COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 13003

OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHHOFO TIPEHAPATA 1704

1. HAMMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Amanatu0, 250 mr, TabJIeTKH, OKPHITHIC INIEHOYHOW 000JI0YKOM

2. KAYECTBEHHBIA U KOJTUYECTBEHHBI COCTAB

JleiicTBytolIee BEIMIECTBO: JIAMATHHUO

Kaxxnass TabieTka, MOKpbITas TUICHOYHOW 000JI04KOM, comepuT 250 Mr yamaruanba (B BHIE
JanatuHuOa IUTO3UIIATa).

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEIIECTB NMPUBEIEH B pasnene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA

Tabnerku, NOKPBIThIE MIICHOYHOH 000I0UKOH.

Tabnerku oBaybHOW (POPMBI, TBOSKOBBITYKJIBIE, TIOKPBITHIE TUIEHOYHOW 00O0JIOUKOHM OT CBETIIO-
JKEJITOTO JI0 JKEJITOTO 1IBETa, ¢ TpaBUpOoBKOU «NPD» Ha 01HOM CTOpOHE M PUCKOU HA IPYroi.

Jlunus paznoma (pucka) He IpeaHa3HaYeHa I pa3iaMblBaHUs TaOJIETKU.

4.  KJIMHUNYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHIO

JlanatuHUO MOKa3aH K IPUMEHEHUIO Y B3POCIIbIX.

Mecmuo-pacnpocmpanennvitl. Ui Memacmamuyeckuil. — paK — MOJOYHOU  Jicene3vbl ¢
eunepakcnpeccuer HER2/neu (ErbB2):

o B KOMOMHAIIMK C KaleHUTaOMHOM Yy MAaIMeHTOB, MOJYYaBIIUX paHee aHTPALUKINHBI U
TaKCaHbl, C IPOrpecCUpoBaHuEM Ha (HJOHE WM MOCIIEe TepPAUU TPACcTy3yMaOOM, IPUMEHSBIIEHCS
10 TIOBOJIy METaCTaTUYECKOT0 paka MOJIOYHOM JKEJIe3bl.

Memacmamuueckuti pax monounoil sxcenesvi ¢ cunepaxcnpeccueti HER2/neu (ErbB2):

. B KOMOMHamuu ¢ TpacTy3ymMaOboM y TAalMeHTOB C OTCYTCTBUEM SKCIPECCHH
TOPMOHAJIBHBIX ~ PELENTOPOB, C MPOrpecCHpoBaHMEM Ha (oHe WM T1ociae Tepanuu
TpacTy3ymaboM B KOMOMHAIMM C XUMHOTepamuel, NpUMEHsBIICHCS MO  MOBOIY
METacTaTUYECKOr0 paka MOJIOYHOM JKeJIe3bl.

Memacmamuueckuii 20pMOHO3ABUCUMBLI PAK MOLOUHOU Jicenesbl ¢ cunepakcnpeccuer HER2/neu
(ErbB2):

. B KOMOMHAIIMY C HHTUOMTOPOM apoMarasbl y MalMeHTOK B [IOCTMEHOIIAY3e.
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B KOMOMHAllMM C MHTUOMTOPOM apomMara3bl WJIM XUMHOTEpanmuen Js JaHHON MOIMyJSLUN
HAIMEHTOB.

4.2. PexXuM 103UPOBAHUS U CIIOCOD NMPUMEHEHUS

Jleyenue mpemapaToM AOJDKEH HAaYMHATh M IPOBOAUTH TOJIBKO Bpay C OMNBITOM IPUMEHEHUs
IIPOTUBOOITYXO0JIEBBIX IIPENAPATOB.

[lepen HavanoMm mpuUMeHEHUs mpenapara Amanatu0 CleayeT ONpeNesUTh BETUYMHY (paKIuu
BBIOpOca JieBoro kenynouka (PBJDK), ymocroBepuBmnch, 4To ucxonHoe 3HadeHue PBJIDK
HAXOJUTCS B JOMMYCTUMBIX Mpezesiax HOpMBI (cM. pasnen 4.4).

PexxuM J103upoBaHus

Mecmno-pacnpocmpanennvitl. Ui Memacmamuyeckutl — paK — MOJOYHOU  Jicene3vbl ¢
eunepakcnpeccueti HER2/neu (ErbB2):

B xombunauuu ¢ xaneyumabuHom

Pexomennyemast nmos3a mamatuauOa cocraBisger 1250 mr (mate Tabnetok) 1 pa3 B CyTKM Ha
MPOTSHKCHIUH KOMOMHUPOBAHHOW TEPAITUHU C KalleUTaOMHOM.

2
Pexomenayemas no3a kamerutabuna cocrapiser 2000 mr/m“/cyTt, pa3geneHHas Ha 2 mpuema
(xaxxnpie 12 yacoB) exenneBHO ¢ 1 mo 14 cyTku kaxxaoro 21-CyTOYHOro HMKIIA TEPaIruu.
Kanerurabun cnegyer mpuHUMaTh BO BpeMs MpuUeMa MUKW Wik B TedyeHue 30 MUH mocie
npueMa ImuIiy.
Memacmamuueckuii pak Mo104HOU dicenesvl ¢ 2unepakcnpeccueti HER2/neu (ErbB2):

B xombunauuu ¢ mpacmyzymabom

Pexomennyemas noza nanatunu6a cocrasiser 1000 mr (uetslpe Tabierku) 1 pa3 B CyTKHM Ha
NPOTSKEHUH KOMOMHUPOBAHHOW TEPANNU C TPACTY3yMaOOM.

Pexomennyemass no3a TpacTyzymaba cocTtaBiseT 4 MI/KT BHYTPUBEHHO (B/B), B KadecTBe
Harpy304HoM 7103bl, 3aTeM 2 MI/KT B/B 1 pa3 B Hezlemo.

Memacmamuueckuil 20pMOHO3ABUCUMBLL PAK MOJIOYHOU dcenesbl ¢ eunepakenpeccueti HER2/neu
(ErbB2):

B kombunayuu c uH2u6umop0M apomamasvl

Pexomenayemas nosza nanaruHu6a cocraiger 1500 mr (mects Tabnerok) 1 pa3 B CyTkM Ha
MPOTSKEHUH KOMOMHUPOBAHHOM Tepanuy ¢ MHTUOMTOPOM apoMaTasbl.

Pekomenayemass 103a JeTpo3oia, HWHTHOMTOpa apomaTa3bl, B COCTaBE€ KOMOMHHPOBAHHOMN
TEpanuy ¢ JanaTUHUOOM cocTaBisieT 2,5 Mr 1 pa3 B CyTKH.

[lpy KOMOMHMpPOBAHHOW Tepamuu C JPYTUM IPernapaTroM - HHTHOUTOPOM apomMarasbl,

HEO0OXOIUMO U3YUYHUTh PEKUM JJO3UPOBAHUS COOTBETCTBYIOIIETO Mpernapara JaHHOW IPYIIIbI.
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HE00X0/IMMO BHUMATEIBHO O3HAKOMUTBCS C PEXHMOM JTO3HPOBAHUS, MPOTHUBOIOKA3AHUSAMH U
uHpopmanueii 1o  0e30macHOCTH, YKAa3aHHOM B HMHCTPYKUMHM MO  NPUMEHEHUIO
COOTBETCTBYIOLIETO Mpenapara.

Koppekiust 10361

Hapywenus co cmoponul cepoeuno-cocyoucmotl cucmemsbl

HeoOxonnMo mpekpaTuTh Tepamuio IpenapaToM B Clydyae IOSIBIEHHUS CHMIITOMOB,
aCCOITMMPOBAHHBIX cO CHIKeHneM BenuuuHbl OBJDK mo 3 cremenu u OGoisee (coryiacHO
CTaHJAPTHBIM  TEPMUHOJIOTMYECKUM  KPUTEPUSIM  OLEHKM  HEXKENATCNbHBIX  SBJICHUUN
Haunonansnoro uncruryra onkosiorun CHIA, NCI CTCAE), win npu CHUXKEHUU JTaHHOMN
BEJIMYMHBl HWXKE JIOIMYCTUMBIX IIPEIECIOB HOpPMBbL. B03MOXXHO BO300HOBJIEHHE TEpaNuu
npernapaToM B yMeHbIIeHHOU a03e (cHmxkeHue ¢ 1000 mr/cyt go 750 mr/cyrt, ¢ 1250 mr/cyT o
1000 mr/cyt unu ¢ 1500 mr/cyt no 1250 mr/cyTt) He paHee 4yeMm uepe3 2 HEIeNU MPU yCIOBUU
HopMmayn3auuu BenuuuHbel @BJDK u kynupoBanus cuMnToMoB. 110 TOCTYNHBIM Ha JaHHBIN
MOMEHT JaHHBIM OONBIIMHCTBO ciiydaeB cHmkeHuss ®BJDK ormeuaercss B mepBeie 12 Hemenb
Tepanuu MnpernapaToM, JaHHbIE O JJIUTEIBHON Tepanuy OrpaHuYCHBI.

Humepcmuyuanvuas 601e3Hb 1e2Kux u/uiu NHeeMOoHUmMbl

CnenyeT mpeKkpaTuTh TEpalvi0 MpPenaparoM IMpU MOSBICHUM JIETOYHBIX CHUMITOMOB,
CBHUJICTEJILCTBYIOIMX O PA3BUTHHA HWHTEPCTUIMAIBLHOW OOJIE3HM JIETKUX W/WIIM TTHEBMOHHTA
3-ii ctenenu u BhIie (cornacHo NCI CTCAE).

Luapes

JleueHne mpenapaTom cienyeT MPUOCTAHOBUTH Y MAIMEHTOB C Auapeeil 3-i CTerneHu (CoryIacHO
NCI CTCAE), mu6o 1-o# unu 2-0i CTENEHU, OCIOKHEHHOW CUMIITOMaMH (CIacTUYecKue 0oiu B
JKMBOTE OT YMEPEHHOH N0 TSDKEJIOM CTENEHM, TOLIHOTAa WM PBOTA 2-M CTENEHHM WM BBILIE
(cormacio NCI CTCAE), cHmxeHue pabOTOCIIOCOOHOCTH, JMXOpaJKa, CETCUC, HEUTPOINEeHHUS,
NOSIBJICHHE KPOBU B Kaje WM o0e3BoxkuBaHue). [Ipy yMeHbIIEHMH BBIPAXKEHHOCTH JHAped 10
1 creneHu W HIKE BO3MOXKHO BO30OHOBJICHHWE TEpAIMU JIAMATUHUOOM B YMEHBIIEHHOM J103€
(cHmwxkenue ¢ 1000 mr/cyt no 750 mr/cyt, ¢ 1250 mr/cyt o 1000 mr/cyt mnu ¢ 1500 mr/cyr no
1250 mr/cyr). JleyeHue anaTHHUOOM ClieyeT NPEeKpPaTUTh MOJHOCTHIO y MAIMEHTOB C Juapeen
4-i1 crenenu (cormacHo NCI CTCAE).

