COOTBETCTEYET IKCNEPTHOMY OTY
ot 24.02.202 ]

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOFO (1P

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlanatnan6-AMEJIAPT, 250 mr, TaGeTKH, TOKPBITHIE TUICHOYHOW 000JIOUKOMA.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JlelicTByto1IIee BEUIECTBO: JaNaTHHUO.

Kaxnas Ttabnerka, MOKpHITas IUIEHOYHOH OOOJIOYKOM, CONEPXKUT JIamaTMHUOA UTO3MJIaTa
MOHOTHJIpaT, SKBUBAJICHTHBIN 250 MT nanaTuHuOa.

BemecTBa, HaTM4Yre KOTOPBIX HAJIO YIUTHIBATH B COCTABE JIGKAPCTBEHHOTO Tperapara: HaTpuid (CM.
paznen 4.4).

[TonHbIii IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBENICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE JICHOYHON 000T0UYKOH.

OBaJIbHBIC JIBOSIKOBBIITYKJIBIC TAOJETKH, MOKPBITHIC IJICHOYHOW 00O0JIOUKOM OT Oeloro 10 ModYTH
Oenoro 1Bera. Ha momnepeyHom paspese sapo OT HKEJITOro JI0 KEeITOBATO-3eJIEHOTO I[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NPUMEHEHHIO

[Ipenapat Jlanatuan6-AMEJIAPT nokasan kK IpUMEHEHUIO Y B3POCIIBIX.

Mecmmno-pacnpocmpanennvlti Uiy Memacmamuyeckui paxk Moa0YHOU Jicenesbl ¢ cunepIKcnpeccuen

HER2/neu (ErbB2):

o B KOMOMHAIMM C KalneuuTaOMHOM Yy MAallMEeHTOB, MOJYYaBIIMX paHee aHTPALUKIUHBI U
TaKCaHbl, C IPOTrPECCUPOBAHUEM Ha (DOHE WM TOCIIe Tepaluu TpacTy3ymaOoM, MpUMEHsBIIEICS 10
IIOBOJly METaCTaTUYECKOI0 paKa MOJIOYHOM JKEJIE3bI.

Memacmamuueckuii pax Mo1ouHOU dHcenesvl ¢ cunepakenpeccueii HER2/neu (ErbB2):

o B KOMOMHAIIUU C TPACTy3yMaOOM y MallUEHTOB C OTCYTCTBHEM 3KCIPECCUU TOPMOHAIBHBIX
PELenTopoB, ¢ MPOrpecCCUPOBaHUEM Ha (POHE WIIM MOCTe Tepanuu TpacTy3yMmaboM B KOMOUHAIMHU C
XUMHUOTEPANHNEN, TPUMEHSABILEHUCS 110 TOBOAY METACTaTUYECKOTO PaKa MOJIOYHOM JKEJIe3bl.

Memacmamuueckuii 20pMOHO3ABUCUMBLI PAK MOJIOUHOU dHcenesvl ¢ eunepaxkcnpeccueti HER2/neu

(ErbB2):
o B KOMOMHAIIMK ¢ UHTUOUTOPOM apoMaTa3bl y MallMeHTOB B IOCTMEHOMAY3e.

Hert JaHHBIX OTHOCHUTCIIbHO B(I)(bCKTI/IBHOCTI/I 3TOM KOM6I/IHaLII/II/I MO0 CpaBHCHHIO C TpaCTYSy'Ma6OM B
KOM6I/IHaHI/II/I C I/IHI‘I/I6I/ITOp0M apoMarasbl HJIn XHMHOTepaHHeﬁ JUIA JIaHHOfI MOIMyJIAIUHU MMAUCHTOB.

4.2. Pe:xuM 103MPOBaHUS M CIOCO0 MPUMeEHEHHUs

Jleuenue nopemaparoM JOJDKEH HauWHaThb W IPOBOAWTH TOJBKO Bpad C OIIBITOM IIPHUMCHCHUA
MMPOTHUBOOITYXOJICBBIX IPCIIAPATOB.




ot 24.02 2026 N= 3464

[lepen nawanom nmpuMeHeHus npenapata JlamaTuHuO -AMEHM :CE%%IGE@}E%}S Eéhrxlm'r/'rﬁ'y

COOTBETCTBYET ZKCNEPTHOMY OTUETY

¢pakuun BbIOpoca seBoro xemynouka (OBJIXK), ymocToBepHBHIMCH, YTO HMCXOIAHOE 3HAUYECHHUE
OBJIK HaxoauTces B TOMYCTUMBIX TIpeieiax HOPMBI (CM. paszzern 4.4).

PexxuM 103upoBaHus

Mecmno-pacnpocmparerHblll unu MemacmamudecKull pak MOA04YHOU JHcelle3bl ¢ 2unepIKcnpeccue
HER2/neu (ErbB2)

B xombunauuu ¢ kaneyumabuHom

Pekomennyemass mo3za mamaruHuOa coctaBiser 1250 mr (msath Tabmerok) 1 pa3 B CyTKu Ha
MPOTSHKEHUH KOMOMHUPOBAHHOM Tepanuu ¢ KarnenquTabuHoM.

Pexomen ryemas 103a KaneuTabuna 2000 Mr/m%/cyT, pasjenensas Ha 2 npuema (Kaxzasle 12 4acoB)
exenHeBHO ¢ 1 mo 14 cyrtku kaxmoro 21-cyrounoro mukiaa Tepanuu. KamemuraOuH cremayer
MIPUHUMATH BO BpEeMs IIpUeMa IMUIIY WK B TedeHue 30 MUH. IOCe preMa MUTIIH.

Memacmamuueckuii pax monounot dxcenesul ¢ cunepaxcnpeccueit HER2/neu (ErbB2)

B KOM6HHCII4MM C mpacmv3wwa60ﬂ/t

Pexomenayemas nosa mamatunuOa cocrapnsier 1000 mr (uetsipe Tabnetku) 1 pa3 B CyTKM Ha
MPOTSHKEHUH KOMOWHUPOBAHHOM TEPAITHH C TPACTY3yMaOOM.

Pexomenayemass mo3a Tpacty3ymaba cocTaBisieT 4 MI/KI BHYTPUBEHHO (B/B), B KadecTBe
HaArpy304HOU J103bl, 3aTeM 2 MI/KT B/B | pa3 B HeeIIo.

Memacmamuueckuti 20pMOHO3aA8UCUMBLIL PAK MOJIOYHOU Jicenesbl ¢ eunepakcnpeccuett HER2/neu

(ErbB2)

B KOM6MHGHMM C MH2M6Z/H’I’ZODOM apomamasvl

Pexomennyemas no3a nmanatmanOa cocraBisier 1500 mr (mects Tabnerok) 1 pa3 B CyTKM Ha
NPOTSHKCHUH KOMOMHUPOBAHHOM Tepanuy ¢ MHFTHOMTOPOM apoMaTaskbl.

Pexomenayemas no3a eTpo3oa, MHTHOUTOpa apoMarasbl, B COCTaBe KOMOMHUPOBAHHOW TEPAIUU C
JanatuHUOOM cocTtaBiser 2,5 Mr 1 pa3 B CyTKH.

[Ipn KOMOMHMPOBAHHON Tepanuu ¢ APYTUM MpPEenapaToM — UHTHOMTOPOM apoMarasbl, He0OOX0IUMO
U3YYHUTbh PEKUM JO3UPOBAHUSA COOTBETCTBYIOLETO IIpenapaTa JaHHOW IPYIIIbI.

B cinydae ogHOBpeMEHHOro NpPUMEHEHUs JamaThuHuOa ¢ JPYTMM JIEKAPCTBEHHBIM IpPErnapaTrom
HE00XO/MMO BHUMATEIBHO O3HAKOMHUTBHCS C PEKUMOM JIO3UPOBAHMS, NMPOTHBONOKA3AHUSAMHU U
nHpopmalyen mo 6e30MacHOCTH, YKa3aHHON B MHCTPYKLIHMU 1O MPUMEHEHHUIO COOTBETCTBYIOLIETO
npernapara.

Koppexyus 0ozv

HaDVZMEHM}l CO CImMOpPOHDBL cepdequ-cocyducmod cucmembl

HeoOxonuMo  mpekpaTuTh Tepamuio IMpenaparoM B clydyae IOSIBICHHS  CHMIITOMOB,
aCCOIMUPOBAaHHBIX co cHIbKeHneM BenuunHbl @BJDK 10 3 crenenu u 6ornee (cornacHo CTaHIapTHBIM
TEPMHUHOJIOTUYCCKIM KPUTEPHUSIM OIICHKH HEXeJIaTeIbHBIX SBIICHUH HalMoHaIBHOTO WHCTHUTYTA
onkosorun CIIA, NCI CTCAE), win npu CHWKEHUHM JaHHOM BEJINYMHBI HUXKE OIYCTHUMBIX
npeneaoB HOpMbl. B03MOXXHO BO300HOBJIEHHME TepanuM IpenaparoM B YMEHBIIEHHOW J103€
(camxkenue ¢ 1000 mr/cytr mo 750 mr/cyrt, ¢ 1250 mr/cyt no 1000 mr/cyt umu ¢ 1500 mr/cyT mo
1250 mr/cyT) He paHee 4eMm uepe3 2 HEJeNIW NpH YCJIOBUU HopManm3anuu BennduHbsl OBJDK u
KYIUpOBaHUsl CUMOTOMOB. [10 MOCTYNMHBIM Ha NaHHBI MOMEHT JaHHBIM OOJIBIIUHCTBO CIy4YacB
cumkenunss ®BJDK ormeudaercs B nepBbie 12 Henenp Tepanuu npenapaToM, JaHHbIE MO JIUTEIbHON
Tepamnuu OrpaHUYCHBI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CnemyeT mpekpaTUTh TEpamuio MpemapaToM TMPU  MOSBICHUH JICTOYHBIX  CHMIITOMOB,
CBHUJICTEIILCTBYIONIMX O Pa3BUTUU HHTEPCTUIMATIBHON OOJIC3HW JIETKUX W/WIM THEBMOHHUTA 3-U
crenenu u Boie (cornacio NCI CTCAE).

duageﬂ

Jleyenue npenaparom cieayeT NPUOCTAaHOBUTH Y AIIMEHTOB ¢ quapeeit 3-i ctenenu (corsacHo NCI
CTCAE), mu60 1-o0ii unu 2-0# CTeTeHH, OCIIO)KHEHHONH CUMIITOMAaMHU (CIIacTHYECKUE O0IH B )KUBOTE
OT YMEPEHHOW 10 TSHKEJIOM CTEeNeHH, TOIHOTAa WM pBOTA 2-i cTreneHu uiay Boiule (cornacHo NCI
CTCAE), camxenne paboToCIOCOOHOCTH, JIMXOPAJIKa, CETICHC, HEUTPOTICHUS, TTOSIBJICHUE KPOBU B
Kaje uiau oOe3BoKuBaHME). [IpM yMEHBIIEHHHM BBIPAXEHHOCTH IHapen 10 1 CTeleHH M HUXKe
BO3MO’KHO BO30OHOBJICHHE TEPAIHMH JIATTATUHHOOM B YMEHbIIIEHHOH 03¢ (cHmkeHue ¢ 1000 mr/cyr
no 750 mr/cyt, ¢ 1250 mr/cyt go 1000 mr/cyt mmu ¢ 1500 mr/cyt go 1250 wmr/cyt). Jleuenue
JIAMaTUHUOOM CIIeyeT MIPEKPATUTh TOJHOCTBIO y TMAIIUEHTOB ¢ nuapeei 4-i ctenenu (corsacao NCI
CTCAE).

