OBHIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITIPEITAPATA
V¥ JlekapcTBEHHBIN Ipenapar MoAJeKUT JOMOTHUTETHHOMY MOHUTOPUHTY. JTO MO3BOJIHT
OBICTPO BBISIBUTH HOBYIO HH(MOPMAITHIO TI0 0€30macHOCTH. MBI oOparaeMcst K pabOTHUKAM
CUCTEMBI 3JI[paBOOXPAHEHHSI C TPOCH00I COOOIIATH O JIFOOBIX TOI03PEBACMBIX HEXKEIATEThHBIX
peakiusx. [Topsimok cooOmeHus 0 HeXeNaTeIbHBIX PEaKIUAX MPeACcTaBleH B pazaene 4.8
HACTOSIIETr0 MPHIIOKECHUS.
1. HAUMEHOBAHHUE JIEKAPCTBEHHOT O ITPEITAPATA
JIYMUKPAC, 120 mr, TabneTKu, MOKPBITHIE INIEHOYHOW 000JI0YKOMA

2. KAYECTBEHHBIN U1 KOJNYECTBEHHBIN COCTAB

JlelicTByIoO1IIee BEIIECTBO: COTOPACcHO.
Kaxxnast Tabnerka, moKpbITasi INICHOYHON 000J109KOH, conepxuT 120 Mr coTopacuba.

BcnomorarenbHble BellecTBa, HATMYME KOTOPBIX HA/I0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOTO
Ipenapara: JIakTo3a, HaTpuil (cM. paszaen 4.4).

[TonHbIi epeueHb BCIIOMOTaTeIbHbBIX BEIIECTB MPUBEAEH B pazzene 6.1.
3. JEKAPCTBEHHAS ®OPMA
Tabnerku, MOKPHITHIE TNIEHOYHOH 000I0UKOH.

TaOneTku, MOKPHITHIE TNIEHOYHOH 000JI0UKOH JKENITOro LBETA, MPOA0JITOBATON (POPMBI,
¢ Hagmucbio «AMG) ¢ ogHO# cTopoHbI B «120» ¢ 1pyroi, 6e3 BUANMBIX PU3NUECKUX Ie(PEKTOB.

4. KIMHNYECKHUE JAHHBIE

4.1 Iloxa3anusi K NPUMeHEHUIO

[Ipenapat JIYMUKPAC B xauecTBe MOHOTEpANUH MTOKA3aH JUIsl JICYEHHsI B3POCIIbIX ITALIUEHTOB C
pacnpoCcTpaHEHHBIM HEMETKOKIETOUHbIM pakoM jerkoro (HMPJI) ¢ myTanueit KRAS G12C npu
IIPOrPECCUPOBAHUH I1OCIIE KAK MUHUMYM OJHOW NPEIIECTBYIOUIEH JINHUU CUCTEMHOM Teparuu.

4.2 Pe:xuM 103UPOBAHMA M CIIOCO0 MPUMEHEHHS

Jleuenne npenapatom JIYMUKPAC nomkeHn Ha3Ha4aTh Bpad, UMEIOLIUN OIBIT B IPUMEHEHUH
IIPOTUBOOITYXOJIEBBIX JIEKAPCTBEHHBIX IIPENapaTOB.

ITepen nauanom neuyenus npenaparom JIYMUKPAC 10omkHO ObITh MOATBEPKIACHO HATUYHE
myTaiuu B KRAS G12C ¢ noMoIibio 0100peHHOTO METO/1a aHaIM3a.

PexxuM 1o3upoBanus

Pexomenayemas no3a cotropacuba cocrapiusietT 960 mr (8 Tabnerok mo 120 Mr) onuH pa3 B CyTKH
B OJTHO U TO K€ BpEMs.

Ctp. 1 u3 16



IIpooonacumenvHocmes nederus
Jleuenne npenapatom JTIYMUKPAC pexomeHyeTcs MpoaoKaTh 10 IPOrpecCUpPOBaHUs
3a00JIeBaHUs WM PA3BUTHUS HETIEPEHOCUMOM TOKCHYHOCTH.

IIponyck 0o3vl unu pgoma

Ecnu ¢ 3annaHpoBaHHOr0 BpEMEHH MpUeMa Mpernapara Ipoluio MEHbIIE 6 YacoB, NAllUEHT
JIOJDKEH MPUHATH MpenapaT Kak o0bIYHO. Eciu ¢ 3ammaHnpoBaHHOr0 BpEMEHHU IpuemMa
npernapara mpouuio 0ojblie 6 4acoB, MAIMEHT He JOJDKEH MPUHUMAThH Npernapar. Jleuenue
CJIeyeT IPOJOLKUTH Ha CIEIYIOINNA JEHb B COOTBETCTBUM C HA3HAYEHHUEM.

Ecnu nocne npuema npenapara IYMUKPAC y nauneHTa BO3HUKAET PBOTA, EMY HE CIEAYET
NPUHUMATH JOMOJHUTEIBHYIO 103y B 3TOT K€ JI€Hb; JICUEHUE JIOJKHO OBITh IPOIOJKEHO Ha
CJIENYIOINI JIEHb B COOTBETCTBUU C HA3HAYEHHUEM.

Koppexyus 0o3vl

Jlo3y ciieyeT KOppeKTUpPOBaTh Ha OCHOBAaHUHU TOKCMYHOCTHU npenapaTta JIYMUKPAC.
[TpuHIMOBI PeIYKLIUHU 103bl, U3I0KEHHBIE B paszene 4.2, OCHOBaHbI HA KIIMHUYECKUX JTaHHBIX.
Hannsie papmakokuHeTuku (OK) cBuaeTensecTBYIOT 00 aHAIOTMYHOM BO3/AEHCTBUH coTOpacuoa
IpU IPUMEHEHHUH €T0 B MEHBINUX J03ax. KpaTkas nnpopmariyst 06 ypoBHIX CHUKECHHUS J03bI
npencrasieHa B Tabauue 1. Mapopmarus o KOppeKInuu 1035l B CIIy4ae HeXKeNaTeIbHBIX
peakiuii mpuBeneHa B Tabmuie 2 (cM. pazaen 5.2).

[Tpu mposiBJICHNU TOKCUYHOCTH TpenapaTa J0mycKaeTcsi He Oosiee AByX CHIKEHU 10361, Ecin y
MAIMEHTA BBISBIIEHA HEIEPEHOCUMOCTh MUHUMAJIBHOM 11036l Iipenapara (240 Mr B CyTKH),

neuenue npenaparom JIYMUKPAC nomkHO OBITh MTPEKPAIIEHO.

Tab6umna 1. Pekomenayemble ypOBHM CHUKEHHS 103b1 cOTOpacufa

YpoBeHb CHUKEHHS 103bI Hdo3a

Hauvansnas nosza 960 mr (8 Tabnerok no 120 mMr) onuH pa3 B CyTKU
[lepBoe cHIKEHUE N03BI 480 mr (4 Tabnetku o 120 Mr) oaMH pa3 B CyTKH
Btopoe camkenmne no3slt 240 mr (2 Tabnetku o 120 Mr) oauH pa3 B CyTKH

Tabauna 2. Pexkomenayemasi KOppeKIus 103bI cOTOpacuda

HexenarenbHas peakums CreneHp TsKeCTH" Koppexkuus 10361
I'emaToTOKCHYHOCTH 2 CTeNneHb YBETUYCHUS e TIpuocTaHOBUTH JICUCHUE 0O
aktuBHOCTH ACT nam AJIT, ¢ CHIDKCHUS CTENCHU aKTUBHOCTU
CHMIITOMaMU 10 < 1 WM 10 BOCCTAHOBIICHUS
HCXOJHBIX MMOKa3aTelIeH
201071 e Tlocne 3TOro BO30OHOBUTE
JIEYCHHE CO CICAYIOUIEr0 YPOBHSA
> 3 CTeNeHb YBETUYCHUS CHUKEHHUS TO3bI
aktuBHOCTH ACT mmm AJIT
ACT nmn AJIT >3 xBI'Hn ¢ OKOHYATENbHO MPEKPATUTH
oOmmmii ommmpy6oun > 2 x BI'H JICYCHUE

IIpUu OTCYTCTBUU
AJIbTCPHATUBHBIX MMPUYINH

WuTepcrunmaneuas 6osie3np | JloOas crencHb e IIpHOCTaHOBUTE JI€YEHHE IIPU
nerkux (MBJI)/maeBMOHUT nono3penuu Ha UBJI/maeBMOHUT
e OKOHYATENBHO MPEKPATHUTH
JICYCHUE TIPU TIOATBEPKICHUN
Hannuus MBJI/maeBMoHUTA
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HexenarenabHas peakums CreneHp TsKeCTH" Koppexkuus 10361
TomHoTa, poTta minn nuapes, | CtemneHs 3 U BbIle e I[IpHOCTaHOBUTH JIEUEHHE IO
KOTOpBIE€ COXPAHAIOTCS CHIDKCHUS CTETICHH aKTHBHOCTH
HECMOTpS Ha 70 < 1 UM 10 BOCCTaHOBIICHHS
MOAJEPKHUBAIOIIYIO TEPATTUIO UCXOIHBIX MOKa3aresei
(BKJII0Yasi MPOTUBOPBOTHYIO o Tlocrne 3T0ro BO30OHOBUTH
WM IPOTUBOAUAPEIHYIO JIEYEHHUE CO CIEAYIOLIETO YPOBHS
TEpanuio) CHIDKEHHUS 03B
Jpyrue Tokcuyeckue Crenens 3 u BbIIIE e [IpuocTaHoBUTE JiIeueHHE A0
peaKuuu, CBSI3aHHBIE C CHIDKCHUS CTETICHH aKTHBHOCTH
MPUEMOM JIEKAPCTBEHHOTO 70 < 1 UM 10 BOCCTaHOBIICHHUS
npemnapara HCXOJHBIX MOKa3aTesei
e [locne 3T0oro BO300OHOBUTH
JIEYEHHUE CO CIEAYIOLIETO YPOBHS
CHIDKEHHUS 03B

AJIT — amannnamuHoTpancepasza; ACT — acnapratamunoTpancgepasza; BI'H — BepxHsist rpanniia HOpMbI
 CrerieHH OIpeZIeIeHbl COTIACHO OOIIMM TEPMHUHOJIIOTHYECKAM KPHTEPHUSM HEXKEJIATEIbHBIX SBICHHUH,
npeioxeHHbIM Hanmonansasmv uactuTyToM OoHKOJIornu CLIA (NCI CTCAE), Bepcun 5.0.

