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1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITIPEITAPATA

I'edputnrnO, 250 M1, TAaOIETKH, MOKPHITHIC TIIEHOYHOW 000JIOUKOM.

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTByroIIIeE BEIICCTBO: T€PUTHHUO.
Kaxxnast Tabnerka, HOKphITast INIEHOYHON 000JI04KOM, conepKuT 250 Mr reputuHMOA.

BemiectBa, Halm4yre KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBECHHOTO TIpernapara: HaTpui (cM.
paznen 4.4).

ITonnbi MEpCUYCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPUBCACH B Pa3aciIic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGneTku, MOKPHITHIE TUIEHOUYHOW 000JI0UKOM.

Kpyribie 1BOSKOBBITTYKITbIE TAaOIETKH, TIOKPBITHIE TUICHOYHOM 000JI0YKOM Oenoro 1Bera.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3zaHusi K NPUMEHEHHNIO

[Ipenapar ['edpuTHHNO MOKa3aH K MPUMEHEHHIO Y B3pOCIbIX B Bo3pacTe ot 18 net:

o MecTHOpacIpOCTPaHEHHBIM WM METAaCTaTUYECKUH HEMENKOKIETOYHBIM pak  JIETKOro
(HMPJI) ¢ HanuuueM akTUBHUPYIOIIMX MYTalWid THUPO3ZMHKMHA3HOTO JIOMEHA pelenTopa
snuaepManbHoro akropa pocra (EGFR).

4.2. PexxuMm 103MpPOBAHMSA M CIIOCOO MPUMEHEHUS

Jleuenue npenaparoM ['epuTHHUO MOKHO OBITH HAYATO M KOHTPOJIUPOBATHCS BPAuOM, HUMEIOIIUM
OIBIT B UCIIOJI30BAaHNUHU IIPOTUBOOIIYXOJIEBOM TEPAIIHH.

Pexum no3upoBanus
ITo 250 mr 1 pa3 B cyTkH.

IIponyck 003l

Eciu manpeHT npomycTHII IPUeM O4epPeIHOM T03bI, TO MPOMYIIEHHYIO 103y CASIyeT MPUHATH B TOM
cllyyae, €Cli JI0 TpueMa Clenyrolned 103kl octajiock He MeHee 12 4. He cimemyer mpuHUMArh
JBOMHYIO 7103y Mperapara JjIsi KOMIIEHCAIIMH POMYIIEHHOM T035I.

Koppexyus 0o3vl

VY manmueHToB ¢ IUIOXO KOHTPOJIUPYEMOH muapeed Ha (OHE JICUCHHS WM HEXelaTebHBIMH
peakuusMU CO CTOPOHBI KOKM BO3MOXKEH KPAaTKOCPOYHBIA IMepephiB B JiedueHuu (1m0 14 mgHeil) c
MOCJIEAYIONUM BO300OHOBICHHEM JieueHHUs repurmHOOM B mo03e 250 wr/cytku. Ecnmm mocne
nepephiBa HEMEPEHOCUMOCTh Mpenapara COXpaHUIach, CleAyeT MPEeKPaTuTh MprueM repuTHHOa U
PaccMOTPETh BO3MOKHOCTh JIETCPHATHBHBIX BAPUAHTOB JICUCHUSI.

Oco0bIe T'pyOnbl HallMCEHTOB
Hauueﬁmbl C NeYeHOYHOU HeOOCMAMOYHOCHbIO
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mkane Yaiing — [1b10), SBsfOIelics CIEACTBHEM IHUPPO3a, KOHICHTpAIusi reUTHHIOA B TIIa3Me
MOBBIIICHA. Y TaKUX TAlMEHTOB CIIEAYET TIIATEIbHO KOHTPOJIUPOBATH BO3MOXKHOCTH Pa3BUTHUS
HEeXeNaTeNnbHbIX siBieHuH. KoHmeHnTpanus reputuHnOa B Iia3Me KpOBHM HE ObUIa yBEIMYCHA Y
MAIllMCHTOB ~ C  TIOBBIICHHBIMH  BCJICJACTBHE  METacTa3oB B IICYCHH  yPOBHSIMHU
acnapraramuaoTpancdepassl (ACT), menounoit pocdarassl wim ommpyounna (cMm. paznen 5.2.).

Tayuenmul ¢ noueyHot HeOOCMAamMoUHOCMbIO

VY mamnueHToB ¢ HapylieHueM (YHKIUHU MOYEK IpU KIUpeHce KpeaTHHHHA > 20 MII/MUH KOPPEKLUU
1036l He TpeOyeTcs. [laHHble 0 MpuMeHeHUH re(UTUHUOA y MALMEHTOB C KIMPEHCOM KpeaTHHHHA
<20 MJI/MHH OrpaHWYEHBI, TMOITOMY Yy TaKUX NAIMEHTOB Npenapar CleAyeT HPUMEHSTh C
OCTOPO’KHOCTBIO.

Jluya noowcunozo eospacma
KoppexTupoBka 10361 ipernapara B 3aBUCUMOCTH OT BO3pacTa NalueHTa He TpedyeTcs.

Tlayuenmul co cnudsicennoti akmusnocmoio 2ena CYP2D6

He tpebyercs koppekuust 10351 IIpernapara y maiueHToB O CHUKEHHOM akTuBHOCTBIO reHa CYP2D6,
HO HEOOXOIUMO TIIATSIIBHO CIICAWTh 32 BOSHUKHOBCHHEM Yy TAKHUX ITAIIMCHTOB HEXENATEeIbHBIX
SIBIICHHH (CcM. pas3zaern 5.2.).

eTu
bezonacnocth u addextuBHOCTh npenapara ['edputunud y nereit B Bozpacte ot 0 g0 18 met Ha
JTAHHBII MOMEHT HE YCTAHOBJICHBI. JlaHHbIE OTCYTCTBYIOT.

Croco6 npuMeHeHus

Baytps. [eputnHn® MOXET MPUHUMATHCSA HE3aBHCUMO OT MPHEMa IHIIH, €KESIHEBHO MPUMEPHO B
OZIHO M TOXE BpEeMH.

Tabnerka Takxe MoxkeT ObITh pacTBopeHa B 100 mul muTheBoOi (HerazupoBaHHOM) Bonbl. Jpyrue
KHJIKOCTH UCIIOTIb30BaTh HEJb3s1. J{J1sl MPaBUIBHOIO PaCTBOPEHUS HEOOXOUMO OIYCTHTh TaOJIETKy B
BOJly, HE pa3MuHasl, MOMEIINBATh 10 MOJHOTO pa3pyllieHus (MpUOMU3UTENBHO 15 MHUH) U TYT XKe
BBIIIUTH NOJYYEHHYIO CycneH3u0. HamuTe enie mojgoBHHY CTakaHa BOJBI, ONOJIACKUBAsl CTECHKU U
BBIIUTH MOJIYYEHHYIO CYCIIEH3HUIO.

4.3. [IporuBonoka3zanus

J ['mnepuyBCTBUTENBHOCTh K Te(UTHHUOY WM K JIHOOOMY M3 BCIOMOTAaTeIbHBIX BELIECTB,
MepPEUnCIIEHHBIX B paznene 6.1.
J bepemeHHOCTH 1 IEpUOJ TPYIHOTO BCKapMIMBaHUs (CM. pasaen 4.6).

4.4. OcoOble yKka3aHMsl M Mepbl PeJ0CTOPOKHOCTH NPU NPUMeHEeHUH

[Ipu pemenun Borpoca o Ha3HaueHUH Ipenapara ['epuTHHUO B epBON TMHUU TEPAMTUH IS JICUCHHS
MECTHOpacCIpoCTpaHeHHOro win Meracrarnueckoro HMPJI pekoMeHyeTcst onpeneneHne MyTanuu
EGFR B omyxoneBoil TkaHM y Bcex manueHToB. Ecnu oOpaszer] TKaHU OIMyXOJH HEAOCTYIEH s
HCCIIE0BAHMS, MOKHO UCIIOJIb30BAaTh LUPKYIUPYIOLLYIO OILyXOJIEBYIO JTHK
(1€30KCUPUOOHYKIIEHHOBYIO KHCJIOTY), TIOJYyYeHHYI0O U3 00pas3noB KpoBu (Tutazmel). s
OIpesieNIeH!s] MyTalluid B o0pasliax TKaHU OMyXOJM M LupKyaupyromeil omyxonesoir JTHK BaxHo,
4yTOOBl ObUIa BbIOpaHa BaTUAMPOBAHHAS U Ha/EXKHAs METOJWKA, MO3BOJSAIONIAsi MUHUMHU3HPOBAThH
BO3MOXHBIE KaK JIO’KHOOTPULIATEIbHBIC, TAK U JIOXKHOIIOIOKHUTENbHBIEC PE3YNIbTAThL. B riepBol TMHUN
Tepanuu reUTUHUO HE MOXKET OBITh MPUMEHEH BMECTO XUMUOTEPAINH Y MAallUEHTOB C OTCYTCTBUEM
mytauuu EGFR.

Harepctunmansaoe 3aboneBanne gerkux (M3J1)
Y 1,3 % mnanuentoB, moiy4arommx repuTHHUO, Oblo 3apeructpupoano N3JI, xoTopoe MOrio
XapaKTEePU30BaThCSA OCTPHIM HAYaJIOM, MPH 3TOM B HEKOTOPBIX CIIyYasX HAOJIOMAJICS JIeTaabHBIN
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npenapara JODKHO OBITh IMPEKPAIlEHO M HE3aMENJIUTENIbHO IMpoBeaeHO oOcienoBanue. Ecmu y
nanueHTa mnoarBepxknaercs Hamuuue W3JI, mpuem repuTuHMOAa NpeKpalmialOT W MaLUEHTY
HA3HA4YaeTCsl COOTBETCTBYIOLIEE JICUEHNUE.

