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(NCCNEOOBATENEHOCTE 0021)

OBILIASA XAPAKTEPUCTHUKA JI

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

TatiBep0, 250 mr, TabJIETKH, TOKPHITHIEC INIEHOYHONW 000JI0UKOM

2. KAYMECTBEHHBIA U KOJTWYECTBEHHbBINA COCTAB

Jle#icTBytOIIEE BEIIECTBO: JIATATHHHO.

Kaxxmas TabmeTrka, MOKpBITas TUICHOYHOW OOOJIOYKOW, COAEPIKUT JIamaTMHUOA JUTO3WIIaTa
MOHOTHIpAT, SKBUBAJICHTHBIN 250 Mr amatuHuba.

[Tonublii mepeyeHb BCIIOMOTAaTEIbHbIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE MIIEHOYHON 000I0YKOIA.

Tabnerkn oBanmbHOH (HOPMBI, JABOSKOBBIMYKIIBIE, OT CBETJIO-XKEJITOTO IO MKEITOro I[BETa,
MOKPBITHIE TUIEHOYHOU 0001049K0i. OTHA CTOPOHA TAOJIETKH TIaIKasi, Ha APYTrol BBITPaBUPOBAHA

Hagmuck «GS XIGy.

4. KIMHUYECKUE JAHHBIE

4.1. IloxazaHusl K IPUMEHEHUIO

[Ipenapar TaiiBepO MoKa3aH K IPUMEHEHUIO y B3POCIBIX.

Mecmuo-pacnpocmpanennvlii. — unu  MemMacmamuyeckuti  paK — MOJOYHOU  Jicenesvbl ¢
eunepaxcnpeccueti HER2/neu (ErbB2):

* B KOMOMHAIIMHU C KaneuuTaOuHOM Yy HAallMEeHTOB, MOIYYaBIINX paHee aHTPALMKIMHBI U TAKCAHBI,
C IporpeccupoBaHreM Ha (POHE HITH TOCTIe TePAIlH TPACTY3yMaOOM, MPUMEHSBIIEHCS 110 TTOBOTY
METACTaTHYECKOTO PaKa MOJIOYHOM JKEJIe3bl.

Memacmamuueckuii pax monounot xcenesvl ¢ 2unepaxkcnpeccuei HER2/neu (ErbB2):

* B KOMOMHAIIMM C TPacTy3yMaboM y MHAIMEHTOB C OTCYTCTBHEM SKCIIPECCHU TOPMOHAIBHBIX
PELENnTOpOB, C MPOrpecCUpoBaHUEM Ha (POHE WUIIH MOCIIE TEPANUU TPACcTy3yMaOoM B KOMOMHAIIUU
C XMMHUOTEpaInuei, IpPUMEHSIBUICHCS TI0 MOBOIY METAaCTaTUYECKOTO paKka MOJIOYHOM KEJE3bl.

Memacmamuueckuii 20pMOHO3ABUCUMBLLI PAK MOIOYHOU Jicene3bl ¢ eunepakcnpeccueti HER2/neu

(ErbB2):
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* B KOMOMHAIIMH C HHTHOUTOPOM apOMaTasbl y MaACHTOK B TTOCTMCHOTIAY3C:
Het nanubix otHOCHTENHHO 3 (HEKTHBHOCTH 3TOM KOMOWHAIIUY 110 CPABHEHUIO C TPACTY3yMaOOM
B KOMOWHAIIMM C WHTHOUTOPOM apoMaTa3bl WM XUMHUOTEpANHed IS JaHHOW TOIYJISIIHH

MMalMEHTOB.

4.2. Pesxum 103MpOBaHus U CNIOCO0 MPUMEHEHUs!

Jleuenue npenapaToM AOKEH HAYMHATH U MPOBOAUTH TOJBKO Bpad C OIBITOM NPUMEHEHUS
IIPOTUBOOITYXOJIEBBIX IpENapaToB.

Ilepen HavazoM npuMeHeHHs mpenapara TaiiBepO cieayeT OnpeAeiauTb BEJIWYMHY (pakiuu
BbIOpoca neBoro skenypouka (PBJDXK), ynocroBepuBmuch, uro ucxoanoe 3Hadenne PBJDK

HaxOJIUTCA B IOMyCTUMBIX TIpe/iesiax HOPMBI (cM. paznen 4.4).

Pexxum 103upoBaHUs

Mecmmuo-pacnpocmpanennvitl. U MeMACMAmMu4yeckuti  pax — MOJOYHOU  Jcelnesbl ¢
eunepakcnpeccueit HER2/neu (ErbB2):

B xombunauuu ¢ kaneyumaburom

Pexomennyemas mo3a mamatuHuOa coctaBnseT 1250 mr (mare Tabnetok) 1 pa3 B CyTKM Ha
NPOTSHKEHUH KOMOMHUPOBAHHOM Tepanuu ¢ KarneuuTaOuHOM.

PexomeHyeMas 103a Kamenurabuna coctapiser 2000 mr/m>/cyt, pasjieieHHas Ha 2 HpueMa
(kaxzapie 12 vacoB) exemHeBHO ¢ 1 mo 14 cyTku Kaxaoro 21-CyTOYHOTO IHMKJIA TEPAIHH.
Kaneuurtabus cienyer mpuHUMAaTh BO BpeMsl pueMa MUY Wik B TeueHre 30 MUH noce npruema
TTUIIIH.

Memacmamuuyeckuii pak MoI04HOU dHcenesvl ¢ eunepakcnpeccueli HER2/neu (ErbB2):

B xombunauuu ¢ mpacmysymabom

Pexomenayemast mo3a mamaruan6a coctaiser 1000 mr (detpipe TabieTku) 1 pa3 B CyTKH Ha
MPOTSKEHUH KOMOMHUPOBAHHOM Tepanuu ¢ TpacTy3ymadom.

Pexomenayemast no3a TpacTy3ymaba cocTaBisieT 4 MI/Kr BHYTPHBEHHO (B/B), B KauecTBe
Harpy304HOM J103bI, 3aTeM 2 MI/KT B/B | pa3 B HEZEIIO.

Memacmamuueckutl 20pMOHO3ABUCUMbLIL PAK MOJIOYHOU dcenesvl ¢ eunepakenpeccueti HER2/neu
(ErbB2):

B KOM6MHGMMM C uH2u6um0190M apomamasbl
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Pekomennyemas mo3a manatuHuOa cocTaBiseT TH506-wmr—(mreers—TadmeTox)—tpas—B-cyTKImHa
NPOTSDKEHUH KOMOMHUPOBAHHOM TE€paruu ¢ HHTUOMTOPOM apoMaTasbl.

Pexkomenayemas 103a 1eTpo30i1a, HHrMOUTOpa apoMarasbl, B COCTaBE KOMOMHUPOBAHHOMN Tepanuu
C JIaITaTHHUOOM coCTaBiseT 2,5 Mr 1 pa3 B CyTKH.

[Tpu KOMOMHUPOBAHHOM TEPAIUU C IPYTHM MPENapaToM - THTUHOMTOPOM apoMaTtasbl, HEOOXOJUMO
U3Y4YUTh PEKUM JTO3UPOBAHUS COOTBETCTBYIOLLEIO NIpenapaTa JAHHOW IPYIIIHL.

B ciyuyae ogHOBpEeMEHHOIO0 NPUMEHEHHUs JIallaTUHUOA ¢ JAPYTUM JIEKApPCTBEHHBIM IPEnapaToM
HE00XOUMO BHUMATEIHHO O3HAKOMHUTHCS C PEKHMOM JI03WPOBAHUS, MPOTUBOMOKA3AHUSIMU U
uH(popMalreit mo 6e30MacHOCTH, YKa3aHHOW B MHCTPYKIIMU IO TPUMEHEHHUIO COOTBETCTBYIOIIETO
npenapara.

Koppexiis 10361

Hapywenus co cmoponul cepoeuno-cocyoucmoui cucmemvl

HeoOxomuMo mpekpaTUTh Tepamuio MpemapaToM B Cllydae TMOSBICHHS CHMIITOMOB,
aCCOLIMMPOBAHHBIX cO cHkeHreM BenmuuHbl OBJDK no 3 cremenm u Gonee (coriacHo
CTaHAAPTHBIM  TEPMUHOJOTHYECKUM  KPUTEPHUSM  OLEHKH  HEXEIAaTCIIbHBIX  SIBIICHUU
Hammonansnoro mucturyta onkonoruu CIHIA, NCI CTCAE), wnu npu CHUKEHUH JaHHOM
BEJTMYMHBI HIDKE JOMYCTUMBIX TMpeNeioB HOPMBIL. Bo03MOXHO BO300OHOBIEHHE Tepamnuu
mpemapaToM B yMeHbIeHHOU a03¢e (cHmkenue ¢ 1000 mr/cyt mo 750 mr/cyT, ¢ 1250 mr/cyT 1o
1000 mr/cyt nimm ¢ 1500 mr/cyt no 1250 mr/cyT) He paHee yeM uepe3 2 HelelH MpH YCIOBHH
HopMmasn3anuu BenuunHel PBJDK m xynupoBanus cumnromoB. [Io mOCTynHBIM Ha JaHHBII
MOMEHT JaHHBIM OOJIBIIMHCTBO ciydaeB cHwkeHus OBJIK ormedaercs B mepBwie 12 Hemenb

TCpalliu IperapaTomM, IaHHBIC 110 JUTUTEIIbHOM TCepaIiuu OrpaHUYCHEI.

Humepcmuyuanvhas 001e3Hb 1e2KUX U /U1 NHeGMOHUMbL
CnemyeT mpeKkpaTuTh TEPaNUI0 TpernaparoM MpH TOABJIEHUU JIETOYHBIX CHMIITOMOB,
CBUCTENHCTBYIOMIUX O Pa3BUTHH MHTEPCTUIMAIBLHON OOJNE3HH JIETKUX W/WIM MHEBMOHUTA 3-U

crenenu u Boie (cornacHo NCI CTCAE).

Juapes
Jleyenue mpemnapartom cieayeT NPUOCTAHOBUTH Y MAlMEHTOB ¢ Auapeeil 3-if cTeneHu (CoryiacHo

NCI CTCAE), nu6o 1-0i1 i 2-0i1 cTeneHu, OCI0KHEHHOW CUMIITOMAaMH (CriacTUYecKkrue 00 B
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KHMBOTE OT YMEPEHHOW 10 TSDKEJIOM CTENEHH, TOMHOTa T PBOUTA 2=H CTCIICHI I BBIIIC
(cormacio NCI CTCAE), cHmkenue pabOTOCIIOCOOHOCTH, JTMXOpaaKa, CEICUC, HEUTPOIECHHUS,
MOSIBJICHHE KPOBH B Kaje WM 00e3BokuBaHME). [Ipn yMeHbIIEHNN BBIPA)KEHHOCTH IHAPEH 10
] creneHM M HUXKE BO3MOYKHO BO300HOBJICHHE TEPANUU JIATATUHUOOM B YMEHBIIEHHOW [03€
(camkenue ¢ 1000 mr/cyt go 750 mr/cyT, ¢ 1250 mr/cyt no 1000 mr/cyt umu ¢ 1500 mr/cyt o
1250 mr/cyT). Jleuenue nanaTUHUOOM CIIETYET MPEKPATHTh MOJHOCTHIO Y MAIMEHTOB C Juapeei

4-i1 crenienn (cornacHo NCI CTCAE).

