NHCTPYKIIUA
I[10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

BOTPUEHT®

PEruCTPAIIMOHHBIN HOMEP: JICP-008805/10
TOPIrOBOE HAMMEHOBAHUE IMPEHNAPATA: Botpuent®

MEXIYHAPOJHOE HEMATEHTOBAHHOE HAUMEHOBAHME: T1a301TaHU0

JIEKAPCTBEHHASI ®OPMA: Ta0JICTKH, TOKPBITHIE TUICHOYHON 000JI0UKOI

CoCTAB

1 TabneTka, HOKpHITas TNICHOYHOH 000I0UKOM, CONEPIKUT:

Jleticmeyrowee seujecmeo — mazonanuda rugpoxiopun 216,7 mr (B mepecueTe Ha Ma3onaHuO
200 mr) unu 433,4 mr (B mepecuere Ha mazomanu® 400 Mmr); scnomoeamenvhble Gewecmsa -
KapOOKCHMMETWJIKpaxMaa  HaTpus, Maraus creapar, mnoBuaoH K 30, wmemmonosa
MUKPOKPHUCTAJUINYECKASI.

IInenounas obonouxa - Onaapait® po3oBelit YS-1-14762-A (rumpomennosa, TUTAHA JUOKCHU,
Makporon-400, momucopbar 80, KpacuTenb Kele3a OKCHJ KpacHbIH), Omnanpait® Gensiii YS-1-
7706-G (runpomeriosa, TMTaHa TUOKCU, Makporon-400, momucopoat 80).

ONHUCAHUE

Tabremxu oozuposxoti 200 me.: Karcya0oBUAHBIC TaOJETKU, MOKPHITHIE TUICHOYHOW 00O0JIOYKOH,
po3oBoro 1Beta. OHa CTOpPOHA TIaKasl, Ha APYrol CTOpOHE TabJeTKH UMeeTcs TpaBupoBKa «GS
JT».

Tabaemxu oosuposroti 400 me: KarcyloOBUIHBIC TAOJIETKH, MOKPBITHIE TIEHOYHOW 00O0JIOUKOH,
6emoro 1Bera. OHA CTOpOHA TJIAKasl, HA IPYTrOi CTOPOHE TaOJIETKH UMeeTCsl rpaBupoBka «GS
UHL».

DAPMAKOTEPAINIEBTUYECKAS T'PYIA

[IpoTHBOOMYX0JIEBOE CPENICTBO - MPOTEHH-TUPO3UHKUHA3BI HHTUOUTOP.

Kon ATX: LOIXEI1I.

DAPMAKOJIOIT'MYECKHUE CBOMCTBA

Dapmarkoounamuka

Mexanusm deticmsus

[Tazonanu® sABISETCS MOIIHBIM MHTMOUTOPOM MHOYKECTBA TUPO3ZMHKUHA3 ISl IpHEeMa BHYTPh, B
TOM YHCJIE THPO3MHKHHA3 PELENTOPOB 3HAOTeIHaNbHBIX (hakTopoB pocta (VEGFR) -1, 2, 3,
peuentopoB ¢akropa pocta TpombouuToB (PDGFR)-aneda u 6era, perentopoB ¢akropa pocra
¢ubpobnactoB (FGFR) -1 u -3, peunenrtopa ¢axropa crBonoBsix kietok (Kit), a Taxke T-

KJICTOYHOM KMHA3BI, UHAYLUpyeMoii uatepneiikuaom 2 (Itk), neiikorurcnenupuieckoil mpoTenH-



tupo3uHkuHa3bl (Lck) W THpO3WHKMHA3BI perenTopa KOJIOHHECTHMYJIUpPYOMEero (akropa
makpodaroB  (c-Fms). In  vitro ma3zomanu®  WHTUOUpPYET  JUTAHI-UHAYIUPYEMOE
ayrodocdopunupoBanne VEGFR-2, Kit u PDGFR-B. /n vivo nazonann6 unrudupyer VEGF-
unaynupyemoe pochopunupopanne VEGFR-2 B TkaHSX JIErKOTO Yy >KHBOTHBIX, aHTHOTCHE3 Y
YKUBOTHBIX U POCT HEKOTOPHIX YEJIIOBEYECKUX OMYXOJIEBbIX KCEHOTPAHCIUIAHTATOB Y )KMBOTHBIX.
3navyenuss umHruOmpyomeit konueHtpamu B 50 % (ICso) mpu cBsA3bIBaHMM MazomaHuba c
perenTtopamMu SHAOTENHATBFHOrO (hakTopa pocTa COCYAOB, (akTopa pocTa TPOMOOIUTOB M
¢dakTOpa CTBOJIOBBIX KJIeTOK cocTaBistoT 10, 30, 47, 71, 84 u 74 HMOJIB/JT COOTBETCTBEHHO.
Dapmakokunemuxa

Bcacvisanue

MaxkcumanbHas KoHIeHTpaius (Cmax) Mazonanuba, B cpegHeM, JOCTUTaercs uepe3 2—4 daca
rocJje nmpueMa BHYTpb. EskeqHEeBHBIN mpueM NMpUBOIUT K 1—, 2—, 3— 4—KpaTHOMY yBEIUYEHUIO
mwiomaau 1o (HapMaKOKMHETHYECKONM KpuBoM  «koHIeHTpanus-Bpems» (AUC). Ilpu
exxenneBHoM npueme 800 mr nmazonanu6a 3HaueHUsI AUC U Cmax cocTaBmsiiu 1,037 9 X MKr/mi u
58,1 Mxr/mi (3xBuBasieHTHO 132 MKMOIIB/1T) cooTBeTCTBeHHO. CymecTBenHoro yennueHust AUC
1 Cmax HE HaOII01AI0CH MPY MTOBBIIICHUH 10361 TazonannOa 6omee 800 mr.

CuctemMHasi SKCIIO3MIMS Ta30MaHnba yBeIWYHMBANIAcCh MpHU mpueMme ¢ nuimen. [IpumeHneHue
nazonaHuba ¢ MUIIeH ¢ BRICOKUM U HU3KUM COJICpP’KaHHUEM KUPOB MPUBOANT MPUOIU3UTEITHHO K
2-kpatHomy yBenuueHHI0 AUC U Cumax. TakuMm o0pazom, ma3zomaHu® cienyer NpUHUMATh IO
MeHbIeld Mepe 3a 1 9yac 10 wiam yepe3 2 daca mocie mpuema numu (cMm. pazgen «Crocod
MPUMEHEHHUS U J03bD»).

[Ipumenenne 400 mr nmazonanuba B BHJE PACKPOIIECHHON TaOJETKH BBI3BIBACT YBEIHUCHHE
AUC(0-72) 1 Cmax TpUOIM3UTENBHO B 2 pa3a U BBI3BIBACT YMEHBUICHUE tmax (BPEMs JOCTHIKEHHS
MaKCHUMaJIbHOW KOHIIEHTPAIlMU B TUTa3Me KPOBH) MPUOIM3UTENRHO Ha 1,5 yaca mo CpaBHEHUIO ¢
MPUMEHEHUEM B BHJIC 11eJI0H TabieTku. buogocTynmHoCTh U cTeneHp abcopOnuu mazonaHuda npu
NEpOPAILHOM NpPUEME YBEJINYMBAETCS NPU MPHUEME PACKPOLICHHOHM TaOJIETKH MO CPaBHEHHUIO C
1e0if TabseTkoi. B cBs3M ¢ BhIIecKa3aHHBIM TaOJIETKH Ma3onaHu0a He ClIeAyeT H3MeNb4aTh (CM.
pasnen «Croco® MpUMEHEHUS U JTO3bI»).

Pacnpeoenenue

Ces3piBaHue Ta3onaHuba ¢ OenkaMu IUTa3Mbl KPOBM in Vivo cocTaBisuio Ooinee 99 % BHe
3aBHCUMOCTH OT KOHLEHTpaluu B aAuanazone 10—100 mMxr/mi.

Jannsle in vitro TO3BOJAIOT MpeAIoiarath, YTo Ma3omaHul sBisgercs cyocrpatom ans P-
riukonporenHa (P-gp) u 6enka pesucTeHTHOCTH paka MosiouHo# xene3sl (BCRP).

Memabonuszm
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HccnenoBanus in vitro mokasaiu, 4To MeTabOIM3M Ma30MaHnba onocpe10BaH MPeuMyIECTBEHHO
uzopepmentom CYP3A4, a takxe B He3HauuTenbHOU crerneHu uzodpepmentamu CYP1A2 u
CYP2CS.

Buigeoenue

[Tazonann® BBIBOAUTCA MEAJIEHHO CO CpPEAHHM 3HAuY€HHWEM IepuojAa MoNyBbiBeAeHUs (ti/2)
30,9 yaca mocne mpuema B pekoMeHJ0BaHHOM a03e 800 mMr. BeiBeaeHue ocCymiecTBISETCS B
OCHOBHOM 4€pe3 KHIIEUYHUK, U TOIBKO MeHee 4 % MPUHSTOMN 1036l BBIBOJUTCS IMOYKAMHU.
DapmakoKunemura ¢ 0codvIX Cyuanx

Ilayuenmul ¢ Hapywenuem ynKyuu novex

BriBenenue mazomnannba He 3aBucut oT kinpeHca kpeatuauHa (KK) (30—150 mn/mun).

He oxxunaercs n3MEHEHUsI CHCTEMHOM 3KCIO3UIMK Na3onanu6a y nanueHToB ¢ KK > 30 mur/muH,
B CBSI3M C YeM KOPPEKIIMH J103bl y MAIllMEHTOB JaHHOM KaTeropuu He TpedyeTcs.

Ilayuenmul ¢ Hapywenuem ynKyuu neveru

VY nmanueHToB ¢ HapyuleHHeM (PyHKIIUHM MEUYEHH JIETKOM cTerneHu (KOHIEHTpalus OmimpyOnHa B
npezenax HOPMBI NPH TOBBIIICHUH AaKTUBHOCTH anaHuHamuHOTpaHcdepassl (AJIT) moboit
CTENEeHH WJIM TMOBBIIIEHUE KOHILIEHTpaluu OmnnpyOuHa MeHee yeM B 1,5 pasa Bblle BepxHei
rpaauiel HopMbl (BI'H) HeszaBucumo ot aktuBHOCTHM AJIT) mocne ogHOKpaTHOro mpuema
na3onanu6a B jo3e 800 Mr oauH pa3 B CYTKH CpeqHHE 3HAauyeHUs (PapMaKOKMHETHYECKUX
napaMeTpoB (Cmax 30,9 Mxr/min, (12,5-47,3 mxr/mi) u AUC 0-24) 841,8 mxr % u/mn (600,4— 1078
MKT X 4/MJ1)) COIIOCTaBUMBI CO CPEJHUMHU 3HAYCHUSMH Yy MAIMEHTOB ¢ HOPMAJIbHOU (yHKIIHEH
nedeHUu (Cmax 49,4 mxr/mnn (17,1-85,7 mxr/m) mu AUC(-24) 888,2 wmkr x u/mn (345,5-1482
MKT X 4/M)).

