COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 22.05.2025 Ne 12975
(MOCNEOOBATENBHOCTb 0002)

OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
[Tazomanun6-IIpomomen, 200 mr, TaGIETKH, TOKPBITHIE TUICHOYHOW 000JIOUKOM.

[Tazonanu6-IIpomomen, 400 Mr, TaGIETKH, MOKPHITHIC TUICHOYHONH 000JIOUKOH.

2. KAMECTBEHHBIN U KOJIMYECTBEHHBII COCTAB
JleiicTByro1IIee BEIIECTBO: MTA30MaHHO.

IMazonanu6-IIpomomen, 200 Mr, TabJIETKU, HOKPHITHIE ILICHOYHOM 000J10YKON

Kaxxnas tabnerka comepxut 200 mr ma3omnanuda (B BuIe THAPOXIIOPHIA).

[Tazonanu6-IIpomomen, 400 mr, TabJIETKU, HOKPLITHIE ILIEHOYHOM 000JI0YKON

Kaxxnas tabnerka conepxut 400 mr nmazomnanuda (B BUi€ THAPOXIIOPHUIA).
[TonHbIH MepeueHb BCIIOMOTATENIbHBIX BEIIECTB MPHUBEIEH B pa3zaeie 6.1.
3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIC TNICHOYHOU 000JI0YKOM.

[Mazonanu6-IIpomomen, 200 Mr, TabJIETKU, MOKPHITHIE ILIEHOYHOM 000JI0YKON

TalneTku Kpyrible, JBOSKOBBINYKJIbIE, TOKPHITHIE MIICHOYHON 000104K0i po3oBoro 1Bera. Ha
MOTIEPEYHOM pa3pese Aapo OEI0ro Uik MOYTH OENIoTo IBeTa.

ITazonanu6-IIpomomen, 400 Mr, TaOJIETKU, MOKPLITHIE ILIEHOYHOM 000J0YKON

TabneTku OBAJIBHBIC, NBOSKOBBIITYKIIBIC, TTIOKPBITHIC IJICHOYHOH 000JI04YKOi OeIoro uBeta. Ha

HIOTIEPEYHOM pa3pese AAPo OeI0ro WM MoyTH OeIoro IBera.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

[Tpenapat [Tazonmann6-IIpomomMen okaszaH K MPUMEHEHHIO Y B3pOCIIBIX B BO3pacTe oT 18 neT as:

—  JIeYeHUS paclpOoCTPAHEHHOTO MoyeuHo-Kki1eTouHoro paka (I1KP);

—  JIeYEeHUA pacpocTpaHEeHHON CapKOMBI MATKUX TKaHEeN (CMT) (xpome
raCTPOMHTECTUHAJIBHBIX CTPOMAJIBHBIX OIYXOJIEH M JIMIIOCAPKOMBI) Y MAIMEHTOB, PAaHEE

MOJIy4YaBIINX XUMUOTCPAIINIO.
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4.2. Pe:kum 103MPOBAHUA U CIOCO0 MPUMEHEHU S

PexxuM J103upoBaHus

Pexomennyemas no3a npemnapata [lazonanu6-IIpomomen cocramsier 800 Mr BHYTph OJIUH pa3 B
CYTKH.

Ilponyck 003bi

[Ipu mpomycke mpuema OodepeAHON 03bl IMpernapaTa MPOIYIICHHYIO 103y CIeAyeT MNPUHATh
TOJILKO B CIIy4ae, €CIH JI0 CIEAYIOUIETo 3aIlJIaHNPOBAHHOTO TIpueMa ocTanoch Oosnee 12 4acos.
Iloobop 0o3b1

B 3aBuCcHMOCTH OT MHAMBHIYaJIbHON MEPEHOCUMOCTH CYTOYHAs J103a Mpenapara MOXeET ObITh
yMEHbIIIeHa UK yBenuueHa ¢ maroM 200 mr, mpu 3ToM MaKCUMalbHasi CyTOYHAs 1032 He JOKHA
npesbiath 800 mr.

Oco0ble IPVIIILI TAIUEHTOB

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

B cBsi3u ¢ HU3KOI CTENEHbIO BhIBEICHUS MMa30MaHu0a 1 €ro MeTaboIUTOB MMOYKaMH, HAPYIICHUE
(GYHKIMY TOYEK KIMHHYECKH 3HAYUMO HE BIHSIET Ha (hapMaKOKWHETHKY Ma30MaHu0a, mo3Tomy
KOPPEKIMH PeKUMa JI03UPOBAHUS Y MAMEHTOB ¢ KiaupeHcoMm kpeatuauna (KK) > 30 mu/MuH He
TpeOyeTcs.

OnbIT NpUMEHEHUs Na3onaHu0a y NalueHTOB ¢ HapylIeHHeM (YHKIIMU MOYeK TSKEJION cTeneHn
WIN y TIAIIMEHTOB, HAXOSIIUXCS Ha IEPUTOHEATBHOM JINAIM3€ WM TeMOINANIN3E, OTCYTCTBYET,
B CBSI3U C YeM IIPUMEHEHHE Ma30IMaHn0a y TaKWX MaI[IeHTOB MPOTHUBOIIOKA3aHO.

Tayuenmsi ¢ HapyweHnuem QyuKyuy neveHu

bezonacHocTh mpuMeHeHHs U hapMaKOKMHETHKA a30MaHN0a y MalEeHTOB € YK€ UMEIOLUMHUCS
HapymeHusIMA (DYHKIMHM T€YeHU TOJHOCTHIO HE yCTaHOBJIEHHI. [lanmmeHTaM ¢ HapymieHHeM
(GyHKIMM ~ T€YeHHW  JIETKOW  cTenmeHW  (OMpenensioT 10 JAHHBIM ~ aKTUBHOCTHU
ananuHamuHOTpaHcdepassl (AJIT) u KOHIEHTpaluK OWJIMPYOWHA) KOPPEKIMH JI03bI HE
Tpebyercs.

VY nmanueHToB ¢ HAPYHICHUSMH (QYHKIWU TI€YCHH CPEIHEW CTENeHU CIeAyeT CHHU3UTH 103y
npenapara [Tazonmanu6-IIpomomen 1o 200 Mr B CyTKH.

JlaHHBIX O TPUMEHEHUWH TMa3onaHuba y TMALMEHTOB C HapylleHueM (QYHKIMM TeUeHH,
COITPOBOJKIAOIIEICS MOBBIIIEHUEM KOHIIEHTpaluy olmiero ounupyOuHa 6osiee yeM B TpU pasza
BbIlIe BepxHei rpanuiisl HopMel (BI'H) (mipu mro6oit aktuBHOCTH AJIT), He1oCTaTO4HO, B CBS3U

C YeM IMPUMCHCHUEC nmaszonannda Y TaKuX MAalUEHTOB ITPOTHUBOIIOKA3aHO.
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Tayuenmul noscunoeo eospacma
Koppekiuu pexuma J03upoBaHMsI U 4aCTOTHI PHEMa Y MTallMeHTOB B BO3pacTe crapiie 65 JieT He
TpeOyeTcs.

Cnooco0 nnpuMeHeHus

Hns nmpuema BHyTpb. [Ipemapat [Tazomanu6-IIpomomen ciemyeT npuHUMATh HE MEHEE YeM 3a

OJIMH Yac JI0 WK Yepe3 JIBa yaca Mmocie nmpruema nuimu (cm. pasaenst 4.5 u 5.2). Tabnetku caeayer

MpOrJaThiBaTh LEJIMKOM, HE HapyIllasi UX LEJIOCTHOCTH (HE pa3iaMbIBaTh, HE Pa3’KEBBIBATD).

4.3. IIpoTuBONOKA3AHUS

— T'unmep4yBCTBUTENBHOCTh K MA30MaHUOy WIM K JIOOOMY M3 BCIIOMOTATENbHBIX BEIIECTB,
MepeUYrCICHHBIX B pazjene 6.1.

— Hapymenue GyHKINY I€YEHU TSKENOM CTENEHU (B CBSI3U C HEJOCTATOUHOCTHIO TaHHBIX).

— Hapymenne GpyHKINMN mOYEK TAKENOM cTeneHu (B CBSI3U C HEIOCTATOYHOCTHIO JAHHBIX).

—  OnxHOBpeMEHHOE MPUMEHEHHUE C APYTUMH MPOTUBOOITYXO0JIEBBIMU IperapaTamu.

— bBepemenHocTh U epuoa KOPMIICHUS TPYIBIO.

—  Jlerckwuii Bo3pacT (B CBSI3U C HEJOCTATOYHOCTHIO JAHHBIX).

4.4. OcoOble yka3aHus U Mepbl IPeI0CTOPOKHOCTH IIPH NPUMEHECHUH

C 0CTOPOKHOCTEIO

[TpyMEeHSITh ¢ OCTOPOXKHOCTBIO Y MAIlMEHTOB C HapylIeHueM (YHKIUH ITeYEHH JIETKOU U cpeiHel
CTEIMEHH TSHKECTH; 3a00NeBaHHsAMH JKenyaouHo-kuiieuHoro tpakra (JKKT); 3aboneBaHusME
CepAeYHO- COCYAMCTOM CUCTEMBI (BKJIIOYAsi apTEpUAIbHYIO TUIIEPTEH3HIO, YJUIMHEHUE HHTepBaa
QT, xelyJOYKOBYIO TaXWKapJuIO THIA «IIUPYIT» B aHaMHe3€, y MallleHTOB, MPUHUMAIOIINX
aHTHApUTMUYECKUE  CpeAcTBa M Ipemaparel,  yanuHsomme — uHTepBan  QT);
1epeOpOBACKYIAPHBIMU 3a00JI€BaHUSMU; apTepUAbHBIM TPOMOO30M; HapyIIEHUSIMH (YHKIIUU
IIUTOBUHOM JK€EJIE3b]; Y MAllMEHTOB C TOBBIIIEHHBIM PUCKOM PAa3BUTHUS KPOBOTEUEHUH, a TAKXKE Y
narueHToB, Hecymux amiens HLA-B* 57:01.

Oco0ble yKa3aHus

Bnusinue na ¢ynkyuto neuenu

[lpy mpuMeHeHHM mMa3onaHub0a OTMEYEHBI CIy4daW pa3BUTHsS MEUYEHOYHOH HeI0CTaTOYHOCTU
(BKJIFOUAsl Cilyd4ad C JIETaTbHBIM HCXOJ0M). B KIMHMYECKMX WCCIIEOBaHUSIX ITa30maHnOa
HaOJIOZIAJIOCh TIOBBIIICHHE aKTUBHOCTH TpaHcamuHa3 (AJIT, acmapratamuHOTpaHc]epassi
(ACT)) u xoHuenrpamuu OwnupyOuHa. B OONBIIMHCTBE Cly4aeB OTMEYAIOCh M30JMPOBAHHOE

noBeIeHre akTUBHOCTH AJIT u ACT, HE COIPOBOKAABHICCCA OAHOBPCMCHHBIM IMOBBIIICHHUEM
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AKTUBHOCTH LIEJIOYHON (pocdaTazbl WM KOHLEHTpAUMU OWIUpyOMHA. Y MAlUMEHTOB CTaplie
60 net puck noseimenus aktuBHoctd AJIT, B Tpu pa3a npessimatonieit BI'H, moxeTt Bo3pacTats.
V¥ nanuenTos, Hecymux awiens HLA-B57:01, Takxke oTMeyanoch yBeJIMUEHUE pUCKa BBI3BAHHOTO
na3onanu6om nosbimeHns aktuBHocTH AJIT (19 % manumentoB ¢ amenem HLA-B57:01 npotus
10 % 6e3 TakoBoro). Heob6xoaumo NpoBOAUTH KOHTPOJIb (YHKIUU IMEYEHH Yy MalMeHTOB,
MPUHUMAOIIMX [a30MaHu0, HEe3aBUCUMO OT HUX TEeHOTHNa W Bo3pacta. B mopasisromiem
OOJIBIIMHCTBE CIy4aeB IMOBBIIICHUE aKTUBHOCTU TpaHCAMHUHA3 JIFOOOW CTENEHU OTMEYajoch B
TeueHue NepBbIX 18 Hemenb Tepanuu mnazonaHuOoM. CTeNeHb TSHKECTH OCHOBBIBAEGTCS Ha
knaccudukanuu CTCAE HanmoHnanbHOT0o HHCTUTYTA paka.

