COOTBETCTBYET JKCNEPTHOMY OTYETY
ot 11.09.2024 N2 19334
HUHCTI yKHI/I}In OCNEOOBATENBHOCTE 0001)

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA
I'epurnnné-Pyc

Toprosoe HaumenoBanue: ['eputuano-Pyc
MexkayHapoaHOe HENATEHTOBAHHOE WJIM IPYNIIMPOBOYHOE HAUMEHOBaHHe: re(pUTUHUO
JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOIH 000I0UKOMH
Cocras: 1 TabneTka COIEpKUT:
eticmeyrowee sewecmeo: I'eputunnod 250 mr;
Bcnomoeamenvuvie gewjecmea: 1aKTO3bl MOHOTMPAT, MUKPOKPUCTAIIIMYECKAs LEJIH0103a (THIL
101), moBumon K30, kpockapmesio3a HaTpusi, HATPUs JIaypUiICyJib(ar, MarHus creapar.
Inénounasn obonouxa: runpomeriosa, turana guokcun (E171), makporos, kpacuTtenb xenesza
okcun kpacHblil (E172), kpacuTens xenesa okcu xentoiid (E172).
Onucanue
Kpyribie nBOSKOBBINYKIbIE TAaONETKH, MOKPBIThIE IJIEHOYHOW OOO0JIOUKOW OT KpacHOro [0
KpPacHOBAaTO-KOPHUYHEBOTO IBeTa. Ha momepedyHoM paspese siipo OT 0enoro 1o moutd Oenoro
[BETA.
dapmakoTepaneBTHYecKasi IPynna:  IPOTUBOOIYXOJIEBbIE  CPEJCTBA;  MHIHMOUTOPHI
IPOTEUHKNHA3; WHIUOUTOPBl THUPO3WHKHMHA3Bl pelenTopa 3nujepMaibHOro (¢akropa pocTa
(EGFR).
Koa ATX: LO1EBO1
DapMaKoJIOrHYecKue CBOMCTBA
Dapmakoounamuxa
['eputnnNO, ABAAACH CENEKTUBHBIM UHTUOUTOPOM TUPO3UHKHHA3BI PELENTOPOB 3MUIEPMAIILHOTO
(akTopa pocta, IKCIpeccHsi KOTOPbIX HAOII0JAETCsl BO MHOTHX COJUAHBIX OIMYXOJISIX, TOPMO3UT
POCT OIYXOJIM, METACTa3UPOBAaHUE U AHTUOTEHE3, a TAKIKE YCKOPSET allONTO3 OITyXO0JIEBBIX KJIETOK.
[TarueHTsl, HHUKOTJAa HE KypHBIIKE, HMeEIIKUe MOp(HOJIOrHUecKuii BapUaHT OMYXOJHU
aJICHOKApIIMHOMA, >KEHCKHMM TMOJI WK SBJISIOUINECS IMPeICTaBUTEISIMU a3HMaTCKON packl, Oosee
BEPOSATHO OyIyT UMeTh 3(pdext oT Tepanuu repuTHHUOOM. DTH KIMHUYECKHUE XapaKTEPUCTUKU
TaKXe aCCOLMUPYIOTCS C BBICOKOW YacTOTOM MyTalMi pelenTopa 3MuAepMalbHOro (akropa
pocTa OMyXOJIH.
Pesucmenmnocmo
B OonpmmHCTBE ciyyaeB HeMenKokieTouyHoro paka Jyerkoro (HMPJI) ¢ aktuBupyrommmu
MYTalMsIMM B T€HE pelenTopa SMUAepMaIbHOro (pakTopa pocTa co BpeMEHEM BbIpabaThIBAETCs
PE3UCTEHTHOCTh K TreUTHMHUOY (MennaHa BpEeMEHHU JI0 MpOorpeccupoBaHus okojio 1 ropa).

[TpumepHo B 60 % ciayyaeB pe3uCTEHTHOCTh 00ycoBlIeHa BTOpHUUHOI MyTanuei T790M, B cBs31



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 11.03.2024 N= 19334

C YeM WHTHOUTOPHI TUPO3ZMHKHWHA3BI PEIETITOPa) 3nnnep%ﬁ&%§r%5§%B@Q,%E)ﬁ)glgr%ihme

npu Hanuuuu MyTtanuu T790M, MoryT paccMaTpuBaThes B KAUE€CTBE CIIEAYIOIIEH JINHUM TEPAIIUU
y MalKEHTOB ¢ noarBepxkaeHHOM Mytauuend T790M. Taxke mocine NpuMEHEHHs MPENaparos,
UHTUOMPYIOIMX TUPO3UHKHHA3Y peLenTopa SMUAEepPMaIbHOro (pakTopa pocta, OblIIM OTMEUYEHbI
Jpyrue MEXaHU3Mbl PE3UCTEHTHOCTH, BKIIIOYAIOIIME OOXOJHBIC M HUKEJIE)Kalllue CUIHAJIbHbIE
nyTH, Harpumep, ammmudukanms reioB HER2 u MET u myrtanu PIK3CA. B 5 — 10 % ciyuaeB
PE3UCTEHTHOCTh MOKET OBITh CBSI3aHAa C U3MEHEHHEM (PEHOTHIIa OMYXOJIH — TpaHChopmanuei B
MEJIKOKJIETOUHBIN PaK JIETKOTO.

