COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.12.2025 N2 31263

(NOCNEOOBATENEHOCTE 0001)

OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

ITA3OITAHUB, 400 mr, TabaeTKH, MOKPHITHIC TIICHOYHON 000JI0UKOH.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JleiicTBytOIIIEE BEIIECTBO: MAa30MaHuo.

Kaxnas Tabnerka, MOKpbHITas IJICHOYHOM 000104kod, comepxur 400 mr mazomanunba (B BHIE
THAPOXJIOPH/IA).

[TonHbIii IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIECH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOneTku, NOKPHITHIE MJIEHOYHOU 000I0YKOM.
[IpomonroBarsie ABOSKOBBITYKIIbIE TAOJETKH, MOKPBITHIE IIJIECHOUHOM 000J104KO0 Gesroro 1erta.

Ha nonepeunom paspese s11po 6eI0ro WM [OYTH OEJI0ro IBeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NPUMEHEHHIO

IIpenapat ITA3OITAHUWD noka3an kK NpUMEHEHHIO Y B3POCIIBIX.
— Jledenue pacrpocTpaHeHHOT0 oyeyHo-kiaeTogHoro paka (I1KP);

— Jleuenue pacnpoctpaHeHHON capkoMbl MArkux TkaHeil (CMT) (kpome racTpoMHTECTHHAIBHBIX
CTPOMAJIbHBIX OIyXOJIEH U JIMITOCAPKOMBI) y NAIIMEHTOB, PaHee MOJIyYaBIIMX XUMHOTEPAITHIO.

4.2. Pe:kuM 103MPOBAaHHS U CIIOCO0 MPUMeEHEHU s

PexxuM 103upoBaHus

Pexomennyemas noza npenapata IIA3OITAHUB cocrasnsier 800 mr BHYyTpb 1 pa3 B CyTKH.
IIponyck 0ozl

[Ipn mpomycke nmpuema O4YepenHOM 03Bl Ipenapara MPOIYLHIEHHYIO /103y CIEIYET MPUHATH TOJBKO
B CJIydae, eCliy J0 CIEAYIOIIEero 3alUIaHuPOBAaHHOTO pHeMa ocTanoch oosee 12 .

Iloo60op 00301

B 3aBucHMMOCTH OT WHAMBHIYaIbHOM NEPEHOCUMOCTH CYTOYHAas J03a Ipernapara MOXKET ObITh
YMEHBIIIEHA WIH yBenudeHa ¢ marom 200 Mmr, mpu 3TOM MakCHMaJIbHAsl CyTOYHas J03a HE JOJIKHA
npesbimath 300 mr.

st obecnieyeHust moa0opa pekuma JT03MPOBAHUS TMPH HEOOXOIMMOCTH TPHUMEHEHHUsS Ta3ornaHuba



COOTBETCTBYET QKCNEFTHOMY OTYETY
ot 16.12.2025 N2 31263
B 03ax 200 mr, 600 mr creayer Ha3zHa4yaTh IPENAPaTHl | [[A30TAHNOA FAPY AN, HPOM3BOIWTEIoN
B JIEKAPCTBEHHOM (hopMe «TalIEeTKU, TOKPBITHIC TIIICHOHHOH-060A0 HOHz200-MF»- '

Oco0Oble T'PVYIIIBI ITATWMEHTOB

HauueHmbz NOJ2HCUTIOC0 803pacma

Koppekuuu pexuma J03MpOBaHUS W YacCTOTHI IpHEMa y MAaIMEHTOB B BO3pacTe crapmie 65 jer
He Tpedyercsl.

Ilayuenmul ¢ Hapyuenuem ynKyuu novex

B cBsi3u ¢ HHU3KOH CTENEHBIO BBIBEICHUS Ma30maHnbOa W ero MeTabOJIMTOB IMOYKAMH HApYIICHUE
(GYHKIIMK TOYEK KIMHHYECKH 3HAYMMO HE BIMACT Ha (hapMaKOKUHETUKY Ia30MaHuba, MOITOMY
KOPPEKIIMH PEKMMa JIO3UPOBaHMs y TarueHToB ¢ kiaupeHcoMm kpeatmHuHa (KK) > 30 mn/mun
He TpeOyeTcsl.

OmnbIT MpuMeHeHHs Ma3onaHuba y MarleHToB ¢ HapyleHHeM (yHKIIMHA TOYeK TSHKEJIOW CTENeHH TN
y IAIMEHTOB, HAXOAAIMXCS HAa NEPUTOHEAIBLHOM IHMAIIM3€ MM I'eMOAUAIN3e, OTCYTCTBYET, B CBSA3U
C YeM MpUMEHEHHE Ma30MaHn0a y TaKUX MAIllMeHTOB HE PEKOMEHTyeTCsl.

Ilayuenmul ¢ nHapywenuem QyuKyuu nevexu

bezomacHocTh mpumeHeHHs W (papMaKOKMHETHKA MMa30MaHuOa y IMAalUEHTOB C YK€ HMCIOIIUMUCS
HapyHIeHUsIMH (DYHKIMU TIEYEHU MOJTHOCTHIO HE ycTaHOBIEHHI. [lanimentam ¢ HapymeHneMm (GpyHKIUU
MIEYCHH JIETKOW CTENeHU (OMPECIIIIOT 1O JaHHBIM aKTHBHOCTH ajaHmHaMuHOTpaHcdepassl (AJIT)
Y KOHIICHTpaIuu OnInpyOrHa) KOPPEKIUU 1036l HEe TpeOyeTcs.

VY nmanueHToB ¢ HapyIICHUSIMHA (PYHKIIMU TIEYCHH CPEIHEH CTETICHH CIIeAYeT CHU3UTh J03Y Ma30manuoa
10 200 Mr B CyTKH.

JIaHHBIX O TPUMEHEHUHM T[a30MaHnba Yy TAIMeHTOB C HapylmleHHeM (YHKIUU I€YCHH,
COIIPOBO’KAAIONIEICS OBBIIEHNEM KOHILIEHTpalK of1iero OmiupyornHa O6osee uyeM B 3 pa3a BbIlIe
BepxHel rpanuisl HopMmbl (BI'H) (mpu mo0oit aktuBHoctu AJIT) HegoctaToyHO, B CBSI3M € 4YeEM
IIPUMEHEHHE NTa30MaHnba y TaKMX NallMeHTOB He PEKOMEHYeTCsl.

€T

bezonacHocts u >ddextuBHOCTs Npenapara [TA3OIIAHUDB y gereit B Bo3pacte ot 0 mo 18 xer
Ha JIaHHBI MOMEHT HE YCTAHOBJICHBI. [[aHHBIE OTCYTCTBYIOT.

Cnoco0 nmpuMeHeHus

BryTpb.

IIpenapat ITA3OITAHUD cnenyer npruHUMaTh HE MEHee 4eM 3a | 4. 10 wiIM yepes 2 4. mocie npuema
nunm (cMm. pasgensl 4.5. u 5.2.). TaOnerku cineayeT nporiarbiBaTh LIETMKOM, HE Hapymias HX
LIEJIOCTHOCTH (HE pa3iaMbIBaTh, HE Pa3KEBbIBATH).

4.3. IlpoTuBONOKa3aHUS

° TUINEPYYBCTBUTEIBHOCTh K TMa30MaHuOy WM K JI0O0OMYy M3 BCIOMOTAaTEIbHBIX BEIIECTB,
MEepPEYUCIICHHBIX B pazzaene 6.1.;

. OepeMEeHHOCTh U NEPHO KOPMIICHUS TPY/IbIO.
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4.4. OcoOble yKa3aHHsl U Mepbl NPeJ0CTOPOKHOCTH NPH NPAMEHEHUB I EATE NEHOCTE 0001)

i, i

Bansgnne Ha d)VHKL[I/IIO IICYCHHU

[Ipu npuMeHeHuu na3onannba OTMEUYEHBI CIyYyau Pa3BUTHUS IIEUEHOUYHOIN HEJAOCTATOYHOCTH (BKIIIOUas
Cllydad C JICTAIBHBIM HCXOJIOM). B KIMHWYECKUX HCCICIOBAaHUSAX Ia30MaHuba HaOII0IAI0Ch
MOBBIIIEHHE aKTUBHOCTH TpaHcamuHa3z (AJIT, acnapratamunorpancdepassl (ACT)) U KOHIEHTpAIMH
OwnupyOnHa. B OONBIIMHCTBE CIy4aeB OTMEYAIOCh M30JMPOBAHHOE MOBBINICHHE akTHBHOCTH AJIT
u ACT, He compoBOKIaBIIeecs OJHOBPEMEHHBIM MOBBIIICHUEM aKTUBHOCTH IIEIOYHON (ocdarasbl
WM KOHIICHTpanuu OwmnpyOuHa. Y manueHToB crapiie 60 netr puck nossimeHus aktuBHocTH AJIT,
B TpHu pasa npepsimatomeid BI'H, MoxeT Bo3pacrars. Y marnueHToB, Hecymmx amiens HLA-B57:01,
TaK)Ke OTMEYAJIOCh YBEIIMYCHHUE PHCKA BBI3BAHHOTO Ma30mannOom nosbieHust aktuBHOCTH AJIT (19 %
nanueHToB ¢ ayuieneM HLA-B57:01 npotus 10 % 6e3 TakoBoro). Heo0xoaqumo nmpoBoAUTH KOHTPOJIb
(YHKIIUY TIEYCHH Y MAllMEHTOB, TPUHUMAIOIIUX Ma30MaHu0, HE3aBUCUMO OT UX TEHOTHIIA M BO3pacTa.
B nopaBnsroniemM OONBIIMHCTBE CIy4yaeB MOBBIIICHUE AKTUBHOCTH TpaHCAMHUHA3 JIIOOOHW CTeneHu
OTMEUaJIOCh B T€UEHHUE MepBbIX 18 Hemenb Tepanuu nazonaHunOom. CTeneHb TSHKECTH OCHOBBIBACTCS
Ha knaccudukanuu CTCAE HannoHnanbHOT0o HHCTHTYTA paka.

Heo6xoauMo mpoBoAUTE KOHTPOJIb aKTUBHOCTH (PePMEHTOB TIEUEHH Tepe]l IPUMEHEHNUEM Ma30aHnoa
u Ha 3, 5,7 19 Henenax Tepanuy, 3aTeM Ha 3 U 4 MecAlax TEPANuy U 10 KIMHUYECKUM MTOKa3aHUSAM.
[leproanueckuii KOHTPOJIb CIAEAYET IPOBOIUTH MOCIE 4 MECSILIEB TEPAIIHH.

Crnenyroniye yka3aHHsl KacaroTcsl MAllMEHTOB C HCXOJHOM KOHIEHTpauued olmiero OmnupyOuHa
< 1,5 x BI'H, a taxxxe aktuBnoctssmu AJIT u ACT <2 x BI'H.