Tsoicenvie KodicHble peakyuu
Jleuenue 1anaTUHUOOM CJIEIYET MPEKPATUTD MPU PA3BUTHHU TKEIION MPOrpecCcupyromieit KoKHON

ChIIMKA C BOJABIPAMUA WJIN MOPAKCHUCM CIIM3HUCTBIX 000JI0YEK.

IIpouue npossnenus mokcuyHocmu npenapama

IIpu pa3BUTHM MHBIX NPOSBIEHUI TOKCMYHOCTH 2 creneHu uiM Beime cornacHo NCI CTCAE
CJIEyEeT PACCMOTPETh BO3MOKHOCTH TPUOCTAHOBIICHHUS WIIHM PEKPALEHHS] TEPAUU ITPEMapaTOM.
IIpu ymMeHbIIEHNH BBIPA)KEHHOCTH CTENEHH NPOSIBICHUI TOKCUYHOCTH 10 | CTENEeHH U MeHee
cornacHo NCI CTCAE Bo3M0)xHO BO300HOBIIEHHE Tepanuu B cranaapTHoil no3ze (1000 mr/cyr,
1250 wmr/cyr wim 1500 wmr/cyrt). Ilpp TOBTOpPHOM pa3BUTHUH TPOSIBICHUN TOKCHUYHOCTH
BO300HOBIIATH TEPANHMIO MPEnapaToM CIeqyeT B YMEHbIICHHOH 03¢ (cHmkeHHo# ¢ 1000 mr/cyT

1o 750 mr/cyt, ¢ 1250 mr/cyT no 1000 mr/cyt wmu ¢ 1500 mr/cyt go 1250 mr/cyT).
IIponywennas 0osa
B citydae npormycka npuema He clieyeT IpUHUMATh MPenapaT JOMOITHUTEIBHO, CIICAYIONIYIO 103y

clenyeT IPHUHATH B 3aIJTAaHUPOBAHHOE BpeMs (cM. pasnen 4.9).

Oco0Oble T'pYIIbI ITAITMCHTOB

Ilayuenmul nosxcunoeo eospacma

HenoctaTouHo naHHBIX O MPUMEHEHUH JJalaTUHUOA Y MAlIUEHTOB cTapiie 65 Jer.

B 1menom y manMeHTOB AaHHOW BO3PACTHOM TPYIIBI HE OTMEYEHO H3MEHEHHH MPOQuUIIs
6e3omacHocT M A(PGEKTUBHOCTH JamaTHHUOA B MOHOTEpaNWH WJIM B KOMOHWHAIIUUA C

KarenuTabMHoOM, TpacTy3ymaOoM MM JeTpo3osioM. 1lo TaHHBIM TpUMEHEHHs Ipernapara B
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KJIIMHUYECKOM MPAKTUKE HEC OTMCUYCHO pa3HHqHﬁ TBCTa Y MTaICHTOB AATHO BOSPACTHON T PYTITIGT
o CpaBHCHHIO C Oonee MOJIOABIMHU ITalIMUECHTaAMU. Henp3st MCKIIIOYUTE BO3MOYKHOCTE OOJIBIIIEN

YYBCTBUTCIIbHOCTHU Yy MAIMCHTOB IOXKXUJIOTO BO3pacTa.

Iayuenmsi ¢ napywenuem @hyHkyuu nouex

Her ombITa npuMeHeHHs JlanaTMHUOA y MAIlMEHTOB C HapyIICHHEM (DYHKIMHM MOYEK TSKEIOH
CTENEHU, OJHAKO HEOOXOUMOCTh KOPPEKIIUHU O3l MAJIOBEPOSATHA B CBSA3H C TE€M, YTO MOYKAMU
BBIBOAMTCSA MeHee 2% BBEJIEHHOM /103bl Ipenapara (B BUJE HEM3MEHEHHOI'O BEIIECTBA U €ro

MeTa0O0JINTOB).

Tayuenmoi ¢ HapyweHuem yHKyuu nevyeHu

Jlamatnau6 metabonusupyeTcs B nedyeHu. Hapymienne QyHKIMU MEYeHH CpeaHEed W TsHKEIoM
CTETNIEHH AacCOLMUPOBAHBI C YBEIHMYEHHEM CHCTEMHOH »skcmo3uimu Ha 56% u  85%
COOTBETCTBEHHO. ClleZIyeT C OCTOPOKHOCTHIO IPUMEHSTH JIAATHHHO Y MAIUEHTOB C HAPYIICHUEM
(YHKITUY TIEYCHH B CBSI3U C MOBBIIICHUEM CHCTEMHOW dKCTIO3UIINH JIAMIATHHUOA. Y TIAIIMEHTOB C
HapymeHneM GyHKIUH MIeYeHH Tshkesol crenenu (kinace C no kinaccudukanun Yaina-I1s10) 1o3y
mpemnapata HEOOXOJUMO CHHM3UTh. Y TAIMEHTOB C HapylleHHeM (YHKIUU TMEYSHHs TsHKENIOoM
crenienn oxuaaercs usmeHenrne AUC 1o mpeesnioB HOpMBI TTPH KOPPEKIUU 103kl ¢ 1250 Mr/cyT
no 750 mr/cyt unu ¢ 1500 mr/cyt go 1000 mr/cyr. Tem He MeHee, KIMHUYECKUE NAHHBIC TIO
KOPPEKIIMH JIO3bI JalaTHHUOA y MAIMEHTOB C HApyIIeHHEM (QYHKIIUU ITEUCHH TSHKEIION CTCTICHH

OTCYTCTBYIOT.
CTHU
bezomacHocts 1 3 exTrBHOCTS TipemapaTa TaiiBep0 y nmarueHToB B Bo3pacte oT 0 1o 18 neT He

YCTaHOBJIEHBI. J[aHHBIE OTCYTCTBYIOT.

Cnocob mpuMeHeHus

st mpuema BHYTpb. [Ipenapat TaiiBepO ciieqyeT mpuHUMATh HE MO3AHEEe YyeM 3a 1 yac 110 el
WJIM HE paHee yeM yepe3 1 yac mocne enpl. PekoMeHayeMyro CyTOUHYIO 03y HE CleayeT AEIUTh

Ha HCCKOJIBKO ITPHUEMOB.
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4.3. IIporuBonOKa3aHus
['unepyyBCTBUTENFHOCTh K JIAMaTUHUOY WIM K JIIOOOMY W3 BCIIOMOTaTENbHBIX BEIIECTB,

MIEpPEUNCIICHHBIX B pa3zene 6.1.

4.4. OcoOble yKa3aHUs U MepPbl NPEeJOCTOPOKHOCTH NPH NPUMEHEHUH

KapamoTokCHYHOCTE

3apeructpupoBaHbl coo01eHus o ciydasx cHwkeHus OBJIK B cBsi3u ¢ npuemom nanatuHuba.
Crenyet co0ar01aTh OCTOPOKHOCTB TP IIPUMEHEHUH IIpenapara y NalueHTOB ¢ 3a00JI€BaHUsIMH,
KOTOpble MOTYT BBI3bIBATh HapylleHHs (yHKIMM JeBoro xenynouka. Ilepen Hauamom
IIpUMEHEHHs Ipenapara cieayeT omnpeaenuTs BeanunHy PBJDK ynocroBepuBmMCh, UTO
ucxoaHoe 3HaueHue OBJDK HaxoguTcst B 1omycTUMBIX Ipenenax HOpMbl. Cieayer nIpoBOAUTH
kKoHTpoabp @BJIK Ha BceM MpOTSHKEHUH TEpaIluM MPEnapaToM Uil IPeIOTBPAIICHUS CHUKECHUS
JAHHOMW BEJIMYUHBI HUXKE IOy CTUMBIX TPaHUL] HOPMBI.

B nepekpecTHOM KIMHMUYECKOM MCCIIEJOBAaHUH y MALIMEHTOB C PACIIPOCTPAHEHHBIMH COJIMHBIMU
OIyXOJISIMH OTMEUaIoch yBennueHue nurepsana QTc, 3aBucsiiee oT KOHLEHTPALUHY JIaTaTUHUOA.
Crnenyer coOmoaTh OCTOPOXKHOCTh IPU MPUMEHEHHMHU IIpenapara y MalUueHTOB ¢ yIIMHEHUEM
uiu puckoM ynnuHenust uHTepBana QTc, a Takke y DNAIMEHTOB € TUIOKAJIUEMUEH WIH
TUIIOMarHUEMHEN, BpPOXKIEHHBIM CHUHAPOMOM YJUIMHEHHs wuHTepBaina QT; maunueHTos,
IIPUHUMAOIIMX aHTHAPUTMUYECKHUE TIpenapaThl WiIN APYTUe JEKapCTBEHHbBIE CPEJICTBA, KOTOPHIE
npuBoAaT K ymiuHeHuto wuHTepBasia QT. Ilepen mnpuMenenwem mpemapara CleayeT

CKOPPEKTHPOBATE THIIOKAIIMEMHAIO, TUITIOKAJIBIUEMHUIO WA TUIIOMAarnueMuIo.

I/IHTGDCTI/IUI/IaJIBHaSI 00JIE3HD JETKUX U IHEBMOHUT

[Tpuem nanaruarOa OBUT ACCONMUPOBAH C COOOMICHUSIMH 00 HHTEPCTUIIMATBHON O0IE3HU JISTKUX
u nHeBMoHHTEe. CleqyeT TmaTteabHO HaOJIr0[aTh MAalMEHTa C IENbI0 BBISIBICHUS CHMIITOMOB,

CBUACTCIILCTBYIOIIUX O PA3BUTUHN HHTepCTHHHaHBHOﬁ 0O0JIe3HU JIETKUX U/WIH ITHEBMOHUTA.

I enaToOTOKCMYHOCTD

B xnuHnyeckux uccneaoBanusax (MeHee 4yem y 1% mauneHToB), a TakKe B TOCTPETUCTPALIMOHHOM
nepuoe TOMY4YeHbl COOOIICHHSI O SIBICHUSAX TEMaTOTOKCHMYHOCTH, TAaKUX KaK YBEIWYCHHE

akTUBHOCTH anannHamuHoTpancdepassl (AJIT) unm acnapratamunorpancdepassl (ACT) B 3 paza
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BBIIIIE BEPXHEH I'paHUIbl HOPMBI WM YBEIHUCHUEKOHTCHTpar-OrpyOrea-—B—1;5-pasa-Bsrmre
BEpXHEH rpaHuIlbl HOpMbl. COCTOSTHHE MOKET HOCHTD TSDKEJBIN XapaKTep, OTMEUEHBI CIIydau C
JeTaJbHBIM HCXOJIOM, YeTKas NPHUYWHHO-CIEJACTBEHHAs] CBsI3b C NPUEMOM JlamaTuHHOa He
yctaHoBieHa. COCTOSSHUE MOKET Pa3BUBATHCS B MEPHUOJ OT HECKOJbKUX CYTOK O HECKOJBKUX
Mecs1eB Mocie Hadasa Tepanud. Heo6xo1uMo mpoBOAUTH KOHTPOIIb TA00PaTOPHBIX MTOKa3aTeei
¢byHKIMU TIeyeHH (TpaHCaMHMHA3bl, OMIUPYyOUH U mienoyHas (ocdarasza) 10 Hayana Tepanuu, u
naiee Kaxzable 4—6 Henenb B TEUEHHE Kypca JIEYeHMs] U MO0 KIMHUYECKUM MokazaHusM. [lpu
pa3BUTHUH HapylleHUs (YHKUUU TEUEHU TSDKEJIOW CTeNeHM TEepanuio IMpenapaTtoM CleayeT
OTMEHUTH 0€3 MOBTOPHOTO BO30OHOBJICHUS.