MakcumanbHasi MepeHocuMasi J103a IazonaHuba y MalUeHTOB C yYMEPEHHBIM HapylleHHEeM
GbyHKIMH TTeYeHU (TTOBBIIICHUE KOHIICHTPAIMK OMIMpyOrHA OT MOJyTopa 10 TpeX pa3 Boime BI'H
He3aBucuMo oT akTuBHOCTH AJIT) coctapisia 200 mr onuH pa3 B cyTku. Cpenuune 3HaueHUs Ciax
(22,4 mxr/mi (6,4-32,9 mxr/mi)) u AUC(0-24) (350,0 Mxr x u/mi (131,8—487,7 Mkr X u/Mi)) mocine
npuema 200 Mr na3onannba oMH pa3 B CyTKHU y NAIIMEHTOB C YMEPEHHBIM HapyIICHUEM (QyHKIH
MEYEHU COCTABIISUIN MPUOIU3UTENBHO 45 % 1 39 % COOTBETCTBEHHO MO CPABHEHUIO CO CPETHUMU
3HAYEHUSIMHU y TMAllMeHTOB ¢ HOpMaJIbHOW (YHKIMEW MeueHu mociie mpueMa npemnapara B J103€
800 Mr onuH pa3 B cyTku. HemoctaToYHO JaHHBIX O MPUMEHEHUH Ta30MaHuba y ManueHTOB ¢
HapylmeHneM (pyHKIUHM MEeYeHH TSKENOW cTeneHH (KOHIeHTpauusi oluiero Ominpyouna Gosee
yeM B TpH pasa npesbimiaeT BI'H, HezaBucumo ot aktuBHOCTH AJIT), B CBSA3M C UeM NMPUMEHEHHE
y MalMEeHTOB JAaHHOM KaTeropuu He peKOMEHA0BaHO (cM. pasnen «[IpoTuBonokazaHusy).
ITOKA3AHUS K MTPUMEHEHUIO

Jleuenue pacrnpocTpaHeHHOTO nmoyeyHo-kierouHoro paka (I1KP).
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Jleuenune pacnpocTpaHeHHOW capkombl MTkuxX TkaHerd (CMT) (kpoMe racTpOMHTECTHHAIBHBIX
CTPOMAJIBHBIX OMYXOJIEH M TUMIOCAPKOMBI) Y TTAIIIEHTOB, paHee MOMyYaBIINX XUMHOTEPAITHIO.
ITPOTUBONOKA3AHMS

- [1oBpIlIEHHAs YYBCTBUTEIBHOCTD K Ma30MaHUOY WK JIFOOOMY IpYyroMy KOMIIOHEHTY Mpernapara.
- Hapymenue QpyHKIMM eYeHH TSXKEION CTETEeHHU (B CBSI3U C HEOCTATOYHOCTHIO JAHHBIX ).

- Hapymienue GpyHKIMM MOYEK TSHKEIOW CTETICHH (B CBS3H C HEOCTATOYHOCTHIO TAHHBIX ).

- OTHOBpPEMEHHOE MMPUMEHEHHE C JPYTHUMH IMPOTUBOOITYXO0JIEBBIMHU MTPEapaTaMH.

- bepemMenHocTh 1 eproOA KOPMIICHUS TPYAbIO.

- Jlerckuit Bo3pacT (B CBSI3M C HEIOCTATOYHOCTHIO JIAHHBIX ).

C OCTOPOXKXHOCTBIO

[IpuMeHSTh C OCTOPOKHOCTHIO Y MAIIMEHTOB C HapyIIeHHEeM (DYHKIIMU NIEUEHH JIETKOH U cpeaHe
CTETEeHH TSDKECTH; 3a00JIEBaHUSIMU HKENTyT0YHO-KUIIIEYHOTO TPaKTa; 3a00JIeBaHUAMU CEPIEYHO-
COCYJIMUCTON CHCTEMBI (BKJIOYas apTEepHANTbHYIO THNEPTeH3WIO, yumHeHue uHTepBama QT,
KEIYAOUKOBYIO TaxUKapAUIO THUIA «IUPYIT» B aHaAMHE3e, Yy TAIMEeHTOB, MPUHUMAIONINX
AHTHAPUTMUYECCKUE cpeacTBa W mpemaparbl, — yanuHsoomue — uHTepBan  QT);
1epeOpOBACKYIISIPHBIMH 3a00JIEBAHUSIMU; apTepUaIbLHBIM TPOMOO30M; HAPYIICHUSAMHU (YHKIIUA
IIUTOBUTHOM KeJe3bl; Y MAIllHeHTOB C MOBBIIIEHHBIM PUCKOM Pa3BUTHUSI KPOBOTEUEHHUH, a TAKKeE Y

nanueHToB, Hecynmx amienb HLA-B*57:01 (cm. pazgen «Ocobble ykazaHusm»).

ITPUMEHEHHWE ITPY1 BEPEMEHHOCTH 1 TEPHUO/ I'PYTHOI'O BCKAPMJIMBAHUA
[IpoTHBONOKA3aHO IIPUMEHEHHE TIpenapaTta Borpuent® npu GepeMeHHOCTH U B HEPHOJ IPYIHOIO
BCKapMJIMBaHUSI.

bepemennocmo

[To naHHBIM HCCNEIOBaHUN HA KUBOTHBIX M UCXOJIS U3 MEXaHU3Ma JEHCTBUS, Ma30MaHU0 MOKET
HAHOCUTh BpeJd IUIOAY IpHU MPUMEHEHUH y OepeMeHHBIX. B uccrnenoBaHuSX Yy >KMBOTHBIX
Ma30naHu0 BHI3BIBANI CAMOIIPOU3BOILHOE MTPEPhIBAHIE OEPEMEHHOCTH U OKa3bIBAJl TEPATOTCHHBIN
3¢ (deKT y KphIC M KPOJIUKOB MPHU CUCTEMHOW SKCIIO3HMIIMKA MEHbBIIEH, YeM MPU MPUMEHEHUH B
MaKCHUMaJIbHOW peKOMEHI0BaHHOH J03¢ Y uenoBeka — 800 mr (ucxozas uz AUC).

Crnenyet uaopmupoBaTh OEpEMEHHBIX, a TAK)KE MAIUEHTOK C COXPAaHEHHBIM PENpPOAYKTHUBHBIM
MOTEHIIMAJIOM O OTEHIIMAIbBHOM PUCKE IS TI0/1a.

Jlakmayus

HeusBectHo, MpoHUKaET 1 Ma30MaHUO UM €ro METa0OJIUTHI B TPYIHOE MOJIOKO, HET TaHHBIX O
BJIMSTHUM T1a30MaHU0a HA MJIQJICHIIEB, MOJYYalOUIMX TPYIHOE MOJIOKO, a TaKK€ O BIUSHUHM Ha
MPOJIYKIIMIO TPYAHOTO MOJIOKA.

B cBs3u ¢ BO3MOXKHOCTBIO Pa3BUTHSI CEPHE3HBIX HEXKENATENbHBIX PEaKUUi Yy MIIaJICHLEB,

MoJIiydaromux rpyaHoc MOJIOKO, CBA3AHHBIX C BOS,Z[GI\/'ICTBI/IGM nasonaHHGa, B MIEpuoa JIaKTallun
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MAIMEeHTKE CIIETyeT PeKOMEHI0BATh OTKA3aThCs OT TPYAHOTO BCKapMIIMBAHUS HAa BpEeMsI TepaIiuu
penapaToMm.

Kenuwunvl ¢ cCOXpaneHHbIM penpoOyKmMUSHbIM HOMEHYUAIOM

[TarineHTKaM ¢ COXpaHEHHBIM PEMPOIyKTUBHBIM MTOTSHITUATIOM CJICTYET UCIIOIh30BaTh HAJC)KHBIC
METO/Ibl KOHTpPAIIEIIUY B TIEPUOJI JICUCHHUS TTa30MaHUOOM M B TEUCHHE 2 HEJEINb IMOCie MmpueMa
ocJieTHEH JO3HEI.

CnnoCcobs NPUMEHEHMS U 10361

PexoMeHyemas 03a mpemapata Borpuent®

coctaBisger 800 Mr BHYTpb OJMH pa3 B CYTKH.
[Ipenapat Borpuent® cremyeT NpUHUMATh HEe MEHEE 4eM 3a OJHMH Yac J0 MJIM uYepe3 JBa daca
IMMOCJIC MpUueMa IMUIIH. TaGHGTKI/I CJICOAYCT IIPOrjIaThiBATh LCIMKOM, HC HapyIlas UX HEJIOCTHOCTU
(He pa3maMbIBaTh, HE pa3KeBbIBaTh). [Ipu mpomycke mMpuemMa OdYepeIHON JN03bl Ipemapara
IOPOMYIIEHHYI0 /03y CIeAyeT NpPHUHITh TOJBKO B CIy4yae, €CiId /0 CIEIYIOIIEro
3aIIaHUPOBAHHOTO TIPHEMaA OCTANIOCh Oosiee 12 yacos.

1loobop 003061

B 3aBucMMOCTH OT MHIMBUAYAJIbHOW MEPEHOCUMOCTH CYTOUYHAs J103a IpenapaTa MOXET ObITh
yMEHbIIIeHa WK yBeandeHa ¢ marom 200 Mr, mpy ’TOM MakCUMallbHasi CyTOYHAs 1032 HE JOJKHA
npesbiath 800 mr.

Ocoovle epynnbl nayuenmoes

Tlayuenmul nodcunozo eospacma

Koppeknuu pexuma 103upoBaHus U 4aCTOTHI TPUEMa y MAlMEHTOB B BO3pAcTe cTapiie 65 JeT He
Tpedyercs.

Tayuenmoi ¢ HapyweHuem yHKyuu novex

B cBs31U ¢ HU3KOH CTEIEHBIO BBIBCICHUA HaBOHaHI/I6a u ero MeTa6OJII/ITOB IMOoYKaMH, HAPYIICHUC
GYHKIIUM MOYeK KIMHUYECKHU 3HAYMMO HE BIUSET Ha (papMakOKMHETUKY Ma3zonaHuda, mo3ToMy
KOPPEKIIUU pekuma 1o3upoBanust y nanuenToB ¢ KK > 30 ma/Mun He TpeOyercs.

OnbIT NpUMEHEHHUs Ta30MaHu0a y MaMeHTOB C HapyIIeHHEM (YHKINHU TOYEK TsHKEJIOH CTeneHH
HJIN y MAlUCHTOB, HAXOAAINXCA Ha IICPUTOHCAIIbBHOM AUATIN3C NI rEMOJUalin3e, OTCYyTCTBYCT, B
CBSI3M C YeM MIPUMEHEHHE Ma30MaHnda y TaKuX MalueHTOB MPOTUBONOKA3aHO.

Tlayuenmul ¢ nHapywenuem ynKyuu neveru

BezonacHocTh npuMeHeHus 1 (papMaKOKMHETHKA Ma30MaHu0a y MAIlEeHTOB € YK€ UMEIOIIUMHUCS
HapyIEHUsIMU (DYHKIIMM TI€YEHM IIOJIHOCTBIO HE YCTaHOBJEHbI. [lanmeHTaM ¢ HapylleHHeM
(GYHKIIUM TIEUYeHHU JIETKOU cTeneHu (OMpenessioT Mo AaHHbIM akTUBHOCTH AJIT u KOHUEeHTpauuu
OmnMpyOrHa) KOPPEKIIMH 10361 HE TpeOyeTcs.