[Ipu cpaBHeHuM repuTHHHOA MU KOMOMHAIMM KapOOIUIaTUH + MAaKJIWTaKcel B NEPBOW JIMHUU
tepanuu pacupoctpaneHHoro HMPJI (cragus IlIb u IV) y nmaumeHToB asmarckoil pachl ¢
THCTOJIOTUYECKOH  (OpMOil OmyXonM aJeHOKapUUMHOMA C HEOTATOUICHHBIM aHaMHE30M
KypuiiblirKa (OpocuBiine KypuTh > 15 net Hazaa u BeikypuBasiine < 10 nayex B ron), reputuHud
IPOIEMOHCTPUPOBAJ CTATUCTHYECKU 3HAYMMBbIE IPEUMYLIECTBA B BBKUBAEMOCTH 0€3 IPU3HAKOB
IPOTPECCUPOBAHMSI U OOBEKTUBHOM OTBETE€ MO CPAaBHEHHIO C KOMOWHAIuMed kapOoraTuH +
MAKJIMTAKCeN, KaK BO BCEH TpyIIe, TaKk M B TPYIIE MAIEHTOB, y KOTOPHIX OBUIM BBISBICHBI
MYTal1H I'eHa peLenTopa U IepMaIbHOro pakTopa pocta. CTaTUCTUUECKU 3HAUUMOTO pa3Inyus
B 0011el BBDKMBAEMOCTH MEKIY I'PYIIIaMH JICUECHHsI HE OTMEUEHO.

UyBCTBUTENBHOCTh K TeUTHHUOY TPU HATUYMU YaCTO BCTPEYAIOLIMXCS MYTAIMH perenTopa
snuaepMaibHOro hakropa pocta (aenenun 19 sx3ona, L858R) Obiia yOeauTenbHO OATBEPIKACHA
pe3yabTaTaMi KIMHUYECKUX HuccienoBaHuid. CyllecTBYIOT OT/ENbHbIE JaHHbIE 00 OTBETE Ha
reUTUHUO MPU HAIWYMK MEHee paclpOoCTpaHEHHbIX MyTanuid. [Toka3zaHa 4yBCTBUTEIBHOCTH K
reputuHUOY Tpu peakux myrtamusax G719X, L861Q u S7681, a npu u3onupoBaHHONW MyTalluu
T790M nnu n30MpPOBaHHBIX HHCEPIUAX 20 SK30HA UMEET MECTO PE3UCTEHTHOCTH K repUuTHHHOY.
Lupxynupyrowas onyxoneeas oe3oxkcupubonyrieurnosas kucioma ([JHK)

B wuccnenoBanun IFUM un3yvanucs myrtanmuu B oOpa3lmax TKaHM ONyXOJd M B oOpasmax
nupkyupyromen onyxoneBoi JJHK, nomydeHHbIX U3 T1a3Mbl KPOBHU MMALIMEHTOB €BPONEOUTHOM
pacel, ¢ ucnons3oBanuem Ttect-cucteMbl EGFR RGQ PCR (Qiagen). M3 1060 marueHToB,
OPOIIEAINX MPOLEeayphl 0TOOpa B HCCIIEAOBaHUE, Yy 652 ans u3ydeHus ObUIM JIOCTYNHBI Kak
00pa31Ibl OITyX0JIH, TaK ¥ 00pa3isl UpKyIupyomei onyxonesoit JIHK. UyBcTBUTETBHOCTS (107151
MAIMEHTOB ¢ MyTallMell B TKAHHW OMYXOJH, Y KOTOPHIX BBISABICHA MyTalHs B IUPKYJIUPYIOIIEH
JIHK) coctaBmna 65,7 % (moBeputenbubiii uaTepBat ([A1): 55,8 — 74,7 %), cnenuduanocTs (10515
NAIMEeHTOB C OTCYTCTBHEM MyTallUd B TKaHHM OIYXOJH, Y KOTOPBIX OTCYTCTBYET MyTalus B
nupkymupyromeit JJHK) cocrasuna 99,8 % (AM: 99 — 100 %). OTn naHHBIE COIIACYHOTCS C
pesysibTaTaMu  ucciaenoBanus nupkynupyrooniedn JHK y manmueHToB a3swaTckod packl B

ncenenoanun  IPASS ¢ wucnons3oBanmem Ttect-cuctembl EGFR  Mutation Test  Kit
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(MyBCTBHTETBHOCT cocTaBma 43,1 %, crenmdjranocts 1 100 Ypy LW EATENEHOCTS 000T)

Yacrora 0ObEKTUBHOTO OTBETAa Ha TEPANHUIO re(UTUHUOOM y MAIlIEHTOB €BPONCOUIHOIN packl B
uccienoBauuu  |IFUM  coctaBmiia 70 %, MenmaHa BbDKMBAEMOCTHM ©0€3 IPHU3HAKOB
nporpeccupoBaHust cocraBwia 9,7 MecdueB. OTH  JaHHbBIE AaHAJIOTMYHBl pe3yJibTaTaM,
MOJIYYEHHBIM Y TIAIIMEHTOB a3MaTCKOM packl B uccienoBanun IPASS.

