COOTBETCTBYET 3KCTNEPTHOMY OTHETY
(MOCNEOOBATENEHOCTE 0004)

OBILIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Ocumeptunu6-ITpomomen, 40 Mr, TaOIETKH, TOKPHITHIC TUICHOYHON 000JI0YKOHA.

Ocumeptunu6-IIpomomen, 80 Mr, TaOIETKH, TOKPHITHIC TUICHOYHON 000JI0YKOH.

2. KAUECTBEHHBIN 1 KOJTUYECTBEHHBIN COCTAB

JleiicTByro11I€€ BEIIECTBO: OCUMEPTHUHHO.

Ocumeptuau6O-IIpomomenr, 40 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHOU 000JI0UYKOI

Kaxnas rabnerka comepxkut 40 Mr ocumepTrHHOA (B BUAEC OCUMEPTUHUOA ME3HIIATA).

OcumeptuauoO-IIpomomer, 80 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0UYKOM

Kaxxnas tabnerka conepxut 80 Mr ocumepTuHnOa (B BHI€ OCUMEPTHHNOA ME3UIaTa).

BeHIeCTBa, HAJINYHUEC KOTOPBIX HAAO0 YYUTHIBATHL B COCTABC JICKAPCTBCHHOI'O IIpEriapara: HanI/Iﬁ
(cm. paznen 4.4).

[TomHbIi TEepedeHpb BCIIOMOTaTeIbHBIX BEIIECTB MpUBEIeH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIC TNICHOYHONW 00O0TOUKOM.

Ocumeptunu6-IIpomomern, 40 Mr, TaOAETKH, TOKPHITHIE TNICHOYHOW 000JIOYKOM

TabmeTku, TMOKPHITHIC IJICHOYHONH OOO0JIOYKON OT OEKEBOrO /O CBETIO-KOPUYHEBOTO IIBETA,
KpyrJjble, JBOSKOBBINYKIbIe. Ha momepeuynoM paspese sjapo Oeaoro miaM mouTd Oenoro IBera,
JIOITYCKAIOTCS XapaKTePHbIC BKPAIUICHHUS KOPUYHEBOT'O I[BETA.

Ocumeptuanb-Ilpomomen, 80 mr, TabJIETKH, IIOKPBITHIE INIEHOYHOU 000JI0OUYKOM

Ta6J'ICTKI/I, IIOKPBITBIC IUIEHOYHOH 000J04YKOM OT OEXKeBOro A0 CBETJIO-KOPUYHEBOI'O I1IBETA,
OBAJIBHBIC, JIBOSKOBBIITYKIIBIC. Ha IIOIIEPECUYHOM pa3pe3€ AApo 0e0ro WM MOYTH Oenoro OBCTA,
AOITYCKaKOTCA XapaKTCPHBIC BKPAIIJICHHUA KOPHUYHEBOI'O IBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K NPUMEHEHH IO

[Ipenmapat Ocumeptunu6-IIpoMomen nmokazan kK IPUMEHEHHIO Y B3pOCIIBIX B Bo3pacte OT 18 merT.
B xauecTBe MOHOTEpanuu JIs:

- aJIbIOBAaHTHOM Tepamnuy HeMeIKOKIeTouHoro paka ynerkoro (HMPJI) nmocne nmonHo# pe3exuuu
OMyXOJIW B Cllydya€ HaJIM4MUsl B OIYXOJEBBIX KJIETKaX MYTallUM B TE€HE perenTopa
snuaepMaibHoro gakropa pocta (EGFR) (neneruu B sx30He 19 nnm 3amenst L858R B sk30He
21);

- MIePBOI JTMHUU TEPANUUA MECTHO-PACTIPOCTPAHEHHOT O Wi MeTactatnueckoro HMPJI B ciryqae
HaJIM4MUs B OMyXOJIEBBIX KIeTKax myTanuu B reHe EGFR (nenmernuu B sx30He 19 nnm 3amMeHbI
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- JIeYeHUs MECTHO-pacnpocTpaHeHHOro uinn meracrtatuueckoro HMPJI ¢ mytarueit T790M B
rene EGFR;

- JICYCHUST MECTHO-paclpoCTpaHeHHOro, HepeszekrabenbHoro HMPJI B cnyuae Hanmmuusi B
omyxoJieBbIX KieTtkax myTtaruu B rene EGFR (nmeneuuu B sx30ne 19 mnm 3amenst LS8R B
9k30HE 21), eciu He BBISBICHO MPOTrPEecCHpOBaHUE 3a00JICBaHUS BO BpEMsi WM IOCIE
XHUMHOJIYUYEBOM Teparnuu Ha OCHOBE NIPEIapaToB TUIATHHBI.

B koMOuHaImu ¢ XuMHOTEpanuel MeMETPEKCeIOM 1 penapaTaMy TUIATHHBI JUTS:

- IIEPBOM JIMHUM TE€PAIIMH MECTHO-PACIIPOCTPAHEHHOI0 nin Meractatndeckoro HMPJI B ciiydae
HaJU4Ms B OMYXOJIeBbIX KieTkax myTanuu B rene EGFR (aeneunu B sx30He 19 unu 3aMeHbl
L858R B 3x30HE 21).

4.2. PexxuM 103MPOBAHUS U CMIOCOO NMPUMeEHEeHHs
Tepanuto mnpenapatom OcumeptuHuO-IIpomomMen cieqyer HauMHATH MOJ KOHTPOJIEM Bpaua,

HMCIOLIECTO OIIBIT JICUCHUSA TPOTUBOOITYXOJICBBIMH JICKAPCTBCHHBIMU IPCIIapaTaMu.

Jlo Haznauenus npenapata OcumeptuHuO-IIpomomen cneayeT NoATBEPAUTH CTATYC MyTalluU B FeHE
EGFR ¢ momorpro BaTuAHpOBAaHHOTO TECTA:

. nenenus B dx30He 19 wnnm 3amena L858R B sk3o0ne 21:
- B 00pasiax TKaHW OIyXOJIM B Cllydae aJIbIOBAaHTHOH Teparuu,

- B oOpa3lax TKaHH ONyXOJdHM B  CiIydae TEpalMd  MECTHO-PacIpOCTPAHESHHOTO
HepesekTabensnoro HMPJI,

- B 00Opasmax TKaHW OIyXOJW WA CBOOOIHO IUPKYJIHUPYIOUIEH ITe30KCUPHUOOHYKIECHHOBOM
kuciote (JIHK) omyxonu, BeeIeHHON U3 TJIa3Mbl KPOBH, B ClTydae Tepanuu NepBOM JIMHUU;

o myTarus T790M (B oOpa3iiax TKaHM OMyXOJIH Wik cCBOOOHO nupkyaupytomei JIHK omyxomm,
BBIJICJICHHOW W3 TUIa3Mbl KPOBH, B Cy4ae MPOTPECCUPOBaHMs 3a00JIEBaHUS BO BpEeMs WA
ocJjIe TeParii HHTMOUTOPOM THpo3uHKKHHA3k EGFR).

PexxuMm fgo3upoBaHus

Monomepanus
Pexomennyemas no3a ocumeptunuda — 80 Mr ouH pa3 B CyTKH.
Kombunuposannaa mepanus

PeKOMeHI[yeMaH J03a OCI/IMepTI/IHI/I6a — 80 mr OIHWH pa3 B CYTKU IIPpHU IIPUMCHCHNU B KOM6I/IHaI_[I/II/I C
XHMHOTCpaHHeﬁ MNEMETPCKCCIAOM H IIpCliapaTaMi IIJIaTUHBI.

CﬂenyeT O6paTI/ITbCH K MHCTPYKIOHUH IO MCIUIMUHCKOMY IMPUMCHCHHIO IICMCTPCKCCAA, NUCIIJIaTUHA
nimn Kap6OHJIaTI/IHa AJI1 TOJIYUCHUS I/IH(1)OpMaI_II/II/I 0 JO03HUPOBaHUU COOTBCTCTBYIOLICTO
JICKApCTBCHHOI'O IIpCIiapara.

ITpoJOIKUTENLHOCTE TEPAINHU

Monomepanus

B cjIydace aJIbIOBAaHTHOM Tepalliuu pEKOMEHAYCMaAs IPOJAOJLKUTCIIBHOCTD JICUCHUA COCTABJISICT 3 roaa.
Teparnzm JIIUTCIIBHOCTBIO Oomee 3 neT He ObLIa H3y4dcCHa. HpI/I HACTYIUICHUU pelnunuBa 3a00JIeBaHUSs
HJIN pa3sBUTHU HerHeMHeMOﬁ TOKCUYHOCTH IIPHUEM IIpCIiapata CICAYCT NPCKPATUTD.

B CJIydac MECTHO-pACIIPOCTPAHCHHOTO UJIM MCTACTATHUYCCKOI'0 paKa JICTKOI'0O JICYHCHHUC IIPCIIapaToOM
OCI/IMepTI/IHI/IG-HpOMOMe,Z[ OpoaOJIKAOT OO0 HACTYIUICHHUA ITPOrpeCCUPOBAHUA 3a00JIeBaHUs WU
Pa3sBUTUA HCHpHCMHCMOﬁ TOKCUYHOCTH.
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Kombunuposannas mepanus

B cinydae MecTHO-pacIpOCTpaHEHHOI'O WIM METAaCTaTUYECKOTO paKa JIErKoro, 110 MOBOLY KOTOpPOro
npoBoauTCs JedeHue npenapatomM OcumeptuHHO-IIpoMoMen B KOMOMHAIMM C XUMHOTEpanuen
IIEMETPEKCEIOM M IpernaparaMy IUIaTHHBI, JiedeHue mpenapatoM Ocumeptunuo-IIpomomen
MPOJOIDKAIOT JI0 HACTYIJICHHUS MPOTPECCUpOBaHMs 3a00JIEBaHUS WM Pa3BUTUS HETPUEMIIEMOMN
TOKCHUYHOCTH.

IIponyck 003wl

B cnyuae mpormycka npuema npenapara IpoIyIIeHHYIO 103y CIeIyeT MPUHITH B TOM CIydae, eciu
JI0 BPEMEHH MpUeMa CIEIYIOICH J103bl OCTAIOCh HE MeHee 12 Jyacos.

Koppexyus 0o3vi

B 3aBrucuMoOCTH OT UHAMBHUAYAIbHON NEPEHOCUMOCTH Tpernapara U HexxenaTelbHbIX peakuuii (HP),
MOJKET NMOTpeOOoBaThCsl MPUOCTAHOBKA TEPaIlluU W/WIM CHIKEHUE JI03bI Npenaparta. PekoMmenayemas
CHIDKEHHas J103a npenapara coctanisieT 40 Mr OJJUH pa3 B CyTKH.

B tabnuue 1 npuBeaeHbl peKOMEHIaluK 10 KOPPEKIMH 1036l IpenapaTa B ciayyae HP.

Tabnumna 1. Koppekuus no03s1 npenapara Ocumeptuauod-IIpomomen B ciryuae HP

Opras-mMuuienn HeskeaarebHasi peakuus’ Koppexkuus 10351

Jlerkue?? WurepcTuipanbHas 00J1e3Hb [IpexpamieHue Tepanuu MpenapaTom
JIETKUX/TTHEBMOHHT Ocumeptunu6-IIpomomen
NuTtepcTunnanbHas 6onesnp | [IpomokeHrne Tepamuu — MpemapaToMm
JICTKUX/TIHEBMOHHUT — Tocie  paaukanbHoi | OcumeptuHuO-IIpomomen WU
XPIMHO.]'Iy‘-IeBOﬁ TE€panru € HUCIOJb30BaAHUEM BpEMCHHAasA MpHUOCTaHOBKaA )51
nmpenaparTroB IIJIATUHBI 6eCCI/IMHTOMHOG B0306HOBJ'ICHI/IC TCparunu B 3aBUCUMOCTHU
teuenue (1 cTeneHp TSHKECTH) OT CUTYAIMH
HNutepcTunnanpHas 6onie3nb | [IpekparieHue Tepanuu npernapaTom
JEeTKUX/TTHEBMOHUT Tocie pamukanbHoi | OcumeptuHuG-IIpomomen
XMMHOIY4YeBOM  Tepamuu:  CTeNeHb > 2
(2 u Oosiee cTENEHB TSDKECTH)

Cepuue? VY nnunenne untepsana QTC 6onee 500 mcek, | [IpuocrtaHoBka Tepamuu —HIpernapaTtom
OTMEYEHHOE, 110 KpaifHelt Mmepe, ABykpatHo | OcumeptuHHO-IIpoMomen biCs)
(npu MTOBTOPHBIX pErucTpalusX | yMEHbIICHUs] JUIMTEIBHOCTH HHTEpBaa
anekTpokaparorpamm (IKI)) QTcC mmxe 481 MCek WM 10 HCXOIHOIO

3HAYCHHMs (€CITU UCXOHAS UIUTEIBHOCTD
untepBaia QTC Obula He MeHee

481 mcex), 3aTeM BO300HOBJICHHE
Teparnuu Co CHUKEHHOM 10301 penapara
(40 mr)
Y nuHenue HWHTEpBala QTc ¢ | [Ipexpamenue Tepanuu mpenapaTom
MPU3HAKAMU/CUMIITOMaMHU cepbe3noit | Ocumepturund-Ilpomomen
apUTMHUHI
KOosKHbIe OKPOBbI Cungpom CruBenca-/{»oHCOHa u | Ilpekpamenue Tepanuu —IpenapaToM
TOKCUYECKUH 3MHUAEPMAIIBHBIA HEKPOJIN3 Ocumeptuau6-IIpomomen
Kposenocnas u | ArutacTrdeckast aHeMUs IIpekpamienne Tepamuu  IpPEMapaToM
numMpaTryeckas Ocumeptuau6-IIpomomen
cucTema’
Hpyroit HP 3 crenenu TspKeCTH MITH BBITIIE IIpuocTaHoBKa Tepanmuu MpenapaToMm
OcumeptrHHUO-IIpoMomMen Ha cpok 1o 3
HeseNb

[Ipu ymensinennu crenenn Tsokectd HP ¢ 3 | Bo3MOXHO  BO30OHOBJICHHE — Teparnuu
CTeTIeHH TsDKeCcTH ni Bhime 10 0—2 ctenenn | npemapatom OcumepturuO-IIpomMomen B
TSHKECTH TIOCTe TIPHOCTAHOBKM —Tepamuy | mpeskHeit mo3e (80 Mr) mim B CHIYKEHHOU
npemapatom OcumeptuauO-IIpomomen Ha | mose (40 mr)

CPOK 10 3 Henenb
Crenens Tshxectn HP mocne mpuoctanoBku | Ilpekpamienne Tepanmum — mpenapaTom
Tepanuy Ha 3 Hezxenu He yMeHbmmiachk ¢ 3 | OcumeptuHuO-IIpomomen

CTENCHH TSHKECTH WM BhIle 10 0—2 creneHn

3
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TSHKECTH
!Crenenp TsKecTH HEKeNAaTeNbHBIX SBIEHUMH yKkazaHa cordacHo OOLIMM —TEPMUHONOTMYECKUM KPUTEPUAIM
nexenatenbubix sBienuit (CTCAE) HanmonansHoro uactutyTa paka (NCI) Bepcun 5.0.

2Taxxke cM. pasnen 4.4.

SVka3aHus 110 KOPPEKLHMM pEXMMa JO3UPOBAHMS Y MALMEHTOB C JIyYeBBIM MTHEBMOHMTOM IOCNIE PaJUKAJIBHOM
XMMHUOJTYYEBOH TEpamuu C UCIIOJIb30BaHUEM MIPENapaToB IUIATUHBI CM. B pasnene 4.4.

Kombunuposannas mepanus

IIpu npumenenun npenapata Ocumeptunu6O-Ilpomomen B KoMOMHAIUMM C XUMHOTEpanuen
MEMETPEKCEIOM U TpenapaTaMy IIATHHBI KOPPEKIUIO JI03bI JIF000T0 U3 penapaToB, MPUMEHIEMbIX
B KOMOMHAIWH, CIEeIyeT MPOBOAUTH COOTBETCTBYIOIIMM 00pa3oM. PekomeHmanuu mo KOppeKIuu
1036l penapata OcumepturuO-IIpomomen npusenensr B Tabmune 1. J[1s mproCTaHOBKY TeparuH,
CHIDKEHMSI JI03bl WJIM OTMEHbl NeMeTpeKcela, UIUCIUIaTUHA WM KapOoIulaTWHA CIeayeT
PYKOBOJCTBOBATHCSI MHCTPYKIUSAMHU 110 MEAULIMHCKOMY IPHUMEHEHUIO MEeMETpeKceaa, UCIIaTHHA
WM KapOoIjlaTHHA COOTBETCTBEHHO.

Oco0bIe TPVIIILI MAIHEHTOB

He TpeOyeTcst KOppeKTHpOBaTh 03y Ipernapara B 3aBUCHMOCTH OT BO3PacTa, MacChl Teja, oA,
ATHUYECKON MPUHAICKHOCTH B CTaTyca KypeHus (cM. pasnen 5.2).

Hauueﬁmbz C NOYEYHOU HeOOCMAmoO4HOCHbIO

Ha ocHOBaHMM pe3yslbTaTOB KIMHHYECKAX WCCICAOBAHWA W 10 JaHHBIM TOMYJSIITHOHHOTO
(hapMaKOKMHETHYECKOTO aHaIu3a, MAIlMeHTaM C HapylIeHHeM (QYHKIIMH TIOYEeK JIETKOW, CpelHed U
TSDKEJION CTENEHU TSHKECTH KOPPEKIus 103kl He Tpedyercs. besomacHocTts U 3(h(HEKTUBHOCTH
OCHMEpPTHHHOAa He OBUIM YCTAaHOBJICHBI Yy TAIMECHTOB C TEPMUHAIBHOH CTaguedl IMOYeYHON
HenoctarouHocTH (KinupeHc kpeatuHuHa (KK) menee 15 Mi/MuUH) Wid MOTy4YaromuX JUATH3, TTO3TOMY
npuMeHenue npenapara OcumeptuHuO-IIpomomes y Takux manueHToB He pekomeHayetcs. Cruemyer
coOJI0IaTh OCTOPOKHOCTh NpH HpuMeHeHuM mpemnapara OcumeptuHuO-IIpomomesn y mamueHToB ¢
HapymeHrneM (YHKITUU TTOYEK TsHKEJION CTeneHu (cM. paszaen 5.2).