Tsicenvie KodCHbIE peaKyuu

Jleyenue manmaTUHUOOM CIIEAYET MPEKPAaTUTh MPU PA3BUTUU THKEJIOM IMPOrpeccupyromen

KOXKHOM CBINH C BOJIABIPSAMHU UJIU ITOPAKCHUEM CIIM3UCTBIX 000JI0YECK.
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ITpu pa3BUTHM MHBIX IPOSBICHUM TOKCHMYHOCTU 2 creneHu win Baiile corsiacHo NCI CTCAE
CJIEIyEeT PACCMOTPETh BO3MOXKHOCTh IIPUOCTAHOBIIEHUSI UJIHM NIPEKPAILEHUS TEPAIU [TPENapaTOM.
[Ipy yMeHbIIEHUH BBIPAKEHHOCTH CTENEHU IMPOSBICHUN TOKCUYHOCTU 10 | CTemeHu U MeHee
corimacHo NCI CTCAE B03M0)XHO BO300OHOBJICHHE Tepanuu B ctaHaapTHor go3e (1000 mr/cyr,
1250 wmr/cyr wmmum 1500 wmr/cyt). [lpy TOBTOpPHOM pa3BUTHH TPOSIBICHHA TOKCHYHOCTHU
BO300HOBJIATH TEPAIUIO MPENApaTOM CIEIYET B YMEHbBIIEHHOU 103¢ (cHMxkeHHOH ¢ 1000 mr/cyT
1o 750 mr/cyT, ¢ 1250 mr/cyt no 1000 mr/cyt niu ¢ 1500 mr/cyt go 1250 mr/cyr).

Oco0nlie T'pYHOIIbI TAMEHTOB

Tlayuenmsi nodxcunozo eospacma

HenocraTtouHo qaHHBIX O IPUMEHEHUH JIAIATUHUOA Y MAIMEHTOB cTapiie 65 Jer.

B menom y mnanueHTOB AAaHHOM BO3pacTHOM TIpyNNbl HE OTMEYEHO M3MEHEHHUIl mnpoduis
O6e3omacHOCTH ¥ 3(P(GEKTUBHOCTH JIalaTUHUOA B MOHOTEpANMM WM B KOMOHWHAIIMH C
KareuuTabuHoOM, TpacTy3ymaboM uiu JeTrpo3osioM. Ilo naHHBIM IpUMEHEHMs Npenapara B
KJINHAYECKOW IPAKTUKE HE OTMEYEHO Pa3JINUMii OTBETA y ALMEHTOB JTAHHOM BO3PACTHOU I'PYIIIIbI
[0 CpaBHEHMIO ¢ OoJjiee MOJIOJABIMU ManueHTaMu. Henb3si UCKIIOUNTh BO3MOXKHOCTH OOJIbILEH
YyBCTBUTEIBHOCTH Y MAI[UEHTOB IOKUJIOI0 BO3pACTa.

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Her ompiTa mpuMeHeHHs JanaTHHUOA y TAMEHTOB C HapylIeHHeM (YHKIMH TOYEK TSKEIOU
CTEIEHH, OJJHAKO HEOOXOJMMOCTb KOPPEKIMHU J103bl MATIOBEPOSITHA B CBA3U C TEM, YTO MTOYKAMHU
BBIBOAMTCS MeHee 2% BBEJCHHOH J103bl IpenapaTa (B BUAE€ HEM3MEHEHHOI'O BEIIEeCTBA M €ro
MeTabOJIUTOB).

layuenmul ¢ napywenuem ynkyuu nevenu

JlanmatuauO Mertabosmsupyercs B neyeHH. HapyiieHune QyHKIMM NedeHu cpeqHed U Tskenon
CTENEHM  acCCOLMUPOBAaHbl C  yBEJIMYEHMEM CHCTEMHOM »JKcmo3uuuu Ha 56% wu
85% cootBeTcTBEHHO. CneyeT ¢ OCTOPOXKHOCTBIO MPUMEHATH JIAaTUHUO y MallueHTOB C
HapylIeHHeM (PYHKIIMY MEYEHH B CBA3H C MOBBIIIEHMEM CUCTEMHOM 3KCIO3MIMU JanaTuHUOa. Y
NalMEeHTOB C HapylleHHeM (YHKLHU MedeHu Tsokenoi creneHu (kinacc C mo kiaccuukanuu
Yaitna-IIst0) 103y npenapaTa HEOOXOJUMO CHM3HMTH. Y IMALMEHTOB C HapylIeHHeM (YHKLIUU
NeYeHUs TsHKENoM creneHu oxupaercs uameHenne AUC 1o mpenenoB HOPMBI IPH KOPPEKLUU
o361 ¢ 1250 mr/cyt no 750 mr/cyt wim ¢ 1500 mr/cytr mo 1000 mr/cyr. Tem He MeHee,
KJIMHUYECKHE JaHHbIe TI0 KOPPEKIMHU 03kl JIaaTHHUOA y MAIlMeHTOB ¢ HapylIeHneM (QpYyHKIUU

MICYCHH TSHKEJION CTeIeHU OTCYTCTBYIOT.
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BbezonacHocts u 3(pPeKTUBHOCTD MPUMEHEHHUS JIanaTUHUOA y ManueHToB B Bo3pacTte oT 0 10
18 sieT He ycTaHOBIEHBI. JlaHHBIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

Jns mpuema BHYTpb. [Ipenapar Ananatu® ciexyer NpuHUMATh HE TO3HEe YeM 3a 1 Jac 10 ezpl
WIN He paHee ueM uepe3 | yac mocine enpl. PeKoMeH1yeMyro CyTOYHYIO 103y HE CIEAYeT JIEIUTh
Ha HECKOJIbKO MPHEMOB.

B ciaydae omHOBpeMEHHOTO NMPUMEHEHHS JIAATUHHOA C APYTMM JICKApCTBEHHBIM IpernapaTom
HEOOXOMMO BHHMATEIbHO O3HAKOMHTHCS C PEKUMOM JO03UPOBAHUS, MPOTUBOIOKA3AHUSAMU H
uH(popMarreit mo 6e30MacHOCTH, YKa3aHHOW B MHCTPYKIIMH IO IPUMEHEHHUIO COOTBETCTBYIOIIETO
npenapara.

4.3. TIIporuBomoka3zaHus

['mnepdyBCTBUTENBHOCTh K JIAMATHHUOY WIM K JI0OOOMY M3 BCIIOMOTATEIbHBIX BEILIECTB,
IIEPEYUCIICHHBIX B pazzene 6.1.

4.4. OcoOble yKa3aHUsA U MepPbI NPEA0CTOPOKHOCTH MPH NMPUMEHEHUH

Kap1MoTOKCHYHOCTh

3aperucTpupoBaHbl cooOueHust o ciyuyasx cHuwkeHuss @BJDK B cBs3u ¢ npuemMoM janatuHuoa.
Cnenyer coOmonaTh OCTOPOXKHOCTH IpU INPUMEHEHWM IIpernapaTa Yy MalMeHTOB C
3a00JIeBaHUSAMH, KOTOPhIE MOTYT BBI3BIBATh HapyIIEHUs (YHKIUHU JIEBOro xemynouka. [lepen
Ha4aJoM NPUMEHEHMs Ipenapara cienyer onpeaenuts BenuuuHy PBJDK ynocrosepuBuncs,
yro ucxonHoe 3HaueHue OBJDK HaxomuTcs B JOMyCTHUMBIX Ipeaenax HopMbl. Cuemyer
poBoanUTh KOHTposIb PBJDK Ha BceM IMPOTSHKEHUH TEpanuy IpenapaToM JUIs MPeA0TBpaleHUs
CHI)KEHUSI JTAaHHOW BEJIMYMHBI HUXKE TOMYCTUMBIX TPAHUL] HOPMBI.

B nepekpecTHOM KIMHMYECKOM MCCIIEN0BAHUH Y TALMEHTOB C PACIIPOCTPAHEHHBIMU COJIUIHBIMU
ONyXOJSIMM OTMeYaloch yBenuueHue wuHTepBana QTc, 3aBucsAmee OT KOHLEHTpaUuu
nanatuHuba. Cienyer coOr0aTh OCTOPOKHOCTD NMPU MPUMEHEHUH IpernapaTa y MalueHTOB C
YIJIMHEHUEM WM PUCKOM YJuIMHeHus uHTepBana QTc, a Takke y MalueHTOB ¢ TUIoKaIueMuei
WIM TUIIOMAarHueMueH, BPOXACHHBIM CHUHAPOMOM YuiMHeHus uHTepBasa QT; manueHTos,
IPUHUMAIOIINX aHTHAPUTMUYECKHE TIPEnaparhl WIK JAPYrUe JEKapCTBEHHBIE CPEICTBA, KOTOPBIE
npuBoaIT K yanuHeHuto wuHTepBana QT. Ilepenq mnpuMmeHeHueMm Tipenapara CleayeT
CKOPPEKTHPOBATH TMIOKATUEMHUIO, TUITOKATBIIMEMHIO HIIM TUIIOMAarHUEMHUIO.

HuTepcTunnaibHas 00JIe3Hb JICTKMX W ITHEBMOHMT

[Tpuem nanaTuHHOa OBLT aCCOIMUPOBAH C COOOIICHUSMU 00 HMHTEPCTUIIMATIHLHOW OONe3HU
Jerkux ¥ mHeBMoHHTe. Clenyer TIIaTelbHO HAOMIOJaTh MAIMEHTa C IEIbI0 BBIABICHUS

CUMIITOMOB, CBHUJACTCIBCTBYIOIIHUX O PAa3BUTHUU HHTCpCTHHHaHBHOﬁ 0one3HH JIETKUX W/WIN
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['enaTOTOKCUYHOCTD

B xiumHMueckux wuccinenoBaHusix (mMeHee dyem 'y 1% mamueHToB), a Takxke B
MOCTPETUCTPALIMOHHOM TEPUOJIE MOIYUEHbI COOOIICHUS O SBJICHUSAX T'€aTOTOKCUYHOCTH, TAKUX
kak yBenuueHue akTUBHOCTH AJIT mnu ACT B 3 pasa Bblllle BEpXHEH T'paHUIBI HOPMbI HIIH
yBEIIMUYEHUE KOHIEHTpauuu OmnupyOmHa B 1,5 pasza Bbllle BEpXHEW TpaHULBI HOPMBI.
CocTosiHME MOXET HOCUTBH TSKENbI XapakTep, OTMEYEHbI Cilydau C JIETaJbHBIM HCXOJIOM,
YyeTKasi MPUYMHHO-CJIEICTBEHHAs CBSI3b C MpPHEMOM JamnatuHuba He ycraHoBieHa. CocTosHue
MOJKET Pa3BUBATHCSA B MEPHOJ OT HECKOJBKUX CYTOK JI0 HECKOJBKHMX MECSIEB IOC]e Hadaja
tepanui. Heo0XonuMo mpoOBOIUTH KOHTPOJIHL JTaOOpAaTOPHBIX MOKa3aTened (yHKUUU TEYSHU
(TpancamuHa3bl, OwHMpyOWH W mienodHas Qocdaraza) A0 Hayala TEparnuu, U JANEe KaKIbie
4-6 Henenbp B TEUEHUE Kypca JIEUEHHUS M 1O KIMHUYECKUM TMokazaHusM. [lpu pa3Butuun
HapylIeHUs (YHKIMH MEYEHHU TSHKENOM CTENEeHU Tepanuio MpernapaTroM CleayeT OTMEHHUTH 0e3
MOBTOPHOT'O BO30OHOBJICHUS.