VY nauMeHToB ¢ HapymeHUSMH (DYHKIMM IEYEHU CpPEAHEH CTENEHU CIEeAyeT CHU3UTh /03y

nazonanu6a 10 200 Mr B CyTKH.

5/25



JlaHHBIX O MPUMEHEHMU I[a30MaHuba y NAUEeHTOB C HapylleHHeM (QYHKIMU [E€YeHH,
COTIPOBOKAAIOIICHCS TMOBBIIICHHEM KOHIIEHTpanuu olmiero OmnnpyouHa 6oiee 4em B TpH pasa
Beime BI'H (mpu mro6oit aktuBHOcTH AJIT) HemoctaTouyHO, B CBSI3M C 4Ye€M NPHUMEHEHHE
nazonaHuba y Takux HalleHTOB IPOTUBOMNOKA3aHO.

IOBOYHOE JIEVICTBUE

Hwmxe npezncraBieHbl HexernarenbHble JekapcTBeHHble peakuuu (HJIP), Bo3HHMKaBmue mnpu
NPUMEHEHUU TIpernapaTa B KIMHUYECKUX MCCIEIOBAHUSIX C YKa3aHUEM 4YacTOThl HX
BO3HUKHOBEHHUsI (Tabnwmma 1).

HJIP crpynnupoBaHbl B COOTBETCTBHUH C KilaccuuKanued opraHoB u cucteM opranoB MedDRA.

Yactora BCTpeyaeMOCTH OMPEISIIeTCs CAeAyomuM obpazoM: ouens uacmo (>1/10), uacmo

(>1/100 u <1/10), reyacmo (=1/1 000 u <1/100), peoxo (=1/10000 u <1/1000), ouers peoxo

(<1/10000), vacmoma neuzsecmna (4aCTOTa HE MOKET OBITH OINPEICIICHA HA OCHOBE UMEIOIIIMXCS

JTAHHBIX).

Tabnuya 1

IIKP CMT

HUnghexyuonmnvie u napasumapmsie 3a601e6anUsl

Nudexunn (¢ nnm 6e3 Yacrto ¢
HelTponenun)!
Wudexun necexn Heuwacro Yacro

ﬂ06p0Kallecm6€HHbl€, 310KaA4eCmeeHHnble U HEeYMO4YHEeHHble H06006pa306aHuﬂ (GKJZIOlla}l
Kucmol U I’lOJZuI’lbl)

Bonws B HOBOOOpazoBaHMsIX Heuacto OueHb YacTo

CuHapoM nm3uca omyXxoiau ¢ ¢

Hapywenus co cmoponul kposu u numgamuueckou cucmemol

Heitrponenus Yacro OueHb YacTo
TpomboruTonenus Yacro Ouensb yacTo
JlelikoneHust Yacto OueHb YacTo
IHonmumuremus Heuacto ¢

Hapywenus co cmopoHuvl 3H00KpuHHOU cucmembl

T'unotupeos! Yacro Yacto

IloBbIIIIEHNE AKTUBHOCTH Yacto ¢
THPEOTPOIIHBIX TOPMOHOB B KPOBHU

CHukeHne KOHLEHTpaluuu Iioko3sl | Hedacto ¢
B KPOBH

HapymeHuﬂ CO CMOpPOHbL obmena eewecne u numarus
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CHIKeHMEe MacChl Tela

Yacto

OueHs 4acTo

CHIKeHHE amnmneTnTa

OueHn 4acTo

OueHs 4acTo

I'unodocdaremus Yacro ¢
O06e3BOKHBaHNE Yacrto Yacto
['unomarunemus Heuacto Heuacrto
Hapywenus co cmoponul HepeHoil cucmemul

[NonoBOKpyxEHUE Yacro Yacto
[Munecre3ust Heuacto ¢
[Tepudepuueckas ceHCOpHas

HelponaTtus Yacto Yacto
[Tapecresus Yacro Heuacro
3aTOPMOKEHHOCTh Yacro ¢
COHJIMBOCTH Heuacto Heuacrto

Jucres3ust (pacCTpOHCTBO BKycCa)

OueHb 9acTo>

OueHs 4acTo

T'osoBHAs O0JIb

OueHn 4acTo

OueHs 4acTo

Umemuyeckuii HHCYIBT! Heuacto Heuacrto
Tpan3uTopHas ninemMuyeckas ataka' | Hedacto ¢
Cunapom oOpaTUMOit 3aHEH Penxo ¢
sHIEDanonaTH

I'emopparnueckuii HHCYJIBT Heuacro Heuacro
Hapywenus ncuxuxu

Becconnuia ¢ Yacto
Hapywenus co cmoponul opeana 3penus

Heuerkocts 3peHus Yacro Yacto
ObecuBeunBaHNE PECHUIL Heuwacro ¢
Otcnoiika/pa3pbiB CETYATKH Heuacto ¢

Hapywenus co cmoponul cepoya
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Hapymenus cepaeunoit Heuacto Yacto
NesTeNbHOCTH (CHIKEeHUE QpaKIuu

BBIOpOCA JICBOTO JKEIyA0UKa,

XpOHHUYECKAsI cepAeuHas

HEJOCTATOYHOCTh, OTPAHUYEHHAS

Kapz[I/IOMI/IOHaTI/I;I)1

bpanukapnus Heuacro* Yacro*
Uupapkt Muokapza' Heuacro Heuacro
Unemust Muokapa’ Heuacro ¢
KenynoukoBasi Taxukapiusi TUIa Heuacto ¢

«mmupyasT» (torsade de pointes)!

Hapywenus co cmoponul cocy0og

ApTepuanbHas THIEPTEH3Us!

OueHn yacTo

OueHs 4acTo

Omynienue npuivBa xapa k auny | Yacro Yacto
Benosnas tpom603MO0Hs Yacro Yacro
I'emopparust Heuacto Heuacrto
KpoBoTeuenue n3 BepxHUX OTIENOB

YKEILyJOYHO-KUIIIEYHOI'O TPaKTa Heuacro Heuacro
PerponepuroneanbHoe Heuacto Heuacrto
KpOBOTEYECHUE

PexranbHOE KpOBOTEUEHHUE Heuacro Heuacro
TpomOoTudeckas Mukpoanruonatus | Peaxo Heuacrto
(B TOM 4HcIe TPOMOOTHYECKAS

TpOMOOLIMTONIEHNYECKAs ITypITypa U

TE€MOJINTUKOYPEMUYECKHUN

CI/IH,Z[pOM)l

KpoBoTteuenue nu3 nonoctu pra Heuacro Yacto
I'eMopponaibHOE KPOBOTEUEHHE Heuacto ¢
AHanbHOE KPOBOTEUEHHE Heuacro Yacto
bponxuanbHOE KPOBOTEYEHUE + Heuacro
KpoBoteuenus uz moueBsiBogsaMx | Hewacro ¢

nyTen

«ITpunuBb» Yacto Yacto
['unepronnueckuii Kpu3 Heuacto ¢
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Hapywenus co cmoponul Ovixamenvhoti cucmemsl, Op2aHo8 2pyOHOU KIemKU U

cpedocmeniist

Kamens ¢ Yacto
HNuchonus Yacrto Yacto
JlucriHod (OABIIIKA) Yacrto Yacto
[TaeBMOTOpaKc Heuacto Yacto
Punopes Heuacto Heuacrto
bonu B porornorke ¢ Heuacrto
Hxora ¢ Yacro
KpoBoxapkanbe Yacto Heuacrto
HNuTepcTuninanbHas ooine3us | Penxo Penxo
JIETKHX / TTHEBMOHUT

HocoBoe kpoBoTeueHue Yacro Yacto
Jlerounoe kpoBOTEUEHNE Heuacto Yacto
Hapywenus co cmoponul sceny0ouno-KuueuHo2o mpaxkma

Merteopuszm Yacro Yacto
B3nyTtue xxuBota Yacto Yacto
SI3BEHHBIN CTOMATUT Yacro ¢
Yacras nedekarus Heuwacro ¢

PBoTa ¢ kxpoBb1O Heuacto ¢
I'emaToxe3us Heuacto ¢
[Tepdoparus TOICTON KUIITKH Heuacto ¢
[Tepdoparnus moas3aomHoi kumkn | Hewacro Heuacto
Menena Heuacto Heuacto
[Tankpeatur Heuacto ¢
IlepuroHut Heuacro Heuacro

Bonb B )kuBOTE (B TOM YHUCIIE B
SIUTACTPHUH U MO X0y KHIIIEYHHUKA)

OuyeHp 4acTo

OueHp 4acTo

Huapes OueHnb yacto Ouenb yacto
Hucnencus Yacro Yacro
Heuacto ¢
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[Tepdoparus xemyaka uimu
KHUIIICYHUKa

O6pa3oBanue xenynouHblx w/unmu | Hewacro Heuwacro
KHIIEYHBIX CBUIIEH !

Hapy>xHblIii OpIOLTHOM CBUIIY Heuacro Heuacro
IloBbIIIEHNE AKTUBHOCTH JIUIIA3BbI Yacto’ ¢

TommHoTa Ouensp yacto Ouensp yacTo
Cromarur Yacro Ouensb yacTo
PBota Ouens yacto Ouensb yacTo
CyXx0CTh CITU3UCTONM 000JTOUKH Yacro Yacto
MOJIOCTHU pTa

KpoBoTteuenue u3 xxemy104Ho- Yacro Yacto
KHIIIEYHOTO TPaKTa

Hapywenus co cmoponul neuenu u scenuesvi800awux nymet
I'emaroTOKCMYHOCTH Yacro ¢

Kenryxa Heuacto ¢
JlekapcTBeHHOE mopakeHue neueHn | Hewacro ¢
[TeueHOUYHAast HEAOCTATOUHOCTH Heuacro ¢
OtkioHeHue neyeHouHoi pynkmuu | Yacro Heuacro

OT HOpMEI!

