COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 09.12.2025 N= 30581

VHCTPYKIIVS [T0 MEAULMHCKOMY [IPUMEMEHVHOJHEKAPETBEHITOrE?)

[TPEITAPATA
P IOTUHUB
PerncrpanuoHHblii HOMep:
Toprosoe HaMMeHOBaHUe: DPIOTHHUO
MesxkayHapoaHOe HEATEHTOBAHHOE MJIM IPYNINIHPOBOYHOE HAUMEHOBAHUE: YPIOTHHHO
JlexapcTBeHHas ¢opma: TaOIETKH, TOKPBITHIE INICHOYHOIH 000I0UKOM

Cocras Ha 1 TalJieTKy:

KoauuecTBo, mMr

Komnonent 25 mr ‘ 100 mr ‘ 150 mr
Heticmsyrowee eewgecmeo.
DpaoTuHUOA TUAPOXIIOPH]T 27,32 109,29 163,93
(B mepecyere Ha HPIOTUHHO) (25,00) (100,00) (150,00)
Bcnomozamenvuvie sewecmesa:

[{emtron03a MEKPOKPUCTAITHYCCKAS 35,0 88,5 132,75
Hatpus naypuncynsdar 1,0 3,0 4,5
KapOokcumernnkpaxmain HaTpus 8,0 24,0 36,0
JlakT0O3BI MOHOTHIPAT 27,43 69,21 103,82
Marnus creapar 1,25 6,0 9,0

Ilnenounas obonouxa.

[ImeHoYHOE TOKpBITHE:

Omazpait” 11 po3ossiii 038240022
(rumrpomerniosa — 62,500 %; TuTana
muokcua — 30,940 %; makporon —
6,250 %; KpacuTensb xenae3a OKCHT 4.0 12,0 -
kpacHbIif — 0,200 %; kpacutens xenesa
okcu xentbiil — 0,090 %; xpacurens
xenesa (11, 1) okcun/xene3a okcu
yepubiii — 0,020 %)

[1ImeHoYHOE TOKpHITHE:
Omazpait” |1 Gembrit 85F48105
(criupT monMBUHIIOBHIHN — 46,9 %, - - 18,0
Mmakporoi — 23,6 %, Tansk — 17,4 %,
tuTaHa quokeun — 12,1 %)

Onucanue:

Jlo3uposxa 25 me: Kpyryible TBOSKOBBITYKJIbIE TAOJIETKH, MOKPBITHIE TICHOYHON O000JOYKOM
po3oBoro 1Beta. Ha monepeynoM paspese sipo Oeoro win moutu 6e1oro mBera.

Hozuposka 100 me: KpyTiible ABOSKOBBIMYKJIBIE TAOJIETKH, MOKPBITHIE TUIEHOYHOH 000JI0YKOIMA

po3oBoro 1Beta. Ha momepeunom paspese sapo 6eoro Win NoYTH Oeoro IBETa.
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Oenoro uBera. Ha monepeunom paspese sapo 0enoro uik mo4YTu Oenoro 1Bera.
dapmakoTepaneBTHYecKasi Ipynma:  OPOTHBOOIYXOJIEBbIE  CPEICTBA;,  MHTHOUTOPBI

MPOTEUHKNHA3; WHTHMOUTOPBl THUPO3MHKHHA3BI pELENTOopa S3MuJepMalbHOro (aktopa pocra

(EGFR).
Kox ATX: LO1EBO2.

®apMakoJIOrH4ecKue CBoiicTBa

Dapmakoounamuxa

OpnoTUHUO  MOIIHO  WHTUOUPYET BHYTpPUKIETOYHOEe (ochOpUIUpOBaHHE  peLenTopa
smmaepmaiibHoro ¢akropa pocta HERI/EGFR (HER1 — penenrtop smuaepMalbHOTO (akTopa
pocra yenoBeka 1-ro tuna / EGFR — penenrop snuaepmMaibHOTO hakTopa pocTa).

Okcnpeccuss HER1/EGFR nabnmronaercss Ha MOBEPXHOCTH KaK HOPMAJbHBIX, TaK U PaKOBBIX
kieTok. Ha moxnmuHuyeckux monensx uHrudbupoanue dochoruposuna EGFR Topmosut poct
JIMHUAN OITyXOJIEBBIX KJIETOK W/WIIM TIPUBOJIUT K UX THOEIH.

Mytauun EGFR wMoryr mnpuBecTH K TIOCTOSHHOM aKTUBalMU OPOIM(PEPAaTUBHBIX U
AHTHAMONTOTUYECKUX CUTHAIBHBIX MyTeil B KieTke. Bricokas 3deKTUBHOCTh IpIOTHHHOA B
otHomieHnu OnokupoBaHus EGFR-3aBHCHMBIX CHUTHaIbHBIX IMyTeH B OMMyXOJSIX, HECYIIMX
mytaruio EGFR, o0ycioBieHa NpoYHBIM CBSA3BIBaHUEM HpiioTHHHOA ¢ AT®-CBA3BIBAIONIUM
y4acTKOM MyTHpoBaHHOro kuHasHoro nomeHa EGFR. Ilpu stom Onokupyercss Kackan
CUTHAJIBHBIX PEaKIuii, B pe3ylbTaTe 4ero yrHeraercs npoiudepanus KIETOK M 3allyCcKaeTcs
BHYTPEHHUH MyTh KJIETOYHOI rubeiu.

DapmakoKkunemuxa

Bcacvieanue

OproTUHUO XOpOIIO BCAChIBAETCS IMOCIE MpHeMa BHYTpb. VIMeeT NpoAOIDKUTENbHYIO (asy
BCAChIBaHUS, a CPEHEE 3HAUCHUE BPEMEHHU JTOCTH)KEHUSI MaKCUMaIbHOW KOHIEHTPAMH (T cmax)
B IUIa3Me KpoBU cocTaBisgeT 4 yaca. CorjgacHO JAaHHBIM HCCJIEIOBAaHUS C yYaCTHEM 3JI0POBBIX
JTOOPOBOJIBIIEB  OMOOCTYIMHOCTh JPJIOTHHUOA cocTaBimser 59 %, mnpueM MNHIMA MOXKET
YBEJIUYHUBATH €r0 OMOJOCTYITHOCTb.

[Tocne BcackiBaHus B KPOBU IPIOTUHUO HA 95 % HaxXOIUTCS B CBSI3aHHOM COCTOSIHUH, B TIEPBYIO
ouepellb ¢ OeaKaMu IUIa3Mbl KpoBH (a1bOyMUH U aibda-1-kucaelil rmukonporenH). CBobOoHas
dbpakuus cocTaBiIseT MPUOIU3UTETHHO 5 Y.

[Tocne npuema BHyTpb 150 Mr 3pnoTuHHOa B paBHOBECHOM COCTOSIHUM MeIMaHa MaKCUMaTbHOU
koHIeHTpauH (Cp,x) IpAOTHHUOA B TUIa3Me KpoBu coctaBiseT 1,995 ur/mn. Ilepen mpuemom

cienyromen 036l yepe3 24 4 MeauaHa MUHHUMaTbHOW KoOHIEHTpanuu (Cpin) 3pioTuHHOA B
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neiictByroniero BemectBa — BpeMs» (AUC) B MeXI030BOM HUHTEpBajE NpPHU JAOCTHKEHUU
PaBHOBECHOMW KOHIIEHTpauuu coctaniseT 41,3 MKr/a*mi.

Pacnpeoenenue

Kaxymmiics o6beM pacripenenieHusi coctaBisieT 232 J1 ¢ pacnpeeieHueM B TKaHb Onyxoju. B
o0pa3Iax OmyxoJIeBO TKaHU YeJoBeKa Ha 9-i1 1eHb JieueHus SpIOTUHUOOM B 103¢ 150 mMr/cyTku
CpenHsis KOHIIeHTpanws 3pioTiuanba paBHa 1,185 Hr/r, uto cocraBnsieT 63 % 0T Cpax B IUIa3Me
KPOBH B PaBHOBECHOM COCTOSIHMH. KOHIIEHTpallus OCHOBHBIX aKTUBHBIX METaOOJUTOB B TKaHU
onyxoiu cocrabinsger 160 Hr/r, uro coorBeTcTBYeT 113 % 0T Chux B IUIa3ME KPOBH B
PABHOBECHOM COCTOSHHH. MCCIIeOBAHIS 10 H3YdEHHIO PACIIPEICICHHS B TKAHSIX MEUCHHOTO ' 'C
HPIOTHHMOA TIOCTIE TIEPOPAIBHOTO BBENICHHSI OECTUMYCHBIM rojibiM MbimaMm ¢ HNS omyxoneBbim
KCEHOTPAHCIUIAHTAaTOM (C HCIIONIb30BaHHWEM oOmiei ayropaauorpaduu) mpoaeMOHCTPUPOBAIIN
OBICTpOE U HMHTEHCHUBHOE pacmpeaeneHue B TKaHiIX. Cpax B TKaHH cocTaBuia okono 73 %
KOHIIEHTPALMH 3pA0TUHNOA, Tmax B TKAHU — 1 Hac.