VY nanuenTos, seistonmxcs Hocurensmu ameneid HLA DQA1*02:01 u» DRB1*07:01, moBbIieH
PUCK BO3HMKHOBEHHS TeMAaTOTOKCHYHOCTH, CBSI3aHHOM C NpPHUMEHEHHWEM JamnaTuHuoa. Y
MAIMEHTOB, MOJYYaBIIUX MOHOTEPANHIO JTAaNaTMHUOOM, OOIIMA PHUCK Pa3BUTHUS HAPYLICHUS
¢GyHKIMKM TeyeHu Tskenod creneHu (axtuBHOCTh AJIT Gonee wem B 5 pa3 mpesbllaroias
BEPXHIOIO TPaHUILy HOPMBI, YTO cooTBeTCTBYET 3-eii crenenu corsnacHo NCI CTCAE) cocrasisin
2%, npu stom y Hocuteneit amneneir DQA1%*02:01 u DRB1*07:01 puck pa3BuTHs JaHHOTO
cocTosiHUsL ObLT BbIIIE (0KOJIO 8%), YeM y MAIMEHTOB, HE SBISIOMINXCS HOCUTENSIMH JaHHBIX
amtenet (0,5%). HocurensctBo ammenu HLA pacnpoctpaneHo cpemu mpencraButeneid (Ot
15% no 25%) eBponeoniHOM, a3uaTCKON, ahpUKAHCKOM U JIATHHOAMEPUKAHCKOW MOMYJIAINH, U
Huxe (1%) B AMOHCKOM MOMYSAINH.

VY nanueHToB ¢ HapylIeHneM (YHKIUHU MEYSHH TSHKEION CTEeNeHH B aHaMHe3e Mpernapar cieayeT
NPUMEHSATh B YMEHBIIEHHOW no03e. [Ipu pa3BUTHM TemaTOTOKCMYHOCTH TSDKEIOW CTETeHW Ha
¢doHe Tepanuu JanaTHHUOOM Ipenapar cieayeT OTMEHUTh 0€3 MOBTOPHOTO BO30OHOBIICHUS.
[{napes

NmeroTes cooOlieHns o cilydasix Juape, B TOM YHCIe TSKENIOW CTelneHu, Ha (oHe Teparnuu
nanatuHuOoM. Jluapes MOXKET HOCHUTh TSDKENbIM XapakTep, ObUIM OMNHMCAHBI CIy4aul CcoO
cMepTenbHbIM HcxonoM. Kak mnpaBuiio, nuapes BO3HUKajda Ha pPAaHHUX OJTamax JedyeHus
JanmaTUHUOOM, TIPY STOM MOYTH Yy MOJOBUHBI TAKUX MAIIIEHTOB COCTOSIHUE PAa3BUBAIIOCH B TEUCHHE
HepBbIX 6 CYTOK, MPOJOKUTENBHOCTh SBJICHHS Kak MpaBuiIo coctaiseT 4-5 cyrok. Juapes,
MHAYLUUPOBaHHAs IPUEMOM JanaTuHuOa, Kak MpaBUIIo JIETKOM CTENeHH, IpHu 3ToM 3 U 4 cTeneHb

cornacHo NCI CTCAE ormeuanuce meHee, uem y 10% u 1% nanmueHToB COOTBETCTBEHHO. PaHHSIS
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JaHHOTO cocTostHuA. CreayeT mpouH(POPMHUPOBATH MALMEHTAa O HEOOXOJUMOCTH HEMEJIEHHOTO
oOpamieHuss 3a MEIMIMHCKOW IOMOINBIO MpPH MEPBBIX MPH3HAKAX HW3MEHEHHs XapakTepa
nedekanmu.  KOppekmuioo  COCTOSHHSI — NMPOTHUBOJUAPEHHBIME  IMpernaparaMu  (Harmpumep,
JIONIEpaMUIOM) PEKOMEHIOBAaHO HAYMHATH ITOCIIE TIEPBOTo cirydas HeoopmieHHoro cryna. [Tpu
Japee TSDKEJIOM CTENEHH MOXKET MOTpeOoBaThCs MepopaIbHOE WIM BHYTPUBEHHOE TPUMEHEHHE
AIIEKTPOJIUTOB U KHUJIKOCTH, aHTUOUOTHUKOB, TAKUX KaK (PTOPXUHOIOHBI (0OCOOCHHO B CiIy4ae, eCiu
COCTOSIHHE COXpaHseTcs 0oJiee 24 4acoB IIPH JTUXOPAIKE UIIA HEUTPOIICHUH 3-i Ui 4-11 CTETICHH )
WY TIPUOCTAHOBJICHHUE TIPUEMa WIIM OTMEHA Iperapara.

Tspxenble KOKHBIE peaKIuu

3aperucTpupoBaHbl COOOIICHHS O TSHKEIBIX KOKHBIX PEAKIUSAX B CBS3H C MPUEMOM JIalaTHHHOA.
[Ipy momo3peHNH Ha pa3BUTHE MYIbTU(GOPMHOM SPUTEMBbl UM TAKUX >KU3HEYTPOKAIOIINX
COCTOAHMH, Kak cuHApoM CrtuBeHca-/[>KOHCOHA WM TOKCHYECKUU SIUIAEPMAalIbHBIA HEKPOJIU3
(HampuMep, TPOTPECCUPYIOMIEH KOXKHOW  CBIMH, COMPOBOXKIAIONIECHCS BO3HUKHOBEHHEM
BOJIIBIPE, WJM TIPU BOBJIEYCHUH CIM3UCTBIX OOOJIOYEK) JICUEHHUE TMpPEenaparoM CleayeT
OTMEHUT.

CoBMecTHOE Ha3HAaUeHHe ¢ MHrMOnTOpaMu U nHaykropamu nzodepmenrta CYP3A4

Cnenyer mNpOSIBUTH OCTOPOXXHOCTh ITPU OJHOBPEMEHHOM INPUMEHEHUU C YMEPEHHBIMHU
unruouropamu m3opepmenta CYP3A4, a Takke TIATETHbHO KOHTPOJIMPOBATH KIMHUYECKOE
COCTOSIHUE NAallMEeHTa U pa3BUTHE BO3ZMOXKHBIX HEXKENIaTeNIbHbIX JeKapcTBeHHbIX peakuuii (HJIP).
Crnenyer uzberaTb OJHOBPEMEHHOE IPUMEHEHNE C MHIYKTOPAaMH MJIM MOIIHBIMU HHIHOUTOpaMu
nzopepmenta CYP3A4.

Crnenyet u3beraTb OJJHOBPEMEHHOTO IPUMEHEHUS C TPENUTI(PPYTOBBIM COKOM.

Cnenyer wu30erarb OJHOBPEMEHHOTO TIPHMEHEHHs C JIEKAPCTBEHHBIMHM IperapaTami,
apistomuMucs: cyocrparamu uzopepmentoB CYP3A4 u CYP2C8 ¢ y3kuM TepamneBTUYECKUM
JIMara3oHoM.

Crnenyer n30erarb OJIHOBPEMEHHOI Tepanuu JIEKApCTBEHHBIMU MperapaTaMy, MOBBIILIAIOIUMI
pH *enynouHOro coka (CHUKEHHE paCTBOPUMOCTH U abcopOLIMy JIanaTUHUO0A).

45. B3aumopgeiicTBHe C JPYIrMMH JIeKAPCTBEHHbIMH NpenaparamMM W [pyrue BHABI
B3aHMO/1eiCTBUA

Biansanane APYIux JCKAPCTBEHHBIX CPECACTB HA JIAIIaTUHUO

Metabonu3M JlanaTMHUOA OCYILIECTBISETCS TIJIaBHBIM OOpa3oM C ydacTHeM Hu30(pepMeHTa
CYP3A. MHWurubutopsl wnu wuHAykTopel u3odepmenta CYP3A wmoryr BausTh Ha
(apMaKOKMHETHKY JIalaTuHuOA.

VY 3710pOBBIX J100OpPOBOJIBIEB, MOJYYAIOIUX KETOKOHA30J (MOLIHBIA MHTHOMTOP H30(epMeHTa
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CYP3A4) B noze 200 mr 2 pasa/cyt B TeueHue 7 cyTéEl,':E;IMgﬁ'ia{@%ﬁf;ﬁ;lTﬁaggl':'lff'ﬁn6a

(100 mr B cyTkn) yBenuuMBajach IpUMeEpHO B 3,6 pa3a, mepuo nojyBbIBeaeHUs — B 1,7 pasa.
Crnenyer m30eratb OJHOBPEMEHHOTO MPUMEHEHHS C MOIIHBIMH HWHTHOMTOpaMHU H30(pepMeHTa
CYP3A4 (manpumep, pUTOHABHp, CAKBUHABHUD, TEIUTPOMHIIMH, KETOKOHA30JI, MTPAKOHA30JI,
II03aKOHA30JI, BOPUKOHA30J1, Heda3on0H). [Ipn onHOBpeMEHHOM NPUMEHEHUM JanaTHHUOa U
yMmepeHHbIX uHTHOUTOpOoB m30depmenta CYP3A4 tpebyercss coOnromaTh OCTOPOXKHOCTH W
THIATEIbHO KOHTPOJIMPOBATh KIIMHUYECKOE COCTOSHUE IMallMEHTa U pa3BuTUE BO3MOXHBIX HJIP.
[Ipy HEOOXOIUMOCTH OJHOBPEMEHHOIO IPHUMEHEHMs MOLIHOIO MHIMOUTOpa H30(pepMeHTa
CYP3A4 cnenyer paccMOTpeTh BO3MOXKHOCTh YMEHBIIIEHUS A03bI Jianmatuauba no 500 mr/cyr,
4TO npuBeneT K u3MeHeHnto AUC 10 BeIMYMHBI, COOTBETCTBYIOLIEH MPUMEHEHUIO JanaTUHUOA
0e3 MHrMOMTOPOB yKa3zaHHOTO M3odepMeHTa. B Hacrosmee Bpemsi, OJHAKO, HET KIMHUYECKUX
JAHHBIX O IPUMEHEHUU JIanaTUHUOA NpU TaKOW KOPPEKLUUH J03bl Y MAIUEHTOB, MOITYYaIOLINX
MomHbli uHrHOUTOp uU30odepmenta CYP3A4. Ilpu oTMeHe OJZHOBpEMEHHOW Tepanmuu
NOBBILIEHUE [03bl JamaTMHUOA /10 PEKOMEHJOBAHHOM cleAyeT MNpPOBOJIUTH TOJBKO Yepe3
1 Hemenmo mocie OTMEHBI Uil OOECHEUYEHMsI IOJHOTO BBIBEACHMSI MOIIHOTO HHIHOWUTOpa
uzopepmenta CYP3A4 u3 opranusma.

