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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFOTIPERAPATA 1002

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEIIAPATA
[TOTAPBUH, 200 mr, Tab1eTKH, MOKPBITHIC MIICHOYHONW 000JI0UKOMA

ITOTAPBUH, 400 mr, TabneTkH, MOKPHITHIC TIIICHOYHON 000JI0YKOH

2. KAUECTBEHHBIN 1 KOJIMUECTBEHHBII COCTAB

JleiicTByromee BenecTBO: Ma30naHuo.

IIOTAPEUH, 200 mr, TabiaeTKH, IIOKPLITHIE INIEHOYHOU 000JI0YKOM

Kaxxnass TabneTka, MOKphITas MICHOYHOW 000s10uKkoi, comepkut 200 Mr maszormanuba (B BHIE

TUAPOXJIOPUIA).

ITIOTAPEUH, 400 mr, TabaeTKHU, ITOKPBITHIE INIEHOYHOU 000JI0YKOM

Kaxnas Tabnerka, MOKpHITas IJICHOYHOW 000510ukoi, comepxutr 400 Mr masonanuba (B BUAE

TUAPOXJIOPHIA).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTKu, MOKPHITHIE IIICHOYHOU 000TI0YKOM.

IIOTAPEUH, 200 mr, TabaeTKHU, ITOKPBITHIE INIEHOYHOU 000JI0OYKOU

Kpyribeie JBOSKOBBITYKIIbIE TaOJIETKH, MOKPBITHIE TUICHOYHOH 00O0JIOUKOH pO30BOTO IBETa C

KOPHUYHCBATBIM OTTCHKOM. HI[pO TaOJIETKU OT OEIIoro J0 ITOYTH oenoro OBCTA.

IIOTAPBEUH, 400 mr, Ta0JIeTKH, ITOKPBITHIE INIEHOYHON 000JI0YKOM

Kpyribie qBOSIKOBBINTYKJIbIE TaOIETKH, MOKPBITHIE MJIEHOYHOW 000J04YK0i Oenoro nsera. Sapo

TaOJETKHA OT OEIOro 0 MOYTH OEIoro IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. IToxazaHus1 K NPUMEHECHHIO
Jledenue pacrpocTpaHeHHOT 0 oye4Ho-KiaeTouHoro paka (I1KP).
Jledenue pacrpoctpaHeHHON capkoMbl MATKUX TkaHeld (CMT) (kpome racTpoMHTECTHHAIbHBIX

CTPOMAJIBHBIX Ol'IyXOJ'ICﬁ u J'II/IHOCQ.pKOMBI) Y NIaUCHTOB, PAHCEC NMOJTYUYaBIINX XUMHUOTCPAIIUTO.

4.2. Pesxum 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

PexuMm mo3upoBaHus

Pexomennyemas nosa npemnapara [IOTAPBMH cocrtasnser 800 Mr BHYTph 1 pa3 B CyTKH.
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I1o06op 00301 (NMOCNEOOBATENEHOCTE 0002)

B 3aBuCHMMOCTH OT MHIMBHUAYaJbHOW NMEPEHOCHMMOCTH CYTOYHAs J103a Iperapara MOXKET OBbITh
yMEHbIlIEHA WM yBenuueHa ¢ maroM 200 mMr, mpu 3TOM MakcHMajbHas CyTOYHas 7103a He

nospkHa npeBbimaTth 800 mr.

Oco0nlie T'PYHOIIbI TAIMEHTOB

Tayuenmuwr nodwcunozo eospacma
Koppekunu pexxrMa 103MpoBaHUs U 4acTOTHI IIpUeMa y MalMeHTOB B BO3pacTe crapuie 65 jer

He TpeOyeTcsl.

Tlayuenmol ¢ Hapywenuem GyHKYuU novex

B cBs13u ¢ HU3KOI CTENEHBIO BBIBEICHHS MTa30MaHr0a U €ro MeTa0OoIUTOB MOYKaMH, HapYIICHUE
(GYHKIMY TOYEeK KIMHUYECKH 3HAYMMO HE BIIMSET Ha (apMaKOKMHETHUKY Ma30MaHu0a, mo3TOMY
KOPPEKLUH peXuMa JI03MPOBaHMs y MAlMeHTOB ¢ kiaupeHcoM kpearnHuHa (KK) >30 mn/mun He
TpeOyercs.

OnbIT NpUMEHEHHs Ta30MaHnba y MaeHToB ¢ HapyIleHueM (PYHKITUH ITOYeK TSKEIIOW CTeTIeH!
WIN Y TIAIMEHTOB, HAXOMIINXCS HAa TIEPUTOHEATTbHOM TUAIIN3€ WM TeMOANANIN3E, OTCYTCTBYET,

B CBsA3H C UEM IIPUMCHCHUC nasonanuoa ¥y TakKuXx ManueHTOB IIPOTHBOIIOKA3aHO.

Tayuenmoi ¢ napywienuem yHkyuu neveHu

beszonacHocTh mpuMeHeHHs U (hapMaKOKWHETHKA MTa30IaHn0a y MalueHTOB C YK€ UMEIOMIMMUCS
HapymeHusIMA (DYHKIMHM TEYCHU MOJHOCThIO HE YyCTaHOBJIEHHI. [lamueHTtaM ¢ HapylmieHHEeM
(GyHKIMM ~ TEYeHM  JIETKOM  cTemeHu  (ONpeAesistoT MO0 JaHHBIM  aKTUBHOCTH
anaHuHamMuHoTpaHcepassl (AJIT) u KoHueHTpauuu OUIMPYOMHA) KOPPEKIMHM J03bI He
TpeOyercs.

VY nanueHToB ¢ HapymeHWsSMH (DYHKIIMH TE€YEHU CpPEIHEH CTENeHH CIEeNyeT CHHU3UTH I03Y
nazonanu6a 10 200 Mr B CyTKH.

JlaHHBIX O NpPUMEHEHMH Ta3omnaHuba y NAalMEeHTOB C HapylleHHeM (QYHKIHUH IIeYeHH,
COTIPOBOXIAIOIIECHCST TOBBIIIICHUEM KOHIICHTpallUM oO0mIero OunupyomHa Ooisiee ueMm B 3 pasza
BbIllle BepxHell rpanuiibl HopMel (BI'H) (mipu mro6oit aktuBHOocTH AJIT) HegocTtaTouHO, B CBSI3U

C 9YeM IIPUMCHCHUC rma3omnanuoa Y TaKUX NAOUCHTOB IPOTUBOIIOKA3aHO.

Cnooco0 nmpuMeHeHus

BnyTtpb
IIpenapar IIOTAPBUH crnenyer npuHuMaTe He MeHee 4eM 3a | 4 10 miam yepe3 2 4 mocie
npuema nuu (cM. paszaenst 4.2 u 5.2). TabneTku ciaenyer nporiaTbiBaTh LEIUKOM, He Hapylas

X IECJI0CTHOCTHU (He pas3jiaMbIBaThb, HC paB)KCBBIBaTL). HpI/I MPOITyCKE IMprucMa oqepez[Hoﬁ J03bI
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TpenapaTa MpOIyIICHHYIO N03y CICAYCT MPHUHATH Tolik-8 %%E,T%QEHEG -Eﬁ'erﬁyﬁrblﬁr fthero

3aIIaHUPOBAHHOTO MPUEMA OCTANIOCh Ooiee 12 .

4.3. lIlpoTuBONOKa3aHNUs
- ['unepuyBCTBUTENBHOCTh K MA30MaHUOyY WK K JIOOOMY M3 BCIIOMOTAaTENbHBIX BELIECTB,
MEPEUYUCIICHHBIX B pazzene 6.1;
- HapylIeHue (yHKIUU eUeHHU TsHKENOM CTeneHH (B CBA3M C HEJOCTaTOYHOCTHIO IaHHBIX);
- HapylIeHne (yHKIUU TOYeK TSHKENOM cTeneHH (B CBSI3U C HEJOCTaTOUYHOCTBIO IaHHBIX);
— OJIHOBPEMEHHOE MPUMEHEHHE C APYTUMHU TPOTUBOOITYXOJICBEIMU TIpeTiapaTaMu;
— OEpEeMEHHOCTh U MEPUOJ KOPMIICHUS TPYbIO;

- JETCKUI BO3PACT (B CBSI3U C HELOCTATOYHOCTHIO JAHHBIX).

4.4. OcoOble yka3aHus 1 MePbI NPEI0CTOPOKHOCTH NIPH IPUMEHEHUH

C 0CTOPOKHOCTEIO

[IpyMeHSTh C OCTOPOXHOCTBIO Yy MALMEHTOB C HapyWEHUsSMH (YHKIUU NEYEHU JIETKOM M
CpeIHEW CTENEHW THKECTH; 3a00JeBaHUSAMHU KenyaodHo-kumeynoro tpakta (OKKT);
3a00JICBaHUSAMHU  CEPACYHO-COCYTUCTON CHCTEMBbI (BKJIIOYAs apTePHAIbHYI THIICPTCH3HIO,
yanuHenue uHtepBana QT, KenynouKOBYIO TaXWMKAapAUIO0 THUIA <«IIUPYIT» B aHAMHE3E, Yy
ManucHTOB, MNPHHUMAKONIHUX AaHTUAPUTMHUYCCKUC CpEACTBa HW Ipenaparbl, YIJIUHAIOIIUC
untepBasl  QT); uepeOpoBacKyIIpHBIMU  3a00JICBaHUSIMH;,  apTEPUAIBHBIM  TPOMOO30M;
HApYyIMCHUSIMU (DYHKITMH IIUTOBUIHOM JKEJIE3bl; y MAIMEHTOB C TIOBBIIICHHBIM PUCKOM Pa3BUTHUS
KPOBOTEUCHHH, a TakKe y manueHToB, Hecymux awieas HLA-B*57:01 (cm. moapaznen «Ocobbie

YKa3aHUS»).

Oco0ble yKkazaHus

Bnusanue na ¢ynxkyuio neuenu

[Ipy nmpumeHeHuM mMa3onaHubOa OTMEYEHBl CIydyaud Pa3BUTHS MEUYEHOYHOM HEIO0CTAaTOYHOCTH
(BKirOYast ciy4dau C JIETalbHBIM MCXO/A0M). B KIMHHMYECKMX HCCIIEJOBaHMSIX Ma3omnaHuba
Ha0JIr01a7I0Ch TOBBILIEHWE AaKTUBHOCTU TpaHcamuHa3 (AJIT, acmapraramuHOTpaHc(hepasbl
(ACT)) n KoHIeHTpauuu OmnupyOuHa. B OoNBIIMHCTBE CilydaeB OTMEUYaloCh M30JIMPOBAHHOE
nossiieHne aktuBHOCTU AJIT u ACT, He conpoBoxaaBiieecss OJHOBPEMEHHBIM MOBBIIIEHUEM
AKTHBHOCTH IEJT0YHON ¢ocdara3pl WM KOHIEHTpAMH OuaupyOnHa. Y TaIMeHTOB CTapiie
60 ser puck noseleHus aktuBHocTH AJIT, B 3 pa3a npesbiuaromieii BI'H, MmoxxeT Bo3pacTarts.
Y nanuentoB, Hecymux amiens HLA-B57:01, Taxke oTMeuanoch yBEJIWYEHHE PpHUCKA,
BBI3BAaHHOTO Ma3onmaHnooM moBsimieHus aktuBHOCTH AJIT (19 % mammentoB ¢ amnenem HLA-
B57:01 npotus 10 % 6e3 TakoBoro). Heo0xoaumMo mMpoBOAUTH KOHTPOJIb (PYHKIHMH MEYEHH Y

MNanucHTOB, IMMPUHUMAIOMIUX Ha301'IaHI/I6, HE3aBUCUMO OT HUX TICHOTUIIA W BO3pacTa. B
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MOJABJISIIONIEM OOJBIIMHCTBE CIYYacB MOBBIIIEHUE aKfMécE‘]fﬁéiégﬁM '%0756‘1713 %’Il—’le-'ll'}eHI/I

OMY OTHETY

OTMEUAJIOCh B TEYCHHE TepBbIX 18 Hemenb Tepamuu mazonaHuOoMm. CTemeHb TSHKECTH
ocHoBbIBaeTcs Ha kinaccudukanuu CTCAE HanmoHansHOT0 MHCTUTYTA paka.