DapmakoKkunemuka

[Tocne mpuema BHYTpb BCachIBaHHE IPOUCXOJUT OTHOCHUTEIBHO MeEIUIeHHO. PaBHOBecHas
KOHIIEHTpalus pocturaercs nocie npuema 7 — 10 no3. PerynspHoe Ha3HadeHue npenapata 1 pa3
B JIeHb IIPUBOJAUT K YBEJIMUYEHHIO KOHLEHTpAaLUU B 2 — § pa3 [0 CPAaBHEHMIO C OJHOKPATHBIM
npreMoM. MakcuMalibHasi KOHLEHTpAIHs IIperapaTa B Ila3Me KPOBU TIOCTUTAETCS B TEUEHUE 3 —
7 4. CpenHHe TIOKa3aTe) a0COIFOTHON OMOIOCTYITHOCTH y TTAITUEHTOB COCTaBISIOT 59 %. [Tpuem
IUILY HE BIUSAET Ha OMOA0CTYnHOCTh npenapata. [lpu nokasarene pH xenya04HOro coka Bblle
5 6uogoctynHocTh reuTuHnba cHkaeTcs Ha 47 %.

O6mwem pacnpenenenus repuTuHIOA PU TOCTHKEHUN PABHOBECHOMN KOHIIEHTPAIIMH COCTABIISET
1400 151, uTo cBUIETENBCTBYET 00 SKCTEHCUBHOM pAacCIIpeeeHUH Npenapara B TKaHAX. CBs3b ¢
OenkamMu IUIa3Mbl (C CHIBOPOTOYHBIM ANbOYMHUHOM M anb(da 1-rIMKONpOTEMHOM) COCTaBIISET
npubau3uTensHo 90 %.

['epurrHUO MOBEpTacTCs OKUCIUTEIEHOMY MeTabomm3mMy nocpeactBoM uzopepmenta CYP3A4
cucreMsbl ruToxpoma P450.

UccnenoBanus in Vitro mokasanu, 4to reuTHHHO HE3HAYMTENBHO HHTUOUpYeT (epMeHT
CYP2D6. Hasnauenue reputuHnOa coBMECTHO ¢ MetompoionoM (cyocrpar amst CYP2D6)
MPUBOJIMIO K HE3HAUUTEIBHOMY MOBBIIIEHUIO (Ha 35 %) KOHLEHTpalMU METOINpPOJIoJIa, YTO HE
SIBIISICTCS KIIMHMYECKH 3HAYMMBIM.

Metaboiu3m repuTHHHOA POUCXOAUT TpeMs MyTaMu: MeTabonau3M N-mponuamMopdoarHoBOH
IPYMIIbI, JeMETUINPOBAHNE METOKCUIILHOM TPYIIIBI HA XMHA30JIMHOBYIO YacTh U OKHCIUTEIbHOE
nedocGopriIipoBaHHEe raIOTeHUPOBAHHON (PEHMIIBHOM TPYIIIBI.

OcHoBHOM MeTa0oNIUT, onpeeNsieMbli B Ia3Me KpoBu — O-gecmerunrepurunuod, odbnagaer B 14
pa3 MeHblIel (apMaKkoIOrH4ecKoil aKTHBHOCTBIO IO CPABHEHHUIO ¢ Te(pUTUHUOOM B OTHOLIEHUH
KJIETOYHOTO pOCTa, CTUMYJIUPOBAHHOTO OSMHUJEPMAIbHBIM (H)aKTOPOM pocCTa, YTO JIeNaeT
MaJIOBEPOSITHBIM €T0 CYIIECTBEHHOE BIUSHIE HA KIIMHUYECKYIO aKTHBHOCTD TepuTHHIOA.
OO6muii masMeHHbI KiupeHe reputuanbOa — npubnuzurenbHo 500 mu/mun. CpeaHuii nepuos
noJyBbIBeieHUs cocTaBisieT 41 4. [Ipenapart BeIBOAUTCS B OCHOBHOM ¢ (hekamusimu. [Toukamu
BBIBOJUTCS MeHEE 4 % OT BBEIEHHON JIO3BI.

CBsi31 MKy HIDKHAM 3HAUE€HHEM PaBHOBECHOM KOHIICHTPAIMH TperapaTa H BO3pacToM, Maccoi

TCJa, I10JIOM, STHHYECKOU MPUHATJIC)KHOCTHIO UJIN KIIMPECHCOM Kp€aTHHHWHA HE BBISIBJICHO.
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KOHIICHTPALUH, OOIIMIA TUIa3MEHHBIH KIMPEHC U paBHOBECHAs] KOHIEHTPAIHU ObUIH CXOXKHU IS
TPy  TAalKMEHTOB C HOPMaJIbHOH (yHKIMEH TEeYeHHM | C YMEPEHHOH NeuYeHOYHOH
HEJOCTaTOYHOCThIO. JlaHHBIE IO MAanMEHTaM C TSDKEIOW II€YEHOYHOW HEJOCTaTOYHOCTBIO
BCJICICTBUE METACTA30B B [I€YECHb [TO3BOJISIFOT IIPEATIONIOKUTH, YTO PABHOBECHAS KOHLICHTPALMS Y
JAHHBIX MAIIMEHTOB CX0Ka C TAKOBOH y MAIMEHTOB C HOPMAIBHON (DYHKITUEH IMeUeHHU.
OcobenHocTH feiicTBUs reUTHHIOA y TAIMEHTOB C HApyIICHUSIMH (QYHKIUH TICUYSHH BCIIEICTBUE
LUPPO3a WU T'elaTUTa HE UCCIIECI0BaHbI.
IHoka3anusi K NpUMeHEeHUI0
MecTHOpacnpOCTPAHEHHBIN WJIM METACTATUYECKUI HEMEJIKOKIIETOYHBIN PaK JIETKOTO C HATUYUEM
AKTUBUPYIOMUX MYyTallMi THPO3MHKHHA3HOTO JOMEHA DPELEenTOopa SMUAECpPMAaIbHOTO (akTopa
pocra.
IIpoTuBONOKAa3aHMS

o [loBbIIeHHast YyBCTBUTEIBHOCTD K TeUTHHUOY WIIM APYTUM KOMIIOHEHTaM Ipernapara.