VY 310pOBBIX 100POBOJIBIEB, MOMyUYarOIMX KapbamaszenuH (MHAYKTOp n3odepmenta CYP3A4) B
no3e 100 mr 2 paza/cyrt B Teuenne 3 cyrok u 200 mr 2 pasza/cyT B TeueHue 17 CyTOK, CUCTEeMHas
HKCTIO3UIMS JTanaTHHUOa CHIKaack Ha 72%. Crnemyer nzberath 0JHOBPEMEHHOTO TIPUMEHEHUS
nanatuHMOa M U3BECTHBIX HHAYKTOpoB wu3opepmeHta CYP3A4 (manpumep, pudaMmunu,
pudalytuH, GeHuTouH, KapOamasenuH, 3BepoOOW mpoiblpsBieHHbIN). [Ipu HeoOXxoauMocTu
OJIHOBPEMEHHOT'0 IIPUMEHEHHUs MOIIHOro uHaykropa nzopepmenta CYP3A4 no3y nanarunuba
HEOOXOIUMO MOJ0UpaTh, OCHOBBIBAasCb Ha IEPEHOCHUMOCTH, IIOCTENIEHHO TIOBBIIIAs €€ C
1250 mr/cyt po 4500 mr/cyt mwiu ¢ 1500 mr/cyt no 5500 mr/cyr. Oxxupaercs, 4To yKa3zaHHas
KOppeKLHs 1036 puBeaeT K n3MeHeHno AUC 10 BETMYMHBI, COOTBETCTBYIOIEH TPUMEHEHUIO
nanatuHuOa 6e3 wHAYKTOpoB H3odepmenta CYP3A4. B nacrosimee Bpems, OJHAKO, HET
KJIMHUYECKUX JIaHHBIX O NPUMEHEHUU JlanaTMHMOA y MAlUEHTOB, MOJYYarOIIUX MOIIHbII
unaykTop nzopepmenta CYP3A4. Ilpu ormene nunaykropos nzopepmenta CYP3A4 obparnoe
YMEHBIIEHUE J03bI JIAaTHHUOA 10 PEKOMEHIOBaHHOM ClielyeT MPOBOANUTE B T€UECHUE 2 HEJlElNb.
Jlanatunu® sBnsgercs cyOctparoM uisi TpaHcnopTHbXx OenkoB Pgp u BCRP. Muru6uropst
(KETOKOHA30J]1, UTPAKOHA30J1, XUHUNH, BepanaMull, IUKIOCIIOPUH, SPUTPOMHULINH) U UHAYKTOPbI
(pudamnuuuH, 3BepoOOi MPOABIPSABICHHBIN) JaHHBIX OEJIKOB MOTYT HM3MEHSATH AKCIIO3UIUIO
W/WIIN pacnpeeseHne JanaTuHuoa.

PactBopumMocTts nanatuauOa 3aBucut ot pH. Crneayer usberaTb 0OJHOBPEMEHHOTO NMPUMEHEHUS

BCIIECTB, YBCIMYHUBAIOUIUX pH KECIYOAOYHOI'0 COKa, TaK KaK pacTBOPUMOCTbL W BCACBIBAHUC
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MOMITHI (230METIPA30JIOM) CHKAJIO IKCIIO3UIIHIO JIATAaTUHUOA B cperHeM Ha 27% (B mpeaenax oT
6% 10 49%). OToT 3P deKT yMeHbIIaeTcs ¢ YBETUYCHUEM Bo3pacta mpumMepHo oT 40 et ao
60 netr. B cBsi3u C BbllIeCKa3aHHBIM, HEOOXOAUMO COOIIOJATh OCTOPOXKHOCTH Yy IAlUEHTOB,
MPUHUMAIOIIUX UHTUOUTOPHI MPOTOHHOM MOMITBI.

Brnusnue nanatunn0a Ha APYTruc JCKapCTBCHHBIC CPCACTBA

Jlamatuau® wHrHOupyer in vitro wusodepmenr CYP3A4 B KIMHUYECKM 3HAYMMBIX
KOHIeHTpauusax. OJHOBpEeMEHHOE IpPUMEHEHHE JalaTHHUOa ¢ MUAA30JaMOM IIpU IpUeMe
MOCIEAHEr0 BHYTPh NMpUBOIUT K moBbimeHnto AUC mupgazonama npumepHo Ha 45%. Ilpu B/B
BBEJCHUM MHUJa3ojlaMa HE OOHapyKMBAJOCh KIMHUYECKM 3Hayumoro ysenundeHus AUC.
Crnenyer wu30erarb OJHOBPEMEHHOI'O TIPUMEHEHHUS JamatuHUOa C TpenapaTamMud s
HEPOPAIILHOrO MpHEMa C Y3KHUM TEpalleBTUUECKUM JAHMaNa3oHOM, SBISIOIIMMUCS CyOcTpaTaMu
uzopepmenta CYP3A4 (Hampumep, Hu3anpu, MUMO3UI, XUHUIMH).

Jlamatuau6 wuHrubupyer wu3opepment CYP2C8 in Vvitr0 B KIMHUYECKH 3HAYUMBIX
KoHIeHTpanusx. CrexyeT u3beraTb 0JHOBPEMEHHOTO TIPUMEHEHUS JIaaTHHNOA ¢ mpemnaparaMu
C Y3KMM TepaneBTHUECKUM JMana3oHOM, KOTOpbIE SIBIISAIOTCS cyOcTparamu H3odepMeHTa
CYP2C8 (nanpumep, penarinHu).

OnHOBpEeMEHHOE B/B NMpPUMEHEHHE MAKJIMTAKCeNa C JIAMATHHUOOM NPUBOAUT K YBEITHMYCHHUIO
9KCIIO3UINH NakiuTakcena Ha 23%, uyto o0ycioBieHo naruouposanneM m3odepmenta CYP2CS
u/win Pgp nanatuHnOGoM. B KIMHMYECKMX MCCIEOBAHUAX HPU NPUMEHEHUM JanaTHHUOa ¢
NAKJIUTAKCEJIOM OTMEYEHO YBEJIMYEHHE YacTOThl U CTENEHU TSKECTH AMAPEU U HEUTPOIICHUHU.
Cnenyer coOm01aTh OCTOPOKHOCTh IPU  OJHOBPEMEHHOM NPUMEHEHHWH IIpernapara ¢
MAKJIUTaKCEJIOM.

[Ipr ogHOBpEMEHHOM NPUMEHEHMH JOIeTaKkcena B/B U JaMaTUHUOAa HE OTMEYEHO HM3MEHEHUs
AUC mmn Cpax 000MX JEHCTBYIOIIMX BEIIECTB, MPH 3TOM OTMEYEHO YBEIMYEHHE YaCTOTHI
Pa3BUTHS HEUTPONIEHUH, MHIYLUPOBAHHOM J1OIIETAKCEIOM.

OpnHOBpeMEeHHOE MPUMEHEHUE JanaTuHU0a ¢ UPUHOTEKAaHOM (IIPH BBEJIEHUU B paMKaX CXEMbI
neuenust FOLFIRI) mpuBonuno x noBeimeHnto AUC akTUBHOrO MeTaboiMTa HMPUHOTEKaHa,
SN-38, mpumepro Ha 40%. TouHBIi MeXaHU3M JAaHHOTO B3aWMOJICHCTBHMS HEU3BECTEH, HO
IpeIoiaraeTcsa, YTo OH CBSi3aH C MHTMOMPOBAHUEM JAaTUHUOOM OJHOTO WJIM HECKOJIBKHUX
TpaHCTIOPTHBIX OenkoB. Paszsutne Bosmoxubix HJIP npu npumenenum nanaTtuHHOa
OJIHOBPEMEHHO C  HPUHOTEKAHOM  JIOJDKHO  THIATEJIBbHO  KOHTPOJMPOBAThCH,  INpHU
HEO0XOIMMOCTH — PELIMTh BONPOC O CHUXKEHUH J103bl UpUHOTEKaHa. [IpuMenenue nanatuanoa B
KOMOMHAIlUM C KamenuTaOWHOM, JIETPO30JOM WM TpacTy3ymaOoM He BIUSeT Ha

(dapMakOKMHETHUYECKHE TTapaMeTphbl YKa3aHHBIX MpPEnapaToB U UX METaOOIHUTOB.
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KOHIIeHTpanusax. OTHOBpEeMEHHOE MPUMEHEHUE JIaaTHHUOA C JUTOKCHHOM BHYTPb MPUBOJIUT K
noseimieHH0 AUC nurokcuna npumepHo Ha 80%. CienyeT ¢ OCTOPOXKHOCTBIO MPUMEHSTH
JanatiHUO OJHOBPEMEHHO C IperapaTraMH, KOTOpbIE SIBISIOTCS cyOcTpaTtamu Pgp, ¢ y3kum
TEpaneBTHYECKUM JTMATIA30HOM, a TaKKe HEOOXOJUMO PacCMOTPETh BOIPOC O CHIIKEHUH JI03BI
TaKUX MPEraparTosB.

Jlanatunn® wmHruOupyer tpancnoptHeie O0enku BCRP u OATPIBI1 in vitro. Knunuueckoe
3Ha4YeHHUE JaHHBIX 3()(HEKTOB HE M3Yy4araoch, HO HE MCKIIOYEHO, YTO JIATATHHUO MOXKET BIIHATH
Ha ¢apmakoknHeTHKy cyoctpatoB BCRP (manpumep, tomorekana) u OATP1B1 (manpumep,
pO3yBacTaTHHA).

BzauMoaenicTBue ¢ mumien

buopoctynHocTh nanmaruHuOa 3aBUCUT OT MpHeMa NUIIM. Tak Kak TpedndpyToBBIA COK
crocoben wunrudbupoBath uzopepment CYP3A4 u TpancmoptHeiii Oenmok Pgp B crenke
KHIIIEYHUKA, TaKUM 00pa3oM TIOBBIIAs OHWOJOCTYITHOCTh JamaTuHuOa, ClieayeT u30eraTh
COBMECTHOT'O IPUMEHEHUS JIAMIATUHNOA B TPEUIIhpyTOBOTO COKA.

