COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 17.10.2024 N2 22735

OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOIO HPEHAPATA 21 Y5 T5 0002)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

I'eduba onko, 250 Mr, TaGIETKH, TOKPHITHIC TIICHOYHON 000JIOYKOH.

2. KAUYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB
JeiicTByromee BemecTBo: reuTuHuO.
Kaxxnas tabnerka comepxut 250 mr reputuamnOA.

[TonHbIi IepeyeHb BCIOMOTaTEeIbHBIX BEIIECTB MPUBEIEH B pa3jerie 6.1.

3. JIEKAPCTBEHHASA ®OPMA
Tal6yieTKu, MOKPHITHIC INIEHOYHOW 000JIOYKOM.
Kpyriibie 1BOSIKOBBITTYKITbIE TaOJIETKH, TOKPBITHIE TIJICHOYHON 000JI0UYKOM KOPHUYHEBOTO I[BETA, C

rpaBupoBKoil «H» Ha onHOl cTropoHe U «12» Ha Apyroil CTopoHe.

4. KIMHUYECKHUE JTAHHBIE

4.1. Tloxka3aHusi K IpUMeHEHUIO

MecTHOpacIpOCTpaHEHHBIN WJIM METACTATUYECKUM HEMEJIKOKIIETOYHBIN PaK JIETKOTO C HATUYUEM
AKTUBHUPYIOIIMX MYTalUid THUPO3HMHKUMHA3HOTO JOMEHA pELENTopa SHUIEpMalbHOIO (axtopa
pocra.

4.2.  Pexum 103MpPOBaHUS U CNIOCOO NPUMEHEHHA

PexxuM 103upoBaHus

ITo 250 mr 1 pa3 B cyTKH.

IIponyck 0o3vl

Ecin manueHT npomycTui IpueM O4e€peAHOM 03bl, TO MPOIYIIEHHYIO 103y CIENYET PUHSATH B
TOM CJy4ae, eciIM JI0 IpreMa ClIeyrolIen 1036l ocTanock He MeHee 12 u. He cnenyer npuHumars
JBOIHYIO 103y IpenapaTa Jisi KOMIIEHCAlUU POy IEHHON J03bI.

Koppexyus 0o3vl

VY NmanueHToB ¢ MI0X0 KyNUpyoIencs quapeeid Ha poHe JeueHHs Wi MOOOYHBIMU peaKkIUsIMU
CO CTOPOHBI KOXKHBIX ITOKPOBOB BO3MOKEH KPaTKOCPOUHBIHN MepephiB B JieueHuu (1o 14 aneit), ¢
MOCJIETYIOIMM BO300OHOBJICHUEM JieueHus npemnapaTom ['edubda onko B q103e 250 mMr/cyTku.

Oco0bIe I'pynnbl DaMCHTOB

He tpeGyercs koppekiuu 10361 penapara ['egrbda oHKO B 3aBHCHMOCTH OT BO3pacTa MaIleHTOB,
Macchl Tejia, STHUUECKOH U MOJI0BOM MPUHAIIEKHOCTH, GYHKIIUH MTOYEK, a TAKXKe IIPU YMEPEHHON

U TSKEION IIeYeHOYHOM HEAOCTATOYHOCTH, O6y0J'IOBJ'I€HHOI>i MCTACTAaTUYCCKUM TTOPAKCHUCM
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IICYCHMU.

eTH
[IpenapaT MpOTUBOMNOKA3aH AETAM M MOAPOCTKaM Mitaime 18 yer, mockoabKy 0e30macHOCTh U
3¢ (PeKTUBHOCTD y JaHHOW TPYMIIbI MAIIHEHTOB HE OL[CHEHA.

Cnoco0 rmpuMeHeHus

BuyTtps. Ilpenapat ['eprba 0HKO MOXKET IPUHUMATHCS HE3ABHCUMO OT Mpuema nuiu. Talnerka
TaK>ke MOXKeT ObITh pacTBopeHa B 100 M1 muTheBOM (Hera3upoBaHHO) BOAbI. Jpyrue »Kuakoctu
MCIIOJIb30BATh HeNlb3s. i MPaBUIIBHOTO PACTBOPEHHSI HEOOXOAUMO OIMYCTUThH TabJIETKy B BOAY,
HE pa3MuHasi, IOMEIINBATH JI0 MMOJIHOTO pa3pyleHus (MpUOIU3UTENbHO 15 MUH) U TYT K€ BBIITUTH
MOJYYEHHYIO CycleH3u0. HamuTh erne mojsoBuHYy cTakaHa BObI, ONOJIACKUBAst CTCHKH U BBIITUTH
NoJy4YeHHyto cycnensuto. Cycnensuio npenapara ['epuda OHKO MOXKHO Tak)Ke Ha3HA4aTh Yepe3

H%OFaCTpaHLHLIﬁ 30HA.

4.3. IIpoTHUBONOKA3AHHS
« T'umepuyBcTBUTENBHOCTD K TeUTHHHOY MM K JTF0OOMY M3 BCIIOMOTAaTEIbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pa3zaene 6.1.
+ bepemMeHHOCTB U IEPHOJ TPYAHOTO BCKApMIIMBAHUSI.
» Jlerckmii Bo3pact n0 18 ner (OezomacHOCTs M APQPEKTUBHOCTH y HAHHOH TPYIIIBI

NAIMEHTOB HE OLICHEHBI).

4.4. OcoOble yka3aHus U MepbI NPEeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBIO

[Mlpn wmamonatmdyeckoM ¢UOpO3e JETKUX; WHTEPCTHIMAIBHON ITHEBMOHWH; ITHEBMOKOHHO3E;
MOCTIIY4E€BOM TMHEBMOHUH; JICKAPCTBEHHON MTHEBMOHUHM (OTMEYEH IIOBBIIICHHBIH YPOBEHBb
CMEpPTHOCTH OT 3TUX 3abosieBaHUI Ha (oHe NedyeHus reuTUHUOOM); CI1abOM MM YMEPEHHOM
MOBBIIIIEHNE AKTUBHOCTHU «I€UEHOYHBIX» TPAaHCAMUHA3 M YPOBHs OMIIMpyOUHA.