OnaoBpeMmennsblii npueM npenapara JIVMUKPAC u auTaluaHbeIX CPEICTB

OnHoBpeMeHHBIH npueM HHruOuTOpoB npotoHHoM nmomrsl (M) mim 6mokaropos Hz-
IMCTaMHMHOBBIX peuentopos ¢ npenaparom JIYMUKPAC ve pexomennoBan. B ciydae
HEOO0XOIMMOCTH MPUMEHEHUS aHTAIMIHBIX CPEICTB MOXKHO UCIIONIB30BaTh MECTHBIC
aHTauuaHele cpeactsa; npenapat JIYMUKPAC cnenyer npuHuMarts 3a 4 yaca 10 MU 4epe3
10 yacoB mociie MPUMEHEHU MECTHOT'O aHTALMIHOTO cpeacTBa (cM. pasnen 4.5).

Oco0ble rpyIinbl HalMeHTOB

Iayuenmur nodcunozo o3pacma

OrpanuyeHHbIe JaHHbIE 110 Oe30macHoCTH U dpdexruBHocTH npenapara JTYMUKPAC y
MAIMEeHTOB B BO3pacTe 75 JIeT U cTapliie He CBUICTENLCTBYIOT 0 HEO0OXOAUMOCTH KOPPEKIIUU
JI03b1 Y MAlMEHTOB MOXXWIOTo Bo3pacTta (cM. pa3aensl 4.8 u 5.2).

Ileuenounas He0ocmamouHoCmb

OTtnenbHBIE PEKOMEHIALMHI 110 KOPPEKLIUU J103bl Y NAIMEHTOB € IEYEHOYHON
HeocTaTtouHOCThIO JJerkor creneHu (ACT wmu AJIT < 2,5 x BI'H wnu oOmmmit
ounmnpyOun < 1,5 x BI'H) oTcyTCTBYIOT. ¥ HallMeHTOB C MEYEHOYHON HETOCTaTOYHOCTHIO
CpeIHEel WM TSDKENOM CTeNeH MPUMEHEHHE COTopacuba He peKOMEHJ0BAHO.

Tloueunas neoocmamournocmo

Koppekuus 10361 HE pekOMEHA0BaHa MalMeHTaM ¢ MOYEeYHOM HEIOCTaTOYHOCTBIO JIETKOM
crenienu (knupenc kpearuanHa (KK) > 60 mn/mun). JleiictBue npenapara JIYMUKPAC y
MAIMEHTOB C MMOYEYHON HEOCTATOYHOCTRIO cpenHelt i Tsikenoit crenenu (KK < 60 mn/muH)
He u3y4anock. [loaTomy HEOOX0IUMO ¢ 0CO00H OCTOPOKHOCTHIO IPOBOAUTE JICUEHUE
MALMEHTOB C MIOYEYHOM HETOCTATOYHOCTHIO CPEAHEN U TSKEJION CTEIIEHU UM TEPMUHAIBHOMU
ctaauu (cM. paszzaen 5.2).

Jlemu

bezonacnocts u 3dpdexkruBnocts npenapara JIYMUKPAC y nereii u moapoctkoB 1o 18 et
HE YCTaHOBJIEHBI. /[aHHBIE OTCYTCTBYIOT.
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Cnocob rmpuMeHeHus

[Tpenapat JIYMUKPAC npenna3znaueH ajs mpuemMa BHyTpb. TabJaeTku cieayeT riaoTaTh
nenukoM. /lannbie o Bo3MmokHocTH npuema tabierok JIYMUKPAC B paz:xeBaHHOM,
PaCKpOILICHHOM HJIM Pa3JIOMaHHOM BHJI€ OTCYTCTBYIOT, HO TaOJIETKH MOKHO PacTBOPSITH B BOJIE
(cm. Hmxke). TabneTku MOKHO MPUHUMATH C €0 WK Oe3 ebl.

IIpuem npenapama 6 ciyuae npobiem ¢ npo2iamuléanuem meepovix NPoOyKmos

[TanmenTy HE0OX0AUMO PacTBOPUTH TaOMETKH B 120 MJ1 Hera3upoOBaHHOM BOJbI KOMHATHON
TeMIepaTypbl; TAOJIETKU pa3aMbIBaTh HE HYXHO. J[pyrue >KuAKOCTH UCIOIb30BaTh HEIb3S.
[TaneHT KOJDKEH pa3MelBaTh TabJIETKH B BOJIE JI0 T€X IMOp, [IOKA OHU HE YMEHBIIATCS
(TabyeTka HEe PacTBOPUTCS MOJHOCTHIO), @ 3aTEM Cpasy ke BRIMUTH UX. CMmech OyzaeT OieHo-
KENTOr0 WU SIPKO-XKEJITOTO LIBETa. 3aTeM B 3Ty e eMKOCTh HE00X0IMMO HaIUTh emie 120 mia
BOJIbI U Cpa3y kK€ BBIUTH. ECITU MalmeHT He BBIIBET CMECh Cpasy, TO eMy He00X0AUMO
pasmelaTh ee ele pas, 4To0bl pacTBOPUTH TabNeTKH. Eciii cMech He BBIMUTH B TEUCHUE

2 4acoB, TO €€ He0OX0IUMO OyIeT YTUITH3UPOBATh.

Ecnu npuem npenapata ocyIiecTBIsAETCS Y€PE3 HA30TraCTPaIbHbIM 30H UM CUCTEMY
YPEeCKOKHOU IHAOCKOTHYecKoi ractpoctomun (UDT), Tabnerku mo 120 mMr HeoO6xo1uMo
CHayaJla pacTBOPHTD, a 3aT€M OCTaTOK Ipernapara pa30aBUTh BOJIOH, KaK OMKUCAHO BBILIE.
CycrieH3u1o ¢ paCTBOPEHHBIM IIPENapaToM U pa30aBiIeHHBIN OCTATOK MpernapaTa cieayeT
BBOJUTH B COOTBETCTBUM C MHCTPYKLUSMHU IPOU3BOAUTENS HA30TaCTPAILHOIO 30H1a U
racTpocToMuueckoit Tpyoku s YOI, HaanexamuM o0pa3oM MpoMbIBast JaHHbIE YCTPOUCTBA
Bo/10#. CycrieH3HI0 He00X0AMMO BBECTH B TEUCHHUE 2 YaCOB IOCIIE €€ IPUTOTOBIICHUS; XPAaHUTD
CYCIIEH3HIO CIIeAyeT IPU KOMHATHOW TEMIIEpaType.

4.3. IIpornBONOKA3aHUA

['unepuyBCTBUTENBHOCTD K ACHCTBYIOLIEMY BEILECTBY MIIM K JIFOOOMY M3 BCIIOMOTaTEIbHBIX
BEIIECTB, IEPEUNUCIECHHBIX B pazaeine 6.1.