Hauuenmbz C NeYyeHoYHOU HedOCMAamo4YHOCbIO

[To pe3ynbTaTaM KIMHHUYECKUX MCCIEI0BAHUM, MAUEHTaM ¢ HapylIeHneM QyHKIUH [TeYeHH JIeTKOU
(xmacc A no Yaiina-I1er0) uimu cpeaneit crenenu TsokectH (kiaacce B mo Yaitna-11s10) KoppeKiust 10361
He TpeOyerca. AHAJOTMYHO, MO JaHHBIM MOMYJSIIMOHHOTO (apMaKOKMHETUYECKOrO aHalln3a,
ManueHTaM C HapylleHHeM (YHKIHMH MEeYEHH JIETKOW CTENEeHH TSDKEeCTH (KOHLIEHTpauus oO1ero
OwmpyOMHa  HE  TIPEBBIIACT  BEepxXHIOW  rpanuny  Hopmbl  (BI'H),  akTtuBHOCTB
acrmapratamuHoTpancdepassl (ACT) npesbimaer BI'H wnmm koHieHTpanus o0biiero OuiupyOnHa
npesbiaetT BI'H, o menee 1,5 BI'H npu mo6om 3Hadennu aktusHoctd ACT) witn cpeHeli cTereHu
TSOKECTH (KOHIIEHTparus oo1iero oumupyouHa coctasiser ot 1,5 1o 3 BI'H npu nmo6om 3HaueHun
aktuBHOCTH ACT) KOppekius 036l He peKoMeHIyercs. I(PGEKTHBHOCTH M 0€30MacHOCTh
OCUMEpPTHHHOA y MAlMEHTOB C HapylleHueM (YHKIIMH MEYEHH TSKEION CTENEeHH HE H3ydallach,
o3ToMy npuMeHenue npemnapara OcumepTuHuO-IIpoMomen y TakuX MalMeHTOB HE PEKOMEH IyeTCs
(cm. pazzmen 5.2).

CTH

bezonacHocth u 3¢ ¢pextuBHOCTS Npenapata OcumepTuHUO-IIpoMoMen y neTell U MoAPOCTKOB B
BO3pacTe 10 18 neT He ycTaHOBIEHBI. /[aHHBIE OTCYTCTBYIOT.

Cnocob nmpuMeHeHus

BuyTps.

HpenapaT CJICAYCT MPUHUMATL CKCIHCBHO B OJHO W TO K€ BpPpCMA BHC 3aBHCHMOCTH OT IIPpUCMaA
TTAIIIH.
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pa3KeBbIBATh TAOJICTKH.

Ecimu manueHTy CIIOKHO TMporjarbiBaTh TabJeTKy, €€ MOXKHO JucreprupoBatb B 50 i
HerasupoBaHHOM Boxabl. He cienyer wncnosb3oBarh Japyrue kuakoctd. Talnerky HeoOXoanmo
OIyCTUTHh B BOJYy, HE H3Meibyas, IOMEIIMBATh [0 IOJHOIO pPa3pyllEHHUs U TYT KE BBIIHUTH
MOJIyYeHHYI0 cycneH3uto. OcTaTku cMmemarh C JONOJHUTENbHBIMU S0 MJ BOABI M BBIIHUTH
IIOJIyYEHHYIO CYCIIEH3HIO.

Cycnensuto npenapara OcumeptuHuO-IIpoMomMes Takke MOXKHO BBOAMTH Yepe3 HA30TaCTPaTbHBIN
30H. B 3TOM citydae CyCneH3UI0 TOTOBST aHAJOTHYHBIM CIIOCOOOM, HO TaOJIETKY JUCIIEPTUPYIOT B
15 M1 Bozbl, @ OCTATKU Mpenapara cMemuBaroT eme ¢ 15 mut Boasl. [lomydyennsie 30 M cycneH3uu
npernapara He00X0IMMO BBECTH COTJIACHO MHCTPYKIIMHU MPOU3BOAUTEISI HA30TaCTPAIbHOTO 30HAa U
MIPOMBITH 30H]] COOTBETCTBYIOIIMM 00BEMOM BOABI. JlucTieprupoBaHHbIil Ipernapar 1 pacTBOPEHHBIE
OCTaTKH cJielyeT BBeCTH B TeueHue 30 MUHYT OT MOMEHTA TOTPYKEHHSI TAOJIETOK B BOIY.

4.3. TIpoTHBONOKA3AHUS

— T'unepuyBCTBUTENBHOCTh K OCUMEPTHUHHOY WM K JIFOOOMY M3 BCIOMOTATEIbHBIX BEIIECTB,
MEePEUYNCIICHHBIX B pa3zene 6.1.

— Ilpuem mnpenapaToB 3Bepo0Osi MPOJBIPSABIEHHOIO Ha (OHE Tepanuu OCUMEPTUHHOOM
MIPOTHUBOINOKA3aH.

— CoBMecTHOe TpuMeHeHHe MOMHBIX UHAYKTOpoB CYP3A  (mampumep, QeHnTOMHA,
pudamnunHa U kKapOdama3enuHa).

4.4. OcoOble yka3aHusi 1 Mepbl NMPeI0CTOPOKHOCTH NMPU NMPUMeHEeHUH

Omnpenenenue craryca mytanuu B reae EGFR

st Haznauenus npenapara OcumeptuHuO-IIpomomen B kauecTBe aabroBaHTHON Tepamuu HMPJI
MOCJIe TIOJIHOM PE3EKIIMH OITyXOJIM, HeOOXOJAUMO TMOATBEPANTHh Hanmuuue MyTtanuud B rene EGFR
(menernuu B 9k30He 19 mnm 3amensl L858R B sk30ne 21). CtaTyc MyTanuu HEOOXOAMMO ONPEACIIATh
B omyxosieBoir JIHK, momydenHol u3 oOpas3iia TKaHU Onyxoyid (OuomnTaTa WM OINEpPariOHHOTO
MaTepuaia), ¢ HOMOIIbIO BAIMIUPOBAHHOTO TECTA B KIMHUYECKOH JIabopaTOpHH.

[Ipu paccMoTpenuu Borpoca o HazHadeHHH npenapara OcumeptunHuO-IIpomomesn mamueHTtam c
MECTHO-pacnpocTpaHeHHbIM Hepe3ekTadbenbHbiM HMPJI monoxutensHblil cTaTyc MyTaluu B T'eHe
EGFR (menmenuu B sk30He 19 mim 3amensl L858R B sk30He 21) yka3piBaeT Ha BO3MOXKHOCTH
HazHaveHus Tepanuu. CTaTyc MyTallud He0OX0AUMO OmpeaessaTh B onmyxojeBoi JIHK, momyyeHHoi
3 obpas3la TKaHW omyxoiu (OuomnTaTa), ¢ MOMOIIBIO BAIUIUPOBAHHOTO TECTa B KIMHUYECKOU
J1a00OpaTOpPHUH.

IIpu paccmoTpeHun Borpoca 0 Ha3HaueHuM mnpenapara Ocumeptunu6-Ilpomomen B kauecTBe
Tepanuy MECTHO-PACIPOCTPAHEHHOT0 WK MeTactarnyeckoro HMPJI, BaxkHO MOATBEpAUTH HAJTMUUE
mytauuu B rene EGFR. Craryc mytauun Heo6xoaumo onpenensats B onmyxoseBoit JJHK, nomaydennoit
n3 00pasla TKaHW OITyXOJIH, WX B CBOOOHO IMPKyupytomeit omyxonesoit JIHK, nmomy4yenHoi u3
o0paslia mia3Mbl KpOBH, € ITIOMOIIIBIO BAJIMAUPOBAHHOTO TECTA B KIIMHUYECKOH J1aOOpaTOpUH.

Cnemyer WCHONB30BaTh TOJBKO HaJekKHbIe, OOOCHOBAHHBIE M UYYBCTBUTEIbHBIE METOJbI
WCCIIEIOBAaHMUS C TOATBEPKICHHOW JMAarHOCTUYECKOW 3HAYMMOCTHIO B OINpEAETICHUH CTaTyca
myTtanuu B reHe EGFR.

BeisBnenue y nauuenra myrainuu B rene EGFR (neneunu B sx30ne 19 nnm 3amens! L858R B sx30He
21 — B ciyyae Tepamuu MepBOM JuHMU, uinu Mytanuu T790M — B ciayyae mporpeccHpoBaHUs
3a00JIeBaHUsI BO BPEMs HITH MTOCJIE TEPATui HHrHOMTOpOoM THpo3uHKUHA3kl EGFR) B Tkanu onyxou
WIM TUTa3Me KpPOBU CBHJICTENBCTBYET O HaJIMYWU T[OKa3aHWs Uil TPUMEHEHHUs TMpernapara
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Ocumeptunu6-IIpomomen. B ciydae oTpuiiatenbHOTO pesyﬁﬂ&%%&%ﬁ'@gﬁ%ﬁ%&&ﬁ qu%%h

PECKOMCHAYCTCA OHNpCACIICHUEC MYyTallMd B TKaHW OIYXOJM [IJid MCKIIFOUYCHUSA BO3MOKHOI'O
JIOKHOOTPHIIATEIBHOTO Pe3yJIbTaTa P aHAIK3e CBOOOTHO UPKyIupytoiei omyxonesoit JTHK.

HuTepcTuiinanbHas 00JIe3Hb JCTKHUX

WurtepcrunnansHas Oone3ns serkux (MbBJI) mim WbBJI-nonodusie HP (Hanmpumep, NMHEBMOHUT)
orMmeueHbl y 4,0 % manueHToB 1 NpUBeIH K JietanbHoMy ucxony y 0,4 % (N=7) u3 1813 nauuenros,
MOJTyYaBIINX OCUMEPTUHUO B Ka4eCTBE MOHOTEpanuu B KIMHUYeckuXx uccienoBanusx ADAURA,

FLAURA, FLAURA 2 u AURA.

Yacrora UBJI coctaBuna 11,2 % y smonues, 2,3 % y Opyrux NalMeHTOB a3MaTCKOM MOMYISIIAA |
2,7 % y TanMeHTOB HEa3WaTCKOro MPOHMCXOXACHHS. MeanaHa MPOJIODKUTEIBHOCTH JICUCHHS OT
npuema nepBoit 10361 10 pazsutus UBJI unn UbJI-nonobusix HP coctaBuna 2,8 mecsues.

WBJI unn HP, nono6usie UBJI, 3apeructpupoBansl y 3,3 % u npuBeinu K jgetaabHoMy ucxoay 'y 0,4 %
(N=1) mu3 276 nanuMeHTOB, MOJYYaBIIMX OCHUMEPTHHHO B KOMOHWHAIIMM C XHUMHOTEpanuen
IeMeTpeKceIoM U mpenapaTamu miaaTtuHbl B ucciegosanuu FLAURA 2. Yacrora UBJI coctaBuna
14,9 % y smonueB u 1,7 % y malmeHToB Hea3uaTCKOro MpOoUCcXoxaeHus; B uccienoBannn FLAURA
2 B rpymnmne KOMOMHUPOBAaHHOW Tepanmuu y MalMEHTOB a3MaTCKOM MOMYJSAIUH, HE BKIIOYaBIIEH
smoHueB, caydan MBJI He 3apeructpupoBanbl. Mennana npoI0KUTEIRHOCTH JICUEHUS OT NprUema
niepBoi 10361 10 pazsutus UBJI unn HP, momo6nsix UBJI, cocraBuna 5,3 mecsa.

Crnenyer He3aMEIUIMTEIIBHO OIEHHWBATh COCTOSIHHME BCEX IMAIIMEHTOB C OCTPBIM Pa3BUTHEM W/WIIU
HEOOBSICHUMBIM yXYAIMICHHEM JIETOYHBIX CHMIITOMOB (OBIIIKA, KAIlIeb, TOBLIIICHUE TEMIIEPATYPHI
tena), yTtoObl uckimounts UBJI. Tepanuio ocumepTHHHOOM cieayeT MPUOCTAHOBUTH HA MEPUOA
oOcnenoBaHus IS YTOYHEHHS 3THX CHUMITOMOB. Ecim muarHoctupoBana WBJI, HeoOxommmo
OTMEHUTH TEPAMHIO OCUMEPTHHHUOOM.

UPBJI nocne padukanbHoU XUMUOLYHeB0U Mepanuu ¢ UCNOIb308AHUEM NPENapamos niamubl

B wuccnegpoBanun LAURA mocne paaukadbHOM XUMHOIYYEBOM Tepanmuud C HMCHOJIb30BAHUEM
npenapartoB mwiatudbl UBJI u UBJI-nogo6nsie HP (Hampumep, mHeBMOHHKT) ObLTH OT™MEueHBI Y 7,7 %
u3 143 nanuenToB, Noay4yaBmuX ocuMepTHHHO, 1y 1,4 % 13 73 nmanueHToB, NOJy4aBUINX I1anedo.
B rpymmie ocumeptrau6a B uccinenoBann LAURA dgacroTta HOBBIX citydaeB MBJI u UbJI-nomo6HBIX
HP cocraBuna 6,6 % (6 maruenToB u3 91) cpeau manueHTOB a3MaTCKOW MOMYJISAINN, HE BKITFOYABIICH
arnoHues, u 17,2 % (5 u3 29 nauueHToB) cpeiy MalKUEeHTOB HEa3uaTCKOro MpoucxoxiaeHus. Hu y
OJIHOTO W3 MAIlMEHTOB SAMOHCKOTO MPOUCXOXKJIEHUS He OblIo 3apeructpupoBaHo ciydaeB MBJI. B
rpynmne oCUMEepTUHNOA MeIMaHa BPEMEHHU OT MIePBOro BBEICHUS UCCIEAyEMOM Tepaliiu 10 pa3BUTHUS
NBJI nma UbJI-mogo6ueix HP coctaBuna 1,9 mecsana. B rpynne ocumepTuHnOa MenuaHa BpeMeH!
OT MPOBEJCHUS TOCIIETHETO ceaHca JdydeBor Tepamuu 10 pa3Butus UBJI nnun UbJI-nogo6usix HP
cocraBuna 3 mecsna. B rpymnme ocumeptunuba 3apeructpupoBano 0,7 % ciiydaeB ¢ JeTaabHbIM
ucxogoM B pesyiabtate pazButus WbBJI unu UbJI-mogo6usix HP, B rpymme miamedo ciydaeB c
JIeTalbHBIM UCXOJOM HE 3apETUCTPUPOBAHO.

HJ'ISI MalMEHTOB, MOJJYYarolIux OCI/IMepTI/IHI/I6 ITIOCJIC paHHKaHBHOﬁ XHMHOJ’Iy‘-I@BOﬁ TCpaliiu,
H606XOI[I/IMO PYKOBOACTBOBATHCA CJICAYIOIMIMMHA YKA3aHUAMU JJII KOPPCKUHUU OO3bI:

e Ecnu y manmenrta pasBuBaercsa OeccumntoMHas (1 crenenn) MBJI wnu UbBJI-mogo6nas HP,
CllelyeT MPOJOJKHUTh TePaui0 OCUMEPTUHHUOOM MU MTPUOCTAHOBUTH U BO30OHOBUTH TEPAIHIO
B 3aBUCHMOCTHU OT CUTYyallUU.

e Ecnu y manmenra pazsuBaercs VbJI unu UbJI-nono6nast HP 2 unu Oonee creneHu TskecTH,
ClIeyeT MPEeKPaTUTh TEPAMTUI0 OCUMEPTUHHOOM.

JIyaeBOl MTHEBMOHUT

JlydyeBOli ITHEBMOHHUT MOXKET BO3HUKATh B TE€UYEHHUE IOJA IIOCJIE MPOBEICHUS JIYyYEBOM TEpaIlUU
nerkux. B uccnenosannu LAURA mnociie pagqukaabHOW XMMHOIYUYEBOU TEPANINUHU C UCTIOIB30BaHUEM
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MpermapaToB IJIATHHBI JIYYeBOH IMHEBMOHHUT ObLT 32 erHCTD%&Eg@JEEE'%TEQEIW§%IRu%ﬁ¥é

MOJTy4aBIIUX OCUMEPTHHHO, 1 y 38 % 3 73 marueHToB, mojydaBmmx miarnedo. MeauaHa BpeMeHH
OT IIPOBEJICHUS IIEPBOI0 CEaHca JIy4eBOM Tepanuu O Pa3BUTHUS JIy4EBOI'O THEBMOHHUTA COCTAaBMJIA
1,7 mecsua B rpynmne ocumeptuHuOa u 1,8 mecsua B rpymme ruiane6o. Menuana BpeMEHH OT
IIPOBEJICHUS MOCIIEIHETO CEaHCa JIyueBOM Tepanuu 10 pa3BUTHS Jyue€BOIrO IHEBMOHUTA COCTAaBMJIA
2,5 Mecsna B rpyIine ocuMepTiHHuOa u 2,6 Mecsina B rpymre miane6o. Y 3 (2,1 %) nanueHToB ObLIH
3apeructpupoBanbsl HP 3 crenenu tsxecTu, Bce manueHTsl ObUM U3 rpynnsl ocumeptuauba, HP 4
WIH 5 CTETICHU TSHKECTH He OBbLIN 3apETUCTPUPOBAHBI HA B OJTHON M3 TPYIIIL.

JUis ManueHTOoB, MONYYAlOIIUX OCHUMEPTHMHHO Iocie paJuKalbHOW XUMHOJIYUYEBOM Tepamuu,
HE00X0IMMO PYKOBOJICTBOBATHCS CIIEAYIOMIMMH YKa3aHUS ISl KOPPEKIIUH JTO3BI:

e Ecnu y namnuenra pa3BUBaeTCsl CAMITOMAaTUYECKHUM JTy4eBOW MHEBMOHUT (2 CTENEHU TSHKECTH),
ClleyeT NPUOCTAaHOBUTH TEPANUI0 OCHUMEPTUHHOOM 10 pa3pelieHHs] CUMIITOMOB; Teparus
OCHUMEPTUHUOOM MOKET ObITh BO30OHOBJIEHA.

e Crnexyer npeKkpaTUTh TEPAIIUIO0 OCUMEPTUHHOOM, B CIIyYae:

— COXpaHEHHUs CUMIITOMOB 4epe3 4 HeJleNn ociie IPUOCTAaHOBKH T€pariyi OCUMEPTUHUOOM;

— peuuMauBa CUMIITOMAaTUYECKOTO JIy4eBOI'O IHEBMOHHUTa (2 CTENEHHM TSXKECTH) I0cIe
BO300OHOBJIEHUS TEPATUIN OCUMEPTUHUOOM;

—  Pa3BUTHUS TSKEIOT0 WM YIPOXKAIOIIEro >KW3HHM JIydeBOro MHEBMOHHUTA (3 unu 4 creneHu
TSDKECTH).

