NHCTPYKIINA
10 MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA
HUPECCA®

Perncrpanuonnsiii Homep: 1T N016075/01
Toprosoe HaumeHoBaHue: Mpecca®
Me:xkayHapoaHoe HEMATEHTOBAHHOE WM IPYNNUPOBOYHOE HAUMEeHOBaHue: Te(hUTHHIO

JlekapcTBeHHasi popma: TaOJICTKH, TOKPHITHIC INIEHOYHON 000JIOUKOM

Cocras

1 TabJyieTka, OKPHITAs TNIEHOYHOU 000JIOUKOH, COTCPIKHUT:

axmusHoe geuyecmeo. TePuTuauo 250 Mr

8CnoOMOzamenvhble Geuecmaa: JaKTo3bl MOHOTUApAT 163,5 Mr, IemTono3a MUKPOKPHCTAJUINYECKas
50,0 mr, kpockapmesiosa Hatpus 20,0 mr, moBugoH (K29-32) 10,0 mr, Hatpus naypuicyiabdat 1,5 mr,
Maraus cteapat 5,0 mr;

cocmae naénoyHotl oboaouxy: Tunpomeiosa 7,65 mr, makporoa 300 1,5 mr, kpacutemns Kejae3a OKCHJI

kpacHuerii E172 0,9 mr, kpacutens sxenesa okeun sxentsiid E172 0,9 mr, Tutana nuokcun E171 0,5 wmr.

Onucanune
Kpyrnble, NTBOSKOBBITYKIbIE TaOJETKH KOPUYHEBOTO IIBETA, MOKPHITHIE IUIEHOYHOW OOOIOYKOW, Ha

OJTHO¥ cTopoHe TabneTku rpaBupoBka “IRESSA” u “250”. Ha nuznome Tabnetku sapo Oemoro mnsera.

dapmakoTepaneBTHYECKasi TPYNNa: NPOTUBOOIYXOJEBOE CPEICTBO — IMPOTEHHTUPONHKHHAZBI
WHTHOUTOD

Kox ATX: LO1XE02

dapMakoJOrniecKne cBoiicTa

dapMaKoANHAMHKA

Fe(i)I/ITI/IHI/I6, ABIBISICH  CCJICKTHUBHBIM I/IHI‘I/I6I/ITOpOM TUPO3UHKHHA3bl PEUCIITOPOB ISIHUIACPMAIIBHOTO
(dakTopa pocTa, IKCIpeccusi KOTOPHIX HAOIOaeTCsl BO MHOTHX COJIMIAHBIX OIYyXOJSX, TOPMO3UT POCT
OITYXOJIHM, METACTa3UPOBAHNE M AHTHIOT€HE3, A TAK)KE YCKOPSIET alloNTO3 OITyXOJIEBBIX KIIETOK.
[TarmeHTHI, HUKOTJa HE KYPUBIIHE, UMEIOIINE MOP(OIOrnyecKuii BApHaHT OMYXOJIHU aJeHOKapIIMHOMA,
KEHCKUH TIOJ WM SBIISIONINECS MPEICTaBUTEISIMH a3MaTCKOW pachl, Ooiee BEpOSITHO OyAyT HMeETh
s dekr ot Tepanuu npenaparoM Mpecca®. DTH KIMHUYECKHUE XapaKTEPUCTUKK TAK)Ke aCCOLMUPYIOTCS
C BBICOKOM YacCTOTOH MyTalli perienTopa HACPMATBHOTO (paKkTopa pocTa OImyXoyu.

Pezucmenmnocmo

B GonpmmHCTBE cydaeB HEMEIKOKIETOUHOro paka jierkoro (HMPJI) ¢ akTuBUpyIOIIMMEU MyTallUsIMH B

TCHC PCLCIITOPAa SMMUACPMAIILHOTO (baKTopa pocTta CO BpEMCHEM BLIpa6aTLIBaCTC$I PE3UCTCHTHOCTh K



npenapaty Wpecca® (Meamana BpeMeHH 10 IMporpeccupoBanus okonio 1 roga). Ilpumepno B 60%
CJIy4aeB PE3MCTEHTHOCTh OOYCIOBIeHa BTOpHYHON MyTammedt T790M, B CBsI3M ¢ 4eM WHTHOUTOPHI
TUPO3MHKHHA3BI PEeLENTOpa 3MUACPMATIBHOTO (pakTopa pocTa, F3PQPEeKTHBHBIE NPU HATMYMHM MYTaluu
T790M, Moryt paccMaTpHBaThCS B KauecTBE CIEAYIONICH JWUHHM Tepanuyd y TalUeHTOB C
nonrBepxkaeHHoi mytammeir T790M. Taxke mmocne NPUMEHEHHS TNpPEnapaToB, WHTHOMPYIOMINX
TUPO3MHKHHA3Y PELenTopa 3MUAECPMAIbHOr0 (akTopa pocTa, ObUIM OTMEUYECHBI IPYTUe MEXaHU3MbI
PE3UCTEHTHOCTH, BKJIIOYAIONINE OOXOAHBIE U HIJKEJEXKAIMe CUTHAIbHBIE IIyTH, HamlpuMep,
ammm¢ukanust reHoB HER 2 u MET u myramun PIK3CA. B 5-10% cirygaeB pe3uCTeHTHOCTH MOYKET
OBITH CBs3aHA C U3MEHEHUEM (DEHOTHIIA OIYXOJIH — TpaHc(opMalyeil B MENKOKIETOYHBIH pakK JIETKOTO.
ITpu cpaBuenun npenapara Mpecca® u KOMOMHAIMKM KapOOIUIATHH + MAKIMTaKCeNl B NEPBOW JTUHHUU
Tepanuu  pactpoctpaneHHoro HMPJI (ctagust IlIB u V) y mnanmeHToB asmarckoil packl ¢
THCTOJIOTMYECKO (opMOl OMyXOiM aJeHOKAapIMHOMA C HEOTATOIICHHBIM aHAMHE30M KYpHIIBIIHNKA
(6pocuBmme Kyputh > 15 ner Ha3ag u BeikypuBaBmme < 10 mayek B Tox), Hpecca®
MPOJIEMOHCTPUPOBAJa CTATHCTUYECKH 3HAUYMMBbIE MPEHMYILECTBA B BBDKMBAEMOCTH 0O€3 IMPH3HAKOB
NPOTPECCUPOBaHUST M OOBEKTUBHOM OTBETE IO CpPaBHEHHI0O ¢ KOMOMHauued kapOomnatuH -+
MaKJIUTaKCeNl, KaK BO BCEH Ipymie, TaKk ¥ B TPYIIE MAlMEHTOB, Y KOTOPBIX OBUIM BBISBICHBI MyTalluu
TeHa pelenrtopa SnuIepMalbHOrO (akTopa pocta. CTaTUCTUYECKHM 3HAYUMOTO pasiuius B 0OIei
BBDKHUBAEMOCTH MEXKIy TPYIIIaMHU JICYCHUS] HE OTMEUCHO.