VY nanuentoB ¢ HMPJI, nonydarommx repuTHHAO WM MPOXOIAIIMX XUMHUOTEPAITUIO, OMPEICICHBI
cienyromue GakTopsl pucka pazputus 3J1 (He3aBUCHMO OT TOTO, TOTy4YaeT JIU MAIUEHT TePUTHHUO
WIM TPOXOJUT XHMMHOTEpANHIo): KypeHue, Tshkenoe olmiee cocTtosHue ((GyHKIHOHATBHBIN
craryc >2), CHIKeHHE 00beMa HOPMAaJbHOH JIETOYHOH TKAaHM TIO JAaHHBIM KOMIIBIOTEPHOMH
tomorpaduu (<50 %), nenaBuo nocrasnenssiii fuarno3 HMPJI (< 6 mecsne), 3J1 B anamuese,
MIOXKUJION BO3PACT (> 55 JIeT) U COMyTCTBYIONINE CEPICTHO-COCYAUCTHIE 3a00sieBanus. [10BBIIIEHHBIIH
puck pasutus WM3Jl mnpu nedeHuHn TrePUTUHHOOM 1O CpPaBHEHUI0 C XUMHUOTEpanuen
MIPEUMYIIIECTBEHHO OTMEYaeTcsi B NEpBbie 4 HeAeNu JieueHUs (CKOPPEKTUPOBAHHOE OTHOIICHHE
mancoB (OII) 3,8; 95 % noepurensHblii unTepBan ([AW) or 1,9 mo 7,7). B nmanpueiimem
OTHOCUTEJIbHBIN pUCK MeHblle (ckoppektupoBannoe OLI 2.5; 95 % AU or 1,1 mo 5,8). Puck
JIETAIILHOTO MCXO0/1a y AIMEHTOB C pa3BUBIIMMCS Ha GoHE mpreMa reUuTUHUOA TN XUMUOTEPaATHH
W3JI BeIIIEe IpH HAJTMYMU CIETYIOMUX (PaKTOPOB PUCKA: KypeHHUE, CHIDKeHHE 00beMa HOPMaJbHON
JIETOYHOM TKaHHW MO JaHHBIM KoMIbloTepHOW ToMmorpaduu (< 50 %), U3JI B anamHe3e, MOKHUION
BO3pact (> 65 5et) u Hajau4rue OOMMPHBIX 00IacTel, CIIassHHBIX ¢ TUIEBpoi (> 50 %).

[enaToTOKCMYHOCTD U MEYEHOYHAsl HEJIOCTATOYHOCTh

beutn orMeueHbl n3MeHeHHsT (DYHKIMOHAIBHBIX IMEYEHOYHBIX MPOO (BKIIIOYAsI MOBBIIMICHUE YPOBHS
ananuHamuHotpancgepassl (AJIT), ACT, OounupyOuHa), peaKko CONPOBOKIABIIMXCS Pa3BUTUEM
renaruta (cMm. paszgen 4.8.). Hmerorcs otTaenbHbIE COOOMIEHHS O PAa3BUTHHM  TEYCHOYHOU
HEJIOCTaTOYHOCTH, B HEKOTOPBIX CIydasX OTMEYEH JICTAIbHBIM HCX0H. B cBiI3m ¢ 3TUM
PEKOMEHyeTCsl TepuoArueckn Oparh (QyHKIHMOHANbHBIE MPOOBI medeHu. [eguruHu®d crnemyer c
OCTOPOXXHOCTBIO HCIIOJIb30BaTh MPH MMEIOIIUXCS HApYIIECHHUsIX (YHKIMH TEYCHH OT JIETKOW JI0
YMEPEHHO CTeNeH! TsDKECTH. Ecim oTMedaroTcs TspKenble HapyIIeHus], IpUeM Ipenapara JI0JKeH
OBITH MTPEKPAILIEH.

Hapymenne QyHKIUHM TEYeHH, BBI3BAHHOE ITUPPO3OM, NMPHBOAUT K TIOBBIIICHHIO KOHIICHTPAIUU
reutuHnOa B masme (cM. pasnen 5.2.).

BzanMorieiicTBre ¢ IPYTUMU JIEKapCTBEHHBIMH MTPErapaTamMu

[Tpenaparsl, naaynupytomue CYP3A4, moryt ycunusars MeTaboau3M reUTHHUOA U CHUXKATh €T0
KOHIIEHTPAIIMIO B IU1a3Me. TakuMm 00pa3oM, COMyTCTBYIOIIEE PUMEHEHHE MPETapaToB-UHIYKTOPOB
CYP3A4 (umanpumep, ¢QeHuTomHa, kapOamaszenuHa, pudaMmnuiuHa, O0apOUTYpaToB MU
JIEKapCTBEHHBIX IpernaparoB, COAep:Kallux 3Bepodo (Hypericum perforatum)) MOXET CHU3HUTH
3(pPEeKTUBHOCTH JICUEHHUS], U €T0 clieayeT u3derars (cM. paszaen 4.5.).

VY OTHenpHBIX MAIMEHTOB, UMEIONIUX TeHOTHN MemieHHoro Meradommsma o CYP2D6, tepamnus
MoIHbIM UHTHOUTOpoM CYP3A4 MOXET MpPUBECTH K MOBBIIMIEHUIO KOHIIEHTPAllMU TeUTHHUOA B
wiazme. B Hauane neyenust unruouropom CYP3A4 crnenyer mpoBecTd TIIATEIbHBI MOHUTOPUHT
BO3HUKHOBEHUS HEXeNaTeIbHBIX PeaKInii MarueHToB Ha Teputunud (cM. pazaen 4.5.).

Coo0mianocs O THOBBIIIEHHH MEXAYHApOIHOTO HopMaiu3oBaHHoOro otHoweHus (MHO) w/wnu
BO3HMKHOBEHUH KPOBOTEUEHHH Y HEKOTOPBIX MAIEHTOB, IPUHUMAIOIINX BaphapuH COBMECTHO C
reuTHHUOOM. Y MalMeHTOB, OTHOBPEMEHHO MPUHUMAIOIINX BappapuH U repuTUHUO, HE0OXOIUMO
PEryispHO KOHTPOJIMPOBAaTh U3MEHEHUs MpoTpoMouHoBoro Bpemenu (I1B) nimun MHO.

HeKapCTBeHHBIe nopenaparbl, BbBI3BIBAOININEC 3HAYUTCIBHOC W JIIHUTCIBHOC ITOBBINICHUC pH
KEIYAOYHOTO COMAEPKUMOTO, TaKWe KaK HMHTHOUTOPHI MPOTOHHON MOMITBI U aHTaroHUCThl Ho-
THCTaMUHOBBIX PEHCIITOPOB, MOTYT CHUXKATH 6I/IOJIOCTy1'IHOCTI) U KOHICHTPAIHUIO l"e(bI/ITI/IHI/I6a B
ma3Me, a 3HaYuT, MPUBOIUTH K CHIDKEHUIO ero 3(¢ekTHBHOCTH. CxomHbIM 3(h(EeKToM MOryT
O6J'IallaTI) N aHTAaUIAHBIC NpCraparbl, €CJIIM UX CUCTEMATUUYCCKHU IPUHUMAIOT OIIM3KO 110 BPEMCHH C
re¢utHHIOOM (cM. pasaen 4.5. u 5.2.).
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repuTHHUOOM ¥  BUHOPENOMHOM, TOKAa3bIBalOT, 4YTO Te(QUTUHUO MOXET  YCHUJIMBATh
HEUTPONEHNYECKOE eHCTBIE BUHOPEIOHHA.

JlonoHUTeIbHBIE MEPHI MPEI0CTOPOIKHOCTH P UCIIOJIE30BAHUU

[TanieHTam ciieayer HEMEMJICHHO OOpaTUThCS 3a MEIUIIUHCKOW TOMOIIBIO TPU TSHKEIOH WIH
YIIOPHOW Juapee, TOITHOTE, PBOTE WJIM AHOPEKCHH, MOCKOJBKY 3TH COCTOSHHUS KOCBEHHO MOTYT
MPHUBECTH K 00e3BOkMBaHUIO. ClieayeT MPOBOMUTH JICUCHHE JTAHHBIX SIBICHHA B COOTBETCTBHH C
KIIMHUYECKUMU TTOKa3aHusiMu (cM. pasznen 4.8.).

[TanmeHThl, y KOTOPBIX BO3HUKAIOT MPU3HAKA U CHMITOMBI, YKa3bIBAIOIINE HA KEPATHT: OCTPOE WU
ycyryonsmomieecss BOCHAJCHHE IJIa3, CIIE30TCUCHUE, IIOBBIIICHHAs CBETOYYBCTBUTEIBHOCTb,
HEYETKOCTh 3peHUs, O0JIb B IVIa3aX W/WIIM MOKPACHEHHE I71a3, TOJDKHBI He3aMeUTUTENIbHO OOPaTUThCS
K 0)TaIbMOJIOTY.

[Ipu moATBepkA€HUN TUArHO3a S3BEHHOTO Keparuta JjieueHue reUTUHUOOM cenyeT mpepBarh, a
€CIM CHUMIITOMAaTHKa HE pa3peliaeTcs WIA BO3HUKAET BHOBb IIPU BO30OHOBJICHUU JICUCHUS
reUTHHUOOM, CJeIyeT pPacCMOTPETh BO3MOXKHOCTh OKOHYATEIILHOTO MpEKpallleHus MpHeMma
npenapara.

ITpu npumeHennu repuTHHUOA U JTy4eBOM TEpalluU B KaueCTBE TEpaluM MEpBOI JMHUU Yy JIeTel ¢
ITIMOMOM CTBOJIA MO3rd MM HEPAIUKAIBHO YNAJCHHOW CYNPAaTeHTOPUAIbHOM 3JI0Ka4Y€CTBCHHOU
IMOMON ObUIM 3aperucTpupoBanbl 4 ciydas (1 ¢ JeTalnbHBIM MCXOJIOM) KPOBOM3JIMSHHUS B
ueHTpanbHyto HepBHYIO cuctemy (LIHC). Beun 3apeructpuposan ciyuait kpoBouziusiaus B LIHC y
peOeHKa ¢ SMEeHJUMAIbHONM IJIMOMOM, KOIrJja HCIHOJIb30Bajack MOHOTepanus repuTHHHOOM. Y
B3pocibix manueHToB ¢ HMPJI, monmy4aromux reuTHHUO, TOBBILIEHHBIH PHUCK Pa3BUTHA
1epedpanbHbIX KPOBOTEUEHHH HE YCTAHOBIIEH.

