COOTBETCTBYET JKCNEPTHOMY OTYETY
o1 11.09.2024 N2 19334
OBIIAS XAPAKTEPUCTHUKA JEKAPEFBERHOTO-TIPEHAPATA! 1!

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

I'edutnanu6-Pyc, 250 mr, TabieTku, MOKPHITHIC MIIEHOYHONH 0007I0UKON

2. KAUECTBEHHbIA U KOJIMYECTBEHHBIN COCTAB

JlelicTByro1ee BeniecTBO: repuTHHNO

Kaxknas TabneTka, HOKphITas INIEHOYHOU 0007109K0M, cogep uT 250 mr redutuHmnoOA.
BcrnomoratenpHbIe BEleCTBa, HATMYNE KOTOPBIX HAJ0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Jiaktosa (cm. paszuen 4.4.).

[TonHbIii IepeYeHs BCIIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JIEKAPCTBEHHASA ®OPMA

TaOneTku, NOKpHITHIE MJICHOYHOW 000I04KOM

Kpyrable nBOSIKOBBINTYKIIbIE TaOJETKH, MOKPHITHIE IJIEHOYHOM 000J0YKOM OT KpacHOro 10
KpacHOBaTO-KOpUUYHEBOro 1Beta. Ha monepeyHoM paspese sipo oT 6e10ro 10 moutu 0esnoro

IBETA.

4. KIIMHUYECKUE JAHHBIE

4.1. Iloxa3aHusl K NPMMEHEHUIO

[Ipenapat I'eputnHN6-Pyc nokazaH k NPUMEHEHUIO Y B3POCIBIX:

* MecTHOpacIpOCTPAHEHHBI WJIM METACTATUYECKUH HEMEIKOKJIETOYHBIA pak JErKOro ¢
HaJM4YMEeM AaKTUBHUPYIOIIMX MYTAalMi THUPO3MHKMHA3HOIO JIOMEHA pelentopa
SMHJIEPMaAIBHOTO (pakTopa pocra.

4.2. PexuM 103UPOBAHMA M CIIOCO0 NPUMEHEHUS

PexxuMm mo3upoBanus

ITo 250 mr 1 pa3 B cyTkw.

IIponyck 0o3v1

Ecnu mauueHT nponycTuil nprueM o4epeiHOM A03bl, TO MPOIMYILIEHHYIO 103y CIeAyeT IPUHATh
B TOM Clly4yae, €Clid JI0 Mpuema CIeAyrolend 103kl ocTalioch He MeHee 12 4. He crmemyer
MPUHUMATh IBOMHYIO 7103y MpernapaTa JJisi KOMIICHCAIINH MPOMYIIEHHON 03I,

Koppexyus 0o3vl

VY manueHToB C IUIOXO KyMUpYROIIeWcs auapeeld Ha (OHE JIeYeHUsS WIM MOOOYHBIMHU
peaKmusIMU CO CTOPOHBI KOKHBIX IMTOKPOBOB BO3MOXKEH KPATKOCPOUHBIN MEPEPHIB B JICUCHUHN

(mo 14 gneit), ¢ mocieTyOMUM BO30OHOBICHHEM JICUeHUsI TePUTHHUOOM B 103€ 250 MI/CyTKH.
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Oco0nIe I'pynIibl TalMEHTOB

He tpebyercs xoppekunu 10361 repuTHHUOA B 3aBUCUMOCTH OT BO3pPAacTa IMallMEHTOB, MacChl
TeJa, STHUYECKOH U MOJIOBOW MPUHAAIEKHOCTH, (PYHKIIUU MIOYCK, a TAKXKE MPU YMEPEHHOU U
TSKEJIOW IEeYEeHOYHOH HEeAOCTaTOYHOCTH, OOYCIIOBJICHHON METacTaTHYECKUM IOpa)KEHUEM
IICYCHH.

eTu
IIpenapar npoTHBONOKAa3aH AETSIM M IOAPOCTKAM Miajiie 18 jer, mockoybKy 06e30macHOCTh
1 3(pPEeKTUBHOCTD y JTAaHHOM IPyNIIbI MAUEHTOB HE OLIEHEHA.

Cnocob IIPUMCHCHU A

BayTtps. ['epurnanO MOXKET MpUHUMATHCS HE3aBUCHMO OT IPHUEMa THIIH.

Tabnerka Takke MoxeT ObITh pacTBopeHa B 100 Mi1 MHUTHEBOW (HEra3MpOBAaHHOI) BOJBI.

Jlpyrue >XHUJIKOCTH HCIOJIb30BaTh HeNb3s. [l NMpaBWIIBHOTO PACTBOPEHMUS HEOOXOIUMO

ONyCTUTh TaOJETKy B BOJY, HE pa3MHUHas, MNOMEUIMBATH [0 IOJHOIO pa3pyLIeHUs

(mpubnM3UTENBHO 15 MUH) U TYT K€ BBITUTH [TOJIYYEHHYIO CyclieH3ut0. HanuTs eliie nosioBuny

CTaKkaHa BOJbI, OIOJACKUBAs CTEHKU M BBIIUTH IOIY4YEHHYIO cycrneH3uio. CyCIeH3HI0

reuTuHNOa MOXKHO TaK)Ke Ha3HAYaTh Yepe3 Ha30racTpasibHbII 30H/.

4.3. IIpoTuBOomOKa3aHNUA

«  T'unepuyyBCTBUTENBHOCTH K T€PUTUHUOY WM K JIFOOOMY U3 BCIIOMOIaTEIbHBIX BEILECTB,
MIEpPEYUCIICHHBIX B pazzene 6.1.

+  bepemeHHOCTH 1 nIEpUOA JTAKTALUH.

«  Jlerckuil ¥ MOAPOCTKOBBIN BO3pacT (6e30macHOCTh U 3((HEKTUBHOCT Yy JAHHOM TPYIIIbI
MalMEHTOB HE OI[CHEHA).