Memabonuzm

OpnotTuHUO MeTaboau3upyeTcs: u3odepMeHTaMu cucTeMbl ruroxpoMa P450 rmaBHBIM 00pa3om
npu yuactuu wuszopepmenta CYP3A4 u B wmesbiedr crenenn wuszopepmenta CYPIA2.
Buenewenounbrii  Metabonusm  nocpenctsoM  uzopepmentra CYP3A4 B KulleyHHKe,
uzopepmenta CYPIA1 B nerkux, uzodpepmenta CYPIB1 B Tkanu omyxonu oOecrednBaer
MeTa0oIMuecKUil KIMpeHe 3piaoTuHuOa. MccnenoBanus in vitro CBUAETENBCTBYIOT O TOM, UTO
80-95 % spnotunnba merabonuzupyercs npu yuyactuu uzodpepmenta CYP3A4.

Mertabonu3m npoucxoaut Tpems nytsmu: 1) O-neMeTunupoBaHue OAHONU U3 OOKOBBIX MITH 00EnX
Hernen ¢ MOCHeAYIOIIMM OKHCICHHEM J0 KapOOHOBBIX KHCJOT; 2) OKHUCIEHHUE alleTHJICHOBON
YacTH MOJIEKYJIbl C TOCIEAYIOUMM THUIPOJIU30M JI0 apWIKapOOHOBOM  KHUCIIOTHI, 3)
apOMaTHYECKOe THAPOKCHIIMPOBaHUE (EHUIALETUICHOBOM YacTh MoJeKynbl. OCHOBHBIE
MeTa0oMUThl 00pa3yroTcss B pesyabrare O-IeMeTUSIUPOBaHHUS OJHOW M3 OOKOBBIX IeNed u
001a/1a10T aKTUBHOCTBIO, CPABHUMOM C IPJIOTUHUOOM B JOKIMHUYECKUX MCCIEAOBAHUSAX N Vitro
U Ha MOJENAX oIyxojed in vivo. OHHM NPUCYTCTBYIOT B IIJJa3M€ KPOBU B KOHLIEHTpalMsX,
KOoTOpble cocTaBiAoT < 10 % KoHIEHTpaluu SpaoTuHUOa, UX (HapMaKOKMHETHKA aHAJIOTMYHA
(bapMaKOKHHETHKE 3PIIOTUHUOA.

Buigeoenue

MeTaGoauThl U CIeI0BbIe KOJINYECTBA APIOTHHHOA BBIBOAATCS, MPEUMYIIECTBEHHO, C JKEITYbI0

(> 90 %), moukaMu BHIBOJIUTCS HEOOJIBIIOE KOJIMYECTBO MEPOPATLHO BBEJACHHOM JT03bI.
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cpennuit nepuon mnonyseiBenenus (T;,) — 36,2 yaca. CnemoBareiabHO, OXUIACTCS, YTO
paBHOBECHAsI KOHIEHTpaLUs OyAeT JOCTUTHYTa Ha 7—8-i1 IeHb.

3HAUNTENILHON CBS3M MEXIY KaKyLIUMCs KJIMPEHCOM, BO3pAacTOM, MAacCO Tena, MOJIOM U pacon
HalMEHTa HE BBIABIICHO.

DapMaKOKHHETUKA APIOTUHHOA 3aBUCHT OT CIEAYIOMIMX IMOKa3aTesel: KOHIEHTpauii o01ero
OmmpyOmuHa, anbga-1-KUCIoro TIIMKOMPOTEMHAa W KypeHHsl B Hacrosimee Bpems. CHIDKEHUE
KJIMpEHCca 3pJIOTHHMOA OTMEYAeTcsl MpH IMOBBIIIEHUU KOHIEHTpaluu obuero OwimpyOuHa u
asb(a-1-KuciIoro MIMKONPOTEHHA, a €ro IOBBILIEHHE — Yy KypWJIbIIMKOB. OJIHOBPEMEHHOE
NpUMEHEHHE TeMIIUTa0NHA HE BIUSET HA KIMPEHC PIOTHHHOA.

Dapmakokunemuxa y OMOEIbHBIX cpynn nayueHmoe

CriennanpHble MccaeloBaHus (apMaKOKUHETHKH Y JAeTell M MalueHTOB MOXKMUIIOr0 U CTapIlero
BO3PACTOB HE NMPOBOAUIIHCE.

Tayuenmol ¢ napywenuamu GyHKyuu nevenu

OprnoTHHUO B OCHOBHOM BBIBOAMTCS C JKETUbIO. ODKCHO3MILMUS JPIOTHHHOA OJUHAKOBA Y
NAllMeHTOB CO CpelHell CTemneHblo HapyieHus QyHKuuu nedeHd (7-9 OannoB mo mikanie
Yaitna-I1p10) 1 y nmanueHToB 6€3 HapylleHUs: (YHKLIUU IEYEHH, B TOM YHUCIIE U y MAIUEeHTOB C
NEPBUYHBIM 0YaroM OITyXOJIM B IIEYEHU HITM C METACTa3aMH B MI€YCHb.

THayuenmol ¢ napywenuamMu GyHKyuu novex

OpnoTUHUO U ero MeTaboJIUThl BBIBOJATCSA MMOYKAMU B HE3HAYMTEIBHBIX KOJIWYECTBAX — MEHEE
9 % onHokpaTHOH N03bl. KilnHMYeckue ucciae1oBaHus y NallMeHTOB ¢ HAPYIICHUsIMH (YHKLIUU
MOYEK HE IPOBOAMIIUCE.

Kypenue

Kypenune yBennuuBaeT KIMpEHC U CHUXKAET AKCNO3ULUI0 dpnoTuHHO0a. AUCq infinity Y KypAIIUX
moneit cocraBuseT 1/3 or AUCq.infinity Y HEKYpsIUX/ObIBIIMX KypuibliukoB. HaGmromaemoe
CHIDKEHHE OKCIO3HMIMU Y aKTUBHBIX KYPUJIBIIMKOB BO3MOXKHO CBSI3aHO C HHIYKIUEH
uzopepmenta CYP1A1 B nerkux u nzopepmenta CYP1A2 B neuenu.

VY KypALIMX MaleHTOB C HEMEIKOKJIETOUYHBIM paKoOM JIETKOI0 MHUHHUMallbHas pPaBHOBECHas
KOHIeHTpauusi coctaBisgeT 0,65 MKr/mi, 4to B 2 pa3a HHXKe, YeM Y HEKypsIIHUX/ObIBIINX
KypuibukoB (1,28 Mxr/mi). Ilpu 3ToM Kakymuiicss KIUpeHC 3pIOTUHUOA yBeTUYMBaeTCs Ha
24 %.

[Tpu yBenuuenun 103bl 3psnoTuHMOa oT 150 Mr o 300 Mr (MakcHMMalbHO NEpeHOCHUMas 7103a)
HaOJroMaeTcsl  J10303aBUCHUMOE  YBEJIMYCHHE  OSKCIO3UIMHM  APJIOTHHHOA. MMHHMabHasA
paBHOBECHass KOHIeHTpamus d3piotuHHOa B 103¢ 300 Mr y KypHJIBIIMKOB COCTaBIISIET

1,22 Mxr/mi.
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IHoka3anusi K NpUMeHEHUI0

Hemenkoknemounulii pak i1e2Ko2o

[lepBass nuHUS Tepanuu | TMOIJACPKUBAIONIAS TEpanus MECTHO-PACIPOCTPAHECHHOTO WIIU
metactatudeckoro (IIIB—IV cragun) HeMeTKOKIETOYHOrO paka JIErKOro C aKTUBHUPYIOIIUMU
mytauusimu B rene EGFR.

MecTHO-paclpOCTPAHEHHBIA WM METAaCTaTUYECKUN HEMEIKOKIETOYHBIA pakK JIETKOro II0CIIe
HEYyJIa4d OJTHOH MM 00JIee CXeM XUMHUOTEPaITHH.

Paxk nooscenyoounoii seeneswt

IlepBass nuHMA Tepamud  MECTHO-PACHPOCTPAHEHHOTO WM  METAacTaTMYECKOro  paka

MIOJDKEITYI0YHOM JKeJIe3bl B KOMOMHAIIUY C TeMITUTAaOUHOM.