CooOmanocs o neppopannu xemynouyHo-kuieqoro Tpakra (ZKKT) y nanueHToB, NprHUMAOLIINX
reputunnO. B OonmbIMHCTBE cilyyaeB nepdopanus ObUIa acCOIMMPOBaHA C APYTMMH M3BECTHBIMU
@aKTOpaMI/I PUCKa, B TOM YHCJIC COIMYTCTBYIOLICC MPUMCHCHUEC NIPCIapaTOB, TAKUX KaK CTCPOUIHBIC
WIM HECTEPOUHBIE MPOTUBOBOCHATUTENBHbIE CPEACTBA, Haduuue B aHamHe3e u3bs3BieHus KKT,
BO3PAcCT, KypC€HUC WJIM METACTA3bl B KUIICYHHUK B MECTaxX nepq)opaum/l.

BcnoMorarenpHble BellecTBa

Hampuu

JlaHHBIN JeKapCTBEHHBIN Mpernapar colepKuT MeHee 1 Mmonb (23 Mr) HaTpus Ha Pa3oBYIO J03Y, TO
€CTb, 110 CYTH, «HE COIEPKUT HATPUSD.

4.5. Bzaumopeiicteue ¢ JAPYrMMH JICKAPCTBEHHBIMH IpenapataMM H JApyrue BHIbI
B3aMMOJeCTBHI

Metabonu3m repuTHHNOA OCYIIECTBIsIETCS OCpeACTBOM H3odpepmenTa nutoxpoma P450 CYP3A4
(npeumyiectBeHHO) U niocpenctsom CYP2D6.

AKTHBHBIE BEIIECTBA, CIOCOOHBIE MOBBICUTH IJIA3MEHHYIO KOHIIEHTPALIUIO reUTHHIOA

B uccnenoBanusix in vitro 6p110 TOKa3aHO, YTO TEPUTHHUO SIBISIETCS CyOCTPaTOM P-TIIUKOTIPOTEHHA.
Hwmeromuecs: JaHHbIE HE MMO3BOJISIOT MPEANOI0KUTh KAKUX-TH00 KIMHUYECKUX MOCIEICTBUI 3TOr0
¢akra. BemectBa, wunrubupyromue CYP3A4, wMoryr cHuWXare KIUpeHC reduTUHUOA.
ComyTcTByromee MNpUMEHEHHE MOIIHBIX HHrHOUTOpoB aktuBHOCTH CYP3A4 (mampuwmep,
KETOKOHA30J1, T03aKOHA30J1, BOPUKOHA30J1, THTHOUTOPBI TPOTEA3bl, KIAPUTPOMHUIINH, TETUTPOMUIIIH)
MOKET TPUBOAUTH K TIOBBIINICHUIO KOHIEHTpaluu repuTuHHOa B MazMe. ITO MOXKET OBITh
KIIMHUYECKHM  3HAYMMO, TIOCKOJIbKY  HEXEJIaTeJIbHbIe pPEaKIUH CBS3aHbl C  JO30H U
MIPOIOJKUTENILHOCTBIO BO3/IecTBUs npenaparta. [oBblenne MoxxeT ObITh 0oJiee CyIeCTBEHHBIM Y
OTJICTIFHBIX MAIIIEHTOB C TEHOTUTIOM MesieHHOTro MeTabomm3ma 1o CYP2D6. [1pu npenBaputensHOM
JICUEHUU UTpakoHa3oioM (MomHbIM HHruOuTOpoM CYP3A4) cpemnsisi 1uiomans MOJ KPUBOM
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[Ipu comyrctByromeil Tepanuu MouHbIME HHrHOMTOpaMu CYP3A4 HEo0X0OMMO TIIATETHHO
KOHTPOJINPOBaTh BOSHUKHOBEHHE Y NMAIMEHTA HEXKEJIATEIbHBIX PEAKIIMHI.

JlaHHBIX O comyTcTBytomiel Tepanuu uHruouropamu CYP2D6 Het, HO y MalMEHTOB C BBICOKOU
aktuBHOCTBI0O CYP2D6, MomHble MHTHOUTOPHI 3TOro (epMEeHTa MOTYT BBI3BaTh ITOBBIIICHHE
KOHIICHTpaIuu reuTruHrOa B TU1a3Me IpuUMepHO B 2 pasa (cM. pasaen 5.2.). Eciu Hauaro neueHue
MomiHeiM ~ uHTHOMTOpOoM CYP2D6, HeoOxomumo TIIaTelnbHO CIEIUTH 332  BO3MOXKHBIM
BO3HUKHOBEHUEM Yy MAI[UEHTA HEXKEJIaTEIbHBIX PeaKIInil.

AKTHBHBIC BEIlIeCTBa, CIIOCOOHbIE MOHU3UTD MIIa3MEHHYIO KOHIIEHTpAIIo reputunnba
BemectBa, unaynupytomme aktuBHOCTh CYP3A4, Moryt ycuinuTh MeTabOnIM3M W TOHHU3HTH
KOHIIEHTpaIuio reuTHHHUOA B TJIa3Me, TaKKUM 00pa3oM cHIKas 3QPeKkTuBHOCTH repuTrHUOA.

Crnenyer m30erarb COMYTCTBYIOIIEH TEpanmuH JIEKAPCTBEHHBIMH CpPEACTBAMH, HHIYLUPYIOIIUMHU
CYP3A4 (manpumep, deHuToMH, kKapbamaszenuH, pudammnuuuH, O6apOuTyparhl WM 3BepoOoit
(Hypericum perforatum)). Ilpu npeaBapuTeI-HOM J€YCHUN pUGAMITHITHOM (MOITHBIM HHAYKTOPOM
CYP3A4) cpeansiss AUC reputnnnOa y 310pOBbIX JOOPOBOIBIEB CHU3WIACH HA 83 % (cM. pazmen
4.4.).

BeriectBa, BBI3BIBAIOIIHME 3HAYUTEIBHOE MTPOIOJDKUTENILHOE YBenYeHnEe pH comepkuMoro sxenyka,
MOTYT CHMXXATh KOHIIEHTPAIUIO reUTHHMOA B IJIa3Me, TaKUM 00pa3oM CHIKas 3()(EeKTHBHOCTH
reutnHnOa. BricOKHE 103bI aHTAIMIHBIX TIPENApaToOB KOPOTKOTO JACHCTBHSI MOTYT OKa3aTh CXOIHOE
NEeCTBUE, €CIM WX CHCTEMAaTHYeCKH TNPUHUMAIOT ONU3KO 10 BpeMeHH C TrepuTuHHOOM.
ComyTcTByroiiee MNpPUMEHEHHE ¢ Te)UTHHUOOM pAaHUTHAMHA B JIO3UPOBKE, BBI3BABIICH
IIPOAOJIKUTENbHOE NOBBIIeHHE pH conepxumoro xemyaka > 5, nano cHmxkeHue cpenneid AUC
reuTHHIOA y 30pOBBIX 100poBOJbIEB Ha 47 % (cM. pazaen 4.4. u 5.2.).

AKTHBHBIC BEIICCTBA, IJIA3MEHHBIC KOHIICHTPAIIUU KOTOPBIX HW3MEHSIOTCS TIO  BJIUSHUEM
re¢uTHNOA

UccnenoBanust in vitro moka3anu, 4to reputuHUO o007amaeT OrpaHUYCHHBIM MOTECHIIMAIOM
unrubuposanus CYP2D6. V nanneHToB, MPUHUMABIIUX T€PUTHHUO MapasieIbHO C METOMPOIIOIOM
(cyoctparom CYP2D6), yBenmmuuBanachk skcroszurus (AUC) metomponona Ha 35 %. Takoe
MOBBIIIEHNE KOHIEHTPAUA MOXKET OBITh 3HAYMMBIM JUIS BEIIECTB C Y3KUM TepareBTUUYECKUM
uHAEKCOM U sBisomuxcs cyocrparamu CYP2D6. [lpu npumeHeHun NOeHCTBYIOLIMX BEILECTB,
aprsromuxes  cyocrparamu  CYP2D6 B komOuHaiuu ¢ reuTHHHOOM ClieyeT OICHHTH
HEOOXOAMMOCTh KOoppekiuu 1036l cyoctpata CYP2D6, ocobGeHHO s mpenaparoB € y3KUM
«TeparneBTUYECKUM OKHOM).

I'epuTHUO sBISIETCS MHTUOUTOPOM «O€NKa yCTOMUMBOCTH paka MojodHoi xenesb» (BCRP) in
Vitro, HO KJIMHUYECKOE 3HaY€HUE ITUX JAHHBIX HE YCTAaHOBJIECHO.

I[DVTI/IG IIOTCHIMAJIbHEBIC BSaHMOHCﬁCTBHﬂ
VY HEKOTOPBIX MAIMEHTOB, OJHOBPEMEHHO IMONy4aBIIUX BapdhapuH, orMedanu mnosbienne MHO
W/unv KpoBoTeueHus (cM. pazaen 4.4.).

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD M JTAKTAIUSA

JKeHIMHbI ¢ AETOPOAHBIM ITOTEHIIMAIOM (KOHTPALIENIUS V MY)KUYMH U JKEHIIWH)

MyX4uuHaM H KCHIIMHAM C COXPAHEHHBIM PENpPOAYKTUBHBIM IMOTEHIIMAJIOM BO BpEMs JICUCHHS
reuTHHUOOM M, KaK MUHUMYM, B TE€UEHHE 3 MECSIEB TOCJE JICYCHHs CIIEAyeT HCIOJIb30BaTh
HaJIe’KHbIE METO/Ibl KOHTPALICTILINH.

bepemeHHOCTH
JlanHble 0 mpuMeHeHnu repuTrHnba y OepeMeHHBIX JKEHIIIMH OTCYTCTBYIOT. B nccienoBanusx Ha



B N2 1146
KUBOTHBIX OOHApy)K€Ha PpENpOAYKTUBHAs TOKCHYHOCTh rl’c:M' —lEljgzz:l%“TESﬂSI:ﬁ 'F dJ'I/ITI?IIFIIl'/II

26.01.20

COOTBETCTBYET SKCTIEPTHOMY OTHETY

IMIPOTHUBOIIOKA3aH JIs1 IPUMCHCHUA B IICPUOL 6epeMeHHOCTI/I.