HeoOxonuMo mnpoBOAWUTH KOHTPOJb AKTHUBHOCTH (DEPMEHTOB IE€UEHU IMepej NPUMEHEHUEM
nazormannba u Ha 3, 5, 7 m 9 HemensAx Tepanuu, 3aTeM Ha 3 W 4 MecsAlax Tepanud U IO
KJIMHUYECKUM ToKa3aHusAM. llepuonnueckuil KOHTposb cleAyeT IPOBOAMUTH IOCiE 4 MecsLEB
Tepanuu.

Crnenyronue ykazaHus KacaloTCs MAallMeHTOB ¢ UCXOAHON KOHILIEHTpauuen obiiero 6miupyouHa
<1,5xBI'H, a Takxe aktuBHOoCcTIMH AJIT u ACT <2xBI'H.

e [lanuentsl ¢ uzonupoBanHbIM noBbiieHHeM akTuBHOCTH AJIT Beime BI'H B 3-8 pa3
MOTYT TpPOAOJDKATh NMPHUEM Ia3onaHuba, MpU 3TOM CIEAYET €KEHEIEIbHO KOHTPOJIMPOBATH
noKasareny (PyHKIMH ITeYSHH 10 yMeHbIeHus: akTuBHOCTH AJIT mo 1-0if cTeneHr TOKCHYHOCTH
WJIU 10 UCXOJIHOTO 3HAUEHHUS.

e [lanmentam ¢ noseimeHreM akTuBHOCTH AJIT Gosiee yem B 8 pas orHocutenbHo BI'H
cleqyeT mpepBaTh IpueM Mmas3omnaHuba A0 cHikeHus aktuBHOCTH AJIT no 1-oif crenenu
TOKCHYHOCTH WJIM [0 HMCXOJHOTO 3HaueHusa. Ecnu moTeHuuanbHas MoJib3a BO30OHOBIICHUS
npueMa IMa3onaHuba TMPEBBINIACT PHUCK Pa3BUTUS TE€NAaTOTOKCHYHOCTH, IPUEM Ma3onaHuba
MOYET OBITh BO30OHOBJEH B J03€, yMeHbIIeHHOW 10 400 Mr 1 pa3 B CyTKH, C €KEHEIECIbHBIM
KOHTpOJIEM TOKa3aTenell (pyHKUUU MeyeHu B TeueHue 8 Henenb. llpu mocnenyromux npuemax
nazonaHuba B ciay4yae NOBTOpHOTrO moBbimeHUS akTuBHOcTH AJIT Oonee ywem B 3 pasa
otHocuTenbHO BI'H nmazonanu6 cienyer moJiHOCTbIO OTMEHUTD.

e V nanueHToB ¢ nosbilieHreM akTuBHOCTH AJIT Gonee yem B 3 pa3a otHocutensHo BI'H
U OJHOBPEMEHHBIM TOBBIIIICHUEM KOHIICHTpallMu OunnpyOuHa OoJsiblie 4YeM B 2 pasa
otHocuTenbHOo BI'H na3zonanu® cienyer moaHocThio OTMEHMTH. [lamuenTta cieqyer HaOmoaaTh
10 cHkeHust akTuBHOCTH AJIT 1o 1-0if cTeneHr TOKCHUYHOCTH WJIM JI0 MUCXOJHOTO 3HAUEHUS.
[Tazonanu6 siBnsiercss uarubutopom UGTIAL. V manuentoB ¢ cunapomom JKunbbepa MoxkeT
BO3HUKATh HemnpsMas (HEKOHBIOTMPOBAaHHAs) TUNEPOMIUPYOMHEMHUS JIETKOM cTeneHu. Y
NAlMEHTOB TOJIBKO C HENpsAMON TunepOuIMpyOuHEeMuen JEerkol CTENeHU, C CHHIPOMOM
Kunwsbepa unu ¢ moI03peHreM Ha ero Haludue, ¢ moBbinieHneM akTuBHOCTH AJIT Gonee yem B
3 paza otHocurenbHo BI'H mpenapar cinegyer OpUMEHSATh Tak e, KaK M y MAlUEHTOB C
M30JIUPOBAHHBIM MOBBITIICHHEM akTUBHOCTH AJIT.

OnHOBpeMEHHOE MPUMEHEHHE Ta30MaHn0a M CUMBACTaTHHA YBEITWYMBAET PHUCK IOBBIIIICHUS
aktuBHOCcTH AJIT (cm. paznen4.5) u TpebyeT 0co00i OCTOPONKHOCTH M TIIATEIBHOTO

HaOJIIONEHUS.
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JlononHuTeNbHBIE PEKOMEHIANH 0 KOPPEKUUU z[031';ﬂ ‘é‘%ﬂ%&%’ S heddhint d b

pe3yJbTaTOB IMEYEHOUYHBIX TECTOB Yy MALMEHTOB C YK€ HMEIOUIMMCS HapylmeHHeM (yHKIHUU

MEYEHU OTCYTCTBYIOT.

Apmepuanvnasn cunepmen3us

B xoxe xiIMHMYECKHX HCCEIOBaHUM MMa3onaHuba HaOII0aIOCh MOBBIIICHHE apTEPHAILHOTO
nasienus (A/l) u ciyuan runeproHnyeckoro kpusa. [lepen npumeHeHnem na3omnanuba ciemyer
omnpenensaTh UCXOAHbIN ypoBenb AJl. He mo3nHee onHOW Hepenu mociie Havaja JICUCHHUS, a
TaKk)Ke€ Ha MPOTSHKEHUHM BCEro JICYEHUs Ma30maHuOOM cienyeT KoHTpoiaupoBaTh AJl u mnpu
HEO0OXOIUMOCTHU MPOBOJUTH TUIIOTEH3UBHYIO TEPAIUIO, IIPU 3TOM CHU)KEHUE JT03bI UIIU NIEPEPHIB
B IIpHiEME Ma30MaHn0a JOHKHBI OBITh KIIMHUYECKH 00OCHOBaHHBI (CM. pasnensl 4.2 u 4.8).
ApTtepuanbHasi TUIIEPTEH3Us (CUCTOIMYECKOE JaBieHHe >150 MM pT. CT. WM JMACTOJIUYECKOE
nasienue >100 MM pT. CT.) BOHUKAET B Havane Kypca jedeHus (mpumepso B 40 % ciydaes k 9-
My AHIO U ipuMepHo B 90 % — B TeueHue nepBbix 18 Henenb). B cnyyae mosiBIeHHs MPU3HAKOB
TUIIEPTOHUYECKOTO KpU3a WM B Ciydae TSDKEJIOW apTepUaJbHOW TMIEPTEH3MH WU IOCTOSHHO
NOBBILICHHBIX 3HAYeHUNH AJ], pe3UCTEHTHBIX K TMIIOTEH3UBHBIM CPEACTBAM M CHIKEHHUIO J103bI

Ha3OHaHI/I6a, [a30IaHuo CJICAYCT OTMCHUTD.

Cunopom obpamumoti 3a0Hell sHyegharonamuu (CO33)/ obpamumbiii
netuxosnyegaronamuyeckuti cunopom (JI2I1C)

[Tpu npumeHennn nmazonanuba coodmanock o BosaukHOBeHNH CO33/06parumoro JIDTIC.
CO33/o6patumsiit  JISIIC nposBiAOTCS CIEAYIOIIMMH CHUMITOMaMHu: TOJIOBHas Oo0Jb,
apTepuanbHas TUNEPTeH3Hsl, CyI0pOTH, COHIMBOCTb, CIIyTAHHOCTh CO3HAHMS, CJIENOTa, Jpyrue
HApYyIICHUs 3pEHUsT W HEBpoJormdeckue HapymeHus. Coo0manoch 0 ciydasx ¢ JICTaTbHBIM
ucxozoM. [lazonmanub cinexyer OTMEHHUTH y ManueHToB ¢ paszBuBarouumcs CO35/06patuMbIM

JIDIIC.

Humepcmuyuanvuas 6one3nsv neexkux (MbJI)/nnesmonum

[Tpu npumeHenun nazonanuba otmedeHo pasButue MBJI ¢ BO3MOXHBIM JIETaTbHBIM HUCXOJOM.
Heo0xonnMo mpoBOAUTh KOHTPOJb COCTOSIHUS MAllMEHTOB HAa MPEIMET JIETOYHBIX CHUMIITOMOB,
ykazpiBatonux Ha VBJI/mHeBMOHMT, M NpeKpaTuTh NPUMEHEHHE Ma30MaHuba y MalUeHTOB C

pasBuBatomnmucsa MbJI unm nHeBMOHUTOM.

Hapywenus ¢pynxyuu cepoya
B Xxoje KIMHHYECKHX WCCIICJIOBAaHWKA Ta30MaHn0a OBLIM 3apeTHCTPUPOBAHBI  CIIEAYIONIUE
HapylIeHus QyHKIMK cep/lia: XpoHUYecKas cep/ieuHas HeJOCTaTOYHOCTh M CHIDKEHUE (QPaKIuN

BbIOpOCa jeBoro xenyaouka (PBJDK).
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CnenyeT TIIATEIbHO KOHTPOJIUPOBATH COCTOSIHUE naﬁ%%o—ﬁE%ﬁ;Ei%&%}lé -l Hedkx

IIPU3HAKOB MJIM CHUMIITOMOB 3aCTOMHOM CEPAEYHON HEIOCTATOYHOCTH. Y IMALMEHTOB C PUCKOM
pa3BUTUS HAPYIICHMS CEPACYHOM JEATEIIBHOCTU PEKOMEHIYETCS OIpPEACNATh HCXOIHYIO

O®OBJIK, a Takke NpoBOUTH peryssipHble NOBTOpHBIE 3MepeHus OBIDK.

Yonunenue unmepsana QT u sicenyooukosas maxukapous muna «nupysmy (torsade de pointes)
B xoxe KIMHMYECKHX HMCCIEIOBAHMHN Ma3onaHuOa OTMEYATUCh CIy4Yad Y/UIMHEHHs WHTepBaia
QT u KenyA0YKOBOM TaXUKAPJUU TUNA «ITUPYIT» (cM. pazzaen 4.8).