MynetudopmHas spureMma, cuHapoM CruBeHca-/[>KOHCOHA M TOKCHYECKHU DIIHUIEPMAIBLHBIH
HEKPOJIN3

Coo0mieHust 0 ciyqasix MyJIbTH(GOPMHOM APUTEMBI M TOKCHYECKOTO SIHUICPMATBFHOTO HEKPOJIN3a B
CBSI3M C MPUEMOM OCHMEPTHHHOA PErUCTPUPOBAIMCH HEYACTO, O ciydasx cuHapoma CTuBEHCa-
Jlxoncona — penko. Jlo Hauama Tepamuu cieayer MHGOPMHUPOBATH MAIMEHTOB O MPHU3HAKAX U
CUMIITOMax MyJbTU(GOpMHON d3puTeMbl, cuHApoMa CruBeHCa-/[PKOHCOHA H TOKCHYECKOTO
SNUAEPMAIBHOrO Hekponusza. [Ipy  mosIBIEHHHM BO3MOXHBIX TPU3HAKOB M CHMIITOMOB
MYJIBTU(DOPMHON 3pUTEMBI HEOOXOJUMO MPOBOIUTH NMPHUCTAIBHOE MEIUIMHCKOE HaONIOACHUE 3a
MAlMEHTOM U PAacCMOTPETh BOMPOC O MPUOCTAHOBKE MJIM OTMEHE Tepamuu ocuMmepTuHuooM. [Ipu
MOSIBJICHMH BO3MOXKHBIX TPU3HAKOB U CUMNOTOMOB cuHIApoMa CruBeHca-J/[)KOHCOHA WM
TOKCHYECKOr0  SMUACPMalIbHOIO  HEKpOJM3a  HEOOXOAMMO  NIPHUOCTAHOBUTH  TEPAIHUIO
ocuMmeptuHOOM. Ilpu muarnoctupoBanHoM cuuapome CTuBeHca-/[KOHCOHA HIIM TOKCHYECKOM
SMUAEPMAIBHOM HEKPOJIN3€e He00X0AUMO HEMEAJICHHO MPEKPATUTh TEPAITUI0 OCUMEPTUHUOOM.

Y nuuenne uarepsaa QTcC

[To BO3MOXHOCTH, clieayeT n30erath MPUMEHEHUS OCUMEPTHUHHOA Yy MAIMEHTOB C BPOXKICHHBIM
CHHIPOMOM  yiiuuHeHHoro wHrepBaga QTcC. [lamuentaMm ¢ XpOHHMYECKOH  cepIeyHOU
HEJIOCTaTOYHOCThIO, HAPYIICHHUSIMUA OJCKTPOJIUTHOTO COCTaBa M TAIMEHTaM, MPHHUMAIOIIAM
npenapatsl, yuyuHsomue natepsan QTcC, cneayer nepuoandecku BoinonHATs JKI' u onpenensars
KOHIICHTPALIUIO 3JICKTPOIUTOB. Tepanuio HeoOX0AMMO IPUOCTAHOBUTH y TIAIIMEHTOB CO 3HAYCHHUSIMHU
unTepBaia QTC Boiie S00 Mcek, BBISIBJICHHBIMU XOTs1 ObI IBYKPATHO TPHU MOBTOPHBIX PErUCTPAIUSIX
OKT, 1o ymeHbIenus yureabHocT nHTepBaia QTC meHee 481 Mcek WK 10 HCXOIHOTO 3HAYECHUS
(ecnm ucxoaHas IUTENbHOCTh MHTEpBasia QTC Obia He MeHee 481 Mcek), a 3aTeM BO30OHOBHTH
Tepanuio ¢ YMEHBIICHHOH 1036l npenapata (cMm. Tabnuiy 1). Ecniu Ha doHe y/uiMHeHus UHTepBaia
QTcC pasBuBaeTcs >KeIyJOYKOBash TaXUKApIHS MO TUIY «IIHPYIT», MOIUMOpPQHAS >KETyJOUKOBas
TaxvKapIuss WO T[PU3HAKW/CUMIITOMBl TSDKEIOTO HApyIIEHUs pUTMA Ceplla, TEeparuro
OCUMEPTHHHOOM CIieAyeT OTMEHUTb.

HapyiieHus cokpaTUMOCTH cepAalia

CHmxenue ¢paxiuu BbiOpoca neBoro xkemygouka (PBJDK) e meHee yem Ha 10 MpOIEHTHBIX
MYHKTOB H 110 YpoBHs MeHee 50 % Obuto otMeueHo y 4,2 % manuenroB (65/1557), momyyaBmmx
OCHUMEpPTHHHO B KauecTBE MOHOTEpanuH B KIMHUYECKUX HCCIENOBaHMIX, Y KoTopbix DBJLK
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OLICHMBAJACh JI0 Hayaja Teparuu U, 1o KpaitHen Mepe, OI[HOKKIJ-QI:II(:; ];I(FB%%&{ I&gﬁﬂjc T 0004)

B mutarie60-kouTponupyemom uccinenosanuu ADAURA y 1,5 % (5/325) maiueHTOB, MOJydYaBIInx
ocumeptuHuO, u 1,5 % (5/331) mauuenTos B rpymme mianedo 66u10 otMeueHo cHmxenne ®BJDK e
MeHee 4eM Ha 10 MpOIeHTHBIX IyHKTOB U 10 ypoBHsS MeHee 50 %.

B uccnenoannu LAURA mnocne XuMHOIy4deBOW Tepanuu mpernapaTamu miaTuael y 3,0% (4/135)
MAIMEHTOB, MOJIy4aBIINX OCUMEPTUHUO, ObUI0 oTMeueHOo cHuxkeHne ®BJIDK ne menee uem Ha 10
IIPOLIEHTHBIX MYyHKTOB U 710 ypoBHs MeHee 50%; B rpymnne mianedo cHmxenne ®BJDK ne Obuio
OTMEYEHO.

B wuccnenmoBanun FLAURA 2 y 8,0 % (21/262) manueHTOB, TOJTYYaBIINX OCHMEPTHHHO B
KOMOWHAIIMM C XMMHUOTEpanueil MeMEeTpeKCceIoM M TpenapaTamMy IUIATHHBL, Yy KoTopbeix OBJDK
OlLICHMBAJIaCh [0 Hauyaja Tepamuu U, M0 KpailHeW mepe, OAHOKPAaTHO BO BPEMs Tepaluu, ObLIO
orMmeueHo cHmkeHne @BJDK He menee ueM Ha 10 npo1eHTHBIX TYHKTOB U A0 ypoBHs MeHee 50 %.

JlocTylHbIE NaHHBIE KIMHUYECKHUX MCCIIEOBAHUN HE MO3BOJLIOT CHENIaTh BBIBOJA O NPUYUHHO-
CIIEICTBEHHOW CBSI3U CHIKEHHUSI COKPATHMOCTH Cepilla ¢ mpueMoM ocuMepTuHuOa. Ilamuenram c
(dakTopaMu pucka 3aboieBaHMM cepAlla M COMYTCTBYIOIIMMHU COCTOSIHUSIMH, KOTOpBIE€ MOTYT
noBiusATh Ha OBJDK, crienyer KoHTposiMpoBaTh (QYHKIUIO CEPJACUHO-COCYAUCTON CUCTEMBI, B TOM
gucne, @PBJIK 1o navana neyenus u Ha ¢pone Tepanuu. [lannenTam, y KOTOPbIX BO BpeMs JIEUEHUS
BO3HMKAIOT 3HAYMMble KapJHOJOTHYECKHE CHMIITOMBI, CIEAyeT KOHTPOJIUPOBATh (YHKIIHIO
CEpPACYHO-COCYUCTON CUCTEMBI, B TOM yucie, @PBJIK.

Kepatut

Kepatut 6611 oT™MeueH y 0,6 % (N=10) u3 1813 nanueHToB, MoJy4aBIIMX OCHMEPTUHHO B KAYECTBE
MoHotepanmu B uccienoBanusx ADAURA, FLAURA, FLAURA 2 u AURA. Tlpu nosBicHAH
BO3MOXHBIX CUMIITOMOB KE€paTHTa, TAKMX KaK OCTPOE Pa3BUTHE WIHM YCUJICHHE BOCIAJCHHS TJias,
CJIE30TE€YEHHUSI, CBETOUYBCTBUTEILHOCTH, HEUETKOCTH 3pEHUS, OOJIM B Tila3ax W/WJIM MOKPACHEHUS
rJ1a3, He0OXOIMMO CPOYHO OOPATUTHCS K opTanbMoIory (cM. pazaen 4.2, tabnwuma 1).

Anjactuyeckas aHeEMUS

Bbu moy4eHs! peikue COOOMIEHHsI O Pa3BUTHH allJIACTUYECKON aHEMHUH, B HEKOTOPBIX CIyJasx —
C JICTAILHBIM HCXOJIOM, B CBSI3U C Tepamueid ocuMepTHHHOOM. J[o Hauama Tepamuu Clieayer
WHGOPMHUPOBATH NMAIMEHTOB O NMPU3HAKAaX W CHMITOMAaX aIulaCTHYECKOW aHEMHUH, BKITOYAFOIIUX
TaKHe CUMITOMBI, KaK MPOJIOJDKAIOIIASICS JIMXOPaKa, 00pa3oBaHHE KPOBOIOATEKOB, KPOBOTCUCHHE,
OJIeTHOCTh, HO HE OTPAaHMYMBAIOIIUXCSI UMU. [IpH OSBICHUH BO3MOXKHBIX PU3HAKOB U CUMIITOMOB
arIaCTUYECKOH aHEeMHH HEOOXOIMMO MPOBOIUTH NPUCTAIBHOE MEAUIMHCKOE HAOIOJCHUE 32
MAIMEeHTOM U PAacCMOTPETh BOMPOC O MPHOCTAHOBKE MM OTMEHE Tepaluy OCUMEpTHHHOOM. [Ipn
MOJTBEPXKJACHHOM  JIHarHO3¢  aluIlaCTHYECKOH aHEeMHH HEOOXOIMMO OTMEHHUTHh TEpaIHIo
OCHUMEPTHHHOOM.

BcnomorarensHbIe BEIIECTBA

Hampuu

JlaHHBIN JIeKapCTBEHHBIN MpernapaT coAaepkUT MeHee 1 Mmoub (23 mr) Hatpust Ha 1 TabneTky, TO
€CTb 110 CYTU «HE COJICP>KUT HATPUSD).

4.5. B3aumopneiictTBue ¢ JPYrdMH JIEKAPDCTBEHHbIMH TMpenaparamMM W Jpyrue BHAbI
B3aUMOJIeCTBUA

dapMaKOKMHETHYECKNE B3aUMOJICHCTBUS

Mormnbie uHAYKTOpEl M30epmenTta CYP3A4 MOryT yMEHBIIUTH SKCHO3MIMIO OCUMEPTHHHOA.
OcuMepTHHUO MOKET MOBBICUTH HKCIO3ULIMIO CYOCTpaTOB Oelka Pe3UCTEHTHOCTH paka MOJIOYHON
xene3bl (BCRP) u rmukonporenn P (P-gp).
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

HccnenoBanus in Vvitro mokasanu, uro | gaza merabonusma ocuMepTHHUOA IPOTEKACT, B OCHOBHOM,
¢ nomompbio uzopepmentoB CYP3A4 u CYP3AS. B xnmHuueckoMm (hapMaKOKHHETHYECKOM
HCCIIEIOBAaHUM Y MAallMEHTOB, OJHOBPEMEHHO IPUHUMABIIUX OCUMEPTUHUO U uTpakoHazosn 200 mr
nBa paza B cyTku (Morinblii nHruouTop CYP3A4), He 0TMEUYCHO KIMHUYCCKH 3HAYMMOTO BIIMSHUS
Ha OKCIO3MWIHMIO OcHMMepTUHHMOa (IUIomanp T1oJx KpPUBOM «KOHIEHTpaius-Bpems» (AUC)
yBenuumiach Ha 24 %, a MakcMMaibHas KoHIEHTpauus B KpoBH (Cmax) moHm3miack Ha 20 %).
[Tostomy narn6uropst CYP3A4, BeposTHO, HE OKa3bIBAIOT BIHMSIHHS HA SKCTIO3UIINIO0 OCHMEPTHHUOA.

AKTHBHBIC BEIIECTBA, KOTOPBIE MOT'YT HOHM3UTE KOHIIECHTPAITHIO OCI/IMGDTI/IHI/I6a B 11J1a3M€ KPOBHU

B rximmHn4eckoMm (¢apMakokuHeTHdeckoM uccrnenoBannu 3HadeHne AUC ocumepruHuba B
PaBHOBECHOM COCTOSTHMM IOHMKAJIOCh HA 78 % y NMAllMEHTOB IPU OJHOBPEMEHHOM IPUMEHEHUU C
pudamnunuHoMm (600 Mr B cytku B TedeHue 21 cytok). CoBMeCTHOE NPHUMEHEHUE MOIIHBIX
uaaykropoB CYP3A (manpumep, ¢eHuToMHa, pudaMnuiuHa ¥ KapOamasennHa, NpernapaToB
3Bep000s MPOABIPSBIEHHOr0) C OCUMEPTUHUOOM MPOTUBOIIOKA3aHO. C OCTOPOKHOCTHIO COBMECTHOE
IIpUMEHEHHE C yMepeHHbIMH HHAykTopamu u3zopepmenta CYP3A4 (nmanpumep, Oo3eHTaHOM,
3¢aBUpEH30M, O3TPaBUPUHOM, MojgapuHUIOM). Ha OCHOBaHMM JaHHBIX (PU3HOIOTHYECKU
000CHOBAaHHOTO (apMAKOKMHETUYECKOTO MOJIEIUPOBAHUS KOPPEKLHUs [03bl OCUMEPTHHHOA HE
TpeOyeTcs Mpu OJHOBPEMEHHOM MPUMEHEHUH C YMEPEHHBIMHU U cinadbivu uHIykTOpamMu CYP3A.

BansHne npenaparoB, CHIDKAIONINX KUCIOTHOCTD JKEIYIOYHOTO COKa, Ha OCI/IMeDTI/IHI/I6

B ximHHYecKkoM (papMaKOKHMHETHYECKOM HCCIIeI0BaHUU COBMECTHOE IMPHUMEHEHUE OMEINpa3oJia He
MPUBOJMIO K KIMHUYECKHM 3HAYUMBIM M3MEHEHUSM 3KCIO3MIMK ocuMmepTuHuOa. [Ipemapartsi,
u3Mensitomue pH xxenyka, MOXKHO IPUMEHSITh OJTHOBPEMEHHO C OCUMEPTUHNOOM 0€3 OrpaHUYeHU.

AKTUBHBIC BCIIICCTBA, HA KOHIICHTPAIMIO B IJ1a3ME KOTOPBIX MOKET BJIUATH OCI/IMCQTI/IHI/I6

[To maHHBIM HCCleNOBaHUH IN VItr0 OCUMEPTUHUO SABJISIETCSI KOHKYPEHTHBIM HHIHOUTOPOM OeKa-
tpancnoprepa BCRP.

B knmmHMYecKOM (hapMaKOKHHETHYECKOM MCCIIC0OBAHUN COBMECTHOE TPUMEHEHHUE OCUMEPTHHUOA C
posyBactatuHoM (ayBcTBUTENBHBIM cyOcTpaToM BCRP) mossimano AUC u Cmax po3yBacTaTHHA Ha
35% u 72% coorBercTBeHHO. HeoOxomumo TiaTtenpbHOe HaAOMIONEHHE 3a IAllMEHTAaMHU,
MPUHUMAIOIIMMH ~ TIperapaThl, pachpeieicHrue KoTtopbix 3aBucut ot BCRP, ¢ y3kum
TEparneBTHUYCCKUM HHJIECKCOM, Ha (OHE Tepanmuu OCHMEPTHHHOOM JUIS BBISIBJICHUS CHMIITOMOB
HapYIICHHUS IEPEHOCHMOCTH JaHHBIX MEIUKAMEHTOB B PE3yJIbTaTe MX BO3POCIHICH 3KCIO3HIIMH (CM.
pasmen 5.2).

B  ximHHMYeckOM — (apMaKOKHHETHYECKOM  HWCCICJAOBAaHMHM  OJHOBPEMEHHOE  IPUMEHEHUE
ocuMmepTuHUOa ¢ cuMBacTaTUHOM (dyBcTBUTENBbHBIM cyOcTpaTtom CYP3A4) nonmkano AUC 1 Cmax
cumBactaTiHa Ha 9 % u 23 % cOOTBETCTBEHHO. DTU U3MEHEHHUS IOCTATOYHO MaJIbl M, BEPOSITHO, HE
UMEIOT KIMHUYECKOrO0 3HA4eHUs. MalloBepOsTHO BO3HHKHOBEHUE (DapMaKOKWHETHYECKHX
B3auMo/IeHCcTBUil ¢ cybcTparamu nzopepmenta CYP3A4.

