COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 19.08.2025 N= 20576

OBIIASI XAPAKTEPUCTUKA JEKAPCTBEHHOFO TIPEITAPATA "702)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

ITA3OITAHUB-TJI, 200 mr, TabieTKH, MOKPHITHIC MJICHOYHONH 000TI0UKOH.
ITA3OITAHUB-TJI, 400 Mr, Ta0IeTKH, MOKPHITHIC TUICHOYHONH 000IOUKOH.

2. KAUECTBEHHBI 1 KOJTUYECTBEHHBI COCTAB
JleiicTBylo11Ie€e BEIIECTBO: Ta30I1aHUO.

TTA3OITAHUB-TJI, 200 Mr, TabiaeTKH, HOKPHITHIE ILICHOYHOM 000J10YKON

Kaxxnas Tabnerka cogepxut 200 mr nmazonanuba (B BUjE ma3omanuda rupoxIopuaa).

TTA3OITIAHUB-TJI, 400 Mr, TabiaeTKu, HOKPHITHIE IJICHOYHOM 000J10YKON

Kaxxnas Tabnerka conepxut 400 mr mazonanuba (B BUjE Ma3omanuda rupoxIopuaa).
[TonHbIii mepedeHs BCIIOMOTATENbHBIX BEIIECTB MPE/ICTAaBIICH B pasene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE TNIEHOYHOH 000I0YKOH.

TTA3OINAHUB-TJI, 200 Mr, Ta0JeTKH, HOKPHITHIE ILIECHOYHOM 000I0YKON

TabneTku Kpyrible, JBOSKOBBIMYKIIbIE, TOKPHITHIE MJIEHOYHOW OOONOUKOW CBETIO-)KENTOTO C
KOpPHYHEBAThIM OTTCHKOM I[BeTa. Ha momepedyHoM paspe3e BHJIHBI JBa clios. Snpo TabieTku
0€eJI0ro Wiy nouty 0esoro nBera.

ITA3OIIAHUB-TJI, 400 Mr, Ta0JeTKH, HOKPHITHIE ILIEHOYHOM 000JI0YKON

TabneTku oBalbHBIC, JBOSKOBBIMYKIBIE, TOKPHIThIE TUIEHOYHON O00OJIOYKOM CBETIO-KENITOTO C
KOpPHYHEBATHIM OTTCHKOM I[BeTa. Ha momepedyHoM paspe3e BHJIHBI jJBa clios. Snpo TabieTku
0€eJI0ro Wiy noutu 0esoro nBera.

4. KIMHUYECKHUE JAHHBIE
4.1. IlokazaHusl K NPUMEHEHUIO

[Ipenapat ITA3OITAHMB-TJI noka3aH k IpUMEHEHUIO y B3POCIbIX JUISL:

® JIEUEHUS PacCIpPOCTPAHEHHOIO MOYEUYHO-KJIETOYHOTO PaKa;

® JICUEHUS PACIPOCTPAHEHHOM CapKOMbl MSTKMX TKaHeW (KpoMe TIacTpOMHTECTHMHAIBHBIX
CTPOMAJIBHBIX OITyXOJIEH U JIUIIOCAPKOMBI) y NMAIIMEHTOB, pPaHee MOJIy4aBUIMX XUMHOTEPAITHIO.

4.2. Pe:xxuM 103MPOBaHUS ¥ CNIOCO0 MPUMeEHEHHUs

Pexxum 103upoBaHus

Pexomennyemas nosza npenaparta ITA3OITAHUB-TJI cocraBinser 800 mMr BHyTpb OOUH pa3 B
CYTKH.
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TOJILKO B CIIy4ae, €CIIM JI0 CJIEAYIOLIEro 3aljIaHiPOBaHHOTO IpueMa octajock Oonee 12 gacos.

11o060p 00301

B 3aBHCHMOCTH OT MHAMBHUAYaJIbHON MEPEHOCHUMOCTH CYyTOYHAsl J03a IMpernapaTa MOXET ObITh
yMEHbIIIeHA WK yBenandeHa ¢ marom 200 Mr, mpu 3TOM MakCUMaJlbHAasl CyTOYHAs 1032 HE JOJDKHA
npesbiath 800 mr.

Oco0nle T'PYIIIBI TAIIMCHTOB

Tayuenmor nodxcunoeo 6ospacma
Koppeknun pexxuMa 103UpOBaHUST M YACTOTHI MPUEMa Y MAIMEHTOB B BO3pacTe crapiie 65 jier
He TpeOyeTcsl.

Tayuenmoi ¢ Hapywenuem yHKyuu novex

B cBsI3M ¢ HU3KOH CTENEHBIO BBIBEICHHUS MA30MaHU0a U €ro MeTa0OJUTOB TIOYKaMH HapyIICHUE
(GYHKIMU TIOYEK KIIMHUYECKW 3HAYMMO HE BIIMSET Ha (apMaKOKMHETHKY ITa30MaHuba, mo3ToMy
KOPpPEKIIMA PEKMMa JO3MPOBAHMS Yy TAIMCHTOB C KIMPEHCOM KpeaTuHWHa >30 MII/MUH
He TpeOyeTcsl.

OnbIT MPUMEHEHHUSI 1Ta30MMaHN0a y MAIMEHTOB ¢ HapyIIeHUeM (YHKIIUH MOYEK TSHKEIION CTEeTIeH!
WIN y TAIMEHTOB, HAXOSIINXCS Ha TICPUTOHEATLHOM JTHANIN3E MIIM TeMOJINANIN3e, OTCYTCTBYET,
B CBSI3M C YeM NMPUMEHEHHE MMa30MaHn0a y TAKUX MAIUEHTOB HE PEKOMEHTYETCS.

layuenmol ¢ napywenuem @yHKkyuu nevenu

be3zonacHocTh npuMeHeHHs U (apMaKOKMHETHKA [1a30I1aHN0a y MALUEHTOB C YK€ UMEIOLIUMHUCS
HapyleHUsIMU (DyHKIMM T€YeHU IOJHOCThIO HE YCTaHOBJIEHbI. [lanueHtam ¢ HapylieHHEeM
GYyHKIMM ~ TIeYeHHW  JIeTKOM  cTemeHu  (ONpeneNsioT MO0 JaHHBIM ~ aKTUBHOCTH
anannHamuHOTpaHcdepassl (AJIT) u KoHueHTpauuu OWIMPYOMHA) KOPPEKLIMH J03bI HE
TpeOyeTcs.

VY nanuMeHToB ¢ HapymeHUSMHU (YHKIMM TEYEHU CpPeAHEH CTENeHU CIEeAyeT CHU3UTh 103y
naszornannba 10 200 Mr B CyTKH.

JlaHHBIX O NpPUMEHEHHWH Ta3omaHu0a y NAaIMEeHTOB C HapylleHHeM (QYHKIUU TIEYCHH,
COTIPOBOXIAIONITUMCSI TTOBBIIICHHEM KOHIIEHTpAuu o0mero ounnpyOuna OGosee yem B 3 pasza
BhIlIe BepxHeW rpanutibl Hopmsl (BI'H) (npu mo6oii aktuBHOocTH AJIT), HEOCTaTOUHO, B CBSI3U
C 4eM IIpUMEHEHHe Na30naHu0a y TakuxX MallMeHTOB HE pEKOMEHIyeTCsl.

C€TH
[Mpemapar TTA3OITAHUB-TJI mpotuBomokazaH y jereid Miaame 2 JIET U3 COOOpakeHHU
0e30MacHOCTH B OTHOIICHWHM pPOCTAa W PAa3BUTUS BHYTPEHHUX OpraHoB. bezomacHOCTh U

a3 pexTuBHOCTH Ma3omaHuba y AeTeil B Bo3pacte oT 2 10 18 j1eT He yCTaHOBJICHBI.

Crrocob nnpuMeHeHUs

Buytps. [Ipenapat ITA3BOITAHUB-TJI cnegyer npuHuMaTh HE MeHee YeM 3a | yac 10 uiu yepes
2 yaca nocJie npuemMa nuiM (cM. paszzaensl 4.5 u 5.2). TabneTku cienyer nporiaTeiBaTh HETUKOM,
HE Hapyllas UX LEeJOCTHOCTH (HE pa3iaMbIBaTh, HE Pa3’KEBbIBATH).

4.3. TIpoTuBONOKA3aAHUS

e [ uUnepuyyBCTBUTEIBHOCTh K MMa30HMaHUOY WM K JIIOOOMY M3 BCIIOMOTAaTElbHBIX BEIIECTB,
MEePEUYUCIICHHBIX B pazzene 6.1.
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e Jlerckuii Bo3pact miuaziie 2 jet (cM. pasaen 4.2).
4.4. OcodOble yka3aHusi 1 Mepbl IPeJ0CTOPOKHOCTH IIPU NPUMEHEHHH

Bimsamne na d)VHKIII/IIO TICUCHU

[Ipu nmpuMeHeHnn ma3zonaHnOa OTMEUEHBI CIydad DPA3BUTHUS TMEYECHOUYHOW HEIOCTATOUYHOCTH

(BKJIIOYAsl ciay4yau C JIeTadbHBIM HMCXOAO0M). B KIMHUYECKMX HCCIIEJOBAaHMSIX Ta30mMaHuda

HaOJII0JJaI0Ch TIOBBIIIEHHE aKTUBHOCTH TpaHcamuHa3 (AJIT, acnmapratamuHOTpaHC(epasbl

(ACT)) u xoHueHTpaluu OMaupyOrnHa. B OOJBIIMHCTBE CIIy4aeB OTMEUYAIOCh H30JHPOBAHHOEC

noBelienre akTuBHOCTU AJIT u ACT, He conmpoBOXKAaBIIEECS OJHOBPEMEHHBIM MOBBIIIICHUEM

AKTUBHOCTH IIENOYHON ¢ocdara3pl WM KOHIEHTpauuu OwuianpyOuHa. Y MalMeHTOB cTapile

60 net puck nosbimenus aktuBHocty AJIT, B 3 pasza npessimatomeit BI'H, moxer Bo3pacTats.

VY nauuenTos, Hecymux auiesb HLA-B57:01, Takyke oTMedanoch yBeIMYEHUE PUCKA BI3BAHHOTO

na3onanuoom nosbieHus aktuBHocT AJIT (19% maumentoB ¢ amenem HLA-B57:01 npotus

10% 06e3 TtakoBoro). HeoOxoaumo mnpoBOAUTH KOHTPOJIb (YHKIUM TEYEHH Yy MAIHUEHTOB,

NPUHUMAIOIIMX Ta30MaHu0, HE3aBUCMMO OT HX TE€HOTHIIa M Bo3pacTa. B mopaBmistomem

OOJIBIIMHCTBE CIIy4aeB MOBBIIICHWE aKTUBHOCTH TpaHCAaMHMHA3 JII00OH CTENeHW OTMEYaloch B

TeYeHHE TMepBeIX 18 Hemens Tepamuu mnazonaHuOoM. CTENEeHb TSHXKECTH OCHOBBIBACTCS Ha

Kiaccupukanuu OOIMMUX KPUTEPHEB TepMHHOJOTUM HexenaTenbHbIx sBiaeHu (CTCAE)

HanumonaneHoro HCTUTYTA paxa.

HeoOxoaumMo mnpoBOAUTH KOHTPOJb AaKTHMBHOCTU (DEpPMEHTOB I€UEHH Iepea NpUMEHEHUEM

na3onanu6a u Ha 3-#, 5-#, 7-i u 9-i HepensAX Tepanuu, 3aTeM Ha 3-M U 4-M MecsIax Tepanuu u

10 KJIMHUYECKUM MOoKa3zaHusIM. lleproauyecknii KOHTPOIIb CIIETyeT IPOBOAUTE MOCHE 4 MECSIIEB

Teparnuu.