VY nmauueHToB ¢ yanuHeHnueM uHTepBana QT B aHamHese, MPUHUMAIOIINUX aHTUAPUTMHUYECKUE U
Ipyrue mpenapatel, ymmHstomue uHrepBan QT, a Takke y manueHTOB ¢ 3a00JeBaHUSMU
cepAla peKOMEHAYeTCS NMPUMEHATh Ma30MaHud ¢ OCTOPOKHOCTHIO. PeKOMeHayeTCsl MPOBOAUTH
VCXOJHBIN U MOCIEAYIOIHUA NEPUOJUYECKUNA KOHTPOJIb IEKTPOKAPAUOIPAMMBbI M COJEPKaHUS

AIEKTPOIUTOB (KalbLIMA, MAaTHUN, KaJIHil) IpU MPUMEHEHUH MTa30NaHuoa.

ApmepuanvHuli mpom60o3

B Xo1e KIMHWUYECKHX HMCCICIOBAaHUH IMa30naHnOa ObUIH 3apeTUCTPUPOBAHBI clydau WH(MapKTa
MHOKap/a, CTEHOKAPANHU, UIIEMUYECKOTO MHCYIbTA M MPEXOAIIEH HUIIEMUN TOJIOBHOTO MO3ra
(cMm. pazzen 4.8). Coolmianoch o cliydasx C JeTaIbHBIM HCXOI0M.

Crenyer ¢ OCTOPOKHOCTBIO NPUMEHSATH MpernapaT y MNAlUEHTOB C MOBBIIIEHHBIM PUCKOM
BO3HUKHOBCHHUS apTEPUATBHOIO TpoMOO3a WIM C apTepHadbHBIM TPOoMOO30M B aHaMHE3e.
[Tazomann® He W3ydalics y MAIlMEHTOB, y KOTOPBIX 3TH SIBJICHUSA HAOIIONAIUCh B TEUEHUE
npenecTByommx 6 mecsien. Takum o0pa3om, pelieHre 0 MPUMEHEHUU Ta30MaHuba clieayeT

MNPpUHHUMATh UHAUBUAYAJIbHO HA OCHOBAHUU OLICHKU COOTHOMICHUS PUCKA U ITOJIB3LI.

Tpombomuyeckas MUKpOAHSUONATNUSL

B xoze ximHMYecKuX MccieoBaHUi Mma3onaHnba Kak B MOHOTEpANuH, Tak U B KOMOMHALIUU C
OeBalu3ymMaOOM MM TONOTEKAHOM OBUIM 3aperucTpUpOBaHbl ClIydan TpOMOOTHYECKOMH
MHUKpOaHruonaTuu (cm. pasuen 4.8).

[TazonaHu® ciexyer OTMEHUTH B Cllydae pa3BUTHs TpoMOOoTHUYecKO MukpoaHruonatuu. Ilocne
OTMEHBI Tepaluu MpenapaToM OTMEYaJoCh pa3pelieHue CHMITOMOB TPOMOOTHUECKOMN
MuUKpoaHruonatuu. [lazomaHn® He Moka3zaH A NPUMEHEHHS B KOMOMHAIMM C JIPYTUMH

MMPOTHUBOOITYXOJICBBIMU IIPCIIapaTaMu.

Kposomeuenus
B xone kIMHMYECKMX HWCCIIENOBAHHM IMa30maHnba 3aperuCTPUPOBAHBI CIIy4aW KPOBOTECUEHUH
(cM. pazzmen 4.8), B T.4. C JIETAIBHBIM HCX0A0M. [laneHTaM ¢ BBICOKUM PUCKOM KPOBOTEUCHHIA

a30naHuo CJICOAYCT IIPUMCHATH C OCTOPOKHOCTLIO.
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(NOCNEQCBATENEHOCTE 0002)

AHespuzmbl u paccnoenust apmeputi

Coo0manocs 0 ciay4asx BO3SHHMKHOBEHHSI aHEBPU3M M PACCIIOCHHH apTepuil Ha (oHE mpuema
unaruoutopoB VEGF, Brimrouas nazonanu6 (cm. pasznen 4.8). [Ipumenenune uarnouropoB VEGF
y MaleHTOB C apTepualbHON MHUIepTeH3ueH Wi 0e3 Hee MOXKET CIIOCOOCTBOBaTH 00pa30BaHUIO
aHEBpHU3M W/WIM paccioeHuto aprepuid. [lepen HadamoM mpuMeHeHMs Ma3onaHuba cieayeT B
MOJIHOM Mepe OLEHUTb PUCKU Pa3BUTHS JAHHBIX OCJIOKHEHUH Yy MaIlMeHTOB C TaKUMU

(dakTopamMu pucKa, Kak apTepuabHasi THIEPTEH3MUS UM aHEBPU3Ma B aHAMHE3E.

Ilepghopayus u obpazosanue ceuwetl Henyo0ouHO-KUUEYHO20 MPAKMA

B xonme KIMHWYECKHMX HCCIENOBAaHWN Ta3zonaHuOa oTMedanuch ciaydan nepdopanuu KKT u
dopmupoBanus cBuiiei (cm. pazaen 4.8). Coobmanocs o ciaydasx ¢ JeTalbHBIM HCXOJI0M. B
CBSI3U C OSTUM TA30MaHUO CIEIYeT C OCTOPOKHOCTHIO TMPUMEHSATH IMAlMEHTaM C PHUCKOM

nepdopanuu XKXKKT u hopMupoBaHUs CBUIIICH.

3aoicusnenue pau

Bnusane nazomann6a Ha 3akuBJeHUE paH He u3ydeHo. [lockoneky naruburoper VEGF moryt
yXyALIaTh 3a)KUBJICHHE paH, Na30maHuO cielyeT OTMEHUTh KaK MUHUMYM 3a 7 ITHEH 10
IUIAHOBOT'O ONEPaTUBHOIO BMELIATEIILCTBA.

Pemienue o BO300HOBJIEHUHM JI€YEHMs IMa30MaHMOOM IOCIIE OMNEPaTHMBHOTO BMEIIATENILCTBA
cienyeT IPUHMMATh Ha OCHOBAaHMM KJIMHMYECKOM OLICHKM aJCKBATHOCTU 3a)KUBJICHUS
nocieonepanuoHHoi pansl. [Tazonanuo cienyer OTMEHUTD y NALMEHTOB C PACX0XKJIEHUEM KPaeB

paHbI.

T'unomupeos
B xome wiIMHHMYECKMX WCCIEIOBAaHMH Ta30maHMOa HAOMIOAANNCh CIy4ad THIIOTHPEO3a
(cM. paznen 4.8). PexomeHnnyercs nTpoBOAUTH NPOPUIAKTHUECKHI  KOHTpOIb  (YHKIUHU

IIMTOBUIHOM JKEIIE3HI.

Ilpomeunypus

B Xxone KIMHUMYECKMX MCCIEAOBAHMN Ma30maHub0a OTMEUYEHbl Cilydal BO3HHUKHOBEHUS
npoteuHypuu (cM. pazzaen 4.8). PekoMmeHayeTcs: MpoOBOAUTh MEPUOJUYECKUM aHAIN3 MOYHU BO
BpeMs JIEUeHMs IMa30MaHuOOM Ha TMpEAMET MOSBJICHHUS MNPOTEHHYypuu. B ciydae pa3BuTus

HC(I)pOTI/I‘-ICCKOFO CUHApOMa Ma301aHuo CJICOAYCT OTMCHUTD.

Cunopom nuzuca onyxonu (CJ10)
VY manueHToB, MOJy4aloluX Teparuio Ma3onaHuooM, orMevyanuck ciaydau pa3sutus CJIO, B T.4.
U cO cMepTenbHbIM UcxoqoM. [loBbimeHHbI puck pa3Butus CJIO orMmeuaercss y manueHTOB ¢

OBICTPO pacTyIIMMH OITyXOJSIMH, BBICOKOH OITyXOJIEBOM HAarpy3koi, HapylieHueM (QyHKUIUU
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paccMOTpeTb BO3MOXKHOCTH MPOBEACHUS MNPOPMIAKTUYECKAX MEPONPHUITUH, TaKHX Kak
KOPPEKIIHsI BBICOKOTO YPOBHSI MOYEBOW KHUCIIOTHI B CHIBOPOTKE KPOBU, BHYTPUBEHHOE BBEJICHUE
peruipaTallioOHHBIX MpenaparoB. [lanueHTbl TIpynnbel pucKa JODKHBI HAXOAUTHCS IOJ
TIIATEJIbHBIM KOHTPOJIEM H [OJIydyaThb TEpalmul0 B COOTBETCTBUM C KIMHUYECKHMHU

IMPOSBJICHUSIMMU.

IInesmomopaxc

B KIMHWYECKHMX WCCIIENOBaHUSIX IPUMEHEHHUs Ia3onaHuba mpu pacnpocrtpaHeHHoi CMT
HAOMIOIANCh Cay4au IHEBMOTopakca. [lalMeHToB, MOdy4aoIIuX JIEYeHHE Ma30naHuooM,
ClIelyeT TIIATEJIBHO HAOJI0NaTh B OTHOIICHHWH BO3HUKHOBEHHS IPH3HAKOB U CHMIITOMOB

ITHEBMOTOpAKCa.

4.5. BzaumoneiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHBIMH IIpenaparamMd W JApyrue BHAbI
B3aNMOJAeHCTBUSA

Hnoyxmopwt unu uneuoumopwt cucmemst yumoxpoma P450 (usopepmenma CYP3A4)

Ha ocHOBaHuMM JaHHBIX HCCIENOBAHUM in Vitro MOXHO IOJIaraTb, 4YTO OKHCIMTEIbHBIN

MeTabonu3M mna3zonaHuba B MHKPOCOMAax IE€YEHHM YelIOBeKa MPOTEKaeT, B OCHOBHOM, NpHU

yuactuu uszopepmenta CYP3A4, ¢ nesHauutenbHbIM yuactueM uzopepmentoB CYPIA2 u

CYP2CS8. Takum o6pazom, HHTHOUTOPHI U UHAYKTOPHI 30hepmenta CYP3 A4 Moryt u3MeHATh

MeTa00JIM3M Ia30IaHunoa.

Hneubumopwt usogpepmenma CYP3A4, P-gp u BCRP

[Tazonanu6 sBnsercs cyocrparom juist uzopepmenta CYP3A4, P-gp u BCRP.

