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(MOCNEQOBATENEHOCTE 0004)

OBILIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOTO HPEHAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

Ocumeptunun®, 40 Mr, TabIeTKH, TOKPHITHIE TUICHOYHON 000I0UKOH.

Ocumeptunu®, 80 Mr, TabIETKH, TOKPHITHIE TUICHOYHOW 000JI0YKOA.

2. KAUECTBEHHBIN U1 KOJIMYECTBEHHbBIN COCTAB

JleiicTBytolIee BEIIECTBO: OCUMEPTHHHO.

Ocumeptuan®, 40 mMr, TabJaeTKH, HOKPHITHIE IJIEHOYHONU 000JI04YKOM

Kaxxnmas Tabierka, MOKpbITas TMICHOYHOW 000J0YKOM, comepkuT 40 Mr ocuMmepTuHnbOa (B BUIC
Me3uJiaTa).

BermectBa, HamMuMe KOTOPBIX HA/I0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO Tpernapara: HaTpui (CM.
paznen 4.4).

OcnMeptuan0O, 80 Mr, TabJIETKH, HOKPHITHIE IIIEHOYHONH 000JI0UYKOMI

Kaxnas tabneTka, MOKpHITas IMJICHOYHOM 000J0YKOU, comepkutT 80 Mr ocumepTuHuOa (B BHUE
ME3HJIaTa).

BemecTBa, Halm4uMe KOTOPBIX HA/l0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOT'O IIpenapara: HaTpui (CM.
paznen 4.4).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, TOKPHITHIE TNIECHOYHOU 000JIOUKOM.

Ocumeptuan®, 40 mMr, TabJaeTKH, HOKPHITHIE IJIEHOYHONU 000JI0YKOMI

Kpyribie 1BOSIKOBBINMYKJIbIE TaOIETKH, MOKPHITHIE MIIEHOYHONH 000JO0YKOM OT CBETIIO-PO30BOIO 10
CBETJIO-OpaH)KEBOro mBeTa. Ha momepedHoM paspese — sapo 0enoro win 0eIoro ¢ kKeJITOBATHIM
OTTEHKOM I[BETA, TOMYCKAIOTCS BKPAIJICHHUS OT KEJITOTO IO TEMHO-XKEJITOTO I[BETA.

Ocumeptunn6, 80 mMr, TabJIETKH, IOKPBITHIE IIIIEHOYHOH 000I0YKOMI

OBaJIbHBIC JIBOSKOBBIMYKJIbIC TAOJETKH, MMOKPBITHIC TUICHOYHON 000JI0YKOM OT CBETIIO-PO30BOTO 0
CBETJIO-OpaH)KEBOro mBeTa. Ha momepedHoM paspese — sapo 0enoro win 0eIoro ¢ kKeITOBATHIM
OTTEHKOM I[BETA, IOMYCKAIOTCS BKPAIJICHUS OT )KEJITOTO JI0 TEMHO-)KEJITOTO I[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3zaHus K NPUMEHEHHU IO

[Tpenapat OcuMepTHHUO MOKa3aH K MIPUMEHEHHIO Y B3POCIIBIX.
[Ipenapat OcumepTHHUO MOKa3aH K MPUMEHEHHIO B KAU€CTBE MOHOTEPANIUHU IS

® QIBIOBAHTHON Tepanuu HEMEIKOKIETOUHOTO paka JIETKOTO Yy B3POCHBIX TMAIMEHTOB MOCIe
panuKaIbHON XUPYPTUYECKOW OIEpalii B CIIydae HAJHYUS B OIYXOJIEBBIX KJIETKAX MYTallid B
reHe perenTopa muaepManbHoro (akropa pocra (EGFR) (memenuu B 3k30He 19 mnm 3amMeHBI
L858R B sx30HE 21);
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HEMEJIKOKJIETOYHOTO paKa JETKOro B CIy4ae HAJIWYHs B OITyXOJIEBBIX KJIETKaX MYTaIlMH B TE€HE
EGFR (neneuunu B 3x30He 19 nnu 3amensl L858R B sx30He 21) y B3pOCHIBIX MAallUEHTOB,;

® JICYCHUS MECTHO-PACIPOCTPAHEHHOTO WM METAaCTaTUYEeCKOTO HEMEJIKOKJIETOYHOTO —paka
nerkoro ¢ mytamnueit T790M B rene EGFR y B3pocibIX manueHToB;

® JICYCHHS] MECTHO-PACIIPOCTPAHEHHOTO, HEPE3EKTA0CIHPHOIO0 HEMEIKOKIETOYHOTO paKa JETKOro B
cillyyae HaJM4uus B OIMyXoJieBbiX kieTkax myrauuu B reHe EGFR (meneuun B 3x30He 19 unm
3ameHbl L858R B 92Kk30He 21) y B3pOCHBIX TMAIMEHTOB, Yy KOTOPBIX HE BBISABICHO
MporpeccupoBanre 3a00JIeBaHMUsT BO BpeMsl WIH TIOCIE XHMHOIYYEBOW Tepanmuy Ha OCHOBE
MpenapaToB IUIATHHEI.

[Mpemapar OcuMepTHHHO TIOKa3aH K MNPUMEHEHHIO B KOMOMHAIIMM C XUMHOTEpamuen
IIEMETPEKCEIOM U NpenapaTaMy IUIATUHBI IS

LI (5 0): 07 JUHUU Tepanuu MECTHO-PaCIPOCTPAHEHHOTO WIn METaCTaTUYECKOT 0
HCMCJIKOKJICTOYHOI'O paKa JICTKOI'o B ClIydac HAJIM4YHA B OIMYXOJICBBIX KJICTKAX MYTAllUW B I'CHC
EGFR (menenuu B 5x30He 19 mnm 3amenbl LS8R B sk30HE 21) y B3pOCHIBIX TAIUEHTOB.

4.2. Pe:kuM 103MPOBAaHNUS M CI0CO0 MPUMeEHEHUsI
Tepanuto npenaparom OcUMEpTHHUO clelyeT HauMHATh O] KOHTPOJIEM Bpaya, UMEIOLIETO OIbIT

JICYCHUA ITPOTHUBOOITYXO0JICBLIMU JICKAPCTBCHHBIMU IIPCIIapaTaMu.

Jlo HaznadyeHust mpenapara OcuMepTHHHO claeayeT MOATBEPAUTh cTatyc myTanuu B rene EGFR ¢
IMOMOIIBIO BAJIMAUPOBAHHOI'O TCCTA:

e jenenus B 3k30He 19 min 3amena L858R B sk30He 21:
- B o0pasiiax TKaHu OMyXOJIH B ClIy4ae abIOBAaHTHOM TepaIuu;

- B 00pa3iax TKaHU OIMYXOJIM B Cllydyae Tepaluu MECTHO-PACIPOCTPaHEHHOTO Hepe3eKTabeIbHOro
HEMEJIKOKJIETOUYHOTO PaKa JIErKOro;

- B 00pa3iax TKaHU OIYyXOJIU WJIM CBOOOJHO IUPKYIUPYIOMIEH Ne30KCHPUOOHYKICHHOBOM KUCIIOTE
(JIHK) ommyxomu, BeIIeIEHHON U3 IJIa3Mbl KPOBH, B CIydae TEpariuy NEPBOU JIMHUH;

e wmytauus T790M (B oOpa3uax TKaHM OIyXoJiu Wik cBoOoaHOo mupkynupytomei JIHK omyxonwu,
BBIJICJICHHOW M3 TJIa3MbI KPOBH, B CIIydae MPOTPecCHpOBaHUs 3a00JI€BaHUs BO BpeMs HIIU MOCe
Tepanuu UHruouTopoM THpo3nHkruHa3el EGFR).

PexxuM no3upoBaHusa

Monomepanus
Pexomennayemas no3a ocumeptuan6a — 80 Mr oMH pa3 B CyTKH.
Kombunuposannas mepanus

Pexomennyemas no3a ocumeptiuHuOa — 80 Mr ouH pa3 B CyTKU NPH IPUMEHEHUH B KOMOWHAIIMU
C XMMHUOTEpaNHel IeMEeTPEKCeI0M U MperapaTaMy IIaTHHBL.

CrnemyeT 00paTUThCS K 00IIEH XapakTepucTruke ekapcTBeHHoro npemapata (OXJIIT) memerpekcen,
LIUCIUIATAH WIA KapOOIUTAaTUH AJIA MOJydyeHUs MH(POPMAIMU O JO3UPOBAHUM COOTBETCTBYIOILETO
JIEKapCTBEHHOTO Tpernapara.

IIpooonscumenvrocms mepanuu

Monomepanus

B cnydae anbroBaHTHOW Tepanmuu peKOMeHayemas NpPOAOKUTEIbHOCTh JICUEHUS COCTaBIISIET
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3roma. Tepanust MIUTEIBHOCTBIO Oosiee 3 j1eT He QbLia H3§Qé;|1§:_lﬁ%: %5%%&' Ee%%h

3a00JIeBaHUS WM PA3BUTHUN HENPUEMIIEMON TOKCUYHOCTH MPUEM Mpenapara clieyeT IpeKpaTuTh.

B cinydae MeCTHO-pacIpOCTPaHEHHOIO MM METACTATUYECKOr0 paKa JETKOro JICYEHUE MpernapaTom
OcuMepTHHUO NPOAOIKAIOT OO HACTYIJICHHMsI IPOrpecCHpOBaHUs 3a00J€BaHUs WIM Pa3BUTHUSA
HENPUEMIIEMOM TOKCUYHOCTH.

KOM6MHMD08GHHaﬂ mepanus

B ciayuae mecTHO-pacnpoCTpaHEHHOIO WJIM METACTaTUYECKOIo paka JIETKOro, Mo MOBOY KOTOPOTO
MpoBOAUTCS JiedeHHe mnpenaparoM OcuMepTHHHMO B  KOMOMHAalUMKM C  XUMHUOTEpamnueu
MEMETPEKCEeIOM U TpenaparaMu IUIATUHBI, JiedeHue mpemapatoM OCUMEPTUHUO MPOJOIIKAIOT 10
HACTYIUJICHUS POTPECCUPOBaHUs 3a00I€BaHUs WM Pa3BUTHS HETIPUEMIIEMON TOKCUYHOCTH.

IIponyck 003wl

B cnyyae mpormycka npuema npenapara IpoIyIIeHHYI0 103y CIeayeT MPUHITh B TOM CIy4ae, eClin
710 BPEMEHH MpUeMa CIeayIoIel 1036l 0CTallOCh HE MeHee 12 yacoB.

[IpemapaT cienyer mpUHUMATh €KEIHEBHO B OJHO M TO K€ BpeMs BHE 3aBHCHUMOCTH OT IpHeMa
TTUTITH.

Koppexyus 0o3vl npenapama

B 3aBucuMoCTH OT WMHIMBUAYAIbHONH INEPEHOCMMOCTH Ipenapara MU HEXENaTelbHBIX PEAKIUM,
MOJKET MOTpeOoBaThCsl MPUOCTAHOBKA TEpaIliy W/UIU CHID)KEHHE J103bl Mpemnapara. Pekomenayemas
CHIDKEHHA 71032 mpemnapaTa coctaisieT 40 Mr oJH pa3 B CyTKH.

B Tabnuue 1 mpuBeneHbl peKOMEHAAMH TT0 KOPPEKITUU 036l IIperapara B Crydae HexXenaTelIbHBIX
peaKuuid.

Tabauua 1. Koppexkuusi 10361 npenapara OcuMepTHHUO B ciIydyae HeKeJIaTeJIbHbIX peakuuii

Opras-munieHb HexenaTenbHast peamum1 Koppeknust 10361
NuTepcTuunanbHas 0ones3us | [Ipekpaiienue Tepanuu mpernapaToMm
JIETKUX/TTHEBMOHHT OcumepTHHUO
NuTepcTunnanbHas 6one3us | [Ipogomkenne Tepanuu MpemapaToM
JIETKUX/TTHEBMOHUT nocine | OcumepTuHuO WIM  BpEMEHHas
paguKaIbHOU XMMHOJIYYEBOW | IPUOCTAHOBKA M BO30OHOBJICHHE
Teparnuu c WCIIOJIb30BAHUEM | TEPANHMH B 3aBUCUMOCTH OT CUTYaLIMH1

Terxue?® rpenaparoB MJIaTUHBL:

O0eccumnTomMHoe TedeHue (1 creneHb

TSDKECTH)

HNuTepcTuninanbHas 6ose3ns | [Ipekparnenue tepanuu mpemnapaTom
JIETKUX/TTHEBMOHUT nocine | OcumepTuHUO

paavKaIbHOU XUMHOJTY4EBOH

Tepanuu: CTeNeHb TshKecTd >2 (2 u
0oJiee CTENeHb TSIKECTH)

Yanmunenue wunrepBania QTc Oonee | [IpuoctaHoBKa Tepamuu MpenapaTrom
500 mc, ormeueHHoe TI0 KpahHel | OCuMEepTHHUO 70  YMCHBIICHHS
Mepe JBYKpAaTHO (MpU TOBTOPHBIX | JJIUTENbHOCTH MHTepBana QTc Huxke

pEerucTpanmsx 481 MCc Wiy 0O UCXOMHOTO 3HAYEHUS

C 2 anexTpokapanorpammsl [IKI']) (ecn HCXOJHAas JUTUTEIBbHOCTD
epane untepBata QTc Oplma He MeHee
481 Mc), 3aTreM  BO30OHOBJICHHE

Tepamu  CO  CHIKEHHOM  JJO03bI
npenaparta (40 mr)
VY nnuHenune WHTEpBaia QTc | [Ipekpaiienne Tepanuu MpenapaToM
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Opran-mMuinenb He:kenareabHas peaknust TTERopp et doser — 77
MPU3HAKAMU/CUMIITOMAMU cepbe3HOM | OcuMepTHHUO
apUTMUU
KOsKHLIe Cunapom Ctuenca — JIxoHcona u | [Ipekpaiienne Tepanuu npemnapaTom
2 TOKCUYECKU I anuaepMabHbI | OCUMEpPTHHUO
MTOKPOBHI
HEKPOJIN3
KpoBenocHas u AmtactTudeckasi aHeMHust [Ipekpaiienue Tepanuu npenapaTom
nuMdaTudeckas OcumepTuHUO
crcreMa’
Hexenarenbnass peakuust 3 ctenieHu | [I[puocTaHoBKa Tepamuu MpenapaTrom
TSYKECTU WJIH BBIIIIE OcumMepTHHUO HA CPOK 110 3 HEJIEITh
[Ipy yMeHBIIEHUH CTETICHH TSKeCTH | BO3MOKHO BO30OHOBIIEHUE TEparuu
HEKEJIaTeJIbHOW peaklHu ¢ 3 CTENEeHH | mpenapaTtom OcumepTuHUO B
TsDKeCTH Wi Bbie A0 0—2 crenenu | mpexHedt go3e (80wmr) wnu B
TSDKECTH nmocJe MIPUOCTAHOBKH | CHIDKEHHOU 103¢e (40 MT)
Hpyrou Tepanuu npenapatoM OcHUMepTUHUO
Ha CPOK /10 3 HeJleIb
Crenenp TsKeCTH HexenarenbHOU | [Ipekpamienue Tepanuu npenapaTtom
peakuuu nocine NpUOCTaHOBKH | OcUMepTHHUO
Tepanuu Ha 3 Henenu HE
YMEHbBIINUIACh € 3 CTEHNEHH TAKECTH
WK BbItIe 10 0—2 CTETeHU TAKECTH
IIpumeuanus:

! CremeHh TSKECTH HEXENATCTbHBIX SBICHHH yKa3aHa COMMAacHO OGIIMM TEPMHHONOTHYECKHM KPHTEPHSIM
nexxenarenbHbIX siBneHnid (CTCAE) HanmonansHoro nncrutyta paka (NCI) Bepcun 5.0.

% Takxke cM. paznen 4.4.

3S’Ka?)ElHI/U{ 0 KOPPEKUHHU PpekKrUMa AO3UPOBAHUA Yy HNALIUCHTOB C JYYCBbBIM ITHCBMOHHUTOM IIOCJIC pa[[PIKa.HLHOﬁ
XI/IMI/IOJIy‘IeBOﬁ TEparuru ¢ UCIOJb30BAHNUEM IIPCIAPATOB MJIATUHBI CM. B pa3aciie 44,

KOM6MHMD060HHaﬂ mepanus

[Tpu nmpumenennn npenapara OCUMEPTHHUO B KOMOMHAIIMK ¢ XMMUOTEpANueld NeMeTpeKce oM U
npenaparamy IJIaTUHBI KOPPEKLHUIO J03bI JII0OOOro U3 IMpenaparoB, MPUMEHSEMBbIX B KOMOMHALIUY,
CIIEYeT MPOBOAUTH COOTBETCTBYIOUIMM 00pa3zoM. PekomMeHIanum mo KOppeKuuu 036l Mpernapara
OcumepTuHU6 npuBeaeHs! B Tadbinuue 1. /11 npruocTaHOBKY Tepanuu, CHUXKEHUS 103bl WM OTMEHBI
neMeTpeKcesia, IUCIIaTHHA WK KapOorutaTuHa cinenyer pykoBojactBoBatbes OXJIIT memerpekcen,
LUCIUIATUH WIN KapOOIJIaTHH COOTBETCTBEHHO.

Oco0ble rpynibl MalueHTOB

He tpebyeTcst koppekTupoBaTh A03y Mpenapara B 3aBHCHMOCTH OT BO3pacTa, MacChl Tela, Moja,
ATHUYCCKON MPUHAJIEKHOCTH M CTaTyca KypeHus (cM. paszaen 5.2).