Hapywenus co cmoponul kodtcu u noOKodCHbIX MKaHell

[TopaskeHusT KOKH Heuacrto Yacro®
Anonenus Ouens yacto Yacro
Dkchonmanus Koxu Heuacrto ¢
I'enepanu3oBaHHbBIN 3y Heuacro ¢

CyxocTb KOXHU Yacro Yacro
DOkchonraTUBHAS CHITTb ¢ OueHb YacTo

3menenue 1iBera BooC

OuyeHp 4acTo

OueHp 4acTo

ITopasxeHue HOrTen Heuacro Yacto
[TanemapHO-TITaHTapHAS OueHnb yacto Heuacrto
sputpoausecre3us (JiaJoHHO-

MTOAOIIBEHHBIN CHHIPOM)

[TopomBenHast spurema Heuacto ¢

SA3BBI KOXKH ¢ Heuacto
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Peaxnus porocencubmmzanum Heuacrto Heuacrto
I'mneprunpos Yacro Yacto
KoxHas ceinb Ouensp yacto Heuacto
BesukyisipHas Cbilb Heuacro ¢
[Tammyne3Has colb Heuacro Heuacro
DpuTeMaro3Hasi Chlllb Heuacto ¢
I'enepanu3oBaHHas ChIllb Heuacro ¢
MakyisipHas ChIllb Heuacro ¢
3yndias Chlib Heuacto ¢
Kox#srit 3y Yacto Yacto
Oputema Yacro Yacro
JlemurMeHTaIMs KOXHU Yacto ¢
I'unonurMeHTanMs KOXHA Yacto OueHs 4acTo

Hapywenus co cmoponvl nouex u Mo4esbigo0AuuUx nymei

[porennypus' OueHnb yacto Heuacro
I'emarypus Yacro Heuacrto
Hapywenus co cmoponwl opeana 3penus

Heuerkocts 3peHus + Yacto

Hapymeﬂuﬂ CO CMOpPOHbL CKeNemHO-MblUUeYHOU U COeOUHUMENIbHOU MKAHU

CxeneTHO-MbIIeYHas 00JIb Heuacro Yacto
MEBIIICUHBIN CITa3M Yacto Yacto
Aptpanrus Yacro Heuacro
Muanrus Yacrto Yacto

HapymeHuﬂ CO CMOPOHbL NOJI0BLLX OP2AHOB U MOJIOYHOLL dicene3nbl

MeHopparus Heuacro Heuacro

Merpopparus Heuacto ¢

Buiraranuimnoe KpoBOTEUEHHE Heuacro Heuacro

Jlabopamopnvie u uncmpymenmanbHvle OaHHblE

[osbimenue aktuBHOCTH AJIT! Ouensp yacto Yacto
Ouensp yacto Yacto
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IToBbIlIeHHE aKTUBHOCTH

acmapraTaMHHOTpaHc(epasbl

(ACT)1

I'unepounupyouHemMus ' Yacrto Heuacto
HN3MeHeHnne KOHIIEHTpaluu ¢ Yacto
XOJIECTEpUHA B KPOBU

[ToBblilIeHNE KOHIIEHTpAIUU Yacto ¢
KpeaTUHHHA B KPOBU

IToBBIIEHNE aKTUBHOCTH aMmiia3sl | Yacto ¢
[ToBbllIeHNE KOHIIEHTpAIUU Yacto ¢

MOYCBHUHEI B KpOBI/I

['mnmoansOymMuHEMUs ¢ OueHb YacTo
IToBEIIIEHNE AKTUBHOCTH TaMMa- Yacto Yacro
FJIIOTaMI/IJITpaHCHGHTI/I,Z[aSBI

N3Menenue akTuBHOCTH ropMOHOB | HewacTto ¢
IIATOBUIHOM JKEJIC3bI

Y nnuHeHue uHTepBasia QT1 Heuacto Heuacto
CHIKeHHe Beca Yacto OueHb 9acTo
Obwue paccmpoiicmea u HapyuieHusl 8 Mecme 66e0eHUs

Bocnanenue cansucron ooonouku | Yacrto Heuacto
Orexu Yacro® Yacro’
Actenus Yacto Heuacto
Bonb B IrpyaHO# KieTke! Yacro Yacto
O3H00 Heuacto Yacto
[ToBbilIeHHAsI YTOMIISIEMOCTD OueHnb yacto OueHb YacTo

¢ — B XO/I€ PETHCTPALMOHHBIX KIMHUYECKUX HUCCIICAOBAHUH CBSA3b HEXKENATEIBHOTO SBJICHHUS C
IpUEMOM Ta30MaHnba He YCTaHOBIICHA,

! noapo6uas undopmanus npuseaena B pasaene «OcoOble yKazaHus»;

2 _ arem3us (yTpaTa BKYCOBOH UYBCTBHTENHLHOCTH), THIIOTeB3Hs (IIOHIKEHHE BKYCOBOIA
YyBCTBUTEIHLHOCTH);

3 — B GOJBIIMHCTBE CITyYaeB NalbMAPHO-IIAHTAPHAS SPUTPOAU3ECTE3 s (11a0HHO-MIOI0NITBEHHbII

CHUHIPOM);
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4 _ GpanuKapus OmpesenseTcs Ha OCHOBAHMH YacTOTHI Cep/iedHoro putMa (MeHee 60 yIapoB B
MUHYTY). bpamukapaus ¢ KIWHUYECKMMH TPOSBICHHUSIMH BCTPEUYACTCS PEXKE, U €€ 4acToTa
OCHOBaHa Ha OoTueTax 0a3 JaHHBIX O 0€30IacCHOCTH I1a30IaHn0a;

> — nns nokaszanus IIKP yacToTa BCTPEYaeMOCTH OCHOBAaHA HA JAHHBIX, IOJYYEHHBIX IPU
MPOBEJICHUH JIOTIOJTHUTEIBHBIX UCCIICIOBAHHIA,

6_ nepH(bequeCKHe OTCKH, JIOKAJIbHBIC OTEKH, OTCKH I'Jia3, JIMIa,

7 — nepuepuueckue 0TeKH, OTEYHOCTh BEK.

Heiitponienusi, TpoMOOLMTONEHUsI ¥ TaJbMapHO-IUTAHTApHAS APUTPOAM3ECTe3ust (J1aJOHHO-
HOI[OHIBGHHBIﬁ CI/IH,Z[pOM) qariie Ha6mo;[anm£, y ITaIfMCHTOB BOCTOYHOA3HUATCKOI'O
HpOI/ICXO)K,Z[GHI/I}I.

B tabnuue 2 npeacraBieHbl OTKIOHEHUS 1a00paTOPHBIX MOKa3aTene, Berpeuaniirecs y >15 %
nanuenToB ¢ [IKP, mpuHuMaBmnx ma3onmaHu® B XOJe KIMHUYECKUX HcclieqoBaHul. CTEreHb

OTKJIOHEHHs  OCHOBBIBACTCI  Ha Knaccn@nxaunn O6I_HI/IX KpUTCPUEB  TCPMHHOJIOIUU

HexxenatenbHbIX siBieHull (CTCAE) HanmonanbHOro MHCTUTYTA paka.

Tabauya 2
[TapameTpsl [Tazomanun6 [Tnamne6o
(N =290) (N = 145)
Bce Crenens |(Cremenb | Bee CreneHn CTereHn
crernenu, 3, % 4, % creneny, | 3, % 4, %
% %
T'emamonocuueckue
JletikoreHns 37 0 0 6 0 0
Hefitponenus 34 1 <1 6 0 0
TpomOoruronenust | 32 <1 <1 5 0 <1
Jlumpouuronenus | 31 4 <1 24 1 0
buoxumuueckue
IloBbi1IEHTIE 53 10 2 22 1 0
aKTUBHOCTH
AJIT
IToBBIIIEHHE 53 7 <1 19 <1 0
aKTUBHOCTH
ACT
Muneprioukemus 41 <1 0 33 1
IloBbi1IEHTE 36 3 <1 10 1 <1
KOHIICHTPAILINH
o6111er0
OmnmnpyOnHa
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l'unogocparemus | 34 4 0 11 0 0
T'unoxanprieMus 33 1 26 1 <]
['unonarpuemus 31 4 1 24 4 1
[Munepkanuemust 27 4 <1 23 5 0
['unepkpeatununem | 26 0 <1 25 <1 0
us

['mnomarunemus 26 <1 1 14 0 0
['unornukemus 17 0 <1 3 0 0

B tabnune 3 npeacraBieHbl OTKIOHEHHUS Ta0OPaTOPHBIX MOKa3aTenel, Bcrpeuasimecs y >15 %

nanureHToB ¢ CMT, monydaBmux mMma3omaHu® B X0J€ KIMHUYECKHUX ucchenoBaHuil. CTemneHb

OTKJIOHEHUS ocHOBbIBaeTcs Ha knaccudukannu CTCAE HanpoHanbHOro MHCTUTYTA paka.

Tabnuya 3
[TapameTtpsl [Tazomanu6 [Tnane6o
(N =240) (N=123)
Bce Crenens | Ctrenens |Bce Crenenn CremneHs
crerneny, | 3, % 4, % crerenn, % | 3, % 4, %
%
T'emamonocuueckue
JlelikoneHus 44 1 0 15 0 0
Hefitponenus 33 4 0 7 0 0
Tpomboruronenu | 36 3 <1 6 0 0
P’
Jlumponuronenus | 43 10 0 36 9 2
Anemust 27 5 2 23 <1 <1
buoxumuueckue
IloBbr1IEHTE 32 3 0 23 <] 0
aKTUBHOCTH
IIECJIOYHOU
docdarazs
(D)
IloBbr1IEHTE 46 8 2 18 2 <]
aKTUBHOCTH
AJIT
IToBrlIeHNE 51 5 3 22 2 0
aKTUBHOCTH
ACT
I'unoansObymunem | 34 <1 0 21 0 0
Hst
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[Nunepriukemus 45 <1 0 35 2 0
[ToBbIIEHNE 29 1 0 7 2 0
KOHLEHTpaLUU
ob1ero
OounnpyOuHa
['unonarpuemus 31 4 0 20 3 0
[Munokanuemus 16 1 0 11 0 0

B rtabnume 4 nmpeacTaBieHbl HEXeNAaTeIbHBIE pPEAKLMM, BbIIBIEHHBIE BO  BpeMs

MOCTPErUCTPALIMOHHOTO TIPUMEHEeH s npenapaTta Borpuent®. JlaHHble HesKenaTeNbHbIE PEaKIHU

BKJIIOYAIOT B CEOS1 CIIOHTAHHbBIC COOGH_IGHI/IH O HCXKCIIATCIIbHBIX ABJICHHUAX, a4 TAKIKC CCPLC3HBIC

HCIKCJIATCIIbHBIC PCAKIMU, BBIABJIICHHBIC B PE3YJIbTATC IMPOAOJDKAIOIINUXCSA I/ICCJ'IGI[OBaHI/II\/'I,

UCCJIEIOBAaHUM KIMHUYECKOH (hapMaKoJIOTUU U MOMCKOBBIX UCCIIEOBAHUM MO HEYTBEPKIACHHBIM

ITOKa3aHUusAM.

Tabauya 4

Hngpexyuonnvie u napasumapmwle 3a601e8aHUA

reMOJIUTUKOYPEMUYECKUH CHHAPOM)!

Nudexnnn (¢ nnm 6€3 HEHTPOTICHUHN ) Yacrto
Hapywenus co cmopoHul Kposu u tumgamuueckou cucmembl

Iomumuremus Heuacto
TpomOoTuyeckas MHUKPOAHTHOTIATHS (B TOM gucie | Hewacto
TpoMOOTHYECKAs TPOMOOIIUTOTICHIYECKAS mypIrypa u

Hapymeﬂuﬂ CO CMOpPOHbL obmena eewecme u numaHuA

CuHapoM Jnu3Mca ONMyXoju (B TOM YHCIE M CO CMEpPTEIbHBIM

HCX0oM)'!