B  ximHMYeckOM  (apMaKOKHMHETHYECKOM  HUCCIEJOBAaHMHM  OJHOBPEMEHHOEC  IPUMCHEHUE
ocumepTuHuba ¢ dpekcodenamurom (cyocrpar mpernan-X-perentopa (PXR) u P-gp) moBbimano
AUC 1 Cmax hexcodenaanna Ha 56 % u 76 % mocne oJHOKpaTHOTo Ipuema npenapara, u Ha 27 %
1 25 % — B paBHOBECHOM COCTOSTHMM COOTBETCTBEHHO. [IalineHThl, NPUHUMAIOIINE COTY TCTBYIOIINE
Ipernaparsl ¢ y3KUM TEpalneBTUYECKMM JUAala30HOM, PacHpelesieHHe KOTOPBIX 3aBHCUT oT P-gp
(HampuMep, IUTrOKCHH, Ja0urarpaH, ajJuCKUpPEH), NOJDKHBl HAXOAWUTHCS TOJ NPHUCTAIbHBIM
MEIULUHCKUM HAOII0IE€HUEM JUIs BBISIBJICHUS] CHMIITOMOB H3MEHEHMsI IEPEHOCUMOCTH B pe3yJibTaTe
BO3pOCIIEH KCHO3MIMU COMYTCTBYIOIUX MpenaparoB Ha (JOHE NMPUMEHEHHUs] OCUMEpPTHHHOa (CM.
paznen 5.2).
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(MOCNEOOBATENEHOCTE 0004)

4.6. ®epTHIBLHOCTH, 0ePEMEHHOCTD U JIAKTAIUS

JKeHIUHBI ¢ IETOPOAHBIM ITOTCHIIUAIOM (KOHTDaHeHHI/IH Y MYKYHMH U )KCHHJI/IH)

JXeHmMHbl C COXpaHEHHBIM PENPOAYKTUBHBIM IIOTEHIMAIOM JOJDKHBI M30erarb HACTYIUICHUS
O6epeMeHHOCTH BO Bpems Tepanuu npenapatoM Ocumeptunu®-lIlpomomen. Ilanumentam ciemyer
PEKOMEHI0BaTh MCIIONb30BaTh A(PPEKTUBHYIO KOHTPALECTLHIO M IOCJIE 3aBEpLICHUS JICUEHUs
JAHHBIM IIPErapaToM: B TEUEHUE KaK MUHUMYM 6 HEZlelb II0CIe OKOHYAHUS TEpaIuy AJIs )KEHILIUH U
4 Mecsi1eB ISl My KYHUH.

bepeMeHHOCTD

OTCYTCTBYIOT JAaHHbIE O MPUMEHEHUHU OCUMEpPTUHHOA y OepeMeHHbIX KeHIIMH. MccnenoBanus Ha
KUBOTHBIX TOKa3aJId HATW4YHME PENpOSYKTHMBHOW TOKCHUYHOCTH (3MOpHOJIETAIIBHOCTh, 3aJlepiKKa
pa3BUTHS IUIOJA, CMEPTh HOBOPOXKICHHBIX). YUUTHIBAs MEXaHU3M JACUCTBUS U JOKIMHUYECKHE
JaHHbIE, IPUMEHEHNE OCUMEPTUHNOA B MEpHO] OEpEMEHHOCTH MOXET IPUUMHUTH Bpen miony. He
cienyer npuMeHsTh npenapat OcumeptuHuO-IIpomomen Bo BpeMsi OEpEMEHHOCTH U Y JKEHIIUH C
COXPaHEHHBIM PENPOAYKTUBHBIM IIOTCHIIMAIOM, HE UCIOJB3YIOIIHX CPEACTBA KOHTPALIECTILIVH.

JlakTanus

HewusBecTHO, BBIICNSETCS JIM OCUMEPTHHHUO MJTM €r0 METa0OJIUTHI B TPyIHOE MOJIOKO. HemocTaTtouno
CBEJIEHUH 00 HSKCKPEIMH OCHUMEPTHHHMOA WM €ro MeTabOJMTOB B MOJIOKO >KHUBOTHBIX. OJIHAKO
OCUMEPTHHUO H €ro MeTaboNuThl OOHAPYKUBAJIUCH Yy JCTEHBIINICH, TOIydYaBIINX TPYAHOE
BCKapMJIMBaHWE, M ObUIO OTMEUEHO OTPHUIATEIHbHOE BIWSHHE HAa WX POCT W BbDKMBaHUEe. Hemb3s
WCKIIIOYATh PHUCK JJIs JIeTed, MOJydYarlIuX TPyAHOE BCKapMiuBaHue. HeoOxomumo mpexpaTuTh
TPyJIHOE BCKapMIIMBAHUE BO BpeMs Tepanuu npemnaparom Ocumeptuau6O-IIpomomer.

DepTUILHOCTE

OTCYTCTBYIOT JaHHbIE O BIUSHUM OCHMEpPTHHHOA Ha ¢epTuiabHOCTh dYenoBeka. (CorjiacHo
pe3ysbTaTaM HUCCIIEJOBAHUM, MPOBEICHHBIX HA XUBOTHBIX, OCUMEPTHHHO BJIMSIET HAa MY)KCKHE U
AKEHCKHUE PENPOyKTHUBHBIE OpraHbl U MOXKET CHUXKATh (PEPTHILHOCTD.

4.7. BiusiHde Ha CHOCOOHOCTb YNPABJSTH TPAHCHOPTHBIMU CpeACTBAMH W padoTaTth C
MeXaHU3MaMH

[Ipenmapat Ocumeptunu6-IIpoMmomen He oOka3biBaeT BIMSHHS Ha CIHOCOOHOCTH K YIPABICHUIO
TPAHCIIOPTHBIMU CPEJCTBAMHU U MEXaHU3MaMHU.

4.8. HexxenareibHbIe peakuu

Pesrome npoduiist Oe3onacHOCTH

Hccneoosanus y nayuenmos ¢ HMPJI ¢ mymayueti 6 cene EGFR

Ceenenusi 0 0€30MaCHOCTH OCUMEPTHHHOA B MOHOTEpPAINlMM OCHOBAHBI Ha OOBEIUHEHHBIX JaHHBIX
1813 mammenToB ¢ HMPJI ¢ myranumeii B rene EGFR. Bee 3Tu manueHTsl IpUHUMAINM OCUMEPTHHUO
B 703¢ 80 MI B CyTKH B YeThIpeX paHIOMU3HpoBaHHBIX uccienoBanusx I ¢a3sl (agbproBaHTHAS
tepanus B uccnegosanuu ADAURA, nepBast nunus tepanuu B uccnenosanuu FLAURA, FLAURA
2 (rpymnma MOHOTeparnum), BTopas TuHus Tepanun B ucciaenoBanuu AURA 3), 1Byx uccieqoBaHUIX
I ¢a3pl, mpoBOAMMBIX B OJHOW Tpymme (BTOpas WM MOCIEAYIOIIHe JHHUM Tepanuud B
uccnenopanusix AURAex u AURA 2) u B oqHoM uccrnenoBanui I ¢a3el (epBasi Uiiu MOCieIyoIIne
JIUHUY Tepanuu B uccienosanun AURA 1).

bonpmmuactBo HP 6pim 1 wnm 2 crenmenu Tsokectn. Hambomnee dYacThiMM HeEXeTaTeNbHBIMU
nekapcTBeHHbIMU peakiusvu (HJIP) Obun nuapes (47 %), cwimb (46 %), naponuxus (34 %),
cyxocTtb kKoxH (32 %) u cromarut (24 %). HP 3 u 4 crenenu Tsokectu coctaBuin 9,2 % u 0,2 %
COOTBETCTBEHHO. Y 3,6 % mauueHTOB, MOJIyYaBIIMX OCUMEPTHMHHO B g03e 80 MI B CYyTKH,
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MpeKpaileHa us-3a passurus HP.

Ceenenusi o Oe3omacHocTH ocuMepTuHHOAa (B m03¢ 80 Mr B CyTKH), MPHUMEHSIEMOTO IOCIe
XMMHOJIYUYEBOI Tepanuu mpenaparaMy IUIATUHBL, BKIOYAOT JaHHble 143 mammentoB ¢ HMIIP ¢
mytanmeit B reHe EGFR, npemoncTpupyiorT KoHTponupyemblii mnpoduiab 0e30macHOCTH U
COOTBETCTBYIOT JaHHBIM 10 0O€30IaCHOCTM OCUMEPTHHHOA, NPUMEHSIEMOIO0 B KayecTBE
MOHOTEpaNHH, a TaKKe YCTAHOBJICHHBIM NPOQHISAM O€30MaCHOCTH TMpPH TEpamuu IOCIe
XMMHOJIY4Y€BOI Tepanuu ¢ UCIOIb30BaHUEM MpenapaToB iaTuHbl. bonpmuHcTBo HP Obutn 1 nnm 2
CTEIIEHU TSKECTU U HE MPUBOJNIIN K CHIKEHUIO 1036l WM MPEKPALLECHUIO TEPAIINH.

CBeneHuss 0 0€30MaCHOCTH OCHMEPTHHHOA, MPUMEHSIEMOTO B KOMOHMHALMM C XUMHOTEparnuen
MEMETPEKCEIOM W TMperapaTaMu IUIaTHHBI, OCHOBaHbI Ha AaHHBIX 276 manuentoB ¢ HMPII c
mytanmedr B reHe EGFR, u cooTBeTCTBYIOT maHHBIM 1O 0€30MacHOCTH OCHUMEPTHUHHUOA,
MIPUMEHSIEMOr0 B Ka4eCTBE MOHOTEPANMM, a TaKXKe€ YCTAHOBJIEHHBIM MpOuiIsiM 0e30MacHOCTH
MEMETPEKCENA U IPEeNnapaToB IUIATHHBI.

B ximHMuYeckue wHccnenoBaHUS HE BKIKOYAINCH MALMEHTBl € HAJIMYAEM B  aHAMHE3e
MHTEPCTULMATBHON  OOJIE3HM JIETKUX; HWHTEPCTULMANbHONM OOJIE3HW JIETKUX, BBI3BAaHHOM
MIPUMEHEHHEM JIEKapCTBEHHBIX CPEJCTB; JIyYeBOTO ITHEBMOHMTA, TPEOOBABILErO MPUMEHEHHUS
[IIIOKOKOPTUKOCTEPOUJIOB; a TaKXKe C MPU3HAKaMU KIMHUYECKH aKTHUBHOM HHTEPCTHIHATIBLHOM
0one3Hu Jnerkux. llanuMeHTsl ¢ KIMHWYECKH 3HAYMMBIMH HapyLIEHUSIMH CEpJEYHOI0 pUTMA U
MIPOBOJMMOCTH, BbIsIBIIEHHBIMU Npu peructpanuu DKI' (Hanpumep, 3Hauenne uatepsana QTc Oonee
470 Mcek) He BKIIFOYAIIMCh B KIIMHUYECKUE HcclieoBanus. Ha stane orbopa B nccieoBaHUE U 3aTeM
Kaxkple 12 Helenb BO BpeMs yuacTHs B HCCIIEIOBaHUY Y MAllMEHTOB OL[EHUBAIN (hpaKiuio BbIOpoca
neBoro xenyaouka (OBJDK).

TabanyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

HP Obutn pacnipeienieHpl o KaTeropysiM 4acTOThI B TaOIuIle 2, T1ie ObLT0 BO3MOXKHO, HA OCHOBAaHHUU
YacTOTHl 3apErHMCTPUPOBAHHBIX COTIOCTABHMBIX HEKENATENBHBIX SBICHUH 1O OOBEIMHEHHBIM
nanHbeIM 1813 manmentoB ¢ HMPJI ¢ myTtanueit B rene EGFR, kotopsie monmydanu ocumMepTHHUO B
KadecTBe MoHOTepanuu B o3¢ 80 mr B cyTku B uccnenoBanusax ADAURA, FLAURA, FLAURA 2,
AURA 3, AURAex, AURA 2 u AURA 1.

HJIP crpynmnupoBaHbl 1Mo KjaccaM CHCTEM M OPraHOB B COOTBETCTBHH ¢ MEIMIIMHCKUAM CIIOBapeM
HOpMaTuBHO-1IpaBoBoi jestensHocTd (MedDRA) u BHYTpH KaXKJIOTro Kiacca pacrpesesieHbl T10
4acTOTE BCTPEYAEMOCTH, TIPH STOM MEPBBIMU YKa3aHbl HaOOJIee YacThle peakini. BHyTpH Kax10it
IPYIIBI 4acTOThl BeTpedaemoctd HJIP mpejcraBiensl B mopsiake yObIBaHUS cephe3HoCTH. Kpome
TOT0, COOTBETCTBYIOIIME KATETOPHU 4acTOThI Kaxaoi HJIP ompenensrorcst ciemayonmm oopa3oMm:
oueHpb yacrto (> 1/10);

gacro (> 1/100, no < 1/10);

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

penxo (> 1/10 000, no < 1/1 000);

oueHb peako (< 1/10 000);

Y4acTOTa HEM3BECTHA (HA OCHOBAHWHM UMEIOIIMXCS JIAHHBIX OLIEHUTh HEBO3MOYKHO).

Tabnmuma 2. HJIP, ormeuennsie B uccnemoBanusix ADAURA, FLAURA, FLAURA 2 (rpymma
monoTepanuu) 1 AURA!

Kunaccel cucreM n

OpPraHoOB B COOTBETCTBHH C
MedDRA

CymMmapHas yacrora
HeskelaTeJbHbIX
JIEKAPCTBEHHbIX peakuuii
BCeX CTeNeHel TAKecTH
no CTCAE?

Yacrora He:xeJdaTeJbHBIX
JIEKAPCTBEHHBIX peakuuii
3 CTeNneHH TSKEeCTH U BhbILe
no CTCAE?

MedDRA

HexenareabHble JICKAPCTBECHHbIC PEAKIIUU B COOTBETCTBUM C NPEANMOYTUTECIbHBIMA TEPMUHAMMU
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Hapywenus co cmoponvl kposu u aumg@amuieckoli cucmembl S LTELLBATEITBAVLTE U

4]

ArmutacTudeckasi aHeMusl | Penko (0,06 %) | 0,06 %
Hapywenus co cmoponvl opeana 3penus

Keparut® | Heuacro (0,6 %) | 0,06 %
Hapywenus co cmoponul ObixamenvbHol cucmemvl, 0p2ano8 2pyOHOU KIemKU U cpedoCmeHus.
HocoBoe kpoBOTEUCHHE Yacro (6 %) 0%
HutepcruinanbHas 00JIE3Hb Yacro (4,0 %)5 1,4 %
JICFKI/IX4

Hapywenus co cmoponul srcenydouno-KumeyHo2o mpaxkma

Huapest Ouenb yacto (47 %) 1,4 %
Cromarut® Ouenb yacto (24 %) 0,4 %
Hapywenus co cmoponvl Kodicu 1 NOOKOJICHbIX MKanell

Chimp’ Ouenb yacto (46 %) 0,8 %
[aponuxus® Ouenb vacto (34 %) 0,4 %
CyX0CTh KOKH" Ouenb yacto (32 %) 0,1%
3yt Ouens yacto (17 %) 0,06 %
Anonenus Yacro (5 %) 0%
Cunapom JIQJIOHHO- Yacro (2,1 %) 0%
MOJIOIIBEHHOM

APUTPOAN3ECTEIUH

KpanupHua Yacro (1,9 %) 0,1 %
' MIIepIUrMeHTaINs KOKH - Yacro (1,0 %) 0%
MynsTudopMHas SpuTeMa’ Heuacro (0,3 %) 0%
Toxcuueckuil  3nUAEPMATHHBINA Hewacro (0,2 %)

nekpommz’®

KoxHbIi BacKyIuT" Heuacro (0,2 %)

Cunapom CtuBeHca- Penxo (0,02 %)

Ilxoncona'*

JlabopamopHnvie u uncmpymeHmanbHble 0anHble

[NoBsImeHME AKTUBHOCTH Yacro (1,9 %) 0,3 %
kpeatuHpochoKkrHa3kl B KPOBH

VuinHenne naTepsana QTck Yacro (1,1 %)
Pezynvmamul 1abopamopHvix ucciedosanuil, npeocmasieHtvle KaKk U3MeHeHue CreneHy msaicecmu no
CTCAE

CHmkeHne KOJIM4€ECTBA Ouenb yacto (65 %) 1,8 %
neifkonuToB™

CHmkeHne KOJIM4€ECTBA Ouenb yacto (64 %) 8%
JII/IMcl)OLII/ITOB16

CHmkeHne KOJIM4€ECTBA Ouenb yacto (53 %) 1,3%
TpomGonuToB®

CHIKEeHHE KOJIM4YECTBA Ouenb yacto (36 %) 4,0 %
Heirpodumop®®

[ToBbI1IEHHE KOHUEHTpPALUH UYacro (9 %) 0,2%
KpEaTHHHHA B KpoBH '

~N oo o~ oW N

O6bvenunennsie ganable n3 uccaenpopannii ADAURA, FLAURA, FLAURA 2 (rpymma monoTepanun) u AURA
(AURA 3, AURAex, AURA 2 u AURA 1); mpuBeleHbl CBEICHHS O SIBICHWSX, BO3HUKIINX Y TAI[MEHTOB,

MOy YMBIINX, KAK MUHUMYM, OJIHY 103y OCUMEPTHHHOA B Ka4€CTBE PaHIOMU3UPOBAHHOMN Tepanuu.

OO011e TepMHHOJIOTHYECKHE KPUTEPHH HEXeNaTeNbHBIX sBJIeHNH HanmoHanpHOro HHCTUTYTA paka, Bepcus 5.0.
BxitiodaeT: 3po3ust pOrOBHIIbL, TUTEINATBHBIN Je()EKT pOrOBHIIbI, KEPATUT, TOUCUHBIN KEPATHT.

BximouaeT: nHTEpCTHUIIMATBHAS O0IE3HB JIETKHX, THEBMOHUT, OPTaHNU3YIOIasi THEBMOHMSL.

Bapeructpuposano 7 seienuii 5 crenenn Tsokectr 10 CTCAE (¢ reTansHbIM HCXOI0M).

BxitouaeT: u3bA3BIEHHE POTOBOM MOJIOCTH, CTOMATHUT.

BxuttouaeT: akHe, IepMaTHT, akHE()OPMHBIH IEPMATHT, JICKAPCTBEHHAS CHIMb, 3pUTEMa, (DOJUTHKYIINT, ITyCTYJIa, ChIIb,
SpUTEMATO3HASI ChIb, (POJUIMKYJISIPHAsI ChHINTb, MAKyJIe3Has ChIlb, MAKYJIO-TIAITyJIe3Hasl CHIb, MaIyJe3Has CBHIIb,

3yadmas Chilb, IYCTYJIE3HASA ChIIlb, BE3UKYJIAPHASA CBIITb, DPO3U KOXKH.

Bxirouaer: 3a0ojeBaHHE HOITEBOIO JIO0XKa, HHq)CKHHﬂ HOI'TCBOI'O JIOXKa, BOCHAJICHHE HOI'TEBOTO JIOXKa,
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obeclBeUnBaHuEe HOTTEH, 3a0bojeBaHHe HOITEH, JAUCTPOd HorTeﬁ,':mgﬂ%;&Eﬂ]gtﬁr%{Eﬂ#M%&E ';lgll:-'r%ﬁ,

6yl"pI/ICTOCTB HOFTCﬁ, TOKCHUYCCKOC IMOPAKCHUC HOI‘TGﬁ, OHHUXAJITusd, OHHUXOKJIa3us, OHHUXOJIU3KUC, OHUXOMaAC3UuC,
OHUXOMAJIALUA, TAPpOHUXUS.

Bxouaer: CYXOCTb KOXH, 3K3€Ma, TPCIIUHBI Ha KOXKE, KCEPOACpMa, KCEPO3.

10" Bxnouaer: 3y]l BEK, 3y/.

11
12

Ciy4an CTOMKOH TUCXPOMHYECKOH 3pUTEMBI OBIIIH 3apPETUCTPHPOBAHBI B TOCTPETUCTPALIMOHHEINA TIEPHOI.
MynsTdopMHas 3puteMa Obia oTMedeHa y 6 m3 1813 mammentoB B uccnemoBanusx ADAURA, FLAURA,
FLAURA 2 (rpynna monoteparnuu), AURA. Taxoke ObUTH MTOJTy9Y€HBI IIOCTPETHCTAPLIMOHHBIE COOOIIEHHS O CIIydasx
MYJbTU(GOPMHON 3PUTEMBI, B TOM 4YHCIe, 7 COOOLICHWH B HCCIEIOBAaHHM IOCTPETUCTPALIOHHOTO HAOIIOICHUS
(N=3578).

