COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 26.02.2025 N= 5295

OBLLASI XAPAKTEPUCTHKA JIEKAPCTBEHITOFO TIPEITAPATA "Y1

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI O IIPEIIAPA
Awmesomnan, 200 Mr, TabJIeTKH, MOKPHITHIC IJIEHOYHONW 000JIOUKOM.

Awmesomnan, 400 Mr, TabJI€TKH, MOKPHITHIE TJICHOYHON 000I0UYKOH.

2. KAUECTBEHHBIHI 1 KOJIMYECTBEHHBIA COCTAB
JlelicTByroIIIee BENECTBO: ITa30IaHN0.

Awmesomnad, 200 mr, TaOJIETKHA, MOKPBITHIE IDIEHOYHOU 000JI0UKOH

Kaxxnas TabiieTka, TOKpBITas IUIEHOYHOW 00o0soukoid, comepxut 200 Mr mazonanuba (B BHJIE
Ma3omanubda rupoOXIOPUIA).

Awmesomnad, 400 mr, TaOJIETKH, IIOKPBITHIE INIEHOYHOU 000JI0UYKOT

Kaxmast TabmeTka, MOKpHITasi TUIGHOYHOU 0007109K0oH, comepkut 400 Mr mazomanu6a (B BHIE
Ma3oMmannoda rTuAPOXIOPHUIA).

[TosHBIM TTepeyeHb BCIIOMOTATEIbHBIX BEIIECTB IPUBENICH B pazzene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIEC TNIEHOYHON 000JI0UKOH.

Awmesonad, 200 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHOU 000JI0YKOH

OBajibHBIC JTBOSKOBBINYKIIbIC TaOJCTKH, MOKPHITHIC TUICHOYHON 00O0JI0YKOM OEJIOro MM MOYTH
0eJIoro 1Bera.

Awmesonad, 400 mr, TaOJIETKH, ITOKPBITHIE INIEHOYHOU 000JIOYKOH

OBanbHBIC ABOSAKOBBIITYKJIBIC Ta6J'IeTKI/I, IOKPLITEIC IUIEHOYHOM 000JIOUKOIi OeIoro Wid MOYTH

0eJIoro 1Bera.

4. KIMHUYECKUE JAHHBIE

4.1. lloka3aHusl K NPUMEHEHHIO

IIpenapat AMe3omaH Moka3aH K NPUMEHEHHUIO Y B3POCIIbIX.

JleueHue pacnpoCTpaHEHHOTO MoyedHo-KiIeToyHoro paka (ITKP).

Jleuenue pacnpocTpaHeHHOH capkoMbl Mrkux TkaHe (CMT) (kpoMe racTpOMHTECTHHAIbHBIX
CTPOMAJIBHBIX OITYXOJIEH U JUIIOCAPKOMBI) y AIIMEHTOB, PaHee MOIyYaBIIUX XUMHOTEPAITHIO.
4.2. Pe:xuM 103UPOBAaHUS U CNIOCOO NPUMeEHEeHHUsI

Pexxum go3upoBaHus

Pexomennyemas no3a npenapara Amesonat coctasisieT 800 M BHYTph OJIMH pa3 B CYTKH.
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[Ipu mpomycke mpuemMa o4yepeaHOM HO03bl Ipenapara %IJM '%W'@%&J&%}gﬂﬁmb

TOJIBKO B CIIy4ae, €CIIM JI0 CJIAYIOLIEro 3alNIaHMPOBAHHOTO IIPUEMa OCTaIoCh Oosee 12 gacos.
1lo060p 003061

B 3aBucumocTH OT MHIUBUAYAJIBHOW NEPEHOCHMMOCTH CYTOYHAsl J103a Ipernapara MOXKET ObITh
yMEHbIIIEHA WM yBenuueHa ¢ maroM 200 Mr, Ipyu 3TOM MakCUMallbHasi CyTOYHasl 103a He JI0JKHA
npesbiaTh 800 Mr.

Oco0ble IrpynIibl MAlMEHTOB

Tayuenmul nodxcunozo eospacma
Koppekuuu pexxnuma 103UpoBaHMs U 4acTOTHI IprUeMa y MallMeHTOB B BO3pacTe crapuie 65 et He
TpeOyercs.
Ilayuenmol ¢ HapyweHuem QyHKyuy novex
B cBsi3u ¢ HU3KOM CTENeHbIO BHIBECHUS a30NaH0a U ero MeTaboIMTOB MOYKaMH, HapylleHUe
(GYHKIMM MOYeK KIMHUYECKH 3HAUMMO HE BIMSET Ha (papMaKOKMHETUKY Ma3onaHu0a, Mo3ToMy
KOPPEKIMH PEKUMa J03UPOBAHUS Y HMaueHToB ¢ Kimpencom kpeatuanHa (KK) > 30 mur/mun He
TpeOyercs.
OnpIT MpUMEHEHUs Ma30MaHnba y NallMeHTOB ¢ HapylIeHHeM (PYHKIUU MOYeK TSHKEJION CTeeH!
WJIY Y TAIMEHTOB, HAXOAAIINXCS HAa IEPUTOHEATILHOM JINAJIN3€ WU FeMOJUAIIN3E, OTCYTCTBYET, B
CBSI3M C YeM NMPUMEHEHHE Ma30MaHn0a y TaKUX Nal[MeHTOB HE PEKOMEHyeTCsl.
Iayuenmul ¢ Hapywenuem ynkyuu nevenu
bezonacHocTh nmpuMeHeHus U papMaKOKMHETHKA [1a30MaHnda y MalueHTOB C YK€ UMEIOIIUMHUCS
HapyHIeHUSIMH (QYHKIH [TIE€YeHH MOJHOCThIO HE yCTaHOBJEHBI. [laninenTam ¢ HapymieHneMm QyHkK-
LMY TIE€YEHH JIETKON cTeneHu (OmpeAessioT M0 JaHHbIM aKTUBHOCTH aJlaHWHAMUHOTpaHCcdepasbl
(AJIT) u KOHIIEHTpaUU OMIHPYOHHA) KOPPEKIIUH 03bI HE TPeOyeTCs.
VY manueHToB ¢ HapylIeHUsAMH QYHKIIMY TIEYeHU CPEeIHEN CTeTeHH Cie1yeT CHU3UTh JJ03Y MMa3orna-
Hub6a 10 200 MT B CyTKH.
JIaHHBIX O MPUMEHEHHH Ma30MaHnba y NalMeHTOB ¢ HapyleHueM (QYHKIIMH TIeUYeHU, COTIPOBOXK-
Jaoleiics MOBBIIIEHNEM KOHIEHTpaluu oouiero OwinpyouHa Oojiee yeM B TpPH pasa BbIIIE
BepxHeil rpanuipl Hopmbl (BI'H) (npu mo6oii aktuBHOCTH AJIT) HEMOCTATOYHO, B CBSI3H C YeM
[IpUMEHEHHEe Ma30MaHnba y TaKMX NallMeHTOB HE PEKOMEHIyeTCsl.

eTH
[Ipenapatr Ame3omaH NPOTHBOIOKa3aH y AeTeil muaziie 2 JIeT U3 cooOpakeHHi 0e30MacHOCTH B
OTHOLIEHUM pOCTa M Pa3BUTUS BHYTPEHHHMX OpraHoB. be3omacHocTb U 3(PPEKTUBHOCTh
na3onanuba y aereil B Bo3pacte oT 2 70 18 JeT He yCTaHOBIICHBI.

Cnoco0 npuMeHeHus

Buytps. [Ipenapat AMme3onas cienyet NIpuHUMaTh HE MEHee ueM 3a | yac 10 uinm yepes 2 yaca
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nocie npuema nuu| (cMm. pasaenst 4.5 u 5.2). TaGHeTf%H'%j;e}[@ejr'%%Iﬁalﬁlﬁlaqg Eejﬂﬁc'?)l&', HE

Hapylasi UX LeJIOCTHOCTH (HE pa3jlaMbIBaTh, HE Pa3KEBbIBATB).

4.3. IIpoTUBONOKA3aAHUS

o ['unepuyBCTBUTENFHOCTD K TA30MaHUOY WK K JTF000MY M3 BCIIOMOTaTEIbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pazzene 6.1.

J bepemeHHOCTD U TIEpHO IPYIHOTO BCKapMIIUBaHuUs (CM. pasnen 4.6).

. Jerckuii Bo3pact mutajiie 2 et (cm. pasnen 4.2).

4.4. Ocodble yka3aHusi U MepPbl MPEI0CTOPOKHOCTH NPU NPUMeEHEHUH

Bimgune Ha d)VHKIII/IIO NECYCHU

[Ipn nmpumeHeHuH mMas3onaHuba OTMEYEHBI CIydyad Pa3BUTUS IEUEHOUHON HEIO0CTATOYHOCTH
(BKIOYast ciayyau C JIETaJbHBIM HCXOAOM). B KIMHHMYECKMX HCClIeJOBaHUSIX Ia3omnanuba
HaOJI0IaTIOCh MOBBIINIEHHE aKTUBHOCTH TpaHcamuHaz (AJIT, acnapraramuHOTpaHcdepasbi
(ACT)) u xoHueHTpauuu OunpyOuHa. B OONBLIIMHCTBE CIy4aeB OTMEYaIOCh M30JIMPOBAHHOE
noBeieHue aktuBHocTH AJIT u ACT, He compoBokiaBIeecss OJHOBPEMEHHBIM MOBBIIIEHUEM
aKTUBHOCTH 11esiouHoi (ocdatazpl (IP) mnm koHueHTpauuu OunupyOuHa. Y NalMeHTOB
crapuie 60 jer puck mnosbimeHus aktuBHocTH AJIT, B 3 pasza npessimaronieii BI'H, moxer
BO3pacTaTh. Y ManueHToB, Hecymux amienbs HLA-B57:01, Takke oTMeUanoch yBeITUYEHHUE PUCKA,
BBI3BAaHHOTO Ma3onaHuooM noBeimieHust akTuBHOCTH AJIT (19 % manuentoB c amnenem HLA-
B57:01 npotus 10 % 6e3 TakoBoro). Heobxoaumo mpoBOIUTH KOHTPOJIb (PYHKIUU MEUEHU Y
MAlUEeHTOB, MPUHUMAIONIMX [a30MaHuO, HE3aBUCHUMO OT HUX TeHOTHNa M Bo3pacta. B
MOABJIAIONIEM OOJIBIIMHCTBE CIy4aeB IMOBBIIIEHUE AKTMBHOCTU TpaHCAMHHA3 JIIOOOW CTENeHU
OTMEUAJIOCh B TeueHue MnepBbix 18 Hemenb Tepanuu mazonaHuOoM. CTeneHb TIKECTU
ocHoBbIBaeTcs Ha kinaccudukanuu CTCAE HanmonanbHOro HHCTUTYTA paka.

HeobxomuMo mpoBOAWTH KOHTPOJIb AKTUBHOCTH (PEPMEHTOB TMEYEHU TMepel] MPUMEHEHHEM
nazonanu6a u Ha 3, 5, 7 u 9 Hemensx Tepamuu, 3aTeM Ha 3 U 4 Mecsnax Tepanuud U IO
KJIIMHUYECKUM ToKazaHusaM. Ilepronnueckuil KOHTPOJb CleAyeT MPOBOAMUTH mocie 4 MecsleB
Tepanuu.

