004492 o7 23.01.2025 COOTBETCTBYET 2KCNMEPTHOMY OTYETY
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MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCEHIAOKOUGHITEPAITAT

MHCTPYKIUA
[10 MEJIMLIMHCKOMY TTPUMEHEHHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

Tarpucco

Perncrpaumonnsiii nomep: JII1-004492
Toprosoe nanmenoBanue: Tarpucco
Mesxaynapoanoe HenaTeHTOBAHHOE WJIH IPYNINHPOBOYHOE HAMMEHOBAHHE: OCUMEPTHHHO

JlekapcrBennas gpopma: TabieTku, MOKPLITHIE MIEHOYHON 00010YKOMH

CocraB

Oona mabnemka, nokpsimaa n1énouHol 060104Koi, 40 M2 cooepyucum:

Jeiicmsyiowjee eeugecmeo: ocumepTuHnOa Me3unar 47,7 Mr, 4TO COOTBETCTBYET OCUMEPTHHUOY
40 mr.

Benomozamenvnvie éewyecmea: ManHuTON 147 M, 1EJUI1I07103a MUKPOKpHCTAIIMYecKas 37,5 mr,
TUIIPOJIO3a C HU3KOM CTENeHblo 3amerenus 12,5 mr, Hatpus creapuindymapar 5,0 mr;

Hok ok ~
0bonouka mabremxku____: NONMBUHHUIOBBIH crniupt 5,00 Mr, THTaHa AMOKCHA 2,98 M, MakporoJ

3350 2,53 wmr, tanek 1,85 mr, kpacurens xkenesa okcuj xenrsiii (E 172) 0,113 mr, kpacutens
Kenesa okeu 1 kpacHblii (E 172) 0,028 mr, kpacutens xene3a okeua yepHsiii (E 172) 0,008 mr.
Oona mabremka, nokpsiman naénounou 0bonouxoi, 80 mz codepyucum:

Jeticmsyioujee 6eugecmseo: ocumeptuHnOa Me3uiat 95,4 Mr, 4TO COOTBETCTBYET OCHMEPTHHHOY
80 mr.

Bcenomoeamenvuvie 6eujecmea: MaHHUTON 295 Mr, LEJLTI0103a MUKPOKpHCTaLTHYeckas 75,0 mr,
THIIPOJIO3a C HU3KOM CTeNneHblo 3amerienus 25,0 mr, Hatpus creapundymapar 10,0 mr:

*k k%% v
0bonoyka mabremxu _*_: nonuBUHWIOBLIH cniupt 8,00 Mr, THTaHa auokeua 4,76 Mmr, Makporosi

3350 4,04 mr, Tanek 2,96 Mmr, Kpacutesb Kene3a okcua xentsiii (E 172) 0,180 wmr, KpacuTeb
)Kenesa okeut KpacHbli (E 172) 0,044 mr, kpacutens xkene3a okena yepHsiii (E 172) 0,012 mr.

" 1,192 mMr ocumepTHHHGA ME3HIaTa COOTBETCTBYET | M ocumepTHHHOA.

" KOMIIOHEHTBI MOTYT 100aBIATLCS B BHAE TOTOBOM CMECH UIs dopmupoBarus 060J104KH
(Onanpaii 11 6exeBblit).

™" Jlas Tabnetok 40 Mr ueneBoe KOJIHYECTBO COOTBETCTBYET npubansutensHo 5% (M/M) ot
maccl  sapa  Ttabnetku. Jlns Ttabneroxk 80 Mr meneBoe KOJMYECTBO COOTBETCTBYET

npubm3uTeabHO 4% (M/M) OT Macchl sijipa TabJIeTKH.
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7Y

Onucanne (Bxopgawmi M3 N24232807)

Tabnemku, nokpsimsie niéno4unou oborouxoit, 40 m2:

Kpyrible, 1BOSKOBBINYKIIbIe TaOJETKH, MOKPBITIC TUIEHOYHOH 000JI0UKOH CBETIO-KOPHUHEBOTO

AZ

IIBETA, C FPAaBUPOBKOMH 40 ya oxmoii CTOpPOHE.
Tabnemku, nokpsimsie naénounou obonoukoit, 80 me:
OBasibHBIC, JIBOSIKOBBINYKJIbIE TAOJIETKH, TMOKPBLITBIE IJIEHOYHOH  000J04YKOM  CBETIIO-

KOPHYHEBOTO 1[BETA, C rpaBUpOBKOi «AZ 80» Ha 0/1HO# cTOpOHE.

(dapmakoTepaneBTHYeCKasi  IPYNNa:  [POTHBOOIYXOJEBBIE  CPEACTBA;  HHIHOWTOPBI
MPOTEMHKHHA3; WHTHOMTOPBI THUPO3MHKWHA3BI peLenTopa 3MHAepMaIbHOrO (akropa pocra
(EGFR).

Koa ATX: LO1EB04.

®apMaKoJIOrHYecKHe CBOICTBA
®apMakoIHHAMHKA
Mexanusm oeitcmeun u papmaxoounamuueckue Ihhexmot

Mexanusm eicTBUS

OcumepTuHHO gBAsSETCS MHTUOMTOPOM THPO3HMHKHMHA3bl. JTO HeoOpaTHMbIH HHIHOMTOP
THPO3HHKHHA3bl perentopa snuiaepMaibHoro ¢akropa pocra (EGFR), sddexTuBHbI npH
HaIMuun ceHcuOmwmmsupytoumx Mytaunii resa EGFR wu myrauum T790M, cBssanHO#i ¢

Pa3sBUTUEM PE3UCTCHTHOCTH K HHFH6HTOpaM THPO3HHKHHA3LI.

Dapmakoaunamuyeckue G dexTo

B uccnenoBanusx in vitro 6pu10 MpOAEMOHCTPHPOBAHO, YTO OCHMEPTHHUO 00J1a1aeT BLICOKOI
AKTUBHOCTBIO M MHIrHOMpyromuMm JeiictBueM B oTHomieHun EGFR Bo Bcex KIMHHMYECKH
3HAQYUMBIX KIETOYHBIX JIMHHAX HEMEJIKOKJIeToyHoro paka Jerkoro (HMPJI), uHecymmx
cencuOummsupytomme mytaunu EGFR u mytaumio pesucrenthoctn T790M  (kakyumecs
nojyMakcuMmasbHble HHruOupytomue koHueHtpauuu (ICso)) 6 — 54 HMONB 10 OTHOLIEHHIO K
dochopumposannomy EGFR). 910 npHBOAMT K NMOJABIEHHIO KJIETOYHOIO POCTa, NPH 3TOM
3HAYMUTEJILHO MEHbIIas aKTHBHOCTH HA0JI0aeTcss B OTHOLIEHHH KJIETOYHBIX JIMHHM, HMEIOIINX
avkuii tun EGFR - (kaymmecs 1Cso 480 umonb — 1,9 MKMOAB 10 OTHOIIEHHIO K
dochopunuposannomy EGFR). In vivo nepopaibhblii mpueM ocuMepTHHHOA CONPOBOK/IaeTCS
YMEHbBIIIEHHEM pa3Mepa onyxoi Kak B kceHorpaprax HMPJI ¢ aktuBupyrommmu My Tanusmu

EGFR u myTtanueit T790M, tak u B MOJEJISX OIyXO0JI€ii JIEFKOTO Y TPAHCTEHHBIX MbIIIEi.
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dapMaKOKHHETHKA (Bxopmwmit M3 N=4292807)

[TapameTpbl (papMAKOKMHETHKH OCHMEPTHHHOA ONpeJe/sIiCh Y 3J0POBBIX 100POBOJILIEB H
nauentoB ¢ HMPJL. ITo pesynbratam aHanu3a nonyasiHOHHON (papMaKOKHHETHKH KaxyIIUACs
MJa3MEHHBIH  KJIMpeHC ocuMepTuHuOa cocrtasiaser 143  n/yac, kakymwmiics oObeM
pacnipesiesiennss 918 1 M nepuoj noiyBbIBeEHHS NpUMepHO 44 yaca. DapMaKOKMHETHKA Y
NalMEHTOB, MOJIYYaBIIMX OCUMEPTHHHO B KOMOMHAIMM ¢ XHMHOTEpanHed IEeMETPEKCeoM H
npernaparamu IJIaTHHBI, CX0/HA ¢ HapMAKOKUHETHKOH y NAalMEHTOB, M0JIy4YaBLIIMX OCHMEPTHHHO
B kauecTBe MOHOTepanuu. 3Hayenus AUC (murowmais noj KpUBOH 3aBUCHMOCTH KOHLUEHTPAIMH
OT BpeMeHHM) M MakcuMaibHas KOHUEHTpALHs (Cmax) YBEJIMYMBAIMCH IPONOPIHOHAILHO
NpUHATON J03¢ B auanasone 103 ot 20 no 240 wmr. Ilpuem ocumepTHHHOa OJMH pa3 B CYTKH
KaKIblii JIeHb TNPHBOANT K NPUOIM3UTENBHO TPEXKPATHOMY HAKOIUIEHHIO € JIOCTHIKEHHEM
PaBHOBECHOTO COCTOSHUS K 15 aHi0 npuema. B paBHOBECHOM COCTOSSHMM IUIa3MEHHbBIE
KOHIIEHTpPALMKH OOBIYHO TMOUIEPKUBATKCH B 1,6-KpaTHOM JuMana3oHe B TeyeHHe 24-4acoBOTro
MEJK/1030BOr0 HHTEpBAa.

AbcopOuus

[locne mnpuemMa BHYTPb MeJMaHAa BPEMEHHW JIOCTHIKEHHS MaKCUMAJIbHOW KOHIEHTpAlMH
ocumepTHHHOA B 1UazmMe (min-max) tmax coctaBisier 6 (3-24) 4yacoB, a y HEKOTOPBIX OOJBHBIX
MaKCHMallbHble KOHLEHTPAllMH JIOCTHUTAINCh B Te4yeHWe nepBbIX 24 yacoB. AOcomoTHas
6uooctynHocts npenapara Tarpucco cocrasiser 70% (90% noseputensublii uatepsan (W)
67-73). CoriacHO JaHHBIM KJIMHHYECKOro (papMaKOKMHETHUYECKOTO HCCIIEI0BAaHHS Y MAIlHEHTOB,
MoJIyyaBIIMX mpenapar B jo3e 80 Mr, mpueMm NHINM HE OKa3blBaeT KIMHHYECKH 3HAYMMOIrO
BIMSHUS Ha OnooctynHocTh ocuMepTuHuba (AUC nosbimaercs Ha 6% (90% JIU -5-19), a Cinax
nonmwxkaercs Ha 7% (90% JIU -19-6)). ¥V 3nopoBeix a00poBosblieB mnoBbiienue pH
KEJTYJI0YHOTO COKa 3a CYeT NMpUemMa OMernpa3ojia B TeYEHHE S5 JIHEH He BJIMSAIO Ha IKCIO3HIMIO
ocumeptunuba, npunsToro B popme tabnetkn 80 Mr (AUC u Cax yBenumuaucs Ha 7% u 2%,
cooTBeTCTBEHHO), a 90% JIW ans cooTHOIEHHS IKCNIO3ULIMH yKaaabiBasics B rpaHuiibl 80-125%.

Pacnipesiesienue

[lo naHHBIM NOMYJISIMOHHOTO aHajau3a, CpeJHUH 00beM pacrpejie/ieHHsi B PaBHOBECHOM
coctosinun (Vs/F) ocumeprunuba cocrasisier 918 11, 4To CBHAETENLCTBYET O 3HAYUTEIBHOM
pacripesiesieHuu B TKaHsaX. CBsA3b ocuMepTHHHOA ¢ OeKaMH 11a3Mbl 110 JJaHHBIM MCCIIEJI0BAHUN
in vitro coctaBiuser 94,7%. Bpl10 1noka3aHo, 4TO OCHMEPTHHMO Takke MOXKeT o0pa3oBBIBATH
KOBQJICHTHYIO CBfA3b ¢ O€/KaMM IJ1a3Mbl KPBICHI M YeJIOBEKa, ChIBOPOTOYHBIM albOyMHUHOM
yeJI0BeKa M renaTroluTaMH KpbIChl M YeJIoBeKa.

MeTtaboau3m

UccnenoBanus in vitro nokasajiv, 4To OCMMEPTHHHO MeTabOJIM3UPYETCs. MPEUMYILIECTBEHHO,
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m3opepmenramu  uutoxpoma CYP3A4 u | CYP3AS. (Bromseseinddanisk 880 Yo, na

JIOK/IMHUYECKHX MOJICNIAIX M MPH NMEpopaJbHOM NpHeMe OCHMepTHHHOA y uelloBeKa B Iiasme
Obun  oOHapyskeHbl JBa (apMaKoJIOTHYeCKH aKTHBHBIX Mertabonurta: AZ7550 u AZ5104;
AZ7550 mnpoaeMOHCTPHPOBAl CXOAHBIH ¢ mnpenapatom Tarpucco ¢apmakonoruyeckmii
npopuab, B T0 BpeMs kak AZS5104 obGnanan Gosblueil akKTHBHOCTBIO 1O OTHOLIEHHIO KakK K
MYTHPOBaHHOMY, TaK ¥ K Aukomy tuny EGFR.