Tsoicenvie KooicHbLE peakuuu

Jleyenne nanatuHUOOM clenyeT MPEKPaTUTh MPU Pa3BUTUU TSHKEJIOW Mporpeccupyromeil KoxHON
CBIIIU C BOJIABIPSMU WM MIOPAKEHUEM CIU3UCTBIX 000JI0YEK.

Ilpouue npossnenus mokcu4Hocmu npenapama

[Ipy pa3BuTHMM MHBIX OPOSBIEHUNA TOKCMYHOCTH 2 creneHu wiM Bbime corsacHo NCI CTCAE
CJIeIyeT paCCMOTPETh BO3MOXKHOCThH TPUOCTAHOBJICHUS WJIH MPEKPAILICHUS TEPANIUU MTPEHapaToM.

[lpn ymeHbIIEHHH BBIPQKEHHOCTH CTETEHU MPOSIBICHUH TOKCHMYHOCTH 1O | CTENeHW M MeHee
cornmacio NCI CTCAE B0o3M0o>XHO B0O300HOBIICHHE Tepanmuu B craHAapTHO# mo3e (1000 wmr/cyr,
1250 mr/cyt unu 1500 mr/cyT). [Ipu mOBTOpHOM pa3BUTHH MPOSBICHUI TOKCUYHOCTH BO3OOHOBIISAThH
TEpaIUIO MPEerapaToM CIeAyeT B YMEHbIICHHOH 03¢ (cHmkeHHo# ¢ 1000 mr/cyT go 750 mr/cyr, ¢
1250 mr/cyt no 1000 mr/cyt umu ¢ 1500 mr/cyt go 1250 mr/cyr).

IIponywennas 0oza

B cnydae nponycka mprema He cielyeT IpUHUMATh Mpernapar AOMOIHUTENBHO, CISIYIONIYIO 103y
cJelyeT IPUHATH B 3aINTAaHUPOBAaHHOE BpeMs (cM. paznen 4.9).

Oco0nIe T'PYHIIbI HAITWUCHTOB

ﬂut;a nooaicus10co so3pacma
HenocraTouyHo JaHHBIX O MPUMCHCHUUN JlaraTuHuOa Yy MaueHTOB CTApPLIC 65 ner.

B nmenom y mnanMeHTOB [aHHOM BO3pacTHOM TpYIIBI HE OTMEYEHO M3MEHEHHH mpoduis
O0e3omacHocT W A(PQPEKTUBHOCTH JamaTWHWOA B MOHOTEpalmWM WIM B KOMOMHAIMM C
KaleuTadMHOM, TpacTy3ymMaOoM wid Jerpo3ojioM. [lo JaHHBIM TpHMEHEHHWs Ipermapara B
KIIMHUYECKOW MPAKTUKE HE OTMEYEHO Pa3IU4Mii OTBETa y MAI[MEHTOB JAHHON BO3PACTHOW TPYIIIBI
10 CpaBHEHHWIO ¢ Ooyiee MOJIOJBIMU TalUeHTaMHu. Henb3s HCKIFOYUTH BO3MOXKHOCTH OOJBIIEH
YYBCTBUTEIHHOCTHU y MAIMEHTOB MOXUIIOTO BO3paCTa.

Hab;ueHmbl C NOYEeYHOU HedoCMAamo4HOCbIO

Her ombiTa mpuMeHeHUs JanaTUHUOA y TAIMEHTOB C HapylleHHeM (YHKIUU TOYEK THKEION
CTETICHH, OJTHAKO HEOOXOJIUMOCTh KOPPEKIIMH J03bI MAJOBEPOSITHA B CBS3HM C TEM, YTO ITOYKAMH
BBIBOJIUTCS MeHee 2 % BBeNeHHOW 103blI Tpemnapara (B BUIE HEU3MEHEHHOTO BEIIECTBA U €ro
MeTabO0JIUTOB).

HauueHmbz C NEYEeHOYHOU HeOOCMAMOYHOCTbIO

Jlanatuau® Mmetabonusupyercss B nedyeHd. Hapymienne (QyHKUMM NeyeHW CpeaHedl U TshKeaon
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CrnenyeT ¢ OCTOPOKHOCTBIO IPUMEHSTS JIAMATUHUO y TIAIUEHTOB C HapyIllieHueM (PYHKIIMK TIEYCHU B
CBSI3U C MOBBIILICHUEM CUCTEMHOM SKCIO3UIINY JanaTiHuOa. Y MalleHToB ¢ HapylieHueM QyHKIUU
neyeHu Tspkenoi crenenn (kiace C mo knaccudukanuu Yainn-I1e10) 103y npenapara He00X0UMO
CHU3UTh. Y MAlMEHTOB C HapylIeHWeM (PYHKIIMH MEUEHU TKEION CTENEHH OKUIAeTCsl U3MEHEHUE
AUC n0 npenenoB HOPMBI ITpH KoppeKImu 10361 ¢ 1250 mr/cyt go 750 mr/cyt umu ¢ 1500 mr/cyTt 1o
1000 mr/cyt. Tem He MeHee, KITMHUYCCKHE JaHHBIC 110 KOPPEKIIUK JT03bI JIATATUHUOA y MAIIUEHTOB C
HapymeHneM (QyHKIUY eUYSHH TSKEJIONW CTETIEHH OTCYTCTBYIOT.

C€TH

bezonacHocts M 3¢ EeKTUBHOCTH JamaTHHHOA y THamueHToB B Bo3pacte oT 0 go 18 mer He
yCTaHOBIJIEHBI. [laHHBIC OTCYTCTBYIOT.

Cnoco0 nmpuMeHeHus

Jlns mpuema BHYTPb.

[Tpemapar Jlanatuau6-AMEJIAPT cnexyer mpuHMMaTh HE TIO3/HEE 4eM 3a | 4yac 10 eIbl WIH He
paHee yem uepe3 1 udac mocine enpl. PekomMeHayemMyr0 CYTOYHYIO 03y HE CleAyeT AeIUTh Ha
HECKOJIbKO MPUEMOB.

4.3. IIlpoTuBOMOKA3aAHUS

J ['mnep4yBCTBUTENBHOCTh K JIAMATUHUOY WIM K JIFOOOMY M3 BCIOMOTaTENIbHBIX BEILICCTB,
[IEPEYUCIICHHBIX B pa3zene 6.1.

4.4. OcoOble yKka3aHHus U MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

KapanoTokcu4HOCTh

3apeructpupoBaHbl cooOIeHus o ciydasx cHikeHuss ®BJIK B cBsi3u ¢ mpuemMoM janatuHuoa.

Crnenmyet coOI01aTh OCTOPOKHOCTh TPY MPUMEHEHUH Tpernapara y MalueHToB ¢ 3a00JIeBaHUsMH,
KOTOpPBbIE MOT'YT BbI3bIBaTh HapylleHHs (YHKIIMH JIEBOTO kenyaouka. [lepen HayamoM npuMeHeHUs
npemnapara cieayer onpeaenuts BennunHy PBJDK yaocToBepuBIIMCH, YTO UCXOAHOE 3HAYEHUE
OBJDK HaxoauTes B AOMYCTUMBIX Npezenax HopMel. Creyer npoBoauTh KoHTposib @BJDK Ha Bcem
MPOTSHKEHUHM TEpanuu IpernaparoM Ui NPeAOTBpAIEHUs CHUKEHHUS JAHHON BEIMYMHBI HUXKE
JONYCTUMBIX TPAHUL] HOPMBI.

B nepekpecTHOM KIMHHUYECKOM MCCJIEI0BAaHUU Y MALMEHTOB C PAacCHpOCTPAHEHHBIMH COJUIAHBIMU
OIyXOJISIMH OTMeUasioch yBenuueHue nureppaia QTc, 3aBucsinee OT KOHLIEHTpAIUK JIaraTHHUOA.
Crnenyet co0nroaaTh OCTOPOXKHOCTh MPU MIPUMEHEHUU IpenapaTa y NallMeHTOB C YIJIMHEHUEM WU
puckoM yanuHeHus natepBana QTc, a Takke y MallMeHTOB ¢ THIIOKATMEeMHUEH WM THIIOMarHueMHueH,
BPOKJCHHBIM  CHHAPOMOM  y[uiMHeHuss uHTepBaia QT; malueHToB, MNPUHUMAIOLINX
aHTMAPUTMUYECKHE Ipenaparsl WM APYTUe JIEKapCTBEHHBIE CPEACTBA, KOTOPHIE NPUBOMAT K
ynnuHeHnuto uHtepBana QT. Ilepenq mnpuMeHeHuem mpenapara cleAyeT CKOPPEKTUPOBATH
TMITOKAINEMHIO, TUITOKATBLIIUEMHIO I TUIIOMarHUeMHUIO.

I/IHTeDCTI/IIII/IaJ'H)Haﬂ 0071€3Hb JErKUX U THEBMOHUT

[Tpuem nanatuHMOa OBLT ACCOLMUPOBAH C COOOIIEHUSAMH 00 HHTEPCTUIIMAIBHON OOJIE3HU JETKUX U
nHeBMoHHTe. ClemyeT TIHIAaTeNbHO HAOII0JaTh TMAalUeHTa C IIeJIbI0 BBISBICHUS CHUMIITOMOB,
CBUCTEIBCTBYIOIINUX O PA3BUTUU HHTEPCTHIIMATHLHOM 0OJIE3HM JIETKUX W/WIIM THEBMOHHMTA.

