COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 18.09.2024 N2 19917

(NOCNEOOBATENEHOCTE 000%9)

OBLIAS XAPAKTEPUCTHKA J1

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

TaiiBep0, 250 mr, TabJIeTKH, TOKPHITHIE TNICHOYHOH 000JI0UKOI

2. KAMECTBEHHBI 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1o11I€€ BEIIECTBO: JaaTUHUO.

Kaxxnas TtabneTka, MOKpHITas TUICHOYHOH OOOJOYKOHM, CONEPKUT JIalaTHHUOA JUTO3HIIaTa
MOHOTH/JIpaT, SKBUBAJIICHTHBIN 250 Mr nanatuHuoa.

ITonubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPUBCICH B Pa3aCiIC 6.1.

3. JEKAPCTBEHHASA ®OPMA
TabneTku, MOKPHITHIE MJICHOYHOU 000IOUYKOM.
TabneTku oBasbHON (OPMBI, NTBOSKOBBIMYKIIBIE, OT CBETJIO-)KENTOTO JO KEITOro I[BeTa,

MOKPBITHIE TIJICHOUHOM 0005104K0#. O1HA CTOPOHA TA0JIETKH TJIaKast, Ha APYroi BHITPAaBUPOBAHA

Haanuch «GS XJIGy.

4. KIMHUYECKUE JAHHBIE

4.1. ITokazaHusl K NPUMEHEHHIO

[Ipenapat TaiiBep0 noka3aH K NPUMEHEHHUIO Y B3POCIIBIX.

Mecmno-pacnpocmpanennviii. Ui Memacmamuyeckutl — paK — MOJOYHOU  Jcenesvbl ¢
eunepaxcnpeccueti HER2/neu (ErbB2):

* B KOMOMHAIIMH C KarenuuTabnHOM y AIlMeHTOB, TIOTYYaBIINX paHee aHTPAI[MKINHBI U TaKCAHBI,
C IporpeccupoBaHreM Ha (POHE HITH MTOCTIe TePATH TPACTY3yMaOoM, IPUMEHSBIIIEHCS 110 TIOBOTY
METAaCcTaTUYECKOTO PaKa MOJIOYHOMN JKeJIe3bl.

Memacmamuueckuti pax Mo104HOU dicenesvl ¢ cunepaxcnpeccueti HER2/neu (ErbB2):

* B KOMOWHAIIMHM C TPAaCcTy3yMaOOM y TAlMEHTOB C OTCYTCTBHEM DSKCIPECCHH TOPMOHAIBHBIX
PEIenTOPOB, C MPOrPECCUPOBAHNEM Ha (POHE HITH MOCTIE TEPAITUHU TPACTYy3yMaOOM B KOMOMHAITUH
C XUMHOTepanuen, MpUMEHsBIIeHCs 0 TOBOAY METaCTaTUYECKOTO paka MOJOYHOM JKeJle3bl.

Memacmamuueckuii 20pMOHO3ABUCUMDBLL PAK MOIOYHOU dicene3bl ¢ eunepakcnpeccueti HER2/neu

(ErbB2):
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* B KOMOMHAIIMH C UHTHOUTOPOM apoMaTasbl y NaHHeHTOR-B-HOeTMeHOmHay3e:
Her nanupix otHocuTensHO 3¢ (HEKTUBHOCTHU 3TOM KOMOMHAIIMY 10 CPAaBHEHUIO C TPacTy3yMaboM
B KOMOMHAIIMM C WHTUOMTOPOM apomarasbl WM XUMUOTEpamnued JUIs AAHHOW MOIYJISIUH

ITalMCHTOB.

4.2. Pe:xuM 103MpPOBaHUA U CIIOCO0 MPUMEHEHM I

Jleyenne mpenapaToM NOJKEH HAYMHATh W NPOBOJMTH TOJBKO Bpay C OMNBITOM INPUMEHEHHUS
MIPOTUBOOITYXOJIEBBIX MPEMAPATOB.

[lepen nauanoM mpuMeHeHus mpemnapara TaiiBepO ciemyeT ONpeneNuTh BEIHUUMHY (pakuuu
BbIOpoca seoro xenyaouka (PBJIXK), ymoctoBepuBminch, uto ucxoanoe 3HaueHue OBJIDK

HaXOJUTCS B IOMMYCTUMBIX Mpefiesiax HOpMbI (cM. paszaen 4.4).

Pexxum 103UpOoBaHUS

Mecmuo-pacnpocmpanennvlil. Ui Memacmamuyeckutl — paK — MOJOYHOU  Jicenesvbl ¢
eunepakcnpeccueii HER2/neu (ErbB2):

B KOM6uHauuu C Kaneuuma6uHOM

Pekomennyemas mosa mamaruHuOa coctapnsier 1250 mr (msate Tabnetok) 1 pa3 B CyTKM Ha
MPOTSHKEHNH KOMOMHUPOBAHHOM Tepanuu ¢ KarnenuTabuHOM.

PexoMeHTyeMas 103a KamenurtabuHa coctapisieT 2000 Mr/m2/cyT, pasaeneHHas Ha 2 TpHEMa
(xaxnpie 12 yacoB) exeaHeBHo ¢ | mo 14 cyTku Kaxaoro 21-CyTouyHOro IMKiIa TEparuH.
Kaneuutabus cienyer mpuHUMAaTh BO BpeMs MpueMa MUK Wik B TeueHue 30 MUH TocTe pruemMa
TTUTITH.

Memacmamuueckuii pax MonouHoU dHcenesvl ¢ cunepakcnpeccueit HER2/neu (ErbB2):

B xombunauuu ¢ mpacmyszymabom

Pexomenayemas no3a nanatuHu6a coctasisger 1000 mr (derslpe Tabnerku) 1 pa3 B CyTKH Ha
MNPOTSHKEHUH KOMOMHUPOBAaHHOM Tepanuu ¢ TpacTy3yMadboMm.

Pekomennyemas no3a Tpactyzymaba coctaBisieT 4 MI/KI BHYTPUBEHHO (B/B), B KauecTBe
Harpy304Hoil J103bl, 3aTeM 2 MI/KT B/B | pa3 B HezielIo.

Memacmamuueckuti 20pMOHO3a8UCUMDBLI pAK MONIOYHOU dcene3bl ¢ cunepakenpeccueli HER2/neu
(ErbB2):

B Koméuyauuu C uH2u6um0p0M apomamasvl
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PGKOMGHI[yeMaﬂ J03a JIallaTUHHOA COCTaBJISET

HPOTSHKEHUM KOMOMHUPOBAHHOM Te€panuu ¢ UHTHOMTOPOM apoMaTasbl.

Pexomenyemast 103a JIeTpo30J1a, THTUOMTOpA apoMaTasbl, B COCTaBE KOMOMHUPOBAHHOMN Teparuu
C nanatuHUOOM coctasisier 2,5 mMr 1 pa3 B CyTKH.

ITp1 KOMOMHHPOBAHHOM TEPAMHK C IPYTUM IIPENapaToM - HHTHOUTOPOM apoMarasbl, HEOOX0AUMO
U3YYUTh PEXKUM JI03UPOBAHMSI COOTBETCTBYIOILETO MpernapaTa JaHHOU IpyIIbI.

B ciiydae oHOBpEeMEHHOTO NMPUMEHEHUS JanaTHHUOA C APYTUM JIEKapCTBEHHBIM IPENapaToM
HGOGXOI[I/IMO BHUMATCJIbHO O3HAKOMUTBLCA C PCKUMOM JO3UPOBAHHA, MPOTHBOIIOKA3AHUAMU U
uHpopManuen 1o 6e30MacHOCTH, YKa3aHHOM B MHCTPYKIMH 110 IPUMEHEHUIO COOTBETCTBYIOLIETO
npernapara.

Koppexius no3el

Hapywenus co cmopoHul cepoeuno-cocyoucmou cucmembl

Heo0xonuMo mpekpaTUTh TEpamuio IMpenaparoM B ciaydyae [MOSIBIEHHS CHMITOMOB,
acCOILMMPOBAaHHBIX cO cHIKeHUeM BenuunHbl PBJDK no 3 cremenum u Gonee (coriacHo
CTaHJApPTHBIM  TEPMHUHOJIOTMYECKUM  KPUTEPUSM  OLEHKH  HEXKEJIATEJIbHbIX  SIBICHUMN
Hanumonanenoro uncruryra onkonorun CIHIA, NCI CTCAE), unu npu CHUXKEHMH JaHHOU
BEIMYMHBl HUXKE JONYCTUMBIX HpPEJeNoB HOpMBL. B03MOXHO BO300HOBIIEHHE TEpaNUU
IpernapaToM B yMeHbIIeHHOH 03¢ (cHmxkeHue ¢ 1000 mr/cyt o 750 mr/cyt, ¢ 1250 mr/cyT 1o
1000 mr/cyt nmm ¢ 1500 mr/cyt go 1250 mr/cyT) He paHee yeM depe3 2 HEJENU MPHU YCIOBUH
HopMmasm3auuu BennunHbel PBJDK m xynupoBanus cumnTomoB. I1o TOCTYNHBIM Ha JaHHBINA
MOMEHT JaHHbIM OOJBIIMHCTBO ciy4aeB cHkeHuss @BJDK ormeuaercs B mepsble 12 Henenb

TCpalliu MnperapaTomM, 1aHHBIC 110 JINTEIIbHOU TCPAIlUU OIrPaHUYICHBI.

HHmepcmuuuaﬂbHaﬂ Oone3nb 1ecKux u /unu nHeéMOoHUMbl
Cnez[yeT NPpEKpaTUThL TEpaAlUO IIpelapaToM TIIpH IMOABJICHHUU JICTOYHBIX CHUMIITOMOB,
CBUACTCIILCTBYIOIIUX O Pa3BUTUU HHTCpCTHHHﬂJ’IBHOﬁ 00JIe3HU JIETKUX W/WIIM ITHEBMOHUTA 3-H

crenienu u Bblie (cornacHo NCI CTCAE).

Juapes
Jleuenue npenapaToM CieAyeT IPUOCTAHOBUTH y MALMEHTOB ¢ Auapeen 3-il cTeneHu (CoraacHo

NCI CTCAE), 1160 1-oif unu 2-0if creneHu, OCI0KHEHHONW CUMIITOMaMu (criacTudeckue 0oyu B
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KUBOTE€ OT YMEPEHHOW 10 TSDKEJIOW CTENCHU, ‘FOrHOPa~HAN—PBOTa=2=H—CTeHeH BB

(cormacao NCI CTCAE), camxenue pabOTOCIIOCOOHOCTH, JIMXOpPAJKa, CETICHC, HEHTPOIICHHUS,

MOSIBJICHHE KPOBU B Kaje WiM 00e3BOkuBaHKE). [Ipy yMEHBIIEHUH BBIPAKCHHOCTH JHAPEH IO
1 cremeHn W HUXKE BO3MOXKHO BO300HOBJICHHE TEpalHH JIAMATHHHOOM B YMCHBIICHHOW J103€
(camxenue ¢ 1000 mr/cyt mo 750 mr/cyr, ¢ 1250 mr/cyt mo 1000 mr/cyt wm ¢ 1500 mr/cyTt o
1250 mr/cyT). Jleuenue anmatuHUOOM CIIeyeT MPEKPATUTh MOJHOCTHIO Y MAIIUEHTOB C AHapeei

4-ii crenenu (corinacHo NCI CTCAE).