PacueTnas yactora. Bepxuuii npezaen 95 % JIW mis pacuetnoro 3Hadenus coctasisiet 3/1813 (0,17 %). Coobiuenuit
13 KIMHAUYECKHUX UCCIIEJOBAHUH MTOJTy4eHO He OBLIO.

13

14 o
OZ[I/IH ciydan ObLI OTMEYEH B MOCTPETUCTPAIMOHHOM HMCCJICIOBAHHUH; YaCTOTa ObL1a OIICHCHAa II0 JaHHBIM

uccnenosannii ADAURA, FLAURA, FLAURA 2 (rpynma monorteparnuu), AURA u mocTperucTpanroHHOTO
uccienoanus (N=5391).

15 Yacrora ynmuaeHus uatepBana QTcF > 500 mcexk.

16 OTpakaeT 4acTOTY JIAOOPATOPHBIX OTKIIOHCHUH, @ HE YaCTOTY OTMEUYCHHBIX HEXKEIATEIbHBIX SBICHUM.

Ta6auna 3. HJIP, ormeuenHsie B uccnenoBannu ADAURA!

Kanaccsl cucremM u OcumepTHNO IL1aunedo
OpraHoOB B COOTBETCTBHH C (N=337) (N=343)
MedDRA
Crenenn Tsizkeern mo NCI? | Jlio6Gas crenenn Crenenb 3 u | JIrobOas cTeneHn Crenenb 3 u
(%) Beimre (%)° (%) Beire (%)°
HexenateabHble JIEKAPCTBEHHbIE PEAKIIUHA B COOTBETCTBHH € MPEANOYTUTEIbHBIMA TEPMHUHAMHA
MedDRA
Hapywenusi co cmoponwl opeana 3penus
Keparut” | 0,6 | 0 | 0,3 | 0
Hapywenusi co cmoponwl OvlxamenbHoUu CUCHeEMbl, OP2AH08 2PYOHOU KIEMKU U CPeOOCMEeHUs.
HocoBoe kpoBoTeUcHME 5,6 0 0,9 0
HuTepcruinanbHas 00J1€3Hb 3,0 0 0 0
JIeTKHX"
Hapywenusi co cmoponwl scenyd0uHo-KUUEYH020 MpaKma
Huapes 46,3 2,4 19,8 0,3
Cromarurt® 28,2 1,8 6,4 0
Hapywenusi co cmoponwl K02icu 1 ROOKONCHBIX MKAHell
Cpimip’ 39,2 0,3 19,0 0
Hap0HI/IXI/I518 36,5 0,9 3,8 0
CyxocTh KOKH® 29,4 0,3 7,3 0
By’ 19,3 0 8,7 0
Anomenust 5,6 0 2,0 0
Curgpom JIAJOHHO- 1,8 0 0 0
TIOJOIITBECHHOM
SPUTPOIU3ECTEINN
['umepnurMeHTaIus Koxu 1,8 0 0 0
Kpanueauma 1,5 0 0,3 0,3
JlabopamopHnule u uncmpymenmanvivle OanHble
[ToBeIIEHNE AKTUBHOCTH 3,3 0,9
KpeatTnH(POChHOKUHAZBI B
KpPOBHU
Y 1nuHeHue nHTepBaa QTCll 0,6 0
Pesynbmamul 1abopamopHuix ucciedosanuil, npeocmasiieHtvle KaKk U3MeHeHue CImeneHu msicecmu no
CTCAE
CHmwkeHHe KOJIMYECTBA 54,0 0 25,4 0
JeHKOIUTOB
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CHmxeHue KOJINYECTBA 47,2 0 | WA ”'_6':'6'“" DATEID "‘d‘,‘SI 50004)
TpomGonuToB*

CHmxeHue KOJINYECTBA 43,8 2,2 14,4 0,9
muMponuToB™

CHmxeHue KOJIMYECTBa 25,6 0,3 10,2 0,3
neitrpodunon*?

[loBbIlICHHE KOHIICHTPALIUU 9,8 0 45 0,3
KpEaTHHHMHA B KPOBH

B nccnenopanun ADAURA Memana npo10IDKUTENEHOCTH UCCIIelyeMOM Tepaliy cocTaBmia 22,5 Mecsria y naueHToB,
MOJTy4aBUINX OCUMEPTUHHO, 1 18,7 Mecsia — B TpymIie miane6o.

L HpI/IBeI[eHBI CBCACHUA O ABJICHHUAX, BOZHUKIIMX Yy [AMUCHTOB, I[IOJIYUYMBIIUX XOTA OBl OIHY 103y

B Ka4UCCTBC paH}:[OMPBPIpOBaHHOﬁ TCparunu.

2 OO0urre TepMUHOJOTHYCCKIE KPUTCPUH HEXKENATEIILHBIX BJICHUH HalmoHaIpHOTO HHCTUTYTA paka, Bepcus 4.0.

3 Bee peaxiyu ObUTH 3 CTETICHH TSHKECTH. JIeTaNbHBIX HCXO0B HE OTMEYEHO.

4 Bkrouaer: KEpaTUT, TOUCUHBIA KEPATHUT, SPO3HsI POTOBUIIBI, SITUTCIHAIBHBIN 1e(HEKT POTOBHIIBL.

>  Brmouaer: WHTEPCTHIIHATBHAS 00JIC3Hb JICTKUX, THCBMOHHT.

6 Brmouaer: CTOMATHUT, U3bSA3BIECHUE MTOJIOCTU PTa.

" Bxmouaer: aKHe, IepMaTUT, aKHS(OPMHBIH JePMATHUT, JICKAPCTBEHHAS CBIITb, IPUTEMA, (POJLTMKYJIHUT, TYCTYJIa, ChIb,
SPUTEMATO3HAsI ChIlb, (OJIMKYJISpHAS ChIllb, FCHEPAIN30BAHHASI ChIlb, MaKyJI€3HAs! ChIlb, MaKyJO-TIayJIe3Has
ChlIIlb, MAITYJI€3HAs Chlllb, 3y IA1IAs1 ChIlb, MYCTYJE3Hasl Chlllb, BE3UKYJISIPHAS ChIIb, SPO3US KOXKH.

8  Brmrouaer: 3a6oneBaHue HOTTEBOTO Joka, WHQEKIMS HOTTEBOTO JIOXa, BOCHAJICHHE HOITEBOTO JIOXKa,
oOecI[BeunBaHWE HOITEH, 3abojieBaHHME HOITEH, MUCTpO(UsS HOrTel, MH(EKIMs HOTTeH, MUTMEHTAIUS HOITEH,
OYIPUCTOCTh HOITECH, TOKCHMUYECKOE IMOPaKCHUE HOITEH, OHUXAJTHS, OHMXOKIA3Ws, OHHUXOJM3UC, OHUXOMAJC3UC,
OHUXOMAJIAIMS U TAPOHUXHUSL.

9

BkirodaeT: cyXxocTh KOXKH, 9K3€Ma, TPEIUHBI Ha KOXKe, KcepoJepMa, KCepo3.

10 Bxnrouaer: 3y/]l BEK, 3y/1, TeHepaIn30BaHHbIH 3y/1.

1 Yacrora yanuaeHust uatepBaia QTcF > 500 mcexk.

12 Otpakaet 4acToTy J1abOpaTOPHBIX OTKIIOHEHHH, & HE YaCTOTYy OTMEUCHHBIX HE)KENATeIbHBIX SBICHUH.

Ta6muua 4. HJIP, ormedenHsie B ucciaenoBannu LAURA!

Kunaccbl cucrem u OcumepTHNO IL1anedo
OpraHoB B COOTBETCTBHH C (N=143) (N=73)
MedDRA
Crenenp Tskecti mo NCI° JIro6as Cremnenp 3 wim JIro6as Crenens 3 wm
crenieHb (%) BoIe (%) crenieHb (%) BoIe (%)
He:xenareibHble JJeKapCTBEHHbIE PEAKIIHHA B COOTBETCTBUU € MPEANOYTHTEILHBIMH TEPMUHAMHA
MedDRA
Hapywenusi co cmoponul opeana 3penus
Keparut® | 0,7 | 0 | 1,4 | 0
Hapywenusi co cmoponul ObixamenbHoU cucmemvl, 0p2an08 2pyOHOU KIemKU U CPedOCmeHUs.
WurepcTunmansHas G0Ne3Hb 8 2,1° 1,4 0
nerkux’
HocoBoe kpoBoTeUeHHE 0,7 0 0 0
Hapywenusi co cmoponul drcenydouHo-KumeyHo20 mpaxkma
Hunapes 36 2,1 14 0
Cromarut® 15 0 4,1 0
Hapywenusi co cmoponbl Koxcu 1 ROOKONCHbIX MKaHell
Chirp’ 36 0,7 19 0
[aponuxus® 23 0 1,4 0
CyX0CTh KOKH® 17 0,7 5 0
3yn’° 13 0 7 0
Asonenus 1,4 0 0 0
Kpanusauia 1,4 0 1,4 0
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.03.2026 N= 4105

Cbon e — 5 - {OCARROBATERGHOETo 0004)
MOAOIIBECHHOM

SPUTPOAU3ECTEINN

'unepnurMeHTanus KOXu 0 0 0 0
MynpTudopMHas 3puTeMa 0 0 0 0
JlabopamopHvle u uncmpymenmanivhvlie OaHHbLE

IToBeIiIcHUE AKTUBHOCTHU 3,5 1,4 0 0
KkpeaTuH(POChHOKNHA3ZBI B

KpPOBH

V uimHenne uaTeppana QTcM 0,7 0

Pesy/zbmambl ﬂa6opam0pnblx MCCJZeOO@aHZ/{ZZ, npe()cmaefzeHHble KAK USMEHEeHUue cmenenu msscecmu no
CTCAE

CHmxeHue KOIWY€ECTBA 70 3,5 40 1,4
uMdOIUTOB™

CHmxenne KOJINYECTBA 66 2,8 24 0
JekonuToB

CHmxeHue KOINY€ECTBA 51 1,4 8 1,4
TpomGonuToB*

CHmxeHue KOINY€ECTBA 42 2,1 15 1,4
Heitrpodunos*?

[loBbIllIcHHE KOHIIEHTPALIUU 19 0 12 0
KpeaTHHHWHA B KpoBu >

B nccnenosannu LAURA MeanaHna npofoDKUTEIbHOCTH HCCIe yeMol Tepanun cocTaBuia 24,0 Mecana y nanueHToB,
NOJTY4aBIIMX OCUMEPTHHHUO, 1 8,3 Mecsiia — y MalMeHToB B TpyIIe 1mianeoo.

HpI/IBe)]eHBI CBCJACHHUA O SABJICHHUAX, BO3HUKIINX y MalyucHTOB, l'[OJ'Iy‘-II/IBH_II/IX KakK MUHUMYM OAHO BBEICHUEC
HCCIIelyeMOU Teparuu.
OO1iMe TepMHUHOJIOTHYECKUE KPUTEPHH HeXKeNaTeNbHbIX siBJIeHni HarrmoHansHOro HHCTUTYTA paka, Bepcust 5.0.
BxuttodaeT: 3po3ust pOroBHIIbL, MUTEIUAIBHbBIN Je(eKT pOroBHIIbI, KEPATUT, TOYCUHBIH KEPATHUT.
BruttouaeT: mHTEpCTUIMAIBHAS O0JIE3HB JIETKUX, THEBMOHUT, OPTaHU3YOIIAsICs ITHEBMOHHMSL.
3apeructpupoBano 1 senenue 5 crenenu Tsoxect o CTCAE (¢ netaabHbIM UCXO0M).
BruttouaeT: u3bsA3BICHUE ITOJIOCTH PTa, CTOMATHT.

BxiirogaeT: akHe, IepMaTUT, aKHE(HOPMHBIH IePMATHT, JICKAPCTBEHHAS ChIITh, 3pUTeMa, (POJUTHKYIIHT, ITYCTYIIa, ChIIb,
SPUTEMATO3HAS CHIITb, (DOJTUKYISIPHAS CHITb, MAKyJIe3Hask CHITb, MAKYJIO-MIAITyJIe3HAs CHIIIb, MTAMyJIe3HAas ChIIb, 3YIAIIast
CBIIIb, MyCTYJIC3HAS CHIlTb, BE3UKYJISIPHAS ChIITh, SPO3HST KOXKH.

BxirogaeT: 3ab0jeBaHME HOTTEBOTO JIOXKa, WH(EKIMSA HOTTEBOTO JIOXKA, BOCMAJCHWE HOTTEBOTO JIOXKa,
oOecI[BeUnBaHUE HOI'TEH, O0Ie3Hb HOI'TEH, AUCTPOQUs HOrTeH, HH(PEKIMSI HOI'TEH, MUTMEHTAIMs HOI'TelH, OyIPHCTOCTD
HOTTEH, TOKCHYECKOE MOPaKEHWEe HOTTEH, OHMXAITHs, OHHXOKJIa3Ws, OHUXOJIU3HC, OHMXOMAIE3HC, OHMXOMAJISINS,
MAPOHUXHSL.

~N o o b~ W

® Brmouaer: CYXOCTB KOXH, 9K3eMa, TPEIIMHBI Ha KOXKe, Kcepoaepma, KCepos.

10 Bxnrouaer: 3y]l BEK, 3y/I.

1 Yacrora yumHenus uaTepsaita QTcF > 500 mcexk.

12 OtpakaeT 4acToTy J1abOpaTOPHBIX OTKIOHEHHH, & HE YaCTOTYy OTMEUCHHBIX HEXKEJIATEIbHBIX SBICHHUM.

13 B uccnenoBanmn LAURA mormyckanoch BKIFOUEHHE TAIMEHTOB ¢ 00Jiee HU3KUM 3HaUCHHEM KIMpeHca KpeaTHHHHA
B kpoBu (< 30 MUI/MHH) Ha CKpUHUHTE 10 CPAaBHEHHUIO C JPYTUMH HCCIICIOBAHUSIMH MPHMEHEHHS OCHUMEPTHHHOA B
pexume MoHoTepanuu (< 50 MJI/MUH), TO3TOMY BEPOSTHOCTh PETHCTPAIIMU U3MEHEHUS! CTEIIEHH TSDKECTH ObLIa BBIIIIE.

Ta6mnuua 5. HJIP, ormeuenssie B uccienoBannu FLAURA!

Kuaccsl cucrem n OcumepTHHHO IIpenapar cpaBHeHuUs -
OpPraHoB B COOTBETCTBHHU (N=279) HHIHOMTOP THPO3UHKHHA3I
¢ MedDRA EGFR (re¢putunué nin
spaorunutd) (N=277)
CreneHb TAXKECTH IO Jlrob6as cremneHp Creness 3 u Jlro0as Crenens 3 u
NCI? (%) Bhiiie (%) crernenb (%) Bhiiie (%)
He:xenaresbHble JJeKapCTBeHHbIE PEAKIMHM B COOTBETCTBUU € MPEANOYTHTEIbHBIMH TEPMUHAMHU
MedDRA
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.03.2026 N= 4105
Hapywenus co cmoponbsl opeana 3penus [(MOCAEOOBATERSHOCTE 0004)

Keparut® | 0,4 | 0 | 14 | 0
Hapywenusi co cmoporvl dvlxamenbHOU CUCmeMbl, OPeAH08 ePYOHOU KIEMKU U CPe0OCmeHUs
HocoBoe kpoBoTeueHHE 6,1 0 51 0
HNutepcTunmansuas 3,9 1,1 2,2 1,4
60JIe3Hb JICTKUX"

Hapywenusi co cmoporwl sceny00uHo-KUUEYH020 MpaKma

Jluapes® 58 2,2 57 2,5
Cromarut® 32 0,7 22 1,1
Hapywenusi co cmoporvl K0dcu 1 ROOKOICHBIX MKAHell

Chirp’ 58 1,1 78 6,9
CyxocTh KOXKH® 36 0,4 36 1,1
Hap0HI/IXI/I$I9 35 0,4 33 0,7
3ya*’ 17 0,4 17 0
Anonenus 7,2 0 13 0
KpanusHuiia 2,2 0,7 0,4 0
Cunapom JIAJJOHHO- 1,4 0 2,5 0
IOJIOIIBEHHOM

SPUTPOIU3ECTEIUU

['mnepnurMeHTaIus Koxu 0,4 0 1,1 0
JlabopamopHnvle u uncmpymenmanvivlie OaHHbLE

VYV nnHenne WHTEpBaja 1,1 0,7

QTCll

[ToBeImIEHE  AKTUBHOCTH 0,4 0,4
kpeaTuH(POCHOKHHA3BI B

KpPOBH

P€3y]lbm(lmbl Jza6opamopnbzx ucczze()oganuﬁ, npe()cmaejzeHHble KAK USMEHEeHUue cmenenu msacecmu no
CTCAE

Cumxenue KOJIMYECTBA 72 0,4 31 0,4
JeikonuToB

Cumxenue KOJINYECTBA 63 5,6 36 4,2
JII/IM(bouI/ITOB12

CHmxenue KOJINYECTBA 51 0,7 12 0,4
TpomGonuTOB*

CHmxenne KOJIMYECTBA 41 3 10 0
Heirpoduiop*?

IToBelIeHNE 8,8 0 6,7 0,4
KOHIICHTPAIMH KpeaTHHUHA

B KPOBH ™2

B nccnenoannun FLAURA MmenmuaHa mpoIoyKUTETIbHOCTH UCCIISyeMOM Teparuu cocTaBmia 16,2 Mecsia y marueHToB,
[OJIYYaBIINX OCUMEPTUHHO, U 11,5 Mecs1eB — B TPYIIIE IIpenapaTa cpaBHeHMs (MHTUOUTOp THPOo3UHKKMHa3sl EGFR).

! [IpuBeneHbI CBEJCHUSI O SBICHUSIX, BO3HUKIINX y MAIMEHTOB, MOJYYUBIIMX XOTS Obl OJHY JI03y OCHMEPTHHHOA B
Ka4yeCTBE PaHIOMU3UPOBAHHON TEparyu.

Oobmrre TepMUHOJIOTHYECKIE KPUTEPUH HEXKENATENbHBIX ABNICHNH HanmoHapHOTO HHCTHTYTA paka, Bepcus 4.0.
BxtiodaeT: 3po3ust pOTOBHIIBL, SMUTEIUATBHBIN Je()EKT POrOBHIIbI, KEPATUT, TOUCUHBII KEPATHT.