e bepeMeHHOCTh U NIEpUOJ JaKTalUH.

e Jlerckuil U MOJAPOCTKOBBINA Bo3pacT (0e30macHOCTh U APPEKTUBHOCTD y AAHHOW TPYIIIbI

HAlMEHTOB HE OLICHEHA).

C 0CTOPOKHOCTBHIO
[Tpu unuomaruueckoM ¢uOpPO3e JErKUX, MHTEPCTULHATBHONW IMHEBMOHHUH, MHEBMOKOHHO3E,
MOCTIYy4YeBOM IMHEBMOHUH, JIEKAPCTBEHHOM ITHEBMOHUU (OTMEYEH IOBBIIIEHHBIH YPOBEHb
CMEpPTHOCTH OT 3THX 3a00s1eBaHui Ha (oHe JeueHHs TeUTHHUOOM); TIPU CI1abOM U YMEPEHHOM
MOBBIIIEHUH aKTUBHOCTH «IIEUEHOYHBIX» TPAHCAMUHA3 U YPOBHS OMIMpyOMHA; mpu Jedunure
JIaKTa3bl, HENEPEHOCUMOCTH JIAKTO3bl, TIJIIOKO30-TaJIaKTO3HON MalibabcopOumu (Tak Kak B
JIEKapCTBEHHOM (popMe COAEPKUTCS JIAKT03a).
IIpumeHenne npu 0epeMEHHOCTH M B IEPHO/ TPYIHOI0 BCKAPMJINBAHUS
[Tpenapat I'eputnHUG-Pyc npoTrBONOKa3aH /uis MpUMEHEHHs P OEPEeMEHHOCTH U B NEPUOJ
TPYAHOTO BCKAPMIIMBAHMUS.
Cnocod npuMeHeHHs U 103bl
BayTtps no 250 mr 1 pa3 B CyTku BHE 3aBUCUMOCTH OT MpueMa NUIIK. Eciiy nanueHT npomycTul
IIPUEM OUYEPETHON J103bI, IPOMYIIEHHYIO 03y CIEAYEeT MPUHATh B TOM CIIydae, €ClIM 10 IpuemMa
CIenyroIend N03bl ocTanoch He MeHee 12 4. He cienyer npuHUMarh IBOMHYIO 03y Iperapara
JUTSL KOMITEHCAIIUH MPOIMYIIIEHHOMN J103bI1.
Tabnerka Takxke MoXxeT ObITh pacTBopeHa B 100 M1 muTheBOil (HerasupoBaHHOM) Boabl. [pyrue
KHUJIKOCTH HCIIOJIb30BaTh HeNb3sl. Jlis MpaBUIBHOTO pacTBOPEHHUS HEOOXOAWMO OIyCTUTh

Ta0JIETKy B BO/Y, HE pa3MHUHAas1, IOMEIINBATH J0 TIOIHOTO pa3pyIieHus (MPUOIU3UTENBHO 15 MUH)
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1 TYT e BHITHTH TONYYEHHYIO cycrensuto. HajnTs ermé o onminy-(1axam Bobl OHOAACRHBAs

CTCHKH U BBIUTH MOJy4eHHYIO cycrien3uto. Cycrnen3uto mpenapara [ edputuaud-Pyc MoxHO
TaK)Xe HA3HAYaTh Yepe3 Ha30TaCTPAIbHBIN 30H/I.

He tpeOyercs koppekuuu m03bl npenapara ['edputunu6-Pyc B 3aBucMMocTH OT BO3pacra
MAIMEHTOB, MACChI TeJla, STHUYECKOHN U MOJIOBOI MPUHAICKHOCTH, PYHKIIUU MTOYEK, a TAKXKE MTPU
YMEPEHHOW U TSDKEIOH MEYCHOYHOW HEJO0CTaTOYHOCTH, OOYCIOBIIGHHOW METacTaTUYeCKUM
MOPaKCHUEM MEYCHH.

Koppexuyus 003wt

VY MmanueHToB ¢ IJIOXO0 Kynupylouleics auapeeil Ha ¢oHe JeueHUs Wil MOOOYHBIMHU PeaKUsIMU
CO CTOPOHBI KOKHBIX IIOKPOBOB BO3MOKEH KPAaTKOCPOYHBIN NIepephiB B jeueHuu (10 14 nHei), ¢
MOCJIETYIOIIUM BO30OHOBIIEHUEM JieueHus rpenaparom ['epurnnud-Pyc B noze 250 mr/cyTku.
ITo0ouHOE nelicTBHE

Haubonee pacnpocTpaHeHHBIMU HEXeNaTeIbHBIMU PEAKIUIME, Ha0moaaeMbIiMu Oosiee yem B 20
% ciy4aeB, SIBIISUTUCH: TUapesi, KOXKHAS M yIpeBasi ChIIlb, 3y, CyXOCTh KOXH.