Hab}ueHMbl C NeYeHOYHOl HeOOCMAMoO4YHOCMbIO

[To pe3ynbrataM KIMHUYECKUX UCCIIEI0OBAaHUN MAallMeHTaM C HapylIeHHeM (DYHKLHUU MeYeHH JIETKOM
(xkmacc A mo Yaiing — [Ipro) unu cpemHeit cremenu Tsokectu (kimacc B mo Yaiing — [1kto)
KOppeKuMsi 71036l  He  Tpedyercs.  AHAJIOTMYHO, MO  JAaHHBIM  TOMYJSLHUOHHOTO
(apMaKOKMHETUYECKOT'O aHalN3a MalMeHTaM C HapylmeHHeM (YHKIMH MEeYeHU JIETKOW CTereHH
TSDKECTH (KOHIIEHTpamus o0miero OumnpyOrnHa He TPEBBIIaeT BEpXHIOIO rpaHuily HopMbl (BI'H),
aKTUBHOCTH acmapTtaramuHoTpancdepasbl (ACT) mpesbimaer BI'H, nnm xoHuenTparus oOriero
owmpyouna npessimaer BI'H, nHo menee 1,5 BI'H npu nro6om 3nauennn aktuBHocTH ACT) wim
CpeAHel CTENeHU TKeCTH (KOHIeHTpauus oomero ounupyouna coctasnset ot 1,5 no 3 BI'H npu
mo6om 3HaueHun akTuBHOCTH ACT) Koppekuus 1036l HE peKoMeHayeTcs. DPGEeKTUBHOCTh U
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GesomacrocTs ocumepTuHEGa y Mauuentos ¢ Hapyiicnunen (YRR TrEd e TiokeA6H S

COOTBETCTBYET ZKCNEPTHOMY OTUETY

TSOKECTH HE M3ydallach, IOATOMY NpHUMeHeHHe mpernapara OCHMEpTHHUO y TaKUX TAlUEHTOB HE
pekoMenyercs (cM. pazzuen 5.2).

Hauueﬂmbz C NOYEeYHOoU HedOCMAamo4HOCHbIO

Ha ocHoBaHMM pe3yibTaTOB KIMHUYECKHX WCCIEAOBAaHUN M MO JAHHBIM MOMYJISIIHOHHOTO
(hapMaKOKMHETHYECKOTO aHAJM3a MAaIlMeHTaM C HapylIeHueM (YHKIUU TOYEK JISTKOW, CpeaHel u
TSOKETIOW CTENEeHM THKECTH KOppEeKUus H03bl He TpeOyercs. besomacHocTs M 3 PeKTHUBHOCTD
ocuMepTUHHOAa HE OBUTM YCTAaHOBJICHHI Y TAIMEHTOB C TEPMUHAIBHOW CTaJHed TOYCUHOU
HegocratouHoctu (knmupeHc kpearnHuHa (KK) menee 15 mu/MuH) Wi mOMydaromux TUAIH3,
MOATOMY TpUMeHeHHe npenapata OCUMEpTHHHO y TaKUX MMAlMeHTOB He pekoMeHayercs. Ciuemyer
coOMOaTh OCTOPOKHOCTH TPH TNpUMEHEeHUH mpenapatra OCUMEpTHHHO Yy MAlUEHTOB C
HapyieHrHeM () YHKIIMH TOYEK TSHKEION CTENeHN TshKeCTH (CM. pasaen 5.2).

CTHU

besonacHocth u 3¢ (deKTUBHOCT, ocuMepTHHHOA y nereid B Bo3pacte oT 0 mo 18 mer He
YCTaHOBJICHBI. [laHHBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus

[Tpenapat OcuMepTHHUO peHa3HAYCH IS TpUeMa BHYTPb.

Tabnerku ciemyeT MpOTJaThIBATh IIEIMKOM, 3amuBas Bojgou. He cimemyer nenuTh, IpOOHWTH WM
pa3KEeBBIBATH TAOJIETKH.

Ecnun manueHTy CIIO)KHO MporjarbiBaTh TaONeTKy, €€ MOXHO aucnepruposate B 50 mu
HeraupoBaHHoOW Bojabl. He cienyer mcmonb3oBaTh Apyrue >KUAKOCTH. TabneTky HeoOXoIumo
OIlyCTUTh B BOJAY, HE HM3MeNbyas, IOMEIIMBATh O IIOJHOIO pPa3pylICHHWs U TYT K€ BBIINTH
MIOJIYYEHHYIO cyclieH3Mto. OCTaTku CMelaTh C JONOJHUTENbHbBIMM 50 M BOABI M BBIIHUTH
IIOJIyYEHHYIO CYCIIEH3HIO.

4.3. IlpoTuBoONOKA3aHUS

['mnepuyBCTBUTENBHOCTE K OCHMEPTHHHOY HIM K JIIOOOMY M3 BCIOMOTATEIBHBIX BEIIECTB,
IIEPEUUCIIEHHBIX B pa3zene 6.1.

[lpumenenne mpenapaTtoB 3Bepo0OsS MHPOJBIPSBICHHOTO Ha (OHE Tepamuy MpenapaTom
OcumepTuHUoO.

CoBMecTHOE TIpUMEHEHHE MOIIHBIX HHAYKTOpoB m3odepmenta CYP3A (mampumep, dheHUTOUH,
pudamnuuuH, kKapdaMma3zenut.

4.4. OcoOble ykazaHusi 1 MepPbl MPEI0CTOPOKHOCTH NMPH NMPUMEHEHUH

Omnpenenenue craryca myraiuuu B reae EGFR

It HasHadyeHuss  mperapata  OcuMepTHHHMO B KauecTBE  aqbIOBAHTHOM  TEparmuu
HEMEJIKOKIeTouHoro paka Jjerkoro (HMPJI) mocne monHOM pe3eKiuu OMyXoJid HEOO0XOIUMO
noATBepauTh Hanmuue mytanuu B reHe EGFR (nenennu B sx30He 19 wm 3amenst L858R B sk30HE
21). Craryc myranuu HeoOXoaumo ompeneisaTs B omyxoneBod JIHK, momyuenHnoii u3 oGpasma
TKaHH OIyXoJyu (OMonTara Uiy ONepallMOHHOI0 MaTepHala), ¢ MOMOLIbIO BAIMIUPOBAHHOTO TECTa
B KIIMHUYECKO J1ab0paTopuu.

IIpu paccmoTpeHun Bompoca © HasHaueHMM npenapata OcuMepTHHMO MalUeHTaM ¢
MECTHO-PacIpOCTpaHEeHHBIM Hepe3ekTabensHbiM HMPJI, mon0KUTENbHBIH CTaTyc MyTallid B TeHE
EGFR (menemuu B sx30oHe 19 mmm 3amennl LS8R B 3kx30He 21) ykaspiBaeT Ha BO3MOXHOCTh
HazHaueHus Tepanuu. Craryc MyTanuM HeoOXoauMo onpeaensTb B omyxoineBod JIHK,
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MOJyYeHHOM M3 oOpas3la TKaHU omyxoiu (OuomnTana), C Hdﬂ@%%mﬁlﬂgmghkmrg Fetath

KIIMHAYECKOU JTA00OpaTOpHH.

IIpu paccMoTpeHMHM Bompoca O Ha3zHaueHWH npenapata OcUMepTHHHO B KadyecTBE Teparuu
MECTHO-PaCIpOCTPAHEHHOTO UM Mertactatuyeckoro HMPJI BaxHO TOATBEpAUTH HAIUYHE
mytaiun B rene EGFR. Craryc myrammm HeoOxommmo ompenensts B omyxoneBor JIHK,
MOJTY4EeHHOW M3 o0pasiia TKaHW OMYyXOJIM, WM B CBOOOJHO IUpPKyIupyromiei omyxonesoi JHK,
MOJTy4eHHOM M3 o0pasua Iia3mMbl KPOBH, C MOMOIIBIO BAaJHIAMPOBAHHOIO TECTAa B KJIMHUYECKOM
nabopaToOpUH.

Crnenyer WHCIONB30BaTh TOJBKO HAJEKHbIE, OOOCHOBAaHHBIE M UYBCTBHTEIBHBIC METOJIbI
UCCIICIOBAaHHUSI C TIOATBEP)KICHHOW JHArHOCTUYECKOW 3HAYMMOCTBIO B OIPEICICHUU CTaTyca
mytanuu B reue EGFR.

BrisBienne y mamuenta myranuu B reHe EGFR (nmenmenmm B sx3one 19 mnm 3amensr L858R B
9K30He 21 —B ciydae Tepanmuu TIepBOW JWMHUM WM MyTauud T790M — B cioydae
IporpeccupoBaHus 3a00J€BaHMs BO BpeMsl WM IOCJIE TEpalul WHIMOMTOPOM TUPO3UHKUHA3BI
EGFR) B TkaHM OmyXonM WIM IUIa3M€ KPOBHU CBHUJAETENBCTBYET O HAIMYUM TTOKa3aHHS JUIS
npuMeHeHus: npenapata OcuMmepTuHu6. B ciydae oTpunartenbHOro pesyiabTara TECTHPOBAHHUS
IUIa3Mbl KPOBHM PEKOMEHIYETCsS OIpe[esieHHe MyTallid B TKaHU OIyXOJIM JUIS MCKIIOYCHHUS
BO3MOJKHOT'O JIOKHOOTPHUIIATENBHOTO pe3ysibTaTa IpU aHAIW3€ CBOOOJHO LMPKYJIUPYIOLIEH
omyxosiesoit JIHK.

HnaTepcTuimaabHast 0O0JIC3HB JIETKUX

WNutepcrunmanpHast Oone3ns Jnerkux (MbBJI) wmum UBJI-momoOHbIe HExenaTenbHbIE pPeaKIuH
(Hanpumep, MTHEBMOHUT) oTMeueHb! y 4,0 % MmanueHToB U MPUBEIH K JeTadbHoMy ucxony y 0,4 %
(N = 7) u3 1813 manueHToB, MOTYYaBIIMX OCHMEPTUHHO B KAYeCTBE MOHOTEPAITUH B KJIMHUYECKHX

uccnenoBanusix ADAURA, FLAURA, FLAURA 2 u AURA.

YacroTa MHTEPCTUIMAILHON Oone3Hu jerkux cocraBuna 11,2 % y smonnes, 2,3 % y npyrux
MaIMEHTOB a3MAaTCKOW Monysuuu 1 2,7 % y ManueHTOB Hea3naTCKOro MPOUCXOoXKIeHuss. Meaunana
MPOJOJKUTENLHOCTH JICUEHHUS OT TMprUeMa MEepBOM 03I 10 Pa3BUTUS UHTEPCTUIIMAIBHON O0JIe3HH
nerkux wim MBJI-mogqoOHBIX HeXKeIaTebHBIX PEakinii cocTaBuia 2,8 mecsa.

WBJI win UBJI-mogoOHble HexenaTeNbHble peakluu 3aperucTpupoBansl y 3,3 % U mpuUBEIH K
aeragpHOMy wmcxoay y 0,4% (N = 1) u3 276 mamueHToB, IOJy4aBIIMX OCHMEPTHHHO B
KOMOMHAIIMM C XMMHUOTEpanueil MeMeTpeKcelIoM M IMpernaparaMi IUIAaTHHBl B HCCIEIOBaHUU
FLAURA 2. Yacrora UBJI cocraBuna 14,9 % y smonneB u 1,7 % y ManmeHTOB HEAa3MATCKOTO
npoucxoxaeHus; B uccnenosanun FLAURA 2 B rpynne KOMOMHUPOBAHHOM Tepanyy y NalleHTOB
a3MaTCKOW MOMyJIAIMU, HE BKJIOYaBIIeH sinoHieB, caydan UBJI He 3aperucrpupoBansl. Meanana
IIPOJOJIKUTEIIBHOCTHU JIEUEHUs OT IpHUeMa INepBod A03bl 10 pa3Butusa MbJI mnu HexenaTenbHBIX
peaknuii, mogoousx MBJI, coctaBuna 5,3 mecsia.

Crenyer He3aMeUIMTENBHO OILEHMBATH COCTOSHHE BCEX MAIlMEHTOB C OCTPHIM Pa3BUTHEM W/WIH
HEOOBSACHUMBIM YXYAILICHUEM JIETOUYHBIX CUMIITOMOB (OJIBIIIKA, KAllle/b, TOBBIIIEHUE TEMIIEPaTyphI
Tena), YTOOBl HCKIIOYHUTh HWHTEPCTHLHUANbHYIO OOJIe3Hb JIETKHUX. Tepamuio IpernapaTroM
OcumepTuHUO creayeT NPUOCTAHOBUTh Ha TMEpPHOJ OOCIeNOBaHUS JJsi YTOUYHEHHUS ATHX
CcUMINITOMOB. Ecim nuarHocTupoBaHa MHTEPCTHIMATIbHASA 0OJE3Hb JIETKHX, HEOOXOIMMO OTMEHHUTH
Tepanuio npenaparom OcuMepTUHUO.

HDBJI nocne paduxkanbHol XumMuomy4eso mepanuu ¢ UCNOIb308aHUEM NPEnapamos niamuHbsl

B wuccnenopanmu LAURA mocne paavkaabHOM XUMHOIYYEBOW Tepamuu C HCIOJIb30BAHHEM
npenaparoB miatuHbl, UBJI u UBJI-monoOHble HexenaTenbHble peakiuy (HarpuMep, THEBMOHMUT),
obut otMedeHnl y 7,7 % w3 143 mauueHToB, MOJy4yaBHIMX ocuMepTuHuO, U y 1,4 % wus
73 manueHToB, NoTy4aBIINX mianebo. B rpynmne ocumeprunnba B uccnenosannu LAURA gactora
HoBbIX cirydaeB MBJI u MBJI-momo0HBIX HeXenaTeabHbIX peakiuii cocraBuia 6,6 % (6 mamuenToB
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29 manueHToB) cpeAu MaldeHTOB HEa3HMaTcKoro MpoucxoxiaeHus. Hu y onHoro u3 mamueHToB
AMOHCKOT'0 IMPOMCXOXAECHUS He ObUIo 3apeructpupoBano ciaydaes MBJI. B rpynne ocumeptunnba
MeIMaHa BPEMEHHM OT IEepBOr0 BBEACHUS HccieayemMor tepanuu A0 pasButus WBJI wnnm
NBJI-mono0HbIX HEXeNaTeNbHBIX peakiuil coctaBmwia 1,9 mecsama. B rpymme ocumepTuHHOa
MeIraHa BPEMEHHM OT MPOBEAEHUS MOCIEIHEr0 ceaHca JydeBou Tepanuu a0 pa3putusa UBJI wim
NBbJI-mono0HbIX HEXeNmaTeNbHbIX peakiuii coctaBmwia 3,0 mecsama. B rpymme ocumepTuHHOA
3apeructpupoBano 0,7 % cinydaeB C JeTalbHBIM HCXOJOM B pe3yinbTare pa3Butusi MBIl wim
NBJI-moto0HBIX HEXeNaTeIbHBIX PeaKIMii, B TpyNIe Mianedo ciy4yaeB ¢ JIETAIbHBIM UCXOA0M HE
3apEruCTPUPOBAHO.

Jlis TanueHTOB, TMONYYAOIIUX OCHMEPTHHHO TIOCTe paJuKalbHOW XHUMHOIYYEBOW TEparuu,
HEO0OXOMMO PYKOBOJICTBOBATHCS CICAYIOMIMMH YKa3aHUSIMH JIJII KOPPEKIIUU JTO3bI:

e Ecmm y manmenrta pasBuBaercs OeccumntomHas (1 cremennp) WBJI wnu WBJI-momoOHas
HEeXXeJaTeNbHas pPeakius, CIeAyeT MPOJODKUTh Tepanuio mpenapatoM OCUMEpTHHHO WITH
MPUOCTAHOBUTH U BO30OHOBUTH TEPANUIO, B 3aBUCUMOCTH OT CUTYAIIHH.

e Ecmu y manuenta passubaercs UBJI unu MbJI-mogobHas HexenarenbHas peakius 2 win 0oee
CTETNIEHU TSDKECTH, CIIETYET MPEKPATUTh Teparuio npernaparoMm OcuMepTHHUO.

JIyuyeBol THEBMOHUT

JlydeBoii MHEBMOHUT MOXXET BO3HUKATh B TEUEHHE IOJA MOCJIE MPOBEJICHMS JIy4E€BOH Tepanmuu
nerkux. B wuccnemoBanmu LAURA mnocne paavkaibHOM — XUMHOJIYyYE€BOM  Tepamuu ¢
UCIOJIb30BAHUEM MPENapaToB IUIATHHBI Jy4€BOH IMHEBMOHHUT ObUI 3apeructpupoBaH y 48 % wus
143 mauueHTOB, MOJNy4yaBIIUX OCUMEPTUHUO, U y 38 % u3 73 manueHToB, MOJIyYaBIIUX I11anedo.
MennaHna BpeMEHHM OT HPOBEAEHUS MEPBOrO CeaHca JIy4E€BOM Tepaluu 10 pPa3BUTHS JIy4eBOIO
THEBMOHHUTa cocTaBuia 1,7 Mecsina B rpymne ocumepTuHuOa u 1,8 mecsina B rpymnme rmiameo.
MenuaHa BpeMeHHM OT NPOBEACHUs IMOCIEIHEro ceaHca Jy4eBOM Tepanuu A0 Pa3BUTHUS JIy4eBOIO
ITHEBMOHUTA COCTaBMia 2,5 Mecsla B rpynme ocumepTiHuOa u 2,6 Mecsiia B rpymre miameto. Y 3
(2,1 %) marueHToB OBLIM 3apETrHCTPUPOBAHBI HEXENATEIbHBIC PEAKIMH 3 CTENICHH TSDKECTH, BCE
MAIMEeHTHl OBUIM U3 TPYIIBl OCUMEPTUHNOA, HeXeNaTeIbHbIe peakui 4 U 5 CTeNeHH TAKECTH He
OBbUIN 3apPETrMCTPUPOBAHBI HU B OJHOHN U3 IPYIIIL.

Jlis TanueHTOB, MONYYAOIIUX OCHMEPTHHHO TIOCTe paJuKalbHOW XHUMHOIYYEBOW TEparuw,
HEO0OXOMMO PYKOBOJICTBOBATHCS CICAYIOMIMMH YKa3aHUSIMH JIJII KOPPEKIIUU O3B

e Ecnm y nanuenTa pa3BUBaeTCs CUMITOMATUYECKUN JIy4€BON MHEBMOHUT (2 CTENEHU TSIKECTH),
ClIeyeT NMPHOCTAHOBHUTH Tepamnuio npernaparoM OCHUMEPTHMHHO OO pa3pelieHUs CUMITOMOB;
Tepanus npenapatoMm OcuMepTUHHO MOXKET OBITH BO3OOHOBIJICHA.

e Crenyer mpekpaTuTh Tepanuio npemnaparom OcuMepTHHHO B ciiydae:

O COXpaHEHHUs CHMITOMOB uepe3 4 Helenu TOcie MPUOCTAHOBKH TEPalUU IpermapaToM
OcumepTuHUoO;

O penuanBa CHMITOMATHYECKOTO Iy4eBOTO ITHEBMOHUTA (2 CTETIEHHW TSDKECTH) IIOCIe
BO300HOBJICHUS Tepanuu npernapatoMm OCuMepTHHUO;

O pPa3BUTHA TSHKEIOTO WM YTPOXKAIOIIETO >KU3HM Jy4eBOTO MHEBMOHHTA (3 WM 4 cTeneHH
TSKECTH).