Tsaoicenvie KodcHble peakyuu
Jleuenue nanaTUHUOOM CIIEy€eT MPEKPATUTH MIPHU PA3BUTHH TSKEIIOHN POrpecCUpPYIOIeH KOKHON

CBIIKA C BOJIABIPAMHA WJIN NOPAKCHUCM CIIU3UCTBIX 000JI04EK.

IIpouue nposenenus moxkcuuHocmu npenapama

[Ipu pa3BuTuM HHBIX NPOSABICHUN ToKcMYHOCTH 2 cteneHu uiu Baie coriiacHo NCI CTCAE
CIIEIyeT PACCMOTPETh BO3MOKHOCTb IPUOCTAHOBIJICHUS WIN ITPEKPALLEHUS TepaU IIPENapaToOM.
[Ipn ymeHbIlIEHUN BBIPa)KEHHOCTU CTENEHU MPOSIBICHUM TOKCHUYHOCTU /10 | cTeneHu U MeHee
cornmacHo NCI CTCAE B0o3M0OxkHO BO300HOBJIEHHE Tepanuu B cTannaptHoi nose (1000 mr/cyr,
1250 wmr/cyr wim 1500 wmr/cyt). Ilpy HOBTOpPHOM pa3BUTHHM HPOSIBICHUM TOKCHYHOCTU
BO300HOBJISITH TEPAIUIO MIPEMapaToM CIIeyeT B YMEHbIIIEHHOU 03¢ (cHmkeHHou ¢ 1000 mr/cyT

1o 750 mr/cyt, ¢ 1250 mr/cyt no 1000 mr/cyT unu ¢ 1500 mr/cyt go 1250 mr/cyr).
IIponywennas doza
B cirydae npormycka nmpuema He ciiefyeT IpUHUMATh IIPenapaT AOMOIHUTENBHO, CIICAYIONIYIO 103y

clelyeT IPUHSATH B 3aINIAaHUPOBAHHOE BpeMs (cM. paznen 4.9).

Oco0nie T'PYIIIBI TAITWUCHTOB

Tlayuenmul noscunoeo 6ospacma

HemoctaTtouno naHHBIX O MPUMEHEHUH JIaaTHHUOA Y TTAIIUEHTOB cTapiie 65 JeT.

B menom y manueHTOB aHHOW BO3PAcTHOM TPYyMIBl HE OTMEUYEHO HW3MEHEHWH mnpoduis
Oe3omacHocT M A(PGEKTUBHOCTH JIalaTHHUOA B MOHOTEpANUM WIM B KOMOWHAIUU C

KalneuutabMHoOM, TpacTy3ymMaboM uiu JjieTpo3osnioM. Ilo gaHHBIM NpUMEHEHHs MpernapaTa B
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KJIMHAYECKOM ITPAKTHUKE HE OTMCYCHO pa3J'II/ILII/II71 OrBeTa

II0 CpaBHCHHIO C Oouee MOJIOABIMHU ITAITUCHTAMMU. Henw3s MCKIFOYUTH BO3MOKHOCTE OOJIBIIEH

YYBCTBUTCIIbHOCTU y IMALIUCHTOB ITOXUJIOTO BO3pacTa.

Ilayuenmol ¢ Hapywenuem QyuKyuy novex

Her ombiTa mpuMeHeHus nanatuHuOa y MalMEeHTOB ¢ HapylleHHeM (DYHKIHMU MOYEK TSHKENOM
CTETIeHH, OJTHAKO HEOOXOJUMOCTh KOPPEKIIUHU JI03bI MAJIOBEPOSITHA B CBSI3H C TEM, YTO MOYKAMU
BBIBOAUTCS MeHee 2% BBEJACHHOM /03Bl Mpenapara (B BUAEC HEM3MEHEHHOTO BEIIECTBA U €ro

MeTa0O0JIUTOB).

Tlayuenmwl ¢ Hapywenuem Qyukyuu nevenu

JlamatnanO Merabonu3upyercs B medeHu. HapymieHne QyHKIMM TEUYEHU CPEAHEH U TSHKEIOon
CTENEHU AaCCOLMUPOBAHBI C YBEIMYEHUEM CHUCTEMHOM »skcno3uuuu Ha 56% u 85%
COOTBETCTBEHHO. ClleZlyeT C OCTOPOKHOCTHIO MPUMEHSATD JIATATUHHUO Yy MAIMEHTOB C HApyIIEHUEM
(YHKITUY MTEYCHH B CBSI3U C TOBBINICHUEM CHCTEMHOM IKCIO3UIINH JIAMATHHUOA. Y TAIlMEHTOB C
HapymeHneM QpyHKIuH nedenu Tsoxenoi crenenu (kiace C no kinaccudukanun Yaitna-I1s10) o3y
npemnapaTa HeoOXOAMMO CHU3UTh. Y MAllMEHTOB C HapylleHHeM (YHKIUH MEYEeHUS TSDKEIon
crenienu oxuaaercs usmenenne AUC 1o mpenesnoB HOpMbI TpH KOppeKuu 1036l ¢ 1250 mr/cyT
o 750 mr/cyt unm ¢ 1500 mr/cyt mo 1000 mr/cyt. Tem He MeHee, KIMHUYECKUE JaHHBIE 11O
KOPPEKIUU J03bI JIAMAaTUHUOA y TAIMEHTOB C HapylIeHHeM (YHKIIHH MEYEHU TSOHKENON CTEeTeHN

OTCYTCTBYIOT.
CTHU
bezonacHocth u 3¢ dhexTuBHOCTS Tpenapara TaiiBepO y nmarueHToB B Bo3pacte oT 0 1o 18 jet He

YCTaHOBJICHBI. Z[aHHLIe OTCYTCTBYIOT.

Croco0 nmpuMeHeHs

st mpuema BHYTpb. [Ipenapar TaiiBepO cieayeTr mpuHUMATh HE MO3JHEE YeM 3a 1 Jac 70 efbl
WJIU He paHee yeM yepe3 | yac mocine enpl. PekoMeH1yeMyro CyTOUHYIO 103y HE CIEAYyeT JEIUTh

Ha HCCKOJIBKO IMTPHUEMOB.
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4.3. [IpoTuBONOKA3AHUSA
['unepuyBCcTBUTENBHOCT, K JANATHHUOY WM K J1I0OOMY M3 BCIOMOTaTeIbHBIX BEIIECTB,

IIEPEYUCIICHHBIX B pazzene 6.1.

4.4. OcoOble yka3zaHusi U MepPbI NPEA0CTOPOKHOCTH NPH NIPUMEHEHU U

KapanoToKCMYHOCTh

3aperucTpupoBaHbl coO0IEeHHs 0 ciydasx cHkeHuss @BJDK B cBs3u ¢ mpueMoM JianaTuHUOA.
Caenyet co0maroaaTh OCTOPOKHOCTD ITPH IPUMEHEHUH [Ipenapara y MalueHTOB ¢ 3a00JI€BaHUAMH,
KOTOpbIE MOT'YT BBbI3bIBaTh HapylleHHs (QyHKIUM JieBoro kenypoudka. Ilepen Hauamom
IIPUMEHEHUs Ipenapara cienyer omnpeaenuts BennunHy PBJDK ynocrosepuBmnch, 4TO
ucxoaHoe 3HaueHne ®BJDK HaxoguTcst B 1onmycTUMBIX npenenax HopMmbl. CieayeT npoBOIUTh
koHTposib PBJDK Ha BceM NMpOTSHKEHUM TE€panuu MPErnapaTom Uil MPEeJOTBPALLECHNS CHUKEHHUS
JAHHOU BEJIMYMHBI HUXKE Oy CTUMBIX IT'PaHUL] HOPMBI.

B nepekpecTHOM KIMHUYECKOM MCCIIEA0BAHNN Y MALIUEHTOB C PACIIPOCTPAHEHHBIMU COJIMIHBIMU
OIlyXOJISIMH OTMEUaJloch yBenuueHue nurepsaia QTc, 3aBucsiiee oT KOHLIEHTPALMH JIallaTUHUOA.
Craenyer co0mronaTh OCTOPOXKHOCTh MPU MPUMEHEHUHU Tperapara y MalueHToB C yUIMHEHHEM
ni puckoM yanuHeHus uHTepBana QTc, a Takke y NalMEHTOB € TMIOKAJIMEMHUEH WU
TUIIOMarHUEMHENW, BpPOXKIEHHBIM CHUHAPOMOM Yy/UIMHeHus wuHTepBana QT; mnanueHTos,
MIPUHUMAOIINX AHTHAPUTMHAYECKHE ITPEnapaTsl WM IPyTHE JIEKapCTBEHHBIE CPECTBA, KOTOPHIE
npuBoAaT K ymuuHeHuto wuHTepBania QT. Ilepen mnpuMeHeHuem mpemapara CIeayeT

CKOPPCKTUPOBATH THUIIOKAJIMEMHUIO, TUIIOKAJIIBIIUEMHUTIO UM THIIOMArHUEMULO.

HNurepcTuiimansHas 00J1€3Hb JETKUX U THEBMOHUT

[Tpuem nanatuHMOa OBLT ACCOIIMUPOBAH C COOOIIEHUAMH 00 MHTEPCTULIMATIEHON O0JIE3HU JETKUX
u mHeBMoHHTEe. ClefyeT TIIaTelIbHO HAONI0/aTh MAIMEHTa C LeJIbI0 BBISBICHUS CHUMIITOMOB,

CBUACTCIILCTBYIOIIUX O PAa3BUTUHN HHTCpCTHHHaHBHOfI 00JIE3HHU JIETKMX H/WIIM THEBMOHUTA.

I'enaToTOKCUYHOCTD

B xuHHYeCKMX UCCIEA0BaHUAX (MCHCC ucM 'y 1% HaI_[I/ICHTOB), a TAK¥KEC B IOCTPECTUCTPAIUOHHOM
Nnepruoac IOJTYyYCHBI COO6IJ_[CHI/I}I O SBJICHUAX TCHATOTOKCUYHOCTU, TAKUX KaK YBCIWNYCHHC

aKTUBHOCTH ananuHaMuHoTpanchepassbl (AJIT) nau acmapraramunoTpancdepassl (ACT) B 3 pasa
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BBIIIIE BEPXHEH IpaHUIBl HOPMBI HIIH YBEIHYCHHe-ROHHEHTpatr-Ortpyonta-—B—t;5-pasa-phiie
BepXHeW rpaHulbl HOpMbl. COCTOSIHME MOKET HOCUTH TSKENbIN XapakTep, OTMEUYEHBI CIIydau ¢
JIeTaIbHBIM HCXOJIOM, YETKas HPUYMHHO-CJICACTBEHHAs CBSI3b C IMPUEMOM JIalaTUHHOA HE
ycraHoBjeHa. COCTOSIHME MOXET pa3BUBAThCS B MEPHUOJ OT HECKOJIBKUX CYTOK JJO HECKOJIBKUX
MecsIEB Mociie Hauana Tepanuu. Heo0xo1mMo mpoBOAUTh KOHTPOJIb TAO0OPATOPHBIX ITOKa3aTesen
GbyHKIMM TIedeHH (TpaHcaMHUHAa3bl, OMIMPYOMH M menouHas (ocdaraza) g0 Havama Tepanuu, u
naiee Kaxzable 4—6 Henenb B TEUEHHE Kypca JICUEHMs U 0 KIMHUYECKUM IokazaHusM. [lpu
pa3BUTUM HapylIeHUs (YHKIUU TCUEHU TSDKEIOW CTEIMEeHH TEpaIvio MpermapaToM CleayeT
OTMEHHUTH 0€3 MOBTOPHOT'O BO30OHOBIICHHUS.