Crnenyroiue yka3aHus KacaloTcs MAlleHTOB C MCXOIHOW KOHIIEHTpalei oliiero ounnpyOnHa

<1,5xBI'H, a taxxxe aktuBHOoCcTssMu AJIT u ACT <2xBI'H.

e [lamments! ¢ uzoaupoBaHHbIM noBbiieHHeM aktTuBHOCTH AJIT Bhiie BI'H B 3-8 pa3 moryt
MpOJOKAaTh TMPUEM TMa3omaHuba, MpPU ATOM CIEAyeT €XKEHEIEIbHO KOHTPOJIHPOBATh
nokasarenu GyHKIUHU TIEYeHHU 10 yMeHbIeHus: akTuBHOCTH AJIT 1o 1-if cTerneHn TOKCHIHOCTH
WJIU 10 UCXOJTHOTO 3HAYECHHS.

e [lammentam ¢ noBeimeHnem aktuBHOCTH AJIT Gonee ueM B 8 pas otHocutensHo BI'H crienyer
MpepBaTh MpHEM Ma3onaHuba 10 cHwkeHus: aktuBHOCTH AJIT 1o 1-# cTemeHn TOKCHYHOCTH
WIK JI0 WCXOJHOTO 3HadyeHWs. Ecou mNoTeHIuandbHas TOoJb3a BO300HOBICHHUS MpUEMa
na3ornann0a MPEeBHIIAeT PUCK PA3BUTHUS TEMATOTOKCUYHOCTH, TIPUEM TTa30NIaHN0a MOXKET ObITh
BO300HOBJICH B J103€, yMEHbIIeHHOM /10 400 MT OJIH pa3 B CYTKH, C €KEHEAeTbHBIM KOHTPOJIEM
nmokasaTesiei (PyHKIIMH IeUeHr B TeueHue 8 Heaenb. [Ipu mociaeayrommx npuemMax nazonannoa
B CTyyae MOBTOPHOTO MOBkIMIeHUS akTUBHOCTH AJIT Gonee uem B 3 pa3a oTHocuTenbHo BI'H
Ma30naHuod ciexyeT MOJHOCTbI0 OTMEHUTD.

e VY manmenToB ¢ noBeimenneM aktuBHocTH AJIT Gonee wem B 3 pasa otHocutenbHO BI'H u
OJIHOBPEMEHHBIM TOBBIIICHUEM KOHIIEHTpanuu Ownnpybuna Ooinee ueM B 2 pasa
otHocutenbHO BI'H mazomanu® criemyeT mMOMHOCTBIO OTMEHUTH. llammenTta criemyer
HaOmo1aTh 10 cHIKeHUs akTuBHOCTH AJIT 10 1-# cTeneHn TOKCUYHOCTH WX IO HCXOIHOTO
3HAYCHHSI.

[Tazonanu6 sBnsiercs uaruoutopom Y JId-rmoxkyponuntpancdepassl (UGT1A1). Y naunueHToB ¢

CHHIPOMOM Kunn6epa MOXKET BO3HHKATh HeTpsMast (HEKOHBIOTUPOBAHHAS )

rUnepOmIMpyOMHeMus:  JISTKOW ~ CTemeHW. Y  MalUeHTOB  TOJBKO  C  HENpsSMOM

runeponIupyOnHEeMHeH JIETKON cTeneHu, ¢ cuHapoMoM JKuipbepa Wiin ¢ MoJ03pEeHUEM Ha €ro

Hanuuue, ¢ nosbimeHneM aktuBHocTH AJIT Gonee yem B 3 pasa orHocutensHo BI'H mpenapar

cileayeT MPUMEHATh TAK ke, KaK U y MAlUEHTOB C W30JMPOBAHHBIM MOBBIIIEHUEM AKTUBHOCTH

AJIT.
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OpnHoBpeMEHHOE MpPHUMEHEHHE Ma3zonaHuba u CI/IMBaCTQfHHa—l%JII;LIPIEg&LE lﬁlprmz TrrbBBIme'Hm

aktuBHocTH AJIT (cm. paszgmen 4.5) um TpebOyeT 0co00i OCTOPOKHOCTH M TIIATEIHHOTO
HaAOJIFOJEHUSL.

JlononHuTENbHBIE PEKOMEHJAIMHU 110 KOPPEKLUMU J03bl B IPOLECCE JIEYEHHs] Ha OCHOBAHUU
pE3yJIbTATOB NEYEHOUHBIX TECTOB Yy MNAIMEHTOB C YK€ HMEIOIUMCS HapylleHueM (QyHKIUH
IIEYEHU OTCYTCTBYIOT.

ADTGDI/IaJIBHaH THUIICPTCH3UA

B xonme kiIMHMUYECKHX HCCIENOBAaHMN Ma30MaHnOa HaONIONANOCh MOBBIIICHHE apTEPUATBbHOTO
nasienus (AJ]) u cnyyau runeproHnyeckoro kpusa. [lepea npuMeHeHueM nasonaHubda ciiegyer
onpenensaTh ucXoHblil ypoBeHb AJl. He no3nnee ogHON Heenu Mocje Havala JICUeHUs, a TAaKKe
HAa TPOTSDKEHWHM BCEro JieueHus ma3omaHuOoM cieAayeT KoHTpoiupoBatb Al u mpu
HEO0XOIMMOCTH MPOBOJUTH THIIOTEH3UBHYIO TEPAIHUIO, IIPH 3TOM CHIKEHHE JI03bI I TIEPEPHIB
B IIpUEMe Ta30MaHnn0a JOJKHBI ObITh KIMHUYECKH 000CHOBAHHI (CM. pasneisl 4.2 u 4.8).
ApTtepuanbHasi TUIEPTEH3Us (CUCTOIMYECKOoe aaBiieHue =150 MM pPT.CT. MM HUACTOJIUYECKOE
nasienue >100 MM pT.CT.) BO3HUKAET B Havasie Kypca Jieuenus (mpumepHo B 40% ciayyaeB K 9-my
IHI0 U npumepHo B 90% — B TeueHue nepBbiX 18 Henmenb). B ciywae mosiBiaeHMs] MpU3HAKOB
TUIEPTOHUYECKOTO KpU3a WU B Ciyyae TsDKEJOW apTepuaabHOW TMNEPTEH3UU UM MOCTOSHHO
NOBBIIICHHBIX 3HaueHUH AJl, pe3UCTEHTHBIX K TMIIOTEH3UBHBIM CPEICTBAM M CHIKCHHIO JI03BI
nazonaHu0a, ma3zomnanud ciieyeT OTMEHUTb.

CuanpoM oOpaTuMol 3ajiHel 3HedanonaTun/o0paTUMBbIil JIeHKosHIIe(haToHaTHUYECKUI CHHIPOM

[Tpu npumeHeHnn ma3onaHuOa cooOIIAIOCh O BO3HUKHOBEHWH CHHIpPOMA OOpaTUMOM 3aTHEH
sanedanonatuu  (CO33)/o6patumoro  neiikosHnedanonaruueckoro cunapoma (JISIIC).
CO3D/o6patumerit  JIDIIC mposBASIOTCS  CIEAYIONIMMH  CHUMIITOMaMH: TOJOBHasi 0oOJib,
apTepualibHas TUIIEPTEH3US, CYIOPOTH, COHIMBOCTh, CITyTAHHOCTh CO3HAHUS, CJIENOTa, APyTHe
HapyIICHHUS] 3pEHUS W HEeBpoJiormueckne HapymieHus. CooO0IIanoch O CIIydasx ¢ JIeTaaIbHBIM
ucxonoM. [lazomanub crieayeT OTMEHHUTHh y MalKMeHTOB ¢ pa3BuBatonumcs CO33/o0paTuMbiM
JIDIIC.

HNurepcTuimmansHasg 00JIe3Hb JIETKNX/THEBMOHUT

[Tpu nprMeHeHny na3zonaHu0a OTMEUYEHO pa3BUTHE UHTEPCTUIMANIbHOM Oone3nu nerkux (UBJI) ¢
BO3MOYKHBIM JIETaJIbHBIM HCX010M. HeoO6X01uMo poBOUTh KOHTPOJIb COCTOSTHUS MAIIMUEHTOB Ha
IpeIMET JIETOYHBIX CUMIITOMOB, yKa3biBatouux Ha IBJI/mHEeBMOHUT, U IpeKpaTUTh NPUMEHEHNE
na3onaHuba y nanueHToB ¢ pazpuparonumuca UbJI nuin mHeBMOHUTOM.

Hapyiienns d)VHKHI/II/I cepanua

B Xxone KIMHMYECKMX HCCIIEIOBaHMM mMa3onaHu0a ObUIM 3aperuCTPUpPOBAHBI  CIEIYIOIINE
HapylIeHus! QYHKIMH CepAlla: XpPOHUYECKasl cep/iedHasi HeIOCTAaTOYHOCTh U CHIDKEHUE (hpakiuu
BbIOpOCa neBoro xenyaouka (PBJDK).

CnenyeTr THIATETbHO KOHTPOJIUPOBATH COCTOSHUE MALMEHTOB JJISi BBISBICHHUS KIMHUYECKHX
IIPU3HAKOB MM CUMIITOMOB 3aCTOMHON CEpAECUYHON HENOCTATOYHOCTH. Y NAIMEHTOB C PUCKOM
Pa3BUTHS HAPYIICHUS CEPACYHOM ACATEIbHOCTH PEKOMEHYETCS onpeaensaTh ncxoanyo OBIDK,
a TaKKe MPOBOJUTH PETyJIsipHbIe TOBTOpHBIE N3MepeHuss OBJDK.

Y umuenue uarepsaia QT u kelyn1oyKoBas TaXUKapaus Tuna «oupysm» (torsade de pointes)
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1 JKEJTyI0YKOBOM TaXWKapAUU THUIIA «ITUPYIT» (CM. paszzen 4.8).

VY nauueHToB ¢ yanuHeHueM uHTepBasna QT B aHaMHe3e, IPUHUMAIONUMX aHTHAPUTMUYECKUE U
JpyTHUe mpenaparsl, yaaussonme narepsan QT, a Takke y manueHToB ¢ 3a00JIeBaHUSIMH CepIia
pEKOMEHAyeTCS MPUMEHATh Ma30HaHu0 C OCTOPOXKHOCTBIO. PexkomeHnyercss NpOBOAUTH
UCXOJHBIN U MOCIEAYIOIHUNA IEPUOJUIECKUA KOHTPOJIb JIEKTPOKAPAUOIPAMMBI U COLEPKAHUS
3JIEKTPOJIUTOB (KaJIbLIMHA, MATHUH, KaIKii) IpU IPUMEHEHUH NTa30M1aHuoa.

AprepraibpHblii TPOM0O03

B xoxe xnmHHUYECKHMX HccieloBaHUI MazonaHnOa ObUIM 3apETUCTPUPOBAHBI Clay4yau HMH(papKTa
MHUOKapJla, CTEHOKap1H, UIIEMUYECKOTO MHCYJIbTA U MPEXOAIIEeH HIIEMUU TOJOBHOIO MO3ra
(cMm. pazzaen 4.8). CooOuianocs 0 ciiy4asx C JIETAIbHBIM HCXOJIOM.

Cnenyer ¢ OCTOPOXXHOCTBIO IMPUMEHATH Ipenapar y MAlUEHTOB C IOBBIIIEHHBIM PHUCKOM
BO3HUKHOBEHUS apTePHAIbHOTO TPOoMO03a WK € apTepHaIbHBIM TPOMOO30M B aHAMHE3E.
[Tazonmanu® He wW3ydancs y MAalMEHTOB, Y KOTOPBIX 3TH SBJICHUS HAOIIOAAINCh B TEUCHUE
npenuecTpyomux 6 mecsuenB. Takum oOpa3om, pelieHne o MPUMEHEHHH Ia3onaHuba cieayer
MPUHUMATh UHIUBU]IyaIbHO Ha OCHOBAaHUU OLICHKH COOTHOIICHUS PUCKA U TOJIb3BI.