VY manueHToB, sBIsmommXxcs Hocuteasmu amtenedr HLA DQA1 * 02:01 m DRB1 * 07:01,
TIOBBIIIIEH PUCK BOSHUKHOBEHHS T'€TIATOTOKCHYHOCTH, CBSI3aHHOW C MPUMEHEHHEM JIAaTHHNOA. Y
MAlUMEHTOB, MOJYYaBIIMX MOHOTEpANHUIO JanaTUHHOOM, OOLIMIl PUCK pa3BUTHA HapyIICHUS
byHKIMU nedeHu Tsokenoil creneHu (aktuBHOCcTh AJIT, Gonee ueM B 5 pa3 mpeBblIIaronas
BEPXHIOIO TPAHUILy HOPMBI, 4TO COOTBETCTBYET 3-eit crenenu corsiacHo NCI CTCAE) coctaBisin
2%, npu stom y Hocuteneit amieneir DQA1*02:01 u DRB1*07:01 puck pa3Butus JaHHOTO
cocTosiHUsL OblT BhIlIE (0KOIO 8%), UeM y MAIMeHTOB, HE SBISIOIIUXCS HOCUTEISIMHU JTaHHBIX
ameneit (0,5%). HocurensctBo amnenn HLA pacnpoctpaneno cpeau npeacraButeneit (ot 15%
10 25%) eBpOTneonIHON, a3UaTCKOMN, apPUKAHCKOW U TATHHOAMEPUKAHCKOH TOIYJISINY, U HUXKE
(1%) B SIMOHCKOM MOMYJISIUY.

VY manueHToB ¢ HapylieHneM (YHKINU TIeUYeHH TSHKEJIOW CTETIeHN B aHAMHE3€ Mperapart CleayeT
MPUMEHSITh B YMEHbLIEHHOH J103e. [Ipu pa3BUTHHN renaTOTOKCUYHOCTH TSXKEION cTereHu Ha GoHe

TCpannunu JIaaTHHHOOM npenapar CJIeayeT OTMCHUTDb 0e3 IMOBTOPHOI'O BO300HOBJIEHHS.

ﬂna[zeﬂ

Nmerorcs coolIieHus o ciayyasx Juapeu, B TOM YHCIe TSDKENoM creneHu, Ha (OoHe Tepamnuu
nanatuHUOOM. Jluapes MOXKET HOCUTHh TSDKENbIH XapakTep, ObUIM OMHCaHBI CIy4aul Cco
CMCPTCJIBHBIM HCXOIAOM. Kaxk npaBuJIO, AWApPCs BO3HHUKAJIA HA PAaHHUX IJTalax JICUHCHUA
JIaHaTI/IHI/I6OM, IIPpU 3TOM IIOYTH Y TOJIOBUHBI TAKUX MMAITUCHTOB COCTOAHUC PAa3BUBAJIOCH B TCUCHUC
MEepBbIX 6 CYTOK, MPOJIOKUTEILHOCTD SIBJICHHS, KaK MpPaBUiI0, cOCTaBiieT 4-5 cytok. Juapes,
WHAYLUMPOBAaHHAS MPUEMOM JIaaTHHUOA, KaK MPaBUIIO JETKON CTENEeHH, IPH 3TOM 3 U 4 CTETeHb

cornacHo NCI CTCAE ormeuanuce MeHee, ueM y 10% u 1% nanueHToB cooTBETCTBEHHO. PaHH s
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JIMarHOCTHKA U CBOEBPEMEHHOE JICUCHUE UMEIOT OOMBITOC SHATCHITC AT OTI TIM AT HOTO KON TPOTTT
naHHOTO coctosiHus. Crienyer mpouHGOPMUPOBATH MAIIMEHTa 0 HEOOXOIUMOCTH HEMEIIIEHHOTO
oOpamieHuss 3a MEAMIMHCKOW MOMOINBIO TPH TEPBBIX MPH3HAKAX HW3MEHEHHS XapakTepa
nepexanuu. Koppekuuio CcOCTOSHUS MPOTUBOAMApPEHHBIMU  Ipemnapatamu  (Hampumep,
JIoTIepaMUIOM) PEKOMEHIOBAaHO HAUYMHATh IMOCIIE MEPBOTo ciydas HeopopMmieHHOTo cryna. [Ipu
Jrapee TSHKENOM CTEeNeHH MOXKET IMOTpeOoBaThCs MepopaibHOE WM BHYTPUBEHHOE NIPUMEHEHHE
AJIEKTPOJIMTOB U KUIKOCTH, aHTUOMOTHKOB, TAKUX KaK (PTOPXUHOJIOHBI (OCOOCHHO B CIIy4ae, €Ciu
COCTOSIHHE COXpaHseTcs 0oJiee 24 4acoB IPH JTUXOPAJKE WIIM HEUTPOTIeHUH 3-i Wi 4-i1 CTETICHH )

HJIN IPUOCTAHOBJICHUEC ITPUCMA NJIKM OTMCHA IIperiapara.

Tspkenble KOKHBIE peaKIIUU

3aperucTpupoBaHbl COOOLIEHNS O TSKENBIX KOXKHBIX PEAKLMAX B CBSI3U C IPUEMOM JlanaTuHuOA.
IIpy momo3peHMM Ha pa3BUTHE MYJIbTU(GOPMHON SPUTEMBbl WINM TaKUX KHU3HEYIPOXKAIOIIHUX
cocTosiHUM, Kak cuHapoMm CtuBeHca-/[KOHCOHA MM TOKCHYECKHMH SMUAECPMAlIbHBIA HEKPOJIU3
(HampuMep, TMPOTPECCUPYIOMIEH KOXXHOW  CBHIMIK, COMPOBOXKIAIOMICHCS BO3HHUKHOBEHHUEM
BOJIIBIPEH, WJIM MIPU BOBJICYEHHU CIIM3HCTBIX OO0OJOYEK), JIEYEHHE IpernaparoM CleayeT

OTMCHUTD.

CoBMecTHOE Ha3HaueHue ¢ mHruburopamMu u uaaykropamu nzodbepmenrta CYP3A4

CnenyeT mNOpOSIBUTH OCTOPOXKHOCTh TIPU OJHOBPEMEHHOM NPUMEHEHUU C YMEPEHHBIMU
uaruouTopamu m3odpepmenta CYP3A4, a taxxke TIHIATEIBPHO KOHTPOJIHMPOBATH KIMHUYECKOE
COCTOSIHUE TAlIMEHTa U pa3BUTHE BO3ZMOXKHBIX HE)KENIaTEeNbHBIX JIEKapCTBeHHBIX peakuuit (HJIP).
Crnenyer nz0erars OTHOBPEMEHHOTO TPUMEHEHHS C MHIyKTOPAMHU UM MOIIHBIMH HHTHOUTOpPaAMH
nzopepmenta CYP3A4.

Crnenyer u3beratb 0JHOBPEMEHHOTO IPUMEHEHUSI ¢ TPEUNPPYTOBBIM COKOM.

Cnenyer wus3beraTb OJHOBPEMEHHOTO TPUMEHEHUs C JIEKApCTBEHHBIMHM Mperaparami,
apistoruMucst cyocrparamu n3opepmentoB CYP3A4 u CYP2C8 ¢ y3kuM TepaneBTHUECKUM
Marna3oHoM.

Crnenyer u30eratb OJHOBPEMEHHOM TEpaIluy JEKapCTBEHHBIMM MpenapaTaMiy, MOBBIIIAONIIMU

pH xemymouHOro coka (CHIKEHHUE PACTBOPUMOCTH M a0COpOIMH JanaTuHUO0a).
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4.5. B3auMmopeiicTBHe ¢ [PYIMMH JeKapCTBeHHBIMI —TpemapaTaMm—u—Apyrue—BuAb

B3anNMO/1eCTBUA

Bimsguane APYIuXx JCKAPCTBCHHLIX CPEJACTB HA JIAIMaTHHUO

Merabonm3m nanaTuHuOa OCYIIECTBIIACTCS TJIaBHBIM 00pa3oM ¢ yuactueM n3odpepmenta CYP3A.
WNuruburopsl mnu uHAYKTOpbl n3odpepmenta CYP3A moryT BiusATh Ha (papMakOKHMHETHUKY
JmanaTuHUOA.

VY 310pOBBIX TOOPOBOJIBIEB, MONMYYAIONIMX KETOKOHA30JI (MOLTHBIA WHTHOWTOpP HM30(pepMeHTa
CYP3A4) B noze 200 mr 2 paza/cyT B Te€4eHHE 7 CYTOK, CHCTEMHAasl SKCIO3HWIIMA JIanmaTHHHOA
(100 Mr B cyTkH) yBenn4yMBaiach MpUMEpHO B 3,6 pasa, mepuoj MmonyBbiBeaeHus — B 1,7 pasa.
Crnenyer m30eraTtb OJHOBPEMEHHOTO NMPUMEHEHHS C MOIIHBIMH HWHTHOMTOpaMHU H30(epMeHTa
CYP3A4 (nanpumep, puUTOHABHp, CaKBUHABUP, TEIUTPOMHIIMH, KETOKOHA30J, UTPaKOHA30I,
MM03aKOHA30JI, BOPUKOHA30J, HedazonoH). [Ipu oIHOBpEeMEHHOM MPUMEHEHUHU JanmaTHHUOa M
yMepeHHbIX uHruouropoB uzopepmenta CYP3A4 tpelyercs coOntogaTb OCTOPOXKHOCTb U
TIIATEIbHO KOHTPOJIUPOBATh KIMHUYECKOE COCTOSHUE MAIEeHTa U pa3BUTHE BO3MOXKHBIX HJIP.
[Ipy HEOOXOIUMOCTH OJHOBPEMEHHOTO TPHUMEHEHHUS MOIIHOTO HWHruOMTopa wu30(hepMeHTa
CYP3A4 cienyeT paccMOTPETh BO3MOXXHOCTh YMEHBIIIEHUS 10361 JlanatuauOa 10 500 mMr/cyT, 94To
npusenet Kk u3meHeHnto AUC 10 BeJIMUYUHBI, COOTBETCTBYIOIIEH NMPUMEHEHUIO JlanaTuHuOa 6e3
MHTUOUTOPOB yKa3aHHOTO M30(epMenTa. B HacTosIee Bpems, OJJHAKO, HET KIMHUYECKUX TaHHBIX
0 IPUMEHEHMH JIATIATHHUOA NP TaKOW KOPPEKIMH J03bl Y MAlMEHTOB, IMOJYYaIOUINX MOIIHbIHA
unruoutop uzopepmenta CYP3A4. Ilpu oTMeHEe OAHOBPEMEHHON TEpamuM IMOBBILIEHUE O3Bl
nanatuHuOa 10 PeKOMEHI0BaHHOH CielyeT MPOBOAMUTH TOJIBKO uepe3 | HeAemto 1mociie OTMEHbI
Ui oOecreuyeHus] TOJIHOTO BBIBEJEHHMs MOIIHOTO HHruouropa uszodepmenra CYP3A4 u3
OpraHusma.