IIpoTuBoNOKa3aHus

e [ UNepuYyBCTBUTEIBHOCTh K JPIOTHHHOY HJIM K JIOOOMY W3 BCIOMOTATEIBHBIX BEIIECTB
npemnapara.

e bepeMeHHOCTb.

e [leproza rpyJHOTO BCKapMIIMBaHUS (B XOJI€ TEpAlMH MPENapaToM U B TCUYCHHE KaK MUHUMYM
2-X HEJelb 110cyIe OCJIEAHET0 IprueMa Ipernapara).

e Bospact 1o 18 et (6e3omacHOCTh U 3()(PEKTUBHOCTD MO 3aPETUCTPUPOBAHHBIM MOKa3aHUSAM
HE YCTAHOBJICHBI Y MAI[MEHTOB Miaiie 18 jer).

o Tskenoe Hapymienue pynkuuu nedeHu (10 u 6onee 6amnos no mkane Yaina-I1e0) u movex.

C 0CTOPOKHOCTHIO

e Hapymenue QyHKIUU TIEUYEHHU.

e Kypenue.

e JlanueHTHl C PEeIKUMH HAcIEeICTBEHHBIMHM 3a00JIEBaHUSAMH, TAaKUMHU KaK HENEPEHOCHMOCTh
raJIakTo3bl, 1e(ULUT JIAKTa3bl WIH [NIIOKO30-TaJIakKTO3HAas MaibaOcopOIusl.

e OIHOBpEMEHHBIH TNPHEM C MOIIHBIMA WHAYKTOpAaMH WM WHTHOMTOpamMH H30(epMeHTa
CYP3A4.

e [lenTuyeckas s13Ba WM UBEPTUKYISIPHASE 00JI€3Hb B HACTOSIIIEE BPEMs WIIA B aHAMHE3E.

e OJHOBpEMEHHBIM TpHeM ¢  AHTUAHTMOT€HHBIMH  JIEKAPCTBEHHBIMH  CPEICTBAMH,
TIIIOKOKOPTUKOCTEPOUAAMH,  HECTEPOHIHBIMH  TPOTHBOBOCHAINTEIFHBIMUA  TIperapaTamMu
(HIIBI).

o HaHI/IeHTBI, MOJIYJaromue XuMUOTEPAIInI0, KOTOpas BKIHOYACT TaKCAHBI.

IIpumeHeHnne npu 0epeMEHHOCTH M B MIEPUO/l TPYIHOT0 BCKAPMJINBAHUSA

JKenugunot ¢ 0emopooHbIM NOMEHUUATOM (KOHMPAYERYUSL Y MYMHCHUH U HCCHUUH)
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MUHHUMYM B T€UEHHUE 2-X HE/EJb MOCIe €r0 OKOHYAHUS CJIeAYyeT MPUMEHSTh HA/IEKHBIE METOIbI
KOHTpaleniuu.

bepemennocmo

JlanHple MO NPUMEHEHHUIO SpJOTHHUOA Yy OEpeMEeHHBIX OTCYTCTBYIOT. MccinemoBaHus Ha
JKAUBOTHBIX HE TOKAa3aJld HUKAKUX IMPU3HAKOB TEPATOTr€HHOTO IEHCTBUS WJIM MATOJOTUYECKHUX
ponoB. OnHako HeJB3S MCKIOYATh HEOJArompUsATHOTO BO3ACHCTBHA Ha OepeMEeHHOCTb,
MOCKOJIbKY MCCIIEIOBAaHUA Ha KpbICaX W KPOJHMKAX I[IOKa3ajld TMOBBIIIEHHYIO JIETAIbHOCTh
smOpuoHa/muiona. IloTeHIManbHBIA pUCK IS 4eloBeKa HeusBecTeH. [IpumeHeHue npemnapara
OpnoTuHUO pu OEPEeMEHHOCTH MTPOTUBOIIOKa3aHo (cM. pasnen «IIpoTuBomoka3zaHus).

I'pyonoe eckapmaueanue

HccnenoBanuii OIEHKM BO3ACUCTBUSA ASPIOTHHHMOA Ha BBIPAOOTKY TPYJHOTO MOJIOKA U €ro
MPOHUKHOBEHUE B TPYJHOE MOJOKO HE MPOBOAMIOCH. [10CKOIBKY BEpPOATHOCTH MPUUYHMHEHUS
BpeZla TPYAHOMY PEOCHKY HEM3BECTHA, IPyJHOE BCKapMJIMBAHHE MPOTHUBOIOKA3aHO BO BpeMs
JICUYCHUS TIperapaToM DPIOTHHUO U B TEUCHHE, KAK MUHUMYM, 2-X HEJIEb ITOCJIe €r0 OKOHYAHUS

(cMm. pazpen «I[IpoTuBomoKa3zaHus»).

Cnocod npuMeHeHHns U 103bl

Buytps, ogun pa3 B cytku. [Ipemapat cienyer npuHuMaTh HE MEHee 4eM 3a | Jac Wiau depes
2 Jaca 1ociie mpuemMa Mmuiiy.

Tepanuio npenapaToM IpIOoTHHUO MPOBOAUT Bpay, UMEIOLIHH ONBIT JIEYEHUS 3JI0KaUe€CTBEHHBIX
HOBOOOpa30BaHUH.

Hemenkoknemounulii pak i1e2Kko2o

Pexomenayemast nmosza mpenapara OpinoTuHUO — 1o 150 Mr exenuneBHo. [lpu mosiBieHUN
NPU3HAKOB TNPOTpPEeCcCUpOBaHMs 3a00JI€BaHMST WIM Pa3BUTHS HENEPEHOCUMON TOKCHYHOCTHU
TEpanuio IpernaparoM OpJIOTUHHO crexyeT NpekpaTuTh. llepen mnpuMeHeHHEeM Ipernapara
OpnoTuHUO B KayecTBE TMEpPBOM JMHUM Tepanuu WM TOAJIEPKUBAIOIIEH Tepanuu
MECTHO-PaCIpOCTPAaHEHHOIO0 WJIM METAaCTaTHUYECKOr0 HEMEJIKOKJIETOYHOIO paka JIErKOro
HE00X0/IMMO TIPOBECTH aHaiM3 Ha Haimuuume myranmuu L8S8R B 21 sx30He mim jgeneuuu B
19 sk30ne rena EGFR (cM. pa3nen «Iloka3aHust K IPUMEHEHHION).

Pax nooscenyoounoii rcenesnt

Pexomenayemass nmosza mnpemapara OpiaoTuHHO — 1o 100 Mr exemHeBHO, UIMTEIBHO, B
KOMOMHAIMM C TeMIMTAaOMHOM (CM. TakXe HHCTPYKIMIO IO MEAMIMHCKOMY NPUMEHEHUIO
reMunTabuHa, IMOKa3aHWE — PaK IOKENYI0YHOM kenesbl). Ilpu mMosiBIEHHMH TNPU3HAKOB

MIPOrpeccUpoBaHusl 3a00JeBaHUs TEpANUIO MpenapaToM DPJIOTUHUO cienyeT mpekpatuth. Ecnu
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npenapaToM JpIOoTUHUO CIIEAYEeT MEPECMOTPETb.

Koppexuyusa 003wt

[Ipu comyTrcTBYytOMIEH Tepanuu cyocTpataMu uitd Moayisitopamu u3opepmenta CYP3A4 moxer
noTpebOoBaThCS U3MEHEHHUE J103bI Mpernapara IPIOTUHUO.

[Tpu HeoOxoaMMOCTH 032 Tpenaparta IpIoTUHUO cHIDKaeTcs Ha 50 Mr MOCTENEeHHO (CM. paszen
«Oco0ble yKa3zaHusi»).

Hapywenue ¢ynkyuu neuenu

HecmoTps Ha TO, 4TO 3KCHO3UIMS 3PIOTUHHOA ObljIa OJUHAKOBOM Yy MAIlMEHTOB C NEYEHOYHOM
HEIOCTaTOYHOCTBIO cpefHel crenenu Tsokectd (7-9 6amroB mo mkane Yainna-Ilsio) u y
NAalMeHTOB 0e3 HapylieHHs (YHKIHUW TIEYeHH, HEeOOXOIUMO COOINIIOATh OCTOPOKHOCTH TPHU
Ha3HAYCHUH IMpernapata OpIOTHMHUO MalMeHTaM C HapylleHueM ¢QyHKIuM nedeHu. [Ipuem
npemnapata JpIOTUHUO HE PEKOMEHIYeTCs MpU TMEYEHOYHOM HEJIOCTATOYHOCTH TsDKEIOon
CTEIIEHHU.