* [laumentsl ¢ wu3onupoBaHHBIM moBbiIeHMEM akTuBHOCTH AJIT Bbime BI'H B 3-8 pa3 moryr
MPOAOIDKATh TPUEM TNa30MaHuba, MPH 3TOM CIEAYeT EKEHEISIbHO KOHTPOJIMPOBATH ITOKA3aTeNn
¢byHKIMN niedeHu 10 yMeHblieHus akTuBHOCTH AJIT 1o 1 creneHn TOKCHYHOCTH WM JI0 UCXOJIHOTO
3HAYEHUS.

* [lanmentam ¢ moBbimeHueM aktuBHOcTH AJIT Gonee wem B 8 pa3 otHocutensHo BI'H crnemyer
npepBarh NpueM nazonaHuba 10 cHkeHus akTuBHocTH AJIT no 1 cremeHM TOKCHMYHOCTH WU
710 UICXOHOTO 3HaueHHus. Ecium mnoTeHuumanpHas mojb3a BO30OHOBIIEHHMS TpueMa TNas3onaHuOa
MPEBBILIAET PUCK PA3BUTHA I'€IaTOTOKCUYHOCTH, IPUEM I1a30I1aHNOa MOKET ObITh BO30OHOBIIEH B J103€,
yMeHblIeHHoH 10 400 Mr ofMH pa3 B CYTKH, C €XKEHeAeJIbHBIM KOHTpPOJIEM IOKazaTesed (QpyHKIUU
neyeHu B TeueHue § Henenb. Ilpu mocneayromux mpuemax Ma3onaHuba B Cilyd4ae MOBTOPHOIO
noBbiieHust aktuBHOCcTH AJIT Gonee uem B Tpu pasa otHocutenbHo BI'H masomanu® cnenyer
ITOJIHOCTBIO OTMEHHTb.

* V nauueHToB ¢ moBbllieHHeM akTuBHOCTH AJIT Oonee yem B Tpu pasa oTHocutenbHo BI'H
1 OJTHOBPEMEHHBIM MOBBIIIEHHUEM KOHIIEHTpAauu OMIMpyOrHa O0JbIlle YeM B JBa pa3a OTHOCHUTEIHHO
BI'H na3zonanu6 cneayer MOJHOCThIO OTMEHMTH. llanmeHta cienyer HaOdr0AaTh /A0 CHUXKEHHUS
aktuBHOCTH AJIT 110 1 cTenenn TOKCMYHOCTH WU IO UCXOJIHOTO 3HAUYEHUS.

[Tazonanu® sBnsiercss umHTHOMTOpOM  ypumuHaudocharrmrokypormnrpancdepassl  (UGT1AL).
VY nanuentoB ¢ cuHapoMoMm JKunpOepa MOKET BO3HUKATh HempsiMas (HEKOHBIOTMpPOBaHHAs)
rUNepOMIMpyOUHEMUS JIETKOM CTeNeHH. Y MalMEeHTOB TOJBKO C HEMpSIMOM rumepounnpyornHeMueit
JIETKOW cTerneHu, ¢ cunapomoM JKmib0epa WiIM ¢ MOJO3PEHHEM Ha €ro HaJluyue, C MOBBIIICHHEM
aktuBHOCTH AJIT Oonee yeM B Tpu pasza orHocuTensHo BI'H npenapat cieayer mpuMeHsATh Tak ke, Kak
1 y MMAIIMEHTOB C U30JINPOBAaHHBIM NOBBIIIEHNEM aKTUBHOCTH AJIT.

OpHOBpeMEHHOE TPUMEHEHUE TMa30MaHnda W CHMBACTaTHHA YBEIUYHMBACT PHUCK TOBBIMICHUS
aktuBHOCTH AJIT (cMm. paszmen 4.5.) u TpebyeT 0co00i OCTOPOKHOCTH U TIIATEIHLHOTO HAOIIOCHUSI.
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COOTBETCTBYET SKCNEPTHOMY OTYETY
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JlononHUTENbHBIE PEKOMEHIAIINH 110 KOPPEKLUH JI03bI B IPOLIGACE JIEHECH S Ha\(UHOBAHMHE PE3YIETATOB
MNEYCHOYHBIX TCCTOB Yy MAUCHTOB C YK€ UMCIOIIIUM g :

ApTrepuanbHas TUISPTECH3US

B xo0/1e KIMHUYECKUX UCCIIeA0BAaHUH Ma30mann6a Ha0Ir01a10Ch MOBBIIICHNE APTEPHATILHOTO 1aBICHHS
(Al) u cnyyan runeproHuueckoro kpusa. Ilepexn mpumeHenuem nasonaHuba cieayeT ONpPEAEATH
ucxoausiii ypoBeHb AJl. He no3nHee oaHOM Henenu nocie Hayvasa JIeUeHUs], a TAK)KE Ha MPOTSHKEHUN
BCEro JICUEHUsS Ia30IaHUOOM clielyeT KOHTpoiaupoBarh AJl M mpu HEOOXOAMMOCTH NPOBOIUTH
TUIIOTEH3UBHYIO TEPAINIO, IIPU 3TOM CHHYKEHHUE J03bl WIM MEPEPHIB B NpUEME Na30IaHK0a JOJKHbI
OBITh KIIMHMYECKH 000CHOBaHBI (cM. pa3zaeinsl 4.2. u 4.8.).

AprepuanbHas TUNEPTEH3Us (CUCTOJIMYECKOe JaBieHue > 150 MM pT. CT. WIM JUACTOIMYECKOE
nasienue > 100 MM pT. CT.) BO3HUKAET B Havaje Kypca jedeHus (mpumepHo B 40 % ciydaeB k 9-my
nHi0 M npumepHo B 90 % — B TeueHue mnepBbIX 18 Henens). B ciydae mosiBIeHHMs NPU3HAKOB
TMIIEPTOHMYECKOrO0 KpHU3a WM B Clydae TsDKEJIOW apTepuabHOM TUIEPTEH3UM WM ITOCTOSHHO
MOBBIIICHHBIX 3HAa4eHUH AJl, pPE3UCTEHTHBIX K TUIIOTEH3UBHBIM CpPEACTBAM M CHIKEHHUIO JI03bI
na3onanuoa, na3onaHuod cieayeT OTMEHUTD.

CunnpoM oOpatumoli 3amneil sHuedanonatuu (CO3D) / obparumblil JiehikodHIehaAI0naTUYECKUI
cunnpom (JIDIIC)

[Ipu npumenennn mazonanuba cooOmanock o Bo3HMKHOBeHHMH CO33 / obpatumoro JIDIIC.
CO33 / obparumsrii JIDTIC nposBistoTCS CAEAYIOIUMU CUMITOMAaMU: TOJIOBHAs 00JIb, apTepHalIbHAS
TUIEPTEH3Usl, CYAOPOrH, COHJIMBOCTb, CIIyTAHHOCTb CO3HAHMS, CJICNOTA, JPYrUe HAPYLIEHUS 3PEHUS
U HeBpojoruueckue HapymeHus. Coo01anocs o ciydasx ¢ JeTaabHbIM ucxogoM. [1azonanuo cnemyer
OTMEHHTH y MAIMeHTOB ¢ pazBuBaronmmcs CO33 / ooparumbiv JIDIIC.

HurepcTuimansHas 0ose3sb gerkux (MBJI) / nHeBMOHUT

[Ipu npumeHeHun nazonanuOa ormeueHo pas3BuTHe MBJI ¢ BO3MOXHBIM JIETAJIBHBIM HCXOOM.
Heo6xoauMo NpoOBOAUTH KOHTPOJb COCTOSHHUS MAIMEHTOB Ha MpPEIMET JIErOYHBIX CHUMIITOMOB,
ykaszbiBatoux Ha WMBJI / nHEBMOHUT, M NpeKpaTuTh NPUMEHEHHE Ma3omaHuba y NallMeHTOB
¢ passuBaroumucs MbJI nim nHeBMOHUTOM.

Hapvuienns dvHKIMH cepama

B xone kIMHUYECKNX HCCIEeNOBaHMM Ma3omnanuba ObUIH 3aperucCTPUPOBAHBI CIEAYIONINE HAPYIICHHS
(GYHKIIUHU cep/la: XpOHWUECKas CepJIeTHast HeJOCTAaTOYHOCTh M CHIDKEHHUE (DpaKIiiu BBEIOpOCA JIEBOTO
xenynouka (PBJIK).

CrnenyeT TIIaTEIbHO KOHTPOJIUPOBATH COCTOSIHUE MAIIMEHTOB JIJIS BBISIBJICHUS! KJIMHUYECKUX MPU3HAKOB
WU CUMIITOMOB 3aCTOMHOM CEpPACYHOM HEJOCTATOYHOCTH. Y TALUEHTOB C PUCKOM pa3BUTHUSA
HapylIEHUs CEpACYHOMW IEATEIBbHOCTH peKoMmeHayercs onpenenarts ucxoanyro OBIDK, a Taxxke
IIPOBOAUTH PETYIIApHBIE MOBTOpHBIE N3MepeHuss OBJDK.

Vinmaenne narepBaia QT u xkellyaoukoBast TaXHUKapIus THIA «IupydT (torsade de pointes)

B xone kimHMYECKUX HCCIENOBaHMU IMa3onmaHuba OTMEYal uch ciydau y/UIMHeHHs uHTepBana QT
1 JKENTyJOYKOBOM TaXUKAP/IUHU TUIIA «ITUPYIT» (CcM. pasznen 4.8.).

VY nanueHnToB ¢ yainHeHueM uHTtepBaia QT B aHaMHe3e, NPUHUMAIOUINX aHTUAPUTMUYECKUE U IPYTHE
npenapatsl, yuMHstomue uHTepBan QT, a Takke y MalMEeHTOB C 3a00J€BaHUSIMH cepila
pEeKOMEHAyeTCs MPUMEHATh Ma30MaHUO C OCTOPOKHOCTHIO. PexoMeHayeTcs MpOBOAMTH HCXOIHBIN
1 MOCJIEIYIOIMN MEPUOJANYECKUI KOHTPOJIb JJIEKTPOKAPAMOTPAMMBI M COJIEPKAHUS DIEKTPOJIMTOB
(xanpIuii, Maruui, Kajauii) Ipyu NPUMEHEHUH Ma30MaHnoa.
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COOTBETCTBYET 2KCIHEPTHOMY QITYETY
aT 16, 12,2025 N 3717263
ApTepuanbHblii TPOMO03 (NOCNEOCBATENBHOCTE Q001)

L L i

B Xoxe KIMHMYECKMX MCCIEAOBAaHUN Ma30mMaHuOa ObLIM 3aperMCTPUPOBAHbI Cilydyad HH(ApPKTa
MHUOKap/a, CTEHOKAPJWW, WIIEMUYECKOTO HHCYJIbTa M MPEXOJSIICH HWIIEMHUU TOJOBHOTO MO3ra
(cm. pazgen 4.8.). CooOmanock o cirydasx ¢ JETAIbHBIM HCXOIO0M.