OOBIYHO HEXKeJATeNbHBIC PEAKIMH MPOSBISIOTCS B TEYCHHE IEPBOTO Mecsla NMPUMCHCHHS
mpemnapaTta W, Kak npaBuiio, oOpatumbl. [Ipubmusurensno y 10 % mnanueHTOB OTMedaluCh
TSDKENbIEe HeXenaTelnbHble peakuuud (3 — 4 CTeneHb TSHKECTU COTJIAaCHO OOLIMM KPUTEpUsIM
TOKCUYHOCTH).

Opnako TOiBKO y 3 % NAnUEHTOB Tepamusl Oblaa MpeKpalleHa BCIEICTBUE HEXKeNaTebHbIX
peaKuuu.

Huxe mnpencraBieHbl HeXeNaTeNbHbIE pEAKIMM 10 JaHHBIM OOBEAMHEHHOTO aHaiu3a
pe3ynbraroB knuHUYecknx uccnenoBanuii 1 ¢aser ISEL, INTEREST u IPASS, BrirrouaBmmx
2462 manueHTa, Mojay4aBIux reuTHHUO.

OmnpeneneHre 4acTOThI HEXETAaTebHBIX peakiuii: oueHp yacto (>1/10); gyacro (>1/100, <1/10);
Heuacto (>1/1000, <1/100); peaxo (>1/10000, <1/1000).

Hapywenus co cmoponst Kposu u numpamuyueckoii cucmemoi:

Yacmo: rematypus 1 HOCOBOE KPOBOTEUCHHE,

Heyacmo: TUNOKOAryNsMsl W/WIKM TOBBIIIEHHE YacTOThl KpOBOTeUeHUN Ha (oHe mpuema
BapdapuHa.

Hapywenus co cmoponst ummynnoit cucmemoi:

Yacmo.: aHTHOHEBPOTHYECKUI OTEK, KPAITUBHUIIA.

Hapywenusa co cmoponwl opzana 3penus:

Yacmo.: KOHBIOHKTHBHT, O1eapuT, kcepoTanbMus (B OCHOBHOM JIETKOW CTETIEHH TSKECTH);
Heuacmo: xepatut, odpatuMasi S3po3usi pOTOBHIIBI, HHOTJ]A B COYETAaHUHM C HAPYIICHHEM pOCTa

PECHHMII.
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Hapywenus co cmoponsl 0blXamenbHol CUCmpmbl, opé%e-%ﬁhv%‘}}é%ﬂu‘éﬁea%ﬁiéﬁuﬂ:

Yacmo: nHTEpCTULIMANIbHAS THEBMOHHUS (4acTo 3 — 4 CTENEHU TSKECTH, BIIOTH /10 JIETAIIBHOTO
UCX0/1a).

Kenyoouno-kuwieunvie napyuwienus:

Ouenb yacmo: nuapes (B OTAENBbHBIX CITydasx — TsKelas), TOIHOTa (B OCHOBHOM JIETKOM CTENEHH
TSKECTH), pBOTA (B OCHOBHOM JIETKOW WJIM CPEIHEN CTENEHU TSKECTH), CTOMAaTUT (B OCHOBHOM
JIETKOM CTENEeHMW TSHKECTH), aHOPEKCHUsl (JIETKOW WJIM CPEIHEW CTENEeHU TSKECTH), MOBBILICHUE
akTUBHOCTH aylaHnHamuHOTpaHchepasbl (AJIT) (B OCHOBHOM JIETKOW WJIM CPEIHEH CTETCHH
TSDKECTH);

Yacmo: nerunpatanus (BCJIEACTBUE AUAPEU, TOIIHOTHI, PBOTHI U aHOPEKCUH), CYXOCThb BO PTY (B
OCHOBHOM JIETKOH CTETEHU TSDKECTH), MOBBIIICHHE AaKTHBHOCTH acmapTaTaMUHOTpaHc(epasbl
(ACT) (B OCHOBHOM JICTKOI WJIM CPEIHEH CTENCHU TAKECTH), TIOBBIIICHUE YPOBHs OMIHPyOHUHA
(B OCHOBHOM JIETKOH HJIU CPEHEH CTENEeHU TSHKECTH );

Heuacmo: nankpearut, nepdopaiuu opranoB xemygouno-kumeynoro tpakta (OKKT), remarut
(coobmanoch 00 €AMHUYHBIX CIy4asxX Pa3BUTHS MEUYCHOYHOH HEIOCTATOYHOCTH, B HEKOTOPBIX
CIIy4asiX C JIETAIbHBIM HCXOJIOM).

Hapywenus co cmoponsl K0)icu U NOOKOICHBIX MKAHEIL:

QOuenwv wacmo: colllb (IycTyJE3HasA), 3y, CyXOCTh KOXH, BKJII04asi 00pa3oBaHuE TPEUINH Ha
¢doHe 3puTEeMbI (B OCHOBHOM JIETKOHN WJIM CPEHEHN CTENEHU TSHKECTH);

YHacmo: W3MEHEHUS HOT'TEH, aloIeIns;

Heyacmo: cuHIpoM TaJJOHHO-TIOAOIIBEHHON 3PUTPOAN3ECTE3UH;

Peoko: Oynne3Hble W3MEHEHMsI KOXH, BKJIIOYas TOKCHUYECKHUH SIHJEPMAJIbHBIM HEKPOJIU3,
cugapom CruBeHca-/[KOHCOHA U MyJbTU(QOPMHYIO OSKCCYAATUBHYIO 3pUTEMY, KOXKHBIN
BACKYJIUT.

