COOTBETCTEYET 3KCNEPTHOMY OTUYETY
ot 24.12.2024 M= 28595

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

[Tazonanu6, 400 Mr, Ta0IETKH, MOKPHITHIC TUICHOYHON 000JIOUKOH.

2. KAYECTBEHHbBIN 1 KOJIMYECTBEHHBINA COCTAB

JleficTBy1O1II€€ BEIIECTBO: TA30MaHUO.

Kaxxgas tabnerka, MoOKphiTas IJICHOYHOHW OOOJIOUKOM, CONEPKUT Ma3zonmaHuOa TUAPOXIOPHI,
skBuBaNIeHTHBIN 400 Mr ma3omanuba.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOUKOH.
Kpyrible TBOSKOBBINYKIIBbIE TAONETKH, MOKPBITHIE IJICHOYHOH OOOJIOYKOW OENoro WIIM IOYTH

OeJoro 1BeTa.

4. KIMHNYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

[Tpenapart [Tazonanu® nMoka3aH K IPUMEHEHHUIO Y B3POCIBIX JUIS JICUCHHS:

e PacnpocrpanenHoro noueyHo-kiaerognoro paxa (ITIKP).

e PacnpocrpanenHoit capkombl Msrkux TkaHed (CMT) (kpome racTpoOMHTECTHHAIbHBIX

CTPOMAJIbHBIX OITYXOJIEH U JIMIIOCAPKOMBI) Y MAIIUEHTOB, paHee MOJyYaBIIUX XUMHOTEPAIIHIO.

4.2. Peskum 103MPOBAaHNS M CIOCO0 MPUMeEHEeHUs!

PexxuM 103upoBaHUs

Pexomengyemast no3a nmazonanuba cocrasisier 800 Mr BHYTph OJMH pa3 B CyTKH.

[Tpu mpomycke mpuemMa oO4yepeqHOW A03bl Mpernapara MPONYLIEHHYIO 103y CJIEAyeT MNPUHATh
TOJILKO B CJIy4ae, €CJM JI0 CJIEAYIONIET0 3allJIaHHPOBAHHOT O IpUeMa ocTanoch 0ojee 12 4acos.
Iloob6op 0o03b1

B 3aBucHMOCTH OT MHIAMBUAYaJIbHON MEPEHOCHUMOCTH CYTOYHAas J03a IMperapaTa MOXET ObITh
yYMEHBLIEHA WX yBenu4deHa ¢ maroM 200 mMr, mpu ’TOM MakCUMaibHask CyTOYHAs /1032 HE JTOJKHA
npesbimath 800 mr. s obecrnieueHust moadopa pekuMa J03UPOBAaHUS NMPU HEOOXOAUMOCTH
npuMeHeHus mnaszonanuba B po3ax 200 mr, 600 Mr cieayer MpUMEHSThH COOTBETCTBYIOIINE

Ipernaparsl a3onannda B JIeKapcTBEHHOU hopMe «TabJIeTKH, MOKPHIThIE TUIEHOYHOH 000109KOM»
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COOTBETCTEYET ZKCMNEPTHOMY OTYETY
oT 2412 2024 Nz 28555
B 1031upoBKe 200 Mr. (MOCNEOOBATENEHOCTE 0001)

Oco0ble rpyIInbl NALMEHTOB

Tayuenmuor nodcunozo eospacma
Koppekiuu pexuma 103UpOBaHuUs U 4aCcTOThI IpUeMa y MAlMeHTOB B BO3pacTe crapiie 65 jieT He
Tpedyercs.
Ilayuenmul ¢ napywenuem @yHKYuU noyex
B cBs13u ¢ HU3KOI1 CTENEHBIO BBIBECHHS MTa30MaHr0a U €ro MeTadOoIUTOB OYKaMH, HapYIICHNE
(GYHKLIMU MOYEK KIMHUYECKH 3HAUYMMO HE BJIMsAET Ha (apMaKOKMHETUKY Ia30MaHu0a, M03TOMY
KOPPEKIUH Pe)KMMa JI03UPOBaHUs y NManueHToB ¢ kiupercoM kpearuanna (KK) > 30 mi/mMuH He
TpeOyercs.
OnbIT NpUMeHeHus Na3onaHuba y NalreHToB ¢ HapyleHHeM (DYHKITH MMOYeK TSHKEJION CTeTeH!
WIN Y MTALMEHTOB, HAXOAALIMXCS HA IEPUTOHEATBHOM JUAIU3€ UM FeMOANAIN3€e, OTCYTCTBYET, B
CBSI3U C YeM ITPUMEHEHHE Ma30MaHn0a y TaKuX MAleHTOB HE PEKOMEHIyeTCsl.
Tlayuenmol ¢ napywenuem @ynKyuu nevenu
be3onacHocTh npuMeHeHHs U apMaKOKMHETHKA [1a30M1aHn0a y Nal[MeHTOB C YK€ UMEIOLUUMUCS
HapyleHUsIMU (PyHKIMM T€YEHU IOJHOCThIO HE yCTaHOBJEHbI. [lanueHTaM ¢ HapyleHHeM
(GyHKIMM ~ TEe4YeHM ~ JIETKOM  cTemeHu  (ONpeAessitoT [0 JaHHBIM  AaKTUBHOCTH
anannHamuHoTpaHcepassl (AJIT) u KoHUEHTpanuu OWIUPYyOMHA) KOPPEKLIUH J03bI HE
TpeOyercs.
VY nauuMeHToB ¢ HapyleHMsSMHU (PYHKIMM [E€YEHU CpeAHEH CTENeHH CIEeNyeT CHU3UTh A03Y
nasonanu6a a0 200 mr B cyrku. Jns obecredeHuss mojdopa pexuMa JIO3UPOBaHMS MpU
HEOOXOIUMOCTH TpHUMEHEeHMsI ma3omnaHunba B go3ax 200 mr, 600 Mr cienyer NpUMEHSTh
COOTBETCTBYIOILIME IpernapaThl Ma3onaHuOa B JIEKapCTBEHHONW (opme «TaOJeTKH, MOKPBIThIE
IUIEHOYHOU 0007104K0#» B 103upoBKe 200 Mr.
JlaHHBIX O NpPUMEHEHHWH Ta3omaHu0a y TMAalMEeHTOB C HapylleHHeM (QYHKUUU TIEYeHH,
COTIPOBOXIAIOIIEICS TTOBBIIIEHUEM KOHIICHTpaluKu 00111ero OunupyouHa 6ojee ueM B TpU pasa
BbIlIE BepXxHeil rpanuiiel HopMbl (BI'H) (ipu mro6oit aktuBHOCTH AJIT) HeoCTaTOUYHO, B CBSI3H C
4yeM NpUMEHEeHHE Na30MaHu0a y TaKUX MallueHTOB HE pEKOMEHIYETCH.

€TH
[Ipenapar [Tazonanu® MpoOTUBOMOKA3aH Yy AETEH MIIaIIe 2 JIET U3 COOOpaKeHH 0€30MMacCHOCTH B
OTHOIIEHMH pPOCTAa U PAa3BUTUS BHYTPEHHHMX opraHoB. besomacHocTh U 3¢ (EKTUBHOCTH
na3onanuba y aereit B Bo3pacrte oT 2 10 18 JeT He yCTaHOBIIECHBI.

Cnooco0 nmpuMeHeHus

BHyTpb.

[Tpenapat Ilazonanu® crneayer NpuHUMAaTh HE MEHEE 4eM 3a OJMH 4Yac J0 WM Yepe3 JBa Jaca
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
oT 24.12.2024 N= 28535

nocyie mpuema UM (cMm. pasaenst 4.5 u 5.2). Ta6nmﬂ91'%§&@¥i%%¥§ﬂgilﬁ]§% [IEJ‘H/I‘KL(BM, HE

Hapylas ux IeJOCTHOCTH (HE pa3jiaMbIBaTh, HE PA3KEBHIBATH).

4.3. IlpoTHUBONOKA3aAHHS

® TUIEPYYBCTBUTEIBHOCTh K IA30MaHUOy W/WIM K JIIOOOMY M3 BCIIOMOTAaTEJIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1;

e OEpEeMEHHOCTh U MEPHOJ] KOPMIICHHS TPYAbIO;

e jieTckuii Bo3pact muamiie 2 net (cM. paszgen 4.2).

4.4. OcoOble yka3aHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

Bausanue Ha d)VHKI_II/IIO IICYCHHU

[Ipy mpumeHeHUH Ma3onaHuOa OTMEYEHBl CIy4Yyaud Pa3BUTHS MEUEHOYHOW HEIOCTATOYHOCTHU
(BKJIIOUAsl CIIydad C JICTAIBHBIM KCXOJOM). B KIMHUYECKMX HCCIEAOBAaHUAX Ia3onaHuba
Ha0JII01aTI0Ch TIOBBIIIICHUE aKTUBHOCTH TpaHcamuHas (AJIT, acnapraramunorpancdepasza (ACT))
UM KOHIEHTpanuuu OunnpyOuHa. B OonbpIIMHCTBE Cily4aeB OTMEYAIOCh HM30JIMPOBAHHOE
noBblieHre aktuBHoctu AJIT n ACT, He conpoBoXkaaBUIeecss OJHOBPEMEHHBIM IOBBIIEHUEM
aKTUBHOCTH mIeno4HOi (ocdarazpr (D) mnm koHmeHTpanun OunupyOuHa. Y TalKMeHTOB
ctapuie 60 net puck nossimieHust aktuBHocTH AJIT, B Tpu pasa npessimatonieit BI'H, moxet
BO3pacTaTh. Y manueHToB, Hecymux amienb HLA-B57:01, Takke oTMeyanoch yBeJIMueHUE pUcKa,
BBI3BAaHHOTO Ma3omaHuooM moBbiieHuss akTuBHOCTH AJIT (19 % mnarmuenTtoB ¢ amenem HLA-
B57:01 nporus 10 % 06e3 TtakoBoro). HeoOxonumMo mpoBOAUTh KOHTPOJIb (DYHKIUU MEYEHH Y
NAlUEHTOB, TNPUHUMAIOMIMX [1a30MaHu0, HE3aBUCMMO OT HX TE€HOTMIIAa U Bo3pacta. B
MOJIaBIISIONIEM OOJNBIIMHCTBE CIIy4aeB MOBBIIICHHE aKTUBHOCTH TPaHCAMUHA3 JTIO0OW CTETEeHU
OTMEUAJIOCh B TeueHUe MepBbiXx |8 Hemenb Tepanuu mazonaHuOoM. CTeneHb TSHKECTH
ocHoBhsiBaeTcs Ha kinaccupukanuu CTCAE HanmonanpHOro MHCTUTYTA paka.
Heob6xoauMo mpoBOAWTH KOHTPOJIb AKTUBHOCTA (DEPMEHTOB TIEUEHU Tepe] NpPUMEHEHUEM
nazonanuba u Ha 3, 5, 7 u 9 Hemensx Tepamuu, 3aTeM Ha 3 U 4 Mecslax Tepanud U IO
KJIMHUYECKUM ToKa3zaHusM. llepuogudeckuil KOHTPOJIb CIEAyeT MPOBOJAUTH Iocie 4 MecsAleB
TEpaInuu.
Crnenyrone yka3aHus KacaloTCs MAIleHTOB C MCXOJHOW KOHIEHTpalueil ooero OunnpyorHa
<1,5xBI'H, a Taxxke aktuBHOCTMU AJIT u ACT < 2xBI'H.
e [lanuenTsl ¢ n3onupoBaHHbIM noBbiieHHeM akTUBHOCTH AJIT Beiie BI'H B 3-8 pa3 moryt
MPOJOJKATh MpPHEM TMa3onaHuba, TPH ITOM CIEAYeT eXEHEeNeIbHO KOHTPOIHPOBAThH