4.4 OcoOble yka3aHusi H MepbI MIPEI0CTOPOKHOCTH NPH NPUMEHEeHUH

I'enaToOTOKCHYHOCTD

Cotopacu® MOXKeT BBI3BIBATh I'€IaTOTOKCHYHOCTh, CIOCOOHYIO MPUBECTU K METUKAMEHTO3HOMY
MOpa)KEHUIO TIeUueHH U renatuty. [IpuMeHenne cotopacnba acCoMMpoBaIOCh €
KpaTKOBPEMEHHBIM NOBbIIIEHHEM ypoBHE# TpaHcamuHasz (AJIT u ACT) B cbIBOPOTKE KpOBHU.
YpoBHM TpaHCaMUHA3 CHUYKAIUCH WIM HOPMAIU30BATIMCH TOCPEICTBOM KOPPEKIIMH JJO3bI HITH
OKOHYATEJILHOTO MpeKpaleHus jedeHus. [loBplenre ypoBHel TpaHCaMyUHa3 He TPUBOAMIIO K
Pa3BUTHIO IEYCHOYHOM HEAOCTATOYHOCTH UJIH JICTAIBHBIM UCXO0/1aM B paMKaxX KIMHHYECKHX
uccnenaoBanuii. Cpeau mareHToB ¢ CUMITOMAMH IelaTOTOKCUYHOCTH Y 38 % mpuiuiock
CHM3UTH JI03y WM MPHOCTAHOBUTH JICUECHHE MO0 3TOM npuunHe. B o0reii cnoxxknoctu 26 %
MAIMEHTOB C CUMIITOMAMHU T'€aTOTOKCUYHOCTH OJIHOBPEMEHHO IOJIy4ald KOPTUKOCTEPOHIBI.
[ToBbltIeHne ypoBHS (EPMEHTOB IIEYSCHU MOXKET MpoTeKaTh beccumnToMHo. Heobxoammo
koHTpoupoBaTh GyHkIwmo neueHu (AJIT, ACT u oOmwmii OnnupyOrH) y TAIMEHTOB TIEpeT
HavasoM JiedeHus npenaparoM JIYMUKPAC kaxple 3 Heenu B TEUEHUE NIEPBBIX 3 MECSALIEB
JeueHusl, 3aTeM 1 pa3 B MecCsI WM Y HAJTMYMU KIMHUYECKUX roka3anuil.[lamuenram, y
KOTOPBIX HAOJI01aeTCsl MOBBILICHUE YPOBHS TpaHCAMUHA3 W/HIK OunupyOnHa, mpoOsl
MPOBOJIATCS yalle. B 3aBHCHMOCTH OT TOT0, KaK CHJIBHO pe3yJIbTaThl TJAO0paTOPHBIX
HCCJIEIOBaHUM OTKJIOHSIOTCSI OT HOPMBI, JiedueHue npenapatoMm JIVMUKPAC
MIPUOCTAHABJIMBAETCS, ITOKA IMOKA3aTeNU HE JJOCTUTHYT CTENEHH < | WM HAauyaIbHOTO 3HAYCHHUS, C
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MOCIIEAYIOIEH KOPPEKIUEH T03bI MM OKOHYATEIILHO MPEKPAIAETCsl B COOTBETCTBUH C
peKoMeH1anuaMu (cM. pasnen 4.2).

Hurepctuimansias 6osie3upb aerkux (MBJ1)/maeBMOHUT

WBJI/mHEeBMOHHUTHI BOZHUKAIN y MAIMEHTOB, MpuMeHsBIIUX npenapat JIYMUKPAC, panee
MOJTyYaBIIUX UMMYHOTEPAIHIO WK JTy4eBYyIO Tepanuio (cM. pazzaen 4.8). Heobxonumo
IIPOBOJUTH MOHUTOPHUHT MAIIMEHTOB HA IIPEAMET Pa3BUTHS HOBBIX WM yXyAUIEHUS] UIMEIOIINXCS
JIETOYHBIX CUMIITOMOB, yKa3bIBatoux Ha Hannuue VbJl/maeBMonuTa (HampuMep, OJIbIIIKY,
Kanus, mupexcun). [Ipu nono3pennn va UbJl/mueBMonut neyenue npenaparom JIYMUKPAC
HE00X0IMMO HEMEJICHHO NMPHUOCTAHOBUTD, a PH OTCYTCTBUU APYTHX MOTSHIUATBHBIX IPUYUH
pa3Butus MbJI/mHeBMOHNTAa — OKOHUYATENBHO MPEKPATUTh (CM. pazzen 4.2).

HenepeHocuMOCTD JIAKTO3EI

IIpenapat JIYMUKPAC conepxut sakro3y. [lannentam ¢ peaxo BcTpedaromencs
HACJIeICTBEHHON HETePEeHOCHMOCTBIO TaJIAKTO3bl, IEPUIIMTOM JIAKTa3bl JJIOHMApeil UM TIIOKO030-
rajJjakTo3HOH ManabaOcopOIuell He ciieyeT NIPUHUMATh 3TOT Mpenapar.

Harpwuit

JlaHHBII JTeKapCTBEHHBIN ITpenapaT COAEpKUT MeHee | MMob HaTtpus (23 Mr) B O1HOM
TabJeTKe, TO €CTh 110 CYyTH HE COJEPKUT HATPUSI.

CTH

bezonacnocts u 3dpdexkruBrocts mpenapara JIYMUKPAC y nereii u mogpoctkoB 1o 18 et
HE yCTaHOBJIEHBI. /[aHHBIE OTCYTCTBYIOT.

4.5 B3aumoneiicTBHe C IPYTMMH JIeKAPCTBEHHbIMHU NPENapaTaMu U Ipyrue BU/bI
B3aHMOJAeCTBUA

PesynbraTsl HCccaeI0BaHUH in Vitro yKa3bIBalOT HA TO, YTO COTOpPAcuO MEeTaboIM3UpyeTCs MO/
nevicteuem nuroxpomos P4502C8 (CYP2C8), CYP3A4 u CYP3AS u sBnstiercst cyGcTpaTrom
P-rnuxomnporenna (P-gp). bouto mokaszano, 4To B yCIOBHSX i1 Vitro cOTOpacuO sBIsieTCs
unaykropoM ¢pepmentoB CYP3A4, CYP2B6, CYP2CS8, CYP2C9 u CYP2C19. Cotopacu6d
apinsieTcs uaruoutopom pepmentoB CYP2CS, CYP2D6 u CYP3A in vitro. Pe3ynbraTsl
WCCIIEIOBAHHM i1 Vitro yKa3bIBalOT Ha TO, YTO COTOPACHO SBJISETCS MHTHOUTOPOM MEPEHOCUHKA
opraanueckux annoHoB uenoBeka (OAT) 1/3-ro tuna, OATP1B1, 6enka pe3ucTeHTHOCTH paka
MonouHoit xkene3sl (BCRP) u P-riukonporenna.

Biansgune apyrux J1eKapcTBEHHBIX MPeNapaToB Ha COTODaCI/IG

Aumayuonsie cpedcmsa

OnnoBpemeHHbIl ipueM cotopacuda ¢ UIIIT (omenpazonom) unu 61okaropom H2-
TUCTAMHHOBBIX PELENTOPOB ((PaMOTHUIMHOM ) MPUBOINI K CHIDKEHUIO KOHIIEHTPALUN
coropacuba.

OnHOBpEeMEHHBIH PHUEM HECKOJIBKUX /103 OMETpa3oia U 0JJHOU 103kl coTopacuba 960 mr mocie
el (CO CTaHAPTHOU KAJIOPUIHHOCTBIO M YMEPEHHBIM COIEPKaHUEM KHUPOB) IPUBOINI K
YMEHBIICHUIO MAaKCUMAJIbHOM KOHIIEHTpauH coTopacuoa (Cmax) Ha 65 % ¥ miiomaam mnoa
¢bapmakoxunerndeckoit kpuBoit (AUC) Ha 57 %. [Ipuem ool 10361 hamotuamnHa 3a 10 yacoB
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710 ¥ uepe3 2 yaca mocje nprueMa oJHOH 1036l coTopacuba 960 Mr mpuBOIMII K YMEHBIICHUIO
3HaueHUs1 Cmax coTOpacuba Ha 35 % u 3nauenus AUC Ha 38 %.

OnHOBpEeMEHHBIHN MPHUEM HECKOJIBKUX JI03 OMEIpa30ia U 0JHOHU 103kl coTopacubda 960 mr
HATOIAK MPHBOAWI K yMEHbIIEHUIO 3HaUCHUS Cmax coTOpacuba Ha 57 % u 3HaueHus AUC Ha
42 %.

[Tpenapat JIYMUKPAC ne pekomennyercst npuHumarb onHoBpemenHo ¢ UIIT u 6mokaropamu
H2-ructaMMHOBBIX pelenTOPOB, TaK KaK BIMSHUE 3TUX MpenaparoB Ha 3pPeKTHBHOCTD
coTopacuba He yCTaHOBJIEHO. B ciyyae He00X0AMMOCTH PUMEHEHUS aHTAIIUIHBIX CPEJICTB
npenapat JIYMUKPAC cnenyer npunuMarts 3a 4 yaca 1o uinu yepe3 10 yacos nocie
IIPUMEHEHMSI MECTHOT'O aHTALMIHOIO CPeCTBa (CM. pasaein 4.2).

OnHOBpEeMEHHBIN TPHEM HECKOJIBKUX /103 HTpakoHa3ona (cuinpHoro uaruouropa CYP3A4 u P-
[JIMKONIPOTENHA) HE IPUBOJIMII K KIIMHUYECKU 3HAYMMOMY MTOBBIILIEHUIO KOHIIEHTPALUU
cotopacuba B kpoBH. He pexomeHayeTcst KoppekTupoBath 103y npenapata JYMUKPAC npu
€ro OHOBpEeMEHHOM npueme ¢ uaruoutopamu CYP3A4.

Cunvuvie unoykmopwvr CYP3A4

OnHOBpeMEHHBIH MpUEM coTopacrda U HECKOIBKUX 103 cuiIbHOTro nHaykropa CYP3A4
(pudamnunrHa) TPUBOANI K YMEHBIICHUIO 3Ha4eHUS Cmax cOTOpacu6a Ha 35 % ¥ 3HaueHUS
AUC na 51 %. IIpenapat JIYMUKPAC He pekoMeH1yeTcs IPUHUMATh OJHOBPEMEHHO C
cunbHBIMU MHIYKTOpaMu CYP3A4 (Takumu Kak pudaMnuiuH, kapdaMmazenut, SH3TyTaMUI,
MUTOTaH, (PEHUTOUH U 3BepOOOI OOBIKHOBEHHBIH ), TaK KaK OHU MOTYT IPUBECTH K CHIKEHHUIO
KOHIIGHTPALUU coTopacuba B KPOBH.