OpnHoBpemeHHoe npuMmeHeHue nazomnann6a (400 Mr 1 pa3 B CyTKM) C MOIIHBIM HHTHOMTOPOM
nzoepmenta CYP3A4 u P-gp xerokonazomom (400 mr 1 pa3 B CyTKH) MOCJIEAOBATEIbHO B
Te4yeHue 5 AHel MpUBOAMIIO K NoBbieHNI0 cpeaHuX 3HaueHuH AUC0.24) 1 Cmax Ma3onanuba Ha
66% u 45% COOTBETCTBEHHO, IO CPAaBHEHUIO C MpPUMEHEHHeM Ma3onaHuba 6e3
conytcTByromux mnpemnapatoB (400 mr 1 pa3 B cyTku B TeueHue 7 nHei). [Ipu nmoBwieHun 10361
B auamnaszone oT 50 mr 1o 2000 mr BenuuuHbl Cmax 1 AUC na3zonanu0a Bo3pacTanyu B MEHbIIEH
CTETEHHU, YeM MNPOMOPLHUOHATIBHO 103e. Takum o0pa3oM, y OOJIBIIMHCTBA MAIMEHTOB IOCIE
CHIDKEHMsI 1036l mazonanuba 10 400 mr 1 pa3 B CyTKM B IPUCYTCTBHHM MOIIHBIX MHTHMOUTOPOB
n3opepmentra CYP3A4 cucremHasi 3KCIO3MIMS Ta30MaHUO0a COOTBETCTBOBAJA TAaKOBOW IpH
npuMeHeHun mnaszonanu6a B go3e 800 mr 1 pa3 BcyTku 0e3 OJHOBPEMEHHOTO NPUMEHEHUs
COIYTCTBYIOIIMX IMpenapaToB. OIHAKO Yy HEKOTOPBIX MAllUEHTOB BEIMYMHA CHCTEMHOU
HKCHO3ULUHU Ta30MaHu0a MOXKET YBEMUUTHCS 10 CPABHEHUIO C TAaKOBOW NPH OTNIEIBHOM €ro

npuMeHeHnu B 1o3e 800 mr.
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CYP3A4 (Takumu Kak UTPAaKOHA30J, KIAPUTPOMHUIIMH, aTa3aHaBUpP, MHIUHABHpP, He(a3oJOH,
Heln(UHABUP, PUTOHABUDP, CAKBUHABUD, TEIUTPOMHIMH M BOPUKOHA30J) MOXKET MPHUBOAUTH K
HOBBIIIEHUIO KOHILIEHTpauu nasonanuba. IIpu npueme npenapara ¢ rpedn@pyroBbIM COKOM
TaKXKe MOYKET OTMeUaThCs yBEJINUYEHUE KOHIIEHTPALUHU Ma3onaHuoa.

[Tpumenenue 1500 mr nanatuHMOa, cyocTpata u cnadoro uaruouropa nzopepmenra CYP3A4,
P-gp u BCRP, ognoBpemenHo ¢ 800 mr ma3onann0a MpUBOIUT K YBEITMYCHUIO CPEAHUX BETHUYNH
AUC24)y 1 Cmax mnocneanero npumepHo Ha 50-60 % 1o CpaBHEHUIO C OTIEIbHBIM
npuMeHeHueM mnaszonanuba B po3e 800 mr. OnHOBpeMEHHOE IPUMEHEHHE I1a30maHuba ¢
unruouropamu uszodpepmenta CYP3A4, P-gp u BCRP (nanpumep, nanaTuHu®) NMPUBOIUT K
MOBBIIIICHUIO KOHLEHTPAIMK Ma3zonannba B miazMe KpoBH. OJHOBPEMEHHOE MPUMEHEHHE C
MouHbIME UHTHOUTOpaMu P-gp minu BCRP MoxeT M3MeHUTh SKCHO3MLUIO U paclpesieieHue
na3onaxuoa, B T.4. pacnpenenenue B neHTpanbHoil HepBHOM cucteme (LIHC). Cnenyer n3berathb
OJTHOBPEMEHHOTO TMPUMEHEHUS Ipernapara ¢ MOIIHbIMA uHTHOUTOpaMu P-gp mimm BCRP, nmu6o
IPUMEHSTh aJbTEpHATUBHBIE IIperapaTbl, HE 00JaJarolllve YyKa3aHHbIM JEHCTBUEM, WIIU
OKa3bIBaIOIIIe MUHUMaJIbHOE HHTHOUpYIomiee neiicteue Ha P-gp ninun BCRP.

Crnenyer u3beraTb OJHOBPEMEHHOIO IPUMEHEHUS Ma3onaHuba ¢ MOLIHBIM HMHIHOUTOPOM
nzopepmenta CYP3A4. Ecnu KIMHIUYECKH MPHEMIIEMOH allbTePHATUBBI MOIIIHOMY HHTHOUTOPY
uzopepmerra CYP3A4 He mmeercs, no3a maszomanmba JoJDKHA OBITH cHibkeHa 10 400 mr
B CYTKHM Ha BECh IEpHOJ NMPUMEHEHHUs OJHOBPEMEHHOHN Tepanmuu (cM. paszznen 4.4, moapasnen
«OcoOble  ykazaHusA»). B cioyyae pa3BUTHS HEKENATENbHBIX SBIEHUH, CBS3aHHBIX C
JIEKapCTBEHHBIMHU  IpenaparaMu, MOXET paccMaTpuBaTbCsi BO3MOXKHOCTb  JlalbHEHIEro

CHMXXCHUS JO3bI.

Hnoyxkmopwr usogpepmenma CYP3A4

WUunyktopsl  u3opepmenta CYP3A4, mwampumep, pudamMnouuvd, MOTyT  yMEHbBIIATh
KOHIIGHTPAlMI0 Ma30MaHuba B miuazMe KpoBU. ONHOBpPEMEHHOE IPUMEHEHHE Ma3onaHuba ¢
MOIIHBIMU UHAYKTOpaMu P-gp mmum BCRP MokeT M3MEHUTH 3KCIO3UIMIO M paclpeiesieHue
na3onanu6a, B T.4. pacnpezaenenue B I[HC. PexomenayeTcsi mpuMeHeHUE allbTepHATHBHBIX
IpenapaToB, He O0OJaJaloUIMX YKa3aHHBIM JEWCTBUEM WJIM HMEIOMIMX MUHHMAaIbHYIO

MHTHOMPYIOILIYI0 aKTUBHOCTh B oTHOIIeHUH n3opepmenta CYP3A4.

Brusanue nazonanuba na cyocmpamel cucmemwt yumoxpoma P450
B wuccnenoBanusix in vitro ObUIO TOKa3aHO, YTO TAa30MaHUO WHTUOMpPYET u30(epMEHTHI
mutoxpoma 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. B uccienoBanusix (hapmMakoIOrHUECKUX

CBOICTB mazonmaHuba, rae npemnapaTt npumensuica B no3e 800 mr 1 pa3 B CyTKH MOKa3aHO, YTO
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(cyoctpat m3opepmenta CYP1A2), Bapdapuna (cybcrtpar uzodpepmenta CYP2C9) wumm
omemnpasona (cyoctpar wuzopepmernra CYP2C19) y mnamweHTOoB CO 3JI0KAYECTBCHHBIMU
HOBOOOPA30BaHUSMHU.

[Tazomann6 npuBoaun k yBenudeHuto cpeanux 3HadueHUd AUC u Crax MHIa3051amMa (cyocTpar
uzopepmenra CYP3A4) mpumepno Ha 30 % wu mnoBbimeHuto Ha 33-64 % cooTHoOmIEHUS
KOHIIGHTpaluil JekcTpoMeTopdana © AeKcTpopdaHa B Moue IOCIE MpHEeMa BHYTPh
nexkcrpomeropdana (cyoctpar nzodpepmenta CYP2D6).

OnHoBpeMeHHOe npuMeHeHue 800 Mr masomaHm6a 1 pa3 B CyTku M makiauTakcena 80 mr/m?
(cyoctpar m3odepmentoB CYP3A4 u CYP2CS8) 1 pa3 B Hemeno MPUBOAMIIO, B CPEIHEM, K
noBblIIeHNI0 AUC U Cmax maxnurakcena Ha 26 % u 31 % coOTBETCTBEHHO.

OnHoBpeMeHHOE TPUMEHEHHE Mazonanuba ¢ cyocrparamu nzopepmento CYP3A4, 2D6, 2C8 ¢

Y3KHUM TCPAINCBTUYCCKUM NHUAIIA30HOM HC PCKOMCHIAYCTCA.

Brusinue nazonanuba na opyaue chepmenmol u mparncnopmmie OeiKu

HccnenoBanus in vitro mokasaiu, 4To ma3onanud ssisercs MomHbM nHruouropom UGTIAL u
OATPIB1 ¢ ICso 1,2MkM u 0,79 MkM cooTBercTBeHHO. Ila3omaHn® MO’KET ITOBBIIIATH
KOHIIEHTPAIIUU JICKAPCTBEHHBIX MPENapaToB, BHIBEACHUE KOTOPHIX OCYIIECTBISIETCS B OCHOBHOM

npu yuactuu UGT1AT1 u OATPIBI.

OoHospemenHoe npumeHnenue nazonanuda u cCumMeacmamuna

OnHOBpeMEHHOE NMPUMEHEHHUE Ma30MaHnba U CUMBACTaTHHA YBEJIWYHBAET YacTOTY MOBBIIICHUS
aktuBHocTH AJIT (27 % mnpotuB 14 %). Ecim y mnamueHTta, NpUHUMAIOIIETO CHMBACTaTHH
OJIHOBPEMEHHO C Ta30MaHuOo0M, TmoBbImaeTcss akTuBHOCTH AJIT, cremyeTr BBINOIHUTH
PEKOMEHIALMY 10 JO3MPOBAHMIO Ma30MaHu0a U OTMEHUTh CUMBACTaTHH. JlaHHBIX Ul OLEHKU

pUucCcKa OJHOBPEMEHHOI'O MPUMCHCHUS AJIbTCPHATUBHBIX CTATUHOB U rmazomnanuoa HCAO0CTAaTOYHO.

Bausnue npuema nuwu na hapmaxoxunemuxy nazonanuba
[Tpuem nmazomannba BMeCTe ¢ HACHIIIIECHHOMN MM O€THOM KMpaMu MUIEH MPUBOIUT K IPUMEPHO

nBykpaTHoMYy yBenrmueHHI0 AUC 1 Chax ma3onanuoa.

Jlexapcmeennvie npenapamsl, komopwie nosviuiaiom pH scenydounozo coka

OpnHOBpeMEHHOE TMpPUMEHEHHe Ta30maHuba W 9J30Memnpas3ofia CHUXKAeT OWOJOCTYIMHOCTh
nazormannba mpubmm3uTenbHo Ha 40 % (AUC m Chax). Cnemgyer msberaTh OJHOBPEMEHHOTO
NPUMEHEHHs TMa30maHuba ¢ JIeKapCTBEHHBIMU IpenaparaMu, KOTopble MoBblmaT pH
KENyA0YHOro coka. [Ipu HEoOXOAMMOCTH OJHOBPEMEHHOTO TPUMEHEHHS HMHTHOUTOPOB
npororHoi mommsl (UIIII) pexomennyercss mpuHUMATh 103y Ma3onaHuOa BHE MpueMa IHIIH,

1 pa3 B meHp Beuepom, oxHoBpemeHnHo ¢ WIIIl. Tlpu HEOOXOIUMOCTH OTHOBPEMEHHOTO

10



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 13.03.2024 N= 4832

NPUMEHEHUs aHTaroHuctoB Hj-penenTtopos, IazonaHﬂ%':'éﬁgEy%; Eh"pﬁ%%ﬂ% = 50 Uspems

npuemMa NUIM, KaKk MUHUMYM, 3a 2 4 /10 WM, 0 MeHbled Mepe, yepe3 10 4 mocne mpuema
anTaronucra Hr-perientopos. [1azonanu6 cneayer mpuHUMAaTh, 10 MEHbBIIIEH Mepe, 3a 1 4 10 wiun
yepe3 24 1MoOclie MPUMEHEHHUS aHTalUuJOB KOPOTKOro JeiictBus. PekomeHnmanuu 1o
onHoBpemeHHOMYy mnpumMeHenuto WIIIl wu anraronucroB H-penentopoB OCHOBaHBI Ha

(1)I/I3I/IOJIOI‘I/I‘ICCKI/IX 0COOEHHOCTSIX Y€JIOBEUECKOI0 opraHnusma.