nokaszaTeny (QYHKIUU IE€YeHH 10 yMeHblleHus aktuBHoctd AJIT no 1-oif cremenu
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COQOTBETCTBYET 3KCNEPTHOMY OTUYETY
. 0724122024 N2 28535
TOKCUYHOCTH MJIU 10 KCXOJHOTO 3HAYEHUS. (NOCNEOCBATENEHOCTE 0001)

e [laruenTtam c noBeiennem akTuBHocTU AJIT 6osee yem B 8 pa3 orHocutensHo BI'H cienyer
npepBaTh npueM naszonanuda 10 cHkeHust aktuBHOCTH AJIT 1o 1-0# cTeneHu TOKCUYHOCTH
WIM J0 HMCXOJHOrO 3HaueHus. Ecnu moTeHuumanbHas TOJb3a BO30OHOBIICHHS IpHEMa
nazonaHuba MPeBBIIAET PUCK Pa3BUTHUS TeMAaTOTOKCHMYHOCTH, MpHUEM Ma30omaHubda MOXKET
ObITH BO30OOHOBJICH B J03€, YMEHbIIEeHHOH 10 400 Mr oAuH pa3 B CYTKH, C €KEHEAEIbHBIM
KOHTPOJIEM MoKa3aTesel (yHKINHU eYeHU B TeueHue 8 Henenb. [Ipu mocienyromux npuemax
na3omnannba B CiIydae MOBTOPHOro MoBbiIeHUs akTUBHOCTH AJIT OGonee yem B Tpu pasa
otHocutensHo BI'H nmazonanu® cienyer moiHOCTbIO OTMEHUTD.

e VYV nanueHToB ¢ noBbimieHrneM aktuBHocTH AJIT Gosiee ueM B Tpu pasza otHocutTeasHO BI'H n
OJTHOBPEMEHHBIM TMOBBIIICHUEM KOHIIEHTpaluu OwinpyOuHa Ooiibllle 4YyeM B JBa pasa
otHocuTtenbHo BI'H ma3omanu® criemyer mMOMHOCTBIO OTMEHHTH. [lanueHTta criemyer
HaOIr01aTh N0 cHkeHusa aktuBHOCTH AJIT no 1-0i cTeneHy TOKCHYHOCTH WM 10 UCXOLHOTO
3HadyeHus. llaszomanu® sBisiercss maruouropom UGTIALl. V manueHToB ¢ CHHIPOMOM
Kunpbepa MoKeT BO3HUKATh HempsiMas (HEKOHBIOTHMPOBAHHAs) TUIEPOUITUPYOHMHEMUS
JIETKOW CTENeHH. Y MalMeHTOB TOJIBKO ¢ HENPSIMOM TUIIepOUITUpyOUHEMUEH JIETKON CTEeTeHH,
¢ cungpomoM JKunbOepa Ui ¢ NOI03pEHUEM Ha €ro HAJIWYUE, C MOBBIIIEHUEM aKTUBHOCTH
AJIT Gosnee ueM B Tpu paza oTHocuTenbHO BI'H npenapar cnenyer npuMeHsTh Tak ke, Kak U
y MalMeHTOB C N30JUPOBAaHHBIM MOBBIIEHHEM akTHBHOCTU AJIT.

OpnHoBpeMeHHOE MPUMEHEHHE Ma30NaHuOa W CUMBACTaTHHA YBEIMYMBAET PHUCK TMOBBIIICHUS

aktuBHocTH AJIT (cm. pasmen 4.5) u Tpebyer 0co0Oi OCTOPOKHOCTH M TILATEIHHOIO

HaOmoieHus. J{ONOIHUTENbHBIE PEKOMEHJAINH 110 KOPPEKIUHU JI03bl B MPOLIECCE JICUEHUS Ha

OCHOBAHUU PE3YJIbTATOB MEUYEHOYHBIX TECTOB Yy MALMEHTOB C Y€ UMEIIIUMCS HapyluleHUEM

(GYHKIINY IEYEeHN OTCYTCTBYIOT.

AprepurabHas THIIEPTEH3UA

B xone knumHMYECKHX HcClel0BaHUN Mas3onaHuba HaOII0JaloCh MOBBIIIEHUE apTepUATIbHOIO
nasienus (AJl) u cnyyau runeproHnyeckoro kpusa. Ilepea npuMeHneHuem nasonaHuoda ciegayer
OINpeaeaTh UCXOAHbIN ypoBeHb AJl. He nmo3Hee o1HOM Heenn nocie Havalla JISUEHUs, a TAaKKe
Ha TPOTSUKEHUWH BCEro JIEYEHHs Na30MaHuOOM cieayeT KoHTposupoBaTh Al u  npu
HEO0OXOUMOCTHU MPOBOJUTH TUIIOTEH3UBHYIO TEPAIUIO, IIPU 3TOM CHU)KEHHE JT03bl UJIU MIEPEPHIB
B IIpUEMeE Ma30mannOa JOKHBI ObITh KIIMHHYECKH 000CHOBaHBI (CM. pasenbl 4.2 u 4.8).

ApTtepuanbHas TMIIEPTEH3Us (CUCTOIMYECKOe AaBiieHHe > 150 MM pT. CT. WIM JHACTOIUYECKOE
nasneHue > 100 MM pT. CT.) BO3HUKAET B Havaie Kypca JieueHus (nmpumepHo B 40 % ciydaeB K
9-my nH10 1 ipuMepHO B 90 % - B TeueHue nepBrIX 18 Hemenp). B ciryyae mosiBiieHUs MpU3HAKOB

TUIIEPTOHUYECKOTO KpU3a WIHA B CIy4ae TSKEJIOW apTepuaabHOM T'MIEPTEH3UH WM MOCTOSHHO
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“MEPTHOMY OTYETY

na30MmaHuoa, ma3onaHud CleayeT OTMEHUTD.
CunapoM obpatumotii 3anueii saiedanonatuu (CO3D)/00paTuMblil JeiKOIHLIEDATONATUYSCKUN

cuaapoM (JIDIIC)

[Ipu npumeHenun mnaszonanuba cooOmanock o Bo3HMKHOBeHMH CO33/o6parumoro JIDIIC.
CO3D3/o6patumerii  JIDIIC mposBISIOTCS  CIEAYIONUMU  CHMOTOMaMHU: TOJIOBHas O0Jib,
apTepualibHas TUIIEPTEH3US, CyJOPOTH, COHJIIMBOCTh, CIyTAHHOCTh CO3HAHUS, CJIENOTa, APYrue
HapyIICHUs 3peHUs U HeBposiormueckue HapyuieHus. Coolmanock O ciydasx C JIeTaIbHBIM
ucxonoM. [lazonanu® cieayer OTMEHUTH y MaMeHTOB ¢ pa3BuBaronuMmcs CO3D/06paTHMbIM
JIDIIC.

HNaTtepctuiinansHas 6osesss gerkux (MBJI)/naeBMoHUAT

[Tpu npumenenuu nazonannba otmedeHo pasButue MBJI ¢ BOZMOXHBIM JIETaIbHBIM HUCXOJOM.
Heo0xoauMo mpoBOAUTE KOHTPOJIb COCTOSHUS MAI[MEHTOB HA MPEAMET JIETOYHBIX CUMITOMOB,
ykaspiBatonux Ha WBJI/MHEBMOHHT, W MPEKPATHTh NMPUMEHEHHE Ma30MaHu0a y TAIMEeHTOB C
pasBuBarommucs MbJI niv mnHEBMOHUTOM.

Hapymenus d)VHKHI/II/I cepana

B xone kiIMHHMYECKMX HCClelOBaHMM Ma3zonmaHnba ObLIM 3aperucTpUpPOBAHBI  CIENYHOIIUE
HapymeHus (pyHKIUHN cepala: XpOHUYeCcKas cepeuHasl HeJOCTaTOYHOCTh U CHIDKEHUE (paKkinuu
BbIOpOCa JieBoro xenynouka (ODBJIK).

Crnenyer TIIATEIbHO KOHTPOJIUPOBATH COCTOSHUE MALUEHTOB IS BBIABICHMS KIMHMYECKHX
MIPU3HAKOB MJIM CHUMIITOMOB 3aCTOMHOM CEpAEYHON HENOCTATOYHOCTH. Y IMALUEHTOB C PUCKOM
Ppa3BUTHUS HapYLIEHUS CEPACUYHOM ACSITEIBHOCTH PEKOMEHYETCs onpeaeaTh uexoanyro OBJDK,
a Tak)Ke IIPOBOJIUTH pEryisipHbIe MOBTOPHBIE N3MepeHuss OBIDK.

Yamnenne naTepBana QT u kenymouKoBas TaXUKApAUs THIA KITHPYIT (torsade de DOthCS)

B xoz1e knuHUYeCKUX Uccae10BaHui a3onaHnda OTMeYaluch Crydan yajauHeHus uarepsana QT
1 JKEJTYI0UYKOBOM TaXHUKaAPAUU THITA «ITHPYIT» (CM. paszaen 4.8).

VY nanuenrtoB ¢ ynnuHeHueMm nHTepBasia QT B aHamMHe3e, NPUHUMAIOLIUMX aHTHAPUTMUYECKHUE U
JpyTue npemnaparsl, yjuyiasaonme natepsan QT, a Takke y manueHToB ¢ 3a00J€BaHUSIMU CepAlia
pEeKOMeHayeTcs MPUMEHATh Ma30MaHu0 C OCTOPOXKHOCTBIO. PekomeHayercs NpOBOIUTH
UCXOJHBIA U MOCIEAYIOMUN MEePUOJUUYECKUI KOHTPOJb AJIEKTPOKAPAUOIPAMMBI M COJEPKAHUS
JJIEKTPOIUTOB (KalbLMHA, MAarHU{, Kalduii) Mpy MPUMEHEHUH NTa30naHuoa.