TDOM6OTI/I‘ICCKa$I MHUKPOAHI'UOIIaTHUA

B X04€ KIMHHUYCCKUX I/ICCJIGI[OBaHI/Iﬁ rma3omnanu0a Kak B MOHOTCpAIu, TaKk U B KOMGI/IHaI_II/II/I C
Oeanm3ymMaOoM WM TONOTEKAHOM OBUIM 3apErMCTPUPOBAHBI  CIIy4aWd TPOMOOTHUYECKOU
MUKpOaHrHonatuu (cM. pasaen 4.8).

[Ta3omanu® ciieayeT OTMEHUTh B CIIydae pa3BUTHS TPOMOOTHUECKOW MHUKpoaHruonatuu. [locie
OTMEHBI TEpamuu MpenaparoM OTMEYANOCh pa3pelieHne CUMITOMOB TpPOMOOTHYECKON
MHKPOAHTHOIIaTUH. [Tasomann® He mDOKa3aH A1 IpUMCHCHUSA B KOM6I/IH3HI/II/I C OpyrumMu
MIPOTUBOOITYXOJIEBBIMU TperapaTaMu.

KpoBoTeuenus

B xo/e KIIMHUYECKUX UCCIIeIOBAaHUH Ma30nmaHn0a 3aperucTprUpOBaHbI CIIydad KPOBOTEUEHUN (CM.
paznen 4.8), B TOM YHCIIE C JIETATBHBIM UCXO0M. Y TIAIIUEHTOB C BEICOKUM PUCKOM KPOBOTCUCHHIA
na3zonaHuod cienyeT MPUMEHSTh C OCTOPOKHOCTBIO.

AHBBDHI}MLI U paccJIocHus aDTeDI/Iﬁ

CoobmaJoch 0 cjay4asix BOSHUKHOBEHUSI aHEBPU3M M paccjioeHunii apTepuii Ha ¢goHe npuema
HHTHONTOPOB (akTopa pocta ’HAoTeausi cocynoB (VEGF), Bkiawuasa mazonmanu6é (cwm.
paszaen 4.8). [Ipumenenue nunruouropos VEGF y naumneHToB ¢ aprepnanbHoii runepreH3ueit
Win 0e3 Hee MOKeT CIOCOOCTBOBATH 00PA30BAHMI0 AHEBPHU3M M/HJIH PACCI0CHHUIO apTEepHIid.
Ilepen navanom npumeHenusi nmpenapara [TA3OIIAHUMB-TJI caeanyer B mOJHOM Mepe
OLICHUTb PUCKH Pa3BUTHS JAHHBIX OCJI0KHEHHH y NAMEHTOB ¢ TAKUMH (pAaKTOpaMH PUCKa,
KaK apTepHaJibHasi THIIEPTeH3Usl MM aHeBPU3Ma B aHaMHe3e.

Hepd)opam/m )41 06Da3OBaHI/IC CBUIIIEH JKEIYIOYHO-KMIIIEUHOI'O TpaKTa

B xo/1e KITMHUYECKUX HUCCIIeIOBAaHUI Ma30MaHnn0a OTMEYAITUCh CIIy4an epPoparuu Kexy109HO-
kumeuHoro Tpakta (JKKT) u dopmupoBanus ceutieit (cm. pazaen 4.8). CooOmianoch o ciyqasx ¢
JeTadbHBIM HCXOJOM. B CBs3M C 3TUM ma3omaHu® cjiexyeT ¢ OCTOPOKHOCTHIO MPHUMEHSThH Y
nanueHToB ¢ puckom nepdopanun XKKT u popMupoBanus CBUIIIEH.
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3aXuBJIEHHE paH

Brnusane mazonannOa Ha 3akuBiieHHe paH He u3ydeHo. [lockonbky maruouropsr VEGF moryt
yXyAIIaTh 32KUBJICHUE PaH, Ma30MaHu0 cielyeT OTMEHUTh KaKk MUHUMYM 32 7 THEeH J10 IIIaHOBOTO
OTIEpaTUBHOTO BMEILIATEIbCTBA.

Pemenue o BO306HOBJI€HI/II/I JICUCHUA Ha3OHaHI/I6OM IMoCJIC OICPATHUBHOTO BMCIIATCIILCTBA
ClelyeT TMpPUHUMATh HA OCHOBAaHUU KIMHUYECKOW OIICHKM aJeKBaTHOCTU 3a)KUBIICHUS
nocjeonepaoHHoi panbl. [1a3onanud cieayeT OTMEHUTH Yy MTALIMEHTOB C PACXOXKICHUEM KpaeB
paHsblL.

'mnoTtupeos

B xoJie KTMHUYEeCKUX UccileJoBaHui a3onann0a HabII0JaIUCh ClTyyad THIIOTHPeo3a (CM. pasael
4.8). PexomeHyeTcst MPOBOANUTH NMPO(YUIAKTHUECKUI KOHTPOIb (PYHKIINHU IIUTOBUIHOM JKEJIE3bI.

IIporennypus

B Xonme KIMHWUYECKUX WCCIEAOBAHMN Ta30MaHu0a OTMEYEHBI ClIy4al BO3HHUKHOBEHUS
MpOTeUHYpHUH (CM. pasuen 4.8).

PexoMeHyeTcss MPOBOANTH MEPUOJUICCKUI aHATTU3 MOYHM BO BpEeMsl JICUCHHS Ma30MaHuOOM Ha
npeMET TOSBJICHUS MPOTEUHYpHUU. B citydae pa3BuTHs HEPPOTHYECKOTO CHHIPOMA Ta30MaHuO
CJIEZTyeT OTMEHHUTb.

CHHIPOM JHU3HCA OIYXOJIH

VY nanueHToB, NOJTYyYaroIUX TEPanuio Ma30MaHuOoM, OTMEYAIUCh CIy4Yau Pa3BUTHs CHHAPOMA
mu3uca onyxoiu (CJIO), B ToM uncie u co cMepTeabHbIM UCX0/10M. [10BBIIIIEHHBIN PUCK pa3BUTHUS
CJIO orMeuaercss y MalMEHTOB € OBICTPO PACTYILIMMHU OIMYXOJSMH, BBICOKOW OIyXOJEBOU
Harpy3Ko#, HapyuieHueM QyHKIUHN MOYeK WIM CUMIITOMaMHu JieruapaTtanuu. Jlo Hayana Tepanuu
Na3onaHuboM  clelyeT  pacCMOTPETb  BO3MOXKHOCTh — MPOBENEHHS  MPO(UIAKTHYECKUX
MEPOIPUITHIA, TAKMX KaK KOPPEKIHUS BBICOKOTO YPOBHS MOYEBOW KUCIOTHI B CHIBOPOTKE KPOBH,
BHYTPUBEHHOE BBEJICHUE PErupaTallMOHHBIX NpenapaToB. [lanueHTsl rpynmsl pucka JOJIKHBI
HaXOAUTHCS MO TIIATEIbHBIM KOHTPOJIEM U MTOJIy4aTh TEPANHIO B COOTBETCTBUU C KIIMHUYECKUMU
IPOSIBIEHUSMU.

IIHeBMOTOpAaKC

B xinMHWYeCKHX HCCIeNOBaHUSAX MPUMEHEHUs Ma3onaHuba MpHU paclpoCcTpaHEHHOW capKoMe
MATKHX TKaHEeW HaONIOJaINCh CIydad IHEBMOTOpakca. [larueHToB, MOTydYalomux JieueHHe
nazonaHuOoM, cleAayeT TIIATENbHO HaOII0JaTh B OTHOLICHHMH BO3HHKHOBEHHS MPU3HAKOB W
CHMIITOMOB ITHEBMOTOPAKCA.

4.5. B3aumopeiicTBHe ¢ JPYrHMH JIeKAPCTBEHHbIMHM TMpenapaTtamMd M JApyrue BH/bI
B3aNMO/IeMCTBUSA

MHanykTopsl Wi nHruOuTopsl cucteMsl 1uroxpomMa P450 (uzodbepmenta CYP3A4)

Ha ocHOBaHMHM JaHHBIX HCCIENOBaHMM IN VIIr0 MOXHO I0JIaraTh, YTO OKHUCIUTEILHBIH
MeTaboIM3M nazonaHuda B MUKpOcOMax MeYeHU YelloBeKa MPOTEKAeT B OCHOBHOM MU Y4acTUU
uzodpepmenta CYP3A4, ¢ HesHaunTenbHbIM yuactuem nzopepmentoB CYP1A2 u CYP2CS.
Takum oOpazom, uHTHOUTOPHI W WHAYKTOpHl u3odepmenta CYP3A4 wmoryT u3MEHSTH
MeTabonu3M na3omnanuoa.
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COOTBETCTEBY

(NOCNENOE

HMuaruburopsl nzobepmenrta CYP3A4, P-gp u BCRP

[Tazonanu6 sBnsiercs cyoctpatom st uzopepmenta CYP3 A4, P-rimkonporenna (P-gp) u Genka
PE3UCTEHTHOCTHU paka MosouHoM xene3bl (BCRP).

OnHoBpeMeHHOE MTpuMeHeHne nazonannoa (400 Mr ouH pa3 B CYTKH) C MOIIHBIM HHTUOUTOPOM
nzopepmenta CYP3A4 u P-gp, kerokonazosnom (400 Mr oJilvH pa3 B CyTKH), TTOCJIEIOBATEILHO B
T€YEHUE S5 JAHEU NPUBOAMIO K IOBBIIECHUID CPEAHUX 3HAYCHUN IUIOIAAU IIOJ KPUBOU
«koHLeHTpauus—Bpems» ot 0 1o 24 yacoB (AUC(0-24)) u MakcuMaibHO#H KOHIEHTpauu# (Cmax)
nazonannba Ha 66 u 45% COOTBETCTBEHHO IO CPAaBHEHHIO C MPUMEHEHHEM TMa3omanuba 0e3
conyTcTByromumX npenaparoB (400 Mr onuH pa3 B CyTKH B TedeHue 7 nHei). [Ipu moBwimeHnn
1036l B quanazoHe ot 50 mr mo 2000 mr BenmmumHbl Cmax 1 AUC ma3omnanu0a Bo3pacTaiu B
MEHBIIICH CTENEeHHu, YeM MPONOPLUOHAIBHO A03€. TakuM 00pa3oM, y OOJIBIIMHCTBA MAllUEHTOB
10CJI€ CHMKEHHUs 103bl ma3omnanu6a 1o 400 Mr oauH pa3 B CyTKH B HPUCYTCTBHHM MOIIHBIX
uHruoutopoB mzodepmenra CYP3A4 cucremHas SKCIO3MIMS Ta30MaHuOa COOTBETCTBOBAJIA
TaKOBOH MpHU MpUMEHEHUU ma3omanuba B 1o3e 800 Mr oguH pa3 B CyTKU 0€3 OJHOBPEMEHHOTO
INPUMEHEHUsI COMYTCTBYIOIIMX mpenapaTtoB. OIHAKO y HEKOTOPBIX MAIllMEHTOB BEJIMYMHA
CHUCTEMHOW OHKCIO3UIUHN Ta30MaHu0a MOXXET YBEIMYUTHCA IO CPABHEHUIO C TAaKOBOW IMpHU
OTACJIBHOM €ro npuMeHeHuu B 1o03¢ 800 mr.