HeoOxoqumMo mnpoBOAWUTH KOHTPOJIb AKTUBHOCTH (PEPMEHTOB IMEYEHH TIepel] MPUMEHEHUEM
nazonannba u Ha 3, 5, 7 m 9 Henenax Tepamuu, 3areM Ha 3 W 4 Mecsdlax Tepanud U TI0
KJIIMHUYECKUM Toka3zanusM. [lepuoandeckuii KOHTPOJb CIEIyeT MPOBOAUTH mocie 4 MecsleB
Tepanuu.

Crnenyrolue yka3aHus KacaloTCs MAallMEHTOB C UCXOJIHOM KOHIEHTpaluei oouiero Ouinnpyonna
<1,5x BI'H, a takxxe akruBHoctssmu AJIT u ACT <2 x BI'H:

— MAIUEHThl ¢ U30JMpOoBaHHBIM noBbliieHneM akTuBHOcTH AJIT Boimie BI'H B 3—8 pa3 moryt
MPOJIOJDKATH MPUEM Ta30IMaHu0a, TIPU ATOM CIIEAYET SKEHECIIEHO KOHTPOJIUPOBATH IMOKA3aTeIN
byHKIMKM TIedeHU 10 yMmeHbleHuss akTuBHOCTU AJIT mo 1-if cTenmeHW TOKCHYHOCTH WM J0
MCXOJIHOTO 3HAYEHUS,

— marueHTam ¢ nosbienneM akTuBHOcTH AJIT Gonee uem B 8 pa3 otHocutensHo BI'H crnenyer
npepBaTh MpueM nazonanubda 10 cHwkeHus aktuBHocTd AJIT o 1-i cTeneHn TOKCHYHOCTH WIIH
JI0 UCXOJHOTO 3HadeHus. Ecnam moTeHImanpHas Mojb3a BO30OHOBIICHMS TIpHEMa Ia30MmaHuba
MIPEBBINIAECT PUCK PA3BUTHUS T€IATOTOKCUYHOCTH, TIPHEM Ia30MaHn0a MOKeT ObITh BO30OHOBIICH
B /103€, yMeHbIIeHHOU 10 400 Mr oAuH pa3 B CYTKH, C €XKEHEIEIbHBIM KOHTPOJIEM MOKa3aTeleu
byHKIIMM TIeYeHd B TeueHue § Heaenb. [Ipw mocnemyronmx mpuemax ma3omnaHuba B cioydyae
NOBTOpHOTO NoBbIIeHUs akTuBHOCTH AJIT Oosiee uem B Tpu paza otHocutensHo BI'H nazonanu®
CJIEYET MOJIHOCTHIO OTMEHUTH;

— y MauueHToB ¢ nosbleHrneM akTuBHOCTH AJIT Gonee yem B Tpu paza otHocuTensHo BI'H u
OJIHOBPEMEHHBIM TOBBIIICHUEM KOHIIGHTpAallMd OunupyOMHa OOJbIle 4YeM B JBa pasa
otHocutenbHO BI'H mazonanu6 cnegayer moiHOCTRIO OTMEHUTH. [lanmenTa crienyeTr HaOm01aTh
1m0 cHrkeHus akTuBHOCTH AJIT nmo 1-# cTemeHW TOKCHYHOCTH WM JO MCXOJIHOTO 3HAYCHHS.
[Tazonanu6 sBnsercst marubutopom UGT1Al. V nmanumentoB ¢ cunapomom JKunbpOepa MoxkeT

BO3HHMKAaTh HeIpsMas (HEKOHBIOTMPOBAHHAS) TUNEpOMINMpyOMHEMHs JIeTKOM cremeHu. Y

4
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MNAIMEHTOB TOJBKO C HENPSMOW TUNepOMINpyOMHEMHEH JIerkol CTEeNeHH, C CHHIPOMOM
XKunbOepa nnu ¢ moI03peHUeM Ha ero Hainuume, ¢ nosbimeHueM akTuBHocTH AJIT Oonee uem B
Tpu pasa otHocurenbHO BI'H mpemapar cinegyer mpuMeHsATH Tak K€, KaKk My IAUEHTOB C
M30JIMPOBAHHBIM MOBBIIIIEHUEM akTUBHOCTH AJIT

OpnHoBpeMeHHOE NpPHUMEHEHHE Ma30MmaHnba M CUMBACTaTHHA YBEJIMYUBAET PUCK MOBBIMICHUS
aktuBHOCTH AJIT (cm. pazgen 4.5) m Tpebyer 0coO0H OCTOPOKHOCTH M TIIATEIBHOTO
HaOJII0ICHUSI.

JlonoHUTENbHBIE PEKOMEHJAIUU 10 KOPPEKIUH 03Bl B IPOIECCE JICYCHUST Ha OCHOBaHHUHU
pe3yNIbTaTOB MEYECHOYHBIX TECTOB y MAIIMEHTOB C YK€ HMEIOMIMMCS HapylieHueM (QyHKIUu
MEYECHU OTCYTCTBYIOT.

Apmepuanvnasn cunepmensus

B Xxonme KIMHMYECKMX HCCIIEAOBaHUI Ma3onaHnbOa HaOJI0AaI0Ch MOBBIINICHUE apTEPHATBHOTO
nasienus (AJ]) u ciydyaun runepronudeckoro kpusa. [lepen npumeHenneM masomnanuba cienyer
ompeaensaTh ucXoaHbli ypoBenb AJl. He mo3mHee ogHOM Henemnu mocie Hauana JeUeHus, a TAakKe
Ha TPOTSHDKEHHMH BCErO JICYCHHUS I1a30MaHMOOM clieayeT KOHTpoiupoBatb AJl u mpu
HEO0XOIMMOCTH TPOBOJUTH THIIOTCH3UBHYIO TEPAIHIO, IPH STOM CHIKEHHE JT03BI WIIH MIEPEPHIB
B IIpUEME IM1a30Mann0a JOKHBI OBbITh KIIMHHYECKH 000CHOBaHbI (cM. pasaeisl 4.2 u 4.8).
ApTtepuanbHas TMIIEPTEH3Us (CUCTOIMYECKOE JIaBieHue > 150 MM pT. CT. MM JUACTOJIUYECKOe
nasieHue > 100 MM pT. CT.) BO3HUKAeT B Havajie Kypca jedeHus (mpumepHo B 40 % ciydaeB K
9-my nHIO ¥ puMepHO B 90 % — B TeueHne niepBhIX 18 Hemenp). B cinydyae mosiBieHNs MPU3HAKOB
TUIEPTOHMYECKOr0 Kpu3a WIN B Cllydae TsDKENOH apTepuallbHOW TMIIEPTEH3UU WM MOCTOSTHHO
NOBBIIIEHHBIX 3HaUeHUH AJl, pe3UCTEHTHBIX K TMIOTEH3UBHBIM CPEACTBAM U CHHXKEHMIO JI03bI
nazonaHu0a, ma3onaHud cieayeT OTMEHUTb.

Cunopom obpamumoti 3a0Hell sHyegpanronamuu (CO33)/0b6pamumbsiii
netikoanyegpanonamuyeckuil cunopom (JI2I1C)

[Ipyu npumeneHun mnazonaHuba cooduianock o Bo3HUMKHOBeHUH CO33/o06partumoro JIDIIC.
CO39/ob6patumerit  JIDIIC mposBISIOTCS CIASAYIOIMIMMH CHUMITOMAaMHU: TOJIOBHas OOJib,
apTepuanbHas THUIEPTCH3HS, CyIOPOTH, COHIMBOCTh, CITyTAHHOCTh CO3HAHUS, CIIETOTa, IPyTrHe
HapylIeHUs] 3peHUs U HeBposiornyeckue HapyuieHus. CooOIIanoch O cilyyasx C JIeTalIbHBIM
ucxonoM. [Tazonanu® ciexyer OTMEHUTh y MAIMEHTOB ¢ pa3BuBaromuMmcs CO33/o0patumMbiM

JIDIIC.
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Hnmepcmuyuanvras 6onesns neekux (MUBJI)/nneemonum

[Tpu mpumeHeHnn naszomnann6a orMedeHo pasputue VMBJI ¢ BOZMOXKHBIM JIETaIbHBIM HCXOOM.
Heo6xoauMo mpoBOAWTH KOHTPOJIb COCTOSIHUSL MAIIMEHTOB HA MPEIMET JICTOYHBIX CHUMIITOMOB,
ykaspiBaomux Ha MBJI/MHEBMOHUT, M MPEKpaTUTh NMPUMEHEHHUE Ma30naHuba y MaIMeHTOB C
pazuBatromumucs MbJI i nHeBMOHUTOM.

Hapywenus ¢pynxyuu cepoya

B Xonme KIMHHMYECKMX HCCIEIOBaHUN Ma30maHnba ObUIM 3aperucCTpUPOBAHBI  CIEIYIOIINE
HapymeHus PyHKIUHN cepiia: XpOHUYECKas cepieyHast HEAOCTaTOYHOCTh U CHIKEHHE (DPAKIIUU
BbIOpoOca seBoro xkenyaouka (OBJIK).

CrnenyeT TIIaTEIbHO KOHTPOJIHPOBATH COCTOSIHHE MAIIMEHTOB IS BBIABICHHUS KIMHUYECKHX
IIPU3HAKOB WJIM CHMIITOMOB 3aCTOMHON CEpACYHOM HEAOCTATOYHOCTH. Y MALMEHTOB C PUCKOM
Pa3BUTHUS HAPYLIEHUS CEPACUYHOMN EATEIBHOCTH PEKOMEHIYEeTCs onpenensaTs ucxoqnyro OBIDK,
a TaKkKe MPOBOJUTH PeryisipHble MOBTOpHBIE n3MepeHuss OBJDK.

Yonunenue unmepeana QT u scenydoukosas maxukapous muna «nupysamy (torsade de pointes)
B xo/1e KNMHUYECKUX UCCIIEIOBaHMIA Ta30MaHn0a OTMEYAINCh ClTydau yaauHeHus: natepBana QT
1 JKEJTYI0YKOBOM TaXUKapAUU THIIA «ITUPYIT» (CcM. paszen 4.8).

VY mauuenTtoB ¢ yuinuHeHueM uHTepBana QT B aHaMHe3e, IPUHUMAIOIIUX aHTHAPUTMUYECKUE U
IpyrHe npemnapatsl, yuymHsaomue narepsai QT, a Takke y marMeHToB ¢ 3a00J1eBaHUsIMH Cep/lia
peKOMEHAyeTCsl TPUMEHATh [a30NaHUO C OCTOPOXKHOCThIO. PekoMmeHayercs MpPOBOIUTH
WCXOJHBIA W TIOCIEIYIONNI MePHOAMYECKII KOHTPOIb AJIEKTPOKAPIUOTPAMMBI U COJICPKAHUS
AIIEKTPOJIUTOB (KaJIbLIUNA, MATHUH, KAIU) TIPU TPUMEHEHUH TTa30naHnoa.