Crenyronye yka3zaHHs KacaroTcs MAallMEHTOB C MCXOJHOM KOHILEHTpaluei odmero OminpyOuHa
<1,5xBI'H, a taxxxe aktuBHocTaMu AJIT u ACT <2xBI'H.

. [TanmenTs!l ¢ n3omupoBaHHbIM NoBbIIeHUEM akTMBHOCTH AJIT Bpmune BI'H B 3-8 pas
MOTYT MpPOJOJDKaTh NpPUEM TMa3onaHuOa, MpU ATOM CIEAYeT €KEHEAEIbHO KOHTPOJIMPOBATH
nokasareny GyHKIIMU MeYeHU A0 yMeHbIeHus: akTUBHOCTH AJIT no 1-0if cTerneHu TOKCUYHOCTH
WJIM 10 UCXOJIHOTO 3HAYEHUS.

° [Taruentam ¢ moBbimenueM aktTuBHOcTH AJIT Gonee uem B 8 pa3 otHocutensHo BI'H

clieqyeT TpepBaTh MpHEM IMa3onaHuba 10 cHwkeHus aktuBHOcTH AJIT go 1-oif cremenu
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TOKCHUYHOCTH HJIM JI0 UCXOHOI0 3Ha4YCHMs. Ecin HOTCHL{I/QEII:TIJE %@33%%@&1@&1&;{%MGM3

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

Ma30Mannba MPEeBBIIAET PUCK PA3BUTHS FE€MaTOTOKCUYHOCTH, IMPUEM Ma3onaHuba MOXKeET ObITh
B0O300HOBIIEH B /103€, yMeHbIIeHHOH 10 400 Mr 1 pa3 B CYTKH, C €XKEHEICIbHBIM KOHTPOJIEM
nokaszaTeneil pyHKIMH 1edeHy B TeueHue § Heaens. [lpu mocneayomumx npuemMax na3onanuda B
cllydae TIOBTOPHOTO TOBbIIeHUs1 akTUBHOCTH AJIT Oonee uem B Tpu pasza oTHocutenbHo BI'H
Ma30MaHu0 CIEeIyeT MOJTHOCTHIO OTMEHUTB.

. VY nauuenToB ¢ noBbliieHneM akTuBHocTH AJIT Gosnee yem B Tpu pasza otHocutensHo BI'H
U OJIHOBPEMEHHBIM TOBBIIIEHUEM KOHLEHTpauuu OwinpyOuHa Oonbllle 4YeM B JBa pasa
otHocuTenbHo BI'H na3zonanu® crnenyer mogHocThi0 OTMEHUTH. [larenTta cienyer HaOaoaarh
no cHwkeHus aktTuBHOCTU AJIT no 1-0if cTeneHu TOKCMYHOCTH WM JI0 MCXOJHOTO 3HAYECHMSL.
[Tazonanu6 sBisiercs uaruoutopom UGTIAL. ¥V manmenTtoB ¢ cunapomom KimibOepa MOXKET
BO3HMKAaTh HemnpsMasi (HEKOHBIOTUPOBaHHAs) THNEpOMIMPYOMHEMHsI JIeTKOW cTeneHu. Y
MAlMEHTOB TOJIBKO C HENpsIMOM TUNEepOMTUpyOMHEMHEW JIerKOW CTEeNeHH, C CHHAPOMOM
Kunsbepa nnu ¢ No03peHNEM Ha ero Halnyue, ¢ noBblieHueM akTuBHOCTH AJIT Gosiee uem B
Tpu pasza otHocurenpHo BI'H mpemapar cienyer mpuMeHATh Tak ke, KaKk W Yy IAMEHTOB C
M30JIMPOBAaHHBIM MOBBIIIEHNEM akTUBHOCTH AJIT.

o OnHOBpeMEHHOE NpPHUMEHEHHE I[a30MaHu0a M CHMBACTaTHHA YBEIMYMBACT PUCK
nioBbIieHUs1 aktTuBHOCTH AJIT (cMm. pa3nen 4.5) u TpeOyeT 0c000i 0OCTOPOKHOCTH U THIATEITHHOTO
HaOJIFOIEHUSL.

JlononHUTENbHBIE PEKOMEHJALMHU 10 KOPPEKLHH J03bl B IIPOLECCE JICYCHHWs HAa OCHOBAHUU
pe3yiabTaTOB MEYEHOYHBIX TECTOB Yy MALIMEHTOB C YK€ MMEIOLIUMCS HapylleHHeM (yHKLIHUU
IIEYEHHU OTCYTCTBYIOT.

ApTepranbHas TUIEPTEH3US

B xone kimumHUYECKHX HCCIEIOBaHUMN Ma3onaHnbOa HaOII0AaNoCh MOBBIIICHHE apTEPHAIBHOTO
nasnenus (A/l) u caydau runeproHndeckoro kpusa. [lepen npumenenuem nazonanubda cieayer
OTpeeNaTh UCXOAHbIN ypoBeHb AJl. He mo3aHee o1HOM Heeny mocie Havana JeUeHus, a TAaKKe
Ha TMPOTSHKEHWH BCEro JIEYEHHMs Ma30MaHuOOM cienyeT KOHTpoiupoBath AJl u mpu
HE00X0AMMOCTH MPOBOUTH TUIIOTEH3UBHYIO TEPAIHUIO, IIPU ITOM CHIKEHHME JI03bI WIIH NEPEPHIB
B MIpUEMeE Ma30MaHu0a JOHKHBI OBITh KIIMHUYECKH 000CHOBAHHI (M. pazensl 4.2 u 4.8).

AprepuanbHas TUIEepTeH3Hs (CUCTOJINYECKoe naBieHue >150 MM pT. CT. WIK JUACTOJINYECKOe
nasneHue >100 MM pT. CT.) BOBHUKAET B Havajie Kypca jiedeHus (npumepHo B 40 % ciydaeB k 9-
My JIHIO U nipuMepHO B 90 % — B TeueHue nepBbIX 18 Henens). B ciyuae mosiBieHUs: MpU3HAKOB
TUIIEPTOHMYECKOTO KpU3a WM B CiIydae TSDKEIOW apTepHaJbHOM TMIEPTEH3MM WM NOCTOSHHO
MOBBIIIEHHBIX 3HaUeHU AJl, pE3UCTEHTHBIX K I'MIIOTEH3UBHBIM CPEJCTBAM M CHU)KEHMIO J03bI

na3onannoba, masonaHuod cieayeT OTMEHUTD.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

cuaapoM (JIDIIC)

[Tpu npumenennu nazonanubda coodmranock o BosaukHoBeHNH CO33/06patumoro JIDIIC.
CO33/o6patumerii  JIDIIC mposBISIOTCS  CIEAYIONIMMH  CHMIITOMaMH: TOJIOBHas 0OJb,
apTepHajbHas THIIEPTEH3HS, CYJI0POTH, COHIMBOCTD, CYTAHHOCTh CO3HAHMUS, CIICTIOTA, IPYTrue
HapYIICHUs] 3PCHUS U HeBpoJiormdyeckue HapymieHus. CooOIasock 0O Clydasx C JIeTalbHBIM
ucxonoMm. Ilazomanu® cregyer OTMEHUTH y ManueHTOB ¢ pasBuBaromumcs CO33/o6patumbiM
JIDIIC.

Wuarepctunmansaas 6ose3ub Jerkux (MbJI)/mHeBMOHUT

[Ipn npumenenun naszonannda orMmedeHo passutue MBJI ¢ BO3MOXKHBIM JIeTadbHBIM HCXOJIOM.
Heob0xomuMo mpoBOAUTH KOHTPOJIb COCTOSTHUS MAI[MEHTOB Ha MPEIMET JIETOYHBIX CUMITOMOB,
ykasbiBaromux Ha WBJI/mHEBMOHMT, W MpeKpaTuTh NMpUMEHEHHE Ma3omnaHuba y MalueHTOB C
pa3BuBarommumucs bJI ninm nHeBMOHUTOM.

Hapvinenus dvHEKIMU cepima

B xome xnuMHMYeCKMX HccilenoBaHUM ma3zonmaHuOa ObLTM 3apervuCTPUPOBAHBI  CIIEAYIOLINE
HapylieHus: GyHKIUU cepAlla: XpOHUYecKas cepJiedHasi HeIOCTaTOYHOCTh U CHIKEHUE (ppakuuu
BBIOpOCa JeBoro xemyaouka (DBJIK).

Crnenyer TIIaTeIbHO KOHTPOJUPOBATH COCTOSIHUE MAIlMEHTOB JUISl BBISIBICHUS KIMHUYECKUX
MPU3HAKOB WJIM CUMITOMOB 3aCTOMHOM CEPACYHOW HEJOCTATOYHOCTH. Y MAIMEHTOB C PUCKOM
Pa3BUTHS HAPYILICHUS CEPACYHOMN AEATEIbHOCTH PEKOMEHIYETCS onpeaensaTh ucxoanyro @BJIDK,
a TaKk>Ke MPOBOAUTH PETYsipHbIEe TOBTOPHBIE 3MepeHuss OBIDK.

VY nnaenne uarepsaia QT v KellyIo4koBasi TaxuKapaus Tina «aupyaT» (torsade de pointes)

B xo/1e KNMHNYECKUX UCCIeI0BAaHUI Ta3011aHN0a OTMEYANINCh Clydan yaiuHeHus uareppaia QT
U JKEJTY/I0YKOBOM TaXUKapIuu TUIIA «ITUPYIT» (cM. pa3zen 4.8).

VY nanueHToB ¢ yanuHeHueM uHTepBana QT B aHamHe3e, IPUHUMAOUINX AaHTHAPUTMUYECKUE U
Jpyrue npenaparsl, yuinHstomue uatepsan QT, a Takxke y MalueHToB ¢ 3a00J€BaHUAMU CepLa
pPEKOMEH/yeTcs MPHUMEHSATh Ta30MaHu0 C OCTOPOXKHOCTHbIO. PekoMmeHIyeTcsi NpOBOIUTH
UCXOJHBIA U MOCJIEAYIOINN NEPUOJIUIECKUI KOHTPOJIb IEKTPOKAPAUOTPAMMBI M COJEPIKAHUS
AJIEKTPOJIUTOB (KAJIBbIMNA, MAarHUH, Kalnuii) Mpy MpUMEHEHUH Na30MaHuoa.

ApTrepuanbHbIi TDOM603

B XoJle KIMHMUYECKUX HCCIICJIOBAHUHN Ma30MaHn0a ObLIM 3aperMCTPUPOBAHBI Cllydan MH(apKTa
MHOKap/a, CTEHOKApJIUH, UIIEMUYECKOTO MHCYIbTA M MPEXOASIICH UIIEMHH TOJOBHOTO MO3Ta
(cm. pazgen 4.8). CooO1ianocs o ciydasx ¢ JeTalbHBIM UCXOI0M.

