COOTBETCTBYET 2KCNEPTHOMY OTYETY

oT 25.03.2026 N2 6090

OBILASI XAPAKTEPHCTHKA JIEKAPCTBEHIHOPO TIPEIAPATA "7U7)

1. HAMUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlanatruau6-IIpomomen, 250 Mr, TabGIETKH, TOKPHITHIE TUICHOYHOH 000JI0UKOMH

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JleiicTBytO1IIEE BEMIECTBO: JIAMTATHHUO
Kaxxnmass Ttabnerka comepyKUT JIamaTMHUOA AUTO3WJIaTa MOHOTHIPAT, SKBUBAICHTHBIA 250 mr

JIaraTuHuoa.

[TonHbI# TepeueHb BCIIOMOTaTENbHBIX BEIIECTB CM. B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPHITHIE MIICHOYHOIH 000I0YKOM.

TabneTku, MOKPHITHIE MIICHOYHOW 000JIOYKON OT CBETIIO-XKEIITOTO JI0 JKEJITOTO IIBETA, OBAJIHHBIE,
JBOSIKOBBINTYKJIbIE. Ha momepedHoM paspes3e sSapo JKENTOr0 WM HKENTOro C 3€JIE€HOBAaThIM

OTTCHKOM IIBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Tpenapat Jlanatuau6-IIpoMomen mokazaH K MPUMEHEHUIO Y B3POCIBIX.
Mecmno-pacnpocmpanenusiti Ul Memacmamudeckuil — paxk — MOJOYHOU  Jicelesbl  C
eunepakcnpeccuei HER2/neu (ErbB2):

- B KOMOMHAIIMM C KaneruTaOMHOM Yy TAIMEHTOB, MOJYYaBIIUX DPaHEE AaHTPAIMKIUHBI M
TaKCaHBbI, C MPOTrpeccupoBaHreM Ha (OHE WU TOCTIE Tepaluu TpacTy3yMaboM, IpUMEHsBIIEHCs
10 TIOBOJTy METACTAaTUUYECKOTO PaKa MOJIOYHOM >KEJIE3bI.

Memacmamuueckuii pax monounoil sxcenesvl ¢ cunepaxcnpeccuert HER2/neu (ErbB2);

- B KOMOWHAIIUA C TPACTy3yMaOOM y MAIMEHTOB C OTCYTCTBHEM JKCIIPECCHH TOPMOHAIBHBIX
pelenTopoB, C TPOrpecCUpoBaHMEM Ha (OHE WIM TOCIe TEepalnuu TpacTy3ymaboMm B
KOMOHMHAIIMK ¢ XUMHOTEpaIuei, MpUMEHSBIIEHCS 10 TOBOy METACTAaTHUECKOTO paka MOJIOYHON
JKEeJe3bl.

Memacmamuyeckuii  20pMOHO3ABUCUMBIL  PAK  MOJOYHOU Jcele3vbl ¢  2unepaKcnpeccueti
HER2/neu (ErbB2):

- B KOMOWHAIIMM C MHTHOMTOPOM apomaras3bl y MAIMEHTOK B MOCTMEHomay3e. HeT maHHBIX

OTHOCHUTEIIHO A()(PEKTUBHOCTH H5TOH KOMOWHAIIUM TIO CPaBHEHHUIO C TpacTy3ymMaOoMm B
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HAIMEHTOB.

4.2. Pexxum 103MpOBaHNs U C1IOCO0 NPUMEHEeHUs!

Jleyenune mpenaparoM JOKEH HAYMHATh U IPOBOJUTH TOJBKO Bpad C ONBITOM INPUMEHEHHS
MIPOTUBOOITYXOJIEBBIX MIPENapaToB.

[Tepen nauanom npumeHenus npenapara Jlanaruau6-IIpomomesn cinenyer onpeneinTh BETUIUHY
dpakuu BeIOpoca neBoro xkenynouka (OBJIK), yaocToBepUBIIMCE, YTO MCXOJHOE 3HAYCHHE

®BJIK HaxoauTcs B JOMYCTUMBIX Ipeaeiax HopMbl (cM. pasaen 4.4).

PexxuM J103upoBanus

Mecmno-pacnpocmpanennvitl. Ui Memacmamuyeckuii — paK — MOJOYHOU — Jicene3vl  C
eunepakcnpeccueti HER2/neu (ErbB2):

B xombunauuu ¢ xaneyumabuHom

Pexomennyemast nmo3a mamatuanOa cocraBisger 1250 mr (mate tabnetok) 1 pa3 B CyTku Ha
MPOTSKECHUH KOMOMHUPOBAHHOM TEPAITHH C KalleIUTaOMHOM.

§) /M2
Pexomennyemas nosa kaneuutabuna cocrasisier 2000 mr/m“/cyt, paszneneHHas Ha 2 npuema
(xaxxnpie 12 gacoB) exxenHeBHO ¢ 1 mo 14 cyTku kaka0ro 21-cyTOYHOTO IIUKIIA TepATUH.
Kanemurabun cneayer mpuHUMaTh BO BpeMsl MpueMa MUINA Wi B TeuyeHue 30 MUH Tocie
npuemMa Uiy,
Memacmamuueckuii pak monounol dxcenesvl ¢ eunepaxkcnpeccuei HER2/neu (ErbB2):

B xombunauuu ¢ mpacmyzymabom

Pexomennyemas noza nanarunuba cocrasnser 1000 mr (dersipe TabneTku) 1 pa3 B CyTKH Ha
MPOTSHKEHUH KOMOMHUPOBAHHOW TE€PAIUU C TPACTy3yMaOOM.

Pexomennyemass mo3a TpacTy3ymaba cocTaBiseT 4 MI/KI BHYTPUBEHHO (B/B) B KadecTBe
HArpy304YHOM JT03BI, 3aTeM 2 MI/KT B/B | pa3 B HezemIo.

Memacmamuyeckuii 20pMOHO3ABUCUMBIU  PAK  MOJOYHOU JHcele3vbl C  2unepaKcnpeccuel
HER2/neu (ErbB2):

B KOM6UHGZ4UU C uH2u6um0p0M apomamassvl

Pexomennyemast no3a snanatuHuOa cocrasiser 1500 mr (mects Tabnetok) 1 pa3 B CyTKM Ha
MPOTSKEHUH KOMOMHUPOBAHHOM Tepanuy ¢ UHTHOUTOPOM apoMaTasbl.

PexomeHnnyemass n03a JeTpo3o0ja, MHIHOMTOpa apoMarasbl, B COCTaBE€ KOMOMHMPOBAHHOU
TEpanuy ¢ JaaTHHUOOM COCTaBiseT 2,5 Mr 1 pa3 B CyTKH.

[Ipy KOMOMHHPOBAaHHOM Tepamuu C JPYTUM MpenapaToM — WHTHOMTOPOM apoMaTasbl,

HEOOXO0IUMO U3YUYHUTh PEKHUM JO3UPOBAHUS COOTBETCTBYIOIIETO MpenapaTa JaHHOU rPyIIIbL.
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HE0OXOMMO BHHUMATEJIbHO O3HAKOMMTHCA C PEXUMOM JO3UPOBaHUS, MPOTUBOIOKA3AHUAMU U
uHpopmanueii 1o  Oe30MacHOCTH, YKAa3aHHOM B HMHCTPYKIMH 1O  NPUMEHEHHUIO
COOTBETCTBYIOLIETO Mpernapara.

Koppeknus g035l

Hapywenus co cmoponwl cepoeuno-cocyoucmotri cucmembvl

HeoOxonmuMo mnpekpaTuTh TEpamuio IpenapaToM B ClIydae IOSIBIEHHUS CHMIITOMOB,
acCOIIMMPOBAHHBIX CO CHIKeHHeM BennuuHbl OBJDK nmo 3 cremenm u Oonee (coriacHo
CTaHJAPTHBIM  TEPMHUHOJIOTMYECKHM  KDUTEPHUSAM  OLEHKHM  HEXKEJIATENbHBIX  SIBJICHUMU
Hanmonanenoro uncturyta onkonorun CIIA, NCI CTCAE), uiu npu CHUKEHUU JaHHOU
BEJIMYMHBI HWXKE JIOMYCTHMBIX TIPEIEIOB HOPMBIL. BO03MOXXHO BO300HOBJIEHHE TEparuu
npenapaToM B yMeHblIeHHOU a03e (cHmxkeHue ¢ 1000 mr/cyt go 750 mr/cyt, ¢ 1250 mr/cyT no
1000 mr/cyt unu ¢ 1500 mr/cyt no 1250 Mr/cyTt) He paHee 4em uepe3 2 Heleldu MpU YCIOBUU
HopMmasn3auuu BennunHbel @BJDK u kynupoBanus cumnrtoMoB. 1o TOCTYNHBIM Ha JaHHBIN
MOMEHT JaHHBIM OOJBIIMHCTBO citydaeB cHuxkeHus ®BJIK ormeuaercs B mepBbie 12 Henmenb
TEpaNuy MpernapaToM, JaHHbIE 110 JJIMTEIBHON TEpallui OrPaHUYCHBI.

Humepcmuyuanvnas 60131 1e2KUX U /U1U NHEeGMOHUMbl

Cnexgyer mpekpaTuTh TEpaNUi0 IMpernaparoM MpHU TOSBIEHUH JIETOYHBIX CHUMITOMOB,
CBUJIETEJBCTBYIOIIMX O Pa3BUTHUH MHTEPCTUIMAIBLHON OOJIE3HU JIETKUX W/WIM MMHEBMOHUTA 3-i
crenenu u Boie (cornacio NCI CTCAE).

Juapes

Jledenue npenapaTroM ciieyeT NPUOCTAaHOBUTH Y MAIIMEHTOB C Juapeen 3-i cTeneHu (CoriacHo
NCI CTCAE), mu6o 1-0ii nnm 2-0#f cTeneHu, 0CI0KHEHHOW CHUMIITOMAMH (CacTUYeCKue 60ou B
JKUBOTE€ OT YMEPEHHOW 10 TSKEJIOM CTENEHH, TOLIHOTAa WJIM PBOTA 2-i CTENEHW WM BBIIIE
(cormacHo NCI CTCAE), cHmxkeHne paboTOCTIOCOOHOCTH, TUXOpPAaaKa, CENCHC, HEUTPOIEHUS,
MOSIBJICHHE KPOBU B Kaje Wiu 00e3BokuBaHUE). [Ipu yMeHbIIEHHH BBIPAXKEHHOCTH JUApEeH 0
1 cremeHu W HUXE BO3MOXHO BO300HOBJIEHHE Tepanuy JanaTMHUOOM B YMEHBIIEHHOW [03€
(camkenue ¢ 1000 mr/cyt go 750 mr/cyt, ¢ 1250 mr/cyt go 1000 mr/cyT unm ¢ 1500 mr/cyT o
1250 mr/cyt). JleyeHnue nanaTuHUOOM ClIeAyeT MPEKPaTUTh MOJHOCTHIO y MAIlMEHTOB C Auapeeit
4-i1 crenenu (cornacio NCI CTCAE).

Tsoicenvie KodCHble peakyuu

Jleyenne mnanaTHHUOOM CIEAYEeT MPEKPAaTUTh MPHU PA3BUTUU TSDKENOH IMPOrpeccUpyrolei

KOXKHOM CBITIH C BOJIABIPSAMHU UJIU MMOPAKCHUEM CIIM3UCTBIX 000JI0YECK.
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Hpoque npos6IeHUsl MOKCUYHOCMU npenapama

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[Tpu pa3BUTHM MHBIX NPOSBIECHUI TOKCMYHOCTH 2 creneHu uiu Beime corigacHo NCI CTCAE
CIEIyeT pPACCMOTPETh BO3MOXKHOCTb IIPUOCTAHOBJIIEHMS WM IPEKpallleHus Tepaluu
IpEenapaToM.