I'enaToTOKCMYHOCTD

B xnmHM4Yeckux ucciaenoBaHusax (MeHee yeM y 1 % manueHToB), a TakkKe B IOCTPETUCTPALIUOHHOM
MepUojie TOJY4YEeHbl COOOUIEHHS O SBJICHHUSX TeNaTOTOKCUYHOCTH, TaKUX KaK YBEIMYEHHUE
aktuBHOCTH AJIT mmu ACT B 3 pa3a Bellle BepXHEHl TI'paHUIBI HOPMBI MM YBEJIWYECHUE
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TSKEJIBIN XapaKTCp, OTMCUCHBI CilIydand C JICTAJIbHBIM HCXOIAOM, YCTKAas MPUIMHHO-CIICACTBCHHAA
CBsI3b C NMPHEMOM JanaTHHHOa He ycraHoBieHa. COCTOSIHUE MOXET Pa3BHBATHCS B MEPUOJ OT
HECKOJIbKUX CYTOK JI0 HECKOJIBKMX MECSIEB MOCie Havajga Tepanud. HeoOXoauMo MpOBOAHUTH
KOHTPOJIb JTA0OPATOPHBIX TOKa3aTeaeld (yHKIUH MeYeHH (TpaHCaMUHAa3bl, OWIMPYOHH U MIET0YHAS
docdaraza) 10 Havana Tepanuu, U Aaliee Kaxaeie 4 — 6 Helelab B TEYCHHE Kypca JICYCHHS U TI0
KJIMHUYECKUM TMoKa3aHusM. [Ipu pa3BuTuM HapymieHHs (QYHKIUH [E€YECHH TSXKEJIOH CTEHeHH
TEpaIHIO IPErapaToM ClieyeT OTMEHUTh 0€3 OBTOPHOTO BO30OHOBIICHHSI.

V nmanuenTos, sBisromuxcs HocuTenamu amtener HLA DQAL * 02:01 u DRB1 * 07:01, noBslimeH
PUCK BOSHHKHOBEHHSI T€IATOTOKCUYHOCTH, CBA3aHHOU C MIPUMEHEHUEM JlanaTHHUOA. Y MaIlueHTOB,
MOJIyYaBIIUX MOHOTEPAIHUIO JIAMTAaTUHUOOM, OOILIMI PUCK pa3BUTUs HApYyLIEHUS (YHKUIUU MEUYEHU
Tsokenoi crereHu (akTuBHOCTH AJIT Gonee yem B 5 pa3, IpeBbIIIAIONIAs BEPXHIOK IPAHUILY HOPMBI,
yto cooTBeTcTBYeT 3-eif crenenu cornacHo NCI CTCAE) cocrapnsin 2 %, npu 3TOM y HOocUTee
ameneit DQA1 * 02:01 u DRBI1 * 07:01 puck pa3BUTHA JaHHOTO COCTOSHHS OBUT BhIIIE (OKOJIO
8 %), yeM y MalueHTOB, HE ABIAIOIIMXCS HOocUTensiMu naHHbIX ayuteneil (0,5 %). HocurenbcTBo
autenu  HLA  pacnpoctpaneno cpeau mnpencrasutenein (ot 15 % nmo 25 %) eBpomeou oM,
a3uaTckoil, adpukaHCKOW M JAaTHHOAMEPHKAaHCKON monynsuuu, u Huxke (1 %) B sSmoHCKOH
MO YJISLIAHN.

VY nauuMeHTOB ¢ HapyleHHUeM (DYHKIMM MEeYeHU TSDKEJION CTEeNEHU B aHaMHe3€ Iperapar clemyeT
MPUMEHSTh B YMEHBIICHHOW A03€. [Ipy pa3BUTHH TeaTOTOKCHYHOCTH TSDKENIOW CTETeHU Ha (oHe
TepaIuy JanaTuHUOOM Ipenapar clieyeT OTMEHUTh 0€3 TOBTOPHOI'O BO30OHOBJICHHUS.

EI/Ia[ZCﬂ

Hmerorcss coollieHus O ciydasx AUaper, B TOM YHUCIE TSHKEION CTeleHH, Ha (oHe Teparuu
nanaTuHUOOM. J{napesi MOXKET HOCUTH TSKEJbIA XapaKkTep, ObLIIN OMKMCAHBI CIy4anu CO CMEPTEIbHBIM
ucxonoM. Kak mpaBwito, auapess BO3HUKala Ha PaHHUX 3Tarax JICYCHUs JamaTHHUOOM, TIPH 3TOM
MOYTH Y TIOJIOBMHBI TAaKUX IMAIIUEHTOB COCTOSIHUE PAa3BUBAJIOCH B TEUYCHHE IEPBBHIX O CYTOK,
MIPOJOJKUTENFHOCTD SIBIICGHUS KaK MPaBHIO cocTaBisieT 4 — 5 cyrok. mapes, uHAyIupOBaHHAs
IIPUEMOM JlanaTUHKUOAa, KaK MpaBUIIo JErkou creneHu, npu 3toM 3 u 4 crenens corsiacHo NCICTCAE
orMmeuanuch meHee, 4yeM y 10 % u 1% nanueHTOB COOTBETCTBEHHO. PaHHSS JMAarHOCTHKA H
CBOEBPEMEHHOE JIeYEHUE MMEIOT OO0JBIINOe 3HAYEHUE [JIsi ONTUMAJIBHOTO KOHTPOJIS JTaHHOTO
cocrostHus. CrneayeT npouH(GOPMHUPOBATH MalMEHTa 0 HEOOXOUMOCTH HEMEIJICHHOTO O0palieH s
3a MEUIIMHCKOM MTOMOIIIBIO MPH MEPBHIX MPU3HAKAX U3MEHEHHUS XapakTepa nedekaruu. Koppekuno
COCTOSIHMSI TPOTUBOJMAPEHHBIMU TIpernapaTamMu (HampuMep, JOMEepaMUI0OM) PEKOMEHIOBAHO
HaYMHATh TIOCJIe TEPBOro ciiydas HeodopMIleHHOTO cTyna. [Ipu nuapee TsSHKENOW CTETIEHH MOMKET
MoTpedOoBaThCA NEPOPATbHOE WIM BHYTPUBEHHOE MPHUMEHEHHE DIEKTPOJIUTOB U SKUIKOCTH,
aHTUOMOTHKOB, TAKUX KaK (PTOPXMHOJOHBI (0OCOOEHHO B CiIydae, €ClIU COCTOSIHUE COXpaHseTcs 0olee
24 4acoB MpH JUXOPAIKe UK HEUTPONeHUH 3-il win 4-if cTeneHn) Wik NpUOCTAaHOBICHUE TTpUeMa
WJIM OTMEHA Mperiapara.

Tsxenple KOKHBIE PEaKIuU

3aperucTpupoBaHbl COOOIIEHUSI O TSHKEIIBIX KOKHBIX PEAKIUAX B CBA3H C IPUEMOM JIaaTuHUOA.

IIpy momo3peHMH Ha pa3BUTHE MYIbTU(OPMHONW SPUTEMBl WIM TaKUX JKU3HEYTPOXKAIOLINX
COCTOSIHMM, Kak cuHJIpoM CTuBeHCa-/[)KOHCOHA WM TOKCHYECKHM SMHAECPMaIbHBIM HEKPOJIN3
(HampuMep, TPOrpeCcCUPYIOLIEN KOKHOM ChIIM, COMPOBOXKIAIOLIECSI BOSHUKHOBEHHEM BOJIIIBIPEH,
WM TIPU BOBJIEYEHHUH CIM3UCTBIX 000JI0UYEK) JIEYEHHE MTPEenapaToM ClelyeT OTMEHUTD.

CoBMecTHOE Ha3HaYeHHe ¢ HHruburopamMu U uaaykropamu uzodpepmenra CYP3A4

Cnenyer TpOSIBUTH OCTOPOKHOCTh IPH  OJHOBPEMEHHOM MPUMEHEHHH C YMEPEHHBIMU
uHruouropamu nzopepmenta CYP3A4, a Takke TIHIATENbHO KOHTPOJUPOBATH KIMHHUYECKOE
COCTOSIHHME TallMeHTa U pa3BUTHE BO3MOKHBIX HEXeJIaTeNbHbIX JeKapcTBeHHbIX peakiuii (HJIP).
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Cnenyer m3berars OJHOBPEMEHHOE NMPUMEHEHHE C HHILVKTOISM"M&'&:HLTMPF WHTHOHTOPANTH

uzodpepmentra CYP3A4.
CrienyeT n3deratb 0OJJHOBPEMEHHOTO IIPHMEHEHHSI C TPEHIIPPYTOBBIM COKOM.

Crnenyet nzberarb OTHOBPEMEHHOTO IIPUMEHEHUS C JICKAPCTBEHHBIMH TTPETapaTaMH, SBISIOITIMUICS
cyocrpatamu uzoepmenToB CYP3A4 u CYP2CS ¢ y3kuM TepaneBTHUECKUM JHara30HOM.

Crnenyet n3beratb OJHOBPEMEHHOW TepaIvy JICKAPCTBEHHBIMU IIPErapaTaMu, MoBbImaommumMun pH
KEITYJOYHOTO COKa (CHMKEHHE PACTBOPUMOCTH U aOCOPOIUY JTanaTHHUOA).

BcnoMorarennHble BENIECTBA

Hampuu

JlaHHBI JIeKapCTBEHHBIN MpernapaT coiepKUT MeHee 1 MMouib (23 M) HaTpusi Ha pa3oBYIO /103y, TO
€CTb 110 CYTH, «HE COACPKUT HATPHUSI.

4.5. B3aumojaeiictBie ¢ JPYrUMH JIEKADCTBEHHBIMH TMpenapaTaMd W Jpyrue BH/bI
B3aMMOJAEHCTBUSA

33117820504 (S APVYIuX JCKAPCTBECHHBLIX CPEIACTB HA JIAIATUHHO

MeTtabonu3m nanaTuHOa OCYIIECTBISIETCS TIaBHBIM 00pa3oM ¢ yuactueM uzopepmenta CYP3A.

Wuruburopsr wnu uHIykTopbl m3odepmenta CYP3A wmoryr BiamsaTh Ha (hapMaKOKHHETHKY
nanatuHuoa.

VY 3710poBBIX 10OPOBOJBIEB, MOIYYArOIIMX KETOKOHA30J1 (MOIUHBI HHTUOUTOpP H30(pepMEHTa
CYP3A4) B no3e 200 mr 2 pa3a/cyT B TeueHHe 7 CyTOK, CHCTEMHast SKCro3uius Janatiuanoa (100 mr
B CYTKM) yBeJIMYHMBaJIach npuMepHO B 3,6 pasa, mepuoj noaysbiBeneHus — B 1,7 paza. Cuenyer
n3beratb OJHOBPEMEHHOTO TPHUMEHEHHS ¢ MOIIHBIMH HHrHOMTOpamu uszopepmenta CYP3A4
(HampuMep, PUTOHABHP, CAKBHHABHUD, TEIUTPOMUIIMH, KETOKOHA30JI, HTPAKOHA30JI, MO3aKOHA30I,
BOPUKOHA30J, Hedas3omoH). [lpu OJHOBpEeMEHHOM TIPUMEHEHHMH JIaATUHUOA M YMEPEHHBIX
uaruouropoB m3opepmenta CYP3A4 Tpebyercs coOmoAaTh OCTOPOKHOCTH W TIIATEIBHO
KOHTPOJIMPOBATh KIIMHUYECKOE COCTOSIHUE MAllUeHTa U pa3BUTHE BO3MOXKHBIX HJIP.