[Ipu pa3BUTHH TSKENBIX HEXKENATSIBHBIX PEaKIUil CIeAyeT pacCMOTPETh BOIIPOC O CHMYKCHUU
JI03BI WJIH MEPEPhIBE TEPANUU MpenapaTomM IpIoTHHHUO.

bezonacHocTh 1 3 GEKTUBHOCTH IPIOTHHHOA y MAMEHTOB C HapylleHHeM (YHKIUU MeYeHU
TSKEII0N CTEIECHU (aKTUBHOCTD allaHMHAMHUHOTpaHchepasbl (AJIT) u
acnapratamuHoTpancdepassl (ACT) Oonee uem B 5 pa3 BhIlI€ BEpXHEW T'PAHUIIBI HOPMBI) HE
U3y4YaJIUCh.

Hapywenue ¢ynkyuu novex

bezonacHocTh U 3((HEKTUBHOCTh 3pJIOTHHMOA Yy MALMEHTOB C HapylmIeHHUEM (YHKIUHU IOYEK
(KOHIIEHTpanMs KpeaTHHUHA B CHIBOPOTKE KpOBH Ooiiee ueM B 1,5 pa3a BbIle BEpXHEW rPaHUIIBI
HOpMBI) He wu3ydanuch. CornacHo (apMakOKMHETHMYECKHMM JaHHBIM TpPH  [OYEYHOMH
HE/I0CTaTOYHOCTH JIETKOM M cpellHell CTeNeHn TSKEeCTH KOPPEKLUHU 103kl He Tpedyetcs. [lpuem
npemnaparta DpIOTHHHO HE PEKOMEHIYETCs TIPU TIOYEYHON HETOCTATOYHOCTH TSHKETION CTETICHH.
Jlemu

BbezonacHocTh 1 3P PEeKTUBHOCTH IPIOTUHHOA Y MAIIMEHTOB B Bo3pacTe 10 18 JieT He n3y4yalnch.
Kypenue

Kypenne cHmxaer skcno3unmio spiotnHuOa Ha 50-60 %. MakcumanbHO MepeHOocHMasi 1032
SPJIOTHHHOA Y KYPSIIIHUX MAIMEHTOB C HEMEIKOKIETOYHBIM PakoM Jierkoro coctasiseT 300 mr.
[Ipu npumenenun mnpemnapara B o3¢ 300 Mr Bo BTOpPOW JIMHUM TEpamuM IOcie HeyJdauu
XUMHOTEpanuy Yy MAIMEeHTOB, MPOJOJDKAIOIIUX KypeHHe, yBeludeHue 3(P(PEKTUBHOCTH MO
CpaBHEHHUIO C peKOMeHIyemMou no3oi 150 mMr He Habmonanock. CiaemayeT peKOMEHA0BaTh OTKa3

OT KypeHHUsI U MPUMEHEHHUH Npenaparta IpIoTHHHUO.
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ITo0ouyHOE NelicTBUE

JIist  OLlEeHKM 4YacTOThI HEXENATeIbHBIX SIBICHHUHA HWCIOJB3YIOTCS CICAYIONINE KaTeroOpuu
4acTOThl: OYeHb 4yacto (> 1/10), wacto (> 1/100, vo < 1/10), wewacro (> 1/1000, vo < 1/100),
peako (= 1/10000, vo < 1/1000), ouens peako (< 1/10000), Bkirouas OTACIbHBIC CITy4au.
Hngpexyuu u unsasuu: ouvenv uyacmo — Tskenple WHOEKMU (C wiM 0e3 HEUTPOIICHHH,
MTHEBMOHWSI, CETICUC, (PIIerMoHa).

Hapywenusa memabonuzma u numanus: ouensb yacmo — aHOPEKCHsl, CHIPKEHHE MAcChl TeJa.
Tcuxuyeckue napywenus:. oueHb Yacmo — ACTIPECCHsL.

Hapywenus co cmoponvl Hep6Hotl cucmembl’. 04eHsb Yacmo — rojJoBHast 00Jb, HeliponaTHsl.
Hapywenuss co cmoponvl opeana 3penus. ouenb 4acmo — KOHBIOHKTHUBUT, CYyXOM
KEPaTOKOHBIOHKTUBUT; YACMO — KEPAaTUT; Heuacmo — HapyUIeHHE POCTa PECHHMII, BKIIOYAS
BPOCIINE PECHUIIBI, H30BITOUHBIM POCT M YTOJIILIEHUE PECHUIl; OYeHb peOKO — U3BS3BICHUE WU
nepdopaliysi pOroBUIlbl, yBEUT.

Hapywenus co cmopoHnvl OblxamenvHoU cucmemvl, 0peano8 2pyOHOU KIemKU U CPpeoOCmeHUs.
OYeHb Yacmo — OJIBIIIKA, KAIllellb; Yacmo — HOCOBBIE KPOBOTCUCHHS; HEYACMO — CUMIITOMBI,
10100HbIE HHTEPCTUIIMATBLHBIM 3a00JIEBAHUSAM JIETKHX, BKIIOYAs CIy4au C JIETAIBHBIM HCXO/I0M.
Hapywenus co cmoponwl diceny0ouno-KuuleuHo2o mpakma. O4eHb 4acmo — Auapesi, TOITHOTA,
pBOTa, CTOMATHUT, OOJb B XKUBOTE, METCOPH3M, TUCICIICHS, YACMO — KEIYyJIOYHO-KUIICUHBIC
KPOBOTEUCHHMSI (BKIIIOYAS OTJIEIBHBIC CIy4au C JICTAIBHBIM UCXOIO0M), HEKOTOPBIE M3 KOTOPBIX
ObuUIM CBsI3aHBI C OJHOBPEMEHHbIM mpuMeHeHHeM Bapdapuna wiu HIIBIL; wewacmo —
nepdoparus KenyI0YHO-KHIIEYHOTO TPAKTa, B HEKOTOPBIX CIIyYasiX C JETaIbHBIM UCXOIOM.
Hapywenus co cmoponvl neuenu u cenuesblgoOAMUX nymeti: yacmo — HapylleHus (QyHKIUH
neyeHu (Bimrovas moBbimeHre akTUBHOCTH ACT u  AJIT, moBbIIIEHHE KOHIEHTPAIUU
OunMpyOnHa); pedxko — Me4eHOYHast HeJOCTATOYHOCTH (B TOM YHUCIIE C JIETAIbHBIM UCXOA0M).
Hapywenus co cmopoHwvl Kodicu u NOOKONCHBIX MKAHEU: 04eHb YaCmo — ChIb (IPUTEMATO3HbIE U
MAyJIOMYCTYJIe3HbIC BBICBHITIAHUS, KOTOPBIC MOSBISUIACH WIH YCHJIMBAINCH T0JT BO3JICHCTBAEM
COJTHEYHBIX JIydel), 3y/, CYXOCTh KOXH, aJIOTCIHNS;, Yacmo — MapOHUXHS, TPEIIMHBI KOXH, KaK
MPaBUIIO, HE HOCAIINE CEPhE3HOT0 XapakTepa, B OOJBIIMHCTBE CIy4aeB aCCOIIMUPOBAHHBIE C
CBITBI0 U CYXOCTBIO KOXH, YIpH, aKHE(QOpPMHBIA IepMaTUT, (QOJUTMKYIUT (B OONBIIMHCTBE
CIIy4aeB JaHHbBIC HEXellaTeIbHBIC SBJICHUS ObLTH HECEPbEe3HBIMH, JISTKOW M YMEPEHHOU CTEIICHU
TSKECTH); Hewacmo — TUTIEPIUTMEHTAINS, THPCYTU3M, H3MEHCHHS peCHHII/OpOBel, TOMKOCTD H
paccioeHre HOTTEH; 3aperucTpUpOBAaHBl  Cllydad  OYJIE3HOTO, O3KC(POIUATUBHOTO U
COTIPOBOKAAIOIIETOCS O0pa30BaHMEM BOJIBIPEH MOpaKEHHsI KOXKH, BKIIOYAs OUYCHb PEAKUE
clly4au  TOJO3peHus Ha  pa3Butue  cunapoma  CrueHca-/[>KOHCOHA/TOKCHYECKOTO

SIUACPMAIIBHOT'O HEKPOJIM3a, B HCKOTOPLBIX CIIy4dasaXx € JICTAJIbHBIM HCXOI0M.
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Hapywenuss co cmoponsi nouex u Moy eebzeoa}'zutlulfr“—l%%:;'TEEW“"'—T 5 Hotédnas

HEJI0CTaTOYHOCTh, Heuacmo — HePUT, IPOTEUHYPHUSL.
Obwue HapywieHUs U peakyuu 6 mecme 66e0eHUs. 04YeHb Yacmo — TOBBIIICHHAS! YTOMIIIEMOCTb,

JIUXopaaka, 03HO0.