[Tpr yMeHbIIEHHH BBIPAXXEHHOCTHU CTENEHM MPOSABICHUM TOKCUYHOCTU 110 1 CTENeHM U MeHee
cornacHo NCI CTCAE Bo3MoxHO BO300HOBIIEHHE Tepanuu B craHaapTHoi go3e (1000 mr/cyr,
1250 wmr/cyr wam 1500 wmr/cyt). [lpy TOBTOPHOM pa3BUTHH TPOSIBICHHA TOKCHYHOCTHU
BO300OHOBJIATH TEPAIHIO IIPETApaToOM CIeAyeT B YMEHbIIEHHOH 03¢ (cHmKeHHo# ¢ 1000 mr/cyT
1o 750 mr/cyT, ¢ 1250 mr/cyt no 1000 mr/cyT unu ¢ 1500 mr/cyt no 1250 mr/cyr).
Iponywennas 0o3a

B cnyuae mpomycka mpuema He clieyeT NPUHMMATh Ipernapar JONOJIHUTEIbHO, CIEIYIOIIYIO

J03y CJeyeT MPUHATH B 3aIUIaHUPOBAaHHOE BpeMs (cM. pazzen 4.9).

Oco0Bble IPVIIILI MAIKEHTOB

Tayuenmur nodxcunozo 6ospacma

HepnoctaTouHo JaHHBIX O MPUMEHEHUH JIallaTHHIOA y MallMeHTOB cTapiie 65 Jer.

B nenom y manueHTOB JaHHOM BO3pacTHOM TIpYIIBl HE OTMEUYEHO H3MEHEHHH Mpoduis
O6ezonmacHOCTH W A(PGEKTUBHOCTH JamaTHHHOA B MOHOTEpAlMM WIM B KOMOHWHAIIMM C
KaneruTadMHOM, TpacTy3ymMaOOM WM JieTpo3ojioM. [lo maHHBIM NpHMEHEHHWs Npenapara B
KJIMHUYECKON IpaKTHKe HE OTMEYEHO pasziIMuuii OTBEeTa y MAIMEeHTOB JAaHHOW BO3pPAcTHOM
IpyNIbl O CPaBHEHUIO ¢ Oojiee MOJOABIMHM THanueHTamMu. Henb3st UCKIIIOYUTH BO3MOXKHOCTb
0O0JIBIIIEH YYBCTBUTENFHOCTH Y TIAIIMEHTOB TIOXKHIIOTO BO3PACTA.

llayuenmul ¢ napywenuem ynkyuu novex

Her ombiTa nmpuMeHeHHs JlanaTMHHOA y MAIMEHTOB C HapyIIeHHWEM (DYHKIMHM MOYEK TSKEJIOH
CTETIEHHU, OJJTHAKO HEOOXOJMMOCTbh KOPPEKIIMU JI03bl MATOBEPOSITHA B CBA3U C TEM, YTO MMOYKAMU
BBIBOAMTCSI MeHee 2 % BBEIEHHOW 03Bl Iperapara (B BHIE HEM3MEHEHHOTO BEIIECTBA U €r0
MEeTabOJIUTOB).

Iayuenmoi ¢ HapyuwieHuem QYHKYuU neveHu

Jlanmatuau® mertabonu3upyercs B neueHH. HapymieHne QyHKIMU MEYEHU CPeHEH U TSDKENOoH
CTEMEHH acCCOLIMHUPOBAHBI C YBEJIMYEHHEM CHUCTEeMHOM »skcno3uuuu Ha 56 % u 85 %
coOTBeTCTBEHHO. CreayeT ¢ OCTOPOKHOCTbIO TNPHUMEHSATH JalaTUHUO Yy NAIHeHTOB C
HapyleHrneM (pyHKIIUH TeYeHU B CBSI3M C MOBBIIICHUEM CUCTEMHON SKCIIO3UIIMHU JarnatuHuoa. Y
NAIMEeHTOB C HapylleHueM (YHKIMU TEeYeHU TspKennoi crenenHu (kimacc C Mo KiaccUpUKaAIMU
Yaitna-ITe10) o3y mpemnapata HEOOXOAMMO CHH3UTH. Y MAIMEHTOB C HapyImIeHHEM (yHKIIHH

MEYCHUST TSHKEJIOW CTENEHW OXKUIAETCS HM3MEHEHHE IUIOMAAu MoJ (apMaKOKMHETHUYECKOU
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KpuBOM «koHIeHTpanus — Bpems» (AUC) o npenéﬂ&é:x}'&%iﬁﬁ%{ﬁ%&%ﬁpﬂ%%7'3%,1 c

1250 mr/cyt mo 750 mr/cyt uimu ¢ 1500 mr/cyt mo 1000 mr/cyt. Tem He MeHee, KIMHUYSCKUE
JTAHHbIE TI0 KOPPEKUUH J03bl JIalaTHHHOA y MAalMEHTOB C HapylIeHHeM (YHKIHH TEeYCHH
TSDKEJIOH CTETICHH OTCYTCTBYIOT.

eTu
bezonacHocts U 3¢ dexTuBHOCTS NamatuHuOa y manueHtoB B Bo3pacte oT 0 mo 18 jer He

YCTaHOBJICHBI. /[aHHBIE OTCYTCTBYIOT.

Cnoco0 IIPUMCHCHUA

s npuema BHyTpb. [Ipenapar Jlanatunu6-IIpomomen cienyer npruHUMaTh HE MO3/IHEE YEM 3a
1 gac no enpl unM He paHee 4eM depe3 1 gac mocne enpl. PekoMeHyeMyl0 CyTOYHYIO J03y HE

CJICAYCT NCIINTh HAa HCCKOJIBKO IIPUEMOB.

4.3. IlpoTuBONOKA3aAHUS
['unepuyBCTBUTENBHOCT K JIAMATHHUOY WM K JIIOOOMY M3 BCIIOMOTAaTENIbHBIX BEIIECTB,

MepeUYrCICHHBIX B pazjeine 6.1.

4.4. OcoOble yKkazaHusl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

KapamoToKCHYHOCTD

3apeructpupoBaHbl cooO1IeHus o ciyyasx cHkeHuss @PBJIK B cBsi3u ¢ npuemMom nanatuHuoa.
Cnenyer coOmoiaTh OCTOPOXKHOCTH TIpU NPUMEHEHMM IIpernapata y NalUeHTOB C
3a00JIeBaHUAMH, KOTOpPbIE MOTYT BBI3BIBATH HapyLIEHHs (YHKIMH JIEBOTO >kemynaouka. [lepen
Ha4aJoM IPUMEHEHHUs mpenapara ciaeayeT onpenenuts BennuuHy OBJIDK, ynocrosepusimmcs,
yro ucxonHoe 3HaueHue PBJDK nHaxomurcs B nomycTUMBIX Ipenenax HopMbl. Cremyer
poBoAUTh KOHTposIb PBJDK Ha BceM MpOTSHKEHUM TEpANMK IpenapaToM JUisl PeA0TBpalICHUS
CHW)KEHUSI TAaHHOW BEJTMYMHBI HUXKE IOy CTUMBIX TPAHUL] HOPMBI.

B nepekpecTHOM KIMHMYECKOM MCCIIEOBAHUN Y MALIUEHTOB C PACIPOCTPAHEHHBIMH COJIMIHBIMU
ONyXOJSIMM OTMeYalloch yBenuueHue wuHTepBata QTc, 3aBucdlee OT KOHLEHTpalUu
JanaTuHuoA.

Crnenyet coOirofaTh OCTOPOKHOCTh IIPU NMPUMEHEHHUH Mpernapara y HNalMeHTOB C YUIMHEHHEM
WM puckoM yanuHeHus uHTepBana QTc, a Takke y MAallMEHTOB C THMIOKAJIMEMHUEN WIN
TUIIOMarHUEMHUEN, BpPOXKAECHHBIM CHUHAPOMOM YJUIMHEHHd uHTepBata QT; mauueHTos,
INPUHUMAIOIINX aHTHAPUTMUYECKHE IIpenapaTsl WK APyTue JEKapCTBEHHBIE CPEACTBA, KOTOPBIE
npuBoadAT K ymmmHeHuto uHTepBana QT. Ilepenq mnpumeHeHuem Tipenapara CleayeT

CKOPPEKTHUPOBATH THITOKAJIMEMHUIO, THITOKAJIBIIUCMUIO WA TUIIOMAarHu€MHUIO.
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HuaTepcTuimaabHas 00JIC3HB JIETKUX U THEBMOHHUT

COOTBETCTBYET 2KCNEPTHOMY OTYETY

[Ipuem nanatuHnOa OBLI AaCCOLMUPOBAH C COOOMICHHSAMH OO0 HMHTEPCTUIHMAIBHOW OO0JIe3HU
JICTKUX MW IIHCBMOHMHTC. CJICIIyeT TIIATCIBHO Ha6HIOIIaTB nmanueHTa C LOCJIIbKO BBIABICHHA
CHMIITOMOB, CBHUJCTEIBbCTBYIOIIMX O Pa3BUTHU HHTEPCTHLHAIBHOW OOJE3HU JIETKHX W/HIH
ITHEBMOHHTA.

['enaTOTOKCUYHOCTD

B xinuHuueckux wuccnenoBaHusx (MeHee ueM y 1 % manweHToB), a Takke B
MOCTPETUCTPALIMOHHOM TIEpUO/IE MOITYYEHbI COOOIICHUS O SBJICHUSAX TeMaTOTOKCUYHOCTH, TAKUX
kak yBenuueHue akTuBHOCTH AJIT wim ACT B 3 pasa Bbllle BEpXHEW IPaHUIBl HOPMBI WU
yBEJIMYEHUE KOHLEHTpauuu OunupyouHa B 1,5 pa3a Belllle BEpXHEM TI'paHUIBI HOPMBI.
CocTosiHME MOXET HOCUTbH TSKENbIH XapakTep, OTMEUEHBbl CIydyau C JIETAIbHBIM HCXOJOM,
YyeTKas MPUYMHHO-CJIE/ICTBEHHAs! CBA3b C IMPHUEMOM JanaTuHuOa He ycraHoBieHa. CocTosHue
MOJKET Pa3BUBATHCSA B MEPHOJ OT HECKOJBbKUX CYTOK JI0 HECKOJIbKMX MECSIEB IOclie Hayala
tepanui. Heo0XoauMo TpOBOIUTH KOHTPOJIbL JAOOPAaTOPHBIX MOKazaTened (yHKIMH NeUeHH
(TpaHncammHa3a, OunMpyOMH W menodHas Qocdaraza) 10 Havajga Tepanmud U Jajnee KaK.ble
4-6 Hemenp B TEUYEHHME Kypca JIUEHHs M MO KIMHUYECKHMM Moka3zaHusM. [lpu passutun
HapyleHus: QYHKIUU MEeUeHH TKEJION CTeNEeHM Teparuio MpernapaTroM cielyeT OTMEHUTh 0e3
MOBTOPHOT'O BO30OHOBJICHUSI.