Bausnue COTODaCI/IGa Ha ApYTHUEC JICKAPCTBCHHBIC IIPCIIapaThl

Cyocmpamuvr CYP3A4

Cotopacu® siBnsiercs ymepeHHbIM HHAyKTOpoM CYP3A4. OnHOBpeMeHHBIN IIpUeM coTopacuoda
u cyocrparoB CYP3A4 npuBoauiio K CHIPKEHHIO MX KOHIIEHTPAIMU B TUIA3MeE, YTO MOXKET TaKxKe
CHM3UTbH d3PPEKTUBHOCTH ITHX CyOCTPaTOB.

OnHoBpeMeHHBIH pueM coTopacuba u Muza3oiaaMa (ayBcTBuTenbHOro cyocrpata CYP3A4)
MIPUBOJNIIO K YMEHBIIEHUIO 3HaUEHUS Cmax MUAa301aMa Ha 48 % u 3nauenus AUC nHa 53 %.

Heo6xonumo nzberats oqHoBpeMenHoro npuema npemnapara JIYMUKPAC u cy6erparoB
CYP3A4 ¢ y3kuM TeparneBTHUYECKUM WHICKCOM, B TOM YHUCIIC TAaKUX, KaK aipeHTaHuI,
UKJIOCTIOPHH, AUTHIPOIPrOTAMUH, 3pTOTaAMUH, (DEeHTaHWUII, TOPMOHAJIbHBIE KOHTPALICTITUBHI,
MIUMO3U/J, XUHUJIMH, CUPOJINMYC U TakpojauMyc. Eciii nx oJHOBpEMEHHBII ITPUEM BCE KE
HeoOxouM, 103y cyoctpata CYP3 A4 HEoOX0IMMO CKOPPEKTUPOBATH B COOTBETCTBUH C
aKTyaJIbHON MHCTPYKIIMEH 10 MEAUIIMHCKOMY NTPUMEHEHHIO/00I1Eel XapaKTepUCTUKOM
JIEKapCTBEHHOI'O IIpernapara.

Cyocmpamur CYP2B6, CYP2CS, CYP2C9 u CYP2C19

CornacHo JaHHBIM, TIOTYYEHHBIM i Vitro, cOTOpacud crmoco0eH MHAYIUPOBATh (hePMEHTHI
CYP2B6, CYP2CS, CYP2C9 u CYP2C19, ogHako KIMHHYECKAs 3HAYMMOCTD 3TUX JaHHBIX
He ycraHoBieHa. [Ipu 0THOBpEeMEHHOM IIprUeMe COTOpacuda ¢ JIeKapCTBEHHBIMU MpenapaTramMu,
KOTOpBIE METa0OTU3UPYIOTCS MO JEHUCTBUEM 3TUX (PEPMEHTOB, PEKOMEHIYETCS CIEAUTD 3a
COOTBETCTBYIOIIUMH MTOKA3aTEISIMHU.
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Cyocmpamur CYP2D6

CornacHo JaHHBIM, MTOTYYEHHBIM in Vitro, COTOpacud crioco0eH UHIMOUpPOBaTh (PepMEHT
CYP2D6, ognako kuHUYecKasi 3HaUMMOCTh 3THUX JJAaHHBIX HE ycTaHoBJIeHA. [Ipu
onnoBpemeHHoM npueme npemnapara JIVMUKPAC c cyocrparamu CYP2D6 (Takumu Kak
¢bnexkanHua, nponadeHoH, METONPOJION) PEKOMEHAYETCS CIIEAUTh 32 COOTBETCTBYIOIIUMHU
MOKa3aTessIMH.

Cybocmpamwvr BCRP

JIYMUKPAC siBasiercs cnadbbim uaruoutopom BCRP. OgHoBpeMeHHbIH pueM mpernapara
JIYMUKPAC c cy6erparamu BCRP npuBoaut K MOBBIIIEHHIO KOHIIEHTPALUU CyOCTPaToB
BCRP B nnazme KpoBH, YTO MOXKET yCHIIMBAThH ACUCTBHE CyOCTPATOB.

Onnospemennsiit npuem npenapara JIYMUKPAC u pozyBacratuna (cyocrpara BCRP)
IIPUBOJNI K YBETUYEHHUIO 3HaueHUs Cmax po3yBacTaThHa Ha 70 % u nokaszarens AUC Ha 34 %.

[Tpu onnoBpemennom npueme npenapata JYMUKPAC c cyberparamu BCRP (Takumu kak
METOTpPEKCaT, MUTOKCAHTPOH, TOTIOTEKaH U JIAMAaTUHUO) PEKOMEH]IyeTCs CIIEAUTh 32
COOTBETCTBYIOIIMMH NoKazareasimu. [Ipu oqHoBpemenHom npueme npenapara JIYMHUKPAC c
cyocrparamu BCRP (B ToM unciie nanaTHHUOOM, METOTPEKCATOM, MUTOKCAaHTPOHOM,
PO3yBacTaTHHOM U TOIIOTEKAaHOM ) HEOOXOAMMO MPOBOAUTH MOHUTOPHHT MAIIUEHTOB HA PEAMET
BO3HUKHOBEHHS Y HUX HEXKEJIATENbHBIX PEaKIuii, CBA3aHHBIX ¢ mpueMoM cyoctparoB BCRP, u
yMeHbIIaTh 7103y cyocTparoB BCRP B cooTBeTCTBUM € aKTyabHOM 001Ieil XapaKTepuCTHKON
JIEKapCTBEHHOI'O Ipernapara.

Hevicmeue comopacuba na cyocmpamsr P-2nukonpomeuna

OnHoBpeMeHHBIH npueM cotopacuba u TurokcuHa (cyocrpara P-rimkonporenna (P-gp))
IPUBOAMI K YBEIHUYECHHIO 3Ha4eHUSI Cmax JUrokcuHa B 1,9 pasa u nokaszarenst AUCine B 1,2 paza
10 CPAaBHEHUIO C IIPUEMOM TOJIBKO TUTOKCHHA. OTHOBPEMEHHBIH NpUEM Mpernapara
JIYMUKPAC u cyberparoB P-rimkonporenHa ¢ y3KuM TeparneBTHYeCKUM UHJIEKCOM He
pexoMeH10BaH. Ecim ux ofHOBpeMeHHBIH IpreM Bce ke Heo0Xo1uM, 103y cyOcTpara P-
TJIMKOTNPOTENHA HE00X0AUMO CKOPPEKTHPOBATh B COOTBETCTBUH C aKTYaIbHON MHCTPYKIHEH 1O
MEIULMHCKOMY MPUMEHEHUI0/00I11el XapaKTepUCTUKON JIEKapCTBEHHOTO Mpenapara.

4.6 OepTWIBHOCTD, 0€PEMEHHOCTb U JIAKTALUS

JKeHIMHEI ¢ ACTOPOJAHBIM ITOTCHIMAJIOM M KOHTPAICIITHUA

JKenmunam ¢ 1eTOpOIHBIM NOTEHIIMATIOM CIIEyeT PEKOMEHI0BaTh n30eraTh 0epeMeHHOCTH BO
Bpems npuemMa npenapata JIVMUKPAC. [lanuenTky ¢ A€TOPOAHBIM OTEHIIUAIOM,
npunumaromue npenapat JYMUKPAC, nomkHbI TOJIB30BaThCs BBICOKOA((HEKTUBHBIMU
METOJIaMU KOHTPALIEIILIMU B TEUEHUE BCETO MEpUO/a JICUEHHsI U HE MeHee 7 AHEH Ioclie IpueMa
nocienHei n1o3sl npenapata. [Ipenapat IYMUKPAC moxer cHuxkaTh 3pGEKTUBHOCTD
TOPMOHAJIBHBIX KOHTPALENITUBOB, I03TOMY >KEHIIMHAM, MOJIB3YIOIUMCS 3THM CIIOCOO0M
KOHTpAIeNUU, HeOOX0AUMO TaK¥Ke UCIIOIB30BaTh OAPHEPHBIA METOI.

bepemeHHOCTD

JlaHHBIE O MPUMEHEHHH COTOpacuba y OepeMeHHBIX KEHIUH OTCYTCTBYIOT. B nccinenoBanusx
Ha JKUBOTHBIX ObllIa BBISIBJICHA PENIPOAYKTUBHAS TOKCHYHOCTH (cM. pazaen 5.3). [Ipemapar
JIYMUKPAC He pekOMEHI0BaH K IPUMEHEHHUIO B IEpHo]T OEpEMEHHOCTH, a TAK)KE JKEHIIMHAM C
JETOPOJAHBIM MTOTEHIIMATIOM, KOTOPBIE HE MOJB3YIOTCS METOAAaMH KOHTpanenuuu. [lainuentos
HE00X0IMMO HH(POPMHUPOBATH O MOTEHIMAIBHBIX YTPO3ax Ul IUI0/a B CIIyyae MPUMEHEHUS

Crtp. 7u3 16



npemnapara JIYMUKPAC Bo BpeMs 6epeMEeHHOCTH MM HACTYIIJICHUSI OEPEMEHHOCTH B X0JI€
neuenus npenapatom JIYMUKPAC.

JlakTanusa

CBezieHUs1 O MPOHUKHOBEHUH COTOPACHOa U ero METa0OIUTOB B TPYJHOE MOJIOKO YellOBeKa
OTCYTCTBYIOT. Henb3sl CKIII04YaTh PUCKY /1711 HOBOPOXKACHHBIX U MJIa/ICHIIEB, HAXOAALIUXCS Ha
rpyaHoM BckapminBanud. [Ipenapat JIVMUKPAC He cnenyer npuHUMaTh B IEPUOJ TPYIHOTO
BCKapMJIMBaHUSI.