OpnHOBpeMEHHOE NMPUMEHEHHE NMa30MaHubda ¢ APYrUMH MOUTHBIME MHTHOMTOpaMH H30(pepMeHTa
CYP3A4 (TakuMHM Kak WTPAKOHA30JI, KJIAPUTPOMUIIMH, aTa3aHaBHp, WHIAWMHABUDP, HE(a30JI0H,
Heln(UuHABUp, PUTOHABUD, CAKBUHABUD, TEIUTPOMHIIMH W BOPUKOHA30J) MOXKET HMPUBOJIUTH K
MOBBIIICHUIO KOHIEHTpauuu mnazonanuba. [Ipu npueme npemnaparta ¢ rpedndpyToBbIM COKOM
TaKXe MOYKET OTMEUaThCs yBEIMUYEHUE KOHIICHTPALIUH MTa30naHuoa.

[Tpumenenue 1500 mr nanatuHuOa, cydcTpaTta u ciaboro uaruouropa uzopepmenta CYP3A4,
P-gp u BCRP, ogaoBpemenHo ¢ 800 Mr nazonannda NpuBOIUT K YBEITHUEHHUIO CPETHUX BEITUUUH
AUC(0-24) 1 Cmax mocsieiHero mpuMepao Ha 50—60% 1o cpaBHEHHUIO € OTACTHHBIM IPUMEHEHUEM
na3ornanu6a B goze 800 mr. OJHOBpeMeHHOE NpUMEHEHHEe Na3onaHuba ¢ HMHrHOUTOpaMu
uzopepmenta CYP3A4, P-gp u BCRP (nanpumep, nanaTuHUOOM) HPUBOAUT K IOBBIIIEHUIO
KOHIIGHTpallMi TNa3onaHuba B miazMe KpoBU. OJHOBpEMEHHOE IpPUMEHEHHE C MOIIHBIMU
uHruoutopamu P-gp unu BCRP MoxeT M3MEHUTh 3KCHO3UIMIO M paclpeieieHue nazonaHuoa,
B TOM 4McJe pacnpezaereHue B LeHTpanbHoi HepBHOM cucteme (IIHC). Cnenyer nsberath
OJIHOBPEMEHHOTO NMPUMEHEHHS IpernapaTa ¢ MoUHbIMU MHruoutopamu P-gp mnu BCRP nu6o
OPUMEHATh aJbTePHATHUBHBIE IIpenaparhl, HE OO0Jafalolue YKa3aHHbIM JeHCTBHEM WU
OKa3bIBaIOl[e MUHUMaJIbHOE HHTHOupytollee aelictBue Ha P-gp numu BCRP.

Crnenyer um3beraTb OJHOBPEMEHHOTO INPUMEHEHHUS Ma3onaHu0a C MOIIHBIM HHTHOUTOPOM
uzopepmenta CYP3A4. Eciu KIMHUYECKH TPUEMIIEMON albTepHATHBBI MOITHOMY UHTUOUTODPY
uzopepmerta CYP3A4 He umeetcs, 1o3a nma3onannda qokHa ObITh CHIDKeHA 10 400 Mr B CyTKH
Ha BeChb NEepUOJ NMPUMEHEHHUs OJHOBpeMeHHOW Tepanuu (cM. paszgen 4.4). B ciayuae pa3Butus
HE)KEJIATEJIbHBIX  SIBJICHMM, CBSI3aHHBIX € JIEKAPCTBEHHBIMU  IIpenapaTaMd,  MOKET
paccMaTpuBaTHCS BO3MOKHOCTD JAIbHEUIIIETO CHUKEHUS 103bI.

Huanykropsl nzodpepmenra CYP3A4

Unpykropsr  u3opepmenta CYP3A4, wHampumep, pudaMnuuuH, MOTYT yMEHbIIATh
KOHIIEHTpALMIO Ma3onaHuba B miazMe KpoBu. OJHOBpEMEHHOE NpPUMEHEHHE Ma3onaHuba ¢
MOIIHBIMUA MHIOYKTOpamu P-gp mnu BCRP MoxeT M3MEHUTHh SKCIO3UIMIO U paclpeiesieHre
na3ornanu6a, B Tom uncie pacnpeaenenue B [LIHC. PekoMmenayeTcs npuMeHeHue albTepHATHBHBIX
IpenapaToB, He O0O0JaJaloUIMX YyKa3aHHbIM JEMCTBUEM WIM MMEIOUIMX MUHHMAJIbHYIO
MHTUOMPYIOIIYI0 aKTUBHOCTH B OTHOIIEHHH n3opepmenta CYP3A4.

Buimmstaue nazonanuba Ha cyocTparsl cucteMsbl uroxpoma P450
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B nccnenoanusx in vitro ObuI10 MOKa3aHo, 4To Ma3onaHiubd HHruoupyeT n30epMEeHTHI HUTOXpOMa
1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. B wuccienoBanusx (papMakoJIOTHUYECKUX CBOMCTB
nasonanuba, rae npenapar npuMeHsuics B go3e 800 Mr oaMH pa3 B CyTKH, MOKa3aHO, YTO
Ma3ornanud He MeeT KIMHUYECKH 3HAYMMOTO BIUSIHUS Ha (hapMaKOKHMHETHKY KodenHa (cyocTpar
mzopepmenta CYP1A2), Bapdapuna (cydcrpar mzopepmenta CYP2C9) wunm omempasona
(cyocrpat m3odepmenta CYP2C19) y manueHTOB €O 3710Ka4€CTBEHHBIMA HOBOOOPA30BaHUSIMHU.
[Tazomann6 npuBogui Kk yBenundyeHuto cpequux 3HaueHuit AUC u Cmax MuAa3onama (cyoctpar
uzopepmenra CYP3A4) npumepno Ha 30% wu mnoBeimieHuto Ha 33-64% cooTHOIIEHUs
KOHIIGHTpaluil JekcTpoMeTopdana © JAeKcTpopdaHa B Moue IOCie MpHeMa BHYTPhb
nexkcrpomeropdana (cyoctpar uzodpepmenta CYP2D6).

OnuoBpemenHoe npuMeHenue 800 Mr ma3onaHuOa oJUH pa3 B CyTKU M TakiuTakcena 80 mr/m?
(cyocrpat nzodpepmentoB CYP3A4 u CYP2CS8) onun pa3 B HEJENIO MPUBOJIUIO B CPEIHEM K
nosbiieHNI0 AUC u Cmax maxknurakcena Ha 26 u 31% coOTBETCTBEHHO.

OnHoBpeMeHHOE TpUMEHEHHUE Ma3omannbda ¢ cyocrpatamu uzodpepmentop CYP3A4, CYP2D6 u
CYP2C8 ¢ y3xuM TepaneBTUUECKUM IMAaNla30HOM HE PEKOMEHIYETCSl.

Bumstnue nasonanu6a Ha npyrue GepMeHThl M TDAHCHOPTHEIE OSJIKU

UccnenoBanust in VIitro mokasajiu, YTO Ma30MaHUO SIBISETCS MOIIHBIM HHruOHTOpoM Y JID-
rmokyponuntpanchepazsl (UGTIA1) u OATPIB1 ¢ 50% wunrubupyromeil KoHUEHTpauuen
(ICs0) 1,2 MM u 0,79 MKM coorBeTcTBeHHO. [la30maHnO MOXET MOBBIINIATH KOHIICHTPALUU
JICKapCTBEHHBIX MPENapaToB, BHIBEJACHHE KOTOPBIX OCYIIECTBISETCS B OCHOBHOM MpPU Y4acTUU
UGT1A1 u OATPIBI.

OaHOBPEeMEHHOE IPUMCHCHHUE Ma30naHu0a ¥ CUMBACTaTUHA

OnHOBpeMEHHOE NMPUMEHEHHUE Ma30MaHn0a U CUMBACTaTHHA YBEJIMYUBACT YaCTOTY MOBBILICHUS
aktuBHocTH AJIT (27% mnpotuB 14%). Eciu y manmeHTa, NPUHMMAIOIIETO CHMBACTATHUH
OJTHOBPEMEHHO C TMa3omaHuOoM, TMoBbIMIaeTcs akTUBHOCTH AJIT, ciexyer BBINOIHUTH
PEKOMEHIAIMH TI0 JO3WPOBAHUIO MAa30MaHu0a U OTMEHUTHh CHMBACTAaTWH. JIaHHBIX IS OICHKH
pHCKa OJTHOBPEMEHHOTO IPUMEHEHUS aJIbTEPHATUBHBIX CTATHHOB M M1a30MaHN0a HEJOCTATOYHO.

JlekapcTBEeHHBIE IIpenapaThl, KOTOPEIe HOBBIMAKT pH KeTyaJ09HOr0 COKa

OnHOBpeMEHHOE NpPUMEHEHHE Ma30MaHuba M 330Menpa3ojia CHIXKAeT OHOJOCTYNHOCTh
nazonanuba npubmusutensHo Ha 40%. Crnenyer wu30eratb OJHOBPEMEHHOTO MPHUMEHEHUS
na3ornaHuba c JeKapcTBEHHbIMHU MpenapaTaMu, KOTopble nmoBsimaioT pH skenynounoro coxa. [Tpu
HEOOXOJUMOCTH OJHOBPEMEHHOIO TMPUMEHEHUS HHTHOMTOpOB mpoToHHOW mnomnsl (UIIIT)
peKOMeHAyeTCs MPUHUMATh 103y Ma3onaHuOa BHE MpUeMa IHIIU, OJUH pa3 B JIEHb BEUEpOM,
onnoBpemenHo ¢ UIIII. Ilpu HeoOX0AUMOCTH OJTHOBPEMEHHOTO IPUMEHEHHsI aHTaroHUCToB Ho-
peLenTopoB Na30naHuod cleayeT IPUHUMATh He BO BpeMsl ITpUeMa MU, Kak MUHUMYM 3a 2 yaca
0 Wiy 1o MeHbled Mepe uepe3 10 ywacoB mociie mpuema aHtaroHucra Hz-penentopos.
[Tazomanu6 cienyer mpUHMMATH 1O MEHbIIEH Mepe 3a | yac 7o wim uepe3 2 yaca mocCie
NPUMEHEHUS aHTalUJOB KOPOTKOro JeWcTBUsA. PekoMeHmanmuum 1O OJHOBPEMEHHOMY
npumenHenuto UIIII u anTaronucroB Hz-penentopoB oOcCHOBaHBI Ha (U3UOJIOTHUYECKUX
0COOEHHOCTSIX YEJIOBEYECKOTO OPraHu3Ma.

4.6. @epTUIBLHOCTD, 0€PEMEHHOCTDb U JAKTALUSA

[TporuBonokazano npumeHenue npenapara [TA3OITAHUB-TJI npu 6epeMEHHOCTH U B TIEPHO/T
TpyAHOI'0 BCKapMIIUBAHUS.
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JKeHIMHEI ¢ IETOPOIHBIM ITOTEHIIHAIOM (KOHTpALEHLM Y MYKYMH U KEHIIINH)

HaI_[I/IeHTKaM C COXpaHeHHBIM pQHpOI[yKTI/IBHBIM IIOTCHIIMAJIOM CJIGI[yGT HCIIOJIB30BAaTh HAJIC)KHBIC
METObl KOHTPAIIEIIIMK B TIEPHO]T JICUCHHSI MMA30IIaHUOOM U B T€UEHHUE 2 HENeb TMOocie pruemMa
MocJieTHEH JO3EI.