CrnenyeT ¢ OCTOPOXXHOCTHIO TPUMEHSTH MpenapaT y MalMEeHTOB C MOBBIIICHHBIM PHCKOM

BO3HUKHOBEHHUS apTEPUAIBHOTO TPOMOO3a WM C apTepHaJbHBIM TpOMOO30M B aHaMHE3eE.
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[Mazomanu® He W3y4yaycs y MAlMEHTOB, Y KOTOPBIX éjr_lvll-':sf]s-}ll%gfmaﬁ @&Hﬁ'ﬁﬁ%g :BI:ITIGI‘;ICIHI/IG

MPEIIECTBYIOMMX 6 MecseB. Takum 00pa3oM, peuieHne O MPUMEHEHHH Ma30MaHnba cieayeT
[IPUHUMATh UHAUBUAYAJIbHO HA OCHOBAaHUM OLIEHKH COOTHOULIEHUS PUCKA U MOJIb3BL.

TDOMGOTI/I‘-IGCK&?I MUKPOAHTHUOIIaTHUA

B X04€ KIIMHUYCCKUX I/ICCJICIIOBaHI/If/'I rmazonanu0a Kaxk B MOHOTCpAIIMU, TaKk U B KOM6I/IHaHI/II/I C
OeBalM3ymMabOM WM TONOTEKAaHOM OBUIM 3aperMCTPUPOBAHBI  CIIyda TpPOMOOTHYECKOMH
MHKpOAHTHonaTHu (cM. pasnen 4.8).

[Tazomanu6 ciexyer OTMEHHUTH B CiIydae pa3BUTHS TPOMOOTHYECKON MHKpoaHTHomnaTuu. [Tocme
OTMEHBI TEpaluHu MPerapaToM OTMEYAIOCh pa3pelieHue CHMIITOMOB TPOMOOTHYECKOH
MUKPOAHTHUOIIATHH. ITazomanu® He MnoOKasaH AJA TPUMCHCHUA B KOM6I/IHaHI/II/I C JOpyrumMu
IMPOTHUBOOITYXOJICBBIMHU IIp€rIapaTaMu.

Kposoreuenus

B xo/1e KMTMHUYECKUX UCCIIeIOBAHM Ma30MaHnba 3aperuCTPUPOBAHBI CITydar KPOBOTEUECHUH (CM.
paznen 4.8), B T.4. C JETAIBHBIM HCXOJOM. Y TAIMEHTOB C BBICOKUM PHUCKOM KpPOBOTCUYCHHI
Ma30MaHuo CaeayeT MPUMEHSITh C OCTOPOKHOCTHIO.

AHEBpU3MBI U paccIOEHUS apTepuid

Coo0manock 0 cirydasix BO3HUKHOBEHHS aHEBPHU3M M PACCIOCHHH apTepuil Ha (GOHE mpuema
narn6utopoB VEGF, Brimrovas nazonanu6 (cMm. pasaen 4.8). [Ipumenenue naruoburopos VEGF y
MalMEeHTOB C apTepUATLHOM THMEpPTEeH3UEeH Miu 0e3 Hee MOXKET CIoCcOoOCTBOBAThH 0OpPa30BAHUIO
aHeBpHU3M H/WM paccioeHuto aprepuil. Ilepen HauanoMm mpuMeHeHus mpemapata AMe3olnaH
ClIeIyeT B MOJIHOM Mepe OLEHUTh PUCKU Pa3BUTHUS JAHHBIX OCJIOKHEHUH y MAIlMeHTOB C TAKUMH
(dakTopaMu pUCKa, KaK apTepralibHas TUIIEPTEH3US WK aHEBpU3Ma B aHAMHE3E.

Hep(bopauml n O6Da3OBaHI/IC CBHUIIIEH JKEIYA0YHO-KHIIIEYHOI'0 TPaKTa

B X0/1¢ KITMHHYECKUX MCCIICIOBAHMIA MTA30ITaHN0a OTMEYAIHCh CITydau nmeppopamuu Kerya0qHo-
kurreqroro tpakta (JKKT) u dopmupoBanwus cuiieii (cM. pazaen 4.8). CooOIanoch o ciaydasx ¢
JIeTaJbHBIM UCXOJIOM. B CBSI3U ¢ 3TUM Ma30maHuO cleIyeT ¢ OCTOPOKHOCTBIO MPUMEHATH Y
nanueHToB ¢ puckoMm nepdoparuu XKKT u popmupoBanus cpuiei.

3aKUBIIEHUE paH

Bnusiaue nazomanu6a Ha 3akuBiieHUe paH He u3ydeHo. Ilockosbky unruoutopst VEGF moryr
yXYIIaTh 32KUBJIEHUE PaH, Ta30MaHUO clieyeT OTMEHUTh Kak MUHUMYM 32 7 JIHE| 110 IIaHOBOTO
OIIEPATUBHOI'O BMELIATENIbCTBA.

Pemenne o0 BO300HOBICHHMU JICUEHHUS MA30MaHMOOM TOCIE OMNEpPaTUBHOIO BMEIATEIbCTBA
clenyeT IPUHHMMAThb HA OCHOBAaHUM KJIMHUYECKOM OLEHKHM aJEeKBAaTHOCTU 3aXKUBJICHUS
MOCIIeonepauoHHON panbl. [1a3onanud cieayer OTMEHUTH Y MAIMEHTOB C PACXOXKACHUEM KpaeB

paHBI.
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(MOCNEOCBATENEHOCTE 0001)

l'unotupeos

B xo1e knMHUYeCKUX uccae10BaHui na3onannda HabI0JaIUCh Cllydad TUIOTUPEeo3a (CM. pa3aen
4.8). PekoMeHIyeTcst IPOBOAUTH MPO(PHIAKTUYSCKUI KOHTPOJIb (DYHKIIMH IIATOBHUIHOM JKEJIE3Hl.
[Iporeunnypus

B xome KIMHMYECKHMX HCCIAEAOBAaHUN mMa30MaHuOa OTMEYEHBI Ciaydal BO3HUKHOBEHUS
npoTeuHypuu (cm. pazzaen 4.8). Pexomenayercs NpoBOAWTH MEPUOJUUYESCKUN aHAJIN3 MOYHM BO
BpeMsl JIEUEHHUs IMa30MaHuOOM Ha TPEAMET TMOsBICHUS MPOTEUHYypuu. B ciydae paszBuTus
HEe(PPOTHUYIECKOTO CHHPOMA MAa30MaHUO CIeTYET OTMEHUTH.

Cunrapom ausuca onyxoau (CJ10)

VY nanueHToB, MOJy4YaroX Tepanuio na3onaHuoom, oTMedanucs ciaydau pazsutus CJI0, B Tom
YHCIIe U CO CMePTENbHBIM HcXo10M. [loBblimenHslil puck pa3sutus CJIO oTMeuaeTcs y malueHToB
¢ OBICTPO PACTYUIMMH OITyXOJIIMH, BBHICOKOM OIyXOJIEBOW Harpy3koi, HapylmeHueM (QyHKIHH
MOYEK WM CUMIITOMaMU JieruapaTanuu. J[o Hayana Tepanuy na3onaHuooM ciae1yeT pacCMOTPETh
BO3MOXHOCTb MPOBEACHUS MPO(PUIAKTUIECKHUX MEPOIPHUATHM, TAKUX KaK KOPPEKIUS BHICOKOTO
YPOBHSI MOYEBOM KHCIIOTHI B CHIBOPOTKE KPOBH, BHYTPUBEHHOE BBEICHHUE PETUAPATAI[MOHHBIX
npenapaToB. [lanueHTsl Ipynnbsl pUcKa JOJDKHBI HAXOAWTHCS IOJ TLIATEIBHBIM KOHTPOJIEM MU
MIOJIy4aTh TEPAIUIO B COOTBETCTBUU C KIMHUYECKUMU IPOSBICHUSIMH.

IIreBMOTOpAKC

B knuHWYECKHMX WCCIeIOBaHMIX MPUMEHEHHMs TMa3omnmaHuOa mpu pacrnpocTpaneHHor CMT
HaOMOJaNUCh CiIydau IHEBMOTopakca. [lanueHToB, MNOydaromuX JI€YeHHE [a30MaHuooM,
clieqyeT THIATENbHO HAONIONaTh B OTHOIICHHMM BO3HUKHOBEHHUS IPU3HAKOB M CHUMIITOMOB

IIHEBMOTOpAKCA.

4.5. BzaumopeiicTBue ¢ JPYrMMH JIEKAPCTBEHHBbIMHM IMpenapaTamMu M JApyrue BH/bI
B3aNMMOJAeCTBUIA

Muanykropsl wim nHruouTopsl cucreMsl uroxpoma P450 (msodbepmenta CYP3A4)

Ha ocHOBaHMM JaHHBIX HCCIIENOBaHMH N VIO MOXHO ToOJlarath, YTO OKHCIUTEIbHBIN
MeTa0o0JIu3M Ma3onaHuda B MUKPOCOMax MEUEHH YeJIoBeKa IPOTeKaeT, B OCHOBHOM, NP y4acTUU
nzopepmenta CYP3A4, ¢ He3HauuTenbHbIM ydactueMm uzodepmentoB CYP1A2 u CYP2CS.
Takum o0Opa3zom, uHruOGUTOpel M HHAYKTOpPHl H30pepMeHTa CYP3A4 Moryr u3MeHATh
MeTa0o0JIu3M na3onaHuoa.

Nuaruburopsl nzodepmenra CYP3A4, P-rinukonporenna (P-gp) u Oeika pe3uCcTEHTHOCTH Daka

moaouHo# xkeine3bl (BCRP)

[Tazonanu6 asnsercs cyocrparom aist uzopepmenta CYP3A4, P-gp u BCRP.