YacToTa HEU3BECTHA

Hapywenus co cmoponul HepeHoil cucmemul

Cunapom oOpaTUMOit 3aHEH 3Hue(1)anonam1/11 Penxo
Hapywenus co cmoponul opeana 3penus

OrTciolika ceT4aTKH Heuacrto
Pa3peIB ceTuatku Heuacto
Hapywenus co cmoponul cocyoos

AHEBpPU3MEBI U PACCIIOCHUS apTEPUH Penxo

Hapywenus co cmoponul Ovixamenvhoti cucmemsbl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs

Wurepcrunmansaas 6onesss nerkux (MBJT) / nueBmMonur! Penko
Hapywenus co cmoponul diceny00uno-KuueuHo2o mpaxkma

Merteopuszm Yacto
[Tankpearur Heuacro
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HapymeHuﬂ CO CMOpPOHbL neverHu u ofceﬂlteeblgoc)ﬂmux nymeﬁ

IleueHouHas HEJOCTATOYHOCTD YacTtoTa HEU3BECTHA

Hapymeﬂuﬂ CO CMOPOHbL KOJHCU U NOOKONCHBIX MKAHel

SI3Ba KOXH Heuacto

HapymeHuﬂ CO CMOpPOHbL CKeNemHO-MbIUEYHOU U COCOUHUMEIbHOL MKAHU

ApTtpanrus OueHnb yacto

MpuIeyHbIi cna3m Yacto

Jlabopamopnvie u uncmpymenmanbHvle OaHHblE

IloBbIIICHNE aKTUBHOCTH ramMmma-riIroTaMUJITPAHCIICIITU A3 bl Yacro

I — noopobrnas ungopmayus npusedena é pazoene « Ocobuvie YKazaHusy.

Ecnu nrobvie u3 ykazamuwvix 6 uHCMpyKyuu noboyHulx 3¢gexmos ycyeyonaromes, uiu Bol
3amemunu ar0dvle Opyeue nobounvie 3¢hghekmol, He YKA3AHHbIE 8 UHCMPYKYUU, COoOuwume 00
Imom epauy.

ITEPEOO3UPOBKA

B knuHMUECKUX UCCIEN0BaHMIX Ma30MaHu0 mpuMeHsics B 1o3ax 10 2000 mr.

Cumnmomut

JlozonumuTHpytomiasi TOKCHYHOCTh (MOBBIIIEHHAS YTOMIIIEMOCTh 3 CTENEHU) U apTepHalibHas
runepTeH3us 3 creneHu Habmomanuck y 1 u3 3 manumedTos, npuHssmmx 2000 mr u 1000 mr
nazonaHnba B CyTKH COOTBETCTBEHHO. BO3MOXHO yCHIIEHHE BBIMICONMUCAHHBIX HEXKEIaTeIbHbBIX
SIBJICHUM.

Jleuenue

CumnTomMaTH4ecKoe.

Tonpko HE3HAUWTENBbHAS YaCTh MA30MaHMO0A MOXXET BBIBOJUTHCS IMOCPEICTBOM T'€MOAHMAIN3A,
MOCKOJIbKY BBICOKA CTETICHB €T0 CBSI3BIBAHMS C OSJIKAMHU IIa3MbI KPOBH.

B3AMMOJENCTBHUE C APYIT MMM JEKAPCTBEHHBIMH CPEJICTBAMU

Hnoyxkmopwt unu uneubumopwvt cucmemot yumoxpoma P450 (uzogpepmenma CYP3A4)

Ha ocHoBaHWM MaHHBIX HWCCIENOBAHWUW in Vitro MOXHO II0JaraTh, 4YTO OKHCIHTEIbHBIN
MeTaboIM3M Mma3onannba B MUKpPOCOMax MEYCHH YelIOBEKa IIPOTEKAET, B OCHOBHOM, NP YYaCTUU
nzoepmenra CYP3A4, ¢ HesnauntenbHbiM ydacTHeM u3opepmenToB CYP1A2 u CYP2CS.
Takum oOpazom, HHTHOUTOPHI W HWHAYKTOpHl u3odepmenta CYP3A4 wmoryT u3MEHSTH
MeTaboM3M na3zonanuoda.

HUneubumopuot uzoghepmenma CYP3A4, P-gp u BCRP

[Tazomanu6 sBisiercst cyoctparom st nzopepmenta CYP3A4, P-gp u BCRP.

OnnoBpemMeHHOE MpuMeHeHue nazonannda (400 Mr o uH pa3 B CyTKH) ¢ MOITHBIM HHTHOUTOPOM

uzopepmenta CYP3A4 u P-gp, kerokoHazonom, (400 Mr ofuH pa3 B CyTKH) MOCJIEIOBATEILHO B
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TeYeHUe 5 THEeH MpUBOIMIO K ToBBIIeHUIO cpenHnx 3HaueHud AUC g -24) 1 Ciax Ta3omann6a Ha
66 % 1 45 % COOTBETCTBEHHO, 110 CPAaBHEHUIO C IPUMEHEHUEM I1a30MaHn0a 6e3 COMyTCTBYIOLINX
npenapatos (400 Mr oguH pa3 B CyTKU B TeueHue 7 aHel). [Ipy noBbIIeHNH 1036l B AMANAa30HE
ot 50 Mr 10 2000 mr BenmuuHbI Cmax 1 AUC ma3onanuba Bo3pacTain B MEHBIICH CTEIIEHH, YeM
MPOMOPLUMOHANILHO f03e. Takum 00pazoM, y OOJBUIMHCTBA MAIMEHTOB IOCIE CHUKEHUS 03Bl
nazonanu6a 10 400 Mr oMH pa3 B CyTKH B MPUCYTCTBHM MOIIHBIX HHTHOUTOPOB U30(epMeHTa
CYP3A4 cucremHas 5KCHO3MLUS Ta30MaHOa COOTBETCTBOBABJIA TAaKOBOM INPH NPHUMEHEHHUH
nazonanuba B 1o3e 800 Mr oAMH pa3 B CyTKH 0€3 OTHOBPEMEHHOT'O IIPUMEHEHUS COIMYTCTBYIOIINX
npenapaToB. OJHAKO y HEKOTOPHIX MAlIMEHTOB BEIMYMHA CUCTEMHOW SKCIO3UIMHU Ma3zonaHuba
MOJKET YBEJIMYUTHCS [10 CPABHEHUIO C TAKOBOW NP OTAEIBHOM €ro NpuMeHeHHH B 103e 800 mr.
OnHOBpeMEHHOE MPUMEHEHHEe Na30naHnbda ¢ APYruMH MOUTHBIMH MHTHOUTOpAaMH W30(pepMeHTa
CYP3A4 (TakuMmu Kak WUTPAKOHA30JI, KJIAPUTPOMUIIMH, aTa3aHaBHp, WHIAWHABUP, HE(a30JI0H,
Heln(pUHABUpP, PUTOHABUDP, CAKBUHABUD, TEIUTPOMHUIIMH M BOPHUKOHA30J]) MOXKET MPUBOAMUTH K
MOBBIIICHUIO KOHIIEHTpaluu masonanuba. [Ipu mpueme mpemapara ¢ rpeidnpyTOBBIM COKOM
TaKKe MOYKET OTMEYaThCs yBETUUYEHUE KOHIIEHTPALUHY TTa30maHuoa.

[Tpumenenue 1500 mr mamatuamnba, cyocrpara u cnadoro maruoutopa uzopepmenta CYP3A4,
P-gp u BCRP, omnoBpemenno ¢ 800 mr ma3onann6a MpuBOIUT K YBETUUCHUIO CPEAHUX BEIIMUNH
AUC 0-24) 1 Cmax mocneaero npuMepro Ha 50-60 % 1mo cpaBHEHUIO C OTACTBHBIM TPUMEHEHHEM
na3ornanu6a B go3ze 800 mr. OmHOBpeMEHHOE NPUMEHEHHE Ma30MaHuba ¢ HHTUOUTOpaMH
nzoepmenra CYP3A4, P-gp u BCRP (wanpumep, nanmatuHn®) TPUBOAUT K IOBBIIICHUIO
KOHIIEHTpAlluu TMa3onaHuba B Mmia3Me KpoBU. OTHOBpEMEHHOE NPHUMEHEHHWE C MOUIHBIMU
uHruouropamu P-gp nnn BCRP MoxeT n3aMEeHUTh SKCIO3HULNIO U pacipeieNieHe a3onannoda, B
TOM 4YHCJIE pachpeneieHue B IeHTpanbHoi HepBHOU cucteme (IIHC). Cnemyer uzberartb
OJIHOBPEMEHHOT'O0 TIPUMEHEHUS TpernapaTa ¢ MOUTHBIMU uHruouTopamu P-gp mmu BCRP, nu6o
NPUMEHSTh ajbTepHATUBHBIC IIperapaThl, He O0OJafaroliie YyKa3aHHbIM JIeHCTBUEM, WU
OKa3bIBAIOIIIE MUHUMAaIIbHOE HHrHOupytomiee aerictBue Ha P-gp wi BCRP.

Cnenyer wu30erath OJHOBPEMEHHOTO NPHUMEHEHHUs Ma30MaHuOa ¢ MOIIHBIM HHTHOHTOPOM
nzodepmenta CYP3A4. Ecnu KIMHUYECKH TPUEMIIEMON albTEPHATHBBI MOIITHOMY MHTHOUTOPY
nzodepmenta CYP3 A4 e nmeercs, 103a nazonanuda gomkHa ObITh cHUKEHA 10 400 Mr B CyTKH
Ha BECh MEPHUOJ NMPUMEHEHHUS OJHOBpPEMEHHOW Tepamuu (cM. pazzaen «Ocobble ykazanus»). B
ClIy4ae pa3BUTHUs HEXKENATeIbHbIX SIBJICHUH, CBSI3aHHBIX C JIEKAPCTBEHHBIMU IIPeNapaTaMu, MOKET
paccMaTpuBaThCs BO3MOXKHOCTH J1ajIbHEHMIIIEr0 CHUYKEHUSI TO3BI.

Hnoyxkmopwt uzoghepmenma CYP3A4

Wnnykroper  u3odepmenta CYP3A4, wnanpumep, pudamMnuuugH, MOTYT YMEHbBIIAThH
KOHIIGHTPALMIO Ma3omaHuba B miazMe KpoBu. OJHOBpEMEHHOE NpPUMEHEHHE Ma30MaHuba c

MOIIHBIMM MHAYKTOpamMHu P-gp nnu BCRP MoXeT M3MEHUTBH 3KCIO3MLHIO U pacIpelesieHHe
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nasornann0a, B Tom yncie pacupenencHue B [IHC. Pekomenayercs npuMeHeHNE abTepHATHBHBIX
mpermapaToB, He OONAMAIIUX YKa3aHHBIM JIEHCTBUEM WM HMEIOMUX MHUHUMAIBHYIO
UHTUOMPYIOIIYIO0 aKTUBHOCTH B OTHOIIeHNH m3opepmenta CYP3A4.

Brusanue nazonanuba na cyocmpamol cucmemvt yumoxpoma P450

B uccnenoBanusix in vitro 6110 TIOKa3aHO, YTO TTA30MTaHUO HHTUOUPYET H30(PEPMEHTHI IIUTOXPOMA
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El. B wuccnemoBanusx ¢apMaKoIOTHYECKHX CBONCTB
na3onanuba, rae mpenapar npuMmensuics B go3e 800 Mr oouMH pa3 B CYTKM IIOKa3aHO, YTO
Ma3onaHnn0 He UMEeT KIMHUYECKHA 3HAYNMOTO BIMSIHUS Ha (DapMaKOKHHETHKY KodenHa (cyocTpar
nzoepmenra CYP1A2), Bapdapuna (cyoctpar mzodepmernta CYP2C9) wmm omenpaszona
(cyocrpat uzodepmenta CYP2C19) y manueHTOB CO 3JI0Ka4eCTBEHHBIMU HOBOOOPa30BaHUSIMU.
[Tazonmann6 npuBoawi k yBenuueHnuto cpequux 3HaueHuit AUC u Cmax MuIa3omama (cyoctpar
uzopepmenta CYP3A4) mpumepno Ha 30 % wu mnosbimenuto Ha 33-64 % cooTHOIIEHUS
KOHIIEHTpalui Jaekcrpomeropdana u jaekcrpopdaHa B Moue TMOcie MpUeMa BHYTPb
nekcrpomeropdana (cyocrpar uzopepmenra CYP2D6).