Myastudopmuas spurema, cuaapoM CruBeHca — J[PKOHCOHA M TOKCHUYECKUM AIMIepMaibHbIA
HEKPOJIN3

Coobmienus o ciydasx MyJabTH(QOPMHOMN SPUTEMBI U TOKCHYECKOTO SMHIEPMATBHOTO HEKPOJH3a B
CBSI3M C MPUEMOM OCHUMEpPTHHHOA PEerucTpUpOBAINCH HEYACTO, O ciaydasx cuHjapoma CTuBeHca —
Jlxoncona — penko. Jlo Hayanma Tepanuu ciaenyeT MHGOPMUPOBATH MAIMEHTOB O MPHU3HAKAX U
CUMIITOMaxX MYJIbTH(HOPMHOM dpuTembl, cuHapoMa CrtuBeHca — JIDKOHCOHA W TOKCHYECKOTO
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MyJIbTU(OOPMHON 3pUTEMBI HEOOXOIUMO MPOBOIAUTH MPUCTAIBHOE MEIUIIMHCKOE HAOIIOACHHE 3a
MalUeHTOM M PAacCMOTPETh BOMPOC O IMPUOCTAHOBKE WM OTMEHE TEpaluu MpernapaTom
Ocumeptunu6. [Ipu mosiBieHHH BO3MOMKHBIX NMPU3HAKOB M CUMNTOMOB cuHApoma CTHBeHca —
JI>KOHCOHA UJTM TOKCHYECKOTO AMUACPMATHHOTO HEKPOJIU3a HEOOXOAUMO TPHOCTAHOBHUTH TEPATTHIO
npenapatoM Ocumeptunu6. [Ipu nuarnoctupoBanHoM cuHApoMe CtuBeHca — J[PKOHCOHA WM
TOKCHYECKOM DJMHACPMAILHOM HEKpOJIM3e HEOOXOJUMO HEMEIJICHHO TMPEKPaTUTh TEPAInIo
npenapatoM OcuMepTUHHO.

Y ummuenne uarepsania QTc

[To BO3MOXXHOCTH ciielyeT u30eratb NpUMEHEHHs] OCUMEPTHHHOA Yy MalMeHTOB C BPOKIECHHBIM
CHHIpPOMOM  ymiuHeHHoro wuHTepBasia QT. Ilammentam ¢  XpOHMYECKOHW — cepAeyHOU
HEJ0CTaTOYHOCTHIO, HApPYIIEHUSMHU 3JEKTPOJIUTHOIO COCTaBa W MAalMEeHTaM, NPUHUMAIOIINM
npemapatsl, yumHsomue natepsan QTC, cnexyet nepuoandecku BeImoHATh DK U onpenenstsh
KOHIEHTPALUIO AJIEKTPOJUTOB. Tepamuio HEOOXOAUMO MPUOCTAHOBUTH Yy TAIMEHTOB CO
3HayeHussMu uHTepBana QTC Boime 500 Mc, BBISIBIEHHBIMU XOTs ObI JABYKpPAaTHO HpPU MOBTOPHBIX
peructpanmsix OKI', mo ymeHwineHus jmtenbHocTH uHTepBaga QTC menee 481 mc wimm 1o
MCXOJHOTO 3Ha4YeHWsl (€cli MCXOJHAas NIUTeNbHOCTh MHTepBana QTC Ovuia He menee 481 mc), a
3aTeM BO30OHOBHUTH TEpaNWI0 C YMEHBIICHHOW 103bI mpemnapara (cM. Tabmuny 1). Ecnu Ha ¢one
ynnuHeHus: uHTepBaia QTC pa3BuBaeTcs IKENyIOYKOBAas TAaXUKAPAMS IO THILY «IIAPYIT»,
noJIMMop(dHast )KeyJ0OUKOBas TaXUKApAU WIH MPU3HAKU/CUMITOMBI TSKEJIOTO HapYIICHUs] pUTMa
cepiia, Teparuo OCUMEPTUHUOOM CIIeIyeT OTMEHHT.

Hapyiienusi cokpaTUMOCTH cepJina

CHmwxenne (pakuuu BeIOpoca neBoro xemynouka (PBJIK) ne menee yem Ha 10 mporueHTHBIX
NYHKTOB U 70 ypoBHs MeHee 50 % Obuio oT™eueHo y 4,2 % mnamnmentoB (65/1557), mosydaBiimx
OCUMEPTUHHO B KaueCcTBE MOHOTEpANUU B KIMHUYECKHX HCCIEAOBaHMAX, y KoTopeix DPBJDK
OIlEHHMBAJach /10 Hayaja Tepaluu WU N0 KpailHedW Mepe OJHOKPATHO BO Bpemsi Tepanuu. B
iare6o-kouTponupyemMoM uccienoBannu ADAURA y 1,5 % (5/325) nauueHtoB, moiydaBIInx
ocumepTuHHO, U 1,5 % (5/331) nanuentoB B rpynne mianedo 6110 oTMeueHo cHkeHne OBJIK
He MeHee yeM Ha 10 mpoueHTHBIX MyHKTOB M 110 ypoBHS MeHee 50 %. B uccnegoBanun LAURA
rocJie XMMHOJIY4YeBOi Tepanuu npenapatamu miatuHel y 3,0 % (4/135) nanueHToB, mosydaBLIInX
ocuMepTuHHO, 6bu10 oTMeueHo cHrkeHne @BJIK He meHee uem Ha 10 MPOLEHTHBIX MMYHKTOB U 710
ypoBHsi MeHee 50 %; B rpymnme 1uiane6o cumkenne ®BJIK He Obu1o oTmedeHo. B uccrnenoBanuu
FLAURA 2 y 8,0% (21/262) mnauueHTOB, MOMYYaBIIUX OCUMEPTUHHO B KOMOWHAIMU C
XMMHOTEpANMENd MEMETPEKCEIOM U Mpenaparamu Iatulbl, y KoTopsix @BJDK onenuBanacs g0
Hayaja Teparuu U 1Mo KpalHell Mepe OAHOKPATHO BO BpeMs TEparuu, ObLJI0O OTMEYEHO CHHKCHHE
OBJIXK ne menee yem Ha 10 IpOLIEHTHBIX MYHKTOB | J10 ypoBHs MeHee 50 %.

JlocTynHblE  JaHHBIE KIMHUYECKMX HCCIENOBAaHMN HE TO3BOJSIOT CHAElIaTb BBIBOX O
IPUYMHHO-CJIEICTBEHHON CBSI3M CHUXKEHUS COKPAaTUMOCTH CEpAlla C MPUEMOM OCHUMEPTHUHHUOA.
[TanmenTtam ¢ akropamu prucka 3a00JeBaHUN Cep/Ia U COMYTCTBYIOIIMMU COCTOSIHUSIMHU, KOTOPBIE
MoryT noBuATh Ha @BJIK, ciemyeT KOHTpOIUpOoBaTh (PYHKITUIO CEPACUHO-COCYAUCTON CHCTEMBI,
B ToM umcine ®BJDK no nauana neyenus u Ha ¢one Tepanuu. [larmeHtam, y KOTOpbIX BO BpeMs
JICYCHUs BO3HHUKAIOT 3HAYMMBIC KapAHOJIOTMYECKHE CHMIITOMBI, CJIEAYET KOHTPOJIMPOBATH
(GYHKIHIO CepIIeYHO-COCYTUCTOM cucTeMbl, B ToM uncie OBIDK.

Kepatut

Kepartut Obu1 otmeueH y 0,6 % (N = 10) u3 1813 mamueHTOB, MOJy4YaBIIUX OCHMEPTHHHO B
kadectBe MoHoTepanuu B uccienoBanmsx ADAURA, FLAURA, FLAURA 2 u AURA. Tlpu
MOSIBJICHUH BO3MOXXHBIX CHUMITOMOB KEpaTHWTa, TaKUX KaK OCTPOE pa3BUTHE WA YCUJICHHE
BOCIIJICHUS TJIa3, CJIE30TEUYCHUS, CBETOUYBCTBUTEIHLHOCTH, HEUETKOCTH 3pEHUs, 0OJHM B Tia3ax
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tabiuia 1).

ArtacTrnyeckast aHEMUSA

bbutn  mosydeHsl peakue COOOUICHHWS O pa3BUTHM AaIIACTUYECKOH aHEeMHH, B HEKOTOPBIX
Cllyyasix — C JIETAJIIbHBIM MCXOJIOM, B CBS3M C Tepamueid ocumepTHHHOOM. Jlo Hauvama tepanuu
clieayeT WH(POPMHPOBATH TMAIMEHTOB O TPU3HAKAX M CHMIITOMAaxX arulaCTHYECKOHW aHEMHH,
BKJTIOUAIOIUX TaKWE CHMIITOMBI KaK MPOJIOJDKAIOIASICS TUX0paika, 00pa3oBaHHe KPOBOIIOATEKOB,
KpOBOTECUEHHE, OJICTHOCTh, HO HE OrPAHWYMBAIONIMXCS WMHU. [Ipu TOSIBICHUH BO3MOXHBIX
INPpHU3HAKOB W CHUMIITOMOB aIlIacCTUYEeCKOU aHEeMHUuUu HGOGXOI[I/IMO MMPpOBOAUTL IMPUCTAJIBHOC
MEIUIMHCKOE HaOJIO/ICHUE 32 MAIIeHTOM W PacCMOTPETh BOIPOC O MPHOCTAHOBKE HIIM OTMCHE
tepanuu mnpernaparoM OcumepTunHu6. Ilpu MoATBEpAEHHOM JAMArHo3e arIacTU4YecKOl aHeMHU
HEO0OXO0MMO OTMEHHUTH Tepamnuto npernapatoMm OCUMEPTHHHUO.

BcrnomorarennHEIC BEIIECTBA

Hampuu

JIaHHBINA JIeKapCTBEHHBIN MpenapaT coAepXuT MeHee | Mmousib (23 Mr) HaTpust Ha TabIETKY, TO
€CTb, 10 CYTH, «HE COJEPKUT HATPHUSI».

4.5. B3aumojaeiictBie ¢ JPYrUMH JIEKADCTBEHHBIMH TMpenapaTaMd MW Jpyrue BHAbI
B3aHMMOJAEHCTBUSA

DdapMaKOKMHETHYECKUE B3ANUMOJIENCTBUS

Momnsie uHAyKTOpHl M30hepmenta CYP3A4 mMoryT yMEHBIIUTH SKCIO3HUIIMIO OCHUMEPTHHHOA.
OcuMepTUHUO MOJKET MOBBICUTH HKCHO3HIIMIO CyOCTPaToOB OeKa Pe3sUCTEHTHOCTH paKa MOJIOUHOU
xene3sl (BCRP) u P-riukonporenna (P-gp).

AKTHBHEIE BCIICCTBA, KOTOPBIC MOI'YT ITOBBICUTHh KOHIICHTPALIUIO OCI/IMGDTI/IHI/I6a B 11J1a3M€ KPOBH

HccnemoBanust in Vitro mokasanwu, uto | ¢asza Merabosm3ma oCHMEPTHHHOA TPOTEKAET B OCHOBHOM
c nomompio u3zopepmenToB CYP3A4 u CYP3AS. B kimHMYecKoM (hapMaKOKHHETHYECKOM
WCCIIEIOBAHUH Y MAIIMCHTOB, OJJHOBPEMEHHO MPUHUMABIINX OCUMEPTUHUO M uTpakoHa3on 200 mr
IBa pa3a B CyTkH (MomHbli uHrHOuTOp m3odpepmenta CYP3A4), He OTMEUEHO KIMHUYECKU
3HAYUMOTO BIIMAHUSA Ha DSKCHO3UIMIO OCHMEpPTHHHMOA (MIomanb Mmoj (papMaKOKMHETUYECKOM
KpuBOH «koHIeHTpauus — BpeMs» (AUC) yBenuuunach Ha 24 %, a MakcUMalibHasi KOHIICHTpaLUs
(Cmax) B miazme kpoBu moHm3miaack Ha 20 %). [Tosromy uuHruOutopsl m3odpepmenta CYP3A4,
BEPOSITHO, HE OKA3bIBAIOT BIMSAHUS HAa SKCIIO3HULIUIO OCUMEPTUHHOA.

AXTHBHBIC BENIECTBA, KOTOPEIC MOT'YT IMMOHU3HUTE KOHIICHTPAIHUIO OCI/IMCDTI/IHI/I63 B Ij1a3M€ KpOBU

B ximHudeckoMm ¢apmakokuHeTHndeckoM wuccinenoBanuu 3HaueHue AUC ocumeptuHHOa B
PaBHOBECHOM COCTOSTHMM IOHMXKAJIOCh Ha /8 % y MallUEeHTOB NPU OJHOBPEMEHHOM IMPUMEHEHHUH C
pudamnuiuHom (600 Mmr B cytku B TedueHue 21 cyrok). CoBMecCTHOE NPUMEHEHHE MOIIHBIX
uHaykTopoB uzopepmenra CYP3A (mampumep, denutouH, pudamnuivH u KapOaMas3emnuH,
IpernapaTsl 38epo00s MPOABIPSIBIECHHOI0) ¢ OCUMEPTUHUOOM MPOTUBONOKa3aHO. C OCTOPOKHOCTHIO
COBMECTHOE MpPHMEHEHHE C yMepeHHbIMH HHIykTopamu wu3opepmenta CYP3A4 (mampumep,
6o3eHTaH, 5(aBupeH3, STpaBupuH, Moxaduumi). Ha ocHOBaHMM [NaHHBIX (DU3HOIOTUYECKU
000CHOBaHHOTO (hapMaKOKHHETUYECKOTO MOJCIMPOBAHHUS KOPPEKIHMs JO03bl OCHMEPTHHHOA HE
TpeOyeTcsi TpuU OJHOBPEMEHHOM TNPUMEHEHHHM C YMEPEHHbBIMH M CJIa0bIMH HHAYKTOpaMH
m3odepmenta CYP3A.

Biausgune npenapaToB, CHIIKAIOIMX KUCIOTHOCTh JKEIYA0YHOI0 COKa, Ha OCI/IMGDTI/IHI/I6

B xnmmHMYeckoM (bapMaKOKI/IHeTI/I‘IeCKOM HCCJIICJOBAaHUU COBMECTHOC IMPUMCHCHHUEC OMCIIPAa30jia HE
MNpUBOAUIIO K KIIMHHUYCCKU 3HAYMMBIM HU3MCHCHUSAM 3SKCHO3HUIHUN OCI/IMepTI/IHI/I6a. HpenapaTH,
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OTpaHUYCHUH.

AKTHBHEIE BCIICCTBA, HA KOHICHTPAIIXIO B IJIa3ME€ KPOBHU KOTOPBIX MOXKCT BJIMATH OCI/IMGDTI/IHI/IG

[To nmaHHBIM HccienoBaHUil iN VItro ocuMepTHHHO SIBISIETCS KOHKYPEHTHBIM HHIHOUTOPOM
6enka-Tpancroprepa BCRP.

B knuHMYeckoM (papMakOKMHETHYECKOM MCCIIEJOBAaHUU COBMECTHOE IPUMEHEHUE OCUMEPTHHUOA €
posyBactatuHoM (dyBcTBHTENBHBIM cyOcTpaToM BCRP) noBeimano AUC u Cpax po3yBacTaTuHa Ha
35% u 72% coorBercTBeHHO. HeoOxoaumo TIIATENbHOE HAOMIONEHHWE 3a IIal[MEHTaMH,
NPUHUMAIOIIMMU  [IpernapaThl, pacrnpeaeneHue KoTopsix 3aBucuT ot BCRP, ¢ y3kum
TEpaneBTUYECKUM HHAEKCOM, Ha (oHe Tepanmuu mnpenapatoM OcCHUMEpPTHHUO M7 BBIABICHHSA
CUMIITOMOB HAapyll€HUs IEPEHOCMMOCTH JAaHHBIX IIPENapaToB B pe3ylbTaTe HUX BO3pOCIIEH
AKCTO3HUIMH (CM. pazzen 5.2).

B  kimHMyeckoM — (papMakOKMHETUYECKOM  HCCICNIOBAHUU  OJHOBPEMEHHOE IMPUMEHEHHE
OCHMEPTHHHOA C CHMBAcCTaTHHOM (YyBCTBHTEIBbHBIM cyOcTpatoM wu3opepmenta CYP3A4)
nmoumxkamo AUC um Chax cuMBactaruHa Ha 9% u 23 % COOTBETCTBEHHO. DJTH H3MEHEHUS
JOCTaTOYHO Mallbl ¥, BEpPOSATHO, HE WMEIOT KIMHUYECKOTO 3HAYeHUs. MaloBeposTHO
BO3HUKHOBEHHUE (papMaKOKHMHETUYECKUX B3aMMOICHCTBHI ¢ cydcTpaTtamu uzopepmenta CYP3A4.

B  xnmHHMYeckoM  (apMaKOKMHETHYECKOM  HCCICAOBAaHMH  OJHOBPEMEHHOE MPHUMEHCHHE
ocumeptuHnOa ¢ (ekcopenanunom (cydcrpar npernan-X-peuentopa (PXP) u P-gp) mosbimano
AUC u Cpax dexcodbenaanna Ha 56 % u 76 % mocie oJHOKpaTHOro npuema npemnapara u Ha 27 %
u 25 % B paBHOBECHOM COCTOSIHUM COOTBETCTBEHHO. [IallMeHThI, IPUHUMAIOIINE COMYTCTBYIOIINE
npernaparel ¢ y3KAM TEpaleBTHYECKUM THUATIa30HOM, PacIpelieieHue KOTOPHIX 3aBUCUT OT P-gp
(HampuMep, IUTOKCHH, JaOuratpaH, ajluCKUpPEH), MOOJDKHBI HAaXOIUTbCA TMOJ MPUCTAIBHBIM
MEIUIUHCKUM HAOJIOJICHHEM ISl BBISABICHHS CHMITOMOB HW3MEHEHHS IIEPECHOCHMOCTH B
pe3yabTare BO3pOCHICH HKCHO3MIMU CONYTCTBYIOUIMX TpenapaToB Ha (oHE MNpUMEHEHHS
npenapara OcumepTuHHO (cM. pazaen 5.2).