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTDb U JAKTAUMS

JKeHIITUHEI ¢ IETOPOIHBIM MOTSHITAIOM (KOHTD&HCHHI/UI Y MY)XYUH U )KGHI_HI/IH)

[TarueHTKaM C COXpPaHEHHBIM PENPOAYKTHBHBIM TMOTEHIUAIOM CIEAYeT HCIOIb30BaTh
HAaACKHBIC MCTOAbI KOHTpAUCHIUKW B IMCPHUOA JICUHCHUA HaBOHaHI/I6OM A B Te4yeHue 2 HCEACIIb
MIOCJIE TPUEMA TTOCIEHEN J103BI.

[Tpu MONOBBIX KOHTAKTaX MYXXYHMHAaM, B T.4. C Ba3DKTOMHEW B aHAMHE3€, MOTyJaloLIUM JIeUeHUe
nazonaHuOoM, © UX TOJIOBBIM TMapTHepam (OepeMEeHHBIM, KEHIIMHAM, BEPOSTHOCTH
6epeMCHHOCTI/I Y KOTOPbIX HC HCKIIIOYCHA, WJIH KCHIIHMHAM C COXPAaHCHHBIM PCHPOAYKTHBHBIM
HOTeHHI/IaJ'IOM) H€O6XOIII/IMO HCIIOJIB30BAaTh IPE3CPBATUB B TCUCHHUEC BCCro I€puoaa JICUCHUA

MYJKYHHBI, a TAKXKE B TCUCHUC 2 HCCJIb ITOCJIC ITpHEMa HOCHeﬂHeﬁ J03bI IIpCIiapaTta.

bepeMeHHOCTH

[TpoTuBONOKa3aHoO NMpuMeHeHne npenapata [loTapoun mpu GepeMEHHOCTH U B TIEPUOJ] TPYIHOTO
BCKApMJIMBaHMSL.

[To naHHBIM HCCIEJOBAHUH Ha )KUBOTHBIX M UCXOJS U3 MEXaHU3Ma JIeHCTBHSI, TA30IIaHUO MOXKET
HaHOCUTh BpeJ IUIOY NpU TNPUMEHEHHMM y OepeMeHHBIX. B uccinenoBaHMAX y MKHUBOTHBIX
na3onaHu®  BbI3BIBAT  CaMOIPOM3BOJIBHOE IpephiBaHME OEPEMEHHOCTH M OKa3bIBaJ
TepaTOreHHbIN 3Q(PEKT y KPbIC U KPOJIUKOB MPHU CUCTEMHOW IKCHO3UIMH MEHbIIEH, YeM Mpu
NPUMEHEHUH B MaKCUMaJIbHON peKOMeHI0BaHHOM 103¢e Yy uenoBeka — 800 mr (ucxoas uz AUC).
Crnenyer undopMupoBaTh OEPEMEHHBIX, a TAKXKE MALUEHTOK C COXPAaHEHHBIM PENPOTYKTHBHBIM

MOTCHIHUAJIOM O MMOTCHIHUAJIBHOM PHUCKE IJIA II0JAA.

JlakTarms

HeusBecTHO, MpOHUKAET JIM MA30MaHUO UK €ro METa0OIUTHI B TPYIHOE MOJIOKO, HET JIAHHBIX O
BIUSHUM [a30MaHN0a Ha MJIQJICHIIEB, MOTYYaIONINX TPYJHOE MOJOKO, a TaKKe O BIHMSHHUH Ha
MIPOTYKIIUIO TPYTHOTO MOJIOKA.

B CBs3M ¢ BO3MOXXHOCTBIO DPa3BUTHS CEPHE3HBIX HEXKENATEIbHBIX PEaKIUi y MIIQJICHIICB,
MOJTYYAIONUX TPYJHOE MOJIOKO, CBS3aHHBIX C BO3JCHCTBHEM Ma3omaHuOa, B MEPHOJ JaKTAI[UU
MAalUEHTKE CIIeyeT PEKOMEHI0BAaTh OTKA3aThCs OT IPYIHOI0 BCKapMIIMBAHUS HAa BpeMs Tepanuu

IperapaToM.
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4.7. BausiHMe Ha CHOCOOHOCTH YIPABJSATH pancnti'm;ﬂﬁl]';ﬁéﬁzm' '::1'; Tp%é(;i:gi‘b c

MeXaHM3MaMu
Biustnue nazonann6a Ha CIOCOOHOCTH YIPaBISATh TPAHCIOPTHBIMU CPEICTBAMHU HE M3Y4allOCh.
YuuteiBas GpapMakoIOruueckue CBOMCTBA Mperapara, BIUSHHUS Ha JESTENIbHOCTh TAaKOTO poja
He oxwupaercs. Creqyer NpUHUMATh BO BHUMaHHE OOIee COCTOSHUE MallMeHTa U Ipoduib

MoOOYHOTO JCHCTBUS Ipenapara.

4.8. HexkenaTeJbHbIC peaKIMu

Pesrome nmpoduisg 6esonacHOCTH

Huxe mnpencraBineHbl HexenaTenbHble JekapcTBeHHble peakuuu (HJIP), Bo3HuMKaBmIne mpu
OpPUMEHEHUH TIpenapaTa B KIMHUYECKHX MCCIEOBAHUSAX C YKa3aHHEM 4YacTOThl HX
BO3HUKHOBeHUS (Tabmuma 1). HJIP crpynmnupoBanbl B COOTBETCTBUU C Kilaccu(ukanueil opranoB
u cucteM opranoB MedDRA.

YacroTa BCTpEeuaeMOCTH OIpeAeNsieTcsl ClAeaAyroumm obpazom: ouens uyacmo (=1/10), uwacmo
(>1/100, wO <1/10), HEuacmo (>1/1000, Ho <1/100), peoxo (>1/10000, Ho <1/1000), ouenv pedxo

(<1/10000), vacmoma neuzsecmua (Ha OCHOBAaHHH UMEIOIINXCS JAHHBIX OLEHUTH HEBO3MOXKHO).

TabanuHoe pE3IOME HEXKENaTEIbLHBIX PeaKIUH

Tabnuya 1

[TIKP |[CMT
Hnghexyuu u uneasuu
Nndeximu (¢ nim 6e3 Helitponennn)' Yacro ¢
Wudexnmu gecen Hewacto Yacto
Jlobpokanuecmeeribie, 310KAYEeCMBEEHHbIE U HEYMOYHEHHbIe HOB00OPA308aHUSL (6KIIOUAS KUCTHbL U
noaunsl)
Bboibs B HOBOOOpa3zoBaHMIX Heugacro OueHp yacTo
CHHIpOM ITM3HCa OIYyXOJIH ¢ ¢
Hapywenust co cmoporvl kKposu u iumpamuieckou cucmemol
Heiitponenus Yacro OueHp yacTo
TpomboruToneHus Yacto OueHb yacTo
JletikomeHns Yacro OueHp yacTo
IMonmunuremus Heuacto ¢
OHOoKpuHHblE HApYUEHUS
['unotupeos' Yacro Yacro
IloBpITIIeHNEe aKTUBHOCTH THPEOTPOITHBIX TOPMOHOB B KPOBH YacTo ¢
CHmxeHre KOHIICHTPAINH TIIFOKO36I B KPOBU Heuyacro ¢
Hapywenus memabonuzma u numanus
CHmKeHHe Macchl Tejia Yacro Ouensp 4acTo
CHMKEeHHUeE allfeTHTa OueHb 9acTo OueHb yacTo
['unodocdaremust Yacro ¢
O0e3BOKHMBaHKE YacTo Yacto
I'mmomaraneMus Heugacro Heuacto
Tlcuxuyecxue napywenus
becconHuna | ¢ | Yacto
Hapywenust co cmoponul Hepgrotl cucmemul
I'onoBoKpyxkeHHE | Yacro IqaCTO
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MOCTERREATETEH G 0002)
T'unecresuns Heuacto ¢
ITepudepudeckast ceHcopHast HEHPOMATHS Yacro Yacrto
ITapecresus Yacto Heuacro
3aTOPMOXKEHHOCTh UYacTto ¢
COHIUBOCTH Heuacto Heuacto

Jucressus (paccTpoiiCTBO BKyca)

OdeHp 4acTo?

OueHsp yacTo

T'onoBHas 00ib

OueHs 4acTo

OueHsp yacTo

NimemMuyecKuii MHCYIIbT! Heuacto Heuacro
Tpan3uTopHas MIIEMUYECKAs aTaKa' Heuacto ¢
Cunzapom o0patiMoii 3aanel sHuedanonarun’ Penko *
I'emopparuueckuii HHCYIbT Heuacto Heuacto
Hapywenus co cmoponul op2ana 3penus

HeuerkocTs 3penus Yacto Yacto
ObeciBeunBaHUE PECHHIL Heuacto ¢
Orcioiika/pa3pelB ceTIYaTKH Heuacto *
Hapywenus co cmoponul cepoya

Hapymenus cepueunoii aestensHOCTH (CHMKeHUe (pakuuu BeiOpoca|Hevacto Yacro
JIEBOTO JKETyAOYKa, XPOHWYECKass CepAeYHas HeAOCTaTOYHOCTD,

OrpaHWYeHHas Kapauomuonarus)'

Bpaaukapaus Heuacro’ Yacro®
Undapkr muokapaa' Heuacro Heuacro
Umemus Muokapza' Heuacro +
Kenynoukosas Taxukapaus Tuna «nupysr» (torsade de pointes)' Heuacto ¢

Hapywenus co cmoponul cocy0os

AprepuanbHas runeprensus’

OueHb 9acTo

OueHb 9acTo

OmnryieHre IpriivBa Kapa K JIMILY Yacro Yacrto
BeHnosHast TpoM003MO0IHS Yacro Yacro
I'emopparus Heuacto Heuacto
KpoBoTeueHne u3 BepXHUX OTACNIOB KeJyA0YHO-KUIIeyHoro Tpakra |Heuacro Heuacto
PetponepuroneanbHOE€ KPOBOTEUEHUE Heuacto Heuacto
PexTanbHOE KpOBOTEUEHUE Heuacto Heuacro
TpomboTuueckass MuKpoaHTHomaTHst (B T.4. TpomOoTuueckas|Penko Heuacro
TpoMOOLIMTOIIEHNYECKass MypHypa W  TE€MOJUTUKO-yPEeMHUYECKHI

CHHIPOM)'

KpoBoTeuenne u3 nojaocTu pra Heuacto Yacro
I'emoppouaibHOE KPOBOTEUEHHE Hewacto ¢
AHaJIbHOE KPOBOTEUEHUE Heuacto Yacto
BponxunansHOE KpOBOTEUEHHE ¢ Heuwacto
KpoBoTedenns: 13 MOYEBBIBOAIINX MTyTeH Heuacto o
«IIpunuBbI» Yacto Yacro
I'uneproHnYecKuil Kpu3 Heuacto ¢

Hapywienusi co cmopoHul 0blxamenbHoll CUCHeMbl, 0p2an08 2pYOHOU KIemKU U cCpedoCmeHUs!