V mamumenrtoB, sBusronuxcs Hocutemsimu ameneit HLA DQA1 * 02:01 w DRB1 * 07:01,
MOBBIIIEH PUCK BO3HUKHOBEHHS T'€MaTOTOKCHMYHOCTH, CBS3aHHOW C MPUMEHEHHEM JlalaTHHUOA.
VY nanueHToB, MOMyYaBIIUX MOHOTEPAINUIO JIAMTATHHUOOM, OOIIMN PHUCK pa3BUTHS HAPYIICHUS
GyHKIMM ne4eHU Tsokenod creneHu (aktuBHOcTh AJIT, Gornee yeM B 5 pas, mpeBbIlIAONIAs
BEPXHIOIO TPAHUILY HOPMBI, YTO coOTBeTCTBYET 3-eif crenenu corsnacHo NCI CTCAE) cocTasisin
2 %, npu stom y Hocutenei amieneir DQA1*02:01 u DRB1#07:01 puck pa3Butus qaHHOTO
cocTosHUsL ObLT BbIIE (0KOJIO 8%), YeM y MAIMEHTOB, HE SBISIOMIMXCS HOCUTENSIMU JIAaHHBIX
amteneit (0,5 %). HocurensctBo amtenu HLA pacnpoctpaneno cpeau npencrasuteneit (ot 15 %
1m0 25 %) eBpOIeOuHOM, a3uaTCKOW, apUKAHCKOW W JTATHHOAMEPHKAHCKOW TOMYJISIUN, U
ke (1 %) B AMOHCKOM MOMYIISIUH.

VY nanueHToB ¢ HapylieHneM (YHKIUU TIeUeHH THKENON CTeIeH! B aHaMHe3€ IpenapaTt clieayeT
IPUMEHSTh B YMEHbBIIEHHOH A03e. Ilpu pa3BUTHM TeNaTOTOKCUYHOCTH TSKEIOW CTENEeHU Ha
¢doHe Tepanuu JanaTUHUOOM IpenapaT clieAyeT OTMEHUTh 0€3 MOBTOPHOIO BO30OHOBIIEHHUS.
/Inapes

HmeroTcs cooOuieHns o ciiydasx Juaped, B TOM YHCIE TSDKEIOH cTeneHd, Ha (OHE Tepamuu
nanatuHuOOM. JlMapes MOXKET HOCHUTH TSKENbI XapakTep, OBUIM OMUCAHbl CIIyd4al Co

CMCPTCJIBbHBIM HCXOAO0M. Kax [MpaBujI0, AHUApCd BO3HHKAJIa Ha paHHUX OJTamnax JICUCHUA
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J'Ial'IaTI/IHI/I6OM, IIpru 3TOM IIOYTH Yy IIOJTOBUHBI TaKHX IHEIII_&;IM %S%Mlz&gﬁ/fggggéb B

TEUEHUE MEPBBIX 6 CYTOK, MPOJOHKUTEIILHOCTD SIBJIICHUSI, KaK MPABUIIO, COCTaBIsAET 4—5 CyTOK.
Huapesi, uHIyUMpOBaHHAs MPUEMOM JIamaTUHUOA, KaK MPaBUIIO, JIETKOW CTETIEHH, IIPH 3TOM 3 U
4 crenenp cormacHo NCI CTCAE ormeuanucy menee yem y 10 % u 1 % mnauueHtos
COOTBETCTBEHHO. PaHHSS MUarHOCTHKa M CBOEBPEMEHHOE JICUEHUE MMEIOT OOJbIIOE 3HAUCHUE
JUTSE ONTUMAIIBHOTO KOHTPOJISL JAHHOTO cocTosiHus. Cremyer mpouH()OpPMHPOBATH MAIUEHTA O
HEOOXOJUMOCTH HEMEIJICHHOTO oOOpaiieHuss 3a MEIUIMHCKONH TIOMOIIBI0 TIPH IEPBBIX
pU3HaKax HM3MEHEHUs Xapakrepa Aedexanuu. Koppekiuro cocTosiHHS MPOTUBOAMAPEHHBIMU
npernaparamu (HampuMmep, JOMepaMUIOM) PEKOMEHJIOBAHO HAYMHATH IOCIE IMEPBOTO Cliydast
HeoopmiieHHOTO cryna. [Ipu nuapee TsKeloill CTeleHH MOKET MOTpeOOBaThCS MEPOpPaIbHOE
WM BHYTPUBEHHOE NPUMEHEHUE OJJICKTPOJIUTOB W IKUIKOCTH, AHTUOMOTHKOB, TaKHUX Kak
(bTOpXHHONIOHBI (0OCOOEHHO B cClydyae, €Cld COCTOSIHHE coXpaHsercs Oonee 24 yacoB Mpu
JTUXOPAJKE UM HEUTpOIreHUuH 3-i win 4-i cTerneHn) Ui IpUOCTaHOBIIEHUE MpUeMa I OTMEHA
npernapara.

Tspxenble KOJKHBIE peaKIiu

3aperucTpupoBaHbl COOOIIEHHUS O TSKENbIX KOXKHBIX pEakIUsaX B CBSA3U C IPUEMOM JarnaTuHHOA.
[Ipy momo3peHMHM Ha pa3BUTHE MYJIBTU(GOPMHON SPUTEMBI MM TaKUX >KU3HEYTPOXKAIOIIUX
cocTosiHUM, Kak cuHApoM CTuBeHca-/[KOHCOHA WJIM TOKCHMYECKHM 3MuIepMaibHBIH HEKPOJIU3
(HampuMmep, TPOTPECCUPYIONMICH KOXKHOW  CBIMH, COMPOBOXKIAIONICHCS BO3HUKHOBEHHEM
BOJIABIPEN, WM TpU BOBJICUEHUHU CIM3HCTBIX O0O0O0JIOUEK) JIeYeHHE MpernapaToM Ccleayer
OTMCHUT.

CoBMECTHOE HAa3HAUYEHHUE ¢ MHTUOUTOpaMu ¥ nHavKkTopamu nzodhepmenta CYP3A4

Cnenyer mNpOSBUTH OCTOPOXXHOCTh MPU OJHOBPEMEHHOM NIPUMEHEHUU C YMEPEHHBIMU
unruoutopamu uszopepmenta CYP3A4, a Taxke THIATENFHO KOHTPOIUPOBATH KIMHUYECKOE
COCTOSTHUE MAIIMEeHTA U Pa3BUTHE BO3MOKHBIX HEXENATEIbHBIX JIeKapcTBEeHHBIX peakuuid (HJIP).
Cnenyer wu30eraTb OJHOBPEMEHHOTO MPUMEHEHHUS C HWHAYKTOpaMH WJIA  MOUIHBIMU
uHruoutopamu nzopepmenta CYP3A4.

Crnenyer n3zberaTb OJHOBPEMEHHOTO IPUMEHEHUS C TPEHIIPPYTOBBIM COKOM.

Cnenyer wu30eraTb OJHOBPEMEHHOTO TPUMEHEHHUS C JIEKAPCTBEHHBIMHM IperapaTami,
spistroruMucs cyoctparamu uzopepmeHToB CYP3A4 u CYP2CS8 ¢ y3kuM TepaneBTUYECKUM
JTUArIa30HOM.

Crnenyer u3beratb OHOBPEMEHHOHN Tepamuy JICKAPCTBEHHBIMH IperapaTaMu, MOBBIIIAIOIIUMU

pH *xenynouyHoro coka (CHKEHHE PaCTBOPUMOCTH U abCOpOIMH JTanaTHHNOA).
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4.5. B3anMojeilicTBMe C JAPYTrHMH neKapcheHHm'i\w;':%%%%Jﬁtﬁ':gpuﬁpéﬂ;ﬁnu

B3aNMOeiCTBUA

Biusaue APYIrux JICKAPpCTBCHHBIX ITPCIIapaTOB HA JIaaTUHUO

Mertaboiau3m nanatuHuOa OCYLIECTBISETCS IVIaBHBIM OOpa3oM C ydacTHEM H30(pepMeHTa
CYP3A. MUurubutopsl wiu uHAYKTOpbl wu3odepmenta CYP3A Moryr BIuATh Ha
(apMaKOKUHETHKY JIaaTHHUOA.

VY 310pOBBIX JOOPOBOJIBIEB, MOTYYABIIUX KETOKOHA30J (MOLIHBIA MHTHOUTOP H30(pepMeHTa
CYP3A4) B no3e 200 mMr 2 pasa/cyT B TeueHHE 7 CyTOK, CHCTEMHas DKCIIO3MIIUS JIallaTHHUOA
(100 wmr/cyT) yBenuumBanach MpUMEpPHO B 3,6 pasa, MepHOA MONyBbIBeAcHHUS — B 1,7 pasa.
Crnenyer m30eratb OJHOBPEMEHHOTO NMPUMEHEHHS C MOIIHBIMH WHTHOMTOpaMHU H30(epMeHTa
CYP3A4 (mampumep, pUTOHABUP, CAKBUHABUP, TEIUTPOMHIIMH, KETOKOHA30J, MTPAKOHA30I,
II03aKOHA30JI, BOPUKOHA30J1, Hehazon0H). [Ipn onHOBpeMEHHOM NPUMEHEHUM JarnaTuHuOa U
yMmepeHHbIXx uHrHOuTOpoB u30odpepmenta CYP3A4 tpebyercs coOmroAaTb OCTOPOXKHOCTH U
TIIATENBHO KOHTPOJIMPOBATh KIMHUYECKOE COCTOSHME MALMEHTAa U pa3BUTHE BO3MOXHBIX HIIP.
[Ipy HEOOXOOUMOCTH OJHOBPEMEHHOTO MPHUMEHEHHs MOIIHOTO HMHTHOMTOpa H30(epMeHTa
CYP3A4 crnenyer paccMOTPETh BO3MOXKHOCTh YMEHbILIEHUs 1036l JianaTuHuOa 10 500 Mmr/cyr,
yro npuseneT K u3mMeHeHuto AUC 10 BeTUYMHBI, COOTBETCTBYIOIIEH MPUMEHEHUIO JIanaTuHUOA
0e3 MHrMOWTOPOB yKa3aHHOTO M3opepMeHTa. B Hacrosiee Bpemsi, OJJHAKO, HET KIMHHYECKUX
JAHHBIX O TIPUMEHEHMH JarnaTUHUOA MpPU TaKOH KOPPEKIHH 03Bl y MAUEHTOB, MOTYYarOIINX
MouHbll  uHruOMTOp un3opepmenta CYP3A4. Ilpu oTMeHe OJHOBPEMEHHOW Tepanuu
MOBBIIIIEHUE JI03bl JIaaTUHUOA /10 PEKOMEHJOBAaHHOM ClieyeT MpPOBOJIUTH TOJBKO Yepes
1 Hememo mocie OTMEHBI JJsi OOECIIEYeHHs TIIOJIHOTO BBHIBEJIEHHS MOIIHOTO WHTHOHWTOpA
uzodpepmertra CYP3A4 u3 opranusma.