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTD U JAKTALHSA

JKeHIMHBI ¢ IETOPOIHBIM MOTEHIMAIOM (KOHTPALIENIUS Y MY>KUYUH U SKEHIITIH )

JKeHImHBl ¢ COXpaHEHHBIM PENPOAYKTUBHBIM MOTEHIIMATIOM JOJDKHBI HM30eraTh HaCTYIUICHHS
OepemMeHHOCTH BO Bpems Tepanuu mnpernapatom  Ocumeptunu®. Ilanuentam  criemyer
PEKOMEHIOBATh HCIIOJIb30BaTh 3(PPEKTUBHYIO KOHTPAICTIIMIO W TOCIE 3aBEPIICHUS JICYCHUS
JAHHBIM MpPENapaToM: B TeUEHHUE KaK MUHUMYM 6 He/elb 1Mociie OKOHYaHUs Teparuy s KEeHIIHH
1 4 Mecs1eB JUisl MY>KUUH.

bepemeHHOCTH

OTCyTCTBYIOT JaHHbBIE O MPUMEHEHUH OCHMEPTUHHOA y OepeMEHHBIX JKEeHIIWH. MccienoBanus Ha
KUBOTHBIX IOKa3aJld HAIWYUE PENPOIYKTUBHOM TOKCHYHOCTH (IMOPHOIETAIbHOCTD, 3aJep’KKa
pa3BUTHA IUIOAA, CMEPTh HOBOPOXKJIEHHBIX). YUWUTHIBas MEXaHU3M JAEHUCTBUS M JOKJIMHUYECKUE
JaHHbIE, IPUMEHEHNE OCUMEPTUHIOA B Iepro] OEpeMEHHOCTH MOXKET IPUUMHUTE Bpea miony. He
clieAyeT TpUMEHATh mnpernapaT OcumMepTHHHO BO Bpems OCpEeMEHHOCTH Uy KCHIIUH C
COXPaHEHHBIM PENPOAYKTUBHBIM NOTEHIIMAIOM, HE UCIIOJIb3YIOIINX CPEACTBA KOHTPALCIIUU.

JlakTarus

HewsBecTHO, BbIIENAETCS JHM OCHMEPTUHHO WM €ro MeTabOIMTHl B TPYAHOE MOJIOKO.
Henocrarouno cBeneHuii 00 SKCKpelMHM OCHMEPTHHHMOA MM €ro MeTabOJIMTOB B MOJIOKO
KHUBOTHBIX. OnHAKO OCHUMEpPTHHHO M ero MeTabomUThl OOHApPYKHWBAIUCH Y JETEHBIIIEH,
MOJTy4YaBIIUX T'PYIHOE BCKAPMIIMBAHHUE, U OBUIO OTMEUEHO OTPHIIATENbHOE BIUSHHE HA UX POCT U
BbDKMBaHMe. Hemp3s WCKIIOYAaTh PHUCK JUIS JETEH, MOJIyYaloluX TpyJHOE BCKapMIIMBAHUE.
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Heo0x0anMo IpeKpaTuTh TPYIHOE BCKAPMIMBAHUE BO BPEMSI Jrglllj;lu:fpﬁg '%ﬁa“pﬁ%lkﬁgﬁMEﬁ'w&ﬁﬁ )

MY OTUETY

DepTUILHOCTD

OTCyTCTBYIOT JaHHbIE O BJIMSHUM OCHUMEpTHHMOa Ha (epTuiabHOCTH dYenoBeka. CoriacHo
pe3yabTaTaM MCCIEOBAHUM, MTPOBEACHHBIX HA JKUBOTHBIX, OCUMEPTUHUO BIMSET Ha MYXKCKHE U
KEHCKHE PENPOAYKTUBHBIC OPTraHbl M MOKET CHUXKATh (DePTUIIHHOCTb.

4.7. BiusiHde Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CpelcTBAMM W padoTath ¢
MeXaHN3MaMu

[Ipenapat OcuMepTHHUO HE OKa3bIBAET BIMSHUSA Ha CIOCOOHOCTh K YIPABICHUIO TPAHCIIOPTHBIMU
CpelICTBaMHU U MEXaHU3MaMH.

4.8. HexenaTelbHbIE peakuu

Pesrome mpoduiist 6e300acHOCTH

Uccneoosanusn y nayuenmos ¢ HMPJI ¢ mymayueti ¢ cene EGFR

Ceenenusi 0 6€30MacCHOCTH OCUMEPTUHHOA B MOHOTEpANUU OCHOBAaHBI Ha OObETUHEHHBIX JTaHHBIX
1813 mammmentoB ¢ HMPIJI ¢ myramueit B rene EGFR. Bce st manuenTs npuHUMaNy npemnapar B
noze 80 Mr B CyTKHM B YeThIpeX pPaHIOMHU3UPOBaHHBIX ucciepoBaHusx Il ¢a3er (agproBanTHAs
tepanusa B wuccienoBannu ADAURA, mepBas nuHuMs Tepanmuu B uccienoBanmsx FLAURA,
FLAURA 2 (rpynma MoHOTepamnuu), Bropas JMHHs Tepanuu B uccienoBannn AURA 3), nByx
uccnenoBanusax |l $as3el, mpoBOAMMBIX B OAHOW Tpymme (BTOpas WM TOCICIYIONIUE JIMHUH
tepamnu B uccinenoBanusx AURAex u AURA 2) u B ogaoMm uccnenoBanuu | ¢assr (mepsas wim
MOCJIeIYIONINE THHUK Tepanuu B ucciemaoBannn AURA ).

BonpImMHCTBO HeXenaTenbHBIX peakiui Obutn 1 wim 2 crenenu Tshkectu. Hambonee dacTeiMu
HEe)KeJlaTeIbHBIMU JIEKApCTBEHHBIMH peakuusMu Obutn nuapest (47 %), coinb (45 %), mapoHuxus
(34 %), cyxoctb koxu (32 %) u cromarut (24 %). HexenatenbHble peakiuu 3 U 4 CTCIICHU
Tsokectn  coctamm 9,2% u 0,2% coorBerctBeHHO. Y 3,6 % TMalMEHTOB, MOJy4YaBIIUX
ocumeptuHHO B 103¢ 80 Mr B CyTKHM, HOTpeOOBAJOCh CHW)KEHHE O3Bl H3-32 DPa3BUTHUSA
HeKeJlaTeJIbHBIX JIEKAPCTBEHHBIX peakuuil. Y 4,7 % nanueHToB Tepanus OblUla MpeKkpalieHa n3-3a
Pa3BUTHUS HEXKEIATEIBHBIX PEaKIU.

CBenenust o OesomacHOCTH ocuMmepTuHHOa (B g03e 80 MI B CYTKH), HPUMEHSEMOIO IIOCIHE
XMMHUOJIyYeBOU Tepamnuy IpenapaTamMy IUIaTHHBI, BKItoYaroT naHHble 143 mamuentoB ¢ HMPJI ¢
mytarueir B reHe EGFR, pemMoHCTpupyrOT KOHTposMpyemblii Npoduib Oe30MacHOCTH |
COOTBETCTBYIOT JIaHHBIM 10 0€30IacHOCTH OCHUMEpPTHHHOa, TPUMEHAEMOro B KadyecTBE
MOHOTEpaNuM, a TakXK€ YCTAHOBJICHHBIM MpoduisM Oe30MacHOCTH TMpU TEpamnuu IOcCie
XMMHOJIY4YEBOM TEpaAIlMU C UCIOJIb30BaHUEM IIPENAPATOB IUIATUHBI. BONBIIMHCTBO HEXENaTEIbHbBIX
peakuuii Obu 1 MK 2 CTENEHH TSKECTH U HE MPUBOIMINA K CHM)KEHHUIO J03bl WM MPEKPAIICHUIO
TepanuH.

CBeneHust 0 0€30MAaCHOCTH OCHMEPTHHHOA, MPUMEHSIEMOr0 B KOMOWHAIIMM C XHUMHOTEpAIHeH
IIEMETPEKCEIOM M IIpernapaTaMH IUIaTHHBI, OCHOBaHbl Ha AaHHbIX 276 manuentoB ¢ HMPII c
mytarmeir B TeHe EGFR, ® COOTBETCTBYIOT JaHHBIM 1O O€30MaCHOCTH OCHMEpPTHHHOA,
MPUMEHIEMOTO0 B KadeCTBE MOHOTEpANUH, a TaKXKe YCTAHOBICHHBIM MPOQUISIM OE30MacCHOCTH
neMeTpeKce/ia ¥ MpenapaToB IIATUHBI.

B knMHMYecKME MCCIENOBaHUS HE BKIOYAJIUCh [AallMEHThl C HAJIWYMEM B aHaMHeE3e
MHTEPCTULUAIBHON  OOJIE3HM JIETKMX; MHTEPCTHULMAIbHON OOJNE3HM JIETKHUX, BBI3BAHHOU
NPUMEHEHHEM JIEKAPCTBEHHBIX CPEJCTB; JIyYEBOTO ITHEBMOHHUTA, TpPeOOBABIIErO MPUMEHEHHUS
TIIIOKOKOPTUKOCTEPOUIOB; @ TaKK€ C IPU3HAKAMU KIWHUYECKM AaKTHMBHOM HMHTEPCTULMAIBHOU
Oone3nn nerkux. IlammeHTHl ¢ KIMHUYECKHM 3HAYMMBIMH HApyLIICHUSIMH CEPACYHOTO PHUTMA U
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MPOBOJIUMOCTH, BBISBICHHbIMU Tpu peructpauu DKI (Hdl%%ﬁ%%ﬁé{%ggg I?/er—'ép]l-a?hal :éﬂ:

COOTBETCTBYET ZKCNEPTHOMY OTUETY

6onee 470 Mc), HE BKITIOUATUCH B KIIMHUYECKUE HUccienoBanusa. Ha atane orOopa B MicciieoBaHNUE U
3aTeM Kaxkzple 12 Heieab BO BpeMs yyacTus B HCCIIEIOBAHUHN y TAallMeHTOB onieHnBanu OBJDK.

TaOnu4yHOE pe3roMe HEXKENAaTeIbHbIX PEAKIINNA

HexenatenbHple peakiuu ObUTH pacmpesieNieHbl 0 KaTEeropusiM 4acTOThl B TaOmuIle 2, rae ObLIo
BO3MOXXHO, Ha OCHOBAaHWUH 4YaCTOTHl 3apErHCTPUPOBAHHBIX COMOCTABHMBIX HEXKEJIATeIbHBIX
saBIeHUH 1Mo oObeauHeHHbIM naHHBIM 1813 manmentoB ¢ HMPJI ¢ myramueit B rene EGFR,
KOTOpBIC TIOJNyYalld OCHUMEPTHHHO B KadecTBE MOHOTepanuu B 1o3¢ 80 Mr B CyTKH B
uccienoanusax ADAURA, FLAURA, FLAURA 2, AURA 3, AURAex, AURA 2 u AURA 1.

HesxenarenbHble JIEKapCTBEHHBIE PEAKIIUM CTPYNIHUPOBAHBI IO KJAaccaM CHCTEM U OpPraHoOB B
COOTBETCTBUHM C MEIMIIMHCKUM CJIOBapeM HOpMaTWUBHO-TIpaBoBoi jaestenbHocTH (MedDRA) u
BHYTPHU KaXJOT0 KJIacca paclpeiesieHbl M0 YaCTOTE BCTPEYAEMOCTH, MPU 3TOM MEPBBIMHU YKa3aHBI
HamOoJee YacThle peakiuh. BHYTpH KaXI0W TpyNIbl YacTOTHl BCTPEUAEMOCTH HEKEIaTeIbHBIC
JIEKApCTBEHHBIC PEAKIIMHM TIPEACTABICHBI B TOpPSAAKEe YyObIBaHUS cephe3HocTH. Kpome Toro,
COOTBETCTBYIOLIME KATETOPUU YACTOTHl KAXKIOW HEXKEIATEIbHOM JICKAPCTBEHHOM peaKUuu
OTIPEIEISAIOTCS CISTYIOITUM 00pa3oM:

oueHb vacto (> 1/10);

gacto (> 1/100, uo < 1/10);

HedacTo (> 1/1 000, o < 1/100);

penko (> 1/10 000, o <1/1 000);

oueHb penko (< 1/10 000);

YJaCcTOTa HEM3BECTHA (Ha OCHOBAHUY UMEIOIIUXCS TAHHBIX OIIEHUTH HEBO3MOKHO).

Ta6auna 2. HexkenaTe/ibHble peakunu, orMedeHHble B ucciaenopanusix ADAURA, FLAURA,
FLAURA 2 (rpynna MoHOTepanum) u AURA'

CymMmapHasi yacrora
HesKeJIaTeJIbHbIX
JIEKAPCTBEHHBIX peakuui
BCEX CTeMeHeH THAKeCTH Mo
CTCAE’

YacToTa HexedaTeJbHBIX
JIEKAPCTBEHHBIX peakuui
3 cTeneHM TSKeCTH U
soie 1o CTCAE?

Kuaccesl cucteM u opraHoB B
coorBercTBMU ¢ MedDRA

HexenatelbHble JIEKAPCTBEHHbIE PEAKNMH B COOTBETCTBHH € MPEANOYTHTEILHBIMH
tepmuaamu MedDRA

Hapymenusi co CTOPOHBI KPOBU M JIMM(PATHYECKOH CHCTEMbI

ArractTuyeckast aHeMus | Penxo (0,06 %) | 0,06 %
HapyiieHusi co CTOPOHBI OPraHa 3peHust

Keparur | Heuacro (0,6 %) | 0,06 %
HapyueHusi co CTOPOHBI IbIXaTeJIbHOI CHCTEMBbI, OPraHOB I'PY/HON KJIETKH W CPETOCTEHHUSI
HocoBoe kpoBoTeueHue Yacto (6 %) 0 %
WNutepcTunmanbHas oone3np | Yacro (4,0 %)5 1,4 %
nerkux”

HapyuieHusi co CTOPOHBI JKeJIyI0YHO-KHIIEYHOT0 TPAKTAa

Jlnapest Ouenb vacto (47 %) 1,4 %
Cromarur’ Ouenb yacto (24 %) 0,4 %
HapylieHus co CTOPOHBI KOKHM U NMOAKOKHbIX TKaHel

Chimb’ Ouenb gacTo (46 %) 0,8 %
[TapoHUXHS Ouenb vacto (34 %) 0,4 %
CyXOCTb KOXKH" Ouensb gacto (32 %) 0,1%
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Kuaccbl cucrem u opraHoB B
coorBercTBUU ¢ MedDRA

COOTBETCTEBYET JKCNEPTHOMY OTYETY
o1 05052026 Nz 3068
I-|—|l—|.-: l——1|::|- .;-l-|—|—||.|||:f-:|:--|-_ IFi:I-I.J-I
CymmapHas yacrora - - | o= EA TEITERLL TS UULE
HAcTOTa HEKETATEALHBIX
HeKeJIaTeIbHBIX

JIEKAPCTBEHHbIX peaKkuui
BCEX CTeleHeH TAKEeCTH Mo
CTCAE?

JIEKAPCTBEHHBIX peaKkuui
3 cTeneHH TAKECTH H
Bbime no CTCAE?

HesxenatejbHble JIeKAPCTBEHHD
tepmunamu MedDRA

I¢ PpeaknMM B COOTBETCTBHH C TIPEANOYTUTEC/IbHBIMHA

3yz[10 Ouenb yacto (17 %) 0,06 %
Anonenyst Yacto (5 %) 0%
Cungpom nagouHo- | Yacro (2,1 %) 0%
OJIOIIBEHHOM

APUTPOAU3ECTEINU

KpanuBuuria Yacro (1,9 %) 0,1%
[ UIIepIUrMEHTALS KOXKH Yacro (1,0 %) 0%
MynbTrudopMHas spuTeMa Heuacro (0,3 %) 0 %
Tokcuueckuii  3MHUAEPMAIBHBIN Heuacto (0,2 %)
HEKPOJTH3 -

KO>KHBIH BaCKYIIUT - Heuacto (0,2 %)
Cungpom CruBenca — Penxo (0,02 %)
I[}KOHCOH&14

JlaGopaTopHbIe 1 HHCTPYMEHTAJIbHBIE TAHHbIE

[ToBbIIcHHE aktusHoctHd | Yacro (1,9 %) 0,3%

KpeatnH(pocoknHa3bl B KPOBU

VY nnuHeHue nHTepBaia QTC15

Yacro (1,1 %)

PesynbraThl 1a00paTOPHBIX HCCJIEJOBAHMN, NPEACTABJICHHbIC KaK

HU3MECHCHHEC CTCIICHU

TsxecTd 10 CTCAE

CHmxenue komuyectBa | OueHb vacTo (65 %) 1,8 %
neﬁ1<oumosl6

CHmkeHne komyectBa | Ouens gacTo (64 %) 8 %
JII/IMq)ouI/ITOBl6

CHmkeHne komuyectBa | Ouens gacto (53 %) 13%
TpOM6OI_[I/ITOB16

CHmkeHne komuyectBa | Ouens gacTo (36 %) 40 %
neiirpoduros’®

[ToBbIIEHNE koHIeHTpanuu | Yacro (9 %) 0,2 %
KPEATHHHHA B KPOBH'

IIpumeuanus:

! O6bennuennbie manneie w3 uccaenoBannii ADAURA, FLAURA, FLAURA 2 (rpymma mosotepamun) 1 AURA
(AURA 3, AURAex, AURA 2 u AURA 1); mpuBeAeHbl CBEACHUS O SBJICHHUAX, BO3HUKIINX Yy IAIlMCHTOB,
MOJIYYHMBIINX KAaK MUHHUMYM OJIHY 03y OCUMEPTHHNOA B KAYECTBE PAHIOMHU3HPOBAHHON TEPAIIHH.

2 O61IHe TePMUHONOTHYECKHE KPHTEPUH HeXKeIaTebHbIX sBIeHrH HaIlHOHATEHOTO HHCTHTYTA paKa, BepcHst 5.0.

¥ BKIIIOYaeT: 5PO3Hst POTOBHIIBI, SIHTEINATBHBI 1e(DEKT POTOBHIIbI, KEPATUT, TOUCUHBIN KEPATHT.

4 Bxirouaer: HUHTCpCTULIAIbHAA 0o0J1e3Hb JICTKUX, MTHCBMOHUT, OPraHU3yromiascsa MHEBMOHMUS.

5 3apeructpupoBaHo 7 sisnennii 5 crenenu Tsokectd o CTCAE (¢ neTtanbHbIM HCXOI0M).