Hapywenusa co cmoponst nouex u mouegvle00auiux nymei:

Yacmo: 6€CCUMIITOMHOE TTOBBIIIIEHNUE YPOBHS KPEAaTUHUHA B KPOBH, POTEUHYPHSI, IIUCTUT;
Peoko: remopparnyeckuii UCTHT.

Obuwgue napywienusn u peakyuu 6 Mmecme 66€0€HUA:

Ouenb yacmo: acTeHus (IPEUMYIIECTBEHHO JIETKOM CTENEHU TSHKECTH);

Yacmo: nmupekcusl.

Ilepeno3upoBka

Bo3MoxHBIE CHMIITOMBI — YBETUYEHUE YaCTOTHI U TSXKECTU HEKOTOPBIX 10303aBUCHUMBIX
HEKENaTeNIbHBIX ~ peakIuii, TJaBHBIM O0pa3oM, JAuaped ¢ KOXHOW chimu. JleueHue
CUMITOMaTH4Yeckoe. AHTHIOT HE U3BECTEH.

B3aumopneiicTBHe ¢ APYrMMH J1eKaAPCTBEHHbIMH NpenapaTaMu
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CoBmecTHOE Ha3HavYeHHE repuTHHNOa 1 prudaMITUIITHa '(QII(;IHEH-L%?II’EB %%ﬁﬁ&{%@l )

CYP3A4) npuBoIUT K YMEHBIICHUIO CPEIHUX 3HAYCHHMU «Iutomaan moja kpuoi» (AUC) mns
reurnnnba Ha 83 %.

OnHoBpeMEeHHOE HazHaueHUe TeuTHHNOA U uTpakoHazoa (naruoutop nzopepmenta CYP3A4)
npuBoauT K yBenuueHuto Ha 80 % AUC redutnnuba, 4To MOXKET ObITh KIMHUYECKH 3HAYHMBbIM,
TaK KaK He)KeJIaTeIbHbIe PEaKIIUU 3aBUCST OT JJO3bI M KOHIICHTPALIUH.

OnHOBpeMeHHOE Ha3HaYeHHE Te(huTHHIOA U MTPErapaToB, CHOCOOCTBYIONINX 3HAUUTEIEHOMY
(>5) u anuTenbHOMY MOBBIIICHUIO pH JKeTyI0YHOTO COACPIKUMOTO, TIPUBOIMIO K YMEHBIIICHHUTO
AUC s repurnanba Ha 47 %.

[lpy coBmecTHOM mpHUMeHeHHH TepuTHHHOA W BUHOPEIOWHA BO3MOXKHO YCHIJICHHE
HEUTPOIIEHNYECKOTO ACHCTBUS BHHOPEIONHA.

JlexapcTBeHHBIE TIpenaparbl, HHAyLUpyolme akTuBHOCTH u3odepmenta CYP3A4, moryr
MOBBIIIATh METAa0O0JM3M M CHUKATh KOHIIEHTpaluio repuTHHHOa B IUIa3Me KpOBU. Takum
00pa3oM, 0OTHOBpEMEHHOE HazHaueHHe reuTHHIOA C IpernapaTaMu, HHAYKTOpaMH H30(pepMeHTa
CYP3A4, Takumu kak QeHuTouH, KapOamazenwH, 0apOUTYypaThl, HaCTOHKa 3BEpOOOS] MOXKET
CHU3UTH 3P HEKTUBHOCTH TepuTHHUOA.

Oco0ble yka3anus

[Ipu pemenun Bompoca O Ha3HaueHUMH npenapara ['eputnnn6-Pyc mnanumentam c
MECTHOPACIIPOCTPAHEHHbIM Wi MetactatndeckuM HMPJI  pexkomeHnyercss omnpeneneHue
myTanuu B rene EGFR (peuenTopa snuaepMaibHOro gpakTopa pocta) B OIyX0JI€BOi TKaHHU Y BCeX
nanuenToB. Eciu oOpa3zer) TkaHU OMyXo0Jid HeAOCTYIIEH /7Sl UCCIIEeI0BaHMsI, MOXKHO UCIIOJIb30BaTh
nupkyaupytomyto omnyxoieByto JHK, momydennyro u3 oOpasmoB kpoBu (Tuiazmer). Jms
olpezeNieHus: MyTaliil B 00pa3iiax TKaHU OIyXO0JIM U IUpKyIupytomien omyxonesoit JJHK BaxHo,
4yT0OBI OblIa BEIOpaHa BAIMMPOBAHHAS M HAJEKHAsi METOJMKA, TO3BOJISAIONIAas MUHUMU3UPOBATh
BO3MOYHBIE KaK JIO)KHOOTPULIATENIbHBIE, TaK U JIOKHOTIOJIOKUTENbHbIE pe3ybTaThl. [IpumeHenne
npenapata ['eputuHNO-Pyc He peKOMEHIOBaHO BMECTO XHMHOTEpANUW Y TMAIMEHTOB C
orcytcTBueM Mytanuu EGFR.