YyBCTBUTENIBHOCT K TeUTUHHOY NpH HAIMYMKM YacTO BCTPEYAIOIIMXCS MyTaluil peuentopa
snuaepMansHoro (akropa pocra (menemmu 19 sx3ona; L858R) Opima yOemurenbHO moOATBEpXkIeHA
pesyibTaTaMH KIMHWYECKUX HccnenoBanuid. CymecTBYIOT OTHENbHBIE JaHHblE 00 OTBeTe Ha
reuTHHUO NPH HAIMYMKM MEHEEe paclpoCTpaHEeHHBIX MyTanui. llokasaHa YyBCTBUTENBHOCTH K
redputnHUOY Tpu peakux myTammsx G719X, L861Q u S7681, a npu nzonupoBanHoit myrtaruu 1 790M
WJIN U30JIMPOBAHHBIX HHCEpLUIX 20 3K30Ha HMEET MECTO PE3UCTEHTHOCTH K re(puTHHHOY.

Lupxyaupyiowas onyxonesas oezoxcupubonyrieurnosas kucroma (JJHK)

B wuccnemoBanmm IFUM  wm3ywamuce wMyrtammm B o0Opa3lax TKaHM OMYXOJdW © B 0o0pasmax
uupKynupytouieit omyxonesord JJHK, momyueHHbIX U3 I1a3Mbl KPOBU MAIMEHTOB €BPOICOUIHOM pachl,
¢ wucnonb3oBanueM TecT-cucteMbl EGFR RGQ PCR (Qiagen). M3 1060 mamnueHTOB, MPOIIEAIINX
MPOIIeTyphl 0TOOpa B MCCIIEOBaHUE, y 652 /Il N3ydeHUsT ObUTH JTOCTYITHBI KaK 00pas3Ilhl OIMyXOJH, TaK
1 00pa3iel upKympyromei omyxoneBoi JJHK. UyBcTBUTEIRHOCTD (IO MAMEHTOB ¢ MyTalMeH B
TKaHU OIyXOJId, y KOTOPBIX BEIABIEHA MyTarus B nupkymmpytomein JIHK) cocraBmma 65,7%
(moBeputenbublii mHTepBaN ([AN): 55,8-74,7%), crnenuduyHocTh (0JI MAIMEHTOB C OTCYTCTBHEM
MyTallid B TKaHHU OIYXOJIM, Y KOTOPBIX OTCYyTCTByeT MyTanus B mupkymupytomeit JIHK) coctaBuna
99,8% (AM: 99-100%). DT maHHBIE COTIACYIOTCS C pe3yibTaTaMHU HCCICIOBAHUS ITUPKYIHPYIOMICH
JHK y maiueHTOB a3uaTcKoil pacel B uccienoanuu IPASS ¢ ucnons3oBanuem tect-cucrembl EGFR
Mutation Test Kit (ayBcTBUTEIBHOCTD COcTaBMIA 43,1%, cieruduanocts — 100%).

Yactota OOBEKTHBHOTO OTBETa Ha Tepamuio Te(UTHHUOOM Yy MAIMEHTOB EBPOMEOMIHON pachl B

uccneposanuu IFUM cocraBuna 70%, meamaHa BeDKHMBA€MOCTH 0€3 NMPHU3HAKOB MPOTPECCUPOBAHUS



cocCTaBuJia 9,7 MCCAICB. Ot JAHHBIC aHAJIOTUYHBI PE3YJIbTaTaM, IMOJYYCHHBIM Yy MAllUCHTOB a3MaTCKOU

pacel B uccienoBanuu IPASS.

