO3MOXHOCTH H30eratb OJHOBPEMEHHOTO NMPUMEHEHHS
KpU30THHHOA W JPYTMX JIEKQpCTBEHHBIX CpPEJCTB, CHIKAIOMIUX YacTOTy CEpAEYHBIX
coKpamieHui (Hampumep, Oera-aipeH0OJI0KaTOpOB, HEAWTHAPOIHPUANHOBEIX OJIOKaTOPOB
«MEIJICHHBIX» KaJIbIIHEBBIX KAHAJIOB, TaKWX KaK BepamaMui H JUITHAa3eM, KJIOHUIHUH,
JIMTOKCHH). PekoMeHyeTcs exXeMecsYHO KOHTPOJIMPOBATh YaCTOTY CEPACYHBIX COKpAIUEHHH U
apTepualibHOE JaBiieHHe. B ciydae pa3BUTHS O€CCUMNTOMHO#M OpaJuKapIuH KOPPEKIHs JO3bI

npenapata He  Tpebyerca. Ilpm  pasBuTMHM  Opanukapaud, — CONPOBOXAAIOLIEHCS
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coome'fchonmnMn CHMIITOMAMH, CJIEAYET IPHOCTAHOBUTDH TEPAIIHIO KPU3OTHHHOOM M OIIEHHTH
KOPPEKTHOCTh HA3HAYEHMs COMyTCTBYMoIeH Tepamuu (cM. paszgen «Croco® MpUMEHeHHs H
n0361» 1 «[TobouHOE efcTBHEY).
Ha ¢oune mpuema Kpu30THHHOA OBUIM OTMEYEHBl CIIy4ad Da3sBHTHsS KHCTO3HOTO IOpPaXKCHHSA
moyek. Y 3THX MALMEHTOB HE HAOMIONAOCh KJIMHUYECKH 3HAYMMBIX OTKJIOHEHUH B aHaIU3ax
MOYM MM HapylleHHs (YHKIHMH I109€K, OAHAKO, Y HEKOTOPHIX MAllMEHTOB OTMEYaloch
pacnpoCTpaHeHHe KHCTBI 3a IpeleNsl IOoYeyHo# Kancymbl. [Ipd pa3sBUTHH KHCTO3HOTO
NOpaXeHHs MOYEK PEKOMEHAYETCS MOHHMTODHHT, BKIIOYAIOIHA B cebs nabopaTopHble |
(G YHKUMOHAIBHBIE METOBI 0OCIIEA0OBAHHS.
Bauanue na cnocobrnocms ynpasiame asmomobunem u Opyzumu CALOHCHbIMU MEXAHUIMAMU
HccnenoBaHusi BAMSIHUS Tperniapara Kcam(opn® Ha CIOCOOHOCTH YNpPaBIATH aBTOMOOWIEM H
paboTaTh ¢ MeXaHM3MaMH HE NMPOBOJMIMCH. TeM He MeHee, Ha (oHEe NpHeMa KPU3O0THHHOA
‘ BO3MOXKHO pa3BUTHE TaKUX NMOOOUYHBIX 3¢ (EKTOB, KaK HapylIEeHHE 3PEHHS, TOJIOBOKPYXECHHE
WM TOBBILIEHHAs YTOMJISIEMOCTb, B CBSI3M C 4€M NAaLMEHTaM IIPH BO3HMKHOBEHHMH ONMCAHHBIX
HEXENIATENIbHBIX SABJICHWH CJEAYET BO3JEpPXKAThCA OT BBIOJHEHUSA MNOTEHLUMAIBHO ONACHBIX
BHJOB J€EATENBHOCTH, TPeOYyIOMMX MOBHIUIEHHOW KOHIEHTPAllMd BHHMaHUS H OBICTPOTHI
IICHXOMOTOPHBIX peakiuid (yrpaBieHue aBTOMOOHIIEM, paboTel ¢ ABHXKYIIMMHCI MEXaHU3MaMH

U T.01.).

®opma BbIITycKa
Karncyner 200 Mr 1 250 Mr
ITo 10 xancyn B [IBX/amomunueBslit 6muctep.

[To 1 unu 6 6G1UCTEPOB BMECTE C UHCTPYKIMEH 1O IPUMEHEHHIO B KAPTOHHOM MayKe.

YcaoBus XxpaHeHusn
XpaHHUTh IpH TemMIiepatype He Bbime 25 °C.

XpaHUTH B HEJOCTYIIHOM JIJIs IETeH MecTe.
Cpok rogHocTH
3 rona.

He ucnons3oBath Iperapar nocje HCTECUYCHU CpoKa roqHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

Ycaosus ormycka

[To peuenty.
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IIpousBoauTe b
I¢aitzep Mautodakaypunr Horunesn 'M6X, I'epmanus

Anpec: Moocsansaaiiee 1, 79090 ®paiibypr, I'epmanus.

IIperensur notpebutenei HanpapiaTs 1o agpecy OO0 «Ilpaiszep»:

123317 Mockna, IIpecHenckas Hab., 1. 10, B1] «bamrus Ha Habepexwnoii» (biok C)
Tenedown: + 7 (495) 287-5000
daxc: +7 (495) 287-5300/287-5067
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