VY mnanueHTtoB, sBiswomuxcs Hocutenasmu amtened HLA DQA1 * 02:01 m DRB1 * 07:01,
TIOBBIIICH PUCK BO3SHUKHOBEHMSI T€IIaTOTOKCUYHOCTH, CBI3aHHOM C MPUMEHEHHUEM JlanaTuHuoa. Y
MalMEeHTOB, TOJYYaBIIMX MOHOTEPAINUIO JANaTUHUOOM, OOIIMNA PHUCK pPa3BUTHUS HAPYIICHUS
byHkiuu nedeHu Tsokenoil creneHu (aktuBHOocTh AJIT, Gonee ueM B 5 pa3 mpeBblinaromnias
BEPXHIOIO TPAHUILy HOPMBI, YTO cOOTBETCTBYET 3-eif crenenu corsacHo NCI CTCAE) coctasisin
2%, npu 3tom y Hocutened amreneit DQA1*02:01 m DRB1*07:01 puck pa3BuUTHS JaHHOTO
cocTostHUSL ObUT BhIMIE (OKOJIO 8%), YeM y TMAIMCHTOB, HE SBISIOMUXCS HOCHTEISIMHU JTaHHBIX
amneneit (0,5%). HocutenbcrBo amnenn HLA pacnpoctpaneno cpenu npeacrasureneit (ot 15%
10 25%) eBporeonIHON, a3uaTCKOM, aQpUKAHCKON U JTATHHOAMEPUKAHCKOM MOMYJISILIUY, U HUXKE
(1%) B smOHCKOM MOMYJISILIUH.

VY nanueHToB ¢ HapylleHneM (QyHKLINU EYEHU TSKENION CTEeNeHN B aHaMHe3€ Ipenapar cleayeT
MIPUMEHSITh B YMEHbIIIEHHOH J103e. [Ipu pa3BUTHH renaTOTOKCUYHOCTH TSKENIOHN cTeneH Ha JoHe

TCpannn JAITaTHHUOOM npenapar CjiaeayeT OTMCHUTD 0e3 IMOBTOPHOT'O BO300HOBJICHUS.

ﬂna[zeﬂ

HmMmeroTcs COO6H.I€HI/I$I 0 ClIydasaX Auapeu, B TOM YHCJIC TSKEIoMn CTCIICHH, Ha (l)OHe TCpalnn
JIAIIaTHHUOOM. I[I/Iapeﬂ MOXET HOCHUTh TSKEIbIM XapaKkTep, OBUIM OIKMCaHBI ciiydan c¢o
CMCPTCJIBbHBIM HCXOOO0M. Kax IIpaBuJIO, AWApPEd BO3HHKAJIA HaA pPAaHHUX OJOTamnax JICUCHUA
J'Ial'IaTI/IHI/I6OM, IIPpH 3TOM IMOYTH Y ITOJIOBUHBI TAKUX MMAITUEHTOB COCTOAHHNUE PAa3BUBAJIOCH B TCUCHUC
NEPBLIX 6 CYTOK, NPOAOJIKUTCIBHOCTD ABJICHHUSA, KaK IPaBUJIO, COCTABJIACT 4-5 CYTOK. I[I/Iapeﬂ,
HHAYLIUPOBAHHAA IPUEMOM J'IaHaTI/IHI/I6a, KaK IMpaBUJIO JIETKOM CTCIICHU, ITPHU 3TOM 3 u 4 cTeneHb

cornacHo NCI CTCAE otmeuanucs menee, uem y 10% u 1% manneHToB COOTBETCTBEHHO. PaHH s
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JMarHOCTHKA M CBOEBPEMEHHOE JICUCHHE UMEIOT
naHHoro cocrosHus. Crexyer mponHGOPMUPOBATH MAIMEHTa 0 HEOOXOAUMOCTH HEMEUIEHHOTO
oOpamieHuss 3a MEAMLIMHCKOW IOMOIIBIO TPH TMEPBBIX MPH3HAKaX H3MEHEHHsS XapakTepa
nedexanuu. Koppekuuio COCTOSIHMS — NMPOTUBOJMAPEHHBIMH  IpemaparaMu  (Hampumep,
JonepaMuaoM) PeKOMEHJ0BaHO HAUMHATH MOCIIE MEPBOTrO cirydasi HeopopmieHHoro cryna. [Ipu
aMapee TSDKEJIOW CTETIeHH MOXKET MOTpeO0BaThCs IEPOPaTbHOE WM BHYTPUBEHHOE IIPIMEHEHNE
AJIEKTPOJIMTOB U KUAKOCTH, aHTUOMOTHKOB, TAKUX KaK (PTOPXUHOJIOHBI (OCOOCHHO B ClIy4ae, eCiu
COCTOSIHME COXpaHsieTcs 0ojee 24 4acoB MPH JTUXOPATKE WIIM HEUTPOIICHUH 3 -1 UITH 4-1 CTETICHH )

HJIK IIPUOCTAaHOBJICHUEC IIpUEMa WJIKM OTMCHA IIpIiapara.

Tspxenble KOKHBIE peaKIIUU

3aperucTpupoBaHbl COOOIIEHUS O TSHKEIIBIX KOXKHBIX PEAKIUSIX B CBSA3HU C IPUEMOM JanaTHHUOA.
[Ipyn momo3peHUM Ha pa3BUTHE MYJIbTU(POPMHON JPUTEMBI WIM TaKUX IKUZHEYTPOKAIOUINX
COCTOsIHMM, Kak cuHApoM CtuBeHca-/[>KOHCOHA WM TOKCHMYECKUH SMUIACPMAJIbHBIA HEKPOIU3
(Hampumep, MPOTPECCUPYIOMIEH KOXHOW  CHIIM, COMPOBOXKIAIOMICHCS BO3HUKHOBEHHUEM
BOJIJIBIpEH, WJIM TpPU BOBJIEYEHUU CIU3UCTBIX OOO0JIOYEK), JIEYEHHE MpPEernaparoM Cilexyer

OTMCHUTD.

CoBMecTHOE Ha3HAUEeHUE ¢ MHTMOuTOpaMu U nuaykropamu nzobhepmenrta CYP3A4

Cnenyer mNpoOsSBUTH OCTOPOKHOCTH TMPU OJHOBPEMEHHOM TMPUMEHEHHH C YMEpPEHHBIMU
unruoutopamu uzopepmenta CYP3A4, a Taxke THIaTeNIbHO KOHTPOIMPOBATH KIMHUYECKOE
COCTOSIHME TIAIleHTa U Pa3BUTHE BO3ZMOXKHBIX HEXKETaTeIbHBIX JieKapcTBeHHbIX peakiuit (HJIP).
Crnenyet uzberaTh OJJHOBPEMEHHOTO MPUMEHEHHUSI C MHAYKTOPAMU WA MOIIIHBIMU HHTUOUTOpaMU
nzopepmenta CYP3A4.

Crnenyet u3beraTb OJHOBPEMEHHOTO MMPUMEHEHHSI C TPEHTI(HPYTOBBIM COKOM.

Cnemyer wu30eratb OJHOBPEMEHHOTO WPHMEHEHHUsS C JICKApPCTBEHHBIMH Ipenaparamu,
seisttouMucs cyoctparamu uzodpepmeHnToB CYP3A4 u CYP2CS8 ¢ y3kuM TepaneBTUUECKHM
Jara3o0HOM.

Crnenyet u3beratb OJHOBPEMEHHOH Tepamnuy JIEKAPCTBEHHBIMH TperapaTaMy, MOBBIIIAIOIINMU

pH xenmynouHoro coka (CHU>KE€HHE PaCTBOPUMOCTH U aOCOpOLIMY JIanaTUHUOA).
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4.5. B3zaumoneiicTBHMe ¢ JAPYrMMH JIeKApCTBeHHbIVMI—HpeHaparavir—H—ApPyrie—BHABl—

B3alMMOJAEHCTBUSA

Bimsgane APYIrux JCKApCTBCHHBIX CPCACTB HA JIalaTUHUO

Metaboau3M anaTHHrOa OCYIECTBISETCS IIIaBHBIM 00pa3oM ¢ yuactueM uzodpepmenta CYP3A.
Nuruburopsl wim uHaykTopbl u3zopepmenta CYP3A moryt BimsITh Ha (PapMaKOKWHETHUKY
nanaTuHuoa.

VY 3710pOBBIX JTOOPOBOJIBIEB, MOTYYAIOUIMX KETOKOHA30JI (MOIIHBIA MHTUOMTOpP HM30(pepMEeHTa
CYP3A4) B no3e 200 mr 2 paza/cyT B Te4eHHE 7 CYTOK, CHUCTEMHAsl JKCIIO3UIIUS JanaTHHHOA
(100 Mr B CYTKHM) yBeIWuuBajiach MpuMepHoO B 3,6 pa3a, mepuo] MmonyBbIBeeHus — B 1,7 pasa.
Crnenyer n30eratb OJHOBPEMEHHOIO NPUMEHEHHS C MOIIHBIMH HHIHOMTOpaMHU H30(pepMEeHTa
CYP3A4 (nanpumep, pUTOHABHp, CAaKBUHABUP, TEIUTPOMHIIMH, KETOKOHA30J, HTPAaKOHA30Jl,
MM03aKOHA30JI, BOPUKOHA30J, HedazonoH). [Ipu ogHOBpEeMEHHOM MPUMEHCHHWU JIAaTHHUOA U
yMepeHHbIX uHruouropos wuszopepmenta CYP3A4 tpebyercss cobOaoaaTe OCTOPOKHOCTh U
TIIATEIbHO KOHTPOJUPOBATh KIMHUYECKOE COCTOSHUE MAIMeHTa U pa3BUTHE BO3MOXKHBIX HJIP.
[Ipy HEOOXOIUMOCTH OIHOBPEMEHHOTO IPHUMEHEHHsI MOIIHOTO HMHTHOMTOpa H30(epMeHTa
CYP3A4 crienyer pacCMOTPETh BO3MOXKHOCTh YMEHBIIICHHUS JI03bI TamatnauOa 10 500 Mr/cyT, 9410
npusener K usameHeHnto AUC 10 BelIMYMHBI, COOTBETCTBYIOIEH MPUMEHEHHIO JanaTuHuoa 0e3
MHTHOMTOPOB yKa3aHHOTO n30(epMenTa. B HacTos1ee BpeMs, 01HaKO, HET KIMHUYECKUX JTaHHBIX
O MPUMEHEHMH JanaTuHuOa NMpU TaKOW KOPPEKLUMH J03bl y MAlMEHTOB, MOIYYarOIUX MOUIHBIN
unruourop uzopepmenta CYP3A4. [lpu oTMeHe OJHOBPEMEHHOM Tepamnuu MOBBILIEHUE O3B
JanatuHuOa 10 PeKOMEH/I0BaHHOH cieyeT MPOBOAUTH TOJIBKO uepe3 | Helemo mociae OTMEHBI
Ui obecrieueHusl TOJHOTO BBIBEJEHMS MOIIHOro uHruoutopa uzopepmenta CYP3A4 u3
OpraHusma.