ApmepuanvHuiii mpom60o3

B xoxe xauMHMYECKHMX HcCieoBaHUM na3zonaHuOa ObLIM 3aperucTpUpOBaHbl ciiydyau HMH(papkTa
MHUOKapJla, CTEHOKApANH, UILIEMUYECKOT0 MHCYJIbTa M MPEXOAIe HIIEMUH TOJOBHOIO MO3ra
(cMm. pazzen 4.8). CooOmianoch o ciiydasx C JeTaIbHBIM HCXOJIOM.

Crnenyer ¢ OCTOPOXKHOCTBIO NPUMEHATh Mpenapar y MalUeHTOB C TOBBIIIEHHBIM PHCKOM
BO3HHUKHOBEHHUSI apTEpUAIbHOIO TpoMOO3a WIJIM C apTepHaIbHBIM TPOMOO30M B aHaMHE3e.
[Tazonann® He wW3ywalics y NAIMEHTOB, y KOTOPHIX 3TU SIBJIEHUS HAONMIOJANNCh B TEUEHUE
IpeIecTByOIMX 6 MecsueB. Takum oOpa3oM, pelieHne 0 IPUMEHEHUH Ma3onaHuba cienyer

MNPpUHHUMATh UHAUBUAYAJIbHO HA OCHOBAHUUN OLICHKU COOTHOMICHUS PUCKA U ITOJIB3bI.
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Tpombomuyeckas MUKpoansuonamus

B xone KIMHUYECKUX HCCIIEAOBAHHM Ma3onaHnba Kak B MOHOTEpANNH, TaK U B KOMOMHALIUU C
OeBanm3zymMaOoM WM TOMOTEKAaHOM OBUIM 3aperHCTPUPOBAHBI  CIy4ald TPOMOOTHUYECKON
MUKpoaHruonatuu (cm. pasuen 4.8).

[Tazonanu® cienyer OTMEHUTH B Clydyae pa3BUTHS TPOMOOTHUECKOW MHUKpoaHTrHonaTuu. [Tocme
OTMEHBI TepamnuH IMpenapaToM OTMEYAJIOCh pa3pelieHHe CHUMITOMOB TPOMOOTHYECKON
MUKpoaHruonatuu. [lazomann® He mMoOKa3aH JUIs NPUMEHEHHs B KOMOMHALMK C JAPYTHMMHU
IIPOTUBOOITYXOJIEBBIMU MpENIapaTaMu.

Kposomeuenus

B xo7e kmuHU4eCcKHX Hccle0BaHui Ma30nannba 3aperucTpupoBaHbl ClIydal KPOBOTEUEHUMN (CM.
pa3znen 4.8), B TOM 4nCIIe C JIeTaIbHBIM UCXOJIOM. Y TMAIIMEHTOB C BBICOKMM PUCKOM KPOBOTEUYEHU I
Na30IMaHuo CIeyeT MPUMEHSATH C OCTOPOKHOCTHIO.

Anespuszmul u paccioenus apmepuii

CooOmranocs 0 ciayyasix BOSHMKHOBEHMSI aHEBPU3M M PACCIOCHHs apTepuil Ha (oHe mpuema
uaruoutopoB VEGF, Bxitouas mazomanu6 (cM. pasnen 4.8). [Ipumenenne naruoutopos VEGF y
NAIMEeHTOB C apTepPHAIbHON TUIIEpTEH3MEH Wi 0e3 Hee MOXKET CIIOCOOCTBOBATH 0OPa30BAHUIO
aHEBpHU3M /WK paccioeHuto aptepuid. Ilepen Hagamom mpumeHeHHs na3zomaHuOa cCleayeT B
MIOJTHOM Mepe OLIEHUTh PUCKU PAa3BUTHS JaHHBIX OCIOXKHEHUH y MAIUEHTOB C TAKUMHU (PaKTOpaMu
pHUCKa, Kak apTepuaibHas TMIepTEeH3Us WM aHEBpU3Ma B aHaMHe3e€.

llepgpopayus u obpazosanue ceuwyent HeayoouHO-KUUEYHO20 MPaKmda

B Xxone kiaMHMYECKMX HCclefoBaHMM masonmaHuba orMedanuch ciaydan nepdopauuu XKKT u
dbopmupoBanus cumiei (cMm. pasznen 4.8). CooOmianocs 0 ciayyasx ¢ JETalbHBIM HUCXOI0oM. B
CBSA3M C OTUM IMa30HaHUO ClIeAyeT C OCTOPOKHOCTHbIO MPHUMEHSTHh Yy IMAllMEHTOB C PUCKOM
nepdopanuu XKKT u hopmupoBanus cBumieil.

3asccuenenue pan

Bnusaue nasonann6a Ha 3axuBieHue paH He u3ydeHo. [Tockonbky unrudutropsl VEGF moryt
YXyALIaTh 3aXHUBJICHHWE paH, Ma30MaHu0 cleayeT OTMEHUTh KaKk MHHMMYM 3a 7 JAHEH 10
IJIAHOBOTO ONEPaTUBHOIO BMENIATEIbCTBA.

Pemienne 0 BO300OHOBJIEHUHM JI€YEHMs Ia30MaHUOOM IIOCIE OINEPATUBHOIO BMEIIATEIbCTBA
clelyeT IpUHUMAaTb HAa OCHOBAHMM KIMHUYECKOW OLEHKUM aJEKBAaTHOCTU 3a)KUBIICHUS
nocieonepanuoHHoi pansl. [1azonanu0 ciieyer OTMEHUTD y MAIMEHTOB € PacX0XJACHUEM KpaeB

paHBbI.
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T'unomupeos

B xo11e KMuHMYEeCKNX UCCIIe0BaHM Ta3onann0a HabII0AaIMCh CIIyYan TUIIOTUPEeo3a (CM. pa3aen
4.8). PekoMeH1yeTcst IPOBOAUTH MPO(DUIAKTUICCKUI KOHTPOIh (YHKITUH ITUTOBHIHOM JKEJIE3HI.
Ilpomeunypus

B xome KIMHMYECKHX HCCIENOBaHMM ma3onmaHu0a OTMEYEHbl Ciy4al BO3HUKHOBEHUS
npoteuHypuu (cMm. pasaen 4.8). PekomenayeTcsi mpoBOAUThH MEPUOIUYECKUI aHATN3 MOYH BO
BpeMs JICUCHHS Ma30MaHMOOM Ha MpeIMeT TOsBICHUS NPOTCHHYpHH. B ciiydae pa3BUTHS
HE(POTUIECKOTO CHHPOMA MTa30MaHu0 CIIeAyeT OTMEHUTD.

Cunopom nuzuca onyxonu (CJ10)

VY nmanueHToB, NOMy4YarolUX TeParuio Ma3onannooM, otMevanuch ciaydan pazsutus CJIO, B Tom
YHUCJIE U CO CMEPTENIbHBIM cX0A0M. [loBbiieHHBIN prck pa3BuTus CJIO oTMeuaeTcs y MalueHToB
¢ OBICTPO pacTYIIMMH OITyXOJISIMH, BBICOKOH OITyXOJICBOH HArpy3KOW, HapylieHHeM (QyHKIIUU
MOYEK WM CUMIITOMaMH Jeruaparanuu. Jlo Hayana Tepaniu na3onaHuooM ciae1yeT paccMOTPETh
BO3MOXXHOCTh MPOBEICHUS NPOPUIAKTHIECKUX MEPONPUATUH, TAKUX KaK KOPPEKIUs BHICOKOTO
YPOBHSI MOYEBOM KHCJIOTHI B CHIBOPOTKE KPOBH, BHYTPUBEHHOE BBEJCHHE PErHApATAIMOHHBIX
npenaparoB. [laliueHTsl TPyNIBl PUCKA JOJDKHBI HAXOAUTHCS TOJ TIIATEIBHBIM KOHTPOJIEM U
MOJIy4YaTh TEPANHIO B COOTBETCTBUU C KIMHUYECKUMHU MPOSIBJICHUSMH.

IInesmomopaxc

B xjImHWYECKHMX WCCIENOBAaHUSX MpPUMEHEHHUs TMa3omanuba mpu pacrnpoctpaneHHon CMT
HaOMIOJAMCh Cilydad IHEBMOTOopakca. [lanueHToB, MoOJydaroluX J€YeHUE Ia30MaHuooM,
cleyeT TIATeNIbHO HaON0aTh B OTHOIICHWHM BO3HUKHOBEHHS TPU3HAKOB M CHUMIITOMOB

IMHCBMOTOpPAKca.

4.5. B3auMopeiicTBMe ¢ [APYrUMH JIEKAPDCTBEHHBIMH MpenapataMM M Jpyrue BHJbI
B3aNMOdelCTBUA

NHOyKTOPBI WUIM UHTHOUTOPBI cucTeMbl iutoxpoMa P450 (uzodbepmenta CYP3A4)

Ha ocHOBaHMM JaHHBIX HCCICIOBaHUIl IN VItr0 MOXHO TMojarath, YTO OKHCIUTEIbHBIH
MeTaboIM3M Ma3onaHnda B MUKpOcOMax MeUYeHH YeIoBeKa MPOTEKAET, B OCHOBHOM, NPH Y4aCTUU
nzopepmenta CYP3A4, ¢ neznauntenbHbiM yudactuem uzopepmentoB CYP1A2 u CYP2CS.
Takum o6Opa3zoMm, uHruOMTOpHl M uUHAYKTOpPH u30pepmenta CYP3A4 wmoryT uU3MEHSTH

MeTa00JIM3M I1a30IaHunoa.
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Nurudurops! nzodbepmenta CYP3A4. P-mkonporenda (P-gp) u Oenka pe3sUCTEHTHOCTH paka

MoaouHoH »xene3sl (BCRP)

[Tazonanu6 siBnsiercs cyocrparom uist uzopepmenta CYP3A4, P-gp u BCRP.

OnHoBpeMeHHOE TpuMeHeHue nazonannda (400 Mr ouH pa3 B CyTKH) ¢ MOIITHBIM HHTHOUTOPOM
nzodepmenta CYP3A4 u P-gp, kerokonazosnom (400 Mr onuH pa3 B CyTKH) MOCJIEIOBATEILHO B
Te4YeHue 5 qHel npuBoAIIo K noBblmeHuio cpeaHux 3HadyeHu AUC(0-24) U Ciax Ma3omanuba Ha
66 % u 45 % COOTBETCTBEHHO, 110 CPABHEHHIO C IPUMEHEHUEM Ma3onaHuba 6e3 COmyTCTBYIOLINX
npenapatos (400 Mr ouH pa3 B CyTKM B TedeHue 7 qHeil). [Ipu noBelIeHUH 10361 B 1MaNa30HE
ot 50 mr 10 2000 mr BenrmanHBI Cmax 1 AUC ma3omann6a Bo3pacTaii B MEHBIIICH CTEIICHH, YeM
IPONOPLHUOHATIBHO J03€. TakuM 00pa3oM, y OOJIBIIMHCTBA MALMEHTOB MOCIE CHUXKEHHUS J103bl
nazomnanu6a 10 400 Mr oaMH pa3 B CYTKH B MPUCYTCTBUU MOIIHBIX HHTHOUTOPOB U30(epMeHTa
CYP3A4 cuctemHasi 3KCHO3ULMUS I1a30MaHuOa COOTBETCTBOBAJa TAKOBOM IPH INPUMEHEHUU
nazonanu6a B 1o3e 800 Mr ofMH pa3 B CyTKU 0€3 OIHOBPEMEHHOI'O IPUMEHEHHS COILY TCTBYOLIMX
npenapatoB. OHAKO y HEKOTOPBIX NAllMEHTOB BEIMYMHA CUCTEMHOM SKCHO3MLMHU Ma3onaHuba
MOJKET YBEJIIMYUTHCS IO CPAaBHEHUIO C TAKOBOM IMPU OTIEJIBHOM €ro npuMeHeHuu B 1o3e 800 mr.
OnHOBpEeMEHHOE MTPUMEHEHHE MMa30naHuda ¢ JpyruMU MOITHBIMU HHTUOUTOpAaMH M30(epMeHTa
CYP3A4 (Takumu Kak MTPaKOHAa30J, KJIAPUTPOMMIIMH, aTa3aHaBUp, UHIMHABUP, He(ha30J0H,
Hel(UHABUP, PUTOHABUD, CAaKBUHABUP, TEIUTPOMUILMH M BOPHKOHA30JI) MOXKET MPHUBOAUTH K
NOBBILICHUIO KOHIEHTpanuu nasomnanuba. Ilpu mpueme mpenapara ¢ rpedn@pyToBbIM COKOM
TaK)K€ MOYKET OTMEYaThCs yBEINYEHNE KOHIIEHTPALUY a30naHuoa.