VY 310pOBBIX TOOPOBOJBIIEB, MOMyYalONINX KapOamasenuH (MHAyKTOop n3odepmenta CYP3A4) B
no3e 100 mr 2 paza/cyt B Teuenue 3 cytok u 200 mr 2 pasza/cyT B TeueHune 17 cyTOK, CUCTEMHast
HKCHO3MLUSA JanaTuHuOa cHkanack Ha 72%. Cnenyet u3beratb OJHOBPEMEHHOI'O IPUMEHEHHS
nanmatuHUOAa W W3BECTHBIX MHAYKTOpoB u3odepmenta CYP3A4 (mampumep, pudamMnuiuH,
pudalytuH, ¢deHuTonH, KapbdamasenuH, 3BepoOoil MponbIpsBiIeHHBINH). [Ipn HEeoOXommmocTu
OJTHOBPEMEHHOTO MPUMEHEHHS MOIIHOTo HHAyKTOopa n3odepmenta CYP3A4 no3y manmatuHmOa
HEOO0XOMMO TOAOUpPATh, OCHOBHIBASCh HAa IEPEHOCHMMOCTH, IOCTENEHHO IIOBBIMIAS €€ C

1250 mr/cyt mo 4500 mr/cyt wiu ¢ 1500 mr/cyt no 5500 mr/cyrt. Oxumaercs, 94To yKa3aHHAS
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KOppeKIuAa A03bI IMPUBCACT K U3MCHCHUIO AUC A0 BCHANMINHDI, COOTBCTCTBYTOTHCIT TPIMCHCHITTO

namatuHnOa 6e3 uHayKTOpoB u3odepmenta CYP3A4. B Hacrosiiee Bpems, OIHAKO, HET
KIMHWMYECKNX JaHHBIX O NPUMEHEHWU JanaTUHHOA y TalWeHTOB, MOJYYArOIIUX MOIIHBIA
uaaykrop m3odpepmenta CYP3A4. [Ipu ormene uaaykropoB nzodepmenra CYP3A4 obpaTHoe
YMEHBIIIEHHE 035l JIAaTUHIOA 0 PEKOMEHI0BAaHHOM CJIeTyeT MPOBOAUTH B TEUCHHUE 2 HEJIENb.
Jlamatunu® sBnsieTcs cyocTtparom ans TpaHcmopTHeIXx OenkoB Pgp m BCRP. Uuru6uropst
(KETOKOHA30J1, UTPAKOHA30J1, XUHHUIUH, BEpaIlaMiJI, HUKIOCIOPHH, SPUTPOMHUIINH) ¥ HHIYKTOPHI
(pudamnuirH, 3Bepo0Oi MPOIBIPSIBICHHBINA) JaHHBIX OEIKOB MOTYT H3MEHSTH JKCIIO3HUITUIO
W/WJIM pacipe/iesieHre JTanaTuHuoa.

PactBopumMocTs nanatunuba 3aBucut ot pH. Crnenyer u3berarb 0 JHOBPEMEHHOTO MPUMEHEHHS
BEIIECTB, YBEIMUYUBAIOMUX pH JKeTyZOYHOTO COKa, TaK KaK pPacTBOPHUMOCTh M BCACHIBAaHHUE
nanaTUHUO0A MOXKET yMEeHbIaThes. Panee mpoBoanMoe JeueHrne HHIHOUTOPOM IPOTOHHOM TOMITBI
(330Memnpa3zoioM) CHIDKAJIO SKCIO3UIIMIO JIaaTUHNOA B cpenHeM Ha 27% (B mpenenax oT 6% a0
49%). OT1oT 3 deKT yMeHbIaeTcs ¢ yBeIndeHneM Bo3pacra npumepHo ot 40 jet go 60 net. B
CBSI3U C BBIIIECKAa3aHHBIM, HEOOXOAMMO COOJIOIaTh OCTOPOKHOCTD y MAI[EHTOB, IPUHUMAOIINX

MHTHUOUTOPHI TPOTOHHON TOMITHI.

Bausgnue manatuamnOa Ha APYTrUuec JCKAapCTBCHHLIC CPEACTBA

Jlamatuan® wunrubupyer in vitro wuszopepmeHT CYP3A4 B KIMHHYECKH 3HAYUMBIX
KOHIeHTpauusXx. OTHOBPEMEHHOE TNPHUMEHEHHE JaaTHHUOA C MHIA30JIaMOM TIPH TpUeMe
MOCJIEIHETO BHYTPh MpUBOAUT K moBblieHnio AUC munazonama npumepHo Ha 45%. [Ipu B/B
BBEJICHUU MHJJa30J1aMa He 00HapyKUBAJIOCh KIMHUYECKH 3HaunMoro ysenuuenust AUC. Crnenyet
n30eraTh OJHOBPEMEHHOTO IIPUMEHEHUS JIAaTUHUOA ¢ TpenapaTaMu JJIs IEpopabHOrO IpuemMa
C Y3KMM TepamneBTHUECKUM JHana3oHoM, sBisgmomuMucs cyoctparamu uszopepmenta CYP3A4
(Hanpumep, 1U3anpul, TUMO3UT, XHHHUIHUH).

Jlanatuau® wunrubupyer wusodepment CYP2C8 in vitro B KIMHUYECKH 3HAYMMBIX
KoHIeHTpauusx. CieayeT nzberatb OJTHOBPEMEHHOTO MIPUMEHEHHUS JIAaTUHUOA C IpenapaTamMu
C Y3KHM TEpareBTHUECKUM JHANa30HOM, KOTOpBIE SBISIOTCA CyOcTpaTamMu H30(pepMeHTa
CYP2CS8 (manmpumep, pemarauHus).

OnHOBpeMEHHOE B/B NMPHUMEHEHHME MAaKIMTaKCeNna C JanaTUHUOOM MPHUBOAMT K YBEIUYEHUIO

HKCHO3MLIMH NaknuTakcena Ha 23%, yto o0ycnoBineHo nHruouposanuem uzodepmenra CYP2CS8
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w/win Pgp nanatuHnOoM. B KIMHMUYECKHX HCCHCAOBaHMIX TP TIPMMCHCHITTTamaTnHnOa
MAKJIUTAKCEJIOM OTMEYEHO YBEIMYEHUE YaCTOThl U CTENEHU TSKECTH OUAPEU M HEHTPONECHUH.
Cnenyer coOn0laTh OCTOPOKHOCTb IPU  OJHOBPEMEHHOM IPUMEHEHMM IIpernapaTta ¢
MAKJIUTAKCEIOM.

IIpy 0THOBpEMEHHOM IMPHUMEHEHHM JOLETAaKceNaa B/B U JIanaTUHUOA HE OTMEYEHO W3MEHEHHS
AUC nmn Cmax 000MX JEUCTBYIOIIMX BELIECTB, IPU 3TOM OTMEUYEHO YBEIMUYCHHE YacTOTHI
pa3BUTHS HEUTPONEHUH, HHAYLIUPOBAHHOM J10IIETAKCEIIOM.

OnHOBpeMEHHOE MPUMEHEHHE JIATaTUHUOA C UPUHOTEKAaHOM (IIpH BBEACHHUU B PAMKaxX CXEMBI
neuenust FOLFIRI) npuBonuno k nossimennto AUC akTUBHOTO MeTaboIMTa HPUHOTEKaHa, SN-
38, mpumepHo Ha 40%. TouHbli MexXaHU3M JAHHOTO B3aUMOJICUCTBHUS HEWU3BECTEH, HO
MIPENI0JIaraeTcs, YTO OH CBSI3aH C MHIMOMPOBAHMEM JIAIATUHUOOM OJHOTO WM HECKOJIbKUX
TpaHCTIOPTHBIX OenkoB. PasButne Bo3MoxHbIXx HJIP mnpum mnpumenenun nanaTuHHOa
OJTHOBPEMEHHO C HPUHOTEKAHOM JIOJKHO TIATEIbHO KOHTPOJIUPOBATHCS, P HEOOXOIUMOCTH -
PELIUTh BONPOC O CHMXKEHUH JI03bl MpUHOTEKaHa. [IpuMeHeHne nanatuHuOa B KOMOMHAIMH C
KareruTadMHOM, JIETPO30JIOM HIIM TpacTy3ymMaOOM He BIHMsAET Ha (apMaKOKWHETHYECKHE
napaMeTphl yKa3aHHBIX IPENapaToB U UX META0OIUTOB.

Jlanatuau® WHrHOMpyeT TpaHCHOPTHBIA Oenok Pgp inm vifro B KIMHUYECKH 3HAUYUMBIX
KoHIeHTpauusax. OTHOBpEMEHHOE PUMEHEHHE JIaaTUHNOA ¢ IUTOKCHHOM BHYTpPb IMPUBOJIUT K
noseiieHN0 AUC nurokcuna npumepHo Ha 80%. CnemyeT ¢ OCTOPOKHOCTBIO HPUMEHSTH
JanaTMHUO OJHOBPEMEHHO C IpernapaTamH, KOTOpble sBIstOTCA cyOcTparamu Pgp, ¢ y3kum
TEpareBTUUECKUM JHANa30HOM, a TaKkKe HEOOXOJMMO PacCMOTPETh BONPOC O CHUKEHHUHU J03bI
TaKMX IpEernaparos.

Jlamatuan® wHrnbupyer tpancnoptHeie Oenku BCRP u OATPIBI in vitro. Kiunudeckoe
3Ha4YCeHHE JTaHHBIX A(P(EKTOB HE H3Y4aIOCh, HO HE UCKIIFOUEHO, UTO JAMaTUHHO MOXKET BIHATH Ha
dapmakokuHeTuky cybocrpatoB BCRP (Hampumep, tomotexkana) m OATPIB1 (mampumep,

pO3yBacTaTUHA).

B3aumoaenicTBue ¢ muIen

buomoctymHOCTh TanaTHHMOA 3aBUCUT OT ITpHieMa MUIIK. Tak Kak rpeindpyToBbIi COK CIIOCOOEH

uHrn6uposats n3opepmeHT CYP3 A4 u TpancnopTHbIil 6er10k Pgp B cTeHKe KUIIEUYHUKA, TAKUM
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o6pa30M IIOBBIIIAA 6I/IO,Z[OCTYHHOCTL HaHaTHHH61mm€mm&'UWununun

nanatuHuOa U rpeingpyToBOro coKa.

4.6. PepTHIBLHOCTH, 0EPEMEHHOCTb U JIAKTALMS

JKeHIMHEI ¢ IETOPOAHBIM ITOTEHIINAJIOM ( KOHTpaucnnusa y My>XK4nH 1 )KCHH_II/IH)

CormacHo pe3yjibTaTaM IPOBEIACHHBIX MCCIEJOBAHUN Ha JKMBOTHBIX, JIAMaTUHUO MOXeET
OKa3bIBaTh HEraTMBHOE BO3/eicTBHE Ha M10/1. JKEHIIMHAM ¢ JJETOPOJHBIM OTEHIIUAIOM CJIEYET
PEKOMEH0BaTh HCIOJIb30BaTh HAIEKHBIE METOJbl KOHTPALEHIMHU (Y4acTOTa BO3HUKHOBEHUS
OEepeMEHHOCTH NPH HCIOJIb30BAHUU KOTOPBIX <1 %) BO BpeMs NMpUMEHEHHs JanatuHuOa U B

TEYEHUE KAK MUHUMYM 5 CYTOK I1OCJIE IPUMEHEHMS IIOCIEIHEN T03BI.

bepeMeHHOCTH

He mpoBoannocs cOOTBETCTBYIOIIMX M XOPOILIO KOHTPOJUPYEMBIX HUCCIEIOBAHUN NMPUMEHEHUS
nmanaTuHUOA BO BpeMsi OepeMeHHOCTH. BiinsHue nanatuHuOa Ha 110 Heu3BecTHO. [lanmenTkam
C COXPAaHEHHBIM PEMPOAYKTHBHBIM IOTCHIIMAJIOM CJICAYET HCIIOIh30BaTh HAJICKHBIC CIIOCOOBI
KOHTpAIIEIIINH, a TAKKe N30eraTh HACTYTUICHHs] OEPEMEHHOCTH B IIEPHO/I JICUCHHS JIATATUHUOOM.
Jlanatuau® He 00Jamanm TEPaTOreHHBIMU CBOMCTBAMHU B HCCJIEIOBAHUSX y KUBOTHBIX, OJHAKO
BbI3bIBAJl BO3HMKHOBCHHME HE3HAYUTEIBHBIX ITOPOKOB pa3BUTHS IIPU INPUMEHEHUH B 033X,

TOKCHYHBIX JII MATCPUHCKOI'O OpraHnui3ma.