Kamenp ¢ Yacto
Huchonns Yacro Yacto
JucnHos (onpika) Yacto Yacro
ITHeBMOTOpaKc Hewacrto Yacro
Punopes Hewacto Heuwacto
bonu B porornorke ¢ Heuwacto
HNxkota ¢ Yacro
KpoBoxapkaHbe Yacto Heuacro
WurepcTunnaibhas 60J1€3Hb JIETKUX/TTHEBMOHUT ! Penxo Penxo
HocoBoe kpoBoTeueHue YacTto Yacto
Jlerounoe KpoBOTEUECHHE Heuacto Yacto

JKenyoouno-xuweunvie Hapyulenus
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MOCTERREA TENEHIGT 0002)

MeTteopuzm Yacro Yacrto
Bznyrtue xuBorta Yacro Yacrto
SI3BEHHBIA CTOMATUT Yacro ¢
UYacras nedekanus Heuacto ¢

PBoTa ¢ kpoBbIO Heuacto ¢
T'emaToxe3us Heuacto ¢
Ilepdoparust TOICTOM KHUIIIKH Heuacto ¢
[epdopanms NOAB3AOMHON KUIIKH Heuacto Heuacro
Menena Heuacto Heuacto
ITankpeatur Heuacto *
TleputoHuT Heuacto Heuacto

Boup B xuMBOTE (B T.4. B AIMUTAaCTPUH | IO X0y KHIIEYHUKA)

OueHs 9acTo

OueHsp yacTo

Huapes

OueHb 4acTo

OueHb yacTo

Hucnencus Yacro Yacto
TMephopanus skeTyIKa Win KAIIeYHuKa' Heuacto *
OG6pa3oBaHue KeTyTOUHBIX M/WIHM KMIIEYHBIX CBHIIEH' Hewacto Hewacto
Hapy»xHbIii OpronIHoii cBUII Hewacto Hewacto
[ToBblllIEHNE AKTUBHOCTH JIUIA3bI Yacro* ¢

TomHoTa OueHb 9acTo OueHsb 9acTo
CromMatur YacTto OyeHb 4acTo
PBota OueHb yacTo OyeHb 4acTo
CyXOCTh CITU3UCTON 000JIOYKHU MOJIOCTH pTa Yacro Yacrto
KpoBoTeuenune u3 xexyJ0YHO-KUIIIEYHOT0 TPaKTa Yacto Yacro
Hapywenus co cmoponul neuenu u scenuesvbigo0auux nymet

I'enaTOTOKCUYHOCTH YacTto 4

Kentyxa Heuacto 4
JlexapcTBeHHOE MOpaKEHHE TTeUeHU Hewacto ¢
IleuenoyHas HETOCTATOUYHOCTD Heuacto ¢
OTKIIOHEHHE TIEYEHOYHOM PYHKIUK OT HOPMBI' YacTto Heuacto
Hapywenusi co cmoporwvl Kodtcu u HOOKOMCHBIX MKAHell

[TopaskeHHs KOKH Heuacro Yacro®
Anonenus Ogenp yacto  |Yacrto
DKchoauanus KOxXu Heuacto ¢
I'enepanu30BaHHBbII 3y Heuacto 4

CyXxoCTb KOXKH Yacro Yacto
DKC(OIUATUBHAS ChIITb ¢ OueHb 9acTo
H3MeHeHue 11BeTa BOJIOC OyeHp yacTo OueHp yacTo
[TopaxxeHue HOrren Heuacto Yacto

[NampMapHO-TUTaHTapHAS 3PUTPOAM3ECTE3Us (J1aOHHO-TIOJONMIBEHHBIH | OYeHb 4acTo Heuacto
CHUHJIPOM)

ITogomBeHHas 3puTema Heuacto ¢

S13BBI KOKHU ¢ Heuacto
Peaknust poTocencnOnmm3zanmm Heuyacto Heuacto
['unepruapos YacTto Yacto
Koxxnas ceimb OueHb 9acTo Heuacto
BesukynsipHas chliib Heuacto ¢
Ilanmyne3Has ceinb Heuacto Heuacto
DpuTeMaro3Has ChIllb Heuacto ¢
I'enepann3oBaHHas Chlllb Hewacto o
MakynsipHas ChIlb Heuacto ¢
3ynsrias ChIb Heuacto ¢
KoxHbl1it 3y YacTto Yacto
OpureMa YacTto Yacto
JenurmeHTanms Koxu YacTto ¢
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MOCTERREA TENBHEN 0002 ]
I'mmonurMeHTanyst KOXu Yacro |Ouenb yacTo
Hapywienusi co cmopoHvl Mblued O, CKeemHOU U COeOUHUMENbHOU MKAHU
CKkeneTHO-MbIIIeYHas 00JIb Heuacto Yacto
Mbl11e4YHBII ciazMm Yacto Yacto
ApTtpanrus Yacto Heuacro
Muanrus HacTto Yacto
Hapywienusi co cmopoHul nouex u Mo4esbleo0suyux nymet
[Iporennypus’ OdeHpb yacTo Heuacro
I'emarypus Yacto Heuacro
Hapywienusi co cmopoHul penpooyKmusHOU cUcmembl U MOJIOUHBIX JiCeNe3
Menopparus Heuacto Heuacto
MeTtpopparus Heuacto ¢
BraranuinHoe kpoBoTeueHue Heuacto Heuacro
Obwue HapyuwieHus u peakyuu 8 mecme 68e0eHus
Bocnanenne cnmn3ncToit 000109KH HacTto Heuacto
Otexn Yacro® Yacro’
AcTeHus Yacto Heuacro
Boub B rpyaHoii KiieTke! Yacto Yacro
O3H00 Heuacto Yacro
IloBbIlLIEHHAS] YTOMIIIEMOCTh OueHb yacTo OyeHb 4acTo
Jlabopamopnvie u uncmpymenmanvrvle 0aHHble
[osbimenne akTuBHOCTH AJIT! OdeHp yacTo Yacro
[osbimenue akruBHocTH ACT! OueHp yacTo Yacro
[unepOuupyounemus’ Yacto Heuacro
M3MeHeHne KOHIEHTPaLUU X0JIECTEPUHA B KPOBU ¢ Yacro
[loBbllIEHHE KOHLIEHTPAUU KPEaTUHUHA B KPOBU YacTto *
[loBbllIEHHE AKTUBHOCTH aMUJIA3bI YacTto *
[ToBbllIEHHE KOHLIEHTPAMH MOYEBHUHBI B KPOBU YacTto *
I'umoans0ymMuHEMUS ¢ OueHb 4acTo
IloBeIllIEHNE AKTUBHOCTH T aMMa-TIJIIOTaMUJITPAHCIICTITUAa3bl Yacrto Yacto
N3MeHenne akTUBHOCTH TOPMOHOB IIUTOBUIHOW KEJE3bI Heuacto ¢
V mminenue unrepsana QT! Heuacro Heuwacto
CHmxeHne Beca Yacro OueHp 9acTo

¢ — B Xoue PErucCTpalluOHHbIX KIIMHUYECKUX I/ICCJ'IGILOBaHI/Iﬁ CB3b HCIKCJIATCIIBHOI'O SABJICHUS C IPUCMOM

rma3onanuba He YCTAHOBJICHA,

' — noxpoGuas uadopmanus npuseaeHa B noapaseie «Ocobble ykazaHus» pasaena 4.4;

2 — aremsus (yrpara BKYCOBOH WYyBCTBUTEIBHOCTH), THUIIOreB3Hs (IOHMKEHHE BKYCOBOM
YYBCTBUTENBHOCTH);

3 — Opaaukapaus ONpENENISeTCs Ha OCHOBAaHMM 4YacTOThI CepAevHoro purMma (MeHee 60 ynapoB B
MUHYTY). bpagukapans ¢ KIMHHYSCKUMU MPOSBICHUSIMHA BCTPEUACTCS PEXe, M €€ 4acToTa OCHOBaHA Ha
oTyeTax 0a3 JaHHEIX 0 OE30ITACHOCTH MMa30I1aHn0a;

4 — ma nokaszanus [TKP yacToTa BCTPEUaeMOCTH OCHOBaHA HA JAHHBIX, OJNYYEHHBIX TP NPOBEIECHUH
JIOTIOJTHUTEIbHBIX UCCIIEOBAHHIA;

5 — B OGOJNBIIMHCTBE CIIy4aeB MNaJbMAPHO-IUIAHTAPHAS DPUTPOAM3ECTE3HS (JIaIOHHO-TIOOMBEHHBIH
CUHJIPOM);

 — mepudepuueckre OTEKH, JIOKAIbHBIE OTEKH, OTEKH I71a3, JINIIA;

7 — nepudepuyecKue OTEKU, OTEYHOCTH BEK.
HetitponieHusi, TpoMOOIMTONECHUSI W TaJIbMapHO-TJIAHTApHAS APUTPOAM3ECTE3Hs (JIaJOHHO-
MOJOIIBEHHBI  CHHAPOM) dalle HaOMoJaduch y  MAlMEHTOB  BOCTOYHOA3UATCKOTO

MMPOUCXOKACHUA.
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B Tabnuie 2 npeacTaBieHbl OTKIOHEHUS J1a00P aToprlimgﬁég%gh%%ii g@gé‘ﬂ&hJ&xly'gl'S %

narueHToB ¢ [1IKP, mpuHMMaBmuxX ma3onaHu® B XoJle KIMHHYECKUX HcchenoBaHuil. CTeneHb
OTKJIOHEHHS OCHOBBIBA€TCS Ha KiaccuUKAMM  OOIMUX  KPUTEPHEB  TEPMHUHOJIOTHUU

HexenarenbHbIX saBiaeHul (CTCAE) HanroHansHOTO HHCTUTYTA paka.

Tabnuya 2

[Mapamerpsl IMazonanu6 (N=290) [Tnane6o (N=145)

Bce Crenenp |Crenenp |Bcee Crenenp |CteneHb

creneHu, |3, 4, crenenu, |3, 4,

% % % % % %
Temamonocuueckue
Jlelikonenus 37 0 0 6 0 0
Helitponenus 34 1 <1 6 0 0
TpoMOoIUTOIICHHS 32 <1 <1 5 0 <1
JlnmdormroneHms 31 4 <1 24 1 0
Buoxumuueckue
[ToBeimenne aktuBHOCTH AJIT 53 10 2 22 1 0
IToBeimenne aktuBHOCTH ACT 53 7 <1 19 <1 0
I'unepraukemust 41 <1 0 33 1 0
[ToBbIlIEHHE KOHLIEHTpALUX 36 3 <1 10 1 <1
o0rmero OnmUpyOnHa
I'mnodocdaremus 34 4 0 11 0 0
I'mmoxanbrpeMust 33 1 1 26 1 <1
I'unoHarpuemus 31 4 1 24 4 1
['unepkanuemust 27 4 <1 23 5 0
['unepkpeaTHHUHEMHUS 26 0 <1 25 <1 0
I'ummomaranemus 26 <1 1 14 0 0
I'unornukemus 17 0 <1 3 0 0

B Tabnune 3 npencraBieHbl OTKIOHESHUS TaOOPATOPHBIX MOKa3aTeliel, Berpeuasmuecs y >15 %
nanrenToB ¢ CMT, mony4yaBImMX Mma3omaHu® B XOJ€ KIMHUYECKUX ucciaeaoBaHuii. CteneHb

OTKJIOHEeHUs ocHoBbIBaeTcs Ha kinaccupukanuu CTCAE HannoHansHOro MHCTUTYTA paka.