4.4, Ocodble ykazaHUsl U Mepbl IPEAOCTOPOKHOCTH NPH MPUMEHEHUHU

C 0CTOPOKHOCTBIO

[Tpu manonatudeckoM ¢GuOpPO3e JNErkuX, HHTEPCTUIIMATFHOW MTHEBMOHHMU, TTHEBMOKOHHUO3E,
MOCTJIYYEBOM IMHEBMOHHH, JICKAPCTBEHHON IMHEBMOHHHM (OTMEUEH TIOBBIMIEHHBIH YPOBEHB
CMEPTHOCTH OT JTHX 3a0oyieBaHWN Ha (oHE JedeHus TePuTUHUOOM); TpHu ciraboM u
YMEpPEHHOM TIOBBIIIICHUH aKTUBHOCTU «IIEYCHOYHBIX» TPaHCAMUHA3 M ypOBHS OMiHpyOWHa;
npH eUInTE JTaKTa3bl, HENEPEHOCHMOCTH JIAKTO3bI, TIIOK030-TalaKTO3HOW MallbabcopOuuu
(Tak KaK B JIEKapCTBEHHOMN (hOpME COMEPIKUTCS JIAKTO3a).

Oco0ble VKa3aHusg

I[Ipu pemienun Bompoca O Ha3HaueHWW TredUTUHUOA B TIEPBOM JIMHUM TEparuu
MECTHOPACIPOCTPAHEHHOTO WM METACTaTUYECKOTO HEMEIKOKJIETOYHOTO paka JIETKOTO
pexomenayetcs onpeaenenue myranun EGFR (penentopa smuaepmanbpHOro akTopa pocra)

B OIYXOJIEBOI TKaHW Yy Bcex manueHToB. Eciu oOpasen TKaHM OMYyXOJH HENOCTYIEH ISt
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HCCIIeI0BaHNs, MOKHO UCIONIB30BaTh LIUPK Hpyoniyto oy xotayro LK Todyueriyo us

oOpa3ioB kpoBu (Tuia3mbl). s ompeneneHus MyTanuid B oOpa3lax TKaHU OIMyXOJIH U
nupkyiupytomeit omyxonesoir JIHK Baxno, yToObI OblTa BHIOpaHa BalMAUPOBAHHAS U
HaJeKHas METOIUKA, MO3BOJISIFOIIIAS MUHUMU3UPOBATH BO3MO>KHBIE KaK
JI0’)KHOOTPHIIATEIbHBIC, TAK U JIOKHOIOJIOKUTEIbHBIE pe3yabTaThl. [I[puMenenune reputuHmOa
HE PEKOMEHIOBAaHO BMECTO XUMHUOTEPAIINH Y MTALIMEHTOB ¢ 0TcyTcTBUEeM MyTanuu EGFR.
Humepcmuyuanvroe 3a601e8aHue ne2kux
Wnoraa y nanueHToB, IPUHUMAIOIUX TePUTHHUO, OTMEUAIOCh HHTEPCTUIIMAIEHOE MOPAKEHHE
JIETKUX, B HEKOTOPBIX CIy4asiX C JeTalbHbIM UcxoAoM. [Ipu HapacTaHUM TaKUX CUMITOMOB Kak
OJIBIIIIKA, Kalllellb, JIUXOpaJKa TIPUMEHEHHE IIpernapara JOJDKHO OBbITh MpPeKpaleHo u
HEe3aMeUINTEIbHO MpPOBEAEHO oOcienoBaHue. Ecian y mnamueHTa MOATBEP)KIAeTCsl Haludue
MHTEPCTUIUAIBHOTO JIETOYHOTO 3a00JeBaHMs, pueM reduTtuHuOa MpeKpalaroT U MalHUeHTY
Ha3Ha4yaeTcs COOTBETCTBYIOIIEE JICUCHUE.
Hamnbonee wacTto pa3BuTHE MHTEPCTUIHAIBHBIX MOPAKECHUN JETKUX HAOMOJaoch B SMoHUH
(mpubmm3urensHo B 2 % cimywyaeB y 27000 manmueHTOB, MPUHUMAIONIMX TeQUTUHUO) IO
cpaBHeHUIO ¢ apyrumu ctpanamu (B 0,3 % cioyuaes cpeau 39000 manueHToB).
Cpenu ¢akTopoB, HOBBILAOIIUX PUCK PA3BUTHS HHTEPCTULHMAIBHOTO TOPAXKEHUS JIETKUX, ObLTH
OTMEUCHBI: KypeHHWe, Tshkenoe odmiee coctosiHue (PS>2), HOpManibHas Jero4yHass TKaHb IO
JaHHBIM  KoMIbloTepHOH — Tomorpadpum <50 %,  mpOJOKUTENBHOCTH  OOJIE3HU
(HEMEJIKOKJIETOUHBIH pak JIErkoro) <6 mecsleB, MHTEPCTUIMAIbHAs MTHEBMOHMS B aHaMHese,
HOXKWIION BO3pacT (>55 51eT), CONMyTCTBYIOIINE CEPACUHO-COCYUCThIE 3a00IeBaHMUS.
T'enamomokcuunocms u neyeHo4Hass He0OCMAamo4HOCb
Ha ¢one npuema redutmHnbOa OBUIO OTMEUYEHO OECCUMIITOMHOE TMOBBIIICHUE AKTUBHOCTHU
«TIEYEHOYHBIX» TPAaHCAMUHA3 M YPOBHS OUIMpyOuHa, HeyacTo pa3BuBaiics renatut. CooOmianoch
O EIMHUYHBIX CIIy4asX pPa3BUTHUSA IMEYEHOUYHOM HEI0CTaTOYHOCTH, B HEKOTOPBIX CIIydasx C
JIETabHBIM MCXO0/I0M. B CBS3M C 4yeM, peKOMEH]IyeTcs MEepUOIMYECKU OIIEHUBATh IEYEHOYHYIO
¢yukuio. [Ipy Belpa)k€HHOM TOBBIIIEHUH AKTUBHOCTH TpaHCAMWHA3 M YPOBHsI OMIUpyOHHA
IpUeM Mpenapara J0JKeH ObITh MpeKpaleH.
HononnumenvHoie mepvl nPedOCmMOPOACHOCMU
B xnmuHWYeckux wWccraenoBaHUSAX TePUTHHHUOA OBLTM OTMEYEHBI CEpPIACYHO-COCYAMCTHIC
ocnokHeHus. CBs3b ¢ mpueMoM reuTruHUOa He Obljla yCTaHOBJICHA.
Y manueHToB, MNpPUHUMAIOIIUX BappapuH HEOOXOAWMO PETYJSIPHO KOHTPOJIHPOBATH
IPOTPOMOMHOBOE BpEMSI.
[Tpu pa3BUTHUU TSDKENOM WM MPOJOJKUTENBbHOM TUaped, TOUIHOTHI, PBOTHI WM AHOPEKCHH