[Tpumenenne 1500 mr nanatunuOa, cyoctpaTta u cnaboro nHruouropa msopepmenta CYP3A4,
P-gp u BCRP, onnoBpemenno ¢ 800 Mr nazonann6a NpUBOAUT K YBETMUYEHUIO CPETHUX BEINYUH
AUC 0-24) 1 Cinax mocneinero npumepHo Ha 50—60 % 1o cpaBHEHUIO C OTJACITBHBIM IIPUMEHEHUEM
na3onanu6a B npo3ze 800 mr. OnHOBpeMEHHOE MpHMEHEHHE Ma3oMaHuba ¢ HMHrHOMTOpaMu
uzopepmenta CYP3A4, P-gp u BCRP (nampumep, sanaTMHHO) NMPUBOJUT K TOBBILICHUIO
KOHIEHTpalluu Ma3zonaHuba B 1uiasmMe KpoBH. OJHOBPEMEHHOE NPHMEHEHHE C MOIIHBIMU
uHruoutopamu P-gp unu BCRP MoxeT H3MEHUTH SKCIO3UINIO U pacipe/iesieHre na3onanuoa, B
TOM 4HCIe pacnpeneneHue B IeHTpadbHOH HepBHOW cucteme (IIHC). Crnenyer uzberatsb
OJTHOBPEMEHHOT'0 NMPUMEHEHUs Mpenapara ¢ MOUHbIMU UHruoutopamu P-gp niaun BCRP, mm6o
NPUMEHSTh albTepHATHUBHBbIE TIpenaparbl, He OO0NaJarolue YKa3aHHBbIM JIeHCTBUEM, WIIU
OKa3bIBaIOlLIe MUHUMaJIbHOE HHTHOupytoliee neiictue Ha P-gp nmu BCRP.

Crnenyer u3berarb OJHOBPEMEHHOIO MPHUMEHEHHMs Ma30MaHuba C MOIIHBIM HHTHOUTOPOM

uzopepmenta CYP3A4. Ecnu KIMHUYECKH MPUEMIIEMOH albTePHATUBBI MOIIIHOMY MHTHOUTODPY
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nzodepmenta CYP3 A4 e umeercs, 103a nazonanuda 10pkHA ObITh CHIDKEeHA 710 400 MT B CyTKH
Ha BECh MEpUOJ NMPUMEHEHUS OJAHOBpEMEHHOW Tepanuu (cM. pasnen 4.4). B cimyuyae pa3Burus
HEXEJNATeNbHBIX  SIBJICHWM, CBA3aHHBIX C  JICKAPCTBEHHBIMU  NIpernaparamM, MOMKET
paccMaTpuBaThCS BO3MOXKHOCTD JJaTbHEHIIIEr0 CHUKEHUS JJO3BI.

Nunykrops! nsodepmenrta CYP3A4

Nunyxropsl mzopepmenta CYP3 A4, nanpumep pudamMnuiimt, MOTyT YMEHbBIIIATh KOHIIEHTPAITHIO
na3zornanuba B MmiazMe KpoBH. OJHOBpEMEHHOE MNPHUMEHEHHE I[a30MaHnda C MOIIHBIMU
uHaykropamu P-gp unmin BCRP MokeT M3MEHHUTD 3KCIIO3UIMIO U paclipeesieHue na3onanuoa, B
toM uucie pacapeneneHue B IHC. Pekomenayercs npuMeHeHNE albTEPHATUBHBIX MPENapaToB,
HE O00NaJaroMX YKa3aHHBIM JEWCTBUEM WM HMMEIOIIUX MHUHUMAJIbHYIO WHTHOUPYIOUIYIO
aKTUBHOCTH B oTHOomeHUH m3odepmenta CYP3A4.

Buusaue nazonanuba Ha cyOcTpaThl cucteMsbl utoxpoma P450

B wuccnenoBanusx in Vitro ObUTO MMOKa3aHO, YTO Ma30MaHUO HHIHOMPYET H30(PEPMEHTHI
nuroxpoma 1A2, 3A4, 2B6, 2C8, 2C9, 2C19 u 2El. B uccnenoBanusax ¢GapMakoIOTHIECKUX
CBOICTB nazonanuba, rje npenapar npuMeHsics B 1o3e 800 Mr oiuH pa3 B CyTKH, [I0Ka3aHO, YTO
na3onaHu0 He UMEET KIIMHUYECKY 3HAYUMOTO BIIUSHUS HAa papMakOKHHETUKY KodenHa (cydcrpar
uzopepmenta CYP1A2), Bapdapuna (cybctpar uzodepmenta CYP2C9) wnu omempaszona
(cyoctpat uzodepmenta CYP2C19) y manueHTOB coO 3110Ka4eCTBEHHBIMU HOBOOOPa30BaHUSMHU.
[Tazonanu6 npuBoaua k ysenundeHuto cpeqHux 3HaueHud AUC u Cmax MHI@301aMa (cyOcTpat
n3oepmenta CYP3A4) mpumepno Ha 30 % wu mnoBeimeHuto Ha 33—64 % cooTHOIIEHUS
KOHIIEHTpalui JekctpoMeropdana ©  JekcTpopdaHa B Moue TMOCiIe TpueMa BHYTPh
nexkcrpomeropdana (cyoctpar uzodpepmenta CYP2D6).

OnHoBpemeHHOe npuMeHeHne 800 MT Tmasonanuba OWH pa3 B CyTKM M MakjiuTakcena 80 mMr/m?
(cyoctpar uzodepmentoB CYP3A4 u CYP2CS) onuH pa3 B HeENO MPUBOAUIIO, B CPETHEM, K
noBbIeHNI0 AUC 1 Chax nakimtakcena Ha 26 % u 31 % coOTBETCTBEHHO.

OnHoBpeMeHHOE TpUMeHeHre nazonanuba ¢ cyoctpatamu nzopepmentoB CYP3A4, 2D6, 2C8 ¢
Y3KHM TE€parneBTHUECKUM JHAa30HOM HE PEKOMEHIYETCs.

Bausnue nazonanuba Ha APYTruc d)eDMCHTBI W TPAaHCIIOPTHBIC OCIIKH

HccnenoBanust in Vitro mokasaiu, 4to ma3onaHuO sBisercs MomHbIM nHruoutopom UGT1AL u
OATPIBI1 ¢ ICsp 1,2 MM m 0,79 MKM cooTBeTcTBeHHO. IlazomaHn® MOKET IOBEIIIATH
KOHIICHTPAIIUU JIEKAPCTBEHHBIX MTPEMapaToB, BBIBEICHHE KOTOPHIX OCYIIIECTBIISIETCS B OCHOBHOM

npu yuactun UGT1A1 u OATPIBI.
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OnHOBpEMEHHOE IPUMEHEHNE na3zonann0a ¥ cCHMBacTaTHHA

OnHOBpeMEHHOE NMPUMEHEHHUE Ma30MaHnba 1 CHMBACTaTHHA YBEJIMYUBAET YACTOTY MOBBIIICHUS
aktuBHoct AJIT (27 % nporus 14 %). Ecim y nanmeHTa, NpUHUMAOIIETO CHMBACTaTHUH
OJTHOBPEMEHHO C TMa30maHuOoM, ToOBbIIAeTcs akTuBHOCTL AJIT, criexayer BBINOIHHUTH
PEKOMEHIALUH 10 JO3WPOBAHUIO MAa30IMaHn0a M OTMEHUTh CUMBACTaTHH. J|aHHBIX ISl OILICHKU
pHCKa OTHOBPEMEHHOTO IPUMEHEHUS aJIbTEPHATUBHBIX CTATHHOB M Ma30IaHN0a HEJJOCTaTOYHO.

Buusaue npuema nuimu Ha hapMaKOKHUHETHUKY I1a30IaHn0a

[Tprem ma3onannba BMECTE ¢ HACHIIIEHHON WM OSTHOM )KMpaMu MUIICH MPUBOIUT K IPUMEPHO
nBykpatHomy yBennueHuo AUC u Cpax azonanuoa.

JIekapcTBEeHHBIC IpenapaThl, KOTOPhIC MOBLINIAIOT pH KeayI09YHOro coKa

OpnHoBpeMEHHOE MPUMEHEHHME [a30MaHuda M 330MENpa3zoya CHUXKAET OMOJOCTYIHOCTh
nazonann6a npudmmsurenbHo Ha 40 % (AUC u Cmax). Crnemyer u30eraTb OJHOBPEMEHHOTO
NPUMEHEHUs T[a30MaHuba ¢ JIeKapCTBEHHBIMH IIperaparaMmu, KOTOpble MoBbImaT pH
KENyAodHoro coka. [Ipm HeoOXOAMMOCTH OJHOBPEMEHHOTO NPUMEHEHUS HMHTHOMTOPOB
npotoHHo#i mommbl (UIIIT) pekomeHayeTcss MpUHUMATh A03y Ma30MaHnOa BHE IMpHeMa IMHUIIH,
OIMH pa3 B JcHb BedepoMm, omHoBpemeHHo ¢ WIIII. Ilpu HEoOXOAMMOCTH OJHOBPEMEHHOTO
MPUMEHEHHUs aHTaroHucToB Ho-perentopos nazonanuob ciieyer NpuHUMaTh HE BO BpeMs IprueMa
MUY, KaK MUHUMYM 3a 2 Yaca /10 WM, 10 MeHbIlel mepe, yepe3 10 yacoB mocie mnpuema
anTaronucra Hz-penentopos. [1azonanu6 cienyer npuHUMath, 0 MEHbILENH Mepe, 3a 1 dac 10
WIM 4epe3 2 yaca Iociie NPUMEHEHHUs aHTalMI0B KOpPOTKOro neictBus. PekoMmenpanuu 1o
onHoBpeMeHHOMY npumeHenuto UIIII u anTaronucroB Hz-penenTopoB OCHOBaHBI Ha

(I)I/I3I/IOJ'IOI‘I/I‘-ICCKI/IX 0COOCHHOCTSX YEI0OBEUYCCKOTO OopraHu3ma.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMA
[IpotuBomoka3zano mnpuMmeHeHue mnpernapata [lazomanu6-IIpomomen mpu OEepeMEHHOCTH W B
NEPUOJ TPYJHOTO BCKapMIIMBaHUS.

JKEHIMHEI ¢ ICTOPOAHBIM TOTSHITHAIOM (KOHTDaHCHHI/IH Y MYKYMH U )KCHIHI/IH)

[TarueHTKaM ¢ COXpaHEHHBIM PENPOAYKTUBHBIM IMOTEHIIMAIOM CJIEYET UCII0JIb30BaTh HA/IEKHbIE
METO/Ibl KOHTPALICTILIMU B MEPUOJT JICUEHHS 1a3011aHnOOM U B T€UeHHE 2 HEeJelNb Mocie npruemMa
HOCTEIHEN JO3BI.