6 Bxirouaer: u3bs3BlIcHUE pOTOBOﬁ IIOJIOCTH, CTOMATHT.

" Bktiouaer: aKue, ICPMATUT, akHe(OPMHBII JEPMATHUT, ICKAPCTBEHHAS ChIIlb, SPUTEMA, (POIHKYIIAT, IYCTYIIa, Chillb,
9pUTEMaTO3HAasl ChINb, (DOJUIMKYJISIPHAsl ChINb, MaKyJe3Has Cblllb, MaKyJo-lIlallyJie3Has Chllb, IaIyJie3Has ChIIb,
3yAsiasi Chillb, MyCTYNE3Has ChIIb, BE3UKYISIPHAsS ChINb, 3PO3Us KOXKU.

BBK.H}O‘{aeTZ 3a00JIecBaHUE HOTI'TEBOTO

JI0Ka,
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

ot 05.05.2026 N= 3068

obecIBeurBaHNe HOITeH, 3a0oneBaHMe HOrTel, AMCTpodusl HOIrTe, 'Elié&e_x]gﬂﬁ:)ﬁm{ El&l;»ﬁi;r';u 5 ';h;ll;'r%ﬁ,

OyrpHCTOCTh HOTTEH, TOKCHYECKOE MOpAKCHWE HOTTEH, OHWXAITWs, OHUXOKJIA3Ws, OHHXOJIM3HWC, OHUXOMAJE3uC,
OHUXOMAJIAIINS, TAPOHUXHSL.

% BKIIIOYaeT: CyXOCTh KOXKH, 9K3eMa, TPEIIMHB! Ha KOYXKe, KCepOoIepMa, KCepos.
19 Bxrmouaer: 3y[l BEK, 3yII.
1 Crnydan CTOWKON JTUCXPOMUYECKONW dPUTEMBI ObLITH 3aPETUCTPUPOBAHBI B IOCTPETUCTPAIIMOHHBIN TIEPHOI.

2 Mynprugopmuas sputema 6buta oTMedeHa y 6 u3 1813 mammentos B mccmenoBanmax ADAURA, FLAURA,
FLAURA 2 (rpynmna monotepanun), AURA. Takxe ObLIM MOJSYy4EHBI TOCTPEIUCTPALIMOHHBIE COOOLIEHUS O CITyqasx
MyJIbTH(QOPMHOI dpHUTEMBI, B TOM 4uciie 7 COOOIIECHMH B HMCCIIEAOBAHUM IIOCTPErMCTPALIMOHHOTO HAOIIONCHHS
(N =3578).

13 pacuernas wacrora. Bepxuwuit nmpenen 95 % AW mis pacuetHoro 3HaueHus cocraisier 3/1813 (0,17 %). CooOeHmii
U3 KIMHUYECKHUX HUCCIICAOBAHUI MOTYYCHO HE OBLIO.

YOmuu cnydait GbIm OTMEYEH B MOCTPETHCTPAMOHHOM MHCCICIOBAHMM; 9YACTOTA OBUIA OLEHEHA 10 JAHHBIM
uccienoBannii ADAURA, FLAURA, FLAURA 2 (rpymma monotepanuu), AURA W TOCTpeTHCTPaMOHHOTO
uccienosanus (N = 5391).

Y Yacrora ywmuenns uatepsana QTCF > 500 mc.

1® Orpaxaer gacToTy TaGOPATOPHBIX OTKIOHEHHMIA, @ HE YACTOTY OTMEUYCHHBIX HEKEIATCIbHBIX SBICHHIA.

Taﬁnnua 3 HemenaTenbnble JIeKapCTBeHHLIe peammn, OTMCUYECHHBIC B HCCJI¢JI0BAHUU
ADAURA!

Kunaccpl cucrem u opranon

B COOTBETCTBHH C OcumepTunund (N = 337) IInamedo (N = 343)
MedDRA
Crenenb Tsskectn no NCI2 JIrooan Crenenn 3 gl J1oo0as Crenenn 3 gl
crenedb (%) Bbie (%) crenenb (%) BbIIe (%)

HexenatejdbHble JIEKAPCTBEHHbIE pPeaKHHHM B COOTBETCTBHH C MNPEeINOYTHTEIbHBIMH
tepmunavmu MedDRA

HapyieHusi co cTOpOHBI OpraHa 3peHust

Kepatut 10,6 |0 10,3 |0
HapyumieHnusi co CTOPOHBI IbIXaTeJIbHON CHCTEMbl, OPTAHOB I'PY/THOM KJIETKH U CPe0CTEHUs
HocoBoe kpoBoTeueHue 5,6 0 0,9 0
I/IHTepcsTI/IuHanLHa;I 00JIE3HD 3.0 0 0 0
JIETKUX

Hapymienusi co cTOpoHBI KeJTy109HO-KUIIIEYHOr0 TPAKTA

Junapes 46,3 2,4 19,8 0,3
Cromarut® 28,2 1,8 6,4 0
HapymeHnusi co CTOPOHBI KOKH ¥ MOJIKOKHbIX TKaHel

Chimb’ 39,2 0,3 19,0 0
[apoHuxus® 36,5 0,9 3,8 0
CyXOCTb KOXKH" 29,4 0,3 7,3 0
By 19,3 0 8,7 0
Anonenus 5,6 0 2,0 0
CuHApOM J1aJIOHHO-

IMOIOIIBEHHON 1,8 0 0 0
SPUTPOU3ECTEINU

[M'mnepnurMenTams Koxu 1,8 0 0 0
KpanuHuia 1,5 0 0,3 0,3

JlabopaTopHble M HHCTPYMEHTAJIbHbIE JJAHHbIE
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Kunaccpl cucrem u opranon

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

B COOTBETCTBHH C OcumepTunund (N = 337) IInamedo (N = 343)
MedDRA

JIro0as Crenenb 3 1 JIrooasn Crenenb 3 1

Crenens Tsikectn mo NCI?
crenedb (%) BbIIIIE (%)3 creneHb (%) BbIIIIe (%)3

TloBrIlIeHNE aKTUBHOCTH
KpeaTuH(POCPOKUHA3HI B 3,3 0,9
KpOBHU

VY nnuHeHue uHTepBasia

QTcH 0,6 0

Pe3yabTaTpl JIa0OPATOPHBIX HCCJAECI0BAHUI, NpeICTABJIEHHbIe KAaK H3MEHEHHe CTeleHHU
TsaxecTn 10 CTCAE

CHUI/DKGHI/IG K1(2)J'II/I‘IGCTBa 54.0 0 25,4 0
JIEHKOIIMTOB

CHuxeHue KO:JLIZI/I‘-IGCTBa 47.2 0 6,6 0,3
TPOMOOILIMTOB

CHIKCHUE K?JZIHqGCTBa 43.8 2.2 14,4 0,9
TUM(OIUTOB

CHE/I)KGHI/IG KOiIZI/I‘-IeCTBa 256 0,3 10,2 0,3
HEUTPOHUIIOB

IToBeIICHUE KOHHGH;F})aHI/II/I 9.8 0 45 0,3
KpEeaTUHHHA B KPOBH

IIpumeuanus:

B wuccrenopanmn ADAURA MemuaHa TpoAODKHTEIFHOCTH HCCIEMyeMOW Tepamuu cocTaBmia 22,5 Mecsna y
MAIMEeHTOB, TOIYYaBIINX OCUMEPTHHHO, 1 18,7 Mecsma B rpymie miamne6o.

! MIpuBeneHsl CBeneHMS O SIBICHHMSX, BOBHHKIINX Y TALMEHTOB, NMOJYYMBIIMX XOTS ObI ONHY [03y B KAuecTBE
PaHIOMU3UPOBAHHON Tepanuu.

2 O6HII/IC TCPMHUHOJOTHYCCKUEC KPUTCPUHN HCIKECITATCIIbHBIX SIBIICHUI HaHI/IOHaﬂLHOFO HUHCTUTYTA paKa, BEpCUst 4.0.
3 Bcee peaKkunu Obu1n 3 cTEnEHU TsKECTH. JleTalbHBIX HUCXO0O0B HE OTMCUYCHO.

4 Bxirouaer: KEepaTurT, TOYCYHBIA KEepaTuTt, 5p0o3us pOroOBULLbI, SMUTSIUATBHBIN Lle(i)eKT POroOBHUIIbI.

° Bxirouaer: HUHTCpCTULIAIbHAA 0o0J1e3Hb JICTKHUX, TIHCBMOHMT.

6 Bxirouaer: CTOMATUT, U3BA3BJICHUC IMOJOCTHU pTa.

" Brmodaer: aKie, epMAaTUT, akHe)OPMHBII IEPMATHT, JICKAPCTBEHHAS ChIlb, SPUTEMa, (OIUTMKYIIHT, IIYCTYIa, ChIIb,
SpUTEMATO3HAs ChINb, POJUTUKYIISIPHAS CHITb, TCHEPATN30BAHHAS CHIIb, MAaKyJIe3Has! CHIITb, MaKyJIO-TIaITyJIe3Has! CHIIb,
TamyJe3Has CHIIb, 3yIIIasi ChIlb, MyCTYJIe3HAas CHITb, BE3UKYJISIPHAs ChIIb, 3PO3H KOXH.

8 Bouaer:  3aGosieBaHHE HOTTEBOrO  JIOXKA, HHGEKIUS HOTTEBOTO JIOXKa, BOCIAJICHHE HOITEBOTO JIOKa,
obecriBeunBaHue HOTTEH, 3a0oieBaHWe HOTTEH, AUCTPOPHS HOTTeH, WHGEKIMs HOTTEeH, MUTMEHTAlWs HOTTEH,
OYIpUCTOCTh HOTTEH, TOKCHYCCKOE MOPAKEHHE HOTTCH, OHMXAITHs, OHHXOKIA3Us, OHUXOJIU3UC, OHUXOMAJC3UC,
OHUXOMAUTAIUS, TAPOHUXHUSL.

9
BxittouaeT: cyXxocTh KOXKH, 9K3eMa, TPELIMHBI Ha KOXKe, KCepoAepMa, KCepo3.

10 Bxmouaer: 3y Bek, 3y, FeHepAIH30BAHHbIN 3y,

" Yacrora yammuenns unrepsama QTCF > 500 mc.

12 o o
OTpamaeT qacToTy J'Ia60paT0pHI)IX OTKJIOHCHUH, a4 HC 4aCTOTY OTMCUCHHBIX HCIKCIATCIIbHBIX SIBJICHUU.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 05.05.2026 N= 3068

oA L

Tabdauna 4. HexenaTenbHble JIeKAPCTBEHHbIE eaxunﬁﬂ'%%n]g{%i;ﬁhﬁg Eﬂtﬁ&ﬁlﬁﬂiﬁi}h

LAURA!

Kuaaccsl cucrem u opranos
B COOTBETCTBHH € OcumepTunud (N = 143) Inaneoo (N = 73)
MedDRA

JIro0as Crenenb 3 u JIro0as Crenenn 3 u

Crenenp Tskect mo NCI?
crenenb (%) BbILe (%) crenenb (%) Bbie (%)

HexenarelbHble JIEKAPCTBEHHbIE PEAKNMH B COOTBETCTBHH € MPEANOYTHTEIbHBIMH
tepmuaamu MedDRA

HapyuieHusi co cTOpoHbI OpraHa 3peHus

Keparut® 10,7 [0 [ 14 [0
Hapyuienusi co cTOPOHBI IBIXaTeIbHOI CHCTEMbI, OPTAHOB I'PY/AHOI KJIETKH U CPeI0CTEHH s
I/IHTep(:fHuHanLHaﬂ 00JIE3HD 8 2,15 14 0
JIETKUX

HocoBoe kpoBoTeueHue 0,7 0 0 0
HapyuieHusi co CTOPOHBI KeJTyT0YHO-KUIIIEYHOT0 TPAKTA

Hunapest 36 2,1 14 0
Cromatut’ 15 0 41 0
HapyieHus co CTOPOHBI KOKHM U IOAKOKHbIX TKaHel

Cpis’ 36 0,7 19 0
TlapoHuXHS 23 0 1,4 0
CyxocTh KOXKH® 17 0,7 5 0
Bya’” 13 0 7 0
Aronenus 1,4 0 0 0
KpanuBauna 1,4 0 1,4 0
Cunapom J1aJoHHO-

IIOIOIIBEHHON 0 0 0 0
APUTPOIN3ECTEINH

[M'mnepnurMeHTamms Koxu 0 0 0 0
Mynbrudopmuas spurema | 0 0 0 0
JlaboparopHble M HHCTPYMEHTAJIbHbIE JAHHbIE

IToBBIllIEHNE AKTUBHOCTH

KpeaTuH(POoCPOKUHA3HI B 3,5 14 0 0
KpOBH

Y yiMHeHue MHTEepBaia QTCll 0,7 0

Pe3yabraThl J1a0OPATOPHBIX HCCJAEI0BAHUI, NpeICTABJIEHHbIe KaK H3MEHEHHe CTeleHHU
TsaxecT 10 CTCAE

CHIKeHHE KOJINYEeCTBa
12 70 3,5 40 1,4
JTUMQOITUTOB
CHIKeHHE KOJINYEeCTBa
N 12 66 2,8 24 0
JIEUKOLIUTOB
CHIKeHHE KOJINYEeCTBa
12 51 1,4 8 1,4
TPOMOOIINTOB
CHIKeHMe KOJINYEeCTBa
N 12 42 2,1 15 1,4
HelTpoduion
IloBbIIIEHNE KOHIICHTPAIIAN
1 13,3131[ 19 0 12 0
KpEaTHUHHHA B KPOBU

ITpumeuanus:
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COOTBETCTBYET 3KI OMY OTUETY
ot 05.05.2026 N= 3068

B uccnenoBannn LAURA MennaHa MpoIoKUTEITLHOCTH HCCIIETyeMOM Téﬂgﬁ%l}&ﬁégnﬁmﬁ%d&'ﬂanﬂ&%é,

MOJy4YaBIINX OCUMEPTUHUO, 1 8,3 Mecsiia y ManueHToB B TPYIIIe Mmiane0o.

' TlpuBeseHsl CBeleHMS O SBICHHMSX, BOSHHKIIMX y MANMEHTOB, MOJYYMBIIMX KAK MHUHHMYM OJHO BBEICHHE
HCCIIEyEMON TEPAIUH.

2 O61IHe TePMUHONOTMYECKHE KPUTEPUH HeXKeTaTebHbIX sBIeHni HalHOHATBHOTO HHCTHTYTA paKa, Bepcus 5.0.
3 BkJi1royaet: apo3ust pOroBHIb, SMHUTEIHATbHBINA 1e(EKT POTOBHUIIBI, KEPATHUT, TOUCUHBIH KEPATHT.

* BKIIIOYACT: HHTEPCTHIMATIBHAS GOJIC3Hb JICTKHX, THEBMOHHT, OPTaHH3YIOMASsCs THEBMOHHSL.

5 3apeructpupoBano 1 sieienue 5 crenenu Tspxect o CTCAE (¢ neTambHBIM HCXOI0M).

® BKIII0YaeT: N3bA3BICHHE [OJIOCTH PT4, CTOMATHT.

" Bkitiouaer: aKue, ICPMATUT, akHe(OPMHBII JEPMATHT, ICKAPCTBEHHAS ChIIlb, SPUTEMA, (OIHKYIIAT, IYCTYIIa, Chillb,
9pUTEMaTO3HAasl ChINb, (DOJUIMKYJISIPHAsl ChIIb, MaKyJe3Has Cblllb, MaKyJoO-lTlalyJie3Has Chllb, IaIyJie3Has CHIIb,
3yAsIasi Chillb, MyCTY/Ne3Has ChIIb, BE3UKYISPHAS ChINb, 3PO3Us KOXKU.

8 Bmouaer:  3aGosieBaHHE HOTTEBOrO  JIOXKA, HHGEKIUS HOTTEBOTO JIOXKa, BOCIAJICHHE HOITEBOTO JIOKa,
obecriBeunBaHuEe HOTTEH, OOJE3Hb HOTTEH, TUCTpOHUsS HOTTeH, WH(GEKIHs HOTTeH, NWIMEHTAIs HOTTEH,
OyrpHCTOCTh HOITEH, TOKCHYECKOE MOpaKeHHE HOITEeH, OHUXAITUs, OHMXOKJIA3Us, OHMXOJIM3UC, OHHUXOMAJIE3HC,
OHHUXOMAUTAIIHS, TTAPOHUXHSL.

¥ BKJTIOUAET: CyXOCTh KOXKH, SK3eMa, TPEIIHHbI Ha KOKe, KCepoepMa, KCepos.

19 Bxrmouaer: 3y[l BEK, 3y.

" Yacrora yamuenns unrepsama QTCF > 500 mc.

12 Orpaxaer yacToTy 1aGOPATOPHEIX OTKIOHEHHIT, 4 HE YACTOTY OTMEUCHHBIX HEXEIATEIbHBIX SBIICHHIIL.

¥ uccnenoBannn LAURA nomyckanock BKIIOYCHHE IAlMCHTOB ¢ Oonee Hu3kuM 3HadeHneM KK B kpoBu
(< 30 M1/MUH) HA CKPUHHHTE 10 CPABHEHHUIO C JAPYTMMH HCCIIEIOBAHUSAMH MPHUMEHEHUS OCUMEPTUHHOA B PeXKHUME
MoHoTepamuu (< 50 MII/MUH), TO3TOMY BEPOSITHOCTh PETHCTPAIIUM U3MEHEHHS CTETICHH TSKECTHU ObLia BEIIIIE.