Oco0ble yKa3auus

[Ipu pemenun Bompoca O Ha3HaueHWHW mpernapata ['edpuba OHKO y MAIMEHTOB C MECTHO-
pacnpocTpaHeHHbIM uiau Mertactatudyeckum HMPJI pexkomeHnayeTcss ompeneneHue MyTaluu
EGFR (penenrtopa snuaepmanbHOro ¢GakTopa pocta) B OMyXOJIEBOM TKaHU y BCEX MAIMEHTOB.
Ecnu oOpa3zer TkaHU HEJIOCTYIIEH Ui UCCIIEeIOBaHUS, MOXKHO HCIOJIb30BaTh HUPKYIUPYIOLIYIO
onyxoneyro JIHK, momyuennyro u3 o6pa3ioB kpoBu (1ia3mel). JJis onpeneneHus MyTamuii B
oOpa3liax TKaHU OMyXoiHu W Iupkynupytomieit omyxomu JJHK BaxHO, 4yTOOBI OblTa BhIOpaHa
BAJIMUPOBAHHAs M HaJeXHas METOJMKa, IMO3BOJISIOIIAsT MUHMUMHU3UPOBATh BO3MOXKHBIE KaK

JIO)KHOOTPULATECIIBHBIC, TaK W JIOXKHOIIOJOXHWUTCIBHBIC PE3YyJIbTaThbl. HpI/IMeHeHI/Ie IIpemapara
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EGFR.

WHorna y manueHToB, MpUHUMAIOMUX TeUTHHIO, 0TMEYaIOCh HHTEPCTULIHAIBHOE TIOPAKEHHE
JIETKUX, B PEIKUX CIIy4asx — C JeTaJbHbIM HcXoaoM. IIpyu HapacTaHuM TakMX CHUMIITOMOB Kak
OJNIbIIlIKa, Kalllellb, JIMXOpajka, NPUMEHEHHE TIpernapara JODKHO OBbITh MPEeKpaleHo u
HEe3aMeJUITMTEIbHO TPOBEJACHO obOcienoBanue. Eciam y mamueHta MOATBEPKIACTCS HAINYHE
MHTEPCTULMAIIBHOTO JIETOYHOTO 3a00yeBaHms, pueM mnpemnapara ['epuba OHKO MpekpamaT u
MAIUMEHTY Ha3HAYAETCs COOTBETCTBYIOIIIEE JICUCHUE.

Haubonee yacto pa3BuUTHE MHTEPCTUIHAIBHBIX MOPAKEHUH JIETKHX HaOmoaanoch B SmnoHuu
(mpubmm3urenbHo B 2 % cmydaeB y 27 000 manmueHTOB, NMPUHUMAIOMIMX TeUTUHUO) 110
cpaBHEHUIO ¢ ipyrumu ctpaHamu (B 0,3 % ciaydaes cpeau 39 000 nanueHToB).

Cpenu GaxTopOoB, MOBBIMAIONIUX PUCK PA3BUTHS HHTEPCTUIIMATBHOTO MTOPAKECHHUSI JIETKUX, ObLITH
OTMEUEHBI: KypeHue, Tspkenoe oOmiee coctosiHue (PS >2), HopmanbHas jnerouHas TKaHb 1O
JAHHBIM KOMITbIOTEepHOM ToMorpaduu < 50 %, npogomkurensHocts 6one3nn (HMPJII) < 6 mec.,
WHTEPCTUIMATIbHAS MTHEBMOHHMS B aHaMHeE3€, MOXKUJIOM BO3pacT (> 55 JieT), COMyTCTBYIOIINE
CEpJICYHO-COCYAUCThIE 3a00IeBaHMUS.

Ha ¢one mpuema mnpenapara redputnHHOa OBUIO OTMEUYEHO OCCCHMIITOMHOE TIOBBIIIECHUE
AKTUBHOCTH «II€YEHOYHBIX» TPaHCAMHMHA3 M YPOBHS OMIMpyOWHA, HEYACTO Pa3BUBAJICS TEHATHUT.
Coo0manoch 0 eIMHUYHBIX CIy4asX Pa3BUTHSA IEYCHOYHOW HEJOCTATOYHOCTH, B HEKOTOPBIX
CIIy4asiX C JIETAJbHBIM HCXOJOM. B CBSi3U ¢ yeM peKOMEeHAYeTCs MEePUOJUYECKU OILEHUBATh
bynkuio mnedeHu. [lpu BBIpaKEHHOM TOBBIINIEHWH AaKTUBHOCTH TpPaHCAMHUHA3 M YPOBHS
OmnpyOuHa npuemM mnpemnapara J0HKEeH ObITh PEKpaleH.

B xinuHuMueckux wuccinenoBaHusX TredUTHUHHOA OBUIM OTMEUEHBI CEPJIEYHO-COCYIUCTHIC
ocnoxHeHus. CBA3b ¢ MpUEMOM re(UTHHNOA He Obljla yCTaHOBIICHA.

Y manuMeHToB, TPUHUMAIONMIUX BappapuH, HEOOXOIUMO PETyIsIpHO KOHTPOIUPOBATH
nporpomOuHoBoe Bpems (I1B).

[lpy pa3BUTUU TSOKEIOW WIM TPOJIOJDKUTEIBHOW IMApEeH, TOIIHOTHI, PBOTHI WIJIM AHOPEKCHUHU
MAIUEHT JOJKEH He3aMeIJTUTeNIbHO OOpaTUThCS K Bpauy.