Bxurouaer: HHTCPCTUIIUATIbHAA 00JIe3Hb JICTKHUX, TIHCBMOHHUT.

a B~ W N

3apeructpupoBano 1 sernerme 5 creneHn Tsokectd Mo CTCAE (¢ meTanmpHBIM MCXOAOM) B TPYINIE Tperapara
cpaBHeHHs (MHTHONTOP THPO3UHKKHA3EI EGFR).

(o2}

BxurouaeT: n3bsA3BICHNE MOJIOCTH pra, CTOMaTHT.

Bximtouaer: akHe, IepMaTHT, akHE(OPMHBIA IEPMATHUT, JIEKAPCTBEHHAS CHIITb, 3PUTEMA, (DOJUTMKYJIINT, IyCTYJIa, CHIIb,
SpUTEMATO3HASI CBIb, (OIIMKYJISIPHAs CHITb, T€HEPAJM30BaHHAs CHIb, MaKyJe3Has ChIb, MaKyJo-TaIlyJIe3Has
CBIITb, AITyJIE3HAS ChIITb, 3YSIIAs ChIIlb, TyCTYJIE3Has! ChIlb, BE3UKYISIPHAS ChIb, 9PO3HS KOXKH.

BkirouaeT: cyxocTh KOXH, 9K3eMa, TPEIIMHBI Ha KOXKe, KCepoaepMa, KCepos.

Brurouaer: 3a0oneBaHWE HOTTEBOTO JIOKa, WH(QEKIMS HOTTEBOTO JIOXKA, BOCIAJICHWE HOTTEBOTO JIOXKa,
oOecriBeunBaHe HOTTEH, 3a0o0jeBaHMEe HOTTEH, mucTpodus HorTed, MH(EKIWs HOTTeH, NMUTMEHTAINS HOTTEH,
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 03.03.2026 N= 4105

OYTPUCTOCTh HOTTEH, TOKCHUYECKOE MOpaKCHUE HOTTEH, OHMXAJTHS, I&HXOKEE?;H" %'HHIEQJ:MH ‘OQP;I)-(EI\AJ;@%&

OHUXOMAJISIHS, TAPOHUXHUS.
10 Brmouaer: 3y] BEK, 3y]l, [CHEPATH30BaHHBIH 3Y/I.

11 Yacrora yaymuenust uaTepBaia QTCF > 500 mcek.

12 OtpaxkaeT 4acToTy Ja0OpaTOPHBIX OTKJIOHEHHH, a HE YaCTOTY OTMEUCHHBIX HEXKENAaTeIbHBIX SBICHUIL.

Ta6mnuma 6. HJIP, ormedeHHbie B nccienoBannu FLAURA 2!

Kaaccsl cucrem n OcumepTHHNO OcumepTHHNO
OPTaHOB B COOTBETCTBUH B KOMOMHAIUH C (N=275)
¢ MedDRA XUMHOTepanuei

neMeTpeKcea0M U NpenapaTamMmu
miaatuabl (N=276)
CTenenn TSIZKECTH 110 JIro0as crenens | Creneun 3 unu | JlrobOasg crenens | Crenens 3 win
NCI? (%) Boile (%) (%) Boimie (%)
HexenaTeabHble JIEKAPCTBEHHbIE PeaKIMU B COOTBETCTBUHU € MPEINOYTUTEIHLHBIMUA TEPMUHAMHU
MedDRA

Hapywenus co cmoponsi opeana 3penus

Keparut® | 0,7 | 0 | 0 | 0
Hapywenusi co cmoponvl dvlxamenbHOU CUCmeEMbl, OP2aH08 SPYOHOU KIEMKU U CPeOOCmEeHUs
HocoBoe kpoBoTeUeHHE 7 0,4 7 0
WuTepcTuinanbHas 3,3 0,7° 3,6 1,8°
60JIe3Hb JIETKUX"

Hapywenust co cmoponul siceny0ouHo-Kumeuno2o0 mpakma

Hnapes 43 2,9 41 0,4
Cromarut® 31 0,4 21 0,4
Hapywenust co cmoporvl K0dcu U ROOKOICHBIX MKAHell

Cpinn’ 49 25 44 1,5
TlapoHuXus® 27 0,7 32 0,4
CyXOCTbh KOXKHI® 24 0 31 0
AJtorrenyst 9 0 5 0
3y1110 8 0 11 0
Cunapom JIaJIOHHO- 5 0 3,3 0
TIOJOIITBECHHOM

IPHUTPOIU3ECTEIUH

I'unepuurMeHTanms KOXH 2,5 0 1,1 0
KpanusHuiia 1,4 0,4 15 0
MynbTudopMHas IpUTEMa 14 0,7 0,4 0
JlabopamopHvle u uncmpymMenmanvivie OaHHbLE

[ToBblllleHWE  AKTUBHOCTH 3,3 1,1 3,3 0
kpeatnH(POC(HOKMHA3EI B

KpPOBH

V uinHenne WHTEpBaja 1,8 1,8

QTCll

Pesynvmamul nabopamopHuix ucciedosanuti, npeocmasieHtble KaKk UsMeHeHue CmeneHy maicecmu no
CTCAE

CHmxeHue KOJIHMYECTBA 88 20 53 3,3
neiKkoruToB

CHmxeHre KOJIMYeCcTBa 85 16 44 1,8
Tp0M60LII/IT0B12

CHmxeHre KOJHMYeCTBa 85 36 40 4,7
Heitrpodunop*?

CHmxeHre KOJHMYeCTBa 78 16 55 7
J'II/IM(l)OI_II/ITOBlZ

IToBwImcHME 22 0,4 8 0
KOHIIEHTpAIMN KpeaTHHHUHA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
oT 03.03.2026 N= 4105
|[i'il:l-,. TEQOBAT t}:] HERCOCTE G:Eﬁ]

| B kpoBu™

B wuccrenoanmun FLAURA 2 meamaHa TpOAOIDKUTETHHOCTH HCCICAYeMOW Tepamuu cocTaBmwia 22,3 Mecsma y
TMAIMEHTOB, MOJIYYaBIIMX OCUMEPTUHHO B KOMOMHAIIMY C XUMHUOTEpANel IEMETPEKCEIOM 1 TperapaTaMu TUIaTHHBI, 1
19,3 Mecsiiia — y MaMeHToB B IPYIIIE MOHOTEPAITUH OCUMEPTHHHOOM.

! TlpuBenensl cBeneHMs O SBJIEHUSX, BO3HMKIIMX Y TAlMEHTOB, MOJYYMBLIMX XOTS ObI OJHY /03y B KauecTBE
paH):[OMI/IBI/IPOBaHHOI/I TEeparuu.

OOmmme TepMHUHOJIOTHYECKUE KPUTEPHH HeXKeNlaTebHbIX sBJIeHNH HarroHansHOro HHCTUTYTA paka, Bepeust 5.0.
BxuttodaeT: 3po3ust pOrOBHIIBL, SITUTEINAIBHBIN 1e(eKT POrOBHIIbI, KEPATUT, TOUCUHBIH KEPATHT.

BruttouaeT: mHTEpCTUIMATBHAS O0JIE3HB JIETKUX, THEBMOHUT, OPTaHU3YIOIIAsICS ITHEBMOHHS.

3apeructpuposano | sBienne 5 crenenu Tspkecty o CTCAE (neransnoe).

BxuttodaeT: M3b3BICHUE MTOJIOCTH PTa, CTOMATHT.

BxuttouaeT: akHe, NepMaTUT, akHe(OPMHBIN IEpPMATHT, JIEKAPCTBEHHAS CHIMb, 3pUTeMa, (DOJUTHKYIINT, ITyCTYJIa, ChIIb,
SPUTEMATO3HAS CHIITb, (DOJUTMKYJISIPHAS CHITb, MAKYJIE3HASI CHINTb, MaKYJI0-TIANyJI€3Has ChIIb, AIyJIe3Hasl ChITb, 3yAsIIast
CBIITb, MYCTYJIE3HAs CHIIb, BE3UKYJIAPHAS ChIITb, 9PO3US KOXKH.

8 Bkmouyaer: 3a0oneBaHMEe HOTTEBOTO JIOKa, HMHQEKIMS HOTTEBOTO JIOka, BOCHANEHHE HOTTEBOTO JIOKa,
oOecliBeurBaHue HOI'TeH, 00JI€3Hb HOTTEH, MUCTpodus HOrTeH, MH(EKIM HOTTeH, MUIMEHTAaIUs HOTTeH, OyrpucTocTh
HOTTEH, TOKCHMYECKOE IMOpaKEHWE HOTTEH, OHMXAJITHs, OHWXOKNA3Us, OHUXOJIWU3UC, OHUXOMAJE3UC, OHMXOMAJISIINS,
TIAPOHUXUSL.

®  BkIoyaeT: CyXoCTh KOXKH, 9K3eMa, TPELIMHbI Ha KOKeE, KCEepoepMa, KCepo3.

10 BkmiowaeT: 3y Bek, 3y

11 Yacrora yamnenus untepsana QTcF > 500 mcek.

12 OrpaskaeT yacTOTy 1a60PATOPHBIX OTKIOHEHH, a HE YACTOTY OTMEYEHHBIX HEKENaTebHBIX SBICHHUIA.

~N o 0o B~ W

Ta6muua 7. HJIP, ormedennsie B ncciaenoBannun AURA 31

Kuaacesl cucrem n OcumepTHHNO Xumuorepanus
OPraHoOB B COOTBETCTBUH 0011as1 YacTOTA (memeTpekcen/IMCIIATHH UJIH
¢ MedDRA (N=279) neMeTpeKcea/KapoonaTuH)
o6mas yacrora (N=136)
CreneHb TAKeCTH MO Jlro6as crenenp | Crenens 3w | Jlrobas cTenenp Crenens 3 u
NCI? (%) Boime (%) (%) Boime (%)

He:xesaTeabHble JIeKaApCTBEHHbIE PEAKIUU B COOTBETCTBUM € MPEANOYTUTEIbHBIMUA TEPMUHAMU
MedDRA
Hapywenus co cmoponsl opeana 3perus

Kepatut® | 1,1 | 0 | 0,7 | 0
Hapywenusi co cmoponwl dvlxamenbHou CUCHEMbl, OP2AH08 2PYOHOU KIEMKU U CPeOOCMEeHUs.
HocoBoe kpoBoTEUCHME 54 0 15 0
WuTepcTuiinanbHas 3,6 0,4 0,7 0,7
00JIe3HB Jerkux">

Hapywenusi co cmoponwl sceny00uHo-KUUeyH020 mpaKma

Huapes 41 1,1 11 15
Cromarurt® 19 0 15 15
Hapywenusi co cmoponul Koicu 1 NOOKONCHBIX MKaHell

Crpimip’ 34 0,7 5,9 0
CyxocTh KOKH® 23 0 4.4 0
HapOHI/IXH;[9 22 0 1,5 0
Byt 13 0 51 0
Anomenust 3,6 0 2,9 0
Kpanueauma 2,5 0 1,5 0
Cunzapom JIaJIOHHO- 1,8 0 0,7 0
HOIOIIBEHHOMI

SPUTPOIN3ECTE3NN

['unepnurMeHTanus KOXH 0,4 0 3,7 0
JlabopamopHnuie u uncmpymenmanvhvlie OaHHbLE

V nimHeHne WHTEpBaja 1,4 0

QTCll

IloBBIIICHHE  aKTHBHOCTH 0,7 0,7
KpeaTuH(POCHOKHHA3El B
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 03.03.2026 N= 4105

KpoBH | |[i'iCI-,. TEEQOBATENEROCTE0004)
Peszynomamul 1abopamoprvix ucciedo8anull, npedCmasieHHble KaK USMEHEeHUe CIeneHy majicecmu no
CTCAE

CHmxeHue KOJIMYECTBA 61 1,1 75 53
JEHKOIHTOB

CHmxeHue KOJUYECTBa 46 0,7 48 7,4
tpomGonuToB*

CHmxeHue KOJIHYEeCTBa 27 2,2 49 12
Heitrpodunop*?

IToBeicHUE 6,5 0 9,2 0
KOHIIEHTPAIMH KpeaTHHHHA

B KPOBH ™

B uccnenosanuu AURA 3 MeauaHa MpOJOJIKUTCIIBHOCTHU PICCJ'IeI[yeMOﬁ TEpalrn CoCTaBujia 8,1 Mecsdla 'y nanueHToB,
oJTydaBHIMX OCI/IMepTI/IHI/I6, u 4,2 MECslla — B I'PYIIIC XUMUOTEpAIInuu.

HpI/IBe)I[EHI)I CBCJICHUA O SBJICHUAX, BO3HUKIIUX Yy MAIMUCHTOB, IMOJYYMBHINX XOTA OBI OIHY O03y B Ka4Y€CTBEC

paHZ[OMI/ISI/IpOBaHHOI/I TCparunu.

~N o 0o b~ W

OO0urre TepMUHOJIOTHYCCKIE KPUTSPUN HEKENIATSIILHBIX BJICHUH HarmoHamsHOro HHCTHTYTA paka, Bepcus 4.0.
BritrouaeT: 3po3usi pOrOBHUIIbI, SMUTEIHATBHBIN 1e()EKT POTOBHIIBI, KEPATUT, TOUCUHBINA KEPATHUT.

BrtrouaeT: MHTEpCTUITHATIBHAS 00JIC3HD JICTKUX, THEBMOHHT.

Bapeructpuposano 1 seienue 5 crenenn TsokecTd Mo CTCAE (¢ eTalbHBIM HCXOIOM).

BxiirodaeT: U3bs3BICHHE MOJIOCTH PTA, CTOMATHT.

Bxirouaet: akHe, JepMaTUT, akKHE(OPMHBIA AepMaTUT, IpUTeMa, (POJUTUKYIIUT, MyCTYJIa, ChIb, 3PUTEMATO3HAS ChIIb,
TeHePaIN30BaHHAs ChIllb, MAKYJIE3HAs ChIlb, MAKYJIO-TIAITyJIE3HAS ChIIlb, MAITyJIE3HAas ChIIlb, TyCTYJIE3HAs ChIIb.
BxiirodaeT: CyXoCcTh KOXKH, 9K3eMa, TPEIIUHBI Ha KOXKE, KCepo3.

BxitouaeT: 3a00j€BaHHMS HOITEBOIO JIO)KAa, BOCMAJCHHE HOITEBOTO JIOKA, OOJIE3HEHHOCThH HOTTEBOIO JIOXKa,
U3MEHEHHEe IIBeTa HOITeW, 3a0oJjeBaHMsl HOTTEH, MUCTpodus HOrTed, WHQEKUIUs HOrTed, OyrpucToCcTh HOTTEH,
OHUXAJITHsI, OHUXOKJIa3Usl, OHUXOJIM3KUC, OHUXOMAJIC3HC, TAPOHUXHSL.

10 Bynrouaer: 3y]l BEK, 3y, TeHepaIn30BaHHbIH 3y/1.

1 Yacrora ynauaeHus uatepsana QTcF > 500 mcek.
12 Otpakaet 4acToTy J1abOpaTOPHBIX OTKIOHEHH, 8 HE YACTOTY OTMEUEHHBIX HEXKEJIATEIbHBIX SBICHUN.

[Tpoduns 6e3onacHocTr B uccneaoBanusx Il ¢pazsr AURAex u AURA 2, B 11e10M, COOTBETCTBOBA
npoduIro 0e30MacHOCTH y TMAIMEHTOB, TMOJyYaBIIMX OCUMepTHHUO B ucciaegoBanuu AURA 3.
HoBbIX WIIM HEOXKUAAHHBIX TIPOSIBICHUI TOKCHYHOCTH OTMe4eHO He Ob110, 1 HP ObLn comocTaBuMBI
0 TUIY, TSDKECTH U YaCTOTE.

OnuncaHue OTACIBHBIX HEXEIATEIbHBIX peaKIIni

Hzmenenue cemamonocuveckux noxazameietl

CHmxeHue MeauaHbl KOJIMYECTBA JICHKOIMTOB, JUM(OIUTOB, HEUTPOPHUIOB U TPOMOOLUTOB
OTMEYAJIOCh BCKOpEe TMOCJe Hayajla TMpueMa OCHUMEpTHHHOa; ToKa3aTeld CO BPEMEHEM
CTaOWJIM3UPOBANIUCh, U OCTABAJUCh BBIIIE HWKHEW TpaHUIIBI HOPMAIbHBIX 3HadeHWHd. bbuin
OTMEUEHBbl  HEXKeNaTelbHbIE  SBIEHUS:  JIGHKONEHHs, JTUMQOINEHUs, HEUTPONeHUus U
TPOMOOIIMTONEHUS, KOTOPbIE, B OCHOBHOM, ObUIM JIETKOW WM CpeJHEH CTEeNEeHH TSDKECTH U He
MIPUBOJIMIIM K IPUOCTAHOBKE TEPAIIUU.

Yonunenue unmepsana QTcC

M3 1813 nanueHToB, moay4yaBmux ocuMepTHHUO 80 MI' B KaueCcTBE MOHOTEPAIUH B UCCIIEIOBAHUAX
ADAURA, FLAURA, FLAURA 2 u AURA, y 20 (1,1 %) maiueHToB ObLIO OTMEUCHO 3HAYCHHUE
unrepsana QTc 6onee 500 mcek, a'y 78 (4,3 %) narueHToB 3HaueHUe UHTepBana QTC yBeaIHMIHIOCh
6osiee ueM Ha 60 Mcek OT McXonHOro 3HadyeHus. [lo naHHBIM (papMaKOKMHETHUECKOTO aHalu3a,
npeanonaraeTcs yBenuueHue uHTepBaga QTC npu yBeldMYeHMHM KOHLEHTpalMM Ipenapara.
Hapymenuii cepieyHoro puTMa, CBA3aHHBIX C yJUIMHEHUWEM uHTepBana QTC, B MccienoBaHUSAX
FLAURA, FLAURA2, AURA, LAURA u ADAURA He otmeueHo (cM. pasaen 4.4).
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Oco0ble rpyIinbl NALMEHTOB

ﬂuua NOJ2HCUTIOCO 80o3pacma

B uccinenoBanusix ADAURA, FLAURA, FLAURA 2 u AURA (MoHOTepamnusi OCUMEPTHHUOOM,
N=1813) 42 % narmenToB ObLIM B Bo3pacTe 65 yieT u crapiie u 11 % Obutn B Bo3pacte 75 jer u
crapiie. Y TamueHTOB B BO3pAcTe 65 JIeT W cTapiie, 1Mo CPAaBHEHHUIO C MAIeHTaMH B BO3PACTE 10
65 neT, wamie Habmromanuck HP, mpuBoauBIINe K MI3MEHEHHUIO peXUMa TI03UPOBAHUS (IPHOCTAHOBKA
Tepanuu Wi orMeHa mpermapata) (14 % u 10 % coorBerctBenno). Tunbl HP B 3aBucumoctu ot
BO3pacTa He OTJIMYAIHNCh. Y MAIMEHTOB 00Jee MOKMIOro BO3pacTa yalle OTMEYAINCh PEakiuH 3
CTENEHU TSHKECTU W BBINIE, MO CPAaBHEHUIO C MalMeHTamMu Oojsiee Monogoro Bospacta (11 % mo
cpaBHeHHIO ¢ 9 %). DddekTuBHOCTH Tepanuu B rPyIIe MAMEHTOB 00JIee MOKUIIOT0 BO3pacTa He
OTJIMYAJIACh OT TAKOBOH y 00JIee MOJIOIBIX MAIIEHTOB.