WHorna y nmanueHToB, NPUHUMAIOMUX Te(UTHHUO, 0TMEYAJIOCh HHTEPCTUIIMATIBHOE MOPAKEHUE
JIETKUX, B PEIKHUX CIy4asX C JIeTAIbHBIM HcxoaoM. [Ipu HapacTaHUM TaKMX CHMIITOMOB Kak
OJIBIIIIKA, Kalllellb, JIUXOpaJKa TPHUMEHEHHE IIpernapara JOJDKHO OBITh MpeKpaleHo u
HE3aMeIUTHTEIhHO TPOBEACHO oOciemoBanue. Ecim y malpieHTa IMOATBEPXKIACTCS HaIMdne
MHTEPCTULMAIBHOTO JIETOYHOT0 3a00J1eBaHus, IpueM npenapara I 'eputnan6-Pyc npekpamaior u
NalMeHTy Ha3HAuaeTcs COOTBETCTBYIOIIEE JICUCHHE.

Hanbonee WacTo pa3BUTHE MHTEPCTHUIMAIBHBIX MOPAKEHUH JIETKUX HaOM0Janochk B SInoHuun

(mpubnusurenbHo B 2 % ciywdaeB y 27000 mauueHTOB, NPUHUMAIOIUX TePUTHHUO) IO
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Cpenu (hakTOpoB, MOBBIIIAIOIIUX PUCK PA3BUTHS HHTEPCTUIIHAIBLHOTO MMOPAXKEHUS JIETKUX ObLTH
OTMEYCHBI: KypeHHe, Tshkejaoe obrnee cocrossaue (PS>2), HopMaibHas JeroyHas TKaHb I10
JaHHBIM KOMITIbIOTepHOU Tomorpadpuu <50 %, mnpopomkutenbHocTh Oonesnu (HMPJI) <6
MeCSIIEeB, HWHTEpCTULMAlbHAs THEBMOHMS B aHaMHe3e, MOXWION Bo3pact (>55 iner),
COITYTCTBYIOILIUE CEPAECYHO-COCYAUCThIE 3a00JIEBAHMUS.

Ha ¢one npuema redurtnaHOa OBLIIO OTMEUYEHO OECCHUMITOMHOE TOBBIINICHHE AKTHBHOCTH
«TEYEHOYHBIX)» TPAHCAMUHA3 U YPOBHsI OMIIMpyOuHa, HeyacTo pa3BuBaiics rernatut. Coodianoch
0 EIUWHUYHBIX CIIy4yasX pa3BUTHUS NEYEHOYHOM HEJOCTATOYHOCTH, B HEKOTOPBIX CIydasX C
JETAJIbHBIM UCXOAOM. B CBS3M C 3TUM PEKOMEHAYETCS] NEPUOAMYECKH OLEHUBATh (PYHKIIMIO
neueHu. [Ipy BEIpaKEHHOM MOBBIIIEHUU aKTUBHOCTH TPAHCAMHUHA3 U YPOBHS OnHpyOuHa mpruem
mpernapara JoJIKeH ObITh IIPeKpallleH.

B ximMHMYeckux wuccienoBaHUSAX reUTUHHOA OBUTM  OTMEUYEHBI CEPIIeYHO-COCYIUCTHIE
ocnoxHeHus1. CBA3b ¢ MPHUEeMOM reUTHHNOA He ObljIa yCTaHOBIICHA.

Y nanWeHToB, TpPUHUMAIOMIKX BaphapuH, HEOOXOIUMO pPEryJsipHO KOHTPOJIHMPOBATH
MPOTPOMOMHOBOE BpEMSI.

[Ipu pa3BUTUM TSKETON WM MPOJOJKUTEIBHON AMApEH, TOLIHOTHI, PBOTHI WU AHOPEKCUHU
MAIUEHT JOJKEH He3aMeIITUTENIbHO 0OpaTUThCS K Bpauy.

[Tpu ocTpoM pazBUTHM WM YXYIIIEHWU MPU3HAKOB U CUMIITOMOB KEepaTHTa: BOCHAJIECHUS IJIa3,
CJIE30T€UCHMsI, CBETOUYBCTBUTEIbHOCTH, HEUYETKOCTH 3pEHUs, OOJNE3HEHHOCTH W/WIn
NOKPAaCHEeHHUsl TJa3, MalMeHT JO0JDKeH He3aMeUIMTENbHO o0paTHThes K odTambmornory. Ilpu
MOJATBEPXKJIEHUU SI3BEHHOTO KepaTuTa Tepanuio mnpenapatoM [eputunuo-Pyc crnegyer
PUOCTAaHOBUTH. ECIIM CUMIITOMBI HE MCYE3aI0T WM MIOBTOPHO Pa3BUBAIOTCS MPU BO30OHOBIEHUU
npuema mnpenapara ['eputuHu6-Pyc, cienyer paccMOTpeTh BO3MOXKHOCTb IOJHOM OTMEHBI
JTAaHHOW Tepanuu.