DepTUabHOCTE

Knuanueckue ncciieoBaHus O BIUSHUM cOTOpacuba Ha (pepTUILHOCTD HE TPOBOIMIIUCE.

4.7 Bansinue Ha cOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPEACTBAMHU M padoTaTth ¢
MeXaHu3MaMH

[Ipenapar IYMUKPAC He oka3biBaeT WK OKa3bIBAET HECYLIECTBEHHOE BIUSHUE Ha
CIOCOOHOCTH YIIPABIISITh TPAHCTIOPTHBIMU CPEACTBAMH HIIM Pa0OTaTh C MEXaHU3MAMHU.

4.8 HexesiaTelIbHbIE peaKUNU

Pesrome nipoduiist 6€30macHOCTH

Haubonee yacTeiMu HeXKeNaTENbHBIMU peakiuusmu 0bimu auapes (34 %), romuoTa (25 %) u
yromisieMocTb (21 %). Haubonee yacTsIMu cepbe3HBIMU HEXeNaTeIbHBIMU PEaKIHsIMU
(crenenu > 3) 6butn noBeieHne ypoBHs AJIT (5 %), moseimenue yposus ACT (4 %) u nuapest
(4 %). HanOonee yacThIMM HEXETATEIbHBIMH PEAKLIUSIMU, IPHBOJUBIIUMH K OKOHUATEILHOMY
IpeKpaleHuto JieueHus, Opiu nossienue ypoBus AJIT (1 %), nosimenue yposus ACT (1 %)
U MeAnKaMeHTOo3Hoe nopaxkenue nevenu (1 %). Hanbomnee yacTeiMu HEeXENATETLHBIMU
peaKkuusIMHU, TPUBOIUBIINMHU K KOPPEKLUH 103bl, OblN ToBbIIeHHE ypoBHA AJIT (6 %), nuapes
(6 %), noBermienue ypoBHst ACT (6 %), TomrHoTa (3 %), MOBBIIIIEHUE YPOBHS LIEIOYHOM
¢ocdatassl B kposu (3 %) u pBota (2 %).

Ta0auyHbIN HEepeYEeHb HEXKENATEIbHBIX PEAKIIAI

B tabnuie 3 HuKe mepedrcieHbl HeXKelaTeNbHbIE PEaKIi, 3apETUCTPUPOBAHHBIC B
KIMHU4eckux uccnenoanusax npenapara JIYMUKPAC. Mcnonb3oBanuck cienyomnume
KaTeropuy 4acTOTHl BOSHUKHOBEHUS HEXKENATeIbHBIX peakilnii: oueHb 9acto (> 1/10), yacto (ot
> 1/100 no < 1/10), mewacro (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10 000 mo < 1/1000),
oueHb peako (< 1/10 000) u Hen3BecTHO (HEBO3MOXKHO OLIEHUTH YACTOTY HA OCHOBAHHUH
UMEIOIIUXCS TAHHBIX). 171 KaXKJJ0T0 CHCTEMHO-OPTaHHOTO KJlacca HeXellaTelbHbIe PeaKInu
MIPUBOJIATCS TIO YOBIBAHUIO CTETICHH CEPhE3HOCTH.

bezonacunocts npenapara IVMUKPAC onenuBanace y 359 naiueHTOB C COIUTHBIMU
onyxoismu ¢ MmytaimsiMu KRAS G12C, xotopsle npuHuMan 960 mr npenapara nepopaibHO
OJIMH Pa3 B CyTKU B PEKHME MOHOTEpaNnuu. MeauaHa Npoa0JKUTENbHOCTH BO3AEHCTBUS
npenapata JIYMUKPAC cocraBuna 4,1 mecsaua (auanazos: 0,02-21).
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Ta6auna 3. HexenareabHble peakuuu

CucTreMHO-OpPraHHbIN

Ouensb yacto (= 1/10)

Yacro (ot > 1/100 g0

Heuacro (o1

Boir B )xuBOTE

kjaacc MedDRA <1/10) >1/1000 xo
<1/100)
Hapywenus co AHemus
CTOPOHBI KPOBH U
TUMQpaTHIeCcKOi
CUCTEMBI
Hapymenus co I'onoBHas 6onb
CTOPOHBI HEPBHOU
CUCTEMBI
Hapymenus co Kamens NbJI/
CTOPOHBI AbIXaTeiabHON | Oppliika ITHEBMOHUT
CUCTEMBI, OPIaHOB
IPYAHOM KJIETKU U
CpeAOCTEHUs
Kenynouno-kumeunsle | Juapes
HapyLIEeHUS TowmHoTa
PBora
3anop

Hapywenus co
CTOpPOHBI IICYEHU U
YKEITYEBBIBOIALINX
nyTen

MeaukaMeHTO3HOE
MOPAXKEHHUE NIEYEHU

Hapywmenus co
CTOPOHBI MBILLIEYHOM,
CKEJIETHOU U
COEAMHUTEIIbHON TKaHU

ApTtpainrus
boib co CTOpOHBI CITUHBL

OOm1re HapyIIeHus 1
peaKIuy B MecTe
BBEJICHUS

YTOMIIEMOCTD
IIupexkcus

JlaGopatopHsbie u
WHCTPYMEHTAJIbHBIE
TaHHBIE

[loBbIIEHNE YPOBHSA
acrapTaTaMHUHOTpaHCepasbl
IloBbIIEHNE YPOBHSA
alaHMHAMUHOTpaHChepassl

IloBbIIEHNE YPOBHSA
menoyHoi pochaTaszsl
B KpOBU

IloBbIIEHNE YPOBHSA
OunnpyOuHa B KpOBH
IloBbIIEHNE YPOBHSA
ramma-
rIyTaMuiITpanchepasbl

K 601 B 3KUBOTE OTHOCITCS OOJIBL B KHUBOTC, 00116 B BCPXHHUX OTACJIAX JKUBOTA U 00116 BHU3Y JKMBOTA.

Onucanue HEKOTODPKIX HEXkKeaTeIbHbIX pPeaKIIhi

Tlogvluienue ypoeHs neueHOUHbIX (hepmeHmos
B knmMHMYECKHX UCCIeI0BaHUAX HAOII0JAIOCh KPATKOBPEMEHHOE MTOBBIIIICHUE YPOBHS
TpaHCaMHHA3 B CBIBOPOTKE KpoBH (cM. paznen 4.4). [loseimenue yposHst AJIT Habmoganocs y
14 % nanuenTos, a nobieHne ypoBHst ACT —y 16 % nanueHTos, npu 3TOM MeAUaHa
BPEMEHH JI0 TAKOTO MOBBIILICHUS COCTaBIIsIa 8 Henenb (auana3on: 1-42 Henenu) u § HeAeb
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(mnamazon: 0—42 Henenu) coorBeTcTBeHHO. [loBhiIeHne ypoBHs AJIT npuBeno k mpuocTaHOBKE
JIeUEHHsI U/UITH CHIDKEHUIO 103b1 y 6,1 % maruenTtos, a noseimeHue ypoHs ACT npuserno k
IIPUOCTAHOBKE JIEUEHUS U (WJIM) CHIXKEHUIO J103bl Takke y 6,1 % naiueHros.

UBJl/nnesmonum

N3 359 nanuenrtos, nonyyasuux npenapat JIYMUKPAC B KiIMHUYECKUX UCCIENOBAHUSAX, Y
0,8 % pasBuiicst UBJI/mHEeBMOHUT; PH 3TOM Ha MOMEHT Pa3BUTHUS HEXKEJATEIbHONW PEaKLIUU BCE
ciyyau ObLTH CTENICHH TSDKECTH 3 uitk 4. MenaHa BpeMEeHH 0 TIEPBOTO MOSIBIICHUS
NbJI/maeBMonuTa cocTaBmiia 2 Henenu (auanazoH: 2—18 Hexens). B cBsi3u ¢ pazButneM
NbJl/maeBmonnta y 0,6 % manuentoB OblI0 IpeKpalieHo jedenue npenaparom JIYMUKPAC
(cm. pazpenel 4.2 u 4.4).

Tayuenmoi nodxcunozo eospacma

B xmHUYeCKUX HCCIeIOBAaHUSX HE OBUIO BBISBICHO Pa3IMYHid B MOKA3aTEsIX 0€30MacHOCTH U
3¢ GEeKTUBHOCTH TIperapara y malueHTOB MOXKHUIOTO (> 65 neT) u 6osiee MOJIOAOTrO Bo3pacTta (CMm.
pasnensl 4.2 u 5.2).

Coo0I111eHKE 0 MOI03PEeBACMbIX HEKEIATSIbHBIX PEaKIIHIX

BaxxHo coo01marh 0 mo103peBaeMbIX HeXKENATEIbHBIX PEAKIUIX MTOCIIe PETUCTPALIUN
JIEKapCTBEHHOT'O Mpemapara ¢ eIblo 00ecrieueHrs HEMPEePHIBHOIO MOHUTOPHUHTA COOTHOIICHUS
«II0JTh3a-PUCK» JIEKAPCTBEHHOTO Mpenapara. MeIuIuHCKUM pabOTHHKAM PEKOMEHIYETCS
COO00IIATh O THOOBIX TO03PEBAEMBIX HEXKEIATEIBHBIX PEAKIUAX JIEKAPCTBEHHOTO IIpermapaTa
4yepes HallMOHAIBHBIE CHCTEMBI COOOIICHHSI O HEXKENATENbHBIX PEAKIHUIX TOCYIapCTB-YJICHOB
EBpa3uiickoro 3KOHOMHUYECKOTO COI03a.