Co00I1IIeHHE 0 TTOI03PEBAEMBIX HEXKEIATEIbHBIX PEAKIIUIX

BaxHo coo0mare O MOJO3PEBAaEMBbIX HEKEJATENIbHBIX PEAKUUAX MOCIE€  PErucTpalyu
JIEKapCTBEHHOI'0 Mpemnapara ¢ IeNbl0 OOEeCreueHUs: HENpephbIBHOIO MOHUTOPHHIA OTHOIIEHHUS
«I0JIb3a — PHUCK» JIEKApCTBEHHOIO Ipenapara. MeAMIUHCKUM pabOTHHKaM pPEKOMEH]YeTCs
co00IIaTh O JHOBIX M003PEBAEMBIX HEXKEIATEIbHBIX PEAKIMAX JEKAPCTBEHHOTO IIpenapara 4epes
HalITMOHAJIbHBIE CHUCTEMBI COO6I].[GHI/I${ 0 HCEXKCIIATCIIBHBIX PCaKOUAX TIoCydapCTB — YIJIICHOB
EBpa3uiickoro s5KOHOMHUYECKOTO COH03a:

Poccniickas @enepanns

denepanpHas ciyx0a 1Mo Haa30py B chepe 3apaBOOXpaHEHUS

Anpec: 109012, r. MockBa, CiiaBsHCKas TUIOIIA b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

Dnekrponnas moura: pharm@roszdravnadzor.gov.ru wium npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

Pecny6nuka Kazaxcran

PecniyOnukanckoe ToCyIapCcTBEHHOE MPEANPHUATHE Ha IpaBe  XO3SHUCTBEHHOT'O  BEIICHUS
«HarmmonanbHbli L{eHTp SKCIIepTH3BI IEKAPCTBEHHBIX CPEACTB U MEIUITMHCKHUX U3nenuiny Komurera
MEJIMIIMHCKOTO U (hapMaIeBTUYECKOT0 KOHTPOJIss MHHHCTEpCTBa 3/paBooXpaHeHus PecryOiuku
Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. manosa, 13 (BIl «Hypcayner 2»)
Tenedon: +7 7172 23 51 35, +7 7172 78 98 90

DOnektponnas nmoura: farm@dari.kz, pdic@dari.kz

Caiit: www.ndda.kz

Pecniy6nmka benapych

Pecny6nukanckoe yHuTapHoe npeanpustie «L{eHTp skcnepTu3 u UCIBITaHUM B 3/{paBOOXPaHEHUM»
Anpec: 220037, r. MuHck, nep. ToBapuiueckuii, 2a

Tenedon: +375 17 231 85 14, +375 17 354 53 53

DnekTpoHHas moura: rceth@rceth.by

Caiir: www.rceth.by
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Pecniy6nuka Apmenust

«Hay4yHBI1 LEHTpP OJKCHEPTU3bl JIEKAPCTB W MEIUUMHCKMX TEXHOJIOTMM MM. akKaJeMHuKa
3. N'abpuensHay

Anpec: 0051, r. EpeBan, np. Komuraca 49/5
Tenedon: +374 60 83 00 73, +374 10 20 05 05
OnektponHas nouta: info@ampra.am

Caiit: www.pharm.am

Keipreizckasa Pecriybnuka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB W MEIUUMHCKUX M3Jenud Ipu  MuHHCTEpCTBE
3npaBooxpaneHust Keiproizckoit Pecriyonuku

Anpec: 720044, r. bumkek, yn. 3-a Jlunus, 25
Tenedon: 0800 800 26 26, +996 312 21 92 86
OnektponHas nmouta: pharm@dlsmi.kg

Caiir: www.dlIsmi.kg
4.9. Tlepeno3upoBka

CHUMIITOMBIL

B ximmHM4eckux HUCCIICOOBAHUAX OCI/IMepTI/IHI/I6a OrpaHMYCHHOC KOJIMYECTBO MAMCHTOB ITOJIyYaiu
mpenapar B CyTOUYHBIX j03ax J0 240 Mr, TIpu 3TOM HE OBUIO BBISBICHO JI030JUMHUTHPYIOMICH
TOKCUYHOCTH. Y MAlMEHTOB, MOTYYaBIIUX B 3TUX UCCIIEJOBAHUSIX OCUMEPTUHUO B CYyTOUYHBIX J103aX
160 mr u 240 wmr, HaOIIOJATOCH TOBBIIICHUE YaCTOThI M TSDKECTH HEKOTOPHIX THITHYHBIX
HEXeJaTeIbHBIX SBJICHUH, CBA3aHHBIX ¢ MHTHOMpoBaHueM EGFR (B ocHOBHOM, nuapen u KOXKHOMH
CBITIH), TI0 CPAaBHEHUIO ¢ 10301 80 mT.

Jleuenue

Crenuguyeckoe JiedyeHre mnepeno3upoBku mpenaparom OcumeptuHuO-IIlpomomen OTCyTCTBYeT.
[Ipu momo3peHun Ha nepeno3upoBKy mpemnapatom OcumeptunuO-IIpomomen ciemyeT npoBOAUTH
oO11ue Mo/Iep>KUBAIOIINE MEPOIIPUITUS U CUMITOMAaTHYECKYIO TEPAIHUIO.

5. DPAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. apmakoguHAMHUYECKHE CBOHCTBA

dapmakoTrepaneBTHYECKasi TPYIA: MPOTHBOOIYXOJIEBbIE CPEICTBA;, HMHTUOUTOPHI MPOTCHHKUHA3;
HHTHOMTOPHI THPO3UHKHUHA3EI PELEnTOpa duaepManbHoro ¢gakropa pocra (EGFR).

Kon ATX: LO1EBO4.

MexaHn3M neicTBUSA

OcuMepTUHUO  SABISETCS HUHTUOMTOPOM THUPO3MHKHHA3Bl. OTO HEOOpPAaTUMBIH HHTHOUTOP
tupo3unknHasel EGFR, a¢dextuBHbIi Mpu Hanuuuu ceHcuOMm3upyroumx myranuii rena EGFR u
myTtaiuu T790M, cBsI3aHHOM ¢ pa3BUTHEM PE3UCTEHTHOCTH K MHTMOUTOPAaM THPO3UHKHHA3HI.

dapmakoanHamMudeckue 3pdEKTHI

B wuccnenoBanmsax in VIitro ObIIO MPOAEMOHCTPHPOBAHO, YTO OCUMEPTHHUO 00JagaeT BBHICOKOW
aKTUBHOCTBIO U MHTMOUPYIOIKM JeiicTBueM B oTHomeHnn EGFR Bo Bcex KIMHMYECKH 3HAYMMBIX
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pesucrentHOCTH T790M (Kaxkyiiuecs moiaymMakcuMmanbHble HHrHOUpYyromue koHuentpaun (1Cso)
654 Hmoyp 1Mo OTHOWHICHHIO K (ocopuupoBanHomy EGFR). Dto npuBomur k nogaBieHHIO
KJIETOYHOT'O POCTa, IPU STOM 3HAUUTEIbHO MEHbIIAs AaKTHBHOCTh HAOIIOAAETCS B OTHOLIEHUH
KJICTOYHBIX JUHHUA, uMeromux aukuid tun EGFR (kaxyumecs 1Cso 480 amons — 1,9 Mkmonb 1o
oTHOIICHUIO K (ochopuiupoBanaomy EGFR). In vivo mnepopasibHblii NpueM OCHMEPTUHHOA
COITPOBOKJAETCS] YMEHBIIIEHHEM pa3Mepa OITyXoJ Kak B kceHorpadgrax HMPJI ¢ akTuBHpyrOmumMu
myTtaiusmu EGFR u mytarmmeid T790M, Tak 1 B MOZIENSX OIyXOJIEH JIETKOTO y TPAHCTCHHBIX MBIIIEH.

5.2. ®apMaKkOKHHETHYECKHE CBOHCTBA

[TapameTpsl (hapMaKOKMHETHKH OCHMEPTUHHOA ONpPENENSUINCh Y 3I0POBBIX JTOOPOBOJBIECB H
nanueHToB ¢ HMPJL. Tlo pe3ynbraraMm aHanuza monmyJasiiuOHHON (apMaKOKMHETUKH KaXyLIUNCS
MJIa3MEHHBIA KIUPEHC OCUMEpPTHHUOA cocTaBisieT 14,3 j1/dac, KaKyuiicss 00beM pacrpeeieHus —
918 n1 u mnepuon mnonyBbiBeAeHUS — mnpuMmepHo 44 yaca. PapMakOKMHETHKA y MAIUEHTOB,
MOJIy4aBIIMX OCUMEPTUHUO B KOMOHMHAIMM C XHMHOTEpanued MeMETPeKCea0M M IpenaparaMu
IUIATUHBI, CXOJHAa ¢ (PapMaKOKMHETHKOW y MAIMEeHTOB, MOJy4YaBIIMX OCUMEPTUHUO B KauecTBe
MoHotepamuu. 3HaueHUss AUC u Cmax YBEIHMYMBAIUCH MPOTOPIMOHATBHO TPHHITOH J03€¢ B
nuanaszone 7103 oT 20 mr 10 240 mr. [Ipuem ocumepTrHrOa OJTMH pa3 B CYTKH KaXIblil A€Hb MPUBOAUT
K IpUOIM3UTENBHO TPEXKPATHOMY HAKOIUIEHUIO C JOCTH)KEHUEM PaBHOBECHOT'O COCTOSTHUSA K 15 mHIO
npuemMa. B paBHOBECHOM COCTOSIHMM IIJIa3MEHHBIE KOHIIEHTpAIMM OOBIYHO MOAJIEPKUBAIUCH B
1,6-kpaTHOM JTMana30HE B TeUeHUE 24-9aCOBOT'0 MEKI030BOTO HHTEPBAIIA.

AOcopOrus

[Tocme mnpuemMa BHYTPh MeEJAWAHA BPEMEHH JIOCTMDKCHUS MAaKCUMAIBHOH  KOHIICHTpPAIUN
ocumeptuHUOa B miasme (Min-max) tmax cocraBisier 6 (3—24) yacoB, a y HEKOTOPHIX MAIMEHTOB
MaKCUMaJIbHbIe KOHICHTPAIIMW JIOCTUTAJINCh B TEUeHHE TEpBBIX 24 4YacoB. AOCONIOTHAs
ouogoctynHocTh ocuMeptuHuba coctaBiasier 70 % (90 % noseputenbHblii uHTepBan ([AN)
67—73). CornacHO MaHHBIM KIMHUYECKOTO (PApMaKOKWHETHYECKOTO HCCIEIOBAHUS y TAIMECHTOB,
MOJTyYaBIIUX OCUMEPTHHHUO B j03¢ 80 Mr, MpHeM MUINKA HE OKa3bIBaeT KIMHHYECKH 3HAYUMOTO
BJIMSHUS Ha OuogoctynHocTh ocuMeptuan6a (AUC mosbimaercs Ha 6 % (90 % U 5-19), a Cmax
noHmxkaercs Ha 7 % (90 % AU 19-6)). V 310poBeIX 100pOBOJIBIEB MOBBIIeHUE PH kKemya04HOoro
COKa 3a CUeT MmpuemMa OMenpasolia B TEYCHUE 5 JHEH He BJIMSIO HA DKCIIO3UIUI0 OCHUMEPTHHUOA,
npunsatoro B Gopme tadbnaetku 80 mr (AUC u Cmax yBemuumiuch Ha 7 % u 2 % COOTBETCTBEHHO), a
90 % JIW my1st COOTHOIICHUSI SKCIIO3UIIMN YKIIaapiBasics B rpaHutisl 80—125 %.

Pacopenenenue

[To naHHBIM MOMYJISIIUOHHOTO aHaIW3a, CPETHUI 00BEM pacrpeiesieHHs] B PABHOBECHOM COCTOSIHUU
(Vss/F) ocumeptrnunba coctaBisier 918 j1, 4TO CBHIAETENBLCTBYET O 3HAUYUTEIBHOM PacIpeICiCHUH B
TKaHsX. CBsI3b OCHMEPTUHHOA ¢ OeKaMK IIa3Mbl MO JaHHBIM HCCICIOBaHMi IN VItro cocrasiser
94,7 %. bbpuio moka3aHo, 4TO OCUMEPTUHUO TaKKe MOXET 00pa3OBHIBATh KOBAJIEHTHYIO CBS3b C
OenmKkaMy IIa3Mbl KPBICHI U YEJIOBEKA, CHIBOPOTOYHBIM allbOYMHHOM YeNIOBEKa U TernaToLUTaMu
KPBICHI U YEJIOBEKA.

EI/IOTDaHCd)ODMaI_[I/IH

HccnenoBanus N Vitro mokasanu, 4To OCHMEPTHHHO METabOIH3HPYETCsl, MPEUMYILIECTBEHHO,
uzodepmentamu nuroxpoma CYP3A4 u CYP3AS. B uccrnenoBanusx in Vitro Ha JOKIHHHYECKUX
MOJIEJIAX U MPH NEPOpaIbHOM MpUeMe OCUMEPTUHUOA y uesloBeka B I1a3Me OblITM OOHapYKEHBbI /1Ba
¢dapmakosornyecku akTHBHbIX MeTabonuta: AZ7550 m AZ5104; AZ7550 mponeMOoHCTpUpoBal
CXOJIHBIA ¢ OCUMEpPTHHHOOM (apmakonoruueckuii npoduib, B To Bpems kak AZ5104 obnaman
OoJIbLIIel aKTUBHOCTBIO TI0 OTHOILIICHHIO KaK K MyTHUPOBAaHHOMY, Tak M kK tukomy tuny EGFR.

O6a meTabonuTa MeAIEHHO MOSIBIISIFOTCS B IJ1a3Me KPOBHU MAIIMEHTOB MOCIE TPHeMa OCUMEPTUHHUOA,
u Meauana (Mmin-max) tmax coctasisiet 24 (4—72) u 24 (6—72) yaca COOTBETCTBEHHO. B 11a3me KpoBH
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HEU3MEHEHHBIN ocumepTuHuO cocrasiser 0,8 %, a JBa ero MQ%@M S’Ug@ﬂlﬁﬁ)%%;/ﬁ' 881';'1 fi

pPalMOaKTUBHOCTH, MPH 3TOM OCHOBHAS JIOJI PaAMOAKTHMBHOCTH KOBAJIEHTHO CBsi3aHa ¢ Oenkamu
wia3mel kpoBu. Cpennee reomerpudeckoe skcnosunumun AZ5104 u AZ7550 na ocmoBe AUC
coctaBmiio mpuMepHo 10 % oT 3KCIO3UIMKU OCUMEPTHHIOA B PABHOBECHOM COCTOSHHHM JJISI KaXKJJ0T'0
MeTaboHTA.

OCHOBHBIM MyTeM MeTa0oJiu3Ma OCUMEpPTHHUOA SIBJISETCS OKHUCICHHE U JACalIKIIMpoBaHue. B
oOpa3iax MO4YHM U KaJia 4eJIoBeKa ObLIO 0OHAPYKEHO HEe MeHee 12 coeIMHEeHUH, TIPH 3TOM Ha JOJII0 5
coeanHeHUH npuxoautcst 6onee 1 % TpUHATON J03BI, U3 KOTOPHIX HEM3MEHEHHBIH OCHMEPTHHHO,
AZ5104 u AZ7550 cocraBmsitor ipubmm3uTesbHo 1,9 %, 6,6 % u 2,7 % 1036l COOTBETCTBEHHO, B TO
BpeMmst Kak aaayKT rucrenHmia (M21) u neusBectHblil MeTabonut (M25) cocrasisitor 1,5 % u 1,9 %
JI03bI COOTBETCTBEHHO.

[To pe3ysnpraTaM uccieqoBaHHid IN VILr0 oCUMEPTHHUO B KIMHUYECKU 3HAYMMBIX KOHIICHTPAIIHUSX
SBIISIETCSI KOHKYpEHTHBIM HHrHOuTOpoM m3odepmenta CYP3A4/5, no e CYP1A2, 2A6, 2B6, 2C8,
2C9, 2C19, 2D6 u 2E1. CornacHo JaHHBIM HCCIEIOBaHUM IN VItr0, OCUMEPTHHUO B KIMHUYECKU
3HaYMMBIX KoHIeHTparmsx He noaasisier UGT1AL u UGT2B7 B neuenn. Bo3moxHO mogaBieHne
aktuBHOCTH UGT1AL B KHIIIeYHNKE, OJHAKO KIIMHUYECKOE 3HAYCHHE ITOTO MPOoIlecca HEM3BECTHO.

DauMHHALIS

[Tocne ogHOKpAaTHOTO MpHUEeMa OCUMEPTHHIOA BHYTPH B 103¢€ 20 MT, 67,8 % 103BI BHIBOIUIOCH Yepe3
kumeunuk (1,2 % B BuAe HEM3MEHEHHOTro BeriecTBa), a 14,2 % mpunstoi no3sl (0,8 % B BUIE
HEW3MEHEHHOTO BEIECTBA) OMPEAEISIOCh B MOYE MMOcie cOopa 00pa3ioB MOUH B TeUeHHE 84 THEH.
[Tpumepno 2 % ocumepTHHNOA BRIBOAUTCS B HeM3MeHeHHOM Buje — 0,8 % nmoukamu u 1,2 % — gepes
KHIIICYHHK.