[Tpu ocTpoM pa3BUTHH UM YXYIIICHUH MPU3HAKOB M CHMIITOMOB KEpaTWTA: BOCIAJICHUS TJa3,
CJIE30TCUCHHSI, CBETOYYBCTBUTEIHHOCTH, HEUETKOCTH 3pEHUs, OOJE3HEHHOCTH  W/WIN
MOKPAaCHEeHHUsI TJa3, TAlWEHT OJDKCH He3aMeIIMTENhHO O0paTHThCs K odTampmonory. Ilpu
NOJATBEPXK/IEHUH S3BEHHOIO KepaTHTa Tepamuio mnpenapatom ['epuba oHko cuemyer
IPUOCTaHOBUTH. ECIIM CUMIITOMBI HE MCY€3at0T MIIM MTOBTOPHO Pa3BUBAIOTCS MIPHU BO30OHOBICHUN
npuema npenapata ['epuda oHKO, ClleyeT pacCMOTPETh BO3MOKHOCTH MTOJTHOW OTMEHBI JTaHHOU

Teparum.
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JUHUM y JeTed ¢ TIMOMOM CTBOJIa MO3ra WIM HEpPaAUuKAIbHO YJAJICHHOW IJIMOMOM
CYMpaTeHTOPHAILHOM JIOKATU3aI[UU COO0IIANIOCh 0 4 cirydasx (OHH JICTATbHBIN) KPOBOU3IIUSHUN
B roJOBHOM Mo3r. Ele ofuH ciy4yail KpOBOM3IUSHMS B TOJIOBHOW MO3I OTMEUYEH Yy peOeHKa ¢
SMEHIMMOMOM NPU MOHOTEpAK repUTUHUOOM. Y B3POCIIBIX HALIUEHTOB ¢ HEMEIKOKIETOUYHBIM
paKoM JIETKOTO TpH JICUCHHUH TePUTUHUOOM TOAOOHBIE HEXKeJaTelIbHbIC SBICHUS HE
3a(puKCUPOBAHBI HU B OJTHOM CIIy4ae.

Coobmanocs o ciaydasx pa3sutus nepgopauun opranoB XXKT y manuentroB Ha ¢oHe mpuema
reutuHNOa. B G0JIBIIMHCTBE CilydaeB 3TO CBSI3aHO C JAPYIMMHU M3BECTHBIMU (DAKTOpaMu pHCKa,
TaKUMHU KakK OJHOBPEMEHHBIM IIpUEM CTEPOUIOB, HECTEPOMJHBIX ITPOTHUBOBOCIAIUTEIbHBIX
npenapatoB (HIIBII), s3BenHast Oone3Hb B aHaMHE3€, MOXKWIIOH BO3pAcT, KypeHHE, HAJIM4He
METacTa30B B TOJCTYIO KUIIKY B MecTe neppopaiuu.

My>X4nHaM U JKeHIMHAM JETOPOIHOT0 BO3pacTa BO Bpemsl jieueHus nmpenapatoM ['epudba oHKO U
KaK MMHUMYM B T€U€HUE 3-X MECSALEB MOCIE JIEYEHUS CIIEAYET UCIOIb30BaTh HAaI€KHbIE METObI

KOHTpaluCIuu.

4.5. BzaumoneiicTBue ¢ JPYrHMHU JIEKAPCTBEHHBIMHU MpenapaTtaMd M Jpyrue BH/bI
B3aMMO/ el CTBUA

CoBmecTHOE Ha3HaueHHWE TepuTHHHOA W pUdamMmuiIuHa (MOIIHBIA MHIYKTOp H30(epMeHTa
CYP3A4) npuBoauT K YMEHBIICHUIO CPEIHUX 3HAUCHUN «wiomaau moj kpuoit» (AUC) mus
reurnHnba Ha 83 %.

OpnHoBpeMeHHOE Ha3HaueHHe repuTHHIOA U uTpakoHasona (MHruoutop usodepmenta CYP3A4)
npuBoAuT K yBenudeHuto Ha 80 % AUC redutnHnOa, 4TO MOKET OBITh KIMHUYECKH 3HAYUMBIM,
T.K. H&)KEIATEJIbHBIE SBJICHUS 3aBUCAT OT JO3bl U KOHIICHTPALUH.

OnHOBpeMEHHOE Ha3HaueHue reUTHHUOA M IpenapaToB, CIIOCOOCTBYIOIIMX 3HAYUTEIHHOMY
(= 5) u nuTen HOMY HOBBIIIEHNIO pH Kemy104HOro COePKUMOT0, MPUBOANUIIO K YMEHBIIEHHIO
AUC mis reputnamnba va 47 %.

[Ipy coBMecTHOM NpUMEHEHMH TeQUTHUHMOA U BUHOpENOMHAa BO3MOXHO YCUJIEHHE
HEUTPOIEHNUECKOTro AeHCTBUS BUHOPEIOUHA.

JlekapcTBeHHBIC CpeACTBa, HMHAYLHUpPYIONME akTUBHOCTh u3odepmenta CYP3A4, wmoryrt
MOBBIIIATh META0OJU3M M CHIKATh KOHIIEHTpaluio reputnHubOa B miaazMe KpoBH. Takum
00pa3oM, 0IHOBpEMEHHOE HazHaueHue reutuHuba ¢ npenapaTaMmu, HHAYKTOpaMH H30(pepMeHTa
CYP3A4, takumu kak (eHUTOMH, KapOamazenuH, 0apOUTypaThl, HACTOWKA 3BEpO0Os, MOKET

CHU3UTH 3PPEKTUBHOCTH re(pUuTUHUOA.
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4.6. @DepTHIbHOCTH, 0€PEMEHHOCTH U JAKTALMS

KOHTD&HCHHHSI Y MYKYMH U KCHIITUH

My>K4rHaM ¥ SKEHIIMHAM JETOPOJHOIO BO3pacTa BO BpeMs JICYCHHS Te(UTHHUOOM U Kak
MHHAMYM B TE€YEHHE 3 MECSIEB I0CJIe JICUCHHS CIEIyeT HCIIOJb30BaTh HA/E)KHBIE METOJBI
KOHTPALCTILIUH.

bepemennoctb

['epuTHUO MPOTHUBOMOKA3aH JIJIsl IPUMEHEHHS B IEpUOT OEPEeMEHHOCTH.