VY 310poBbIX 100pPOBOJIBIEB, OMyUYaroUX KapObamazenuH (MHAYKTOp u3opepmenta CYP3A4) B
no3e 100 mr 2 paza/cyt B TeueHue 3 cytok u 200 mr 2 paza/cyT B TedeHue 17 cyToK, CUCTEMHast
HKCHO3MLIMSA JanatuHuOa cHkanack Ha 72%. Crnenyer u3berarb OJHOBPEMEHHOTO MPUMEHEHHS
manaTMHUOAa W M3BECTHBIX HMHAYKTOpoB u3opepmenta CYP3A4 (mampumep, pudpamMnuiu,
pudadbytuH, deHuTouH, kapbOamazenuH, 3Bepo0oil mpozbipsBieHHbIN). [Ipu HeobxommmocTu
OJTHOBPEMEHHOT'0 MPUMEHEHHUs] MOIIHOro MHAykropa uzodpepmenta CYP3A4 no3y nanarunuba
HEOO0XO/MMO TOAOUpPaTh, OCHOBHIBASICH Ha IEPEHOCHMMOCTH, IOCTENIEHHO TIIOBBIIIAs €€ ¢

1250 mr/cyt no 4500 mr/cyt unu ¢ 1500 mr/cyt mo 5500 mr/cyt. Oxumaercs, 9To yKa3zaHHas



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 18.09.2024 N2 19917

(NOCNEOOBATENEHOCTE 000%9)

KOppeKIus 103bl MpUBEAET K n3MeHEHUI0 AUC fo-Ber b 00 TBeTe TRy IO e H-HP Ve HEe HIHO
nanatuHuOa 6e3 wmHAYKTOpoB mM3odepmenta CYP3A4. B Hacrosmee Bpems, OIHAKO, HET
KIIMHUYECKUX JaHHBIX O MNPUMEHEHUM JanaTUHUOA y MalMeHTOB, MOJYYarolUuX MOIIHBINA
unaykrop mopepmenta CYP3A4. IIpu ormene unaykropos m3opepmenta CYP3A4 obparnoe
yYMEHbBIICHHE 035l JIAMaTUHUOA 10 PEKOMEHIOBAaHHOM CJIeTyeT MPOBOAUTH B TE€UEHUE 2 HEJEIb.
JlanatuHUO sBISIETCS CyOCTpaToM i TpaHcmopTHeIX OenkoB Pgp m BCRP. HHrudutops
(KeTOKOHA30J1, UTPAKOHA30JI, XUHUIUH, BepariaMuJl, IUKJIOCIOPUH, SPUTPOMULIUH) U UHIYKTOPBI
(pudammuiiiH, 3BepoOO MPOABIPSBICHHBIN) JAaHHBIX OEJTKOB MOTYT H3MEHSTH IKCIO3UIHIO
W/WIY pacTpeieiicHUe JIamaTuHroa.

PactBopumocTs nanatuHnOa 3aBucut ot pH. Crnenyer nzberatb OAHOBPEMEHHOTO MPUMEHEHUS
BELIECTB, YyBEIMUMBaOIUX PH >kemyqouyHOro coka, Tak Kak pacTBOPUMOCTb U BCAChIBaHUE
JanaTuHuO0a MOXKET yMEHbIIaThCsl. Panee mpoBoauMoe JieueHne MHTrHOUTOPOM MPOTOHHOMW ITOMITHI
(230Merpa3zoyioM) CHIKAJIO SKCIIO3UIIMIO JIanlaTUHNOAa B cpeHeM Ha 27% (B mpenenax oT 6% 10
49%). O1oT 2P deKT yMeHblIaeTcsa ¢ yBelInueHueM Bo3pacta npumepro ot 40 et go 60 net. B
CBSI3U C BBIIIECKA3aHHBIM, HEOOXOAUMO COOIIOIaTh OCTOPOKHOCTD y MAIIHEHTOB, TPUHUMAOIIUX

WHTUOUTOPBI TPOTOHHOW TTOMITBIL.

Bausgnue manatrnanOa Ha APYTUEC JCKAPCTBCHHLIC CPEACTBA

Jlanatuan® wHruOupyer in  vitro wusodepment CYP3A4 B KIMHUYECKH 3HAYMMBIX
KOHULEeHTpauusax. OJHOBpEMEHHOE INpPUMEHEHHE JarnaTuHuOa ¢ MHUJa30JlaMOM MpH IpHUEMe
MocJeHero BHYTpb NpuBoauT K nosbimeHnto AUC muaazonama npumepHo Ha 45%. Ilpu B/B
BBEJICHUU MHJ1a30J1aMa He OOHapyKUBAJIOCh KIMHUYEeCKH 3HaunMoro yBenuuenusst AUC. Crenyet
n30erarbh OJHOBPEMEHHOI'O IPUMEHEHHS JanaTiHuOa ¢ mpernapaTamu JUis IepopaibHOro mpueMa
C Y3KUM TepamneBTHUECKUM JHarna3oHoM, sBisfomuMucs cyoctpatamu usodepmenta CYP3A4
(HampuMep, HU3anpua, TUMO3U, XMHUHH).

Jlanatuan6 wHrHOupyer wuzodpepment CYP2C8 in  Vitr0O B KIMHUYECKH 3HAYUMBIX
KoHUeHTpauusax. Crneayer n3beratb OJHOBPEMEHHOT'O MPUMEHEHUS JanaTuHuOa ¢ mpenaparamu
C Y3KUM TEeparneBTHYECKUM JUala3oHOM, KOTOpbIe SBISAIOTCA cyOcTpaTamMu H30(pepMeHTa
CYP2CS8 (nanpumep, pernariuHun).

OnHOBpeMEHHOE B/B NpPHUMEHEHHE MaKIUTAKCeNla C JIAMaTMHUOOM MPUBOAUT K YBEJIWYEHUIO

AKCTO3UIMH TaKknTakcena Ha 23%, aro o0ycioBieHo naruoupoanuem n3odepmenta CYP2CS
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u/umn Pgp nanmatuHuOoM. B KIMHHUYECKUX HCCHeAOBaHMAX—HPH—HPHVeHeHI—TaraTiinoa—e
MAKJIUTAKCEIOM OTMEYEHO YBEIMUYEHUE YACTOTHI U CTENEHU TKECTH JUAped U HEHUTPONECHHH.
Crnenyer coOmromaTh OCTOPOXXKHOCTh TIpM  OAHOBPEMEHHOM IPHUMEHEHUHM Ipernapara ¢
MAKJIUTaAKCEIIOM.

[Ipy ogHOBpeMEHHOM MPUMEHEHHUH JOlleTaKcejaa B/B U JIalaTUHMOA HE OTMEYEHO M3MEHEHUs
AUC umun Cmax 000uX JCHCTBYIONIMX BEIIECTB, NMPH 3TOM OTMEYCHO YBEIWYEHHUE YaCTOTHI
pa3BUTHS HEUTPONEHUH, UHAYLIUPOBAHHOM JIOIIETAKCEIOM.

OnHOBpeMEHHOE MPUMEHEHHE JIamaTHHUOAa ¢ MPUHOTEKAHOM (IIPU BBEICHUHM B paMKaX CXEMbI
nedenus: FOLFIRI) mpuBoawmio k noseimernio AUC akTHBHOTO MeTaboauTa HpuHOTeKaHa, SN-
38, nmpumepHo Ha 40%. TouHbId MEXaHU3M JIaHHOTO B3aUMOJICHCTBUS HEU3BECTEH, HO
IIpeNIoaraeTcs, YTo OH CBS3aH C MHIMOMPOBAHMEM JIAIATUHMOOM OJIHOTO WJIM HECKOJIbKHX
TpaHCHOpTHbIX OenkoB. PasButne Bo3moxHbIx HJIP npu npumenenun namatuHuba
OJTHOBPEMEHHO C HPUHOTEKAHOM JIOJKHO TIIATEIbHO KOHTPOJIUPOBATHCS, MPU HEOOXOIUMOCTH -
pEIIUTh BOMPOC O CHIXKEHUU 03Bl UpHUHOTEKaHa. [IpuMeHeHune namatuHuOa B KOMOMHALIUU C
KalenuTaOMHOM, JIETPO30JIOM HJIM TPacTy3yMaOOM HE BIHUsAET Ha (apMaKOKMHETHUSCKUC
napaMeTphl yKa3aHHBIX MPENapaToB U X METa0OIUTOB.

JlanatuHKO WHTUOMpPYET TPAHCMOPTHBIH Oenmok Pgp in VItr0 B KIMHUYECKH 3HAYUMBIX
KoHIeHTpanusax. OJHOBpEMEHHOE MPUMEHEHHUE JanaTuHU0a ¢ JUTOKCUHOM BHYTPB MPUBOAUT K
noBeiieHNt0 AUC nurokcuna npumepHo Ha 80%. CrnenyeT ¢ OCTOPOKHOCTBbIO HMPUMEHSTH
JanaTMHUO OJHOBPEMEHHO C TpenaparaMmy, KOTOpble SBISIOTCS cyOcTpartamu Pgp, ¢ y3kum
TEpareBTUUECKUM JHMANa30HoOM, a Takke HeOOXOIMMO PAacCMOTPETh BONPOC O CHUKEHUHU J03bI
TaKuX MPEenapaTos.

Jlanatuan® wnHruOupyer tpancnoptHeie O0enku BCRP u OATPIBI in vitro. Kiuuaudeckoe
3HaYEHHUE TaHHBIX A3PPEKTOB HE U3YUAIOCh, HO HE UCKITIOYEHO, YTO JIATaTUHUO MOXKET BIUATh HA
¢dapmakokuHeTuky cyoctpatroB BCRP (manpumep, tomotekana) u OATPI1BI (mampumep,

pO3yBacTaTHHa).

BsaumoaericTBue ¢ muien

BI/IOI[OCTyHHOCTB JIalTaTHHUOA 3aBUCUT OT nprucMa nuIiu. Tak kak TpeﬁH(I)pyTOBLIfI COK CIIOCOOCH

uHruouposate n3opepmeHT CYP3 A4 u TpancnopTHblil 60k Pgp B cTeHKEe KUIIEUHUKA, TAKHUM
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O6p330M IT1OBbIIIIAA 6HOHOCTyHHOCTB HaHaTI/IHI/I6.,, CACAYCT FIoUCT AT b CULDMUUTHUT U TTPYIVICITICIIVIZA

JanaTuHUOa U TperrpyToBOro coka.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

JKeHIMHEI ¢ IETOPOAHBIM ITIOTEHIINAJIOM (KOHTD&HGHHI/IH Y MYKYHMH U )I(CHHJI/IH)

CornacHo pe3yibTaTaM MPOBEACHHBIX HCCIECJOBAHUM HAa KUBOTHBIX, JIAMIATUHUO MOXKET
OKa3bIBaTh HETATUBHOE BO3/IEHCTBHE HA 101, JKEHIIMHAM C IETOPOAHBIM IMOTEHIIMATIOM CIEAYET
PEKOMEHJIOBaTh HCIIOJIb30BaTh HAJEKHBIE METO/Abl KOHTpAIEHIUU (Y4acTOTa BO3HUKHOBEHHS
OepeMEHHOCTH TPU MCHOJIB30BaHUU KOTOPHIX <1 %) BO Bpems MpUMEHEHUs JanaTuHuOa U B

TEYCHHUC KaK MUHUMYM 5 CYTOK IIOCJIC IPUMCHCHUA HOCJIe,HHeﬁ JO3bI.

bepemeHHOCTD

He IMPOBOAUIIOCH COOTBCTCTBYIOIIUX H XOPOHIO KOHTPOJIUPYCMBIX I/ICCJ'IC,Z[OBaHI/Iﬁ IMPUMCHCHHA
JIanaTHHHOa BO BpCM:I 6€peMeHHOCTI/I. Bnuanue manatnHuOa Ha 0 Heu3BecTHO. IlanuenTkam
C COXpaHCHHBIM PCHPOAYKTHBHBIM IMOTCHHUAIOM CJICAYCT HCIIOJb30BATH HAACKHBIC CITOCOOBI
KOHTpaucCnunuu, a TakKKe n3oeraTh HAaCTYIJICHUSA 6epeMeHHOCTI/I B [ICproa JICHCHHUA JIAIIaTUHHOOM.
JlamatuHu6 He OGJ’I&I{&J’I TCPATOIrCHHBIMUA CBOMCTBaMH B HUCCIICAOBAHUAX Y KHUBOTHBIX, OAHAKO
BbI3bIBAJI BO3HUKHOBCHHC HC3HAUUTCIIBHBIX ITOPOKOB Pa3BUTHUA IIPU IMPUMCHCHHUHN B 034X,

TOKCHYHBIX IJId MATCPUHCKOI'O OpraHui3ma.