Ilepeno3upoBka

Cumnmomot

OOHOKpATHBIN MpUeM PIOTHHUOA BHYTPS B 03¢ 10 1000 Mr 310pOBBIME TOOPOBOJBIIAMU U JIO
1600 Mr 1 pa3 B Hememo NHalMEHTaMHU C OHKOJOTHYECKMMH 3a00JE€BaHUSIMH IEPEHOCHIIHCH
xopomro. OgHaKo MOBTOPHBIN mpuem 3pnotuHuba B go3e 200 Mr 2 paza B CYTKH 30POBBIMU
JT0OPOBOJIBIIAMHE YK€ Yepe3 HECKOIBKO THEH TIePEHOCHIICS TUIOXO.

[Ipu npueme spioTMHHOA B /03€ BBINIE PEKOMEHIOBAHHOW MOTYT HaONIOAAThCS TSKEIbIS
HEe)KeNaTelIbHbIE PeaklUM, TaKue KakK Juapesi, KOKHbIC BBICHIMIAHUS M BO3MOYKHO IOBBIIICHUE
AKTUBHOCTH «TI€UEHOYHBIX» TPAaHCAMHHA3.

Jleuenue

B cnydae mnonmo3peHus Ha NEPENO3UPOBKY JIEUEHHUE MPUOCTAHABIMBAIOT M MPOBOJIAT

CUMIITOMAaTUYCCKYIO TCPAIINLO. AHTI/II[OT K 3pJ'IOTI/IHI/I6y HCU3BCCTCH.

B3aumopeiicTBHe ¢ APYTUMH JIEKAPCTBEHHBIMH CPeICTBAMH

OpnaoTuHUO y dYeloBeKa MeTaboau3upyeTcss u30(epMeHTaMU CHUCTEeMBbI muToxpoma P450
IaBHBIM 0oOpa3zom mipu ydactuu uzopepmernra CYP3A4 u B menbmielr crenen CYPLA2 wu
nerounsiM  u3zodpepmentom CYP1Al. Bo3MOXHO B3aMMOJEHCTBHE TMpH NPUMEHEHUH
SpAOTHHMOA B KOMOMHAIIMKM C MHTHOMTOpaAaMM WJIM HMHIYKTOpaMH H30(EpMEHTOB, a TaKke
JIEKapCTBEHHBIMH CPEJICTBAMHU, KOTOPBIE META0OIM3UPYIOTCS TOCPECTBOM ITHUX N30(EPMEHTOB.
Mownvle uneudoumopor  uzogpepmenma CYP3A4 cHmwkaoT MeTaboIM3M JPIOTHHHOA U
YBEJIMYMBAIOT €r0 KOHIIEHTPALIMIO B IIa3Me KPOBH.

HNuruduposanue merabonmsma nzodpepmenta CYP3A4 mon aevictBuem xemoxornazona (200 mr
BHYTpPb 2 pa3a B CYTKH B TeueHHe S5 aHeid) mpuBoauT K yBenmueHno AUC sprotuan6ba Ha 86 %
U Chpax Ha 69 % 1O CpaBHEHHIO C TEMH K€ TOKa3aTeIsIMU MPU MPUEME OJHOTO SPIOTUHHOA.
Lunpognoxcayun (marudutop nzodepmento CYP3A4 u CYPLA2) ysenuunBaer AUC 1 Cpax
sprotuHnba Ha 39 % u 17 % coorBeTcTBeHHO. OJHOBPEMEHHOE MPHUMEHEHHE 3PIOTHHUOA ¢
MorHbiMU  uHTHOMTOpamMu u3odepmenta CYP3A4 wimum CYP3A4/CYPLA2 mnpou3BOauTCs
TOJILKO NPH KpaiiHel HeoOXOIUMOCTH. B citydae pa3BHTHSI TOKCHYHOCTH HEOOXOIMMO CHHU3HTH
7103y npenapara JpIoTUHUO.

Mownvle unoyxmopwr uzogpepmenma CYP3A4 yBennumBaroT MeTa0OIM3M SPIOTHHHOA U

SHAYUMO CHMIKAIOT €0 KOHLCHTpAaUWIO B IIJIa3ME KPOBH. I/IHILYKHI/IH MeTaboanu3Ma ¢ ydyaCTueM
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nzopepmenra CYP3A4 mnpu 0OAHOBPEMEHHOM HDI/IMG%QI/EJ%%: '“nyz:zwlgéf)aihrl :::E'P-r'%pb

€XKEHEeBHO B TeueHue 7 JAHEW) mpuBOAMT K cHmxkeHHto menuanel AUC sprotunuba B 103€
150 mr Ha 69 % 10 CpaBHEHUIO C PUEMOM OJTHOTO IPIOTHHHUOA.

[Tocne mpeaBapuTenbHOrO JeUeHUs pUaMIULIMHOM, a TAaKKe MPHU OJHOBPEMEHHOM IpHUEME
pudamnuiHa u 3piaotuauda meaunana AUC sprotunuba B no3e 450 mr cocrasiser 57,5 % ot
AUC »sprnotunnba B no3e 150 mr 6e3 mnpenBaputensHOW Tepanuu pudamnunuaoM. [lo
BO3MOXXHOCTH HEOOXOJIUMO IPEeIyCMOTPETh albTePHATHBHBIN METOJ JIeUeHUs 0e3 MHIYKIIUU
aktuBHOCTH H30(epMenTta CYP3A4. OgHOoBpeMEHHOE MPUMEHEHHUE APIOTHHHOA C MOIIHBIMU
unaykropamu u3odpepmenta CYP3A4, takumu kak pudaMIIUNAH, TPOU3BOAUTCS TOJBKO MPHU
KpaiiHeil HeOOXOIMMOCTH, TIPH ATOM HEOOXOIUMO YBEIMYHUTH 103y dpioTuHuOa 10 300 Mr mon
TIIATEIBHBIM KOHTposieM mpodwmis Oe3zomacHocTd. Ilpum Xopomeld NEepeHOCHMOCTH TpU
MPUMEHEHUU JPJOTUHUOA B TedeHHe Ooiiee ueM 2-X Helelb MOXHO PacCMOTPETh BOMPOC 00
YBEJIMUEHUH J103bI dpioTuHnba 10 450 mr, mpojoinkas TIATENbHO KOHTPOJIUPOBATH MPOQHIIb
oe3omacHoCcTH (cM. pasaen «Ocobbie ykazaHus»). boiee BEICOKHE 1036l B MOAO0HBIX CUTYAITUIX
HE U3YYaJIHCh.

CHIKEeHHE KOHIIEHTpAIMU SPIOTHMHHOA BO3MOXKHO U MPH OJHOBPEMEHHOM MPHUMEHEHUU C
npyrumu uaayktopamu CYP3A4, nanpumep, peHutonHoM, kapbamasenuHoM, 6apOouTypaTaMu
WM TpernapaTaMyd 3Bepo0osi mpoibipsiBiieHHOro. Cremayer coO0oaTh OCTOPOXKHOCTh TPHU
onHOBpeMeHHOM TmpuMeHeHnn WHIYKTOpoB CYP3A4 wu »spmormamba. Ilo Bo3MOKHOCTH
HEOO0X0/MMO MPEJyCMOTPETh aJbTEPHATHBHBIN MeTOJ JieueHUs 0e3 MOIIHON WHIYKLIUHU
akTuBHOCTH H30¢pepmenTa CYP3A4.

Cyocmpamul uzoghepmenma CYP3A4

[IpemmecTBytomas Tepanust WK OJHOBPEMEHHBIH NpPUEM SPIIOTHHUOA HE HapyIIaeT KIMPEHC
TUNHMYHBIX cyOocTpaTtoB n3odepmenta CYP3A4, Takux kak muoasonam nu spumpomuyun. Takum
0o0pa3oM, 3HAYUTEIBHOE BIMSHUE 3PIOTHHMOA Ha KIMPEHC APYrHX cyOcTpaTtoB H3odepMeHTa
CYP3A4 wmanoBepositHO. Oxa3anoch, 4To OWOOCTYITHOCTh MHJa3ojlaMa TIPH IEpOpaTbHOM
npuemMe cHWkaeTcst Ha 24 %, 4TO HE CBSI3aHO C BIMSHHEM HAa AKTHBHOCTH H30(epMEeHTa
CYP3AA4.