Oba meTabouTa MEUIEHHO MOSABISIOTCS B MJ1a3Me KPOBH MALMEHTOB MOCIE NpHeMa Ipernapara
Tarpucco, 1 Memana (min-max) tmax coctanisier 24 (4-72) u 24 (6-72) yaca, COOTBETCTBEHHO. B
I1a3Me KpOBH HeM3MeHeHHbIH ocuMmepTHHUO coctasiser 0,8%, a aBa ero merabonura 0,08% u
0,07% oOmel paaMOAKTHBHOCTH, MPH TOM OCHOBHAs JIOJS PAJHOAKTHBHOCTH KOBAJIEHTHO
cBsi3aHa ¢ OenkaMu 1iasmbl kpoBu. CpeziHee reoMeTpuyeckoe skcno3uinn AZ5104 u AZ7550
Ha ocHoe AUC cocraBuno nmpumepHo 10% oT 3KCno3uiuu ocuMepTHHHOA B PaBHOBECHOM
COCTOSIHUM JUIS KaX10r0 MeTaboInTa.

OcHoBHBIM nyTeM MeTabosH3Ma ocMMepTHHHOA SABISETCS OKHCIICHHE M JieaKuiupoBanue. B
obpasiax Mo4M M Kaja yenoBeka Obu1o 0OHapykeHO He MeHee 12 coeAMHEHMH, NPH TOM Ha
JI0M0 5 coeMHeHuH npuxoautes Gonee 1% NPHHATOH 103bl, W3 KOTOPBIX HEM3MEHEHHBIH
ocumepTuud, AZ5104 u AZ7550 cocrasnsior npubausutensHo 1,9%. 6.6% u 2,7% n03bl,
COOTBETCTBEHHO, B TO BpeMs Kak a/JUlyKT uuctenHuia (M21) u HeusBecTHbli MeTabout (M25)
cocTtaBastioT 1,5% u 1,9% 10361, COOTBETCTBEHHO.

[lo pesynbTaTam Mccie10BaHu# in vitro OCUMEPTHHHO B KJIMHUYECKH 3HAYMMBIX KOHIIEHTPALIUIX
SIBJISIETCS KOHKYPEHTHBIM HHruOuTOpom u3opepmenta CYP3A4/5, no ne CYP1A2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6 u 2El. CorjacHo DaHHBIM MCCIEIOBAHHIl in vitro, oCUMEPTHHHO B
KJIMHHYECKH 3HAYMMBIX KOHUeHTpauusx He noaasiaser UGTIAl u UGT2B7 B neuenw.
Bo3moxno noaasnenne aktuBHOCTH UGT1A] B KHMIIEYHHKE, OJIHAKO KIMHMYECKOE 3HAYEHHE
3TOTO MpOLEecca HEU3BECTHO.

Brisesienue

[Tociie opHoKpaTHOrO MpHema npenapara BHYTpb B j103e 20 Mr, 67,8% /10361 BBIBOAMIIOCH Yepes3
kueynuk (1,2% B Buje HensmenenHoro Bemectsa), a 14,2% npunsroi 10361 (0.8% B BHAE
HEN3MEHEHHOI0 BELIECTBA) ONpeJeisioch B Moye nocie cbopa oOpa3ioB Moun B TeueHue 84
auei. [lpumepno 2% ocumeprunnba BLIBoUTCS B Hen3MeHeHHOM Bujie — 0,.8% noukamu u 1,.2%
— yepe3 KUIICYHHK.

B3aumoieiicTBUS ¢ TPAHCHIOPTHBIMK OelIKaMu

Wccenenosanus in vitro nokasai, 4to ocMMepTHHHO He siBasercs cyberpatom OATPIBI1 wu
OATPIB3. In vitro, ocumMepTHHHO B KIMHHYECKH 3HAUMMBIX KOHLEHTpALMAX HEe HHrHOMpyeT

riaukonporenH P (P-gp), OATI1, OAT3, OATPIB1, OATP1B3, MATE1, OCT2 u MATE2K.

4
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Bimsinue ocumeprunuGa Ha P-gp u Gelok pe3suLTeHTHOCTH paxasrmaeiHol KehésTBURP)

[lo pesyabraram uccienoBauuii in vitro ocuMepTuHud ssisercs cyberpatom P-gp u BCRP, no,
MaJIOBEpPOSTHO, YTO OCUMEPTHHHO B KIMHHYECKHM 3HAYMMBIX J103aX BCTYNAET B KIMHHYECKH
3HAYUMOE JIEKAPCTBEHHOE B3auMOJIEHCTBHE C aKTUBHbIMM BeumiectBamu. [lo  naHHbBIM
UCCIIE/IOBAHUN in  vitro, ocuMepTHHMO sBisercs wuHruoutopom BCRP (cM. pa3zaen
«B3aumoeiicTBHE ¢ APYTrUMH JIEKAPCTBEHHBIMHU CPEJICTBAMHY ).

dapMaKOKHHETHKA Y 0COOBIX I'PYIII NAIMEHTOB

B ananu3zax nonysisunonHoi papmakokuHeTHku (n=1367) He BBISBICHO KIMHUYECKH 3HAYMMBbIX
CBsi3el Mekay paccuMTaHHO# paBHOBecHOH skcnosuumenn (AUCs) ¥ BO3pacTOM NalMEeHTOB
(mmanaszon: 25-91 roxa), noaom (65% KEHUIMHBI), ITHUHYECKUM INPOMCXOKIACHHEM (BKIIKOYAs
MAlMEHTOB €BPOINEHCKON, a3uaTCKoi MonyJsiuud, B TOM YHCIE, SNOHIEB, KHUTAHLEB H
NAalMEHTOB, HE OTHOCAIIMXCA K YKa3aHHbIM Tpynmnam), JHHMeH Tepanuu H KypeHuem (n=34
aKTHUBHBbIE  KypwiblMkd, n=419 ObiBlIMe  KypPWJIBLIMKH). AH&IW3  MOMYJISIIHOHHOM
(apMaKOKHHETHKH I0Ka3ajl, 4TO Macca Tella sBjsjlach CyIIECTBEHHON KOBapHaToii; H3MEHEHHE
AUCss ocumeptunuba oxuaaercs B npeaenax 20% B auanasone Macceol Tena ot 88 kr 1o 43 kr,
COOTBETCTBEHHO (0T 95% 110 5% kBanTHieEH), no cpaBHeHUIO ¢ AUCss mpu MeiMaHe Macchl Tela
61 kr. [IpyHumasi BO BHUMaHHWE Npe/ie/ibHbIE 3HAYeHHUs Macchl Tesa oT < 43 kr 10 > 89 kr, 10115
metabonura AZ5104 BapbupoBana ot 11,8% o 9.6%, a merabonura AZ7550 ot 12.8% no
8.1%. cooTBeTCTBEHHO. AHaIM3  MOMYJISLUMOHHONW  (papMAKOKHHETHKHM T0Kasal, 4YTo
KOHIIEHTpalus anbOyMHHa B CBIBOPOTKE KPOBH SIBJISUIACh CYIIECTBEHHOHW KOBapHaTOii;
usmMenenne AUCs ocumeptunnOa oxuaaercs B npezenax 30% B auana3oHe KOHUEHTpAIWH
ansOymuna ot 29 10 46 r/n, coorBeTcTBEHHO (0T 95% 10 5% KBaHTHIIEH), 10 CPABHEHHIO C
AUCs npu MeZiMaHe UCXO/HOM KOHUEHTpalmu aabOymuHa 39 1/1. DTH U3MEHEHUs SKCIIO3UITHH
B 3aBHCUMOCTH OT MAacChl TeJla U HCXO/IHOH KOHLUEHTpaluH albOyMHHA B CHIBOPOTKE KPOBH HE
CYMTAIOTCS KIIMHUYECKH 3HAYUMBIMH.

Iayuenmul ¢ napywenuem ynkyuu nevenu

OcumepTHHHO 2JIMMHHHMPYETCS, B OCHOBHOM, I€YEHbIO. B KIMHHYECKOM MCCIIE/IOBAHUH Y
NalMEeHTOB ¢ HapyleHueM (YHKUMHU MEYEHH JIErKOHW cTeneHu TskecTH (kimace A mo Yaitna-
[Ibto, n=7) u cpeaneii crenenu TsxkectH (knace B no Yaitna-ITero, n=5) He 6bU10 OTMEUEHO
YBEJIMYEHHUS IKCIO3MIIMM T110CII€ OJIHOKPATHOrO npueMa npenapara Tarpucco B j03e 80 Mr mo
CPaBHEHHIO C MalMeHTaMu ¢ HopMaibHOH (yHKkumei neyenn (n=10). [lo pesynbraTam aHannsza
JIQHHBIX TOMYJIAIHOHHON (hApPMAKOKHHETHKH OTCYTCTBYET CBSi3b MEXIY Mapkepamu ()yHKIHH
neveny (arannHamuHorpancdepasa (AJIT), acnapraramunorpancdepaza (ACT), Gunupyoun) u
sKcnosuumei  ocumeptuHuba. Takoii mokaszatenb (YHKIMH NEeYeHH KaK ChIBOPOTOYHBIH

aﬂb6yMHH BJIMACT Ha qyapmakoxnnemqecxue InapameTpbl OCHMCpTHHH6a. B kimHuYeckue
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MCCIIE/IOBAHMS HE BKJIIOYAIMCh MALMEHTHI, Y KOTOpbIX akTHBroesACT 1ikidA I fipespinana

BepxHiol rpanuiyy HopMbl (BI'H) Gonee uem B 2.5 pa3a, a takxke namMeHTbl, Yy KOTOPBIX
aktuBHOCTH ACT mim AJIT npesbiiana BI'H 3a cuer onyxosneBoro nopaxenust neueu 6omnee
yeM B 5 pa3, a TakKe NalMeHThl, Y KOTOPBIX KOHUEHTpalus obiuiero OwinpyObuHa npesbiinaia
BI'H Gonee wem B 1.5 pasa. Ilo pesynbraram (apMakOKHHETHYECKOTO aHaIM3a JKCHO3UIMS
ocumepTuHuba y 134 nmanueHToB ¢ HapylueHHeM (DYHKIMH MEYeHH JIETKOH CTENeHH TSKEeCTH
(xonuenTpauus odmero ouampyobuna ne npessimaer BI'H, aktuBnocts ACT npesbimaer BI'H,
WM KOHLEHTpauus obmero 6unupybuna npesbimaer BI'H, vo menee 1.5 BI'H npu mobom
3HayeHun akTuBHOCTH ACT), 8 maumenToB ¢ HapyuieHHeM (YHKIUHU MEYEHHU CPeHEeH CTeNeHH
TsKeCTH (KOoHUeHTpauus obwmero Ouwnupybuna cocrasnser ot 1.5 no 3 BI'H npu mobom
3Hayenun axktuBHocTH ACT) wm 1216 nauueHTOB ¢ HOpMaibHOW (QYHKUIMEH MeYeHH
(xoHnenTpauus obuero Gunnpybuna n 3navenue aktuBHoctH ACT He npesbinaior BI'H) Obuia
cxokeil. JlanHble O NMPUMEHEHWH Npenaparta y MAlMEHTOB C HapyleHHeM (YHKUHH NeYeHH
TSKEJION CTENEHH OTCYTCTBYIOT (cM. pasaen «Criocod npuMeHeHHs U J103b1»).

Ilayuenmor ¢ napywienuem ynkyuu novex

B KJIMHUYECKHX MCCIIEI0BAHHUSAX Y MAIIMEHTOB C HapylIeHHeM (YHKIIUH 10YeK TAXKEIOH CTeNeHH
(xnmpenc kpearnnuna (KK), paccunranubiit no ¢popmyne Kokkpodra-I'oynra, ot 15 10 menee
30 ma/MuH; n=7) nocie OJHOKpAaTHOro npuema mnpenapara Tarpucco B no3e 80 mr Obuio
ormeuyeHo yBeanueHHe AUC M Cuax B 1,85 u 1,19 paza, coOoTBeTCTBEHHO, MO CpaBHEHHIO C
nanMeHTaMu ¢ HopmaibHo# QyHnkuueit noyek (KK e menee 90 mn/mun; n=8). Kpome toro, no
JIAHHBIM TOMYJISAIMOHHOTO (PAapMAKOKMHETHUYECKOrO aHajM3a, BK/IOYaBliero 593 mammeHTta ¢
HapyuieHueM QyHkuuu nouyek jerkoit crenenu Tsokectw (KK or 60 mu/mMuu 10 menee 90
M1/MuH), 254 naunenTa ¢ HapyumeHueM GyHKUHH noyek cpeadeii crenenn Tshkectd (KK or 30
MJI/MHH 10 MeHee 60 MI/MHH), 5 malMeHToB ¢ HapyleHHeM (hYHKIIMH MOYEK TSKEIOH CTeIeHH
(KK ot 15 mu/mun 0 menee 30 mu/mun) 1 502 nauuenTta ¢ HopMaibHoi gynkuueit noyek (KK
He Menee 90 MII/MHMH), BO BCeX MNOArPYNNax 3KCIO3MIHS OCHMEPTHHHOA Oblia CXO/HOIA.
[Taunentsl ¢ KK He Gonee 10 MiI/MUH B KIIMHHYECKHE HCCIIEIOBAHUS HE BKIIKOYAIHUCD.