Cnenmyer ¢ OCTOPOXKHOCTBIO IIPUMEHATH IIpenapaT y IalUEHTOB C IOBBIIIEHHBIM PHUCKOM
BO3HUKHOBEHUS apTepHATILHOIO TPOMOO3a WK ¢ apTepHallbHBIM TpoMOO30M B aHamHe3e. [la3onanuo
HEe u3ydascs y MalUeHTOB, Y KOTOPBIX 3TU SBJICHMs HAOIIONAINCh B TEUEHHE IPEIIIECTBYIOLIUX
6 mecsieB. Takum 00pa3om, perieHue o MPUMEHEHUH Ma30naHuda clieyeT IpUHUMATh HHIUBHTyaTbHO
HA OCHOBaHUH OLIEHKH COOTHOILUEHUS PUCKA U IOJIb3BI.

TDOM6OTI/I‘-IGCKa$I MHUKPOAHTHOIIAaTHUA

B xome xnMHMYECKHMX HCCIEAOBAHUN Ma3onaHuba Kak B MOHOTEpANWU, TaK U B KOMOMHALUU
c OeBanM3yMabOM WJIM  TONMOTEKAHOM OBUIM  3apETHUCTPUPOBAHBI  CIIy4aW TPOMOOTHYECKOU
MHUKpOaHTruomnaruu (cM. paszaen 4.8.).

[TazonaHuob cieayer OTMEHUTD B CIy4ae pa3BUTHs TPOMOOTHYECKONW MUKpoaHTrrnonaTuu. [locie oTMeHbl
Tepanuy IMpernapaToM OTMEYAIOCh pa3pelieHHe CHUMITOMOB TPOMOOTHYECKOW MHUKPOAHTHOIATHH.
[Tazonann® He noOKa3zaH [UIsi NPUMEHEHUS B KOMOMHAIMM C JAPYTUMHU HPOTHBOOIYXOJEBBIMU
IperapaTramu.

KpoBoTeuenus

B Xome KIMHMYECKMX WCCIENOBAaHMN Ma30MaHMOa 3aperHCTPUPOBAHBI CIydad KPOBOTCUCHHH
(cM. pazzien 4.8.), B TOM YHUCIIE C JIETAIbHBIM UCXOAOM. Y MAallMEHTOB C BBICOKUM PUCKOM KPOBOTEUYEHUN
1a30MaHud ClIeayeT IPUMEHSITh C OCTOPOKHOCTHIO.

AHEBpU3MBI U PACCIOEHUS apTEPUN

Coobmanoch 0 ciydyasx BO3HHUKHOBEHHUS aHEBPU3M M paccloeHuil aprepuil Ha (oHe mnpuema
MHTHOUTOPOB THPO3WHKHHA3 penentopoB Qakropa pocra supoTenus cocynoB (VEGF), Briovas
nazonanu6 (cM. pazzmen 4.8.). Ilpumenenune umurudburopoB VEGF y manmeHTOB C apTepuanbHON
TUNIEpPTeH3Med WM 0e3 Hee MOXKET CIOCOOCTBOBATH OOpPA30BAHHUIO AHEBPU3M W/WIIM PACCIOCHUIO
aprepuii. [lepen HauanoM npumeHeHus npenapata [Tazonanu6 cienyeT B MOJHONW Mepe OLIEHUTh PUCKU
pa3BUTHS JITaHHBIX OCJOKHEHUH Yy MalMEeHTOB C TaKUMH (aKTOpaMu pHCKa, KaK apTepuabHas
TUIEPTEH3US WM aHEBPU3Ma B aHAMHE3E.

Ilepdopanms u 00pa3zoBaHKE CBUIIEH KETVIOYHO-KUIIIEYHOTO TPAKTA

B Xone KIMHMYECKMX HCCIEeOBaHMN Ia3onaHnba OTMEYaINCh Cilydyau Hephopanyu >KelylI04Ho-
kunreqnoro tpakra (KKT) u dopmupoBanus cumei (cMm. pasgen 4.8.). CooOmianock o ciydasx
C JIETaJIbHBIM UCXO/I0M. B CBsI3U ¢ 3TUM Ma30naHub ClieAyeT C OCTOPOKHOCTHIO IPUMEHSTh Y MAIUEHTOB
¢ puckoM neppopaunu XKT u popmupoBanust ceuiei.

JaXuBIIEHHE DAH

Bnusnue nasomanuba Ha 3akuBiieHHEe paH He u3ydyeHo. [lockonbky uurubutopet VEGF moryr
YXYIIIaTh 32KUBJIEHUE paH, NMa30MaHUO cienyeT OTMEHUTh KaKk MUHHUMYM 3a 7 THEH /10 IJIaHOBOTO
OTIepaTUBHOTO BMEIIATENbCTBA.

Pemrenne 0 BO30OHOBIICHUH JICUCHMS IA30IIAHHMOOM ITOCIE ONCPAaTHUBHOTO BMCIIATCILCTBA CIICAYCT
IIpUHUMAaTb Ha OCHOBaHHUU KIMHUYIECKOMN OLICHKHW aJCKBATHOCTH 3aKHMBJICHHA HOCHCOHepaHHOHHOﬁ
PpaHBbI. [Ta3zonann6 CJICAYCT OTMCHUTD Y NMAIIMCHTOB C PACXOXKACHUEM KPACB pPAHbI.

l'unotupeos



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.12.2025 N2 31263
B xoz1e KTMHUYECKUX UCCIIeT0BaHUM Ta3onann0a HapIIro 1anuch| ClyJan PHIIBTPEY3R, (om (pazaenhi8y).
Pexomenyercst mpoBOAUTE MPOPHUIAKTHUECKUI KO

[Iporeunypus

B Xo0/¢ KIMHUYECKUX HMCCIIEOBAHUMN Ma3onaHuba OTMEUYCHBI Cilydad BO3HHKHOBEHHUS MPOTCHHYPHH
(cMm. pasgen 4.8.).

PexoMeHnyeTcst mpoBOIUTH IEPUOAMYCCKHIA aHATTU3 MOYH BO BPEMsI JICUSHUS [1a30[IaHUOOM Ha TIPEIMET
MOSIBJICHUST MpOTeuHypud. B cimyuae pa3BuTus HeDpPOTUYECKOTO CHHAPOMA I1a30MaHUO cleayeT
OTMEHHUT.

Cuunpom smmsuca onyxosm (CJIO)

VY nmauueHToB, MOJIy4aroluX TepPauIo 11a30IaHuooM, oTMedanucs ciaydau passutus CJ1O, B Tom uncie
U co cMepTenbHbIM ucxoaoM. IToBbimenHsbii puck pazsutus CJIO oTmeuaeTcs y NallMEHTOB € OBICTPO
pacTyIIMMH OITyXOJISIMH, BBICOKOW OIYXOJIEBOM Harpy3koi, HapymieHHeM (QYHKIUH TOYEeK WM
CUMIITOMaMU Jerujparanuu. Jlo Hayaga Tepanuy na3onaHuooM cleyeT pacCMOTPETh BO3MOKHOCTh
IIPOBEEHUS MPODUIAKTUUECKHX MEPOINPUATUI, TAKUX KaK KOPPEKIHUS BBICOKOI'O YPOBHS MOYEBOM
KHCJIOTBI B CBIBOPOTKE KPOBH, BHYTPUBEHHOE BBEJCHHUE PErHIpaTallMOHHBIX INpernapaToB. [lanneHTsl
Ipynnbl  pUCKa JOJDKHBI HAaXOAWTHCA I0J TIIATENIbHBIM KOHTPOJIEM U II0JIydyaThb TEPAIUIO
B COOTBETCTBUU C KIMHUYECKUMU IPOSABICHUAMMU.

IIlaeBMOTOpAKC

B xiuHMYecKux uccienoBaHusIX MpUMEHEHUs a3onanuoa npu pacnpoctpanenHoi CMT Habmronanuch
cllydyal ITHEBMOTOpakca. [lalMeHToB, MOJydalOmMX JIEYEHHE I1a30MaHuOOM, CIIEAYyeT THIATEIbHO
Ha0II0/1aTh B OTHOIIIEHUH BO3HUKHOBEHUS MPU3HAKOB U CUMITOMOB ITHEBMOTOPAKCA.

4.5. B3aumojaeiictBie ¢ JIpPYrUMH JIeKAPCTBEHHBIMH TNpenapatamMu W Jpyrue BHAbI
B3aMMOJACHCTBUSA

MuaykTops! uin HHruOUTOpEL cucTteMbl ruroxpoma P450 (m3odbepmenta CYP3A4)

Ha ocHOBaHHMHU JaHHBIX HCCIIeOBaHHN IN VItFO MOXKHO IMOJaraTh, YTO OKUCIHTENBHBIA METa0OIH3M
nazonaHuba B MUKpOCOMax IMEUYEHU 4YeJIOBEKa MPOTEKAaeT B OCHOBHOM IIPH y4YacTHH H30(epMeHTa
CYP3A4 c neznauutenbHbIM yuactueM uzopepmento CYP1A2 u CYP2CS.

Takum oOpa3zom, HHrHOUTOPBI M MHAYKTOPBl M3odepmenTa CYP3A4 Moryt u3MeHSITh METabOoIu3M
na3onaxnuoa.

Nurn6utopsl  m3odepmenta CYP3A4, P-rmukomnporewn (P-0p) m 0eloKk PE3UCTEHTHOCTH Paka
MoJiouHoM xenessl (BCRP)

[Tazonanuo6 sasnsercs cyoctpatom st uzodpepmenta CYP3 A4, P-gp u BCRP.

OpnoBpemeHHOe npuMeHeHHe mna3zomnanuba (400 Mr onuH pa3 B CYTKH) C MOIIHBIM HHTHOHUTOPOM
m3odepmenta CYP3A4 u P-gp, ketokoHazonom (400 MT oJTMH pa3 B CYTKH) TIOCIIEIOBATEIHHO B TCUEHUE
5 AHeH MPUBOJWIIO K MOBBIIMICHUIO CPETHUX 3HAYEHUH TIIOIMAI Mo (hapMaKOKHHETHYECKONH KPUBOH
«koutenrpanus — Bpemsi» AUC(0-24) u makcumanbHON KoHIEHTparuu (Cmax) ma3zomannba Ha 66 %
1 45 % COOTBETCTBEHHO, TI0 CPABHEHUIO C TIPUMEHEHUEM Ta3onaHnba 6e3 COMmyTCTBYIONIUX MPEenapaToB
(400 Mr oxuH pa3 B CyTKu B TeueHue 7 queit). [Ipu moBsimiennn 10361 B Auanaszone ot 50 go 2000 mr
Benn4UHbI Cmax 1 AUC ma3zonann6a Bo3pacTayid B MEHBIIIEH CTETNeHH, YeM MPOMOPIIMOHATIBLHO JI03€.
Takum 00pazom, y OONBIIMHCTBA MAIIMEHTOB MOCIIe CHIDKEHUS 103bI ma3zonanuda 10 400 Mr oauH pa3
B CYTKM B TMPUCYTCTBUU MOIIHBIX WHTHOUTOpoB m3o0depmenta CYP3A4 cucremHas SKCHO3HIIHS
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na30naHuba COOTBETCTBOBAIA TAKOBOM NPY NPUMEHEHUH Nasofiannoars; moge, 800 My pas B OyIKM
0e3 0JJHOBPEMEHHOTO MPUMEHEHHUSI COMYTCTBYIOII - :
BEJIMYMHA CHCTEMHOM SKCIIO3UIMH IMa30MaHu0a MOXKET YBEIMUYUTHCS MO CPABHEHHUIO C TAaKOBOM MpH
oTAenbHOM ero npumeneHuu B o3¢ 800 mr. OHOBpeMEHHOE MPHUMEHEHHE Ma3onaHuda ¢ JpyruMu
MomHeIME HHTHOUTOpamMu u3odepmenta CYP3A4 (TakuMu Kak HWTPAKOHA30J, KIAPUTPOMHIIMH,
aTa3aHaBUp, WHAWHABUDP, He(a30l0H, HeN(pUHABUDP, PUTOHABHP, CAKBUHABUD, TEIUTPOMHIIMH
Y BOPUKOHA30JT) MOKET MPUBOJIUTH K TOBBIIIEHUIO KOHIIEHTpaIuK na3zomnanuba. [Ipu npueme npemnapara
C rpein(pPyTOBBIM COKOM TAaK)K€ MOXKET OTMEYATHCS YBEIMUCHHE KOHIICHTPALIUH MTa30aHnoa.