Huzubumopwvl npomeacom

CornacHO MexaHH3My JEHCTBUS MHTMOMTOPOB MpOTEacoM (Hampumep, Oopmezomuda) MOKHO
oxupate BiausHEEe Ha d(dexr wuHrHOuTOpoB EGFR, BKImIOWas ospmotmHu6. JlaHHOE
B3aMMOJICHCTBHE TIOATBEPKICHO OTPAHMUYEHHBIM KOJIMYECTBOM KIMHHUYECKUX U JOKITUHHYECKUX
WCCJICIOBAHMM, TTOKa3bIBaONINX pa3pymenue EGFR mocpencTBom mporeacom.

Hneubumopuor P-enuxonpomeuna
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OpnHOBpeMEHHOE BBEJAECHHE HMHIMOUTOPOB P-rimkonporenHa, Hanmpumep, LUKIOCIOpPUHA U
BeparamMmia, MOXXET TPUBECTH K W3MEHEHHOMY pAaCHpeleNeHHI0 W/WIM W3MEHEHHON
NMUMHUHALMK 3pioTuHubOa. [locmeAacTBus 3TOro B3aWMOAEWCTBUA, HANpUMEp, TOKCHYECKOE
BO3/ICIICTBUE HA LEHTPaJIbHYIO HEPBHYIO CUCTEMY, HE YCTAHOBJIEHBL. B Takux ciyuasx ciemyer
co0Ir0aTh OCTOPOKHOCTb.

Ipenapamul, usmensaowue PH 6 scenyoouno-kuweynom mpaxkme

PactBopumocThs spinotunnba 3aBucut ot pH cpenpl. [Ipu moBeimenun pH cpeapl 6omiee 5
pacTBOPUMOCTh  JIPJOTHHHOA CHIKaeTcs. TakuM o0pa3oM, JIeKapCTBEHHBIE CPE/ICTBa,
u3MeHsomye pH B BepXHuUX oTzAenax KelyJO04YHO-KUIIEYHOTrO TpaKTa, MOTYT OKa3blBaTh
BJIMSIHUE HA PACTBOPUMOCTD 3PJIIOTUHNOA U ero OuonoctynHocThb. [Ipu ogHOBpEMEHHOM NpueMe
spnotuHuOa W omernpazona, uHruOutopa npotoHHOW mnomibl, AUC u Cpax 3proTunHuba
cHIKaIMCh Ha 46 % u 61 % coorBeTcTBEHHO. Tcmax ¥ T1/2 HE U3MeHsIUCH. [Ipu ogHOBpEMEHHOM
npueme spiaotuHnda u panutuaunHa (300 mr), 61okatopa Hy-rucramuHoBeIX penentopoB, AUC
U Cax 3proTuHuOa cHrxkamch Ha 33 % u 54 % cOOTBETCTBEHHO.

TakuM 00pazoMm, O BO3MOXKHOCTU CIEAYyeT M30eratb OJHOBPEMEHHOIO MpUeMa SpIOTHHHUOA U
JICKAPCTBEHHBIX CPEJCTB, MOHIKAIOIIUX CEKPELHUI0 JKeye3 JKelaylaka. MaloBeposiTHO, 4TO
YBEJIMUEHUE J103bl SPJIIOTMHMOA NpU OJHOBPEMEHHOM IIpHEME C MOAOOHBIMU MpernaparaMu
MO’KET KOMIIEHCHPOBAaTh CHUKEHHE €ro dKcrno3uuuu. OJIHAaKo B TEX CIydasiX, Korja 3pJIOTHUHUO
Ha3HayaJICsi B pa3HbIE 4yachl, T.€. 3a 2 yaca A0 wiM yepe3 10 gacoB mocie nmpruemMa paHUTHANHA
(150 Mr 2 paza B cytku), AUC u Cpmax dproTHHHOA CHHKATUCh TOJbKO Ha 15% u 17 %
COOTBETCTBEHHO. B ciyyae HEOOXOAMMOCTH TEparuy JaHHBIMM JIEKAPCTBEHHBIMH CPEJICTBAMU
clelyeT OT/JaBaTh IpPEANOYTeHHWE NMPUMEHEHHUI0 0J1I0KaTopoB Hp-rucTaMMHOBBIX pELENTOPOB,
TaKUM KaK DPaHUTHUIUH, pa3felias NpueM ImpenaparoB mo BpemeHu. Crienyer MpHUHUMATH
npenapat OpiaoTuHUO Mo KpaiiHei Mepe 3a 2 yaca g0 win yepe3 10 yacoB mocie npuema
6110kaTopa Ho-rucTaMMHOBBIX PELIETITOPOB.

Bapgapun, opyeue npouszsoonvie kymapuna

VY manueHToB, MOTYYaBIIMX SPIOTHHUO B KOMOWHAIIMU C MPOU3BOJHBIMH KyMapWHa, BKIIOUYas
Bap(apHH, 3aperucTpupoBaHbl MOBBIIEHHE MeXTyHapOJHOIO HOPMAIM30BAaHHOTO OTHOIICHUS
(MHO) u xpoBoTedeHHs, B OTAENBHBIX CIy4yasX C JIETAIbHBIM HCXOAOM. Y TAlMEeHTOB,
NPUHUMAIOIIMX  MPOU3BOJHBIE KyMapuHa, HEOOXOJUMO  PEryJspHO  KOHTPOJIHPOBATh
npotpoMObuHoBoe Bpems mwiin MHO.

Cmamunvl

OpnoTuHMO B KOMOMHAIIMM CO CTaTHHAaMHU MOXET YCHUJIMBAaTh MMOMNATHIO, BBI3BAHHYIO

CTaTHHAMH, BKJIFOYas padJOMHOJIN3, HAOTIOIaBIINNCS PEIKO.
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Kypenue

Crnenyer peKOMEHIOBATh OTKa3 OT KypEHHsI IPH MPUMEHEHUH 3pJIOTUHIOA, TTOCKOJIBKY KypeHHE,
unaynupys nzopepmentsl CYPLAL u CYP1A2, cHmKaeT 3KCIO3UIMIO SPIOTHHHOA B IJIa3me
kpoBu Ha 50—60 %.

Temyumabun

He BbIsIBIIEHO 3HAUMTENBHOTO BIUSHHS TeMIMTa0MHAa Ha (DapMAKOKUHETHKY SpJIOTHHUOA U
Ha000pOT.

IIpenapamul nnamumnoi

OpioTUHUO yBENMUYMBAET KOHLEHTPALMIO IUIATUHBI B IUIa3Me KpoBU. OJHOBPEMEHHBIN Ipuem
ApAOTHHHOA ¢ KapOOIIIATHHOM U MAKIMTAKCEIOM MPUBOIUT K CTATHCTUYECKH 3HAYHMOMY, HO HE
3HauMMOMy KiuHW4Yeckn moBbimeHnto AUC o6mieir mmatuasl Ha 10,6 %. ITloBblmicHme
9KCHO3MLMU KapOOIUIaTUHA MOXKET OBITh CBA3aHO C JApPYyruMH (GakTopamu, Hampumep,
HapyleHueM (QYHKUMU Modek. He BBIABICHO 3HAYUTENIBHOTO BIMSHUSA KapOoIIaTHHA WM
HaKIuTaKcena Ha (papMaKOKMHETHKY 3PJIOTHHUOA.

Kaneyumabun

KanenurabuH yBenuuMBaeT KOHLEHTpPALMIO HpJioTUHMOAa B IulazMe KpoBH. llpumeHeHue
9pJI0TUHHOA B KOMOMHALMU C KalleUTaOMHOM IO CPaBHEHHIO C MOHOTepanued 3paoTHHHOOM
NPUBOJNT K CTaTUCTHYeCKH 3Ha4nMoMmy ToBbimeHnio AUC sprotnHnba M HE3HAYUTEIHHOMY
noBBIIEHUIO Cpax dpioTuHHOa. He BBIABICHO 3HAYUTENHHOTO BIHUSHHUS DJPIOTHHHOA Ha
(bapMaKOKMHETUKY KarenuTaOuHa.

Cyocmpamuvr UGT1AL

[Tockonbky spnoTuHUO sBisercs wuHrHOMTOpoM Y ®-rmoxyponunrpancdepassr UGT1AL,
BO3MOKHO B3aWMOJICHCTBHE C JIEKAPCTBEHHBIMHU CPEICTBAMH, KOTOPBIE SIBISIOTCS CyOCTpaTaMu
UGTIAl u ans KOTOPBIX peakiys KOHBIOTallMM C TIIOKYPOHOBOW KHUCIIOTOM sIBiISETCS
OCHOBHBIM ITyTeM MeTabonu3ma. HeoOGxoanMo coOnogaTh OCTOPOKHOCTh IMpPHU Ha3HAYCHUU
SproTHHHOA TalMeHTaM ¢ Hu3KuM ypoBHeM oskcmpeccnn UGT1Al wim ¢ reHeTHYeCKHMH
HApYIICHUSIMA, BBI3BIBAIOIIMMHU CHIKCHHE CKOPOCTH PEAKIMH TIIOKYPOHHM3AalWHU (HAIpuMep,
cuHpoM JKmipbepa), MOCKOIbKY BO3MOXKHO MOBBIIIEHHE KOHLEHTpAIMY OMINpYOUHA B TJIa3Me

KPOBH.