Tabanna 5. HexesnaTenbHble JeKAPDCTBEHHbIE PpeaKIuM, OTMeYeHHbIe B HCCJICJOBAHMU
1
FLAURA

IIpenapar cpaBHeHUs1 —
HHIUOUTOP
OcumepTunud (N = 279) Tupo3uHknHa3sl EGFR
(redpuTHUO UK
apaorunnd) (N = 277)

Kuaaccsl cucrteMm u opranoB B
coorBercTBMU ¢ MedDRA

2 Jobas Crenens 3 n Jo6as Crenens 3
Crenens Tsizkectr mo NCI R
crenenb (%) Bbimre (%) crenens (%) o)

HexenatejlbHble JIEKAPCTBEHHbIE pPeaKHHH B COOTBETCTBHH C MNPEeINOYTHTEIbHBIMH
tepmunamu MedDRA

HapyieHusi co cTOpOHBI OpraHa 3peHust

Kepatut” 10,4 |0 | 1,4 |0
Hapymenusi co cTOpoHbI AbIXaTeAbHOI CHCTEMbl, OPraHOB I'PY/AHOI KJIETKH M CPeI0CTeHH s
HocoBoe kpoBoTeueHue 6,1 0 51 0
I/IHTep(:fHuHanLHaﬂ 00JIE3HD 3.9 11 22 1.4
JICTKUX

Hapymienusi co cTOpoHBI KeJTy109HO-KUIIIEYHOI0 TPAKTA

Jluapes® 58 2,2 57 2,5
Cromatut’ 32 0,7 22 11
HapymeHnusi co CTOPOHBI KOKH ¥ MOJKOKHbIX TKaHel

Chimb’ 58 1,1 78 6,9
CyXOCTb KOKH® 36 0,4 36 1,1
TTapoHUXHS 35 0,4 33 0,7
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 05.05.2026 N= 3068
= =i pefiapat Cpanmenus -
Kunaccenl cucrem v OprasHos B UHIHOUTOP
P OcumepTunud (N = 279) Tupo3unkuHazbl EGFR
coorBercTBUU ¢ MedDRA
(re¢puTHHUO WM
spaorunnd) (N = 277)
2 JIwobas Crenenb 3 u JIwoas Crenens, 3
Crenens Tsizkectn mo NCI o o o U BbIIIIE
crenenb (%) BbilIe (%) crenenb (%) (%)
3yn’ 17 0,4 17 0
Anonenus 7,2 0 13 0
Kpanueauna 2,2 0,7 0,4 0
CuHApOM J1aJIOHHO-
IIOIOIIBEHHON 1,4 0 2,5 0
APUTPOIN3ECTEINH
['uneprnurMeHTaus Koxu 0,4 0 1,1 0
JlabopaTopHble M HHCTPYMEHTAJIbHbIE JJAHHbIE
VY niuHeHue uHTepBana QTCll 1,1 0,7
[ToBpIIEHNE AKTUBHOCTH
0,4 0,4
KpeatnH(poc(oknHa3bl B KPOBU

Pe3yabTarpl J1a0OPATOPHBIX HCCJAEI0BAHUI, NpeICTABJIEHHbIe KaK H3MEHEHHe CTeleHHU

TsokecT o CTCAE

CHUI/DKGHI/IG chz)nnquTBa 72 0,4 31 0,4
JICUKOLIUTOB

CHuxeHue K(IJZ'II/I‘IGCTBa 63 5,6 36 4,2
JTUMQOITUTOB

CHuxenue KO:JLIZI/I‘-IGCTBa 51 0,7 12 0,4
TPOMOOILIMTOB

CHE/I)KGHI/IG KOJlIZI/I‘-IeCTBa 41 3,0 10 0
HEHUTpO(UIIOB

[oBbienne KOHLCHTDAIHH 8.8 0 6,7 0,4
KpeaTHHUHA B KPOBU

IIpumeuanus:

B wuccnemoBanmn FLAURA MemmaHa mpOJOKUTENTLHOCTH HCCIEyeMON Tepamuu cocTaBmia 16,2 mecsama y
MAIIMEeHTOB, MOJTYYaBIINX OCUMEpTHHHO, u 11,5 Mecsma B rpymnme mpemnapara cpaBHEHHS (MHTHOUTODP THPO3UHKHHA3HI
EGFR).

! IpuBesensl cBeeHMS O SBICHUSX, BOHHKIINX Y IALMEHTOB, IOJTYYMBIIMX XOTS OBl OJHY H03y B KA4ecTBE
PaHIOMU3UPOBAHHOM Tepanuu.

2 O6IIII/I€ TCPMHUHOJIOTHYCCKNUE KPUTCPUUN HEIKCITATCIIbHBIX SIBJICHHI HaI_lI/IOHaJ'II)HOFO HWHCTUTYTA pakKa, BEpCusd 4.0.
3 Bxirouaer: Opo3us poroBuubl, SIUTEINATbLHBIA ,HG(I)CKT PpOroBullbl, KEPATUT, TOYCYHBIN KEepaTur.
4 Bxirouaer: HUHTCpCTULIAIbHAA 0o0J1e3Hb JICTKHUX, ITIHCBMOHMT.

® 3aperncrpupoBano 1 sBienne 5 cremern Tskectd mo CTCAE (¢ IeTadbHBIM HCXOZOM) B TpYINIE Mperapara
cpaBHeHUs (MHTHOMTOP THPO3HHKHHA36I EGFR).

6 BxurrogaeT: u3bsI3BICHUE ITOJTOCTH pTa, CTOMaTHUT.

" Brmouaer: aKie, IepMAaTUT, akHe)OPMHBII IEPMATHT, JICKAPCTBEHHAS ChINlb, SPUTEMa, (OIUTMKYIIHT, MYCTYIA, ChIIb,
SPUTEMATO3HAS ChIb, (POJUTUKYIISIPHAS CHITb, TCHEPATN30BAHHAS CHIIb, MAKyJIe3Has! CHIITb, MaKyJIO-TIAITyJIe3HAs CHIIb,
TamyJe3Has CHIIb, 3yISIIasi ChIlb, MyCTYJIe3Has CHITb, BE3UKYJIIIPHAs ChIIb, 3PO3HS KOXKH.

8
Bxirouaer: CYXOCTb KOXH, 3K3€Ma, TPCIIUHBI Ha KOKE, KCEpOACpMa, KCEPO3.

° Bmouaer: 3a00JeBaHHE HOITEBOIO  JIOXKa, MHQEKIUS HOTTEBOTO JIOXAa, BOCIAJICHUE HOITEBOTO JIOKa,
oOecIlBeUMBAaHHE HOITEH, 3a00JicBaHWE HOTTEH, AUCTPOQUsS HOrTeH, WH(EKIMsS HOTTeW, MUIMCHTAIMsl HOTTEH,
OYIpUCTOCTh HOTTEH, TOKCHYCCKOE MOPAKCHHE HOTTCH, OHMXAITHs, OHHXOKIA3Us, OHUXOJIU3UC, OHUXOMAJC3UC,
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 05.05.2026 N= 3068

RO LA

S ——— (NOCNELOBATEMBHOCTb 0004)

19 Bxrmouaer: 3y[ BEK, 3y, TCHEPAIN30BaHHbIHI 3y 1.
" Yacrora ywmuenns uatepsana QTCF > 500 mc.

12 OTpamaeT qacToTy na60paTopHHx OTKHOHeHHﬁ, a HE 9aCTOTY OTMEUYCHHBIX HEXKEIIATCIIBHBIX SIBJICHUI.

Taﬁnnua 6. HemenaTenbnble JIeKapCTBeHHLIe peammn, OTMCUYECHHBIC B HCCJI¢I0BAHUU
FLAURA 2!

OcuMepTHHNO B KOMOMHALIMH C

Kuaaccsl cucrem u opranos XUMHOTepanueit
OcumepTHHUO
B COOTBETCTBHH C neMeTpeKce0M U _
(N =275)
MedDRA npenapaTaMmi NJaaTHHBI
(N = 276)
2 JIwoas Crenenb 3 u JIwoas Crenenb 3 u

Crenens Tszkectn mo NCI o o o o

crenedb (%) Bbie (%) creneHb (%) BbiIe (%)

HexenatejlbHble JIeKAPCTBEHHbIE PEAKNMH B COOTBETCTBHH € MPEANOYTHTEIbHBIMH
tepmuaamu MedDRA

HapyuieHusi co cTOpOHbI Oprana 3peHus

Kepatut® | 0,7 [0 [0 [0
Hapymenusi co cTOpoHbI AbIXaTeAbHOI CHCTEMbl, OPraHOB I'PY/AHOI KJIETKH M CPeI0CTeHHU s
HocoBoe kpoBoTeueHue 7 0,4 7 0
I/IHTepCTHuHanL}l{aﬂ 33 0’75 3.6 1, g5
00JIe3Hb JIETKUX

Hapymienusi co cTOpoHBI KeJTy109HO-KUIIIEYHOr0 TPAKTA

uapes 43 2,9 41 0,4
Cromarut® 31 0,4 21 0,4
HapymeHnusi co CTOPOHBI KOKH U MOJIKOKHbIX TKaHel

Cois’ 49 2,5 44 15
[apoHuxus® 27 0,7 32 0,4
CyXOCTh KOXH" 24 0 31 0
Anonenus 9 0 |5 |0
By 8 0 11 0
Cunapom J1aJoHHO-

IIOIOIIBEHHON 5 0 3,3 0
APUTPOIN3ECTEINH

[M'mnepnurMeHTamms Koxu 2,5 0 1,1 0
KpanuBHuna 1,4 0,4 1,5 0
MynbTrdopmMHas 3puTeMa 14 0,7 0,4 0
JlaGopaTopHble H HHCTPYMEHTAJIbHbIE TAaHHbIE

IToBbIlIIEHME aKTUBHOCTH

KpeaTuH(POoCPOKUHA3HI B 3,3 1,1 3,3 0
KPOBH

g,_I[rJélilll-IeHHe WHTEpBajia 1.8 1.8

Pe3yabTarpl J1a0OPATOPHBIX HCCJAEA0BAHUI, NpPeICTABJIEHHbIE KAaK H3MEHEHHe CTeleHHU
TsaxecT 10 CTCAE

CHUI/DKGHI/IG K1(2)J'II/I‘IGCTBa 88 20 53 3,3
JICUKOITUTOB

CHmKeHue KO:JL'IZI/I‘IGCTBa 85 16 44 1,8
TPOMOOLIUTOB

CHIDKEHHE KOJIMYECTBA 85 36 40 4.7
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COOTBETCTBYET 3K

ot 05.05.2026 N= 906

» |-l_|l_ .-: _Il__il::l_ .;'l-l_l_|l .I II:F":I:- 'l-_ |Fi:|—|'J -I
OcumepTuHn6 B koMouuaup ¢-| - '=--ER TEITBILA TE WULH)
Kuaaccsl cucrem u opranos XUMHOTepanuei
OcumepTUHHO
B COOTBETCTBHH C neMeTpeKceI0oM U _
(N =275)
MedDRA npenapaTamMi NJIaTHHBI
(N = 276)
2 JIwoast Crenenb 3 u JIwoast Crenenb 3 u
Crenens Tsiskectn o NCI o o o o
crenedb (%) Bbie (%) creneHb (%) BbIIe (%)
HelTpopunos’
CHIXEHHE KOJINYECTBA
12 78 16 55 7
JTUMQOITUTOB
[loBeIlIeHNE KOHIIEHTPALIMH
HEHTPALI 1 9o 0.4 8 0
KpeaTHHUHA B KPOBU

IIpumeuanus:

B wunccnenoannn FLAURA 2 Meanmana NpoOJOIDKHTENBHOCTH HCCIIEAyeMOW Tepamuu cocTaBmwia 22,3 mMecsua y
MAlMEeHTOB, NOIYyYaBIINX OCUMEPTUHUO B KOMOMHAIIMH C XUMHOTEpaIKe IeMEeTPEeKCeI0M 1 IpernapaTaMu IIaTHHbL, 1
19,3 mecsina y HaiMeHToB B rpyIe MOHOTEPAIIMM OCUMEPTHHUOOM.

! IpuBesensl CBeeHMS O SBICHHUSX, BOHHKIINX Y IALMEHTOB, IOJYYMBIIMX XOTS OBl OJHY H03y B KA4ecTBE
PaHIOMHU3UPOBAHHON Tepanuu.

2 O61He TePMUHONOTHYECKHE KPHTEPHH HeXKeIaTebHbIX sBIeHrH HaIllOHATEHOTO HHCTHTYTA paKa, Bepcust 5.0.
¥ BKIIIOYaeT: 5PO3Hst POTOBHIIBI, SIHTEIHATBHBIH 1e(DEKT POTOBHIIbI, KEPATUT, TOYCUHBIN KEPATHT.

* BKIIOYaeT: MHTEPCTHIMATBHAS OOIE3Hb JIETKHX, THEBMOHHT, OPTaHH3YIOMASsCS THEBMOHHSL.

® 3aperucrpuposano 1 seienne 5 crenenu Tsokectn mo CTCAE (ietanbHoe).

® BKITIOYaeT: M3BA3BICHHE MTOJIOCTH PTA, CTOMATHT.

" Bkitiouaer: aKue, ICPMATUT, akHe(pOPMHBII JEPMATHT, ICKAPCTBEHHAS ChIIlb, SPUTEMA, (POTHKYIIAT, IYCTYIIa, Chillb,
9pUTEMaTO3HAasl ChINb, (DOJUIMKYJISIPHAsT ChINb, MaKyJe3Has Cblllb, MaKyJo-llalyJie3Has Chllb, IaIyJie3Has CHIIb,
3yAsiasi Chilb, MyCTYNe3Has ChIIlb, BE3UKYIISIPHAS ChIIb, 3PO3Hs KOXU.

® Bxmrouaer: 3a0oIeBaHHE HOITEBOIO  JIOXKa, MHQCKIUS HOTTEBOTO JIOXKAa, BOCIAJICHUE HOITEBOTO JIOKa,
oOecCIIBCUMBAHHE HOTTEH, O0OJE3Hb HOITeH, MUCTPO(Us HOTTeH, WHQEKIMsS HOTTeH, NUTMEHTAIUsS HOTTCH,
OYIpUCTOCTh HOTTEH, TOKCHYCCKOE IMOPAKEHHE HOTTCH, OHMXAJTHs, OHHXOKIA3Us, OHUXOJIU3UC, OHUXOMAJC3UC,
OHUXOMAJIAIINS, TAPOHUXHSI.

% BKIIIOYaeT: CyXOCTh KOXKH, 9K3eMa, TPEIIMHEI Ha KOYXKe, KCepOoAepMa, KCepos.
© B nrouaer: 3y.l BEK, 3yI.
"' Yacrora ywmuenns uatepsana QTCF > 500 mc.

2 Orpaxaer 4acTOTy TaGOPATOPHBIX OTKIOHEHHUI, @ HE YaCTOTY OTMEUYCHHBIX HEKEIATCIbHBIX SBICHHI.

Tabuauua 7. HexenatelbHble J1€KAPCTBEHHbIE pPEAKIHUH, OTMEYECHHBbICE B HCCIEI0BAHHHU
1
AURA 3

Xumuorepanus
Kunaccesl cucrem u opraHoB P
B COOTBETCTBUM OcumepTuHuo®, 00mAsK (memMeTpekcen/HUCIIIATHH UJIH
MedDRA yacrora (N = 279) neMeTpeKce/KapoonJaTH),
oomasi yacrora (N = 136)
Crenens Tsskectr no NCI2 JIro0an Crenenn 3 u JIro0an Crenenn 3 u
crenensb (%) BbilIe (%) crenenb (%) BbiIe (%)

HexenatelbHble JIEKAPCTBEHHbIE PEAKNMH B COOTBETCTBHH € MPEANOYTHTEILHBIMH
tepmuaamu MedDRA

HapyuieHusi co cTOpOHbI OpraHa 3peHus

Keparut® | 1,1 [0 | 0,7 [0
HapyieHusi co CTOPOHBI AbIXaTeJIbHOM CHCTEMbI, OPTaHOB I'PYIHOIH KJIETKH U CPel0CTeHNs
HocoBoe kpoBoTeueHue | 5,4 |0 | 1,5 |0
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 05.05.2026 N= 3068
(OCAEROG e DRt 0004

Kuaaccsl cucrem u opranos

B COOTBETCTBHH ¢ OcumepTuHuo®, 00mAsK (memeTpekcen/HUCIIIATHH WU

MedDRA yacrora (N = 279) neMeTpeKce1/KapoonJaTH),
oomasi yacrora (N = 136)
Crenenb Tsskectn no NCI2 JIoodasn Crenensb 3 u JIroodasn Crenennb 3 u
crenenb (%) BbiIe (%) crenenb (%) BbiIe (%)

I/IHTepCTI/II_[I/IaJ'IBESaH 3.6 0.4 0.7 0.7
00JIe3Hb JIETKUX
Hapymienusi co cTOpoHBI KeJTy109HO-KUIIEYHOr0 TPAKTA
Junapes 41 1,1 11 15
Cromatut’ 19 0 15 15
HapymeHnusi co CTOPOHBI KOKH ¥ MOJKOKHbIX TKaHel
Chimb’ 34 0,7 5,9 0
CyxocTh KOKH® 23 0 4.4 0
TTapoHUXHST 22 0 1,5 0
By 13 0 5,1 0
Anonenus 3,6 0 2,9 0
Kpanusnuna 2,5 0 15 0
Cunapom J1aIOHHO-
MTO/IOIIBEHHON 1,8 0 0,7 0
SPUTPOIN3ECTEINN
['unepnurMeHTanus Koxu 0,4 0 3,7 0
JlaboparopHble M HHCTPYMEHTAJIbHbIE JIAaHHbIE
g%[rJ(IzlillHeHHe MHTEpBaja 14 0
IToBbIlIIEHME aKTUBHOCTH
KpeaTuH(POCPOKUHA3HI B 0,7 0,7
KpOBHU
Pe3yabraTpl J1a0OPATOPHBIX HCCJAEI0BAHUI, NpeICTABJIEHHbIe KaK HW3MEHEHHe CTeleHHU
TsaxecTn 10 CTCAE
CHvI/I)KeHI/IG Kl(z)JII/I‘-IeCTBa 61 11 75 5.3
JICHKOIIUTOB
CHuxeHue KoiIZHqGCTBa 16 0.7 48 7.4
TPOMOOIIMTOB
CHE/I)KGHI/IG KOiIZI/I‘-IeCTBa 27 22 49 12
HEUTPOHUIIOB
[ToBbIIEHNE KOHI_IGHlT;)aI_[I/II/I 6.5 0 9,2 0
KpeaTHHUHA B KPOBU

IIpumeuanus:

B nccnemoBannn AURA 3 Meanana npoaoKATEIbHOCTH HCCIeAyEeMOM Tepaliiu cocTaBmia 8,1 Mecsma y mauenTos,
MTOJTYyYaBIINX OCUMEPTHUHHO, 1 4,2 MecsIa B TPyIIe XUMHOTEPATIHH.

! MlpuBeneHsl CBelEHMUS O SIBICHHMSX, BOBHHKIINX Y TALMEHTOB, MOJYUMBIIMX XOTS ObI OJHY [03y B KAuecTBE
PaHIOMHU3HPOBAaHHOW TEPAITUH.

2 O61rHe TEPMUHOIOTHYECKHE KPHTEPHH HeXe/IaTeIbHbIX SBICHHi HallHOHAIEHOro HHCTHTYTa paka, Bepcus 4.0.
¥ BitiouaeT: 5po3usi POrOBHIIbI, SITHTEIHAIBHbI Je(EKT POrOBHIE, KEPATUT, TOUCUHbIH KEPATHT.

* BKIIIOYaeT: MHTEPCTHIHATBHAS GOJIC3Hb JIETKHX, THEBMOHHT.