4.6. @DepTUWIBHOCTH, 0ePEMEHHOCTh U JAKTALUS

JKeHIIUHEI ¢ JIETOPOIHBIM ITOTSHIIUAIOM (KOHTDaI_IeHHI/IH Y MYKXKYMH U )I(CHHJI/IH)

CormacHo pe3yibTaTaM TIPOBEACHHBIX WCCICAOBAHUN, HA JKUBOTHBIX, JIAMIATUHUO MOXKET
OKa3bIBaTh HETAaTUBHOE BO3JeHCTBHE Ha IUIOA. JKEHIIMHAM C JETOPOAHBIM MOTEHIIUATIOM
ClelyeT pPEeKOMEHIOBAaTh HCIOJb30BaTh HAAEKHBIE METOAbl KOHTpalenuuu (4acToTra
BO3HHUKHOBEHHUSI OEPEeMEHHOCTH TPU HCIIONB30BAaHUM KOTOPHIX < 1%) BO Bpemsi ImpHUMEHEHUs
JanaTUHUOA ¥ B TEUCHHE KaK MUHIUMYM 5 CYTOK IOCJI€ IPUMEHEHUS TTOCIICTHEN JTO3BI.
bepemeHHOCTD

He npoBoaniiock COOTBETCTBYIOLIMX U XOPOUIO KOHTPOJIUPYEMBIX HCCIEIOBAHUN MPUMEHEHUS
nanatuHuOa BO BpeMs 6epeMeHHOCTU. Brnusinue nanarnanba Ha miioa HeusBecTHO. [larmenTkam
C COXpPaHEHHBIM PEMPOIYKTUBHBIM MOTEHIIMATIOM CIEyeT HCIOJb30BaTh HAJCKHBIE CITOCOOBI
KOHTpAIeNui, a Takke u30eraTh HACTYIUICHHS OEpPEeMEHHOCTH B TIEPUOJ  JICUEHUS
nanatuHuOoM. JlamaTuHMO He 007aaanm TepaToreHHBIMH CBONCTBAMH B HCCIEJOBAHUSX Y
JKUBOTHBIX, OJHAKO BbI3bIBAJl BO3HUKHOBEHHE HE3HAYUTENIbHBIX IOPOKOB pa3BUTUA IpHU
MPUMEHEHUH B J103aX, TOKCUYHBIX JIJIT MAaTEPUHCKOTO OpTaHU3Ma.

JlakTarms

HeusBecTHO, MpOHMKAeT JIM JlaaTUHUO B TPyAHOE MOJOKO. B CBs3M ¢ Tem, 4TO MHOTHE
mpenapaTsl MOCTYNAT B TPYAHOE MOJIOKO, BO BpeMsi TE€palnuu JTAaNaTHHUOOM M B TeUEHHE KakK

MHHUMYM 5 CYTOK IOCJI€ NMPUMEHEHHUS MOCIEAHEN T03bI PEKOMEHIOBAHO MPEKPATUTH TPYIHOE
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IpyIHOTO peOeHKa.

DdepTUabHOCTD

Het na"HbIx.

4.7. BuusiHHe HA CNMOCOOHOCTH YNPABJISITh TPAHCHOPTHLIMHM CpeACTBAMH H padoTarh C
MeXaHU3MaMu

BrusHue Ha cOCOOHOCTH YNPAaBISATH TPAHCIOPTHBIMH CPEICTBAMU W 3aHUMAThCS JAPYTUMU

BUJAMH JESITENbHOCTH, TPEOYIONIMMH TMOBBIIIEHHON KOHIEHTpPAllMd BHUMaHUS U OBICTPOTHI

MICUXOMOTOPHBIX peakluid, He u3ydanaoch. Mcxons U3 MexaHu3ma JIeHCTBUS JanaTuHu0a, Helb3s

MPEIOJIOKUTh HEONArONpHUsITHOE BIIMSHUE Tpernapara Ha TaKue BUIBI JACSITEILHOCTH, OJHAKO

ClielyeT MPUHUMATh BO BHHMAaHHE OOIIEe COCTOSHHE MAIMEeHTa U MPOQHIIb HEKETaTeITbHBIX

peakiuii  nanatuHuOa. HeoOxoaumo  coOmroAaTh  OCTOPOXKHOCTh  MpPU  YIPaBJICHUU

TPAHCHOPTHBIMU CPEACTBAMU M 3aHATUSAX JPYrUMU [OTEHUMAIbHO ONACHBIMU BUIAaMU

NESATCIIbHOCTH, TPEOYIONIMMH  TIOBBIIICHHON KOHIICHTPAIlMM BHUMAHHS ©  OBICTPOTHI

IICUXOMOTOPHBIX PEAKIUH.

4.8. HexenareJbHble peaKIul

Pesrome nmpoduisg 6e3onacHOCTH

be3zomacHocTh nanmatuHrOa OleHEHA B X0/1¢ KIIMHUYECKUX UCCIICIOBAaHUI KaK IPH MOHOTEPAITHH,
TaKk ¥ TpH MPUMEHECHUH B KOMOWHAIIMHM, B TOM YHCJIEC C TpacTy3ymaOoMm, KarernuTaOMHOM W
JIETPO30JI0M.

Haubonee pacnpocTpaHeHHBIMH HEXKeJIaTeIbHBIMU peakuusMu (> 25%) BO BpeMs Tepanuu
JAnaTUHUOOM OBLTM  PACCTPOMCTBA CO CTOPOHBI JKENYIOYHO-KUIIIEYHOTO TpakTa (auapes,
TOIIHOTa W PBOTA) W ChIMb. [Ipu Ha3HaueHWH JanaTHHUOA C KamenuTabuHOM HaOII01anach
JaJIOHHO- TOJIOIIBEHHAass »putponausecresuss (> 25%). Yactora BO3HHUKHOBEHHUS JIaJIOHHO-
MOJIOIIBEHHON 3PUTPOAU3ECTE3UH CX0Xka C TPYIIaMHU MAallMeHTOB, MPUHUMAIOIINX JTAaMaTHHUO C
KarnenuTabOMHOM H KamneuuTtaOuH B KauecTBe MoHoTepanuu. [luapes sBisercs Hambosee
paclpoOCTPaHEHHON HEXKENIATEIbHON pEeaKUHel, MPUBOASAIIEH K MPEKPAIICHHUIO JEYeHUsI, KOraa
JanaTUHUO MPUHUMAJICS B COUETAHUU C KalelUTaOMHOM WJIH JIETPO30JIOM.

He coolmanoch 0 Kakux-aub0 JOMONMHUTEIBHBIX HEXKENATENbHBIX pPEaKIHsIX, CBI3aHHBIX C
pUEMOM JamnaThuHuOa B COYeTaHWM C TpacTy3ymabom. Habmronanoch yBennueHue Ciydaes
KapIMOTOKCUYHOCTH, HO TI0 CBOEH CYTH U TSKECTH OSTH OCJIOKHEHUS COMOCTABHUMBI C
OCIIO’)KHEHUSIMH, 3aPETUCTPUPOBAHHBIMU B KJIMHUUECKON MporpamMme JanatuHuOa. DTH JaHHbIS

OCHOBAaHBI Ha BO3/ICHCTBHU 3TOI KOM6I/IHaI_II/II/I y 149 NalfM€HTOB B 0azoBoM HUCCICIOBAaHUHU.
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TabauuHOE pe3roMe HEXKENATENLHBIX PEAKLIUA (NOCNEOCBATENEHOCTE 0004)

HexenaTtenbHble JEKapCTBEHHbIE pPEAKLMU, MPEACTABICHHBIE HUXKE, CrPYNIHPOBAHBI B
COOTBETCTBUHM C KiaccuHKalmend opraHoB u cucrteM opranoB MedDRA, mepeuncriensr B
MOPSIKE YMEHBIIEHUS YaCTOTHI BCTPEYaeMOCTH.

YacroTa BCTpEYaeMOCTH OLIEHMBajach cleAyromuM obOpa3om: oueHb yacto (= 1/10); wacto
(ot > 1/100 mo < 1/10); meuacto (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),
oueHb peako (< 1/10000), yactora HeM3BeCTHA (HE MOXET OBITH OMpPENEICHA 0 MMEIOIIUMCS
naHHbM). B mpenemax kaxmoit dacroTHoi kateropuu HIJIP pacnpenenenbl B mopsiake
YMEHbILIEHUS YaCTOTHl BCTPEUAEMOCTH.

Mounomepanus ranamurHudom

Hapywenus co cmoponbt ummyHHOU cucmemul

Peoxo: ‘ PEaKIMK THIIEPYYBCTBUTEILHOCTH, BKII0YAsl aHA(DUIIAKCHIO.

Hapywenusa memabonuzma u numanus

Ouenb yacmo: | aHOpeKcHs.

Hapywenus co cmoponsi cepoya

Yacmo: camkenne OBJDK ormedanocs mnpubnusutensHo y 1% manueHTos,
IOJYYaBIIUX JIAlATUHUO, W mpoTrekano OeccuMnToMHO Ooinee yeM B 70%
ciyyaeB. Hopmanusanys Uiy yinydileHHe JAaHHOTO IoKa3aTens HalJIl0Jaloch
6onee yeM B 70% ciaydaeB mocie MNpEeKpalleHHs] Tepanuu IpenapaToM.
Cumxenne OBJDK, compoBokiaBiieecss CHMITOMaMH, HaOIIOIaI0Ch
npubsusutensio 'y 0,3% nanuenToB, mnosyyaBmiux JanatuHu6. HIIP,
HaOJII0AABIIMECS IIPU 3TOM, BKJIFOYAIIU OJIBIIIKY, CEPACYHYIO0 HEOCTATOUHOCTh
U OLIYIIEHUE «CEePALICOMEHUSI.

Hapywenus co cmoponsi OvixamenvbHou cucmemvl, 0p2ano8 2pyOHOU KIemKU U cpedoCmeHus

Heuacmo: ‘ MHTEPCTUIIMANIbHAs 0OJIE3Hb JIETKUX / THEBMOHUT.

JKenyoouno-kuuieunvie Hapyulenus

i
Ouenv yacmo: | nuapesi, KOTopasi MOXXET NPUBOAUTH K JAerujipaTanuu (B OOJBIINHCTBE
cllyyaeB OTMeueHa auapes 1-i uiam 2-i cTeneHu), TOUIHOTA, PBOTA.

Hapywenus co cmoponsl neuenu u scenyesbl8o0auux nymetl

Heuacmo: rUNepOUIMPYOHHEMHS], TeMaTOTOKCHYHOCTh . IIOBBIIICHHE KOHIGHTPAIHH
OmMpyOrHa BO3MOKHO BCJIE/ICTBUE YTHETEHUS JJAaaTUHUOOM KOHBIOTAllMH B
neuenn OATP1BI1 (monunentun, nepeHocsmuil oprannyeckue aHuonsl 1B1)
WIM YTHETEHWs BbIACNIEHUS OWIUpyOMHAa C  JKEJIYbl0 IOCPEICTBOM
P-rnukonporenna (Pgp) nnu BCRP.

Hapymeﬁwz CO CIMOPOHbBL KOJMWCU U NOOKONCHBIX MKAHEU

T v
Ouenb yacmo: | KOXHas Chlllb (BKJIIOYasi akHE(POPMHBIHM IepMaTHT).

Yacmo: NOopaKeHHEe HOI'Tel, BKJII0Yas NApOHUXHUIO.

Obwue napyueHus u peakyuu 8 Mecme 66e0eHuUs

Ouenw uacmo: | cnabocT.

L. qmapest i KOJKHAs CHITTb B OCHOBHOM OBLITH JIETKO# CTENCHHN ¥ He MPHBOIMIN K MPEKPAIICHHIO
Tepanuu npenapaToM. Jluapes ycremHo nojaaBagach IpoakTUBHON Koppekuuu. KoxkHas chlnb
B OOJIBIIIMHCTBE CIIy4aeB OblIa MPEeXO/ISIICH.