[Tpumenenue 1500 mr namaruaMbOa, cydcTpaTta u ciaboro naruoutopa uzopepmenta CYP3A4, P- gp
u BCRP ognoBpemenno c¢ 800 mr mnasonmanuba NPUBOIUT K YBEIMUYCHHIO CPEIHUX BEIHYUH
AUC(0-24) 1 Cmax mociieiero mpumepHo Ha 50 %—60 % 1o cpaBHEHHUIO C OTIC/IbHBIM TPUMEHEHUEM
na3omnanu6a B go3e 800 mr. O1HOBpEMEHHOE TPUMEHEHHE Na30MaHnba ¢ HHruouTOpamMu n30pepMeHTa
CYP3A4, P-gp m BCRP (manmpumep, nanaTUHUOOM) TPHUBOAHWT K IIOBBIIMICHHIO KOHIIEHTPAITUH
na3omnanun6a B miaasmMe KpoBu. OJHOBPEMEHHOE MPUMEHEHHE C MOIIHBIMH MHruOuTopamu P-gp wmm
BCRP MoOkeT M3MEHHUTh IKCIO3UIMIO U paclpeesieHre nma3onaHuba, B TOM 4YHCIIe paclpeieicHue
B LeHTpainpHOU HepBHOM cucteme (LIHC). Cnenyet nzberarb 0lHOBPEMEHHOTO IPUMEHEHHUS Iperiapara
¢ MoumHbIMU uHTHOUTOpamu P-gp wnm BCRP nubo mnpumeHSATh anbTepHATUBHBIE Mpenaparthl,
He 00J1a/1at01IHe YKa3aHHBIM JICHCTBHEM MJIM OKa3bIBAIOIINE MHHUMAIBHOE HHTHOHUPYIOIIee IEHCTBHE
Ha P-gp umu BCRP.

Crenyer n3berats OJHOBPEMEHHOT'O IIPUMEHEHUS IMa30NaHn0a ¢ MOIIHBIM HHTHOUTOPOM H30(epMeHTa
CYP3A4. Ecnu KIMHUYECKM TNPUEMJIEMOM albTE€pPHATUBBl MOILHOMY HWHIHOUTOpPY H30(epMeHTa
CYP3A4 ne umeercs, 103a na3omnanuda 10pkHa ObITh CHUXEHA A0 400 M B CYyTKH Ha BECh MEPUO]]
PUMEHEHHS OTHOBPEMEHHOI Tepanuu (cM. paszzen 4.4.). B cirydae pa3BUTHS HE)KeNaTEIbHBIX SBICHH,
CBSI3aHHBIX C JICKAPCTBEHHBIMHU IpETapaTaMu, MOXET pacCMaTPUBATHCS BO3MOXKHOCTH JalbHEHIIETO
CHIKEHUS JI03bI.

Munvkropsl uzodepmenta CYP3A4

WNunykroper uzopepmenta CYP3A4, nanpumep pudamMmuifH, MOTYT yMEHbBIIATh KOHIEHTPAIUIO
nazonanuoa B miaMe KpoBu. OHOBpEMEHHOE MPUMEHEHHE Ta30aHN0a ¢ MOIIIHBIMU UHIYKTOpamu P-
gp umn BCRP MokeT HM3MEHHTHh SKCHO3MIMIO M paclpeleiieHHe Ia30maHnba, B TOM 4YHUCIE
pacnpenenenue B [IHC. Pexomenayercs npuMeHeHHE aabTEPHATUBHBIX MPENapaToB, HE 00J1a1at0IINX
yKa3aHHBIM JIEHCTBHEM WM HMEIOIIUX MUHUMAIbHYI0 WHTHOUPYIOIIYI0 aKTUBHOCTh B OTHOIICHUU
nzopepmenta CYP3A4.

BimsHue ma3zonannba Ha CV6CTD3.TI>I CHCTEeMBI uToxXpoMa P450

B nccnenoBanusx in vitro ObLI0 MoKa3aHo, YTO Ma30MaHuO HHIHOHPYeT N30(hepMEHTHI IIUTOXpoMa 1 A2,
3A4, 2B6, 2C8, 2C9, 2C19 u 2E1. B uccnenoBanusax GpapMakoIOrH4eCKUX CBOWCTB Ma3omaHuda, rie
npenapaT npumMensics B go3e 800 Mr onumH pa3 B CYTKH, [TOKa3aHO, YTO Ma30MaHUO HE UMEeT
KJIMHUYECKU 3HAYUMOTO BIMAHUSA Ha (papMakoKHHETHKY KodeuHa (cyocTpar nzopepmenta CYP1A2),
BapdapuHa (cyoctpat nzodepmenta CYP2C9) unu omenpaszona (cyocrpar uzopepmenta CYP2C19)
y MAIMEHTOB CO 3JI0KaYeCTBEHHBIMH HOBOOOPAa30BaHUSIMH.

[Tazonann6® mnpuBogmn k yBenuueHuto cpenHux 3HaueHUH AUC u Cmax Mugazonama (cyoctpar
mzopepmenta CYP3A4) mpumepno Ha 30 % wu mnoBeimeHuto Ha 33 %64 % cooTHOIICHHS
KOHIICHTpalui ekcTpomMeTopdana u 1ekctpopdana B Mode rmociie mpreMa BHYTpb JAeKcTpoMeTopdana
(cybcrpat uzodepmenta CYP2D6).

OnnoBpemenHoe npumeHeHue 800 Mr maszomanuba OAWMH pa3 B CYTKM W mMakiuTakcena 80 Mr/M?
(cyoctpar m3odpepmentoB CYP3A4 u CYP2C8) omun pa3 B HEAeNm0 MPUBOAUIO, B CPEIHEM,
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K OBEIEHNI0 AUC 1 Cmax axauTakcena Ha 26 % i 31 % coomBeTeTBeHI A TE [LHOCTE 0001}

OnHOBpEeMEHHOE MPpUMEHEHHE Mazonannba ¢ cyocrparamu nzopepmenToB CY P3IA4, 2D6, 2C8 ¢ y3kum
TEPANEeBTUYECKUM IUANIa30HOM HE pEKOMEHIYETCH.

Bnugnue nazomannba Ha APYTruc d)CDMeHTBI U TPAaHCIIOPTHBIC OcnKu

HccnemnoBanust in Vitr0 mokasaid, 49ro ma3omaHu® sBiseTcs MomnHbiM uHrHOuTOpoM UGTI1AL
Y TPAHCIIOPTHOTO MOJHMIENTHAA oOpraHudeckux aHuoHoB 1B1  (OATPIB1) co 3HavyeHuem
uaruoupyromei kourenrpanuu 50 % (1Cso) 1,2 MxM u 0,79 MkM cootBeTcTBeHHO. [Tazonanub Moxer
MOBBIIIATh KOHIICHTPALMKM JIEKAPCTBEHHBIX IIPEMApPaTOB, BBIBEJACHUE KOTOPBIX OCYILECTBIISIECTCS
B ocHoBHOM Tipu ydyactuu UGT1AT u OATP1BI.

OZ[HOBDGM@HHOG OPUMCHCHHC ma3onaHu0a U CMMBACcTaTUHA

OnHOBpeMEHHOE TNPHMEHEHHE Na30MaHn0a W CHUMBACTATHHA YBEJIMYMBACT YAacTOTY ITOBBIIICHUS
aktuBHoctT AJIT (27 % mnporuB 14 %). Ecim y mnanueHTa, NpPUHHUMAIOLIETO CHMBACTaTUH
OJTHOBPEMEHHO C I1a30IaHiO0M, MoBbIaeTcss akTuBHOCTh AJIT, cieayeT BHITOJHUTH PEKOMEHAAIMN
10 JI03UPOBAHUIO [Ma30NaHN0a U OTMEHUTh CHMBACTAaTHH. JIaHHBIX JUIS OLIEHKH PUCKA OHOBPEMEHHOTO
NPUMEHEHHS AIbTEPHATUBHBIX CTATHHOB U 11a301IaHN0a HEAOCTaTOYHO.

Bimsgumne IIpueMa IIMIIY Ha d)aDMaKOKI/IHCTI/IKV maszonanuba

[Tpuem na3omaHnba BMECTE C HACBHIIICHHOW WIJIM OCIHON YKHUpaMH IMUIICH HNPUBOAUT K HPUMEPHO
nBykpatHomy yBenrmueHHI0 AUC u Cax mazonanuoa.

JIekapCTBEHHBIC IpenapaThl, KOTOPhIC MOBLINAIOT pH KEIy104YHOro coka

OpHOBpeMEHHOE NPUMEHEHHE Na3onaHu0a M 330Merpa3oia CHUXKAET OMOJOCTYNHOCTDH Ia30laHuba
npubmm3utenbHo Ha 40 % (AUC u Cpax). Crenyer uzberaTb OJHOBPEMEHHOTO MPUMEHEHHS
nazonaHuba c JIEKapCTBEHHBIMH IIpernapaTamu, KOoTopble moBbimaroT pH xemynounoro coka. Ilpu
HEOOXOUMOCTH  OJHOBPEMEHHOTO TMPUMEHEHHs HMHTUOUTOpoB mpoToHHOW mommbl  (MIIIT)
pEeKOMEHIyeTCsl NMpPUHUMATh /103y Ma3omaHuba BHE IpHeMa MUIIM, OJAMH pa3 B JEHb BEUYEPOM,
onHoBpemenHo ¢ UIIIL. IIpm HEoOXOAMMOCTH OJHOBPEMEHHOTO NPHUMEHEHHs aHTaroHucroB H2-
PELenTOPOB Ma30MaHub ciaeayeT NPUHUMATh HE BO BpeMs IpHeMa MUIIH, a KaK MUHUMYM 3a 2 4aca J10
WM mo MeHbllel Mmepe yepe3 10 uyacoB mocie mpuema aHtaronucra He-pernenrtopos. Ilazomanu®
clielyeT MpUHUMATh 10 MEHbIIEeH Mepe 3a | yac 10 uiau yepes 2 yaca nociie NPpUMEHEHHs aHTaI|I0B
KOpPOTKOro JercTBusa. Pekomennanuu no ogHoBpemMeHHOMY npumeHenuto MIIII u antaronucros Ho-
PELenTOPOB OCHOBAHBI Ha (PU3MOJIOTUYECKUX OCOOCHHOCTSX YEJIOBEYECKOT0 OpraHu3Ma.