5 3apeructpuposano 1 sienenue 5 crenenu Tsokect 1o CTCAE (¢ etanbHbIM HCXOAOM).

® Bk/TiouaeT: H3bA3BICHHE MOIOCTH PTa, CTOMATHT.

" Brmodaer: aKkie, AepMaTHT, akHehOPMHBII IepMATHT, SpuTeMa, (OIIMKYITHT, yCTYIIa, ChIlb, SPUTEMATO3HAS ChIIlb,
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TeHEepaIN30BaHHAas Chlllb, MAKYJIE3HAs ChIIlb, MAKyJIO0-IIaIyJie3Has ChIIlb, ﬁgiynes-lllgtlﬁé;, Jﬁ@k@nﬂa—cﬂﬁﬁ:‘ 004

® Brimouaer: cyXoCTh KOXKH, SK3eMa, TPEIIHHBI Ha KOYXKe, KCepos.

° BrurouaeT: 3a60JIeBaHusl HOITEBOTO JI0%Ka, BOCIIAJICHHE HOITEBOTO JI0XKa, GOJIE3HEHHOCTh HOITEBOTO JI0Ka, H3MECHEHNE
[[B€Ta HOTTEH, 3aboyleBaHUS HOTTEH, AUCTPOGUS HOTTEeH, WHEKIHsS HOTrTeH, OYrpHCTOCTh HOTTEH, OHHXAITHA,
OHUXOKJIa3Hsl, OHUXOJIN3KC, OHUXOMAJIC3HC, TAPOHUXHS.

19 Bxrmouaer: 3y[l BEK, 3y, T€HEepaIN30BaHHbBIN 3Y/I.
" Yacrora yammuenns unrepsama QTCF > 500 mc.

12 o o
OTpamaeT JacToTy HaGOpaTOpHBIX OTKJIOHCHUH, a4 HC YaCTOTY OTMCUCHHBIX HCIKCIATCIIbHBIX SIBJICHUU.

[Tpoduns 6e3omacuoctu B uccneaopanusx Il pazer AURAex 1 AURA 2 B 11€710M COOTBETCTBOBAI
npoduro 6e30MacHOCTH Yy MAalMeHTOB, MONydyaBImIMX ocuMepTHHHO B uccienoBannn AURA 3.
HoBbIX miM HEOXUAAHHBIX MPOSIBICHUI TOKCUYHOCTH OTMEYEHO HE ObLTO, M T0O0YHBIE d(DPEKThHI
OBUTH COTIOCTABUMBI 110 THITY, TSHKECTH M YaCTOTE.

Onucanne OTAEILHEIX HEXKETaTeIbHBIX PEAKIINNI

Wzmenenue cemamonocuyeckux nokazameiell

CHmxkeHne MeIuaHbl KOJUYECTBA JIEWKOLUTOB, JUMQOLUTOB, HEUTPO(DUIOB U TPOMOOIMTOB
OTMEYAJIOCh BCKOpE IIOCJIe Hayala TMpHeMa OCUMEpTUHMOA; TIOKa3aTeld CO BpPEMEHEM
CTaOWJIM3UPOBATIUCH, M OCTaBAIMCh BBIIIE HIDKHEH TpaHUIBl HOPMalbHBIX 3HAueHUU. bbuin
OTMEUYECHBl  HEXKENATeNbHBIC  SBJICHHS:  JICHKOMEeHWs, JUMQOINEHUs, HEUTpONeHUus U
TPOMOOLIMTONIEHUS, KOTOPble B OCHOBHOM OBUIM JIETKOW WJIM CpelHEN CTENEeHU TSKECTH U He
MPUBOAWIN K IPUOCTAHOBKE TEPAIUU.

Yonunenue unmepesana QTcC

W3 1813 manueHTOB, MOMyYaBHIMX OCHMEpTHHHO B 103¢ 80 Mr B KayecTBE MOHOTEpaluu B
uccnepoBannsx ADAURA, FLAURA, FLAURA 2 u AURA, y 20 (1,1 %) manueHTOB OBLIO
oTMeueHo 3HaueHue uHTepBaia QTc 6onee 500 mc, a 'y 78 (4,3 %) nanMeHTOB 3HAYCHHE HHTEPBAIA
QTc yBenmumiiocs Oosee uyeM Ha 60mc  oT wucxomHoro 3HaueHus. [lo  mgaHHBIM
(hapMaKOKHHETHYECKOTO aHajIK3a, MPeosaracTcs yBeanueHue nareppaia QTC nmpu yBenu4eHUn
KOHIICHTPAllMM OCHUMEpPTUHUOA. HapymeHwil cepJedHOro pHTMa, CBS3aHHBIX C YUTHHCHHEM
untepBana QTc, B uccmenoBanusx ADAURA, LAURA, FLAURA, FLAURA 2 u AURA He
ormeueHo (cm. paszen 4.4).

Oco0ble rpynibl MalueHTOB

J]uua nooaicus1oco eo3pacma

B uccnenosanusix ADAURA, FLAURA, FLAURA 2 u AURA (MoHOTepanus OCUMEPTHHHOOM;
N = 1813) 42 % naiuenToB ObLTH B Bo3pacTe 65 jer u crapire u 11 % Obutn B Bo3pacte 75 JieT u
crapiue. Y ManyeHToB B Bo3pacTe 65 JeT M crapiie Mo CpaBHEHHIO C MAIlMeHTaMH B BO3pacTe 0
65 ner wame HaOMIONANHMCh HEXKEJATENbHBIC PEAKIMH, MPUBOAMBIINEG K HM3MECHEHHUIO DPEXHMa
I03UpoBaHus (IIPUOCTAHOBKA Tepanmuu Wim orMeHa npenapata) (14 % u 10 % cooTBETCTBEHHO).
Tumbl HeXXeNIaTeIbHBIX PEaKIUi B 3aBHCHMOCTH OT BO3pacTa HE OTJIMYAIUCH. Y MAIMeHTOB OoJjee
MOXKUJIOTO BO3pPAcTa yallle OTMEYAJHMCh PEaKIUH 3 CTENEHH TSDKECTH M BBIIIE MO CPaBHEHHUIO C
nanueHTamu 6osee monogoro Boszpacta (11 % no cpaBuenuto ¢ 9 %). DpdekTUBHOCTh Tepanuu B
rpyIIe ManueHTOB Ooyiee MOXKUIIOrO BO3pacTa HE OTJIMYajach OT TakOBOM y Oojiee MOJIOJBIX
MAIECHTOB.

COO6H.I€HI/I€ 0 TOA03PECBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno coo0mare O TOI03pEeBaeMbIX HEXKENATENbHBIX PEaK[UsAX IociIe PEerucTpanuu
JICKApCTBEHHOTO Tperapara ¢ LeNbl0 00ecreYeHrsT HEMPEepbIBHOIO MOHUTOPHHIA COOTHOIICHHS
«oNb3a — PHUCK» JIEKapCTBEHHOrO mpemnapara. MeAuIMHCKUM paOOTHHKAM pPEKOMEHIyeTcs
CO00MIaTh 0 JTIOOBIX TOI03PEBAEMBIX HEXKEIATENbHBIX PEaKIUsIX JEKApCTBEHHOTO Ipernapara yepes

22



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 05.05.2026 N= 3068

HAIIMOHAJILHBIE CUCTEMBI COOOIIEHUS O HEXeEIaATeIbHbBIX 'q)@a:fca '::%J%é}li;”:—]_ i I;I{%):h

EBpa3uniickoro 3k0OHOMHUYECKOT0 COI03a.

Poccuiickas @enepanus

®denepanpHas cayx0a o Haa30py B chepe 3paBoOOXpaHEHUS

Apnpec: 109012, r. MockBa, CnaBsiHcKkas muiomanib, 1. 4, ctp. 1.

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

DnektponHas moura: pharm@roszdravnadzor.gov.ru uau npr@roszdravnadzor.gov.ru

Caitr: https://roszdravnadzor.gov.ru/
4.9. llepeno3upoBka

CHUMIOTOMBI

B xamHM4eckux HCCIIEA0BAHUAX OCI/IMepTI/IHI/IGa OrpaHUYCHHOC KOJMYCCTBO MALIMCHTOB IMOJTYyYaJIn
mpenapar B CYTOUHBIX jJ03ax 10 240 Mr, mpu 3TOM HE OBLJIO BBISIBICHO J030JUMHUTHPYIOIICH
TOKCUYHOCTH. Y ManUCHTOB, IMOJY4YaBIINX B 9TUX UCCICAOBAHUAX OCI/IMepTI/IHI/IG B CYTOUYHBIX HO3aX
160 mr u 240 mr, HaOMIOIATOCHh TMOBBINIEHWE YAaCTOTHI M TSHKECTH HEKOTOPBIX THUITMYHBIX
HEXKEIaTeIbHBIX SIBJICHUHN, CBA3aHHBIX ¢ nHruouposannem EGFR (B OCHOBHOM Iuapew W KOKHOM
CBIITH ), TIO CpaBHEHUIO ¢ 7103011 80 mr.

Jleuenue

Crneuunduyeckoe JeyeHHE MNEPEIO3UPOBKH OCHUMEpPTHHHOA oTcyTcTByeT. llpu momo3penun Ha
nepeao3upoBky mpenapara OCHUMEPTHMHHO ClEAyeT TPOBOAMTH OOIIME MOJAEPKUBAIOIINE
MEPOIPUATHS U CUMIITOMATUYECKYIO TEPATHIO.

5. PAPMAKOJIOTUYECKUE CBOHCTBA

5.1. @apmakoauHaMHYecKHe CBOIiCTBA

dapmakoTepaneBTHUECKasi TPYIA: MPOTUBOOITYXOJIEBbIE CPEICTBA; MHIMOUTOPHI MPOTEHHKUHA3;
HHTHOMTOPBI THPO3WHKUHA3BI PELIENTOPA MK AepMaIbHOTo (hakropa pocra (EGFR).
Kon ATX: LO1EBOA4.

MexaHu3M IeUCTBUS

OcumepTUHUO ABISETCS HWHTUOMTOPOM THUPO3WHKMHA3bl. OTO HEOOpaTUMBIM WHTUOHTOP
tupo3nHkuHa3bl pernentopa EGFR, addexTuBHbI TpH HAIMYNK CEHCUOMIM3UPYIOMINX MYyTaIui
rena EGFR u wmyrammun T790M, cBA3aHHON ¢ pa3BUTHEM pE3UCTEHTHOCTH K HMHTHOUTOpaM
TUPO3UHKHHA3BL.

dapmakonmHamuyeckue 3P HEKThI

B wucciaenoBanusx in Vitro ObUT10 MPOJAEMOHCTPHPOBAHO, YTO OCHMEPTHHHO 00IagaeT BBICOKOM
aKTUBHOCTBIO M MHTHOMpYIOMKM AeiicTBrueM B oTHomeHuM EGFR Bo Bcex KIMHUYECKH 3HAUMMBIX
kierounblx JmHHAX HMPJI, Hecymmx cencuOunusupyronme wmyrtanud EGFR u  myramnutio
pesucrerntHOCTH T790M (Kaxkymuecs moidyMakCHMallbHble HHrHOMpYromue kKoHueHTpauuu (ICsp)
6-54 amone 1o oTHomeHHO K QocdopumupoBanHomy EGFR). Dto mpuBoauT K MoOJaBiIeHUIO
KJIETOYHOTO POCTa, MPU ATOM 3HAYUTEILHO MEHbINAs aKTUBHOCTh HAONIOMAETCS B OTHOIICHUH
KJIETOYHBIX JUHUN, uMmerorux aukuid Tun EGFR (kaxymmecs 1Csy 480 amonb — 1,9 MkMonb 110
oTHomIeHNI0 K (ochopunupoBanHomy EGFR). In vivo mepopanbHblii mpueM ocuMepTHHHOA
COMPOBOXK/IACTCSI YMEHBIIICHHEM pa3Mepa OImyXxodin kak B kceHorpadtax HMPJI ¢ aktuBupyromumu
mytauuasmMu EGFR u myranmein T790M, Tak u B MOAENSAX OMYyXOJEH JIETKOIO y TPAaHCI€HHBIX
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MBIIIIEN.

5.2. apMaKkoOKHHeTHYECKHE CBOiCTBA

[TapameTpsl (apMaKOKMHETHKH OCHMEPTHHHOA ONpPEIeNsUINCh Y 3J0POBBIX JTOOPOBOJBIEB U
nanuerToB ¢ HMPJIL. Tlo pesynbraram aHann3a mOMyJIsSIMOHHON (hapMaKOKMHETHKH KaXKyIIIHICS
IUTA3MEHHBIA ~ KJIMPEHC  OCUMepTHHMOa  coctaBimsier 14,3 m/yac,  kaxymuiics  o0beM
pacnipenenenus — 918 n, mepuwon mosryBbIBeneHUS — npuMepHo 44 yaca. dapMaKOKMHETHKA Y
MAIMEHTOB, MOJYYaBIINX OCUMEPTUHUO B KOMOWHAIMM C XUMHOTEpANHEd MEMETPEKCEIOM H
npenapaTamy IJIaTHHBI, CXOAHA ¢ (papMaKOKUHETUKOHN y MAlMEHTOB, MOJyYaBIIMX OCUMEPTUHUO B
KauecTBE  MOHOTEpaNHWH. 3HAYCHHUS  IUIOMATM  1oa  (PapMaKOKHMHETUYECKOW  KPUBOM
«xonneHtpamus — spemsi» (AUC) m makcumanbHOM KOHIEHTpanuud (Cmax) YBEIHYHBAINCH
MPOIMOPIIMOHAIEHO MPUHATON J03e B quamna3zoHe 103 oT 20 mpo 240 mr. [Ipuem ocumepTrHIOa OANH
pa3 B CYTKM KaXIblil JeHb MNPUBOAUT K MNPUOIUZUTEIHHO TPEXKPATHOMY HAKOIUIEHUIO C
JOCTHKEHHEM PaBHOBECHOTO cocTOosHUS K 15 mHI0 mpuema. B paBHOBECHOM COCTOSIHUH
MJIa3MEHHBIC KOHIIEHTPAIMA OOBIYHO TOJJIEPKUBAINCH B 1,6-KpaTHOM nmamna3oHe B TeueHue 24-
4aCcOBOT'0 MEXK030BOT0 HHTEPBAIA.

AOGcopOrus

[Tocne mnpuema BHYTPh MeEOHAHA BPEMCHHM JIOCTHKCHHS MAaKCHMAJIbHOW KOHIICHTpAIMU
ocumepTuHHOa B TutasMe KpoBu (Min—max) (tmax) cocrtaBmser 6 (3—-24) yacoB, a y HEKOTOPHIX
MAIMCHTOB MaKCUMAJIbHbIC KOHIICHTPAIIUU JOCTHTAIUCh B TCUCHHE MEPBhIX 24 4acoB. AOCONIOTHAS
ounomoctymHocTh ocuMeptunnba coctasiseT 70 % (90 % moseputenbHblii mHTEpBan (1) 67-73).
CornacHo JaHHBIM KJIMHHYECKOTO (hapMaKOKUHETHYECKOTO HCCICIOBAHHUS Y TAlUEHTOB,
MOJIy4aBIINX OCHUMEpTHHUO B 103¢ 80 Mr, mpHeM MHIK HE OKa3bIBACT KIMHUYECKH 3HAYMMOTO
BIIMsIHUS Ha OnofocTynHocTh ocuMeptuHrOa (AUC noseimaercs Ha 6 % (90 % AU —5-19), a Chax
nonmxkaercs Ha 7 % (90 % I —19-6)). ¥V 310poBbIX 100pOBOJIBIECB MOBBIIICHHE PH KemymouHoro
COKa 3a CUeT ImpHeMa OMeIpa3oja B TEUCHHUE 5 JHEW HE BIUSIO HA DKCIO3MIUI0 OCHMEPTHHHUOA,
npunstoro B popme tabnetku 80 Mr (AUC u Chax yBeanuuiauch Ha 7 % u 2 % COOTBETCTBEHHO), a
90 % [ nyis COOTHOIICHUS SKCTIO3UINH yKIabiBaics B rpanuibl 80-125 %.

Pacopenenenune

[To maHHBIM NOMYJISIMOHHOTO aHAIM3a CPEAHUNA 00BEM pacrpe/ieieHUs: B paBHOBECHOM COCTOSIHUU
(Vs/F) ocumeptunanba cocrasiser 918 11, 4TO CBUACTEIBCTBYET O 3HAYMTEIHHOM PACIPEICICHUH B
TkaHsax. CBs3b ocHMEpTHHHMOA ¢ OelIkaMH IIa3Mbl KPOBU IO JIaHHBIM HCCIEIOBaHHM IN Vitro
cocraBiseT 94,7 %. bbuio nmokazaHo, 4To OCUMEPTHHHO Tak:ke MOKET 00pa30BbIBaTh KOBAJIEHTHYIO
CBsA3b C 6GHKaMI/I IMJ1asMbl KPOBU KPBICHI M YCJIOBCKA, CbIBOPOTOYHLIM a.]'H:6yMI/IHOM YCJIOBCKa U
reraToNUTaMH KPBICHI U YEJIOBEKa.

Buorpanchopmariust

HccrnenoBanust in VItro mokasanu, 4TO OCHMEPTHHHO MeTabOoIHM3UpyeTCs NPEUMYIECTBEHHO
uzopepmertamu uroxpoma CYP3A4 u CYP3AS. B uccnenoBanusx in Vitro, Ha JOKIMHHYECKUX
MOJENIAX W IpH IMEepOopallbHOM IpUEME OCHUMEpPTHHMOA y ueloBeKa B IUIa3Me€ KpOBH ObUIM
oOHapyeHbl JBa (hapMaKOJIOTHYECKH aKTHBHBIX Merabonurta: AZ7550 m AZ5104; AZ7550
IIPOAEMOHCTPUPOBAJ CXOAHBIN ¢ OCUMEPTUHUOOM (apMaKOJOTH4YeCKUl Mpoduib, B TO BpeMs Kak
AZ5104 obGnagan OonplIel aKTUBHOCTBIO IO OTHOLICHUIO KaK K MyTHPOBAaHHOMY, TaK U K JHUKOMY

tuny EGFR.