Tabnuya 3

[MapameTrpsl [Tazonanu6 (N=240) [Tane6o (N=123)

Bcee Crenens |Crenenr |Bce Crenenp |Crernenb

cTereHn, |3, 4, cTeneHy, |3, 4,

% % % % % %
Temamonocuueckue
Jletikomnenust 44 1 0 15 0 0
Heiitponienus 33 4 0 7 0 0
TpomboruToneHus 36 3 <1 6 0 0
Jlumdonuronenuns 43 10 0 36 9 2
Anemus 27 5 2 23 <1 <1
Buoxumuuecxue
TToBeIIIEHNE AKTUBHOCTH 32 3 0 23 <1 0
nienoyHoi pocdarassl (LLD)
TToBrimenue aktuBHocT AJIT 46 8 2 18 2 <1
TToBermenne aktuBHoctu ACT 51 5 3 22 2 0
I'unoans0yMuHEMUS 34 <1 0 21 0 0
['unepramkemust 45 <1 0 35 2 0
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[TapameTpsl [Tazonann6 (N=240) T TE b0 eN=123) - [ & UUUL]

Bcee Crenens |[Crenens |Bce Crenens |Crenenb

creneHH, |3, 4, CcTeneHu, |3, 4,

% % % % % %
[ToBbIIeHNE KOHLIEHTPAITIH 29 1 0 7 2 0
o0rero OunupyonHa
I'mnonarpueMus 31 4 0 20 3 0
T'nnoxanuemust 16 1 0 11 0 0

B Ta6JII/II_Ie 4 MMpeaACTaBJICHBI HCXKCJIATCIBbHBIC pCaKkuuu, BBISIBJICHHBIC BO BpeMA
MMOCTPETUCTPAIUOHHOIO  IIPUMCHCHUSA masomnanuoa. I[aHHBIe HCXKECIATCIbHBIC  pPCaKIHUKU
BKJIFOYAIOT B ce0sl CIIOHTAaHHEBIE COOGH_IGHI/IH O HCEXKCIIATCIIBHBIX SBJICHUAX, 4 TAKXKC CECPBE3HBIC
HCKCJIIATCIIbHBIC PCAKIMK, BBIABJIICHHBIC B PCE3YJIbTAaTC MNPOAOJDKAOIMIUXCA I/ICCJIeI[OBaHI/If/'I,

UCCIIEIOBAaHUN KIIMHIUYECKOHW (PapMaKoJIOTHH U MMOMCKOBBIX MCCIIEIOBAHMIA 110 HEYTBEP)KICHHBIM

[MOKA3aHUSIM.
Tabnuya 4

Hugpexyuu u unsazuu
Wudexkunn (c nnm 6e3 HelporeHn ) | Yacrto
Hapywenus co cmoponwl kposu u aumpamuuecko cucmemol
[Tonuuuremust Heuacto
TpomGoTHUecKass MUKpoaHTHonatus (B T.4. TPOMOOTHYECKas Hewacto
TPOMOOIUTONEHHYECKAs IyPITyPa U FEMOIMTHKOYPEMUYECKHH CHHIPOM)!
Hapywenus memabonuzma u numanus
CHH/IPOM JIM3HCA ONYXO0JIH (B T.4. H CO CMEPTEILHBIM UCXOJ0M)! | YacToTa HeM3BeCTHA
Hapywenus co cmoponw nepenoti cucmemol
Cunpom o0paTuMoi 3a1Hel sHuedanonaTuu’ | Pesixo
Hapywenus co cmoponwl opeana 3peHus
OTcrnoliKa ceTyaTKu Heuacto
PaspbIB ceTyaTku Heuacto
Hapywenus co cmoponul cocydos
AHEBpHU3MBI U PaCCIOEHHs apTepUH | Penko
Hapywenusi co cmoporsl ObixamenbHOU CUCmeMbl, Op2aH08 2PYOHOU KIemKU U Cped0CeHUs
Wurepcrunmanshas 6onesns gerkux (MBJI)/mnesmonur! | Penxo
KenyoouHo-kuuieunvle HApyuleHus
Mereopusm Yacro
ITankpearur Heuacto
Hapywenusi co cmoporvl Kodcu U NOOKONCHBIX MKAHel
S3Ba KOXH | Heuwacto
Hapywenusi co cmoponvl mMbluieunoll, ckeiemtou U coeOUHUMenIbHOU MKAHU
Aptpanrus OueHp yacTo
MeIieuHsIil ciazm Yacto
JlabopamopHvle u uncmpymenmanvuvie OaHHbIE
[ToBBINIIEHHE AKTUBHOCTH TaMMa-TIIFOTAMIJITPAHCIICITH IA3bI | Yacro

' — moapo0OHas nupopmanus npuseaeHa B pasaeie 4.4, nogpasaene «Ocobble yKa3aHUSy.

COO6HI€HI/I6 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKITNAX

Baxno COO6H.IE[TB 0 MOA03PCBACMBIX HCIKCIIATCIIbHBIX PCAKIUAX TTOCIIC PETUCTpALlUU IIpCIiapara
C ICIbBIO obOecrnieyeHUs HCMIPCPHLIBHOI'O MOHUTOPUHTA COOTHOLICHUA «II0JIb3a — PUCK»

JIEKapCTBEHHOI' 0 Mpernapara. MeIuuHCKUM pabOTHHKAM PEKOMEHIYeTCs COOO0IaTh O JIF0ObIX
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M0JI03PEBAEMbIX HEXKENATEIbHBIX PEAKLUIX JIe KapCTBeﬂ;lbi;é'—}ﬁjg'fﬁ%%&E% '-:ﬁa-[lﬁblfféh-ghme

CHUCTEMBI COOOINEHHUsT O HEXKeJIATeNbHBIX pPEaKIUsIX TOCYAapcTB — UIeHOB EBpasmiickoro
YKOHOMHUYECKOTO COI03a:

Poccuiickas @enepanus

OenepanibHas ciryx0a 1o Haa30py B cdepe 3npaBooxpanenus (Poc3npaBuaazop)

Anpec: 109012, r. Mocksa, CraBstHCKas IJI0IIa1b, 1. 4, cTp. 1

Tenedon: +7 (800) 550-99-03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

B xIMHAYECKUX UCCIeIOBAHUAX MTA30MaHN0 MpUMEHsIICS B 103ax 0 2000 mr.

CuMOTOMBI

JlozonmuMuTHpYyIOIas ~ TOKCUYHOCTh  (MOBBIIIEHHAs  YTOMIISIEMOCTb  3-€if cTeneHu) U
apTepualibHas THIIEPTCH3Us 3-ei cTernmeHn HaOmogammch y | W3 3 MaMeHToB, MPUHSBIINX
2000mr wu 1000 Mr mna3omaHuba B CYTKM COOTBETCTBEHHO. B03MOXHO  ycuiieHue

BBIIIICONMCAHHBIX HEXKEJIaTSIbHBIX SBJICHUM.

Jleuenue
CumnitoMatuyeckoe. TOJBKO HE3HAUUTENIbHAs 4YacTh [Aa30MaHu0a MOMXKET BbIBOAUTHCH
MOCPEJICTBOM T'€MOJIMAJIN3a, MMOCKOJIbKY BBICOKA CTEMEHb €ro CBS3bIBAHUS C O€JIKaMM ILJIa3Mbl

KpPOBH.

5. PAPMAKOJIOTMYECKHUE CBOHCTBA

5.1. ®apmakoauHamMu4ecKune CBOiCTBA
®dapmakoTepaneBTUYECKas rpyIma: MIPOTHUBOOITYXOJIEBbIE CpencTBa, WHTUOUTOPHI
MPOTEUHKWHA3; IPYTHe HHTHOUTOPHI MPOTEUHKUHA3

Kon ATX: LOIEX03

Mexanusm geiicTBus

[Ta3omanu® sBIsSETCA MOIIHBIM MHTHOUTOPOM MHOKECTBA TUPO3SUHKHUHA3 [JISl IPUEMa BHYTPb, B
T.4., TAPO3UHKHHA3 PELENTOPOB IHAOTENUANBHBIX (pakTopoB pocTa cocynoB (VEGFR) -1, -2, -3;
perentopoB (daktopa pocta TpomboruToB (PDGFR)-a u -B; peuentopoB ¢akropa pocrta
¢ubpodractoB (FGFR) -1 u -3; penenrtopa ¢akropa crBomoBeix kietok (Kit), a taxke T-
KJIETOYHOW KHHa3bl, MHAynupyemoill unrepnerikuoM 2 (Itk); neiikorurcnennduueckoit
npoTeuH-TUpo3UHKMHA3bl (Lck) M THpPO3MHKMHA3BI pelenTopa KOJOHUECTUMYIHPYIOIIETO

dakropa wmakpodaroB (c-Fms). Invitro mnasomanu® HHrHOUpPYeT JHTaHA-HHIYLIUPYEMOE
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ayroochopunupoanne VEGFR-2, Kit u PDGFR-f. S0l %ﬁﬁMQ&E?&VﬁGF-

unaynupyemoe Qocpopminupoanne VEGFR-2 B TkaHsIX J€rkoro y *KMBOTHBIX, aHTHOTE€HE3 Y
KHUBOTHBIX U POCT HEKOTOPHIX YEJIOBEYECKUX OMYXOJIEBBIX KCEHOTPAHCIUIAHTATOB Y KHBOTHBIX.
3nauenusi uHruOupyromeil konneHrpamun B 50 % (ICso) mpu cBsi3pIBaHMM mazonaHuba c
pelenTopaMu SHAOTEIHATBLHOrO (akTopa pocTa cocynoB, (akTopa pocta TPOMOOIMTOB U

dakTopa CTBOJIOBBIX KJIeTOK coctaBisitot 10, 30, 47, 71, 84 u 74 HMOJIB/JI COOTBETCTBEHHO.

5.2. apmakoknHeTHYECKHE CBOIICTBA

AOGcopOuus

MaxkcumanbHasg KoHIEeHTpaus (Cmax) Ia3onanuoa, B CpeAHEM, JOCTUTaeTcs yepe3 2—4 4 nocie
npueMa BHYTpb. ExxelHEBHbBIN IpUEM NPUBOAUT K 1-, 2-, 3-, 4-KpaTHOMY yBEJIIMYEHUIO ITUIOIAIN
noJ hapMakOKMHETHYeCKON KpuBo «koHueHTpanusi-spems» (AUC). [Ipu exxenHeBHOM mpreme
800 mr maszomanuba 3HaueHHe AUC u Cpmax coctaBmsumm 1,037 Mmxrxu/min u 58,1 Mxr/mi
(oxBuBaneHTHO 132 MxMoib/11) coorBeTcTBeHHO. CymectBeHHOro yeenuueHust AUC u Cmax HE
Ha0J110/1aJ10Ch TIPU MOBBILIEHUH J103bI 11a3onannoa 6omnee 800 mr.