OnnoBpeMeHHOE TTprMeHeHne na3zonannba (400 Mr oauH pa3 B CyTKH) C MOITHBIM HHTHOUTOPOM
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nzopepmenta CYP3A4 u P-gp, kerokonazosnom (400 Mf’%‘)}ﬂjﬂ-lxlf_'d;'g %Mh&%gﬂéﬁﬁglﬁo B

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

TEUEHHE S5 JHEM NPUBOIMIO K TMOBBIICHUK CPEOHUX 3HAYEHUW IUIOLIAAMA  [OJ
(apMaKOKMHETHYECKOW KpuBO#  «koHIEHTparms-BpeMs» (AUCp-24) © MakcHUMalbHON
konteHTpamu (Cmax) masomannba Ha 66% u 45% COOTBETCTBEHHO, MO CPABHEHHIO C
MIPpUMEHEHHEM Ta3ornanuba 0e3 comyTcTByronmx npenaparos (400 Mr oJIMH pa3 B CyTKU B T€UEHUE
7 nueit). Ilpu noBeimennn 10361 B auamnazone ot 50 mr mo 2000 mr BenmuuuHbl Cmax 1 AUC
Ma30Mmannba BO3pacTalid B MEHBINEH CTENEeHH, YeM MPOMOPIHOHAIBHO j03e. Takum obpa3oM, y
OOJIBIIMHCTBA MALIMEHTOB IOCIIE CHUYKEHUS J03bl masonanuba 1o 400 Mr oguH pas3 B CYTKH B
MPUCYTCTBUM MOIIHBIX MHrudbutropoB wusodpepmenta CYP3A4 cucremMHas 5SKCHO3UIUS
na3omannda COOTBETCTBOBAJIa TAKOBOW MpU MPUMEHEHUH Tlazonannba B 1o3e 800 Mr ouH pa3 B
CyTKH 0€3 OJTHOBPEMEHHOTO NMPUMEHEHHS COMYTCTBYIOIIUX MpenaparoB. OJHAKO Yy HEKOTOPBIX
MalMEeHTOB BETMYMHA CUCTEMHOM 3KCIO3UIINY NTa30TIaHN0a MOXKET YBEJIMYUTHCS 110 CPABHEHUIO C
TaKOBOM IpHU OTIENBHOM €ro npuMeHeHnu B 03¢ 800 mr. OgHOBpEMEHHOE HpPUMEHEHUE
nazonaHuba ¢ JpyruMu MoOIIHBIMH uHruoutopamu uszopepmenta CYP3A4 (takumu Kak
UTPAKOHA30J1, KIAPUTPOMHUIIMH, aTa3aHaBUp, UHIUHABUD, HEPa30/10H, HEIPUHABUD, PUTOHABUD,
CaKBUHABHP, TETUTPOMUIIMH U BOPUKOHA30JI) MOXKET MPUBOJUTH K MOBBIIIECHUIO KOHIIEHTPAIUH
nazonanu6a. [lpu mpueme mnpemapata ¢ rpedndpyTOBBIM COKOM TakXe MOKET OTMeuaThCs
yBeJIMUYEHUE KOHIICHTPAIMH Ma30MaHnoa.

[Tpumenenne 1500 mr nanatuanOa, cyocrpara u ciaboro nuaruoutopa modpepmenta CYP3 A4, P-
gp u BCRP, ognoBpemenHo ¢ 800 mr ma3ornannba MpUBOAUT K YBEIUUYCHHUIO CPEIHUX BEITUYMH
AUC(0-24) 1 Cinax mocnennero npumepro Ha 50-60 % 1o cpaBHEHHIO ¢ OTAEIbHBIM IPUMEHEHUEM
nazonanu6a B no3e 800 mr. OgHOBpeMEHHOE MPUMEHEHHE I[a30MaHuba ¢ HHruOuTOpaMu
modepmernta CYP3A4, P-gp u BCRP (manpumep, nanaTUHUO) NPUBOAWT K ITOBBIIIECHUIO
KOHLIEHTpAllMK TMa3onaHuba B 1mia3Me KpoBU. OJHOBPEMEHHOE NPHUMEHEHUE C MOIIHBIMH
unruouropamu P-gp nnu BCRP mMoxkeT n3MeHUTh SKCTIO3UIIMIO U pacipe/iesieHre na3onaHuoa, B
TOM 4Hcie pacmpeneneHue B IeHTpanbHOW HepBHOU cucreme (ILIHC). Cnenmyer usberartb
OJIHOBPEMEHHOT'0 NMPUMEHEHUs NpenapaTa ¢ MOIIHbIMU uHruouropamu P-gp mnmm BCRP, nmu6o
NPUMEHATh aJbTEPHATUBHBIE IpernapaTbl, He OOJajarollue YKa3aHHBIM JEHCTBUEM, WU
OKa3bIBaIOLIMe MUHIUMAaJIbHOE HHIHOUpytomee neiictBue Ha P-gp i BCRP.

Cnenyer wus3berarb OJHOBPEMEHHOTO IPUMEHEHHs Ia30MaHuba ¢ MOLIHBIM HMHIHMOUTOPOM
nzodpepmenta CYP3A4. Ecnu kIMHUYECKH TPUEMIIEMOH albTepHATUBBI MOIITHOMY HHTHUOUTOPY
nzopepmenta CYP3 A4 He umeercs, 103a ma3omnanuda qohkHa ObITh CHIDKEHa 10 400 Mr B CyTKH
Ha BECh MEPUOJ NPUMEHEHMSI OJJTHOBPEMEHHOM Tepanuu (cM. paszen 4.4.). B ciaydae pa3BuTHs
HEXEJIaTENbHbIX  SBJICHMM, CBSI3aHHBIX C  JIEKAPCTBEHHBIMU  IIpemapaTaMHd,  MOJKET

paccMaTpruBaThHCA BO3MOKHOCTDH IIaJIBHGI\/'II_HeI‘O CHMIKCHHUA JO3bI.
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Wunykropsl uzodbepmenta CYP3A4

Wupykroper  m3odepmenta CYP3A4, wnHanpumep, pudaMnuuuH, MOTYT  YMEHBIIATh
KOHILIEHTpalUIO Na3onaHuba B miaa3Me KpoBU. OJHOBpEMEHHOE NPHMEHEHUE I1a30IaHuba c
MOIIHbIMU HUHAYKTOpamu P-gp wim BCRP MoXeT M3MEHUTh 3KCHO3MLMIO U pacHpelesieHne
na3omnannoa, B Tom gncie pacnpeaenenue B LIHC. PekoMenayercst npuMeHeHNe allbTepHATHBHBIX
[pernapaToB, HE OOJAJAOIIMX YKa3aHHbIM JEHCTBUEM WM MMEIOIUX MHUHUMAJIbHYIO
MHTHOMPYIONTYI0 aKTUBHOCTH B oTHOIIeHnU nm3odepmenta CYP3A4.

Bumsiaune maszomnanmnba Ha cyocTparhl cucreMsl itmroxpoma P450

B nccnenoBanusx in Vitro 66110 MOKa3aHo, YTO Ma30MaHku0d HHrHOUPYyeT H30(epMEHTHI IUTOXpOMA
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El. B wuccnenoBanusx (papMaKoJOTHYECKUX CBOMNCTB
nazomanuba, rae mpemapar npuMmeHsics B jgo3e 800 Mr oauH pa3 B CYTKHM TOKa3aHO, YTO
Ma30MaHno He UMEET KIIMHUYECKHA 3HAYMMOTO BIIUSHUS Ha (DapMaKOKHHETHKY KodenHa (cyocTpar
m3opepmenta CYP1A2), Bapdapuna (cyOctpat uzodpepmenta CYP2C9) wmnm omenpasona
(cyoctpar m3ohepmenta CYP2C19) y manueHToB CO 3JI0Ka4€CTBEHHBIMH HOBOOOPA30BaHUSIMU.
[Tazomanu6 nmpuBoaua k yBenuueHuto cpeaanx 3HaueHnit AUC n Cmax Muga301ama (cyocrpar
mzopepmenta CYP3A4) npumepno Ha 30 % u mnoBeimieHuto Ha 33-64 % COOTHOIIEHUS
KOHLIEHTpalMi JekcTpoMmeropdaHa U JAekcTpopdaHa B Moue TMoOcCie NpueMa BHYTPb
nexcrpomeropdana (cyocrpar nzodepmenta CYP2D6).

OnHOBpEMeHHOE TpuMeHerre 800 MT 1a30maHnOa OHH pa3 B CYyTKM M MakanTakcena 80 mr/m?
(cyoctpar m3opepmentoB CYP3A4 u CYP2C8) onun pa3 B HEACHIIO MPHUBOJUIIO, B CPEIHEM, K
noBbIIeHUI0 AUC 1 Chax naknuTakcena Ha 26 % u 31 % coOTBETCTBEHHO.

OnHoBpeMeHHOE MPUMEHEHHE Mma3onanuoa ¢ cyocrparamu m3odepmerto CYP3A4, 2D6, 2C8 ¢
Y3KUM TEpareBTUYECKUM JHANa30HOM HE PEKOMEHTYETCS.

Baugnue nazonanuba Ha APpYIruc d)eDMeHTBI U TPAHCIIOPTHBIC 0enku

HccnenoBanust in Vitro mokasanu, 4to mazomnaHuo sieisiercs: MouiHbiM uHruoutopom UGTIA] u
OATPIBI1 ¢ wunrubupyromeii xounenrpamueir B 50 % (ICso) 1,2 MM u 0,79 mMxM
COOTBEeTCTBEHHO. [la30maHn® MO’KeT MOBBINIATh KOHLEHTPAIMU JIEKapCTBEHHBIX MpPENapaTos,
BBIBEJICHHE KOTOPBIX OCYILECTBIsAETCS B 0OcHOBHOM Iipu yuactun UGT1A1 u OATP1BI.

OIHOBpEMEHHOE IPUMEHCHHUE 1a3onaHn0a ¥ CHMBACTaTHHA

OnHOBpeMEHHOE MPUMEHEHHE Ma30MaHn0a 1 CUMBAaCTaTHHA YBEJIMYMBAET YACTOTY HOBBIIIEHUS
aktuBHocTH AJIT (27% mnpotuB 14%). Ecnu y mnauueHTa, NPUHUMAIOIIETO CHMBACTaTHH
OJTHOBPEMEHHO C TMa3onmaHuOoM, moBblmaeTcss axkTUBHOCTH AJIT, cienyer BBINOIHUTH
PEKOMEH/IAllMU N0 JJO3MPOBAHUIO MA30MaHu0a U OTMEHUTHh CUMBACTAaTUH. JIaHHBIX Ul OLICHKH
pHCKa OJHOBPEMEHHOTO IPUMEHEHUS aJIbTePHATUBHBIX CTATUHOB U Ma30MaHi0a HEJJOCTAaTOUHO.

Biausguue npremMa Oy Ha d)aDMaKOKI/IHeTI/IKV maszomnanuoa
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nBykpatHoMy yBennueHHI0 AUC 1 Cax mazonanuoa.

JlekapCTBEHHBIE IIpenapaThl, KOTOPhIEC TOBBIAT pH KETyI09HOr0 COKa

OpHOBpeMEHHOE TpPUMEHEHHE Ta30omaHuba W J30MeMnpas3ojia  CHUXKACT OWOJOCTYIHOCTH
nasomann6a npubausuteabHo Ha 40 % (AUC u Cmax). Cremyer usberaTb OJHOBPEMEHHOTO
MPUMEHEHMsI Ta30omaHuba ¢ JIGKapCTBEHHBIMHM IIpernaparaMu, KOTOpble ToBbImaOT pH
XKEITyIO4YHOro coka. Ilpu HEeoOXOaUMOCTH OJIHOBPEMEHHOTO IPUMEHEHHUsS HMHTHOUTOPOB
nporoHHoi nomnbl (MUIIIT) pekomenayercs nmpuHUMAaTh 03y Ma30NaHMOAa BHE MpHUeMa MHILY,
OJWH pa3 B JieHb Beuepom, oaHoBpeMeHHo c¢ UIIIL. Tlpu HEoOXOAMMOCTH OTHOBPEMEHHOTO
MIPUMEHEHMsI aHTaroHucToB Hp- pernenTopoB, mazomaHu® cieAyeT NMPUHUMATh HE BO BpeMs
rpueMa MUIK, Kak MUHUMYM, 3a 2 Jaca JI0 WM, TI0 MeHbIel Mepe, uepe3 10 yacoB mocie npruema
antaronuncta Ho-perientopos. [1azomanu® crienyeT nmpuHNUMAaTh, IO MEHbIIEH Mepe, 3a 1 gac 1o
WM Yepe3 2 yaca Toclie MPUMEHEHMsI aHTAIMJ0B KOPOTKOTO JeHCTBUA. PexomeHmamuu mo
onHoBpeMeHHoMYy TmipuMmeHeHuto WIIT wu anTaronucroB Hz-penienTtopoB OCHOBaHBI Ha
(hM3HOIOTHYECKIX 0COOCHHOCTSX YeJI0BEYECKOTO OpraHu3Ma.