OcoOble ykazaHus

Oyenxa cmamyca mymayuii 6 eene EGFR. Tlpm omenke craryca myrammii B reHe EGFR
MAIUEHTOB C MECTHO-PACHpPOCTPAHEHHBIM WJIM METACTaTUYECKUM HEMETKOKJIETOYHBIM pPaKoM
JIETKOTO Tepe] TPUMEHEHUEM OJpJIOTUHHOAa B KadecTBe IMEPBOWM JIMHUM TEpaud WA

NOJJEPKUBAIOLIEH Tepanuy, HEoOXOIUMO BBIOMpATh XOPOIIO IPOBEPEHHBIE W HAa/lEKHBIE
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ONPEAEICHUN.

[Tpenapat DpnoTHHUO HE PEKOMEHIYETCs NMPUMEHATh B KA4eCTBE MOJACP)KUBAIOLICH Teparnuu
MIePBOH JIMHUM Y TIAIUEHTOB 0€3 akTUBUpYIomuUX MyTanuii B rene EGFR.

Kypenue. KypsmuMm nanueHTtaM cieiyeT PEKOMEHIOBaTh OTKa3aThCA OT KYPEHHs, TaK Kak
KOHIIGHTpAlUsi JpJIOTHHHOA B TUIa3M€ KPOBU Yy KYpSIIUX IAUEHTOB IO CPAaBHEHUIO C
HEKYpSIIMMH 3HAYUTENBbHO CHIXKaercs (cMm. pasgensl «®DapmakokuHetukay, «Crocod
MPUMEHEHHUS U 103b» U «B3aumoeiicTBue ¢ IpyruMu JIEKApCTBEHHBIMU CPEJICTBAMMY).
Humepcmuyuanvroe 3abonesanue neexkux (M3J/1). Y malMeHTOB C HEMEIKOKJICTOYHBIM PAKOM
JIETKOI'0, PaKOM IIOJDKENIYJI0YHOM JKeJe3bl WM JIPYTMMM paclpOCTPAHEHHBIMU COJUAHBIMU
OITyXOJISIMH, TOTy4aBIINX 3piaoTuHUO, N3JI-momo0HpIe CHMITOMBI, B TOM YHCJIE C JICTATbHBIM
UCXOJIOM, JUarHOCTUPOBAIUCH HEYACTO.

B uccrnenoBanuu mnpu HEMENKOKJIETOYHOM pake Jierkoro cepbesnbie M3JI-momoOHble sBieHus
oTMeyanuch ¢ yactotor 0,8 % Kak y MalueHTOB, NOJyYaBUIMX 3PJIOTUHUO, TaK U y NAIIUEHTOB,
HE MOJIy4yaBIIUX €ro.

[Io pesynbraraM MeTa-aHalu3a PaHAOMHU3UPOBAHHBIX KOHTPOJUPYEMBIX  KIMHHUYECKHX
WCCJICIOBAHUIM TpPU HEMEIKOKIETOUHOM pake Jerkoro uactora W3JI-momoOHBIX sIBIeHUN
coctamia 0,9 % y marueHToB, MOJy4aBIIUX dPIOTUHUO, U 0,4 % y marmeHToB, He MOJIYYaBIINX
npemnapar.

B wuccienoBanuum mnpHu pake MOMKENTYAOYHOUM >kene3bl yactora W3JI-momoOHBIX sIBIEHUN
coctaBuia 2,5 % y NManueHToB, NOJyYaBIIUX 3PIOTHHUO U remuutadbus, u 0,4 % y manueHTos,
MOJIyYaBUINX TOJBKO FeMIIUTA0HH.

Haubonee wacTeiMu nMarHo3amMu y MalMEeHTOB C mojao3penreM Ha M3JI-momoOHbIe CUMIITOMBI
ABJISIFOTCS: NTHEBMOHMUT, UHTEPCTUIMAIbHAS THEBMOHUS, JIy4€BOM MHEBMOHUT, AJIIEPTUYECKUN
UHTEPCTULMAIBHBIA THEBMOHHUT, UHTEPCTULMAIBHOE 3a00JI€BaHUE JIETKUX, OOJUTEPUPYIOIIUI
OpoHXHONUT, (UOPO3 JErKUX, OCTPBIA PECHUPATOPHBIN IHUCTpPECC-CUHAPOM, WHOUIbTpaLus
JIETKUX U aJIbBEOJIHT.

[Tepeuncnennsie M3JI-mompoOHbIe sBIEHHS BO3HHKAJIW B IMEPHOA OT HECKOJIBKHUX JHEH [0
HECKOJIbKUX MeCALeB I0C/Ie Hayajla Tepanud SpJOoTUHUOOM. BONBIIMHCTBO ciyyaeB ObLIO
CBS3aHO C OTATYarOIIMMU WM CHOCOOCTBYIOIIMMH (paKTOpaMu, TaKUMHU KaK COIMYTCTBYIOLIAst
WIM paHee MPOBOAMMAs XUMHUOTEpanwus, JydeBas Teparus, MapeHXMMaTo3HOe 3a0o0JjieBaHUE
JETKUX B aHaMHe3e, METacTaTH4YecKoe MOopakeHue Jjerkux uim uHeekuus. Ilpu octpom
Pa3sBUTHM HOBBIX W/WIHM MPOTPECCUPOBAHMHM HEOOBSICHUMBIX JIETOYHBIX CHUMIITOMOB (OZBIIIKA,

Kallesdb M JIMXOpajKka) MpHeM mpenapara IJploTHHHO HEOOXOAMMO IMPEepBaTh /10 BBIICHEHUS
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OpnoTUHUO U MPOBECTU HEOOXOIUMOE JICUCHHE.

Huapes, Oecuopamayus, >71eKMpoIumnble HApyuileHus u noveunas neoocmamounocms. Ilpu
BO3HUKHOBEHUH TSDKEJIOM MM YMEPEHHOW auMapen HeoOXOJMMO Ha3HA4yWTh JionepaMmui. B
HEKOTOPBIX CIIy4asX MOXeT NOTpeO0BaThCsl CHUKEHUE 103kl ITpenapara JpiaoTUHHO.

[Tpu TspKenoi WM yCTOWYMBOW JHapee, TOIIHOTE, aHOPEKCHH MM PBOTE C 00E3BOKMBAHHEM,
Tepanus npenaparomM DpIOTHHHUO JT0JDKHA OBITH IPEpBaHa U MPOBEIEHA peruapaTalus.
Co00111a110Ch 0 PeIKUX CllydasiX pa3BUTHUS TMIIOKAIMEMHUH U ITOYE€YHOM HEJOCTaTOYHOCTH, B TOM
YHCJIE C JIETAIBHBIM UCXOJI0M.

Hekotopele ciydan MOYEeYHOM HEJOCTATOYHOCTH OBUIM BBI3BAHBI TSDKEJOW JErHapaTaiuen
BCJICJICTBHE MAPEH, PBOTHI W/WIIM aHOPEKCHUH, JPYIHe — COMYTCTBYIOIIEH XuMmuoTepanueid. B
CIIy4asX TSDKEJIOM WINM yCTOMYMBOM AMAPEN WIH COCTOSHUSAX, NPUBOMALIMX K JErHIpaTalyy,
0COOEHHO Yy MAllMEeHTOB B IPYyIIE PUCKa (COMYTCTBYIOIIAs Tepanus WK 3a00JI€BaHus, WIK IpU
HAJIMYUK JIPYTHX TIpeApacroyiaralonmx (akTopoB, B TOM YHCIE IMOXWIOH BO3pacT), MpUEM
npernaparta IpIoTUHUO MPEPHIBAIOT U MPOBOIAT NAPEHTEPATBHYIO peTuaApaTannio. Y TManueHTOB
C BBICOKMM PUCKOM JETHIPATALUU CIEAYET KOHTPOJIUPOBATH JIEKTPOIUTHI CBIBOPOTKH KPOBH,
BKJIIOYAsl KU, 1 QyHKIHUIO TOYEK.