OnuoBpemenHoe npuMeHernte 800 Mr nazonanu6a ofMH pa3 B CyTKU M TakiuTakcena 80 mr/m>
(cyoctpar u3odpepmentoB CYP3A4 u CYP2C8) onun pa3 B Helemo NMPUBOIWIO, B CPEAHEM, K
noBbIIeHNI0 AUC 1 Cmax naksmrakcena Ha 26 % u 31 % coOTBETCTBEHHO.

OnHOBpeMeHHOE MpUMeHeHue na3onanuda ¢ cyocrparamu nzopepmento CYP3A4, 2D6, 2C8 ¢
Y3KUM TE€PaANeBTHUCCKUM JUAMa30HOM HE PEKOMEHIYeTC .

Brusanue nazonanuba na opyeue ghepmenmoi u mpancnopmuie 6eaKu

WccnenoBanus in vitro mokasanau, 4To ma3onanuo sBisieTcss MonHeM nHruouTopom UGT1A1 u
OATPIBI1 ¢ ICso 1,2 MM u 0,79 MKkM coorBercTBeHHO. Ila3omaHn® MOJKET IOBBIIIATH
KOHIIEHTPAIIUHU JICKaPCTBEHHBIX MPENapaToB, BEIBEACHUE KOTOPHIX OCYIIECTBISETCS B OCHOBHOM
npu yyactuu UGTIAT u OATP1BI.

OonoepemeHnnoe npumeHenue nazonanuba u cCumMeacmamuta

OnHOBpeMEHHOE TPUMEHEHHE Ma30NaHn0a U CHMBACTATHHA YBEIMYMBACT YACTOTY MOBBIIICHUS
aktuBHoctd AJIT (27% mnpotuB 14%). Eciu y naumeHTta, NPUHMMAIOIIETO CHMBAcTaTHUH
OIHOBPEMEHHO C TMa30MaHuOoM, TmoBbImaeTcs akTuBHOCTh AJIT, crnenyer BBINONIHUTH
PEKOMEHJALNU 110 JO3UPOBAHUIO Ma30naHNOa U OTMEHUTh CUMBACTATHUH. JIaHHBIX 7S OLIEHKH
pHUCKa OTHOBPEMEHHOTO IPUMEHEHUS ATbTEPHATHBHBIX CTATHHOB M Ma30M1aHN0a HEJJOCTATOYHO.
Bruanue npuema nuwu Ha ¢hapmakoKkunemuxky nazonanuoa

[Tpuem mazomannba BMeCTe ¢ HACHIIIIEHHON WJIM OCTHON KMUpaMHU MHINEH MPUBOIUT K IPUMEPHO
nBykpatHoMy yBenuueHHut0 AUC n Cnax ma3zonaHuoa.

Jlexapcmeennvie npenapamul, Komopule nogviuiaiom pH scenyoounoeo coka

OnHOBpeMEHHOE TPHUMEHEHHE TMA30MaHuba M 330Menpa3ojia  CHIDKAeT OMOJOCTYIHOCTh

nazonanu6a npubauzutensHo Ha 40 % (AUC u Cumax). Crenyer u3beratb OJHOBPEMEHHOTO
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NPUMEHEHUs TMa30MaHuba C JIEKapCTBEHHBIMHM IpernaparaMmy, KOTOpble moBbimawT pH
KEIYAOYHOTO coka. [Ipu HEoOXOAMMOCTH OJHOBPEMEHHOTO TMPUMEHEHUS HWHTHONTOPOB
npotonHoit mommnsl (MUIIIT) pekomeHyercss mpuHUMATh /103y Ma30MaHuba BHE MpUeMa IMHUIIH,
OIMH pa3 B JeHb BeuepoMm, oaHoBpemeHHo ¢ WIIII. Ilpum HEoOXOIMMOCTH OJHOBPEMEHHOTO
IpPUMEHEHUs aHTaroHncToB Ha-perientopos, nazonanub ciieyer IpUHUMAaTh HE BO BpeMs IpuemMa
MUY, KaK MUHUMYM, 3a 2 Yaca /10 WM, 10 MeHbIIer mepe, yepe3 10 yacoB mociie mnpuema
antaronucta Ha-peunentopos. Ilazonanu0 crnemyer nmpuHuMarth, 0 MEHbLIEH Mepe, 3a 1 yac 1o
WM 4Yepe3 2 yaca Mocjie MPUMEHEHUs aHTalUJIOB KOPOTKOro JeWCTBUA. PekomeHpanuu 1o
oaHoBpeMeHHoMy mnpumeHeHuto MIIIT w anTaronucroB Hz-penentopoB OCHOBaHBI Ha
(U3HOIOTHYECKUX OCOOCHHOCTSIX YeJIOBEYECKOr0 OpraHu3Ma.

OCOBBIE YKA3AHUS

Bausnue na ¢pynkyuro neuenu

[Ipu nmpumeHeHuu mMa3onaHuba OTMEYEHBI CIyYyaud Pa3BUTHUS IEUYEHOYHOH HEZ0CTaTOYHOCTHU
(BKJIIOYAsl CIy4aW C JIETaTbHBIM HMCXOAOM). B KIMHUYECKMX WCCIEOBAHMUSIX Ta30MaHuoa
HAOMOIAOCh TOBBIIICHHE akTHBHOCTH TpaHcamuHa3z (AJIT, ACT) u KOHIEHTpauuu
OomnnpyOuHa. B OonbIIMHCTBE CllydaeB OTMEUYajaoCh HM30JMPOBAHHOE MOBBILICHHE AKTUBHOCTU
AJIT u ACT, He conpoBOXAaBIIEECs OJHOBPEMEHHBIM MOBBIIICHUEM aKTUBHOCTH IIEIIOYHON
docaTazpl WM KOHUEHTpauuu OwnupyOuHa. Y manueHToB crapuie 60 JIeT pUCK MOBBIIICHUS
aktuBHocTH AJIT B Tpu pa3a nmpessimaromeid BI'H moxer BozpacTars. Y nanueHTOB, HECYIIMX
atens HLA-B57:01, Taxke OTMEUaloCh YBEIMYCHHE PHCKA, BBI3BAHHOTO I1a30MaHUOOM
noseimieHust akTuBHOCTU AJIT (19% mnamuentoB c¢ amnenem HLA-B57:01 mpotus 10% G6e3
TakoBOT0). Heo0xoaumMo MpoBOUTH KOHTPOIL (GYHKIUMH MEYEHHU Y TAIEHTOB, MPUHUMAIONTNX
nazonaHu0, HE3aBUCUMO OT UX T€HOTHIIA U BO3pacTa. B momaBisromeM OONBITMHCTBE CIy4YacB
MOBBILICHHE aKTUBHOCTH TPaHCAMUHA3 JII000i CTETeHN 0TMEYaIoch B Te€UeHHe NepBhIX 18 Hemenb
Tepanuu mazornannOoM. CreneHp TsbkecTH ocHOBbIBaeTcss Ha kiaccupukanuun CTCAE
HaunonanbHOro HHCTUTYTA paka.

HeobxomuMo TpOBOAWTH KOHTPOJIb AKTUBHOCTA (EPMEHTOB TMEYCHH Tepe]] MPUMEHEHHEM
nazormannba u Ha 3, 5, 7 m 9 HemensAx Tepamuu, 3aTeM Ha 3 W 4 MecAmax Tepanud U 10
KJIIMHAYECKUM MoKa3aHusAM. [lepmoandeckuil KOHTPOJIb CIIEYyET MPOBOIUTH IOcie 4 Mecsues
Tepanuu.

Crenyromue yka3aHusl KacaroTcsl MAIIMEHTOB ¢ MCXOAHOM KOHIIEHTpauuei odmiero OunupyOonHa
<1,5xBI'H, a takxe aktuBHOCTIMH AJIT 1 ACT <2xBI'H.

. [TanenThl ¢ M30aMpoBaHHBIM MOBbINIeHHEM akTUBHOCTH AJIT Bbime BI'H B 3-8 pa3
MOTYT TPOAOJIKATH MPUEM Ma30maHuOa, MPU ATOM CIEAYyeT €XKEHEIEIbHO KOHTPOIWPOBATH
nokasarenu QyHKIUY MeYeHu 10 yMeHbIineHus aktuBHOCTH AJIT 10 1 cTenenu TOKCUYHOCTH HITH

J0 UCXOAHOI'0O 3HAYCHUSI.
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. [Taniuentam ¢ moeimeHueM aktuBHocTu AJIT Gomee wem B 8 pa3 orHocutensHo BI'H
CJIeTyeT MpepBaTh MpUeM Ma3onannda 10 cHukeHus aktuBHOcTH AJIT 10 1 cTeneHn TOKCHYHOCTH
WIH JIO UCXOJTHOTO 3HaueHUs. Eciiu moTeHInaibHas 1oJib3a BO30OHOBIICHUS TIpreMa na3onannba
MPEBBIIIAET PUCK PA3BUTHUS T€MIaTOTOKCUYHOCTH, IPUEM Ta30MaHN0a MOKET ObITh BO30OHOBJIECH B
n03e, ymeHbIleHHo# 10 400 Mr oMH pa3 B CYyTKH, C €KEHEACIbHBIM KOHTPOJIEM IMOKa3aTesei
GyHKIUM TeyeHn B TedeHue 8 Hexenb. [Ipu mocnenyrommx mnpueMax mna3zonaHuba B ciydae
MOBTOPHOTO MOBbIIeHUS akTUBHOCTH AJIT Oosnee ueM B Tpu pa3a otHocutenbHo BI'H nazonanu6
clenyeT NOJIHOCTBIO OTMEHHUTb.

. V namnuenToB ¢ nopeimenueM aktuBHocTH AJIT Gosee ueM B Tpu pasza oTHocutenbHo BI'H
U OJHOBPEMEHHBIM TIOBBHIINICHHEM KOHIEHTpalluu OwiupyOuMHa OoJyibllie YeM B JBa pasa
orHocuTenbHo BI'H mazonanu6 ciemyer moiHOCThIO OTMEHUTH. [lanuenTa ciemyer HaOmoaTh
no cHmwkeHnd axktuBHOcTH AJIT nmo 1 cremeHM TOKCHYHOCTH WM OO HCXOJHOTO 3HAYCHUA.
[Tazomann6 siBsercst maruoutopom UGTIALl. V manumentoB ¢ cuaapomom KuinpOepa MOXKeET
BO3HUKATH HempsiMas (HEKOHBIOTUPOBAHHAs) THIEPOMIMPYOMHEMHS JIETKOW CTermeHu. Y
NAlMeHTOB TOJBKO C HENpsSMOW TUNEpOWIMpyOMHEMHEH JIeTKOM CTelneHu, ¢ CHHIPOMOM
JKunbOepa nnm ¢ mogo3peHrueM Ha €ro HaJudue, ¢ MmoBbieHneM akTuBHOCTH AJIT Oosee uem B
Tpu pa3a oTHocuTenabHo BI'H mpenapar ciemyer mpuMEHSTh Tak ke, KaKk U y MAIMEHTOB C
M30JIMPOBaHHBIM NOBbIIIEHHEM akTUBHOCTH AJIT.