4.6. ®epTUWIBLHOCTD, 0€PEMEHHOCTb U JAKTAMUS

[IpoTrBONIOKa3aHO MPUMEHEHHE IpernapaTa AMe30naH Mpu OEpeMEHHOCTH U B TIEPUOJI TPYAHOTO
BCKapMJIMBAHUS.

JKeHIMHBI ¢ AETOPOIHBIM NOTEHIHAIOM (KOHTPALECTIINS Y MY)KUHH U KEHITUH )

[TaneHTKaM C COXpaHEHHBIM PENPOAYKTUBHBIM TOTEHIIUAIOM CJIE1YET UCIIOIb30BATh HACKHbBIE
METO/1bl KOHTPALICTILUU B IEPUO/ JICUCHUS [1a30[1aHUO0M U B T€UEHHE ABYX HEeIb MOocie pueMa
MOCJEAHEN J103bI.

[Ipu 10J1I0BBIX KOHTAKTaxX MYX4YHMHaM, B T.4. C Ba39KTOMHUEN B aHAMHE3€, I10IyYarolM JICYCHUE
Ma3onaHuooM, M UX TOJOBBIM MapTHepaMm (OepeMEeHHBIM, JKCHIIUHAM, BEpPOSITHOCTh
OepeMEHHOCTH y KOTOPBIX HE UCKIIIOUEHA, WIH KEHIIIUHAM C COXPAaHEHHBIM PETPOTyKTUBHBIM
MOTEHIIMAJIOM) HEOOXOAMMO HCIOJIb30BaTh MPE3EPBATHB B TEYCHHE BCErO MEpHOAa JICUCHHS
MYKUMHBI, @ TAK’KE B TEUEHUE JIBYX HEZEJb MOCIe NpueMa NocaeqHel 1036l mpenapara.
bepemeHHOCTD

[To maHHBIM HccIeIOBaHUM HA JKUBOTHBIX U UCXOIS M3 MEXaHU3Ma JICHCTBUS, Ma30MaHUuO MOXKET
HAaHOCHUTH BpeJa IUIOAY NpHU MPUMEHEHWH y OepeMeHHBIX. B HccrnenoBaHUsAX y KUBOTHBIX
Ma30MaHu0 BHI3BIBAJI CAMOTIPOU3BOJILHOE MTPEPhIBaHIE OEPEMEHHOCTH U OKa3bIBAJl TEPATOTECHHBIN
3¢ deKT y KphIC U KPOJHMKOB MPH CUCTEMHON SKCIIO3UIIMKM MEHbIIEH, 4eM Mpu MPUMEHEHUU B
MaKCUMalbHOW peKOMEHI0BaHHOM f03e y uenoBeka - 800 mr (ucxons AUC).

Crnenyet unpopmMupoBaTh OEPEMEHHBIX, & TAKXKE MAIUEHTOK C COXPAHEHHBIM PEIPOyKTHBHBIM

MOTCHIHAJIIOM O MOTCHIHUAJIBHOM PUCKC IS TUIOJAA.
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JlakTanus

HewnsBecTHO, MPOHUKAET JIM MA30MMAHUO WM €r0 METa0O0JIUThI B TPYIHOE MOJIOKO, HET IAHHBIX O
BIIMSIHUYW MMA30MaHn0a Ha MIIAJICHIICB, MOJYYAIONINX TPYTHOE MOJIOKO, & TaKKE O BIMSHUHM Ha
MPOAYKIIUIO TPYAHOTO MOJIOKA.

B cBa3u ¢ BO3MOKHOCTBIO Pa3BUTHSI CEPHE3HBIX HEXKEJIATEIbHBIX PEAKIUH Yy MIIAJICHIICB,
MOJTYYaroIIUX TPYJHOE MOJIOKO, CBSI3aHHBIX C BO3/ICMCTBUEM IMa30TMaHuOa, B MEPUOJ JaKTallUU
MAlMEHTKE CJIeIyeT PEKOMEHI0BaTh 0TKA3aThCsA OT IPYJHOTO BCKaPMIIMBAHUS HA BpEMs Tepanuun
IpenapaTom.

4.7. BausiHHe HA CMNOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMHU CPeICTBAMH M PadoTaTh ¢
MeXaHNu3MaMH

Brusiane nazonann6a Ha CIOCOOHOCTH YIIPABJIATH TPAHCTIOPTHBIMH CPEJICTBAMH HE M3yYaiOCh.
VYuuteiBas (hapMakoJOTHUUECKHE CBOMCTBA MperapaTa, BIMSHUS Ha JIEITEIIBHOCTh TAKOTO poJjia He
oxwumaerca. Creayer TpUHUMATh BO BHHMaHUE OOIIEe COCTOSIHHME MMAalMeHTa W Mpoduihb
MOOOYHOTO JACHCTBUSA IIpenapara.

4.8. Hexkes1aTeibHbIE peaknuu

TabanuHoe pe3romMe HekeaaTeabHbIX peaknui

Hwxke mnpencraBiaeHsl HexenaTelbHbIe JekapcTBeHHble peakiuu (HJIP), Bo3HukaBmme mnpu
MPUMEHEHUH [IpernapaTa B KIMHUYECKUX MCCIEIOBAHUAX C YKa3aHHEM 4YacTOThl HX
BO3HUKHOBEHUs (Tabiuia 1).

HJIP crpynmupoBaHbl B COOTBETCTBHH C KJIaccupHUKalUe opraHoB u cucteM opranoB MedDRA.
YacToTa BCTpEe4aeMOCTH OIpeIeNsieTCs CIeIyI0IUM 00pazoM:

ouenv yacmo (=1/10), wacmo (>1/100, vHO <1/10), Heuacmo (>1/1000, no <1/100), peoxo
(>1/10000, wO <1/1000), ouenv peoxo (<1/10000), uacmoma wneuzéecmna (Ha OCHOBAHHH

HMCIOIIHUXCA JaHHBIX OOCHUTD HeBOBMO)KHO).

Tabnuya 1
IIKP CMT
Unghexyuu u unsasuu
Undexruu (¢ um 6e3 ueiirponennn)’ Yacro ¢
Wndexnun necen Heuacto Yacto

ﬂ06p0KaU€CI’I16€HHbl€, 3/10Kavyecmeennovle U Heynmo4YHeHHble H06’006pa306(1H1/lﬂ (8K/ll01laﬂ Kucmol u

nonunvi)
Boinb B HOBOOOpa3oBaHMsIX Heuyacto OueHp yacTo
CuHIpOM U3HCa OMYXOIH ¢ ¢

Hapywenus co cmoponul kposu u aumg@amuieckoi cucmembvl

Helitponenus Yacto OueHb 4yacTo

11
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TpomOonuToneHus SITEAY E'H"CIIEJ BT O, abro
Jlelikomenus Yacro OueHpb yacTo
TTonummremus Heuacrto ¢
DHOOKpUHHbBLE HAPYUEHUS

T'unotupeos’ Yacto Yacro
[ToBbIIeHNE AKTUBHOCTH TUPEOTPOITHBIX TOPMOHOB B KPOBH Yacro *
CHKeHre KOHIIEHTPAINH TITI0KO3bI B KPOBHU Heuacro *
Hapywenus memabonuzma u numanust

CHmKeHre Macchl Tena YacTto OueHpb YacTo

CHwKeHue arernra

OueHsb yacTo

OueHb yacTo

l'unodocdaremus Yacro ¢
O06e3BOXKIBAHHE Yacto YacTto
I'unomarauemus Heuacro Heuacrto
Icuxuueckue napywieHus

becconnuna ¢ Yacro
Hapywenus co cmopoHul HepsHOUL cucmembl

T'onoBokpyxeHue Yacro Yacro
I'unecre3us Heuacrto ¢
ITepudepudeckas ceHCOpHAs HEHPOIIATHS Yacro Yacro
ITapecre3us Yacro Heuacrto
3aTOPMOKEHHOCTh YacTto *
COHIMBOCTD Heuacto Hewacro

Jucres3us (paccTpoicTBO BKyca)

Ouenp 4acTo?

Ouenp yacTo

T'omoBHas Ooib

Ouenp yacTo

Ouenp yacTo

Wimemuueckuii HHCYIBT' Heuacro Heuacro
TpaH3uTOpHAS HIIEMHYECKas aTaKa’ Heuacro ¢
Cunipom oOpaTHMOiA 3a1Hel dHIedaTonaTHi’ Penxo ¢
I'emopparuueckuii UHCYJIBT Heuacro Heuacro
Hapywenus co cmoponul opeana 3penus

Heuetkoctsb 3penus Yacto Yacto
OO6ecrBeurBaHE PECHUIT Heuacto ¢
Ortcroiika/pa3pbIB CETUYATKH Heuacro *
Hapywenus co cmoponul cepoya

Hapymenus ceprednoit aesTensHOCTH (CHUXeHUE hpakuuu Heuacto Yacro
BbIOpOCa JIEBOTO KeTyA0UKa, XPOHHUUECKas CepAcUHas

HEJI0CTATOYHOCTh, OTPAHHYEHHAS KapIMOMHUONATHS )"

Bpaguxapaus Heuwacro® Yacro*

12
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Hudapkr Muokapa® | ITE HRgalnd (BT THeddcrb
Wnremus Muokapaa® Heuacro ¢
YKenymoukopas TaXuKapaus THTIA «IUpydT» (torsade de pointes)® Heuacto ¢

Hapywenus co cmoponul cocydos

ApTepuanbHas THIepTeH3Hs OueHp yacTo OdeHp yacTo
Omrymienue NpuiInBa xapa K JUIy Yacto Yacto
Benoznast TpoM603MO0IHS Yacro Yacro
I'emopparus Heuacro Heuacro
KpoBoTeuenue u3 BepXHUX OTHAENOB KETyIOYHO-KUIIEYHOTO Heuacro Heuacro
TpakTa

PerponepuroneaibHOE KPOBOTEUEHHE Heuacro Heuacro
PexrasnibHOE KpOBOTEUEHUE Heuacro Heuacro
Tpombornueckas MHKPOAHTHOIATHUS (B TOM qucie Penxo Heuacro
TpOMOOTHYECKas TPOMOOITUTONICHUYECKasT myprypa u

reMOIUTHKOYpEMHUYECKHii CHHIpoM)

KpoBoreuenue u3 nonoctu pra Heuacro Yacto
I'eMmoppounansHOE KpOBOTEUEHHE Heuacrto ¢
AHanpHOE KPOBOTEUCHHUE Heuacrto Yacro
BponxuanbHOE KpOBOTEUEHUE ¢ Heuacrto
KpoBoTreueHust 13 MOUEBBIBOJALINX MTyTEN Heuacrto ¢
«ITpunuBbI» Yacro Yacro
I'unepronnyeckuit Kpus Heuacrto ¢