MMalMCHT AOJI2KCH HE3aMECJIUTCIIbHO O6paTI/ITBC$I K Bpauy.
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TIpy OCTPOM PA3BUTHU HITH yXYIIIICHHU TIPU3HAKOB H CHNHITONTOB-KEpATTIIA? BoCATenms Tas,

CJIE30TCUCHHSI, CBETOUYBCTBUTEIBHOCTH, HEUETKOCTH 3pEHUs, OOJE3HEHHOCTH W/WIN
NOKPAacCHEeHHUsl TJa3, MAalMEeHT JOJDKeH He3aMeIUIMTENbHO O00paTHThes K odTambmodnory. Ilpu
HNOJTBEPXKIEHUH S3BEHHOIO0 KepaTuTa Tepanuio reuTuHUOOM cieqyeT NpuocTaHoBUTh. Eciu
CHUMIITOMBI HE MCYE3aI0T WM TOBTOPHO Pa3BUBAIOTCS MPU BO30OHOBIIEHUH NpreMa reputuHuoa,
CIIEAYET PACCMOTPETH BO3MOKHOCTD ITOJIHON OTMEHBI JaHHOM TEpaIH.

[Tpu npumeHennn repuTHHIOA B KOMOMHALIMY C JTy4EBOM Tepanueil B KaueCTBE Tepaniy MepBoi
JUHUM y JEeTe ¢ TJIMOMOM CTBOJA MO3ra WIM HEPAJUKAIBbHO YNAJCHHOM TIJIMOMOH
CYIIPaTEHTOPHAIBHOM JIOKAIHU3aLUU COO0IIANIOCh 0 4 city4yasix (OJIMH JIETaJIbHbIN) KPOBOU3IUSIHUI
B rojIoBHOM MO3r. Emie oquH ciydail KpOBOM3IUSHUS B TOJIOBHOM MO3I OTMEUYEH y peOeHKa C
ANEHANMOMOMN NPU MOHOTEPANIUU FePUTUHUOOM. Y B3POCIbIX MALIMEHTOB C HEMEJIKOKJIETOUHBIM
pakoM JIETKOrO0 NpU JIeYeHUH TeUTUHUOOM TOAO0OHbIE HEXeJaTelabHble peaklUu He
3a(hMKCHPOBaHbI HU B OJIHOM CJIydae.

Coo0masiocs o ciydasx pa3BUTHs nepdopamuu opraHos keny1ouHo-kumegnoro Tpakra (JKKT)
y ManueHToB Ha (oHe mpuema reputuHOa. B OOMBIIMHCTBE CIyyaeB 3TO CBA3aHO C IPYTUMHU
U3BECTHBIMH (DAKTOpaMU pUCKa, TAKUMH KaK OJHOBPEMEHHBII IIPHEM CTEPOUIOB, HECTEPOHUIHBIX
npoTuBoBocnanuTeNbHbIX npenapatos (HIIBII), s3BenHas 0oie3Hb B aHamMHe3e, MOXKUION
BO3pacT, KypeHHe, HAJIMYMe METacTa30B B TOJICTYIO KHUILKY B MeCTe Ieppopauu.
Koumpayenyus y mystcuun u sceHujun

MyXunHaMm M KEHIIMHaM JIETOPOJHOIO BO3pacTa BO BpeMs JiedeHUs TepUTHHHOOM U, Kak
MUHUMYM, B T€YEHHE 3-X MECSILEB MOCIE JIEYEHUs CIEAYET UCIIOJIb30BATh HAIEKHBIE METOMbI
KOHTpaUEHIuu.

BcrnoMmorarensHble BellecTBa

Jlakmosa

DOTOT IIeKapCTBEHHBIA MpemnapaT COMAEPKUT JAKTO3bl MOHoruapar. [lanmueHTtaM ¢ peakuMu
HACJIC/ICTBEHHBIMH 3200JICBaHUSIMHU, TAKUMH KaK HETIEPEHOCUMOCTH JIAKTO3bI, AS(PUIIUT JTaKTa3bl
WM CHHIPOMOM TJIFOKO30-TTAaKTO3HON ManmbabcopOumu mpemnapat ['ehputunud-Pyc ciemyer
OPUMEHSTH C OCTOPOKHOCTBIO, B CBSA3U C HAJTMUUEM B COCTaBE JIAKTO3HI.

45. B3aumoaeiicTBHe ¢ JAPYIrMMH JIEKAPCTBEHHBIMH TMpenapaTtamMd M JApyrue BH/bI
B3auMMo/1eiicTBUS

CoBMecTHOE Ha3zHadyeHwe repuruHHOa U pudamnuiIrHa (MOIIHBIA HMHIYKTOpP H30(epMeHTa
CYP3A4) npuBOIUT K YMEHBIICHUIO CPEIHUX 3HAYCHHU «Iutomaau moja kpusoit» (AUC) mns
reurnauba Ha 83 %.

OnHOBpeMeHHOE Ha3HaueHue reputnHOa 1 uTpakoHazona (MHruouTop nzopepmenra CYP3 A4)

npuBoauT K yBenuueHuto Ha 80 % AUC redutnnnba, 4To MOXKET ObITh KIMHUYECKH 3HAYHMBbIM,
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TaKk KaK HEKelaTelbHble DPEaKIMU 3aBUCAT OT ,Z[d{gll‘l =y %ﬁ%ﬁI}E&EEﬂBQJ@%Q@M@ﬁHoe

Ha3zHaueHHe reUTHHUOA U MPenapaToB, CHOCOOCTBYIONINX 3HAUUTEILHOMY (=5) U IIUTEIBHOMY
NOBBIIIIEHUIO pH ety 104HOoro coepKkumMoro, mpuBoanio Kk ymenbieHno AUC s reputunmnba
Ha 47 %.