Hayuenmol ¢ Memacmazamu 8 20J106HOU MO32

B uccnenoBaHnM ¢ MCNOJIB30BAaHHUEM TO3HTPOHHO-IMHUCCHOHHOM Tomorpaduu (I1DT) nocne
BHYTPHUBEHHOTO BBEJIEHHS MMKpOJ03 ocumeptHHuOa namuentam ¢ HMPJI ¢ myraumeii rena
EGFR (n=4) u MetacTa3zaMy B roJIOBHOH MO3I' IPOHHKHOBEHHE OCHMEPTHHHOA B rOJIOBHONH MO3T
M pacrpe/ie/iecHHe OCUMEPTHHHOA JIOCTUTIIH MEIHAHbI tmax, PABHON 22 MHH, a CpeJ/IHEe 3HAYECHHUE
Cmax B TOJIOBHOM MO3I€ COOTBETCTBOBAIO 1,5% BBEAEHHONH 103bl. JTH JaHHBIE OBUIM
AQHAJIOrWYHBI pe3yJIbTaTaM, MOJyYEHHBIM B HCCIIEJIOBAHUH C YYaCTHEM 3/I0POBBIX J100pOBOJIBIIEB

(n=7; tmax — 11 MHH; Cmax B TOJOBHOM MO3re cOOTBETCTBOBaNa 2.2% BBEJCHHOH JI03bI
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ocumepTHHHOA). (Bxopgawmi M3 N24232807)

IMokazanusi K NpUMEHEeHHIO
IIpenapat Tarpucco nokasaH K NPUMEHEHUIO B KQYeCTBE MOHOTEPAITHH JUIS:
® aJIbIOBAaHTHOW TEpanuM HEMEJIKOKJIETOYHOr0 paka JIErKoro y B3pOCJbIX MAllHEHTOB MOCIe
paJIMKaJIbHOW XHUPYPrHYECKOH OmnepalMu B ClIy4yae HaJIW4Ms B OMYXOJIEBBIX KJIETKax
MYyTalli{ B Te€He perenTtopa snuaepmaibHoro akropa pocra (EGFR) (neneunn B sx30He
19 wiu 3amennr L858R B ax30mHe 21).
® [EepBOH  JIMHUM  TEpalMH  MECTHO-PaclpoOCTPaHEHHOIO  HJIH  METaCTaTHYECKOIro
HEMEJIKOKJIETOYHOIO paka JIErKOro B CJlyyae HaJMuMsi B OIYXOJIEBBIX KJIETKaX MYTalllH B
rene EGFR (neneumu B sk3oHe 19 mim 3amenni L858R B sk3ome 21) y B3pocibix
MalUeHTOR.
® JICYEHHMs MECTHO-PACIpPOCTPAHEHHOTO HJIM METACTaTHYECKOr0 HEMEIKOKJIETOYHOro paka
nerkoro ¢ mytauueit T790M B rene EGFR y B3pocibIX NalHeHTOB.
® JICYEHHS MECTHO-PAClpOCTPAHEHHOTO, Hepe3eKTabelIbHOIr0 HEMEIKOKIETOYHOTO paka
JIETKOrO B CJIyyae HaJlMuus B OINYyXOJIeBbIX KieTkax mytauuu B reHe EGFR (xenenwn B
sk30He 19 wim 3amenbl L858R B sk30He 21) y B3pOCHBIX NMALMEHTOB, Y KOTOPBIX HE
BBISIBJICHO MTPOrpeccHpoBaHue 3a00JIeBaHHs BO BPEMs MJIH 110CJIE XUMHOJY4YEBOW Tepanuu
Ha OCHOBE IPenaparoB IMJIaTHHBI.
[Ipenapat Tarpucco nokasan Kk npuMEHEHHIO B KOMOMHAIIMK C XHMHOTEpAITHEH MEeMETPEKCeI0M
H 1pernaparamH IJiaTuHbI JUIS:
® [IepBOH  JIMHUM  TEpaliMH  MECTHO-PAclpOCTPAaHEHHOrO WM  METacTaTHYeCKOro
HEMEJIKOKJIETOYHOIO pakKa JIErKoro B Cliyyae HaJIM4Hs B ONMYXOJICBBIX KJIE€TKaX MyTalliH B
rese EGFR (neneuun B sk3oHe 19 mnm 3amennt L858R B sx3one 21) y B3pocibix

INMalMuCHTOB.

IlporuBonokasanus

[loBbilieHHAs Yy BCTBUTEILHOCTL K OCHMEPTHHHOY MM I0O0OMY W3 KOMIIOHEHTOB TIperapara.
bepeMeHHOCTb ¥ MeproJ rpyIHOr0 BCKapMJIMBaHHS.

TepmuHanbHas cTajus XPOHHYECKOH MOYEYHOH HEJIOCTAaTOYHOCTH, BKJIKOYAs NAIMEHTOB HA
reMo/Inajus3e.

Hapymenune GpyHKIMHM eYeHN TAKEIIOM CTEIIEHH TAKECTH.

Jletckuii Bo3pact 10 18 ner (1aHHbIe OTCYTCTBYIOT).

I[Ipwem npenapatoB 3Bepobos mpojbIpsiBieHHOro Ha (oHe Tepamuu mnpenapatoM Tarpucco

[IPOTHBOIIOKAa3aH.
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CoBmecTHOE npuMeHeHHe MOIHbIX HHaykToppB CYP3A (Barﬁpxmw} (B@Hi‘&ﬂﬂ?ﬁﬁ&mnuunﬂ

H KapOamasernus).

C ocTopoxkHOCTBIO: HHTEpPCTHIMAbHAS OOJE3Hb JIerKMX, y/uiMHeHHe uHTepBata QTc,
COBMECTHOE IpPUMEHEHHEe ¢ yMepeHHbIMH HHAykTOopaMu CYP3A4 (manpumep, 6o3enrtaHn,

s¢daBupens, sTpaBUpHH, MoaGUHNIIT).

IIpumenenne npn GepeMeHHOCTH H B EPHO/L FPY/IHOT0 BCKAPMJIMBAHHS

KoHTpanenius y My>X4Y1H ¥ JKEHIIHH

JKeHIMHBI ¢ COXPAHEHHBIM PENPOTYKTHBHBIM MOTEHIHAIOM JOJDKHBI M30eraTh HACTYIJICHHS
OepemeHHOCTH BO Bpems Tepanuu npenapatoM Tarpucco. Ilaunenram cieayer peKoMeH10BaTh
MCIONB30BaTh  P(EKTHBHYIO KOHTPAUENIUMIO M 1OCIE 3aBepIICHHS JICUEHUS JaHHBIM
npenaparoM: B TeYEHHE, KaK MUHUMYM 6 HeJenb 1ocjie OKOHYaHMs Teparuy JUis KeHIMH H 4
MECSIEB JUISt MY)KUYHH.

Ilepno;1 bepeMeHHOCTH

OTCyTCTBYIOT JJaHHbIE O NPUMEHEHHH OCUMepTHHHOA Y GepeMeHHbIX keHIMH. MceneoBanus
Ha OKMBOTHBIX T[IOKAa3ald HaJIW4YUE PENpoJYKTHBHOH TOKCHYHOCTH (3MOPHOJIETAIBHOCTD,
3ajlepKKa Pa3BUTHS [0, CMEPTh HOBOPOXKAEHHBIX). YYHMTBIBAas MEXaHHM3M JICHCTBHS H
JIOKJIMHUYECKHE JIaHHble, TPHMEHEHHE OCHMEpPTHHHOA B MNEepHOA OEPEeMEHHOCTH MOKET
NpUYMHHUTE Bpel moay. He cnenyer npumensite npenapar Tarpucco Bo BpeMs 6epeMEeHHOCTH U
Y KEHIIMH C COXPAHEHHBIM PENpOIYKTHBHBIM MOTEHIHAIOM, HE HCIHOJIBL3YIOIMX CpPe/ACTBA
KOHTpALETILHH.

Ilepnoja rpyiHOro BCKapMJIMBaHHUs

HeusBecTHo, BbiZens€Tcs JIM OCHUMEPTHHHO MM ero MetaboiMTBl B IPYAHOE MOJOKO.
Henocrarouno cBesienunii 00 JKCKpelMH OCHMEPTHHMOA WIIM €ro MeTabOIMTOB B MOJIOKO
KUBOTHBIX. OJHaKO OCHMMEpPTHHHO M ero MeTaboIUTBl OOHAPYKMBAIMChH Y JIETEHBIIEH,
MOJy4aBLINX IPYAHOE BCKapMIMBaHHE, U ObLIO OTMEYEHO OTPHIATEIbHOE BIMSHUE HA MX POCT
M BbDKMBaHHWe. Henb3s MCKIIOYaTh PUCK JUIS JIeTeil, MOJyyalolMX rpyaHOEe BCKapMIIMBAHHE.
Heobxoaumo npekpaTiTh rpy/iHoe BCKapMIIMBaHHE BO BpeMsi Tepanuu npenapatom Tarpucco.

DepTHIILHOCTE

OtcyTCTBYIOT JlaHHble O BIMsHUM npenapara Tarpucco Ha (epruibHOCTL yenoBeka. CornacHo
pesyJibTaTaM HCCIIeZI0BaHHM, IPOBEICHHBIX HA JKUBOTHBIX, OCHMEPTHHHO BIHSET HA MYXKCKHE

JKEHCKHE PEINPOJYKTUBHBIC OpraHbl H MOJKET CHUXKATh Q)epTHﬂbHOCTb.

Cnocod npuMeHeHHst H 1035l
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Tepanuio npenapatom Tarpucco cieayer Hayunath moj KOHPOHEN &%tﬂfi“ﬂﬂgﬁiﬁéro OIIBIT

JIeYEHHs IPOTUBOOITYXOJIEBBIMH JIEKAPCTBEHHBIMH TITpenapaTaMH.

Jlo HasHayenus npenapara Tarpucco cieayer noaTBepAuTh craryc MyTtaiuu B ree EGFR ¢
MOMOIIBIO BAIWAMPOBAHHOIO TeCTa:

e jeneuus B 9k30He 19 uim 3amena L858R B sk30me 21:

— B 0o0Opas3uax TKaHH OIyXOJIH B CiIyyae aJlblOBAaHTHOM Tepanumu;

— B o0pa3snax TKaHH ONYXOJM B Cllyyae Tepamuud MeCTHO-PacIpOCTPAHEHHOIO
Hepe3eKTabeIbHOro HEMENIKOKIETOUHOTO paKa JIerkoro;

— B 00pa3uax TKaHW OIYXOJH MM CBOOOIHO LUPKYIHPYIOLIEH J1€30KCHPUOOHYKIEHHOBOM
kuciore (JIHK) onyxonu, BblaeseHHOH M3 Muia3Mbl KpOBH, B Cilydae TEpaluu MepBO
JIMHUH;

e wmytauus T790M (B oOpa3uax TKaHM OmyXoiau WiH cBoOOAHO umpkysupytomei JIHK

OIYXOJIM, BBIJIEJIECHHOH M3 IUIa3Mbl KPOBH, B Cilyyae MpOrpeccHpoBaHHs 3a00jieBaHHs BO

BpEMs HJIM 110CJIe Teparnuu HHrHOuTOpoM THpo3uHKkuHa3sl EGFR).

ﬂ03bl

[Ipenapar cietyer npHHAMAaTh €KEHEBHO B OJTHO M TO )K€ BPeMsi BHE 3aBHCHMOCTH OT IpHeMa
ITHIIH.

Monomepanus

Pexomenayemas 103a ocumeptunnba — 80 Mr 01MH pa3 B CyTKH.

Kombunupoeannas mepanus

Pexkomenjyemas n03a ocumepruuunba — 80 Mr oauMH pa3 B CYTKH [pH NPHMEHEHHH B
KOMOMHAIMH ¢ XUMHOTEpAIIHEl NeMeTPEKCeI0M 1 IpernapaTaMy IIaTHHBL.

Cnenyer oOpaTHTbCss K HMHCTPYKIHMH 110 MEIMIMHCKOMY TPHUMEHEHHMIO TEMETPEKCe/Ia,
UMCIUIATHHA WM KapOorulaTMHa U1 nosydeHuss MHpOpMauMM O  JI03MPOBAHHUH

COOTBETCTBYIOULIETO JIEKAPCTBEHHOI'O IIperapara.

I1 POAOJDKHUTEIIBHOCTE TEPAITHH

Monomepanus

B ciyuae ajploBaHTHOl Tepanuu peKoMeH/yeMas MPOA0JIKHTEIBHOCTD JIEYEHUs] COCTABISET 3
roga. Tepanus pmmTensHOCTBIO Gostee 3 siet He Obuta M3yuyeHa. I[Ipu HacTyIIeHHMM penyauBa
3a00/1eBaHMS.  WIM  PA3sBUTHH HENPHEMJIEMOH TOKCHYHOCTH TIpHEM [perapara cieayer

MPEKPaTUTh.
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B ciyyae MeCTHO-pAaclpoCTpaHEHHOTo WiIf MeTacTaTiieeREEVIpHich NAet kOBO 7 I neuenne

npenaparoM Tarpucco npoaoKalOT 10 HACTYIUIEHHsS NPOrpeccHpoBaHHs 3abosieBaHHs WIIH
Pa3BUTHS HENPHEMIIEMOI TOKCHYHOCTH.