DapMaKOKHHETHKA

Ilocne mpuema BHYTpPb, BCachlBaHHE IPOMCXOAUT OTHOCHTENBHO MEAJICHHO. PaBHOBecHas
KOHIIEHTpAIHsl JOCTUTaeTcs nocie npuema 7-10 mo3. Perynsproe HazHadeHne mpemnapaTa | pa3 B 1eHb
NPUBOIUT K YBEJIMYCHUIO KOHLEHTpauud B 2-8 pa3 [0 CPaBHEHUIO C OJHOKPATHBIM IIPHEMOM.
MaxkcumMaibHasi KOHLEHTpaLys Ipernapara B Ija3Me KpoBU JocTuraercs B TeueHue 3—7 yacos. Cpenaue
IIOKa3aTeny abCOIOTHON OMOJOCTYITHOCTH Y AallMEHTOB COCTAaBIIOT 59%. [Ipuem numm He BIusieT Ha
ouonoctynmHoCcTh mpenapata. [Ipu mokaszarene pH jkemymouHOro coka BbINIE 5 OHOJOCTYITHOCTH
reputuanOa cHikaercs Ha 47%.

O0wem pacrpenencHus repuTHHNOA TIPU TOCTHKEHUH PaBHOBECHON KOHIEHTpaluu coctasisieT 1400 1,
4YTO CBHUIETEIBCTBYET 00 SKCTEHCHBHOM paclpe/eleHUH Tpernapara B TKaHsix. CBsizp ¢ OenkaMu
TUIa3Mbl (C CHIBOPOTOYHBIM aILOYMHHOM U anb(a 1-TIHKOMPOTEMHOM) COCTABISET MPUOIU3UTEIHHO
90%.

l'eputrHnO moaBepraeTCs OKUCIUTEIBHOMY MeTaboyim3My mocpeactsoMm wuzopepmenra CYP3A4
cucteMbl uroxpoma P450.

HccnenoBanust in Vitro moka3zaiu, 4to reUTHHUO He3HauuTeabHO MHTHOUpyeT depment CYP2D6.
Hasnauenne reduruHnOa coBmecTHO ¢ Meromnpoinoiiom (cyocrpar mis CYP2D6) mpuBommino
HE3HAYUTEIBHOMY MOBBIIEHHIO (Ha 35%) KOHLEHTpAaLUU METONPOJIONa, YTO HE SIBJISAETCS KIMHUYECKU
3HAYMMBIM.

Mertabonm3m repuTHHIOA IPOUCKXOIUT TpeMs My TaMu: MeTabomn3M N-pormraMopdOITHHOBOH TPYIIIIHL,
JEMETWINPOBAaHUE METOKCHJIBHOM TPYNIbl Ha XHHA30JIMHOBYID YacTb W OKHCIHMTEIbHOE
nedochopuIpoBaHue rajJOreHUPOBAaHHON ()EHUIBHOM TPYIIIIBL.

OcHOBHOH MeTaboJIUT, onpelessieMblil B m1asmMe kpoBu — O-necmerwirepuruand, odnagaer B 14 pa3
MEHbILIEH (apMaKoIOrHYeCKOH AaKTHBHOCTBIO 10 CpPaBHEHHIO C Te(UTHHHOOM B OTHOLICHHUHU
KJIETOYHOT'O POCTa, CTUMYJIMPOBAHHOTO SMHAEPMAIBHBIM (PAKTOPOM POCTa, YTO JIENaeT MaIOBEPOSITHBIM
€ro CyIECTBEHHOE BIUSHHUE HAa KIMHUYECKYIO aKTUBHOCTH repUTHHHOA.

OOmwmii mnasMeHHbId KiupeHc reputnHuOa — npubmmsurensHo 500 mu/muH. CpenHuidl mepuon
nonyBbIBe/ieHHsT coctaBisieT 41 wac. [lpemapar BBIBOOUTCS B OCHOBHOM c (ekanmsamu. [loukamu
BRIBOIUTCS MeHee 4% OT BBEIEHHOI 1035I.

CBsi3u MeX]ly HI)KHUM YPOBHEM PaBHOBECHOW KOHIICHTpAIMU Mpenapara U BO3pacToOM, Maccoil Tena,
MOJIOM, STHHYECKOH NMPUHAJIKHOCTHIO WIIM KIIMPEHCOM KPEeaTHHHUHA HE BBISBIICHO.

Ha ¢done exxenmneBHoro npuéma mpenapara HMpecca® B mo3e 250 Mr, BpeMs JOCTHKEHHUS paBHOBECHON
KOHLIEHTpAIUK, OO [UIa3MEHHbIN KIMPEHC U PaBHOBECHAs] KOHIEHTPALMsl ObUIM CXOXKH Ul IPYII
TAIIEHTOB C HOPMaJILHOU (PYHKITHEH IMEUeHN U ¢ YMEPEHHOM TIEYeHOTHON HEJ0CTaTOYHOCTRI0. JlaHHbBIe
no 4 mauuMeHTaM ¢ TSDKEJIOM MEeUYEeHOYHOW HEeIOCTATOYHOCTHIO BCIEACTBHE METACTa30B B IEYEHb

IMMO3BOJISIIOT MPCAIIOJIOKHNTL, YTO PABHOBCCHAA KOHLUCHTPAIUA Y JAHHBIX IMAIIUCHTOB CXO0XKa C TaKOBOM y



MAIUCHTOB C HOPMaJIbHOH (PYHKIIMEH TICUCHU.
OcobenHoctn [neiicTBUs mpenapata Mpecca® y TanWeHTOB € HapyIICHUSMH (QYHKIHNA TIeUYeHU

BCJICACTBUEC MUPPO3a UK I'€IIaTUTa HE UCCIICIOBAHBI.