ITpy MOJOBBIX KOHTAKTaxX My>KUMHAM, B TOM YHCJIE C Ba3dKTOMHUEN B aHAMHE3€, MOJIyYaroluM
JIeYeHUE Ma30MaHuOOM, M UX MOJIOBBIM NHapTHepaMm (OepeMeHHBIM, KEHIIMHAM, BEPOSTHOCTH

6epeMeHHOCTI/I Y KOTOPBIX HE HCKIIIOYCHA, WM KCHIONWHAM C COXPAaHCHHBLIM PEIIPOAYKTUBHBIM
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MOTEHITMAIIOM) HEO0OXOJMMO HCIIOIb30BaTh IPE3EPBATUB B TEUEHHWE BCETO INEPHOJA JICUCHUS
MY>KYMHBI, @ TAK)KE B TEUCHUE 2 HEJEIb MOCIIe TIprueMa MOoCieIHeH 036 Ipernapara.
bepeMeHHOCTD

ITo JaHHBbIM I/ICCJIC,HOBaHI/If/’I Ha )XUBOTHBIX U UCXOOA U3 MEXaHU3Ma ﬂeﬁCTBHﬂ, Ha30HaHI/I6 MOXKET
HAaHOCUTh Bpej IUIOAY IpH NPUMEHCHHH Y OEpeMEHHBIX. B HccaenoBaHUSAX Yy IKHUBOTHBIX
1a30MmaHnu0 BBI3BIBAJI CAMOIIPOU3BOJILHOE MPEepPhIBAHNE OEPEMEHHOCTH M OKa3bIBaJl TEPATOTCHHBIN
3¢ (deKT y KpbIC U KPOJIUKOB MPH CUCTEMHOMN SKCIIO3HMIIMM MEHBIIEH, YeM MpH MPUMCHCHUU B
MaKCHUMaJIbHON pEKOMEHI0BaHHOM 703¢ y yenoBeka — 800 mr (ucxomas uz AUC).

Crnenyet unpopmMupoBaTh OEpEMEHHBIX, a TAK)XKE MAIUEHTOK C COXPAaHEHHBIM PENPOAYKTHUBHBIM
MOTEHIIMAJIOM O TIOTCHIIMAIIBHOM PUCKE IS TUTOJIA.

Jlakrarus

HCI/I3BGCTHO, ITPOHUKACT JIN Ha3OHaHI/I6 HUIJIN €ro MeTaGOJ'II/ITBI B Ir'pyaAHOC MOJIOKO, HET JaHHBIX O
BIIMSHUM [1a30MaHN0a Ha MJIAJICHLEB, MOJYYAIONIMX TPYJAHOE MOJIOKO, & TaKKe O BIUSHUHM Ha
MPOIYKIIHIO TPYTHOTO MOJIOKA.

B cBiI3u ¢ BO3MOXKHOCTBIO PasBUTHA CCPLE3HBIX HEKCIATCIbHBIX pCaKHI/Iﬁ Y MJIAACHIICB,
MOJTyYaIONUX TPYTHOE MOJIOKO, CBSI3aHHBIX C BO3JCHCTBHEM Ta3omaHuOa, B IMEPUOJ JTAKTAI[UU
MAIUEHTKE CIIeAyeT peKOMEHI0BaTh OTKA3aThCs OT IPYAHOr0 BCKApMIIMBAHUS Ha BpeMs TEparuu

IIpEnapaToM.

4.7. BausiHde Ha CNOCOOHOCTH YNPABJATH TPAHCIHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHHu3MaMH

Brnusinue na3zomanu0a Ha cmocOOHOCTh YIPABISATh TPAHCIOPTHBIMU CPEICTBAMHU HE M3y4ajocCh.
VYuuteiBas (hapMakoIOTHYECKUE CBOWCTBA Ipenapara, BIUsSHUS Ha JesSTeIbHOCTh TAKOTO pojia He
oxunaerca. Creayer mpUHMMATh BO BHUMaHHE OOIIEe COCTOSIHHUE TMalnueHTa W Ipoduiib

MoOOYHOTO JICUCTBUS IIpenapara.

4.8. He:kesnaTesibHbIEC peaKIUU

Tabauunoe pE3IOME HEXKENaTEIbHBIX PEaKIINM

Hwxke mpencraBieHsl HeEKenaTeNlbHbIe JekapcTBeHHble peakiuu (HJIP), Bo3HukaBime mpu
OpUMEHCHWH TIpenapaTa B KIMHHYECKMX WCCIEJOBAHHUAX C YKa3aHWEM YacTOThl HX
BO3HUKHOBeHUs (Tabmuma 1).

YacToTta pa3BUTHS HEXKEIATCIbHBIX pPEaKIUH, TEPEUYUCICHHBIX HIDKE, OINpPeIesiach
COOTBETCTBEHHO CIIEAYIOMICH rpaganuu: odeHb dacto (> 1/10); gacto (> 1/100, vo < 1/10);

Heuyacto (> 1/1000, Ho < 1/100); peaxo (> 1/10000, vo < 1/1000); ouens peaxo (< 1/10000),
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qacToTa HEU3BCCTHA (Ha OCHOBAaHUH UMCHOIIUXCS AJaHHBIX OUCHHUTDH HGBOSMO)KHO).

Taﬁ.lmua 1. HexenaTeabHbIe pPeaknum Nnpu NPpUMEHEHUM na3onaHuda B KJIMHHMYECKHX

Hcc1eI0BAHUAX
[TIKP CMT
HUngpexyuu u uneazuu
Undexiuu (¢ umu 6e3 HedTponenun): Yacro ¢
Wudexnun necen Heuwacro Yacro

KUCMbl U NOJIUNBL)

ﬂ06p0Ka’iecm6€HHbl€, 310KaA4Y€CmMeEEHHblE U HEYMOYHEHHbLE H06006p61306aHu}Z (GKJZlOl{a}l

bonb B HOBoOOpa3oBaHMsIX

Heuacto

Quenp 4acTo

CuHapoM nr3Kca OmyXoau

¢

¢

Hapywenus co cmopoHul Kposu u tumpamuueckoii cucmemvl

Hetitponenus Yacro Ouenb yacto
TpomMOomuTOTICHUS Yacto OueHp 4acTo
Jlelikonenus Yacto OueHp 9acTo
IHomnmuremusa Heuacto ¢
DHOOKpUHHbIE HapYULeHUs]

I'unotupeos! Yacro Yacrto
[ToBblllIeHNE aKTUBHOCTU TUPEOTPOIHBIX TOPMOHOB | Hacto *

B KPOBHU

CHukeHrue KOHIEHTPAIIMH TJIFOKO3bl B KPOBU Heuacro *
Hapywenus memabonuzma u numanus

CHmKeHre Macchl Telna Yacto OueHb JacTo

CHMXEHMeE arnmneTuTa

OueHb 9acTo

QueHp 4acTo

I'unodocdaremus Yacto ¢
O6e3B0XHMBaHNE Yacro Yacro
['mnomaranemus Heuacto Heuacto
Icuxuueckue napywenus

becconnuna L4 Yacto
Hapywenus co cmoponuvl HepeHoll cucmembl

I'onoBokpysxeHue Yacto Yacto
I'mnecresus Heuacro ¢
[lepudepuueckast ceHCOpHas HeponaTus Yacro Yacrto
[Tapecresus Yacro Heuacro
3aTOPMOKEHHOCTh Yacro ¢
CoHnuBOCTH Heuacto Heuacto

Jucres3ust (pacCTpOHCTBO BKyca)

OueHb 9acTo?

OueHp 4acTo

T'onoBHas 0011b

OueHb 4acTo

OueHp 4acTo

1

HNmemuyeckuii UHCYIbT

Heuacto

Heuacto
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.2025 N2 12975
(NOCNEOCBATENEHOCTE 0002)

TpaH3uTOpHAs UIIEMUYECKAs aTaKa' Heuacto ¢
Cunapom oOpaTUMOi 3aaHEH BHI_Ie(baJ'IOHaTI/II/Il Penxo ¢
I'eMopparuueckuii HHCYJIbT Heuacto Heuacrto
Hapywenus co cmoponwl opeana 3penus

HeuerkocTs 3peHus Yacto Yacto
ObeciBeunBaHUE PECHHULL Heuwacro ¢
Ortcroiika/pa3pbiB CETIATKH Hewacro ¢
Hapywenus co cmoponul cepoya

Hapymienust cepaeyHoi JesSTeNbHOCTH (CHUXKEHNE Heuacro Yacto
OBJDK, xpoHuueckas cep/ieuHas HEJ0CTaTOUYHOCTb,

OrpaHMYEHHAS KAPAMOMHONATHS)®

bpanukapaus Heuacro? Yacro*
Wudapkt muokapnal Heuwacro Heuacro
HNremusa MI/IOKapI[al Heuacto ¢
KemynoukoBas Taxukapaus Tuna «nupy 3t (torsade | Hewacto +

de pointes)!

Hapywenus co cmoponwl cocyoos

ApTepuanbHas runepTeHsus Ouenb yacto Ouenb yacto
OmryieHre NpuiinBa xapa K JUIy Yacro Yacto
Benosnast Tpom603MO0ITHS Yacto Yacto
I'emopparus Heuacro Heuacro
KpoBoTeduenune n3 BepXHUX OTAEIIOB KEITYI0OYHO- Heuacto Heuacto
KHMIIEYHOIO TPAKTA

PerponepuroneanbHOE KPOBOTEUEHUE Heuacto Heuacto
PexTanbHOE KpOBOTEUEHHE Heuacto Heuacto
TpomboTuueckast MUKpoaHTHONATHs (B TOM YHUCIIE Penko Heuacto
TpOMOOTHUYECKas! TPOMOOLIUTONIEHUUECKas! Iy pITypa

¥l TEMOITMTHKO-YPeMIYeKHii cuupom)’

KpoBoTteuenue nu3 nonoctu pra Heuwacro Yacro
I'emopponanbHOE KPOBOTEUEHHE Heuwacro ¢
AHallbHOE KPOBOTEUYEHHE Heuacto Yacto
BponxuanbHOE KpoBOTEUEHHE ¢ Heuacro
KpoBoTreuenus n3 MOYEBBIBOISIINX Ty TEN Heuacto +
«IIpunuBe» Yacro Yacto
['uneproHnueckuii Kpu3 Heuacto ¢
Hapywenus co cmoponul OvixamenvHoti cucmemsl, 0p2arHos8 2pyOHOU KIemKU U CPeO0CmeHUs!
Kamens ¢ Yacro
Huchonus Yacro Yacrto
JucnHos (oabIKa) Yacro Yacro
[TmeBMoOTOpaKc Heuacro Yacto
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ot 22.05.2025 N2 12975
(NOCNEOCBATENEHOCTE 0002

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Punopes Heuacto Heuacrto
bonu B porornorke ¢ Heuacrto
Hxota ¢ Yacto
KpoBoxapkanbe Yacto Heuacrto
WnTepcTuInanbHas 6071e3Hb JTerKHX/THEBMOHHUT® Penko Penko
HocoBoe kpoBoTeueHue Yacro Yacro
Jlerounoe KkpoBOTEUECHUE Heuacto Yacro
Kenyoouno-kuweunvie napyuienus

Mereopusm Yacto Yacto
B3nytue xxuBora Yacto Yacto
SI3BEHHBII CTOMATUT Yacro ¢
UYacras nedexamnms Heuacto ¢

PBota ¢ xpoBbrO Heuwacro ¢
I'emartoxe3ust Heuwacro ¢
[Tepdopariust TOICTON KUIITKH Heuwacro ¢
[Tepdoparius MOAB3IOIIHON KHIIIKH Heuacto Heuacto
Menena Heuwacro Heuacro
[Tankpearur Heuacto ¢
[IepuTonuT Heuacto Heuacto

Bonw B %uBOTE (B TOM YHCIIE B AMUTACTPUU U TIO
X0y KHIIIEYHHKA)

OueHp 9acTo

Quenp 4acTo

Huapes Ouenb yacto Ouenb yacto
Hucnencus Yacro Yacto
Tepdoparus sKeTyaKa WM KHIIeYHHKa Heuacto ¢
OO6pa3zoBaHue KEITYJOUHBIX W/WIIH KUIIEUHBIX Heuacto Heuacro
ceumeit!