JlakTamus

HewusBecTHO, NpOHUKAET JIM JanaTUHUO B IPyAHOE MOJIOKO. B CBSI3U € TEM, YTO MHOTHE ITpenapaThl
MOCTYTAIOT B TPYJHOE MOJIOKO, BO BpPEeMsl TEpaluu JAmaTHHUOOM U B TeueHHE KaK MHUHUMYM
5 CyTok 1oclie TPUMEHEHMs] TOCIEAHEW J103bl PEKOMEHIOBAHO MPEKPATUTh TPYyIHOE
BCKapMJIMBaHHE M3-332 BO3MOYKHOTO BO3HMKHOBEHHS XapaKTEPHBIX HEXEJIAaTeIbHBIX peakuuil y

IpyJIHOTO peOeHKa.

DepTIbHOCTD

Het nanHbIX.
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4.7. Buausinue Ha CHOCOOHOCTH YNPABJIATH

MeXaHU3MaMH
Bnusiarne Ha CrOCOOHOCTH YNPaBISATH TPAHCIIOPTHBIMH CPEACTBAMH WM 3aHUMATHCS APYTUMH
BUJAMH JESATETHHOCTH, TPEOYIOIIUMH TIOBBIIICHHON KOHIIEHTPAIMH BHUMAaHUS U OBICTPOTHI
MICUXOMOTOPHBIX PEaKIIMid, HE U3ydasioch. MicXoas U3 MexaHu3Ma JICHCTBHS JIAATUHUOA, HEJIb3sI
MMpCAIOJIOXKUTH HCGHaFOHpI/IﬂTHOe BJIMAHUC IPCIlapaTa Ha TAaKUC BUABI ACATCIBHOCTHU, OAHAKO
CJICAyCT NpUHUMATbL BO BHHMAHHC O6HIC€ COCTOsHUEC ITIallUCHTAa U HpO(i)I/IJ'IB HEXKCIJIAaTCIbHBIX
peaknuii  ymamatuHKOa.  HeoOxomumo  coOmogaTh  OCTOPOXKHOCTH  MPU  YIPABICHUH
TPAHCHOPTHBIMH CPEJCTBAMH M 3aHATHSIX JPYTMMH TIOTCHIMAIBHO OIACHBIMU BHJIAMHU
ACATCIIbHOCTH, Tp66yIOH_[I/IMI/I MHOBBIIICHHOU KOHICHTpAaLunu BHUMAaHUA )41 6BICTp0TBI

IICUXOMOTOPHBIX PEAKLUN.

4.8. HexxesraTeibHbIE peakuuu

Pesrome mpodunsg 6e300acHOCTH

be3onacHocTh nanaTHMOA OLIEHEHA B XO/€ KIMHUYECKUX UCCIIET0BAaHUI KaK P MOHOTEpAInH,
TaK U NpPU NPUMEHEHUU B KOMOMHAIMM, B TOM 4YMCJIE C TPacTy3ymMaOOM, KalelUTaOMHOM U
JIETPO30JIOM.

Haubonee pacnmpocTpaHeHHBIMH HEXENAaTENbHBIMU peakiusiMu (> 25%) BO Bpemsi Tepanmuu
JanaTuHUOOM OBLTH PaCCTPONCTBA CO CTOPOHBI JKEITYA0YHO-KHIIIEUHOTO TPAKTA (JHapest, TOITHOTA
U pBOTa) M chimb. [Ipu Ha3HaueHWH NanaTuHUOA C KanmenuTaOMHOM HalJromanach JIaJoOHHO-
MOAOIIBEHHAs 3puTpoausectesus (> 25%). Yacrora BO3HUKHOBEHHUS J1aJOHHO-TIOIOIIBEHHOMN
SPUTPOAN3ECTE3UN CX0XKA C IPYNIAaMH NMalUEeHTOB, IPUHUMAIOIIUX JANATHHUO ¢ KaneluTabuHOM
U KalenmuTaOMH B KadecTBE MOHOTepanuu. [luapest siisiercss Hambolsiee pacrpoCTpaHEHHOM
HEXXENIaTeIbHON peakluMel, NpUBOJAIIEH K MPEKpallleHUIO0 JIeUeHUs, KOorja JianaTUHHO
INPUHUMAJICS B COYETAaHUU C KalelUTaOMHOM WJIN JIETPO30JIOM.

He coobmanoch 0 Kakux-JIM0O JIOTIOJIHUTENBHBIX HEKENATEIbHBIX PEAKIMAX, CBS3aHHBIX C
IpUeMOM JlamaTuHUOa B COYETaHHMH C TpacTyzymaOoMm. Habmiomanock yBenmuueHHe ciydyaes
KapAMOTOKCUYHOCTH, HO 1O CBOEH CYTHM M TSDKECTH O3TU OCJIOKHEHHS COIMOCTABUMBI C
OCJIOKHEHUSIMH, 3apETUCTPUPOBAHHBIMH B KIIMHUYECKOM Mporpamme janatuHuOa. OTU JaHHbIE

OCHOBaHBI Ha BO3CHCTBUM 3TOM KOMOUHaIMK y 149 manueHToB B 6a30BOM HCCIIEIOBAHUU.
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Tabnuynoe pE3IOME HEXKEIaTSIbHBIX PeaKIIMU

HexenaTtenbHble JEKapCTBEHHbIE peaklUM, MPEACTaBICHHbIE HUXKE, CrPYNIUPOBaHbl B
COOTBETCTBUH C KJIaccuuKaiumei opraHoB u cucteM opranoB MedDRA, iepednciieHs! B mopsiike
YMEHBIICHUS YaCTOThI BCTPEUAEMOCTH.

YacTtoTa BCTPEYaeMOCTH OIlEHUBANAch CIEAYIOUIUM o0pa3oM: odeHb d4acto (>1/10), uacrto
(>1/100, 1O <1/10), HEwacto (>1/1000, Ho <1/100), peaxo (>1/10000, Ho <1/1000), 0o4eHb peako
(<10000), yacToTa HeU3BeCTHA (HA OCHOBAHUH MMEIOIIMXCS JAHHBIX ONPECIIUTh HEBO3MOXKHO).
B npenenax kaxnoit yacrotnou kareropuu HJIP pacnipenenensl B mOpsiike yMEHBIIEHHUS YaCTOThI
BCTPEUYAEMOCTH.

Monomepanus ranamunubom

Hapywenusi co cmopoHvl uMMyHHOU cucmembl

Peoxko: | peakiy runepYyBCTBHTEILHOCTH, BKIIIOYAs aHADUIAKCHIO.

Hapywenus memabonuzma u numanus

Quenwv yacmo: | aHOPEKCHUS.

Hapywenus co cmoponul cepoya

Yacmo: camkenne OBJDK ormewanocs mnpubnusurensHo y 1% manueHTos,
MOJTy4aBIIUX JAmaTUHUO, U MPOTEKajao OeccuMnToMHO Oojee yeM B 70%
ciyvaeB. Hopmanuzauus unum yaydiieHle 1aHHOTO MoKa3aTels HaOIoaanoch
6onee ueM B 70% ciy4aeB mocie MpEKpalleHUs TEpamnuy MpenapaToMm.
Cumxenne @OBJDK, compoBoxaaBiieecss CHUMITOMAMM, HaOII0AAIOChH
npubnausutensHo 'y 0,3% manuenTtoB, mnoiyyaBmmx JjanatuHuO. HIIP,
HAOII0IaBITUECS TIPU TOM, BKITFOYAIIN OJIBIIIKY, CEPACUYHYIO HETOCTATOYHOCTh
Y OLIYIIEHUE «CePILCONCHHUSD.

Hapywenusi co cmopoHul OblxamenbHol cucmembsl, Op2aHos8 2pyOHOU KIemKU U CPe00CmeHUs
Heyacmo: | nHTEpCTHIMANTEHAS GOIE3HD JIETKHX / THCBMOHMUT.

Kenyoouno-kuuieunvie Hapyuenus

Ouenv yacmo: | auapes', koTopas MOXeT NPUBOAUTL K JeruipaTaluu (B OOJBIIMHCTBE
cydaeB OTMeYeHa auapes 1-il uim 2-i CTEeTeH ), TOIHOTA, PBOTA.
Hapywenus co cmopoHvl neueHu u scenuegplgooauux nymei

Heuacmo: rUNepoMIMpyOuHEeMUs, TeNaTOTOKCUYHOCTh. [loBbIlIeHHE KOHIIEHTpAUU
OmnupyOMHA BO3MOKHO BCJIEC/ICTBUE YTHETEHUS TAaIaTHHUOOM KOHBIOTAIIUU B
neueHn OATPIBI1 (nmonumnentus, nmepeHocsAui oprannueckre annoHsl 1B1)
WIN YTHETCHHs] BBIICTCHUS OWIMpPYyOMHAa C OJKEIYBI0 TOCPEICTBOM
P-rimuxonporenna (Pgp) ninm BCRP.

Hapywenusi co cmoponvl Kodtcu u nOOKOHCHbIX MKAHell

Ouenv yacmo: | KoxkHas chillb' (BKIII0YAs akHe(OPMHBIIA IepMATHT).

Yacmo: NOpa)KEHHE HOT'TeH, BKII0Yasi MAPOHUXHUIO.

Obwue HapyweHUs U peakyuu 8 Mmecme 86€0eHusl

Ouenb yacmo. | cnaGocTs.

I Aruapes U KOKHad CbIllb B OCHOBHOM OBLIN JIETKOM CTEIEHU U HE MMPUBOAUIIN K ITPEKPALICHUTIO TCpAIInU
npernapaTrom. I[I/Iape;[ YCOCHIHO nmogAaaBajIacChb HpoaKTHBHOﬁ KOppCKIMH. KosxHast CBITIb B OONBIIIMHCTBE

2
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city4aeB ObLjia IMPeXoIsIIei.

COOTBETCTBYET QRCHEF THOMY OT4E

Iy

2 ypenmuenne aktuBHOCTH AJIT nmm ACT B 3 pasa BbIIe BepXHEH TPaHMIIBI HOPMBI HIH yBETHUCHHE
KOHIIeHTpanuu Omnpyouna B 1,5 pa3a Bellle BEpXHeH rpaHuilbl HOPMbI ObUTH BbI3BAHBI IPUMEHEHUEM
JanaTuHuoa.