I'enamum, neuenounas nedocmamounocms. Bo BpeMs mpuema 3pJlOTHHHOA CcOOOINAIoCh O
PEOKHMX CIIy4asX pa3BUTHS IMEYEHOYHOW HENOCTATOYHOCTH, BKIKOYAs CIyd4aW C JIETAJIbHBIM
UCX0/10M. PexoMeHayeTcsl Mepuoin4eckl KOHTPOJIMPOBATh (PYHKLUIO TMEYEHHW y MallMEeHTOB C
COIYTCTBYIOIIMMH  3a00J€BaHUSAMH  [EYEHH WIM  [OJYYAIOIIMX  IeNaTOTOKCHYHBIE
JIEKapCTBEHHbIE cpeAcTBa. [Ipu pa3BUTHM TSKEIOro NMOPAKEHHs NEYEHW IPHEM Ipenapara
OpIOTUHUO MPEPHIBAIOT.

Ileppopayus scenyoouno-kuweunoco mpakma. IlanpeHTsl, Moydyaromme 3piI0oTHHUO, UMEIOT
NOBBILIEHHBI PHUCK Pa3BUTUS TNepPOpaluu  KeTyJOYHO-KUIIEYHOTO TpPaKTa, KOTopas
Ha0JII0/1a1ach HEYacTO, B HEKOTOPBIX CIIydasix C JETaJbHBIM UCXOA0M. B rpynmy moBBIIIEHHOTO
pUCKa BXOJAT NAIMEHTHbI, IOJyYarollhe COMYTCTBYIOIIYI0 TEpanui0 AaHTHAHTHOTE€HHBIMU
JIEKapCTBEHHBIMH CpEJICTBaMH, TItOKoKopTukocteponnamu, HIIBII w/nam xumuoTepanuio Ha
OCHOBE TAaKCaHOB, WM MAalMEHThl, HMEIOUIME B aHAMHE3€ MENTUYECKYI0 3By WIH
JTUBEPTUKYIISIPHYIO O0JIE3Hb.

B cnydae paszButHs mnepdopanuu  KelyIo4YHO-KUIIEYHOTO TpakTa TEepanuio IpernapaToM
OproTUHUO CleyeT NPEeKPATUTh U HE BOZOOHOBIIATH B JAIbHEHIIIEM.

bynnesnvie  unu  sxcghoruamusnvie  napywenus. Coobmanoch o0 ciaydasx OyJUIE3HBIX,
COIIPOBOXKIAIOIIMXCA 00pa30BaHUEM BOJABIPEH M AKC(HOIMATUBHBIX HapyUIEHUH, B TOM 4HUCIIE

00 OYeHb peAKuX cIIyqasx M0/1I03pEHUS Ha pasBuTHe CHUHApOMa
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JeTalbHBIM HWCXOJOM. B ciyuae pa3BUTHS TSKEIbIX OYIJIE3HBIX, COMPOBOXKIAIOIIUXCS
oOpa3oBaHHEM BOJIBIPEH, WM SKC(POIMATUBHBIX TOPAKEHUH KOXKHU JICYCHHE SPIOTUHHOOM
JIOJIKHO OBITH TIPEPBAHO MM OTMEHEHO.

Ogpmanvmonocuueckue napyuierus. IIpy NPUMEHEHHH SPIOTHHHOA 3apPETUCTPUPOBAHBI OYCHb
penkue ciydau nepdoparui WM U3BA3BJICHUS POTOBUIBL [lpu Jed4eHUH SPIOTUHHUOOM
HAOMOIAMMCh U JApyrue Oo(TanbMOJOTUYECKUE HAPYIICHHs, BKIIIOYas HEMPAaBUIBHBIA POCT
PECHHMII, CYXOH KEpPaTOKOHBIOHKTUBUT HWJIM KEPAaTUT, KOTOPBIC TAaKXKe SIBISIOTCS (haKTopaMu
pucKa pa3BUTHSA Tep(OpalUKU/U3bI3BICHUS POrOBUIIBL. JleueHue mpemapaToM ODPIIOTHHUO
JOJDKHO OBITH TPEPBAHO HJIW OTMEHEHO WPH IMOSBICHHUH OCTPBIX O(TATBEMOIOTHYSCKUX
CUMIITOMOB, TaKUX KaK OOJb B Ija3y, WM YXYAIICHUH XPOHUYECKHX O(TATBMOIOTHICCKHX
3a00JIeBaHUH.

Obpawenue ¢ HEUCNONL30BAHHLIM NPENAPAMOM/NPENnapamom ¢ UCMEKUUM CPOKOM 200HOCHIU.
[Tomamanue JIGKApCTBEHHOTO IMpernapaTta B OKPYKAIOIIYIO Cpelay IODKHO OBITh CBEICHO K
MuHUMYMYy. He criemyer yTuim3upoBarh mpemnapar ¢ MOMOIIBI0 CTOYHBIX BOJ[ WM BMECTE C
OBITOBBIMU OTXOJaMH. HeHCIonb30BaHHBIN JIGKAPCTBEHHBIA IIpermapaT M OTXOJbI JTOJIKHBI

OBITh YTUIIU3UPOBAHBI B COOTBETCTBHUU C MECTHBIMHA Tpe6OBaHI/I${MI/I.

Binsinne Ha cIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHM3MaMHU

HccnenoBanuii 1Mo  M3y4EHUIO BIMSHUS ~ 3pJIOTMHMOA Ha  CIIOCOOHOCTH  YIPaBIATh
TPAHCHOPTHBIMM CPEJCTBAMHU U MEXaHU3MaMM He MPOBOIMIOCH. OHAKO 3PIOTUHUO HE BIUSET
Ha CIIOCOOHOCTH K KOHIIGHTpAllMU BHUMaHUs. B ciydae pa3BUTHs HeXenaTelnbHBIX PeakLuil co
CTOPOHBI OPraHOB 3pEHMs, HEPBHOM CHCTEMBbl WM TCUXUKHU IpH NPUMEHEHHM Ipernapara
CJIeIyeT BO3JEPKaThCS OT YNpPaBICHUS] TPAHCIOPTHBIMU CPEICTBAMH M MEXaHU3MaMH, a TaKKe
OT 3aHATHH JPYrMMH TOTEHLIMAIbHO OMNACHBIMU BHJAMHU JESATEIBHOCTH, TPEOYIOIUMU

MOBBIIIEHHOM KOHICHTpAIlMU BHUMAHUS U 6LICTp0TLI TICUXOMOTOPHBIX pCaKHHﬁ.

dopma BbIIIYCKA

TabneTKH, MOKPHITHIE IICHOYHOU 000109K0M, 25 M, 100 Mr 1 150 M.

[To 30 Ttabmerok B OaHKM U3 MOMUATWIECHTepedTanaTa, YKYINOPEHHBIE KpBIIIKAaMH U3
noaudTUiIeHa. Ha 6aHKM HaKJIEUBAIOT STUKETKY.

[To 10 TabneTok B KOHTYPHYIO SIUEHKOBYIO YIAKOBKY M3 IUJICHKH MOJMBUHWIXJIOPUAHON U
donbru AIFOMUHUEBON JTAMUHHAPOBAHHOMN MI€YaTHOM, W IJICHKU
MOJMBUHUIIXJIOPUTHON/TOTUBUHUINIEHXIOPUIHON U (OJBIY aTIOMHUHUEBOW JTAMUHUPOBAHHOM

IE€YaTHOMU.
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[a4YKy KapTOHHYIO.

YciaoBust XxpaHeHUs
B 3amumieHHoOM 0T cBeTa MecTe MpH TeMiieparype He Boie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpox rogHoctu
4 rona.

He MPUMCHATH 11O UCTCUCHUHN CPOKA rOAHOCTHU, YKa3aHHOT'O Ha YIIAKOBKE.

YcaoBus ornycka

OTHYCKaeTCH 110 PCLCIITY.

IIpousBoaurenn

000 «®apmMenTaj rpynmn», Poccus

FOpuouueckuii adpec:

123242, Poccus, r. MockBa, yi. KonromkoBckas, 1. 28, 3T. 3, nom. IA, kom. 9
Ten.: (499) 685-00-15

e-mail: phm@phm.group

Adpec npouszso0cmeeHHO NIOWAOKU.!

MockoBckas 061., 1.0. KpacHoropck, n. MeunukoBo, Bia. 4, cTp. 2.

Baanenen permcTpanMoOHHOrO yAOCTOBEpPEHHSI/OPraHU3alus, NMPUHUMAKIIAS NpPeTeH3UU
norpeodurTeisi

000 «®apmMenTaj rpynm», Poccus

FOpuouueckuii aopec:

123242, Poccus, r. MockBa, yi. KontomkoBckas, 1. 28, 3T. 3, mom. |A, koM. 9

Ten.: (499) 685-00-15

e-mail: phm@phm.group
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