Poccuiickas @enepanus

109012, MockBa, CrnaBsiHcKasl 1iomaip, 4, crpoenue 1

denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpaneHus (Poc3apasHamzop)

Ten.: +7 800 550 99 03

®dakc: +7 (495) 698-15-73

DOi1. mouta: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/

4.9 Ilepeno3upoBka

B ciydae nepeno3upoBKy NaMEHTY HEOOXOIUMO POBOIUTH CUMITOMATUYECKYIO U
MOJIEP’KUBAIOIIYIO TEPANUIO 110 Mepe HeoOxoauMocTu. He cyiiecTByeT cnennanbHOro
aHTHJI0Ta Ha ciyd4ail nepeno3uposku npenaparom JIYMUKPAC.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOMCTBA

dapMakoTepaneBTUUECKas IpyIa: IPOTUBOOIYX0JIEBBIE CPENCTBA; APyTHE
IIPOTUBOOITYXOJIEBBIE CPEJICTBA.

Kong ATX: LO1XX73.

MexaHu3M OelcTBUS

CoTopacu® 1pe/cTaBiseT coboii cenekTuHbIi nHrnouTop KRASS!*C (romonora BupycHoro
OHKOTeHa CapKOMBI KPhIChl KUpCTeH), KOBAJIEHTHO M HEOOPATHMO CBSI3BIBAIOIMIACS C
yHHKaJIbHBIM HUucTerHoM B rene KRASC!?C. Mnakrupamus KRASC!?C coropacubom 61okupyer
Tepeiady CHTHAOB ¥ BBKMBAEMOCTh OIyXOJIEBBIX KIETOK, TIOJABJISET POCT KJIETOK U
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CII0COOCTBYET N30MpaTeIbHOMY alloNTo3y B OIyXOIsX, coaepskanux onkoren KRASS!2C,

CIIOCOOCTBYIOIINH KaHLIEPOTEHE3Y.

Kinuanueckas 3ddekTUBHOCTE M 0€30I1aCHOCTD

Ilpumenenue npenapama JIVMUKPAC ¢ mepanuu nayuenmog ¢ HemeakoOKIemo4HblM paKom
neekozo (HMPJI) u mymayueti KRAS G12C, panee nonyuasuiux neverue (ucciedosanue
CodeBreaK 100)

S¢¢pexruBHocTs npenapata JYMUKPAC uzyuanace B HECPaBHUTEIBHOM OTKPBITOM
MHororeHTpoBoM uccienoBanuu (CodeBreaK 100) ¢ ygactreM nmaieHToB ¢
MecTHopacnpocTpaHeHHbIM uinu Mmeractatnueckum HMPJI ¢ myranueit KRAS G12C, y KOTOpBIX
Ha0JI0/1J10CHh MPOTPECCUPOBaHKE 3a00JI€BaHUS TIOCIIE TpeAIIeCTBYIOIeH Tepanui. OCHOBHBIMU
KPUTEPHSIMH BKIIIOUCHHUS B UCCIIEIOBAHME SIBIISUIUCH ITPOTPECCUpoBaHue 3a00sieBaHus Ha (POHE
UMMYHOTEpai HHTUOUTOPaMU KOHTPOJIBHBIX TOUYEK U (WJIM) XUMUOTEPANH MpenapaTaMu
TUTAaTUHBI, a TAKXKe MOCTIe TApreTHOM Teparuy, eciy ObUIN BBISBICHBI aKTUBHPYIOIIHE
OHKOT€HHBIE JipaiiBepHbIe MyTalllH, GYHKIHOHAIBHBIHN ctaTyc 0 wm 1 no mkane Boctounoit
o0benuHeHHoM rpymbsl oHKooroB (ECOG) u Hannuue He MeHee OJTHOTO U3MEpSIeMOro oJara
OITyXOJIH, COOTBETCTBYIOLIETO KPUTEPHUAM OLIEHKU OTBETA MU conuaHbIX onyxoisax (RECIST,
Bepcus 1.1). [lns Bcex manmentoB ¢ HMPJI 66110 00s13aTeNbHBIM IPOCTIEKTUBHOE
noaTBepxAeHUe Hannuus myTauuu KRAS G12C B o0pa3uax OnyxojH ¢ UCIIOJIb30BaHUEM
BAJINIMPOBAHHOTO MeTo1a aHanu3a (Habop Qiagen therascreen® KRAS RGQ PCR) B
LEHTpaJIbHOM 1abopaTropuu. [TaMeHTsl ¢ mOYeuHON HeI0CTaTOYHOCTHIO, TEYEHOUYHON
HEJ0CTAaTOYHOCTBHIO U aKTUBHBIMU METAacTa3aMH F'OJIOBHOT'O MO3ra U3 UCCIIEI0BAHUS
UCKJIIOYAJINCh.

Bcero B uccnenoBanue 6bU10 BKIIIOYEHO 126 MalieHTOB, KOTOPBIE MOTYYalIH Mpernapar
JIYMUKPAC B n1o3e 960 Mr ouH pa3 B CyTKH B peKUME MOHOTEPAIINH J10 IPOTrPECCUPOBAHUS
3a00JIeBaHUs WM PA3BUTHS HETIPUEMIIEMOM TOKCHUHOCTH. Ha Hauano uccienoBanus

124 mauuveHTa UMENU MUHUMYM OAMH MOAJAIOIIMICA U3MEPEHUIO OYar OIyXOJIH, IPOIIE NN
HE3aBHCHMYIO LIEHTPAJIN30BAaHHYIO OLIEHKY B CJIEIIOM PEXXHME B COOTBETCTBUU C KPUTEPUSIMU
RECIST Bepcun 1.1; nanHble 3TUX NAIIMEHTOB OBUIM BKIIIOYECHBI B aHAJIU3 PE3YJIbTaTOB

3 PEKTUBHOCTH, CBS3aHHBIX C OTBETOM Ha JieueHue. MenuaHa mpoAoKUTEIbHOCTH JICUCHUS
cocraBuia 5,5 Mecsaua (auanazon: 0—15), npu a3tom 48 % nanMeHTOB NOIyYalll JICUEHUE B
TedeHue > 6 mecsues U 33 % nanueHTa — B TEUEHHUE > 9 MecsILIEB.

OcHOBHBIM NOKa3atesneM 3pGeKTUBHOCTH Obla yacToTa 00beKTUBHOTO 0TBeTa (ORR), KOTOpas
IpeCTaBsia COOOH I0JI0 MAIIMEHTOB, Y KOTOPBIX ObUT JOCTUTHYT MOJTHBIN MM YaCTUYHBIH
OTBET Ha JICYCHHE IO Pe3yIbTaTaM HE3aBUCUMOM IIEHTPAIM30BAHHON OIICHKU B CIICTIOM PEXHME
B cootBeTcTBUU ¢ Kputepusamu RECIST Bepcuu 1.1. JlonoaHUTENTbHBIMU [TOKA3aTEISIMU

3¢ deKTUBHOCTH OBUTH MPOJOIKUTENEHOCTE 0TBeTa (DOR), wacToTa KOHTpOIIST 32a00JIeBaHUS
(DCR), koTOpas mpeacTapisiia COOOH 00 MAIMEHTOB, Y KOTOPBIX ObUT JOCTUTHYT IOJIHBIH
WJIM YaCTUYHBIA OTBET Ha JeuyeHHe 100 cTtabunnzaius 3a0oieBaHus, BpeMs 1O OTBETa Ha
neuenue (TTR), BeokuBaeMocts 6€3 nmporpeccupoBanus 3adonesanus (PFS) u obmmas
BbDKHMBaeMocTh (OS).

Hcxonubie geMorpaguueckie XapakTepUCTHKH U XapaKTePUCTUKU 3a00JIeBaHUs B UCCIIETyeMOM
MONYJIALNKU: MeAraHa Bo3pacta — 64 roga (auamnazon: 37—-80); sxeHimuHbl — 50 %;
eBporneonHas paca — 82 %, moHrosounaHas paca — 15 %, HerpoungHas paca — 2 %;
¢byukunonansHbli cratyc 1 mo mkane ECOG — 70 %; craaus IV 3ab6oneBanus — 96 %;
HEIUIOCKOKJIETOYHBIN TUII paka Ha OCHOBAHUU TMCTOJIOTUYECKOro HccaenoBanus — 99 %; 81% -
ObIBIIME KypWIBbLIUKY, 12% - KypUIIBILIUKY B HacTOsIIEe BpeMs, 5% - HUKOT/1a He KyPHJIIH.
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Bce nanuenTs! panee 1ojiydaal MUHUMYM OJHY IPEIIIECTBYIOLIYIO JIMHUIO CHCTEMHON
tepanuu Metactatuaeckoro HMPJI: 43 % — Tonbko onHy nuHuUto Tepanuu, 35 % — 1Be TMHUU
Tepanuy, 22 % — Tpu TMHUU Tepanuu, 91 % — uMmMmyHoTepanuto antutenamu k PD-1/PD-L1,
90 % — xumuoTEpaIuIo NNpenapaTamMu MiaTUHeL, 81 % — XUMHOTEpanuio npenapaTamu
IUTATUHBI 1 UMMYHOTepanuio antureramu kK PD-1/PD-L1. V3BecTHBIMU BHETPYAHBIMH
OpraHaMH-MUIICHSIMH, KOTOPBIE MOPAXKAIUCh MeTacTa3amMu, O — KocTH (48 % MarueHTos),

Mo3rT (21 %) u neuens (21 %).