IMoka3aHus K NPUMeEHEHUIO
MecTHOpacOpOCTpaHEHHBIM WJIM METaCTaTUYECKHM HEMEJKOKJIETOUYHBIM paK JIETKOro C HalludyueM

aKTUBHPYIONIUX MYyTallii THPOSHHKIMHA3HOTO JOMEHA PEIenTopa MHIEPMaIbHOTO (hakTopa pocTa.

IIporuBonokazaHus

[NoBbImeHHAsT 9yBCTBUTENBFHOCTD K TeQUTHHHUOY HITH IPYTUM KOMIIOHEHTaM IIperapara.

bepeMeHHOCTD U IEPUO/ JIAKTALMH.

Jerckuii u MOIPOCTKOBBIN BO3pacT (0e30macHOCTh M 3P PEKTUBHOCT y JAHHOW IPYMITHI MAUEHTOB HE

OIICHEHA).

C O0CTOpPOKHOCTBIO: TIPH HWAMONATUYECKOM (UOpO3e JIeTKWX, WHTEPCTUIHMAIBHON ITHEBMOHHH,
ITHEBMOKOHHO3EC, HOCTJ’IyLIeBOI\/II ITHCBMOHHH, HeKapCTBCHHOﬁ ITHEBMOHUU (OTMCLICH MOBBIIIIEHHBIN
YPOBEHb CMEPTHOCTH OT 3THX 3aboneBanuii Ha (oHe neueHus npenapatoM Hpecca®); npu crabom u

YMEPEHHOM IMOBBIIIICHUY aKTUBHOCTH “TICUCHOYHBIX® TpaHCAMHUHA3 U YPOBHS OUIMpyOnHa.

Cnocod npuMeHeHHs M J03bI

Buytpp no 250 Mr 1 pa3 B CyTKH BHE 3aBUCHUMOCTH OT IpUeMa nuuiu. B ToM ciyuae, ecinu nagueHT
MPOMYCTUI MPUEM OYEPETHON A03bI, MPOIMYIEHHYIO A03y CIeAyeT MPUHATh B TOM CIIy4ae, €Cld JI0
IpHeMa CIEAYIOLIEN 03Bl ocTamoch HE MeHee 12-Th yacoB. He cienyer nmpuHMMaTh ABOMHYIO J03Y
npemnapara il KOMIEHCALUH MPOITYIIEHHOM TO3BI.

TabneTka Taxke MOXeT ObITh aucrieprupoBaHa B 100 M1 muTheBO#l (HerasupoBaHHOW) BogbL. pyrne
JKUJIKOCTU HCHOJB30BaTh HENb3s. [ MpaBUIBLHOTO pacTBOPEHUS] HEOOXOAMMO OMYCTHTH TAabJETKY B
BOJly, HE pa3MHHas, MOMEUIMBAThH /0 IMOJIHOIO Pa3pylIeHus (MpUONM3UTEIbHO 15 MUHYT) U TYT Xe
BBIMUTH TOJMYyYEHHYIO0 CycrieH3nio. HamnTe emi€é monoBMHY cTakaHa BOJBI, OIMOJIACKHWBAs CTEHKH, U
BBIMUTH MONydeHHYI0 cycrnen3uio. CycneH3uio npemnapara Mpecca® MoXXHO Takke Ha3HadaTh 4depes
Ha30-TacTpabHbIA 30HA.

He tpebyerca xoppekumu 1036l npenapata Mpecca® B 3aBUCHMOCTH OT BO3pacTa MalueHTOB, MacChI
TeJa, STHUYECKON M TI0JIO0BOM MPHUHAIEKHOCTH, (YHKIMH TIOYEK, a TAK)KE MPU yMEPEHHON U TSDKETION
MIEYEHOYHOM HEJJOCTATOYHOCTH, 00YCIOBIEHHOW METACTaTHIECKUM MOPAKEHNEM TTEUEHH.

Koppexyus 003b1: y TAIMEHTOB € TJIOX0 KYMHUPYIOIIEHCS auapeei Ha GhoHe JICUCHUS WA TOO0IHBIMH
PEAKLUAMHU CO CTOPOHBI KOXKHBIX IOKPOBOB BO3MOKEH KPAaTKOCPOUHBIN IepephiB B JieueHUH (1o 14

JIHEH), ¢ MOCIIeAYIONUM BO300HOBICHHEM JieueHus npemnapaToM Hpecca® B mo3e 250 MI/CyTKH.

IToO6ouHoOe€ neiicTBHE



Hawmbonee pacmpocTpaHeHHBIMH HEXKeTaTEIbHBIMU pEaKIUsIMHU, HaOmromaeMbiMu Oonee dem B 20%
CIIy4aeB, SBJSUTUCH JUapes, KOXKHAsI U YTPEBas ChIIb, 3y]I, CYXOCTh KOXKH.

OOBIYHO HEXeNATENbHBIC PEAKIINU MPOSBIIFOTCS B TEUCHUE MTEPBOTO MECsIa MPUMEHEHUS Mpernapara H,
Kak mpaBuiio, oopatuMel. [IpubnmsurensHo y 10% mManmeHToB 0TMEYATUCh TSHKETIbIe HeKelaTelIbHbIe
peaknu (3-4 CTETIeHb TSHKECTH COTIIACHO OOIIMM KPUTEPHUSAM TOKCHIHOCTH).