Hapy»xHblii Opro1iHoi cBHIIL Heuacto Heuacto
[ToBpIlIEHNE AKTUBHOCTH JIMTIA3bI Yacto® ¢

TomHoTa OueHp yacTo Ouenb yacTo
CromaTtuT Yacrto Ouenb yacTo
PBota OueHp yacTo Ouenb yacTo
CyXOCTb CITU3UCTOM 000JOYKU MOJIOCTH PTa Yacto Yacro
KpoBoTeuenue u3 xenyJouHO-KUILIEYHOTO TPAKTa Yacto Yacro
Hapywenus co cmoponul neuenu u sicenuesvbl8o0auux nymeiti

I'emaToTOKCUYHOCTH Yacro ¢

Kentyxa Heuacto ¢
JlexapCTBEHHOE NTOPAKEHUE [TE€UEHN Heuacto ¢
IleyeHoyHas HeTOCTATOYHOCTH Heuacto ¢
OTKIOHEHHE TIe4eHOYHOH (ByHKIIHN OT HOPMBI® Yacro Heuacto
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.2025 N2 12975
(NOCNEOCBATENEHOCTE 0002

Hapywenus co cmoponul Kodtcu u noOK0NCHbIX MKAHell

[Topaxenus Koxu Heuacto Yacto®
Arnonenuys OueHp yacTo Yacto
DKchonmarus KOxu Heuacto ¢
['enepanuzoBaHHbIN 3y Heuacto ¢

CyxocTb KOXHU Yacro Yacro
DkcdomuaTUBHAS CHITH ¢ Ouenb yacTo

3menenue nisera BojocC

OueHp 4acTo

Quenp 4acTo

[Topaxxenue HOrTen Heuacro Yacto
[TaneMapHO-IUIaHTapHAS YIPUTPOAU3ECTE3UA OueHnb yacto Heuacro
(J1aIOHHO-TIOIOIIBEHHBIA CUHPOM)

[TomomBeHHast spurTemMa Heuacto ¢

S13BBI KOKHU ¢ Heuacto
Peaxmust ¢porocencnOmmm3anum Heuwacro Heuacro
l'uneprugpos Yacro Yacrto
KoxHas cbinb Ouensp yacto Heuacro
BesukynspHas cbinb Heuacto ¢
[Tamynie3Has colnb Heuacto Heuacro
DOpuTeMaro3Hasi Chlllb Heuacto ¢
I'enepanuzoBanHas Chilb Heuwacro ¢
MakynsipHas ChIIlb Heuacto ¢
3yndias Chilb Heuacto ¢
KosxHsb1i1 3y Yacto Yacto
Oputema Yacto Yacto
JlenurmMeHTanus KOX1 Yacro ¢
I'nmronurMeHTaus KOKH Yacto OueHb 4acTo

HapymeHu}l CO CMOpPOHbL MbllueLIHOl:i, CKenemHol U COeOUHUMENbHOU MKAHU

CkeneTHo-MblIlIeuHas 00Jb Heuwacro Yacro
MpbleyHsbIi criasm Yacto Yacto
Aptpanrus Yacto Heuacro
Muanrus Yacto Yacto
Hapywenus co cmopoHuvl nouex u mouesvi8o0sauux nymeil

[porennypus’ OueHp yacTo HeuwacTo
I'ematypus Yacro Heuacto
Hapywenus co cmopoHnbl penpoO0yKmugeHoU cucmembvl U MOJIOYHBIX JHcene3
MeHnopparus Heuacto Heuacto
Mertpopparus Heuacto ¢
Buiaranumnoe kpoBoTeueHue Heuacto Heuacto

Obwue napywenus u peakyuu 8 mecme 86e0eHUs
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OTBETCTEYET SKCMNEPTHOMY OTYETY

Bocnanenue cinu3ucToi 000109KH Yacto Heuacro
Otekn Yacro® Yacro’
Acrenns Yacto Heuacro
Boxb B rpyaHoii kinetke! Yacto Yacto
O3H00 Heuacto Yacto

IToBeIICHHAS YTOMIIACMOCTD

OueHp 4acTo

Quenp 4acTo

Jlabopamopnvle u uncmpymenmanbHvle OaHHble

[ToBbimenue aktTuBHOCTH AJIT! Ouenb 4acTo Yacto
[MoBbimenue aktusaoct ACT?! Ouenb 4acTo Yacto
T'unepOunupy6uHeMus Yacro HeuwacTo
N3meHeHne KOHIEHTpaluy X0JeCTEPUHA B KPOBU ¢ Yacto
[ToBblllIeHNE KOHIIEHTPAIlMU KPEaTUHUHA B KPOBH Yacto *
IloBpIIIcHNE aKTHBHOCTH aMHJIa3hI Yacto *
[ToBblillIeHNE KOHIIEHTPAIMA MOYEBUHBI B KPOBHU Yacto *
lN'unoansOymuHeMuS ¢ OueHp 4acTo
IToBhIlIEHHE AKTUBHOCTHU TaMMa- Yacto Yacro

IO TAMUWITPAHCIICITHIA3bI

MN3MeHeHne akTHBHOCTH TOPMOHOB IIIUTOBUIHOM Heuacro *

JKEJIC3BI

Y 1IMHEeHUE UHTEPBAJIA QT1 Heuacto Heuacto
CHMXeHHe Beca Yacto OueHp 4acTo

4 — B X01¢ PErUCTPAaiMOHHBIX KIMHUYCCKUX I/ICCHGI[OBaHI/Iﬁ CBs3b HCXCIIATCJIIbHOI'O ABJICHUA C

mpueMom ma3onanuda He YCTaHOBJICHA,
1

2

IlyBCTBI/ITCJ'H:HOCTI/I);

— moipoOHast nHpopMaIKs IpuBeaeHa B pazjaene 4.4;

— areB3ust (yTpara BKYCOBOM UYBCTBUTEJIBHOCTH), TUIOTEB3Usl (MOHMKEHHE BKYCOBOM

S_ B OOJIBIIIMHCTBE CJIYYacB INAJIbMAapHO-IJIAaHTapHast 5pUTPOAU3CCTE3US (J'IaI[OHHO'HOHOI_HBCHHLIf/'I

CUHJPOM);

4_ 6paz[1/11<apz(1/1;1 ONpeaACIIICTCA Ha OCHOBAHUHN YaCTOTBI CEPACUHOTI'O pUTMaA (MeHee 60 yAapoB B

MUHYTY). Bpanukapaus ¢ KIMHUYECKHMMH MPOSBICHHUSIMH BCTPEUYAaeTCsl peXke, U €€ 4acToTa

OCHOBaHa Ha oT4yeTax 0a3 JaHHBIX 0 0€30MaCHOCTH Ia30MaHu0a;

5
MMPOBCACHNH OOIMOJTHUTCIBHBIX HCCHC}IOBaHHﬁ;
6

[ HCpI/I(I)CpI/I‘-ICCKI/IC OTCKH, OTCYHOCTDH BCK.

- HCpI/I(I)CpI/I‘-ICCKI/IC OTCKH, JIOKAJIbHBIC OTCKHU, OTCKH I'Jia3, JIHIIA,

— qis nokaszanus IIKP wgacrora BcTpewaeMOCTHM OCHOBaHa Ha JAHHBIX, IOJYYEHHBIX IIPH

HCﬁTpOHCHPISI, TpOM6OI_[I/ITOHCHI/I}I U MNaJIbMAapHO-IUIAaHTapHass 3SpUTPOAU3CCTC3IUA (Ha):[OHHO-

MOJOIIBEHHBIH CHHI[pOM) qamie

IMPOUCXOKACHUA.

HaOII0JAITNCH

y anMucHTOB

BOCTOYHOA3MaTCKOI'oO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.2025 N2 12975

(NOCNEOCBATENEHOCTE 0002)

B tabnuue 2 npeacraBieHbl OTKIOHEHUS J1a0OpaTOPHBIX MOKa3aTesel, BcTpevasiuueca y > 15 %
narueHToB ¢ [1IKP, mpuHMMaBmuX ma3onaHu® B Xo0/e KIMHUYECKHX HUcclenoBanuidi. CTeneHb
OTKJIOHEHHWS OCHOBBIBAC€TCS Ha KiaccuPUKAUU  OOMMX  KPUTEPUEB TEPMHUHOJOTHUH
HexenatenbHbIX sBineHull (CTCAE) HanmonaneHoro MHCTUTYTA paka.

Tabauna 2. OTkI0HeHHs J1a00paTOPHbIX NMoka3areseil y nanuenToB ¢ [IKP npu npueme

na30nanuoa B xoae KJIMHHYECKHX HCCIeT0OBAHMI

[TapameTtpsl [Tazomanu6 (N = 290) [Tnane6o (N = 145)
Bce Crenens | Ctenens | Bee Crenens | CTeneHb
creneny, | 3, % 4, % creneny, | 3, % 4, %
% %
T'emamonocuueckue
JletikoneHust 37 0 0 6 0 0
Hetitponienus 34 1 <1 6 0 0
TpomboruToneHus 32 <1 <1 5 0 <1
JlumdoruroneHus 31 4 <1 24 1 0
Buoxumuueckue
[ToBeIlIEHHE aKTUBHOCTH | 53 10 2 22 1 0
AJIT
[ToBeIlIEHHE aKTUBHOCTH | 53 7 <1 19 <1 0
ACT
['unepriovkeMust 41 <1 0 33 1 0
[ToBrbllIeHNE 36 3 <1 10 1 <1
KOHIEHTpAaLUU O0IIEeTo
OounpyOuHa
['unodocdaremus 34 4 0 11 0 0
I'unoxanbimeMus 33 1 1 26 1 <1
['unonaTpuemus 31 4 1 24 4 1
['unepkanuemust 27 4 <1 23 5 0
['unepkpeaTHHUHEMUS 26 0 <1 25 <1 0
I'mmomaraueMust 26 <1 1 14 0 0
I'mnornukemus 17 0 <1 3 0 0

B tabnuue 3 npeacraBieHbl OTKIOHEHUS 1a00paTOPHBIX NOKa3aTenel, BcTpeyasimecs y > 15 %
nareHToB ¢ CMT, monydaBmMX Ma3omaHu® B XoJle KIMHMYECKUX HccienoBaHuil. CTeneHb
OTKJIOHEeHUs ocHoBbIBaeTcs Ha kinaccupukanuu CTCAE HannoHansHOro MHCTUTYTA paka.