CucremHas SKCIO3WIMS IMa3oNaHuOa yBeIWYMBaiach Npu Tmpueme ¢ mumiei. llpumenenue
1a30MaHuba ¢ NUIIeH ¢ BBICOKMM U HU3KUM COJIeP’KaHHEM KUPOB MIPUBOAUT NPUOIIN3UTEIBHO K
2-kpatHoMy yBennueHHI0 AUC U Cmax. Takum o6pa3zom, nma3onaHu® ciefyeT NpUHUMATh 110
MeHbIel Mepe 3a 1 4 10 uiu yepes 2 4 nociie mpruema nuiu (cM. pasaen 4.2).

[Tpumenenue 400 Mr nazonaHu®a B BHJE PACKpPOLIEHHOW TaOJETKH BBI3BHIBAET YBEIMUYEHHUE
AUC(0-72) 1 Cmax IpUOIN3UTENBHO B 2 pa3a U BbI3BIBAET YMEHBUICHUE tmax (BPEMS JOCTHKEHUS
MaKCHUMaJbHON KOHILIEHTPALlMM B IJIa3Me€ KPOBHU) MPHOIM3UTENbHO Ha 1,5 4 MO CpaBHEHHIO C
IIPUMEHEHHUEM B BUJIE 11e710i TabsieTku. bruogocTynHoCTh U cTeneHb adcopOIuu na3onanuda npu
NEPOPATEHOM TPUEME YBEJIMYMBACTCS TPU MpPHUEME PACKPOIICHHOW TAaOJIETKH MO CPaBHEHUIO C
nenoil Tabnerkoil. B cBsA3u ¢ BbllleckazaHHBIM TaOJeTKM Ma3onaHuba He cieiyeT U3Melb4yaTh

(cM. pazzen 4.2).

Pacnpenenenne

Ces3piBaHME Ma3omnaHuOa ¢ OelkaMu TIa3Mbl KPOBHU in vivo cocTaBiisiio Oosnee 99 % BHe
3aBHCUMOCTH OT KOHLIeHTpaluu B auanazone 10—100 mMxr/mi.
JlaHHbIe in vitro TIO3BOJIIOT MpEAINoiarath, 4YTO Ma3omaHuO sBisgercs cyOctpatom ans P-

rnukornporenHa (P-gp) u Oenka pe3ucTeHTHOCTH paka Mosio4yHoH xeine3bl (BCRP).

buorpancdopmarms

UccnenoBanust  in vitro  mokKa3and, 49To  MeTabonmm3M  ma3zomaHuba  omocpenoBaH
npeumymiectBeHHO u3opepmenTom CYP3A4, a Takke B HE3HAYUTENHHOW CTENEHU

uzopepmentamu CYP1A2 u CYP2CS.
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OIMMUHALNS

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

[TazonaHn® BBIBOOUTCS MEMJIEHHO CO CpPEIHUM 3HadeHWeMm nepuoaa mnonyBbiBeneHus (Ti/2)
30,94 mocne mpuema B pekoMmeHaoBaHHOW g03e 800 mr. BeiBegeHue ocyliecTBisieTcss B

OCHOBHOM 4Y€PE3 KUIICYHUK, U TOJIBKO MCHEC 4% HpHHHTOfI JO03bI BBIBOOUTCS ITIOYKaAMHM.

dapMakOKMHETHKA B 0COOBIX Ipyinmnax nanmucHTOB

Tayuenmoi ¢ Hapywenuem QynKkyuy novex
BriBeienre mazonanuoa He 3aBucut oT KK (30—150 mMi/MuH).
He oxxumaercst ”BMEHEHHs] CUCTEMHOM SKCITO3UIIMK Ma3zonanuOa y nanueHtoB ¢ KK >30 miu/Mus,

B CBA3H C YEM KOPPEKIHHU AO36I Y ITAIIUCHTOB HaHHOﬁ KaTeropmuu HE Tpe6yeTc>1.

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

VY manueHToB ¢ HapylieHneM (pYHKIMH TeUeHH JIETKOW CTeTeH! (KOHIIEHTpalus OMimpyOruHa B
npenenax HOPMbl TpH MOBBIIIEHHUH aKTUBHOCTH AJIT mio0oil cTeneHW WM TOBBIIICHUE
KOHIIeHTpanuu OwinnpyOuHa meHee yeMm B 1,5 paza Bbimie BI'H HezaBHCHMO OT akTHBHOCTH
AJIT) mocne ogHOKpaTHOTO NpremMa nasonanuoa B 1o3e 800 mr 1 pa3 B CyTKH cpeiHuE 3HAUCHHUS
dapmakokuHeTHueckux mapaMeTpoB (Cmax 30,9 mxr/mim  (12,5-47,3 mxr/mMn) u  AUC(0-24)
841,8 mxrxu/mi (600,4—-1078 MKr>u/mMi)) COMOCTaBUMBI CO CPEAHUMHU 3HAUCHUSIMU y MAIUEHTOB
¢ HopMmanbHON (QyHkuuelr mnedeHH (Cmax 49,4 mxr/mn  (17,1-85,7 mxr/mi) u  AUC0-24)
888,2 mkrxu/mi (345,5-1482 MKrxu/min)).

MakcumManbHas NepeHocuMas J03a Ia30laHuba y MalMeHTOB C YMEPEHHBIM HapylIEHUEM
¢GyHkuuu neyeHH (TOBBbILIEHME KOHIEHTpauuu Ownupyouna ot 1,5 mo 3 pa3 Beime BI'H
He3zaBucuMo oT akTuBHOCTU AJIT) cocraBnsana 200 mr 1 pa3 B cytku. Cpennue 3Ha4eHHUS] Crax
(22,4 mxr/mn (6,4-32,9 mxr/min)) 1 AUC(0-24) (350,0 mxrxu/ma (131,8-487,7 mxkrxu/min)) nocine
npuema 200 mr nazonanuba 1 pa3 B CyTKM y NAIlMEHTOB C YMEPEHHBIM HapylleHUueM (QyHKIUU
NEeYeHN COCTaBsUIM Npubau3uTensHo 45 % u 39 % COOTBETCTBEHHO IO CPaBHEHUIO CO
CpPeIHMMHU 3HAYEHUSMH Yy NAIMEHTOB C HOPMAJIbHOW (yHKIMEW IedyeHu Tocie MpueMa
npenapata B 03¢ 800 mr 1 pa3 B cyrku. HenoctaTouHo NaHHBIX O MPUMEHEHUHU Ia30MaHuOa y
NAlMEHTOB C HapylleHHeM (QYHKIUU TE€YEHU TSDKEIOW CTeneHW (KOHUEHTpauus oOIIero
ounupyouHa 6onee yem B 3 pasza npesbiiiaer BI'H, HezaBucumo ot aktuBHocT AJIT), B CBSI3M C

YCM IMPUMCHCHUC Y MMAIUCHTOB JTaHHOM KaTCeropmuu HE pCKOMCEHIOBAHO (CM. pasaci 43)

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

IIOTAPEUH, 200 mr, Ta0JIeTKH, IIOKPBITHIE INIEHOYHON 000JI0OYKOM

[enmrono3a Mukpokpuctainndeckas 102
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Kapbokcumeruiakpaxman HaTpHst

[ToBunon-K30

Maruus creapar

Inenounasn obonouka — Onadpaii pososwiii YS-1-14762-A:
['unpomennosa

Turana auokcun (E171)

Maxkporoa

[Tommcop6at-80

Kpacurens xene3a okcuy kpacHsbiit (E172)

TIOTAPBEHMH, 400 mr, TabJIETKH, MOKPBITHIE INIEHOYHON 000JI0YKOM:

Henmtono3a mukpokpucramummueckas 102
Kapbokcumeruiakpaxman HaTpHst

I[HoBumou-K30

Marnus creapar

Inenounas obonouxa — Onaopatil 6enviti YS-1-7706-G:
['unpomennosza

Turtana auokcun (E171)

Makporou,

[Tonucop6at-80

6.2. HecoBMecTHUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CpoOK XpaHeHmusl)

3 rona.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH

XpaHuTs 1pu TeMreparype He Boime 25 °C.

6.5. XapakTep u conep:xkaHue NePBUYHON YIAKOBKHU

s nozuposku 200 mr: o 30, 60 niau 90 TabaeToK B MONMUATUIICHOBBIN (IaKOH, YKYIOPEHHBIN

HOHHHpOHHHeHOBOﬁ KpLIIJ.IKOfI C BJIAromnorjioTHUTCICM, C 3alllUTON OT AeTel u KOHTPOJIEM
MEPBOro BCKPBITUA.

Jns nosupoBku 400 mr: mo 30 uinm 60 TabneTok B MOJUATHICHOBBIA (DIIAKOH, YKYNOpPEHHBIN

MOJTUIIPONUIIEHOBOM KPBIIIKOM € BJIArOMOIVIOTUTENIEM, C 3allUTON OT AETEd M KOHTPOJIEM
IIEPBOT'0 BCKPBITHSL.

®1akoH ¢ HHCprKI.[HCfI o MCAUIUHCKOMY NPUMCHCHHIO IIOMCIIAIOT B IMTAYKY KapTOHHYTO.
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JIEKAPCTBECHHOI'O npemapara HJIHA 0TX010B, MOJYYECHHBIX mocJjae NPUMECHCHUSA
JICKAPCTBCHHOI'0 IIpenmapara i APpyrue MaHuIyJaluu ¢ mpenmapaTom

Het oco0bIx TpeOOBaHMH K yTHIIM3AIUH.

7. AEP2KATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanvs

000 «MMUXP»

141401, MockoBckas 00i1., T.0. XUMKH, . XUMKH, yiI. Padouas, 1. 2A, ctp. 1

Ten./pakc: +7 (495) 995-49-41

7.1. Hpe}ICTaBHTeJ'[L AepiKaTe/isl PETUCTPAIUOHHOIO YIOCTOBEPECHUSA

[Iperen3un norpedUTENEH HAIPABIATE 110 aIPECY:

Poccuiickas @enepanus

000 «MMUXP»

141401, MockoBckast 00I1., 1.0. XUMKH, T. XUMKH, yi. Pabouas, 1. 2A, ctp. 1
Ten./dpaxc: +7 (495) 995-49-41

E-mail: ithr@iihr.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXJIEHWS PETHUCTPAIIAMH,
INEPEPETUCTPALIMN)

JlaTa niepBOW perucTpanum:

10. TATA IEPECMOTPA TEKCTA

O6mass  xapakrtepuctuka JekapctBeHHoro mnpemnapara IIOTAPBMH  nmocrymHa Ha
UHPOPMALIMOHHOM TmopTrane EBpa3suilckoro 5KOHOMHYECKOTO COK03a B HH()OPMALMOHHO-

KOMMYHHKaIIMOHHOM cetu «HTepHeT» http://eec.eaeunion.org/
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