[Tpu1 HEOOXOIMMOCTH OTHOBPEMEHHOTO MMPHUMEHEHHsI MOIITHOTO HHrHouTopa nzodpepmentra CYP3A4
CIIEIyeT PaCCMOTPETh BO3MOKHOCTh YMEHbBIIIEHUS J103bI JanatuHuoa 10 500 Mr/cyT, yTo NpUBEAET K
n3Mmenennto AUC 1o BeIMYMHBI, COOTBETCTBYIOIIEH MPUMEHEHHUIO jJanaTuHuba 6e3 MHruOUTOpOB
yKa3aHHOTo u3odepmenra. B HacTosiee Bpems, 0AHaKO, HET KIMHUYECKHUX JaHHBIX O IPUMEHEHUU
JanaTMHUOA TpPH TakOM KOPPEKUUH J03bl y MAllMEeHTOB, MOJYYAIOUIMX MOUIHBIH HWHIHOUTOP
nzopepmenta CYP3A4. [Ipu oTMeHe 0THOBpEMEHHOH Teparuy MOBBILICHUE 03Bl JJATATUHUOA 10
PEKOMEHI0BAaHHOM ClIeAyeT MPOBOAUTH TOJNBKO 4epe3 1 Hemenro mocie OTMEeHsl A o0ecleYeHus
MIOJTHOT'O BBIBEJICHUS MOIITHOTO HHruouTopa nzopepmenta CYP3 A4 u3 opranusma.

VY 310pOBBIX 100pPOBOJIBIEB, MOMyUYaroNMX KapOamaszenuH (MHAYKTOp n3odepmenta CYP3A4) B
noze 100 mr 2 paza/cyt B TeueHue 3 cytok u 200 mr 2 pasza/cyTt B TeueHue 17 CyTOK, CUCTEMHas
9KCIO3UIUs JJanaTuHuOa cHuxkanack Ha 72 %. Crnenyer m3beratb OJHOBPEMEHHOTO MPUMEHEHUs
nmanatuHUOAa W M3BECTHBIX HMHIYKTOpoB wu3odepmenta CYP3A4 (mampumep, pudaMIUIMH,
pudabytuH, ¢eHuToMH, KapOamasenuH, 3BepoOOi mpoabipsBieHHBIH). [Ipn HeoOxomumocTu
OJTHOBPEMEHHOT'0 MPHUMEHEHHs MOIIHOro MHIykTopa uzodpepmenta CYP3A4 no3y namatmHuOa
HE00X0IMMO TTOI0MPaTh, OCHOBBIBASICH HA TIGPEHOCHMOCTH, IIOCTETICHHO TOBHIIIas ee ¢ 1250 mr/cyt
10 4500 mr/cyt unu ¢ 1500 mr/cyt no 5500 mr/cyt. Oxxumaercs, 4YTO yKazaHHasi KOPPEKLUS J103bI
npuBeneT k usMeHeHnio AUC 10 BETWYMHBI, COOTBETCTBYIOIIEH MPUMEHEHUIO JianmaTuHuOa 0e3
uHaykTopoB n3opepmenta CYP3A4. B Hacrosimee Bpems, OAHAKO, HET KIMHUYECKHX TaHHBIX O
MMPUMEHEHUH JIallaTHHUOA y TAIMEHTOB, MOYJYArOIUX MOIIHBINA HHIYKTOp n3odepmenta CYP3A4.
ITpu ormene unHaykTopoB M3odepmenta CYP3A4 oOpaTtHoe yMmeHblLIEHHE J03bI JamaTWUHUOA 10
PEKOMEHI0BaHHOM clieAyeT IPOBOAUTDH B TeueHUe 2 Helenb. JlanaTuHuo sBisercs cydocTpaToM st
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BepanaMml, UUKIOCHOPHH, SPUTPOMHUIMH) W  HMHAYKTOPHl  (pudamMmnuiuH, 3BepoOoi
NPOJBIPSIBICHHBIN) JaHHBIX OGJIKOB MOTYT W3MEHATh OKCHO3UIMIO W/WIM paclpeesicHue
JanaTUHUOA.

PactBopumoctp sanatuanOa 3aBucut ot pH. Cremyer m3deraTh OJHOBPEMEHHOTO TMPUMEHEHUS
BEIIECTB, yBENMYMBAIONMMX pH JKemyqouyHOro COKa, TaK KaK pPAcTBOPHUMOCTh W BCACHIBAHHE
narnmatuHO0a MOXKET YMEHbIIAThCs. PaHee mpoBoguMoOe JiedeHue HHIHOUTOPOM MTPOTOHHOW TTOMITBI
(330MeNpPaz0JIoM) CHUXKAJIO AKCIO3UIMIO JanaTuHuOa B cpeaneM Ha 27 % (B nmpexnenax ot 6 % 1o
49 %). Otot 3 pexT yMeHblIaeTcs ¢ yBenuueHueM Bo3pacta npumepHo ot 40 mo 60 net. B cBs3u ¢
BBHIIIECKA3aHHBIM HEOOXOJAMMO COONIOATh OCTOPOKHOCTh Yy TAIMEHTOB, MPUHUMAIOIINX
WHTUOUTOPHI TPOTOHHOW TTOMITBI.

Bnugnue manatuHnOa Ha APYTUEC JCKAapCTBCHHBIC CPEACTBA

Jlamatuau6 uHrHOUpyeT in Vitro msodpepment CYP3A4 B KIMHMYCCKH 3HAYUMBIX KOHIICHTPAILIUSX.
OnHOBpeMEHHOE TMPHUMEHEHHE JIaaTMHUOA C MUAA30JaMOM MpPHU NpUEME IOCIETHEr0 BHYTPb
npuBouT K noBbieHnto AUC mMua3onama npumepHo Ha 45 %. [Ipu B/B BBeieHHH Mua30j1aMa He
o0HapyXUBAJIOCH KIIMHWYECKU 3HaunMoro yBenudeHus AUC. Cnenyer nzberarb 0JIHOBPEMEHHOTO
MPUMEHEHHUS JIallaTUHNOA ¢ MpernaparaMu JAJs MepopaIbHOTO MpUEMa C Y3KUM TepareBTUYECKUM
JMara3oHoM, sBISomUMEcs cyoctparamu n3opepmenta CYP3A4 (manpumep, nu3anpua, TUMO3UI,
XUHUMH).

JlanatTuan® unruoupyer uzopepmert CYP2CS in Vitro B KIMHUYECKH 3HAYUMbBIX KOHIICHTPAIHSX.
Cnenyer wu3beraTb OJHOBPEMEHHOTO TMPUMEHEHHs JanaTMHHOa C MpenmaparaMd C  Y3KUM
TEpaeBTHUECKUM JIMANA30HOM, KOTOpBIE SIBISIOTCS cyOctparamu wm3odepmenta CYP2C8
(HanmpuMep, penarjiuHum).

OnHOBpEeMEHHOE B/B TPHMCHCHHE MAKIUTAKCENa C JIAMATHHUOOM TIPUBOAHMT K YBEIWYCHHIO
AKCIO3UIUU TMakiauTakcena Ha 23 %, uto oOycnosieHo uHruOupoBanueM uzodepmenta CYP2C8
u/mumn Pgp mamatuHuOOM. B KIMHUYECKUX WCCIEAOBAHUSAX NPH NPUMCHCHHH JIanmaTHHHOA C
MAKJIUTAKCEIOM OTMEUYEHO yBEIIMYCHHE YACTOThI U CTENICHH TSHXKECTH IMapey U HEUTPOIICHHUH.

Crnenyer coOmrofaTh OCTOPOKHOCTh IPH  OJHOBPEMEHHOM IPHMMEHEHMM Ipenapara C
MAKJIUTAKCEJIOM.

[Ipu olHOBpEeMEHHOM MPUMEHEHUH JIOIIETaKceNna B/B U JanaTuHOa He oTMedeHo n3Menenus AUC
Wil Cmax 000MX JEHUCTBYIOLIMX BEILIECTB, NMPH TOM OTMEUYEHO YBEJIMYEHUE YacTOThl Pa3BUTHUS
HEHUTPONEHNH, NHIYLIUPOBAHHOM JT0LIETAKCEIOM.

OnHOBpeMEHHOE TNPUMEHEHHUE JanaTuHuOa C MPUHOTEKaHOM (IIPU BBEACHUU B paMKaX CXEMBI
neuennst FOLFIRI) npuBoamio x moseimennio AUC akTuBHOTO MeTabonuTa npuHoTeKaHa, SN-38,
npumMepHo Ha 40 %. TouHbli MEXaHU3M JaHHOTO B3aUMO/IEHCTBHSI HEM3BECTEH, HO MPeIoJIaraeTcs,
YTO OH CBSI3aH C MHIMOMPOBAaHUEM JIATATUHUOOM OJHOTO WJIM HECKOJBKHUX TPAHCHOPTHBIX OEJIKOB.
Pazsutue Bo3moxHbx HJIP npu npumenennu nanatuHrOa 0THOBPEMEHHO C UPUHOTEKAHOM JI0JIKHO
THIATEIbHO KOHTPOJIMPOBATHCS, NPU HEOOXOJUMOCTH — PEUIUTh BOINPOC O CHUYKEHUU O3Bl
upuHoTekaHa. [IpuMeHeHue nanaTMHHOa B KOMOMHALIMM C KamelMTAOMHOM, JIETPO30JIOM WU
TpacTy3ymaboM He BiIMsIeT Ha (papMaKOKMHETHYECKHE MapaMeTphbl YKa3aHHBIX MpEnapaTroB M HX
METa0O0IUTOB.

JlamaTuHUO WHTHOUpPYET TPAHCHOPTHBI Oemok Pgp in Vitr0 B KIMHUYECKH 3HAYMMBIX
KOHIIeHTpauusax. OJHOBpeMEHHOE NMPHUMEHEHHE JarnaTHHUOA C JUTOKCHHOM BHYTPb NMPUBOJIUT K
noBeiieHNt0 AUC nurokcuna npumepHo Ha 80 %. Cienyer ¢ OCTOPOKHOCTbIO HPUMEHATH
JanaTiHUO OJIHOBPEMEHHO C IIpernapaTtaMu, KOTOpble SBISIOTCS cyOcTparamu Pgp, ¢ y3kum
TeparneBTUYECKUM JIMalla30HOM, a TaKkKe He00XO0JMMO pacCMOTPETh BOIPOC O CHUKEHUHU J103bI TAKUX
IIpenapaToB.
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JaHHBIX A(QQEKTOB HE H3y4aloCch, HO HE HCKIIOYEHO, YTO JAMaTHUHUO MOXeT BIHUATh Ha
dbapmakokuHeTuky cyocrpatoB BCRP (wmanpumep, tomorekana) m OATP1B1 (manpumep,
pO3yBacTaTHHA).