JlakTanus

HewusBecTHO, NpOHUKAET JIM JTAaaTUHUO B IPyAHOE MOJIOKO. B CBsI3U ¢ TeM, YTO MHOTHE NTpenapaThl
MOCTYNAIOT B IPYJHOE MOJIOKO, BO BpEMsI TEpaluy JIAMTaTUHUOOM M B TEUEHUE KaK MHUHUMYM
O CYTOK IIOClieé TPUMEHEHMs] TOCIEAHEeW [103bl PEKOMEHIOBAHO MPEKPATUTh TPyIHOE
BCKapMJIMBaHUE M3-3a BO3MOXXHOI'O BO3HMKHOBEHUS XapAKTEPHBIX HEXKEIATEIbHBIX PEaKLHH Y

IpyJIHOTO peOeHKa.

DdepTIbHOCTH

Hert nanHBIX.

4.7. BausiHue Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPeACTBAMH M padorarh ¢
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MeXaHH3MaMHu
BiusHre Ha CHOCOOHOCTH YNPABISATH TPAHCHOPTHBIMU CPEACTBAMH U 3aHHUMATHCS JPYTHMH
BHUJIAMU JICSITCILHOCTH, TPEOYIONIMMH TOBBIIICHHONW KOHIIEHTPAllMM BHUMAHUS W OBICTPOTHI
IICUXOMOTOPHBIX pPEaKLMi, HEe N3ydalloch. Mcxons U3 MexaHu3ma AelcTBU JJanaTUHUOA, Helb3s
HPEIIONIOKUTh HEONAroMpPUsTHOE BIMSHHUE IMpErapaTa Ha TaKHe BHIBI ACATECIBHOCTH, OJHAKO
cleqyeT NMPUHMMAaTh BO BHHMaHHE OOIIee COCTOSHHE MAalUEeHTa W HPOQIIb HEXKeTaTeIbHBIX
peakimii  sanatuHuOa. HeoOxoammo — coOmrofaTh  OCTOPOKHOCTH — MPH  yNPaBIICHUH
TPAHCIIOPTHBIMU CPCACTBAMH W 3aHATUAX APYTHMMH TOTCHHHUAJIBHO OINACHBIMU BUIAAMU
HEATEIbHOCTH, TPEOYIOIIMMH  IOBBINICHHOH  KOHIGHTPAMM BHUMAHHS M OBICTPOTHI

IICUXOMOTOPHBIX peaKuHﬁ.

4.8. HexenaTeJibHbIE peakKIMu

Pesrome nmpoduiist 0e3onacHOCTH

be3zonacHocTh nanaTuHUOa OLEHEHA B X0/1€ KIIMHUYECKUX MCCIIEJOBAaHUI KaK IIPU MOHOTEpAIInHy,
TaK U MPH NPUMEHEHUH B KOMOWHAIIMHM, B TOM YHCJIE C TPAcTy3ymMaOOM, KameluTaOMHOM |
JIETPO30JIOM.

Haubonee pacnpocTpaHeHHBIMH HEXeJaTeldbHBIMM peakuusmMu (> 25%) BO BpeMms Tepanuu
JanaTuHUOOM OBLTH PacCTPONCTBA CO CTOPOHBI JKEITYI0YHO-KHILIEYHOTO TPaKTa (Jrapesi, TOIHOTa
U pBOTa) M ChiNb. [lpu Ha3HaueHuu nanaTuHUOA C KarmeuuTabMHOM HaOIo/Aanach JaJoHHO-
MOJOIIBEHHAs 3puTpoausectesus (> 25%). Yacrora BO3ZHUKHOBEHUS J1aJIOHHO-TIOJIOIIBEHHOMN
SPUTPOAU3ECTEZNH CX0XKA C IPYNIAaMU NMAUEHTOB, IPUHUMAIOIINX JAaTHHUO ¢ KanelUuTabuHOM
U KarneuuTabMH B KadecTBe MOHOTepamnuu. [luapest siBisercs HauOolsiee pacnpoCTpaHEHHOM
HEeXeNaTeJIbHOM peakluMel, NpHUBOJANIEN K MpeKpalleHUuIo JIeUYeHHus, Korja JanaTUHHO
MPUHUMAJICS B COYETAHUU C KalleIUTAOMHOM HJIU JIETPO30JIOM.

He cooOmanock 0 Kakux-1u0O JIOTIOJIHUTENBHBIX HEKENATENbHbIX PEAKIMIX, CBA3aHHBIX C
IpUEeMOM JarnmaTuHHOa B COYETaHUMHU C TpacTyzymaboM. HaOmionanoch yBeanueHHE CIydaeB
KapAMOTOKCUYHOCTH, HO IO CBOEH CYTHM M TSDKECTH 3TH OCJIOXKHEHHSI COIMOCTaBHUMBI C
OCJIO’)KHEHUSIMH, 3apPETUCTPUPOBAHHBIMHU B KJIMHUUYECKOM Mporpamme JlanaTUHUOA. DTU JaHHbIE

OCHOBAaHEBI Ha BO3/IEHCTBUHU 3TOMH KOM6I/IHaI_[I/II/I y 149 MMalfMCHTOB B 0a3oBOM HCCICIOBaHUU.

TabanaHoe pE3FOME HEXKENATSIbHBIX pPeaKITHi
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HexenarensHble JIeKapCTBEHHBIE CaKIIuu < CrpyHHpoBans—3
> B Py 1

COOTBETCTBHH C Kilaccudukanuein opraHos u cuctem opranoB MedDRA, nepeunciens! B mopsike
YMEHBIICHHUS 9YaCTOThI BCTPEYAEMOCTH.

YacTora BCTPEUaeMOCTH OIICHMBAJIACh CICAYIOIIMM oOpa3oM: oueHb uvacto (>1/10), wacro
(>1/100, no <1/10), neuacro (>1/1000, no <1/100), peaxo (>1/10000, Ho <1/1000), oueHb peako
(<10000), yacrora HenszBecTHa (Ha OCHOBAHUH MMECIOIIUXCS JaHHBIX OMPEICIIUTH HEBO3MOXKHO).
B npepenax kaxnon yacrorHou kareropuu HJIP pacnipeneneHsl B HOpsAIKE yMEHBIIECHUS YaCTOTBI
BCTPEYaEMOCTH.

Monomepanus ranamunubom

Hapywenusi co cmopoHbl UMMYHHOU CUCmeMbl

Peoxo: | peaKIMK T'MIIepYyBCTBUTEIILHOCTH, BKJIIOYAsi aHA(UIIAKCHIO.

Hapywenus memabonuzma u numanus

Quens uacmo: | AHOPEKCHSL.

Hapywenus co cmoponul cepoya

Yacmo: caumkenne OBJDK ormewanocy mnpubnusutrenbHo y 1% manueHToB,
[IOJIy4aBIIUX JalaTUHUO, U IpoTekarso OeccuMnTomMHO Ooznee yem B 70%
ciryyaeB. Hopmanusauus uiam yinydiieHue JaHHOTO IMOKa3aTes HabJlroanoch
6omee yeM B 70% ciiydaeB TOCiIE MPEKpAIICHUS TEpaluu MPErnapaToM.
Cumxenune OBJDK, conpoBoxaaslieecs CHUMOTOMaMH, HaOJI0JaJI0Ch
npubmsurensio 'y 0,3% manmenTtoB, mnosydaBmmx JanatuanO. HIIP,
HaOJI0AaBIIMECS IPU 3TOM, BKJIFOYAIIU OJIBILIKY, CEPACUHYIO HEIOCTaTOYHOCTh
Y ONIYIIECHUE «CePIICOUCHUS.

Hapywenus co cmopoHbl 0bixamenbHou cucmembl, opeanos 2pyOHOU KIemKU U cpeodoCmenus
Heuacmo: MHTEpPCTULIMANIbHAS 00JIe3Hb JIETKUX / THEBMOHMT.

Kenyodouno-kuweunvie Hapyuienus

Ouenv wacmo: | nuapes’, KoTopas MOXKET NPUBOAMTH K JAerujapatanuu (B GOJBIIMHCTBE
clly4aeB OTMeueHa auapes 1-if unu 2-i creneHu), TOUIHOTa, pBOTA.
Hapywenus co cmopoHbl neyenu u sceniesvigo0auux nymeti

Heuacmo: rUnepomInpyOuHeMusi, TenaToTOKCUYHOCTh . [loBBIlIEHHME KOHIEHTpaluu
OunpyOuHa BO3MOXHO BCJIEJCTBUE YTHETEHUS JJAalIAaTUHUOOM KOHBIOTAllUU B
nedeHu OATP1BI1 (mommnenTuy, mepeHocsmuii opranndeckue aHuoHsl 1B1)
WIA YTHETeHHs BbIIENCHUS OWIUpYyOMHA C JKEIYbl0 IOCPEICTBOM
P-rnuxomnporenna (Pgp) mim BCRP.

Hapywenus co cmopoHbl Kodcu u NOOKOHCHBIX MKAHel

Ouenb yacmo. | KoxKHas chIIb’ (BKIIOYas aKkHe)OPMHBIH JepPMATHT).

Yacmo: MOopa)kKeHHe HOTTel, BKIII0Yasi MAPOHUXHUIO.

Obwue HapyuieHus U peakyuu 8 Mecne 88€0eHus.

Ouenw uacmo: | cmabocrs.

L Anapeda U KOXXHas Cblllb B OCHOBHOM OBLIH JIETKOH CTEIEHHU U HE IMPUBOAUJIIU K ITPCKPAILCHUIO TCpalThun
npenaparoM. Jlumapes yCIenrHo mojyraBaiach MpOaKTUBHON KOppeKIuu. KoxHas ChITTb B OOJIBITHHCTBE
ciIydaeB OblIa TIPEXOISIICH.

2- yennuenue aktuHOCTH AJIT min ACT B 3 pasa Bblllle BEPXHEH TPaHULbI HOPMbI WM YBEIUYEHUE

2
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COOTBETCTBYET QKCIHNEFPTHOMY QTHETY
ot 18.09.2024 Ne 19917
(NOCNEOOBATENBHOCTE 0009)
KOHIIEHTpaIu OmmupyOouHa B 1,5 pa3a BhIllle BEpXHOH-Fpars-HOp NSO H-BEI3Ba bR VO HOHHe N

JIaraTuHUoA.