Opnako TompKO Y 3% MarMenToB Tepanws Oblia MpeKpaiieHa BCJIeACTBAE HeXKeIaTeIbHBIX PEaKITiii.
Hwxke mpezncraBiieHbl HexeNnaTeNbHBIC PEAKIUU 10 JIAHHBIM OOBEIWHEHHOTO aHaiu3a pe3yJIbTaToB
kauanueckux ucciaempoBanuii 11l ¢aser ISEL, INTEREST u IPASS, BrimrodaBminx 2462 MalnueHTOB,
noydaBmx npemnapat HUpecca®.

Onpe/ieieHre 4acTOThI HeXEIaTeIbHBIX peakiuii: oueHb yacTo (> 10%); yacro (> 1 — < 10%); neuacto
(>0,1-<1%); peaxo (> 0,01 — < 0,1%).

Co cmoponbl ceéepmbleéalouieli Cucmemsl KpoU. 4acTO — TEMAaTypusi U HOCOBOE KPOBOTEUCHHUE,
HEYACTO — TMITOKOATryJISIUS W/WIU TIOBBIIIEHUE YaCTOThI KPOBOTEUECHUH Ha (DOHE MprieMa BapdapurHa.
Co cmoponbl opeanoe nuwiesapenus. OYeHb 4acTo — Juapes (B OTACIBHBIX CIIydasx — TsDKeast),
TOITHOTA (B OCHOBHOM, JIETKOW CTEMEHH TSDKECTH), PBOTA (B OCHOBHOM, JISTKOW HMJIM CPEJHEH CTereHU
TSOKECTH), CTOMATUT (B OCHOBHOM, JIETKOW CTETIEHU TSDKECTH), aHOpPEKCHs (JIETKOW WIIM CpemaHen
CTEINCHU TSHKECTH), MOBBIIICHHE aKTUBHOCTH ajaHnHamuHOTpaHchepassl (AJIT) (B OCHOBHOM, JICTKOM
WIN CpeIHEH CTENEeHU TSHKECTH); 4acTo — Jeruaparanus (BCICICTBHE MUApPEH, TOIMHOTBI, PBOTHI U
AQHOPEKCHH), CYXOCTh BO PTY (B OCHOBHOM, JIETKOH CTEMEHH TSDKECTH), TOBBIIICHUE AKTHBHOCTH
acrapratamuHoTpancepassl (ACT) (B OCHOBHOM, JIETKOW WM CPEIHEH CTENeHH TSKECTH),
MOBBINICHUE YPOBHS OMIHUPYOHHA (B OCHOBHOM, JIETKOM WJIM CpPEIHEH CTENEHH TSDKECTH); HEYacTo —
naHkpeaTut, nepdopanuu opraHos xenynouno-kumeyHoro Tpakta (JKKT), rematur (coobmianoch o
CAWHUYHBIX ClIydasaX pa3BUTHUA MEeYEeHOYHOM HEAOCTATOYHOCTHU, B HCKOTOPLIX ClIydasdX C JICTaJIbHbIM
HCXOJIOM).

Co cmoponbl 0p2ano6 3peHus: 4acTo — KOHBIOHKTHBHT, Onedapur, kcepodTaibMus (B OCHOBHOM,
JIETKOM CTENeHU TSDKCCTI/I); HEYACTO — KE€paTur, O6paTI/IMaH Opo3ud pOoroBulibl, THOTAA B COYCTAHHUU C
HapyIIEHHEM POCTa PECHHUII.

Co cmoponsl 0p2ano6 ObIXanus: 9aCTO — UHTEPCTUIMAIBHAS ITHEBMOHUS (4acTo 3-4 CTEIeHU TSKECTH,
BILIOTH JI0 JIETAJTFHOTO MCXO0/1a).

Co cmoponbl Mouesbl600aULell CUCEMDL: TACTO — OECCUMIITOMHOE MOBBIIIICHHE YPOBHS KpeaTHHNUHA B
KPOBH, MTPOTEUHYPHSI, UCTUT; PEIKO — TeMOPPArndeCKuii IUCTHT.

Co cmopoubl Kodcu u KOIHCHBIX NOKPOB0E: OY€Hb YacTO — ChINb (IIycTyJe3Has), 3y, CyXOCTb KOXKH,
BKJIIOYass OOpa3oBaHWE TPEUIMH Ha (OHE JpHUTeMbl (B OCHOBHOM, JIETKOM WM CpeIHel CTeleHU
TSDKECTH); 4YacTO — HW3MEHEHMs HOITEH, allonenus; He4acTo — CHHIPOM JIQJIOHHO-TIOOUIBEHHOM
SPUTPOAU3ECTE3UH; PEelKO — OyJUIe3HbIE M3MEHEHMs KOXKH, BKIIOYas TOKCHYECKHH SMUACPMAaNbHBIN
Hekposn3, cuHapoMm CruBeHca-/[KoHCOHa M MyIbTU(GOPMHYIO DKCCYAATHBHYIO SPUTEMY; KOXKHBIN
BaCKYJIHT.

Co CHOpPOHbL uMM_]/HHOﬁ cucmemal . 4acTo — aHFI/IOHCBpOTH‘{eCKI/Iﬁ OTCK, KpallMBHHUIIA.



Hpouue: OYCHDb 4YaCTO — aCTCHU (HpCI/IMyH_IeCTBCHHO JIETKOH CTEIICHH TFDKGCTI/I); 9aCTO — NUPCKCHUs.

Ilepeno3upoBka
Bo3MoxHBIE CHMITTOMBI — YBEITHYEHNE YaCTOTHl U TSHKECTH HEKOTOPBIX MOOOYHBIX PEAKIIHiA, TTIaBHBIM

00pazoM, auaper U KO>KHOHU CBINH. JIedeHre CHMITTOMaTHIecKoe. AHTHIOT HE U3BECTEH.