Kombunupoeannas mepanus

B ciydae MecTHO-pacnpOCTPaHEHHOrO HJIM METAacTaTMYeCKOro paka JIerkoro, 1o [OBOY
KOTOPOro NPOBOJAMTCA JieyeHHe npenaparoM Tarpucco B KOMOMHALMH € XHMHOTEpanuei
NeMeTpeKce/I0M M TpenapataMi IUIaTHHBI, JiedyeHHe rpenaparom Tarpucco nmpoaosnkarT 0

HACTYIJICHHUS [TPOIrpeCCHPOBAHUS 3a00sieBaHUs WIIH pa3BUTHA HenpneMneMoﬁ TOKCHYHOCTH.

IIponyck J1o3bl

B cinyuae npomycka npuema npenapara NponyLIeHHYIO JI03y Clie/lyeT NPHHATh B TOM CiIydae,

€CJIK 10 BPEMCHHU ITpHEMa CJICIIlelHCﬁ JI03bI OCTAJI0Ch He MeHee 12 yacos.

Koppekiius /10361 Npenapara

B 3aBHCHMMOCTH OT MHIMBHJYalbHONH MEPEHOCHMOCTH Ipenapara M HeXeJaTelbHbIX peaklui,
MOKET noTpedoBaThCs TNPHOCTAHOBKA Tepalnuul M/WIM CHWXKEHHE JI03bl  Ipernapara.
Pexomenryemas CHHKeHHas J103a npenapara cocrasiseT 40 Mr oiuH pa3 B CYTKH.

B Tabmuue 1 npuBeaeHbl peKOMEHJALMHM 10 KOPPEKLUMH J03bl Mpenapara B clyyae
HE)KeJaTeIbHbIX PeaKLui.

Tabmmua 1. Koppexuusi 10361 npenapata Tarpucco B ciyuae HeKelaTeIbHBIX PeaKimii

Opran-vumens | Hexenareabnas peakuus' Koppexuus 103b1
WUnrepctunmanbuas Oonesns | [Ipekpaiienue Tepanuu
JIerKHUX/TTHEBMOHHUT npenaparom Tarpucco
UutepctuumanbHas oonesns | [Tponomkenue Tepanuu
JIErKUX/TIHEBMOHHUT nocje | npenaparom Tarpucco HJH
paaMKaIbHOH XHMHOJIYYEBOH | BpeMEHHass  NPHOCTAHOBKA M
Tepanuu e HCIIOJIb30BaHUEM | BO30OHOBIICHHE Tepanuu B
npenapaTron TUIATHHBL: | 3aBHCUMOCTH OT CHTYalluH
Jleakue*
OeccumnTomMHoe TeueHue (1 creneHs
TSIKECTH)
UnTtepcTuimanbuas Oonesns | [Ipekpamenne Tepanuu
JIETKUX/TIHEBMOHUT nocie | npenaparom Tarpucco
paiuKalIbHON XUMHOJIY4YEBOU

Tepanuu: creneHb >2 (2 u Oonee

CTEIEHb TAKECTH)
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Opran-mumens | Hexenareabnas peakius' (B ioppermim roser 25U )

Cepoye* Ymnenne wuntepBana QTc Gonee | [Ipuocranoska Tepanuu
500 mcek, oTMeueHHOe, MO KpaiiHeil | nmpenapaTtom Tarpucco J10
Mepe, JBYKPAaTHO (NpH TMOBTOPHBIX | YMEHBIIEHHUS JUIMTEJILHOCTH

peructpauusx JKI') uHteppana QTc nmxe 481 mcex
WJIH JIO HCXOIHOTO 3HAYCHHS (ecii
HCXO/Hast JUIHTEIbHOCTh
unteppana QTc Obula He MeHee
481 mcek), 3aTeM BO300HOBJIEHHE
TepalMu €O CHHIKEHHOH J103bl
npenapara (40 mr)
Yanunenne  uHtepBana  QTc ¢ | [lpekpamenue Tepanuu
NpU3HAKAMU/CUMIITOMAMH  cepbe3Hoii | nmpenaparom Tarpucco
apUTMHH
Koocnvie Cungpom  Cruenca-J[koHcona u | [Ipekpamenne Tepanuu
NOKpOGbI® TOKCHYECKHI sMuiepMallbHbIi | mpenapatom Tarpucco
HEKPOJIN3
Kposenocnasa  u | Anactudeckasi aHeMusi [Ipexpamenue Tepanuu
aumpamuyeckasn npenapatom Tarpucco
cucmema’
Jpyeou Hexenarenvnas peakuuss 3 crenenu | [Ipuwocranoska Tepanuu

TAXKECTH HJIH BbILLIEC

npenaparoM Tarpucco Ha cpok J10

3 Henelb

[Ipy yMeHbIIEHHH CTENEHH TAKECTH
HEKENIATeJIbHOM peakiiy ¢ 3 CTeneHH
TSOKECTH MM Bblle 0 0—2 creneHu
TSIKECTH nocie IPHOCTAHOBKH
Tepanuu mnpenapatom Tarpucco Ha

CPOK J10 3 HeJelb

Bo3MoxHO BO300HOBIIEHHE
Tepanuu npenapatom Tarpucco B
npexuHeir go3e (80 mr) wiam B

CHWXKEHHOMH 03¢ (40 mr)

CreneHb TSXKECTH HeXeJaTe bHOM
peaxkimuu nocie  MPUOCTAHOBKH
TepanMu  Ha 3 HeJelM  He

YMEHBIIUIACH C 3 CTENneHH TAKECTH

WK Bblle 210 02 CTeNneHu TAKECTH

IIpexpamenne Tepanuu

npenapatoMm Tarpucco

11
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CTeneHb TSKECTH HeXKeaTelbHBIX SBJIeHHUI| ykazana coltiieme Ofiiiv TepMIHERdnuecknm

kputepusm HexenareibHbIX spiaeHuit (CTCAE) Hauwonanenoro uuctutyta paka (NCI)
Bepcuu 5.0.

Takoke cM. pazzen «OcoOble ykazaHHs».

VKazaHus 110 KOPPEKUMH pPEeKMMa JI03UPOBAHHUS Y MALMEHTOB C JIy4YEBBIM ITHEBMOHHTOM
10CJIE paJIMKaIbHOW XMMHOJTYYEBOH TEpaluyu ¢ UCIIOJIB30BAHUEM TPENapaToB MJIATHHBI CM. B

pazaene «Ocobble ykazaHus».

Kombunuposannas mepanus

[Ipn npumenenun npenapara Tarpucco B KOMOMHAIMHK ¢ XHMHOTEpanHell NMEMETPEKCEIOM H
npenapaTtaMi IJIaTHHBI  KOPPEKUMIO J103bl J1I000r0 M3 MpenaparoB, NPUMEHSEMBIX B
KOMOMHALMH, CIEyeT NPOBOJNTL COOTBETCTBYIOMINM 00pa3oM. PexkoMmeHaainu 1no KoppeKiuuu
J03b1 nipenapara Tarpucco npusesensl B Tabauue 1. J[ns npHoCTaHOBKH Tepanuu, CHUKEHHS
J103bl MM OTMEHBI NIEMETPEKCe/1a, IIMCIUIATHHA MM KapOornIaTHHa ClelyeT pyKOBOACTBOBATHCS
HHCTPYKLUHMSAMH 110 MEJMIMHCKOMY [PHMEHEHHMIO T[eMeTpeKce/a, LMCIUIATHHA WK

KaPGOHHaTHHa, COOTBETCTBCHHO.

Oco0pble rpyIinkl DaleHTOB

He Tpebyercs KoppeKTHpOBaTh 103y npenapara B 3aBHCHMOCTH OT BO3pacTa, Macchl Teja, 1oJa,
3THHYECKOM NPUHAJUIC)KHOCTH M CTaTyca KypeHus (cM. pazaen « PapMakOKHHETHKAY ).
[layuenmul ¢ napywenuem ynkyuu nevenu

ITo pesynbrataM KIMHHYECKHX HCCIICIOBAaHMH, NMAallMEHTaM ¢ HapylleHHeM (YHKIHMH Te4eHH
nerkoi (knacc A no Yaiina-Ilbio) uiam cpeaneii crenenn tsokectu (kiaace B mo Yaiina-ITsio)
KOppeKuMs 1036l He  TpeOyeTcs.  AH@JOMMYHO, 1O  JIAHHBIM  TIOMYJISIIHOHHOIO
(apMaKOKMHETHYECKOT0 aHa/IM3a, MallMeHTaM ¢ HapylleHHeM (QYHKIHH NIeYeHH JIETKOM CTeneHH
TSOKECTH (KOHILeHTpauuss oOmiero Ouiaupy6uHa He npesbimnaer BI'H, aktuBnocts ACT
npesbimaer BI'H, win konuentpauus obuiero Ounupybuna npesbimaer BI'H, o menee 1.5
BI'H npu mobom 3nauenun aktusHoctd ACT) wiin cpeaiHeit cTenenn TsokecTH (KOHIEHTpalus
obuiero 6uamupybuna cocrasnser ot 1,5 10 3 BI'H npu mo6om 3nauennn aktuBHoctH ACT)
KOPpEeKIHsi /103l He pekomenayercs. DpdekTHBHOCTL M 0e30macHOCT OCHMepTHHHOA Y
NAlMeHTOB C HapylleHHeM (YHKUMH MEYeHH TSKENOH CTeNeHH He H3ydanach, MO3TOMY
npuMeHeHue mnpenapara Tarpucco y TakuX NAlMEHTOB MPOTHBONOKA3aHO (CM. pasjieln
«DapMaKOKHHETHKAY ).

Tlayuenmul ¢ napywenuem ynkyuu novex

12
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. = T
Ha ocHOBaHWM pe3yJbTaTOB KIMHHYECKHX ccnenoaaudﬁiﬁﬂﬂﬁl%ﬁﬂlﬂ-%wmm

(hapMaKOKHHETHUYECKOTO aHalN3a, NallHeHTaM ¢ HapyleHHeM (YHKIHH 10YeK JIerKoi, cpeaneit
¥ TSOKEJION CTENEHM TSKECTH KOPpeKLus 103kl He Tpedyercs. besonacHocTs U 3 (heKTHBHOCTD
ocuMepTHHHOA He OBUIM YCTAHOBJIEHBI y MNAlMEHTOB C TEPMHHAIBHON CTajMel MOYeuHoii
HepocratounocTd (KK menee 15 Mu/MHMH) MM nosyyarommx AMaius3, MOITOMY NpPHMEHEHHE
npenapata Tarpucco y TakuX NalMEHTOB MpoTHBOmokazano. Creayer cobimoaaTh
OCTOPOXHOCTH NPU NPUMEHEHHH npenapara Tarpucco y manMeHToB ¢ HapylleHHeM (yHKIHH
MOYEK TKEIOH cTeneHH (M. paszaen « DapMakOKHHETHKA).

Jlemu

bezonacnocts 1 3¢ dexTnBHOCTL Npenapara Tarpucco y aeteil 1 moApocTKOB B Bo3pacte j10 18

JIET HC YCTAHOBJICHBI. ﬂaHHble OTCYTCTBYHOT.

Crnioco0b npuMeHeHus

BHyTpb.

Tabnerku cnepyer nporaareiBaTh LEITHKOM, 3anuBas Bojoi. He cneayer nenuts, ApoOuTh wiu
pa3KeBbIBaTh TabJIETKH.

Eciu nmauuenty cioxHO nporiarbiBath TaONETKy. €€ MOXKHO JucreprupoBatb B 50 mu
HerasupoBaHHoOi BoAbl. He cieayer ucnonb3oBarh Apyrue kujakoctd. TabineTky HeoOXoauMo
ONYCTHTh B BOJY. HE H3Mebyas, MOMELIMBATL J0 MOJHOIO paspyllieHHss W TYT XK€ BBIINHTH
MOJTy4YeHHYI0 cycrneHns3uio. Ocratku cMmemarh ¢ jJonojaHuTenbHbiMH 100 M1 BOJIbI M BBINKTH
MOJY4YEHHYIO CYCIIEH3HIO.

Cycnensuio npenapata Tarpucco Takyke MOXKHO BBOJHMTH Yepe3 Ha30racTpalibHbli 30H1. B aTOM
cllydae CyCHEH3HMIO IFOTOBAT AHAJIOTHYHBIM CIOCOOOM, HO TabJeTKy AMCHEprupyior B 15 mi
BO/Ibl, @ OCTATKH Ipenapara cMemuBaioT eme ¢ 15 mia Boabl. [lonydennsie 30 mMa cycneH3uu
npenapara HeoOX01MMO BBECTH COTJIACHO HHCTPYKIIMH ITPOU3BOIMTENS HA30racTPaIbHOTO 30H/1a
M TPOMBITH 30HJ COOTBETCTBYIOIIMM 00bEeMOM BOJbL. JlMCIIeprupoBaHHBIH mNpenapar H
PacTBOPEHHbIE OCTATKHM CJIEIyeT BBECTH B TeueHHE 30 MHHYT OT MOMEHTA MOTrpyKeHus TabIeTOK

B BOJLY.