Kombunuposannas mepanus ¢ kaneyumabunom
HomnonuurensHo k HJIP, nabmronaBuimmcs Ha ¢oHE MOHOTEpaIuu JIanaTUHUOOM, CIEqyIoIIne
HIJIP nabnromamuce Ha (hOHE MPUMEHEHHs JanmaTHHUOA B KOMOWHAIIMHM C KamernuTaOuHOM C

qacToTol Oonee 5% YeM B MOHOTEpAIH KareIIuTaOMHOM.

Kenyoouno-kuuieunvie HapyueHus

Ouenb uacmo: | pucrerncus.

Hapywenus co cmoponsl Kodtcu u nOOKONCHbIX MKAHell
Quenv wacmo: | CyXOCTh KOXKHU.

HIJIP, nabarooasuuecs npu npumeneruy 1anamunuda 8 KOMoOuHayuu ¢ Kaneyumaounom ¢ mou

amnece qacmomoﬁ, umo u npu MoHomepanuu Kaneuuma&moxw

Icuxuyeckue napywenus

Quenv wacmo: | OECCOHHHUIIA.

Hapywenus co cmopoHwvl HepsHOU cucmembl

Yacmo: | ronoBHas 6oub.

Kenyoouno-kuuieunvie napyuenus

Ouyenb wacmo: | CTOMATHT, 3a110p, O0JIb B )KUBOTE.

Hapywenus co cmoponvl Kodtcu u nOOKOHCHbIX MKAHel

OueHb 4acTo: | CHHAPOM JIaJOHHO-TIOIOIIBEHHON 3PUTPOIU3ECTE3HH.
Hapywenus co cmoponul mbluieuHotl, CKeiemHol U cOeOUHUmMenbHOU MKAHU
Quenwv uacmo: | 00J1b B KOHEUHOCTSIX, O0JIb B CIIMHE.

Obwue HapyweHus: U peakyuy 8 Mecme 88e0eHuUs

Ouenb uacmo: | BocmaieHue cIu3nCTOH 06OIOUKH IOJTOCTH PTA.

Kombunuposannas mepanus c mpacmyzymabom

[Ipn npumeHeHuu nanaruHub0a B KOMOMHANUM C TpacTy3ymabom pononHutensHeix HIIP,
CBSI3aHHBIX C JJATATUHUOOM, OTMEUYEHO He Obl10. OTMEUEHO yBEINYEHHE YaCTOThl BCTPEYAaEMOCTH
SBJICHUM KapJIMOTOKCHYHOCTH, OJHAKO XapakTep M TskecTh naHHbIX HJIP Oblmm cpaBHHUMBI €
aHAJIOTMYHBIMU JIaHHBIMH, MTOJTyYEeHHBIMH B KJIIMHUYECKHX HCCIIEIOBAHUAX JaaTuHHOA.

B knmHMYecKuX McCle0BaHUAX MPU MPUMEHEHUH MpernapaTa B KOMOMHAIIUU C TpacTy3yMaboM
o nmosoay meracrarndeckoro paka HJIP co cropons! cepaua, Bkmrodas ymenemenne ®BJDK,
OTMe4YeHbl Y 7% MalueHTOB MO0 CPaBHEHUIO C MOHOTepanueil jganatuHuOoM (2% MarueHToB).
Xapakrep W creneHb TsbkecTd JAaHHbIX HIJIP cpaBHMMBI C  aHaJOTMYHBIMU JIaHHBIMU,

IMMOJIYUYCHHBIMU B UCCIICAOBAHNHU MOHOTCPAIIUA JIaaTUHHOOM.
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 18.09.2024 N2 19917

(NOCNEOOBATENEHOCTE 000%9)

Kombunuposanuas mepanusi ¢ 1empo3010om
Homnonuaurensro k HJIP, HaGmonaromumcs Ha (JOHE MOHOTEpAIUU JIAMATUHUOOM, CIICTYIOIINE
HJIP nabmiofanuch mpu MpUMEHEHHH JarnaTHHUO0a B KOMOMHAIUMHM C JIETPO30JIOM C YaCTOTOM

6osee 5% 4yeM B MOHOTEpAIHH JIETPO30JIOM.

Hapywenus co cmopoHul OvixamenvHoll cucmemsvl, 0p2anos 2pyOHOU KIemKU U cpedoCmenus
Quenwv uacmo: | HOCOBOE KPOBOTEUCHHUE.

Hapywenus co cmopoHvl Kodtcu 1 NOOKOICHBbIX MKAHel

QOuenwv uacmo: | QJIONEIHs], CYXOCTh KOXKH.

[Ipn npumenenun mnpemnapata TaiiBep0 B KIMHMYECKON MPAaKTHKE B MOCTPETUCTPALMOHHOM
MIepPHOJIe, B CIOHTAHHBIX COOOLICHUIX U B TUTEPATYPHBIX HCTOYHUKAX COOOIIATIOCh O CIEAYIOLIUX
HIJIP (B cBsi3u ¢ TeM, 4TO crioHTaHHBIE cooOmeHus: 0 HJIP moctynaior B 10OpOBOIIBHOM MOPSIIKE
W3 MONYJSIUUM HEONMPEAEIEHHOIO0 pa3Mepa, IS JAaHHBIX PEaKUUi HMCIOJIb30BaHA KaTEropHs
«4acTota HeusBecTHa»). HJIP crpynmupoBaHbl B COOTBETCTBUU C KiaccU(UKAIMEH OpPraHoOB U

CUCTCM OpraHoB MedDRA, NEPCUUCIICHBI B IOPAAKEC YMCHBIICHUS BA’>KHOCTH.

Hapywenus co cmoponul cepoya

XKenynoukoBasi apUTMHUS/>KeTy 10UKOBasi TAXUKAPMsI TUIIA KITHPYIT»

Y anunenne uaTepana QT mo manaeM snekTpokapauorpaduu (OKI)

Hapywenus co cmopoHbl Kodcu U NOOKONHCHBIX MKAHel

Tsokenble HexenaTenbHbIE SIBJICHUS CO CTOPOHBI KOXHM, BKiItoudas cuHapom CrTuBeHca-
JI>KOHCOHA M TOKCUYECKHUH AIUAEPMAJIbHBIN HEKPOJIU3

TpenwHbl KOMKH™

- 4acTOTa BCTPEYAEMOCTU TPEUIMH KOKM B HAOOpe JAaHHBIX OOBEIMHEHHBIX KIMHUYECKHX

1

ucnslTannii cocrasmiaa 4.9% (yacro).

COO6H_ICHI/I$I 0 TOJO03PEBACMBIX HEXKCIATCIbHBIX PCAKITNAX

BaxHo coo0mare 0 M0A03peBa€MBbIX HEXeNaTeNbHBIX pPEAKUMAX IOCIe PerucTpalu
JIEKapCTBEHHOT'O Tperapara C Lelblo 00ecreyeH sl HeMpPepbIBHOIO MOHUTOPHUHIA COOTHOIIEHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeauIMHCKUM pabOTHUKAaM PpPEKOMEHAYEeTCs
coo0IaTh O JIIOOBIX MOJO3PEBAEMBIX HEKENATENBHBIX PEAKIMIX JIEKAPCTBEHHOIO Ipernapara
Yyepe3 HallMOHAJIbHBIE CUCTEMbI COOOIEHUS O HEKEIAaTeNbHBIX PEAKLUAX rOCyIapCTB — YICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COH03a.

Poccuiickas @enepanusa

®denepanpHas cayx0a o Haa30py B chepe 3apaBoOXpaHEHUS

Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IJI01Iaib, 1. 4, cTp. 1
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY

ot 18.09.2024 N2 19917
(NOCNEOOBATENEHOCTE 000%9)
Tenedon: +7 800 550-99-03
DnexkrponHas moura: pharm@roszdravnadzor.gov.ru
Caiit B MH(POPMALMOHHO-TEIEKOMMYHHUKALMOHHOM cetu «nTepHeT:

www.roszdravnadzor.gov.ru

PecnyOmauka bemapych

VII «llenTp 3KCnepTH3 U UCTIBITAHUHN B 3APABOOXPAHCHUN»

Anpec: 220037, r. Munck, niep. ToBapuineckuii, 2aTenedon: +375 (17) 242-00-29
dakc: +375 (17) 242-00-29

DnekTpoHHas nmoura: repl@rceth.by

Caiir: http://www.rceth.by

PecnyOnuka Kazaxcran

PI'TI na IIXB «HamuoHanbHBIA LEHTP SKCIEPTU3BI JICKAPCTBEHHBIX CPEIICTB U MEIMIIMHCKUX
m3nenuit» Komurera wmemaumuHCKOro #  ¢GapMarieBTHYECKOro KOHTpoiIs MHHHCTEpCTBa
3apaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, yn. A. ImanoBa, 13, 4 stax

Tenedon: +7 7172 235 135

OnekrponHas nouta: farm@dari.kz, pdlc@dari.kz, vigilance@dari.kz

Caiit: www.ndda.kz

Pecnybauka ApMeHus

I'HKO «IleHTp 2KciepTU3bI JEKAPCTB U MEAULIUHCKUX TEXHOJIOTHID)
Anpec: 0051, r. EpeBan, np. Komuraca 49/5

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

OnexTpoHHas nouta: info@ampra.am, vigilance@pharm.am

Caiit; www.pharm.am

4.9. Ilepeno3npoBka

B kimHMYecKnx HCCICIOBAaHUAX ITOKAa3aHO, 4YTO Ooiee T-IaCTI)II‘/'I, 4Y€eM PEKOMCHIAOBAHO, IMPUEM
npemapara MOXET MPHUBOJUTH K YBCIIMYCHUIO KOHUICHTPAIUU JIanaTuHuoa B CBIBOPOTKE KPOBH,
II03TOMY HE CIEAYEeT NPUHUMATh MPOIYIIEHHBIE J03bl, YMEHbBIIAs HHTEPBAI MEKIY IPHUEMaMHU.
[Ipuem mnpenapara He0OXOAMMO BO30OHOBIATH, HAYMHAA CO CIEAYIOLIEH 3alulaHUPOBAHHOM

CYTOYHOM JT03BI.
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 18.09.2024 N2 19917
(NOCNEOOBATENEHOCTE 000%9)

CHUMITOMBI
MakcumanbHasi CyTOYHas 7103a B KIMHUYECKUX UCCIeI0BaHUAX cocTaiisia 1800 Mr BHYTpb.

VY manueHToB, MOMyYaBIIUX TEPANHIO JIAMATUHUOOM, OTMEYAIIUCh KaK OECCUMIITOMHEIE CITydan
MepeI03UPOBKH, TaK M CIIy4au, COMPOBOXKIABIINECS cuMnToMaMu. Ha0mroaaBimmecs: CHMIITOMBI
COOTBETCTBOBAJIM M3YYCHHBIM HEXEIATCIbHBIM SIBJICHUSM JIAlIAaTUHUOA, U B HEKOTOPBIX CIydasx
BKJIFOYQJIM U3bA3BICHUE KOKU TOJIOBBI, CHHYCOBYIO Taxukapauto (OKI' B mpezaenax HOpMBI 10

OCTaJIbHBIM MTapaMeTpam) U/WIK TOPaKEHHE CIU3UCTON 00OJIOUKH.