B3aumopneiicTBue ¢ APYrUMH JIEKAPCTBEHHbIMH CPEACTBAMM W JIpyrue BHU/AbI JeKapCTBEHHOI'O
B3aUMoOJelicTBHA

CoBMecTHOe Ha3HaueHHe reuTHHHOA W pudamnuiHa (MOUIHbINH UHAYKTOp n3odepmenta CYP3A4)
MPHUBOJUT K YMCHBIICHUIO CPEAHHMX 3HaueHUM «rwiomanu mox kpusoi» (AUC) mis reduruHnba Ha
83%.

OnHOBpeMeHHOE HazHaueHWe reguTuHMOAa W HUTpakoHasona (uHruourop uzodepmenta CYP3A4)
npuBoIUT K yBenuueHuro Ha 80% AUC redutnHn6a, 4TO MOXKET OBITH KIMHUYECKH 3HAYUMBIM, TaK KaK
HE)KEeNaTeNbHbIE SIBIICHHS 3aBUCAT OT JI03bl M KOHIICHTPAIIHH.

OnHOBpeMEHHOE Ha3HAa4YeHUE Te(hUTHHMOA M TPEnapaTroB, CIOCOOCTBYIOIMX 3HAYUTEILHOMY (> 5) n
JUTMTETFHOMY TOBBIIIEHHIO PH JKellyIoYHOTro COoAep:KUMOro, mpuBoAwio K yMmeHsiieHnto AUC s
reputuanba Ha 47%.

[Tpu coBMecTHOM TpUMEHEHHU TepUTHHHOA ¥ BHHOPETOMHA BO3MOXKHO YCHIICHHE HEHTPOTICHHYECKOTO
JeHCTBUSI BUHOPENOHHA.

JlekapcTBeHHBIE CpeACTBa, MHAyHMpYIomue akTuBHOCTH H3odepmenta CYP3A4, moryt mnoBblmath
METa0oJIM3M W CHW)KaTh KOHIEHTpanuio reduruHnba B 1uazmMe KpoBu. Takum  oOpasowm,
OJTHOBPEMEHHOE Ha3HaueHHe repuTHHMOa C mnpenaparaMu, uHAyKTOpamu nzodpepmenta CYP3A4,
TakKUMHA Kak (EeHWTOWH, KapOamaszenuH, OapOWTypaThl, HACTOWKa 3BEpO0OS MOXKET CHH3HTH

3¢ (eKTUBHOCTD TePUTHHUOA.

Oco0ble ykazanus

IIpu pemennu Bompoca o Ha3HadeHWU npemnapara Mpecca® y O0IBHBIX MECTHOPACTTPOCTPAHEHHBIM WITH
mertacratnueckum HMPJI pexomenmyercs omnpenenenne wmyrtanumu B reHe EGFR  (peuernropa
SMUJIEPMATBEHOTO (PaKTOpa POCTa) B OMYyXOJIEBOI TKaHU y BceX OONBHBIX. Eciu oOpaser] TkaHu Omyxoiu
HEJOCTYIIEH JUIsl MCCIEIOBAaHUS, MOXHO MCIOJb30BaTh LUPKYyJIHpyromyo omnyxosesyro JIHK,
MOJIYICHHYIO 13 00pasmoB KpoBH (Tura3zmel). J{is ompeneneHus MyTanuii B o0pas3ax TKaHH OIyXOJH U
nupkyaupyroriei omnyxojesorr JJHK BakHO, 4TOOBI Obla BhIOpaHa BaJWJAMPOBAHHAS W HAJCIKHAS
METOJWKa, TO3BOJSIONIAs MHHHMH3HPOBATh BO3MOXKHBIE KaK JIO)KHOOTPHIIATEIbHBIE, TaK U
JIO’KHOTIOJIOXKHUTENbHBIE pe3ynbTaThl. lIpumenenne mpemnapara Mpecca® He pPEeKOMEHAOBAHO BMECTO
XUMHUOTEpaIruu y O0IBHBIX ¢ OTCyTcTBHEM MyTaruu EGFR.

WHorna y manueHToB, npuHAMaromux npenapat Mpecca®, oTMedanoch HHTEPCTUITHAIBHOE TIOPAXKEHHE
JIETKUX, B PEIKUX CIy4yasix C JIETadbHBIM HcxoaoM. Ilpu HapacTaHWM TaKMX CHMIITOMOB KaK OJIBIIIKA,

Kalejib, JMXOopaJKka MIPpUMCHCHUC IIpcliapara JOJDKHO OBITh IMPCKpaACHO W HE3aMCOJIUTCIIBHO



npoBeneHo obOcnenoBanue. Ecnu y mamueHTa TOATBEPXKAAETCS HAIMYKWE WMHTEPCTHLHAIBLHOTO
Jmero4Horo 3aboneBaHus, TpueM Tmpemapara Hpecca® mpekpamaroT W MaldeHTy Ha3HadaeTcs
COOTBETCTBYIOIIEE JICUCHHUE.

Hawmbonee wdacTto pa3BuTHE WHTEPCTHIHAIBHBIX IMOPAKEHUA JETKWX HaOmomaiock B SnoHnn
(mpubmmsurenpHo B 2% cimywaeB y 27000 manmeHTOB, NMpHUHEMAIMWX mpenapatr Hpecca®) mo
cpaBHEHHIO ¢ Apyrumu crpanamu (B 0,3% ciyuaeB cpenn 39000 mariieHTOB).