JlakTanus
CeneHuss O TPOHUKHOBEHMHM Te(UTHHMOA B TpPyIHOE MOJOKO YeJIOBEKa OTCYTCTBYIOT.

dapmakoqMHaMU4YeCKHe  (TOKCHKOJOIMYECKHE)  JaHHble, IOJY4YEHHblE Ha  JKMBOTHBIX,
CBHJIETEIILCTBYIOT, UTO Te(UTUHUO U €ro METabOIHUTHI KyMYJIUPYIOT B MOJIOKE JIAKTUPYIOIIUX KPBIC.
I'eputuHu® npoTHUBONOKAa3aH Uil NPUMEHEHUs B IEpUOJ I'PYIHOrO BCKapMmilMBaHus. B mepuon
neyeHus npemnaparom [epuTHHUO rpyaHOEe BCKApMIMBAHHE CIIEAYET IPEKPATUTh.

4.7. Bausinue Ha CHOCOOHOCTH YIPABJATH TPAHCIHOPTHHIMH CpeICTBAMH M padoTarb ¢
MeXaHU3MaMu

HOCKOJ'IBKy BO BPEM: MIPOBEACHUA TEpAIINU Fe(bI/ITI/IHI/I6OM MOT'YT pa3BUTBECA TaKUC HCXKECIATCIbHBIC
pC€aKkMu KakK aCTCHHUA, TOINHOTA U PBOTA, HGO6XOI[I/IMO COGJIIOI[&TB OCTOPOXXHOCTb IIPpHU BOXJACHUU
ABTOMOOMIISL U 3aHITHIX APYIUMH MMOTCHIUAJIBHO OITACHBIMU BUJAAMU NCATCIIBHOCTH, Tpe6y1-0H_[I/IMI/I
MMOBBIIICHHOMN KOHICHTpAall BHUMAHHUA U 6LICTpOTI)I IICUXOMOTOPHBIX peaKuHﬁ.

4.8. HexxesareabHbIe peakunu

Pesrome npoduiist 6e3onacHocTH

Haunbonee wyacto BCTpeYarOLMMMCA 3apETUCTPUPOBAHHBIMU  HEKEJIATEIbHBIMU  PEAKLUSIMH,
HaOmoxapmuMucs 6osee ueM y 20 % manueHToB, ObLIN Tuapes U KOKHBIE peakuuu (B TOM YHCIIe
ChlIIb, aKHE, CYXOCTh KOXKU U KOXKHBIH 3y1).

HesxenarenpHbie peakuuy 0ObIYHO BO3HUKAIIM B TEYCHHUE MIEPBOTO MECALA JICUCHUS U, KaK MPaBUIIO,
umenu oOpatuMbliil xapakrtep. IlpumepHo y 8 % manueHTOB BCTpeUaroTCsl TsKeIble MOOOYHBIE
neiictBust (toxcuuyHocts III mmum IV crenenn no Illkane oOmMX KpUTEPUEB TOKCUYHOCTU
Hanmonansnoro uncrutyta paka (NCI CTC, ganee CTC)). IlpumepHo 3 % nanueHTOB NPEKpaTUiIn
MIPUMEHEHNE Iperapara BCIeICTBUE HEXKeIaTeIbHbIX PeaKIUi.

N3JI pa3Bunocs y 1,3 % nanueHTos, 4acto B Tsoxenol ¢popme (TokcnyHocTs 111 umu IV crenenu no
mikane CTC). 3apeructpupoBaHbl ciayyau JIETaIbHOIO UCXOAA.

TabnuuHoe pe3toMe HexenaTeabHbIX PeaKIUi
[Ipoduns OGe3omacHOCTH, MpEACTaBICHHBIM B Tabnuie 1, OCHOBAaH Ha JaHHBIX, MOJTYYEHHBIX B
KIIMHUYECKUX UCCIEIOBAHMSIX, U OMBITE MOCTPETUCTPAIMOHHOTO MPpUMEHEHHs repuTuHuoa.

YacToTa BOSHUKHOBEHUS HEXKEIIATEIbHBIX PEAKIUN:

o4eHb yacTo (> 1/10),

gacto (> 1/100, o < 1/10),

Hedacto (> 1/1 000, Ho < 1/100),

penko (> 1/10 000, Ho < 1/1 000),

odyeHb peako (< 1/10 000),

9acTOTa HEM3BECTHA (HA OCHOBAHUHW MMEIOIIMXCS JAHHBIX OIICHUTH HEBO3MOXKHO).

Ta6Jmua 1. HexxenmarenbHbIe pCaKkru 1o CUCTEMHO-OPIraHHbIM KJIACCaM U YaCTOTC ITPOSABJIICHU A

CucTeMHO-OpraHHblil KJj1ace Yacrora HexenarejbHas peakuus
Hapymenust merabonmuszma u AHopexkcus, B GopMe OT JIETKOH 10 yMepeHHOH
Ouenb yacTo
MUTaHUSA (I ummu 11 crennens mo CTC)
KonbloHKTHBHT, OedapuT U CHHIPOM CyXOro
Yacro 1a3a*, B OCHOBHOM B Jierkoit popme (I crenens
Hapymenuss co  cTOpoHBI o CTC)
OpraHa 3peHus Opo3us poroBuilsl, oOpaTHMas, HWHOTJa B
Heuacto COYETaHMH C aHOMAJbHBIM POCTOM PECHUIL
Keparur (0,12 %)
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CHCTeMHO-0PTaHHBIN KJIace Yacrora He'gesdrenpnas ' bt
Hapymenust co  cTOpOHBI Yacto KpoBoreuenus, TaKue KaK HOCOBOE
COCYJIOB KPOBOTEUCHUE M TeMaTypHsi
Hapymenust co  cTOpOHBI WurepcrunmansHoe  3a0o0ieBaHHE  JIETKUX
JbIXaTeIbHON CHCTEMBI, |y (1,3%) wuacto B Tmkenoit ¢opme (III-IV

OpraHOB TpPYOHOW KIETKH H
CPENOCTEHHUS

crenenb o mkaine CTC). 3apeructpupoBaHbl
CJIy4au C JIETAJIbHBIM UCXOJIOM

Hapymienust co ctopoHsl
KEITYIOUHO-KUIIIEYHOTO TPaKTa

OueHp 4acTo

Jluapesi B OCHOBHOM OT JIETKO# 710 ymepeHHo#H (I
unu Il crenens o CTC)

PBoTa, B OCHOBHOM OT JieTKOH 710 ymepeHHOMH (I
unu Il crenens no CTC)

Tomrnora, B ocHoBHOM Jjerkas (I cremensp mo
CTC)

CromaTuT, mpeuMyIlIeCTBEHHO B JIETKOM (hopme
(I crenens no CTC)

Yacto

O06e3BoXKUBaHUE, BbI3BaHHOE
TOILIHOTOM, PBOTOM MJIM aHOPEKCHEU
CyxocTb BO pTy™*, IpEUMYIIECTBEHHO B JIETKOH
¢dopme (I crenens o CTC)

Japeei,

Heuacto

ITankpearur
ITepdoparnus keny109HO-KUIIIEYHOTO TPAKTa

Hapymenus co  cTopoHBI
MEYEHU M IKETYEBBIBOIALINX
yTen

OueHp 4acTo

[ToBbimenne ypoBHs AJIT, B OCHOBHOM oOT
JIETKOT'O 10 YMEPEHHOIO

[loBpiienne ypoBHs ACT, B OCHOBHOM OT
JIETKOT'O 1O YMEPEHHOTO

Yacro
[oBbIieHue ypoBHsI oOmiero OmnupyOnHa, B
OCHOBHOM OT JIETKOTO /10 YMEPEHHOTI'O

Heuacto l'emarut**

OueHn 4acTo

KoxHble peakiuu, B OCHOBHOM B (opme oT
nerkoi a0 ymepennoit (I wnm Il cremens mo
CTC), mycryne3Has Cblllb, HHOTAA C 3YIOM U
CYXOCTBIO KOXKH, BKIIFOYasi TPEUIMHBI KOXKH Ha
(oHe HpUTEMBI

[Topaxenust HOrTEM
Anonenust

Yacto 0
Hapyienus co CTOpOHBI KOXKU Annepruyeckue peakuuu (1,1 %), B Tom umcie
Y TIOJIKOKHBIX TKaHE! AQHTMOHEBPOTHYECKHI OTEK M KpalvBHHUIIA
Cunapom JIaJIOHHO-TIO/TOIIIBEHHOM
Heuacto o
PUTPOIU3ECTE3UU
bymie3nble  M3MEHEHHs]  KOXH,  BKIIOYas
TOKCUYECKUM  3NHJIepMabHBIA  HEKPOJU3,
Penxo cuaapom CtuBeHca->koHCcOHa, TOTUMOPHHYIO
IpUTEMY
KoxHbIII BACKYIIUT
beccumnromuoe MOBBIIICHHE YpOBHS
KpeaTHHUHA B KPOBHU
Hapymenust co ctopons! mouek | Hacto
Y MOYEBBIBOJIAIIUX MMyTEH Hporeniyprs
e yr [uctur
Penko ['emopparndecknii HUCTUT

OO1u1re HapyLIeHUs U peaKkLuu
B MECTE BBEACHMUSI

OueHp 9acTo

AcTteHusi, MPEeUMYIIIECTBEHHO B JIETKOH (opme
(I crenens mo CTC)
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CucreMHO-OprasHbliii KJjace Yacrorta

Yacto Jluxopanka

YacTtoTa HEXENaTeNbHBIX PEaKIUd, CBSI3aHHBIX C OTKIOHCHHEM OT HOPMBI PE3yJbTaTOB JIA0OPATOPHBIX
TECTOB, BKJIIOYAET IOKa3aTeld, M3MEHUBIIHecs Ha 2 u Oonee myHkra mkamnsl CTC mo cpaBHEHHIO ¢
HCXOIHBIMHU.

*DTa HeKeNaTenbHAas peaklus MOXKET BO3HUKHYTh TApaJUICIbBHO C WHBIMU SIBICHUSIMH CYXOCTH
(IpeuMyIIECTBEHHO PEaKIUsIMH KOXKH ), HAOJIOJaBIIIMMUCS B HCCIICIOBAHUH C Te(hUTHHHOOM.