ApTepualbHbIN TDOM603

B X0J€ KIIMHUYCCKUX I/ICCJ'IC,Z[OBaHI/Iﬁ nazonanuba ObLIN 3apCruCTPUPOBAHBI ClIydan I/IH(l)apKTa
MHOKapJa, CTCHOKApAWH, NIIECMHUYECKOTO MHCYJIbTa U npexo;mmeﬁ HIIEMHH T'OJJOBHOI'O MO3ra

(cm. paznen 4.8). Coolmanock o cliyJasx ¢ JeTaTbHBIM HCXOJO0M.
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“MEPTHOMY OTYETY

BO3HMKHOBEHUSI apTEPUAIBHOTO TPOMOO3a WM C apTepUalbHBIM TPOMOO30M B aHaMHE3eE.
[Tazonmanu® He W3ydyayics y MAalUUEHTOB, Yy KOTOPBIX 3TU SBJCHUS HAOIIOAAINCh B TEUYCHUE
npenuecTByomux 6 mecsmen. Takum o0pa3om, pelieHue 0 MPUMEHEHUH Ia30MaHuba ciueayeT
MPUHUMATH UHAUBHUAYAJIbHO HA OCHOBAHUU OLICHKH COOTHOIICHHUS PUCKA U MOJIb3BI.

TDOM6OTI/I‘ICCK3}I MHUKPOAHTHOIIATUA

B xo1e KIMHUYECKUX HCCIeIOBAaHUHN Ma3omaHnba Kak B MOHOTEpAIlMU, TaK U B KOMOMHAIIMH C
OeBanm3ymMaOOM WM TONOTEKAHOM OBUIM 3aperMCTPUPOBAHBI  CIIy4an TPOMOOTHYECKON
MHUKpoaHruomnatuu (cM. pasuen 4.8).

[TazonaHu® ciemyer OTMEHHUTH B Clydae pa3BUTHS TPOMOOTHUECKON MuKpoaHTnonaTtuu. [Tocme
OTMEHBI TEpaluu MpenaparoM OTMEYAIOCh pa3pelieHue CUMITOMOB TPOMOOTHYECKON
MUKpoaHruonatuu. [la3omaHu® He MMOKa3aH s NPUMEHCHHS B KOMOWMHAIMM C JPYTUMHU
IPOTHBOOITYXOJIEBBIMHU TIpENapaTaMHu.

KpoBoTeuenus

B Xxome KIMHUYECKHX HCCIEOBAaHMHA Ta3omnaHuOa 3aperucTpUpOBaHBI CIydyan KPOBOTCUCHHN
(cM. pazmen 4.8), B TOM uuClIE C JETaIbHBIM HCXOJOM. Y TAI[MEHTOB C BBICOKUM PHCKOM
KPOBOTCUCHHI MTA30MaHUO CIIEYET MPUMEHSTH C OCTOPOKHOCTBIO.

AHEBPU3MBI M PaccJI0eHHs apTepHii

Coobmanocs 0 ciiydasix BOZHUKHOBEHHsS aHEBPU3M M PACCIIOCHUH apTepuii Ha (oHE mpuema
unruoutopoB VEGF, Bkitouas mazonanub (cM. pasznen 4.8). [Ipumenenne nurudburopos VEGF y
NalMEeHTOB C apTepHaJIbHON TMnepTeH3uei uian 6e3 Hee MOXKET CocOOCTBOBATh 0OPAa30BaHUIO
aHEBpU3M W/WIM paccioeHuto aprepuid. Ilepen Hawamom mpumMeHeHus npenapata Ilazomanu®
CJIEZIyeT B MOJTHOW MEpe OIEHHUTh PUCKH Pa3BUTHUS JAHHBIX OCIOKHEHHU y TAlMEHTOB C TAKUMHU
(dakTOopamMu puUCKa, Kak apTepuabHas THIEPTEH3Us UM aHEBPHU3Ma B aHAMHE3E.

[lepdopaums u oopaszosanue ceumei JKKT

B xone kimHMYecKMX HccieAoBaHUN Ma3omnaHunba orMmevanuch ciydau nepdopauun KKT u
dbopmupoBanus cuiiei (cMm. paszaen 4.8). Coolmanocs 0 ciydasx ¢ JeTalIbHBIM UCX0J0M. B
CBSI3M C 3TUM MAa30MaHUO CIEelyeT ¢ OCTOPOXKHOCTbIO NMPUMEHSTHh Yy MAIMEHTOB C PHCKOM
nepdoparuu XKKT u popmupoBanust cBUIIEH.

3aKUBJIEHUE PaH

Bnusnue nazonanuba Ha 3axkuBiieHue paH He u3ydeHo. [lockonbky unruouropst VEGF moryt
YX YT 32KUBJICHUE PaH, Ta30MaHu0 cieyeT OTMEHUTh Kak MUHUMYM 3a 7 JJHEeH 10 MJIaHOBOTO
OIEpaTUBHOI'O BMEILIATENILCTBA.

Pemienne 0 BO30OHOBJIEHMHU JIEUEHHUS MA30MIaHUOOM IIOCJIE ONEPAaTUBHOIO BMENIATENbCTBA

CICAyCeT MNpPUHUMATh Ha OCHOBAaHUH KIUHAYIECKOMN OLICHKN aAC€KBATHOCTH 3aKHUBJICHUS
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“MEPTHOMY OTYETY

paHbI.
I'unotupeos

B xoze kmmHUYecKUX uccieqoBaHui nazonanu0a HaOMI0AATUCh CIy4al TUIIOTHpPeo3a (CM. pa3aen
4.8). PekoMeH1yeTCsl IPOBOIUTD MPOPUITAKTUUCCKUN KOHTPOJIb (DYHKITUHU IIIUTOBHIHOM KEJIC3BI.
[Iporennypus

B Xonme KIMHWUYECKMX WCCIEAOBAaHMN Ma30mMaHub0a OTMEUEHBI CIIy4ad BO3HUKHOBEHUS
npoteunypun (cM. pasnen 4.8). PekoMmeHnayercs mpoBOAUTH MEPUOAMYECKUN aHAIU3 MOYHM BO
BpeMs JIUeHMs Ia30MIaHMOOM Ha MpeAMET IMOsBJICHUS MPOTeuHypuu. B cinyudae pa3BuTHs
HE(POTUIECKOTO CHHPOMA MTa30MaHu0 CIIeAyeT OTMEHUTD.

Cunapom ausuca onyxouau (CJ10)

VY nauueHToB, NOJIYYaOLMX TEPANHIo Ma300aHuo0M, oTMedanuch ciaydau passutus CJIO, B Tom
4HCIIe U CO CMEPTENbHBIM HeX010M. [IoBbIeHHbIH puck pa3sutus CJIO otmeuaeTcs y maliMeHToB
¢ OBICTPO pacCTyLIMMHU OIYXOJISIMHM, BBICOKOW OITyXOJI€BOM Harpy3koi, HapylleHueM (yHKIUU
MOYEK WJIM CHMIITOMaMHU JieruapaTanuu. Jlo Havyasa Tepanuy Na3onaHiuooM ClieyeT pacCMOTPETh
BO3MOYKHOCTb ITPOBEACHUS NPOPUIAKTHUECKUX MEPONPUATHH, TAKUX KaK KOPPEKLUs BBICOKOTIO
YPOBHSI MOYEBOM KHCIIOTBI B CHIBOPOTKE KPOBM, BHYTPMBEHHOE BBEJICHUE PErHApaTallMOHHBIX
npenaparos. [lanMeHTsl Ipynnbl pUcKa JOKHBI HAXOAUTHCS IOJ TINATEIBHBIM KOHTPOJIEM H
IIOJIy4aTh TEPAIIHIO B COOTBETCTBUU C KJIMHUYECKUMH MPOSIBICHUSMH.

IIaeBMOTOpAKC

B knMHHMYecKMX HCCeOBaHUSX NpPUMEHEHHs Ma3onaHuOa mpu pacrpocTpaHeHHOH CMT
HaOIIOAaIKMCh Cilydad IHEBMoTopakca. [lanueHToB, NOMy4arouUX JIEYEHHE Ma30MaHuOoM,
clelyeT TIIATeJbHO HaONIoJaTh B OTHOUIEHMM BO3HUKHOBEHHS! IMPU3HAKOB U CHMIITOMOB

IMHCBMOTOpPAKcCa.

4.5. B3aumojeiicTBue ¢ JAPYrHMH JIEKAPDCTBEHHBIMHM MpenaparaMu W JApyrde BH/bI
B3aUMO/1eCTBUA

UHOYKTOPBI WM UHTHOUTOPBI cucTeMbl iutoxpoMa P450 (uzodbepmenta CYP3A4)

Ha ocHOBaHMM [aHHBIX HCCIEIOBaHUN IN VItr0 MOXHO IMOJaraTh, 4YTO OKHCIHTEIIbHBIH
METa0OJIM3M MMa3onannba B MUKPOCOMax MeueHH YeJIOBEeKa MPOTEKAET, B OCHOBHOM, IPH YYaCTHU
uzopepmenra CYP3A4, ¢ neznauntenpHbiM yuactiuem uzodepmentoB CYPLA2 u CYP2CS.
Takum o0pa3zoMm, HMHTHOMTOpPHI M HHAYKTOpHl u3opepmeHta CYP3A4 wmoryT u3MEHSTH
MeTaboIM3M Ma3onaHuoa.