" yBeJIMUEHHE aKTMBHOCTH ajlaHnHaMuHoTpaHchepasbl (AJIT) wu acnapraraMuHOTpaHCc(epasbl
(ACT) B 3 pa3a BbIllle BepXHEH IpaHUIBI HOPMBI WIIN YBEIIMYCHUE KOHIICHTPAIH OMITHpyOrHA B
1,5 pa3a BblIle BepxHel rpaHHIIbl HOPMBI ObUIH BbI3BaHbI IPUMEHEHUEM JlarnaTHHUOA.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 28.08.2024 N= 18003
Kombunuposannas mepanus ¢ kaneyumaodunom (NOCNEOCBATENEHOCTE 0004)

Hononuurensuo k HJIP, nabmogaBmumcest Ha (oHE MOHOTEpANMH JIAMATUHUOOM, CIIEAYIOIINE
HJIP nabnromanuce Ha (hOHE MPUMEHEHHS JanaTMHUOA B KOMOWHAIIMHM C KaneruTaOuHOM C

yacToTol O6osiee 5% 4eM B MOHOTEpAIUU KareruTaOMHOM.

JKenyoouno-kuuieunvie HapyuleHus

Ouenw yacmo. ‘ JUCTICIICHA.

Hapywenus co cmoponvl kodtxcu u nOOK0*CHBIX MKAHel

Ouenw yacmo. ‘ CYXOCTb KOKHU.

HJIP, nabawoaswuecs npu npumeHenuu 1anamuHuba 6 KOMOuHayuu ¢ KaneyumaouHom ¢ moti

ance qacmomoﬁ, umo u npu MoHomepanuu Kaneuuma6uHOM

Tcuxuueckue HapyuteHus

Ouenw yacmo: \ OeccoHHHUIIA.

Hapymesz CO CMOPOHbL HepGHOZZ cucmemaol

Yacmo: \ TOJIOBHAS OO0JIb.

JKenyoouno-kuwieunvie Hapyulenus

Ouenv uacmo: | cromarwr, 3anop, 60Jib B KHUBOTE.

HapymeHuﬂ CO CIMOPOHbBL KOJHCU U NOOKONCHBIX MKAHEU

Ouenw ywacmo: ‘ CUHOPOM JIAAOHHO-IIOIOIBESHHOM SPUTPOAN3ICTCINU.

HapymeHu}z CO CNOPOHbL Mbll/l/lellHOZZ, CKenemHol u coeOUHUMeNbHOU MKAHU

Ouenw yacmo. ‘ 00JIb B KOHEYHOCTSX, 00JIb B CITHHE.

Obwue Hapywenus u peakyuu 8 mecme 66e0eHUs

Ouenw yacmo. ‘ BOCITAJIEHUE CIIM3UCTOM 000JIOYKH ITOJIOCTH pTa.

Kombunuposannas mepanus ¢ mpacmy3symaoom

[lpu mpumeHeHnn mnamatuHEOA B KOMOMHAIMM C TpacTy3ymabom pomnoiautenbHbx HIIP,
CBSI3aHHBIX C JIalATUHUOOM, OTMe4YeHO He Obuto. OTMeYeHO YBEIMYEHHME YacTOThI
BCTPEYAEMOCTH SIBJICHUN KapAMOTOKCUYHOCTH, OJIHAKO XapakTep U TskecTh AaHHbIX HJIP Obutn
CpPaBHMMBl C QHAJOTMYHBIMHM JIaHHBIMH, TIOJIYYEHHBIMH B KIMHUYECKUX HCCIEAOBAHUAX
JanaTuHuOA.

B knMHHYeCKHUX MCClieOBaHUX NMPU MPUMEHEHHH IpenapaTa B KOMOMHALMYU € TpacTy3yMaboMm
1o nosoxy Meracraruueckoro paka HJIP co croponsl cepaua, Bkmrodas ymensiienune OBJDK,
OTMEYEHbl y 7% TaIMeHTOB MO CPaBHEHHUIO ¢ MOHOTepamnuen jamatuHuooM (2% MainueHToB).
XapakTtep W CTeneHb TskecTH MAaHHbIX HJIP cpaBHMMBI C aHAJTOTHMYHBIMM JTAHHBIMHU,
NOJYYEHHBIMHU B MCCJIEIOBAHUN MOHOTEPAIINH JIATATUHUOOM.

Kombunuposannas mepanus c 1empo3onom

Honomuurensno k HJIP, mabmonatomumcst Ha (oHE MOHOTEpANHH JIATTATUHHOOM, CIIEIYIONINe
HJIP naGmromanuce mpu MPUMEHEHUHU JanaTHHUOA B KOMOWHAIMHU C JIETPO30JIOM C YacTOTOM

6onee 5% yeM B MOHOTEPAITHH JIETPO30IIOM.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 13003

Hapyuienus co cmopoHul 0bixamenbHoll cucmeot, opelilot2pyonotEkaemicie It epedoceniii

Ouenw yacmo. ‘ HOCOBOC KPOBOTCUYCHHUC.
Hapyweﬁuﬂ CO CMOPOHbBL KOJHCU U NOOKOJNCHBIX MKAHEU
Ovuenw wacmo: ‘ ajlonenus, CyXoCTb KOXKH.

[Tpu npumeHeHNH JanaTUHUOA B KIMHUYECKOW MPAKTHKE B MOCTPETUCTPALIMOHHOM IEPHOJE, B
CIIOHTAHHBIX COOOIIEHUSAX U B JUTEPATYpPHBIX UCTOYHHKAX coobImanock o ciaeayroumx HIIP (B
CBSI3M C T€M, YTO CIOHTaHHBIE coobmeHuss o HJIP moctymaroT B HOOPOBOIBLHOM MOPSAKE W3
MOMYJISIUUA  HEOIPEIEICHHOr0 pasMepa, ISl JaHHBIX PEaKUUi MCIOJIb30BaHA KaTEropus
«4acTtota HeusBecTHa»). HJIP crpynmupoBaHbl B COOTBETCTBUM C KJaCCH(PHUKAIUEH OpraHOB U

cucreM opranoB MedDRA, riepedriciieHbl B TOPSIIKE YMEHBIIICHHUS BaXKHOCTH.

Hapywenus co cmoponwi cepoya

KenynoukoBasi apuTMUSI/JKEITYA0IKOBAST TAXUKAPAWS THUIIA «ITUPYIT»

Y nnunenue unrepBana QT mo ganubM sekTpokapaunorpadpuu (OKI)

Hapywenus co cmoponbl Kodicu 1 HOOKOJICHbIX MKAHEl

Tspkenple HEXeNaTeNbHBIC SBICHUS CO CTOPOHBI KOXH, BKIOYas cuHApoM CTHBEHCca-
JI>KOHCOHA ¥ TOKCHUYECKUI ATTHICPMaIbHbIN HEKPOJIN3

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coob1iaTe 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PeaklUiX MMOCie PerucTpaluu npemnapara
C Ienpl0 00eCredYeHHss HENPEePhIBHOIO MOHHUTOPHUHTA COOTHOIICHHUS <II0JIb3a — PHCK»
JICKapCTBEHHOTO Tpernapara. MeIuIuHCKAM pa0OTHUKAM PEKOMEHIYeTCsS COOOMIATh O JIF0OBIX
MOJI03PEBACMBIX HEXKENATEIbHBIX PEaKIUIX JIEKQpCTBEHHOTO IMpernapara depe3 HallMOHaJbHbIe
CUCTEMBbl COOOILEHUSI O HEXKeJIaTeNbHBIX peaKIUsIX TOoCYdapcTB - uieHoB EBpasuiickoro
SKOHOMHUYECKOTO COI03a.

Poccniickas @enepanns

®denepanbHas cinyx0a mo Haa30py B cdepe 3apaBooxpanenus (PocsnpaBuanzop)

Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miiomanp, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

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

Pecny6nmka benapychb

PVII «lleHTp 3KCIIepTU3 U UCHIBITAHUH B 3{PaBOOXPAHEHUN»
Anpec: 220037, r. Munck, niep. ToBapuieckwnii, 2a
Tenedon: +375 17 231 85 14

®akc: +375 17 252 53 58

OnekrponHas moyra: repl@rceth.by

Caiit: www.rceth.by

Pecniybnuka Kazaxcran
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 12003

PecryGiIMKaHCKOE  TOCYIapCTBEHHOE MpeAnusTHe | ':“:ﬁﬂgsg': Sodsitctiettore | Beienus

«HaunoHanbHelil LleHTp 3KCIEpTU3bl JIEKAPCTBEHHBIX CPEACTB M MEOULMHCKUX HW3IETUIN»
Komurera megunuHckoro u ¢papMarneBTuueckoro KonTpoist M3 PK

Anpec: 010000, r. Acrtana, yi. ImanoBa, 13

Tenedon: +7 7172 78 98 28

OnekTponHas noyra: farm@dari.kz

Caiit: www.ndda.kz

PecnyOonka Apmenust

AO3T «Hay4dHblii EHTP SKCHEPTHU3BI JICKAPCTB M MEIUIMHCKUX TEXHOJOTMH WM. aKaJIeMHKa
3. I'abpuensiHa»

Anpec: 0051, . EpeBan, ip. Komuraca 49/5

Tenedon: +374 60 83 00 73

Caiit: www.pharm.am

Keipreizckas PecniyOnuka

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEIMLMHCKUX U3Jenuil npu MuHuUCTEpcTBe
3npaBooxpaneHus Keiproizckoii PecriyOmimku

Anpec: 720044, r. buiukexk, yiu. 3-1 Jlunus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onekrponnas noyra: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9. Tlepeno3upoBka

B KkiIMHWYECKHX HWCCIENOBAaHMAX MOKAa3aHO, 4TO OoJiee YacThId, YeM PEKOMEHJIOBAHO, MPHEM
mperapaTa MOXeT MPUBOJNUTH K YBEITUYCHUIO KOHIICHTPAIMH JIAaIaTHHUOA B CHIBOPOTKE KPOBH,
MO3TOMY HE CJeyeT MPUHUMATh MPOMYIIEHHBIC J103bl, YMEHbIIAs HHTEPBATI MEXIY MpUEeMaMHu.
[Tpuem mpemnapara HEOOXOAMMO BO300OHOBIATH, HAUMHASI CO CIEAYIOIIEH 3arilaHWPOBAHHOMN
CYTOYHOM J103BlI.

CuMITOMBI

MaxkcuManbHasi CyTOYHas 103a B KITIMHUYECKHUX UCCleoBaHUsIX cocTaBmsuia 1800 Mr BHYTpb.

VY manueHToB, MONyYaBIIUX TEPANHIO JIAMTAaTUHUOOM, OTMEYAUCh Kak 0€CCUMITOMHBIE CIydan
NEePeIO3UPOBKH, a TaKXke W CIydaW, CONpPOBOXKAABIIMECS cUMNITOMaMu. HalmromaBmmecs
CUMIITOMBI COOTBETCTBOBAJIM HM3yYCHHBIM HEXKEJIATCIbHBIM SBJICHHWSAM JIallaTHHWOA, W B
HEKOTOPBIX CIy4asX BKIIOYAIHN M3BS3BICHUE KOXKU TOJIOBBI, CHHYCOBYIO Taxukapauio (OKI' B
mpeJienax HOPMBI [0 OCTAILHBIM IMapaMeTpaM) |/UIIM TOPAKEHHUE CITU3UCTON 000JIOUKH.