I'pynHOE BCKapMIIMBaHHE

['epuTnHUO MPOTUBOIIOKA3AH U1 IPUMEHEHHUS B IIEPUOJ] TPYTHOTO BCKapMIIMBAHUSI.

4.7. BJuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeICTBaMHU W padorath ¢
MeXaHMu3MaMH

[Tockonbky npu mpueme mpenapara ['epuba OHKO MOTYT Pa3BUThCS TaKHE HEXKEIaTelbHbIE
peaKkLuu KaKk acTeHMsI, TOLIHOTA U pBOTA, HEOOXOAMMO COOII0AATH OCTOPOKHOCTD IMPU BOKICHUU
aBTOMOOWJII W 3aHATUSAX JPYIMMM [OTEHLMAJIbHO ONACHBIMM BHJIAMHU JIEATEIbHOCTH,

Tpe6YIOI_I_II/IMI/I MMOBBIIIICHHOM KOHICHTPAIWH BHUMAHUA U 6BICTpOTbI IICUXOMOTOPHBIX peaKuHﬁ.

4.8. HexeaaTejlbHble peakuHu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

HawnGonee pacripocTpaHEeHHBIMH HEXEJAaTeNbHBIMU PEaKIUsIMH, HAOI0OJaeMbIMH Oosiee ueM B
20 % citydaes, SIBJISINCDH: Uapesi, KOXKHAasl U yrpeBasi Chlllb, 3y/1, CYXOCTb KOXH.

OOBIYHO HEKENATENbHBIE PEeaKIUh MPOSBISIIOTCS B TEYEHHE MEPBOTO MECSIAa TPUMEHEHUS
npenapara M, Kak npaBuwio, oOpatumsl. I[IpubGmusutensho y 10 % nanueHTOB OTMEYaIuCh
TSDKEIble HeXenaTelbHble peakiuuu (3—4 cTeneHb TSDKECTH COIVIAaCHO OOIIUM  KpUTEPHSIM
TOKCHYHOCTH).

Opnnako Tonbko y 3 % manueHTOB Tepamusi Oblla MpeKpalleHa BCIEACTBHE HEKeIaTelbHBIX
peaKunii.

Pe3roMe HeXeIaTeIbHbIX PEeaKInui

Huxe mnpenctaBieHbl HeXeNaTeNbHBIE pPEAKIUU MO0 JAaHHBIM OOBEIMHEHHOTO aHaju3a
pesynbTaToB kimHuueckux ucciaenoBanuit III ¢aser ISEL, INTEREST u IPASS, BrmtouaBmmx
2462 mamnueHTa, Moay4JaBmux reuTHHUO.

Omnpenenenne 4acTOThl HEXKENATEIbHBIX peakiuii: oueHb yacto (>1/10); gacto (>1/100, <1/10);
HeuacTo (=1/1000, <1/100); peaxo (=1/10000, <1/1000).

Hapywenus co cmoponst Kposu u numpamuueckoii cucmemoi:

Yacmo: reMatypus 1 HOCOBOC KPOBOTCUCHUE,
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BapdapuHa.

Hapywenusa co cmoponst UMMYHHOU CUCHEMbL:

Yacmo: aHTUOHEBPOTUYECKUIT OTEK, KpaMBHUIIA.

Hapywenusa co cmoponul opzana 3penus:

Yacmo. KOHBIOHKTHBHT, O51ehapuT, kcepoTaabMust (B OCHOBHOM JIETKOW CTETICHH TSKECTH);
Heuacmo: xepatut, oOpaTuMas 5p0o3us POTOBHUIIBI, HHOT/IA B COUYETAHUM C HApyIIEHHEM pocCTa
PECHHII.

Hapywenus co cmoponsl 0bixameabHoll CUCHEMbl, OP2AHO8 ZPYOH O KIIeMKU U CPE0OCHMEHUA:
Yacmo: MHTEpCTULIMANBHAS MTHEBMOHUS (4acTo 3—4 CTENeHu TSHKECTH, BIUIOTH JIO JIETAILHOTO
UCX0/1a).

Kenyoouno-xuwmeunvie napyuienus:

Ouenwb yacmo: nuapes (B OTIENBHBIX CITydasx — TsKelnasi), TOUTHOTa (B OCHOBHOM JIETKOH CTENeHH
TSKECTH), pBOTA (B OCHOBHOM JIETKOW MJIM CpEJIHEN CTENEHU TSHKECTH), CTOMATUT (B OCHOBHOM
JIETKOHM CTETIeHU TSDKECTH), aHOPEKCHUS (JIETKOW WIIM CpeIHEH CTENEHH TSHKECTH), TOBBIIICHHUE
AaKTUBHOCTH anaHuHamuHoTpaHcdepasbl (AJIT) (B OCHOBHOM JIeTrKOH WM CpeqHell CTerneHu
TSDKECTH);

Yacmo: nerunpatauus (BCIeACTBUE IUAPEU, TOIIHOTHI, PBOTHI U aHOPEKCUH), CYXOCTh BO PTY (B
OCHOBHOM JIETKOH CTETNEHU TSDKECTH), MOBBIINICHUE AaKTUBHOCTH acmapTaTaMUHOTpaHc(hepasbl
(ACT) (B OCHOBHOM JIETKOM WJIM CpeIHEl CTENEHU TSKECTH), MOBBIIICHUE YPOBHs OMnpyOuHa
(B OCHOBHOM JIETKOW WJIM CpeHEN CTENEHH TAKECTH);

Heuacmo: nankpeatut, nepdopaiuu opranoB xemyouno-kumednoro tpakra (KKT), rematut
(coobmanoch 00 €TUHUYHBIX CIyYasX Pa3BUTHUs MEYCHOUYHOW HEIOCTATOUYHOCTH, B HEKOTOPBIX
CIIyYasiX C JIETAIbHBIM HCXOJIOM).