OpnHOBpeMEHHOE TMPUMEHEHHE MMa30NMaHn0a W CUMBACTATHHA YBEIMYMBACT PUCK IOBBHIIICHUS
aktuBHOCTH AJIT (cMm. pasznen «Bzaumoodeticmaue ¢ Opyeumu 1eKapCcmeeHHbIMU CPeOCmeamuy) u
TpedyeT 0co00i OCTOPOIKHOCTH M TIIATEILHOTO HAOIIOACHUSI.

JlononHUTEIbHBIE PEKOMEHAAMKN MO KOPPEKIMH 03bl B MPOIECCE JICUCHUS HAa OCHOBAHHH
pEe3yNbTaTOB TIEUYEHOYHBIX TECTOB y MAIMEHTOB C YK€ UMEIONIMMCS HapyIIeHUEM (QYHKIIHH
MIEYEHU OTCYTCTBYIOT.

Apmepuanvuasn cunepmensus

B Xone kKIMHWUYECKMX WCCIENOBAaHUN IMa3omaHnOa HAOIIOJANIOCh MOBBIIMICHUE apTepUaATHHOTO
nasienus (AJ]) u cnmyyam runeproHrUEcKoro kpusa. Ilepen mpuMeHeHneM ma3omnanuba ciemyer
onpeaensaTh ucxoaubiil ypoBeHb AJl. He mo3nHee oiHOM Henenu mociie Hayasa JEYeHus, a TAaKxKe
Ha TPOTSHKEHUHM BCEro JIeUeHHUs Ma3omaHuOoMm clefayeT KoHTponupoBath AJl u mpu
HEOOXOIUMOCTHU MPOBOIUTH THIIOTEH3UBHYIO TEPAIUIO, IIPU ITOM CHIDKEHHE 03Bl WIH TIEPEPHIB
B INpUeMe Na30maHuba JOJKHBI OBITh KIMHUYECKHM OOOCHOBaHBI (cM. pazgensl «Cnocob
npumenerus u 003vi» U «llobounoe oeticmeauey).

ApTrepuanpHas THIEPTEH3Us (CUCTONMYECKOe NaBiieHne >150 MM pT. CT. WJIM THACTOIMYECKOE
nasienne >100 MM pT. CT.) BO3HUKAET B Hadale Kypca jedeHus (mpumepHo B 40% ciydaeB K
9-my nHto u npuMepHO B 90% — B TeueHue nepsbix 18 Henens). B ciyuae nosiBieHus npru3HaKoB

TUIIEPTOHUYECKOr0 KpU3a WIH B CIydae TKEIOM apTepUalbHON TMIIEPTEH3UU MIIU MTOCTOSHHO
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MOBBIIICHHBIX 3HAaYeHUH AJl, pe3UCTEHTHBIX K TMIIOTEH3UBHBIM CPEICTBAM U CHUKEHHIO J03bI
na3onanuoa, ma3onaHud cieayeT OTMEHUTD.

Cunopom obpamumoti 3a0Hell SHYegharonamuu (CO33) / obpamumsiii
qeuxosnyegaronamuveckuil cunopom (JISIC)

[Tpu npumeHennn nazonanuba coodrmanock o Bo3uukHoBeHUU CO3D / o6parumoro JIDIIC.
CO3D / obparumerit  JIDIIC mposBIAIOTCS  CASAYIONUMH CUMITOMaMHU: TOJOBHast O0Jib,
apTepuaibHas THUIEPTEH3Us, CYJOPOTH, COHJIIUBOCTb, CIIYyTAHHOCTb CO3HAHUS, CIIETOTA, JPYrue
HapyLICHUs] 3peHUs] U HeBposiornueckue HapymieHus. CoolIanoch O ciydasx C JIeTalbHBIM
ucxonoM. [lazonmanu® ciaexyer OTMEHUTH y MAMEeHTOB ¢ pasBuBaromumMcs CO3D / o6paTumMbiM
JIDIIC.

Unmepcmuyuanvnas 6onesns neekux (MUbJI) / nnesmonum

[Ipu nmpuMeHnenun nazomnanuba otmedeHo pasButue MBJI ¢ BO3MOXKHBIM J€TAIBHBIM HCXOOM.
HeoOxoaumo npoBOANUTH KOHTPOJIb COCTOSHUS MAlMEHTOB HAa MPEIMET JIETOYHBIX CHMIITOMOB,
ykasbiBatomux Ha MBJI / MHEeBMOHUT, M MPEKpPaTUTh MPUMEHEHUE Ma30MaHu0a y MalHueHTOB C
pasBuBarommucs MbJI i nHeBMOHUTOM.

Hapywenus ¢pynxyuu cepoya

B xome xnMHHMuYECKHMX HCCleqOBaHUM ma3zonaHuOa ObUTM 3aperucCTPUPOBAHbI  CIEAYIOIINE
HapyHIeHUsT PYHKIIMH CepALa: XPOHUYECKasl CepJIeYHast HEJOCTATOYHOCTh U CHIDKEHUE (Dpakiuu
BeIOpOCa jeBoro xenyaouka (PBJIDK).

CnenyeT THIATEILHO KOHTPOJIUPOBATH COCTOSHUE MAIMEHTOB JJISi BBISBICHHUS KIMHUYECKHX
MPU3HAKOB WJIM CUMIITOMOB 3aCTOMHOM CEpI€YHONM HEJOCTATOYHOCTH. Y MAIlUEHTOB C PUCKOM
Pa3BUTHSI HAPYLIEHUSI CEPAECUHON AESITEIbHOCTH PEKOMEHYETCs oNpeAeaTh ucxoanywo O@BIDK,
a TaK)Ke MIPOBOJUTH PEryJsipHble TOBTOpHBIE n3Mepenus OBJDK.

Yonunenue unmepsana QT u scenyooukosas maxukapous muna «nupysamy (torsade de pointes)
B xoz1e KTMHUYECKUX UCCIIeIOBAaHUM MTa30MMaHi0a OTMEYaIUCh CiTydau yyTnHeHus: naTepBana QT
U JKEJTYI0YKOBOM TaXMKapAUU THUIIA KITUPYIT» (CM. pazaen «llobounoe oeticmsuey).

VY manuenToB ¢ yanuHeHneM uHtepBaia QT B aHaMHe3e, MPUHUMAIONIUX aHTHAPUTMUYECKUE U
Ipyrue npenapatsl, yuiuHstonye narepsai QT, a Takxke y malieHToB ¢ 3a001eBaHUsIMH cepALia
pEeKOMEHAyeTCsl TPUMEHATH I1a30MaHud C OCTOPOXKHOCTHIO. PekoMeHayeTcsi MpPOBOAUTDH
VCXOJHBIN U MOCIEAYIOIHUN NEPUOJIUNYECKAN KOHTPOJIb 3JIEKTPOKAPAUOIPAMMBI U COJIEpKaHUS
AIIEKTPOJIUTOB (KAJIBLIUNA, MATHUH, KAJIHiA) IpU TPUMEHEHUN TTa30IaHnoa.

Apmepuanvruiii mpomoo3

B xoxe xaMHMYECKHX MCCIelOBaHUM Ma3onaHuba ObUIM 3aperucTpUpOBaHbI ciiyyau HH(papKTa
MHUOKApJa, CTEHOKAPJUH, UIIEMUYECKOI0 MHCYJIbTA U MPEXOAIleld UIIEMHH TOJIOBHOTO MO3Ta

(eMm. pazaen «llobounoe Oeticmsuey). CoOOMIATOCH O CIyYasX C JIETATbHBIM UCXOJOM.
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CnengyeT ¢ OCTOPOXHOCTBIO TNMPUMEHSTh Npernapar y MalUeHTOB C IOBBIIIEHHBIM PHUCKOM
BO3HUKHOBEHHUSI apTEPUANBHOTO TpOoMOO3a WM C apTepHajJbHBIM TpoMOO30M B aHaMHe3e.
[Tazomann® He M3ydYasics y MHAIMEHTOB, Y KOTOPBIX A3THU SBICHHS HAOIIOJAIMCh B TEUCHHE
npenuecTByomux 6 mecsien. Takum o0pa3om, pelieHre 0 MPUMEHEHUU Ia3onaHuba cieayer
MPUHUMATh UHANBUAYAIbHO HA OCHOBAHUM OIICHKH COOTHOIICHHS PUCKA U MOJb3bI.
Tpombomuyeckas MUKpOAHSUONAMUSL

B Xone KIMHUYECKUX HMCCIIEeOBaHUM Ma3onaHnba Kak B MOHOTEpAIHH, TaKk U B KOMOMHALIUU C
OceBan3ymMaboM WJIM TOMOTEKAHOM OBUIM 3aperHMCTPUPOBAHBI  CIIydyal TPOMOOTHUYECKOU
MUKpOaHTuonatuu (cM. pasnen «llobounoe oelicmeauey).

[Tazomanu6 cieayer OTMEHUTH B CIydae pa3BUTUS TPOMOOTHYECKOH MukpoaHruomnaruu. [Tocie
OTMEHBl TEpamuu TNpenapaToM OTMEYalIoCh pa3pelieHHe CHMIITOMOB TPOMOOTHYECKOM
Mukpoanruonatuu. Ilazonann® He moka3aH Al NPUMEHEHHs] B KOMOHMHAIMM C APYTUMHU
IPOTUBOOITYXOJIEBBIMU MperapaTaMu.

Kposomeuenus

B xoze KIMHUYEeCKUX UCCIIe0BaHU Ma30MaHnOa 3aperucTpUPOBAHbI CIIy4an KPOBOTEUEHUH (CM.
paznen «llobounoe Oeticmsuey), B TOM YUCIE C JETATBHBIM UCXOJOM. Y HAI[MEHTOB C BHICOKHM
PUCKOM KPOBOTEUEHHUH Ma30MaHu0 CleyeT MPUMEHSITh C OCTOPOKHOCTBIO.

Anespuszmul u paccioenus apmepuii

Coobmanoch 0 ciydasix BOZHUKHOBEHHS aHEBPU3M U PACCIOCHUN apTepuil Ha (oHe mpuema
uaruoutop VEGF, Bkmouas npemapaT Botpuent® (cm. pasaen «llobounoe Oeticmeue»).
[Tpumenenune narnoutopoB VEGF y mamumeHTOB ¢ apTrepuanbHOM THUIEPTEH3WEH win 0e3 Hee
MOYET CIOCOOCTBOBATh 0OPa30BaHUIO AaHEBPU3M W/WIIM paccioeHuio aptepuil. Ilepen Hayamom

TpUMeHeHus Tpenapata Borpuent®

ClIeIyeT B MOJHOW Mepe OIEHUTh PUCKU Pa3BUTHS JaHHBIX
OCJIO’)KHEHUH Yy MAllMeHTOB C TaKUMHU (aKTOpaMu pUCKA, KaK apTepUalibHas TMIEPTEH3US WU
aHeBpHU3Ma B aHAMHE3€

Ileppopayus u obpasosanue ceuwyerl Hery00uHO-KUUEeUHO20 mMpaKma

B xone KITMHUYECKUX UCCIIeIOBAHM Ma30MaHnn0a OTMEYAIUCh ClTydan nepoparuu Kemy109HO-
kumeuyHoro Tpakta (JKKT) u dopmupoBanust cBumieit (cMm. pasnen «llobounoe oOeticmeuey).
CooOmianioch 0 ciydasx C JIeTalbHBIM HCXOAOM. B CBsi3u ¢ 3THUM ma3omaHu® ciegyer
C OCTOPOXHOCTHIO TPUMEHSTh y MAlMeHToB ¢ puckoMm mnepdoparuu XKT u ¢opmupoBanus
CBHUILIEH.