063. MeTaGOHI/ITa MCIJICHHO IIOSABJIAKOTCSA B IIJIa3ME KpOBI/I IMalIfMCHTOB IIOCJIC HpI/IeMa
ocuMepTHHHOA, W MeaumaHa (min—Max) tpax cocraBmster 24 (4-72) u 24 (6-72) gaca
COOTBETCTBEHHO. B miazmMe KpoBM HEM3MEHEHHBIH ocuMmepTHHUO cocrtaBiser 0,8 %, a nBa ero
merabomuta — 0,08 % wu 0,07 % oOmel paanoakTUBHOCTH, TP OJTOM OCHOBHAs JIOJIS
PaZMOAaKTUBHOCTH KOBAJICHTHO CBsi3aHa ¢ OenkaMu Imia3Mbl KpoBu. CpeaHee TeOMETPUYECKOe
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skcrosunuu AZ5104 u AZ7550 ma ocuoBe AUC COCTaBHHa':HH Qﬁ%ﬁ'“ﬁ%%:%ﬂoﬁﬂ%

OCI/IMepTI/IHI/I6a B paBHOBCCHOM COCTOSAHHUU JJISA KAXKIOTO MeTa0oIuTa.

OCHOBHBIM MyTeM MeTa0OJIM3Ma OCUMEPTUHHOA SIBISETCS OKHUCICHHE W JCANKWIHpOBaHHWe. B
oOpasmax MouYHd | Kajia 4yeJoBeKa ObUI0 OOHAPYKEHO He MeHee 12 coeTMHeHU, TP 3TOM Ha J0JTI0
5 coenunenuit mpuxoautcst 6onee 1 % npuHATON M03BI, U3 KOTOPHIX HEM3MEHEHHBI OCUMEPTHUHHO,
AZ5104 u AZ7550 coctaBnstot npubau3utensHo 1,9 %, 6,6 % u 2,7 % 10361 COOTBETCTBEHHO, B TO
BpeMs Kak aiaykT nucremHwia (M21) u HemsBecTHbI MeTabomut (M25) cocraBnsitor 1,5 % wu
1,9 % 10351 COOTBETCTBEHHO.

[To pe3ynbTataM uccieAoBaHuil IN VItr0 ocMMEPTUHUO B KJIMHUYCCKH 3HAUUMBIX KOHIICHTPAIUSIX
SIBJSIETCS] KOHKYpPEHTHBIM HHTHOUTOpOoM m3odepmenta CYP3A4/5, no ne CYP1A2, 2A6, 2B6, 2C8,
2C9, 2C19, 2D6 u 2EI1. CornacHo JaHHBIM HCCIICAOBaHUl IN VItr0 OCUMEPTHHUO B KIIMHUYECKU
3HauuMbIX KOHIEeHTpanusax He noaasisieT UGTIA1 u UGT2B7 B neuenn. Bo3aMoxHo nomasieHue
aktuBHOCTH UGT1A1 B KHMIlIEUHUKE, OJJHAKO KIIMHUYECKOE 3HAUEHHUE 3TOTO MPOLIecCca HEU3BECTHO.

OIMMUHALIMS

[Tocne omHOKpaTHOTO MpHeMa mpenapara BHYTpb B jgo3e 20 mr 67,8 % 110361 BBIBOAMIOCH 4Yepes
kumeynuk (1,2 % B BHae HeM3MEHEHHOro BeriecTBa), a 14,2 % mnpunsroit mo3s! (0,8 % B BHIE
HEU3MEHEHHOTO BEIIECTBA) OMPEACIISIOCh B MOYe IMOcie cOopa oOpa3iioB MOUYH B TeueHUe 84 mHE.
[Ipumepno 2 % ocumepTuHHOA BBHIBOAUTCS B HensmMeHeHHOM Bujae — 0,8 % moukamu u 1,2 % —
4yepe3 KUIICYHUK.

BsanmMonelicTBUsI ¢ TPAHCIOPTHBIMH OeIKaMu

HccnenoBanust in Vitro mokasanu, 4to ocuMepTUHHO He siBisercs cyoctpatom OATPIB1 wu

OATP1BS3. In vitro ocuMepTHHUO B KIIMHHYECKH 3HAYMMBIX KOHIIEHTpAIMIX HEe HHrHOupyer P-gp,
OAT1, OAT3, OATP1B1, OATP1B3, MATE1L, OCT2 u MATE2K.

Bnusnaue ocumeptran6a Ha P-gp 1 Geslok pe3MCTEHTHOCTH paka MoJsiouHou xkenessl (BCRP)

[To pesynbraTaMm mccienoBaHuil i Vitro ocumeptuHn® siBisiercs cyocrparom P-gp m BCRP, Ho,
MaJIOBEPOSITHO, YTO OCHUMEPTUHMO B KIMHUYECKM 3HAYMMBIX 033X BCTYNAET B KIMHUYECKH
3HAYUMOE JIEKAPCTBEHHOE B3aMMOJEICTBUE C aKTUBHBIMU BelecTBamMu. 110 JaHHBIM McclieJ0OBaHUN
in vitro ocumeptuuuoO sBsiercss maruountopom BCRP (cm. pasaen 4.5).

Oco0ble rpynibl MalueHTOB

B ananuzax nmomynsmuonHON (papMakokuHETHKH (n = 1367) He BBISBICHO KJIMHUYECKU 3HAYUMBIX
CBsA3el Mexay paccunTaHHOM paBHOBecHOM »skcno3unuend (AUCs) u BO3pacTOM MAalMEHTOB
(mnanazon: 25-91ron), mosnom (65 % KEHIIMH), STHUYECKUM TPOMCXOXKIEHHEM (BKIIIOUas
MMALMEHTOB €BPONEHNCKOM, a3UaTCKOM MONYJISIMUUA, B TOM YKCIIE SIMOHLIEB, KATAWLIEB U MAllUEHTOB,
HE OTHOCALIMXCA K YKa3aHHBIM TpyIlaM), JUHUEH Tepanmuu U KypeHuem (n = 34 aKTHUBHBIE
KypwibIukd, n = 419 ObIBIIME KypHJIBIIMKH). AHATU3 MOMYJIALMOHHON (hapMaKOKUHETUKU
MOKa3aJl, 4YTO Macca TeJla sSBJsIach CyIIeCTBEeHHON KoBapuatoil; m3MeHnenne AUCg ocumepTrHnOa
oxunaercs B npezenax 20 % B quana3zone macchl Tena ot 88 kr 110 43 kr coorBeTcTBeHHO (0T 95 %
10 5% kBanTuineit) mo cpaBHeHuio ¢ AUCs mpu Menumane macchl Tena 61 kr. Ilpurmmas Bo
BHHUMaHUE MpeeNbHbIe 3HaYeHHUs Macchl Tena oT < 43 kr mpo > 89 kr, mons merabonura AZ5104
BapeupoBaia ot 11,8 % no 9,6 %, a merabomura AZ7550 — ot 12,8 % 10 8,1 % cOOTBETCTBEHHO.
AHanu3 MonyssIMOHHON (hapMaKOKUHETHKH MOKa3aj, YTO KOHIICHTPAIUs aIbOYMHHA B CBIBOPOTKE
KpOBH SIBIISJIaCh CYIECTBEHHOM KoBapuaroi; m3MeHeHnne AUCg ocuMepTnHHOa OXUIAETCS B
npenenax 30 % B quana3zoHe KOHIICHTpaIuKu anbOymuHa oT 29 1o 46 /1 coorBercTBeHHO (0T 95 %
10 5 % xBanTuiei) mo cpaBHeHHIO ¢ AUCg Npu MeanaHe WCXOJHOW KOHIIEHTpAIMU albOyMHHA
39 /1. DTH W3MEHEHHUs 3KCHO3UIMHM B 3aBHCHMOCTH OT MAacChl T€Jla U MCXOJHON KOHIIEHTPAIUU
anbOyMHHA B CBIBOPOTKE KPOBU HE CUMUTAIOTCS KIMHUYECKH 3HAUMMBIMH.

Ileuenounas nedocmamounocms
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MalMEeHTOB C HapyIIeHneM (PYHKITNU TIeYeHU JIETKOU cTerneHu TsokecTu (kimacc A mo Yaitnn — [1bro,
n = 7) u cpenneii crerneHu Tsokectu (kimacc B mo Yaiinm — Ilsto, N = 5) He OBUIO OTMEYEHO
YBEJIMUEHUS HKCIIO3UIUH TTOCIe OAHOKPATHOTO MpruemMa ocuMepTrHrOa B 103e 80 MT 10 CpaBHEHUIO
C MalMeHTaMu ¢ HopMayibHOW ¢yHkumeid nedenu (N = 10). Ilo pesymbraTam aHamm3a JaHHBIX
MOMYJISIIUOHHON (hapMaKOKHMHETUKH OTCYTCTBYET CBSI3b MEXAY Mapkepamu (DYHKIHMM TE€YEHH
(amanunamuHoTpancdepasza (AJIT), ACT, Owinpybun) u skcno3unueil ocumeptuHuba. Taxoi
nokasareib (YHKIMM TEUYEeHU KaK ChIBOPOTOUHBIM allbOyMHUH BIHSAET Ha (hapMaKOKMHETHYECKHE
napamMeTpsl OCUMepTHHHOA. B KIIMHUYeCKHe UCCIIe0BaHUS HE BKIIIOYAUCH MAIIMEHTHI, Y KOTOPBIX
aktuBHOCTH ACT mm AJIT mpeBbiinana BepxHioto rpanuity Hopmel (BI'H) Gosee uem B 2,5 pasa, a
TaKKe NanueHTsl, y KoTopblx akTUBHOCTh ACT mnu AJIT npeseiana BI'H 3a cuer omyxonesoro
MopakeHHsl TeueHu Oosiee 4eM B 5 pa3, a Takke MAIlMEeHTHI, Y KOTOPBIX KOHIIEHTpAIUs OOIIEero
ounupyouna npessimaia BI'H Oonee uem B 1,5 paza. [lo pesynbTaram (apMakOKHHETHYECKOTO
aHaM3a SKCIO3UIUS ocuMepTUHHOA y 134 manueHToB ¢ HapymieHHeM (YHKIUHA TEYEHU JIETKOU
CTENEeHU TsDKECTH (KOHIEHTpauusi oOmiero Omimpyouna He mpesbimiaer BI'H, akruBnocts ACT
npesbiraetr BI'H unu konmenTpamnus obmero ommpyouna npessimaer BI'H, Ho menee 1,5 BI'H
npu mo0om 3HadeHnn akTUBHOCTH ACT), 8 manueHToB ¢ HapyieHrneM (QYHKIIUU TEUYEeHU CPEIHEH
CTENEHHU TsDKECTH (KOHIIEHTpaIus oomiero omnmmpyouna cocrasiser ot 1,5 no 3 BI'H mpu nmro6om
3HaueHnH akTuBHOCTH ACT) 1 1216 naumeHToB ¢ HOpMabHOU (QyHKIMEH nedeHn (KOHICHTPAIHSI
obmero ounupyouHa u 3Hadenne aktuBHocTH ACT He npessimator BI'H) Obuta cxosxeit. JlanHbie o
NPUMEHEHUH TIpenapaTa y NalMeHTOB C HapylleHHeM (QYHKIMHA TIEYCHH TSDKEIOH CTeleHU
OTCYTCTBYIOT (CM. pazzein 4.2).

Toueunas neoocmamoynocme

B KIMHWYECKUX HMCCIEOBAHUAX Y MAIEHTOB C HapylmIeHHEeM ()YHKIIMH MOYEK TSDKEIIOW CTEICHU
(KK, paccuurannsiii mo popmyine Kokpodra — ['onta, ot 15 no menee 30 mu/mun; N = 7) nocie
OJTHOKpaTHOrO mpuema ocuMmeptuanOa B 1o3e 80 mr Obuto otMeueHo yBenuueHne AUC u Cpax B
1,85 u 1,19 pa3a cOOTBETCTBEHHO MO CPAaBHEHUIO C MALMEHTAMU C HOPMaJIbHOW (DYHKIMEH MOueK
(KK ne wmenee 90ma/mMmr, n = §). Kpome TOro, mo [AaHHBIM MOMYJSIIHOHHOTO
(apMaKOKMHETHYECKOT'O aHAJIN3a, BKIIIOYABIIETo JaHHbIe 593 ManueHToB ¢ HapylleHueM (yHKIUN
novek Jerkor crenmeHn TsokecTd (KK ot 60 mu/mua nmo menee 90 mu/muH), 254 marnueHTta C
HapymeHneM QyHkun nouek cpeanei crenenu Tsokect (KK ot 30 mi/mun 1o menee 60 mur/mMun),
5 manweHToB ¢ HapymeHueMm (yukmuu mouek Tsokenou crernenn (KK ot 15 min/mMua 10 MeHee
30 ma/mun) u 502 manumenta ¢ HopmanbHoi (ynkimen noyek (KK ne menee 90 mi/muH), BO Bcex
MOATPYIIaxX 3KCno3unus ocuMmepTuauba Obuta cxoxgHo. [lamuenter ¢ KK e 6omee 10 mur/mun B
KIIMHUYECKUE UCCIICAOBAHUS HE BKIIIOYAJIHCh.

Hauueﬂmbz C Memacmasamu 8 20J108HOU MO32

B wuccnemoBaHuM ¢ UCMONB30BaHHMEM MO3UTPOHHO-dMUCCHOHHON TOoMorpaduu (II9T) mocne
BHYTPUBEHHOT'O BBEJICHUSI MUKPO103 ocuMepTuHuOa maruentam ¢ HMPJI ¢ myramnueit rena EGFR
(n = 4) u MeracTazaMu B TOJIOBHOW MO3TI' MPOHMKHOBEHHE OCUMEPTHHHMOA B T'OJOBHOW MO3T U
pacrpeienieHie OCUMEPTUHHOA TOCTUTIIA MEIHAHbBI {max, paBHOW 22 MUH, a cpenHee 3HaueHUE Cmax
B TOJIOBHOM MO3T€ COOTBETCTBOBaJIO 1,5 % BBEACHHON J03bl. DTH NaHHbLIC OBLIM aHAIOTHYHBI
pe3yibTaTaM, TOJYYeHHBIM B MCCIICIOBAHUM C YYaCTHEM 3JIOPOBBIX JOOPOBOJBIEB (N = 7; tmax —
11 mun; Cpax B TOTOBHOM MO3T€ COOTBETCTBOBaNA 2,2 % BBEIEHHOW JJO3bI OCUMEPTHHNOA).

6. PAPMAIIEBTUUECKUE CBOVMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB

Slnpo TabieTkn
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ManHunuTONn

[enmrono3a MUKpOKpUCTaTIIMyeckas, Tum 102
I'mnpono3sa HU3KO3aMeleHHAas
Harpus creapundymapar

[Inenounas 00o04Ka

[Tnenounas o6onouka (omazapaii 11 6exxeprit 85F270021)
[TonMBUHUIIOBBINA CIUPT

Turana nuokcug

ITomuATUICHTIINKOIb

Tansx

Kenesza okcuI KEIThIM

Kenesza okcua KpacHbIN

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CPOK XpaHeHusl)

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH MPH XPAHEHUH
XpaHuTh 1Ipu Temneparype He Boime 25 °C.

6.5. Xapakrep u cofiep:kaHue YIAKOBKHU

ITo 10 wimm 30 TabGieTok B OaHKW M3 MOJMATUIICHA BHICOKOW IIOTHOCTH, YKYIIOPEHHBIE KPBIIIKAMHU
U3 TOJMIPOIMIIEHA C OCYIIUTENEM, C KOJBIIOM KOHTPOJS MEPBOTO BCKphITUs Wiau Oe3 Hero. Ilo
1 Ganke BMeCTe C IMCTKOM-BKJIAIBIIIIEM B MTAYKy KapTOHHYIO.

ITo 10 TaGmerok B KOHTYPHYIO SUEHKOBYIO YIAaKOBKY M3 (DOJBIH aJIOMHHHMEBOH Ie4aTHOU
JAKUPOBAaHHOW W  (OJBru  ATIOMUHHEBOW, JIAMUHMPOBAHHOW  TOJMBUHUIXJIOPHIHONW U
nonuamMugHoN TuieHKOM. I[To 1 wmnm 3 KOHTypHBIE SYEHKOBBIE YIIAKOBKH BMECTE€ C JIMCTKOM-
BKJIAJBIIIEM B ITAYKY KaPTOHHYIO.

He Bce pa3mepsl yriakoBOK MOTYT OBITh TOCTYIIHBI JUIS peaTH3aliH.
6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTU NMPHU YTHIN3AINU MCIOJIb30BAHHOIO JIEKAPCTBEHHOI 0

npenapara WJIH OTXOA0B, IOJYYeHHBbIX IOcCjJde TPUMEHEHUs Mpemnapara, W JApyrue
MAHMIYJISIIHMH € IpenapaToM

Bech ocraBmmiics JIeKapCTBEHHBIM Ipenapar U OTXOJbl CIEAYET YHMUTOXUTH (YyTUIU3UPOBATh) B
COOTBETCTBUM C TpeOOBAHUSAMHU 3aKOHOJATENbCTBA TOCYAAPCTB — 4JIEHOB EBpasuiickoro
SKOHOMHUYECKOI'0 COI03a.

7. JEPKATEJIb PETUCTPAIIMOHHOT' O YOCTOBEPEHU S

Poccuiickas @enepanus
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ot 05.05.2026 N= 3068

PR B

000 «AxkcenbDapm» (MOCNEOQQBATENEHOCTL 0004)

117418, r. MockBa, BH.T€p.T. MyHUIIUTIAIbHBIN OKpyT Yepemymiku, yi. [ropymsl, 1.28. momenr. 1/2.
Ten.: +7 (495) 601 91 35

Dnexrponnas moura: info@axelpharm.ru
7.1. IlpeacraBuTeNb AEPKATE/SI PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpeTensun moTpeduUTENEH HAPABIATH MO aAPECY:

Poccuiickas @enepanus

000 «AxcenbPapm»

117418, r. Mocksa, BH.T€p.I'. MyHULIMNAIBHBINA OKpyT Yepemymiku, yi. Lropymel, 1.28. momemnt. 1/2.
Ten.: +7 (495) 601 91 35

OnektponHas noura: info@axelpharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEeHHBIN IpenapaT OTHOCUTCS K KaTErOPUM OTIYCKa IO PELENTY.

OOm1ast XapakTepuCTHUKA JIEKapCTBEHHOTO mpernapara OCUMEpTHHHO JOCTYIHA B €JUHOM PEecTpe
3apEeruCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBpa3MilckOro 3KOHOMHYECKOIO COK03a M Ha
oduIaTEHOM caire YIOIHOMOYEHHOT'O oprana (axcniepTHOM OpraHU3aLI1H)
(https://Ik.regmed/Register/EAEU_SmPC).
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