BsaumoelicTBYsI ¢ TPAaHCIOPTHBIMH O€JIKAMHU

HccnemnoBanust in Vitro mokasanauw, 4to ocuMepTHHHO He sBisercs cyocrparom OATPIBI1 u
OATPI1B3. In vitro ocuiMepTHHUO B KIMHHYCCKH 3HAYMMBIX KOHIICHTpAIMIX HE HHruoupyer P-gp,
OATI1, OAT3, OATPIBI1, OATP1B3, MATEIL, OCT2 u MATE2K.

Brusaue ocumeptununba Ha P-gp u BCRP

ITo pesyabpratam mcciaeaoBaHuii in Vitro ocumeprunu® sBisiercs cyocrparom P-gp u BCRP, HO
MaJIOBEPOSITHO, YTO OCHMEPTUHHO B KIMHHYECKH 3HAYUMBIX [103aX BCTYNACT B KIMHUYECKU
3HaYMMOE JIEKAPCTBEHHOE B3aMMOJICHCTBHE C aKTUBHBIMU BelecTBamMu. [10 TaHHBIM MCCeI0BaHUN
in vitro ocumeptunu6 sBasiercs uaruounropom BCRP (cMm. pasaen 4.5).

Oco0Oble T'PpYHOIIBI MAalIMCHTOB

B anaimzax momyssimuoHHON (apMakokuHETHKHA (N=1367) HE BBISBICHO KIMHUYECKH 3HAYMMBIX
CBsI3e MEXIy paccuMTaHHOW paBHOBecHOW skcmosuimein (AUCss) ¥ BO3pacToM MaIEeHTOB
(mmanazon: 25-91 rox), monom (65 % IKEHIIUHBI), ITHUYECKUM MPOUCXOXKIACHUEM (BKIIOYas
MAIMEHTOB €BPOIEHCKO, a3MaTCKOM MOMYIIAIUHU, B TOM YHCJIE, AMOHIIEB, KUTANHIIEB U MAIIUEHTOB, HE
OTHOCSIIIMXCS K YKa3aHHBIM I'PYIIaM), JIMHUEH Tepanuu U KypeHueM (N=34 akTUBHbIC KyPUIbIIUKH,
N=419 ObIBIINE KYpUIBIIUKH). AHATU3 MOMYJISIMOHHON (papMaKOKMHETHKU MOKa3ai, YTO Macca
Tela SBISJACh CyIIeCTBEHHOW KoBapuaroil; m3MeneHue AUCs ocumepTHHHOA OXHUAAETCS B
npenenax 20 % B nuamazoHe Maccel Tena oT 88 kr mo 43 kr cooTtBeTcTBeHHO (OT 95 % 1m0 5 %
kBaHTHIeH), o cpaBHeHHIO ¢ AUCss mpu Menuane maccel Tena 61 kr. [Ipurumas Bo BHMMaHUe
npeJenbHble 3Ha4eHUs1 Macchl Tena oT < 43 kr 10 > 89 kr, noas merabonura AZ5104 BapbupoBaia
or 11,8 % mo 9,6 %, a merabomura AZ7550 — ot 12,8 % mo 8,1 % cooTBeTCTBEHHO. AHaIHU3
MOMYJISIUOHHON (hapMaKOKMHETHUKH TOKa3all, YTO KOHIIEHTpaIus albOyMHHA B CBIBOPOTKE KPOBU
SBIISJIACh CYIIECTBEHHOM koBapuaToii; u3amMeHenue AUCss ocumepTuHNOa OXUAAaeTcs B Mpezenax
30 % B muama3oHe KOHIIEHTpaluu aaboymuHa oT 29 mo 46 r/m coorBercTBeHHO (0T 95 % 1m0 5 %
kBaHTHIIEH ), T0 cpaBHEeHUIO ¢ AUCss ipu MeIaHe UCXOTHOM KOHIIeHTpaIuu anboymuHna 39 /1. O1tu
W3MEHEHHUS SKCIIO3UIIMU B 3aBUCHMOCTH OT MacChl Tella U MCXOJHON KOHIIEHTpAaIlMK aJhbOyMUHA B
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CBIBOPOTKE KPOBHU HE CUUTAIOTCS KIMHUICCKH 3HAYMMBIMH. !

Tloueunas neoocmamournocmo

B KJIMHWYECKHX HMCCIEIOBAHUAX Yy MAIMEHTOB C HapylIIeHHEeM (DYHKIMM MOYEK TSHKEIOW CTENeHU
(KK, paccuurannsiii mo ¢opmyne Kokkpodra-I'oynra, or 15 no menee 30 mu/mun; N=7) mocie
OJTHOKPATHOTO IpreMa ocuMepTuHn6a B 03¢ 80 Mr 6bu10 otMeueHo yBenndeHrne AUC 1 Crax B 1,85
u 1,19 pa3a coOTBETCTBEHHO, IO CPAaBHEHHIO C MMALMEHTaMU ¢ HopMalibHOU QyHKIuel mouek (KK ne
meHee 90 mi/muH; N=8). Kpome TOro, mo AaHHBIM HOMYJSIHOHHOTO (HhapMaKOKHHETHYECKOTO
aHanM3a, BKIOYaBIiero 593 manueHTa ¢ HapylieHHeM (YHKIUHU TOYEK JIETKOW CTETICHH TSDKECTH
(KK ot 60 mu/™muH 10 MeHee 90 Mi/muH), 254 nanueHTa ¢ HapylmieHHeM (yHKIIUH MTOYeK CpemHei
crerenu TsokecTr (KK ot 30 mur/mMun 10 MeHee 60 Mi/MHH), 5 TAIIMEHTOB C HapyIICHUEM (YHKIIUU
nouek Tspxenoi creneHu (KK ot 15 min/mun o menee 30 mn/mun) n 502 nmarpeHTa ¢ HOpMaJIbHOU
¢ynxueit nouyek (KK ne menee 90 Ma/mMuH), BO Bcex MOArpyInax 3KCIO3UIUS OCUMEPTUHNOA Oblia
cxoanoi. [Tanuents ¢ KK He Oonee 10 Mii/MHUH B KIMHUYECKHUE UCCIIEIOBAHUS HE BKIIOUAIKCh.

Ileyenounas nedocmamoynocme

OcuMepTHHUO YTMMHUHUPYETCS, B OCHOBHOM, ITEYEHBI0. B KIIMHUYECKOM HCCIIeIOBAaHUH Y TIAIIUEHTOB
¢ HapymieHneM GyHKIUH TIEYSHH JIETKOU cTeneHH TshkecTH (kiacce A mo Yaina-I1eto0, N=7) u cpenneit
crenenu Tsbkectu (kiacce B mo Yaitna-I1sto, N=5) He Ob1710 OTMEYEHO YBEIMUEHUS SKCIIO3ULINH 110CIIE
OJTHOKpPATHOTO TIpHeMa OCUMEPTHHHOA B /103¢ 80 MT MO CPaBHEHUIO C MAIMEHTAMH C HOPMAJIbHOU
¢yukueit neyenu (N=10). Ilo pe3yapTaTam aHaiaM3a JaHHBIX HNOMYJSIIMOHHON (hapMaKOKMHETUKH
OTCYTCTBYET CBsI3b MeXIy Mapkepamu ¢yskiwn neuenu (AJIT, ACT, ounnpyOuH) u dKCIIO3UIHEH
ocuMmepTuHUOa. Takoi mokaszarenb (QYHKIHH TEYCHH, KaK CHIBOPOTOYHBIM albOYMUH, BIHSIET Ha
(bapMaKOKMHETHYECKHE TTapaMeTphl OCUMEPTHHNOA. B KIIMHUYeckne uccieI0BaHus He BKITIOYAINCh
narueHTsl, y KoTopbix aktuBHOCTE ACT mmm AJIT npessimmana BI'H Gonee gem B 2,5 pasa, a Takke
nanueHTbl, y KoTopblx akTuBHOCTH ACT mmm AJIT mpessmmana BI'H 3a cder omyxoseBoro
MopakeHUs 1meyeHu Oojiee 4eM B 5 pa3, a TakkKe MalUeHThl, Y KOTOPBIX KOHILIEHTpalus 0OIIero
owmpyouna npesbimana BI'H 6onee wem B 1,5 paza. [lo pesynpratam ¢dapMakOKMHETHYECKOTO
aHaJM3a AKCIIO3MIMS ocuMepTHHUOa y 134 mamueHToB ¢ HapymieHueM (DYHKIIMU TEYEHU JIETKOU
CTENEHU TsDKEeCTH (KOHIeHTpanus obmiero OounupyOmna He mpesbimaer BI'H, aktuBHocTh ACT
npesbimaeT BI'H wim kontnenTparus obmero ounupyounna npesbimraet BI'H, Ho menee 1,5 BI'H mpu
ar06om 3HaueHun aktuBHOCTH ACT), 8 mammeHToB ¢ HapyiieHHeM (GYHKIUU MEYCHH CPEIHEH
CTENEHHU TsHKECTH (KOHIEHTpalus obmiero ommupyomnHa cocrasisier oT 1,5 1o 3 BI'H npu mro6om
3HayeHnn aktTuBHOCTH ACT) u 1216 manueHToB ¢ HOpMaILHOU (PYHKIUCH MeueHH (KOHIIEHTPALUs
obmrero ounupyouna u 3Hadenue akTuBHOocTH ACT He npeswimator BI'H) Obuta cxosxeid. JlanHbie o
MPUMEHEHUH OCUMEPTHMHHOA Yy MAllMeHTOB C HapylleHHWeM (QYHKIHMU TNEYEHU THKEIOW CTereHu
OTCYTCTBYIOT (CM. paszen 4.2).

HalxﬂleHl’l’lbl C mMemacmasami 8 20J106HOU MO32

B wuccnepoBaHuMM ¢ HCIHONB30BaHHMEM MO3UTPOHHO-3MUCCHOHHON ToMorpaduu (I19T) mocre
BHYTPHUBEHHOI'O BBEJICHUS MUKPOJI03 ocuMepTuHnOa manuentam ¢ HMPJI ¢ myTamueit rena EGFR
(n=4) m meracrazamMu B TOJOBHOH MO3I' MPOHMKHOBCHHE OCHUMEPTHHHOA B TOJOBHOW MO3r H
pacrpelielieHie OCUMEPTHHUOA JOCTHIIIH MEIUaHbl tmax, PABHOM 22 MHHYTBI, a CpeHEe 3HAUCHHE
Crmax B TOJIOBHOM MO3I'€ COOTBETCTBOBAJO 1,5 % BBeACHHOU M03bl. DTH JaHHBIE ObUIM aHAJOTUYHBI
pesyibTaTaM, IMOJYYEHHBIM B HCCIACIOBAHMHM C y4acTHEM 30POBBIX J00poBojbieB (N=7;
tmax — 11 MuHYT; Cmax B TOTOBHOM MO3T€ COOTBETCTBOBaNA 2,2 % BBEJIEHHOI J03bI OCUMEPTHHHOA).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyenb BcoMorare/ibHbIX BellleCTB

OCI/IMeDTI/IHI/IG-HDOMOMe[{, 40 wmr, Ta6HeTKI/I, IMOKPHITHIC IJICHOYHOM 000J109KOM
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 03.03.2026 N= 4105

(MOCNEOOBATENEHOCTE 0004)

Manuuton

Lemnrosi03a MUKPOKPUCTATUTMYECKAS
['uriponosa ¢ HU3KOW CTENEHBIO 3aMEIICHUS
Hatpus creapundymapar

IInenounas obonouka

[TonMBUHUIIOBEIN CIUPT

Turana quokeun (E171)

Maxporo (HOIU3TUIICHTJIMKOJIb)

Tanbk

Kpacutens xeneza okenp sxentoiit (E172)
Kpacutens xeneza okcup kpacublii (E172)
Kpacutens xenesza okcup uepHsiii (E172)
Wi

I'oToBOE MIIEHOYHOE IOKPBITUC NACHTUYHOI'O COCTaBa

OcumeptuanO-IIpomomerr, 80 Mr, TaOJIETKH, ITOKPBITHIE TNIEHOYHON 000JI0UYKOM

MannuToNn

[emmromo03a MUKPOKPUCTAILTHIECKAS
['umniposiosa ¢ HU3KOM CTENEHBIO 3aMEIICHUS
Harpus creapundymapar

IInenounas obonouxa

[TonuBUHUIIOBBIN CIIUPT

Turtana quokcun (E171)

MakporoJ (ToJUITUIICHTITUKOJIb )

Tanbk

Kpacurens xene3a okcun xentoiid (E172)
Kpacurens xene3a okcun kpacHsiit (E172)
Kpacurens xene3a okcun yepHbiii (E172)
W

I'oTOBOE MJIEHOYHOE MOKPHITUE UIEHTUYHOI'O COCTaBa
6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CPOK XpaHeHHs )

3 roga.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NMPH XPAHEHUH
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COOTBETCTBYET SKCNEPTHOMY OTYETY

6.5. XapakTep u coepkaHne YIaKOBKH

ITo 10 TabmeTok B KOHTYpPHYIO SYEUKOBYIO ymakoBKy u3 TuieHKn OITA/AJI/IIBX wnu TuieHKH
NBX/TIBAX/TIBX, wiu ienku [IBX/TIB/IX u ¢onbru aTroMUHUEBOM ITEYaTHON JIAKHPOBAHHOM.

ITo 30 tabnerok (mis no3upoku 40 mr) wmm 10, 30 Tabnerox (mns mo3upoku 80 Mr) B OaHKY
MOJMMEPHYIO U3 TOJIMATHIIEHA HU3KOTO JABJICHUS, YKYIOPEHHYIO KPBIIIKOH, HABUHYNBAEMOW W3
MOJIMATUIICHA HU3KOTO JaBIICHHS ¢ MeMOpaHOi Wi B 0aHKY M3 TOJIMATHIICHA BBICOKOW IJIOTHOCTH,
YKYTIOPEHHYIO KPBIIIKOW HABHHYMBAEMOH M3 MOJHIIPONUICHA C KOHTPOJIEM MEPBOTO BCKPBITUS CO
BCTaBKOM M3 CHJIMKATeJIsl, UK B 0aHKY M3 MOJMATHUIICHA HU3KOTO JABJICHHS, YKYTOPEHHYIO KPBIIITKON
HAaBUHYMBAEMOHN M3 MOJUITUIICHA HIU3KOTO JIAaBJICHUS U CMECH U3 TOJIMATUIICHA BEICOKOTO JIaBJICHUS
Y TOJIMATUJICHA HU3KOTO JAABIICHHS C KOHTPOJIEM TIEPBOTO BCKPBITHS, M B OaHKY MOJUMEPHYIO M3
MOJIMATUIICHA HU3KOTO JaBIICHHS, YKYIOPEHHYIO KpBIIIKOM HABHHYMBACMOH W3 MOJIUITHIICHA
HU3KOTO JIaBJICHUS C KOHTPOJIEM IEPBOT'O BCKPBITHUS JUTS JICKAPCTBEHHBIX CPECTB.

JUng mo3upoBki 40 mr:

Onny 6aHKy WK 3 KOHTYpPHBIE STYEUKOBBIE YITaKOBKH 10 10 TabIeTOK BMECTE C JIMCTKOM -BKJIA IBIIIIEM
MTOMENIAIOT B IMAYKy U3 KapTOHA.

Jl1st no3upoBKH 80 mr:

Opny Oanky wiu 1, 3 KOHTypHbIE siueliKoBble ymakoBKu 1o 10 TalneTok BMecTe C JIUCTKOM-
BKJIQJIBIIIEM ITOMEIIAIOT B TAYKy U3 KAPTOHA.

JlomyckaeTcsi BKJIaJbIBaTh B OaHKY MakKeT-OCYIINTENb (CHJIMKAareiab) W/WIM BaTy MEAULUHCKYIO
TUTPOCKOIHMYECKYIO.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NMPHU YTHIU3AINH MCIO0JIb30BAHHOIO JIEKAPCTBEHHOI' 0
npenapara WM OTXO0J0B, MOJYYEHHBIX MoOcJie NMPUMeHEeHHsl JIeKapCTBEHHOr0 mpenapara, u
Apyrue MaHUIYJISIIMU € MpernapaTom

Oco0Obie TpeOoBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHU A

Poccuiickas @enepanust

000 «ITPOMOMEJ PYC»

Anpec: 129090, r. Mocksa, ipocriekT Mupa, n1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

DnekTpoHHas mouta: reception@promomed.pro
7.1. IlpeacTaBuUTEIb J€PKATE/ISI PETHCTPALMOHHOIO YI0CTOBEPEHUsI

[Iperen3uu noTpeduTeneit HaNMPaBJIATh O aJIPecy:

Poccuiickas ®enepanus u Peciybnuka ApmeHus

000 «ITPOMOMEJ PYC»

Anpec: Poccuiickas @enepanus, 129090, r. Mocksa, npocniekt Mupa, gom 13, ctpoenue 1, opuc 13
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriI0CYyTOUHO)

OnekrponHas nmoura: hot_line@promomed.pro, armenia@drugsafety.ru
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Keipreizckas Pecniy6inka

OcO0O «IACME 1»

Anpec: Kvipreisckas Pecriy6nuka, 720040, r. bumkek, yn. Tokroryna, 1. 108
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (kpyriocyrouno); + (996) 703 699 466
Dnekrponnas nmoura: hot_line@promomed.pro, pv@dasmed.kg

Pecrry6mka benapych

000 «MEATEXITPOM»

Anpec: Pecniybnuka benapycsh, 220118, r. Musck, yi1. MamuHoctpourenei, 1. 29, mom. 1
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyriocyrouno); + (375) 17 336 04 51,
+(375) 17 336 04 20

Dnexrponnas moura: hot_line@promomed.pro, belarus@drugsafety.ru

Pecny6nuka Kazaxcran

TOO «Decalog» (IEKAJIOI)

Anpec: PecniyOnuka Kazaxcran, 050050, r. Anmatsl, yi. ['nasynoBa, 41 A-4
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyramocyrouno); +7 (701) 731 52 18
OnekrponHas mouta: hot_line@promomed.pro, decalog@list.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEIOPUs OTITYCKA JIEKAPCTBEHHOI'O IIPETTAPATA
JlexapcTBEHHBIH Mpenapat OTHOCUTCS K KaTETOPHUU OTITYCKa IO PELenTy.
OO1as XxapakTepUcTUKa JIeKapCcTBEHHOT o npenapata OcumepTuHUO-IIpoMomen A0CTyIIHA B €IUHOM

peECTPEC 3apCruCTPUPOBAHHBIX JICKAPCTBCHHBIX CPEACTB EBpaBHﬁCKOFO OKOHOMHUYECKOI'O COI03a U Ha

oduIMaILHOM caiire YIOJIHOMOYEHHOI' O oprasa (3KCnIepTHOM OpTraHU3aIIHH)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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