Hapywenus co cmoponsl OvixamenbHOU CUCmeMbl, 0OP2aH08 2PYOHOU KIeMKU U CPe0oCmeHUs

Kamens ¢ Yacro
Hducdonus Yacro Yacro
JucHod (obIKa) YacTto Yacto
[TneBMOTOpaKC Heuacro Yacto
Punopes Heuacro Heuacro
bonu B porornorke ¢ Heuacro
Hkora ¢ Yacto
KpoBoxapkanse Yacto Heuacro
WuTepcTrnmansHas 0one3Hb Penko Penko

JIETKUX / TH CBMOHI/ITl

HocoBoe kpoBoTeueHue Yacto Yacto

Jlerounoe kpoBoTEeUEHUE Heuacto Yacrto

Kenyoouno-kuuieunvle HapyueHus

Mereopusm Yacro Yacro
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B3nyrue xuBora :

SI13BEHHBIN CTOMATUT Yacro ¢
UYacras gedexanus Heuacro ¢
PBota ¢ kpoBbtO Heuacro ¢
I'emaroxesus Heuacro ¢
[Mepdopanmst TOICTON KUIIKK Heuacro ¢
[epdopanms NOAB3AOMIHON KUIITKA Heuacro Heuacro
Menena Heuacro Heuacrto
ITankpeatur Heuacro ¢
IIeputonut Heuacro Heuacro

Bosnb B xuBOTE (B TOM YHCIE B 3MUTACTPHUU U TIO XOLy KMILIEYHUKA)

OueHs yacTo

OueHb yacTo

Huapes OueHp yacTo OdeHp yacTo
Hucnencus Yacro Yacro
Tepdopammst xKenyaka MM KHIIeuHrKa Heuacro ¢
O0pa3oBaHue KENYTOUHBIX U/HIIH KAIICYHBIX cBuIeit’ Heuacro Heuacro
Hapy>xHbIii OpromHoii cBUII Heuacro Hedacro
[ToBbIIEHHE AKTUBHOCTH JIUIA3bI Yacro® ¢

TommmoTa OdeHp yacTo OdeHp 9acTo
Cromarur Yacro OdeHp 9acTo
PBora OdeHp yacTo OdeHp 9acTo
CyxOoCTb CHH3UCTOI 000JIOYKH MOJIOCTH PTa Yacro Yacro
KpoBoreuenue u3 xxenyJ04HO- KUIIEYHOTO TPaKTa Yacro Yacro
Hapywenus co cmoponsl newenu u scenuesvbi800aujux nymet

I'emaToTOKCMYHOCTH Yacto *
Kenryxa Heuacro ¢
JlekapcTBEHHOE MOPAKEHUE MTEUEHU Heuacro ¢
IleuenoyHast HEAOCTATOYHOCTD Heuacro ¢
OTKIOHEHHE TTe4eHOHOH (YHKIIUH OT HOPMBI® Yacto Heuacro
Hapywenus co cmoporvl Kod#cU U HOOKONCHBIX MKAHEU

[Topaxxenus koxu Heuacro Yacro®
Anonenus OueHb YacTo Yacrto
Okconmanus Koxu Heuacto ¢
I'enepanuzoBaHHbI 3y Heuacro ¢
CyX0CTb KOXH Yacto Yacto
OkconmaTuBHAS CHITH * OdeHb 4acTo

H3Mmenenne nsera BoiIoc

OueHb YacTo

OueHb YacTo

[Topaxxenue Horreit

Heuacto

Yacrto
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s
ITaneMapHO-IIIIaHTapHAS SPUTPOAU3ECTEIUA (nagdnno=' | =uéip badtG - "Heddcrd
MTOJIOIIBEHHBIN CHHJIPOM)
ITopomBenHas 3puTema Heuacto ¢
S13BBI KOXKHU ¢ Heuacro
Peaknus porocencuOmmmzanuu Heuacro Heuacro
I'mneprunpos Yacto Yacto
Koxnas chimnb OueHp yacTo Heuacro
Besukynspnas cbinb Heuacro ¢
[Tammyne3nas ceinb Heuacro Heuacro
DpuTemMaTo3Has ChIITb Heuacro ¢
I'enepanuzoBaHHas ChIIb Heuacro ¢
MakynsipHas Cblllb Heuacro ¢
3ynsmias Chiltb Heuacro ¢
KoxHbli1 3y Yacto Yacto
Oputema Yacto Yacto
JenurmMentanus Koxu Yacro ¢
I'unonurMenTanys KOxu Yacto OdeHp 9acTo

Hapywenus co cmopomnst mvluteyHotl, CKenemuou u cCOeOUHUMeNbHOU MKAHU

CxeJeTHO-MbIIIeYHas: 00JIb Heuacro Yacro
MBbIIIeUHbBIN cITa3m Yacto Yacto
ApTtpanrus YacTto Hewacro
Muanrus Yacto Yacto
Hapywenus co cmoponsl nouek u mMoyegul800sAuux nymeti

[porennypus® Ouenb 4acTo Heuacto
Iematypus Yacto Heuacro
Hapywenusi co cmoporsl penpoO0yKmugHoU cucmemsl U MOJIOUHBIX JHcelle3

Menopparus Heuacro Heuacro
Merpopparus Heuacro ¢
Bnaranuinoe kpoBoTeUeHHE Heuacto Heuacto
Obwue Hapyuwienus u peakyuu 8 Mecne 66e0eHUs

Bocnanenune cnu3ncToi 000J1049KH Yacto Heuacto
Otexn Yacro® Yacro’
Actenus Yacto Heuacro
Bounb B rpyHoit Ki1eTke® Yacro Yacro
O3H00 Heuacro Yacro

IloBbImeHHas YTOMIIAEMOCTD

OueHb YacTo

OueHb YacTo

Jlabopamopnvie u uHcmpymeHmanibHvle OaHHble
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IoBsimenne axtuBHOCTH AJIT! TSTTE e badrG - " o'
IToBbIlIEHNE AKTUBHOCTH OdeHsp yacTo Yacto
acmapraramuHoTpancdepassl (ACT)!

TunepOuanpyouHEMuS Yacto Heuacto
M3MmeHeHNe KOHIIEHTpaLuY XOJIECTEPUHA B KPOBU ¢ Yacto
IToBbIIIEHNE KOHLIEHTPALIMY KPEATUHUHA B KPDOBU Yacto ¢
[ToBbllIeHNEe aKTUBHOCTH aMHJIa3bl Yacro ¢
IToBbILIEHNE KOHIIEHTPALIMM MOYEBUHBI B KPOBU Yacto ¢
lunoansOymMuHeMust * OdeHp yacTo
[ToBhIlIeHre aKTUBHOCTH TaMMa- TIII0TaMUJITPaHCIENTHA3bI Yacro Yacto
M3MeHeHne akTHBHOCTH TOPMOHOB LIUTOBUJIHOM KENE3bI Heuacrto ¢

V imnenne naTepBana QT? Heuacro Heuacto
CHmxeHne Beca Yacro OdeHp yacTo

¢ — B XOJIc PETHCTPAIIMOHHBIX KIMHUYCCKUX HCCIICIOBAHUHN CBS3b HEKEIATCIHLHOTO SBJICHHS C
MIPUEMOM Ta30TT1aHN0a HE YCTAaHOBIICHA,

! _ nonpo6uas nadopManus npuseaeHa B pasjene 4.4;

2 _ aressus (yTpaTa BKYCOBOH UyBCTBHTENHHOCTH), THIIOTEB3Ms (IIOHIDKEHHE BKYCOBOI
YyBCTBUTEIHLHOCTH);

% _ B GOJIBIIMHCTBE CITy4aeB MadbMapHO-TLIAHTAPHAS SPUTPOAN3ECTE3Us (J1a10HHO -[I0I0IBEHHbIIA
CUHJIPOM);

4 _ Gpaaukapaus onpejiesieTcs Ha OCHOBAHMM YacTOThI cepAedHoro purMa (MeHee 60 ynapos B
MUHYTY). bpamukapmus ¢ KIMHAYECKHMMH TPOSBICHUSMHU BCTPEYACTCS PEXKE, W €€ 4acToTa
OCHOBaHa Ha OTuYeTax 0a3 JaHHBIX O 0E30MACHOCTH MA30MaHu0a;

® — s noxasanus IIKP yacToTa BCTPeuaeMOCTH OCHOBAHA HA JAHHBIX, TOJYYEHHBIX MpU
MIPOBEICHUY JIOTIOJIHUTEILHBIX UCCIICIOBAHUIA,

6_ nepmbepnquKHe OTCKH, JIOKAJIBbHBIC OTCKH, OTCKU I'JIa3, JHUIA,

! — mepugepuyeckye 0TekH, OTEYHOCTh BEK.

Heiitponienusi, TpoMOOIMTONEHNS M MajlbMapHO-TUIAHTapHAs SpUTpoAM3ecTe3ns (J1aJ0HHO-
MOJIOIIBEHHBI  CHHJIpPOM) yalle HaOmoJaduch Yy MalMEeHTOB  BOCTOYHOA3UMATCKOTO
IIPOUCXOKICHHUS.

B tabnune 2 npencraBieHsl OTKIOHEHUS J1a00paTOpHBIX MOKa3aTenel, Bectpeyasmuecs y >15 %
nanuentoB ¢ I1IKP, npuHuMaBmux nazonaHu® B XoJe KIMHHYECKUX HccienoBaHuid. CTeneHb
OTKJIOHEHUS ~OCHOBBIBAETCS HA  KJIACCH(PUKAMKM  OOIUX KPUTEPUEB  TEPMHHOJIOTUU

HexxenarenbHbIX sBieHnd (CTCAE) HanronanbHOro HHCTHTYTA paka.

Tabauya 2
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[Mapamerpsr ITazonmapno (MUCTEAUEH] S Hfaleso = Y- ]
(N = 290) (N =145)
Bcee crenenn,| Crenens | CTeneHb Bcee Crenens | Crenenn
% 3,% 4,% |cremenu, % 3,% 4, %

\emamonocuueckue
Jlelikonenus 37 0 0 6 0
HeiiTponenus 34 1 <1 6 0 0
TpomOoruToneHus 32 <1 <1 5 0 <1
JIumpounToneHus 31 4 <1 24 1 0
\buoxumuueckue
[ToBrimenne akTuBHOCTH AJIT 53 10 2 22 1 0
IToBeimenne akTuBHOCTH ACT 53 7 <1 19 <1 0
["unepriukeMus 41 <1 0 33 1 0
[ToBbIIIEHNE KOHIICHTPAITIH 36 3 <1 10 1 <1
o0111ero oumInpyorHa
['unodocharemust 34 4 0 11 0 0
['unokaabIeMus 33 1 1 26 1 <1
["urnoHaTprueMus 31 4 1 24 4 1
["unepKaareMus 27 4 <1 23 5 0
['urepKpeaTHHUHEMHUS 26 0 <1 25 <1 0
["uroMaraueMust 26 <1 1 14 0 0
['nnornukeMus 17 0 <1 3 0 0

B Tabnune 3 npeacraBieHbl OTKIOHEHHUS TaOOPATOPHBIX MOKa3areneil, Bctpeuaniiuecs y >15 %
nanueHToB ¢ CMT, mony4aBmivx mazonaHu® B XoJ€ KIMHHYECKUX HccienoBaHuil. CreneHb

OTKJIOHEeHUs ocHOBbIBaeTcs Ha kinaccupukaun CTCAE HannoHansHOro MHCTUTYTA paka.