3aorcuenenue pan

Brnusiaue nmazonann6a Ha 3akuBlieHHe paH He u3ydeHo. [lockonbky mHrHONTOpHl VEGF MoOryT

yXyIIIaTh 3KUBJICHUE PaH, Ta30MaHu0 cIeyeT OTMEHUTh KaK MUHUMYM 32 7 THEH /10 TJIaHOBOTO

ONCpaTUBHOI'O BMCIIATCIILCTBA.
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Pemenrie 0 BO300HOBJEHHMM JIEUEHHUS Ma30MIaHUOOM TIIOCJIE OINEPaTUBHOIO BMeEUIATEIbCTBA
cienyeT TMPUHUMATh HA OCHOBAaHUU KJIMHUYECKOM OIIEHKM aJeKBATHOCTU 3a)KUBJICHUS
MoCIIeonepanoHHol pansl. [TazonaHub cienyer OTMEHHUTh Y TAIIHEHTOB C PACX0XKICHUEM KpacB
paHBbL.

T'unomupeos

B xo7e kmuHIYecKuX Hccae10BaHui ma3zonannda HaOMIoAATUCh CITyYal THIIOTUPE03a (CM. pa3fen
«llobounoe Oeiicmauey). PekoMeHayercss MpoOBOIUTH NMPO(UIAKTUYECKHA KOHTPOIb (YHKIUU
IIIATOBUIHOMU JKEJIE3EL.

llpomeunypus

B Xonme KIMHWUYECKUX WCCIEAOBAaHMWN Ta30mMaHu0a OTMEYEHBI CiIy4al BO3HUKHOBEHUS
OpOTEUHYpHUH (CM. pasaen «Ilobounoe Oeticmsuey). PekoMeHIyeTcsl IPOBOIUTH MEPHOANYESCKHMA
aHaJIM3 MOYHM BO BpEMs JICUEHHs Ta30MaHMOOM Ha MpeAMET MOsBIEHUS MpoTenHypuu. B ciyudae
pa3BUTHS HEPPOTUUECKOTO CUHPOMA Ta30MaHUO ClIe[yeT OTMEHHUTb.

Cunopom nuzuca onyxonu (CJ10)

VY manueHToB, MOJyYaIONUX TePAHio Ta30MaHu00M, OTMedanich cirydan pa3sutus CJIO, B Tom
YHUCIIE U CO CMEPTENIbHBIM HcXoA0M. [ToBbiieHHbIN puck pazsutug CJIO ormevaeTcs y nallueHTOB
¢ OBICTPO pACTYIIMMH OIYXOJISIMH, BBICOKOW OIMyXOJIEBOW HArpy3Kou, HapymieHHeM (yHKIUHA
MOYEK WJIM CUMIITOMAaMHU JIeTuipatanud. J{o Hayana Tepanuu na3onanuOoM CielyeT paccMOTPETh
BO3MOXXHOCTh MPOBEACHUS MPOYUIAKTUISCKUX MEPOIPHUATHI, TAKUX KaK KOPPEKIIHUSI BHICOKOTO
YPOBHSI MOUYEBOH KHCIIOTHI B CHIBOPOTKE KPOBH, BHYTPMBEHHOE BBEJCHHE PETHAPATAIIMOHHBIX
npenaparoB. [lanMeHTsl TPYMIBI pUCKa AOKHBI HAXOMUTHCS TIOJ TIIATEIbLHBIM KOHTPOJIEM U
MOJIy4aTh TEPANUIO B COOTBETCTBUU C KIMHUYECKUMHU MPOSIBICHUSMH.

IInesmomopaxc

B KIMHWYECKHMX WCCIIENOBAaHUSIX MPUMEHEHHUs IMa3onaHuba mpu pacnpoctpaneHHoir CMT
HaOMIOlaNCh Cay4yau THEBMOTOpakca. llalieHToB, MNOdy4yalouux JeYeHHEe I[a30MaHuooM,
ClIeyeT TIIATENbHO HAONIOAaTh B OTHOIICHHH BO3HUKHOBEHHUS TMPU3HAKOB M CHUMIITOMOB
MTHEBMOTOpAaKca.

Kommpayenyus

[TarmeHTKaM ¢ COXpaHEHHBIM PENPOyKTUBHBIM OTEHIIMATIOM ClIeAyeT UCII0JIb30BaTh Ha/IeKHbIE
METOJIbI KOHTPAIICTIIIUY B TIEPUOJ JICUCHUS MA30IMaHNOOM M B T€UCHHE 2 HEJENb IOCle prueMa
IIOCJIETHEN JO3BI.

[Tpu MONOBBIX KOHTAKTaX MYXYHMHaM, B T.4. C Ba3DKTOMHEN B aHAMHE3€, MOJIyYalOIIUM JIeUeHHE
nma3ornmaHuOoM, W MX TIOJOBBIM TMapTHepaMm (OepeMEHHBIM, >KCHIIMHAM, BEPOATHOCTH
OepeMEHHOCTH Y KOTOPBhIX HE MCKIIIOYEHA, WK KCHIIUHAM C COXPAaHEHHBIM PEMpPOAYKTHBHBIM
MOTEHIIMAJIOM) HEOOXOAMMO WCIIOIh30BaTh MPE3EPBATHB B TEUCHHE BCErO MEPHUOAA JICUCHUS

MY>KUHHBI, @ TAKXKE B TEUCHHUE 2 HEJENb M0Cie TpruemMa NnocieHel 03kl penapara.
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BJIMSTHUE HA CITIOCOBHOCTH YIIPABJATHh TPAHCIIOPTHBIMHA CPEJICTBAMMW, MEXAHU3MAMHA
BnusHaue nazonannba Ha cOCOOHOCTH YIPABIATH TPAHCIIOPTHBIME CPEACTBAMH HE M3Yy4allOCh.
YuurteiBas (hapMaKoJIOTHYECKUE CBOWCTBA MperapaTa, BIUSHUS Ha IEATEIBHOCTh TAKOTO POJIa HE
oxupaercs. Crienyer NpUHMMATh BO BHUMaHHE oOIIee COCTOSHUE MalueHTa U MNpoQuib
MoOOYHOTO JCHCTBUS IIpernapara.

DOPMA BbIIIYCKA

TalneTku, MOKPBITHIE IIIECHOYHOM 0600uKoi, 200 Mr 1 400 mr.

Joszuposka 200 me: o 30 nmu 90 TabieTok Bo (yiakoH u3 [1D BEICOKOM MIIOTHOCTH, YKYTTOPEHHBIN
KPBIIIKON M3 MOJUIPONIIEHA C 3aIlUTON OT BCKPBITUS J€ThbMU U MJICHKOM U3 MOIUATUIICHA WU
HOJMATUIICHBUHUIIALETATA, TOKPBITON (POIBIOM.

Hosuposka 400 me: o 30 unu 60 Tabnetox Bo (hiakon u3 I13 BEICOKOI INIOTHOCTH, YKYTIOPEHHBII
KPBIIIKON M3 MOJUIPONIIEHA C 3allUTON OT BCKPBITUS J€THbMU U IJICHKOM M3 MOJIUATUIICHA WU
MOJIMATUJICHBUHIIIAIIETATA, TTIOKPHITON (DOTBIOM.

@DI1akOH ¢ MHCTPYKITUEH 110 MPUMEHEHHUIO TTOMEIIAI0T B KAPTOHHYIO MUKy .

JlomyckaeTcst Hamn4re KOHTPOJISt TIEPBOTO BCKPBITUS HA KAPTOHHOM MavKe.

CPOK TOJHOCTH

3 roxa.

He npumMeHSTH mociie uCTeueHus: CpoKa TOJHOCTH, YKa3aHHOTO Ha YITaKOBKeE.

YcCJ10BUSsI XPAHEHUSI

ITpu temnepatype He Bbimie 30 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

YCJ10BHSI OTIYCKA

OTnyckaroT 1o peLenty.

HAVMMEHOBAHUE W AJIPEC IOPHUJAYECKOI'O JIMIIA, HA WMA KOTOPOI'O BBIJAHO
PEI'’MCTPAIIMOHHOE YJ1OCTOBEPEHUE

Hogaptuc ®@apma Al', Jluxtmtpacce 35, 4056 bazens, LlBetinapus /

Novartis Pharma AG, Lichtstrasse 35, 4056 Basel, Switzerland

ITPON3BOIUTEID

IIpousBoauTe/ b rOTOBOI JIEKAPCTBEHHOH (POPMBI

I'makco Omepoiimenc BenukoOpuranus Jlumuren, BenukoOpuranus / Glaxo Operations UK
Limited, United Kingdom

[Ipaitopu Ctput, BDOA, Xeprdopammp, SG12 0DJ, Benukobpuranus / Priory Street, Ware,
Hertfordshire, SG12 0DJ, United Kingdom

3urdpun bapoepa C.JI., Ucnanus / Siegfried Barbera S.L., Spain

Ponna ne Canta Mapus, 158, Bapbepa nens Banec, 08210, bapcenona, Mcnianust / Ronda de
Santa Maria, 158, 08210 Barbera del Valles, Barcelona, Spain
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IlepBuYHasi yNaKkoBKa, BTOPUYHAS YNIAKOBKA, BHINYCKAIOIINA KOHTPOJIb KayecTBa

I'makco Bamnkom C.A., Ucnanus / Glaxo Wellcome S.A., Spain

Asna. ne Okctpemanypa 3, 09400-Apannaa ne yspo (byproc), Ucnanus / Avda. Extremadura, 3,
Pol. Ind, Allendeduero, Aranda de Duero, 09400 Burgos, Spain

00O «HoBaptuc ®apmacerotukan Msubrodpexuypunr», Crnosenus / Novartis Pharmaceutical
Manufacturing LLC, Slovenia

Beposmikosa 57, 1000 JIro6sstHa, CnoBenus / Verovskova ulica 57, 1000 Ljubljana, Slovenia

IHOJNYYUTHh AONMOJHUTEJHbHYIO MH®OPMAIIMIO O TNMPENAPATE, A TAKXE HAIIPABUTDH
NPETEH3UU U UH®OPMAIIAIO O HEKEJATEJIBHBIX ABJEHUAAX MOXHO MO CJEAYIOMEMY
AJIIPECY B P®D:

000 «HoBaptuc ®apmay

125315, r. Mocksa, Jlenunrpaackuii npocmekr, gom 70.

ten. +7 (495) 967 12 70

dakc +7 (495) 967 12 68

www.novartis.ru
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