** Brorroyasi OTJICNIbHBIE COOOIICHUS O MEYCHOYHOW HEIOCTATOYHOCTH, KOTOPhIE B HEKOTOPBIX CIydasx
OKOHYHUJIUCE JIETATLHEIM UCXOJIO0M.

Onucanue OTIETbHBIX HEXKENIATSIbHBIX PEaKIIUi

Humepcmuyuanvhoe 3a601e6anue 1eekux

B xnmunnueckux uccnenoBanusix vacrora M3J1 cocraBuna 1,4 % (10 mauuweHToB) B Tpymme, Tje
npuMensiii reputunu6, npotus 1,1 % (8 mamueHToB) B rpyme, rae UCIOoIb30BAIN JOLETAKCEN.

Omua u3 cinydaeB mposieneHuss M3J1 3aBepmimiicss JeTaNbHBIM HCXOIOM B TPYIMIE MAIMEHTOB,
MPUHUMABIINX TePUTHHHUO.

B npyrom cpaBHUTENBHOM HccinenoBaHun reputnanOa yacrora M3J1 cocraBuna okono 1 % B 06enx
rpynnax. bonemmHCTBO cinydaeB Tuma M3JI ObU10 OTMEUEHO Yy TMAIMEHTOB a3HaTCKOTO
npoucxoxaeHus. Yactora ciydaeB M3J1 y manmueHTOB a3uarcKoro MPOUCXOXKICHHS, MOTYYaBIINX
Tepanuio reuTHHUOOM U 1Utanebo, 6pi1a okono 3 % u 4 % coorBeTcTBeHHO. B oHOM ciyuae M3J1
3aKOHYMJIOCH JIETAJIbHBIM UCXO/IOM, MAIIMEHT OTHOCHUJICS K TPYIITe, TpUHUMAaBIIEH Tu1ameoo.

B mocrperucrpanimoHHOM HcciieioBaHUM, NpoBeAeHHOM B SAnonun (3350 naunueHToB), 4yacToTa
3aperucTpupoBaHHbIX cirydaeB M3J1 y nanueHToB, npuHuMaBIuX reputuHuo, coctaBuia 5,8 %.

Yacrora 13JI ¢ meranbHBIM McxoqoM cocTaBmia 38,6 %.

B OTKpBITOM KIMHHYECKOM HCCIIEJOBAaHMU C ydacTheM 1217 manueHTOB CpaBHUBAIU TEPAIUIO
reUTHHNOOM C ABYXKOMIIOHEHTHOM XHMHOTepanuend KapOomnaaTHHOM/IaKINTAKCeIOM B KaueCTBe
Tepanuu MepBoi JIMHUHU y NanueHToB ¢ pacnpoctpaneHHbIM HMPJI B Asun. Yacrora ciayyaes U3J1
cocraBuia 2,6 % B rpymnne JiedeHus repuTHHUOOM B cpaBHeHuu ¢ 1,4 % B rpymne npuMeHeHHs
KapOoIIaTuHa/MaKJInTaKcea.

Coo0b11eHne 0 Mo103peBaeMbIX HE)KEJIATEIbHbBIX PEAKIUAX

BaxHo coo0mars O MOJO3pEBAEMBIX HEXENATeNbHbIX PpEakUusAX I0clIe€ pPerucTpanuu
JIEKapCTBEHHOT0 Mpernapara ¢ Lelblo 00ecleueHus] HENpepbIBHOTO MOHUTOPHUHIA COOTHOLICHHS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIrO Ipenapara. MeIuIMHCKUM paOOTHUKAM pEKOMEHyeTCs
coo01IaTh 0 JHOOBIX MOI03PEBAEMBIX HEKENATEIbHBIX PEAKIUAX JEKAPCTBEHHOTO Mpernapara uepes
HalnmMOHAJIbHBIE CHCTEMBI COO6HIGHI/I$[ 0 HCKCIIATCIBbHBIX PCAKOUAX TOCydapCTB — UYJICHOB
EBpasuiickoro 5kOHOMHYECKOTO COI03a.

Poccuiickas ®enepanus

DdenepanbHas ciyx0a mo Haa30py B chepe 3apaBooxpaneHus: Poc3apaBHangzop

Anpec: 109012, Mocksa, CnaBsiHCKas iomans, 1. 4, ctp. 1

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

OnekTpoHHas mouta: pharm@roszdravnadzor.gov.ru win npr@roszdravnadzor.gov.ru

CaiiT B mHGOpPMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOU ceTH «HTepHeT»: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CUMOTOMBI

B xnuaMuecknx uccnenoBanusx | Gpaspl orpaHUYeHHOE YHCIIO MAIIMEHTOB MOyYaio eKEAHEBHO 10
1000 mr redputnanbGa. Habmroganoch yBeIMUeHUE YacTOTHI U TSHDKECTH HEKOTOPBIX HEXKEIaTeTbHbBIX
peakiuii, B OCHOBHOM JUAaper U KOXKHBIX PEaKIni.
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re¢utuaUO B go3upoBke oT 1500 mo 3500 mr. B 3TOM mccnenoBanuu 3kcno3univs reuruHuba He
Hapacrajga C yBEJIMYCHHEM J103bl, HEXKEJATeNbHbIE PEaKIUU ObUIM B OCHOBHOM OT JIETKOH /0
YMEPEHHOW CTENEHU BBIPAKCHHOCTH U COOTBETCTBOBAIM HM3BECTHOMY MpOodmiio 06e30macHOCTH
reuTHHUOA.

JleueHnue

Crenuduyeckoro JeYeHHs CIydaeB Mepeo3uPOBKU TeuTHHNOOM HeT. HexxenaTenpbHbIe peakiiuu,
BBI3BAHHBIC HGpGI[OSHpOBKOfI, CJIGILYCT JICHYUTh CUMIITOMAaTU4YCCKH, HpI/I OCO6€HHO TAXKCIIbIX @opMax
JUapeu JICYCHUE TIPOBOUTCSI B COOTBETCTBHH C KIIMHUYECKUMHU MTOKA3aTeIISIMH.

5. PAPMAKOJIOTTYECKHUE CBOMCTBA
5.1. ®apmakoaMHaAMH4YeCKHe CBOMCTBA

dapmakoTepaneBTU4ecKasi rpynmna: NpOTHUBOOIYXOJIEBbIE CPEACTBA; MHIMOUTOPBHI MPOTEMHKUHA3;
MHTHOUTOPBI THPO3UHKUHA3KI pelienTopa snuaepmainsHoro (pakropa pocra (EGFR).

Kon ATX: LO1EBO1

MexanusM jeiictBus U hapMmakogrHamuyueckue 3GQexTo

OnunepManbablii GakTop pocra u ero penentop (EGFR [HERI; ErbBl1]) sBusiroTcss 0CHOBHBIMU
GdakTopaMu CTUMYISLMM poOCTa U Mpoiudepalud HOPMAJIbHBIX M  OIYXOJIEBBIX KJIETOK.
AxtuBupyromas myranusi EGFR B onyxoneBoil kieTke urpaer BaxHy0 posib B CTUMYIISILIMM POCTa
OITyXOJIEBBIX KJIETOK, OJIOKUPOBAHMU aIOINTO3d, YBEIUYEHUN MPOIYKIIMHA aHTMOTEHHBIX (aKTOpOB U
CIOCOOCTBYET MPOIECCY METACTa3UPOBAHHUS.

I'epuTuHUO — CeNEeKTUBHBI HU3KOMOJIEKYISAPHBIH HHIUOMTOP TUPO3UHKUHA3bl PELENTOPOB
snuAepMalbHOTO  (hakTopa pocTa, APQPEKTUBHOE CPENCTBO Ui JIEYEHHUS MAIUEHTOB C
aKTUBHUPYIOUIMMHU MyTalMsIMM B JoMeHe THpo3uHkuHa3bl EGFR BHe 3aBucuMocTH OT JMHMHK
Tepanui. KIMHIYECKH 3HAYUMON aKTHBHOCTH Y TAIMEHTOB, HE WMEIOMIMX B OMYXOJIH MYyTalui
EGFR, BoIsIBII€HO HE OBLIO.

UyBCTBUTENHHOCTh K T€PUTUHUOY MpPHU HAIWYUU YacTO BCTPEUAIOIIMXCS MYyTallMid perenTtopa
snuAepManbHoOro Gaktopa pocta (aeneruu 19 sk3ona; L858R) Obuia yoenuTenbHO MOATBEPKACHA
pe3yibTaTaMu KIMHUYECKUX uccieaoBanuii. CyliecTBYIOT OTIeIbHbIE JaHHbIE 00 OTBETEe Ha
reUTHHUO TPU HATMYUM MEHEEe PaclpOCTpaHEHHbIX MyTanui. [loka3zaHa 4yBCTBUTEITBHOCTHh K
rebputuHuOy npu peakux Mytamuax G719X, L861Q u S7681, a nmpu U30IUPOBAHHOM MYTAIHH
T790M wmnu n30nupoBaHHBIX HHCEPHHsIX 20 IK30HA UMEET MECTO PE3UCTEHTHOCTh K Te(pUTUHUOY.

Pe3ucreHTHOCTD

B GonbmmucTBe cinyyaeB HMPJI ¢ mytanmsimu B nomene EGFR, noBeimaromumumu 4yBCTBUTENBHOCTD,
pa3BUBAETCA PE3UCTEHTHOCTh K re(puTUHUOY, cpeHee BpeMs /10 MPOrpecCUpoBaHUs 3a00JIEBaHUS
COCTaBJIsET | roz1 OT Hauasa Tepanuu.