Nuru6utops! m3obepmenta CYP3A4, P-rinmukonporenna (P-gp) u Genka pe3ncTEHTHOCTH pakKa

MoJiouHoM xkenessl (BCRP)
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OpnHoBpeMeHHOE TpruMeHeHne nazonannoa (400 Mr ouH pa3 B CyTKH) C MOITHBIM HHTHOHTOPOM
uzopepmenta CYP3A4 u P-gp, kerokonazosnom (400 Mr ouH pa3 B CyTKH) IMOCJICIOBATEIHLHO B
TEYeHUe S5 JHEH NpUBOAMIO K TOBBILEHUIO CPEAHMX 3HAYEHUH IUIOIIAAM  TIOA
(bapMaKOKMHETHYECKOH KpuBOW  «koHIeHTparms-Bpems» (AUC(-24) ©  MakCHMaIbHOM
koHueHTpauun (Cmax) mazomanuba Ha 66 % u 45 % COOTBETCTBEHHO, IO CPABHEHHIO C
IpUMEHEHHEM Ma3onanuba 6e3 conmyrcTBymux npenaparon (400 Mr oIuH pa3 B CYTKH B TEUEHUE
7 nueit). [Ipu noBeimennu 1036l B auamnazone ot 50 mr mo 2000 mr BenmuuuHbl Cmax 1 AUC
1a30MnaHu0a BO3pacTaiy B MEHbILEH CTENEeHH, YeM MPONOPLHOHAIBHO A03e. TakuM obpa3oMm, y
OOJIBIIMHCTBA MMALIMEHTOB I10CJIE CHUKEHUS J03bl Ma3onannda a0 400 Mr oguH pas3 B CyTKH B
NOPUCYTCTBUM MOIIHBIX HWHTUOMTOpOB u30odpepmenta CYP3A4 cucremHas SKCHIO3UIHA
na3onaHuda COOTBETCTBOBAJIA TAKOBOM IpU IPUMEHEHUH na3zonanuba B 1o3e 800 Mr oauH pa3 B
CYTKU 0€3 OJJHOBPEMEHHOI'0 MPUMEHEHMsI COIYTCTBYIOIIUX NpenaparoB. OHAKO Y HEKOTOPBIX
NAIMEHTOB BEJIMYMHA CUCTEMHOM SKCIO3ULIMHY NTa3011aHN0a MOXKET YBEJIIMYUTHCS 110 CPABHEHUIO C
TAKOBOH IpH OTAEIbHOM ero npumeHeHUH B g03e 800 mr. OgHOBpEeMEHHOE NPUMEHEHHE
nazonaHuba ¢ JApyruMu MoIHbIMH uHTHOUTOpamu wu3zodpepmenta CYP3A4 (takumu Kak
UTPAKOHA30J1, KJIAPUTPOMULIMH, aTa3aHaBUp, UHIUHABUD, He(Da30/10H, HEJI(PUHABUP, PUTOHABUD,
CaKBUHABHP, TEIUTPOMHUIIMH M BOPUKOHA30J) MOXKET MPUBOJIUTH K MOBBIIICHUIO KOHIIEHTPAIH
na3ornanu6a. Ilpu mpueme mpemapara ¢ TpeHNPpPYTOBBIM COKOM TaKKe MOXKET OTMEYaThCs
yBEJIMYEHUE KOHLEHTPAIUY Na301aHuoa.

[Tpumenenne 1500 mr namatunuOa, cydctparta u cinaboro uHruouropa msopepmenta CYP3A4,
P-gp u BCRP, onnoBpemenno ¢ 800 Mr na3onannba NpuBOAUT K YBEIMUEHHUIO CPETHUX BEIMYMH
AUC 0-24) 1 Cmax mociiegaero npuMepHo Ha 50-60 % 1Mo cpaBHEHUIO C OTAETHHBIM PUMEHEHUEM
nasonanu6a B go3e 800 mr. OpHOBpeMEHHOE NpUMEHEHHE Ma3onaHuba ¢ HMHrHOUTOpaMu
uzopepmenta CYP3A4, P-gp u BCRP (manpumep, nanatuHuO) MPUBOAMUT K TOBBIIIECHUIO
KOHIEHTpalluu IMa3onaHuba B I1azMe KpoBU. OIHOBpEMEHHOE NPUMEHEHHE C MOIIHBIMU
uHruoutopamu P-gp min BCRP MokeT n3MeHHUTh SKCIIO3ULIMIO U paclipesiefieHue a3onaHnoa, B
TOM 4YHCle pacrnpeaeneHue B LeHTpanbHOM HepBHOH cucreme (L[HC). Cnemyer wusberatsb
OJTHOBPEMEHHOI'0 NMPUMEHEHUs Ipernaparta ¢ MOIIHbIMU MHrHOuTOpamu P-gp mnu BCRP, nm6o
INPUMEHSTh ajbTepHATHUBHBIE IIperapaTsl, He O0O0JaJarollue YyKa3aHHbIM JIEHCTBUEM, WIIU
OKa3bIBaIOlIe MUHUMaJbHOE HHTHOupytoliee neiicteue Ha P-gp nian BCRP.

Crnenyer u3beraTb OJHOBPEMEHHOTO INPUMEHEHHUS Ma30MaHuba C MOIIHBIM HHTUOUTOPOM
uzopepmenta CYP3A4. Ecnu KIMHUYECKH NMPUEMIIEMOH albTepHATUBBI MOIIIHOMY MHTHOUTOPY
nzodepmenta CYP3 A4 e umeercs, 103a mazonannda gomxHa ObITh cHUXKeHA 10 400 Mr B CyTKH

Ha BeCh MEPHOJ MPUMEHEHUs] OJHOBpeMeHHOW Tepamuu (cM pazzaen 4.4). B ciydae pasButus
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Nuavkropsl nuzodpepmenra CYP3A4

Nunykroper  uzodepmenta CYP3A4, Hampumep, pudaMmouiuH, MOTYT YMEHBIIATh
KOHIIEHTPALMIO Ma3onaHnba B 1miazMe KpoBu. OAHOBpEMEHHOE MPUMEHEHHE Ma30MaHuba ¢
MOIIHBIMU MHAYKTOpaMHU P-gp mnm BCRP Mo)keT M3MEHUTh 3KCIIO3ULMIO M paclpeiesieHue
na3onanu6a, B Tom uucie pacnpenenenue B [{THC. Pexomenayercs npuMeHeHNe alTbTepHATUBHBIX
mpernapaToB, He OOJaJalOIIMX YKAa3aHHBIM JEHCTBHEM WM HMEIONUX MUHUMAIbHYIO
WHTUOMPYIOIIYI0 aKTHBHOCTH B OTHOIIEHUH n3odepmenta CYP3 A4,

Bimmsiaue nazonanu6a Ha cyOcTpaThl cucTeMbl utoxpoma P450

B uccnenoanusx in vitro Obu10 okas3aHo, 4To ma3onaHiud HHruoupyeT n30hepMEHTHI HUTOXPOMA
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. B wuccienoBanusx (papMaKoJIOTHUYECKHUX CBOMCTB
nazonaHuba, rae mpemnapar npumensuics B go3e 800 Mr oguH pa3 B CYTKHM IOKa3aHO, 4YTO
1a30MaHuo He IMEeT KITMHMYECKH 3HAYNMOT0 BIMSHUS Ha (hapMakOKHHETHKY KodenHa (cydcTpar
uzopepmenra CYP1A2), Bapdapuna (cydcrpar m3opepmenta CYP2C9) mnm omemnpasona
(cyoctpat uzodepmenta CYP2C19) y nanueHTOB €O 3710Ka4eCTBEHHBIMU HOBOOOPa30BaHUSIMHU.
[Tazonanu® npuBoaun k yBenudeHuto cpennux 3HaueHuii AUC u Cmax Muga3onama (cyocTpar
uzopepmenra CYP3A4) mpumeprno Ha 30 % wu moBeimeHuto Ha 33-64 % COOTHOIICHUS
KOHIIGHTpaluil JekcTpoMeTopdana © AeKcTpopdaHa B Moue IMOCIEe MpHeMa BHYTPh
nexcrpomeropdana (cyocrpat uzodpepmenta CYP2D6).

OnnoBpeMeHHOe mpuMeHenne 800 M mazonaHu6a OMH pa3 B CYTKH U MakiuTakcena 80 mr/m?
(cyoctpar uzodpepmentoB CYP3A4 u CYP2CS8) onun pa3 B Heaeno MPUBOAMIO, B CPETHEM, K
noBeimeHNI0 AUC n Cmax makmuTakcena Ha 26 % u 31 % cOOTBETCTBEHHO.

OnHoBpeMeHHOE MpUMeHeHue na3onanuda ¢ cyocrparamu uzopepmentos CYP3A4, 2D6, 2C8 ¢
Y3KUM TeparneBTUYECKUM JAUANa30HOM HE PEKOMEHIYeTCsl.

Brausaune mazonanmnba Ha apyrie GepMeHThHI U TPAHCIIOPTHEIE OEIKHU

HWccnenoBanwust in VItro mokasanu, 4To ma3omnanu6 sisercss MouiHbiM nHruouTropom UGT1AL u
OATPIB1 ¢ wunrubupyromieii konrenrpamueir B 50 % (ICso) 1,2 mMxM u 0,79 mMxM
COOTBETCTBEHHO. [la3omaHu® MOXET MOBBIIIATH KOHIIEHTPAIMU JIEKAPCTBEHHBIX IMPENaparos,
BBIBEJICHNE KOTOPBIX ocymiecTisieTcss B ocHOBHOM Inpu yuactun UGT1A1 u OATP1BI.

OnHOBpEMEHHOE TIPUMEHEHHUE A30IIaHn0a U CHMBACTATHHA

OnHOBpeMEHHOE NMPUMEHEHHUE Ma30MaHn0a U CUMBACTaTHHA YBEIMYUBACT YaCTOTY MOBBIIICHUS
aktuBHocTH AJIT (27 % mnpotus 14 %). Ecnu y mauueHTa, NpUHUMAIOIIETO CHUMBACTaTUH
OJIHOBPEMEHHO C Ta30MaHuOOM, ToOBBIMAeTCs akTuBHOCTH AJIT, crieayer BBINOIHUTH

PEKOMEHAAOHUU IO JO3UPOBAHHUIO masonanu0a ¥ OTMEHHTL CHMBACTATHUH. ,HaHHBIX JIA OILIEHKU
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Bimmstaue npuema nuimu Ha hapMaKOKHHETUKY NA30MaHn0a

[Tprem ma3omannba BMECTE C HACHIIIICHHON MM OCTHOW KUpaMU MHINEH MPUBOIUT K MPUMEPHO
nBykpatHomy yBenndeHut0o AUC u Cmax ma3zonanuoa.

JlexapcTBEHHBIE IIpenapaThl, KOTOPEIC NOBRIMAKT pH kemya04Horo coxa

OnHOBpeMEHHOE NPUMEHEHHE TMa30MaHuba W H30Menpas3oja CHUXKAET OHOIOCTYITHOCTh
nazonann6a npubmmsurenbHo Ha 40 % (AUC u Cmax). Cienyer m30eraTh OJHOBPEMEHHOTO
IPUMEHEHUs TMa30naHuba ¢ JIeKApCTBEHHBIMU IpenapartaMu, KOTopble MoBbImaT pH
KemyaodHoro coka. [Ipu HEoOXOAMMOCTHM OJHOBPEMEHHOTO TPUMEHEHUS HHTUOUTOPOB
npotonHoi mommnsl (MUIIIT) pekomeHnyercss mpuHUMAThH 103y Na30mnaHuOa BHE MpueMa IMHUIIH,
OIMH pa3 B JeHb BeuepoM, ogHoBpeMeHHo ¢ UIIIL. [Ipum HEOOXOAMMOCTH OXHOBPEMEHHOTO
MPUMEHEHUS aHTaroHucToB Ho-perientopos, nazonanub ciieyer IpUHUMATh He BO BpeMs pruemMa
MUY, KaK MUHUMYM, 3a 2 yaca /10 WM, 10 MeHblued Mmepe, yepe3 10 yacoB mocie mpuema
antaronucta Ho-penenropos. [1azonanu® cienyer nmpuHUMAaTh, IO MEHbIIIEH Mepe, 3a 1 yac 10
WIM 4epe3 2 4aca Mocje NMPUMEHEHHUs aHTaluIOB KOPOTKOro AeictBus. PekoMmeHpanuu mno
onHoBpeMeHHOMY npumenenuto MIIII wu anTtaronucroB Ho-peuentopoB OCHOBaHbI Ha

(1)I/ISI/IOJ'IOI‘I/I‘-ICCKI/IX 0COOEHHOCTSX Y€JIOBEYSCKOIO OpraHusma.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA
[TpoTuBonokazano npuMmeHeHue npenapara [lazomnanu6 npu 6epeMeHHOCTH U B IEPUOJ TPYIHOTO
BCKapMJIMBAHMSI.