VY 310pOBBIX JOOPOBOJIBIIEB, MOMYYaBIINX KapOamazenuH (MHAyKTOp M3opepmenta CYP3A4) B
no3e 100 mr 2 pasza/cyt B Teuenue 3 cytok u 200 mr 2 pa3za /cyT B TeueHHe 17 CyTOK, CHCTEMHas
9KCIMO3HIINS JTarlaTHHIOA CHIKanachk Ha 72 %. Cnemyet n3berats 0JHOBPEMEHHOTO MTPHMEHEHHSI
nmarmatiHOAa W WM3BECTHBIX WHAYKTOpoB m3odepmenta CYP3A4 (mampumep, pudaMIuiuH,
pudalyTuH, ¢eHuTouH, KapOamazenuH, 3BepoOoil mpoasipsBieHHbIN). [Ipn HeoOXoauMOCTH
OJTHOBPEMEHHOT'0 NMPUMEHEHHsI MOIIHOro HHAyKTopa n3zodepmenta CYP3A4 no3y nanaruHuba
HEOOXOMMO TO0MpPaTh, OCHOBHIBAsSCh Ha MEPEHOCHMOCTH, TIOCTEIIEHHO IIOBBINIAs €€ C
1250 mr/cyt mo 4500 mr/cyt wim 1500 mr/cyt mo 5500 mr/cyt. Oxkwumaercsi, 9TO yKa3aHHas
KOppEeKIHs 1036l puBeaeT K u3MeHennto AUC 10 BeTMYUHBI, COOTBETCTBYIONIEH TPUMEHEHHUIO
nanatuHuOa 6e3 uHAyKTOpoB H30odepmenta CYP3A4. B Hacrosimee Bpems, OJHAKO, HET

KIIMHUYCCKUX MOaHHBIX O IPHUMCHCHHUU JIanlaTHHHOAa Y NamyMeHTOB, MOJIYYaromux MOIITHBIN
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unaykrop n3odpepmenta CYP3A4L. Tlpu ormene HHHVKf%EM%B’ﬁ&EQ W@K& 'E%BS%Hoe

COOTBETCTBYET 2KCNEPTHOMY OTYETY

YMEHBIICHUE /10351 JarnaTHHUOA 10 PeKOMEHI0BaHHOH CIIEyeT MPOBOIUTH B TEUEHHUE 2 HEJIEIb.
Jlamatuau® sBusierca cybcrpatoMm Uit TpaHcmopTHeIX OenkoB Pgp m BCRP. HMuruGurops
(KETOKOHA30J1, UTPAKOHA30J1, XUHHUIUH, BepariaMul, IUKIOCTIOPHH, JPUTPOMHUIINH) U UHIAYKTOPHI
(pudamnuiyH, 3BepOOO TPOIBIPSIBICHHBINA) JAaHHBIX OEITKOB MOTYT H3MEHSTH SKCIIO3HIIHIO
W/WIIN pacripeeieHne JanaTHHuoa.

PactBopumocTs nanmatununOa 3aBucut ot PH. Cnenyer u3berarb 0JTHOBPEMEHHOTO MPUMEHEHHS
BEIIIECTB, YBEJIMYMBAKIINX PH JKelIyJIo4HOr0 COKa, Tak KaK pacTBOPHUMOCTh W BCACHIBAHHE
nanatiHUOAa MOXKET YMEHbIIAThCs. PaHee NPOBOAMMOE JICUCHHE HMHTHOUTOPOM IPOTOHHOM
MOMIIBI (930MEMPAa30JI0M) CHIDKAJIO HKCIIO3UIINIO jJanaTuHuOa B cpenneM Ha 27 % (B mpenenax
ot 6 % 1o 49 %). DtoT 3d(deKT yMeHbIIAeTCs ¢ yBEIHMUEHUEM Bo3pacTa mpumepHo ot 40 1o
60 ner. B cBsi3u ¢ BbIIECKa3aHHBIM, HEOOXOAMMO COOJIIOJIATh OCTOPOKHOCTh y TAIMEHTOB,
NPUHUMAIOIIUX HHTUOUTOPHI TPOTOHHOW TTOMITBI.

Biusuue nmanatnau0a Ha APYTruc JCKApCTBCHHBIC ITPCIIaPaThl

Jlamatuan® wHruOupyer in vitro wusodepmert CYP3A4 B KIMHMYECKH 3HAYMMBIX
KOHIeHTpauusax. OAHOBpEMEHHOE MPUMEHEHHE JIallaTUHUOA C MUAAa30JaMOM NpU TpHUeMe
HOCJIEeIHEro BHYTph NpuBoIUT K noBeimeHnto AUC munazonama npumepHo Ha 45 %. Ilpu B/B
BBEJICHUU MHJa30JlaMa HE OOHAPYXHBAJIOCh KIWHUYECKH 3Hauumoro yeenwdenms AUC.
Cnenyer wu3beraTb OJHOBPEMEHHOTO TpPUMEHEHMs JanaTMHMOAa C [penaparamu s
NEpOPAIILHOrO NMpHEMa C Y3KHUM TEparneBTUUYECKUM IHANa30HOM, SBISIOLIMMHCA CyOcTpaTamu
uzopepmenta CYP3A4 (Hanpumep, U3anpul, TUMO3HI, XUHUIUH).

Jlamatuau6 wuHrubupyer wusodpepment CYP2C8 in  Vvitr0 B KIMHUYECKH 3HAYUMBIX
KoHIeHTpauusax. CinexyeT n3derarb 0THOBPEMEHHOI'O MPUMEHEHUS JanaTUHUOa ¢ mpenaparaMmu
C Y3KMM TEpareBTUUYECKUM JHMaNa3oHOM, KOTOpbIE SBIAIOTCA CcyOcTpaTamMu H30(pepMeHTa
CYP2C8 (manpumep, penariavuHunm).

OnHoBpeMeHHOE B/B NMPHUMEHEHHE MaKJIUTaKcelda C JIAmaTUHUOOM MPHUBOIUT K YBEIMUYEHUIO
AKCTO3UIMK TMakiuTakcena Ha 23 %, uto 0OyCIOBIEHO WHTHOMpOBaHHEM H30(epMeHTa
CYP2C8 w/wmm Pgp nanatuHnOGoM. B KIMHMYECKMX UCCIEIOBAaHUAX MPH MPUMEHEHUH
JanaTuHUOa ¢ MaKIUTaKCEeJIOM OTMEUYEHO YBEJIMYEHHE YacTOTHI U CTENEHM TSDKECTH JUAped U
HelTponenun. Crneayer coOI0gaTh OCTOPOXKHOCTH TPU OJHOBPEMEHHOM MPHUMEHEHUU
npernapara ¢ HakJIUTaKCEeIoM.

[Ipy 0JHOBpEMEHHOM MPHUMEHEHHM JOIETaKceIa B/B U JIAaTMHUOA HE OTMEUEHO M3MEHEHHS
AUC nmmn Cmax 000MX JEHCTBYIOIIMX BEILECTB, NMPH 3TOM OTMEUYEHO YBEIMYCHHE YaCTOTHI

Pa3BUTHS HEUTPOIICHUH, WHTYITAPOBAHHON JIOTIETAKCEIOM.
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neuenuss FOLFIRI) mpuBoamno k mobimernto AUC akTUBHOTO MeTa0OJIMTa MPUHOTEKaHa,
SN-38, nmpumepno Ha 40 %. TouHBIi MeXaHM3M IAHHOTO B3aMMOJCUCTBHS HEU3BECTCH, HO
MPEIoiaraeTcs, YTO OH CBSI3aH C MHTUOMPOBAaHUEM JamaTUHUOOM OJHOTO WM HECKOJIbKHX
TpaHCOPTHBIX OenikoB. Pasputue Bo3moxkubix HJIP npu mnpumeHenun namatuHuOa
OJTHOBPEMEHHO C HPHHOTEKAHOM JIOJKHO TIIATEIFHO KOHTPOJIUPOBATHCSA, IPU HEOOXOTUMOCTH -
PELIUTh BOMPOC O CHM)KEHUH JI03bl MpHUHOTEKaHa. [IpuMeHeHne nanatuHnOa B KOMOMHAIMH C
KarneuuTabuHOM, JIETPO30JOM HWJIM TpPacTy3ymMaOOM He BIHUsAeT Ha (apMaKOKHHETHUYECKHE
napaMeTpsl yKa3aHHBIX IPErapaToB U UX METaOOIHUTOB.

JlanmatuHuO WHTUOMPYET TPAHCHOPTHBI Oenok Pgp iIn VItr0 B KIMHMYECKH 3HAYMMBIX
KOHIeHTpauusx. OTHOBpEMEHHOE TIPUMEHEHNE JamaTHHIOA ¢ TUTOKCHHOM BHYTpPb MPUBOJIUT K
noBbiieHn0 AUC auroxkcuna npumepHo Ha 80 %. Crenyer ¢ OCTOPOKHOCTBIO IPUMEHSITH
JanaTMHUO OJHOBPEMEHHO C TperaparaMmu, KOTOpble SBJISIOTCS cyOcTpatamu Pgp, ¢ y3kum
TEpaneBTUYECKUM JUANa30HOM, a TaKXKe HEOOXOAMMO PacCMOTPETh BOIPOC O CHMXKEHUU O3Bl
TaKUX MPErapaToB.

Jlanatunu6® wuHruOupyer tpancrnoptHeie 0eqku BCRP u OATP1B1 in vitro. Knunuueckoe
3HaYeHHEe AAHHBIX 3(PPEKTOB HE U3y4alloCh, HO HE MCKIIIOUEHO, YTO JIAMaTUHUO MOXKET BIUSATH
Ha (papmakokuHeTuky cyOctparoB BCRP (manpumep, Tomortexkana) u OATPIBI1 (nanpumep,
pO3yBacTaTHHA).

B3aumopaelicTBre ¢ nUIed U HATUTKAMU

buonoctynHocts nanaTMHMOa 3aBUCUT OT MpueMa NHIIM. Tak Kak IpedndpyToBbIH COK
crnocoben wuHrubuponath uzopepmeHT CYP3A4 u tpancnopTtHbii Oenok Pgp B creHke
KHMILIEYHUKA, TaKUM O0Opa3oM TMOBbIIIAs OMOJOCTYNHOCTh JlamaTHHHOA, ciexyer u30erarb

COBMECTHOT'O IIPUMEHEHUS JIaaTUHNOA U TPeHI(hpyTOBOTO COKA.

4.6. ®epTHIBHOCTb, 0EPEMEHHOCTD U JIAKTALMS

}KGHHII/IHBI C ACTOPOAHBIM IMTOTCHIIMAJIIOM (KOHTDaHeHHI/Iﬂ Y MYKYMH N )KGHHII/IH)

CormacHo pe3ynbTaTaM TMPOBEICHHBIX WCCIEIOBAaHUA Ha >KMBOTHBIX, JANaTHHHO MOXKET
OKa3blBaThb HETAaTMBHOE BO3JeWCTBHE Ha IUIOA. JKEHIIMHAM C JETOPOAHBIM MOTEHIUAIOM
clenyeT pEeKOMEH/OBAaTh WCIOJIb30BaTh HAJSKHBIE METOJBl KOHTpAIENIuu (4acToTa
BO3HHUKHOBEHHUSI OEPEMEHHOCTH IMPH HCIOJB30BaHUH KOTOPhIX < 1 %) BO Bpemsi MpUMEHCHHS
JanaTuHUOA ¥ B TEUYCHHE KaK MUHUMYM 5 JTHEH Tocje MPUMEHEHUS TOCIeIHEH T035I.
bepemeHHOCTB

He nmpoBoamioch COOTBETCTBYIOIIMX M XOPOIIO KOHTPOJUPYEMBIX UCCIETOBAHUI MPUMEHEHUS

nanatuHuOa Bo Bpems 6epeMeHHOCTH. BriusHue nanatuanba Ha muioa HeusBecTHoO. [lannenTkam
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KOHTpAIlleNuh, a TakkKe u30erarb HACTyIUICHHS OEpeMEHHOCTH B TMEPUOJ  JICUCHHUS
nanatuHuOoM. JlamatuHn® He o007aman TepaTOreHHBIMH CBOMCTBAMH B HCCIEIOBAHUAX Y
KMBOTHBIX, OJHAKO BBI3BIBAJI BO3HUKHOBEHHE HE3HAYUTEIBHBIX IIOPOKOB PA3BUTHS MpPU
NPUMEHEHHH B J103aX, TOKCHYHBIX 11 MATEPUHCKOTO OpraHU3Ma.

JlakTanus

HeusBecTHO, NMpOHHMKAaeT U JamaTHUHUO B TPYJHOE MOJIOKO. B CBSi3W ¢ TeM, 4YTO MHOTHE
npenaparsl MOCTYHAOT B TPYAHOE MOJIOKO, BO BpEMs TEPAlUH JanaTHHUOOM U B TEUCHUE Kak
MHHUMYM 5 JHEH mocie MpUMEHEHUs MOCIEAHEH 103bl PEKOMEH/IOBAHO NPEKPATUTh I'PYTHOE
BCKapMJIMBaHHUE HM3-32 BO3MOYKHOTO BO3HHMKHOBEHHS XapaKTEPHBIX HEKEIATEIbHBIX PEaKIUil y
IrpyAHOro peOeHKa.