IToGouHnoe neiicTBHE

O630p npoduis 6e30nacHOCTH

Hceeneooeanusn y nayuenmoe ¢ HMPJI ¢ mymayueu 6 2ene EGFR
Caenenns o 6e3onacHocTH npenapara Tarpucco B MOHOTEpAnn¥ OCHOBaHbI Ha 00BEIMHEHHBIX
nanHbIX 1813 naumentoB ¢ HMPJI ¢ myrauueit B rese EGFR. Bee 3Tu nauuenTs npuHumay

npenapar B j03¢ 80 Mr B CyTKH B 4YeThIpEX PaHIOMM3HUPOBAHHBIX HccienoBanusx I da3zel
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(anbroBaHTHas Tepanus B uccaenoBannn ADAURA, nepssi ot iréparivit $70861d nopanmm

FLAURA, FLAURA 2 (rpynna MOHOTEpanuH), BTOpas JIMHHMS TEepaluu B HCCIEJI0BAHUH
AURA 3), aByx wuccnenoBanusx Il ¢a3spl, nmpoBoJMMBIX B OJHOW rpynne (BTOpas WM
nociaeayromue JuHuM  Tepanuu B ucciaenoBaHusx AURAex m AURA2) u B oaHoMm
uccnenoBannu | haspl (neppas WM nociaeyIoNnMe TMHAN Tepanuu B ucenegaoBanun AURA 1).
BonbIMHCTBO HexenaTelbHbIX peakuuit Obuin 1 uian 2 crenenu tsokectu. HanbGosee wacteivu
HEKe/laTeIbHBIMHU JIEKAPCTBEHHBIMH peakuusamMu Obuin auapes (47%), coinb (46%), napoHUXUs
(34%). cyxoctb koxku (32%) u cromarut (24%). Hexenatenbuble peakuuu 3 u 4 cTeneHH
TsKecTH coctaBuii 9,2% n 0,2%, coorBercTBeHHO. Y 3,6% naumeHToB, MOJyYaBLIMX Mpenapar
Tarpucco B no3e 80 mMr B cyTkH, norpe0OBaioch CHHIKEHHE JI03bl H3-3a pa3BUTHS
HEKeNlaTe/IbHBIX JIEKAPCTBEHHBIX peakuuil. Y 4.7% nauueHToB Tepanus Oblia npekpaiieHa u3-3a
Pa3BUTHS HEXKeJaTeIbHBIX PeaKInii.

Caenenns o GezonacHocTu npenapata Tarpucco (B 103e 80 MI' B CyTKH), IPUMEHSAEMOTO T10C/IE
XMMHOJIYYEBOH Teparuu npenaparaMu IaTHHbl, BKIOYaOT AaHHble 143 nauuentoB ¢ HMJIP ¢
mytauuei B rede EGFR, naemoHCTpupyroT KoHTposmpyemblii npoduib Oe30MmacHOCTH U
COOTBETCTBYIOT JIaHHBIM 10 Oe3omacHocTH npenapara Tarpucco, NpUMEHSEMOro B KayecTBe
MOHOTEpAlHMK, a TaKKe YCTAHOBJIECHHBIM NpoduIsM 0e30macHOCTH IIPH TepanuH MOCIe
XHMHOJIYY€BOH  Tepaluu ¢  HCNOJb30BAHHEM  MpEnapaTtoB  IUIATHHBL.  BOJBIIMHCTBO
HEeKeJlaTe/IbHbIX peakiuuit Obuti 1 nim 2 cTeneHu TSHKECTH M HE NMPHUBOIMIM K CHUKEHHIO JI03bI
HJIH TTPEKPALIEHHIO TEPaITHH.

Ceenenns o OesomacHocTH npenapara Tarpucco, NpUMEHSEMOro B KOMOMHAIMHM ¢
XHMHOTEpANUe NEeMETPEKCe/0M M IpernaparaMM IUIATHHBI, OCHOBAaHbI Ha JaHHbIX 276
nauuenToB ¢ HMPJI ¢ myranueit B rene EGFR, n cooTBeTCTBYIOT JIaHHBIM 110 0€30M1aCHOCTH
npenapara Tarpucco, NpHMEHSEMOro B KayecTBE MOHOTEPANMH, a TAKKE YCTAHOBJIECHHBIM
npoduasiM 6e30MacHOCTH NeMeTpeKce/1a U MpenapaToB IIaTHHBL.

B kiunMyeckue HccleoBaHMS He BKIIOYAIMCH IAIMEHTHl € HAJMYHEM B aHaMHe3e
HHTEPCTHIHAIBHOW OO/Ie3HH JIETKHX: MHTEPCTHLHAIBHOM OO0JIE3HH JIETKUX, BBI3BAHHOI
NPUMEHEHHEM JICKapPCTBEHHBIX CPEJICTB: JIyYeBOTO ITHEBMOHHTA, TPeOOBaBILIEro MPUMEHEHHs
FIIOKOKOPTHKOCTEPOU/IOB, @ TAKKe ¢ MPU3HAKAMH KIMHWYECKH aKTUBHOW HMHTEPCTHIMAIBLHOMN
Oonezun nerkux. IlanMenTsl ¢ KJIMHMYECKH 3HAYUMBIMH HapyLICHHSIMH CEPAEYHOTO PHTMA M
NPOBOJAMMOCTH, BbISBICHHbIMH NIpu peructpauun IKI™ (manpumep, 3Hauenue untepBana QTc
Oonee 470 Mmcex) He BKMOYANMCh B KIMHHYECKHe HccnenoBanus. Ha srame orGopa B
MCCIIe/IOBaHHE M 3aTeM Kax/ble 12 Heslelb BO BpeMs yyacTHsi B MCCJIEJOBAaHHHM Y MAllMEHTOB

oueHuBaIM Gpakumnio BeIOpoca seBoro xeiypouxa (OBJDK).
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COOTBETCTBYET ZKCNEPTHOMY OTYETY
ot 21.01.2025 Nz 1124
CrnucoK HexenaTeIbHbIX Peakiuii B BHj1e TabJliLL (Bxopawmia M3 N24252807)

HexenarenbHble peakiiny ObUIH pacnpe/iesieHbl 0 KaTeropusaM yactorel B Tabnuue 2, riae Obuio
BO3MOJKHO, Ha OCHOBAHMM YacCTOTbl 3aperMCTPUPOBAHHBIX CONOCTABMMBIX HeEXKeIaTelbHbIX
sBIeHUH 1o oOveauHeHHbIM JaHHbIM 1813 maumentoB ¢ HMPJI ¢ myraumneit B rene EGFR,
KOTOpbIE nosiyyasu rnpenapar Tarpucco B KayecTBe MOHOTepanuu B j03e¢ 80 Mr B CyTKH B
uccinenopanugx ADAURA, FLAURA, FLAURA 2, AURA 3, AURAex, AURA 2 u AURA 1.

HexenarenbHble J€KapcTBEHHbIE PEAKLMH CrPYNIHPOBAHbI M0 KJIAcCaM CHCTEM W OPraHoB B
COOTBETCTBHH ¢ MEIMIMHCKHM CJIOBapeM HOpPMaTHBHO-NPaBoBoii jesteabHocTH (MedDRA) 1
BHYTPH KaXJ0ro Kjacca pacrpejelieHbl M0 4YacToTe BCTPEYAEMOCTH, MPH 3TOM MEPBLIMH
yKa3anel Haubosiee wacThle peakuuu. BHYTpH KakZOH Trpynnbl 4YacTOThI BCTPEYaEMOCTH
He)KeJlaTe/IbHbIE JICKAPCTBEHHbIE PEaKLMH Ipe/ICTaBlIeHbl B MOps/Ke YObIBAaHHS CEpPbe3HOCTH.
Kpome Toro, cooTBeTCTBYIOIIME KATErOPUH YaCTOThl KAXKI0H HeKeNnaTeJIbHOW JIeKapCTBEHHOM
peaKIMyu ONpeesIsAIoTCs caeaAyommM odpazom: odeHb 4dacto (=1/10); ygacto (ot >1/100 no
<1/10); newacro (ot >1/1000 no <1/100); peaxo (ot =>1/10000 mo <1/1000); oyeHs peaxo

(<1/10000); HEen3BeCTHO (HEBO3MOIKHO OLEHUTH 110 MMEIOIIUMCS JaHHBIM ).

Tabauna 2. HexenareabHbie JIEKAPCTBCHHBIC pCeAKIHH, OTMEYECHHbIC¢ B HCC/ICI0BAHHAX

ADAURA, FLAURA, FLAURA 2 (rpynna monorepanun) u AURA'

Kaacenr CHCTEM u | Cymmapuas gactora | Yacrora HeKe1aTeJIbHBIX
OPraHoB B COOTBETCTBHH | HeJKeJIaTeJIbHbIX JeKAPCTBeHHBIX  peakumii 3
¢ MedDRA JIEKADCTBEHHBIX  PEeAKUMIl | CTENEHH THKECTH M BbIlIE 10

Beex creneneit Tsukeern no | CTCAE?

CTCAE?

Hexenare/ibHblie JIEKAPCTBEHHBIE PEAKIHH B COOTBETCTBHH ¢ MNPEANOYTHTEIbHBIMH

Tepmuaamu MedDRA

Hapymenusi co cTopoHbl KPOBH H JIMM(PATHYECKOH CHCTEMBI

AnjacTuyeckas aHeMHsi Penko (0,06%) 0,06%

Hapymennst co ¢cTopoHbI OpraHa 3speHus

Kepatur® Heuacro (0.6%) 0,06%

Hapymennsi ¢o CTOpPOHBI JBIXaTe/IbHON CHCTEMbI, OPraHOB TPYAHON KJIETKH H
Cpe10CTeHH s

HocoBoe kpoBoTeueHnue Yacro (6%) 0%
WUuTepcTunmanbHas Yacro (4,0%)’ 1.4%

6one3nn nerkux’
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COOTBETCTBYET 2KCNMEPTHOMY OTYETY
o1 21.01.2025 N= 1124

Hapymenusi ¢o cTOpOHbI ey 109H0-KHmeyHoro Tpakta *0AAuLmiA M3 TEIZSIETT]

Jluapes Ouenb yacto (47%) 1,4%
Cromatut® Ouenb yacto (24%) 0,4%
Hapymenusi co cTOpOHBI KOKH H MOAKOKHOI KJIeTYATKH

Cobinp’ Ouenb yacto (46%) 0,8%
[Mapounxus® Ouens vacro (34%) 0.4%
CyxocTh KOKH® Ouenb yacto (32%) 0,1%
3yn'? Ouens yacto (17%) 0,06%
Anonenus Yacro (5%) 0%
CuHpom 1aj0HHO- Yacro (2,1%) 0%
M0/I0LIBEHHOM

IPUTPOIU3ECTE3UN

Kpanupnuna Yacro (1,9%) 0,1%
['unepnurmeHTanus Yacro (1,0%) 0%
Koxku'!

MynbsTudopmuas Heuacro (0,3%) 0%
sputema'’

Tokcuyeckuii Heuacro (0,2%)

SMHUAEPMAIbHbIN

Hekpoms'

Koxnwlit Backyut'? Heuacro (0,2%)
Cunyipom CruBenca- Penko (0,02%)
Jlxxoncona'*

H3menenns napaMeTpoB J1a00paTOPHBIX H HHCTPYMEHTAIBLHBIX HCC/1e10BAHMIT

[ToBBIIIIEHHE AKTUBHOCTH Yacro (1,9%) 0,3%

kpeaTuHpochOKnHa3bI B

KPOBH

VY uMHeHne HHTepBasia Yacro (1,1%)
QTCIS

Pe:cymnan.l .ﬂaﬁopampnblx HCCJIe/10BAHMIM, NnpeacraBjieHHbIe KAK H3MEHEHHE CTeneHH

TskeeT no CTCAE

CHMXEeHHe KOJIMYeCcTBa Ouenb yacto (65%) 1,8%

neiikonuTos'®

CHMKEHHE KOJIMYECTBA Ouenb yacto (64%) 8%
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COOTBETCTBYET 2KCNMEPTHOMY OTYETY
o1 21.01.2025 N= 1124

mumdorutos'® (BxopAwmi M3 NETZ92807]

CHMKEHHME KOJIMYeCTBa Ouenb yacto (53%) 1.3%

TpomGouuTos'®

CHMKeHHe KoJIHYecTBa Ouenb yacto (36%) 4,0%

Heiitpopuios'®

IToBbllIEHME Yacro (9%) 0,2%
KOHIIEHTpaIuH

KpeaTHHHHa B KpoBu'®

(]

12

Ob6venunennble aannple U3 uccnenoBanuit ADAURA, FLAURA, FLAURA 2 (rpynna
moHotepanun) 1 AURA (AURA 3, AURAex, AURA 2 u AURA 1); npuBejieHbl CBEJICHHS O
ABJICHUSX, BOZHMKIINX Y TNalMEHTOB, MOJYYHBIINX, KAK MHHHUMYM, OJHY /03y penapara
Tarpucco B kauecTBe paHIOMH3HPOBAHHOMN TeparmH.

OO6mme TepMHUHOJIOTHYECKHE KPUTEPHM HeXelaTelbHbIX sBieHuii  HaumonansHoro
WHCTUTYTA paka, Bepcus 5.0.

Bximouaer: 3po3usi pOroBUllbl, SMHUTEIHAIBHBIH Je(eKT pOroBHIbL, KEpaTHT, TOYEYHBIN
KEpaTHT.

Bxiouaer: uuTepeTuHaibHas 00J1€3Hb JIETKHX, THEBMOHHUT, OPraHU3YOIIAsCs ITHEBMOHHUSL.
3apeructpupoBano 7 sBieHuit 5 crenenn tsokectd 1o CTCAE (¢ fieTalbHBIM HCXO0/I0M).
BkitodaeT: u3bsa3BIeHHE POTOBOIi 110JIOCTH, CTOMATHT.