)KGHHII/IHBI C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTD&HGHHI/I?[ Y MY)XYHH U )KCHHII/IH)

[TarueHTKaM ¢ COXpaHEHHBIM PENPOIYKTUBHBIM IOTEHIIUAIOM CJIE1yeT UCII0JIb30BaTh HAIe)KHbIE
METO/Ibl KOHTpPALENIMK B MEPHOJ JIeUeHHs Ma30IaHuO0M U B TE€UCHHE 2 HenleNlb Iocie mpueMa
MOCJIEAHEN JO3BI.

[Tpu MONOBBIX KOHTAKTaX MYXYHMHaM, B T.4. C Ba33KTOMUEN B aHAMHE3€, MOJIyYarolUM JeUeHHe
nazonaHuOoM, M UX TOJIOBBIM NapTHepaMm (OepeMEeHHBIM, JKEHIIUHAM, BEpPOSITHOCTh
OEpeMEHHOCTH y KOTOPBIX HE UCKIIOUEHA, UM JKEHIIMHAM C COXPAaHEHHBIM PElpOayKTHBHBIM
NOTEHIMAJIOM) HEO0OXOAMMO HCIOJIb30BATh MPE3EPBAaTHUB B TEUEHHE BCEro IMEpHOJa JICUCHUs
MY>KYMHBI, @ TAK)K€ B TEUEHUE 2 HEJIEeIb Moclie IprueMa MocjeiHel 1036l Ipernapara.
bepemeHHOCTD

[To naHHBIM HCCIEIOBAaHUH Ha )KUBOTHBIX M MCXOS U3 MEXaHU3Ma JeHCTBUS, Ta30MaHuO MOKET
HaHOCHUThb BpeJ] IUIOAY NpU NPUMEHEHHH y OepeMeHHBIX. B uccienoBaHMAX y KHUBOTHBIX
na3onaHu0 BhI3bIBAJI CAMOIIPOU3BOJILHOE MTpephIBaHNEe OEPEMEHHOCTH U OKa3bIBaJl TEPATOT€HHBIN

3h(}EKT y KphIC U KPOJUKOB MPU CUCTEMHOM SKCTO3UIIMK MEHBIIEH, YeM MpHU MPUMEHEHUN B
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Crnenyet nnpopMupoBaTh OEPEMEHHBIX, a TAKXKE MAI[UEHTOK C COXPAaHEHHBIM PEMPOIYKTHBHBIM
MOTEHIIMATIOM O OTEHIIMAIbBHOM PUCKE IS TUI0JIA.

JlakTamus

HewnsBecTHO, TPOHHUKAET JIU MMAa30MAHKO WIIM €r0 METaOOIMThI B TPYJHOE MOJIOKO, HET TAHHBIX O
BIIMSIHUM Ta30MaHu0a Ha MIIQJICHIIEB, MOJYYalOUUX IPYJHOE MOJIOKO, & TaKXe O BIUSHUU Ha
MPOJIYKILIUIO TPYIHOT'O MOJIOKA.

B CBs3M ¢ BO3MOXHOCTBIO DPa3BUTHs CEPHhE3HBIX HEXKENATEIbHBIX PEaKIMi y MIIQJICHIICB,
MOJTYYArOIIUX TPYAHOE MOJIOKO, CBSI3aHHBIX C BO3JICMCTBHEM I1a30MaHKOa, B MEPUOJ JIAKTAIIUN
MAalMEHTKE CIIeIyeT PEKOMEH/I0BATh OTKA3aThCs OT I'PYIHOI0 BCKaPMIIMBAHUS Ha BPEMsI TepaIluu

IperapaToM.

4.7. BiusiHde Ha CMOCOOHOCTH YNPABJSATH TPAHCIOPTHBLIMHM CpeICTBAaMU M padoTaTth ¢
MeXaHu3MaMu

Biustnue nmazonann6a Ha CIOCOOHOCTH YIPaBIATh TPAHCIOPTHBIMU CPEACTBAMHU HE M3Y4allOCh.
VYuuteiBas (hapMakoJIOTHYECKUe CBOWCTBA Mpenapara, BIUSHUS Ha IeATeIbHOCTh TAKOTO POJIa HE
oxupaercs. Crenyer HpUHUMAaTh BO BHUMaHHE OOIIEe COCTOSHHE MalMeHTa W Tpoduib

MoOOYHOTO JICUCTBUS IIpenapara.

4.8. HexxesiaTesIbHbIE peaKIIHU

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

Hwxe npejicraBineHsl HeXeIaTeIbHBIC JICKAPCTBEHHBIE PEaKIINY, BOSHUKABIIME TTPH TPUMEHEHUN
mpermapata B KIMHUYECKUX HCCIEAOBAHUSAX C YKa3aHWEM 4YacTOThl WX BO3HUKHOBEHUS
(Tabmuma 1).

HesxxenaTenbHble JeKapCTBEHHBIE PEAKLIUU CTPYIIIUPOBAHBI B COOTBETCTBUU C KIacCH(pUKaIei
opranoB u cucreM opranoB MedDRA. YacroTa BCcTpedaeMoOCTH OIPEACNAETCS CIETYIOIUM
oOpazom: ouensb yacmo (= 1/10); yacmo (= 1/100 no < 1/10); neuacmo (= 1/1000 go < 1/100);
peoko (= 1/10 000 mo < 1/1000); ouenv peoxo (< 1/10 000); uwacmoma neuszeecmna

(He MOXET OBITh OIICHCHA Ha OCHOBC MMCIOIIUXCA ,[[aHHBIX).

Tabmmma 1.
[TIKP CMT
Hngpexyuu u uneasuu
Undexmmu (¢ uam 6e3 HeHTporeHnn )* Yacro ¢
WNndexunu necen Heuacto Yacto
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U noaunvl)
Bbonbs B HOBOOOpazoBaHMsIX Heuacto OueHp yacTo
CunapoMm JiM3uca onyxoJiu ¢ ¢

Hapywenus co cmopoHul Kpo6u u tumgpamuueckou cucmembl

Heitrponenus Yacto OueHb YacTo
TpomMOomuTOTICHUS Yacto OueHp yacTo
Jlelikonenus Yacto OueHb YacTo
TTomumuremus Heuacto ¢
OHOoKpuHHbIE HApYULEHUS

T'unotupeos Yacro Yacro
[ToBbIICHHE AKTHUBHOCTH THPEOTPOIHBIX TOPMOHOB B | Yacto *

KpOBH

CHmkeHre KOHIICHTPAIIUU TJTFOKO3bI B KPOBU Heuacto *
Hapywenua memabonuzma u numanus

CHMKeHHE MacChl Tena Yacto OueHp 4acTo

CHMXEHME armneTuTa

OueHp 9acTo

OueHp 4acTo

I'unodocdaremus Yacro ¢
O0e3BOKHUBaHHE Yacto Yacto
I'mmomaranemus Heuacto Heuacto
Icuxuyeckue napywenus

becconnumna ¢ Yacrto
Hapywenus co cmoponwvl nepeHoti cucmembwi

I'onoBokpyxeHue Yacto Yacto
I'unecte3us Heuacto ¢
[lepudeprueckas ceHcopHasi HeiponaTus Yacto Yacto
[Tapecresns Yacto Heuacto
3aTOPMOKEHHOCTh Yacto *
COHIIMBOCTH Heugacro Heuacto

PaccTpoiicTBo BKyca (aucreB3usi)

OueHb 9acTo?

OueHb 4acTo

T'onoBHAas 00JIb

OueHp 4acTo

OueHp 4acTo

UiemMudeckuii HHCYIbT Heuwacto Hewacto
TpaH3uTOpHAS UIIEMUYECKAs aTaKa' Heuacto ¢
CunzipoM o6paTuMoii 3aaHelt sHedanonaTun’ Penxo ¢
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Hapywenus co cmoponwl opeana 3penus

HeuerkocTs 3peHus Yacto Yacto
ObeciBeunBaHUE PECHHULL Heuacto ¢
Ortcnolika/pa3pbIB CETYATKH Heuacro ¢
Hapywenus co cmoponul cepoya

Hapymenust cepaeunoit  nestenbHOCTH  (cHukeHue | Heuacto Yacto
OBJDK, xpoHudeckas cepaeyHas HEIOCTATOYHOCTb,

OrpaHHYeHHAas KapAHOMHUOIATH)®

bpanukapaus Heuacro® Yacro*
Undapkr Muokapmaa’ Heuwacto Heuwacto
HNnremusa MI/IOKapI[al Heuacto ¢
KenynoukoBas Taxukapaus Tumna «nupysT» (torsade de | Hewacro ¢
pointes)?

Hapywenus co cmoponul cocy0os

ApTepuanbHas runepreHsus’ OueHnb yacto Ouenb yacto
Omryienre NpuinBa sxapa K JUIy Yacro Yacro
Benosnast Tpom603MO0ITHS Yacto Yacto
I'emopparus Heuwacro Heuwacro
KpoBoreuenue u3 Bepxuux oraenos KKT Heuacto Heuacto
PerponepuroneanbHOE KPOBOTEUEHUE Heuacto Heuacto
PexranbHOE KPOBOTEYEHHUE Heuacro Heuacro
TpomboTnueckass Mukpoanruomarus (B Tom uwucie | Peqko Heuacto
TpoMOOTHUYECKass TPOMOOLMTONEHUYECKAsl MypIypa H

TeMOJTUTUKOYPEMIYEKHii CHHAPOM)!