Hapywenua co cmoponst Kocu u nOOKOIHCHbIX MKAHE:

Ouenb yacmo: coilb (IyCTyJI€3HAsN), 3y/l, CYXOCTh KOKH, BKJIFOYasi 00pa3oBaHuE TPEIIMH Ha (GOoHE
SpUTEMBI (B OCHOBHOM JIETKOW HJTH CPEIHEH CTETICHN TSHKECTH);

YHacmo: W3MEHEHUS HOT'TEH, aloIeIns;

Heuacmo. cuHAPOM J1aJJOHHO-TIOJOLIBEHHOMN 3pUTPOAN3ECTE3NH;

Peoxo: Oynne3Hble M3MEHEHUS KOXH, BKJIIOYAs TOKCHUYECKUH SIUACPMAaTIbHBIN HEKPOJIH3,
curnpom CtuBeHca-/[PKOHCOHA U MyJTETH(OPMHYIO SKCCYIATUBHYIO IPUTEMY, KOXKHBIN BaCKYJTHUT.
Hapywenusa co cmoponst nouex u mouegvle00auiux nymei:

Yacmo.: 6eCCUMITOMHOE MOBBINIEHUE YPOBHSI KpeaTUHUHA B KPOBU, IPOTEHHYPH S, LIUCTUT;

Peoko: remopparnyeckuii UCTHT.
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Oouue napyuienus u peakuyuu 6 mecme 66€0eHuUA:

Ouenv wacmo: acTeHus! (IPEUMYLLIECTBEHHO JIETKOM CTENEHU TSHKECTH);
Yacmo: nupekcusl.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0math 0 mo103peBaeMbIX HeXKeIaTSIbHBIX PEAKITUAX ITOCIIE PErUCTPAIIMH Ipenapara ¢
[ENbI0  O0ECTeueHUsT  HEeMPEpPHIBHOTO  MOHUTOPWUHTA  COOTHOIIGHUS  «IIOJIb3a-PUCK)
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOMaTh O JIFOOBIX
MOI03PEBACMBIX HEXKEJIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO Tperapara 4epe3 HallMOHAIbHbBIC
CHUCTEMBI COOOIICHUS O HEXENATeIbHBIX PEAKIUAX TocyaapcTB-wieHOB EBpasuiickoro
SKOHOMMYCCKOTO COI03a:

Poccniickas @enepanys

®denepanbHas ciryx0a 1o Ha30py B cdepe 3apaBooxpanenus Poccuiickoii @enepanuu

Anpec: 109012, Mocksa, CiaBsHcKas miomaisp, 1. 4, ctp. 1

Ten.: +7 (800) 550 99 03, +7 (499) 578-02-20, +7 (499) 578-06-70

DnekTpoHHas royra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOpMaIMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn «IHTepHeT»:

www.roszdravnadzor.gov.ru

4.9. Ilepeno3mpoBka

CHMIITOMBI

YBenuueHre 4acTOThl U TSKECTH HEKOTOPBIX MOOOYHBIX PeakKIuii, TIaBHBIM 00pa3oM Iuapeu u
KOKHOM CBITTH.

JleueHme

JleyeHne CUMIITOMAaTHYECKOE. AHTI/IILOT HC N3BCCTCH.

S. ®APMAKOJIOTTYECKHE CBOMCTBA

5.1. dapmakoanHaMH4ecKHe CBOWCTBa

dapmakoTepaneBTHUECKas IpyIa: IpOTUBOOITYXO0JIEBbIE CPEJICTBA; MHTMOUTOPHI MPOTEUHKHUHA3;
UHTUOUTOPBI TUPO3UHKUHA3BI pelenTopa snuaepmaisHoro akropa pocra (EGFR).

Kox ATX: LO1EBO1.

MexanusM JerlcTBus U (hapMakoanHaMudeckie YO EKTH

Dapmaxoounamuxa
'eputuHUO, ABNSAACH CETCKTUBHBIM HHTUOUTOPOM THUPO3HMHKUHA3KI PELIENITOPOB MHACPMAILHOTO
dakTopa pocTa, IKCIPECCHs KOTOPhIX HAOIIOAACTCSI BO MHOTHUX COJIMIHBIX OMYXOJISIX, TOPMO3UT

POCT OITyXOJIN, METACTA3UPOBAHNEC U AHTHUOTCHES, a TAKIKE YCKOPACT aIllOIITO3 OIMYXOJICBBIX KJIIECTOK.
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[TaniueHTH, HUKOT/IA HE KYypHBIIHE, WMCHIINE MQ&&%HHE&K%”EEL&JT' 'lo‘rrVXOHI/I

SKCMNEPTHOMY OTUETY

a/ICHOKapIIMHOMA, KEHCKOTO I10JIa WM SBJISIOIIUECS MPEICTaBUTEIAMU a3HaTCKOM packl, Oonee
BEPOATHO OyayT UMeTh dPQPEKT OT Tepanuu repUuTUHUOOM. DTH KIMHUYECKUE XapaKTEPUCTHKU
TaK)K€ acCOLMHUPYIOTCS C BBICOKOW YacTOTOM MyTalui perentopa 3mnujepMaibHOro ¢akropa
pocTa OIMyXOJIH.