DepTUabHOCTD

Het nanubIx.

4.7 BausinMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CpeACTBAMH U PadoTaTth ¢
MeXaHU3MaMH

BnusiHue Ha cnocoOHOCTH YIPaBIsATh TPAHCIOPTHBIMU CPEICTBAMHM U 3aHUMATHCS JAPYTHMHU
BUIaMH AOCATCIBHOCTU, Tpe6YIOHII/IMI/I MOBBIIITIEHHOM KOHILCHTPAllMKM BHUMAHHA U 6I)ICTp0TI)I
MICUXOMOTOPHBIX peakluii, He n3ydanoch. Mcxons u3 Mexanusma JAeicTBU JanaTUHUOA, Helb3s
NPENONI0XKUTh HEOIAaronpUsaTHOE BIMSHHUE Iperapara Ha Takhe BUABI JESITEIbHOCTH, OJHAKO
clleflyeT NpUHUMAaTh BO BHHMAaHHE OOIee COCTOSHUE MalMeHTa M NpOoQHIIb HeXelaTeIbHbIX
peakuuii  mamatuHuOa. HeoOxomumo — coOirogarb  OCTOPOKHOCTH  HpPH  YIPaBIECHUHU
TPAHCIIOPTHBIMU CPCACTBAMHU W 3aHATHAX APYTUMH TIOTCHIHHUAJIBHO OIIACHBIMU BUAaMU
NeSTeIbHOCTH, TpPeOYIOIIMMHU TOBBIIIEHHONW KOHLEHTpPAllMM BHUMaHHUA U  OBICTPOTHI

MCUXOMOTOPHBIX peaKHHﬁ.

4.8. He:xesnaTesibHbIC peaKIMU

Pesrome npoduiist Oe3onacHocT

BbezonacHocTh nanaTuHuOa OI[eHEHa B X0/1€ KIIMHUYECKUX UCCIIE0BaHUI KaK MPU MOHOTEPAUH,
TaK W MPH NMPUMEHEHUH B KOMOWHAIIMM, B TOM YHCIIE C TPACcTy3yMaOOM, KameluTaOMHOM H
JIETPO30JIOM.

Haubonee pacnpocTpaHeHHBIMU HEKeNaTeIbHBIMU peakuusmu (> 25 %) Bo Bpems Tepamnuu
JanaTUHUOOM OBUIM pacCcTPOMCTBA CO CTOPOHBI JKEITYAOYHO-KHILIEYHOTO TpakTa (Iauapes,
TOIIHOTa W PBOTA) W ChIMb. [IpM Ha3HauYeHHWH JanmaTHHUOA C KarmenuTaOWMHOM HaOIOJaIach

JAZOHHO-TIOIONIBEHHAs 3puTponuzecte3us (> 25 %). Yacrora BO3HUKHOBEHHS JIaJIOHHO-
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MOJIOIIBEHHON 3PUTPOAU3ECTE3UH CX0XKa C TPpYIIaMu n%ﬁ'&?@‘ﬁ&ﬁ%ﬁ)ﬁiﬁg Ao ¢

KalmenuTaOMHOM W KaleuuTaOMH B KadecTBe MOHOTepanuu. Jluapes sBisercs Hamboiee
pPacpOCTPAaHEHHOM HEKEJIATEJIbHOM pEeaKUHEH, MPUBOISIIEN K NMPEKPALLCHHUIO JIEUEHUs, KOraa
JanaTMHUO MPUHUMAIICS B COYETAaHUU C KaeIUTaOMHOM WUITH JIETPO30JIOM.

He cooOmanoch 0 Kakux-mu0OO0 JOMOJHUTEIBHBIX HEXKENATEeNbHBIX pPEaKIHIX, CBSI3aHHBIX C
npueMoM JarnaTuHuOa B COYETAaHUHM C TpacTy3ymabom. HalOmiomanoch yBenuyeHue cCiydaeB
KapAUOTOKCUYHOCTHU, HO 11O cBoOci CYTU UM TSIKECTU OTU OCIOKHCHHA COIIOCTAaBHUMBI C
OCJIO’)KHEHUSIMH, 3aPETUCTPUPOBAHHBIMU B KIIMHUYECKON IporpaMMme JiariaTuHuOa. DTU JaHHbIE

OCHOBaHbI Ha BO3/JICICTBUM 3TOM KoMOuHaImu y 149 nanueHToB B 0a30BOM HCCIIEI0BAHUU.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIIUA

HexenarenbHble JIEKAPCTBEHHBIC PEAKIMH, IPEACTABICHHBIC HUXKE, CrPYNIIHUPOBAHBI B
COOTBETCTBUHM C KiaccUUKaimeld opraHoB u cuctem opranoB MedDRA, mepeuuciieHsl B
MOPSITKEe YMEHBIIICHUS YaCTOTHI BCTPEYACMOCTH.

YacTora BCTPEYaeMOCTH OILEHUBAJIACh CICAYIOIIMM oOpasoMm: oueHb uacto (> 1/10), yacro
(> 1/100, mo < 1/10), meuacto ( > 1/1000, Ho <1/100), penko ( > 1/10000, Ho < 1/1000), oueHn
penko (< 1/10000), wacToTa HeHW3BeCTHa (HAQ OCHOBAHWU HMECIOIIUXCS TaHHBIX OIECHHUTH
HEBO3MOXKHO). B mpenenax kaxnoil udactorHoit kareropuu HJIP pacrnpenenensl B mopsijake
YMEHBIIICHUS YaCTOTHI BCTPEYAEMOCTH.

MoHoTepanus JAIIaTHHUOOM

Hapywenusi co cmoponvl uMMyHHOU cucmembl

Penxo: ‘ PCaKkiuu runepIyBCTBUTCIIbHOCTH, BKIIHOYAA aHa(bI/IJ'IaKCI/IIO.

Hapywenus memabonuzma u numanus

OudeHb 4acTo: ‘ AHOPCKCHUH.

Hapywenus co cmoponvl cepoya

Yacro: camwkenne @OBJDK ormeuanoces mnpubmmusurensHo y 1 % manueHTos,
MOJTy4YaBIINX JIAATHHUO, W TpoTekano OeccuMnToMHO Oosee yem B 70 %
ciydyaeB. Hopmamuzanus wnaM  yidydllleHME  JAHHOTO — ITOKAa3aTels
HaOmoganock 6onee wem B 70 % ciydaeB mocie MpeKparieHus Tepanuu
IIpENapaToM.

Camxenne OBJDK, compoBoknaBmieecs CHMIOTOMaMH, HaOII01aI0Ch
npubmusurensio 'y 0,3 % mnanueHToB, momydaBmmx JsanatuHuG. HIIP,
HaONoaBIIMECs]  TPU  3TOM,  BKJIIOYAIM  OJABIIIKY,  CEpACUHYIO
HEI0CTaTOYHOCTh M OLIYIIEHUE «CepeOneHUs.

Hapywenus co cmoponsl ObixamenbHOU cucmembl, Op2aHo8 2pYOHOUL KIeMmKU U cpedoCm et s,

Hewacro: | nHTepCTHIMAbHAS GOIE3HD JIETKUX/THEBMOHHT.
Kenyoouno-kuuieynvie HapyuleHus
OudeHb YacTo: muapes’, KoTopast MOXKeT NPUBOANTH K AETUApaTauy (B GONBIIMHCTBE

Clly4aeB OTMeueHa auapes 1-if unu 2-i creneHu), TOUIHOTa, PBOTa.

Hapywenus co cmoponul neuenu u scenyesbleooawux nymet

Heuacro: rUnepOunupyOUHEMHs], IeNaTOTOKCUYHOCTh?, [IOBBIIEHHE KOHIIEHTPAIUH
OmMpyOrHA BO3MOYKHO BCJICJCTBHE YTHETCHHMSI JIATATUHHOOM KOHBIOTAITUU
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o mover OATPIBT (romhmenmunl RS BT e RN Wb

1B1) nam yrHereHus: BblIeJNEHUS OWIMPYOMHA C JKEIYbIO IOCPEICTBOM
P-rnukonporeuna (Pgp) miu BCRP.

HapyweHuﬂ CO CMOPOHBL KOJXCU U NOOKOJCHBIX MKAHE

Odenp yacTo: KOKHAs ChINb. (BKJIIOYAs akHe)OPMHBIH IepPMATHUT).
Yacro: MOpa)KeHHe HOI'Tel, BKIII0Yasl MapOHUXHUIO.

Obwue Hapywenus u peakyuu 8 Mecme 68e0eHUs.

Ouenb yacro: | cnabocts.

! - anapest u KOXKHAsS CHIIb B OCHOBHOM OBLIN JIETKOM CTENEHH W HE MIPMBOIMIN K IPEKPAIEHUIO TEPATTHH
npenapaToM. Juapesi ycnemHo noaaasajgack MPOaKkTUBHOM KoppeKuuu. KokHasi Chlllb B OOJBLIMHCTBE
CITy4aeB ObLa MPEeXOIAIIeH.

2 - yBenMUeHNME aKTUBHOCTHU ananuHamMuHoTpancdepassl (AJIT) unm acnapraramuroTpancdepassl (ACT)
B 3 pasa BBl BEPXHEH TpaHUIBl HOPMBI HITH YBEITMYCHNE KOHIIEHTpaIuu OnnnpyOrHa B 1,5 pa3a Bbiie

BEPXHEW I'PaHUIbl HOPMBI ObUIN BBI3BaHBI IPUMEHEHHEM JIAIaTHHUOA.

KOM6I/IHI/IDOB21HH3,$I TCpamnui C KaHGHI/ITa6I/IHOM

Hononmaurensro k HJIP, HabmogaBmumcst Ha (OHE MOHOTEpPANUK JIATATHHUOOM, CIICIYIOLIHE
HJIP naGmropanuch Ha (oHE NPUMEHEHHUs JanaTHHHOAa B KOMOMHAIIMM C KarleIUTaOMHOM C

yacToTou Oosiee 5 % YeM B MOHOTEpAIUU KareluTaOMHOM.

Kenyoouno-kuueunvie HapyuleHus

Ouenp yacro: \ JUCTIETICHSL.

HapymeHuﬂ CO CMOPOHBL KOHCU U NOOKOINCHBIX MKAHE

Ouenp yacro: | cyxocTh KoXH.

HJIP, Ha6J'IIOI[aBI_HI/IeC$I npyu NpUMCHCHHUHA JIalmaTUHUO0A B KOMOMHAIIUU C KaHeI_II/ITa6I/IHOM C ToH

XKE ‘-IaCTOTOI\/JI, YTO U IIPHU MOHOTEPAITUN KaHCIII/ITa6I/IHOM

Ilcuxuuecxue HAPYUWeHusl

QueHb 4acTo: OeCCOHHMIIA.

Hapywenus co cmoponvl HepgHoti cucmemol

Yacro: ‘ TOJIOBHAsSI 00JTb.

JKenyoouno-kuuieunvle HapyueHus

Ou4eHpb YacTo: \ CTOMATHT, 3a10p, 00JIb B JKUBOTE.

HapymeHuﬂ CO CMOPOHBL KOHCU U NOOKOJMCHBIX MKAHEU

OueHn yacTo: \ CHHJIPOM JIaJJOHHO-TIOIOIITBEHHON YPUTPOU3ECTEIHH.

HapymeHuﬂ CO CMOPOHDBI MblwellHOﬁ, CKelemHoOU U COeOUHUMENIbHOU MKAHU

OueHb YacTo: ‘ 00JIb B KOHCYHOCTAX, 00JIb B CITUHE.