KpoBoTteuenue nu3 nonoctu pra Heuwacro Yacro
I'emopponianbHOE KPOBOTEUEHHE Heuacto ¢
AHallbHOE KPOBOTEUYEHHE Heuacto Yacto
bponxunanbHOE KpOBOTEUEHHE ¢ Heuacro
KpoBoTeduenus n3 MOYEBBIBOASIINX TyTEU Heuacto ¢
«IIpunuBbD» Yacro Yacto
I'mneproHnyeckuit Kpus Heuacro ¢
Hapywenus co cmopoHbl ObixamenvHou cucmembl, opeanos 2pyOHOU KIemKU U CpeooCmenus
Kamens ¢ Yacto

Crpanwnma 13 u3 25



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 24.12.2024 N2 2

—
|:F-

T — MAGRROBATENERGELES 000T)
Oppiiika (TUCITHO?) Yacto Yacto
[TaeBMOTOpaKc Heuacto Yacto
Punopes Heuacto Heuacro
bonu B pororiorke ¢ Heuacro
Hkora ¢ Yacro
KpoBoxapkanbe Yacto Heuacro
UurepcTunuanbaas 60J1e3Hb JerKHX/THEBMOHHUT! Penxo Penxo
HocoBoe kpoBoTeueHue Yacto Yacto
Jlerounoe kpoBOTEUECHUE Heuacto Yacro
Kenyoouno-kuweunvie napyuienus

Meteopuzm Yacro Yacro
B3nyrue xuBora Yacto Yacto
SI3BEHHBII CTOMATUT Yacro ¢
UYacras nedexamnms Heuacto ¢

PBota ¢ xpoBbrO Heuwacro ¢
I'emaroxe3us Heuacto ¢
[Tepdopariust TOICTON KUIITKH Heuwacro ¢
[Tepdoparius MOAB3IOIIHON KHIIIKH Heuacto Heuacto
Menena Heuacto Heuacto
ITankpeatur Heuacro ¢
IIeputonut Heuacro Heuacro

Bonw B kuBOTE (B TOM YHCIIE B SMUTACTPUHU U IO XOAY

OueHb 9acTo

OueHb 4acTo

KHILIEYHUKA)

Huapes Ouensp yacto Ouensp yacTo
Hucnencus Yacro Yacro
Tephopanus xKeayaKa Uil KHIIedHHKa® Heuacto ¢
OO0pa3oBaHue KeITyT0UHbIX /MU KUIIeUHbIX cBUmell | Hewacto Heuwacro
HapyxHblii OpromiHoii cBHIIL Heuacto Heuacto
[ToBpIlIEHNE AKTUBHOCTH JIMIIA3bI Yacto® ¢

TomHuoTa OueHp 4acTo OueHp 4acTo
Cromatut Yacto OueHn yacTo
PBora OueHb 4acTo OueHb 4acTo

Cyx0ocCTh CITU3UCTON 000JI0UKH MOJIOCTH pTa

Yacto

Yacrto

Crpanwnma 14 u3 25




COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 24.12.2024 N2 2

—
|:F-

Kposoreuenue u3 XKKT i

YEJIE[LOBATENY

G 000

Hapywenus co cmoponul neuenu u scenuesbleo0auux nymeti

['enaToTokCHMYHOCTH Yacro ¢
Kenryxa Heuacto ¢
JlexapcTBEHHOE MOPAKEHUE MTEUCHU Heuacto ¢
[leueHouHast HEIOCTATOUYHOCTh Heuacto ¢
OTKIOHEHHE TIE4EHOYHOMN (PYHKIIUU OT HOPMBI® Yacto Heuacro
Hapywenus co cmoponul Kodtcu u noOKOINCHbIX MKAHell

[Topaxenus Koxu Heuacto Yacro®
Anoneuus OueHnb yacto Yacro
DKchomuanus Koxu Heuacto ¢
['enepanu3oBaHHBI 3y Heuacto ¢
CyxocTb KOXKHI Yacro Yacto
DkcdoauaTUBHAS CHITTH ¢ Ouensb yacto

HM3mMmeHeHune 1BeTa BOJIOC

OueHp 4acTo

OueHp 4acTo

[Topaxenue HorTeu Heuwacro Yacro
[TanpMapHO-TUIaHTapHAsT 3pUTpOM3ecTe3us (J1agoHHO- | OueHb YacTo Heuacto
MIOJIOIIBEHHBIN CUHIPOM)

ITonomBeHHas s3pureMa Heuacto ¢

S13BBI KOKHU ¢ Heuacto
Peakuust porocencubmnmzanuu Heuacto Heuacto
I'mneprunpos Yacto Yacto
Kosxnas ceinb Ouensp yacTo Heuacto
BesukynspHas chllb Heuacto ¢
[Tamyne3Has cuinb Heuacto Heuacto
DpuTeMaTo3Hasi ChlIIlb Heuacto ¢
I'enepanuzoBaHHas ChIlb Heuacto ¢
MakynspHas Cblllb Heuacro L4
3yadias Chllb Heuacto ¢
KosxHb111 3y11 Yacro Yacto
Oputema Yacto Yacto
JenurMeHTanus KOxX1 Yacro ¢
I'nmmonurMeHTans KOKH Yacto OueHn yacTo

HapymeHuﬂ CO CMOpPOHbL MblwellHOIZ, CKeNemHOU U COeOUHUMEbHOU MKAHU
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CxkeneTHO-MBIIICYHAs 00JIb M :ﬁelgd;}'d E"';'TEHE'HI*&%:TE:' 0o0oT)
MBEIIIeUHBIN CIIa3M Yacto Yacto
ApTtpanrus Yacto Heuacto
Muanrus Yacto Yacto
Hapywenus co cmoponul nouek u Mouesvlg00suux nymet

[IpoTennypus’ OueHb yacTo Heuacto
I'ematypus Yacto Heuacro
Hapywenus co cmopoHsl penpodykmusHotl cucmemsl U MOJIOYHBIX Jicele3
Menopparus Heuacto Heuacto
Mertpopparus Heuacto ¢
Biraranumnoe kpoBoTeueHue Heuacro Heuacto
Obwue HapyweHus u peakyuu 8 mecme 68e0eHUs

Bocmanenue ciu3ucToi 000I109KH Yacto Heuacto
Oteku Yacto® Yacto’
Acrenuns Yacto Heuacto
bonsb B rpyaHoit KeTke! Yacto Yacto
03100 HeuacTto Yacro

IToBeIIeHHAS YTOMJIACMOCTD

OueHp 4acTo

OueHp 4acTo

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

[ToBbimenue akTuBHOCTH AJIT! OueHp 4acTo Yacro
IToBbinienne aktuBHOCcTH ACT? OueHp yacTo Yacrto
TunepOunupyouHeMus® Yacro Heuwacro
N3meneHne KOHIEHTpaluy X0JeCTEPUHA B KPOBU ¢ Yacto
[ToBbIIEHNE KOHIEHTPAIIMU KPEaTUHNHA B KPOBU Yacro ¢
IloBrIIIIEHNE aKTHBHOCTH aMHJIa3hl Yacto ¢
[ToBbITIEHNE KOHIIEHTPAIIT MOYEBUHBI B KPOBU Yacto *
['unoansOymuHEMUS ¢ OudenHb 4acTo
IToBeIlIEHUE aKTHUBHOCTU ramma- | Hacto Yacrto
TTFOTAaMUITPAHCTICTITH/Ia3bI

N3MeHeHne aKTMBHOCTHM TOPMOHOB  IMUTOBUAHOM | Hewacto ¢

JKeIIe3bl

V nnmuenne naTepsana QT? Heuwacto Hewacto
CHmkeHue Beca YacTo OueHp 4acTo
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4 - B X0JI¢ PETUCTPAIIMOHHBIX KIMHHYECKHX I/I)CJIe,HOBégIl/Hl;I:"tﬁ%‘iﬁé&l@%ﬁ%ﬁ%ﬁb;&'%ﬁég{hﬂ c

pHEeMOM Ta30maHn0a He YCTaHOBIICHA;

! - noapo6uas uadOpMaIus puBeneHa B pasaene 4.4;
2 - ares3us (yTpaTa BKYCOBOH UYBCTBHTENHHOCTH), THIOTeB3Hs (IOHMKEHHE BKYCOBOM
YYBCTBUTEIBLHOCTH);

3 - B GONBIIMHCTBE CITydaeB MalbMapHO-TLIAHTAPHAS IPUTPOIU3ECTE3Hs (11aJOHHO-TIOIONIBEHHbIi
CHUHJIPOM);

4 - Gpangukapaus OmpenenseTcs Ha OCHOBAHMH YacTOTHI CEpAEUHOro putMa (MeHee 60 ymapoB B
MUHYTY). Bpagukapaus ¢ KIMHUYECKHMMH MPOSBICHUSIMH BCTPEUYaeTCs pexe, M ee 4acToTa
OCHOBaHA Ha oT4YeTax 0a3 MaHHBIX 0 O€30IIaCHOCTH I1a30I1aHn0a;

® - nna nokasanus IIKP uacToTa BCTpeyaeMOCTH OCHOBAHA HA JAHHBIX, MOJYYEHHBIX MpPH
MPOBEJICHUH JIOTIOJHUTEIbHBIX UCCIEIOBAHUML;

6. nepn(bepnqecm/le OTCKH, JIOKAJIBbHBIC OTCKH, OTCKU I'JIa3, JIMIA,

" - nepudepudeckue OTEKH, OTEYHOCTH BEK.

HeiitporieHusi, TpOMOOIIMTONICHUSI ¥ MaJIbMapHO-IUIAHTAPHAS DPUTPOAU3ECTE3Us (JaIOHHO-
NOJONIBEHHBI  CHHIAPOM) 4amie HaONIJajdnch Yy  TAIMEHTOB  BOCTOYHOA3UATCKOTO
IMPOUCXOKACHUA.

B taGnuie 2 mpeacTaBieHbl OTKIOHEHUS JTa00paTOPHBIX TTOKa3aTeNel, Betpeyasimecs y > 15 %
narueHToB ¢ [1IKP, mpuHuMaBmux ma3onaHu® B Xoj/ie KIMHUYECKHX HcclieaoBaHul. CTeneHb
OTKJIOHEHHS OCHOBBIBa€TCS Ha KiaccuuKalMu  OOIIMX  KPUTEPHEB TEPMHUHOJOTUU

HexxenatenbHbIX sABineHull (CTCAE) HanmonanesHoro nHCcTUTYyTA paka.