[Ipu mOJIOBBIX KOHTAaKTaX MY>KYMHAM, B TOM YHCJIE€ C Ba3dKTOMHEHW B aHaMHE3e, MOJTy4arouuM
JIeYeHHe Ma30MaHuOOM, U MX IOJIOBBIM MapTHepiiaMm (OepeMeHHBIM, KEHIIIMHAM, BEPOSTHOCTD
OEpPEeMEHHOCTH Y KOTOPBIX HE HMCKIIIOYECHA, WM KEHIIMHAM C COXPAHCHHBIM PETNPOIYKTUBHBIM
HOTGHHI/IaJIOM) H€O6XOI[I/IMO HCIIOJIB30BATh Hpe3epBaTI/IB B TCUCHUEC BCCIO Hepuo;[a JICUCHUA
MY KYHHBI, @ TAKXKE B TEUCHHE 2 HEJENb IMOCTIE IpUeMa MoceaHEH 10361 Ipenapara.

bepemMeHHOCTD

[To naHHBIM HCCNEAOBAHUN HA KUBOTHBIX U UCXOJS U3 MEXaHU3Ma JCHCTBHUS, 1a30M1aHuO MOXKET
HAHOCHUTh Bpea IUIOAY TpH MPUMEHCHHH y OCpeMEHHBIX. B HCCIeIOBaHUSX Y YKHUBOTHBIX
na3onaHu0 BhI3bIBAJI CAMOIIPOU3BOJILHOE MTPEephIBaHIEe OEPEMEHHOCTH U OKa3bIBaJl TEPATOTCHHBIN
3¢ (deKT y KpbIC M KPOJIUKOB MPU MEHBIIEH CHCTEMHOU SKCIIO3UIUHU, YeM IMPH MPUMEHEHUU B
MaKCUMaJIbHOW peKOMEHI0BaHHOH 103¢ y yenoBeka — 800 mr (ucxozas uz AUC).

Crnenyet unopMHupoBaTH OEPEMEHHBIX, & TAK)KE MAIIMEHTOK C COXPAHCHHBIM PEMPOTYKTUBHBIM
MOTEHIIMAJIOM O MOTEHIIMAILHOM PUCKE AJIS TUI0JA.

JlakTanus

HewusBecTHO, NPOHUKAET JIM MMa300aHUO WM €ro MeTaboJIUThl B IPYAHOE MOJIOKO, HET JaHHBIX O
BJIMSHUU Ta30naHu0a Ha MJIQJICHIIEB, MOJIYYAIOUIMX IPYyJAHOE MOJIOKO, @ TaKKe O BIMSIHHUU Ha
BBIPa0OTKY I'PyJAHOTO MOJIOKA.

B cBfA3M Cc BO3MOXHOCTBIO Ppa3BUTHsI CEPbE3HBIX HEKEIATEIbHBIX PEAKUUI Yy MJIIAJCHIIEB,
MOJTyYaIoIUX TPYJIHOE MOJIOKO, CBSI3aHHBIX C BO3JIEHCTBUEM Ia30MaHNOa, B MEpUOJ JIAKTallUU
NAIUEHTKE CIIEAYET PEKOMEH0BAaTh OTKA3aThCs OT IPYJHOIO BCKapMJIMBaHUS HAa BpeMs TEparnuu
IpenapaToM.

4.7. BiusiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CpeICTBAMH U PpadoTaTh
¢ MeXaHU3MaMHu

Bnusaue nazonanun6a Ha cIOCOOHOCTD YNPABIISATh TPAHCIIOPTHBIMU CPEICTBAMH HE H3Y4alloCh.
VYuurteiBas (papMakoJOTHUYECKHE CBOICTBa IpenapaTa, BIAMSHHUS Ha JIEATEIbHOCTh TAKOrO poja
He oxxugaercsa. CreayeT NMpUHMMATh BO BHMMAaHHE OOIIee COCTOSHME MalMeHTa U HpOoQHIIb
no0OOYHOTO IeUCTBUS Mpenapara.

4.8. HexkestaTeJibHbIE peakIMu

Tabnrunoe pE3IOME HEKENATECILHBIX PEaKINH

Hwxke mpencraBieHbl HeXenaTenbHbIC JekapcTBeHHble peakuuu (HJIP), Bo3HWKaBmme mpwu
NPUMEHEHUH Tpernapara B KIMHUYECKUX HCCIENIOBAHUSAX, C YKa3aHMEM YacTOThl HX
BO3HHKHOBEHUS (TaouI. 1).

HJIP crpynmupoBaHbl B COOTBETCTBUH C KJIacCH(UKalnei opraHoB U cuctem opranoB MedDRA.
YacTtoTra BCTpEUaeMOCTH OMNpeAeIsIeTCS CIASAYIOMMM o0pa3oM: odeHb dacto (>1/10), gacto
(>1/100, mo <1/10), Hewacro (>1/1000, HO <1/100), peako (>1/10 000, Ho <1/1000), oueHs peako
(<1/10 000), yacTora Hen3BecTHA (HAa OCHOBAHUHM MUMEIOIIMXCS JAHHBIX OLIEHUTH HEBO3MOXKHO).

Crpannna 9 u3 20



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 19.08.2025 N2 20576
10 B HOCTE 0003
Taouauna 1. HexxenartenbHble peakiiniu, OTMEYEHHBIC B K%nggl{:ll&x %CJJEQSA_AHI/M o WV
IMoyeuyHo-KJIETOYHBIIT Capkoma MSITKHX
pak TKaHEH
Unpexyuu u unsasuu
Uudekunn (¢ um 6e3 HeliTporeHny)* YacTto ¢
WNndexunn necen Hewacto Yacro

Hobpoxauecmaennvie, 310KauecmeeHuble U HEYMOYHEHHbLE HOB00OPA306AHUSL (6KIIOUAST KUCHIbL
U nounsl)

Bonp B HOBOOOpa3oBaHMsIX Heuacto OueHpb YacTo
CuHIIpOM JHU3HCa OYXO0JIHU ¢ ¢
Hapywenus co cmoponwl kposu u aumgamuieckoui cucmemsl

Heiitponenus Yacto OueHp yacTo
TpombGoruToneHus Yacto OueHb yacTo
JlelikoneHus YacTto OueHsb yacto
TTonunuremus Heuacto ¢
OHOOKpUHHblE HapYUIeHUs]

Tunotupeos’ Yacto Yacto
[ToBbIlIEHNE AKTUBHOCTU TUPEOTPOIHBIX Yacrto *

TOPMOHOB B KPOBH

CHIKeHNEe KOHIIEHTPAIINH TITFOKO3bI Heuacto *

B KpPOBU

Hapywenus memaboauzma u numanus

CHMIKEHUE Macchl Tena YacTto OueHsb yacto
CHIDKEHHUE ammeTuTa OuenHsb 9acTo OuenHsb 9acTo
l'unodocdaremus Yacto ¢
O0e3BOKMBaHUE Yacto Yacto
I'unomaraueMus Heuacto HeuacTto
Hcuxuueckue Hapywienust

becconHuna | ¢ | YacTto
Hapywenus co cmoponvl HepeHOU cucmembl

I'onoBokpyxkeHUe Yacro Yacrto
l'unecres3us HeuacTto ¢
[lepudepudeckas ceHcopHas HellponaTus Yacto YacTto
[TapecTesus Yacto Heuacto
3aTOPMOKEHHOCTh YacTto ¢
CoHIMBOCTD HeuacTto Heuacto
Jucressus (paccTpoiicTBO BKyca) OueHp 4acTo? Ouensb yacto
["onmoBHast 6071 OueHsb 9acTo OueHsb 9acTo
MureMIdecKuil HHCY BT Heuacto Heuacto
TpaH3uTOpHAS UIIEMUYECKAS aTaKa™ Heuacto ¢

Cunapom oOpaTUMOH 3aHEH Penxo ¢
sHiedanonarun’

I'emopparnyeckuii HHCYJIBT Heuacto Heuacto
Hapywenus co cmoponvl opeana 3penus

HeuerkocTs 3peHust Yacro Yacrto
ObecLBeunBaHNE PECHHUIT Heuacto ¢
OTcolika/pa3phIB CETIATKH Heuacto ¢
Hapywenus co cmoponwl cepoya

Hapyienus cepaedHoi 1eATeIbHOCTH Heuacro Yacro

(cHmKeHue (hpakuu BHIOpOCA JIEBOTO
KeJyJOoUKa, XPOHUUECKasl cepaeyHast
HEIOCTATOYHOCTh, OTPaHUYCHHAS
Kapauomuonarus)t

bpanukapaus Heuacro® Yacro*
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AEr—ras vy
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pak TKaHeH
WudapkT MuHoKapaa* Heuacto Heuacto
Mmemus Muokapaa® Heuacto ¢
XKenynoukoBas TaxuKapAus TUIIA Heuwacto ¢

«mpy>T» (torsade de pointes)

Hapywenus co cmoporwl cocyoos

ApTepuanbHas THIEPTEH3Hs

OueHb yacTo

OueHb yacTo

OmryieHue IpuiinBa xapa K JIUIy Yacro YacTto
Benosnas TpoM003MO0HsE Yacro Yacto
I'emopparus Heuacto Heuacto
Kposoreuenue n3 Bepxnux otaenon XKKT Heuacto Heuacto
PerponepuroHealbHOE KPOBOTEUEHUE Heuacto Heuacto
PexTanbHOE KpOBOTEUCHUE Heuacto Heuacto
TpomOboTuueckas Mukpoanruonarus (8 Tom | Penko Heuwacto
qrcie TpoMOOTHYEeCKas

TpoMOOLIUTONIEHHYECKasl My pITypa

¥l FeMOJIMTHKO-YPEMUYECKUH cHHapoM)®

KpoBoTeueHue u3 nonoctu pra Heuacto Yacto
['eMopponganbHOE KPOBOTEUCHHE Hewacto ¢
AHajbpHOE KPOBOTEUEHHE Heuacto Yacro
BponxuanpsHOE KpOBOTEUEHHE ¢ Heuwacto
KpoBoTeuenust U3 MOUEBBIBOASIIIUX MyTEH Heuacto ¢
«IIpunuBe» YacTto YacTto
l'uneproHnyeckuil Kpu3 Heuacto ¢

Hapywenus co cmopoHbl ObixamenvbHouU cucmemysl, 0pean08 2pyOHOU KIemKU U cpedoCHeHUs]

Kamens d Yacto
Jucdonus Yacro Yacro
JucnHos (onpIika) Yacto Yacrto
ITHeBMOTOpaKC Heuacto YacTto
Punopest Heuacto Heuacto
bonu B poTornorke ¢ Heuacto
Hkota ¢ Yacrto
KpoBoxapkanbe Yacto Heuacto
WHTepcTunmanbaas 00J1e3Hb Penxo Penxo
JIerKUX/THEBMOHHT

HocoBoe kpoBoTeueHue Yacto Yacto
Jlerouynoe KpoBOTEUECHHE Heuacto Yacrto
JKenyoouno-kuuieutvie HapyuieHus

Mereopusm Yacto Yacto
B3gyrtue xuBoTa Yacro Yacrto
S13BeHHBIH CTOMATHUT YacTto d
UYacras nedexarms Heuacto ¢

PBoTa ¢ KpoBBIO Heuacto o
I'emaroxe3ust HeuacTto ¢
[epdopanus TOICTON KUIIKH HeuacTto A
[lepdopanus moB3IOITHON KHIITKA Heuacto Heuacto
Menena Heuacto Heuacto
ITankpeaTur HeuacTto ¢
[TepuToHuT Heuacto Heuacto

Bonb B %uBOTE (B TOM YHUCIIC B MUTACTPUU
Y TI0 XOJIy KHIIICYHHKA)

OueHb yacTo

OueHb yacTo

Hnapes Ou4eHb 9acTo Ou4eHb 9acTo
Hucnencus Yacro Yacro
Tepdoparus xeTyaKa HIN KHIIeYHAKA Heuwacrto ¢
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e