4.6. ®epTUIBLHOCTDb, 0€PEeMEHHOCTD M JIAKTALMSA

>K€HIHI/IHI>I C ACTOPOAHBIM IMOTCHIIMAJIOM (KOHTD&HGHHI/ISI Y MY)XYHMH " )KGHHII/IH)

[TanmeHTKaM C COXPAaHEHHBIM PENPOAYKTHUBHBIM NOTEHUHAIOM CIEAYET HCIOJIb30BaTh HAJE)KHBIE
METOABl KOHTpAIICTIIUA B TIEPHOJ] JICUCHHs] TA30MaHUOOM M B TeUeHHE 2 HEIeNb IOCie TpueMa
MOCJIEIHEH JO3BI.

[Ipu mOIOBBIX KOHTAKTaX MY>KYMHAM, B TOM YHCJIE C Ba3dKTOMHUEH B aHaMHE3€, MOTyUJaloIInM JICYCHHE
MazonaHuooM, U WX TOJOBBIM MapTHepaM (OepeMeHHBIM, >KEHIIMHAM, BEPOSITHOCTh OEpEeMEHHOCTH
Yy KOTOPbIX HE HWCKJIIOYEHA, WJIM JKEHIIMHAM C COXPAaHEHHBIM PEMpPOAYKTHBHBIM TOTECHIIHAIOM)
HE0OXOIMMO HCIOJIb30BaTh MPE3epBATUB B TEUEHUE BCETO IMEpHoJa JICYCHHUS MYKUMHBI, a TaKKe
B T€UYEHHUE 2 HEeJIelb MOcie IpUeMa IoceIHeN J03bI Ipernapara.

bepemeHHOCTD
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ITporuBonokaszano npumenenne npenapara [TASOITAHUB B greprom 6epeMeEHOCT - H O T 00 1]

IIo JaHHBIM I/ICCHGILOBaHI/Iﬁ Ha XUBOTHBIX M HCXOAA M3 MCXaHHM3Ma ACUCTBUA, Ma30IIaHu0 MOKET
HAHOCHUTH BpEJ IUIOAY IPU NPUMEHEHUU y OCpEeMEHHBIX. B MCCIeOBaHHAX Y KHBOTHBIX Ma30MaHUO
BBI3BIBAJI CAMOITPOM3BOJILHOE TIPEPhIBAHNE OEPEMEHHOCTH U OKa3bIBaJl TEPATOTCHHBIN d(D(HEKT y KpbIC
U KpPOJIMKOB TPHU CHCTEMHOH OKCIO3HMIIMM MEHbBINEH, 4YeM MpH TPUMEHEHUHW B MaKCHMAaJbHOMN
pekoMeH1IoBaHHOM f03¢e y yenoBeka — 800 mr (ucxoas uz AUC).

Cnenyer undopMHpoBaTh OEpEMEHHBIX, a TaKXKe IalMEHTOK C COXPAHEHHBIM PENpOIyKTHBHBIM
MOTEHIIMAJIOM O MOTSHIIMAIIBHOM PUCKE JIJIS TUI0/1.

JlakTamus

IIporuBonokazano npumenenue npenapata IIA3OITAHUD B nepuon rpyiHOro BCKapMIIMBAaHHUS.

HeI/I3B€CTHO, IIPOHUKACT JIU Ma3onaHu0d WM €ro MeTaOOJHUTHI B IrpyaHO€ MOJIOKO, HET OJaHHBIX
0 BIMSHHM I1a3omaHuba Ha MJIQICHIICB, IIOJYYalOolIUX TIPYyAHOC MOJIOKO, a TaKKC O BJIIMAHUUA
Ha IPpOAYKIUIO I'PYAHOI'O MOJIOKA.

B cBsI3u ¢ BO3MOXKHOCTBIO Pa3sBUTHA CEPHLE3HBIX HEKCIATCIIbHBIX peaKHI/If/'I Y MIIQZICHIICB, MMOJTYy4Yaronnux
IrpyaHoC€ MOJIOKO, CBA3AHHBIX C BOB)ICI‘/'ICTBI/IGM na30naHH6a, B MIEpHUOA JIAKTallUU IMAIUCHTKE CIICAYCT
PEKOMEHAOBATL OTKA3aTbCs OT I'PyAHOI'0 BCKapMJIMBAaHWA Ha BPEM TCPAIIUU IPLCIIapaToOM.

4.7. BiusiHue Ha CcHOCOOHOCTH YNPAaBJSATH TPAHCHOPTHHIMHU CpeACTBAMH M padoTaTh
¢ MeXaHUu3MaMH

Bnusaue na3zomanum6a Ha CHOCOOHOCTh YIPABIATh TPAHCIOPTHBIMU CPEACTBAMH HE M3Yy4asloCh.
VYauteiBass (apMakoJOTHYECKHE CBOMCTBAa Tpenapara, BIMSHUS Ha JAEATENIBHOCTh TAaKOrO poja
He oxupaercs. CieqyeT NpUHUMATh BO BHUMaHHUeE 00lIee COCTOSIHUE NallMeHTa U Ipopuiib HOO0YHOT o
JENCTBHs Iperapara.

4.8. HexkesaTeibHbIe peaKkuH

Tabnmunoe pPE3IOME HEXKENIATSIbHBIX pPeaKIIHi

HexenaTenbHble peakiuu MepevrciIeHbl HIKE B COOTBETCTBUU C KIAacCH(UKAIMEH MO OCHOBHBIM
cUcTeMaM M OpraHaM W 4YacTOTe€ BCTPEYaeMOCTH, KOTopas ObUIa OmnpeiesieHa B COOTBETCTBUH
¢ knaccudukarmeit BcemupHoii opranuzaiuu 3apaBooxpanenus (BO3): ouens vacto (> 1/10); gacto
(> 1/100, 1O < 1/10); Heuwacto (> 1/1 000, HO < 1/100); peaxo (> 1/10 000, Ho < 1/1 000); oyeHb peaKO
(< 1/10 000); yacToTa HeM3BeCTHA (HA OCHOBAHUH MMEIOIIIUXCS JAHHBIX OIIEHUTh HEBO3MOYKHO).

Tabnuna 1

HesxenareabHble peakuuu YacToTa BO3BHUKHOBEHH A
[KP cMT

\Hnghexyuu u uneazuu

Nudexmmn (¢ nnm 6e3 HelTponeHnH): Yacto ¢

Nudexunn necexn Heuacto Yacto

VIodpokauecmeennvle, 310Ka4ecmeeHHble U HEYMOUYHEHHble HO06000pa30eanus (6Ka0uasn
Kucmul U noaunsl)
boib, 00yciioBIeHHAs OMTyXO0JIBIO Heuacto OdyeHb yacTo
CuHIpOM JTH3HCa OIYXOJIU ¢ ¢
\Hapywenus co cmoponst Kpoeu u aumpamuieckoii cucmemol
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\Hapywenusa co cmoponsl cocyoos

ApTepuanbHas TUIMepTeH3us

OueHp 4acTo

OueHb 4acTo

OmnrynieHye NpuiiMBa xapa K JHILY

Yacto

Hacto

10

HeiiTporneHus (MHeCENOBAT [Oensacre, 0001)
TpomOonuTOnIEHUS Haero OueHs-1acTo
Jleiikonenus Yacro O4eHb yacTo
[Tonmuuuremus Heuacto 4
IHOOKpUHHbBIE HAPYUIEHUA

['unotupeos’ YacTo YacTo
[loBBIlIEHNE AKTUBHOCTH TUPEOTPOIIHBIX TOPMOHOB B KpoBU  [HacTto ¢

CHMKEHNE KOHIIEHTPALMH TIF0KO3bl B KDOBH Heuacto ¢
\Hapywenua memabdonuzma u hnumanus

CHMIKEHNE MacChl Tena Yacto OuyeHsb yacTo
CHIKEHME aNneTuTa OueHb yacTo OuyeHsb yacTo
['unodocharemus Yacro ¢
006e3B0KMBaHNE Yacro Yacro
['mnomaranemus Heuacto Heuacto
Ilcuxuueckue napywienus

becconnuna ¢ Yacto
\Hapywenusa co cmoponsl HepeHOIl cucmemol

[ 0s10BOKpY)KEHUE Yacto Yacto
['unecresus Heuacrto ¢
[lepudepuueckas ceHCOpHasi HeWponaTus Uacto UacTto
[lapecre3us Hacrto Heuacto
3aTOPMOKEHHOCTh UacTto ¢
COHJIMBOCTH Heuacrto Heuacto
Jlucres3us (paccTpoiicTBO BKyca) Ouenb yacto?  |OYeHb YacTo
["onoBHas 6ob OueHb yacTo OueHb yacTo
ineMuyecKuii HHCYIbT Heuacto Heuacto
TpaH3uTOpHAs UIIEMUYECKas aTakal Heuacro ¢

Cunipom o6paTtumoii 3aHeit sHedanonatun’ Penko ¢

OcTpoe HapylIeHue MO3rOBOro KpoBOOOpAIICHUS Heuacto Heuacto
\Hapywenua co cmoponul opzana 3penus

[loMyTHEHUE B ITOJIE 3pEHUS Yacto Yacto
OOGeciBeUnBaHKE PECHUII Heuacto ¢
OTciolika/pa3pbiB CETYATKU Heuacro ¢
\Hapywenusa co cmoponwl cepoya

Hapymenust cepaeuHoil nestenbHOCTH (cHukeHHe (pakunuHeuacto Yacto
BbIOpOCa  JIEBOTO  JKEIyJO4Ka, XpOHUYECKas cepiedHas

HEJ0CTATOYHOCTh, OTPAHHYEeHHAs KapauoMuonaTus)

bpanukapaus Heuacro? Yacro*
Nupapkt Muokapzat Heuacto Heuacto
Ninemust MUOKapza® Heuacto 4
DKenmynoukoBast Taxukapaus Tuna «mupydT» (torsade deHewacrto ¢

pointes)*
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Benosnas TpoM60oMO0ust ([HacmENOBATRMMeHOCTE 000 1)
['emopparus Hewaero Hewaero
KpoBoTeyeHne u3 BEPXHUX OTHENOB KeIyAo4yHO-KumeyHoroHedacto Heuacto
TpakTa

PerponepuToHeanbHOE KPOBOTEUEHUE Heuacto Heuacto
PexranbHOE KPOBOTEUEHUE Heuacto Heuacto
TpomOoTnyeckas MUKpoanruonarus (B T. 4. TpoMOOTHUECcKasiPeako Heuacto
TPOMOOLIUTOIIEHUYECKAs] nypnypa u TEMOJIMTHKO-

ypemudeckuii cungpom)’