Kombunuposannas mepanus ¢ xaneyumabumnom
Homnosautensro k HJIP, HaGmromaBmmmcst Ha (OHE MOHOTEpAIUU JIATATHHHOOM, CIICTYIOIIHE
HJIP nabmropganmuch Ha (poHEe MpUMEHEHHUs JanmaTHHHOA B KOMOWHAIIMU C KalelUTaOWHOM C

4acToToi Oonee 5% yeMm B MOHOTCpPAIINA KaHCI_II/ITa6I/IHOM.

Kenyoouno-kuuieynvle HapyuieHus

Ouenb wacmo: | mucmencus..

Hapywenusi co cmoponvl Kodtcu u nOOKOHCHbIX MKAHell
Quenb yuacmo. | CyXOCTb KOXKHU.

HJIP, nabaroaswuecs npu npumenenuu 1anamuHuda 6 KOMOUHayuu ¢ KaneyumaouHom ¢ mou

aHece ltClCWIOMOIZ, umo u npu Monomepanuu Kaneuuma&mom

Tcuxuueckue napyuienus

Ouenv wacmo. | OECCOHHHUIIA.

Hapywenus co cmoponul HepgHoll cucmemul

Yacmo: ‘ rOJIOBHAs 0OJIb.

JKenyoouno-kuwieynvle Hapyuienus

QOuenv yacmo: | CTOMATHT, 3a10p, OO B )KUBOTE.

Hapywenusi co cmopoHbl Kodcu U NOOKONCHbIX MKAHel

OdeHb 4acTO: | CHHJIPOM JIQJIOHHO-TTIOIOIIBEHHON 3PUTPOAN3ECTE3IUN.
Hapywenus co cmoporvl mbluteuHotl, CKelemHOU U COeOUHUMENbHOU MKAHU
Quenv uacmo. ‘ 00J1b B KOHEYHOCTSIX, 00JIb B CIIMHE.

Obwue HapyweHus U peakyuu 8 mecme 86€0eHusl

Ouenb uacmo: | BocnaneHne cau3uCTOl 060I0UKH IOJTOCTH PTA.

Kombunuposannas mepanus ¢ mpacmy3ymaoom

[Ipy npuMeHeHMH nanmaTHHUOA B KOMOMHAIIMU C TpacTy3ymMaOom momnojHuTeabHbIX HIIP,
CBSI3aHHBIX C JIAITATUHKMOOM, OTMEUEHO He Obu10. OTMEUYEHO YBEJINYEHHE YAaCTOThl BCTPEYaeMOCTH
SABJICHUN KapJIUOTOKCHYHOCTH, OJHAKO XapakTep M TshkecTh naHHBIX HJIP ObumM cpaBHUMBI C
aHAJIOTUYHBIMU JTaHHBIMU, MTOJTyYE€HHBIMH B KIIMHHYECKUX UCCIIETOBAHMAX JIAIAaTHHUOA.

B xiIMHHYeCcKHUX HMCCiIeOBaHUAX MPU NPUMEHEHUH IpenapaTa B KOMOMHALMU ¢ TPacTy3ymMaOoM
o noBoay meracraruueckoro paka HJIP co ctopons! cepaua, Bkitoyas ymenbiienue OBJDK,
OTMEYEHBl Yy 7% TalMeHTOB 10 CPaBHEHUIO C MOHOTepamnued jJanatuHuOoM (2% manueHToB).

Xapaktep W CTeneHb TsbKecTH pAaHHbix HIJIP cpaBHHMBI ¢ aHaJOTMYHBIMU JTaHHBIMU,
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IMMOJIYYCHHBIMHU B UCCIICAOBAHUU MOHOTCPAIINHN JIATTATAHITOON:

Kombunuposannas mepanus ¢ 1empo3010m
HNononuutensHo k HJIP, nabmonatomumcs Ha (oHE MOHOTEpANHUK JTATAaTHHUOOM, CIIETYIOIINE
HJIP nabmomanuch mpu NMPUMEHEHHWH JIalaTHHHOA B KOMOWHAIIUM C JICTPO30JIOM C YaCTOTOM

Oonee 5% 4eM B MOHOTEPAITUH JIETPO30IOM.

Hapywenusi co cmoponul ObixamenbHoU cucmembsl, Op2aHos8 2pyOHOU KIemKU U CPe0OCmeHUs
Quenwv yacmo: | HocoBOE KpOBOTEUCHHE.

Hapywenus co cmoponbl Kodtcu 1 n0OOKONCHbIX MKAHel

Quenwv uacmo: ‘ aJIOMELHs], CYXOCTh KOXKH.

[Ipu mpumenenun mnpemnapata TaiiBepO B KIMHHYECKON MpaKTUKE B MOCTPETUCTPALIMOHHOM
MEePHO/Ie, B CIOHTAHHBIX COOOIICHUSIX U B TUTEPATYPHBIX HICTOYHUKAX COOOIIATIOCH O CIEAYIONIUX
HJIP (B cBsi3u ¢ TeM, 4TO crioHTaHHBIC cooOmenus o HJIP mocTymarot B 10OPOBOJIBLHOM MOPSIIIKE
13 TOMYJSILMKA HEOIPEAECICHHOrO0 pasMepa, JJIA JAaHHBIX PEaklIHUi MCIOJb30BaHA KAaTErOpHs
«4acTota HeusBecTHa»). HJIP crpynmupoBaHbl B COOTBETCTBHH C KiacCU(pUKalUEH OPraHoOB U

cucreM opraHoB MedDRA, nepeuuciieHsl B MOPSIKE YMEHBIICHUS BaKHOCTH.

Hapywenus co cmoponwl cepoya
KenynoukoBas apuTMuUs/>KeTyJOUYKOBAsI TAXUKAPIUS THIIA KITHPYIT»
Y nnuaenue naTepBana QT mo ganabM dekTpokapanorpaduu (IKI)
Hapywenus co cmopoHvl Kodtcu U NOOKOHCHbIX MKaHeuU
Tsokenble HeXenaTelabHbIE SBICHHS CO CTOPOHBI KOXH, BKIouas cuHiapom CTuBeHca-
JIXKOHCOHA M TOKCUYECKHI dMUAECPMaIbHbIA HEKPOJIU3
TpeuyHbl KoK
- 4acTOTa BCTPEYAEMOCTH TPEUINH KOXXM B HA0OpE JAHHBIX OOBEJIMHEHHBIX KIWHHUYCCKHX

1

ncneTagnii cocrasmia 4.9% (4acro).

COO6H_ICHI/I$[ O IMOA03PE€BACMBIX HCKCIIATCIIbHBIX PCAKITHAX

BaxHo coo0mare O MOA03pEBAEMBIX HEXKENATENbHBIX PEAKIHAX I0CIe PETUCTPaIUH
JIEKApCTBEHHOTO Tperapara ¢ Leibio 00ecrieueHrsI HEMPEPHIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«I10JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpenapara. MeaMIMHCKUM paOOTHUKAM PEKOMEHAYETCs
cooOIaTe O JIIOOBIX MOJO3PEBAEMBIX HEKENATENbHBIX PEaKIMIX JIEKapCTBEHHOIO Iperapara
4YCpe3 HAIIMOHAJIBHBIC CUCTCMBbI COOGH_IGHI/IH 0 HCKCJIATCIIbHBIX PCAKIUAX IOCYyAapCTB — YJICHOB
EBpa3uiickoro 5KOHOMHUYECKOTO COHO3A.

Poccuiickag @enepanus

denepanbHas cityx0a 1o Haa30py B cdepe 3ApaBOOXpaHEHUS
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Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miomans;—4serp—t

Tenedon: +7 800 550-99-03

DnekTpoHHas mo4Ta: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

Caitt B MH()OPMAIIMOHHO-TEIEKOMMYHHUKAITMOHHOM cetn «HTEepHET:
www.roszdravnadzor.gov.ru

PecnyOiuka Benapyces

VII «lleHTp 3KCnepTu3 U UCHBITAHUHI B 3PaBOOXPAHECHUN
Anpec: 220037, r. MuHck, nep. ToBapuileckuid, 2a
Tenedon: +375 (17) 242-00-29

®axc: +375 (17) 242-00-29

DnekTpoHHas mouTa: repl@rceth.by

Caitr: http://www.rceth.by

PGCHV6HI/IK8. Kaszaxcran

PI'TI na IIXB «HammoHanbHBIA LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEACTB U MEAULMUHCKUX
m3nenuit» Komurera wmeaumuHCKOro #  ¢apMaieBTUYECKOro KOHTPoJis MuHHCTEpCTBa
3npaBooxpaneHus: PecnyOnuku Kazaxcran

Anpec: 010000, r. Actana, yn. A. manoga, 13, 4 stax

Tenedon: +7 7172 235 135

OnexrponHas noura: farm@dari.kz
Caiit: www.ndda.kz

PecniyOonuka ApMeHust

I'HKO «leHTp 3KcniepTU3bl JEKAPCTB U METULIMHCKUX TEXHOIOTHID»
Anpec: 0051, . EpeBan, nip. Komuraca 49/5

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DnexTpoHHas nmoyTa: vigilance@pharm.am

CaiiT: www.pharm.am

4.9. llepeno3upoBka
B ximHMYecKHX HCCIeNoBaHMAX MOKa3aHO, 4TO Ooyiee 4acThlif, YeM PEKOMEHJOBAHO, MPUEM
npenapara MOXCET MPHUBOJUTH K YBCIIMUCHUIO KOHICHTPALIUU JanaTUHHOAa B CBIBOPOTKC KPOBH,

MMO3TOMY HE€ CJICAYCT NPUHUMATH MPOMYUICHHLIC JO3bl, YMCHbIIAA MHTCPBAI MCKAY IMPUCMAMU.
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v

COOTBETCTBYET QRCHEFTHOMY QTYETY

HpI/IeM Ipenapara HCO6XOI[I/IMO B0306HOBJ'I5{TB, HaYNHAT CO— CICAYIOMICH 3aTTan T POBAH O

CYTOYHOM J103BI.

CHUMIITOMEI

MaxkcuManbHasi CyTouHasi 1032 B KIMHUYECKUX UcCienoBaHusIX cocTtapisiia 1800 Mr BHYTpb.

VY manueHToB, MOMyYaBIIUX TEPANHIO JIAMATUHUOOM, OTMEYAIINCh KaK OECCHUMIITOMHBIE CIIy4au
MePEI03UPOBKH, TaK U CIIy9aH, COIPOBOXKIABITHECS cUMIIToOMaMu. HabmrogaBmmecss CHMIITOMBI
COOTBETCTBOBAJIM M3YUYCHHBIM HEXEJIATCIbHBIM SIBJICHUSM JIAlIATUHUOA, U B HEKOTOPBIX CITydasix
BKJIIOUAJIM U3BS3BICHUE KOXKH TOJOBBHI, CHHYCOBYIO Taxukapauio (K[ B mpenenax HOpMBI 1O

OCTaJIbHBIM MTapaMeTpaM) W/UIIK TOPAKEHHUE CIIU3UCTON 00OJIOUKH.

Jleuenne

He cymectByer criennpuueckoro aHTUA0Ta A1l MHTHOMPOBaHUS (POCHOPHIMPOBAHHS THUPO3HHA
EGFR (epidermal growth factor receptor, peuentop snuaepmansHoro ¢akropa pocta, ErbB1)
u/umn HER2/neu (human epidermal growth factor receptor, pemenrtop snuaepMaibHOTro hakTopa
pocTa uenoBeka, ErbB2).