Méueuno-KheTourbrit - 1 “Ciprova virkux
pak TKaHeH

OO0pa3oBaHKE KEITyTOUHBIX /WU Heuyacto Heuacrto

KMIIIEYHEIX CBHIIEi

Hapyx#HbIii OpronHo# cBHIT Heuacto Heuacto

[ToBbllIEHHE AKTUBHOCTH JIMNA3bI Yacto® ¢

TomHOTa OuenHsb 9acTo OuenHsb 9acTo

Cromatut Yacto OueHp yacTo

PBota Ouens yacTo Ouensb yacTo

Cyx0CThb CIM3UCTON 000IOYKH HOIOCTH Yacro Yacrto

pTa

Kposoteuenune nu3 XKKT Yacto YacTto

Hapywenus co cmopoHul neuenu u scenuesvl8o0auux nymeu

['enaToTOKCUYHOCTD Yacto ¢

Kentyxa Heuacto ¢

JlekapcTBEHHOE MOPAKCHHUE ITCUCHU Heuacto ¢

IleuenoyHas HETOCTATOYHOCTH Heuacto ¢

OTKIIOHEHNE IeYeHOYHOH (PYHKINU Yacto Heuacto

OT HOpMBI®

Hapywenusi co cmoporwvl Kodtcu 1 HOOKONCHbIX MKAHel

[TopaskeHusl KOKHU Heuacto Yacto®

Anonernus OueHb yacTo Yacro

Okcdonmanus Koxu Heuyacto ¢

['enepanu3oBaHHbIA 3y 1 Heuacto ¢

CyXx0CTh KOXH Yacro Yacro

OKchoImaTUBHAS CHITTh ¢ OuenHsb 9acTo

M3meHenne nBeTa BoJoc OueHb yacTo OueHp yacTo

[Topaxenue HorTeu Hewacto Yacro

[TaneMapHO-TUIaHTapHAs SpUTpoan3ecTe3uss | OyeHb 4acTo Heuacto

(J1aOHHO-TIOTOIIBEHHBIA CHHIPOM)

ITogoniBeHHas 3puremMa Heuacto ¢

S13BBI KOKHU ¢ Heuacto

Peaknus dhoroceHcHOMIM3aINN Heuacto Heuacto

l'unepruapos Yacto YacTto

Koxnast cbinb OueHsb 9acTo HeuacTto

BesukynsipHas cbllib HeuacTto ¢

[Tanynie3Has chlib HeuacTto Heuacto

OpuTeMaTO3Hasl ChIllb Heuacto d

I'enepanun3oBaHHas ChIllb Heuacto ¢

MakynsipHasi Cblllb Heuacto ¢

3ynasiias Chib Heuacto ¢

KoxHblii 3y1 Yacro Yacrto

Oputema YacTto Yacrto

JenurMenTaius Koxu Yacro ¢

I'unonurmMeHTaus KOXHu Yacrto OueHp yacTo

Hapymeﬂuﬂ CO CMOPOHbL szmelmoﬁ, CKelemHOU U COCOUHUMENbHOU MKAHU

CKeeTHO-MBIIeYHast 00J1b HeuacTto UYacto
MpbleyHbIN cia3m Yacro YacTto
Aptpanrus Yacto Heuacto
Muainrus Yacro Yacto
Hapywenus co cmopoHbvl noyex u Mouebl8o0syux nymeti

[porennypus’ Ouensb yacto Heuacto
I'ematypus Yacro HeuacTto
Hapywenus co cmoporvl penpo0ykmuenoti cucmembvl U MOJIOUHbBIX Jicele3
MeHopparust | Heuacto | Heuacto
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 19.08.2025 Nz 20576
Ly b ey 4y s
Moueuno-KaeTounbrit -~ ' “CAProMa MITKAX '
pak TKaHeH
Mertpopparus Heuacto ¢
BnaranuiHoe KpoBOT€UEHHE Heuacto Heuacto
Obwue Hapywerus u peakyuy 8 Mecme 66e0eHuUsl
Bocmanenue ciu3ucToi 000JI09KH YacTo Heuacro
Orteku Yacro® Yacto’
Actenus Yacro Heuacro
BoJib B I'pyIHOM KIeTKe" Yacto Yacto
O3H00 Heuacto YacTo

IloBermennas YTOMJIAEMOCTD

OueHb yacTo

OueHb YacTo

JlabopamopHvle u uHcmpymMeHmaivHsvlie OaHH

ble

IToBeinenne aktuBHOCTH AJIT! OuenHsb 9acTo Yacro
[Toseimenue aktuHOoCcTH ACT Ouens yacTo YacTto
Tunep6unupybuneMus’” Yacro Heuwacto
M3MeHeHne KOHIIEHTPAIMKU XOJeCTepruHa ¢ Yacro

B KPOBH

IToBbllIEHHE KOHLIEHTPALUU KPpEaTUHUHA Yacto ¢

B KpPOBU

[ToBblllIEHHE aKTUBHOCTH aMHUJIA3bl YacTto ¢
IToBblllIeHHE KOHIEHTPAMA MOYEBUHBI Yacto ¢

B KpPOBU

'mnoans0yMuHeMust o OueHb yacTo
[ToBbIlLIEHHE AKTUBHOCTH FraMMa- Yacto YacTto
DIFOTAMIUITPAHCIIENTHIA3EI

N3meHeHne akTUBHOCTH TOPMOHOB Heuacto ¢
LIMTOBUIHOM JKeJle3bl

V nnunenne untepsana QT Hewacto Hewacto
CHwkeHne Beca YacTto OueHsb 9acTo

¢ B X0AC PETUCTPAIIMOHHBIX KIIMHUYCECKUX I/ICCJIGI[OBaHI/Iﬁ CBsA3b HCXKCIIATCIBHOTO SABJICHHUA C IMPUCMOM

masomnaHuba He YCTaHOBJICHA.

! Mompo6Has nupopMarms npuseseHa B paszaene 4.4.

2 Arep3us (yTpara BKYCOBOM YyBCTBUTENHHOCTH), TUIIOTeB3Us (TIOHMKEHHE BKYCOBOI UyBCTBUTEILHOCTH).
B OonpmmHCTBE ciy4aeB mNaibMapHO-IUIAHTApHAS 3PUTPOAM3ECTE3Ms (J1aZOHHO-TIOJONIBEHHBIN

CUHJIPOM).

* Bpamukapus onpeeseTcs Ha OCHOBAHMH YacTOThI CEPJICYHOro putMa (MeHee 60 yIapoB B MUHYTY).

Bpanukapaus ¢ KTMHIYECKUMU MTPOSIBIICHUSIMU BCTPEYAETCS PEKE, U €€ 4acTOTa OCHOBaHa Ha oT4yeTax 0as3

JTAaHHBIX 0 0€30TaCHOCTH Ma30MaHuoa.

5 JIns TI0KA3aHMs «IIOYEUHO-KJIETOUHBIH paK» 4acToTa BCTPEYAaeMOCTH OCHOBAHA Ha JAHHBIX, MOTYYEHHBIX

MIPU MPOBEJCHUH JOTOTHUTENBHBIX HUCCIIEIOBAaHHMN.

® [Tepudepuueckue oTexu, TOKaTbHbIE OTEKH, OTEKH IJ1a3, JIHIIA.

" Tepudeprueckue OTEKH, OTEYHOCT BEK.

Heilitponienusi, TpoMOOLMTONEHUSI M TMalbMapHO-TUIAHTapHAs SPUTPOAU3ECTe3us (JIaJ0HHO-
MOJOUIBEHHBIM  CHUHAPOM) dyamie HaOMIoJaluch y  MalMEeHTOB  BOCTOYHOA3MATCKOTO
MIPOUCXOXKICHUS.

B Tabnure 2 npeacraBieHbl OTKIOHEHHS Ta0OPAaTOPHBIX MOKa3aTenel, BcTpedasmmecs y >15%
NManueHTOB C IMOYCYHO-KJICTOYHBIM PAKOM, INPHWHUMAaBIINX [ma3oranud B X04€ KIIMHUYCCKUX
uccnenoBanuii. CreneHb OTKJIOHEHHS  OcHOBbIBaeTcs Ha  kimaccupukanmmu CTCAE
HanmonanbHOr0o HHCTUTYTA paka.

Ta6nauna 2. OTkiIoHEeHUs abOpaTOpHBIX IOKaszareseil, BcTpeuaBmuecs y >15% mnanueHToB
C MMOYCYHO-KJIICTOYHBIM PaKOM, IPUHUMABIIUX Ha3OHaHI/I6 B X0J€ KIIMHNYCCKUX I/ICCJIGIIOBaHI/Iﬁ
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 19.08.2025 N= 20576
Mazonann6 (N=290) ''"-"=J =By mineg 4 ((N=145) -~
MMapameTtpsi CT;C:HH CTeNeHb | CTeNneHb CT;C:HH CTeNeHb | CTeNeHb
Y ’ 3, % 4, % Y ’ 3, % 4, %
0 0
lemamonoeuyeckue
Jleiixonenus 37 0 0 6 0 0
Heiirponenus 34 1 <1 6 0 0
TpomboruToneHust 32 <1 <1 5 0 <1
JlumdonmToneHus 31 4 <1 24 1 0
buoxumuueckue
[ToBBIIIEHHE aKTUBHOCTH
AJIT 53 10 2 22 1 0
IToBblIIEHHE AKTUBHOCTH
ACT 53 7 <1 19 <1 0
['unepravkemust 41 <1 0 33 1 0
[NoBbIIeHHE KOHIIEHTPALIUT 36 3 <1 10 1 <1
o01ero OmnupyouHa
I'unodocdaremus 34 4 0 11 0 0
T'unoxanpreMus 33 1 1 26 1 <1
['umonarpuemust 31 4 1 24 4 1
l'unepkanueMust 27 4 <1 23 5 0
'unepkpeaTHHUHEMHSI 26 0 <1 25 <1 0
'unomarnuemus 26 <1 1 14 0 0
['umornmkemust 17 0 <1 3 0 0

B Tabnune 3 npencraBieHbl OTKIOHEHUS J1a00paTOPHBIX MOKa3aTenel, BecTpedasmuecs y >15%
MAIMCHTOB C CApKOMOW MSTKHX TKaHEH, MOJNy4aBIIMX I[1a30MaHUO B XOJ€ KIMHHUYECKHX
ucciaenoBanuii. CTemeHb  OTKJIOHEHUs oOcCHOBbIBaeTcs Ha  kimaccupukanmun CTCAE
HanronansHOTro HHCTUTYTA paka.

Ta6auna 3. OTkioHEeHUs J1a0OpaTOpHBIX IOKaszaresneil, BcrpeuaBmmecs y >15% mnauueHToB
C CapKOMOM MATKHX TKaHEH, MTOJTyJaBIINX ITa30IIaHUuO B X0/Ie KIIMHUYECKUX MCCIEeJOBAaHUN

IMazonann6 (N=240) Ilmane6o (N=123)
[HapameTpsl Bee cTeneHb 3, | cremneHb 4, Bee CTeleHb CTeleHb
CTEeNeHH, % % CTeleH!, 3 0 4 %
% % ' '
Temamonoeuveckue
Jleiikonenust 44 1 0 15 0 0
Helitponenus 33 4 0 7 0 0
TpomboruToneHust 36 3 <1 6 0 0
JlumbonuroneHus 43 10 0 36 9 2
Anemust 27 5 2 23 <1 <1
Buoxumuueckue
IToBeIlIEHUE
AKTHBHOCTH 32 3 0 23 <1 0
[IETOYHON
tdocdarazbr
IToBpImIcHME
aktuBHOCTH AJIT 46 8 2 18 2 <1
IToBeIIEHHE
aktuBHOCTH ACT 51 5 3 22 2 0
['umoans0yMuHeMUs 34 <1 0 21 0 0
['uneprimkemus 45 <1 0 35 2 0
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Mazonann6 (N=240) T TTEA VS anedo (N=123) )
BCE BCE
IMapameTpsl cTeneHb 3, cTeneHsb 4, CTeNneHb CcTeNneHb
CTENEeHH, % % CTEeNeHH, 3, % 4, %
% %
IToBErIIEHNE
KOHIICHTpaITiu 29 1 0 7 2 0
0011€eT0
OwmpyOuHa
['unonatpuemus 31 4 0 20 3 0
I'nnokanuemust 16 1 0 11 0 0

B Ta6J'II/IHe 4 MMPEACTABJIICHEI  HCXKCJIATCIIBHBIC  pCaKIUu, BBIIBJIICHHBIE BO  BpEMi
MOCTPECTUCTPATUOHHOTO IPUMCHCHHAA rnasonanuoa. I[aHHBIG HCKCJIATCIIbHBIC PCAKIINU BKIIIOYA0T
B ce0sf CHOHTaHHBIE COO6H_[CHI/I$I 0 HCXKCIATCIBbHBIX ABJICHHUAX, a TaKXKXC CCPbC3HBIC
HCIKCJIIATCIIbHBIC PCAKIMKU, BBIABJICHHBIC B PCE3YJIbTATC MNPOJOJDKAOIINXCA HCCHGHOBaHHﬁ,
I/ICCJ'IGI[OBaHI/Iﬁ KIMHAYECKOMN (bapMaKOJ'IOl"I/II/I N ITIOMCKOBBIX I/ICCJ'ICI[OBaHI/Iﬁ 110 HEYTBCPKIACHHBIM
IIOKa3aHUAM.