Ta6auna 3. OTKJI0OHeHHs 1a00paTOPHBIX Noka3ateaeil y nanuentos ¢ CMT npu npueme

nasonanuoa B X01€¢ KIIMHUYCCKHUX I/ICC.]ICIIOBaHI/lﬁ

ITapameTpsl [Tazomanu6 (N = 240 [Tnane6o (N = 123)
Bcee Crenens | Ctenens | Bee Crenenb | CTeneHb
creneny, | 3, % 4, % creneny, | 3, % 4, %
% %

Temamonocuyueckue

JleWikonieHus | 44 |1 0 | 15 0 0 |
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Hetitponienust 33 4 0 7 0 0
TpomOouuToneHus 36 3 <1 6 0 0
JlumdonuToneHus 43 10 0 36 9 2
Anemus 27 5 2 23 <1 <1
Buoxumuueckue

IloBEIlIEHNE AKTUBHOCTH 32 3 0 23 <1 0
IeTI0YHOH (ocaTaszpl

(11D)

IloBEIICHNE aKTUBHOCTHU 46 8 2 18 2 <1
AJIT

[ToBbllIeHNE AKTUBHOCTH 51 5 3 22 2 0
ACT

['unoansOyMuUHEMUS 34 <1 0 21 0 0
['unepriovkeMust 45 <1 0 35 2 0
[ToBbIIcHUE KOHIIEHTpauu | 29 1 0 7 2 0
obmiero OuirpyonHa

['mnonarpuemust 31 4 0 20 3 0
['unepkanuemMus 16 1 0 11 0 0

B Ta6J'II/II_[C 4 NpeaACTaBJICHbI  HCXKCIATCIIbHBIC  PCAKIUU, BBIABJICHHBIC BO  BpPCMA
MNOCTPETUCTPATUOHHOT'O ITPUMCHCHUS IIpCIiapara.

I[aHHBIe HCKECJIATCIIbHBIC PCAKIIUU BKIIOYAIOT B ce0s CIIOHTaHHBIE COO6HICHI/I$I O HCXKCIIAaTCJIIbHBIX
SABJICHUAX, A TaAKXKE CCPBbE3HBIC HCKCIATCIbHBIC PCEAKIHWH, BBIABJICHHBIC B PE3YyJIbTATC
MMPOJOJIKAOIIUXCA HCCJ’ICI[OBEIHPIIZ, I/ICCJ'IeI[OBaHI/Iﬁ KIMHUYECKOMN (l)apMaKOJ'IOl"I/II/I 1 IOHNCKOBBIX
I/ICCHGI[OBaHI/IfI IO HCYTBCPIKACHHDBIM IMOKAa3aHUAM.

Taﬁ.lmua 4. HexenareabHbIe P€aKlui, BBISIBJICHHLIC BO BPEMS NOCTPEIrUCTPANUOHHOIO

NpUMeHEeHHs Npenapara

Hngpexyuu u unsasuu

Wudexunu (c nim 6e3 HEUTPOIIEHUN ) ‘ Yacto
Hapywenus co cmoponul kposu u aumghamuueckoi cucmembl
IHomumuremus Heuacto

TpomboTuueckass MuKpoaHruomnatuss (B TOM uucie TpomboTuueckas | Heuacro
TpOMOOIIUTONIEHUYeCcKass ~ Myprnypa M T€MOJUTHKO-YpEeMHUYECKHI
cuaapom)?

Hapywenusa memabonuzma u numanus

CHHIpOM JIH3HCA OMYXOJH (B TOM YHCIIE U CO CMEPTEIbHBIM HCX0I0M)® YacroTa

HEU3BECTHA
Hapywenus co cmopoHul HepeHOU cucmembl
Cunjipom obpatumoii 3aaneit sHnedanonarun’ Penko
Hapywenus co cmoponwl opeana 3penus
OTtcnoiika ceT4aTku Heuacto
Pa3peIB ceTuaTku Heuacto
Hapywenus co cmoponwl cocyoos
AHEBpU3MBI U pacCIIOEHHS apTEPUH Penko

19



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.2025 N2 12975
(NOCNEOCBATENEHOCTE 0002)

Hapywenus co cmopoHbl OblxamenvHoU cucmemsl, Op2aHos8 2pyOHOU KIemKU U CPeOOCmeHUs.

Unrepcrunuansaas 6osesub sgerkux (MBJ)/maesMonut? | Penko

Kenyoouno-kuweuynvle napyuenus

Meteopuszm Yacto

[Tankpeatur Heuacto

Hapywenus co cmoponul neuenu u scenuesvbi8o0aumux nymet

IleyeHo4Hast HEOCTATOYHOCTD Yacrora
HEU3BECTHA

Hapywenusi co cmoponul Kodtcu u noOKOINCHbIX MKAHell

SA3Ba KOXHU | Heuacto

Hapywenus co cmoponvl Mbluteynoll, cKelemHol U COeOUHUMENbHOU MKAHU

Aptpanrust OueHb yacTo

Mpl11euHbIi cia3m Yacro

Jlabopamopnvle u uncmpymenmanbHvle OaHHble

[ToBblllIEHNE AKTHBHOCTU T'aMMa-TJIIOTAMUITPAHCIEITHAa3bl ‘ Yacro

! _ nonpo6uas undopmanus npuseseHa B pasaene 4.4.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coo01mathk 0 Mog03peBaeMbIX HEXKENATEIbHbIX PEAKIUAX [IOC]IE PErUCTpaliy Ipernapara
C UeNbl0 OOECIeYEeHHsT HEMPEPHIBHOTO MOHUTOPHHTA COOTHOIIEHHS «IIOJIb3a — PHUCK»
JIEKapCTBEHHOT0 Ipernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHJYeTCsl cooOLaTh O JIH0ObIX
II0JI03PEBAEMBIX HEXKEJIATEIbHBIX PEAKLUAX JIEKaPCTBEHHOI'O Ipernapara 4epe3 HalMOHAJIbHbIE
CUCTEMBI COOOILEHUS O HEXKeNaTelIbHBIX pEeaklUsX TOoCyJIapcTB — WieHOB EBpasuiickoro

9KOHOMHUYECKOI'o COro3a.

Poccuiickas ®enepanus

®denepanbHas cnyx0a Mo Haa30py B chepe 3paBoOOXpaHEHUS

Anpec: 109012, r. Mocksa, CrnaBstHCKas Iomiaap, 1. 4, ctp. 1

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

OnektponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAIIMOHHO-TEIEKOMMYHHUKAITMOHHOMN CeTH «nTepreT™:!

www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka
CHMIITOMBI

B kIMHWYECKUX HCCIIeOBAHUAX TTa30MaHnn0 mpuMeHsuics B 1o3ax 10 2000 mr.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 22.05.2025 N2 12975

(NOCNEOCBATENEHOCTE 0002)

Jl0301MMUTHPYIOIIAsi TOKCUYHOCTh (IOBBIIIEHHAs: YTOMJISIEMOCTh 3 CTENEHU) U apTepualibHas
runepren3us 3 crenenu HaOmoganuck y 1 u3 3 mammentos, npuasmux 2000 mr u 1000 mr
na3onaHuba B CyTKH COOTBETCTBEHHO. BO3MOXKHO ycHJIeHHE BBIIICONMHMCAHHBIX HEXETAaTeIbHbBIX
SABJICHUM.

Jleuenue

CumMnromaTyeckoe.

TonbpKo HE3HAYMTENbHAs YacTh IMa30MaHMO0a MOXET BBIBOJUTHCS IMOCPEICTBOM T'€MOJAMANIN3A,

IMMOCKOJIBKY BbICOKA CTCIICHL €TI0 CBA3bIBAHUS C OeJIKaMM I1J1a3MBI KpOBH.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA

®apMakoTepaneBTUYECKas IPyIia: IPOTUBOOITYXO0JIEBbIE CPEJICTBA; MHTHOUTOPBI IPOTEUHKUHA3;
Jpyryue UHrMOUTOPBI MPOTEUHKUHA3S.

Kon ATX: LO1EXO03

Mexanusm ngeiicTBus

[Ta3omanu® sBISIETCS MOIIHBIM HMHTHOMTOPOM MHOXKECTBA THPO3MHKHHA3, B TOM YHCIIE
TUPO3UHKHHA3 PELEHTOPOB 3HI0TeHanbHbIX (hakTopoB pocta (VEGFR)-1, 2, 3, pernenropos
dakropa pocra tpombonutoB (PDGFR)-o0 u B, pementopoB ¢dakropa pocta (Hudbpodiacton
(FGFR)-1 u 3, penenitropa daxtopa ctBosoBbiXx KieTok (Kit), a Taxke T-KI€TOYHON KHHA3HI,
uHIynupyemon unTtepieikuaom 2 (Itk), neifikonumTcnenuduyeckoir mpoTEHH-THPO3MHKUHA3HI
(Lck) 1 THpO3MHKMHA3KI perenTopa KOJIOHHECTUMYIIUpYoLIero ¢akropa makpogaros (C-Fms).

In vitro mazonanu6 UHrHOMpyeT MTUrana-uHIyHpyeMoe ayrodochopunupoanne VEGFR-2, Kit
u PDGFR-B. In vivo mnazomanu® wunruoupyer VEGF-ungymumpyemoe dochopunupoBanre
VEGFR-2 B TKaHAX J€TKOTO y J>XKMBOTHBIX, aHTMOTE€HE3 Yy J>KMBOTHBIX M POCT HEKOTOPHIX
YeJIOBEYECKHX OITyXOJIEBBIX KCEHOTPAHCIUIAHTATOB y JKMBOTHBIX. 3HAYEHHMs HMHTHOUpYOIIen
xonnenTpauuu B 50 % (ICso) mpu cBsi3pIBaHMU Ta30mMaHuOa ¢ PELenTopaMu dHIOTEIHATBHOTO
(dakTopa pocta cocy0B, (hakTopa pocTa TPOMOOIIMTOB U (haKTOPa CTBOJOBBIX KJIIETOK COCTABIISIFOT

10, 30,47, 71, 84 u 74 HMOJIB/JT COOTBETCTBESHHO.

5.2. apmMaKkoKHHeTHYeCKHUe CBOMCTBA

AOGcopbuus

Makcumanbhast KoHIeHTpalus (Cmax) Ma30mannba, B CpeHeM, JOCTUTACTCS uepe3 2—4 9 mocie

npremMa BHyTpb. EsxeIHeBHBINM MprieM MpUBOAMT K 1-, 2-, 3-, 4-KpaTHOMY YBEITHYEHUIO TUTOIIAIN
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

1071 papMaKOKHHETHUECKON KpruBOi# «koHIeHTparusi-BpeMs» (AUC). Ipu exxeHEBHOM MpHEeMe
800 mr masomannb6Oa 3HaueHus AUC u Cmax coctaBisiror 1,037 u x Mkr/ma u 58,1 Mkr/mi
(oxBuBaneHTHO 132 MkMomb/1) coorBeTcTBeHHO. CymiectBeHHoro yBenndeHuss AUC u Cmax HE
HaOJIr01aeTCsl IPH MOBBIICHUH 10361 Ta3onanuba 6onee 800 mr.

CucremMHasi DKCIO3UIUS IMa30naHuOa yBEIMYMBACTCsS NpU mpueme ¢ nwumeil. [IpumeneHue
na30MaHuoa ¢ MUIIeH ¢ BRICOKUM U HU3KHM COJICP)KAaHUEM JKUPOB MPUBOIUT MPUOIMZUTEIBHO K
2-xpatHoMy yBennueHHI0 AUC u Cmax. Takum oOpa3oM, maszomnaHu® cienyeT NPUHUMATH 110
MEHbIIIeH Mepe 3a 1 yac 710 iy yepe3 2 yaca 1mociie npuema nuinu (cM. paszaen 4.2).
[Mpumenenne 400 Mr masonanuba B BHJIE PACKPOIICHHON TaOJIETKU BBI3BIBACT YBEIWYCHUE
AUC@-72) U Cmax OpuOIM3UTENPHO B 2 paza U yMEHbIICHHE Imax (BpeMsl JOCTHXKEHUS
MaKCHUMaJIbHOH KOHIEHTPALUU B TUIa3Me KPOBH) MPUOTU3UTENHHO HA 1,5 "aca Mo CpaBHEHHIO C
NpUMEHEHHEM B BHJIE 1IeJI0H TalneTku. buoaocTymHocTs 1 ctenens abcopOunu nasonanubda npu
NEPOPAIBHOM TPUEME YBEJIIMYMBACTCS NIPU MPHEME PACKPOIICHHOW TAa0JIETKU MO CPABHEHHIO C
1enoi TabsneTkol. B CBs3M ¢ BhINIECKAa3aHHBIM, TAaOJCTKH MMa30MaHuba He CIEAyeT M3Melb4aTh
(cMm. pasnen 4.2).