Obwue HapyweHus: U peakyuy 8 Mecme 86e0eHus

OueHb 4acTo: ‘ BOCITAJICHUE CIIM3MCTON 000JI0UKHU MTOJIOCTH pTa.

KomOuHupoBanHas Tepalrisi ¢ TpacTy3yMadoM

[Ipy npuMeHeHMH nanmaTHHUOA B KOMOWHAIIMM C TpacTy3ymaOom pomnoiaHuTenbHbIX HIIP,

CBA3AaHHBIX C HaHaTI/IHI/I6OM, oTMed4eHo He Oputo. OTMedeHo YBCIIMUCHUC YaCTOThI
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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BCTPCHACMOCTHU SIBIICHUU KapaAUOTOKCUYHOCTHU, DAHAKO )I{EBQI;TQE';I%%{(.J(E[‘D IE[ELII;I[IEI]Z :I‘ﬂ%ré%ﬂﬂl/l

CpPaBHUMBI C AQHAJOTMYHBIMU JIaHHBIMH, TIOJYYEHHBIMH B KIMHHUYECKUX HCCIIEIOBAHUSIX
JanaTuHuoA.

B xnmuHMYeckuX Mcciae0BaHusAX MMPU MPUMEHEHHUH MpernapaTa B KOMOMHAIIMU C TpacTy3ymMabom
1o nopoay meracratuueckoro paka HJIP co croponsl cepaua, Bkitodas ymenbinenne OBJDK,
OTMEYeHBI y 7 % MAIMEeHTOB M0 CPAaBHEHUIO C MOHOTEpanuei ganmatuHuOoM (2 % manueHToB).
Xapaktep W CTeneHb TsbKecTd AaHHbIX HJIP cpaBHHMBI ¢ aHaJOTMYHBIMU JaHHBIMU,
MOJTyYeHHBIMH B UCCJIEIOBAHUN MOHOTEpATUH JIAHaTHHHOOM.

KOM6I/IHI/IDOBaHHaﬂ TCpaiusi C JICTPO30JI0M

JomnomaurensHo k HJIP, Habmomaronmmcs Ha GOHE MOHOTEpAIHH JIAMTATHHUOOM, CIICTYOIINE
HJIP nHabmogamuch mpu MpUMEHEHHWH JIallaTHHHOA B KOMOHMHAIIMHM C JIETPO30JIOM C YaCTOTOM

Oosee 5 % 4yeM B MOHOTEPANUHU JETPO3OIOM.

Hapywenus co cmopoHbl dvlxamenvHoll cucmembul, 0p2aHo8 2pYOHOU KIemKU U cCpedoCmeHUs

OueHp yacTo: ‘ HOCOBOC KPOBOTCUCHHUC.

HapymeHuﬂ CO CMOPOHBL KOJHCU U NOOKONCHBIX MKAHel

OueHp yacTo: ‘ ajjoneuus, CyXOoCTb KOXKH.

[Tpu mpumMeHeHNH NanaTHHHOA B KIMHUYECKOW MPAKTHUKE B MOCTPETHCTPAIIIOHHOM MEPUOJIE, B
CIIOHTAHHBIX COOOIEHUSAX U B JUTEPATYPHBIX UCTOYHHKAX cooOIIanoch o crenaywomux HJIP (B
CBSI3U C T€M, YTO CIOHTaHHbIEe coobmenuss o HJIP mocrynaior B 10OpOBOIBLHOM TOpSIKE U3
MOMYJISIIAA  HEOTPEIETICHHOr0 pa3sMepa, ISl JaHHBIX PEaKIUi HCIOJIb30BaHA KaTEropus
«4acTota HeusBecTHa»). HJIP crpynmupoBaHbl B COOTBETCTBHH C KIacCH(UKAIMEH OpPraHoB U

CHUCTEM OPraHOB MedDRA, MNEPCUUCIICHBI B TOPAAKEC YMCHBIICHUA BA’)KHOCTH.

Hapywenus co cmoponwl cepoya

XKenynoukoBasi apUTMUS/KETyJOUKOBAs TaxXUKapIUs THIA «IUPYIT». Y UIMHEHHE HWHTEepBaia
QT o gansbIM AnekTpokapauorpaduu (OKD).

HapymeHuﬂ CO CMOPOHBL KOJHCU U NOOKOJMCHBIX MKAHEU

Tsxenble HeKeNaTeIbHbIE SIBJIICHUS CO CTOPOHBI KOKH, BKIIFO4ast cuHApoM CTuBeHca-/[»xoHCOHa
Y TOKCUYECKHUH dIIUEPMAJIbHBIA HEKPOJIU3.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare O MOA03pEeBaEMbIX HEXENATeNbHBIX pEeaKIHUsIX TI0ClIe PErucTparuu
JIEKapCTBEHHOT'0 Tpernapara ¢ 1ejibio 00ecredeHnsl HePepbIBHOIO MOHUTOPUHTA COOTHOIIIEHUS
«T10JIb3a—PUCK» JIEKApPCTBEHHOTO Tpernapata. MeauIMHCKUM paOOTHHKAM pPEKOMEHIYyeTcs
coolmate O JOOBIX MOJO3PEBACMBIX HEXKENATENbHBIX PEeaKIHMIX JIEKapCTBEHHOTO Ipernapara
Yyepe3 HALMOHAJIBHBIE CUCTEMbI COOOIEHHS O HEKENaTeNbHBIX PEaKLUAX TOCYIapCTB — YWICHOB

EBpa3zuiickoro 3KOHOMUYECKOT0 COH03a.
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Poccuiickasa ®@eoepayus

denepanbHas cityx0a 1Mo Haa30py B cdepe 3ApaBOOXPaHCHUS
Anpec: 109012 r. MockBa, CnaBsiHCKas 101k, 1. 4, cTp. 1
Tenedon: +7 (800) 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMALMOHHO-TEJIEKOMMYHHUKAMOHHOM ceTu «nTepuem:

https://www.roszdravnadzor.gov.ru/

Pecniy6nuka Kazaxcran

PecnyOimkanckoe TOCYZapCTBEHHOE TMPENNpHUATHE Ha TIpaBe XO3AWCTBEHHOTO BEICHHSA
«Harmmonanbublid LleHTp 3KCIepTH3bl JICKAPCTBEHHBIX CPEJICTB W MEAUIIMHCKUX W3ICIUID
Komutera Mmequiuackoro u apmareBTruueckoro koutposs M3 PK

Anpec: 010000, r. Acrana, yn. Mmanosa, 13, B «Hypcayner»

Tenedon: +7 (7172) 78-98-28

Onekrponnas nmoura: farm@dari.kz

Anpec B uatepHere: Www.ndda.kz

Pecniy6nuka benapych

PVII «lleHTp 3KCIIEpTU3 U UCIIBITAHUH B 3IpaBOOXPAaHECHUN»
Anpec: 220037, r. MuHck, nep. ToBapuieckuii, 2a
Tenedon: +375-17-299-55-14

dakc: +375-17-299-53-58

DnekrponHas mouta: rcpl@rceth.by
Anpec B uHTepHETE: WWW.rceth.by

PecniyOnuka ApmeHus

Hayunsbnii ILlentp Oxcneptusbl JlekapctB 1 MenununHckux TexHOJIOrMI HMM. akaieMuKa
3. 'ABPUEJISIHA

Anpec: 0051, . Epesan, nip. Komuraca 49/4

Tenedon: +(374 60) 83-00-73

Anpec B uHTEepHETE: WWW.pharm.am

Ksiprezckas Pecry6nmka
JlemapTaMeHT JIEKAPCTBEHHOTO OOECIICYCHUs] W MEIUIIMHCKON TEXHUKU Tpu MUHHUCTEPCTBE

3npaBooxpanenust Koipreizckoit Pecriyomiku
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OT

Anpec: 720044, r. bumikek, yiu. 3-a Jlunus, 1. 2

Tenedon: 0800 800-26-26

Onexrponnas noyra: dlomt@pharm.kg

Anpec B uaTepHeTe: WWW.pharm.kg

4.9. llepeno3npoBka

B ximuHWYECKHX HCCIEIOBAaHUSAX MOKA3aHO, 4TO 0OJee YacThlf, 4YeM PEKOMEHIOBAaHO, MPHEM
npenapaTa MOXET MPUBOAUTH K YBEITHUYECHHUIO KOHIIGHTPAIMK JIaaTHHUOA B CHIBOPOTKE KPOBH,
MO3TOMY HE CJeyeT MPUHUMATh MPOMYIIEHHBIEC H03bl, YMEHbIIIAas HHTEPBAJI MEXAY MpUEeMaMHu.
[Ipuem mpemnapata HEOOXOAWMO BO300OHOBJATH, HAUYMHAS CO CIEAYIOIICH 3arIaHMPOBAHHOW
CYTOYHOM J103BlI.

CuMOTOMBI

MaxkcuMmanbHasi cyToYHas 1032 B KIMHUYECKUX UcClieoBaHusIX cocTapisiia 1800 Mr BHYTpb.

VY manueHToB, MOJMyYaBIINX TEPANHIO JIAMTATHHUOOM, OTMEYAIUCh KaKk O€CCUMITOMHEIC CITydan
MepeI03UPOBKH, TaK U CIIy4au, COMPOBOXKAABIIMECS cuMinToMamMu. HabrogaBimecs: CHMITOMBI
COOTBETCTBOBAJIM U3YYEHHBIM HEXKENATEIbHBIM PEaKUUsAM JIaNaTUHHOA, U B HEKOTOPBIX CIydasx
BKIIIOUATH M3BSI3BIICHUE KOXKH TOJIOBBI, CHHYCOBYIO Taxukapauio (OKI' B mpeaenax HOpMBI 1O
OCTAJILHBIM TTapaMeTpam) U/UiIH MOPaKEHUE CIM3UCTON 000JIOUKH.

Jleuenue

He cymectByer cnienuduueckoro aHTHA0TA sl HHTUOMpOoBaHUs pochOopHInpoBaHUs TUPO3UHA
EGFR (ERbB1) u/uaun HER2/neu (ERbB2).

Cumnmomamuyueckas mepanus

BriBenenne nanatuHr0a moykaMu HE3HAYUTEIHHO B CBSA3U C BBICOKOW CTEMEHBIO CBSI3BIBAHUS C
OenkaMM TUTa3Mbl KPOBH, B CBSI3U C YE€M OXKHJIAETCs, YTO TeMoananu3 OyaeT HedddeKTUBEH AJs
YCKOpPEHUs BBIBEICHUS JamaTHHUOA.

JanpHeiiiee jedeHne ciieayeT TPOBOIUTH MO KIMHUYECKUM MOKAa3aHUSM WA B COOTBETCTBUU C

MCCTHBIMH KIMHUYECKNMH PEKOMCHAAISMU.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaAMHYecKHe CBOiicTBA

®dapMakoTepaneBTUYeCKas  Tpymnmna: [IpotuBoomyXxoneBsle  CpEICTBa, MHTHOUTOPBI
NPOTEUHKHUHA3; HHTUOUTOPBl TUPO3WHKMHA3bl pELENTOpa >MuiepMalbHOro (akTopa pocra

yenoBeka 2-ro tuna (HER2).