PesynbraTsl 3 pekTHBHOCTH TpecTaBICHbI B TAOIHIIE 4.

Tab6umna 4. Pesyabrarsl 3¢pdextuBHocTn y nanuenToB ¢ HMPJI ¢ myranueit KRAS G12C
B ucciaenosanun CodeBreaK 100

IHokazaTenu 3¢ GpeKTUBHOCTH JYMHUKPAC
N=124

ORR, % (95 % AN)™¢ 37,1 (28,6-46,2)
[Tonnsiit otBet (CR), % 2,4
Yactuunslii otBeT (PR), % 34,7

DOR®1
Yucao mauueHTOB ¢ OTBETOM Ha 46
JICYCHUE
Mennana®, MecsIbl (IMANa30H) 11,1 (6,9-15,0)
enzypuposano, % 39,0
[TatieHTsI ¢ TPOJIOIKUTENEHOCTHIO 63,0
oTBeTa > 6 MecsIeB, %

JU1 — nosepurensHbiii naTepBai (CI); DOR — npoxomkutensHocTh 0TBeTa; ORR — Wacrtora 00BbeKTHBHOTO
OTBETa

* Pe3ynbTaT 3EeKTUBHOCTH, CBSI3aHHBII C OTBETOM Ha JICUCHHE

b Ouenka npoomnack Metonom Karuana-Meliepa

¢ ITo cocrostnuto Ha 01 nexabpst 2020 .

4 Tlo cocrosmuto Ha 20 urons 2021 r.

5.2. apmakoknHeTHYECKHE CBOMCTBA

5.2.1. AGcopOuus

buomoctynHOCTh coTOpacuba y yenoBeka eiie He u3yueHa. [locie mepopaibHOro mpruemMa OIHOM
T03bI coTopacud abcopOMpoOBaCs ¢ TOCTHIKEHUEM MUK KOHIICHTpaIwu uyepe3 1 yac (Mmeanana).

Brusanue npodykmoe numanusi

[Tocne mpuema coropacuda ¢ MUILEH ¢ BEICOKOH KaJOPUHHOCTBIO U BBICOKHM COJIEPKaHHEM
’KMPOB He HaOM0aan0ch U3MeHeHUH B Cmax coTOpacuda, a 3HaueHne AUC 6b110 Gouibliie Ha

38 % mno cpaBHenuto co 3HaueHueM AUC nipu npueme npenapara Hatomak. CoTopacud MOKHO
IIPUHUMATH C €101 1 6e3 Hee.

5.2.2. Pacupeneneuue

CpenHereoMeTpuyecKuii BUIUMBII 00bEM pacrpeieieHus Ipy IepopaibHOM IIpuemMe
cotopacuba B s103e 960 Mr OfMH pa3 B CyTKH Ha MPOTSHKEHUU 8 aHel moapsia coctaBmi 211 1
(o pe3ynbTaTaM HEKOMITAPTMEHTHOTO aHaim3a). CBA3BIBAEMOCTH cOTOpacuba ¢ OEITKOM T1Ia3Mbl
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B YCIIOBHSIX in Vitro coctaBuia 89 %, mIpu 3TOM COTOPAacUO MPEUMYIIECTBEHHO CBS3BIBAIICS
in vitro ¢ anbda-1-KUCIBIM ITUKOIPOTEHHOM.

5.2.3. buorpancdopmanus

OCHOBHBIMU META0OIMUECKUMH ITyTSAMHU cOTOpacuda ObUIH He()epMEHTAaTUBHAS KOHBIOTAlUs U
OKHCIIMTEIbHBIN MeTabon3M. Pe3ynbTaThl Hccie0BaHui in vitro yKa3plBaloT Ha TO, YTO
coropacub merabonuzupyercs nox aeiicteuem nuroxpomo P4502C8, CYP3A4 u CYP3AS5 u
sBisieTcs cyoctparom P-rmukonpotenna (P-gp). [ocne oqHOKpaTHOTO TIEpOpaIbHOro MpreMa
paImoaKTUBHOTO coTopacu6a B 103e 720 Mr aaayKT nucTenHa (00pa3oBaHHBINA MyTEM THAPOIIH3a
aJUTyKTa TIyTaTHOHA) U OKUCIUTEIbHBIN METaOOIUT, MoMy4YeHHbIH B pe3yibrare CYP3A-
OIIOCPEIOBAHHOIO PaCILEIIIEHHSI MUIIEPa3nHAKPUIIAMUTHON IPYIIIIBI, SIBISUINCh OCHOBHBIMU
UPKYJIUPYIOMUMH MeTabonuTamu. Hu oiuH U3 3THX METaOOIUTOB HE SBISIICS
(bapMaKoIOTHYeCKU aKTHBHBIM.

5.2.4. DauMuHAIIUA

CpenHereoMeTpuyecKuii BUIUMBIN KIMPEHC MPU MEPOPATHLHOM IpUEMe coTopacuda B 103€
960 Mr oMH pa3 B CyTKU HA MPOTSDKEHUM § THEH moapsaa coctaBui 26,2 /4 (10 pe3ynbraTam
HEKOMIIapTMEHTHOr0 aHanu3a). CpegHee BpeMsl NIOyBBIBEAECHUS COCTABIISAET 5 YacoB.
PaBHOBeCHast KOHIIEHTpAIMs JOCTUTaNIach 3a 22 THS U OCTaBaiach cTa0MIbHON. B ocHOBHOM
coTopacu0 BBIBOAUTCS Yepe3 KUIIECUHUK: IPUMEPHO 74 % 110361 — uepe3 KUIIeUHUK, 6 %

(e menee 1 %) — noukamu.

JIMHEHOCTL/HEMMHENHOCTD

[Tpu 0THOKPATHOM M MHOTOKPAaTHOM IepOpaIbHOM IIpUEME COTOpacuda OJIMH pa3 B CYyTKHU B
no3ax oT 180 1o 960 mMr HabmoAaICs HEMMHEHHBINA XapakTep (papMaKOKUHETHKH, TOCKOIBKY
nokazatre’ Cmax 1 AUCo 24 « OBIIIM HEMPOMOPLUOHATIBHO HUYKE BETUUMHBI 710361 CpeiHue
3Ha4eHUS Cmax 1 AUCo 24 ¢ TIOCIIE TPUEMA HECKOJIBKUX /103 OBLIIM OJIMHAKOBBI IIPU BCEX YPOBHSX
10361 oT 180 1o 960 Mr oguH pa3 B cyTku. Ilocne npuema cotopacu6ba B go3e 960 mr onuH pa3 B
CYTKHU €r0 KOHIIEHTpAIMs B KPOBU C TEUEHHUEM BPEMEHHU CHIDKANIACh BIUIOTH 10 JOCTHKCHHS
PaBHOBECHOW KOHILIEHTpAMK. B KIMHUYECKHX UcciaeqoBaHusAX 1-i u 2-if (hazbl paBHOBECHAs
KOHIIGHTpALKs B TUIa3Me JIOCTUTANIaCh MIPUMEPHO uepe3 3 HeeH MpH NprueMe cotopacuda B
JOOBIX J03aX.

dapMaKOKMHETHKA B 0COOBIX Irpynmnax nmaimcHTOB

[To mepBOHAYATBHBIM pe3yJIbTaTaM MOMYJISIMOHHOTO aHAIN3a (PapMaKOKMHETHIECKIX
napaMeTpoB He ObLII0 0OHAPYKEHO HUKAKUX KIIMHUYECKH 3HAYMMBIX Pa3IMuuil B
(apMaKkOKMHETHKE coTopacuda B CBSI3U C BO3PACTOM, T10JIOM, PACOBOM M 3THUYECKOM
MIPUHAIISKHOCTHIO, MAaCCOH Tela, TIMHUEH Tepanuu, (yHKIIHOHAILHBIM CTaTyCOM IO IITKaIe
ECOG, ypoBHEM alibOyMHHA B KPOBH, HAJTMYUEM MTOUYEYHON HETOCTATOYHOCTH JIETKON CTETIEHU
(KK > 60 Ma/mMuH) unu nmeyeHouHOM HegocTaTouHOCTH Jierkoit crenenu (ACT wmu AJIT

< 2,5 x BI'H unu o6umii 6unupy6oun < 1,5 x BI'H). Biusiaue noue4yHoi nin ne4eHouyHOn
HE/I0CTaTOYHOCTH YMEPEHHON HIIU TSDKENOH cTerneHu Ha (hapMaKOKMHETHKY coTopacuba

HE U3YYEHO.
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5.3. lanHble TOKJIUHUYECKOH 0€30MACHOCTH

MyTareHHoCTb

bakTepuanbHblil TECT Ha MyTareHHOCTS (TecTa DiiMca) MoKa3ajl OTCYTCTBHE MyTar€HHBIX
CBOWCTB y coTopacuba. Mukposinepsiid Tect u aHanu3 JJHK-komer, nmpoBeneHHbIe in vivo Ha
KpbICaX, OKa3ali OTCYTCTBHE T€HOTOKCHYECKUX CBOMCTB y coTopacuoa.

KanneporeHHoCcTh

HccnenoBanust KaHLIEPOT€HHOCTH COTOpacuOa He MPOBOIMITUCE.