Pacnpenenenne

Cas3pIBaHMe Ta3omaHuba ¢ OejakamMu IUTa3Mbl KpOBH IN VIVO cocraBiser Oonee 99 % BHe
3aBHCUMOCTH OT KOHILeHTpanuu B auanazone 10—100 Mkr/mur.

JlanHbie iN VItro mo3BOJSIFOT Hpearonararh, 4To Ma3omaHud siBisiercs cyoctpatoM st P-gp u
BCRP.

BI/IOTDaHC(bODMaHI/IH

HWccnemoBanust in Vitro mokasaiiu, 4To MeTa0OJIM3M Ma30MaHnba ormocpeI0BaH MPEUMYIIECTBEHHO
nzopepmentom CYP3A4, a taxke B He3HauuTenbHOM creneHu uzopepmentamu CYP1A2 u
CYP2CS8.

OIMMUHALKUA

[Ta3omanu® BBIBOAUTCS MEIUICHHO CO CPEIHMM 3HAYCHHEM IE€pPHOjAa MOJyBbIBeaCHUS (t1/2)
30,9 yaca mocne mpuema B pexkoMmeHpoBaHHOW g03¢ 800 Mr. BwiBemeHWe OCYMIECTBISIETCS B
OCHOBHOM uepe3 KUIIIEUHUK, U TOJIbKO MeHee 4 % MPUHATON JJ03bl BEIBOJUTCS MOYKAMHU.

[loyeyHas HEJOCTATOYHOCTh

Brisenenne mazonann6a He 3aBucut ot KK (30-150 mur/mun).
He oxunaercs n3MeHeHue cUCTeMHOM Kcno3uiny na3onannba y nanuentoB ¢ KK > 30 mu/muH,
B CBSI3U C YeM KOPPEKIH J103bl y MAIIMEHTOB JaHHOM KaTeropuu He TpedyeTcs.

[IeueHOYHAs HEAOCTATOYHOCTh
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VY manueHToB ¢ HapylleHWeM (YHKIMH NEYEHHU JIETKOW cTeneHH (KOHIeHTpalus OuiupyonHa B
npenenax HOpPMBbI TpH TOBBIIICHUH akTHBHOCTH AJIT mr000¥ cTerneHu WM TOBBIIICHHE
KOHIIEHTpaluu OwnnpyOuHa mMeHee ueM B 1,5 pasa Beimie BepxHei rpaHuisl Hopmbl (BI'H)
He3aBHCcUMO OT akTuBHOCTH AJIT) mocie ogHoKpaTHOrO Mprema nazonanuba B 1o3e 800 Mr oauH
pa3 B CYTKH cpeaHue 3HaueHus (papmakoknHeTnueckux napameTpoB (Cmax 30,9 mxr/mi, (12,5—
47,3 mxr/mi) u AUC(0-24) 841,8 Mk x u/mi (600,4—-1078 MKr X 4/Mi1)) COIOCTAaBUMBI CO CPEAHUMHU
3HAUEHUSMH Y TAIMEeHTOB ¢ HopManbHOW QyHKIuer mnedeHH (Cmax 49,4 mxr/mum (17,1-
85,7 mxr/mi) u AUC(0-24) 888,2 Mxr X u/mi (345,5-1482 mxr X 9/mn)).

MaxkcumanbHasi mepeHocMMasi J03a Ma3onaHuba y MalleHTOB C YMEpPEHHBIM HapylleHHEeM
byHKIUY NedeHy (TOBBIICHNE KOHIIEHTpaIi OUTupyOrHa OT OyTOpa 10 Tpex pa3 Boie BI'H
He3aBucuMo ot aktuBHOCTU AJIT) coctaBnser 200 Mr ogun pa3 B cyTku. Cpegnue 3HaueHus Cmax
(22,4 mxr/mn (6,4-32,9 mxr/min)) u AUC 0-24) (350,0 mxr x u/mi (131,8-487,7 mxr x u/mi)) mocie
npuema 200 Mr mazomnanuba OAMH pa3 B CyTKU Y MAIIMEHTOB C YMEPEHHBIM HapylIeHHeM QyHKIIUU
MEYECHU COCTABIISUIM MPUOIU3UTENBHO 45 % 1 39 % COOTBETCTBEHHO MO CPABHEHUIO CO CPEIHUMU
3HAUCHUSMH Yy TIAIIMCHTOB ¢ HOPMAIBHON (DYHKIMEH MEYCHH TOCIIe MpUeMa Ma3onanuda B J103e
800 Mr oguH pa3 B CyTKU. HemocTaToyHo JaHHBIX O MPUMEHEHUHU I1a30MaHu0a y TAIUEHTOB C
HapylieHHneM (QYHKIMH TEeUeHU TSKENION CTeneHHu (KOHLEHTpauus obuiero Ounupyouna Oolee
4yeM B TpH paza npesbiiiaet BI'H, HezaBucumo ot aktuBHOCTH AJIT), B CBSI3U € 4eM pUMEHEHUE

y MAIMEHTOB JJAHHOW KaTerOpUU He PeKOMEHI0BaHO (cM. paszen 4.3).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

[Mazonanu6-IIpomomen, 200 Mr, TaOJIETKU, HOKPLITHIE ILIEHOYHOM 000J10YKON

Kapbokcumeruiakpaxman HaTpust

Marnus creapar

[ToBuon K30

[{emros103a MUKPOKPUCTAIUINYECKAS

IInenounas obonouxa

Maxporou (OIU3THIICHTIIMKOJIb )-IOTMBUHUIOBBIA CIUPT MPUBUTOMN COMONIUMED
[ToTMBUHUIIOBBIN CIUPT, YACTUYHO TUAPOITUZOBAHHBIN

Turana quokcun (E171)

Tanbk

['muuepun MOHOKanpHioKanpar
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Kenesa okcua kpacubiii (E172)
WM TOTOBOE IJICHOYHOE MOKPHITHE HICHTUYHOTO COCTaBa

[Tazonanu6-IIpomomen, 400 Mr, TabJIETKU, HOKPHITHIE ILICHOYHOM 000J0YKON

KapOoxcumeTunkpaxman HaTpus

Maruus creapat

IToBunmon K30

Llemros103a MUKPOKPUCTAIUINYECKAS

IInenounas obonouxa

[TonMBUHUIIOBBIN CIUPT, YACTHYHO TUAPOIU30BAHHBII
Makporoin (ITonmustrnerriukoss 4000)

Tutana auokcun (E171)

Tanpk

HJIKM TOTOBOC IIJICHOYHOC ITOKPBITUC UACHTUYHOI'O COCTaBa

6.2. HecoBMecTHUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

2 roja.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU
Xpanutb npu Temrneparype He Boiie 25 °C. XpaHUTbh B OpUTMHAIBHOMN YIIaKOBKe (ITauKe) JUIs

3allUThI OT CBETA.

6.5. Xapakrep u coaep:kaHue NEPBUYHONH YIIAKOBKH

[To 10 TabneTox MOMeNIalOT B KOHTYPHYIO sSYeWKOBYI0 ymakoBKy M3 mieHkd [IBX/TIBAX u
(boJIbru aMOMHUHNEBOM NEYaTHON JTAKUPOBAHHOM.

ITo 30, 60, 90 TabmeTox MOMENIAIOT B 0AHKY MOJMMEPHYIO U3 MOJMATUIIEHA HU3KOTO JIaBJICHUS,
YKYTIOPEHHYIO KPBILIIKOW HAaBUHUMBAEMOM U3 MOJIMITHIIEHA HU3KOT'0O IaBJIeHUs ¢ MEMOpaHOW nin
B 0aHKYy W3 IOJIMATUJIICHA BBICOKOH IUIOTHOCTH, YKYHOPEHHYIO KPBIIIKOH HaBHHYMBAEMOM M3
MOJIMIIPOIIMJIEHA C KOHTPOJIEM NEPBOT0 BCKPBITHS CO BCTABKOM M3 CHUJIMKAress, Wiu B OaHKY W3
MOJIMATUIIEHA HU3KOTO JaBJICHUS, YKYIIOPEHHYIO KpBIIIKOW HaBUHYMBAEMON W3 IMOJIMATHIIEHA
HU3KOTO JIaBJICHMS U MOJIMATUIIEHA BBICOKOTO JIaBJIEHUS C KOHTPOJIEM IIEPBOTO BCKPHITHS BMECTE
C MaKETOM-OCYIINUTENIEM (CHIIMKArelb).

CBoOomHOE TPOCTPaHCTBO B OaHKE JOMYyCKAeTCsl 3aloOJHATH BaTOM  MEAUIIMHCKOMN

TUTPOCKOITAYECKOM.
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Onny Oanky wmm 1, 2, 3, 6, 9 KOHTYPHBIX SYCHKOBBIX YITAKOBOK BMECTE€ C MHCTPYKIIMEH IO

MCIUIUHCKOMY NPUMCHCHHUIO ITOMCIIAIOT B [IAYKY M3 KapTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNMPH YHHYTONKEHHH HCHOJIH30BAHHOTO
JIEKAPCTBEHHOI'0  Mpenapara MJAH  OTX0A0B, MOJYYEHHBIX MOCjde MpPHUMEeHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHuIMyJIsiiHU ¢ NpPenapaTomM

Bechb ocraBmmiics JiekapCTBEHHBIH Mpenapar U OTXO/bI CleAyeT YHHUTOKUTh B COOTBETCTBUH C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM TpC6OBaHI/I$IMI/I.

7. AEPKATEJIb PETUCTPAHMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

000 «I[TIPOMOME/J] PYC»

Anpec: 129090, r. MockBsa, mpocniekT Mupa, oM 13, ctpoenue 1, oduc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas mouta: reception@promomed.pro

7.1. [IpeacraBuTe/Ib AepKATENsI PETHCTPALMOHHOTO YI0CTOBEPEHMS

[IpereH3un HOTDG6I/IT€JICI71 CJICAYCT HAITpaBJIATh 11O aJAPECY.

Poccuiickas @enepanus

000 «I[IPOMOME/] PYC»

Anpec: Poccuiickas ®enepanus, 129090, r. MockBa, npocriekt Mupa, nom 13, crpoenue 1,
oduc 13

Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyri0CyTOUHO)

OnexTpoHHas noyra: hot line@promomed.pro

8. HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHUS

9. TATA NEPBUYHOM PETMCTPAIIUU (MIOATBEPXKJIEHUSA PETMCTPAIIUM,
MNEPEPET'UCTPALIUN)

[laTa nepBoi perucTpanum:

10. JATA IEPECMOTPA TEKCTA
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OO6miass xapakTepuCTHKa JieKapcTBeHHoro mnpenapara I[lazomanu6-IIpomomen mpoctymHa Ha
uH(pOpMallMOHHOM TmopTaje EBpa3suiickoro SKOHOMHMYECKOTO CO03a B HH(OPMAlMOHHO-

KOMMYHHUKaIMOHHOM cetn « HTepHe» https://eec.eaeunion.org/.

26


https://eec.eaeunion.org/