Tabnuna 2.
[TapameTpsl [Tazonanu6 [Tnane6o
(N =290) (N =145)
Bcee Crenenp | Crenens | Bee Crenens | CremneHb
creneny, | 3, % 4, % creneny, | 3, % 4, %
% %
I'emamonocuueckue
JlelikoneHHs 37 0 0 6 0 0
Hefitponenus 34 1 <1 6 0 0
TpombonuTonenus 32 <1 <1 5) 0 <1
JlumdoruroneHus 31 4 <1 24 1 0
buoxumuueckue
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IloBEIICHNE aKTUBHOCTH 53 10j (gULIELgBATEITEAYL 1D Uilg)
AJIT
[ToBpIlIEHNE AKTUBHOCTHU 53 7 <1 19 <1 0
ACT
l'uneprivkeMus 41 <1 0 33 1 0
[ToBbieHNE 36 3 <1 10 1 <1
KOHIICHTPALIUU
obmiero OunpyonHa
I'unodocdaremus 34 4 0 11 0 0
l'unokanbrmemus 33 1 1 26 1 <1
l'unonaTpuemus 31 4 1 24 4 1
['unepkanuemus 27 4 <1 23 5 0
['unepkpeaTnHUHEMUS 26 0 <1 25 <1 0
['unmomarauemus 26 <1 1 14 0 0
lamormukemust 17 0 <1 3 0 0

B tabnuue 3 npeacraBneHbl OTKIOHEHUS J1a0OpaTOPHBIX MOKa3aTesel, BcTpeyasimecs y > 15 %

nanurentoB ¢ CMT, momy4yaBmiux ma3omaHu® B XOJ€ KIMHUYECKUX wucciaenaoBaHuii. CrteneHb

OTKJIOHEeHUs ocHOBbIBaeTcs Ha kinaccudukanuu CTCAE HannoHansHOTO MHCTUTYTA paka.

Tabmuna 3.
[TapameTpsl [Tazonanu6 [Tnane6o
(N =240) (N=123)
Bcee Crenenp | Crenens | Bee Crenenp | Crenens
crenenn, | 3, % 4, % creneny, | 3, % 4, %
% %
I'emamonocuueckue
JleiikoneHus 44 1 0 15 0 0
Heiirponienus 33 4 0 7 0 0
TpomOonmToIeHUs 36 3 <1 6 0 0
JlumdouutoneHus 43 10 0 36 9 2
AHemus 27 5 2 23 <1 <1
buoxumuuecxue
[ToBbIlIEHNE AKTUBHOCTH 32 3 0 23 <1 0
o
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[ToBbIlIEHNE AKTUBHOCTH 46 8 PIOCTEOYREATENERICTE 00U
AJIT

[ToBbIlIEHNE AKTUBHOCTU 51 5 3 22 2 0
ACT

['unoansOymuHeMus 34 <1 0 21 0 0
[M'uneprioukemust 45 <1 0 35 2 0
[ToBbieHNE 29 1 0 7 2 0
KOHIIGHTpalMu  00mIero

OounpyOuHa

['unonarpuemust 31 4 0 20 3 0
Namokanuemus 16 1 0 11 0 0

B Ta6J'II/II_Ie 4 MNpCACTAaBJICHbI  HCKCIIATCIIbHBIC  pCaKIUU, BBIABJICHHBIC BO  BPCM:A
MMOCTPECTUCTPATMOHHOI'O IPUMCHCHU A masonanuoa. HaHHHe HEXKCJIATCIIbHBIC pCAKIIUH BKIIOYAIOT
B ccOsf CHOHTaHHEIC COOGHIGHI/UI 0 HCKCIATCIbHBIX ABJICHHUAX, a TaKKC CCPbC3HLIC
HCKCJIATCIbHBIC PCAKIHMKU, BBIABJIICHHBIC B PE3YJIbTATC MNPOAOJIKAOIINXCA HCCHGHOB&HHﬁ,
I/ICCJ'IG,I[OBaHI/Iﬁ KIMHUYECKOMN Q)apMaKOHOFI/II/I H ITOHMCKOBBIX I/ICCJ'IeI[OBaHI/Iﬁ 10 HCYTBCPKACHHBIM
IIOKa3aHUAM.

Tab6muna 4.

Hugpexyuu u unsasuu

Wudexun (c uam 6e3 HeUTPOIeHNN ) Yacro

Hapywenus co cmoponvl kposu u numgamuueckou cucmemol

THomuumuremusa Heuacto

TpomboTuueckass MuKpoaHruonatus (B TOM Heuacro
quciae TpoMOOTHYeCKas TPOMOOLIUTONIEHYECKast

ypIypa U TeMOITHTUKOYPEMIYECKUii cunpom)’

Hapywenusa memabonuzma u numanus

CI/IHI[pOM JIM3UCa OIYXOJIn (B TOM 4YHUCIIE U CO YacToTa HEn3BeCTHA

CMepTenbHBIM HCXOI0M)!

Hapywenus co cmoponul nepenoii cucmemvl

1

Cunapom oOpatumoit 3a1Hel 3HIehaTONaTHH Penko
Hapywenus co cmoponwl opeana 3penus

Otcnolika ceT4aTku Heuacto
Pa3peiB ceTuatku Heuacro
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Hapywenus co cmopoHul cocy0os

AHEBpU3MBI U PacCIIOEHUsI apTeEPUn Penko

Hapywenus co cmoponul OvixamenvHotl cucmemsl, Op2aHos8 2pyOHOU KIemKU U CPeOOCmeHUs]

NHTtepcTunmanbHas 0o0J1e3Hb JeTKuX/ Penxo

HHCBMOHI/I}I1

Kenyoouno-Kuuleunvie HapyuleHus

Merteopuszm Yacto

[Tankpearur Heuacro

Hapywenus co cmoponul neuenu u srcenyesbi8o0auux nymeti

Ileuenounas HEOOCTAaTOYHOCTb YacToTa HEeH3BEeCTHA

HapyweHuﬂ CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHEl

SI3Ba KOXH Heuacto

HapymeHuﬂ CO CNOPOHbL Mbll/l/leltHOL?, CKeNemHou U COeOUHUMENIbHOU MKAHU

Aprpanrus Ouenb yacto

MEI1IeYHEIA cI1a3M Yacto

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

IToBBIIIEHHE AKTHUBHOCTH ramMmma- Yacro

TIIIOTAMUAJITPAHCIICIITUIA3bI

! - nonpoGras mHGOpMAaIMs IpUBeIeHA B paszene 4.4.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare 0 MOJ03peBaeMbIX HEXKENATeNbHBIX PEaKIUsAX IOClie pPEeTUCTpalluu
JIEKapCTBEHHOTO Tperapara ¢ 1elbio 00ecrnevyeHrs HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«IoNb3a — PHUCK» JICKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM paOOTHUKAM pPEKOMEHIYETCS
CO00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKEIIATEIBbHBIX PEAKIUAX JICKApCTBEHHOTO Ipernapara
yepe3 HallMOHAJbHBIE CUCTEMBI COOOIICHUS O HEKEIATeNbHBIX PEaKIHsIX TOCyIapCTB — YJICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®@enepanns

®denepanbHas cyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

109012, r. Mocksa, CrnaBsiHCKasl Iiiomaip, 1. 4, ctp. 1

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

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B HH(OPMaLMOHHO-TEIEKOMMYHUKAMOHHON ceTn «HTEpHETY:!
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4.9. Ilepeno3npoBka

CHMIITOMBI

B KIMHUYECKUX MCCIIeOBAHUAX TTAa30MIaHn0 mpuMeHsuIics B go3ax 10 2000 mr.
Jo301MMUTHPYIOIAss TOKCUYHOCTh (TOBBILIEHHAS YTOMJISIEMOCTh 3 CTENEHH) U apTepHalibHast
runepreHsusa 3 creneHu Habmoganuch y 1 u3 3 nmanuentos, npuHasmux 2000 mr u 1000 mr
na3ornann0a B CYTKH COOTBETCTBEHHO. BO3MOXHO yCHJICHUE BBIIICONMCAHHBIX HEXKEIATEIbHBIX
SIBIICHHI.

JleueHue

Jleuenne cumnrTomaTuyeckoe. TONBKO HE3HAUMTEIbHAS YacTh MA30IMaHHMOA MOYKET BHIBOAUTHCS
MOCPEACTBOM T'€MOJAMANIN3a, MOCKOJIbKY BBICOKA CTENEHb €ro CBA3BIBAHUA C OEIKaMU IUIa3Mbl

KPOBH.

5. PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYecKHe CBOiicTBA
®apMakoTeparneBTUYECKas IPyIa: IPOTUBOOIYXO0JIEBbIE CPEICTBA; MHTUOUTOPHI IPOTEUHKHUHA3;
JIpYyru€ HHIMOUTOPBI IPOTEUHKUHA3.

Kon ATX: LO1EXO03

MexaHu3M ASHCTBUS

[Ta3omanu® sBISETCS MOIIHBIM HMHTHOMTOPOM MHOXKECTBA THPO3MHKHHA3, B TOM YHCIIE
TUPO3WHKUHA3 PEIenTopoB dHIoTeHanbHbIX (hakTopoB pocta (VEGFR) -1, 2, 3, peuenropos
dakropa pocra tpombonutoB (PDGFR)-o0 u B, pementopoB ¢dakropa pocta (hudbpodiacTon
(FGFR) -1 u -3, peuentopa dakropa crBoioBbix kieTok (Kit), a Takke T-KIETOYHOM KHHA3BL,
uHaynupyemoil unrepneikuom 2 (Itk), nelikounrtcnenupuueckoid MPOTEUH-TUPO3UHKUHA3HI
(Lck) 1 THpO3WHKMHA3KI pElenTOpa KOJIOHUECTUMYIHUPYIOIEro GpakTopa Makpodaros (c-Fms). In
Vitro nazomanu® MHrUOUpyeT MUranA-uHIyIHpyeMoe ayrodochopunuposanne VEGFR-2, Kit u
PDGFR-B. In vivo nazonann6 uaruoupyer VEGF-unayuupyemoe dhochopunuposanre VEGFR-
2 B TKaHSX JIETKUX >KUBOTHBIX, aHTHOTEHE3 Y XKHBOTHBIX M POCT HEKOTOPBIX YEIOBEUYECKHX
OITYXOJIEBBIX KCEHOTPAHCIUIAHTATOB y )KUBOTHBIX. Cpenaue 1Cso mpu CBA3BIBAaHUN MA30MIaHN0A ¢
peuentopamu VEGF, dakropa pocra TpoMOOLIUTOB U (haKTOpa CTBOJOBBIX KJIETOK COCTaBIISIOT
10, 30,47, 71, 84 u 74 HMOJBL/II COOTBETCTBEHHO.