Tadauuma 4. HexenatenbHble peakiMH, BBISIBICHHbIE BO BpeMsl MOCTPErHCTPALIMOHHOTO
MPUMEHEHHUS Ma3onaHnoa

Hnghexyuu u unsasuu

Wndexunu (c miu 6e3 HeHTponeHnn) | Yacro
Hapywenus co cmopoHbl Kpogu U 1umM@amuyeckoll Cucmembsl
[Momuuremust Heugacro

TpomboTnueckass  MuKpoaHruomatusi (B ToM  uucie | Hewacto
TpoMOoTHYeCcKass TPOMOOLMTOIIEHUYECKass Mmypoypa H
reMONIMTHKO-ypeMUUecKHii cuuIpom)

Hapywenus memaboauzma u numanus

CunapoMm Ju3uca OMyXoiH (B TOM YHCIIE M CO CMEpTeNbHBIM | YacToTa HeM3BECTHA
I/ICXOI[OM)l

Hapywenus co cmopoHul HepeHOT cucmembl

Cunapom obpaTMoH 3aaHer 3Hue(banor[aTI/H/11 | Penko

Hapywenus co cmoponwl opeana 3penus

OTcnolika ceTyaTKu Heuacro

PaspeIB ceTyarku Heuacto
Hapywenus co cmoponwl cocyoos

AHEBpHU3MBI U PACCIIOCHHS APTEPUH | Penxo

Hapywenusi co cmopoHbl ObixamenvbHOU cucmembl, 0p2an08 2pYOHOU KIemKU U cpedoCmeHUs
WuTepcTunmanpHas 00J1e3Hb JIErKUX/TTHEBMOHUT | Penxo
KenyoouHno-kuweunvie HApyuleHus

Mereopuszm Yacrto

[Tankpeatur Heuyacto
Hapywenus co cmopoHul neuenu u scenuesvbl800sauux nymeu

[TeueHoUHAs HEJIOCTATOYHOCTh | UacToTa HEM3BECTHA
Hapywenus co cmoponvl Kodcu U nOOKOHICHbIX MKAHelU

S3Ba KOXU | Heuyacto
Hapywenusi co cmoponvl mbluieunol, ckeiemnol U COeOUHUMeNbHOU MKAHU
Aptpanrus OdeHp gacTo
MpbleyHsbI cia3m Yacto

Muanrus Yacto

Jlabopamopuvie u uncmpymeHmanvrvle 0anHble
[loBBIIIIeHNe aKTUBHOCTH TaMMa-TIIOTAMIJITPAHCIENTHIA3bI | Yacro

! Monpo6uas uHdopManys npuBeeHa B pasaeie 4.4,

Crpanuna 15 u3 20



COOTBETCTEBY ET_ f-_' K li_: __ EPTHOMY OTUETY

ot 19.08.2025 N= 20576

(NOCNEQCBATENEHOCTE 0003)

COOGH.[GHI/IG 0 TOA03PEBACMBIX HCKCIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOJ03pEeBAaEMBIX HEXKENATENbHBIX PEAKIUSAX IOCNIe PETUCTPalud
JIEKapCTBEHHOT'0 Tpernapara ¢ 1eJblo 00ecnedeHrs HenpepbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«TOB3a—PUCK» JICKAPCTBEHHOTO Tpenapara. MeTuIMHCKUM pPabOTHHKAM pPEKOMEHIYeTCs
coo0ImaTe 0 JIIOOBIX MOJ03PEBACMbIX HEXKENATENbHBIX PEAKIHIX JIEKApCTBEHHOrO Ipernapara
Yyepe3 HallMOHALHBIE CUCTEMBI COOOIICHHS O HEXKENIATeNbHBIX PEAKIIHSIX TOCYyAapCTB — YICHOB
EBpa3uiickoro 3KOHOMHYECKOI0 COI03a.

Poccuiickas ®@enepanus

®denepanbHas cIy)0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Pocsnpasuamzop)
109012, r. Mocksa, CnaBsiHCcKas iomans, 1. 4, ctp. 1

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

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJICKOMMYHHUKALIMOHHOM ceTH «HTepHET»:
https://www.roszdravnadzor.gov.ru

Pecry6nuka Kazaxcran

PI'TI na [IXB «HauuoHanbHbIA LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIMIIMHCKUX
m3nenuin» Komurera MeaumuHCKOTO u  (apMareBTUYECKOro KOHTpoisi MuHHCTEepCTBa
3npaBooxpaneHus: Pecnyonuku Kazaxcran

Z00T6ES, r. Acrana, yn. A.MmanoBa, 13

Tenedon: +7 (7172) 235 135

DnekTpoHHas nmovra: farm@dari.kz

Caiit B uHGOPMAIIMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn «IHTepHeT»:

http://www.ndda.kz

Pecry6nmka benapych

PecnyGnukanckoe yHuTapHoe npeanpustue «LleHTp SkcmepTM3 W HMCOBITAaHUM B
3paBoOXpaHeHN» MUHHCTEPCTBA 3ApaBooxpaneHus Peciyoniku bemapych

220037, r. Munck, ToBapueckuii niep., 2a

Tenedon: +375-17-242-00-29

OnexTpoHHas noura: repl@rceth.by

Caiit B uHGOpMaIlMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «IHTepHET»:!

http://www.rceth.by

PecnyGnuka Apmenus

I'HKO «LleHTp 3KCIIepTU3bI JIEKAPCTB U MEAULIMHCKUX TEXHOJIOTHUI»
0051, r. EpeBan, nip. Komuraca, 49/5

Tenedonsr: (+374 10) 20-05-05, (+374 96) 22-05-05

OnexTpoHHas noura: info@ampra.am

Caiit B uHGOpMaIlMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn «IHTepHEeT»:!
http://www.pharm.am/index.php/ru

Keipresckas Pecry6nuka

JlemapramMeHT  JIGKapCTBEHHBIX CPEACTB M MEIMIMHCKUX  u3Aenuil  MwuHucTepcTBa
3npaBooxpaneHust Keipreizckoit Pecrry Ok

720044, r. buikek, yi. 3-s 1uHus, 25

Tenedon: (996) 312 21-92-86

OnektponHas moura: dlsmi@pharm.kg

CaiiT B nH(pOpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTH «IHTepHEeT»:
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http://www.pharm.kg/

4.9. llepeno3upoBKa
CuMOTOMBI

B KIMHMYECKUX MCCIIeIOBAaHUAX MAa30MaHu0 mpuMeHsIcs B qo3ax 10 2000 mr.
Jo30muMuUTHpYIOIIast TOKCUYHOCTD (TIOBBILIEHHAS YTOMJISIEMOCTh 3-i CTENEHH) U apTepuaibHas
TUTIEPTEH3US 3-1 CTENEHN HAOMIOAAINCh Y OJTHOTO M3 TPEX MalueHToB, moayuuBmux 2000 Mr u
1000 mr mna3zomaHmba B CYTKM COOTBETCTBEHHO. BO3MOXHO YyCHUJICHHWE BBIIICONMUCAHHBIX
HE)KeJIaTEJIbHbIX SBJICHUM.

JleueHnue

Jleuenne cummnromarndeckoe. TOJNBKO HE3HAUYMTEIBHASA YAacTh I1a30IIaHU0a MOXET BBIBOIUTHCS
MOCPEACTBOM T€MOJHMAIN3a, TTOCKOJIBKY BBICOKA CTEIICHb €ro CBS3BIBAHUS C OEIKaMHu TUIa3Mbl
KpPOBH.

5. DAPMAKOJIOTHYECKHE CBOUCTBA

5.1. dapmakoaMHaMHYecKHe CBOMCTBA

dapmakoTeparneBTHUEcKas rpymma: IpOTUBOOITYX0JIEBbIE CPEICTBA; UHTMOUTOPHI IPOTEUHKHUHA3;
JpyTre HHrHOUTOPHI MPOTENHKUHA3S.

Kon ATX: LO1EXO0S.

MexaHu3M JIelCTBUS

[Tazomanu® sBISETCS MOIIHBIM HMHTHOMTOPOM MHOXKECTBA THPO3MHKHHA3, B TOM YHCIIE
TUPO3UHKUHA3 penenTopoB (akropa pocrta suporenus cocynos (VEGFR)-1, -2, -3, penientopos
dakTopa pocra tpombonutoB (PDGFR)-o u -B, pernenropos ¢akropa pocra (GubpobdaacToB
(FGFR)-1 u -3, peuentopa ¢dakropa crBonoBbix kierok (Kit), a Takxke T-Ki1eTOYHOW KWHA3BI,
uHAyuupyeMoil untepneiikunom-2 (Itk), nelfikorur-crennpruyeckoil MpOTEUHTHUPO3UHKUHA3HI
(Lck) u THpO3MHKMHA3BI penenTopa KOJOHHEeCTUMYIUpyomero ¢paktopa Makpodaros (c-Fms).
In vitro mazomanu® MHrHOMpPYeET MUTraHA-uHIYyIHpyeMoe ayTodochopunuposanne VEGFR-2, Kit
u PDGFR-B. In vivo mazomanu® wunrubupyer VEGF-unaynupyemoe dochopunuponanue
VEGFR-2 B TKaHAX JE€TKOTO y J>KMBOTHBIX, aHTHOTEHE3 Y J>KMBOTHBIX M POCT HEKOTOPHIX
YeJIOBEYECKHX OIYXOJIEBbIX KCEHOTPAHCIIAHTATOB y )KUBOTHBIX. 3HaueHust ICs0 pu CBA3BIBAHUH
nazonann6a ¢ VEGFR-1, -2 u -3 coorBercrBenno cocrasisior 10, 30 u 47 umons/n, ¢ PDGFR-a
u -B — 71 u 84 Hmob/7, a ¢ penentopamu Kit — 74 HMomb/11.