[Tpubnusutensuo B 60 % ciiydaeB ycTOMUMBOCTH CBsS3aHa cO BTOpHYHOM Mytauuenr T790M, s
KOTOpPOW MHTMOUTOPHI TUPO3UMHKHMHA3KI, perenTtopa snuaepmansHoro (akropa pocta (EGFR TKIs),
HarpaBieHHble Ha T790M, MOryr paccMarpuBaTbCs B Ka4eCTBE BapHAHTA JIEUYEHUS CIEIYHOLIEH
muHud. K IpyruM NOTeHIMaIbHBIM MEXaHW3MaM YCTOMUMBOCTH, O KOTOPBIX COOOIIAIOCH IOCIE
JieueHusl TpernaparaMmu, OJOKHPYIOIIMMHU CHUTHAJ pelenTopa SMuiepMalbHOro ¢akropa pocra,
otHocarcs ammudukarms rena HER2 u MET, u myrauun PIK3CA. O cmene ¢enoruna Ha
MEJTKOKJIETOYHBINA paK JIETKOTO Takke coodmanoch B 5—10 % cmydaes.
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Lupkymupyromas omyxoneBas JJHK (NOCNEOOBA

B KIMHUYECKUX HCCIIEIOBAHMIX OIICHUBAIIM MYTAI[MOHHBIN CTAaTyC B 00pa3Iiax OIMyX0JIeBO TKaHU U
obpasnax rupkynupytomei omyxonepoit JIHK (110/IHK), monydeHHBIX U3 M71a3MBI KPOBH ITAIIMCHTOB
€BPOIICOHTHOM packl, ¢ ucrnonb3oBanueM TecT-cucteMbl EGFR RGQ PCR (Qiagen).

O6pa3iel onyxonu 1 110JIHK Ob1mu ncciaenoBansl y 652 nanuentoB u3 1060 npomeamux CKpUHUHT.
Yacrora oobektuBHOro oreera (HOO) y Tex MauueHTOB, y KOTOPBIX ObLIM BBISIBIEHBI MyTalluu B
omyxonu u 1o/IHK, cocrasuna 77 % (95 % AU: ot 66 % no 86 %), a ¢ myranueil TOJIbKO B
onyxoneBoit TkaHu — 60 % (95 % HAU: ot 44 % no 74 %). B sToMm mcciienoBaHUd MyTallMOHHOTO
craryca B onyxonu u 1oJIHK uyBctBuTENnsHOCTH cocTaBumna 65,7 %, cneuuduunocts — 99,8 %.

OTu JaHHBIE CONOCTABUMBI C MOJYYEHHBIMU B a3MATCKOW MOMyNIALMU. B 3TOM mccnenoBaHuu s
ananuza mytaiuid EGFR ucnons3zoBanu 1no/lHK, nmonyyeHHyo W3 CHIBOPOTKH, @ HE W3 ILJIa3Mbl C
ucnonb3oBanueM Habopa TectoB Ha EGFR myrtanmio (DxS) (N = 86). B stom uccienoBanuu
4yBCTBUTEIBHOCTD cocTanisiia 43,1 %, cneuuduanocts — 100 %.

Knnanueckast 3¢ (heKTHBHOCTD M 6€301acHOCTh

O¢¢pextuBHOCT, NpuMeHeHHs redpuTuHMOAa B MEepBOM JMHMM Tepaluud H3ydanach B
pannomusupoBaHHoM wuccienoBanuu 111 ¢aser IPASS, xotopoe mpoBoamnock B Asum (Kuraii,
lonkonr, Munonesusi, SAnonus, Manaiizusa, Oununnuuel, Cunranyp, TaiiBans u Taunmanm) c
ydactueM mnauMeHtoB ¢ pacnpoctpaHeHHBIM HMPJI (cragus III B wmm 1IV) rucrtonoruuecku
IIPEJICTABICHHON aJ€HOKAPLMHOMOM, KOTOpPBIE HMEIM HEOTATOIICHHBIM aHaMHE3 KypWJIbIIHKA
(OpocuBire KypuTh > 15 siet Ha3aq v BbikypuBasiiue < 10 mayex B roj) U HUKOIAA HE KypUIIH.

o pe3ynbTaram 3TOro UcciieA0BaHus ObLIO MOKa3aHO CTATUCTUYECKU 3HAYMMOE IPEUMYILIECTBO 110
[I0Ka3aTell0 BBDKUBAEMOCTH 0e3 mpu3HakoB nporpeccupoBanusi (BBII) u B 00bekTUBHOM OTBETE B
rpymmne, noiydaBieil reuTUHUO, 1O CpPaBHEHHUIO C TPYMIOH, MOJydaBlIed KOMOMHUPOBaHHYIO
Tepanuio KapOoIUIaTUHHIAKIUTAKCeN, KaK BO BCEH IpyMIe, TaK U B IPYIIE MALUEHTOB, Y KOTOPbIX
obutn BbIsBIEHBI MyTanuun EGFR. Iloka3arenn kayecTBa >KU3HU pa3iIUyaluCh B 3aBUCUMOCTH OT
craryca mytauud. [Ipu Hammuuu myranun EGFR 3naunTensHO Oonbliee KOJIMYECTBO MAIMEHTOB,
MOJy4YaBIIUX IeGUTUHUO, OTMEUaNIH yAydlIeHHE KauecTBa >KU3HU U OOJIerYeHHe CHUMIITOMOB IO
CpPaBHEHUIO C MOYYaBITUMU KOMOMHAIMIO KapOoraTiH/makiauTakceln. B xone uccnenosanus [IPASS
reuTHHNO MPOAEMOHCTPUPOBAI IpeBocxosAIMe 3HaueHus nokaszareneit BBII, HOO, ynyumienne
KauyecTBa KU3HU M 00JEerdyeHre CUMITOMOB 0€3 CyIeCTBEHHOM pa3HHUIbl B O0IIeH BHIKMBAEMOCTH
[0 CPaBHEHUIO CO CTAHJAPTHONW KOMOMHaIMel KapOOIUIaTMH/TIAKIMTAKCENT Y paHee He JIEYEHBIX
MAIMEHTOB C MECTHOPACIpPOCTPAHEHHbBIM Wi Metactarndeckum HMPJII ¢ moaTBepxkaeHHON
aKTUBHpYIOLIEH MyTanuel TuposunkuHassl EGFR.

[lanmeHTh! paHee NoJayYaBIINE JICUEHUE

IIpoBeneHHOE KIMHUYECKOE HMCCIEN0BAaHUE C YYAaCTHUEM IALIMEHTOB C MECTHOPACIPOCTPAHEHHBIM
nmum MeracrarndyeckuM HMPJI, koTtopsle mpenBapuTeNbHO MOIydYaad XMMHOTEPAIMIO HA OCHOBE
wiaTuHbl. B oOmiel momynsuuu He HaOMI0Aanoch CTAaTMCTHYECKM 3HAYMMOM DPAa3sHMLBI MEXIY
reduTHHENOOM 1 fonieTakcenoM (75 Mr/mM?) 10 TIoKasarensaM oOlIel BEKHBAEMOCTH, BEKHBAEMOCTH
6e3 mporpeccupoBaHus 3a00JIeBaHMsI U YaCTOThl OObEKTUBHOTO OTBETA.

B noarpymnmne naiueHToB HE a3UaTCKOT0 MPOUCXOKIEHUS HE ObIJIO OTMEYEHO 3HAYUMOM pa3HUIIBI 110
MoKa3areo o0IIel BBDKMBAEMOCTH MEXAY IPYyINIaMu, MIPUHUMABIIUMHU re(UTUHUO U JOLeTaKcel
(75 mr/m?). Tlpu oleHKe 4acTOTHl 0OBEKTHBHOTO OTBETa OTMEUEHO 3HAUMTENBHOE MPEHMYIIECTBO
reutuHnOa B moarpymnmne nanueHToB ¢ myranueir EGFR.

Taxke OBUIO TPOBEACHO PaHIOMU3UPOBAHHOE MCCIEAOBaHUE, B KOTOPOM MPHUHSUIM Yy4acTHE
nagueHTsl ¢ pacnpoctpaHeHHbIM HMPII, npenBaputensHo mnomyuuBmme 1 wimm 2 Kypea
XUMHOTEPANIUU U ObUTM HEUYBCTBUTEJIBHBIMH K JICUEHUIO WJIM TJI0XO NEPEHOCHIN TOCIEAHUNA Kype
neyeHus. ['epuTHHUO B COYETaHUU C ONTHUMAIBHOM MOJJEpPKUBAIOLICH Tepanuel CpaBHUBAJICS C
mianedo B COYETAaHMM C ONTHUMAJbHOM MoaepkuBaromied Tepanueid. l'edputnHu® He mpomiwi
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BBEDKHBAaEMOCTEL B OOIIEH nonyaanuu. Pe3ynbrarsl BI:I)KI/IBaeM(Q:TI/r Mqamcn —B' 3ABACUMOCTI OT

cTaryca KypeHus U STHUYECKOM MMPUHAICKHOCTH MALlMEHTA.

MHOroOIeHTPOBOE HEKOHTPOJIMPYEMOE UCCIIEAOBAaHUE C YYACTUEM IMALMEHTOB €BPOIICOUTHON pachl
(n=106) c HMPJI u akTuBHpytommmu, ceHcuOmmmsupyommmu mytanusimMu EGFR 6bu10 npoeneno
JUIS TIONTBEPKIEHUS CXOXKEHW aKTUBHOCTH re(pUTHHHOA B €BPONEOUIHONW M a3UaTCKON MOMYIIALUIX.
Yacrora 00bekTUBHOrO 0TBeTa coctaBmia 70 %, a meauana BBII Oblna 9,7 mecsna. DTu JaHHbBIE
aHAJIOTUYHBI [TOJYYEHHBIM B a3UaTCKOW MOMYIISILIUN.

Craryc myranuu EGFR ¥ kJIMHUYeCKUE XapaKTePUCTUKH

B uccnenoBanusix repuTMHNOAa YCTAHOBJIEHO, YTO TaKUE KIMHUYECKHE XapaKTePUCTHKHU, Kak
OTCYTCTBHME KypEHHUS B aHAMHE3€, TUCTOJIOIMUYECKH MOATBEPKIACHHAS aIEHOKAPLIUHOMA U KEHCKUI
IOJI SIBJISIFOTCSL HE3aBUCHUMBIMHU IPEIUKTOpPaMHU IMOJIOKHUTENbHOrO craryca Mmyrauun EGFR vy
IIALIUEHTOB €BPOIICONIHOM packl. Takke pacnpOCTPaHEHHOCTb OIYXOJEH C Haau4ueM MyTalul
EGFR BbIlI€ y NalIMEHTOB a3UaTCKOM pachl.