KpoBoTeueHue u3 nojiocTu pra Heuacrto Yacto
['eMoppon1aIbHOE KPOBOTEYEHHE Heuacro ¢
AHaJIbHOE KPOBOTECUCHHE Heuacto Yacto
bpoHxunaibHOE KPOBOTEUEHHE ¢ Heuacto
KpoBoTeyeHus: 13 MOYEBBIBOSIINX ITyTEH Heuacto *

«I IpumBb» Yacto Yacto

[ unepToHnYECcKuil Kpu3 Heuacto *
\Hapywienusa co cmoponst 0blxameaibHOU CUCHEMbl, OPZAH08 2PYOHOU KIEeMKU U CPe0OCmeHUs
Kamrens ¢ Yacto
Juchonms Yacro Yacro
JluciHo? (oapIniKa) Yacto Yacto
[IHeBMOTOpaKC Heuacto Yacto
Punopes Heuacto Heuacto
bosnu B poToriorke ¢ Heuacto
xota ¢ Yacto
KpoBoxapkaHnbe Hacrto Heuacto
uTepcTuinanbHas 60J1€3Hb JIETKHX / THEBMOHUT Penko Penko
DnucTakcuc (HOCOBOE KPOBOTCUCHHUE) Yacro Yacro
Jlerounoe kpoBou3nusiHUE Heuacto Yacto
\Hapywienusa co cmoponbst y#cejiy004Ho-KUMeuHo20 mpaKkma

Mereopusm Uacto Yacto
B3nyrue )xnBora Yacto Yacto
SI3BEHHBIN CTOMATUT Yacto ¢
YacTast nedexanus Heuacto ¢

PBOTa € KPOBBIO Heuacto ¢
['emaToxe3us Heuacto ¢
[lepdopanus TOICTON KUIIKK Heuacto ¢
[lepdoparus NOAB3I0MIHON KUIIIKU Heuacto HeuacTo
Menena Heuacto Heuacto
[TankpeaTut Heuacto ¢
[lepuToHUT Heuacto Heuacto
bosb B )KUBOTE (B T. Y. B 3NUTacTPUU U 1O XOAY KulleyHnka) |O4eHb 4yacTo OueHb yacTo
[{napes OyeHsb yacTo OdyeHsb yacTo
ucniencus Uacto Uacto
[epdoparus sKeTyaKa I KHIIeYHHKA Heuacto ¢
OO6pazoBaHue KeTyI0UHBIX M/UIIHM KUIIEUHBIX CBUIIEH! Heuacro Heuacro
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TomHoTa Osens4acTo Osens4acTo
CromMarur Uacto OueHb 4acTo
PBota OueHb 4acTo OueHb 4acTo
CyX0CTb CIM3UCTON 00O0JIOYKH MOJIOCTU PTa Yacto Yacto
DKeny104HO-KuIIeYHOE KPOBOTCUYECHHE Yacto Yacto
\Hapywenua co cmoponsl neuenu u yHeeauegble00auiux nymeil

[ enaTtoTOKCUMYHOCTH Uacto ¢

Kenryxa Heuacto ¢
JlekapCTBEHHOE MOPAKEHUE TIEYEHU Heuacto ¢
[leueHOUYHAst HEAOCTATOYHOCTh Heuacto ¢
Hapymenne QyHKINT ITeUeHU Uacto Heuacto
\Hapywenusn co cmoponul Koxcu u NOOKOMHCHbIX MKAHell

[lopaxeHus: KOKHU Heuacto Yacro®
Asonenust OueHb 4acTo Uacto
DKCoTUaII KOKU Heuacto ¢

[ 'eHepanu30BaHHbIN 31 Heuacrto ¢

CyXOCTb KOXHU Yacto Yacto
DKchoTuaTUBHAS CHIITH ¢ OueHb 4acTo
3meHeHue 1BeTa BOJIOC OueHb 4acTo OueHb 4acTo
[lopaxeHne HOrTen Heuacto Yacto
Cunapom JAJJOHHO-TIOIOIIBEHHOM sputpoaunsecte3unO4eHp 4acTo Heuacrto
(J1aTOHHO-TIOIOIIBEHHBIH CHHPOM)

[lopomBeHHas spuTeMa Heuacto *

S3BBI KOKU ¢ Heuacto
Peakiust poroceHcuOMIM3amu Heuacto Heugacto

[ uneprunpos Yacto Yacto
KosxHas cbllb OueHb yacTo Heuacto
BesukyisipHas Cblllb Heuacto ¢
[lanynie3Has Colnb Heuacto Heuacto
DpUTEMATO3HAS ChIIIb Heuacto ¢
['enepai3oBaHHas ChIllb Heuacto ¢
MakyiisipHasi CbIllb Heuacto ¢

3yasuias Chlllb Heuacto ¢

KosxHBIH 3y7 Yacto Yacto
Oputema Yacto Yacto
JlenurMeHTanus KOXu Uacto *

[ 'unonurMeHTanus KOxu Uacto OueHp yacto

\Hapywenusa co cmoponst mpluieunoil, KOCIHOU U COCOUHUM

EeIbHOIl MKAHU

CKeJeTHO-MbIIeYHas 00JIb HeuacTo YacTo
MEIIIIEUYHBIA cr1a3M YacTo YacTo
ApTpanrus Yacto Heuacto
Muanrus YacTo Yacto
\Hapywienusn co cmoponsl nouek u Mouesvlo0auux nymeil

[Iporennypus’ |Ouenp wacto  |[Hewacto
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I'emaTypust i I’HZ}GTDII LOBA quHaqw[ T 0D01)
\Hapywenusa co cmoponst penpoO0yKmueHOoll CUCH ENTET T NIOTTUTFGIX JICeITe3

MeHopparus Heuacto Heuacto
Metpopparus Heuacto 4
Biraranuimsoe KpoBOTEYEHUE Heuacto Heuacto
Obugue napywienusn u peaKyuu 6 mecme 66e0eHUs

Bocnanenue cim3uctoi 000JI0YKH Yacto Heuacto
OTtexn UacTo® Uacro’
AcTeHHs Yacto Heuacto
Boib B Ipy/IHOIl KileTke! Uacto Yacto
0O3H00 Heuacro Yacro
[loBbIIIEHHAS YTOMIISIEMOCTh OueHb yacTo OuyeHsb yacTo
VIabopamopnuvie u uncmpymenmanvHvle OaGHHbLE

[losbnuenne akTusHocTH AJIT! OueHb 4yacTo Yacto
[loBbIIIIEHNE AaKTUBHOCTH JIMIIA3bI Uacto® ¢
[Tosbnmenue aktusHoctd ACT? OueHb yacTo Yacto
[unepounupyorHemMus’ Uacto Heuacto
l13MeHeHre KOHLIEHTPAlUK X0JIECTEPUHA B KPOBU 4 Yacto
[loBbIIIEHNE KOHIIEHTPAIUU KPEaTUHUHA B KPDOBH Yacto 4
[loBbIIIICHNE AaKTUBHOCTUA aMUJIA3bI Uacto *
[ToBbIIICHNE KOHIIEHTPAIIMH MOYEBHHBI B KPOBU Uacto *
['unoansOymMuHEMHUSI * O4eHb yacTo
[ToBbIIIIEHHE AaKTUBHOCTH FraMMa-TIIIOTaMUITPaHCTIeNTHAa3kl  |HacTo Uacto
l13MeHeHne aKTUBHOCTH TOPMOHOB IIUTOBUHOM JKEJIE3bI Heuacto 4

YV nmiHeHne uaTepBana QT? Heuacto HeuacTo

B xoze peructpaliioHHbIX KIMHUYECKUX MCCIEIOBAaHUN CBS3b HEXKENATEIBHOTO SBICHHS C IPUEMOM
nazonaHu0a He YCTaHOBJICHA.

1-  noapobnas nndopmanus npuseaeHa B paszaene 4.4.;

2—  areB3us (yTpata BKYCOBOM YYyBCTBUTEIBHOCTH), THUIOreB3Usl (IOHM)KEHHE BKYCOBOM
YYBCTBUTEIHHOCTH);

3— B OOJBIIMHCTBE CIy4aeB MajbMapHO-TUTAHTApHAs SPUTPOAU3ECTe3Us (JaJOHHO-TIOI0IIBEHHBIN
CHUH/IPOM);

4 —  OpagukapIus OINpenesieTcs Ha OCHOBAHWUHM YaCTOTHI cepaedHoro purma (menee 60 yrmapoB

B MUHYTY). bpanukapaus ¢ KIMHNYECKMMH MPOSIBICHUSIMU BCTPEUAETCS PeXke, U €€ YaCTOTa OCHOBAaHA
Ha oTYeTax 06a3 JaHHBIX O OE30MACHOCTH MA30MaHn0a;

5—  nna nokazanus [IKP wactotra BcTpewaeMOCTHM OCHOBaHAa Ha [JAHHBIX, IOJIYYEHHBIX HpU
IIPOBEACHUU JOIOJHUTEIBHBIX UCCIIEIOBAHUN;
6—  mepudepuyecKre OTEKH, JIOKAITbHBIE OTEKH, OTEKH TJ1a3, JIHIIA;

13
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(NOCNEOOBATENEHOCTE 0001)
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l'IOI[OH_IBeHHHﬁ CI/IHI[pOM) qamie Ha6J'II-OI[aJ'II/ICB Y NaUE€HTOB BOCTOYHOA3UATCKOI'O IIPOUCXOXKICHH.

B Tabnuue 2 mpencTaBieHbl OTKJIOHEHHMs JIADOPATOPHBIX IIOKa3aTenei, BcTpewaBmuecs y > 15 %
nanueHtoB ¢ IIKP, npuHuMMaBmux mna3zonaHu® B XOJe KIMHUYECKHX HccienoBanuil. CTeneHb
OTKJIOHEHHSI OCHOBBIBACTCS Ha KJIacCH(UKAIMKU OOIIUX KPUTEPUEB TEPMHHOJIOTHH HEXKEIATeIbHBIX

spineanii (CTCAE) HanmonaabHOTO HHCTUTYTA paka.