Jleuenue

He cymiectByer crienuduueckoro aHTUA0Ta JIJIsl KHHTHOUpOoBaHUs (pochHOprITMPOBaHUS THPO3IUHA
EGFR (epidermal growth factor receptor, peuentop snuaepmaibHoro dakropa pocra, ErbB1)
n/umn HER2/neu (human epidermal growth factor receptor, petentop snuaepmanbHOro dpakropa
pocrta yenoBeka, ErbB2).

Cumnmomamuueckas mepanusi. BeiBeieHHe nanmatuHuOa NMOYKAMH HE3HAYHMTEIBHO B CBSI3U C
BBICOKOH CTEIEHBIO CBSI3bIBAHMS OCJIKAMHU IUIa3Mbl KPOBH, B CBSI3M C YEM OXKHIACTCS, YTO
remMoauanu3 OyaeT Hed(PEKTHBEH IJIsl YCKOPEHUs BHIBEICHUS JIAIAaTUHUOA.

JlanpHeliiee JeueHne CIeAyeT MPOBOJAUTH IO KIMHUYECKUM TTOKAa3aHUSM WU B COOTBETCTBUU C

MCCTHBIMH KIIMHUYCCKUMH PCKOMCHAAUSIMMU.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOCTBA

dapmakoTepaneBTHUECKas IPyIIa: IPOTUBOOITYXO0JIEBbIE CPEJICTBA; MHTUOUTOPBI IPOTEUHKHUHA3;
MHTUOUTOPHI THPO3MHKUHA3bI pelenTopa 3MUAepMaIbHOro (pakTopa pocTa yelloBeKka 2-To THIMa
(HER-2).

Kox ATX: LO1EHO1.

MexaHu3M aeicTBus

JlanaTuHUO — HOBBIM MOIIHBIM OOpPaTHUMBIN CENEKTUBHBI HMHTHOUTOP BHYTPUKIETOYHOU
TUPO3MHKMHA3BI, cBs3biBatonmiicss ¢ penentopamu EGFR (ErbBl) u peuentopamum HER2
(ErbB2), xapakTepu3yroImuicss MeIJICHHON TUCCOIMAIeH ¢ JaHHBIMH PelenTopaMu (IepUos

nonyaucconanuu paBeH 300 muH wnm Ooinee). [lo cpaBHEHHIO C IPYrUMH HU3Yy4YEHHBIMU
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 18.09.2024 N2 19917

(NOCNEOOBATENEHOCTE 000%9)

MHTHOUTOpaMU TUPO3MHKUHA3HI JTAIATUHUO XapdeFeprsyeres-Ooiee-MeAfeHoi-Arnecotate
¢ peuenropamu. JlanatuHuG HHTHOUPYET POCT OIYXOJEBBIX KJIETOK, MHUIIMHUPOBAHHBIN BIMSHUEM
ErbB, kak in vitro, Tak U y pa3JIM4YHbIX )KUBOTHBIX MOJICIICH.

[ToMuMoO COOCTBEHHOW AaKTHBHOCTH (N VItr0 JlamaTuHUO MPOAEMOHCTPHPOBAT AJJUTUBHBIN
3 dexT mpu KOMOMHUPOBAHHOM IMPUMEHEHHH C S-(TOpypanuioM (aKTHBHBIM METaO0OJUTOM
KarneuutabrHa) B YEThIpEX JIMHUSAX OIMYyXOJIEBBIX KJIeTOK. KiimHudeckas 3HaYMMOCTh JTAHHOTO
ABNCHUsT HE wu3BecTHAa. KomOmHanumst namatmHMOa © TpacTy3ymada MOXeT 00ecrnednTh
B3aMMOJIOTIOJTHAEMBI MEXaHU3M JCUCTBUS, a TAKKE BO3MOXKHBIE HENEPEKPECTHBIE MEXaHU3MBI
MPEOJIOJICHUST PE3UCTEHTHOCTH K aHTH-HER2 Tepanuu. Murubupyromue 3¢ ekt manatuHnOa
M3YYEHbI B KJICTOYHBIX MOJEISX, MOABEPIIINXCS BO3JACHCTBUIO TpacTy3ymaoa.

JlanaTiHUO COXpaHsII 3HAYUTENBHYIO aKTHBHOCTH MPH W3YYEHUH JIOJITOCPOYHOTO POCTA JIMHHUMA
HER?2-1o3uTHBHBIX OITyXO0JIEBBIX KJIETOK B Cpeax, COACPIKAIINX TPacTy3ymMal, B KOMOMHALIUU
C TpacTy3ymMaOOM MpOSBISUI B JAAHHBIX KJIETOYHBIX JUHUSX CHHEPreTHUYECKOe AeUCTBUE. DTU
pe3yNbTaThl AEMOHCTPUPYIOT OTCYTCTBHE MEPEKPECTHOM PE3UCTEHTHOCTH MEXIY ABYMs

nurangamu perentopa HER2 (ErbB2).

dapmarkonmHaamuueckue 3O EKTHI

Bnusnue namatununba Ha anuHy wuHTepBasia QT OIEHEHO B MEPEKPECTHOM KIMHUYECKOM
WCCIEOBAaHUU TPU TMPUMEHEHUHM TpexX 103 JjanatuHuOa mo 2000 Mr mociie mpuema Tpex
MOCIIEIOBATEIBHBIX 103 TUIANE00 ¢ 12-4aCOBBIM MHTEPBAIOM MEXKIy MPUEMOM Ka)IOH JIO3HI.
MaxkcumanbpHOe cpenHee oTkioHeHHe uHTepBana QTCF ormewanmoch uepe3 10 wacoB mocie
npreMa MocJeHEH 1035l TanaTHHIOA U COCTABISIIO B OlleHHBaeMou nomyssituu 8,75 mc (4,08 —
13,42 mc, 90% noBepuTenbHBIM HHTEpBaN). JlaHHbIE, MOJyYE€HHbIE B JaHHOM IOIYJIALINH,
COOTBETCTBYIOT TIIOJIYYCHHBIM B TIONYJISIIMA HW3Y4YCHHsS] (PapMakOAWHAMHKH, B KOTOPOM
MakcUMaJbHOE cpefHee oTkioHeHne nHTepBana QTcF coctasmso 7,91 mc (4,13 — 11,68 mc, 90%
JOBEpUTENbHBIN uHTepBai). [lanHble (apMakokUHETHYECKOTO H  (hapMaKOIUHAMHUYECKOTO
aHaJlM3a TOATBEPXKIAOT 3aBUCHUMOCTh BEJIMYMHBI OTKIOHeHWs uWHTepBama QTCF ot

KOHICHTpAaIuH JIanaTHHUOA B IJIa3Me KpOBH.

5.2. @apmakoKknHeTHYECKHE CBOIICTBA

AOGcopOrus
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(NOCNEOOBATENEHOCTE 000%9)

BcacwiBanue namatuHuOa mociie MpUeMa BHYTPb—HeHOMHoe—H—BapsrHpyer—e—iorPhPrreHTon:
BapnabeIbHOCTH IUIOWAAN MOJ (HapMaKOKUHETHUECKONH KPUBOM «KOHLIEHTPALUS — BpEMS»
(AUC) ot 50% mo 100%. JlanaTuHUO OompeaessieTcss B CHCTEMHOM KPOBOTOKE B CPEIHEM Yepe3
0,25 gaca (muama3zon 0-1,5 u). MakcumainbHast KOHIIGHTpaIus JanatuHuoa B mia3Me KpoBH (Cmax)
JOCTUTAeTCs MIPUMEPHO uepe3 4 yaca mocie npruema.

Cmax B PaBHOBECHOM COCTOSIHUM TpH €XeAHEBHOM mpueme 1250 Mr cocraBiisieT B CpelHEM
2,43 (1,57-3,77) mxr/mi, a AUC-36,2 (23,4-56,0) Mmxrxgac/mir.

CucreMHasi YKCIIO3UIMS JIAMATUHUOA YBEIMYMUBACTCS MIPH MPUEME OJTHOBPEMEHHO ¢ ruiieit. [Ipu
npueMe ¢ mnumie ¢ Hus3kuM (coaepkanue x)upoB 5% wnu 500 kanopuil) WM BBICOKUM
(conepxanue xupoB 50% unu 1000 kanopuit) conep:kanueM xxkupoB AUC Bospacraet B 3 u 4 paza

(Cmax - mpuOIM3UTENBHO B 2,5 1 3 paza) COOTBETCTBEHHO.

Pacnpenenenue

JlamatuHu6 001a1aeT BHICOKOM CTETEHbIO CBS3bIBaHUS (O0see ueM 99%) ¢ anb0yMHHOM U anbgai-
KHCJIBIM TIMKOIPOTEUHOM IUTa3MbI KPOBH.

HccnenoBanus in VIitro nokasanu, 4To JanaTHHUO sBisieTcs cyocTpaTom [uis nepeHocunkoB BCRP
(6emox pe3uCTEHTHOCTH paka MoyiouHOM skene3bl, ABCG2 - AT®-cBsA3bIBarONINN KaCCETHBIN
tpancnoptep G2) u P-rmukonporenna (ABCB1 — AT®-cBs3bIBaIONINI KaCCETHBIN TpaHCTIOPTEP
B1). In vitro namatuHu® Takke OKa3bIBal MHTHOMPYIOMIKI 3)(EKT B OTHOIIEHUH aKTUBHOCTH
JTAHHBIX TIEPEeHOCUYMKOB. KiuHMueckoe 3HadeHWe OTHX dJ(PQPeKToB u BIWSHHE HA
(hapMaKOKUHETHKY APYTUX MPENapaToB, a TAKKe MpenapaToB, 00JIaJar0IIKUX TPOTUBOOITYX0IEBOH
aKTUBHOCTBIO, IIOKa HeW3BeCTHO. JlamaTWHUO HE3HAYUTENHbHO WHTHOUPYET AaKTUBHOCTH

nepeHocurka opranndeckux aHuoHoB (OAT) uinu nepeHocunka oprannueckux kaTuoHoB (OCT).

EI/IOTDaHCd)ODMaI_II/ISI

JlamatuHKUO TOABEpraeTcss WHTEHCMBHOMY METabONM3My TJIaBHBIM 00pa3oM Hu30(hepMEeHTaMu
CYP3A4 u CYP3AS c¢ munumansHbiM ydactreM wm3odepmentoB CYP2C19 u CYP2CS c
00pa3oBaHWEM PA3JTUYHBIX OKHCJICHHBIX METAa0OJIMUTOB, Ha JOJIO KaXJOTO M3 KOTOPBIX
npuxoautcs He Oonee 14% m03bI, BRIBOOUMON uepe3 KuleuyHukK, uiau 10% KOHIIEHTpaluu B

IJ1a3Me KpOBHU.
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ONIMMUHAIMA

Ilepuon momnyswiBenenusi narnatuanOa (Ti2) yBenWMUMBAETCS JA0303aBUCHMO TIPH  TPHUEME
OJTHOKPATHBIX J103. PABHOBECHOE COCTOSIHHE JOCTHUTAeTCs uepe3 6-7 CyTOK MpHeMa JIarnaTuHuoa,
T1/2 cocTaBisieT mpUOIU3UTENHHO CYTKH. JIanmaTHHNO B OCHOBHOM BBIBOJIUTCS Y€pe3 KUIIICUHUK: B
cpenaem 27% (ot 3% 10 67%) B HEM3MEHEHHOM BHUJE, MeHee 2% TPUHATON 03Bl BHIBOJIUTCS

IIOYKaMH B HEU3MECHCHHOM BUJC U B BUJIC MeTa0O0JIUTOB.