[Ipy coBMecTHOM nIpUMEHEHMHM repuTUHMOA U BUHOpEIOMHA BO3MOXHO YCUIIEHUE
HEUTPOIIEHNUECKOTO ACHCTBUS BUHOPEIOWHA.

JlexkapcTBeHHBIE TIperaparbl, WHAyIUpyomme akTuBHOCTH m3odepmenta CYP3A4, wmoryr
IOBBIIATh META0O0JIM3M M CHI)KAaTh KOHIEHTpauuio reputuHuOa B IuUla3Me KpoBU. Takum
00pa3oM, 0THOBpEMEHHOE Ha3HaueHue repuTHHUOA ¢ ITpenaparaMu, HHIYKTOpaMu U3odepMeHTa
CYP3A4, Takumu kak QeHuTouH, KapOamazenwH, 0apOUTYypaThl, HaCTOHKa 3BEpOOOS] MOXKET
CHHU3UTH 3P PEKTUBHOCTh repUTHHUOA.

4.6. PepTHIBLHOCTb, 0EPEMEHHOCTb U JIAKTALUSA

KoHTpauenuus y My>K4iH ¥ SKSHIITUH

My>K4rHaM ¥ JKEHIIMHAM JIETOPOJHOTO BO3pacTa BO BpEeMs JICYCHUs Te(UTHHHOOM M Kak
MUHUMYM B TE€UEHHE 3 MECALEB IOCJE JICUECHHUS CIIEAYET MCIOJIb30BaTh HAJEKHbBIE METOJIbI
KOHTpALIEIILIH.

bepeMeHHOCTD

['epuTnHNO NPOTUBOIIOKA3AH Ul IPUMEHEHUS B TEPHO]] OEPEMEHHOCTH.

I'pynHOE BckapMiInBaHUE

['epuTHUO MPOTUBOIIOKA3aH I IPUMEHEHUS B TIEPHOJ] TPYTHOTO BCKapMIIMBAHUSI.

4.7. BausiHMe HA CNOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMM CPeACTBAMH U padorarh ¢
MeXaHH3MaMu

[Tockonpky BO BpeMs TMpPOBEIEHUS Tepanuu TreUTUHHOOM MOTYT pa3BUTHCA TaKue
HE)KeNaTellbHbIE peakIMM KaK acTeHHUs, TOIIHOTa ¥ pPBOTa, HEOOXOIUMO COOIIOJATh
OCTOPOXHOCTh TIPU BOXKICHHH aBTOMOOWISI U 3aHATUSAX IPYTMMH MOTEHLUAIbHO OMACHBIMU
BHUJIaMH JICSITEIIBHOCTH, TPEOYIONIMMHU TOBBIIIICHHOW KOHIIEHTpAIlMd BHUMAaHUS W OBICTPOTHI
MICUXOMOTOPHBIX PEaKIUM.

4.38. HeskenarenbHble peakuuu

Pesrome npoduiist OesonacHoCTH

HaunGonee pacpocTpaHeHHBIMU HEXENAaTeIbHBIMU PEaKIUsIMH, Habto1aeMbpIiMu Oosiee yem B 20
% cnydaeB, SBISUTUCH: TUapest, KOXKHAsL U yTPEBas ChITlb, 3y, CYXOCTh KOXKH.

OOBIYHO HEXeTaTeNbHBIE PEAKINH MPOSBISIOTCS B TEUEHHE MEPBOTO Mecslla MPUMEHEHHS
mpemapaTta W, Kak mpaBuwio, oOpatumbl. [lpubmmsutensHo y 10 % mDanueHTOB OTMEUalHCh
TSAXKEIIBIC HEKCIATCIbHBIC PEAKIUU (3 — 4 cTeneHb TSHKECTH COTJIACHO O6HH/IM KpUTCPUAM

TOKCHUYHOCTH).
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OnHako TONbKO y 3 % MNAlMEHTOB Tepamnus Oblia HPI&I]JHHIEQ'I‘B&I%EEEEQ (R b hEx

peaKuui.

PesroMe HexxenaTeabHbBIX PeaKIi

Huxe mnpencraBieHbl HeXeNaTeNbHbIE pPEAKIUM IO JaHHBIM OOBEAMHEHHOTO aHaIu3a
pesyibTaToB kimHuueckux ucciaenoBanuid III ¢aser ISEL, INTEREST u IPASS, BrimrouaBmmx
2462 nanueHTa, moJy4aBIuX repuTHHHO.

OmnpezencHre 4aCTOThl HeXeIaTeIbHBIX peakiuii: oueHb yacto (>1/10); gacro (>1/100, <1/10);
Heuacto (>1/1000, <1/100); peaxo (>1/10000, <1/1000).

Hapywenus co cmoponl Kpoeu u 1um@amuueckoi cucmemupl:

Yacmo: rematypus 1 HOCOBOE KPOBOTEUCHHE;

Heuacmo: TUNOKOAryJslUs W/WIM TOBBIIIEHHE YaCTOTHl KPOBOTEUEHHH Ha (poHEe mpuema
Bap(dapuHa.

Hapywenus co cmoponst UMMYHHOU CUCHIEMbBL:

Yacmo: aHTHOHEBPOTHUYECKUI OTEK, KPAlTMBHHULIA.

Hapywenusa co cmoponul opzana 3penus:

Yacmo: KOHBIOHKTUBUT, Osiepaput, kcepodTaabMus (B OCHOBHOM JIETKOW CTEIIEHHU TSKECTH);
Heyacmo: xepatut, obpaTumasi 3po3us pOTOBHUIIbI, HHOTJA B COUYETAHUHU C HApYIIEHHEM pOCTa
pecHHII.