Cpenu (akTOpOB, MOBBIMAONINX PHCK PAa3BUTHS HWHTEPCTHIMAIHHOTO TOPAKEHHUS JIETKUX ObLIN
OTMEYEHBI: KypeHue, Tshkenoe obiee coctosHue (PS > 2), HOpManbHas JIeTOYHAs TKaHb 1O JAHHBIM
KoMIbIoTepHOH TOMorpadum < 50%, mnpomomxurenpHOCTs OonesHn (HMPJI) < 6 wmecsnes,
MHTEPCTHUINAIbHAS] THEBMOHUS B aHAMHE3€, TTOKUIION BO3pacT (> 55 1eT), COMyTCTBYIOIINE CEPIICUHO-
COCYIUCTHIC 3a00JICBaHUSI.

Ha ¢one mpuema npenapata HMpecca® OBLJIO OTMEUEHO OSCCHMIITOMHOE MOBBIIICHUE AKTUBHOCTH
«TIEYCHOYHBIX» TpaHCaMHUHA3 U ypOBHS OMIMpyOWHA, HEdacTo pas3BuBaics remaTut. CooOImanock o
CAWHUYHBIX ClIydasaX pa3BUTHUA MeYEeHOYHOM HEAOCTATOYHOCTH, B HCKOTOPLIX ClIydasdaX C JICTAJIbHBIM
UCXOIIOM. B CBfi3U C uYeM peKOMeHAyeTcs TEepHOAMYECKH OlEeHUBAaTh (yHKUWIO medeHu. [lpu
BBIPa)KCHHOM TOBBIIICHUN aKTUBHOCTH TPAHCAMHUHA3 U YPOBHS OMJIMPYOHMHA MPUEM Ipernapata JOJDKEH
OBITH MTPEKpaIlCH.

B kmuHMYeckux wuccnenoBaHusx mnpernapara Hpecca® ObIIM OTMEYEHBI CEpIEUHO-COCYIUCTBIC
ocnokHeHUs. CBs3b ¢ mpuemMoM npemnapara Mpecca® He Oblila ycTaHOBIEHA.

VY manueHToB, NPUHUMAKIIUX BapdaprH, HEOOXOAUMO PETYISIPHO KOHTPOJIHUPOBATH MPOTPOMOUHOBOE
BpeMmsl.

[Ipu pa3BuTHH TSHKETOW MW MPOJOIDKUTEIHHON TUAped, TOIIHOTHI, PBOTHI WJIM aHOPEKCHH TAIMEeHT
JTOJDKEH He3aMeNTUTENIbHO OOpaTUTHCS K Bpady.

IIpu ocTpoMm pa3BUTHM WM YXYAINIEHUW TPU3HAKOB M CHUMIITOMOB KEpaTHTa: BOCHAJICHHUS TJas3,
CJIE30TE€YEHHUsI, CBETOUYBCTBUTEIILHOCTH, HEUETKOCTH 3PSHHS, OOJIE3HEHHOCTH H/WJIV MIOKPACHEHUS TJ1a3,
MAIMEeHT JIOJDKeH He3aMeIUIHTEIhHO 00paTHThCA K odrambmonory. IIpu moaTBep AeHWN S3BEHHOTO
KepaTuTa Tepanuio npemnaparoM Mpecca® ciaemyeT mpuocTaHOBUTH. ECu CHMITOMBI HE MCYE3aI0T WU
MOBTOPHO pPa3BUBAIOTCA TNPH BO30OHOBIEHWH IpHema mpemnapara Mpecca®, cienyeTr paccMOTpeTh
BO3MOKHOCTh TTOJIHOM OTMEHBI JJAHHOM TEpanuu.

[Ipu npumenenun npenapara Hpecca® B KOMOWHAIMM C JIyueBOW Tepanveil B KadyecTBE Teparuu
MepBOM JIMHUM Yy JIeTed ¢ TIJIMOMOM CTBOJIa MO3ra WM HEPAJAUKAIbHO YAAJICHHOM TIJIMOMOM
CyMpaTeHTOPUATBHON JIOKAIN3alK COo00manocs o 4 ciuydasx (OAWH JIETaJIbHBIN) KPOBOM3IUSHUN B
romoBHOM Mo3r. Eme omuwH cioyyail KpOBOM3IWSHHUS B TOJIOBHOW MO3T OTMEYeH Yy pebeHka ¢
SIICHAUMOMOW TIpH MOHOTeparmuu TmpemaparoM Mpecca®. Y B3pocnbix manueHToB ¢ HMPJI mpu
neueHnu npenaparom Upecca® moo0HbIe MOOOYHBIE SBICHUS HEe 3a()UKCUPOBAHBI HU B OJTHOM CITydJae.
CooOmianmocs o ciydasx pazsutus nepdoparuu opraHoB JKKT y manueHToB Ha (oHe mpuema
npenapara Upecca®. B OOMbIIMHCTBE CITy4aeB 3TO CBS3aHO C APYTUMU U3BECTHBIMU (haKTOpaAMH PUCKA,

TaKHMMH KaK OZLHOBpeMCHHBIﬁ MpueM CTCpOrUa0B, HCCTCPOUIHBIX IMPOTUBOBOCIIAIUTCIILHBIX MTPETIAPaTOB



(HIIBIT), si3BenHas 60JI€3Hb B aHAMHE3E, TIOXKUION BO3pACT, KYpeHHE, HATMYNE METACTA30B B TOJICTYIO
KHIIIKY B MeCTe TepQopalium.