BximouaeT: axne, aepMatHT, akHe()OPMHBI JepMaTHT, JEKapCTBEHHAs Chlllb, IPHTEMA,
GommuKyIMT, MmycTyna, Chillb, PHTEMATO3HAs Chillb, (OJUIMKYJSPHAS Chillb, MaKyJje3Has
Chlllb, MAaKyJjo-TamnyJje3Has Chblllb, MarnyJje3Has Chbillb, 3Y/SIIAsi ChIllb, MYCTYJE3HAs ChIlb,
BE3MKYJISIPHAS Cblllb, YPO3US KOKH.

Bxmouaer: 3a0oneBaHMe HOITEBOro JioKa, HMH(EKIMS HOITEBOrO JIokKa, BOCHAIEHHE
HOI'TEBOIO JI0Xka, oOeclBeYMBaHHE HOITEH, 3a0oieBaHHE HOITEH, AMCTPOHS HOITEH,
MH(EKINs HOrTeH, MUIrMEHTAlusi HOrTeH, OyrpucTOCTh HOITEH, TOKCHYECKOE MOpaXKeHUe
HOI'TeH, OHUXAJITHS, OHMXOKIIa3Hsl, OHUXOJIM3UC, OHUXOMAJIE3UC, OHUXOMAISILINS, TTAPOHUXHSL.
Bxiroyaer: cyXocTh KOXKH, 9K3eMa, TPEIMHbI Ha KOXKe, Keepojepma, Keepos.

Bxitoyaer: 3y Bek, 3yl.

Ciyyan  CTOHKOH ~ JMCXpOMHYECKOH  IpHTEMbl  ObUIM  3apETHCTPUPOBAHBl B
IIOCTMAPKETHHIOBBIN MEPHOJI.

MyneTudopmuas sputemMa Obiia oTmeveHa y 6 w3 1813 nanueHTOB B MCCIEIOBAHHAX
ADAURA, FLAURA, FLAURA 2 (rpynna moxotepanuu), AURA. Takxke GbUIH MOTyYEHBI
MOCTMAPKETHHIOBbIE COOOILIEHHS O Clydasix MyJIbTH(GOPMHON PUTEMBI, B TOM 4YuCie, 7

COOOIIEHHIT B HCCIIEI0BAHUH TOCTMAPKETHHIOBOTO Habmoaenns (N=3578).
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
o7 21.01.2025 N2 1124
[TV s pacu@isisrosnddembi-doctasiser 3/1813

¥ Pacuernas uacrora. Bepxuuii npeaen 95%

(0,17%). CooOeHnii 3 KIMHAYECKHX HCCIIEI0BAHMM T10yYEHO He ObLIO.
' Onun cyvait GbIT OTMEUEH B OCTMAPKETHHIOBOM HMCCIIEIOBAHMM, YacTOTA Oblia OLCHEHA

no janHeiM uccnenoBannii ADAURA, FLAURA, FLAURA 2 (rpynma MoHOTepanuu),

AURA n noctmapkeTuHroBoro uccieoanus (N=5391).

'S Yacrora yummnenns unrepsana QTcF > 500 mcek.

'® Orpaxaer yacToTy 1aGOPaTOPHBIX OTKJIOHEHMIA, @ HE YACTOTY OTMEYEHHBIX HEKe/aTeTbHbIX

SIBJICHUH.

Tabmmna 3. HekenareibHble JIEKAPCTBEHHbIC PEAKIHH, 0TMEYEHHbIE B HCC/1€10BAHUH

ADAURA!'

Kaacenl cuereM H opranos B Tarpucco Il1anedo
coorBercTBHH ¢ MedDRA (N=337) (N=343)
Crenens Tszkect no NCI? JIobas Crenenn 3 n Jlobasn Crenens 3 n

cTeneHb BbIIIIE cTeneHb BbIlIIe
(%) (%)’ (%) (%)?

Tepmuaamu MedDRA

HexenareabHbie JEKAPCTBEHHBIC PEAKIHH B COOTBETCTBHH € INPeANOYTHTEIbHbIMH

Hapymenns co cToposbl oprana

3peHus

Keparut*

0,6

0

0,3

0

Hapymenuss co CTOpOHBI JbIXaTeJIbHOH CHCTEMBbI, OPraHOB TPYAHONl KJIETKH H

cpe10cTeHHsI

HocoBoe kpoBoTeueHue 5,6 0 0,9 0
HUurepcrunmansias 60se3Hb 3,0 0 0 0
JIErkKux’

Hapymenus ¢o ¢cTOpoHBI KeJIy109HO-KHIIEYHOT0 TPAKTA

Jluapes 46,3 24 19,8 0,3
Cromarut® 28,2 1.8 6.4 0
HapymeHnusi co cTOPOHBI KOKH H NOAKOKHOM KJIeTYATKH

Coinp’ 39,2 0,3 19,0 0
[aponuxus® 36,5 0,9 3.8 0
CyxocTh KOkKH’ 29.4 0,3 7.3 0
3yx'’ 19,3 0 8,7 0
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ot 21.01.2025 N= 1124

COOTBETCTBYET 2KCNMEPTHOMY OTYETY

AJtonenus 5,6 0 (Bxoa nmuﬂj@ N=4F5I80 7
CHHAPOM aZI0HHO-TT0/I0LIIBEHHOH 1,8 0 0 0
IPUTPOAU3ECTE3UH

I'unepnurMeHTalMs KOKH 1.8 0 0 0
Kpanusuuua 1,5 0 0,3 0,3
N3menennsi napaMeTpoB J1a60paTOPHBIX H HHCTPYMEHTAJIBHBIX HCCJI/10BAHMI
IToBbIlIEHHE aKTUBHOCTH 33 0,9
kpeatnH}pocHOKHHA3HI B KPOBH

Vmnenne untepsana QTc!! 0.6 0
PesyabTaThl J1abopaTopHBIX HCC/Ie10BAHMIA, NPEACTABJICHHbIE KAK H3MEHEHHE CTENEeHH
TszkecTH o CTCAE

CHMKEHHE KOJINYeCTBa 54,0 0 25,4 0
neitkonuToB'?

CHMXKEHHE KOJIMYecTBa 47,2 0 6,6 0,3
TpomGonuTos'?

CHMKEHHE KOJIMYECTBa 43.8 22 14,4 0,9
mumonuTos'?

CHUKEHHE KOJIMYEeCTBa 25,6 0,3 10,2 0,3
neiirpopusos'?

IToBbllIeHHE KOHLIEHTPALIUK 9.8 0 4.5 0,3
KpeaTHHHHA B KPOBH '~

B uccnenosanun ADAURA Mmeauana npojo/nKMTeIbHOCTH HCCIIEAyeMOil Teparny COCTaBHIIa

22,5 mecs1eB y NalMEHTOB, MojyyaBux npenapat Tarpucco, u 18,7 Mecsina B rpynne muiane6o.
' TlpuBeaeHbI CBeJICHHS O SBJACHUSAX, BO3HUKIINX Y MAIMEHTOB, MOTYYHBIIAX XOTS ObI OHY

JI03y B Ka4eCTBE paH/IOMH3UPOBAHHON Teparnuy.

OO6mme TEepMHUHOIOTHYECKHE KPHUTEPHH HeXelaTelbHbIX sBiIeHMi  HaumonamsHOro
UHCTUTYTa paka, Bepcus 4.0.

Bee peakiuu Obun 3 crenenn TskecT. JIeTalbHBIX HCXO/I0B HE OTMEYEHO.

Bkioyaer: KepaTtuT. TOYEYHBIH KEPATHUT, JPO3HsS POTOBHIbI, SMHUTEIHAIBHBINA JepeKT
POTOBHIIBI.

Bxioyaer: uuTepcTHIMAIbHAS GOE3HD JIETKUX, THEBMOHMT.

Bkiioyaer: cToMaTUT, H3bA3BICHHE M10JIOCTH PTa.

Biioyaer: akue, aepMatuT, akHe(OPMHbIH JEPMATHT, JIeKapCTBEHHAS Chillb, SPUTEMA,
GOMIMKYIMT,  NycTyla, Chillb,  JPUTEMATO3HAas donnukysipHas

CBIIIb, CbIIlb,
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COOTBETCTBYET 2KCNMEPTHOMY OTYETY
ot 21.01.2025 N= 1124

I"T"i

reHEepaIn30BaHHas ChIlb, MaKyJe3Has ChIfib, MaKyno-ﬁEﬂyﬂéE#M éﬂ&t{ﬁﬂ&ﬁﬁ CBIITb,

3y/4111as Chlllb, YCTYJI€3Has! Chlllb, BE3UKYJISIPHAS ChIllb, P03 KOXKH.
Bxmoyaer: 3aboseBaHHe HOITEBOro Jioka, HWHQEKIHS HOITEBOrO JI0XKa, BOCHAJIEHHE
HOI'TEBOro JIoXka, obecuBeuyMBaHME HOITEH, 3abosieBaHWE HOrTEH, IMCTPOdUS HOITEH,
uHpeKIUs HOrTeH, MUrMeHTanus Horred, OyrpHCTOCTh HOITEH, TOKCHYECKOEe MOpaKeHHe
HOI'TEH, OHHMXAJIWsl, OHMXOKJIa3us, OHHUXOJIM3UC, OHMXOMAJE3UC, OHUXOMAJIALIMS,
MapOHUXHS.

Bxiouaer: cyXocTh KOXKH, 9K3eMa, TPELMHBI Ha KOJKe, KcepoJiepMa, KCepos.

Bximoyaer: 3y Bek, 3y, reHepaln30BaHHbIH 3Y/1.

Yactora y;uimnenus uatepsana QTcF > 500 mcek.

= Orpaxaet yacToTy 71a00paTOPHBIX OTKIIOHEHHIH, @ HE YaCTOTYy OTMEYEHHBIX HEeKeJlaTeIbHbIX

SIBJICHUH.

Tabanmna 4. HexenareibHble JIeKAPCTBEHHBbIE PEeAKIHH, OTMEYEHHbIE B HCCJIE0BAHHM

LAURA'

Kaacenl cuerem u opranos B Tarpucco Il1ane6o
coorBeTcTBHH ¢ MedDRA (N=143) (N=73)
Crenens tkecTn no NCI? JIbdas Crenens 3 JIobasn Crenens 3

cTeneHb HJIH BbiIe cTeneHb WJIH Bblle
(o) (%) (%) (o)

HexenareabHbie JIEKAPCTBEHHBIC PEAKIIHH B COOTBETCTBHH € NIPEANOYTHTEIbHBIMH

TepmuHamu MedDRA

Hapymenus co cTopoHbl Oprasa 3peHust

Keparut® 0,7 0 1,4 0

Hapymenunsi co cTOPOHBI AbIXaTEJIbHOI CHCTEMbI, OPIrAHOB IPY/IHOIH KJIETKH U

cpe1oCTeHHsl
WUnTepcTunmanbias 6051e3Hb 8 2.1° 1.4 0
nerknx*

HocoBoe kpoBoTeuenue 0,7 0 0 0

Hapymenns ¢o cTOpOHBI KeTy109HO-KHIIEYHOT0 TPAKTA

Jnapes 36 2,1 14 0

Cromarut® 15 0 4,1 0

Hapymemm €O CTOPOHBI KOKH H MOJAKOKHOM KJIeTYATKH
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COOTBETCTBYET 2KCNMEPTHOMY OTYETY
o1 21.01.2025 N= 1124

Chpinp’ 36 0,7 (Bxoahwwni Mg NEAZFZE0T) o
[Taponuxus® 23 0 1,4 0
CyXocTh KOKH® 17 0,7 5 0
3yn' 13 0 7 0
Anoneuus 1.4 0 0 0
Kpanusuuua 1.4 0 1,4 0
CuHIpOM J1aJIOHHO- 0 0 0 0
MO/IOLIBEHHOM

IPUTPO/IN3ECTE3UH

['uneprnurMeHTaIms KOXH 0 0 0 0
MyneTdopmuas spurema 0 0 0 0
H3menenns napamMeTpoB J1a00paTOPHBIX H HHCTPYMEHTAJILHBIX HCCJI10BAHMI
[ToBbIlIEHHE AKTHBHOCTH 3.5 1,4 0 0
KpeaTHH(POcHOKHHA3BI B KPOBH

Y umnenne unrepsana QTc!! 0,7 0

PeBlebTaTbl Jla60paT0prlX HCCJIC}IOBaHHﬁ, NpeaACTABJICEHHBIC KAK H3MEHEHHE CTEeNeHH

TakeeTH no CTCAE

CHMIKEHHE KOJTHYeCcTBa 70 3,5 40 1,4

mumdonutos'?

CHMKEHHE KOJIMUYECTBA 66 2.8 24 0

neiikoruToB'?

CHUIKEHUE KOJIMYECTBA 51 1,4 8 1.4

TpombormTos'?

CHMXEHHE KOJIMYEeCTBA 42 2.1 15 1.4

- 12
HeHTpoduioB

[ToBbIlIEHHE KOHIEHTPAIIMH 19 0 12 0

KpeaTuHMHa B KpoBu'> 13

B uccienosanun LAURA Meamana npoJo/nKHTENbHOCTH HMCCIIEAyeMON Tepanuu cOCTaBHIIA
24,0 Mecsina y manMeHToB, MosiyyaBmIMX npenapar Tarpucco, W 8,3 Mecslla y NalMeHTOB B
rpynne nianebo.