Pezucmenmnocmu

B OospmmHCTBE ciyuyaeB HeMenkokieToyHoro paka Jerkoro (HMPJI) ¢ akrtuBupyrommmu
MYTallUSIMU B T€HE PELeNTOpa AMHUAEPMAIBHOTO (paKkTopa pocTa CO BpeMEHEM BhIpabaThIBACTCs
PE3UCTEHTHOCTh K TreuTHHHOY (MeauaHa BpEeMEHU 10 MpOrpeccHpoBaHus OKoyio 1 rona).
[Tpumepno B 60 % ciryyaeB pe3sUCTEeHTHOCTH 00ycioBieHa BTopruuHoi mytanueir T790M, B cBsi3u
C YeM MHTUOHMTOPBI TUPO3UHKHUHA3BI PEIETITOpa SMUepMaIbHOTO (pakTopa pocta, 3PPeKTUBHBIC
npu Hanuuuu myTaruu T790M, MoryT paccMaTpuBaThCs B Ka4eCTBE CIEIYIOUICH JTMHUH TEparun
y HalueHTOB ¢ moAaTBepxaeHHoM myrtauued T790M. Taxxe mocie mpuUMEHEHUs IMpEenaparos,
MHTHOUPYIOLIMX TUPO3MHKUHA3Y PELENTOpa SMUAEPMAIbHOIO (GaKkTopa pocTa, OblIIM OTMEUEHbI
JIpyrue MEXaHU3Mbl PE3UCTEHTHOCTH, BKJIIOYAIOIINE OOXOJHBbIE U HUXKENeXalllue CUTHAJIbHbIC
nyTtH, Harpumep, amiuinpukanus renos HER 2 u MET u mytauun PIK3CA. B 5-10 % cinydaes
PE3UCTEHTHOCTh MOKET OBITh CBsI3aHA C M3MEHEHHEM (DEHOTHIIA OIyXOJIH — TpaHcopmallieil B
MEJIKOKJIETOYHBIN PAK JIETKOTrO.

[Ipu cpaBHeHuM repuTHHHOA ¥ KOMOMHAIIMN KapOOIUIATHH + MAKJIWTAKCENl B MEPBOW JIMHUU
tepanuu pacnpoctpanenHoro HMPJI (cragus IIIb u IV) y manueHToB a3uaTckoil pachl ¢
THCTOJIOTHYECKON  (QopMOil Omyxoiau aJeHOKapLUHOMA C HEOTATOLICHHBIM aHaMHE30M
KypuJibLKa (OpocuBire KypuTh > 15 net Ha3aa v BeiKypuBasiue < 10 nmayek B rox), repuTHHUO
MPOJEMOHCTPUPOBAJI CTaTUCTHUYECKHE 3HAUMMbIE MPEUMYIIECTBA B BBDKMBAEMOCTH 0€3
IPU3HAKOB TPOIPECCUPOBAHUS U OOBEKTUBHOM OTBETE€ IO CPaBHEHUIO C KOMOMHauuen
KapOOIIaTUH + MaKJIMTaKCelN, Kak BO BCEH rpymre, Tak U B TPYIIE MAaMEHTOB, Y KOTOPbIX ObUIH
BBISIBJIEHBl MYTalldd T€Ha pelnentopa s3nujepMaibHoro ¢akropa pocta. CTaTHCTUYECKH
3HAUYMMOTO pa3IuyMsl B 001IEH BBKUBAEMOCTH MEXAY TPYyNIIaMU JIEUEHUsI HE OTMEYEHO.
YyBCTBUTENBHOCTh K TFe(PUTUHUOY NMPU HAJMYUHM 4YACTO BCTPEUAIOIIMXCS MyTalMi perentopa
3MUJIEpMaIbHOTO akTopa pocta (neneunu 19 sx3ona; L858R) Obta yoenuTebHO MOATBEPKICHA
pe3ylbTaTaMi KIMHUYECKHX HccaenoBaHui. CyllecTBYIOT OT/AENbHBIE JaHHblE 00 OTBETE Ha
repuTHHUO MPU HAJIMYMKM MEHEE paclpocTpaHeHHbIX MyTanuil. [loka3zaHa 4yBCTBUTENBHOCTh K
re¢putnHNOY npu penkux myrtanusax G719X, L861Q u S7681, a nmpu W301MpOBaHHONW MyTallUU
T790M nnu U30aMPOBAHHBIX HHCEPIUAX 20 IK30Ha UMEET MECTO PE3UCTEHTHOCTh K Te(pUTHHUOY.
Lupxynupyrowas onyxonesas dezoxkcupubonyxieunosasn kucioma ([{HK)

B wuccnenoanun IFUM wu3ywanuce myTanum B oOpasliax TKaHM OIyXOJW W B oOpasiax
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uupkympytomieit onyxosneoit JIHK, monydeHHBIX U3 nﬁ@ﬁﬁr@ﬁ%ﬁﬁ%k‘&%ﬂﬁ%ﬁhoﬁ

pacel, ¢ ucnoib3oBanuem tect-cuctemMbl EGFR RGO PCR (Qiagen). M3 1060 marmueHTOB,
MPOMISAIINX MPOLEAYPhl 0TOOpa B HCCIEAOBaHUE, Y 652 IS W3ydeHHs] ObLUTH JOCTYITHBI Kak
00pa3Iibl OITyXO0JIH, TaK ¥ 00pa3ibl HUpKyIupyromei omyxoiaesoi [IHK. UyBcTBuTenbHOCTS (105151
MAlMEHTOB C MYTAllME€l B TKAHU OINyXOJH, Y KOTOPBIX BBISIBICHA MyTalUsl B LUPKYJIUPYIOLIEH
JHK) coctaBuna 65,7 % (noBeputensubiii untepsai (JN): 55,8—74,7 %), cnentnduaHoCTh (1015
MAlMEeHTOB C OTCYTCTBUEM MYTAllUM B TKAaHU OIYXOJIM, Y KOTOPBIX OTCYTCTBYET MyTalus B
nupkymupytomeit JJHK) cocraBuna 99,8 % (AU: 99-100 %). DTu naHHble corjacyrorTcs ¢
pesyJbTaTaMu  ucciaenoBanus nupkynupyromed JHK y mnamueHToB a3uaTckoil packl B
uccienoBannn [PASS ¢ wucnone3oBanuem Ttect-cuctembl EGFR  Mutation Test Kit
(uyBcTBUTENBLHOCTE cocTaBmia 43,1 %, cnerupuanocts — 100 %).