5.2. ®apMakoKHHeTHYECKHE CBOHCTBA

AOGcopbuus

3nayeHrne Cmax Ma3onaHuOa B CpeJHEM JOCTUTaeTcs uepe3 2—4 dyaca mMocie MpueMa BHYTPb.
E>xenHeBHBIN preM NPUBOAUT K OJHO-, ABY-, TPEX-, YETHIPEXKPATHOMY YBEIUUYCHUIO TUIOIIAIN
1oz apMakOKHHETHYECKOH KpHBO# «koHIeHTpausi—BpeMs» (AUC). [Ipu exeHEBHOM Mpreme
800 mr mazomanmba 3HaueHHS AUC u Cmax coctaBiastmu 1,037 uxmkr/ma m 58,1 MKr/mi
(oxBUBaNeHTHO 132 MKMOIIB/T) cooTBeTCTBEHHO. [Ipy mMOBBIMIEHWH 03I MazonmaHuba Oosee
800 mr cymectBenHoro yBenuueHuss AUC u Cmax HE HaOII01a10Ch.
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na3onaHuba ¢ MHUIIEH Kak C BBICOKMM, TaK M C HHU3KHUM COJCPKAHUEM >KUPOB IPHBOIHT
npuOan3uTENbHO K IByKpaTHOMY yBenUueHUI0 AUC U Cmax. TakuM 00pa3oM, azonaHuod ciegayer
IPUHUMAThH 110 MEHBIIEH Mepe 3a | yac 10 miM 4yepe3 2 yaca 1ocie npueMa nuiy (cMm. pasaen
4.2).

[Ipumenenne 400 mr masonanubGa B BHJEC H3MEIBYCHHOW TaOJIETKH BBI3BIBACT YBEIHUCHHE
AUCo-72 1 Cmax TIpUOIM3UTENHFHO B 2 pa3a U BBI3bIBAET YMEHbILIEHUE BPEMEHH JIOCTHKEHUS
MaKCHUMaJIbHONH KOHLIEHTPAIMH B TUIa3Me KPOBU NMPUOTU3UTENBHO Ha 1,5 Yaca mo cpaBHEHHIO C
IpUeMOM 1eNioil TabyeTku. bBbHOAOCTYNHOCTH W CTemeHb abcopOuuu na3zomaHuba Mpu
NepOPATLHOM MPHEME YBEITUYMBAIOTCS MPU MpUEME M3METbUeHHON TaOJIeTKH M0 CPaBHEHHUIO C
npUeMoM ILesiol TabneTku. B CBA3M C BbIIECKa3aHHBIM TaOJETKH Ma3omaHuba He cledayer
U3MelNbyath (CM. pazzaen 4.2).

Pacnopenenenne

Casi3pIBaHUE MMa30MaHuOa ¢ OeaKkaMHu IUTa3Mbl KpoBH IN VIVO coctaBisuio Oosee 99% BHe
3aBUCUMOCTH OT KOHIIEHTpanuu B auamna3one 10—100 Mxr/mur.

Jlansbie In VItrO mO3BOJISIOT MPEAINoJiarath, YT0O Ma30MaHUO sBIsSETCS cyocTparoMm st P-gp u
BCRP.

BI/IOTDaHC(bODMaHI/IH

HUccnenoBanus in Vitro moka3zainu, 4To MeTaboIM3M Ma30naHuba onocpe10BaH MPeUMyILECTBEHHO
uzopepmentom CYP3A4, a taxke B HezHauuTenbHOW creneHu m3opepmentamu CYPIA2 u
CYP2C8.

DIuMHHAIIHSI
[Tazomanu® BBIBOAWTCA MEIJIEHHO CO CPEIHHM 3HAYCHHWEM Ieproaa MoayBbiBeaeHus (t1/2)
30,9 yaca mocne mpuema B pexkomeHmoBaHHOU m03e 800 mr. BriBeneHue ocymiecTBiseTcs B

OCHOBHOM 4Y€PE3 KUIICYHUK, U TOJIBKO MCHEC 4% HpHH?ITOfI JO3bI BBIBOAUTCS ITIOYKAMM.

[ToyeyHas HETOCTATOYHOCTD

BriBennenue mazomanun6a He 3aBucUT oT kimpeHca kpearnanHa (KK) (30-150 mu/muH).
He oxwunaercst u3sMeHeHHs CUCTEMHOM 9KCIo3uIMy na3onanu6a y nanuentoB ¢ KK >30 mu/muH,
B CBSI3U C YeM KOPPEKITUH 1036l Y TAIIMEHTOB JAHHOW KaTEerOpuu He TpeOyeTCsl.

[IeueHouHas HEAOCTATOYHOCTH

VY mauueHToB ¢ HapylieHneM (QYHKIMH [eYeHH JIETKON cTeneHu (KOHLEHTpalus OunupyOonHa B
npenenax HOPMBI TpHU TOBBIMIEHUH akTUBHOCTH AJIT mo0oil cTeneHW WU TMOBLIIICHUE
KOHIICHTpaIuu ommpyonHa MeHee ueM B 1,5 pa3za Beime BI'H nHe3zaBucumo ot aktuBHOocTH AJIT)
1ocje OJJHOKPATHOTo npuema mnasonanuba B 1o3e 800 Mr onuH pa3 B CyTKH CpeIHHE 3HaYCHHUS
dapmakokuHeTHIeckux napamMeTpoB (Cmax 30,9 mxr/mn (12,5-47,3 mxr/mi) u AUCo-24) 841,8
Mkrxu/mia (600,4—1078 MKrx4/Mi)) COMOCTAaBUMBI CO CPEIHUMHU 3HAYEHUSMHU Yy TAIUEHTOB C
HopMainbHOU (yHKuued nedeHu (Cmax 49,4 mrr/ma (17,1-85,7 mkr/ma) u AUC(o-24) 888,2
MKr>xu/mi (345,5-1482 Mkrxu/mi)).

MaxkcumanbHasi mepeHocuMas J03a Ma3onaHuba y MalMeHTOB C YMEPEHHBIM HapylIeHHEeM
GyHKIUY MTedeHn (TIOBBIIICHNE KOHIICHTpAIK OMITMpyOrHa OT IOyTOpa A0 Tpex pa3 Boie BI'H
He3aBucuMo oT akTuBHOCTH AJIT) cocrapisiia 200 mMr o pa3 B cyTku. Cpeaaue 3HadeHUs Cmax
(22,4 mxr/mn (6,4-32,9 mxr/mi)) u AUC@0-24) (350,0 mxrxu/min (131,8—487,7 MKrxu/mit)) mocine
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npuema 200 Mr 11a30maHuOa OJIMH Pa3 B CYTKH y anpeRTOR © YMETUM FADYHoiTeR By ik

MIEYEHHU COCTABISUIN MPUOIM3UTENBHO 45 U 39% COOTBETCTBEHHO MO CPABHEHUIO CO CPETHUMHU
3HAQYEHUSIMHU Y NMAIMEHTOB C HOPMaJbHON (yHKLMEH IeueHH MOocie MpUeMa Ipenapara B 103€
800 Mr oauH pa3 B cyTku. HemocTarouHo MaHHBIX O MPUMEHEHUH Na30MaHuba y MalueHTOB C
HapymeHneM (yHKIUHA TICYCHH TSKEIOW CTETNEeHH (KOHIEHTpaIrus oo0iiero ominupyonHa Oosee
yeM B 3 pa3za npesbliiaeT BI'H, HezaBucumo ot aktuBHoctH AJIT), B CBSI3U € 4YEM IPUMEHEHUE Y
NalMEeHTOB JJAHHOM KaTeropuu He peKOMEHJ0BaHO.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeyens BcmomMoraTebHbIX BelleCTB

Snpo TabJIETKH:

[enmrosio3a Mukpokpuctamimdeckas tum 102
Kapbokcumerninkpaxman HaTpus

[ToBunmon K25

Marnus creapar

IInenounas 060104Ka:

I'mnpomernosa

Turana auokcun (E171)

Makporoa

Kpacurens xene3a oxcup sxentoiil (E172)

6.2. HecoBmecTUMOCTH

He nmpumenumo.

6.3. CpoK roaHocTH (CPOK XpaHeHusl)

2 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTh IIpu Temneparype He Boie 25 °C.

6.5. XapakTep H coepxkaHue NePBUYHON YIAKOBKHU

ITo 30 (ms Bcex mo3upoBok), win 60 (st qo3upoBku 400 mr), ninm 90 (ms qo3uposku 200 mr)
TabJIeTOK B OaHKY MOJIMMEPHYIO (M3 MOJUITUICHA BBICOKOH MIIOTHOCTH WJIN MOJIMIIPOTIHIICHA) JUTS
JICKApCTBEHHBIX CPEJCTB, YKYNMOPEHHYIO HAaBUHYMBAEMOW KpBIIIKOH MOJUMEepHOUH (U3
HOJIMATUIIEHA WITH TTOJIMIPONHIICHA).

Ha GaHKy HakiIeWBalOT 3TUKETKY W3 OyMaru 3TUKETOYHOW WIIM MUCYEH MM CaMOKJICSIIYIOCS
ITUKETKY.

Kaxnyro 0aHKy BMECTE ¢ JIMCTKOM-BKJIAbIIIIEM IOMEILAIOT B MAaYKy U3 KapTOHA KOPOOOYHOTO.
6.6. OcoOble  Mepbl  NPeIOCTOPOKHOCTH  TNPH  YHUUYTOKEHUH  HMCHOJIH30BAHHOIO

JEKAPCTBEHHOr0  Ipenapara MJIH  OTXOJ0B, MOJYYEHHbIX IOCJie TPUMEHEHUs!
JIEKApCTBEHHOI0 Npenapara, i Ipyrue MaHUNYJISLUH ¢ PenapaToM
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Bech octaBmmiics 1eKapCTBEHHBIN Mpenapar U [OTXOAbI &ezrvgr’;lﬁnﬁmmlji B COOTBETCTRBUH C

YCTaHOBJICHHBIMH HAIIMOHAIBHBIM 3aKOHOJATEIHCTBOM TPEOOBAHUSIMU.
7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanus

000 «TexHosorust I€KapCTB»

141400, MockoBckas o0, r. Xumku, yi. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

®dakc: +7 (495) 225-62-65

Dnekrponnas nmoura: info@drugsformulation.ru

7.1. IlpeacraBuTe/Ib AEpKATEIsI PETrHCTPALMOHHOIO YI0CTOBEPEHH

[Iperen3zun HOTDC6I/ITCJ'IGI71 HAIpaBJISITh 10 aJIpECy.

Poccuiickas ®@enepanus, Pecnydiiuka Apmenns, Keiproizckas Pecny0ianka
00O «TexHoa0THS JIEKAPCTBY

141400, MockoBckas 00u1., T. XUMKH, yJ1. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

®dakc: +7 (495) 225-62-65

Onekrponnas nouta: info@drugsformulation.ru

IpencraBureab OO0 «Texnosorus jJekapcrs» B Pecnyonke Kazaxcran

TOO «P-®apm Kazaxcran»

Pecny6nuka Kazaxcran, ropox Anmatel, bocranapikckuii paiion, Ilpocnekt Amnb-®dapabdu,
nom 17/1, (II®OL «Hypa-Tay» 610k 5b) H.1m Nel8, nourossiit ungexc 050059

Tenedon: +7 (727) 325-01-00 (4024)

dakc: +7 (727) 325-02-00, +7 (727) 325-03-00

OnektponHas noura: safety KZ@rpharm.ru

HpencraBureas OO0 «Texnonorus jgekapcers» B Pecnydiuke besnapych
220035, Pecnybnuka benapycs, r. Munck, yi. Tumupszesa, a. 72, od. 1210
Tenedon: +37 (517) 336-00-81

OnektpoHHas noyta: safety BY @rpharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUS

9. JATA NEPBUYHOIN PETHMCTPALIMM (IIOATBEPXKJIEHMWSI PETHMCTPALIVH,
MEPEPETHCTPAILINN)

JlaTa epBoii perucTpanyu:
10. JATA NEPECMOTPA TEKCTA
OOmas xapakrepuctuka JekapctBeHHoro mnpemnapata ITA3OITAHUB-TJI noctynmHa Ha

MHPOPMAIIMOHHOM TIopTane EBpa3uilckoro HSKOHOMHYECKOTO C€OK3a B HH(POPMAIMOHHO-
KOMMYHUKaIMOHHOM cetn MHTepHeT: https://eec.eaeunion.org/.
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