Kon ATX: LO1EHO1
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MexaHu3M IeHCTBUS

JlamatuHO — HOBBIM MOIIHBIM OOpPAaTHUMBIN CENEKTUBHBIH WHTUOUTOP BHYTPUKIETOUYHOM
THUPO3MHKUHA3BI, cBs3bIBatomuiics ¢ peuenropamu EGFR (epidermal growth factor receptor,
perenTop ’nuAepManbHOro dakropa pocta, ErbB1) u peuenropamu HER2 (human epidermal
growth factor receptor, peuentop smnuaepMaIbHOro Qakropa pocra 4YenoBeka, ErbB2),
XapaKTepU3YIOUIMIiCSl MENJIEHHOW JuccolMaluedl ¢ JaHHbBIMM  peuentopamu  (mepuon
nonyaucconranuu paBen 300 muH wim Oonee). Ilo cpaBHEHHIO C JPYTUMHU H3YYCHHBIMU
MHTUOUTOpaMHU TUPO3UHKHHA3BI JJAIIAaTUHUO XapakTepu3yercs: 0ojiee MeUIEHHON aAuccoluanuen
¢ peuenropamu. JlamatuHuO MHrUOMpPYET pOCT OIYXOJIEBBIX KJIETOK, WHUIMHPOBAHHBIN
BiusiHueM ErbB, kaxk in Vitro, tak u y pa3iuuHBIX )KHBOTHBIX Mojeiei. [loMruMo coOCTBEHHOI
aKTMBHOCTH IN  VItr0 nanatuHUO  MPOAEMOHCTPUPOBAN  AJAUTHBHBIA  A(QQEKT  TpH
KOMOMHHPOBAaHHOM MPUMEHEHUU C S-(hTOopypanuiaoM (aKTUBHBIM META0OJIUTOM KareluuTadnHa)
B UEThIpEX JIMHUAX OIyXOJIEBBIX KiIeTOK. KilmHMuYeckas 3HAUYMMOCTh JIAHHOTO SIBJICHUS
Hen3BecTHa.  KomOuHammst ~— ymamatmHmOa W Tpacty3ymaba  MOXeT — 00ecredHTh
B3aMMO/IOTIOJTHAEMBIA MEXaHU3M JCUCTBUS, a TAKKE BO3MOXKHBIE HENEPEKPECTHBIE MEXaHU3MBI
peoAoeHHs pe3ucTeHTHOCTU K aHTU-HER?Z Tepanuu. Marubupyronie s3¢pdextsr nanatuHnbda
U3y4eHbl B KJIETOUHBIX MOJENSAX, MOJBEPrIIMXcs BO3AEHCTBUIO TpacTyzymaba. Jlamatunuo
COXpaHsUI 3HAUMUTEIbHYIO AKTUBHOCTh IPU H3YYEHHH JOJATrocpodyHoro pocra juHuii HER2-
MO3UTHBHBIX OITyXOJIEBBIX KIETOK B Cpelax, COJEpKalliuX TpacTy3ymMad, U B KOMOWHAIMU C
TpacTy3yMaboM TMpOsBIsUI B JaHHBIX KJIETOYHBIX JIMHMAX CHUHEprM4yHOe JeiicTBue. OTu
pe3yabTaThl JIEMOHCTPUPYIOT OTCYTCTBUE NEPEKPECTHOW PE3UCTEHTHOCTH MEXIY JBYMs
nurangamu perentopa HER2 (ErbB2).

dapmakoagnaamudeckre 3P eKTol

Brnusnue namatuanba Ha nanuHy wuHTepBasia QT OIGHEHO B MEPEKPECTHOM KIMHUYECKOM
WCCIICIOBAaHUK TIPH TMPUMEHEHHH Tpex 103 janatuau6a mo 2000 Mr mocrne mpuema Tpex
MIOCJIEIOBATENBHBIX /103 TUIAe00 ¢ 12-9acOBBIM HHTEPBAIIOM MEXIY MPHUEMOM KaKJOU JO3bI.

MaxkcuMmanbHOe cpenHee oTkioHeHWe WHTepBana QTCF ormedanmochk uepe3 10 wacoB mocie
npreMa TOocieIHed M03bl JIaaTUHUOA M COCTaBIsIO B OIICHMBAeMOW MOMyJNsiuu 8,75 Mc
(4,08 — 13,42 mc, 90 % noBepuTenbHBIM HHTEpBad). JlaHHBIC, IMOJIyUYCHHBIE B JaHHOMN
MOMYJISIMKM, COOTBETCTBYIOT IOJTYYCHHBIM B TIONMYJISAIUHA W3y4YeHHS (apMakoJIWHAMUKH, B
KOTOPOM MaKCUMajlbHOE cpenHee OTkiIoHeHne wuHrepBaa QTcF cocraBmsamo 7,91 wmc
(4,13 — 11,68 mc, 90 % noBepuTenbHbIi UHTepBan). [laHHBIE (AaPMAKOKUHETUYECKOTO H
(dbapMaKOIUHAMUYECKOTO aHaliu3a TOJATBEPKIAIOT 3aBHCUMOCTh BEIIMYMHBI OTKJIOHEHHS

unaTepBana QTcF or koHIeHTpayK JanaTiHUOa B TJIa3Me KPOBH.
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5.2. @apmMakoKMHeTHYECKHE CBOICTBA

AOGcopouus

BcacpiBanue namatuHnOa mocie mpueMa BHYTPh HETOJHOE U BapbHpPYeT ¢ KOd(P(HUIHMEHTOM
BapuabenbHocTH AUC ot 50 % mo 100 %. Jlanatunu® onpenensercs B CHCTEMHOM KPOBOTOKE B
cpenneMm uepes 0,25 gaca (aumanazon 0-—1,5 4). MakcumaiibHas KOHIIGHTpAIUs janaTuHUOA B
ma3Me KpoBU (Cmax) JOCTUTaeTCsa IpUMEpHO uepes 4 yaca nocie npruemMa. Cmax B pPABHOBECHOM
COCTOSIHUY TIPHU eKeHeBHOM mpuemMe 1250 mr cocrasisiet B cpeanem 2,43 (1,57-3,77) mxr/mi, a
AUC - 36,2 (23,4-56,0) mxrxyac/mi. CHCTEMHast SKCITO3HUIIMS JIAATHHUOA YBEIIMYMBAETCS [IPH
npreMe OJHOBpeMeHHO ¢ nuiei. [Ipu npueme ¢ nuiieit ¢ HU3KUM (coaepxanue KupoB 5 % unu
500 xamopwmii) minu BeIcOKUM (comepskanue xupoB 50 % wmmm 1000 xanopuil) conepKaHueMm
xupoB AUC Bozpactaet B 3 u 4 paza (Cmax — IPpUOIU3UTENBHO B 2,5 U 3 paza) COOTBETCTBEHHO.

Pacupenenenue

Jlanatunu® ob6nagaeT BBICOKOM CTemeHbiO cBsi3biBaHUs (Oosnee ueM 99 %) ¢ anpOymMuHOM U
anb(al-KUCIBIM TIMKOINPOTEHHOM IUIa3Mbl KpoBH. HMcciemoBanusi in Vitro mokasanu, 49TO
narmatuHUO sBisieTcst cyOcTpaTtoM st mepeHocunkoB BCRP (6Genmok pe3uMcTeHTHOCTH paka
monouHoil skene3bl, ABCG2 — AT®-cs3biBatomuii kacceTHwlid Tpancmoprep G2) u P-
rmukonporenda (ABCB1 — AT®-csa3siBaronuii kacceTHblii TpaHcmoprep Bl1). In vitro
JanaTMHUO TakXe OKa3bplBaJl MHTHOUpYrOmMHA 3((EeKT B OTHOIIEHWHM aKTUBHOCTH JAaHHBIX
nepeHocurnkoB. KinumHuueckoe 3HadeHHe ATHX A(P(PEKTOB M BIUSHHE Ha (PapMaKOKMHETUKY
JpyTuX TpernapaTtoB, a TaKKe IMpernapaTroB, 00JaJAONUMX MPOTUBOOIMYXOJIEBOH aKTHBHOCTBIO,
noka HeusBecTHO. JlamaTMHWMO HE3HAYMTENbHO MHTUOMPYET AaKTMBHOCTh IEPEHOCUHKA
oprannueckux aHnoHoB (OAT) unu nepeHocurka opranndeckux kartnoHos (OCT).

buorpaucdopmarms

JlanatuHuO mTONIBEpraeTcs WHTEHCHBHOMY METaboONM3My TJIaBHBIM 00pazoM u30(hepMEeHTaMu
CYP3A4 u CYP3A5 ¢ munumansHbiM yuactueM wuzopepmentoB CYP2C19 u CYP2CS ¢
0o0pa3oBaHUEM pA3IUYHBIX OKHCJICHHBIX METAa0OJUTOB, Ha JIONIO KaXJIOT0 U3 KOTOPBIX
npuxoautcs He 6onee 14 % m03bl, BRIBOOUMON Yepe3 KUIIeuyHuK, Wik 10 % KOHIEHTpamuu B
1a3Me KPOBH.

DJIMMUHAIMS

[Tepron momyBbIBeeHus amatnanOa (Ti2) yBeTMYHMBAETCS J0303aBHCHMO TIpU  TIpHUEMeE
OJTHOKPATHBIX 703. PaBHOBECHOE COCTOSTHUE TOCTUTAETCS Yepe3 6—7 CyTOK MmpHuema JanaTuHuoa,
T1/2 cocTaBnsieT MPUOTUUTENHHO CYTKU. JlamaTHHUO B OCHOBHOM BBIBOJUTCS Yepe3 KHUILICYHHK:
B cpeaem 27 % (ot 3 % nmo 67 %) B Hewm3MeHEeHHOM Buie, MeHee 2 % MPUHSATOW HO3BI

BBIBOAUTCA ITIOYKaAaMH B HCU3BMCHCHHOM BHAC U B BUJIC METa0O0IUTOB.
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JlamatuHuO B KJIMHUYECKH 3HAYUMBIX KOHIEHTpanusx MHruoupyer mzopepmeHtsl CYP3A u
CYP2C8 in vitro u HE3HAYUTEIBHO WHTHOUPYET CIEIYIOLIMEe MHUKPOCOMaJbHbIC (DEpPMEHTHI
[IEYEHU: CYPIA2, CYP2C9, CYP2C19 u CYP2D6 1507051
ypuauaaudocdarriarokoponosuaTpanchepasy (YI'T).

Oco0Bble IPYIIILI MAIUEHTOB

Tlayuenmur nosicunoco eo3pacma

Bospact He oka3piBan BiMAHHUA Ha (papMaKOKMHETUKY JanatuHuOa. BrusHue, BeposTHO,
OTCYTCTBYET.

Brusanue nona, pacv

Paca/s>THHYecKas MPUHAATIE)KHOCTh HE OKa3bIBaJIM BIUSHUA HA (JapMaKOKHHETHUKY JanmaTuHuoa.
[Ton manueHnta He OKasbIBaN BIMSHUS Ha (apMaKOKMHETHKY JamatuHuOa. BrnusHue BeposTHO
OTCYTCTBYET.

Tayuenmoi ¢ Hapywenuem GynKyuu nouex

dapMaKOKHHETHKA JTanaTHHUOA y MAIMEHTOB ¢ HapylIeHneM (QyHKIUU OYEK WM MMalieHTOB,
HaxOJAIIMXCS HAa TeMOJUANM3€ WM TMOJY4YalolluX MPOUEAYypy I'e€MOJMain3a, CHEUUaIbHO HE
n3yvanachk. OJJHAKO MaJIOBEPOSITHO BIUSHUE HapyIIeHUs! (PYHKIIUU MOYEK Ha (hapMaKOKUHETUKY
nmanaTuHuOa, TaK KaK MOYKaMH BBIBOJIUTCA MeHee 2 % BBEIEHHOM J03bI (B BUJIE JanaTHHUOA U
€ro MeTabOoJIUTOB).