JleueHnune
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He cymecTtByer cnennduyueckoro aHTHAOTA 113 HHFH6P&£B§&H11§%§%E$J[§I‘H§%%&HTI& 1LI>1'p'3éI/IHa

EGFR (ERbB1) u/unu HER2/neu (ERbB2).

Cumnmomamuyeckaa mepanus. BriBeieHne nanaTiHuOa MOYKAMHM HE3HAUYMUTENBHO B CBSI3U C
BBICOKOW CTENCHBIO CBSI3bIBAHUs OCJIKAMU IIIa3Mbl KPOBH B CBSI3U C 4YEeM OXKHIACTCS, YTO
remoauanu3 oyaeT HeaheKTUBEH ISl YCKOPEHUS BHIBEICHUS JIallaTUHHUOA.

JlanbHeliee IedeHHE CIeAYET MPOBOAMUTD MO KIMHUYECKUM TTOKa3aHUSM WIIH B COOTBETCTBUU C

MCCTHBIMH KIIMHUYCCKUMU PCKOMCHAAIIUAMMU.

5.  ®APMAKOJOI'MYECKHUE CBOVCTBA

5.1. ®dapmakoaMHaMHYecKHe CBOIiCTBA

®apMakoTepaneBTUyecKas  rpymnna: IIPOTUBOOITYX0JIEBBIE CpEJICTBA; UHTUOUTOPEI
IPOTEUHKHMHA3; MHTHMOUTOPBI TUPO3MHKMHA3bl peLenTopa 3HuAepMalIbHOro (axkropa pocra
yenoBeka 2-ro Tuna (HER-2).

Kox ATX: LO1EHO1

Mexanusm geiicTBus

JlamatTuHO — HOBBIA MOIIHBIA OOPATUMBIA CENEKTUBHBIH WHTHOMTOP BHYTPUKIETOUHOU
TUPO3UHKUHA3BI, cBs3biBatoiuiicss ¢ penentopamu EGFR (epidermal growth factor receptor,
perenTop snuaAepMaibHOro dakropa pocra, ErbBl) u penentopamun HER2 (human epidermal
growth factor receptor, pemenTop s3mmIepMaIbHOTO (QakTopa pocta uenoBeka, ErbB2),
XapaKTepU3YIOIIMICS MEIJIEHHOM Juccoluanuedl ¢  JaHHbIMM  peuentopamu  (mepuon
nonynucconrauuu paseH 300 muH miam OGonee). Ilo cpaBHeHMIO € APYrMMH HU3YYE€HHBIMU
MHTUOUTOpaMH TUPO3UHKHHA3BI JIAMIATUHUO XapakTepusyeTcs Oosiee MeJUIEHHOM auccounuanuen
¢ peuenropamu. JlamaTuHUO MHTUOMPYET POCT OMYXOJEBBIX KIETOK, WHHUIIMHPOBAHHBIN
BiusiaueM ErbB, kak in Vitro, Tak v y pa3iM4YHbIX )KABOTHBIX MOJIEIICH.

[TomMrMO COOCTBEHHOW AaKTUBHOCTH IN VItr0 JamaTHHUO MPOJAEMOHCTPUPOBAI A IUTHBHBIHN
3pPeKT npu KOMOMHUPOBAHHOM INPUMEHEHHH C S5-QpTOpypalmyioM (aKTUBHBIM METaOOIHUTOM
KareluTadrHa) B YeThIPEX JIMHUAX OIyXOJIEBBIX KJeTOK. KiMHudeckas 3Ha4YMMOCTb JaHHOTO
aBlieHUsT He wu3BecTHa. KomOuHamus namaruHubGa W TpacTy3ymaba MOXKET O0ecneuuTh
B3aMMOJIOTIOJIHSIEMbIN MEXAaHU3M JIEUCTBHUS, @ TAaKK€ BO3MOKHbBIE HETIEPEKPECTHbIE MEXAHU3MBbI
npeososieHust pe3ucteHTHocTH K aHTU-HER?2 tepanuu. Uurubupyromme s¢dextsr nanarnanba
U3y4YeHBI B KIETOYHBIX MOJIENISIX, TOABEPTLIIMXCS BO3ACHCTBUIO TpacTy3ymaoa.

JlanatuHUO COXpaHsT 3HAYUTENbHYIO aKTUBHOCTh MPU U3YUYEHUU JOJITOCPOUHOrO pOCTa JIUHHMA
HERZ2-1o3uTHBHBIX OITyXOJIEBBIX KJIETOK B CPE/Iax, COAEPKAIINX TPacTy3yMad, 1 B KOMOWHAIHA

C TpaCTy'Sy'Ma6OM NposABJIAl B JAaHHBIX KICTOYHBIX JIMHUAX CHUHCPTHYIHOC JIelCcTBHE. Ot
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 13003

pe3ysbTaThl JIEMOHCTPUPYIOT OTCYTCTBHUE II pexpec’fgé_ff:-}ﬁ%@%é%¥%l%ﬁl '::ﬁ{;el—)éhgy: ':'4ﬂyMﬂ

muranaamu perientopa HER2 (ErbB2).

dapmakoauaamuyeckue 3hdEKThI

Bnusnue nanatunmGa Ha 1uHYy uHTepBaia QT olieHEHO B MEPEKPEeCTHOM KIMHUYECKOM
UCCJIEIOBAaHUM TPH MPUMEHEHUH Tpex 103 JyanatuHu6a mo 2000 Mr mocie mpuema Tpex
MOCJIEI0BATENbHBIX /103 IIane0o ¢ 12-4acoBBIM MHTEPBAIOM MEXIY HMPUEMOM KaKJIOU JIO3BI.
MakcumansHoe cpennee oTkiioHeHue uHTepBaia QTcF ormewanoce uepe3 10 wacoB mocnie
npueMa IOCIASAHEH M03bl JanaTUHHOA M COCTABJBUIO B OIEHMBAEMOW momyisiuud 8,75 Mmc
(4,08-13,42 mc, 90% noBepuTesbHbIM HHTepBa). JlaHHbBIC, TOJTYYCHHBIC B TAHHOW MOMYJISAIIUH,
COOTBETCTBYIOT TMIOJYYCHHBIM B TIONYJISAIMA UW3Y4YeHHS (PapMaKOAMHAMHUKH, B KOTOPOM
MakcumaibHoe cpeaHee oTkioHeHue uHTepBana QTcF cocraBnsino 7,91 mc (4,13-11,68 mc,
90% noBepuTenbHBIA HHTEpBaN). JlaHHbIE (apMAKOKUHETHUECKOTO U (papMaKOAMHAMUYECKOTO
aHalM3a TMOATBEPXKAAIOT 3aBUCUMOCTh BeIMYMHBI OTKIOHeHus wuHTepBama QTcF ot
KOHIICHTPAIIMH JIAITaTHHIOA B IJ1a3Me KPOBH.

5.2. dapMakoKHHeTHYeCKHE CBOWCTBA

AGcopbuus

BcaceiBanmne namatuHu0a mociie mpueMa BHYTPb HEMOJIHOE M BapbuUpyeT ¢ KO3(puImeHTom
BapraleIbHOCTH IUIOMIAAU TOJ (apMAKOKUHETUYECKON KPHUBOW «KOHILIGHTpALMs — BPEMs»
(AUC) ot 50% mo 100%. Jlanatuuu® onpenensieTcss B CHCTEMHOM KPOBOTOKE B CPEIHEM 4Yepe3
0,25 uvaca (nmanaszon 0-1,5 u). MakcumanbHas KOHILIEHTpalMs janaTuHuOa B IUIa3Me€ KpPOBU
(Cinax) IOCTUTAETCS IPUMEPHO Yepe3 4 yaca 1mociie mpuema.

Cmax B PaBHOBECHOM COCTOSIHUM TpU €KeAHEBHOM mpueme 1250 Mr cocraBisieT B CpeaHEM
2,43 (1,57-3,77) mxr/mi, a AUC-36,2 (23,4-56,0) MK X4dac/miL.

CuctemMHasi HKCIIO3UITHUS JTamaTHHIOA YBETMYUBACTCS MPU MPUEMe OJHOBPEMEHHO ¢ niuiei. [Tpu
npueMe ¢ NuIed ¢ HU3KUM (coxepkanue xupoB 5% wuinum 500 kanopuil) WIM BBICOKHUM
(conepxkanue xupoB 50% wim 1000 kamopwmii) compepxkanuem xupos AUC Bozpactaer B 3 u
4 paza (Cpax — IpUOIM3UTENBHO B 2,5 U 3 pa3a) COOTBETCTBEHHO.

Pacnpenenenue

Jlanatuau6 oOnamaeT BBICOKOHM CTENEHbIO cBs3biBaHUs (Oosiee ueM 99%) ¢ anbOymMuHOM U
anb(dal - KHCITBIM TIMKONPOTENHOM TUTa3MBI KPOBH.

HccnenoBanus in Vitro mokasaiu, 4TO JIAATHHUO SIBISETCS CyOCTpAaTOM Ui MEPEHOCYUKOB
BCRP (Genok pesucteHTHOCTH paka MmojiouHou skene3sl, ABCG2 — AT®-cBs3biBaromuii
kacceTHblll Tpancnoptep G2) u P-riukonporenna (ABCB1 — AT®-cBsi3bIBatONINil KaCCETHBIN
tpaHcroptep B1). In vitro manarnHuO Takke okas3biBajd MHrUOUpYyrOUMid 3pdekT B OTHOIICHUH

AKTUBHOCTH OAaHHBIX INEPEHOCUYHKOB. Kimandgeckoe 3HadeHHE 3THX 3(1)(1)6KTOB N BJIIUAHHUEC Ha
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MIPOTUBOOITYXOJICBOM aKTUBHOCTHIO, TTOKA HEU3BECTHO. JlanmaTHHNO HE3HAYUTETHHO WHTHOUPYET
aKTHUBHOCTh IepeHocunka oprannueckux aHuoHOB (OAT) wiu mnepeHocurmka OpraHuYecKHX
katroHoB (OCT).

BI/IOTDaHC(bODMaHI/IH

JlamatuHuO TOJABEpraeTcss MHTEHCHBHOMY METabO0NM3My TJIaBHBIM 00pa3oM H30(hepMeHTaMu
CYP3A4 u CYP3AS ¢ munumansibeiM yuactueM u3odepmentoB CYP2C19 u CYP2CS ¢
0o0pa3oBaHMEM paA3UYHBIX OKUCICHHBIX METa0OJUTOB, Ha JOJK KaXJO0ro U3 KOTOPBIX
npuxoautcss He Oosee 14% 1103bI, BEIBOAMMOW uepe3 KHUIIeUyHHK, Wik 10% KOHIEHTpaluu B
I1a3Me KPOBH.