Myx4rMHaM H JKCHIIWHAM JETOPOJHOTO BO3pacTa BO BpeMs JieueHHs mpernaparom HMpecca® u, xak
MUHHMYM, B TEUYCHHE 3-X MeCAIeB IMOCJe JICYCHHs CIIEAYyeT KCIOIb30BaTh HANEKHBIC METOJIbI
KOHTpAIICTIIIHH.

[NanuenTam ¢ peKUMH HACIEICTBEHHBIMY 3a00JICBAHUSMH, TAKUMH KaK HEIIEPEHOCHMOCTh JIAKTO3bI,
JeUIIT JaKTa3bl WM CHHAPOMOM ManbaOcopbumu mpemapar Hpecca® cnemyer Ha3Ha4daTh C

OCTOPOXHOCTBIO, B CBA3U C HAJIMYUEM B COCTABEC JIAKTO3BbI.

Biansinue Ha cIOCOOHOCTH YNPABJIATH ABTOMOOHIEM H APYTMMH MeXaHU3MAMH

[Tockonbky BO BpeMsi IpOBECHUS Tepanuu npenapatoM HMpecca® MOTyT pa3BHTHCS Takue MOOOYHBIC
JEHCTBUSl KaK acTeHHs, TOUIHOTa W PBOTA, HEOOXOAMMO COOJIOAATH OCTOPOXKHOCTH NMPH BOXKACHUH
ABTOMOOWJIS U 3aHATUSAX JIPYTMMHU MOTEHIHMAIBHO OMACHBIMU BHIAMH JEATEIHHOCTH, TPEOYIOIIMMHU

MMOBBIIICHHOM KOHICHTpAallu BHUMAaHUA U 6I>ICTpOTBI NICUXOMOTOPHBIX peaKHI/Iﬁ.

®DopmMa BBHIIyCKA
TabneTkn, MOKpHIThIE IUIEHOYHOH oOomoukod mo 250 wmr. [lo 10 TtaGmerok B Onmcrep u3
[IBX/amomMunus, no 3 O6mucTepa B MakeT U3 alroMUHUEBOH (onbru. [lakeT BMecTe ¢ MHCTPYKIHMEH 110

MCIUIUHCKOMY NPUMCEHCHHUIO TIOMCIHIAIOT B KAPTOHHYIO ITaYKy C KOHTPOJICM IIEPBOI'0 BCKPLITUA.

YcioBust xpaHeHust
[Ipu temnepatype He Bbinie 30°C B OPUTHHAIBHOM yIaKOBKE. XPaHUTh B MECTAX, HEMOCTYIHBIX IS

EeTen.

Cpok rogHocTu

4 roaa. He IMPUMCHSTH IO UCTCYCHUHN CPOKA TOAHOCTH, YKA3aHHOTO Ha YIIAKOBKE.

Ycnosus ornycka

Ilo peuenry.

Baanesien perncTpanoHHOr0 yA0CTOBEPEHUS

Actpa3eneka FOK Jlumuren, BemnkoOpurtanus, 1 ®pencuc Kpuk Aento, KemOpmmx buomemnukan
Kawmmyc, Kem6pumk, Bennkoopuranus CB2 0AA

AstraZeneca UK Limited, United Kingdom, 1 Francis Crick Avenue, Cambridge Biomedical Campus,
Cambridge, United Kingdom CB2 0AA

IIpousBoauTeab

IIpouzeoocmeo 2omoeoii nexkapcmeennoil hopmul

Humpo ®apma Koprnopeimn, Karamummcn Ilmant, 428 Oxanytu, Karammumcu-marn, HBace-ryH,



®ykycuma, SAnonus

Nipro Pharma Corporation, Kagamiishi Plant, 428, Okanouchi, Kagamiishi-machi Iwase-gun,
Fukushima, Japan

Dacosuiuk (nepeuyHas ynaKkoexka)

Actpa3enexka IOK Jlummren, Cunk Poyn bmsnec Ilapx, Makxnchuna, Yemmp SKI10 2NA,
Benmukobputanus

AstraZeneca UK Limited, Silk Road Business Park, Macclesfield, Cheshire SK10 2NA, United Kingdom
Ynaxoewiux (emopuunas (nompedumenvcxasn) ynakoeka) u 6blnycKaOuwjuil KOHMPOJib Ka4ecmea

1. Actpa3eneka IOK Jlumuten, Cunk Poyn busnec Ilapk, Makknchmin, Yemmp SK10 2NA,
BenukoOpuranus

AstraZeneca UK Limited, Silk Road Business Park, Macclesfield, Cheshire SK10 2NA, United Kingdom
2. 000 «Actpa3eneka Mamactpus»

249006, Poccusi, Kamyxckast oonacth, bopoBckuii paiion, nepesHs JoOpuno, 1-b1ii BocTouHsIi npoes,

BlazcHUE 8

Opraanzanus, NPUHUMAIOIIASA TPeTeH3NH MOTpeduTe el :

[MpencraButensctBo Actpadeneka KOK Jlumuten, BenukoOpuranus, B 1. Mockse 1 OOO Actpa3eneka
DapmMacbOTUKAI3

123100, r. Mockaa, 1-it KpacHorBapaeiickuit mpoesn, a. 21, ctp. 1, stax 30, komHarts! 13 u 14

ten. +7495 7995699
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Upecca (IRESSA) — ToBapHbIif 3HaK, COOCTBEHHOCTh IPYIIIbI KOMIIaHUI AcTpa3eHeka.
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