' IlpuBeseHbl CBe/IeHHs O ABICHMAX, BO3HUKIINX Y NALHEHTOB, MOJYYUBLUIMX KaK MHHHMYM
OJIHO BBEJICHUE MCCIIETyeMOMH TeparuH.

OOumMe TEpMHUHOJIOTHYECKHE KPUTEPHH HEKeaTelbHbIX  sBAeHHH  HaumoHanbHOro

MHCTUTYTa paka, Bepcus 5.0.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N2 1124
3 BrumouaeT: 3po3Msl POTOBHIBI, SMUTENHalbHbIl Aederpuroniilkls Kepatietl tbueunsiii

KepaTHT.

BxiouaeT: HHTEpCTHLHAIbHAS 00J1€3Hb JIETKUX, THEBMOHHUT, OPraHU3yoIIascs THEBMOHUSL.
3apeructpuposano | ssienue 5 crenenu tskectd no CTCAE (¢ neranbHbIM HCXO10M).
BxiioyaeT: u3bs3BJIEHHE MOJIOCTH PTa, CTOMATHT.

Bkitouaer: akHe, JepMaTuT, akHeGOPMHBIH JepMaTHUT, JEKapCTBEHHAs Chlllb, JPHTEMA,
(GOTMKYIMT, MYCTYyJa, Cbillb, PUTEMATO3HAs Cbillb, (OJUIMKYJSIPHAS CbIllb, MaKyJje3Has
ChIlb, MAaKYJIO-NarnyJjie3Hasi Cblllb, Namyje3Has Chillb, 3Yy/s1asi Chillb, MYCTYJI€3HAs Chlllb,
BE3UKYJIAPHAS ChIllb, 2PO3Us KOKH.

Bkmouaer: 3aboneBaHue HOITEBOro JiokKa, HH(MEKIHs HOITEBOro J0Xka, BOCHAJICHHE
HOTTEBOro JIoXkKa, o0eclBeunBaHne HOrTe, Oose3Hb HOrrTei, auctpodus Horrel, nHdekuus
HOITeH, MUIMEeHTalusi HOrTeH, OyrpuCTOCTb HOITEH, TOKCHYECKOE IOpa)keHHe HOITEeH,
OHUXAJIrHsl, OHUXOKJIa3Hsl, OHUXOJIM3UC, OHUXOMAJIE3UC, OHUXOMAJISILINS, TAPOHUXHUS.
Bxirouaet: cyXocTh KOXKH, 9K3eMa, TPELIMHBI Ha KOKeE, KCEpoiepMa, KCepos.

Bxutouaert: 3y BeK, 3yI1.

Yacrora yummnenns uarepsana QTcF > 500 mcexk.

OtpaxaeT yacToTy 1a00OpaTOPHBIX OTKIOHEHHH, a HE YaCTOTY OTMEYEHHBIX HeXeJlaTeIbHbIX
SABJICHUH.

B uccnenosanun LAURA jonyckanoch BKIIIOYEHHE NMALMEHTOB ¢ 0ojiee HU3KMM 3HAYEHHEM
KJIMpeHca KpeaTMHHHA B KpoBH (<30 MJI/MHH) HAa CKPHHMHIE 0 CPaBHEHHIO C JAPYTHMH
HCCIICIOBAaHUAMH NPUMEHEHHs npenapata Tarpucco B pesxxume MoHotepanuu (<50 mu/MuH),

NO3TOMY BEPOATHOCTDL PETUCTPALIHA U3MCHCHHUSA CTCIICHH TAXKCCTH Obli1a BhIIIIE.

Tabmmua 5. Hexenare/ibHble JIEKADCTBEHHbIE PeaAKIMH, OTMEYeHHbIE B HCC/IeI0BAHHH
FLAURA'

Kaacenl cuerem u oprasos B Tarpucco | Tlpenapar cpaBHeHusi — HHTHOHTOP
coorBercTBHH ¢ MedDRA (N=279) TuposuakuHasbl EGFR (repurnuud
WK IPJoTHHHO)
(N=277)
Crenens Tskectn no NCI? Jlwoas | Crenens 3 u| Jlwbas Crenens 3 u
cTeneHb Bblle cTeneHb BbIIIE
(Y0) (%) (%) (%)

HexenareabHbie JEKAPCTBEHHBIC pPEAKIHH B COOTBETCTBHH € MNPeANOYTHTE/IbLHBIMH

Tepmuamu MedDRA

Hapymenus co cTopoHbI oprana 3peHus
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Keparut’® 0l4 (Byoaswhn M3 JEAZ52807]

Hapymennss co cTOpPOHBI JAbIXaTeJbHOH CHCTEMbl, OPraHOB TIPYAHONH KJIETKH M

cpe10CTeHUst

HocoBoe kpoBoTeueHue 6,1 0 5.1 0

; 3,9 1,1 2,2 1.4

WUnrepcTuunanbias 60€3Hb JErKHX

HapymeHnust co cTOPOHBI KeJIy104HO-KHIIEYHOT0 TPAKTA

Jluapes® 58 22 57 25
Cromarut® 32 0,7 22 1,1
Hapymenunsi co ¢cTOpOHBI KOKH H NOAKOKHOIN KJIeTYATKH

Coinp’ 58 1,1 78 6,9
CyxocThb KOXKH® 36 0,4 36 1,1
[apounxus’ 35 0,4 33 0,7
3yn'’ 17 0,4 17 0

Anonenus 1.2 0 13 0

Kpanusuuna 22 0,7 0.4 0

CHHAPOM J1aIOHHO-TIOIOIIBEHHOH 1.4 0 2.5 0

IPUTPOH3ECTE3IUN

['unepnurMeHTaLUs KOKH 0,4 0 1,1 0

M3meHeHnst NapaMeTpoB JIa00pPATOPHBIX H HHCTPYMEHTAJBLHBIX HCC/Ie/10BAHHI

Vuinenue untepsaia QTc!! 1,1 0,7

[ToBbIlIEHUE AKTHBHOCTH 0.4 0.4

KkpeaTuH(POcHOKHHA3BI B KPOBH

Pe3lebTaTl>I .uaﬁopaToprlx HCC1e10BAHMIA, NpeacTaB/IeCHHbIC KAK H3MCHECHHE CTCIIEHH

TkeeTd no CTCAE

CHMKEHHE KOJIMYeCTBA JIeHKOIUTOB 72 0.4 31 0.4
CHM)XEHHE KOJIMYECTBA nmwbouxanoa'2 63 5,6 36 42
CHM)KEHHE KOJIMYECTBa 51 0,7 12 0,4

TpomGonuToB'?

CHHIKEHHE KOJIHYEeCTBa 41 3.0 10 0

. 12
HelTpoduion

[ToBblleHHE KOHLIEHTPALIUH 8.8 0 6,7 0.4

5
KpeaTHHHHA B KpoBH '

B uccnenosannn FLAURA Meanana npoJo/DKHTEIbHOCTH MCCIIEAYEMOM Tepanui coCTaBuIla

16.2 mecsua y nanueHToB, mosiyyaBmiMx mnpenapar Tarpucco, m 11,5 mecsues B rpynme
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7Y

npenapara cpaBHeHus (HHrHOHTOP THpO3MHK Ha3el EGFRF*0amwmi M3 N=4232807)

' TlpuBesens! cBeieHNs O ABICHHUAX, BOHUKIINX Y NALHEHTOB, MOJIyYHBIIUX XOTs ObI OJIHY

J103y B Ka4eCTBE PaHIOMHU3HPOBAHHOM Tepanuu.

OOumme TepMHHOJIOTMYECKHE KPHTEPUH HeXelaTeJlbHbIX sBAeHHH HaumoHanbsHOro
MUHCTUTYTa paka, Bepcus 4.0.

Bkimoyaer: 5po3us pOroBMIbl, SMHTENIHAIbHBIN Je()EKT POrOBHIBI, KEPaTHT, TOYEYHbI
KEpaTHT.

Bxmoyaer: uaTepcTHIIMANBbHAS 00JIE3HB JIETKUX, ITHEBMOHHT.

3apeructpupoBano 1 sBiaenue 5 crenenu Tskectd 110 CTCAE (¢ neTanbHBIM HCXOI0M) B
rpynne npenapara cpaBHeHus (MHrHOUTOp THpO3uHKHHA36l EGFR).

BxiiouaeT: u3bs3BIeHHE MOJIOCTH PTa, CTOMATHT.

Brimouaer: akue, aepMaTuT, akHe)OPMHbIH JepMaTHT, JIEKApCTBEHHAs Chlllb, PHTEMA,
GonnukyIuT, mycTysna,  Chillb, JPUTEMATO3Has  Cbillb,  (DOJUIMKYJSPHAs  Chillb,
reHepaau30BaHHas Chlllb, MAKYJI€3Has Chillb, MAKyJIO-TAMyJe3Has Chillb, NanyJie3Has Chillb,
3yJ111as Chillb, IYCTYJI€3Has! Chbillb, BE3UKYJISIPHAS ChlIlb, PO3Hsl KOKH.

BxioyaeT: cyXocTh KOXkH, 9K3eMa, TPEIMHBI Ha KOXe, KeepojiepMma, Keepos.

Bxmouaer: 3aboneBaHne HOITEBOro Jioka, HMH(EKIHs HOITEBOrO JI0XKa, BOCHAICHUE
HOTTEBOIO JI0Xka, oOeclBeYMBaHWE HOITEH, 3aboseBaHMe HOITEH, AUCTPO(US HOITEH,
MH(EKIMS HOTTEeH, NUIMEHTalMs HOTTel, OYrpHCTOCTh HOITEH, TOKCHYECKOE MOpakeHHe
HOITE€H, OHHXAIrHs, OHHMXOKJIA3Hs, OHHUXOJIM3UC, OHMXOMAJE3UC, OHHXOMAIISAIHS,
MapOHUXHUS.

Bxiouaert: 3y BeK, 3y, reHepau30BaHHbIH 3Y/1.

Yacrora yumnenus unrepsana QTcF > 500 mcek.

= Ortpaxaer yacToTy JabOPaTOPHBIX OTKJIOHEHHIT, @ HE YaCTOTY OTMEUEHHBIX HEXKeJaTeIbHbIX

SIBJIEHWUH.

Tabauna 6. HexenareibHble JIEKAPCTBEHHbIC pPeaKIHH, OTMEYEeHHbI¢ B HCC/IeIOBAHHH

FLAURA 2!

Kaacenr cuerem m opranos B | Tarpucco B KomOuHAIMY ¢ Tarpucco
coorBercTBuH ¢ MedDRA XHMHOTepanueit (N=275)
neMeTpeKce10M M npena-
PATAMH IVIATHHBI

(N=276)
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Crenenb TsxectTn o NCI? Jlwbas Crenens 3507 L T06aH- <P Crerlens 3 n
cTeneHb BbIIIIE cTeneHb BbIlIIE

(“o) (“0) (%) (Y0)

HexenarenbHble JIeKapCTBEHHbIE PEAKIHH B COOTBETCTBHH € NPEANOYTHTEILHBIMI

TepmuHamu MedDRA

Hapymenust o cTopoHbI OpraHa 3peHus

Kepatur® 0,7 0 0 0

Hapymenuns ¢o cTOpOHBI AbIXaTeIbHOI CHCTEMBI, OPIaHOB IPY/AHON KJIETKH H

cpe1ocTeHust

HocoBoe kpoBoTeueHune 7 0,4 7 0

WUnrepcrunmanbhas 60ne3Hb 3.3 07> 3,6 1.8°

nerkux*

Hapymenust co cTOPOHBI KeJIy/1I04HO-KHIIEYHOT0 TPAKTA

Jnapes 43 2,9 41 0.4

Cromarut® 31 0,4 21 0,4

Hapymennsi co cTOpOHBI KOKH H NOAKOKHOM KJIETYATKH

Coinp’ 49 25 44 1,5

IMaponuxus® 27 0,7 32 0.4

CyxocTh KOKH® 24 0 31 0

Anonenus 9 0 5 0

3yn' 8 0 11 0

CuHApOM J1aJIOHHO- 5 0 3.3 0

[10/I0LIBEHHOM

SPHUTPOIH3ECTE3UH

['unepnurMeHTaMs KOKH 2.5 0 | | 0

Kpanusuuua 1.4 0,4 1.5 0

MynsTHdOpMHAs 3puTEeMa 1,4 0,7 0,4 0

H3menenns napaMeTpoB J1a00paTOPHBIX H HHCTPYMEHTAILHBIX HCCJI€10BAHMI

IToBBIIIIEHHE aKTHBHOCTH 33 1,1 3.3 0

kpeaTHH(pOocHOKHHA3BI B KPOBH

YV uminenne unrepsana QTc! 1.8 1,8

PesyabTaTel 1a60paTopHBIX HeC/I€10BAHMI, IPEICTABIEHHbIC KAK H3MEHEHHE CTeNeHH

TakecTn no CTCAE
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CHMXEHHE KOJTHYeCTBa 88 20 (Bxopmuwmi K& NEAZEZE07] 3

neikonuToB'?

CHUKEHHE KOJIMYECTBA 85 16 44 1,8

TpomGonuToB'?

CHHIKEHHE KOJIHYeCTBa 85 36 40 4,7

neiirpoduios'?

CHMKEHHE KOJIMYECTBA 78 16 55 7

aumdoruTos'?