Hapywenusa co cmoponsl 0bixamenvHoli cCucmembl, Op2aHoe ZPYOHOIl K1emKU U CPe0OCHeHUA:
Yacmo: MHTEpCTUIIMANIbHAS THEBMOHHUSA (4acTo 3 — 4 cTeneHu TSHKECTH, BIIOTH JI0 JIETAIBHOTO
HCX0/1a).

Kenyoouno-kuweunvie napywienus:

Ouens wacmo: nuapes (B OTACTBHBIX CIydasiX — TShKeJast), TOITHOTA (B OCHOBHOM JIETKOM CTETIEHH
TSOKECTH), pBOTa (B OCHOBHOM JIETKOW WJIM CpeIHEH CTEMeHU TSHKECTH), CTOMATUT (B OCHOBHOM
JIETKOW CTETeHU TSAKECTH), aHOPEKCHS (JIETKOW WM CpeTHEH CTeleHU TSKEeCTH), MOBBIIICHNE
aKTUBHOCTH anaHuHamuHOTpaHcpepasbl (AJIT) (B OoCHOBHOM Jerko WM CpeaHeil cTeneHu
TSKECTH);

Yacmo: neruapatanus (BCIEACTBHE AUAPEH, TOIIHOTHI, PBOTH U aHOPEKCUH ), CYXOCTh BO PTY (B
OCHOBHOM JIETKOW CTETEHU TSHKECTH), MOBBIIICHUE aKTHBHOCTU aclapTaTaMUHOTpaHC(hepassl
(ACT) (B OCHOBHOM JICTKOI WJIM CPEIHEH CTENEHU TSKECTH), OBBIIICHUE YPOBHS OWIHPYyOHHA
(B OCHOBHOM JIETKOM WJIM CPEHEN CTENEHU TSHKECTH);

Heyacmo: mankpeatut, nepdopaiuyd oOpraHoB xenyaodHo-kumednoro tpakra (OKKT), rematut
(coobmmanoch 00 €TUHUYHBIX CIy4asX Pa3BUTHS MEUEHOUYHOW HETOCTATOYHOCTH, B HEKOTOPHIX
CIIy4asiX C JIETAIbHBIM UCXO/IOM).

Hapymenuﬂ CO CMOPORbBL KOJICU U NOOKOJCHBIX MKAHEIL:
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Ouenwb ywacmo: cbiib (MyCTYyJE3Has), 3y, CyXOCTb KOKH,'%I%J%E‘&@E%@ %E{%Q %'-A-HSOHe

SpUTEMBI (B OCHOBHOM JIETKOM WJIM CPEHEN CTEIECHU TAKECTH);

Yacmo: n3MEHEHUs1 HOTTE!, aloMeLHs;

Heuacmo: cuuapoM N1aJlOHHO-TIOOIBEHHONW SPUTPOIU3ECTE3UN;

Peoko: OynnesHble W3MEHEHMsI KOXH, BKIIIOYash TOKCHUYECKUN SIHJIEPMAJIbHBIA HEKPOIU3,
cugapom CruBeHca-/[KOHCOHA © MyJIbTH(QOPMHYIO OSKCCYAATHBHYIO DPHUTEMY, KOXKHBII
BaCKYJIUT.

Hapywenus co cmoponsl ROYeK U M0o4e6ble00AuUX Nymeii:

Yacmo: 6eccUMIITOMHOE MOBBILICHHE YPOBHS KpeaTHHUHA B KPOBH, IPOTEUHYPUSL, IUCTHT;
Peoko: remopparnyeckuii IUCTHT.

Obdwue napywienusa u peaKyuu é mecme 66e0eHUA:

Ouenwv wacmo: acTeHus (MIPEUMYIIECTBEHHO JIETKOM CTENEHHU TSHKECTH );

Yacmo: nmupekcus.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmare 0 MOJ03pEeBAaeMBIX HEXKENATCIbHBIX PEAKIUSAX IIOCIe PErUCTpaIluu
JeKkapcTBeHHOro npenapata ['eputunn6-Pyc ¢ nenbio obecrieyeHrst HEMpepbIBHOIO MOHUTOPHHTA
COOTHOILIEHUSI «IOJIb3a — PHUCK» JIGKAPCTBEHHOrO IMpemapaTa. MeaunuHCKUM pPabOTHHKaM
PEKOMEHIyEeTCsl COOOIIATh O JIFOOBIX MOI03PEBAEMBIX HEXKETATEIHHBIX PEAKITUSIX JIEKAPCTBEHHOTO
npenapara 4yepe3 HallmOHAJIbHBIE CUCTEMBI COOOIIIEHHS O HEXKENATEIbHBIX PEAKIUIX TOCY1apCTB-
YIeHOB EBpa3suilcKoro 5KOHOMUYECKOIO COH03a.

YNOJIHOMOYEHHBIN OpraH:

DenepanbHas ciyxba mo Haazopy B chepe 3apaBooxpanenusi (PoczapaBuaazop)

Crpana: Poccuiickas ®@enepanus

Anpec: 109012, r. Mocksa, CraBsiHCKasl miiomanip, 1. 4, ctp. 1

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

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiir: https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

Bo3MoXHBIE CHMIITOMBI — YBEIMYEHHE YaCTOTHI M TSDKECTH HEKOTOPBIX J0303aBHCHUMBIX
HEXEJNaTeNIbHBIX PeaKIlfii, TIIaBHBIM 00pa3oM, THApen U KOKHOH CBIITH.

Jleuenue

JleyeHne CUMIITOMAaTHYECKOE. AHTI/I,ZLOT HC N3BCCTCH.
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5. ®APMAKOJIOTMYECKHUE CBOMCT (MOCNEOOBATENEHOCTE 0001)

5.1. dapmakoaMHAMHYeCKHe CBOICTBA

dapmakoTepaneBTHYecKasi TIpPyNna:  IPOTUBOOIYXOJEBbIE  CPEJCTBA;  MHTHOUTOPHI
IPOTEUHKHUHA3; MHIMOUTOPBI TUPO3MHKMHA3bl pelenTopa 3NUAEepMalIbHOrO (akropa pocra
(EGFR).