Yacrota 00BEKTUBHOTO OTBETA HA Teparuio TepUTUHUOOM y MalMEeHTOB €BPOIICOUIHOM pachl B
ucciaenoBann  IFUM  cocraBmma 70 %, MeauaHa BBDKHBAaGMOCTH 0O€3  IMPHU3HAKOB
MPOTPECCUPOBAHMS  cocTaBmwiIa 9,7 wMecsneB. OTH JaHHBIE aHAJOTUYHBI pPe3yJibTaTaM,

MIOJIy4YE€HHBIM y MallMEHTOB a3uaTckoil pacsl [IPASS.

52. dapmMakokumHeTHYeCKHe CBOIiCTBa

AOGcopouus

[locne mpuema BHYTpb BCachIBaHHE IPOMCXOAUT OTHOCHUTEIHHO MeIJICHHO. PaBHOBecHas
KOHIICHTpalus qocturaercs nocie npuema 7—10 103. PerynspHoe HazHaueHue npenapata 1 pa3 B
JIeHb TPUBOJUT K YBEIMUYCHHMIO KOHLIEHTpalMK B 2—8 pa3 MO CPaBHEHUIO C OIHOKPATHBIM
nprueMoM. MakcuMaibHas KOHIICHTpANUs penapaTa B Iia3Me KpOBH JIOCTUTAETCS B TCUCHHE 3—
7 4. CpenHue mokasareinn abCOMOTHON OMOOCTYITHOCTH y manueHToB — 59 %. [IpueM mumm He
BIMsSET Ha OMoJIOCTYNHOCTh mpenapara. [Ipu mokaszarene pH >keilynoyHOro coka BbIIE 5
O6MOAOCTYITHOCTh reUTUHNOA cHIDKaeTcs Ha 47 %.

Pacnpenenenne

O0nem pacrnpenenenus TepuTUHUOA MPU TOCTUKEHUU PABHOBECHOW KOHIIEHTPAIIMHM COCTAaBIISET
1400 51, 9To CBUAETEIHCTBYET 00 SKCTEHCUBHOM pacHpeeieHnH MpernapaTa B TKaHsaX. CBs3b ¢
OenkamMu TIa3Mbl  (CBIBOPOTOYHBIM allbOYMHUHOM U anbda-1-KUCIABIM TJIMKOMPOTEUHOM)
coctapsieT mpubauszutenbHo 90 %.

buorpancdopmarms

['epuTHUO MOABEpraeTcss OKUCIUTEIbHOMY MeTabonu3My npu yyactuu uzodepmenta CYP3A4
cucreMsl ruToxpoma P450.
HccnenoBanus in vitro mokasaid, 4yTo Te@UTUHUO HE3HAYUTEIBHO HHTHOUPYET (QEepMEHT

CYP2D6. CoBmecTHOe HazHaueHue repuruHuba ¢ merompoioiaoMm (cyoctpar mius CYP2D6)
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MPUBOJIMIO K HE3HAUUTEIHLHOMY MOBBIIEHUIO (Ha 35 %I)-l %bhﬂ@&ﬁ&nﬁﬁ%@mo%na q‘ro HE

SBIISICTCS KIMHUYECKH 3HAYMMBIM.
Metabonu3m reputuHIOa TPOUCXOIUT TPeMs IMyTsIMH: MeTabonn3M N-IponuiIMopOITHHOBOM
IpyMNIIbI, J€METUIMPOBAHUE METOKCHIILHON I'PYMIIbl HA XMHA30JIMHOBYIO YaCTh U OKUCIIUTEIILHOE
nedochopuiinpoBaHue raloreHUPOBAHHON (DEHMIIBHON TPYIIIIBL.

OCHOBHOI MeTabONHT, OmNpeAessieMblii B miazMe KpoBu — O-mecMeTWiIrepuTHHUO, KOTOPBIHA
obnamaer B 14 pa3 MeHbIIeH (apMaKOIOTHIECKONW aKTHBHOCTBIO 110 CPABHEHUIO ¢ Te(pUTUHUOOM
B OTHOLIEHHWHU KJIETOYHOI'O POCTa, CTUMYJIMPOBAHHOIO 3MUIAEPMAIbHBIM (PaKTOPOM pOCTa, YTO
JIeJIaeT MAJIOBEPOSITHBIM €r0 CYILECTBEHHOE BIMSHHE Ha KIMHUUYECKYI0 aKTUBHOCTb re(pUTUHUOA.
DIUMUHAIMA

OO0umii nmnazmeHHbli kMpeHce repuruanbda — npudausutensHo 500 min/mun. CpenHuil neproa
noJyBbiBesieHUs cocTaBisgeT 41 4. [Ipenapar BbIBOIUTCS B OCHOBHOM ¢ (pekamusmu. [loukamu
BEIBOIUTCS MeHee 4 % OT BBEJIEHHON JO3EI.

q)aDMaKOKI/IHeTI/IKa A 0CO0BIX T'pYIII ITAITMCHTOB

CBsi31 MEXKy HI)KHUM YPOBHEM PAaBHOBECHOU KOHIICHTpPAIMH Ipenapara u BO3pacToM, Maccoi
TeJa, M0JI0M, STHUYECKON MTPUHAIJICKHOCTBIO WU KIIMPEHCOM KPEaTUHUHA HE BBISABIICHO.
Tlayuenmsi ¢ HapyweHuem yuKyuy neveHu