Tabmuma 2
[TapameTpsr [Mazonanu6 (N = 290) [Tnane6o (N = 145)
Bce Creneup 3,Crenenp 4,Bce Creneup 3,CrencHp 4,
crenedHn, % % crenenu, % % 0%
%
emamonozuueckue
Jlelikonenus 37 0 0 6 0 0
Heiitponienus 34 1 <1 6 0 0
TpomOorutonenuss (32 <1 <1 5 0 <1
JlumdonmroneHus 31 4 <1 24 1 0
\buoxumuueckue
IToBbllIEHHE 53 10 2 22 1 0
axkTuBHOCTH AJIT
[ToBbllIEHHE 53 7 <1 19 <1 0
axkTuBHOCTH ACT
['unepriovkemust 41 <1 0 33 1 0
IloBEIIICHNE 36 3 <1 10 1 <1
KOHIICHTpAIlUX
oO11ero OMIMpyonHa
I'unodocharemus 34 4 0 11 0 0
['unokaabIeMUs 33 1 1 26 1 <1
['unonaTpuemus 31 4 1 24 4 1
['unepkanuemus 27 4 <1 23 9) 0
['unepkpeaTnHu- 26 0 <1 25 <1 0
HEMMUS
['mmomaraueMus 26 <1 1 14 0 0
['mmormukemMust 17 0 <1 3 0 0

B Ttabnune 3 mpencraBieHbl OTKJIOHEHHUS Ja0OpAaTOPHBIX TOKaszarenel, BcTpedaBimmecs y > 15 %
naiueHToB ¢ CMT, mnonydaBmuxX ma3onaHu® B XoJe KIMHHUYECKUX HccleaoBaHuid. CTemneHb

oTkJIoHeHHs ocHoBbIBaeTcs Ha kinaccupukanuun CTCAE HannonanbHOro HHCTUTYTa paka.

Tabmuma 3
[TapameTpsl [Tazomanu6 [Tnane6o (N = 123)
(N = 240)
Bcee Crenenp 3,Crenens 4,Bce Crenenp 3,CTereHb
crenenu, % % % crenenu, % % 4,%
'emamonozuueckue
JlelikoneHus 44 1 o 115 0 0

14
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He#Tponenus 33 4 0 MOCNEOMBATENBHOCTE 000])
TpomOouuTtonenuss |36 3 <1 6 0 0
JlumbormroneHus 43 10 0 36 9 2
AHeMus 27 5 2 23 <1 <1
\buoxumuueckue

[ToBellieHNE 32 3 0 23 <1 0
AKTUBHOCTH IIIEJIOYHOM

docdarazsr (111D)

[ToBEIIIIEHNE 46 3 2 18 2 <1
axkTuBHOCTH AJIT

[ToBEIIIIEHNE 51 5 3 22 2 0
axkTuBHOCTH ACT

['unoansOymunemust 34 <1 0 21 0 0
['unepriovkemust 45 <1 0 35 2 0
IToBbllieHNE 29 1 0 7 2 0
KOHI[CHTPAIIUU OOIIEro

ornpyorHa

['unonatpuemMus 31 4 0 20 3 0
['nnokanueMust 16 1 0 11 0 0

B Ta6n1/1ue 4 MMPEACTABJIICHBI HECKCIIATCIIbHBIC PCAKIIUN, BBISIBJICHHBIC BO BPEMSA ITOCTPETUCTPALUMOHHOI'O
IIPpUMCHCHUA masomnanuoa. I[aHHBIC HCXKCIIATCIIbHBIC PCAKIMU BKIIOYAOT B ce0s CIIOHTaHHBIE
COO6HI€HI/I$I 0 HCIKCJIATCIBbHLBIX ABJICHHUAX, d@ TAKKC CCPHE3HBIC HCKCIIATCIILbHBIC PCAKIINN, BBISABJICHHDBIC
B PE3YIbTATC MPOAOJIKAOINXCS HCCHCHOB&HHﬁ, I/ICCJ'IG,Z[OBaHI/II‘;I KIMHUYECKOMN q)apMaKOJ'IOl"I/II/I
1 ITOHMCKOBBIX I/ICCJICIIOBaHI/Iﬁ 10 HCYTBCPIKACHHBIM IMOKAa3aHUAM.

Tabnuua 4
Ungpexyuu u unsazuu
Wudexun (c uau 6e3 HeWTPOIeHUN) ‘ Yacro
Hapywenua co cmoponst Kposu u 1umpamuueckoil cucmemol
[Tonumuremus Hegacro
Tpombotuueckass Mukpoanruonarus (B T.4. | Heuacto
TpoMOOoTHYECKas TPOMOOLIUTONIEHUYECKAs
nypmypa u reMOJINTUKOYPEMUYECKUI
cuHApOM)?

Hapywenus memabdonuzma u numanus
CuHapoM H3Kca OMyXoJu (B T. 4. U CO YactoTa HEeM3BECTHA
cMepTeNnbHBIM HeXoaom)!

Hapywenus co cmoponvl HepeHoll cucmembl
Cunpom oOpaTUMOi 3aHEH 3Hue(1)anonamnl \ Penxo
Hapywenusa co cmoponst opzana 3penus

OTciolika ceT4aTKH Heuacrto
PaspsIB ceTuaTkn Heuacto
Hapywenus co cmoponwt cocyoos

AHEBPHU3MBI U PaCCIOCHUS apTEPUU \ Penxo

Hapywienusa co cmoponst 0blxamenpHoil CUCHEMbl, OP2AH08 2PYOHOU KINemKU U CPe0oCmeHus
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VBJI /nseBMoHuT! ‘ Henxo  (NOCNEOOBATENBHOCTE 0001)
Hapywenus co cmoponusl 3#ceiny00YHo-KUuieuHo2

Mereopusm Yacto

[Tankpearur Heuacto

Hapywenusa co cmoponsl neuenu u Hceniegvle00aumux nymeil

IleyeHo4Hast HEJOCTATOYHOCTD \ YactoTa HeM3BeCTHA
Hapywenus co cmoponsl KOXicU U HOOKONMCHBIX MKAHel

S13Ba KOXU \ Heuacto

Hapywenus co cmoponst MbluieuHoil, KOCIMHOU U COCOUHUMETbHOU MKAHU
ApTtpanrust OueHb yacTo

MBplI11euHbIi cia3m Yacto

Jlabopamopnuvie u uncmpymenmanvHovle OaHHblE

[ToBbIIeHNE AKTUBHOCTH ramma- | Yacro
TJIIOTAMUJITPAHCIICN THAA3BI

— noipoOHast MHpOpMAaIs MpUBeeHa B paszene 4.4.

Coo011eHne 0 ITOI03PEBAEMBIX HEXKEIATENbHBIX PEAKIINIX

Baxno COO6H_[aTL O IMOA03PCBACMBIX HECKCJIATCIIbHBIX PCAKINUAX ITOCJIC PECTUCTpAllUU JICKAPCTBCHHOI'O
npemnapara € HOCJIbIO obecrieueHust HCIIPCPBIBHOI'O MOHHUTOPHUHIA COOTHOLICHUSA «IIOJIb3a — PHCK»
JICKaApCTBCHHOI'O IIpfCIiapara. Me,[[I/IHI/IHCKI/IM pa6OTHI/IKaM PCKOMCHAYCTCA COO6H_[aTB 0 JI00BIX
MMOAO3PCBACMBIX HEKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpCIiapaTa 4€pe3 HAIMOHAJIbHBIC CUCTECMBI
COO6I_I_IeHI/IH 0 HCKCJIATCJIIbHBIX PCAKIHUAX I'OCYAapCTB — YJICHOB EBpaSHﬁCKOFO 3KOHOMHUYECKOI'O COKO3a.
Poccuiickas @enepannus

®denepanpHas ciryx0a o Haa30py B cepe 31paBoOXpaHeHUs

Anpec: 109012, r. MockBa, CiaBsiHcKast Iiiomiaip, 1. 4, ctp. 1

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

DnekrponHas moura: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEIEKOMMYHUKAITMOHHON cetd «HTepHeT:
https://www.roszdravnadzor.gov.ru/

4.9. llepeno3upoBka

CumMnromsl
B ximHHuYecKkux uccieroBaHusaX Ma3onaHuo nmpumensuics B go3ax a0 2000 mr.

Jlo30IMMUTHpPYIOIAass TOKCUYHOCTH (TIOBBILIEHHAs YTOMJISEMOCTh 3 CTENEHH) M apTepualibHas
runeprenHsus 3 creneHu HaOmoganuch y 1 w3 3 mamuenrtos, nmomyuuBmux 2000 mr m 1000 mr
nazonaHuba B CYTKH COOTBETCTBEHHO. BO3MOXHO ycuJ€HHE BBIIICONMHCAHHBIX HEXeIaTelbHbIX
SIBJICHUM.

Jleuenue

Jleuenne cumnTomaTuueckoe. TOJIBKO HE3HAUMTENIbHAs YacTh I1a30IaHU0a MOXKET BBIBOAUTHCSA
MMOCPE€ACTBOM reMoinainia, IOCKOJIBKY BBICOKA CTCIICHB €0 CBA3bIBAHHUA C OeaxaMH 11a3Mbl KpOBH.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA
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5.1. ®apmakoauHaMUYECKHE CBOHCTBA (NOCNEOOBATENEHOCTE 0001)

dapMakoTepaneBTUIeCKas TPYIa: MPOTUBOOITYXOJIEBbIC CPECTBA, HHTUOUTOPHI IPOTCHHKUHA3;
JPyTHe UHTHOUTOPBI MPOTCHHKHUHA3.
Kox ATX: LO1EXO03.

MexaHu3M JIeUCTBUS

[Tazomanu® sBISETCS MOIIHBIM MHTHOMTOPOM MHOXECTBAa TUPO3WHKWHA3 JJISl PUEMa BHYTPb, B TOM
YrcjIe THPO3MHKKMHA3 perenTopoB GpakTopos pocta sugorenus cocynos (VEGFR) -1, -2, -3, penentopos
¢akrTopa pocra TpombouutoB (PDGFR)-ansda u Gera, peuentopoB ¢axtopa pocta GpuOpodiacToB
(FGFR) -1 u -3, peuenrtopa ¢akropa crBonoBeix Kiaetok (Kit), a Takxke T-KIeTOYHOM KHHA3HI,
uHAynupyemoii unrepneiikuaom 2 (Itk), neiikounrcnenndpuieckoit mporenH-Tupo3uHkuHassl (Lek) n
TUPO3UHKHHA3Bl PEIENTOpa KOJOHHECTHMYIUpyromero (akropa makpodaro (c-Fms). In vitro
Ma30Manud MHIrHOUpYyeT Jurana-uHaynupyemoe ayropochopummpoanne VEGFR-2, Kit u PDGFR-f.
In vivo nazonanu6 unrudupyer VEGF-unaytupyemoe dpochopunuposanre VEGFR-2 B TkaHAX JIerkux
Yy OKUBOTHBIX, AaHTHOT€HE3 Yy JKMBOTHBIX W POCT HEKOTOPHIX YEJIOBEYECKHX OIyXOJEBBIX
KCEHOTPAHCIUIAHTATOB Y )KMBOTHBIX.

3nauyenus |Csp mpu cBs3piBanum nasomnannba ¢ VEGFR -1, -2, -3, PDGFR-ansda u Gera u Kit
cocrasarot 10, 30, 47, 71, 84 u 74 HMOJIB/I COOTBETCTBEHHO.