Cumnmomamuyeckasi mepanus. BpiBeJeHNe anmaTUHUOA MOYKAMH HE3HAYUTEIBHO B CBS3U C
BBICOKOM CTENEHbIO CBSI3bIBAHUS O€JIKaMH IIa3Mbl KPOBHM, B CBS3M C YeM OXXKHUIAETCS, YTO
remMoauanu3 OyaeT Hed(PEeKTHBEH Il YCKOPEHUS BHIBEACHUS JIallaTHHUOA.

JlanpHeiiee JedeHre CIeayeT MPOBOANUTH 10 KIMHUYECKUM TTOKAa3aHUSIM MM B COOTBETCTBHU C

MCCTHBIMHU KIIMHHUYCCKUMH PEKOMCHAAINSAIMU.

5. DPAPMAKOJIOTHYECKHE CBOWCTBA

5.1. ®apmakogUHAMUYECKHE CBOMCTBA

dapmakoTepaneBTUYECKas IpyIa: IPOTUBOOMYXO0JIEBbIE CPEICTBA; UHTUOUTOPHI IPOTEHHKUHA3;
MHTHOUTOPHI TUPO3HMHKUHA3KI pelenTopa dMUAECPMALHOTO (paKkTopa pocTa uejaoBeka 2-To THIMa
(HER-2).

Kon ATX: LOIEHOI.

MexaHu3M AeiCTBUS

JlamatuHO — HOBBIM MOIIHBI OOpPATUMBIA CENEKTUBHBI WHTUOMTOP BHYTPUKICTOYHOMN
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LILDAD

COOTBETCTBYET QRCHEFTHOMY QTYETY

TUPO3UHKHUHA3LI, CBSI3BIBAIOIIUMCS C peueITo

m—HER2
(ErbB2), xapakrepu3yromuics MeIJIEHHOW TUCCOLMAIMEN ¢ JaHHBIMU pelentopaMu (Tepuos
nonyaucconranuu paseH 300 muH unu Oonee). Ilo cpaBHEHHIO € JAPYTUMHU HM3yYE€HHBIMH
MHTHOUTOpaMU TUPO3MHKMHA3KI JJAaTHHUO XapakTepuszyercs: Oosiee MeAJICHHON AMCCoIraliei
¢ peuentopaMu. JlanatTuHUO HHTHOUPYET POCT OMYXOJEBBIX KIETOK, MHUIIMUPOBAHHBIN BIUSHUEM
ErbB, kax in vitro, Tak 'y pa3IMYHBIX KUBOTHBIX MOJIEIEH.

[ToMrMoO cOOCTBEHHOW aKTHUBHOCTH iM Vifro IJANATHHUO TPOIEMOHCTPHPOBAN aJTUTHBHBIN
3 dexT mpu KOMOMHUPOBAHHOM TMPUMEHEHHH C S-(TopyparmioM (aKTHBHBIM METaOOIUTOM
KaneuuTaOrHa) B YEThIpEX JIMHUSX OIyXOJIEBBIX KIETOK. KimHudeckas 3HaYMMOCTh JaHHOTO
ABNICHUS He wu3BecTHa. KomOuHamus mamatuHMOa H  TpacTy3ymaba MOXeT 00ecneuuTh
B3aMMOJIOTIOJTHEMBI MEXaHU3M JCHUCTBUS, a TAK)KE BO3MOXKHBIC HEMEPEKPECTHBIE MEXaHU3MBI
MPEOI0JICHUST Pe3UCTeHTHOCTH K aHTH-HER2 Tepanuu. Muarubupyronme >¢dextsr manatuanOa
M3YYCHBI B KJICTOYHBIX MOJEISX, MOABEPIIINXCS BO3ACUCTBUIO TpacTy3ymaoa.

JlamatuHUO COXpaHsII 3HAYUTEIbHYIO aKTUBHOCTH NMPH M3YYEHUU JOJITOCPOYHOTO POCTa JIMHUMN
HER2-1103UTHBHBIX OITyXOJIEBBIX KJIETOK B CPE/IAxX, COEPKAIINX TPACTy3yMad, U B KOMOWHAINH
C TpacTy3ymMaOOM MpOSBISUI B JAAHHBIX KJIETOYHBIX JIMHUSX CHHEPreTUYecKoe AeHcTBUE. DTU
pe3yNnbTaThl JAEMOHCTPUPYIOT OTCYTCTBHE TMEPEKPECTHOM PE3UCTEHTHOCTH MEXIY IBYMS

muragaamu perenropa HER2 (ErbB2).

q)aDMaKO)II/IHaMI/IquKI/IG Bd)d)eKTBI

Bnusnue namatunmba Ha nanuHy uHTepBana QT oOneHEHO B MEPEeKPECTHOM KIMHUYECKOM
UCCIIEIOBAaHUM TPH MPUMEHEHUH TpexX A03 JamatuHuba mo 2000 mr mocne mpuemMa Tpex
MOCIIEIOBATEIBHBIX 103 MANe00 ¢ 12-94acOBBIM MHTEPBAIOM MEXIY MPUEMOM Ka)XIOW JO3BI.
MakcumanbsHoe cpennee otkioHeHue uHTepBaia QTcF ormeuanocs vepe3 10 uwacoB mocie
MpueMa MOCJIeTHEH T03bI JIAMATHHIOA U COCTABIISIIO B OIICHMBaeMOo# nomyJisiiuu 8,75 mc (4,08 —
13,42 mc, 90% npoBeputenbHbli MHTEpBa). JlaHHBbIE, MOJIyY€HHBIE B JAHHOM MOMYJIALNUH,
COOTBETCTBYIOT TMOJYYCHHBIM B TIOMYJSIIUM W3Y4YCHHsS (PapMaKOJMHAMHUKH, B KOTOPOM
MakcuMaibHoe cpeaHee oTkiIoHeHue nurepsaina QTcF coctasnsino 7,91 mc (4,13 — 11,68 mc, 90%
JOBEpUTENbHBIN uHTepBai). JlanHble QapMakokuHeTHdeckoro M (apMaKkoINHAMUYECKOTO
aHalnM3a TOATBEPXKAAIOT 3aBUCHUMOCTh BEJIMYMHBI OTKIOHeHHs wuHTepBana QTcF or

KOHIICHTpauu JIarlaTUHUOA B IUIa3MeE KpOBH.
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5.2. apmakokMHeTHYECKHE CBOWCTBA

AOGcopOrmst

BcacbiBanue nanatuHuOa 1mocie mpreMa BHYTPh HEIMOJIHOE W BapbUpyeT ¢ KO3 UIHUEHTOM
BaprabeTbHOCTH IJIOWAAN TOJ (HapMAKOKUHETHUECKONH KPUBOM «KOHILIEHTpALUS — BpEMs»
(AUC) ot 50% mo 100%. JlanatuauO omnpenensieTcss B CHCTEMHOM KPOBOTOKE B CPEHEM depes
0,25 yaca (nuamnason 0-1,5 4). MakcumanbHasi KOHIIEHTpAIKs JarnatuHuoa B miiazme KPoBH (Cmax)
JOCTUTaeTCs MPUMEPHO uepe3 4 yaca mociie npuema.

Cmax B pPaBHOBECHOM COCTOSIHUU TpU €XeTHEBHOM mpueme 1250 Mr cocTaBisieT B CpelHeM
2,43 (1,57-3,77) mxr/ma, a AUC-36,2 (23,4-56,0) MKrxyac/mi1.

CucTteMHast SKCTIO3UIIUS JIATTATHHNOA YBEIMIUBACTCS TIPU TIpUeMe OIHOBpEeMeHHO ¢ numieii. [Ipu
npueMe ¢ mnuuie ¢ HuszkuM (cogepxanue XupoB 5% wnu 500 kamopuil) WM BBICOKUM
(comeprxanue >xupoB 50% unu 1000 kanopuii) conepxanueM xupoB AUC Bozpacraet B 3 1 4 paza

(Crmax - mpuOAM3UTENBHO B 2,5 1 3 pa3za) COOTBETCTBEHHO.

Pacopenenenue

JlanmatuHuO 001a1aeT BBICOKOM CTENEHbIO CBA3bIBaHU (Oosee ueM 99%) ¢ anbOyMuHOM U anbdai-
KHCJIBIM TJIMKOIPOTEUHOM IUIa3MbI KPOBH.

WccnenoBanus in vitro IoKas3aiy, 4To JanaTuHUO sBisieTcs cyocTpaToM i nepenocunkos BCRP
(6emok pe3ucTeHTHOCTH paka MoiouHOM xkene3pl, ABCG2 - AT®-CBA3BIBAIONINN KaCCETHBIM
tpancnoprep G2) u P-rimukonporenna (ABCB1 — AT®-cBsa3pIBaroONIMil KaCCETHBIN TPAaHCIIOPTEP
B1). In vitro nanatuau® Takxe Oka3bIBal MHTHOUpPYOMUK 3(()EKT B OTHOIICHHH aKTUBHOCTH
JAHHBIX TEPeHOCUYMKOB. KnuHHueckoe 3HaueHuWe OSTUX OSPPEeKTOoB U  BIUSHHE Ha
(hapMaKOKMHETHKY JPyTUX MPENapaToB, a TAKXKe MpenapaToB, 00Ia1al0MUX TPOTHBOOITYX0JIEBOH
aKTUBHOCTBbIO, IIOKa HeW3BecTHO. JlamaTmHMO HE3HAYUTENbHO WHIHOMpPYET AaKTHBHOCTH

nepeHocymka opranndecknx aHnoHoB (OAT) mnu nepeHocurka oprannyeckux katnoHon (OCT).

buorpaucdopmars

JlamatnHuO moaBepraeTcss MHTEHCUBHOMY METa0O0JIM3My TJIaBHBIM 00pa3oM u3odepMeHTaMHu
CYP3A4 u CYP3AS c¢ munumanbsHbiM ydactueM uzopepmento CYP2C19 u CYP2C8 ¢

06pa3OBaHI/ICM Pa3JIMYHBIX OKHCJICHHBIX MCTaGOHI/ITOB, Ha [JOJIO KaXJ0oro #n3 KOTOPBIX
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COOTBETCTBYET QRCHEFTHOMY QTYETY

MMPpUXOOUTCS HE oonee 14% JO3BbI, BBIBOHHMOﬁ TCPC3 RKUICTHIKS YT 0% KOHOCHTPAOMIT B

IJ1a3Me KpOBH.

OIMMUHALUSA

[leprion mnomyBbiBenenus mnamatuHuOa (Ti2) yBenmuuMBaeTcs J0303aBUCHUMO TIpU TpHUEMeE
OJTHOKPATHBIX J103. PaBHOBECHOE COCTOSIHME JOCTUTAeTCsl uepe3 6-7 CyTOK ImpHueMa JiaraTuHUoa,
T1/2 COCTABJIACT HpH6HH3I/ITeHBHO CYTKI/I. .HaHaTI/IHI/I6 B OCHOBHOM BBIBOJIUTCA qepez KHUIIICYHUK: B
cpenreM 27% (ot 3% no 67%) B HEM3MEHEHHOM BuUJEe, MeHee 2% MPUHATON 03I BBIBOJIUTCS

IIOYKaMH1 B HCU3MCHCHHOM BUJC U B BUJIC MeTa0O0IUTOB.