PenpoaykTuBHAS TOKCUYHOCTD

B pamkax uccienoBanuii s3MOproQeTanbHOT0 pa3BUTHS KPbIC U KPOJIMKOB IPHU IEPOPaATEHOM
NPUMEHEHHH coTopacu0a MpU3HAKU TEPATOr€HHOCTH HEe OOHAPYKEHBI.

VY KpbIC OTCYTCTBOBAJIM IPU3HAKHU BIMSHUSA COTOpacuba Ha sMOpuodeTarbHOE pa3BUTHE BIUIOThH
710 IpUMEHeHNs HanOoJIbIIel HccaeyeMoi 1036l (Bo3elicTBIE KOTOpoH B 3,9 pa3a mpeBbIIaio
BO3/ICCTBUE MAaKCUMAJIbHOW PEKOMEHI0OBAaHHOM 10361 Ui yenoBeka [960 mr] Ha ocHOBaHUU
3HAUYEHUS TUIOIIAIH o] hapMakokuHeTndeckoit kpuBoit [AUC]).

VY KpoJIMKOB HaOIIOAIMCH TIOTEPS. MACCHI IJI0J]a U YMEHBIIIEHUE KOJMUECTBA MSACTHBIX KOCTEH,
MPOIIEIINX MPOIECC OKOCTEHEHUS, Y TIOJI0B TOJIBKO MPH MPUMEHEHUH HanOoJbIIeH
HCCIIEyeMOH 1035l (BO3AEHCTBHE KOTOPOH B 2,2 pa3a MPEBBIIIAN0 BO3AEHCTBIE MAKCUMAIbHOMN
PEKOMEHIOBAaHHOM J103bI [T yesnoBeka [960 mr] Ha ocHoBanuu 3HadeHust AUC). 910 6610
CBSI3aHO C BJIIMSIHUEM Ha OPTaHU3M MaTepHy, TAKMM KaK CHIDKEHHE Habopa Macchl Tena U 00beMOB
noTpeOIeHus I, HAOIIOAABIIUMCS B IIEpUOJI ipueMa npenapara. CHIDKEHHOE OKOCTEHEHHE
KaK CJIEJICTBHE 33JIePKKH POCTA, CBSI3aHHOE CO CHM)KEHUEM MAaCChl T10/1a, OBbLIIO
MHTEPIPETUPOBAHO KaK HECTICIU(PHUECKOE BIMSHUE BCICACTBUE 3HAUNTEIIEHOTO TOKCUYECKOTO
BO3JICHICTBUS HA OPraHU3M MaTEPH.

CHuxkeHue QhepTHILHOCTH

HccnenoBanust BIUSHUS cOTOpacu6a Ha PepTHILHOCT U PaHHEe pa3BUTHE SMOpPHOHA
HE MPOBOAMIUCH. B X0/1€ 001X TOKCHKOJIOTMYECKHX UCCIEIOBaHUN Ha co0akax M KpbIcax
He OBLIO BBISIBJIEHO HETaTUBHOT'O BIMSHUS HA MY>KCKHE U KEHCKHUE PETPOAYKTUBHBIC OPraHbI.

Jlpyrue JaHHbIE 0 JOKJIMHAYECKON 0€30IIaCHOCTH

B KIMHMYECKUX UCCIETOBAaHUIX HEXENATeNbHBIX Peakuii He Ha0Jt0Jaoch, HO OHU
BCTPEYAIIUCH B UCCIICOBAHUAX HA )KUBOTHBIX MPH UCIOIB30BAHUU 103, OJM3KUX K
IIPUMEHSEMBIM B KIIMHUYECKOU MPAKTUKE, U C YYETOM BO3MOXKHOU KIMHUYECKOW 3HAYUMOCTHU
ObUIN CIICAYIOIIMMHU:
o HE(PPOTOKCUYHOCTD MIPU IIPUEME HECKOJIBKUX 103 Mpernapara (HabJtojanach B
TOKCUKOJIOTHYECKHUX MCCIIEOBAHUSX).

OI.[CHKa pPUCKA JIJISI OKPYKAIOMIEH Cpeibl

HccnenoBanus 1o OLEHKE PUCKa sl OKPYXKAKOILIECH CPeJibl MOKa3ajH, YTO COTOPAcHO
MOTEHIMAILHO MOXKET OKa3bIBaTh OUCHB J0JITOBPEMEHHOE BO3JICHCTBIE HA OKPYIKAIOIIYIO CPEILy
(cMm. paznen 6.6). Cotopacud He crocoOCTBYET OMOAKKYMYJISIIUN UM TOKCHYHOCTH.
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6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/ibHbIX BelIECTB

Anpo TabieTku

[enmrono3a Mmukpokpuctamnndeckas (102)
JIakTO3B1 MOHOTHAPAT

Kpockapmemio3a HaTpus

Marnus creapat

[IneHo4vHast 000JI0YKa
ITonMBUHUIIOBBIN CIUPT
Turtana quokcun (E171)
Maxporoa 4000

Tanbk

Keneza okcup sxentsiil (E172)

6.2. HecobmecTumocTh

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus)

3 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH IPH XPAHEHUH

Xpanuts npu temnepatype Hrke 30 °C.

6.5. XapakTep u cofepkaHue NePBUYHON YIAKOBKH

Kaxnas nauka cogepxut 240 TabiaeToK, MOKPBITHIX IIICHOYHOM 000JI0YKOMA: 10 § TabNIeToK,
MOKPBITHIX TUIEHOYHOH 000104uK0ii, B Onuctepe u3 Aclar/I[TomuBunmixnopuna (Aclar/IIBX) wmm
Momusuamnxnopu/Iomuytunen/[NomuBnanmuaenxnopuna (IIBX/TI3/TIB/IX) B komOuHAIIMY C
aIOMUHUEBON (oIbroii, mo 30 61arcTepoB BMECTE C TMCTKOM-BKIIABIIIEM TOMEIIAIOT B
KapTOHHYIO NauKy, CHAaO>KEHHYIO KapTOHHBIM pa3zaenuTeneM. Ha Kaayio mauyky HaKJIeHBarOT
ATUKETKY(M) U1 KOHTPOJIS IEPBOTO BCKPBITHUS.

6.6. OcoOble Mepbl MPEAOCTOPOKHOCTH IPH YHHYTOKEHHH HCI0JIL30BAHHOIO
JIEKAPCTBEHHOI'0 Npenapara WM 0TX0/10B, IOJIy4YeHHbIX I0CJIe IPUMEHEeHHs Npenapara u
Apyrue MaHUIYJISIIMHU € penaparoM

JIaHHBIN JIEKapCTBEHHBIN IIperapaT MOKET IIPEACTABIIATh PUCK U1 OKPYIKAIOIIECH Cpe/Ibl

(cm. pa3gen 5.3). Becb Hencnob30BaHHBIN JIEKAPCTBEHHBIN Ipenapar U COIyTCTBYIOIINE
OTXOZbI CIIEAyeT YTUIU3UPOBATh B YCTAHOBJICHHOM IOPSIIIKE.
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7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUA

Hunepnanpt

Awmmxen EBpona b.B.

Munepsym 7061

4817 ZK bpena

Tem.: +31765732000

®daxc: +31765732001

O11. moyTa: reception-ru@ameen.com

7.1. IIpeacTaBuTe/Ib JEPKATESI PETrHCTPALIMOHHOIO YIOCTOBEPEHHA

[IpeTeH3un norpeduTeel HAPaBIIATh [0 aJIPecy:

Poccuiickas ®@enepanus

000 «AMKEeH»

123112, r. MockBa, BH.Tep.I. MyHULIMNIANbHBIN OKpYT IIpecHeHckuii, mpoe3n 1-it
Kpacnorsapaeiickuii, 1. 15, nomem. 1/4

Ten.: +7 (495) 745-04-78

®akc: +7 (499) 995-19-65

D51, mouTa: reception-ru@amgen.com

8. HOMEP PETMCTPAIIMOHHOT'O YJIOCTOBEPEHUSA
JITI-Ne(002763)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIUU (IOATBEPXKJIEHUSA PETUCTPALIUN,
IHHEPEPETUCTPAIIUN)

Hara nepsoii peructpauuu: 14.07.2023

10. JATA IEPECMOTPA TEKCTA
18.09.2024

Oomas xapakrepucTrka jJekapcTBeHHoro npenapara JYMUKPAC nocrynna Ha
nH(pOPMAIIMOHHOM MopTasie EBpazniickoro 5KOHOMHUYECKOT0 COr03a B MH(OPMaIIOHHO-
KOMMYHUKaImoHHou cetu «uTepueT» http://eec.eaeunion.org/

Yemanoenenue nocmpecucmpayuonnoix mep.

JlaHHBIH JIEKapCTBEHHBIN IIperapaT 3aperucTpUpPOBaH 110 NMPOLEAYPE «YCIOBHOU PErUCTPALIUN
U I10 3TOMY JIEKaPCTBEHHOMY IIpeIapaTy 0XKUIACTCs MPEICTaBICHUE JOIOIHUTEIbHBIX JAHHBIX.
MunucrepeTBo 3apaBooxpanenus Poccuiickoit @denepanuu OyaeT MpoBOAUTD €XKET0JHO
SKCTEPTH3Y HOBBIX CBEJCHUH O Ipemnapare, a JaHHas 0011as XapaKTepUCTHKA JICKapCTBEHHOTO
npemnapara OyeT 0OHOBIATHCS IO Mepe HEOOXOJMMOCTH.
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