5.2. apMaKkoKHHeTHYECKHE CBOiicTBA

AOGcopOumst

Crmax Ta30naHn0a B cpeiHEM JIOCTUTaeTCsl uepe3 2—4 Jaca nocie npuema BHyTpb. ExeHeBHbIN pueM
NPUBOAMT K 1-, 2-, 3-, 4-kpaTHOMy yBenuuenuto AUC. Ilpu exenneBHoMm npueme 800 Mr nazonaHuba
3HaueHus! AUC U Cmax coctaBmsuin 1,037 g x Mxr/mia u 58,1 MKr/mMi (3kBHUBaJIeHTHO 132 MKMOJIB/J)
cootBeTcTBeHHO. CyiectBeHHOro yBenudeHus AUC u Cpax HE HaOMIOAATOCh TIPU MOBBIIIEHUH O3B
nazonanuoa 6onee 800 mr.

CucreMHas HKCIO3UIUS Ma30MaHu0a yBenInyrBaiach pu npueme ¢ nuiei. [Ipumenenne masomnannda
C MUIIEH C BBICOKUM W HHU3KHUM COJIEPKAHHEM >KHUPOB TMPHBOJUT NPUOIUZUTENHFHO K 2-KPaTHOMY
yBenuueHHI0 AUC 1 Cax. TakuM 06pa3om, ma3onanu6 caeayeT MpHHUMATh 0 MEHbIIel Mepe 3a 1 gac
JI0 WJIK Yepe3 2 yaca mociie mpruema numm (cM. pasaen 4.2.).

ITpumenenne 400 Mr nazonanuba B BUJE pacKkpolleHHON TaOneTku Bbi3biBaeT yBenndeHne AUC(o-72)
U Ciax PUOJIM3UTENIBHO B 2 pa3a U BbI3bIBAET YMEHbIIEHUE | max (BPEMS JOCTHKEHUS MaKCUMAaJIbHOM
KOHIIEHTPALMH B IJ1a3Me KPOBH) NMPUOIM3UTENBHO Ha 1,5 yaca Mo CpaBHEHUIO C IPUMEHEHHEM B BUJIE
uenoi tabnerku. buomocTynmHOCTh M creneHb aOcopOIMM MazonaHuba MpU MEepopaibHOM IpHEMe
YBEIUYMBAIOTCS TIPU MIPUEME PACKPOIICHHOW TaOJIeTKU MO CPaBHEHUIO C IeNoi TabneTkoi. B cBs3u
C BBIINIECKA3aHHBIM, TA0JIETKH Ma30MaHn0a He CIeyeT u3Menp4aTh (cM. pazzaen 4.2.).

Pacnpenenenue

Cas3bpIBaHME MMa3onannOa ¢ OeKaMu T1a3Mbl KPOBH IN VIVO coctasisuio 6oiee 99 % BHE 3aBUCHMOCTH
OT KoHIeHTpanuu B auanazone 10—100 mxr/mo.

JlauHbIe iN VItro mMo3BOJISIOT MPEAIoaraTh, 4YTo na3onaHuo seisiercs cyocrparom aist P-gp u BCRP.

Buorpanchopmariust
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Wccnenosanus in Vitro nokasamu, 4to MeTabonuiM MazonaHuOa [ OHOLPEA0EdH| [RNEAMYTIECTBEHHO

nzopepmertrom CYP3A4, a Takke B HE3HAUUTEIBH

ONIMMUHAIMA

[Tazomanu® BBHIBOJUTCS MEIUICHHO CO CPEIHHMM 3Ha4YeHHEM reproza noiayBbiBeneHus (T12) 30,9 yaca
nocjue npuema B pekomeHaoBaHHOUW n03e 800 mr. BeiBeneHHe OCYIIECTBISETCS B OCHOBHOM 4e€pe3
KHIIIEYHHK, U TOJILKO MeHee 4 % MPUHSATON O3B BEIBOJIUTCS TIOYKAMHU.

IloyeyHas HEIOCTATOYHOCTh

Brisenenne nazonanu6a He 3aBucut ot KK (30-150 mur/mun).

He oxummaercst M”3BMEHEHHSI CUCTEMHOM SKCIO3WIMHK Ta3zonannba y manueHToB ¢ KK > 30 mu/muH,
B CBSI3M C YeM KOPPEKIIUH JI03bI Y MAIIMEHTOB JTAHHON KaTeropuu He TpedyeTcs.

IleyeHOYHAs HEAOCTATOYHOCTD

VY mamnueHToB C HapymeHHeM (QYHKIUM TeYeHH JIETKOW CTeneHH (KOHIEHTpauus OmimmpyOuHa
B IIpefielax HOpPMbI IpHU TNOBbIIEHMH akTUBHOCTH AJIT m0060H cTenmeHW WM TOBBILICHUE
KOHIICHTpauuu omnmupyonHa meHee ueM B 1,5 pasa Beimie BI'H nezaBucumo ot aktuBaOcTH AJIT) mocne
OJHOKpaTHOro mnpuema nazomanu6a B pgo3e 800 Mr oauH pa3 B CYTKHM CpeJHHE 3HAUYEHUS
dapmaxkokuHeTnueckux mnapamMerpoB (Cmax 30,9 wmxr/mn, (12,5-47,3 wmxr/mi) u AUC (029
841,8 mxr x u/mn (600,4-1078 MKr X 4/Mi1)) COMOCTAaBUMBI CO CPEIHUMHU 3HAUCHUSMHU Yy MAIIMEHTOB
¢ HopManbHOU pyHKuuei nedeHu (Cmax 49,4 mxr/ma (17,1-85,7 mxr/m) u AUC 0-24) 888,2 MKT X 9/MI
(345,5-1482 mkr X u/mi)).

MakcumanbHas TIepeHOCHMas 1032 Na30MaHuba y ManueHTOB C YMEPEHHBIM HapylleHHeM (QYHKIUU
nevyeHu (TOBBIIIEHHE KOHIEHTpaluu OunnpyOrHa oT moiyTopa Ao Tpex pa3 Boimie BI'H HezaBucumo
ot aktuBHOCTH AJIT) cocraBisuta 200 mr oaus pa3 B cytku. Cpeanne 3HaueHUS Cmax (22,4 Mxr/mit (6,4—
32,9 mxr/mi)) u AUC-24) (350,0 mxr x u/mn (131,8-487,7 mxr x u/min)) nocie npuema 200 mr
Ma3omannda OJIMH pa3 B CYyTKH Y MAIIMEHTOB C YMEPEHHBIM HapylIeHHeM (YHKIINU TIEYSHH COCTABIISLTH
npubnn3nuTensHo 45 % 1 39 % cOOTBETCTBEHHO 110 CPABHEHUIO CO CPEAHUMHU 3HAUEHUSIMH Y TALIUEHTOB
C HOpMaJIbHOM (yHKIMEW MedeHM Ioclie mpueMa mnpemnapata B no3e 800 Mr oauH pa3 B CYTKH.
HenocratoyHo naHHBIX O NPUMEHEHUH Ia30MaHuOa y MAlMEHTOB C HapyluleHHeM (PYHKIUU Me4YeHU
TSDKEJNON cTeneHu (KOHLEeHTpalus oOuiero OmnupyouHa Oosee yeM B Tpu pasa npesbimaer BI'H,
He3aBUCHUMO OT akTHBHOCTH AJIT), B CBS3u ¢ 4yeM NpUMEHEHUE y MAlMEHTOB JAaHHOM KaTeropuu
HE pEeKOMEHI0BaHo (cM. pasjen 4.2.)

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuensb BcnoMoraTejbHbIX BelIECTB

Sapo TabieTku

Lennrono3a mukpokpuctamuyeckas 101
Kapb6okcumerunakpaxman HaTpUs
[ToBunon K-30

[Tonucop6at 80

Marnus creapar

[Inenounas 000JI0YKa:
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COOTBETCTBYET QKCIHNEFTHOMY QOTHETY
ot 16.12.2025 N2 31263
ToroBas meHoYHast 000J1049Ka 6EI0To IBETa: (NOCNEOOBATENBHOCTE 0001)

L

[Makporoi (IT31") nonuBUHUIIOBBII CIUPT COMOJIUMEDP
Tanbk

Turana auokcun (E171)

['muuepun moHokamnpuiiokanpar (tumn 1)

[TonMBUHUIIOBBIN COIUPT]

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHMusl)

2 roja.

6.4. Oco0Oble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuThb Npu TEMIIEpaType He Bbiie 25 °C.

6.5. XapakTep u cojep:KaHHe MEPBUYHOI YIAKOBKH

ITo 30, 60, 90 Tabnerox B OaHKM W3 TMOJMATHICHA BBICOKOH IUIOTHOCTH, YKYHNOPEHHBIE KPBIIIKOH
U3 TIOJIMTIPOITMIICHA C OCYIIUTEIEM U ¢ KOHTPOJIEM IIEPBOT'O BCKPBITHSL.

Ha 6aHKy Hak/IeMBaOT CaMOKJIESINYIOCS ITUKETKY.

Kaxnyro 0aHKY BMECTE ¢ JIMCTKOM-BKJIAIBIIIIEM TOMEIIAIOT B IaYKy KapTOHHYIO.

6.6. OcoOble Mepbl NPEAOCTOPOKHOCTH NMPH YTHIN3ALNHN HCIO0JIb30BAHHOI0 JIEKAPCTBEHHOI'0

npemnapara ujm 0Tx010B, MOJYICHHBIX IMOCJI€ IPUMEHECHUSA Npenapara, u Ipyru€ MaHUIyJasasuu
C nmpemaparomMm

Oco0bie TpeOOBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU A

Poccuiickas @enepanns

OtkpsITOE aKknmoHepHoe oomecTBo «Papmcranaapt-Y GUMCKHI BATAMUHHBIN 3aBOI»
(OAO «Dapmcrangapt-YhaBUTA»)

Anpec: 450077, Pecnybnuka bamkoprocran, r. Yda, yn. Xynaitbepauna, 1. 28
Ten./dpaxc: +7 (347) 272-92-85

Anpec snekTponHo# mouTsl: info@pharmstd.ru

7.1. llpeacraBuTeNb AEpKaTe/Isl pETHCTPALMOHHOIO YA0CTOBEPEHUs!
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 16.12.2025 N2 31263
[IpereH3un notpeduTesiell HANPaBIATh MO AAPECY: (NMOCNEQOBATENBHOCTE 0001)

Poccuiickas ®@enepanus
OTtkphITOE akmoHepHoe obmecTBo «DapmMcrannapt-yY GUMCKUI BUTAMUHHBIN 3aBOJIY
(OAO «Dapmcrannapt-Y paBUTA»)

Anpec: 450077, Pecny6nuka bamkoproctaHn, r. Yda, yin. Xynadepauna, 1. 28
Ten./daxc: +7 (347) 272-92-85

Anpec snekrponnoii moutsl: info@pharmstd.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

.]ICKapCTBCHHHﬁ npemnapat OTHOCUTCA K KaTCTrOpUH OTITYCKa ITO PpCUCIITY.

Obmas xapakrtepuctuka jekapctBeHHoro npenapara [IA3OITAHUDB noctynmHa B eanHOM peecTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3suiicKOro HSKOHOMHUYECKOTO COK03a M Ha
oduIHMaTEHOM caiTe YIOJIHOMOYEHHOI'O oprasa (axcrepTHOM OpraHH3aIliH)
https://lk.regmed.ru/Register/EAEU_SmPC
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