Kox ATX: LO1EBO1

Mexanuswm aeiicteus u hapMakoauHaMudeckue dhheKThI

Dapmarkoounamuxa

I'epuTHUO, ABISSACH CENEKTUBHBIM MHTMOUTOPOM THPO3UHKHHA3BI PELENITOPOB MHIEPMAIbHOTO
daxTopa pocrta, IKCIpeccHsi KOTOPbIX HAOIIOIAETCS BO MHOTHX COJIUAHBIX OIMYXOJISIX, TOPMO3UT
POCT OIIyX0JI, METACTa3UPOBAHUE U AHTHOT'€HE3, a TAK)XKE YCKOPSIET alloNTO3 OIYXO0JIEBBIX KJIETOK.
[TaumenTsl, HUKOIZA HE KypHBIIME, HMeEIoIUe MOpP(OJIOrHYecKuii BapUaHT OIyXOJHU
a/ICHOKapIIMHOMA, XKEHCKUH MOJ WIH SBISIOLIMEcS NPeACTaBUTENIIMU a3HMaTCKOM packl, Oosiee
BEPOSATHO OynyT UMeTh 3 ekt or Tepanuu repuTHHUOOM. DTH KIMHUIECKHE XapaKTEPUCTUKU
TaK)Ke aCCOIMHUPYIOTCS C BBICOKOH YacTOTOW MyTaIlMil perenrtopa SMuaAepMalIbHOrO (hakTopa
pocTa OIyXOJIH.

Pezucmenmnocmo

B OonpummHCTBE CciiyyaeB HeMenKokjieTodHoro paka jerkoro (HMPJI) c¢ axTuBupyrommmu
MYTallUSIMU B T€HE PELENTOpa MUAEPMAIBHOTO (aKkTopa pocTa CO BpEMEHEM BbIpaOAThIBAETCS
PE3UCTEHTHOCTh K TeUTUHMOY (MenuaHa BpEeMEHHM A0 MpOrpeccupoBaHUs Okojo 1 roja).
[Tpumepno B 60 % ciryyaeB pe3sUCTEHTHOCTh 00ycoBIeHa BTopruuHON MmyTauueit T790M, B cBsizu
C 4YeM MHTUOUTOPBI TUPO3ZUHKUHA3BI pELenTopa MUAepMaIbHOro ¢pakropa pocrta, 3p¢GeKTUBHbIE
npu Hanuuuu MyTanuu T790M, MoryT paccMaTpuBaThCs B KaU€CTBE CIIEAYIOIIEH JIMHUU Tepanuu
y MalMEHTOB ¢ noAaTBepxkaeHHOW MyTamuend T790M. Taxke mocie MpUMEHEHUs NPENapaTos,
UHTUOMPYIOIINX TUPO3UHKUHA3Y, pelenTopa 3MUAepMabHOrO (pakTopa pocTa, ObUIM OTMEUYEHBI
JIpyrue MeXaHW3Mbl PE3UCTEHTHOCTH, BKJIIOYAIOIINE OOXOJTHBIE U HIDKENEKAL[Ue CUTHAIbHbBIE
nyTH, HaripuMmep, amrutudukanys reioB HER2 u MET u myramum PIK3CA. B 5 — 10 % ciryuaeB
PE3UCTEHTHOCTh MOKET OBITh CBS3aHA C M3MEHEHHEM (PEHOTHIIA OIyXOJH - TpaHchopmalueil B
MEJIKOKJIETOUHBII paK JIETKOro.

[Ipu cpaBHeHuu regpuTHHHOA U KOMOMHAIMM KapOOIIaTUH + MAKJIUTAaKCeNl B MEPBON JMHHUU
tepanuu pacnpoctpaneHHoro HMPJI (cragus IlIb u IV) y nmanuenToB asmarckoil pachl ¢
THCTOJIOTHYECKON  (opMOil omyXonM aJeHOKaplUMHOMA C HEOTATOLICHHBIM aHaMHE30M
KypuibluKa (OpocuBime KypuTh >15 net Ha3ax u BeIkypuBasiie <10 navek B ron), reGuTHHUO
IPOJEMOHCTPUPOBAJ CTATUCTUYECKU 3HAYMMBIE IIPEUMYILIECTBA B BEDKMBAEMOCTH 0€3 MPU3HAKOB

MIPOTPECCUPOBAHKS M OOBEKTHBHOM OTBETE 1O CPaBHEHUIO ¢ KOMOMHammer kapOoruiaTuH +
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MaKJINTAKCeN, KaK BO BCEH TpyMIe, TaK U B TPyMIe nﬂﬂﬁ'éﬂ;gsg'yﬁ(%:gg&w&;nﬁjﬁrﬁ% CHBI

MYTaIlH I'eHa PelenTopa MHUICPMAITBHOTO pakTopa pocta. CTATUCTHYECKU 3HAYMMOTO Pa3IHyuus
B 00IIeH BBDKUBAEMOCTH MEX]Ty TPYIIIIAMU JICUCHHUS HE OTMEUCHO.

UyBCTBUTENBHOCTh K TePUTHHUOY MPU HAIWYUHM YACTO BCTPEUAOLIMXCS MyTalUd pelentopa
snuaepMaIbHOro akropa pocra (aeiennu 19 sk3ona, L858R) Obiia yoe1uTeIbHO MOATBEPIKACHA
pe3yabTaTaMi KIMHUYECKHX HuccienoBaHuil. CyIIecTBYIOT OT/AENbHBIE JaHHBIE 00 OTBETEe Ha
reUTHHUO MPH HATMYUKA MEHEE PACIpPOCTPaHEHHBIX MyTaruii. [lokazaHa 4yBCTBHTEIBLHOCTH K
redputnanOy npu peakux mytamusax G719X, L861Q u S7681, a nmpu M301MpOBaHHONW MyTaIluu
T790M wiv M30IMPOBAaHHBIX HHCEPIUAX 20 SK30HA UMEET MECTO PE3UCTEHTHOCTH K repUTHHHOY.
Lupxynupyrowas onyxonesas dezoxkcupubonykieunogasn kucioma ([{HK)