BsauMoaeiicTBUE ¢ OUIEN

buonoctynHOCTh ManaTHHUOA 3aBHCUT OT MpHEeMa MUIIH. Tak Kak rpern@pyToBbIi COK CIIOCOOCH
naruoupoBarb n3opepmeHT CYP3A4 u tpancnopTHbelii O6eok Pgp B CTEHKE KUIIEYHUKA, TAaKUM
o0pa3oM TOBBIIIAsT OMOJOCTYMHOCTh JIamaTHHUOA, cleayeT nu30erarb COBMECTHOTO MPUMEHEHHS
JanaTuHuOa U TperrpyToBOro coka.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTDb U JAKTALUA

JKeHIMHEI ¢ JIETOPOAHBIM ITOTECHIINAIOM (KOHTDaLIeHHI/IH Y MYXYUH U )KCHHJI/IH)

CornacHo pe3ynbTraraM MPOBEJICHHBIX HCCIEI0BAHNI HA JKUBOTHBIX, JIAITATUHUO MOXKET OKa3hIBATh
HEraTUBHOE JIeHcTBHUE HA 0. JKEeHIIMHAM C JE€TOPOJAHBIM MOTEHIIMAIOM CIEAYET PEKOMEH/I0BAThH
WCIIOJIb30BaTh HAJC)KHBIE METOJbI KOHTPAIEHINK (4aCTOTa BO3HHKHOBCHHSI OCPEMEHHOCTH, NpU
UCIOJIb30BaHUU KOTOPBIX < 1 %) BO Bpems MpHMEHEHHUs JanaTUHHOA U B TE€UEHUE KaK MUHUMYM
S CYTOK I0CJI€ IPUMEHEHUS IOCIEAHEN JJ03bI.

bepemeHHOCTD

He npoBoawiiock COOTBETCTBYIOIIMX M XOPOIIO KOHTPOJIMPYEMBIX HCCIEHOBAaHWW NPUMEHEHUS
nanatuHuOa Bo BpeMs 6epeMeHHOCTU. BiusiHue nanatuHuOa Ha 1101 HEM3BECTHO.

[TanueHTKaM ¢ COXpaHEHHBIM PENPOAYKTHBHBIM MOTEHLIMAJIOM CIEAYET HCIO0JIb30BAaTh HAJIEKHbIE
CIOCOOBl KOHTpALENIUM, a Takke H30eraTh HACTYIUIEHHs OCpEeMEHHOCTH B IEPHOJ JIeUSHHs
namatuHOOM. JlamatnHu®O He o0naman TEepaTOreHHBIMHM CBOMCTBAaMH B HCCIIECJOBAHUAX Ha
’KMBOTHBIX, OJIHAKO BbI3bIBAJI BOSHUKHOBEHHE HE3HAUUTEIIbHBIX IOPOKOB PAa3BUTHS IPU IPUMEHEHUU
B J103aX, TOKCUYHBIX JJI1 MATEPUHCKOI'O OpraHu3Ma.

JlakTanus

HeusBecTHo, NpoHUKaET JIM JanaTUHUO B IPYAHOE MOJIOKO. B CBsI3U ¢ TeéM, 4TO MHOTHE IIpenapaThl
MOCTYMAIOT B IPYTHOE MOJIOKO, BO BpeMs Teparuy JIAMaTUHUOOM U B TE€YEHUE KaK MUHUMYM 5 CYyTOK
I10CJIe PUMEHEHMS NOCIIEIHEN 103bl PEKOMEHJA0BAHO MPEKPATUTh IPYJHOE BCKAPMIIMBAHHME M3-3a
BO3MOKHOT'O BO3HMKHOBEHHSI XapaKTEPHBIX HEXKEJIATENbHBIX PEaKkIUil y rpyIHOrO peOeHKa.

DepTHIbHOCTD

Hert nanHBIX.

4.7. BiusiHue Ha CHOCOOHOCTH YHOpaBJjsATh TPAHCHOPTHBIMMA CpeACTBAMH H paﬁoTaTL C
MEXaHUM3MaMu

Bnusinue Ha criocoOHOCTh yNpaBisATh TPAHCIOPTHBIMU CPECTBAMH U 3aHUMATbCS JPYTMMU BUJIAaMU
JesITeIbHOCTH, TPEOYIOLTMMHU MOBBIIIEHHON KOHLIEHTPAIlMX BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX
peakuuii, He u3ydanochb. Mcxons M3 MexaHu3Mma JIEHCTBUS JanaThHUOa, HEIb3s MPENIooKUTh
HeOJIaronpusATHOE BIMSHUE Mpernapara Ha TaKue BHUJIbI IEATEIbHOCTH, OJTHAKO CIIeAyeT MPUHUMATh
BO BHUMaHHe o0O0Illee COCTOSIHME MalKeHTa U Mpo(uiib HEXeIaTeNbHbIX peakiuil JanaTHHHOA.
Heo6xoaumMo co6umo1aTh 0OCTOPOKHOCTH MPH YIIPABICHUH TPAHCIIOPTHBIMH CPEJCTBAMU M 3aHATHX
IPYTMMH TOTEHUUAJIbHO OMACHBIMM BHJAMHU  JESTENbHOCTH, TPEOYIOUIMMH MOBBILICHHON
KOHIICHTPALMU BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX PEeaKLUH.

4.8. HexkesaTebHbIEe peakuu

Pe3roMe HexxenaTeabHbIX PeaKIIUM
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Y TIpHU IPUMEHEHUU B KOMOWHAIIMH, B TOM YHCIIE C TPACTY3yMaOOM, KareruTabuHOM | JIETPO30JIOM.
Haubonee pacrnpocTpaHeHHBIMH HEXeNaTeNbHBIMH peakuusiMu (> 25 %) BO BpeMsi Tepanuu
JTanaTHHUOOM OBLTU PACCTPOIMCTBA CO CTOPOHBI XKEIYI0YHO-KUIIICUHOTO TPaKTa (Iuapes, TOITHOTA |
pBoTa) M chimb. [lpM Ha3HAYEHWHW JIaMAaTHMHUOA C KalelMTa0MHOM HaOI0IANach JIaJOHHO-
noJIomBeHHass sputpoausectesust (> 25 %). YacroTra BO3HUKHOBEHHS JIAAOHHO- TOIOIIBEHHOM
APUTPOIMU3ECTE3NHN CXOKa C TPYIIIAMHU MAIUSHTOB, IPUHUMAIONIHX JIATATHHUO C KarenuuTabuHOM U
KalenuTabMH B KadecTBe MoHoTepanuu. J[luapes sBnsieTcs Haubosiee pacnpoCcTpaHEHHOU
HEXKEJIATEIbHOH peaKkIuei, MPUBOASAIICH K TPEKPALICHHUIO JICYCHUS, KOT/Ia JanaTHHHO PUHUMAJICS
B COYETAHUM C KaNCIMTaOMHOM WJIH JIETPO30JIOM.

He coobmanock 0 Kakux-1100 JOMOJTHUTEIBHBIX HEXKENATEIbHBIX PEAKIUAX, CBSI3aHHBIX C IPHEMOM
nmanatmHMOAa B COYETaHWMM ¢  TpacTy3ymabom. HaOmromanmoch — yBenMueHHE  ClydaeB
KapJIMOTOKCUYHOCTH, HO TII0 CBOEH CYTH W TSKECTH OTH OCJIOKHEHHS COIOCTABUMBI C
OCITIO)KHEHUSIMHU, 3apETUCTPUPOBAHHBIMU B KJIMHUYECKOW MpOrpaMMe JamaTuHuOa. DTH JaHHbBIE
OCHOBaHbBI Ha BO3JICUCTBUH 3TOM KOMOMHAIUU y 149 manueHToB B 6a30BOM HCCIICIOBAHHUU.

TabnuaHoe PE3IOME HEXKEIIATSIbHBIX PeaKIIHi

HexenaTenbHble  JIEKAPCTBEHHBIE  PEAKIMM, IPEACTABICHHBIE HUXKE, CIPYNNHMpPOBaHbBl B
COOTBETCTBHHM C Kiaccudukanuei opranoB u cucreM opranoB MedDRA, nepeunciensl B mopsake
YMEHBILIEHUS 4aCTOThl BCTPEYAEMOCTH.

YacToTa BCTpeYaeMOCTH OIICHUBAJIACH CIICIYIOLIMM 00pa3oM:

oudeHb yacto (>1/10);

gacto (>1/100, Ho <1/10);

Heuacto (>1/1 000, Ho <1/100);

penko (=1/10 000, vo <1/1 000);

oueHb peako (<1/10 000);

94acTOTa HEM3BeCTHA (HA OCHOBAHWHU MMEIOLINXCS TAHHBIX OIIEHUTh HEBO3MOXKHO).

B npenenax kaxmaoi yactotHoM kareropuu HJIP pacnpeneneHbl B OPSIKE YMEHBIICHUS YaCTOTHI
BCTPEYACMOCTH.

Monomepanus ranamunudom

Hapywenus co cmopoHvl ummynHou cucmembl

Penko | Peakuuu rumepuyBCTBUTENHLHOCTH, BKIIOYAs aHADHIAKCHIO

Hapywenusa memabonuzma u numanus

Ouensb yacTo | Anopexcus

Hapywenus co cmoponul cepoya

Yacro camwkenne OBJDK ormeuanocs mnpubausutenbHo y 1 % manueHTos,

NOJyYaBIIUX JIAaTHHUO, U MpoTekaso O6eccumnTomMHO Oonee yem B 70 %
cirydaeB. Hopmanu3zamus wim yiydiieHne JaHHOTO TToKa3aTesst HabIro/1a10ch
6osee ueM B 70 % ciydaeB mocie npekpalieHus Tepanuu npenapaTom.
Camxenne OBJIK, comnpoBoxknaBiieecsi CHUMITOMaMH, HaOIIOAAIOCh
npubsmsurensio 'y 0,3 % mnanuentoB, mnony4yaBmux Janatuau6. HIIP,
HaOJrofaBImIMeCss  TMPH  OTOM,  BKJIIOYAIM  OJBIIIKY,  CEPACYHYIO
HEJI0CTaTOYHOCTh U OLIYIICHUE «CEPIICOUCHUSD.