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

AOGcopOnus

MakucmanbHast KoHeHTparus (Cmax) ma3omannoa, B cpeiHeM, TOCTUTAaeTCs Yepe3 2-4 yaca mociie
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npueMa BHYTpb. ExxeTHeBHBIN mpreM NpuBOIUTK 1-, 2-,'@',—&*12@';&6%@%%&{'&_&%@@ Ipu

exenneBHoM npueme 800 mr nazonanu6a 3HaueHuss AUC U Cmax coctaBisuii 1,037 uXMKr/mi u
58,1 mMxr/mi (3xBuBasieHTHO 132 MKMOIIB/1T) cooTBeTCTBeHHO. CymiecTBenHoro yBennueHuss AUC
1 Cmax HE HaOII01AI0Ch MPH MTOBBIIICHUH 10361 TazonannOa 6osee 800 mr.

CucreMHasi 3KCHO3UIMS Ma3omnaHuba yBeJIMYMBajIach mnpu npueme c numeld. IIpuMenenue
na3omnanuba ¢ MuIIel ¢ BHICOKUM U HU3KUM COJIEp)KaHHEM KUPOB MPHUBOJIUT MPUOIU3UTEIHHO K
2-xpatHomy yBenmudeHHI0 AUC u Cmax. Takum oOpa3om, ma3onaHu® cieayeT NpUHUMATh I10
MeHbIIIel Mepe 3a 1 gac 10 uim yepes 2 yaca 1mociie mpuemMa numiu (cm. pasaen 4.2).
[Tpumenenne 400 mr ma3zonmaHuOa B BHJE PACKPOIIEHHON TAaOJICTKH BBI3BIBACT YBEIWUYCHUE
AUC(0-72) 1 Cmax TpUOIM3UTENBHO B 2 pa3a U BHI3BIBAECT YMEHBIICHHUE tmax (BPEMs JOCTHIKEHHUS
MaKCUMaJIbHOM KOHIIEHTpAIlMU B IJIa3Me€ KPOBH) MPUOJIM3UTENBHO Ha 1,5 yaca 1o cpaBHEHUIO C
MPUMEHEHHUEM B BUJIE 11€T10i TabsieTku. bruogocTynmHOCTh U cTeneHb adbcopOIuy na3onanuda npu
NEepoOpaTbHOM MpUEMe YBEIMUYUBACTCS MPU MpPUEME PACKPOIICHHON TabNeTKU MO CPaBHEHUIO C
1esnoi TabseTkoil. B cBs3u ¢ BblllecKka3aHHBIM Ta0JIETKU Ia3011aHK0a He CIIeAyeT U3MEIbYaTh (CM.
pasznen 4.2).

Pacupenenenue

Cas3piBaHue MasonaHuba ¢ OelkaMu IIa3Mbl KpoBH IN VIVO coctaBisuio Gonee 99 % BHe
3aBUCHMOCTH OT KOHIIeHTparuu B auana3zoHe 10-100 mxr/mor.

Janubpie In VItr0 MmO3BOJIAIOT Mpearojararb, 4YTO IA30MaHUO SBIAETCS CyOCTpaToM JUis
P-riukomnporenna (P-gp) u 6elika pe3uCTEHTHOCTH paka MojI04HOi skenne3bl (BCRP).

BI/IOTDaHC(bODMaHI/IH

Hccnenosanus in Vitro mokasanu, 4To MeTaboJIM3M Ma3onaHuba ornocpe0BaH MPEeHMYIICCTBEHHO
nzopepmerTrom CYP3A4, a taxxke B He3HaunmTenbHOW creneHn u3odepmentamu CYPIA2 u
CYP2CS.

DJIMMUHALNS

[Tazonann® BBIBOAWTCS MEJICHHO CO CPEIHUM 3HAUCHHEM IepUoja TOJyBbIBeACHHS (t1/2)
30,9 gaca mocie mpuema B pekoMeHaoBaHHOU 03¢ 800 mr. BriBemeHue ocymiecTBIsSETCS B
OCHOBHOM uepe3 KMIIEUHUK, U TOJIbKO MeHee 4 % MPUHATON J103bl BHIBOJUTCS MOYKAMH.

Oco0bIe I'pynnbl HJaMCHTOB

Toueunas nedocmamournocme

BeiBenenue mazomann6a He 3aBucut ot KK (30-150 mu/muH).

He oxumaercs N3MEHEHUsT CHCTEMHOM SKCIIO3UIMHK MTa3omanuoa y nanueHToB ¢ KK > 30 mu/muH,
B CBSI3U C YeM KOPPEKIHH JI03bI Y MAIIMEHTOB JJAHHOW KaTErOpUHU HE TpeOyeTcsl.

Ileuenounas nedocmamounocme

VY nmanueHToB ¢ HapyleHHeM (YHKIIMHM MEeYEeHHU JIETKOM cTeneHu (KOHLEHTpauus OunupyorHa B
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npenenax HOPMbI MpPHU MOBBIIEHUH AaKTUBHACTH AN 060~ efeheni Hatr [rosaidénne

KOHIIEHTpaluu ounnpybuna meHee 4em B 1,5 pasa Beime BI'H vezaBucumMo ot aktuBHOCTH AJIT)
1ocje OJHOKPATHOTO mpreMa mnazonanuba B 1o3e 800 Mr oguH pa3 B CYTKH CpeJHUE 3HAYCHUS
dapmakokuHeTnueckux mapamMeTpoB (Cmax 30,9 mkr/mn, (12,5-47,3 wmxr/min) u AUC(o-24)
841,8 Mxrxu/mi (600,4-1078 MKIrx4/mMi)) COMOCTABUMBI CO CPETHUMH 3HAYECHUSMH Yy MMAIIHCHTOB
c HopmanbHOH (yHkumeit nedeHn (Cmax 49,4 wmxr/man (17,1-85,7 mxr/m) u AUC(o-24)
888,2 Mxrxu/mn (345,5-1482 mkrxu/mi)).

MaxkcuMmanbHasi mepeHocuMasi J03a IMa3onaHuba y MalKdeHTOB C YMEPEHHBIM HapylIeHHEM
GbyHKIMY MTe4eHH (MOBBIIICHNE KOHIIEHTpalui OUTupyOrHa OT oJIyTopa 10 Tpex pa3 Boie BI'H
He3aBucuMo oT akTuBHOCTU AJIT) cocrasisuia 200 mr ojuH pa3 B cyTku. Cpennue 3HaueHust Cmax
(22,4 mxr/mn (6,4-32,9 mxr/mi)) u AUC0-24) (350,0 mxr>xu/ma (131,8-487,7 Mxrxu/mi)) nocie
npuema 200 Mr mazomnanuba OUH pa3 B CyTKHU Y MAIIMEHTOB C YMEPEHHBIM HapylIeHHeM () YHKIIUU
MEYECHU COCTABIISUIM MPUOIU3UTENBHO 45 % 1 39 % COOTBETCTBEHHO MO CPAaBHEHUIO CO CPETHUMU
3HAYCHUSMHU y MAIMEHTOB C HOPMaJbHON (yHKIMEH NeueHH IOclie IprueMa mpenapara B J103€
800 mr omuH pa3 B cyTkd. HemocTarouHo MaHHBIX O MPUMEHEHUH ITa30MaHu0a y MalMeHTOB C
HapylieHHneM (QYHKIMH TEeYeHU TSKENON cTernmeHu (KOHLEHTpalus oluiero ounupyouna Oosee
yeM B TpH pasa npesbiiiaer BI'H, nezaBucumo ot aktuBHOcTH AJIT), B CBSI3U C UeM MpUMEHEHHE

y MaIlMEHTOB JAHHOU KaTerOpHH HE PEKOMEHI0BaHO (cM. pazzen 4.3).

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. IlepeyeHp BCIOMOraTeJIbHbIX BEIIECTB
Snpo

[emnrono3a MUKPOKPHCTAIIIMYECKAs
KapOoxcumernnkpaxmai HaTpus
[ToBunon-K25

Maruus creapar

CocraB 000JI0YKH:

['mmpomeriosa

Turana quokcun (E171)
Maxkporo-4000
[Tomucop6at-80

6.2. HecoBmecTHMOCTH
He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)
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3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTb 1pu Temrneparype He Boiie 25 °C.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

ITo 30, 60 Tabmerox B 0aHKY M3 MOJUATUIICHA BBHICOKOW IUIOTHOCTH WJIM O0aHKY CTEKIISTHHYIO U3
KOPUYHEBOTO CTEKJIa TPEThEro THUIPOJIMTHYECKOT0 Kiacca, YKYHNOPEHHYIO KPBILIIKOW
MOJIUIPOIIMICHOBONH C BJIArONOIJIOTHTEIEM C KOHTPOJEM IIEPBOTO BCKPBITUS, C CHCTEMOM
«HaXKaTh-TIOBEPHYTh» WIU 0€3 Hee, WM KPBIILIKOW MOJUIPONUIEHOBOH C MeMOpaHO#l, ¢
KOHTPOJIEM [IEPBOT'O BCKPBITHS, C CUCTEMON «HaXKaTh-TIOBEPHYTH) WK Oe3 Hee.

JomyckaeTcss CBOOOJHOE TPOCTPAHCTBO B OaHKEe 3alOJHUTh BATOH  MEIMIIMHCKON
TUTPOCKOITUYECKON.

Ha 6aHKy HaKJIeHBarOT 3TUKETKY CaMOKJIESIIYIOCS.

Opany 0aHKy BMecTe€ C HMHCTPYKIMEH MO MEIMIIMHCKOMY NPUMEHEHHIO (JIUCTOK-BKIIAIbIII)
MOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TTAYKY).

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHUYTOXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJIYYeHHBbIX TOcjde NPHMEHEeHUus
JIEKAPCTBEHHOI0 MpenapaTa u Apyrue MaHUIYJISIUM C PenapaToM

Beck ocraBmmiics lekapcTBEHHBIN Mpenapar U OTXOMAbI CIIEAYeT YHUYTOKUTh B COOTBETCTBUU C

YCTAaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe60BaHI/I$IMI/I.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccns

00O «O30H Menuka»

445043, Camapckas obmnacts, r.0. Toassatta, TEP. O3 IIIIT, MI'CTP. 3-1, 3nanue 11, ctpoenue

1, xom. 37.

7.1. IlpencraBuTe/ib AepaKaTelisi perHCTPALIMOHHOTO Y10CTOBepPeHHus

[IpeTen3uu HOTDC6I/ITCJ'IGI\;I HalpaBJIATH IO aApPeECy:

Poccus

000 «O308»

445351, Camapckas 06011., 1.0. JKurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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8. HOMEP PETUCTPAIIMOHHOI'O Y IOCTOBEPEHIs =MV T5 0007)

9. JATA TIEPBUYHOW PETMCTPALIMM (MMOATBEPKIEHUS
PETACTPAIIAU, TEPEPETVCTPALIAN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO1ast xapakTepUCTHKa JIeKapcTBEHHOTr o npenapara [lazonanun6 goctynHa Ha HHGOpMaMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOT0 COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHONW CETU

«Uutepuer» http://eec.eaeunion.org/.
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