5.2. ®apmakoKHHeTHYeCKHE CBOMCTBA

Abcopbrms
[Tociie mpuema BHYTPh BCAChIBAHHUE IPOUCXOIUT OTHOCHTEIHLHO MEIJICHHO, W MaKCHUMaJIbHAS

KOHIIEHTpalus repuruHnba B IUia3Me JOCTHraeTcs B TeueHue 3—7 vacoB. CpeaHue MOKa3aTeinu
a0COIFOTHON OMOJOCTYITHOCTH Y TAIMEHTOB COCTaBISOT 59 %. [lpumem muwmu HE BIUsSET Ha
OMOIIOCTYITHOCTh JIEKapCTBEHHOTO mpenapara. [Ipu mokasarene pH xemymo4HOro coka BhIIIE S,
OoromocTynmHOCTh rehuTrHNOa cHkaetcs Ha 47 % (paznen 4.4. u 4.5.).

Pacnpenenenue

O6bem pacnpeneneHus reUTUHUOA TIPU JOCTHKEHUM PABHOBECHON KOHIIEHTPAIMU COCTAaBIISET
1400 1, 4TO CBUAETENLCTBYET 00 SKCTEHCHMBHOM paclpeielieHuu Ipemnapara B TKaHsX. CBs3b ¢
OenkaMu IUIa3Mbl (C CBHIBOPOTOYHBIM aJbOyMMHOM U ajib(a |-IIMKONPOTEHHOM) COCTaBISET
npubmmsutensHo 90 %. JlanHble in vitro ykas3blBalOT Ha TO, YTO TePUTUHUO SBISIETCS CyOCTpaToM
JUTs MEeMOpPaHHBIX TPAHCIIOPTHBIX OenkoB P-riukonporennos (P-gp).

buotpancdopmarus
Hannsle in vitro nokaspiBatoT, 4To CYP3A4 u CYP2D6 sBnstoTcss OCHOBHBIMM H30()epMEHTaMu
P450, yyacTByIOIUMH B OKUCIUTEIEHOM MeTabonu3Me reputunuoa.

UccnenoBanus in vitro mokazanu, 4to TepUTHHUO siBisieTcs cinabbiM uHrubutopom CYP2D6. B
WCCIIETOBAHUSIX HA )KMBOTHBIX MOKA3aHO, YTO Te(UTHHUO HE OKa3bIBAE€T MHIYLIUPYIONIETO BIUSHUS
Ha (QEepMEeHThl U B HCCIENOBAaHUSAX [N Vifro HE BBIBIECHO 3HAYUTEIBLHOTO HWHIHOUPYIOIIETO
BO3/ICMCTBHSI B OTHOILIIEHUH KaKoro-nmuoo epmenta iutoxpoma P450.

VY nmroneit repuTHHUO TTOABEpPraeTCcs METab0IM3My B 3HAYUTEIHHOM CTEMEHU. S METa0OIUTOB ObUIH
UACHTU(UIMPOBAHBI B KaJie U 8§ MeTaboIUTOB B M1a3Me KpoBU. OCHOBHBIM HAEHTU(HHUIIMPOBAHHBIM
Metabonurom Obl1 O-necMmerwinreuTuHUO, KOTOpHId B 14 pa3 MeHee aKTUBHO WHITHOUpYeET
aKTUBHOCTH cTUMyHpoBanHoro EGFR, yem reutnnu6, v He oka3pIBaeT MHTUOUPYIOIIETO AeHCTBUS
Ha POCT OMYXOJIEBBIX KJIETOK y MblIlei. [loaToMy cuntaercs ManoBepOsSTHBIM, YTO OH CIIOCOOCTBYET
KIIMHUYECKON aKTUBHOCTH reputuHuOA.

B uccnenoBanusix in vitro 6bU10 MoKazaHo, 4To oOpa3oBanue O-necMeTmIrepuTUHNOA MPOUCXOAUT
¢ yuactueM CYP2D6. Poins CYP2D6 B metabonuueckoMm kinupeHce redputunrOa Obuia oleHeHa B
KJIMHAYECKOM HMCCIICIOBAHUH Y 3/IOPOBBIX I0OPOBOIBIEB, TCHOTUMUPOBAHHBIX 1O cTarycy CYP2D6.
Y cnmabpix  MeTaboaM3aToOpoOB  HE  ONpENesuioch  M3MEpUMBIX  KOHIeHTpammid  O-
necMeTHIrepUTHHUOA. DKCIO3uuu reUTHHNOa, TOCTUTHYTHIE KaK B TPYINe HHTEHCUBHBIX, TaK U
MEJICHHBIX METab0JIN3aTOPOB, ObLIM PAa3HOOOPA3HBIMU M YACTUYHO COBIMAJAIOIMMU, HO 3HAYCHHUS
9KCNO3UIMKM repuTUHNOa OB B 2 pa3a BhIlIE B IpyMIe MEIICHHbIX MeTabonu3atopos. bonee
BBICOKHE CPEIHHE SKCIO3HUIINU, KOTOPBIE MOTYT OBITh JOCTUTHYTHI Y JIUL, HE UMEIOIINE aKTUBHOTO
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CYP2D6, MoryT OBITh KTMHUYECKHA 3HAYMMBIMH, TTOCKOIBKY n65&HJ§%ﬁ£§%thﬁ63&'h

COOTBETCTBYET ZKCNEPTHOMY OTUETY

BO3/€HICTBUEM.

ONMMUHALNS
I'euTHUO BEIBOAUTCS MPEUMYIIIECTBEHHO B BUI€ METAOOIMTOB € KaJloM, MeHee 4 % MPUHSTOH 1035l

BBIBOJUTCS IIOYKaAaMH B BUJC Fe(bI/ITI/IHI/I6a M €70 META0OIUTOB.

OOmuii kmupeHc repuTHHUOA Y OHKOJIOTUYECKUX MAIMEHTOB cocTaBisieT okono 500 mur/muH, a
CpeIHUI KOHEUHBIN repuon mnoiyBbiBeneHus - 41 4. Ilpumenenue redputuanbGa 1 pa3 B cyTkH
MIPUBOJIUT K YBEIMUYCHHUIO €TI0 KyMYJIALIMH B 2—8 pa3, a paBHOBECHAsI HKCIIO3UIIMS IOCTUTACTCS TTOCIIE
npuema 7—10 103. B paBHOBECHOM COCTOSIHMM KOHIICHTpPAIMs B IJIa3Me KPOBH OOBIYHO B 2—3 pasa
BBIIIIE, YEM IIOCJIE €r0 MPUMEHEHUS C MHTEpBaioM 24 yaca.

Oco0ble MOMYISINY MAIMCHTOB

[Tpu ananuse MOMyNANUOHHBIX (HAPMAKOKUHETHUSCKUX JaHHBIX Y OHKOJIOTMUECKUX MAI[CHTOB HE
OBLIO BBISBJICHO B3aUMOCBSI3€H MEX/1y MPOTHO3UPYEMON PAaBHOBECHOW KOHIIEHTPAIIUH M BO3PACTOM
MperaparoB, MacCol Teja, MOJIOM, STHHYECKOU MPUHAIIICKHOCTHIO WIIM KIIMPEHCOM KpEaTHHUHA HE
BBIsIBJICHO (BbIIIE 20 MJI/MUH).

Ileuenounas nedocmamouHocmy

B xone I da3br oTKpbITOrO MccieoBaHus MPU NPUMEHEHUHN pa3oBOM 103kl reuruHuba 250 Mr y
MAIeHTOB C JITKUMH, yYMEPEHHBIMH WM TspKenbiMH (1o kimaccuukanum Yaitng — Ilbro)
HapyleHUssMU ~ (YHKIMM Te4eHH, OOYCIIOBIEHHBIMH LUPPO30M, HAOMIONAIM  YBEJIWYECHUE
HKCTO3UIUH TeUTHHUOA BO BCEX TPYNIAX IO CPABHEHUIO C COOTBETCTBYIOIIUMH MOKA3aTEISIMU Y
3JJ0POBBIX J100pPOBOJIBIEB. Y MHAIMEHTOB C YMEPEHHBIMU M TSDKEJIBIMU HapyUICHUSMHU (DyHKIMU
MeYeH HaOMIoNany yBEIWYEHUE JKCIo3uiuu TreutuHuOa B cpennem B 3,1 paza. Hukrto u3
NAIMEHTOB HE CTpasiajl OHKOJIOTMYECKHMMM 3a00JI€BaHUSMH, HO y BceX ObLI LHUPPO3 MEYEHU U Y
HEKOTOPBIX — IeMaThT. Takoe MOBBIMIEHHE SKCITO3UIIMYA MOYKET IMETh 3HaY€HUE C KITMHUYECKON TOUKA
3peHMsI, TOCKOJIbKY IOOOYHbIE pEaKLUMU 3aBUCAT OT J03bl M OSKCIO3ULMM Te(UTUTHHOA.
dapmMakoKMHETHKA TePUTHHNOA OLEHUBANIACHh B XO/€ KIMHUYECKOTO MCCIeIOBaHUs ¢ ydacTuem 41
NAIMEeHTa C COJIMIHBIMHM ONYXOJSIMU M HOPMAaJbHOW (PYHKIMEW Me4YeHH, a TakKe y MAIEeHTOB C
YMEPEHHBIMH, WU TSDKEIBIMHA HapyIIeHUsMHU (PYHKIMH TIEYCHN M3-32 METAaCTaTHYECKOTO MpoIecca
(mo onenke nokazareneit ACT, menounoi ¢ocdarazpl 1 OunupyouHa). beuio ycraHOBIEHO, YTO
nocie exeaHeBHoro npumMeHeHus 250 mr redutnHnOa, Bpems 10 JOCTUKEHHS PaBHOBECHOM
KOHLIEHTpAIMM, MaKCUMaJlbHble KOHIIEHTpAallUUd M0 JOCTHXKEHUH PaBHOBECHOW KOHIIEHTpaLUU
(CmaxSS) u paBHOBecHast skcno3unus (AUCss) ObLIM CXOAHBIMM JJIsl TPYHNI C HOPMAaJIbHOM
GyHKIMEH TMeYeHn M yMEpeHHBIMH HapyHIeHUSMHU (QYHKIUHM redeHu. JlaHHble 0 4 manueHTax c
TSOKETIBIMU HApYIICHUSIMHU (DYHKIH TT€YEHHU BCIIEICTBHE METACTa30B B IMEUEHb, YKA3bIBAIOT HA TO,
YTO PAaBHOBECHBIE HKCHO3MLMHU Yy ATUX MAlMEHTOB TAaK)K€ aHAJOTHYHBI TAaKOBBIM Yy MAI[MEHTOB C
HOpMaJIbHON (DYHKIIMEH MEeUYeHH.