DJIMMUHALMS

[lepuon mnomyBeiBenenus manatuauOa (Tip) yBenuuuMBaeTcs A0303aBUCHMO TIPU  TIpPHUEME
OJIHOKPATHBIX J103. PaBHOBECHOE COCTOSIHUE TOCTUTAETCS Yepe3 6-7 CYyTOK ImpHemMa JialaTuHHOa,
T1/2 cocTaBisier MPUOTM3UTEIHHO CYTKH. JIanaTHHUO B OCHOBHOM BBIBOJIUTCS Y€pe3 KUIICUHUK:
B cpenueM 27% (ot 3% no0 67%) B HEeu3AMEHEHHOM BUJie, MeHee 2% MPUHATON 103bI BHIBOJIUTCS
MOYKaMH B HEM3MEHEHHOM BH/JIE U B BUJI€ METaOOIHUTOB.

O1reHKa TOTEHIIMAJIa B3aUMOJICHMCTBHS ¢ JICKAPCTBEHHBIMH CPEICTBAMHU in vitro

JlamatuHUO B KJIMHUYECKH 3HAYMMBIX KOHIEHTpauusx MHruoupyer msodepmenter CYP3A u
CYP2C8 in Vitro u HE3HAYUTEIBHO HHIHOMPYET CICIYIOIINE MHKPOCOMAIbHBIC (EPMEHTHI
IICYCHU: CYP1A2, CYP2C9, CYP2C19 u CYP2D6 WA
ypuausaaudocaTriarokyponosmirpancgepasy (YI'T).

Oco0ble TPYIIIBI MAIMEHTOB

Tayuenmul nosxcunozo eo3pacma

Bospact He okaspiBan BnusHHS Ha (GapMaKOKMHETHKY JanaTuHuOa. BrnusHue BeposTHO
OTCYTCTBYET.

Brusanue nona, pacwvi

[Ton manmeHTa HE OKa3bIBaj BIMSHUS Ha (papMAKOKUHETUKY JamaTuHuOa. BriusHue BeposTHO
OTCYTCTBYET.

Paca/s>THHYeCKas MPUHAATICKHOCTh HE OKA3bIBAIM BIUSHUS HA (apMaKOKHMHETHKY JIallaTUHUOA.
TIayuenmul ¢ Hapyuwenuem yHKyuu novex

dapMaKOKMHETHKA JanaTHHUOA y TAIMEHTOB ¢ HAapyIMIeHHeM (YHKIIMU MOYEK WU TAIlMEHTOB,
HaxXOJAIIMXCS Ha TeMOJAHaIN3e, WIM MOJYYaIUX MPOUEAypy FeMOAuain3a, CleUUabHO He
u3ydanach. OHAKO MaJIOBEPOSTHO BIMSIHHE HapylieHus: PyHKIIUU MOYeK Ha (papMaKOKHMHETUKY
JanaTuHrOA, T.K. TIOYKaMHU BBIBOJUTCSA MeHee 2% BBEIEHHOW JI03bI (B BHJIC JAalaTHHUOA U €ro

MeTabOoIUTOB).
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COOTBETCTBYET 3KI( OMY OTYETY
0728082024 N 18003
Iayuenmol ¢ Hapywenuem gynkyuu nevenu (NOCNEOCBATENEHOCTE 0004)

dapMaKOKHHETHUKY JIallaTHHUOA N3yYalld y MAMEHTOB C HapylIeHHeM (PyHKIIUH MEYEeHU CpeTHeH
u 1sokenoi crenenu. AUC manmatuHmOa mocie mpuemMa oJHOKpaTHOM 103l 100 Mr BHYTpB
YBEJIMYUBACTCS MPUOIN3UTENBHO HA 56% 1 85% y manueHToB ¢ HapyleHHeM (PYHKIHUU ITeYeHU
CpedHel M TSDKEIOM CTeleHU. B cBsA3M ¢ yBenmMUeHueM HKCHO3MLUU CIEYyEeT C OCTOPOKHOCTHIO
OPUMEHATh JIAATUHUO Yy MAIMEeHTOB C HapymieHHeM (QYHKIWU Te4eHH. Y TalueHTOB ¢
OPEIIECTBYIONIMM HapylmieHHeM (YHKIMH TE€YeHU TSDKEJNOM CTENeHH Mpernapar CleayeT
IPUMEHATh B YMEHbIICHHON /103€. Y MalUeHTOB C SBJICHUSIMM I'elaTOTOKCUYHOCTU TSDKEION
CTEINEHH, PEe3BUBLIMMHUCS Ha (JOHE IpUeMa JanaTuHuOa JeyeHne npenapaToM cieyeT OTMEHUTh
0e3 TOBTOPHOT'O BO30OHOBJICHHSI.

Jemu

dapMakOKMHETHKA JIANaTUHUOA Y TaHHOW KaTeropuH MAlleHTOB HE N3y4yallach.

5.3. JlaHHBbIe JOKJIMHHYECKOI 0€30IacHOCTH

C menplo UCCIEAOBAaHMS BIMAHUS JamaTuHHOAa Ha SMOpPHOHAIBHOE M (eTalbHOE pPa3BUTHE
OepeMEHHBIE CaMKH KPBIC M KPOJMKOB MOJyYald JIanaTMHUO BHYTph B 1o03ax 30, 60 u
120 Mr/kr/cyT B nepuoji opranoresesa. TeparoreHHsle 3 GeKThl BbIsIBIEHBI HEe ObUIH. OHAKO Y
KpBIC IpU MOJYYEHUM IpenapaTa B J03€, TOKCHUYHOW JUIsI MaTepUMHCKOTO OpraHu3Ma
(120 mr/kr/cyT, uTo IpuMepHO B 6,45 pa3a MPEeBBIIIACT 0KUAAEMOE KIIMHUUECKOE BO3ICHCTBUE Y
yenoBeka, ucxosi m3 AUC nocne npuema 1250 mr nanatnHunba ¥ KarnenuTadnuHa), 0TMEYaoch
pa3sBUTHE HE3HAUUTENBHBIX aHOMAJIMH (JIEBOCTOPOHHEE pAaCIOJIOKEHUE IYIOYHOM apTepuu,
nieifHoe pedpo, mpexaeBpeMeHHas occu(uKanus).

B xonme uccnenoBaHuil BIMSHUS Ha Tpe- U TMOCTHATAJbHOE Pa3BUTHE y KPbIC >KUBOTHBIE
noJiydaJid mipenapar BHYTpb B jgo3ax 20, 60 u 120 Mr/kr/cyT B mepuoa MEXIy poiamMu u
OTJIy4YeHHUs JleTeHblma oT martepu. Ilpumenenne namatunuOa B go3e 60 u 120 mr/kr/cyt (4to
npuMepHO B 3,3 u 6,4 pa3za NpEeBBIIACT 0XHUAAEMOE KIMHUYECKOE BO3ICHCTBHE Yy 4YEIOBEKA,
ucxozas n3 AUC nocne npuema 1250 mr nanatuHiOa 1 KarneuuTabMHa) NPUBOANUI K CHUKEHHIO
MOCTHATaJIbHOM BBDKMBAEMOCTH IIOTOMKOB IIEpPBOrO IOKOJIEHHA. MakcumanpHas [103a
npernapara, He BbI3bIBaBIIAas HETaTUBHBIX A(PQEKTOB, B JAaHHOM HCCIEIOBAaHMM COCTaBUIIA
20 Mr/kr/cyT (IpUMEPHO COOTBETCTBYET OKUAAEMOMY KIMHHUUECKOMY BO3AEHCTBHUIO y UEIOBEKA

ucxons 3z AUC).

6. ®APMAIIEBTUUECKHUE CBOWCTBA
6.1. IlepeyeHb BciOMOraTeJIbHBIX BeleCTB
[enmono3a Mukpokpuctamnueckas (tun 101)

IToBumoun K-30
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 13003

(MOCNEODBATENBEHOCTE 0004)

Hatpus kpaxman raukomsT (Tam A)

Marnus creapat

Komnoszuyuss 0nsa nienounoco noxkpeimusi dceimoeo ygema (HA OCHOGe NONUBUHUTIOB020
cnupmay).

[TonMBUHUIOBBIN CIIUPT

Turtana guokcup (E171)

Tanpk

Makporona 3350/4000 (TOIMATUICHTIIUKOJIB )

Kpacurens xene3a oxcup sxentoiil (E172)

Kpacurens xene3a oxcun kpacusiil (E172)

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoK XpaHeHHs)

2 rona.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH PH XPaHEHUH

XpaHuTth 1pu Temneparype He Boie 25 °C.

6.5. XapakTtep u coaep:kaHHe NePBUYHOI YIIAKOBKH

[To 7 TabmeTok B KOHTYPHOH siueiikoBOW ymakoBke, coctosimed u3 ¢omasru OITA/An/TIBX
(opueHTHPOBAHHBIA  TOIMAMUI/ATFOMUHUN/TIOTUBUHUIAXIOPHI) ©  (OJBIM  AIFOMUHUCBOM
MeYaTHOU JJAKUPOBAHHOM.

[To 10, 20 KOHTYPHBIX SYEHKOBBIX YITAKOBOK BMECTE C JIMCTKOM-BKJIAJIBIIIIEM TIOMEIIAIOT B MAYKY
KapTOHHYIO.

Ha poiake MoryT ObITh IIpe/icTaBIEHbI HE BCE 00bEMBI YITAaKOBOK.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH YHUYTOKEHHH  HCMOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJIH OTX0A0B, TMOJIYYEHHBIX TOcjde NPHMEHEeHUus!
JIEKApPCTBEHHOI'0 Mpenapara, u Apyrue MaHuIyJIsiMU ¢ NpenapaTomM

OcoOble TpeOOBaHUSI OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas @enepanus

000 «M3Bapuno Papmar

Anpec: 108817, r. MockBa, kM BHykoBckoe mocce 5-i (1. BHykosckoe), nBig. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

DnexkTponHas moyra: info@izvarino-pharma.ru
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.08.2024 N= 12003

7.1. TIpeacTaBuTelb iepKaTe/s PperucTpaniOHHOro VHoCrotepemmia | =/ 1EHUCTE 0004)

[Iperen3uun norpedbuTesieil HaOPaBJIATh 10 AIPECY:

Poccuiickas ®enepanust, Keipreizckas Pecnyonuka, Pecriyonuka Apmenusi, PecriyOnuka
benapych

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), asia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

DnexrTponHas moyra: info@izvarino-pharma.ru

PecniyOonnka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JlekapcTBeHHast 0€3011acHOCTB )»

Anpec: 050047, Kazaxcran, ropon Anmartsl, Anarayckuil paiton, Mukpopaiton Casuibl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

DnekTponHas noyra: adversereaction@drugsafety.ru

8. HOMEP PETUCTPAHMOHHOI'O YAOCTOBEPEHUA

9. JATA IEPBUYHOM PETUCTPALIUU (IIOJATBEPXKJIEHUS PETUCTPALIUHN,
INEPEPETUCTPALIMN)

Jlata nepBoii perucTpaiuu:

10. JATA NEPECMOTPA TEKCTA

OO11ast XapakTepHCcTUKa JIEKapCTBEHHOTO Mpenapara AnanaTtud 10ocTylnHa Ha HH)OPMaIMOHHOM

noprane EBpa3uiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETH

«Hurepuer» https://eec.eaeunion.org/
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