Hapywenus co cmopoHul 0bixamenbHoU cCUucmeMmsl, Op2aHo8 2pyOHOU KIemKU U cpedocmeHus

Heuacrto \ WuTrepcTuninanpHas 00J1e3Hb JETKUX / THEBMOHHT

Hapywenus co cmopoHul diceny0ouHo-KuueuHo2o mpakma

OueHb yacTo JII/Iapeﬂl, KOTOpasi MOXET MPUBOJIUTH K JerujapaTtanuu (B OOJBIIMHCTBE
CIIy4aeB OTMe4YeHa auapes 1-if uiu 2-i cTeneHn)
TomrHOTA
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Hapywenus co cmoponul neuenu u sicenueol800auux nymeii
Heuacto lMunepOommpyonHemMus, rernaroTOKCHYHOCTh>. [IOBBIIICHUE KOHLICHTPaLUu

OupyOrHa BO3MOXHO BCJIE/ICTBUE YTHETEHNUS JJAIAaTHHUOOM KOHBIOTAIH B
neuenn OATP1B1 (nonunentun, nepeHocsmui oprannueckue aHuoHsl 1B1)
WIA YTHETeHMs BbIJCNIEHUs OuinupyOuMHa C Kemublo IocpeacTBoM P-
riukonporeuHa (Pgp) niu BCRP.
Hapywenus co cmopoHbl Kodicu u n0OOKONCHBIX MKAHel

OueHb yacTo Koxuas cbinp’ (BKII0Yas akHeOPMHBII 1epMATUT)
Yacto [TopaxxeHnue HOrTe, BKIIIOYAsi HTAPOHUXHIO

Obwue napywenus u peaxkyuu 8 mecnme 66e0eHusl

Ouenb yacTo | Cnaboctsb

1 _ nuapes 1 KOXHas CBINb B OCHOBHOM OBLIM JIETKOM CTENEHH W HE IPMBO/IMIIN K IPEKPAIIEHHUIO TEPAITMH [IPENAPATOM.
Juapest ycIienHo mojiaBajiach NpoaKTHBHON KoppeKuuu. KoxHast ChITh B OOJNBIIMHCTBE CIydaeB Oblila MPEXOo IIIeH.
2 _ yBenuYeHMe aKTUBHOCTH alaHMHaMuHOTpaHc(epasbl (AJIT) umu acnapraramunorpancdepassl (ACT) B 3 pasa
BBIIIC BEpXHEH I'paHULBI HOPMBI WM YBEIHYCHHE KOHIEHTpaluu OminpyOuHa B 1,5 pasa BbIIIe BEpXHEH TpaHUIIbI
HOpPMBI ObUTH BHI3BaHBI IPHMECHCHUEM JIAlIAaTHHUOA.

KOM6uHup0661HHClﬂ mepanus ¢ Kaneb;uma&mom

HononnutensHo k HJIP, HabmionaBmmmMces Ha poHe MOHOTEpamuu JanatuHuooM, cienyromue HIIP
HaOmoanich Ha (POHE MPUMEHEHUS JIalaTUHNOA B KOMOWHAIIMK C KalelUTAaOMHOM C YacTOTOMN
oosee 5 % yeM B MOHOTEPAITMH KallelIUTaOuHOM.

Hapywenus co cmoponbl dicey004HO-KUueyHo20 mpakma
Ouenb yacTo | ducnencus

HapymeHuﬂ CO CNMOPOHbL KOJHCU U NOOKOIICHBIX MKAHEl
Ouensb yacto | CyxocTb koxu

HJIP, nabnooaswuecs npu npumereHuu 1ianamuHuba 8 KOMouHayuu ¢ Kaneyumaounom ¢ mou dice
Yacmomou, Ymo u npu MOHOMePanuu KaneyumaouHom

ITcuxuueckue Hapywernus

Ouensb yacto | Becconnmuia
Hapywenus co cmoponwl Hepenoti cucmembi
Yacro | ["osoBHas 6o1b
Hapywenus co cmoponul sceny0ouno-Kumeuno2o mpaxkma
Oudensb 4acTo Cromarur
3anop
bonsb B xxuBOTE

HapymeHu}z CO CIMOPOHbL KOJHCU U NOOKOJICHBIX MKAHEl

OueHn 4acTo | CHUHAPOM J1aJIOHHO-TIOJJOIIBEHHOM 3PUTPOU3ICTE3UN
Hapywenus co cmopoHwvl mbluieunot, KOCMHOU U COeOUHUMENbHOU MKAHU
OueHn 4acTo bonr B KOHEUHOCTSIX

bosib B ciuHe.
Obwue Hapywenus u peakyuu 8 mecme 68e0eHUs.
OdeHb 9acTo | Bocnanenue cinu3ucToit 000JI0YKH MOJIOCTH pTa

Kombunuposannas mepanus ¢ mpacmy3symabom

[Tpu npumeHeHun anaTHHUOa B KOMOMHAIMY C TpacTy3ymaOoM nononHuTenbHbIX HIIP, cBsi3aHHbBIX
C JIarlaTUHUOOM, OTMeuUeHO He Obulo. OTMEUeHO YBENMYEHHE YacTOThl BCTPEYAEMOCTH SIBICHUMN
Kap/IMOTOKCUYHOCTH, OJHAKO XapakTep U TskecTh AaHHbIX HJIP ObuIM cpaBHUMBI ¢ aHAIOTUYHBIMU
JAaHHBIMU, TOJYYEHHBIMU B KJIMHUYECKHUX MCCIIEOBAHUAX JIallaTUHUOA.
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B xknuHMYeCKMX MCCIeN0BaHUIX TIPH TPUMEHEHUH Tf erapara’ Q ;oﬁM%EvaLa%M 110

noBoy Meracrarudeckoro paka HJIP co crtoponsl cepaua, Bkimoudas ymenblienne DPBIDK,
OTMeYeHbI y 7 % MalMeHTOB MO CPABHEHUIO C MOHOTEpanuen ganatuHuooM (2 % mnanueHToB).

Xapaxrep U CTEleHb TsKeCTH JaHHbIX HJIP cpaBHUMBI ¢ aHAIOTMYHBIMHA JAHHBIMHU, MOJYYEHHBIMU
B HCCJIEJIOBAaHUU MOHOTEPAIUHU JaaTHHUOOM.

Kombunuposanuas mepanus ¢ 1empo30iom

JonomautensHo k HJIP, HaGmrogaronumces Ha oHE MOHOTEpAIUH JIaaTUHUOOM, cienyromme HJIP
HaO0JI01aTMCh TIPH IPUMEHEHUH JIanaTHHHOA B KOMOMHAIIMH C JIETPO30JIOM ¢ 4acToToi Oosee 5 %
YeM B MOHOTEPAITUU JIETPO30JIOM.

Hapywenus co cmopoHul OvlxamenvHol cucmembl, Op2aHo8 2pyOHOU KIemKU U Cpe00CmeHUs

Ouenn yacTo \ HocoBoe kpoBoTeueHue
Hapywenus co cmoponul Kodicu 4 NOOKONCHbIX MKAHell
OueHp 4acTo Asonienus

CyXO0CTbh KOXH

[Ipyn npumeHeHuu jnanaTMHUOA B KIMHUYECKUN MPAKTUKE B MOCTPErHMCTPALMOHHOM IEPHUOJE, B
CIIOHTAHHBIX COOOIEHUSIX U B JINTEPATYPHBIX UCTOUHHKAX cooO1manocs o cineayromux HIIP (B cs3u
C TeM, 4TO CroHTaHHbIe coobmienus o HJIP moctymaior B 100pOBOJIEHOM HOPSAKE U3 MOMYJISIHH
HEOIPEeICJIEHHOT0 pa3Mepa, AJIs JAHHBIX PeaKkMi HCIOIb30BaHA KATETOPUS «4aCTOTA HEM3BECTHAY).
HJIP crpynmupoBaHbl B COOTBETCTBUU C KiacCHU(pUKaAIMe opraHoB u cuctem opranoB MedDRA,
IIEPEUYHUCIICHBI B IOPSIIKE YMEHBILECHUS BaXKHOCTH.

Hapywenus co cmoponul cepoya

XKenynoukoBasi apuTMUA/>KEITYA0YKOBAs TAXUKAPIMS TUIIA «TUPYIT»

VY nynnnenue uatepBana QT no gaHHbIM 35ekTpokapauorpaduu (OKI)

Hapywenusi co cmoponul Kodtcu u noOKOINCHbIX MKAHell

Tsoxenble HeKeNIaTeIbHbIE SIBJICHUSI CO CTOPOHBI KOXKH, BKJItoYas cuHapoMm CtuseHca- [[KoHcoHa
Y TOKCUYECKUH ANUIEPMaIbHBIA HEKPOJIU3

Tpemmus! Koxu’

! — gacToTa BCTPEYaeMOCTH TPEIIMH KOKH B HabOpe JaHHBIX 0OBEIMHEHHBIX KIMHAYECKHX HCIBITAHUN COCTABHIIA
4,9 % (gacto)

Coo011eHne 0 TMOI03PEBAEMBIX HEXKEIATENbHBIX PEAKIINIX

BaxHo coo0marb O TOJO3pEBAacMbIX HEXKENATeNbHBIX PEAKIUAX IMOCIe  PEerucTpanuu
JIEKapCTBEHHOI'0 Tperapara C LEelbl0 O0ecreueHus] HENpPEepbIBHOTO MOHUTOPHHIA COOTHOIIEHUS
«T0JIb3a — PUCK» JICKApCTBEHHOIO IMpenapara. MeIunuHCKUM pabOTHUKaM pPEKOMEHIyeTcs
co00IaTh O JHOOBIX MO03PEBAEMBIX HEKENATENBHBIX PEAKIMX JEKApCTBEHHOIO IpenapaTa 4epes
HallMOHAJIbHBIE CUCTEMBl COOOIEHUS O HEeXeNaTeNbHBIX PpEeakUUsX ToCyIapCTB — YWICHOB
EBpazniickoro 5KOHOMHU4ECKOT0 COK3a.

Poccuiickan ®enepanus

®denepanpHas cayx0a o Haa30py B chepe 3apaBoOXpaHeHUS

Anpec: 109012, r. MockBa, CnaBsiHcKast ruiomianip, 1. 4, ctp. 1

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

OnexrponHas noura: pharm@roszdravnadzor.gov.ru i npr@roszdravnadzor.gov.ru

Caiit B MH($OPMaIMOHHO-TEIEKOMMYHUKAITHOHHOMN ceTn «MHTEpHET:!
http://www.roszdravnadzor.gov.ru/

4.9. llepeno3upoBka

B kinuHHMYECKHX HUCCICIOBAHUAX ITIOKAa3aHO, 4YTO Ooiee LIElCTBIfI, 9eM PCKOMCHAOBAHO, IPUEM
npemnapara MOXKET MPUBOAWUTE K YBCIWYUCHUIO KOHICHTpAlUH JlarlaTUHHOA B CBIBOPOTKE KPOBH,
MMO3TOMY HC CICAYCT NPUHUMATH IMPOMYHMICHHBIC HO3blI, YMCHbIIAA HWHTCPBAJ MCKAY IPUCMAMMU.
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CYTOYHOU J103BI.
CuMOTOMBI
MakcumanbHasi CyToyHas 03a B KIIMHUYECKUX UCcieoBaHusAX coctapisuia 1800 Mr BHYTpb.

VY nmanuMeHToB, MOJIyY4aBIIMX TEPANUI0 JANaTUHUOOM, OTMEYAIMCh KaK OECCHMIITOMHBIE CIIy4au
IIEpPEI03UPOBKH, a TAKXKE U CIIydau, CONPOBOXKAaBIIMECs cumnToMaMu. HabnroaBumecss CHiMITOMBI
COOTBETCTBOBAJIM M3YYECHHBIM HEKEIAaTeIbHBIM SIBICHUSM JIallaTUHUOA, U B HEKOTOPBIX CIIydasx
BKJIIOYAJIM W3BA3BICHHUE KOXXU TOJIOBBI, CUHYCOBYIO Taxukapauto (OKI' B mpenenax HOpMBI IO
OCTaJbHBIM MapaMeTpaM) U/UJIH MOPAKEHUE CIU3UCTON 000JIOUKH.