[Tpu npumeneHnn repuTHHNOA B KOMOMHAIIMY C JTy4eBOIl Tepanueil B kauecTBe Teparnuu nepBoit
JUHUM y JeTed C TJIMOMOM CTBOJA MO3ra WM HEpPaJAUuKaIbHO YJAJICHHOW TJIMOMOM
CYIIpaTeHTOPHAIBHOM JIOKAIHU3alUU COO0IIAIOCh 0 4 cityyasix (0JIMH JIeTaIbHBIN) KPOBOU3IUSIHUI
B roJI0BHOM Mo3r. Emie oauH ciay4ail KpOBOM3IHUSHHUS B TOJIOBHOM MO3T OTMEYEH y peOeHKa C
SMEHAMMOMOM NpU MOHOTepanuu reutuHuO0M. Y B3pocibix nanuentoB ¢ HMPJI npu nedyenun
reuTHHIOOM TTOT00HBIE HEeXKETIaTeIbHBIC PEaKINK He 3a)MKCUPOBAHBI HU B OJTHOM CJTydae.
Coobmanocs o ciaydasx passurusa nepdopauuu opranos JKKT y manuentoB Ha ¢goHe npuema
regutuHOa. B OOJNBIIMHCTBE CITyyaeB 3TO CBA3aHO C JPYTUMHU M3BECTHBIMH (DaKTOpaMH pHCKa,
TaKUMH KakK OJHOBPEMEHHBIH IPUEM CTEPOHIOB, HECTEPOUIHBIX MPOTHBOBOCHATUTEIbHBIX

npenaparoB (HIIBII), s3BeHnas Oone3nb B aHaMmHE3e, MOXHUJIOW BO3PACT, KypeHHUE, HaTU4IHe
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METacTa30B B TOJICTYIO KUIIKY B MecTe ep(OopaLHH.

My>K4rHaM | KEHIIUHAM JCTOPOIHOTO BO3pacTa BO BpeMs JieueHHs mpernaparoMm | edputuHno-
Pyc u, xak MUHUMYM, B T€UEHHE 3-X MECSILIEB IIOCIE JIEUEHUS CIEIYET UCIIOIb30BaTh HA/IEKHbBIC
METO/Ibl KOHTPALICTIIIHH.

[TaruenTamM ¢ peAKUMH HACIEICTBEHHBIMU 3a00JI€BaHUSIMH, TaKUMH KaK HENEePEHOCHMOCTb
JAKTO3bI, JEQUINT JIAKTA3bl UM CUHAPOMOM TIIIOKO30-TTaKTO3HOW MabaOCOpOIMH Mpernapar
['eputHUO-PyC cnemyer NpUMEHATh ¢ OCTOPOKHOCTBIO, B CBSI3M C HAIMYHEM B COCTABE JIAKTO3HI.
Biansinne Ha CHOCOOHOCTH YNPABJIAATH TPAHCIOPTHBIMHM CpPeACTBAMM, MeXaHM3MaMU.
[TockonbKy BO BpeMsi pOBeeHUS Tepanuu npenaparom ['edputunud-Pyc MoryT pa3Buthces Takue
HE)KEJIATeNbHbIC pEeaKIUM Kak acTeHHs, TOIIHOTA W pPBOTA, HEOOXOOUMO COOIIOIaTh
OCTOPOXKHOCTh TIPU BOXKJICHUHM aBTOMOOWISI U 3aHATUSAX JIPYIMMM MOTEHLUAIbHO ONACHBIMU
BUJAMH JESITENbHOCTH, TPEOYIONIMMH TOBBIIIEHHON KOHIICHTPAIMM BHUMAaHUS U OBICTPOTHI
MICUXOMOTOPHBIX PEAKIUH.

dopMa BbIIIYCKa

TabneTKu, MOKPHITHIE TNICHOYHOW 000109K0#, 250 Mmr.

[To 10 TabGneToK B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 IJICHKU MOJIMBUHUIXJIOPUIHON U (HOJIBIH
AJTIOMUHHMEBOM MEYaTHOM JIAKUPOBAHHOM.

3 KOHTYpHBIE SYEMKOBBIE YIIAaKOBKM BMECTE€ C MHCTPYKLHUEH MO MEIULHUHCKOMY MPUMEHEHMIO
MOMEIIAIOT B AUKy U3 KapTOHA.

YciaoBus XxpaHeHUs

[Tpu Temneparype He Boime 30 °C. XpaHUTh B HEJOCTYITHOM JJIS IETEH MecTe.

Cpoxk rognocTu

2 rona. He mpuMeHsTH 10 UCTEUEHUH CPOKA T'OJHOCTH.

YcaoBus ornycka

OTIycKarT MO pelenty.

IIpousBoaurenn

Pyc-Men Oxcnoprc Ipaiisut JInmuren, Unnns

Anpec: Plot No.2, ALEAP Industrial Estate, Gajularamaram, Telangana State, India

Temn.: +91-7900154102

Anpec anekTpoHHO# nouTkl: rakesh.rusmedexports@gmail.com

JlepaaTe/ib perucTpalluOHHOIO yaocToBepeHust 1 Opranusanus, NPUHUMAOLIAS
NpeTeH3NH OT MOTpedouTeIs1

Poccniickas @enepanvs

000 «Manac Men»

121471, r. Mocksa, yi. Psbunosas, 1. 43 ctp. 1
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Ten. +7 495 269-77-51, +7 495 446-37-47 (MOCNEAOBATENBHOCTE 000T)

Anpec 3IeKTpOHHOM MouTh: Manashmed@inbox.ru
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