B wuccnenoBanun IFUM wusywanuce myTtamuu B oOpasiax TKaHUW OMYXOJM U B oOpasiax
nupkynupytoieit omyxonesoi JJHK, momydeHHbIX U3 M1a3Mbl KPOBU MALIMEHTOB €BPOIEOUTHOM
pacel, ¢ ucrnonb3oBanuem TtecT-cucteMbl EGFR RGQ PCR (Qiagen). M3 1060 mamueHTOB,
IpOLIeIINX TpOLEeAypbl 0TOOpa B MccienoBaHue, y 652 i u3ydeHus ObLIM JTOCTYIHBI Kak
00pas3Ibl OITyXO0JIH, TaK ¥ 00pa3iibl HupKyaupytomei omyxoneBoit JIHK. UyBcTBuTeIbHOCTS (107151
MNAIMEHTOB C MyTallMeil B TKaHU OIYXOJHU, Y KOTOPBHIX BBISBIECHA MYTallds B IUPKYIUPYIOIICH
JHK) cocraBuna 65,7 % (noeputenbubiii untepsai (AN): 55,8 — 74,7 %), cneunduanocts (10715
MAIUEHTOB C OTCYTCTBHEM MYTAallMd B TKAaHW OIMYXOJH, Y KOTOPBIX OTCYTCTBYET MYyTaIlUsl B
nupkymupytomeit JJHK) cocrasuna 99,8 % (AM: 99 — 100 %). OTu naHHBIE COIVIACYIOTCS C
pe3ynbratamMu uccienoBanus 1upkyiupyromei JHK y manueHTtoB asmarckoit packl B
ucciaenosanuu IPASS ¢ wucnonb3oBanmem Tect-cuctembl EGFR  Mutation  Test  Kit
(ayBcTBHUTENBLHOCTH cocTaBmia 43,1 %, cneruduanocts — 100 %).

Yacrora 0ObEKTUBHOTO OTBETA Ha TEPANUIO re(PUTHHUOOM Y MAIMEeHTOB €BPOIICOUTHON packl B
uccnenoannu IFUM cocraBuna 70 %, mporpeccupoBanus coctaBuia 9,7 MecsilieB. TU JaHHbBIE
AQHAJIOTMYHBI pe3yJibTaTaM, MOJYYSHHBIM Y AI[MeHTOB a3UaTCKOi packl B uccienoBanuu IPASS.
5.2. dapMaKOKMHETHYeCKHE CBOICTBA

AOGcopOnus

[Tocne mpueMa BHYTpPh BcCachbIBaHHE IPOHMCXOJUT OTHOCHTENHLHO MeEAJeHHO. PaBHOBecHas
KOHIIEHTpalus AocTuraercs nociue npuema 7 — 10 no3. PerynspHoe HazHadeHue npemnapata 1 pas
B JICHb NPHUBOJNT K YBEIUYCHHUIO KOHIICHTPAIMU B 2 — § pa3 MO0 CPaBHEHUIO C OJIHOKPATHBIM
npreMoM. MakcuMalibHasi KOHIIEHTpAIIHs TIperapaTa B Tuia3Me KPOBU JOCTHTAETCS B TEUCHUE 3 —
7 4. CpeaHue nokasaresu aOCOMOTHON OMOJOCTYITHOCTH Y MAIIMEHTOB cOCTaBisAoT 59 %. [Ipuem
MUIIA HE BIUSET HAa OMOAOCTYMMHOCTH Ipemnapara. [Ipu mokazatene pH xexy1o0u4HOro coka BBIIIE
5 6uongoctynHocTh reuTuHnba cHIKaeTcst Ha 47 %.

Pacnopenenenue




COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 11.09.2024 N= 15334
O6beM pacripesiesieHus TeGUTHHUOA TIPU TOCTYPKEHUH ﬁ%ﬁm@%ﬁ@%ﬂﬁ%&ﬂ%ﬁ 2o ser

1400 51, yTO CBHIETENBCTBYET 00 SKCTEHCHBHOM pacIpeelIieHUH IMpenapara B TKaHax. CBs3b C
OenkamM# TUIa3MbI (C CHIBOPOTOYHBIM ANbOYMHUHOM M anb(da 1-TIUKONPOTEMHOM) COCTABIISET
npubau3uTensHo 90 %.

buotp aHC(bODMaI_[I/IH

['epurrHUO MOABEpracTCs OKUCIUTENILHOMY MeTabonmu3my nmocpeactsoM uzopepmenta CYP3A4
cucreMsl ruToxpoma P450.

WccnemoBanust N Vitro mokasan, 49TO0 reUTHHHO HE3HAYMTEIBHO HHIrHOMpYyeT (epMeHT
CYP2D6. Ha3uaucume redurunnOa coBmecTHO ¢ MetomposonoMm (cyocrpar mis CYP2D6)
MPUBOAWIO K HE3HAYUTEIHLHOMY IMOBBIIIECHUIO (Ha 35 %) KOHILIEHTpAllMd METOIPOJIOJa, YTO HE
SIBIISICTCS KIIMHMYECKH 3HAYMMBIM.

Metabonu3m reputuHrOa TPOUCXOAUT TpeMs MyTsMu: MeTabonu3M N-mponuiMopoInHOBOI
IPYIIIbI, JEMETUIMPOBAHNE METOKCHIILHOU TPYIIBI HA XWUHA30JMHOBYO YaCTh U OKHCIUTEIHLHOE
nedochoprupoBaHUe raIOTeHUPOBAHHONW (DEHMITEHOW TPYIIIIHL.

OcCHOBHOIi MeTa0OIHT, ONpeesieMbli B Tu1azMe KpoBu — O-necMmermireuruaud, odnagaer B 14
pa3 MeHblIel (HapMaKkoJIOrHYeCKOil aKTUBHOCTHIO MO0 CPABHEHHIO ¢ Te)UTHHUOOM B OTHOILICHHU
KJICTOYHOTO pOCTa, CTUMYJIUPOBAHHOTO OSMHUJCPMAIBHBIM (AKTOPOM pOCTa, YTO JENaeT
MaJIOBEPOSTHBIM €T0 CYIIECTBEHHOE BIUSHIE HA KIMHUYECKYIO aKTHBHOCTD TrepuTuHIOA.
DJIMMUHAIIHS

OO0uwmii nuasMeHHbI KIupeHe repuTnHnba — npubausutensHo 500 mi/muH. CpeqHuil nepuon
nonyBbIBesleHUs1 coctaBiseT 41 4. [Ipenapar BBIBOOUTCS B OCHOBHOM C (hekanusmu. [Toukamu
BRIBOIUTCS MeHee 4 % OT BBEIEHHOM HO3EI.