Jleuenue

He cymectByer cnenuduyeckoro aHTHIOTA JJIsi MHTHOMPOBaHUS (OCHOPHWIMPOBAHUS TUPO3UHA
EGEFR (epidermal growth factor receptor, penentop snunepmaibaoro gaxropa pocra, ErbB1) u/wnm
HER2/neu (human epidermal growth factor receptor, pemenTop smuaepMantbHOro (hakropa pocTa
genoBeka, ErbB2).

Cumnmomamuyeckas mepanus

BI)IBGILGHI/IC JIaaTHHUO0A THOYKAMU HE3HAUHMTEILHO B CBS3H C BEICOKOH CTCIICHBIO CBS3LIBAHUS
OeJKaMH I1a3MBbl KpOBH, B CBA3H C UCM OXHIACTCsA, UTO I'EéMOJHAIU3 6yz[eT HeB(b(bCKTI/IBeH JIA
YCKOPCHUA BBIBECACHU A JIanaTHHUOA.

HaﬂbHeﬁIﬂee JICUCHUC CJICAYCT IIPOBOAUTH IO KIMHHUYCCKUM IIOKA3aHUAM HIIM B COOTBETCTBUH C
MCCTHBIMH KIIMHUYCCKUMH PCKOMCHAAIUAMMU.

5. PAPMAKOJIOTMYECKHWE CBOMCTBA
5.1. ®apmakoaMHaMHYecKHe CBOlicTBa

dapmakoTepaneBTHUECKasi TPYIa: MPOTUBOOIYXOJIEBbIE CPEACTBA; WHIMOUTOPHI MPOTEUHKUHA3;
MHTHOUTOPBI TUPO3MHKHMHA3BI pelenTopa SMUAEpMalbHOrO (akTopa pocTa yejaoBeka 2-TO THIla
(HER-2).

Kox ATX: LO1EHO1.

MexaHu3M AelCTBUS

JlanatTuHnO — HOBBIM MOIIHBIH OOpPAaTUMBIA CEJIEKTUBHBIM WHTUOUTOP BHYTPUKIETOYHOU
TUPO3UHKUHA3BI, cBs3bIBatomuiics ¢ peuentopamu EGFR (ErbB1) u peuentopamu HER2 (ErbB2),
XapaKTEePU3YIOMIUICA  MEJICHHOW JHWCCOLMAalMe ¢  JIaHHBIMH  pernentopamMu  (Iepuoj
nonyaucconrauuu paBeH 300 muH wumm Oonee). Ilo cpaBHeHHMIO C JPYrMMH HM3y4YEHHBIMU
MHIMOUTOpaMU TUPO3UHKHHA3Bl JJAATHHUO XapakTepusyercs Oosee MeIJICHHOW auccouuanuei ¢
peuentopamu. JlanaTHHUO MHTUOUPYET POCT OIMYXOJIEBBIX KJIETOK, MHULMUPOBAHHBIM BIUSHUEM
ErbB, kaxk In Vitro, Tak u y pa3iu4HbIX )KHBOTHBIX MOJIEIICH.

[ToMuMO cOOCTBEHHOI aKTHBHOCTH IN VItro amatuHUO MpoJeMOHCTPUPOBAI A TUTUBHBINA dPPEKT
Py KOMOMHUPOBAHHOM ITPUMEHEHHUH C 5S-pTOpypaniioM (aKTUBHBIM METa00JIUTOM KarnenuTadnHa)
B UETBIPEX JIMHMSX OIYXOJEBBIX KJIETOK. KiMHNueckas 3HauMMOCTh JaHHOTO SIBJICHU S HE U3BECTHA.
KomOunammst manmatuHmOa ¥ Tpacty3ymaba MOXKET OOECIEUYUTh B3aMMOJIOMOHIEMBIM MEXaHU3M
NENCTBUS, @ TAKXKE BO3MOKHBIE HETIEPEKPECTHBIE MEXAHU3MBI IIPEOI0JIEHNS] PE3UCTEHTHOCTH K aHTH-
HER2 tepanuu. Wurubupytomue sddexrsl nanaTuHUOa H3y4eHbl B KJIETOYHBIX MOJENSX,
MOJIBEPTIINXCSI BO3JICWCTBUIO TpacTy3ymaba.

JlamatuHUO COXpaHsUT 3HAYUTEIBHYIO AKTHBHOCTh NPU HM3YYEHHUH OJITOCPOYHOTO pOCTA JIMHHNA
HER?2-1no3uTHBHBIX ONyXOJEBBIX KJIETOK B Cpelax, ColepKalluX TpacTy3ymal, U B KOMOUWHAIMHU C
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TpacTy3ymaboM MpOSBISAI B JAHHBIX KJIETOYHBIX HPIHI/ISIXI:H(I;II/I:I:IEE‘QII‘%E&C};gQ Eﬁ_\l:'%&gﬂégl T

PE3yNbTaThI JEMOHCTPUPYIOT OTCYTCTBUE TIEPEKPECTHONU PE3UCTECHTHOCTH MEXK/IY IBYMS JINTAHIaMU
penenitopa HER2 (ErbB2).

dapmakonmamuueckue 3hdEKThI

Bnusnue nanatunuOa Ha anuHy uHTepBana QT oleHeHO B NEpeKpecTHOM KIMHUYECKOM
WCCIICIOBAaHUM TPU TPUMEHEHUW Tpex 103 manatuauOa mo 2000 mr mocie mpuema Tpex
MOCJIeI0BATEIBHBIX /103 T1a1e00 ¢ 12-4acoBBIM HHTEPBAIIOM MEXKIY IPUEMOM KaXKIOU JO3bI.

MakcumanbHoe cpennee otkionenue narepBana QTcF ormeuanocs yepe3 10 yacoB mociie npuema
MOCJICTHEH 03I JIAMMTATHHKOA U COCTAaBIISIO B OLICHUBaeMou monyisiaun 8,75 Mc (4,08 — 13,42 wmc,
90 % noBepuTeNbHBIN WHTEpBa). [laHHBIC, OMyYEHHBIC B JIAHHOW MOIYJSAIUUA, COOTBETCTBYIOT
MOJTYYECHHBIM B TIONYJISAMK H3Y4eHHS (apMaKOJWHAMHUKH, B KOTOPOM MAaKCHMAaJIbHOE CpPEIHEe
orkionenne uHTepBana QTcF cocrabmsamo 7,91 mc (4,13 —11,68 mc, 90 % noBepuTeIbHBIM
uHTepBai). JlanHble papMaKOKMHETHYECKOTO U (papMaKOAMHAMHUYECKOTO aHajlu3a MOATBEPIKIAIOT
3aBUCHMOCTh BEJIMYMHBI OTKIOHeHHsT nHTepBasia QTcF oT KoHIeHTpamuu namatuHuOa B IIa3Me
KpPOBH.

5.2. dapmaKkoKHHEeTHYECKHUEe CBOHCTBA

AOGcopOumst

BcacpiBanue mamaTmHHOa TOCIE TpUMa BHYTPHh HEMOJHOE M BapbuUpyeT ¢ Kod(pduuueHTOM
BapHadeIbHOCTH TUIOIAIH IO apMaKOKMHETHYECKOM KprBOM «koHIeHTparus — Bpems» (AUC) ot
50 % mo 100 %. JlamatuHUO ompenenseTcs B CHCTEMHOM KPOBOTOKE B cpemHeM depes 0,25 daca
(mmamazon 0 — 1,5 4). MakcumasbHas KOHICHTpalus JjanatuHuba B 1wiasmMe KpoBH (Cmax)
JOCTUTACTCS IPUMEPHO uepe3 4 yaca Moclie npreMa.

Cmax B PaBHOBECHOM COCTOSHHH IPH €KEIHEBHOM mpueMe 1250 Mr cocraBisieT B CpeaHEM
2,43 (1,57 — 3,77) mxr/mi, a AUC-36,2 (23,4 — 56,0) MKT X dac/miL.

CucteMHas SKCIO3MIMA JIaaTHHUOA YBEJIIMUMBAETCS IIPU NMpUEME OJHOBpEeMeHHO ¢ muuei. [lpu
IpUeMe ¢ MUIIel ¢ HU3KUM (coaeprkanue )KupoB 5 % minu 500 kaopuii) UM BBICOKUM (COZIep KaHNe
xupoB 50 % wnmm 1000 xanopwuit) conepxanuem xxupoB AUC BozpactaeT B 3 u 4 pa3a (Cmax —
MPUOJU3UTENHHO B 2,5 1 3 pa3a) COOTBETCTBEHHO.

Pacnpenenenue

JlanatuauO oOnanaeT BHICOKOM CTENEHbIO CBA3bIBaHUS (Oosee yeM 99 %) ¢ anpOymMuHoM u anbdal-
KHCJIBIM TNIMKOIPOTEUHOM IUIa3Mbl KPOBH.

HWccnenosanus in Vitro moka3zaiu, 4To JanaTHHUO sIBIsETCs cyOcTpaTtoM Juisi epeHocunkoB BCRP
(Oenok pe3ucTeHTHOCTH paka Mono4yHou kene3bl, ABCG2 — AT®-cBs3biBaromMii KacCeTHBIN
tpa"cnoprep G2) u P-rnmukonporenna (ABCB1 — AT®-cBsa3biBatomuii KacCeTHBIA TpaHCIOPTED
B1). In vitro namatuHu® Takke OKa3bplBall WHIHOMPYROUHHA S(P(EKT B OTHOIICHUH aKTUBHOCTH
JaHHBIX NepeHocuukoB. KinnHuueckoe 3HaueHue 3tux 3¢(eKToB U BIUSHUE HA (PapMaKOKUHETUKY
JApYyTUX MpenapaToB, a TaKKe MpernaparoB, 00Jaga0UX TPOTUBOOITYX0JIEBON aKTUBHOCTBIO, TTOKA
HeusBecTHO. JlamaTuHUO HE3HAUYUTEIbHO HMHTHOMPYET aKTHBHOCTh IEPEHOCUMKA OPTaHUYEeCKUX
annoHoB (OAT) unu nepeHocunka oprannyeckux katuoHos (OCT).

buorpancdopmars

Jlamatuau® mojBepraeTcs WHTEHCUBHOMY METa0OJIM3My TIJIaBHBIM 00pa3oM u3opepMeHTaMu
CYP3A4 u CYP3AS5 ¢ munumaneHeiM ydactueM wuzogpepmentoB CYP2C19 u CYP2C8 c
00pa3oBaHHEM pa3IMYHBIX OKHUCIEHHBIX METa0O0JIMTOB, Ha JIOJIO KaXKAOT0 U3 KOTOPBIX MPUXOIUTCS
He 6onee 14 % 10361, BRIBOAUMOMN yepe3 KUIIeyHHK, win 10 % KOHIIeHTpaluu B IJ1a3Me KPOBH.
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OIMMUHAIHS

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[lepron monyBeiBenenus anatuauOa (Ti12) yBenuuuBaeTcs [10303aBUCHMO TIPH  MPHEME
OJIHOKPATHBIX J103. PaBHOBECHOE COCTOSIHHME JOCTUTAETCs yepe3 6 — 7 CyTOK IpueMa janaTuHuoa,
T12 cocraBnsieT MpUOMM3UTENHLHO CYTKU. JIamaTuHUO B OCHOBHOM BBIBOJHTCS Yepe3 KUIICYHUK: B
cpenaem 27 % (ot 3 % 1o 67 %) B HEeM3MEHEHHOM BHjIe, MeHee 2 % MPHUHATON 03I BHIBOJUTCS
IMOYKaMH B HEM3MEHEHHOM BHJIE U B BUJI€ METaA0OINUTOB.