Tabauya 3

[Tapamerpsl [Tazomanu6 [Tnanebo

(N = 240) (N=123)
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Bee  |Clencnn] Crirens FioBea o | brienn ] Cronbns

crenenn, %| 3,% 4,% |cremenw, % 3,% 4, %
[ 'emamonozauueckue
JletikoneHust 44 1 0 15 0 0
HeiiTponenus 33 4 0 7 0 0
TpomOGornuToneHus 36 3 <1 6 0 0
JIumpounToneHus 43 10 0 36 9 2
AHeMus 27 5 2 23 <1 <1
\buoxumuueckue
[loBbINIEHNE AKTUBHOCTH 32 3 0 23 <1 0
mesouHoi ocdataszsl (ILD)
[loBsimenne aktuBHOCTH AJIT 46 8 2 18 2 <1
[losrimenne aktuBHOCTH ACT 51 5 3 22 2 0
['urmoansOyMuHeMust 34 <1l 0 21 0 0
[ unepriukeMust 45 <1 0 35 2 0
[ToBBIIIICHUE KOHIICHTPALIUH 29 1 0 7 2 0
obmiero OmnupyonHa
["unoHaTpueMus 31 4 0 20 3 0
['nnokamemus 16 1 0 11 0 0

B Ta6.]'H/II_[€ 4 MNpEACTABJICHBI  HCXKCIIATCIIBHBIC  pPCaKIUU, BBISIBJICHHBIE  BO BpeMs
IMOCTPErUCTPALIMOHHOT'O ITPUMCHCHU A rmasonanuoa. HaHHBIe HEXKECIATCIbHBIC PEAKIIUMHU BKIIIOYAKOT
B cebg CIOHTaHHBIE COO6IJ.I€HI/I$I O HCKCIIATCIbHBLIX ABJICHUAX, a TaKKE CCPbC3HBIC
HCXKCJIATCIIBHBIC PCEAKIHWK, BBIABJICHHBIC B PE3YJIbTATC IMPOAOJIKAOIINXCIA HCCHGHOB&HHﬁ,
I/ICCHG,Z[OBEIHI/Iﬁ KIWMHUYECKOM Q)apMaKOJ'IOFI/II/I H IIOUMCKOBBIX I/ICCHG,Z[OBEIHI/Iﬁ MO0 HCYTBCPIKACHHBIM

ITIOKa3aHUsIM.

Tabauya 4

Hugpexyuu u unsazuu

Nudexnun (c nnm 6e3 HEUTPOTISHIH ) Yacro

Hapywenus co cmoponul kposu u aumg@amuieckoui cucmembvl

TMonmuuremus Heyacto

TpOM60TI/I‘IeCKa$I MHKPOAHTHUOIIAaTUA (B TOM YHCJIC Heuacto

TpOM6OTI/I‘I eCKaHTpOM6OI_II/ITOH CHHUYCCKas

IypIypa ¥ FeMOTUTHKOYypEMUUECKUH CHHapom):
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(O CAEQOBATENEBROCTE 000

Hapymeﬂuﬂ MemaboauzMa u numaHusl

CunzpoM nm3uca omyxond (B TOM 4YHCIE H CO Yacrora

CMCPTCIIbHBIM I/ICXOIIOM)l HCU3BCCTHA

Hapywenus co cmoponwi nepenoti cucmemvl

CuHApOM 06paTHMOil 3a/Hel dHITehanonaTHu Penko

Hapywenus co cmoponwi opeana 3penus

OTcioiika ceT4yaTKu Heuacrto

Pa3peIB ceTuaTtkn Heuacro

Hapywenus co cmoponul cocydos

AHEBPU3MBI U PaCCIOEHUS apTePUH Penxo

Hapywenus co cmoponul ObixamenvHol cucmemvl, 0peano8 epyOHOU KIemKu 1 CpeooCeHUs.

Wurepctunmaneuas  Oone3ns  sierkux  (MBJI) Penko

/THEBMOH WS-

Kenyoouno-kuueunvlie HapyuieHus

Mereopusm Yacto

[Tankpeatut Heuacro

Hapywenus co cmoponsl neuenu u scenuesvbi8o0aujux nymeu

Ileuenounas HeMOCTATOYHOCTD YacroTa HeUu3BECTHA

Hapymenuﬂ CO CMOPOHbL KOJHCU U NOOKOJICHBIX MKAHEL

SI3Ba KOXKH Heuacto

Hapywenus co cmoponsl mbluieyHol, cKkeemHol U cCOeOUHUMeNbHOU MKAHU

ApTtpanrus OueHb 9acTo

MEImeyHsIi cria3sm Yacrto

JlabopamopHhule u uncmpymenmanvrsie OaHHbIE

IToBBIIIEHNE aKTUBHOCTH TaMMa- Yacto

TIIIOTAaMUJITPAHCIENTHIa3bI

! nonpo6uas unpopmanus npuseneHa B pasjene 4.4.

COO6H.[€HI/IC 0 IO A03PEBACMBIX HCXKCIIATCIbHBIX PCAKITUAX

BaxHo cooOmare 0 M0A03pEBaEMbIX HEXENATEeIbHBIX pPEaKUUAX IOCIe perucTpanuu
JIEKapCTBEHHOT'O TpernapaTa ¢ Lelblo 00ecreyeHns HeMpepbIBHOIO MOHUTOPUHTAa COOTHOLICHHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MeIuIMHCKUM pPa0OTHUKAM PEKOMEHAYeTCs
coo0IaTh O JIIOOBIX MOJO3PEBAEMBIX HEKENATENbHBIX PEaKIMIX JIEKapCTBEHHOTO Ipernapara
Yyepe3 HallMOHAJIbHBIE CHCTEMBI COOOIICHUSI O HEXXENATENbHBIX PEaKIUsIX TOCYIapCTB — YICHOB
EBpa3suiickoro 5KOHOMUYECKOTO COI03a.

Poccuiickas @enepanus

denepanbHas ciyx0a mo Haa30py B chepe 3apaBooxpanenus (PoczapaBaamzop)
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1 4. o] PCNEAOBATENBHOCTE 0001)

Anpec: 109012, MockBa, CinaBstHCKasl IUIOILAb

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

DnekTpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit B WH(POPMAIIMOHHO-TEJICKOMMYHHUKAITMOHHOM ceTu «MHTEepHET:
www.roszdravnadzor.gov.ru

4.9. llepeno3upoBKa

CuMOTOMBI

B knMHMuYecKkHMX HCCIENOBaHMSX IMa30maHud mnpuMeHssics B go3ax g0 2000 wr.
Jlo30auMUTHpYIOIIass TOKCUYHOCTh (ITOBBIILIEHHAsT YTOMJISIEMOCTh 3 CTENEHH) U apTepuaIbHas
runepreHsus 3 creneHu HaOmoAanuch y 1 u3 3 manumenTos, nomyuuBmux 2000 mr u 1000 mr
Ma301aHu0a B CyTKH COOTBETCTBEHHO. BO3MOXKHO yCUJIEHHE BBIIIEONMMCAHHBIX HEXENaTeIbHbIX
SIBJICHU.

Jleuenue

Jleuenue cumnromaruyeckoe. TONBKO HE3HAUMTENbHAS YaCTh MA30MaHMOAa MOKET BBIBOJUTHCS
MIOCPEJICTBOM I'e€MOJHMAIN3a, MOCKOJIbKY BBICOKA CTENEHb €ro CBA3BIBAHUS C O€IKaMHU IUIa3Mbl

KpPOBHU.

5. PAPMAKOJIOTHMYECKHUE CBOMCTBA

5.1. @apmakoauHaAMHUYeCcKHe CBOHCTBA

dapmakoTeparneBTHIECKas IPYIIa: IPOTHBOOITYXO0JIEBbIC CPEJICTBA; HHTHOMTOPHI IPOTCUHKHUHA3,
Jpyrue HHrUHOUTOPHI IPOTEHHKUHA3.

Kox ATX: LO1EXO03

MexanusM IelcTBUS

[TazonaHu® sBs€TCSs MOIIHBIM HMHIMOMTOPOM MHOXKECTBA THUPO3MHKMHA3, B TOM YHCIE
TUPO3WHKHHA3 PELENTOPOB 3HA0TeIHaNbHbIX (hakTopoB pocra (VEGFR) -1, 2, 3, penenropos
¢dakropa pocra tpombouutoB (PDGFR)- o u B, peuentopos ¢dakropa pocta ¢ubdpobnactos
(FGFR) -1 u -3, perenitopa dakropa ctBosioBbiX Kietok (Kit), a taxke T- Ki1eTOUHON KHUHA3HL,
uHAynupyemoil unrtepiaerikunom 2 (Itk), nelfikountcnennpuyeckoil mpoTeUH- THPO3ZUHKUHA3BI
(Lck) 1 THpO3MHKHHA3BI pelienTopa KOJOHUECTUMYIUpYoliero hakropa makpodaros (c-Fms). In
Vitro masomanu® MHruOMpyeT TUrana-uHaynupyemoe ayrodochopumposanne VEGFR-2, Kit u
PDGFR-B. In vivo nazonanu6 uarubupyer VEGF- nnaymupyemoe dpocpopunupoanre VEGFR-
2 B TKaHAX JIETKOTO y XUBOTHBIX, AHTHMOTE€HE3 y HUBOTHBIX, U POCT HEKOTOPHIX YEJIOBEYECKUX
OITyXOJIEBBIX KCEHOTPAHCIUIAHTATOB y JKUBOTHBIX. 3HAUCHHs] MHIHOUpPYOLIEH KOHIIEHTpaluu B

50 % (ICso) mpu CBSI3BIBaHWM TMa30MaHKOA C PEIENTOPaMHU 3HIOTEIHAIBHOTO (haKTopa pocTa
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COCy/IOB, (hakTopa pocTa TPOMOOIUTOB U (haKToOpa CTBOH@QQQM%I%EMCIB%% ';H],' 71,

84 1 74 HMOJIB/T COOTBETCTBEHHO.

5.2. ®apMaKOKHHETHYECKHUE CBOHCTBA

AOGcopbuus

Maxkcumanbaas KOHIEeHTpaust (Cmax) Ta30MaHN0a, B CPeJHEM, JJOCTUTaeTCs yepes 2-4 yaca mocie
npueMa BHYTpb. ExxeiHeBHBIN npuem npuBoauT K 1-, 2-, 3-, 4-kpatHomy yBenmuenuto AUC. [pu
exxeqaeBHoM npueme 800 mr mazonanmnba 3HaueHuss AUC u Cmax coctaBisumm 1,037 axXMKr/Mi u
58,1 Mkr/mi (9kBuBanieHTHO 132 MKMOIIB/1T) cooTBeTCTBeHHO. CymectBenHoro yBenmnuerns AUC
1 Cmax He HaOJIIO1AJI0Ch MIPH MOBBIIIEHNH 036l Ma3onanunba 6osee 800 mr.