O11eHKA MTOTEHIMAIA B3AUMOAEHCTBHUS C JEKAPCTBEHHBIMH CpPEICTBAMM IN Vitro

JlanaTuHUO B KJIMHUYECKH 3HAYMMBIX KOHIIEHTpanusx uHruoupyer uzopepmentel CYP3A u

CYP2C8 in vitro u HE3HAYUTEIILHO WHTHOUPYET CIEAYIONMEe MHUKPOCOMAaIbHbIC (DEPMEHTHI
IIEYECHU: CYP1A2, CYP2C9, CYP2C19 u CYP2D6 1501051

ypununaudocdarriokoponozuntpancgepasy (YI'T).

QOco0ble rpynisl MalueHToOB

THayuenmuvr nodicunozo eo3pacma

Bo3pact He okas3biBan BIMSHUS Ha (apMaKOKMHETUKY JlanaTMHuUOa. BiusHue BeposTHO
OTCYTCTBYET.

Bruanue nona, pacul

[Ton manuenTa He oka3blBal BIUSHUSA Ha (DapMaKOKMHETHKY JanaTuHuOa. BrnusHue BeposiTHO
OTCYTCTBYET.

Paca/aTHudeckas NpuHaAIeKHOCTh HE OKa3bIBAJIM BIMSAHUS Ha (papMaKOKMHETHKY JarnaTuHuOA.
Tayuenmor ¢ napywenuem yHKyuu noyex

dapMaKOKMHETHKA JanaTUHUOA y MalMeHTOB ¢ HapylleHHeM (pyHKIMU MOYEK WJIM MaleHTOB,
HaxXOJAIIMXCS HAa FEMOJUAIN3E, CIENMAIBbHO HE u3ydanach. OIHAKO MaJOBEPOSITHO BIIMSHHUE
HapyIeHus: QyHKIUH oyeK Ha (papMaKOKUHETHKY JIallaTUHUOA, T.K. TOYKAaMH BBIBOJIUTCS MEHEe
2% BBeZIEHHOM 1035l (B BHJIE JIallaTUHUOA U €ro MeTabO0JIUTOB).

Iayuenmvi ¢ Hapywenuem yHKyuu neveHu

dapMaKOKMHETHKY JIalaTUHHOA U3y4Yalld Y TAIUEHTOB ¢ HapylIeHueM (QyHKIMU IIEYeHH CpeIHei
u Tsokenol creneHd. AUC namatuHuOa mocnie mpueMa ogHOKpaTHOHM 1103bl 100 Mr BHYTpPb
YBEJIMYUBAETCS PUOIN3UTENBHO Ha 56% 1 85% y manueHToB ¢ HapylmeHHeM (QyHKIUY MeUeHH

CpeaHEN U TSKENON CTeNeHu. B CBA3M ¢ yBEIMYEHHUEM SKCIO3UIUU CIEAYET C OCTOPOKHOCTHIO
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N7

MPUMEHSTh JIAMMATHHUO y TAIMCHTOB C HapylHeHHeM—(yHicH—He e Hi—Y—TaHHeHTOB—¢
MPEAIICCTBYIOMNUM HapyIICHHEM (QYHKIMM TICYCHH TSDKEIIOM CTEMEeHH IpernapaTr Cleayer
MPUMEHSITh B YMCHBIIEHHOW J103€. Y TAI[MCHTOB C SBICHUSMHU T'€MaTOTOKCHYHOCTH TSDKEIOU
CTETICHH, Pa3BUBIIMMUCS Ha (OHE MpUeMa JIaaTHHNOA JICYCHHE MPEnapaToM ClieAyeT OTMEHHUTh
0€3 MMOBTOPHOT'O BO30OHOBJICHHUSI.

Hemu

dapMaKOKMHETHKA JIAMaTUHUOA y JTAHHOM KaTEeropuu MalueHTOB HE N3ydalach.

5.3. JlanHble JOKIMHUYECKO 0e30macHOCTH

C menplo uccleOBaHMs BIUSHUS JanaTMHUOAa Ha SMOpHOHANbHOE U (eTalbHOE pa3BUTHE
OepeMeHHBIC CaMKH KPBIC M KPOJHUKOB IOJIYYald JamaTWHUO BHYTph B no3ax 30, 60 u 120
MI/KT/CyT B TIEpHOJ] OpraHoreHes3a. TepaTtoreHnblie 3 GeKThl BBISABICHBI He ObUTH. OHAKO Y KPBIC
MIpH MOJTyYEHUH Mpernapara B 103€, TOKCUYHOM 171t MaTepruHckoro opranusma (120 mr/kr/cyT, 4To
MIpUMEPHO B 6,45 paza mpeBbIIIaeT 0KKIaeMOe KITMHUIECKOE BO3/ICHCTBHE Y UeIOBEKa, UCXOIs U3
AUC mnocrne mnpuema 1250 wmr manatmHmOa W KamenuraOMHA), OTMEYAJIOCh pa3BUTHE
HE3HAYMUTEJIbHBIX aHOMAJINH (JIEBOCTOPOHHEE PACIIOJIOKEHUE MMYTIOYHOM apTepuu, IieitHoe pedpo,
MpeXACBpEeMEHHAsT OCCU(pUKAITHA).

B xope nccnenoBanuil BIMSHAA Ha ITPe- U IOCTHATAJIILHOE PA3BUTHUE Y KPBIC )KUBOTHBIE MOTyYalIn
npernapaT BHyTpb B jgo3ax 20, 60 u 120 Mr/kr/cyT B mepuoj Mexay poJaMu M OTIyYeHUs
JeTeHbIa oT Matepu. [Ipumenenune anmatuan6a B 03¢ 60 u 120 Mr/kr/cyT (4to mpumepHo B 3,3
u 6,4 pa3a npeBbIIaeT 0KUIaeMOe KIMHUYECKOoe BO3/ielicTBUE y uenoBeka, ucxons u3 AUC nocne
npuema 1250 Mr mamatuHuOa W KaneuuTabWHA) MPHUBOIWI K CHIDKEHHIO IOCTHATalbHON
BBDKMBAEMOCTH ITOTOMKOB IEPBOT0 MTOKOJIEHUs1. MakcuMaibHas J103a IIpernapara, He BbI3bIBaBILast
HeraTUBHBIX 3G (EKTOB, B JaHHOM HCCIEOBaHUU cocTaBmwia 20 MI/Kr/cyT (IIpuMepHO
COOTBETCTBYET 0)KHIAEMOMY KIIHHUYECKOMY BO3JeHCTBHIO Y uenoBeka ucxons u3 AUC).

6. PAPMAIIEBTUYECKHWE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Snpo TabieTku

[enmono3a MEKPOKPUCTAIITMYECKAS
TTosumon K30

Kap6okcumerunkpaxmain HaTpus (Tum A)
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COOTEETCTBYET DKCMNEFTHOMY QT4E

Iy

Maruus creapat

[Inenounas 060J04YKa

I'mnpomeriosa

Turana THOKCU]

Kpacurens xene3a okcun kpacHsbiit (E172)
Kpacurens xene3a oxcup sxentoiit (E172)
Maxkporon-400

[Tonmucop6at-80

6.2. HecoBMecTHMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 roxa.

6.4. OcoOble MepbI IPEOCTOPOKHOCTH NIPH XPAHEHUH

[Tpu tremnieparype He Boie 30 °C.

6.5. XapakTep u conep:xkaHue NePBUYHON YIAKOBKHU

[To 70 umu 140 tabierok BO (uiakoHE M3 MOJUAITUIIEHA BBICOKOM IJIOTHOCTH C yCTPOMCTBOM
IPOTHB BCKPBHITUS JAeTbMH. (DIIAaKOH YKYNOpEH 3aBUHUMBAIOIIEHCS KpPBILKOH M CHaOXeH
TepMOCBapuBaeMoil MeMOpaHO# U3 Oymaru u aJrOMUHHUEBOM (OJIbIU, MOTUACTEPA U TTOIUITHIICHA
i u3 OymMarn u aJllOMUHUEBON (QoOJbpru, comoiuMepa J3TUIEHA M BHUHHWIALETATa,
JTAMUHUPOBAHHOTO MOJIUCTUPOJIOM U MOJIUITUIEHOM HU3KOH mimoTHOCTH. [o 1 drakony BMecTe ¢
JMCTKOM-BKJIJIbIIIIEM B KAPTOHHOM Mayke.

I[OHYCKaCTC}I HaJINYNUEC KOHTPOJIA ICPBUYIHOI'O BCKPBITHUA HA KapTOHHOI\/'I IIa4ykKe.

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH TNPH  YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Npemapara WINM OTXOI0B, IMOJYYEHHBIX I0CJde TPUMEHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHUIMYJIAHUHU € PenapaToM

Oco0bie TpeOOoBaHUS OTCYTCTBYIOT.
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7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA

[IBeiinapus

Hosapruc ®apma AT / Novartis Pharma AG

JIuxTmpacce 35, 4056 basens, [lBetinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. Hpe)ICTaBI/ITeJ'[L AepKATECIA PETTNCTPALUOHHOI0 YIOCTOBEPECHUS HA TCPPUTOPUH Coro3a
HpeTensnn HOTpeGI/ITeJIeﬁ CJICAYET HAIIPABJIATH MO aJipecy:

Poccuiickasg @eneparys

00O «HoBaptuc ®apmar»

Anpec: 125315, r. MockBa, JIeaunrpaackuii mpocrekr, 1. 70
Temedon: +7 495 967 12 70

@axc: +7 495 967 12 68

Dnextponnas mouta: drug.safety _russia@novartis.com

PecnyOiuka bemapych

[IpencraButensctBo AO «Novartis Pharma Services AG» (LlBeiinapckas Kondenepanms) B

Pecrrybnuke benapych

Anpec: 220069, r. Munck, nip-T [[3epxkunckoro, 5, mom. 3, opuc 3—1
Tenedon: +375 (17) 360 03 65

OnektpoHHas nmoura: drugsafety.cis@novartis.com

Pecnv6n1/n<a Kazaxcran

Ounnan Komnannn «HoBaptuc @apma Cepsucaz Al B PecniyOnuke Kazaxcran
Anpec: 050022, r. Anmarsl, yi. Kypmanrassl, 95

Tenmedon: +7 727 258 24 47

Dnexrponnas noura: drugsafety.cis@novartis.com

PCCHV6J'II/IK3. ApMenns

000 «ACTEPUA»

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

OnektponHas moura: drugsafety.cis@novartis.com
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8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHUS
JITT-Ne(000688)-(PT-RU)

9. JATA NEPBUYHOM PEIMCTPAIIMUA (IIOATBEPKJIEHUS PEIMCTPAILIMMN,
HNEPEPETUCTPALINN)
Hara nepoii peructpanuu: 12.04.2022

10. JATA IEPECMOTPA TEKCTA

OOmiast xapaKkTepUCTHKA JIEKApCTBEHHOTO Tpenapara TaiiBep0 qocTynHa Ha WHGOPMAIIMOHHOM
nopTainie EBpa3suiickoro 3KOHOMHYECKOTO COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHOM CETH

«Mutepuery» http://eec.eaeunion.org/
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