O1eHKa TOTEHIMANIAa B3aUMOACHCTBHS C IEKAPCTBEHHLIMM CPEICTBAMH in vitro

JlanatuHMO B KIWHUYECKH 3HAYMMBIX KOHIIEHTpanusx uHruompyer uzodepmentst CYP3A u
CYP2C8 in vitro u He3HAYUTETHLHO HHTHOMPYET CICAYIOIINE MUKPOCOMAIbHBIC (PEPMEHTHI ITEUECHU:
CYP1A2, CYP2C9, CYP2C19 u CYP2D6 wmm ypunuagudocharrirokopoHo3uiTpanchepasy
(YT'T).

JInna moXmjioro Bo3pacra

Bospact He okas3biBan BiIusSHMS Ha (apMaKOKMHETHKY JjanaTuHuOa. BimsHue, BeposTHO,
OTCYTCTBYET.

Bausnue nosua, pacsl

[Ton mammeHTa HE OKa3bIBal BIMSAHUS Ha (DapMaKOKMHETHKY JlanmatuHuOa. BriusiHue, BEposTHO,
OTCYTCTBYET.

Paca/s>THnueckas NPHUHAIJICKHOCTb HEC OKA3bIBAJIM BJIMAHHWA HaA q)apMaKOKI/IHeTI/IKy JIarlaTHHUOA.

IloueuyHas HEIOCTATOYHOCTh

dapMaKkOKMHETHKA JIATATUHUOA Yy IMAMEeHTOB C HapylmieHHeM (YHKIHUW TMOYCK WU TMAIUCHTOB,
HAXOJSIIMXCS Ha TeMoJuain3e, CHeluaTbHO He u3ydanach. OJHAKO MalIOBEPOSTHO BIIHUSHUE
HapylieHuss QyHKIMH TOYeK Ha (papMaKOKMHETHKY JIAMaTUHUOA, T.K. MIOYKAMH BBIBOJUTCS MEHEE
2 % BBeJIEHHOH 10356l (B BHJIC JJalaTUHUOA M €T0 METaO0OJIUTOB).

IleueHouHas HEAOCTATOYHOCTD

dapMaKOKMHETHKY JIalaTHHUOA U3y4alld y MAallMeHTOB C HapylieHueM (yHKIIUHU TIeUeHU CpeaHel 1
Tsokenon creneHd. AUC nanatuHuOa mociie mpuema OJHOKpaTHOM a03bl 100 Mr BHYTph
YBEJIMYUBACTCS MPUONIU3UTENHHO HA 56 % u 85 % y marueHToB ¢ HapylieHHneM (pyHKIUU TeYeHH
CpedHEN U TSHKEJNOW CTeneHU. B CBA3M € yBEJIMYEHHEM ASKCIO3UIMHU CIEAYET C OCTOPOKHOCTBHIO
NPUMEHSTh JAMaTUHUO Yy TMAlHMeHTOB C HapylleHneM (GYHKIWWA TeueHUu. Y TaIlUeHTOB C
MPEANIECTBYIOIIUM HapylieHHeM (YHKIIH MTEYEHU TSHKEION CTETeHH TIpenapar clielyeT IPUMEHATh
B YMEHBILICHHOW 103€. Y NAlUHUEHTOB C SBJICHUSMHM TE€NAaTOTOKCUYHOCTU TSDKEJIOW CTEIEHH,
paszBuBIeiics Ha (¢GoHE TpueMa JanaTHHUOA JIeYeHHE IMpenaparoM CleayeT OTMEHUTh 0e3
MOBTOPHOTO BO30OHOBIIEHUSI.

€T

dapMakOKMHETHKA JanaTUHU0A Y JAHHON KaTeropuu MalMeHToB He U3ydanach.
5.3. laHHble JOKJIUHUYECKO 0e30IacHOCTH

C menplo HCcleloBaHMSA BIMSHUA JamaTMHHOA Ha SMOpUOHAIbHOE M (eTalbHOE pa3BUTHE
OepeMeHHbIEe CAaMKHU KPBIC U KPOJIUKOB MOJTy4ally J1anaTuHuO BHYTPb B 103ax 30, 60 u 120 Mr/kr/cyt
B Iepuoja opraHoreHesa. TeparoreHHble 3(QekTsl BbIABIEHBI He OblTu. OIHAKO Yy KpbIC TpHU
MOJIyUEHUHU TMpernapaTa B J03€, TOKCHYHON Uid MaTepuHckoro opraHuszma (120 mr/kr/cyt, dto
IIPUMEPHO B 6,45 pa3a MPEBBILIAET 0)KUIAEMOE KIIMHUYECKOE BO3ACHCTBUE y YEIOBEKA, UCXOAS U3
AUC nocne npuema 1250 mr nanatuHn6a 1 KarenuTabuHa), 0TMEYAJIOCh Pa3BUTHE HE3HAYUTENbHBIX
aHoMaJIuil (JIEeBOCTOPOHHEE PACIONIOKEHHE MYIIOYHOM apTepuu, ImeiHoe pedpo, mpexIeBpeMeHHast
occuduKarms).
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ot 24.02 2026 N= 3464

o (10 OB L HOCT B Q002
B xone uccnenoBanuii BIMAHKUA HA IPE- ¥ MOCTHATAILHOE paﬂmr/r;sI @*‘:Lp 6 Ko THBIE Eo‘nyqann

npemnapat BHYTpb B 03ax 20, 60 u 120 Mr/Kr/cyT B mepuoa MeXy poAaMu U OTJIyUEHHs! IE€TSHbIIIA
ot marepu. [Ipumenenue namaruanba B q03e 60 u 120 Mr/kr/cyt (uto nmpumepHo B 3,3 u 6,4 pasa
MIPEBBIIIACT OXKUIAEMOE KIMHUYECKOE BO3JeicTBUE y denoBeka, ucxons u3 AUC mocne mpuema
1250 mr nanmatuHuOa M KanenuTabvWHa) MPUBOAMI K CHIKEHHIO MOCTHATaJIbHON BBDKHBAEMOCTH
MMOTOMKOB TIEPBOTO TOKOJEHUs. MakcuMamnbHasi J103a Tperapara, He BBI3BIBABIIAS HETATHBHBIX
3¢ dexToB, B JaHHOM HCCIeIOBaHUU cocTaBwia 20 Mr/kr/cyr (IIPUMEpPHO COOTBETCTBYET
OKUJAEMOMY KIIMHUYECKOMY BO3JeiCTBHIO y yenoBeka ucxons uz AUC).

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. [lepeueHb BcnoMoOraTebHbIX BelIeCTB

Slapo TadIeTKu:

[emnr0s103a MUKPOKPUCTATUTMYECKAS
IToBunmon K30

Kap6okcumernnkpaxmain HaTpus (Tum A)
Marnus creapar

[Innenounas 060JI0YKa:

[TonuBunuoBsIi crimpt (E1203)

Tanek (ES53b)

Turana auokcun (E171)

GMCC tun 1 (rauuepusl MOHOKaIIpUIIOKaIpar)
Hatpus naypuicynsdar

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHus)

3 rojaa.

6.4. OcoOble MepbI IPEAOCTOPOKHOCTH P XPAHEHUH
ITpu Temneparype He Bbiwe 25 °C.

6.5. XapakTep u cojep:kaHHe YNAKOBKH

ITo 10, 70 nnn 140 TabGnerok B GaHKY M3 MOJIMATHIIEHA BBHICOKOM MJIOTHOCTH € 3aBMHYMBAIOLICHCS
KPBIIIKON U3 MOJUATUIIEHA WU TOJIUIPONUIIEHA, C OCYIIMTEIIEM, C 3alIUTON OT JIeTel, C KOHTPOJIEM
IIEPBOTO BCKPBITHS.

ITo 1 6anke BMecTe ¢ JIMCTKOM-BKJIAJIBIIIEM ITIOMEMIAIOT B MAYKy U3 KapTOHA.
6.6. Ocodble MepbI NPEAOCTOPOKHOCTH NMPH YTHIN3AUUH MCIO0JIb30BAHHOIO JIEKAPCTBEHHOTO
npenapara WIM OTX0I0B, MOJY4YEeHHbIX [OcjJe TPUMEHeHHs TMpenapara, W JApyrue

MaHUITYJIAOUHA ¢ MpenmapaTomM

Oco0sbie TpeOOBaHUS OTCYTCTBYIOT.
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 24.02.2026 N= 3464

7. IEPJKATEJb PETUCTPALIMOHHOIO YIOCTOBEPE st~ 54 TEITEHOCTS 0002)

Poccuiickas ®@enepanus

000 «-AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, a. 42, k. 24, stax 2, koM. 11.1
+7(495)-741-46-65

info@amedart.ru

7.1. IlpeacraBuTeNb A€prKATE/ISI PETHCTPALMOHHOIO YA0CTOBEPEHUsI

IIperen3un HOTD€6I/ITGH6ﬁ HanpasJIATh 110 agApPECy:

Poccuiickas @enepanus

000 «<-AMEZIAPT»

109316, r. MockBa, Bonrorpaackuii mpocrekT, 1. 42, k. 24, stax 2, koM. 11.1
+7(495)-741-46-65

info@amedart.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKA I10 PELENTY.

OO0mmas xapakTepucThKa JiekapcTBeHHOro npernapara Jlanatuano-AMEJIAPT noctynHa B equHOM
peecTpe 3aperucTpupOBaHHBIX JIEKAPCTBEHHBIX cpecTB EBpaznuiickoro 3KOHOMHUYECKOT0 COK03a U Ha
opunmansHOM camre YIIOJIJHOMOYEHHOTO opraHa (3xcnepTHOM OpraHu3alim)
https://Ik.regmed.ru/Register/EAEU_SmPC.

16


mailto:info@amedart.ru
mailto:info@amedart.ru