CucrteMHasi DKCIIO3WIUS IMa30MaHu0a yBEIMUYMBANIAch Npu Tpueme ¢ mwumieid. IlpumeHeHune
Ma30MaHn0a ¢ MHIICH C BRICOKHM M HU3KHM COJEP)KaHHEM JKUPOB MPHUBOIUT MPUOIUZUTENBHO K
2-xpatHomy yBenuueHHI0 AUC 1 Cmax. Takum oOpa3oM, mazomaHu® ciexyer MpUHUMATH I10
MEHbIIIeH Mepe 3a 1 yac 1o uin yepe3 2 yaca mociie mpuemMa numim (cM. pasaen 4.2.).
[Ipumenenne 400 Mr masonmaHuOa B BHJIE PACKPOILIEHHOW TaOJETKU BBI3BIBAET YBEIUYECHHE
AUC0-72) 1 Cmax TpHOIHM3UTENBHO B 2 pa3a M BbI3BIBAECT YMEHBIICHUE tmax (BPEMsI JOCTHIKEHHUSI
MaKCUMaJbHOW KOHIICHTPAIUH B TIJIa3Me KPOBH) NMPUOIM3UTEIRHO Ha 1,5 yaca Mo cpaBHEHHIO C
MPUMEHEHHEM B BUJIE 1IEJI0M TaOJIETKH. BHOIOCTYTHOCTD M cTeTeHh abcopOrmu mazonaHuoa mpu
NepOpaIbHOM IPUEME YBEIMYMBAETCS IPU MPHUEME PACKPOLICHHOW TaOJIETKH IO CPABHEHUIO C
1esoi TabeTkoi. B ¢Bsi3M C BhIIECKa3aHHBIM TabJETKH NTa30MaHn0a He ClieyeT H3Menb4yaTh (CM.
pasnen 4.2.).

Pacopenenenune

Ces3piBaHMe MasonaHuba ¢ OenkaMu IUa3Mbl KpoBH IN VIVO coctaBisuio Gonee 99 % BHe
3aBHCHMOCTH OT KOHIIEHTpanuu B nuarnazone 10-100 mMxr/mot.

Jlanubie N VItr0 TO3BOJIAIOT MpPEoyiaraTth, 4YTO [Aa30MaHKO SBJISETCS CyOCTpaToM ISt
P-rmukonporernna (P-gp) u Genka pe3ucTEHTHOCTH paka MoJiouHoi skenes3sl (BCRP).

EI/IOTDaHCd)ODMaHI/IH

HccnenoBanwst in Vitro mokasaniu, 4to MeTaboIM3M Ma3onaHuba ornocpeioBaH MPeUMyIeCTBEHHO
nzopepmentom CYP3A4, a takke B He3HauuTenbHOU crenenu uzodpepmentamu CYPLA2 u
CYP2CS.

OnUMUHAINSA

[Ta3omanu® BBIBOAWTCS MEIUIEHHO CO CPEIHMM 3Ha4eHHEeM Iepuona mnoiyBbiBeaeHus (t1/2)
30,9 yaca mocne mpuema B pekoMeHoBaHHOW n03e 800 mr. BeiBeneHue ocyiiecTBisieTcs B
OCHOBHOM u€pe3 KHIIEYHUK, H TOJIbKO MeHee 4 % MPUHATON J03bI BHIBOJUTCS MOYKAMHU.

IloyeyHas HEAOCTATOYHOCTD

BriBenenue masomnann6a He 3aBucut oT KK (30-150 ma/muH).
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He oxmpaercss n”3MEHEHHSI CHCTEMHOM AKCITO3HIUU nmoﬂﬁﬁ%g%gﬁéﬁmtéﬁg%@ I;;II;II;II\:/III/IH,

B CBSI3U C Y€M KOPPEKLHUH /1036l y MAIIUEHTOB JJAHHOM KaTeropuu He TpedyeTcs.

IleueHouyHas HEIOCTATOYHOCTh

VY manueHToB ¢ HapylmeHueM (YHKIWU TEYSHHU JITKOW CTereHH (KOHIEHTpanus OninpyonHa B
mpenenax HOpPMbI IpU MOBbILEHUU akTUBHOCTU AJIT n1000i cTeneHW wWiM NOBBIIIEHHUE
KOHIIEHTpanuu ounupyornHa meHee ueM B 1,5 pasa Beimie BI'H HezaBucumo ot aktuBHOCTH AJIT)
II0CJI€ OJTHOKPATHOrO Mpuema nasonanuba B 1o3e 800 Mr ouH pa3 B CyTKH CpPEJIHUE 3HAYCHUS
dapmakokuHeTneckux napamerpoB (Cmax 30,9 mxr/mi, (12,5-47,3 mxr/min) 1 AUC0-24) 841,8 MKT
x g/mn (600,4-1078 MKr X 4/MiT)) COMOCTAaBUMBI CO CPEAHMMH 3HAYCHHSIMHU y TAIUEHTOB C
HopManbHOU QyHKIMeH nedeHH (Cmax 49,4 Mxr/mi (17,1-85,7 mxr/min) m AUC(0-24) 888,2 MKT X
g/mit (345,5-1482 Mkr X u/mi)).

MaxkcumanbHasi MepeHocuMas J03a Ia30MaHnba y MalMeHTOB C YMEPEHHBIM HapylIEHUEM
(GbyHKIMY 1eyeHH (TOBbIIIeHHE KOHIIEHTpaIui OMIMpyOrHa OT MOJIyTopa A0 Tpex pa3 Boimie BI'H
He3aBucUMO oT akTuBHOCTH AJIT) cocraisina 200 mr onuH pa3 B cytku. Cpenaue 3HaueHHUS Cmax
(22,4 mxr/m (6,4-32,9 mxr/mi)) u AUC(0-24) (350,0 Mxr x u/ma (131,8-487,7 Mkr X u/mit)) mocie
npuema 200 Mr nazonanu0a oJ1H pa3 B CYTKU y MAIIMEHTOB C YMEPEHHBIM HapylIeHHEM (QYHKIIUU
MEYEHH COCTABIISUIN MPUOIU3UTENBbHO 45% 1 39% COOTBETCTBEHHO MO CPABHEHHUIO CO CPETHUMU
3HAYEHUSIMU y MAlMEHTOB ¢ HOpPMaJbHOM (YHKLMEN MeYeHHu Mocje MprueMa Ipemnapara B J103€
800 mr onuH pa3 B cyTkd. HemocTarouHo MaHHBIX O MPUMEHEHWH IMa30MaHu0a y MalMeHTOB C
HapymeHueM (YHKIWU TICYCHH TSKEIOUW CTeneHH (KOHIEHTpalus ooiero OmnupyornHa 6osee
4yeM B TpH pasa npesbimaeT BI'H, HezaBucumo ot aktuBHOCTH AJIT), B CBSI3M € UeM NIpUMEHEHNE

Yy IalMCHTOB ,HaHHOﬁ KaT€ropmuu HE PEKOMCHJI0OBAHO.

6. PAPMALIEBTUUECKHUE CBOMCTBA
6.1. IlepeueHb BcIOMOraTeJibHBIX BellleCTB

Slnpo tabJeTKu:

Henmrono3a Mmukpokpucrammyeckas 102
KapOokcumernnkpaxman HaTpus
IToBunon K 30

Marnus creapat

IInenoyHas 06004Ka:

Omnanpait ® AMB II Genbrit 88 A180040:

- nosiuBUHUIOBHIN ciupt (E1203)
- Tanpk — (E553b)

- tTutana nuokcun (E171)
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- TJIMIEpUHA MOHOKanpuiokanpar (tun 1)

- HaTpUs JIaypuicyiabQar

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok romHocTu (CPOK XpaHeHHs )

2 roja.

6.4. OcoOble MepbI MPEAOCTOPOKHOCTH MPH XPAHEHUH

XpaHuThb NpH Temiieparype He Boie 25 °C.

6.5. XapakTep u coaepkanue NepBUYHON YIAKOBKH

ITo 10, 30 uim 60 TabneTok B 6aHKY U3 MOJTUITHIIEHA BEICOKOU IJIOTHOCTH C 3aBUHYNBAIOIITUMHUCS
KPBIIIKaMH U3 TTOJIMIIPOTTHIICHA C OCYIIMTENIEM W 0€3 Hero, ¢ 3alluToi OT JeTel i 0e3 Hee, ¢
KOHTPOJIEM TTEPBOTO BCKPHITHSI WIIH O€3 HEro.

Ha xaxnayro OaHKy HaKJICHBAIOT ITUKETKY W3 OyMmMaru 3THKETOYHOW WIIM CaMOKJICSIIYIOCS
ITHKETKY.

ITo 1 GaHke BMecTe C JIMCTKOM-BKIJIAJIBIIIIEM TIOMEIIAIOT B MTAYKy U3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPONKHOCTH TPH YHUUYTOKEHHH HMCHOJIH30BAHHOIO
JIEKAPCTBEHHOT0 Tpenapara WJIH OTX0JA0B, TMOJYYEHHBIX TMOcCjJde TNpPUMeHEeHHs
JIEKAaPpCTBEHHOT0 MpenapaTa u Apyrue MaHUMYJISIHH C MPenapaTom

Becw ocTaBmmiics JiekapcTBEHHBIN MpeNapar U OTXOJbI CIEAYET YHHUTOKUTh B COOTBETCTBHH C

YCTaHOBJICHHBIMH HAlTHOHAJIBHBIM 3aKOHOAATCJIbCTBOM Tpe6OBaHI/I$[MI/I.

7. JAEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanust

000 «<AMEJJIAPT»

109316, r. Mocksa, Bonrorpaackuit mpocnekr, a. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec snektpoHHO# noutkl: iNfo@amedart.ru

7.1. IIpeacTaBuTe/Ib JEPKATE/ISI PETHCTPALMOHHOIO YIOCTOBEPEHHA

IIperen3un HOTDC6I/ITCHCI\/’I HalnpasJIATE 110 aApECy:

Poccuiickas @enepanus

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, a. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495)-741-46-65

®axc: +7(495)-741-46-65
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Anpec anekrponHoii moutsl: iInfo@amedart.ru

8. HOMEP PETUCTPALHMOHHOI'O YIOCTOBEPEHUA

9. JATA NEPBUYHON PEITICTPALIMN (IIOATBEPKJAEHUA
PEIICTPALIIMU, HEPEPEI'UCTPALIUN)

JlaTa nepBoOU perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO01as xapakTepuCTHKa JIEKAPCTBEHHOTO Mpernapara AMe30maH J0CTylHA Ha HH(OPMallMOHHOM
noptasne EBpasuilckoro 3KOHOMHUYECKOTO CO103a B MH(POPMAIMOHHO-KOMMYHUKAIIMOHHOM ceTH

«uTepueT» http://eec.eaeunion.org/.
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