5.3. lanHble TOKJIUHUYECKOH 0e30IacCHOCTH

Peakuuu, He HaOmoAaBIINECS B KIIMHUYECKUX UCCIEIOBAaHUX, HO HAOTIOAaBIINECS Y )KUBOTHBIX IPU
YPOBHSX BO3JE€HCTBHSI, aHAIOTMYHBIX KIMHUYECKUM YPOBHSM BO3JEHCTBHS U UMEIOIIUX BO3MOKHOE
OTHOIIIEHUE K KIIMHUYECKOMY PUMEHEHUI0, ObUTH CIIEeTyIOIIUMU:

- aTpo(Ust STUTEIHS POTOBUIIBI M CHIDKEHUE MTPO3PAYHOCTH POTOBUIIBI;

- IOYEYHBIN NaIWUIIPHBIN HEKPO3;

- TeTIAaTOLCIUTIONSAPHBIA HEKpo3 M 303MHO(GMIbHAS MakpodaraabHass WHOWIBTPALUs CHHYCOU
IIEYECHH.

JlaHHbBIe HEKJIMHUYECKUX (in Vvitro) WcCleOBaHUM IMOKa3bIBAIOT, YTO Te(UTUHUO MOTEHIHAIHLHO
MOJKET HapyliaTh Ipolece penoisipu3auuu Muokapaa (Hanpumep, uatepsain QT). B knuHuueckoit
MIPAKTUKE HE ObUIO MOJITBEPXKIEHO CBSA3U MpUMEHeHus repuTHHrOa 1 yuynHeHus uarepsaia QT.
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CHmwXeHne (epTHIBHOCTH HAOTIONAIoCh Y CaMOK | KPBIC ﬁwr'm%“-lr_gﬂl:rﬁi{ﬁﬁg:'yl Jose

COOTBETCTBYET ZKCNEPTHOMY OTUETY

20 Mr/KT/CyT.

Pesynbrarel OMyOJMKOBAaHHBIX HWCCIEIOBAHMN TOKA3ald, YTO MBbIIIA, T€HETUYECKH JIUIICHHBIC
skcnpeccun EGFR, nmenu nedektsl pa3BuTus, CBSI3aHHBIE C HE3PEIOCTHIO AMHUTENHS B PA3IIUYHBIX
opranax, Briro4as koxy, JKKT wu nerkwe. Ilpum BBemeHunm reduTHHHOA KpbhicaM B MEPUOI
OpraHorese3a He HaOJIONAIOCh BIMSHHUA Ha 3MOpHUO-(eTaabHOE pa3BUTHE B CaMOil BBICOKOH
n3ydeHHou nose (30 mr/kr/cyr). OgHako y KPOJIUMKOB HAOIIOMAIOCh CHMKEHUE MACChI TIJI0JIOB TPH
BBeZIcHNU repuTHHUOa camkaM B g03e 20 Mr/kr/cyT u Bbiie. Hu y oHOTO U3 Apyrux M3y4eHHBIX
BUJIOB HE OBLJIO BBISIBJICHO HAPYIICHUH Pa3BUTHS, BEI3BAHHBIX Te(PUTHHHOOM.

IIpu BBeneHUHU KpbIcaM B T€UEHHE OEPEMEHHOCTU U POIOB HAOJI0/1aJI0Ch CHUKEHUE BBKMBAEMOCTHU
MIPUILIONA MPU BBEJACHUH OEpeMEHHBIM caMKaM B J103¢€ 20 MI/KI/CyT.

[Tocne nepopanbHOro BBeaeHus C-14 MedeHoro repuTHHUOA TAKTUPYIOIIUM KpbicaM dyepe3 14 quei
II0CJI€ POAOB KOHIEHTPALHsI paliOaKTUBHOCTU B MOJIoKe Oblia B 11-19 pa3 Bblie, ueM B KPOBH.

I'epuTHUO HE MPOSBIISLT TEHOTOKCUYECKON aKTUBHOCTH.

B nByxnmeTHeM uccleqOBaHMM KaHLEPOTCHHOTO MMOTEHIMAla OBUIO BBISABICHO HEOOJIBIIOE, HO
CTaTUCTUYCCKU 3HAYMMOC YBCIMYCHHUEC YaCTOTbl BO3HHKHOBCHHA I'CIIATOLCIIIIOJIAPHBIX aJICHOM Y
CaMIIOB M CAMOK KPBIC U T€MaHTHOCAPKOM ME3EHTEPAIbHBIX JTUM(PATUIECKUX Y3JI0B Y CAMOK KPBIC
TOJMBKO B caMoil BbICOKOH no3e (10 mr/kr/cyr). ['emaroneimironspHble aAeHOMBI OBUIM TaKxke
BBISIBJICHBI B JIByXJIETHEM MCCJIEJOBAaHUU KAaHIIEPOTEHHOIO MOTEHIMala y MbIIeld. YCTaHOBICHO
HEKOTOPOE YBEJINYEHHE YacTOTHI TeNaTOLEIUIIOIAPHON aJeHOMBI y CaMIIOB, ITOJYYaBIINX CPETHHE
1036l Te(pUTHHIOA, a TAKXKE M Y CAMIIOB, H Y CaMOK B IpYIIIIE, TOJy4aBIIel BRICOKUE 10361 Paznnyne
B YaCTOTE BBISABICHHS aJCHOM OBUIO CTAaTMYECKH JTOCTOBEPHO JJISi CAMOK, HO HE ISl CaMIIOB.
MakcumasnbHble IepeHOCHMBIE J103bI, IIPH BBEICHUU KOTOPBIX y KPBIC W MBIIICH He HaOmomamu
HHUKaKHUX TOKCHUYCCKHX pCaKHI/If/'I, ObLJIM BBIIIE YEM PAaCYCTHBIC JIA NMPHUMCHCHUA B KIIMHAYECKOM
npaktuke. KiimHuueckas 3Ha4MMOCTh 3TUX JaHHBIX HE YCTAHOBJICHA.

Pesynbrarel uccienoBaHusi (OTOTOKCUYHOCTH in Vitro TMOKa3ajld, 4TO re(UTUHUO MOTEHIIUAJIBHO
(OTOTOKCHYEH.

6. PAPMAIHEBTUNYECKUE CBOWCTBA
6.1. Ilepeyenb BCIOMOraTe/IbHbIX BelIECTB

Anpo Tabnetku

ManuuTOoN

Kpockapmeno3za marpus
Kpemuus nuokcna KoJmouIHbIN
Creapundymapar HaTpus
Harpus naypuncynsdar

[Inenounas 06oa04Ka

[MonmuBunumnoseit cimpt (E1203)

Tanbx (E553b)

Turana guokcun (E171)

Imunepuna MmoHokanpuiokanpar (tun 1)
Harpus naypuncynsdar

6.2. HecoBMecTUMOCTH

He nmpumenumo.
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6.3. Cpok ronHoCTH (CPOK XpaHEeHMS)

2 ropa.
6.4. OcoOble Mepbl PEAOCTOPOKHOCTH NIPH XPAHEHU U
XpaHuThb npu Temneparype He Boie 25 °C.

6.5. XapakTep u cogep:kaHue YIAKOBKH

ITo 30 tabneTox B OaHKY M3 MOJIMATHIICHA BHICOKOM MJIOTHOCTH C 3aBUHYMBAIOMICHCS KPBIILIKOW U3
HOJIMIIPOIIMIIEHA C OCYIIUTENIEM WK O€3 HEero, ¢ 3alUTOM OT JeTel U ¢ KOHTPOJIEM [IEPBOTO BCKPHITHS

niu 0e3 3aluThl OT AETe U 0€3 KOHTPOJIS IEPBOTO BCKPBITHSL.

Ha KaXXIy1O 6aHKy HAaKJICUBAIOT 3TUKCTKY M3 6YMaFI/I STHUKETOYHON MU CaMOKIJICAIITYHOCA.

ITo 1 6aHKe BMecTe C JIMCTKOM-BKIIAJIBIIIEM IIOMEIIAIOT B KAPTOHHYIO TAYKY.

6.6. OcoOble Mepbl NMPEAOCTOPOKHOCTH NMPH YTHINU3ALMHU HCIOJIb30BAHHOIO JIEKAPCTBEHHOIO
npenapara WJjiM OTXOI0B, NMOJYYEHHBIX MOCJIe NMPUMEHEHHs] JEeKAPCTBEHHOr0 Npenapara, u

Apyrue MAHUMYJISIIUH C IPeNnapaTom

Becp ocraBmmiics JIEKApCTBEHHBIN Ipenapar U OTXOABI CIENYEeT YHHUYTOKUTb B YCTaHOBJICHHOM

IOpAIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccuiickas @enepanus

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuii npocnexT, 1. 42, k. 24, atax 2, kom. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec anekrpoHHol ouTthl: info@amedart.ru

7.1. IlpeacraBuTe b  JAep:KaTedss PerucTPAlMOHHOIO  YI10CTOBEepeHMs
npenapara

[Iperen3un norpeduTeneil HaPaBIATh MO AAPECY:

Poccuiickas ®enepanus

000 «<AMEJJIAPT»

109316, r. MockBa, Bonrorpaackuii mpocnexT, 1. 42, k. 24, atax 2, kom. 11.1
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec anexkrpoHHoi moutsl: info@amedart.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

9. KATEI'OPUA OTIIYCKA JIEKAPCTBEHHOTI'O ITPEITAPATA

JlexapCTBEHHBII NpenapaT OTHOCUTCA K KaTETOPUN OTITYCKA 110 PELENTY.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 26.07.2026 N= 1146

(NMOCNEOOBATENEHOCTE 0003)

OOmiast xapakTepUCTHKA JIEKApCTBEHHOro mpenapara l'epuTtuHNO nocTynmHa B €IUHOM peecTpe
3apEerUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpeAcTB EBpa3uiickoro 3KOHOMMYECKOIO COK3a M Ha
ounmanbHOM caiire YIIOJIHOMOYEHHOTO opraHa (3xcniepTHOM OpraHH3aIiK)
(https://Ik.reemed.ru/Register/EAEU SmPC).
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