Tayuenmsi ¢ Hapywenuem QyuKyuu nevexu

®dapMaKOKMHETHKY JlalaTUHUOA W3yYalid y TMAalHeHTOB C HapylieHueM (YHKIUU TEUYEeHU
cpenHet u tsokenod creneHu. AUC nanatuHuOa mocie mpuema oJHOKpaTHOM 103kl 100 mr
BHYTPb YBEIIMYUBACTCS MPUOIU3UTENHHO HA 56 % u 85 % y manueHToB ¢ HapylieHueM GyHKIUU
MEYEHU CpeJHEH M TSOKENOW CTeneHUu. B CBsI3M C yBEIMYEHHEM DSKCHO3ULUU CIEIYET C
OCTOPO’KHOCTBIO TPUMEHSATH JIAMATUHUO y TAIMEHTOB C HapylmieHHeM (QYHKIUMU TEeUYeHU. Y
MAlMeHTOB C MPEAIIECTBYIONIMM HapylieHHeM (YHKIMH TEUYCHH TSDKEJION CTeTeHW Ipernapar
cienyeT NPUMEHSITh B YMEHBIICHHOM J03€. Y MallMeHTOB C SIBJICHUSMH Te€NaTOTOKCUYHOCTHU
TSDKEJION CTeNeHM, Pa3BUBIIUMUCS Ha (OHE MpreMa JanaTHHNOA JIeYeHHe pernapaToM cleayeT
OTMEHUTH 0€3 TOBTOPHOT'O BO30OHOBIICHUS.

Jlemu

dapMakOKHMHETHKA JIATAaTUHNOA y TAaHHOH KaTeropuy MalMeHTOB HE U3y4alach.

5.3. JlaHHbIe JOKJIHHUYECKOH 0e30IacHOCTH

C uenplo HWCCICAOBAHUS BIMSHHUS JIamaTHHUOAa Ha SMOpPHOHAIBHOEC M (PeTaJIbHOE pPa3BUTHE
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OepeMeHHbIE CaMKH KpbIC U KPOJIMKOB TOIYYalu HQH%MEG]'%&VTEEHEI—H%%LD %,':I%b u

120 mr/kr/cyT B nepuon opranorenesa. Teparorenusie 3¢ (exThl BbISBICHB HEe OblTH. OHAKO Y
KpPBIC TpH TOJXY4YEHHUH Tpenapata B 103€, TOKCHYHOW JUIsI MAaTePHHCKOrO OpraHu3Ma
(120 mr/kr/cyT, yTo mpUMepHO B 6,45 pa3a IPEBHIMIACT 0)KUAACMOE KIMHUYECKOE BO3ICHCTBUE Y
yenoBeka, ucxoas u3 AUC nocne mpuema 1250 mr nanatnHuOa ¥ KanenurtabnuHa), 0TMEUYaaoch
pa3sBUTHE HE3HAUUTENIFHBIX aHOMAJHMH (JIEBOCTOPOHHEE PACIOJIOKEHUE ITYyNOYHOH apTepuH,
nieitHoe pedpo, mpexaeBpeMeHHas occudukanus). B xoae uccienoBaHuil BIUSHUS Ha mpe- U
MOCTHATaJIbHOE PA3BUTHE Yy KPbIC KUBOTHBIE MOJydaldd MHpernapar BHYTph B go3ax 20, 60 u
120 mr/kr/cyt B mepuoj MEXIy poJlaMd W OTIyuyeHHEM JeTeHblma oT marepu. [IpumeHenue
namatuHrOa B 103¢ 60 u 120 mr/kr/cyT (uto mpumepHo B 3,3 u 6,4 pa3a mpeBBIIIACT 0KUTAEMOE
KJIMHUYECKOEe BO3JeiicTBHE y uenoBeka, ucxons n3 AUC nocne npuema 1250 mr namatnauba u
KarnenuTabMHa) MPUBOAMIO K CHHIKEHHIO MMOCTHATAIBHOW BBDKMBAEMOCTH MOTOMKOB IE€PBOTO
MoKoJieHUs1. MakcuMallbHas J103a Ipernapara, He BbI3bIBaBIlas HETaTUBHBIX 3P(GEKTOB, B JAHHOM
ucclieoBaHuy coctaBuia 20 Mr/Kr/cyT (IpUMEpHO COOTBETCTBYET OXKHIAEMOMY KIMHUYECKOMY

BO3/eiicTBHIO Y yenoBeka ucxoas uz AUC).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB

Snpo TabieTku

LEJUTI0JI03a MUKPOKPUCTAJUTNYECKast
MOBUJIOH

KapOOKCUMETUIIKpaxMai HaTpus
MarHusi creapat

[TneHouyHas 000I0YKa.

TUIIPOMEINIO3a
tutana quokcun (E171)

MakKporoJ (MOAUITUIICHTIIHKOJIb)
nojucopoar

KpacuTelb xkene3a okcu xkentoiil (E172)
KpacuTelb xkee3a okcu kpacHblil (E172)

HJIM TOTOBOC IIJIICHOYHOC MOKPBITUEC NACHTUYHOI'O COCTaBa.

6.2. HecoBMecTUMOCTH

Henpumenumo.
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6.3. Cpok romHocT

COOTBETCTBYET 2KCNEPTHOMY OTYETY

2 rojia aJis mpernapara, yrmakoOBaHHOTO B OJIMCTEPHI.

3 roxa asns mpenapaTta, yrnakoBaHHOTO B OaHKY.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh npu Temnepatype Hiwke 25 °C. XpaHUTh B OpUTHHAIBHON yIIaKOBKE (T1aYKe).

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKH

[To 10, 15, 20 TabneTok B KOHTYpPHYIO SYCHKOBYIO YMAaKOBKY M3 IUICHKH OpPUEHTHPOBAHHBIN
MOJTMaMUJI/ ATFOMUHUH/TTOJTMBUHIITXIIOPHT (OIMA/AJI/TIBX) WIH IJIEHKU
noyuBuHIWIXI0pUA/monuBuHWMAeHXI0pua (IIBX/TIBAX) u (Gonabru amoMUHUEBOW MEYaTHOM
JTAKUPOBAHHOM.

[To 20, 70, 140 Ttabnerok B O0aHKy MOJIMMEPHYI0 M3 MOJUATHIEHA HHU3KOTO JaBJICHUS,
YKYIOPEHHYIO KpPBIIIKOM HABMHYMBAEMOH W3 IMOJIMATUIIEHA HU3KOIO JaBJIEHUS C MEMOpaHOii,
BMECTE C IIaKETOM-OCYLIMTENEeM (CHWIMKareib) WIA B 0aHKy W3 MOJUAITUIEHA BBICOKOM
IUIOTHOCTH, YKYTIOPEHHYIO KPBIIIKONH HaBUHYMBAEMOM U3 ITOJIUIIPONIUIIEHA C KOHTPOJIEM IIEPBOTO
BCKPBITHS CO BCTAaBKOM W3 CHUJIMKAresns, UM B OaHKY MOJMMEPHYIO C OapbepHOW rOpIOBUHOMN U3
MOJIMATUIIEHA HMU3KOTO JIABJICHHS, YKYHNOPEHHYIO KPBIIIKONW HATATMBAEMON M3 MOJIMATHIICHA
HU3KOTO JIaBJICHUS W/WJIM MOJIMATHIIEHA BBICOKOTO JIaBJIEHUS ¢ KOHTPOJEM NEPBOr0 BCKPBITHSA,
BMECTE C TAKETOM-OCYIINTENIeM (CHITMKArelb), Wi B OAHKY U3 TOJUITHICHA HU3KOTO JaBJICHHUS,
YKYIOPEHHYIO KpPBIIIKOM HAaBUHYMBAEMOM M3 IOJIMATWIEHA HMU3KOTO JAaBJICHHUS M CMECH U3
MOJIMATUIIEHA BBICOKOIO JIABJICHUS U IMOJUATHIIEHA HU3KOTO JaBJIE€HUS C KOHTPOJIEM IEPBOTO
BCKPBITHSI BMECTE C TAKETOM-OCYIIUTENEM (CUITUKArelb).

Jlonmyckaercss cBOOOAHOE TMPOCTPAHCTBO B 0OaHKe 3aloJIHATH BaTOM  MEIUIIMHCKOM
TUTPOCKOITUYECKOU.

Opny Oanky wmm 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 14 KOHTYpHBIX SYEHKOBBIX YNAKOBOK IIO
10 tabmerox wm 1, 2, 3, 4, 5 6, 7, 8, 9, 10 KOHTYpHBIX SUYCHKOBBIX YIAKOBOK II0

15, 20 Ta0yIeTOK BMECTE C JIMCTKOM-BKJIAABIIEM IMOMCHIIAIOT B MMAYKY U3 KapTOHA.

6.6. Oco0ble Mepbl NPeIOCTOPOKHOCTH TNPH YHUUYTOKEHHH  HCIOJbH30BAHHOIO
JEKAPCTBEHHOT0 Tpenapara WM OTXOI0OB, TMOJYYEHHBIX TI0OCJe NpPUMEHEHHUs
JIEKAPCTBEHHOT0 Mpenapara, i IpPyrue MAHUIMYJISIHN C IPenapaToM

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.
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7. IEPYKATEJb PETUCTPALIIMOHHOIO|Y IOCTOBEPEHMSI | =/ |EHOCTE 0007)

Poccniickas @enepanys

000 «ITPOMOMEJ PYC»

Anpec: 129090, Poccust, r. Mocksa, mpocriekT Mupa, 1om 13, ctpoenue 1, oduc 13
Tenedon: +7 (495) 640-25-28

DJekTpoHHas moYTa: reception@promo-med.ru

7.1. llpeancraBuTeib Aep:KaTesisi PeruCTPAIMOHHOTO YA0CTOBEPEeHUA

IIpereH3un HOTDC6HT€JI€I>1 HAaITpaBJIATH IO aAPECy.

Poccuiickas @enepanus u Pecnyonnka ApMeHus:

000 «IIPOMOMEJ PYC»

Anpec: 129090, r. MockBa, ipocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28
Kpyrnocyrounstii Tenedon ropstaeit muann papmakonaazopa: 8-800-777-86-04 (6ecruiaTHO)

DJIeKTpOHHAsS oyTa: reception@promo-med.ru, armenia@drugsafety.ru,

adversereaction@drugsafety.ru

Keipreisckas Pecniyoinka:

OcO0 «IACME»

Anpec: 720043, r. bunkek, yn. Canpiranuesa, 1. 1
Tenedon: + (996) 703-699-466

DnexkTponHas nmoyra: pv@dasmed.kg, kyrgyzstan@drugsafety.ru

PecniyOonuka Bemapyces:

000 «MEATEXITPOM»

Anpec: 220118, r. Munck, yi. MamuHocTpouTenei, 1. 29, mom. 1
Tenedon: + (375) 17-336-04-51, + (375) 17-336-04-20

DnexTponnas moura: medtehprom@tuf.by, belarus@drugsafety.ru

PecnyOnmka Kaszaxcras:

TOO «Decalog» (IEKAJIOI)

Anpec: 050050, r. Anmatsl, yi. ['masynosa, 41A-4
Tenedon: +7 (701) 731-52-18

DnexTponnas moyra: decalog@nur.kz, kazakhstan@drugsafety.ru
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8. HOMEP PETHCTPALIMOHHOTIO YJIOCTOBEPEHHM - BATENEHOLTE 0007)

9. JTATA NMEPBUYHON PETUCTPAIIMA (IIOATBEPXKJIEHUSA PETMCTPAIINMN,
INEPEPETUCTPAIIN)

Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OO6miass xapakTepucTHKa JieKapcTBeHHoro mnpenapata Jlanatunub-IIpoMmomen poctymHa Ha
UHPOPMAIMOHHOM TopTane EBpa3wiickoro »KOHOMHYECKOTO COI03a W HH(OPMALHUOHHO-

KOMMYHUKaIMOHHO# cetn «MHTepHeT» http://eec.eaeunion.org/
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