OHCHKa IMOTSHITMAIa B3aUMOACHCTBUS C JICKAPCTBSHHBEIMH CPEACTBAMHU N Vitro

JlanatuHUO B KJIMHUYECKM 3HAYUMBIX KOHLEHTpalusx MHruoupyer mzopepmentsl CYP3A u
CYP2C8 in vitro M HE3HAYUTETHHO WHTUOHMPYET CIEAYIOIHEe MHKPOCOMANbHBIE (hepMEHTHI

IICYCHU: CYPIA2, CYP2C9, CYP2C19 u CYP2D6 WA

ypuauaaudocharraorkoponosuntpanchepasy (YI'T).

Oco0ble rpyIbl MAUEHTOB

Tayuenmwl nodxcunozo 6o3pacma

Bospact He okaspiBan BAWSHHS Ha (DapMAKOKWHETHKY JIalmaTHHUOA. BimsHMe BEpOsSTHO
OTCYTCTBYET.

Brusanue nona, pacot

[Ton mamnmenTa He OKas3bIBal BIUSHUS HAa (DapMaKOKMHETHKY JamaTuHuOa. BriusHue BEposSTHO
OTCYTCTBYET.

Paca/sTHHYecKast MPUHAIICKHOCTh HE OKa3bIBAIH BIIUSHUS Ha (PapMaKOKHHETHKY JarlaTHHUOA.
Tayuenmol ¢ Hapywenuem yHKyuu nouex

dapMaKkOKMHETHKA JamaTHHUOA y MAlMEHTOB ¢ HAapyIIeHUEeM (YHKIIMH MMOYEK WM MAIUEHTOB,
HAXOJSAIIMXCS HAa TeMOJUAIH3E, CHCIHATbHO HEe u3ydaiach. OIHAKO MaIOBEPOSTHO BIIHSIHHC
HapylieHus QyHKIIMK ToYeK Ha (hapMaKOKHHETHKY JIallaTHHNOA, T.K. TOYKAMHU BBIBOJIUTCS MCHEE
2% BBEJICHHOM J103bI (B BUJIC JIATATUHUOA U €r0 METa0OJIUTOB).

Iayuenmwl ¢ Hapywenuem Gynkyuu nevenu

dapMaKOKHHETUKY JIATATHHHOA U3ydJald y AIUSHTOB C HapyIIeHHeM (DYHKIIUU IIEYSHHU CPeTHEH
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u Tsokenol creneHd. AUC namatuHMOa NOCIC—TpreMa OnHOKpaTHON—R03sr—00-Mr—BHyTpS

YBEIMUMBACTCS MPUOTU3UTETHHO HA 56% 1 85% y manueHToB ¢ HapylieHneM (pyHKIUU TTeYeHU
CpEIOHEN U TSKEIIOM CTENEeHU. B CBS3U ¢ yBEIMUYEHHEM IKCIO3ULUH CIETYET C OCTOPOKHOCTHIO
MPUMEHSTh JIAMaTUHUO Yy NAIMeHTOB C HapylleHHeM (QYHKIUM Te4YeHU. Y TMalHMeHTOB C
MPEIUIECTBYIONIMM HapylleHHeM (QYHKIMH TIEUEeHU TSKENOM CTEeMeHu Mpemnapar CilenyeT
MPUMEHATh B YMEHBIIEHHON J03€. Y MalMEeHTOB C SIBJICHUSMHU T'€NAaTOTOKCHYHOCTU TSKENIOM
CTEINEHH, Pa3BUBIIMMUCS Ha (POHE MpreMa JlarnaTuHuOa JeYeHUE IPernapaToM CiaeayeT OTMEHUTD
0€3 MOBTOPHOT'O BO30OHOBJICHHUSI.

HHemu

dapMaKOKHHETHKA JJaaTUHUOA y TAHHOM KaTeropuy NalueHTOB HE U3y4ajlach.

5.3. JlaHHbIe JOKJINHUYECKO 0e30MacHOCTH

C menblo uccleqoBaHMs BIUSHUS JanaTHHMOAa Ha >MOpHOHaiIbHOE M (eTanbHOE pa3BHUTHE
OepeMeHHBIE CaMKH KpBIC U KPOJIMKOB MOJy4asu JanaTHHUO BHYTph B jo3ax 30, 60 u 120
MT/KT/CyT B IEpHOJ] OpraHoreHes3a. TepaTtoreHHbie 3 GeKThI BBISIBICHBI He ObUTH. OIHAKO Y KPBIC
TIPH MTOJTYYEHUH TIperapara B 103€, TOKCUYHOU 11 MaTepruHCKoro opranusma (120 Mr/kr/cyT, 4To
npuMepHoO B 6,45 paza mpeBbIlIaeT 0KuIaeMoe KITMHUIECKOe BO3ICHCTBHE Y UeIOBeKa, UCXOMIS U3
AUC mnocne mnpuema 1250 wmr mamatuHubOa u KamenuTabWHa), OTMEYaaoCh pPa3BUTHE
HE3HAYUTENIbHBIX aHOMAIHNH (JIEBOCTOPOHHEE PACIOIOKEHHE ITyTIOYHOM apTepHH, 1eitHoe pedpo,
MIPEXKIEBPEMEHHAs OCCHU(HUKAIINSA).

B xoze uccienoBanuil BIUSHUA Ha MPe- U MOCTHATAJIbHOE Pa3BUTHUE Y KPBIC )KUBOTHBIE TIOTyYalH
npemapaT BHyTpb B jgo3ax 20, 60 u 120 Mr/kr/cyT B mepuoJ MEXAYy pOAaMH U OTIYYECHHUS
neTenblia oT Marepu. [Ipumenenune nanmatuau6a B 1o3e 60 u 120 Mr/kr/cyT (4o npumepHo B 3,3
1 6,4 paza peBbIIIAET 05KUIaeMO€E KJIMHUUECKOE BO3ICHCTBHUE y yenoBeka, ucxozs u3 AUC nocine
mpuemMa 1250 mr mamarnHnOa W KamenuTaOMHA) TPUBOAWI K CHIDKCHHIO ITOCTHATAIbHOM
BBDKMBAEMOCTH ITOTOMKOB IIEPBOTO MOKOJIeHUsI. MakcuManbpHas 103a IpernapaTa, He BbI3bIBaBIIIAs
HeraTuBHBIX d3(PQeKTOB, B MAaHHOM HCCIeIOBaHUM cocTaBuwia 20 wMr/kr/cyt (mpuMepHO

COOTBETCTBYET 0KMJIAEMOMY KIIMHUYECKOMY BO3JIEUCTBHIO y uenoBeka ucxonas uz AUC).
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6. PAPMALIEBTUUYECKHUE CBOMCTBA
6.1. Ilepeuenb BcnoMoOraTe/IbHbIX BelIECTB

Sapo TabieTku

[enmono3a MUKPOKpUCTAITTHYECKAs
IToBunmon K30

Kapb6okcumerniakpaxmain HaTpus (Tum A)
Maruus creapat

IInenounas 000JI0YKa

['ummpomenosa

Turana nuokcun

Kpacutens xenesza okcup kpacublil (E172)
Kpacurens xene3a oxcup sxentoiit (E172)
Makporon-400

[Tonucop6at-80

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok romHoCTH (CPOK XpaHeHMs)

3 rona.

6.4. OcoObIe MepbI NPEIOCTOPOKHOCTH NPH XPAHECHUH

ITpu tremneparype He Bbime 30 °C.

6.5. Xapaxkrep u coaepxaHue NePBUYHON YIIAKOBKH

ITo 70 mnu 140 TabGnerok BO (IakoHE W3 MOJUATUICHA BBICOKOW IUIOTHOCTU C YCTPOMCTBOM

NPOTHB BCKPBITUS JeThbMH. DIIAaKOH YKYNOpeH 3aBUHUMBAIOMICHCS KPBILKOH M CHaOXeH

TEPMOCBAPUBAEMO MEMOPaHOW U3 OyMaru 1 aJJlOMUHUEBOU ()OJIEIH, TTOTUACTEPA U TIOTUITHIICHA

wii u3 Oymarn U ajJlOMUHUEBOM (oOJbru, comoiuMepa JTUIEHA U BHUHHWIALETATa,

JJAMUHHUPOBAHHOI'O MMOJIMCTUPOJIOM U IMOJIMDTUIICHOM HU3KO# mrotHocTH. I1o 1 (I)J'IaKOHy BMCCTC C

JJUCTKOM-BKJIAJABIIIIEM B KapTOHHOﬁ IIa4YKe.
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HOHYCKaeTCﬂ HaJIMYHUEC KOHTPOJIA NIEPBUYHOI'O BCRPBITILT HA KAPTOHTON TIATKTT

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TNPHM  YHHUYTOKEHMH HCHOJb30BAHHOIO
JIEKAPCTBEHHOr0 Tpenapara WJIH OTX0A0B, TMOJYYEHHBIX TMOCjJIe TNPUMeHEeHHs
JIEKAPCTBEHHOT0 Mpenapara, i Ipyrue MAaHUMYJISIIHHA ¢ PenapaToM

Oco0ble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
Hosaptuc ®@apma AI' / Novartis Pharma AG
Jluxtmpacce 35, 4056 bazens, LlIBeitmapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. IlpencraBuTeb iep;KaTeisl PeriCTPANMOHHOIO yI0CTOBepeHust Ha Teppuropuu Coro3a
IIperen3un norpeduTe e CiIeyeT HAIPABJIATH IO aJpecy:

Poccuiickas @enepanusa

00O «HoBaptuc ®apmar»

Anpec: 125315, r. MockBa, JIeHUHTpaaACKUii MPOCHEKT, A. 70
Tenedon: +7 495 967 12 70

daxc: +7 495 967 12 68

DOnexTponHas nouta: drug.safety russia@novartis.com

PecnyOmauka bemapyces

[IpencraBurensctBo AO «Novartis Pharma Services AG» (IlIseiinapckas Kondenepamus) B

Pecny6nuke benapych

Anpec: 220069, r. Munck, nip-T J[3epkuHCKOTO, 5, oM. 3, oduc 3—1
Tenedon: +375 (17) 360 03 65

DnekrponHas nouta: drugsafety.cis@novartis.com

PGCHV6HI/IK8. Kaszaxcran

@unman Kommannu «Hoaptuc @apma Cepsucaz AI» B Pecniyonuke Kazaxcran
Anpec: 050022, r. Anmatsl, yi. Kypmanrassl, 95
Tenedon: +7 727 258 24 47

DnexTponHas nouta: drugsafety.cis@novartis.com
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Pecnv6nm<a ApMeHus

000 «ACTEPUA»

Anpec: 0051, r. EpeBan, yi1. Haupu 3apsia, 72/3
Tenedon: +374 115 190 70

OnexrponHas noura: drugsafety.cis@novartis.com

8. HOMEP PETUCTPAIIMOHHOTI'O YIOCTOBEPEHHUS
JITI-Ne(000688)-(PT-RU)

9. JATA TEPBUYHOMN PETICTPAIIMMA (ITOJATBEPKJIEHUSI PETMCTPAIIMMA,
HNEPEPEI'MCTPALINN)
Jata nepsoii peructpanuu: 12.04.2022

10. JATA IEPECMOTPA TEKCTA

OO6mras xapakTepucTHKa JIEKapCTBEHHOTO mpernapata TaiiBepo noctymnHa Ha HHPOPMAITMOHHOM
nopTaiie EBpa3uiickoro 3KOHOMHYECKOTO COK03a B HHPOPMAIIMOHHO-KOMMYHHUKAITUOHHOW CETH

«UuTepuer» http://eec.eacunion.org/
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