CDaDMaKOKI/IHeTI/IKa A 0CO0BIX T'pVYIIII ITAITMCHTOB

CBsi31 MEXy HUKHUM 3HAaYEHUEM PAaBHOBECHOW KOHILIEHTPAIMH ITpenapaTa u BO3pacToM, Maccou
TeJa, MOJI0M, STHUYECKON MPUHAIJICKHOCTHIO UITU KIIMPEHCOM KPEaTUHUHA HE BBISBIICHO.
TIlayuenmul ¢ Hapywenuem GyHKyuu nevenu

Ha ¢one exxenqneBHoro mpuema reputuanOa B 103¢ 250 MI, BpeMsi JOCTHXKCHHUST PaBHOBECHOM
KOHIIEHTpAIUH, OOIINN TUTa3MEHHBIA KIMPEHC U PAaBHOBECHAS] KOHIICHTPAIUS ObUIM CXOXH IS
Tpynn TMalKWeHTOB C HOPMAIbHONW (YHKIHMEW TEYeHHM U C YMEpPEHHOW MEeYeHOYHOMI
HEJIOCTAaTOYHOCTBIO. JlaHHBIE MO MalMeHTaM C TSDKEJIOW IeYeHOYHOM HEeI0CTaTOYHOCTHIO
BCJIEZICTBME METACTA30B B IEUEHB MO3BOJISIOT MPEATION0XHUTH, YTO PABHOBECHASI KOHIICHTPAIIHS Y
JAHHBIX MAIMEHTOB CX0Ka C TAKOBOHW y MAIMEHTOB C HOPMAIbHON (DYHKITUEH MeUeHH.
OcoOenHocTH IeHcTBUS TeUTHHIOA y TAITUEHTOB C HAPYIICHUSAMH (QYHKITUHU TIEYSHU BCIIEACTBHE

ouppo3a 1M renatuta HE UCCIICJOBAHBI.
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6. ®APMAIIEBTUYECKHUE CBOMCTBA| (MOCNEAOBATENBHOCTD 0001)

6.1. Hepeqeﬂb BCIIOMOraTeJbHbIX BEIIECCTB

S npo TabieTku

JlakTO3BI MOHOTHPAT
MukpokprcTaIndeckas meaunoso3a (tum 101)
[ToBumon K30

Kpockapmenno3a Hatpust

Hatpus naypuicynbdar

Maruus creapat

I1nenouHas 000JIOUKA:

I'mnpomennosa

Turtana auokcun (E171)

Maxkporon

Kpacutens xene3za okcup kpacublil (E172)

Kpacurens xene3a okcua xentoiil (E172)

6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. CpoK rogHocTu (CPOK XpaHeHus )

2 rojaa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUH

ITpu Temneparype He Boime 30 °C

6.5. XapakTep U coAepKaHHe NEPBUYHON YIIAKOBKHU

ITo 10 TabneTok B KOHTYPHYIO SIMEHKOBYIO YIIAKOBKY U3 IJICHKU MOJTUBUHUIXJIOPUIHON U (HOIBIU
AJIOMUHHUEBOM NI€YaTHOM JTAaKUPOBAHHOM.

3 KOHTYpHBIE SYEMKOBBIE YIIAKOBKM BMECTE C MHCTPYKLMUEH IO MEIULUHCKOMY HMPUMEHEHHIO
MIOMEMIAIOT B NTAYKy U3 KapTOHA.

6.6. OcoOble Mepbl TNPEJOCTOPOKHOCTH NPH  YHUUYTOKEHUH  MCIOJb30BAHHOIO
JICKAPCTBEHHOI0 INpenapara MJIH  OTXO0AOB, IOJYYEHHBIX IOCJe TPHMEHeHHs
JICKapPCTBEHHOI'0 Npenapara, ¥ Apyrue MaHuIyJsiiiH C penapaToM

Becw ocTaBmImMiiCs JIEKapCTBEHHBIM IIpenapar U OTXOAbI CIETYyET YHUUTOKUTh B COOTBETCTBUH C

YCTaHOBJICHHBIMH HAIMOHAJIBHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I$IMI/I.

7. JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

000 «Manac Men»
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 11.03.2024 N= 19334
(NOCNEOCBATENEHOCTE 00071)

121471, r. Mockaga, yi. Ps6unoBas, 1. 43 ctp. 1

Ten. +7 495 269-77-51, +7 495 446-37-47
Anpec 251eKTpOHHOM IOuThI: Manashmed@inbox.ru
7.1. TlpeacTaBuTeJNb Jep:KaTesl PETHCTPANMOHHOIO YA0CTOBEPEHHS

[Iperen3zun HOT]Z)C6PITCJ'ICI>1 HaIIpaBJIATH I10 aApECy.

Poccniickas @enepanys

000 «Manac Men»

121471, r. MockBa, yi. Psbunosas, 1. 43 ctp. 1
Ten. +7 495 269-77-51, +7 495 446-37-47

Anpec 251eKTpOHHOM oYThl: Manashmed@inbox.ru

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

9. JATA TEPBUYHOMN PETUCTPAIIMU (IIOJATBEPXKIEHHS PETHCTPAILIUU,
NEPEPETUCTPALIUN)

Jlata nepBoii perucTpanuu:

10. JATA MIEPECMOTPA TEKCTA
OOmiass  xapakTepuCTHKa JieKapcTBeHHOro mpemnapara ['eputuHuO-Pyc nmoctymHa Ha
UHPOPMALIMOHHOM mopTrane EBpa3uiickoro »KOHOMHYECKOTO cOr3a B HH(OpPMAIMOHHO-

KOMMYHHKaIIMOHHOH cetn «HTepHeT» https://eec.eaeunion.org/.
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