Ha ¢one exxenneBnoro nmpuema reputuandba B 03¢ 250 Mr Bpemsi TIOCTHUKEHUS PaBHOBECHOM
KOHIIEHTPAIIUH, OOIINN TUTa3MEHHBIH KIMPEHC ¥ PAaBHOBECHAS KOHIICHTPAIWS ObUTA CXOXKH IS
TPyII NAIMEHTOB C HOPMAJIbHOM (yHKIMEH IEYeHH! U C IEYEHOYHOM HeIOCTATOYHOCTHIO CPEIHEH
cTeneHu TsokecTd. [laHHble Mo 4 MalMEeHTaM C TSDKEJIOM IMEeYEHOUYHOM HEeJO0CTaTOYHOCTHIO
BCJIEZICTBME METACTA30B B M€UEHB MO3BOJISIOT MPENOJI0KUTh, YTO PABHOBECHASI KOHIICHTPALIHS Y
JTAHHBIX MMAIIMEHTOB CX0Ka C TAKOBOW y MAI[MEHTOB C HOPMAJIbHON (QyHKIIMEH MTeUSHHU.
OcoOenHocTH IeHCTBUS TeUTHHIOA Y TAIUEHTOB ¢ HAPYIIEHUSIMHU (DYHKIINU ITE€YSHH BCIIECTBUE

ouppo3a Ui renatuta HE U3yUCHBI.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BcOMOraTe/bHbIX BellleCTB
Anpo

MaHHHTOIT

1eJUTI0J103a MUKpOoKprcTayuinieckas (PH-101)
KapOOKCHMETHIIKpaxMail HaTpus

nosugoH K-30

KPEMHUS TUOKCHJT KOJITOUTHBIH

KaJIbI[UA cTeapar
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(NOCNEOOBATENLHOCTE 0002)

[1nenouHast 000JI0UYKa

Omnanpaii Il kopuuneBbiii 85F86748 (MONMBUHWIOBBIA CHHMPT, YAaCTMUYHO TI'MJPOIU30BAHHBIN
(E1203), makporoa (E1521), Tutana auokcun (E171), Tansk (E553B), KkpacuTens keae3a OKCU
kpacHbiii (E172), kpacurens xene3a okcua xentoiid (E172), kpacuTens xeie3a OKCHJ YEPHBIN

(E172)).

6.2. HecoBMecTUMOCTD

He npumenumo.

6.3. Cpox rogHocTH (CPOK XpaHeHUsl)

3 rozxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTb 1pu Temieparype He Boiie 25 °C.

6.5. Xapakrep u coaep;kaHue NMEPBUYHON YIIAKOBKH

10 tabnerok B 6muctep Anromunuit/[1BX. 3 6mucrepa moMeniaroT B Na4Ky KapTOHHYIO BMECTE C
MHCTPYKIHEH 110 TPUMEHEHUIO.

30 Tabnerok Bo ¢uiakoH u3 [IDH/. ITo 1 ¢makoHy moMenaroT B Mayky KapTOHHYIO BMECTE C
WHCTPYKLHEH M0 TPUMEHEHHUIO.

IIpu ynaxosxe na OO0 « MAKHU3-PAPM», Poccus

ITo 3 6aucTepa BMECTe ¢ MHCTPYKLIMEN IO IPUMEHEHHUIO B MTaYKe U3 KAPTOHA.

1 pnakoH BMECTe ¢ MHCTPYKLKEN IO IPUMEHEHHUIO B MTaYKe U3 KapTOHA.

6.6. Oco0Oble Mepbl MNPeIOCTOPOKHOCTH TPH  YHMYTOKEHMH  HMCHOJIb30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WJIM OTX0A0B, TMOJYYEHHBbIX IOcje NpPHUMEHEeHUus:
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIyJSIUM C IPenapaTomM

Bechb ocTaBmmiics 1eKapCTBEHHBIN IIpenapaT U OTXOMBI CIEIyeT YHUUTOKUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I5{MI/I.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Xerepo Jla6c Jlumurten, Unaus

Anpec: «Xerepo Kopmopeiit», 7-2-A2, Wnpactpuan Octeifre, Canar Harap, Xaiinapaban—
500018, Temanrana, Muamus

Tenedon: +91-40-23704923/24/25

11
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(MOCNEODBATENBEHOCTE 0002)

DneKTpoHHas 1moyvra: contact@hetero.com

7.1. IlpeacraBuTe/b JepKaTelisi perHCTPALMOHHOIO Y10CTOBEPeHHA

Ilperen3un norpedbuTeae HAIPABIATE 10 AAPECY:

Poccus

MOCKOBCKO€ IIPEACTaBUTEIILCTBO KoMIanuu «Xetepo Jlaoc Jlumureny, (Mums)
109029, r. MockBa, ABTOMOOUIIBHBIN TIPOE3I, 1. 6, CTp. 5.

Ten./gpaxc: +7 (495) 981-00-88

On. nouma: DrugSafety-Russia@heterodrugs.com

8. HOMEP PETHCTPAHIMOHHOI'O YIOCTOBEPEHMUSA

9. JIATA IEPBUYHOM PETUCTPALIMU (IIOJATBEPXKJIEHUS PETUCTPAIIUMA,
INEPEPETUCTPAIIN)

Jlata nepBoii peructpanuu:

10. JATA NIEPECMOTPA TEKCTA

OOmast  XapakTepUCTHKa JIEKapCTBEHHOro Tmpenapara lepuba OHKO JOCTymHAa Ha
MHPOPMALIMOHHOM TIOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALMOHHO-

KOMMYHUKaIMoHHOU cetn « IHTepHeT. http://eec.eaeunion.org/
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