IToBblIeHHE KOHIIEHTPALIHH 22 0,4 8 0

KpeaTHHHHA B KPOBH '~

B uccnenosannn FLAURA 2 mennana npoJIokKUTeIbHOCTH HCCIIEAYyeMOM Tepariy cOCTaBHIa

22,3 Mecsla y NalMeHToB, NOJyYaBmKX npenapar Tarpucco B KOMOMHAIMM ¢ XMMHOTEpanueii

NEMETPEKCEIOM M NpenaparamMu 1iaTuHbl, 1 19,3 Mecsla y nanueHToB B Ipynie MOHOTEpAITiK

npenapatom Tarpucco.

[IpuBesieHbl CBEICHUS O ABJACHMAX, BO3HHUKIIMX Yy MALMEHTOB, MOIYYHBIIHX XOTs Obl OJHY
JI03y B KQ4eCTBE PaHI0MU3HPOBAHHON TepaIuu.

OOmue TEepMHHOIOIMYECKHE KPUTEPHUH HeXeJarelbHbIX sBIeHHWH  HanmonanbHoro
MHCTUTYTa paka, Bepcus 5.0.

BxioyaeT: 3po3Hsi pOroBHIlbI, SMUTENHATbHBIH JepeKT pPOTOBHIBI, KEPATHT, TOUYEYHBIH
KEpaTHT.

Bximovaer: uHTepeTHIMAIbHAs 001€3Hb JIETKHX, THEBMOHUT, OPraHU3YIOIAACs THEBMOHHSL.
3apeructpupoBano | sBienue 5 crenenu Tsokectd 1o CTCAE (sieransHoe).

Bximouaer: u3bA3BIeHHE NOJIOCTH PTa, CTOMATHT.

Bkmoyaer: akHe, JepMaTHT, akHe(OPMHbBIH JEPMATHT, JIEKapCTBEHHAs Chillb, JPUTEMA,
(GomnukyuT, mycryna, Chbillb, 3PUTEMATO3HAs Chillb, (GOJUIMKYISAPHAs Chillb, MaKyJe3Has
ChIllb, MaKyJjo-namyJje3Has Chillb, NanyJje3Has Cblllb, 3yASIIas Chbilb, MYyCTYJE3HAs ChIlb,
BE3UKYJIIPHAS ChlIIlb, IPO3US KOKH.

Bxmoyaer: 3a0oseBaHHe HOITEBOro JioKa, HH(EKIMs HOITEBOrO JI0¥kKa, BOCHNAICHHE
HOI'TEBOTO JIoXkKa, obeclBeuMBaHne HOrTeH, 6oe3Hb HOrTeH, AMcTpodus HoOrrel, uHdeKuus
HOI'TEH, MUIMEHTAalMs HOrTed, OYrpucTOCTb HOITeH, TOKCHYECKOEe IOpakeHHe HOTTEH,
OHHXAJITHS, OHMXOKJIa3Hsl, OHUXOJIM3HC, OHUXOMA/IE3UC, OHUXOMAISILIUS, TIAPOHUXHSL.
BiioyaeT: cyXocTh KOKH, 9K3eMa, TPEIMHBI Ha KOXKe, KCepoaepMa, KCepos.

Bxuiouaet: 3y Bek, 3y1.

Yacrora yummnenus untepsana QTcF > 500 mcek.
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12 OrpaxaeT 4acToTy JaGopaTOpHBIX OTKIOHejHi, a He udCr einéddaHbid 4KEharebHbIX
P Ty

SIBJICHUH.

Tab6amna 7. HexenarelibHble JIEKAPCTBEHHbIE PEAKIHH, OTMEYE€HHbIE B HCC/Ie/I0BAHHH

AURA 3!

Kiacenl cuereM H OPraHos B

coorBercTBHH ¢ MedDRA

Tarpucco Xumuorepanus
obmasi yacToTa (memeTpexce/nHCNIATHH
(N=279) HJIH NIeMeTpeK-
cei/kapOornIaTHH)

o0mas yacrora

(N=136)
Crenens TsikeeH no NCI Jlobasn Crenenn 3 n JIbas Crenenn 3 u
cTeneHb BbIIIE cTeneHb BbIIIIE
(“0) (%) (“o) (%)

tepmuaamu MedDRA

HexenareabHblie JIEKAPCTBEHHbIE PEAKUHH B COOTBETCTBHH ¢ MNPeANOYTHTEC/IbLHbIMH

HapyumeHnsi co cTOpOHBbI OPraHa 3peHus

Kepaturt’

1,1 0 0,7 0

HapyumeHnnsi co cTOPOHBI AIXATEAbHOIH CHCTEMBbI, OPIraHOB IPY/AHOMH KJIEeTKH H CPe10CTeHHSs

Hocosoe KPOBOTECYCHHEC

5,4 0 1:5 0

WUurepcTuimanbHas 00se3Hb

nerkux*?

3,6 0,4 0,7 0,7

HapymeHnusi o CTOPOHBI KeJIY104HO-KHIIEYHOI 0 TPAKTA

Juapes

4] 1,1 11 1,5

Cromarut®

19 0 15 1,5

HapymeHust co cTOPOHBI KOKH H MOAKOKHOMH KJIeTYATKH

Chinp’ 34 0,7 5.9 0
CyxocTb Koxu® 23 0 44 0
Iaponuxus’ 22 0 1,5 0
3yn'? 13 0 51 0
Anonenus 3,6 0 2.9 0
Kpanusuuua 25 0 1.5 0
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CHHJIPOM JIaJIOHHO- 1.8 0 (Bxohawmidds3 FEIZTZED7]
O/IOIIBEHHOM

PUTPOIN3ECTE3IUN

['unepnurmeHTalus KOKH 0.4 0 3,7 0

H3meHennsi napaMeTpoB J1a60PATOPHBIX H HHCTPYMEHTAJIBLHBIX HCC/I€/10BAHMI

Vumnenue uarepsana QTc!! 1.4 0

[ToBbillIeHHE AKTUBHOCTH 0,7 0,7

KpeatnH(ochOoKHHA3bI B KPOBH

Pe3lebTaTl>I naﬁopaToprlx HCCJ1e10BAHMIA, NnpeacraBjieHHbIC KAaK H3MEHEHHEe CTEIeHH

TaxeeT no CTCAE

CHUKEHHE KOJIMYECTBA 61 1,1 75 5.3

neiikouuToB'?

CHuKeHHe KoJIMyecTna 46 0,7 48 7.4

TpoMGoLHTOB'?

CHM)KEHHE KOJIMYeCTBa 27 2.2 49 12

neiitpodunon'?

[ToBbIlIEHHE KOHLEHTPALIHH 6.5 0 9.2 0

KpeaTMHHHA B KpoBH'

2

B uccienosanun AURA 3 menuana npoJo/DKMTEIbHOCTH HCCIIEyeMOil Tepanuy cocTaBuia

8.1 Mecsua y mnauueHToB, nojyyaBmMX npenapar Tarpucco, u 4,2 Mecsua B rpynmne

XUMHOTEpAIIHH.

(3]

[IpuBesienbl cBe/IeHNs O ABICHHAX, BO3HUKIINX Y MAIHEHTOB, MOJTYYHBIIMX XOTS OBl OJIHY
JI03y B Ka4eCTBE PaHJI0MU3HPOBAHHON TEpaIHH.

O6mue TEPMHHOJIOTHYECKHE KPHTEPHH HekKelaTelbHbIX sBiIeHMil HaumonanbHOro
MHCTHUTYTa paka, Bepcus 4.0.

BximioyaeT: 5po3us pOroBHIbL MHTEIHAIBHBIH JIe(EKT POroBMIlbI, KEPATHUT, TOUYEUHBI
KEpaTHT.

Bxouaet: uHTepcTHIIMATIbHAS 00JI€3HB JIETKHX, ITHEBMOHHT.

3apeructpuposano | siaenue 5 crenenn Tsokectr 10 CTCAE (¢ sieTanbHbIM HCX010M).
Bxiroyaet: u3bsa3BIE€HHE MOJOCTH PTa, CTOMATHT.

BiioyaeT: akue, JiepMaTHT, akHe(OPMHBIH JIE€pPMATHT, puTeMa, (OJUTHKYIIUT, MycTyJa,
Cblllb, YPUTEMATO3HAs Chblllb, TEHEPAJINW30BAHHAS CbIllb, MaKyJIe3Hasi Cblllb, MaKyJIO-
naiyJie3Has Chblllb, NaryJje3Has Chlllb, MyCTYJIE3HAS ChIllb.

Bxutoyaer: CYXOCTb KOXH, 5K3€Ma, TPCIUIUHBI HA KOXE, KCEPOo3.
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3 ¥ M - b
9 Bxmouaer: 3a60J1€BaHNsl HOFTEBOTO JI0Ma. Bocnmedﬁ*‘w&aﬁdagﬂ?%ﬁmeﬂﬂocn

HOITEBOIO JI0Xka, W3MEHEHHWE liBeTa HOrTei, 3abosieBaHust HOTTEH, AUCTpodus HOrTei,
uHpekuuss Horrei, OyrpucTOCTH HOITEH, OHHUXAJITHs, OHHMXOKJIAa3Hs, OHHXOJIHM3HC,
OHMXOMA/IE3HUC, NAPOHUXUSI.

Bxioyaer: 3y1 BeK, 3y/1, reHepaln30BaHHbIH 3y /1.

Yacrora yunenus unrepsana QTcF > 500 mcek.

“  Ortpaxaer wuyactory JsabopaTOpHBIX OTKJIOHEHMH, a He YacTOTy OTMEYEHHBIX

HEXKEJIaTeIbHBIX SIBJICHUH,

[Ipopuine OGesonachoctw B uccnenoBanusx Il ¢asesi AURAex u AURA 2, B 1uenom,
COOTBETCTBOBAN NpoduI0 Ge30MacHOCTH y MALMEHTOB, MOJYYaBIIMX Inpenapar Tarpucco B
uccneaopannn AURA 3. HoBbIX WM HEOXKMJIAHHBIX NMPOSIBICHHH TOKCHYHOCTH OTMEYEHO He

Ob110, 1 M060YHBIE P PeKTh! ObUTH CONOCTABHMBI 110 THITY, TSXKECTH M 4aCTOTE.

Onucanue HEKOTOPLIX HEKECIATCIIbHBIX QCaKgHﬁ

Hsmenenue cemamono2uveckux nokazamesneil

CHuxeHHe Me/IMaHbl KOJIMYECTBA JICHKOIMTOB, JTUM(OLUTOB, HEHTPOPHUIOB U TPOMOOIMTOB
OTMEYAJIOCh BCKOpE IOCIe Hayajla npueMa rnpenapara Tarpucco; nmokaszareld CO BpeMeHeM
CTaOMJIN3HPOBAINCH M OCTABAJIMCh BbIIIE HHKHEHW IPAHHMIIBI HOPMAIbHBIX 3HA4YeHWH. Bbuin
OTMEYEHbl  HEKeNaTelbHble  SBJICHUS:  JIeHKONeHus, JUMQONEHUs, HEHTPONeHHs |
TPOMOOIMTONEHHS, KOTOPbIE, B OCHOBHOM, ObUIH JIErKOH MM CpeHEeil CTENEeHH TSKECTH M He
MPUBO/INIIN K PHOCTAHOBKE Teparmu.

Yonunenue unmepsana QTc

M3 1813 nanuenrtos, nomydaBmux npenapat Tarpucco 80 Mr B KauecTBe MOHOTEpanuH B
uccnenosanusax ADAURA, FLAURA, FLAURA 2 u AURA. y 20 (1.1%) namuentos Obl10
orMeueHo 3HadeHue uHTepBana QTc Gonee 500 mcek, a y 78 (4,3%) naumeHToB 3HAYEHHE
unrepBana QTc yBennunnoch Gosee yem Ha 60 Mcek OT MCXOAHOro 3HayeHus. [1o jaHHBIM
(apmakokMHETHYECKOr0 aHaiuM3a, INpeanojaraercs yBenudeHne uHTepsata QTc npw
YBEJIMYEHHUH KOHUEHTpalMu npenapara. HapymeHui cepaeyHoro puTMa, CBA3aHHBIX C
yaumnenueM uHtepana QTc, B uccienoBannssx ADAURA, LAURA, FLAURA, FLAURA 2 u

AURA ne otmeueHo (cM. pasjen «OcoOble ykazaHus»).

OcoOble rpyIbl NalueHTOB

Hauuenmbz nooJicuiioco e6ospacma
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B uccinenosanusx ADAURA, FLAURA, FLAURA 2 ulAORAL o Epdris Sipenaparom

Tarpucco: N=1813). 42% nauuentoB Obliu B Bo3pacte 65 ner u crapue, 1 11% Obun B
Bo3pacte 75 sier M crapiie. Y MaiMeHTOB B Bo3pacTe 65 jeT M crapuie, 1Mo CpaBHEHHUIO C
naluMeHTaMM B Bospacte 0 65 ner, vame HaOMOJANIMCh HEXKeNaTelbHbIE pPEaKHH,
NPUBOJIMBIIME K W3MEHEHHMIO pEeKHUMa JI03MpOBaHMs (NPUOCTAHOBKA TEpanu¥ MM OTMEHA
npenapara) (14% u 10%. cooTBeTcTBEHHO). THNBI HEKENATEIBHBIX PEaKluii B 3aBUCHMOCTH OT
BO3pAcTa HE OTJIMYAIUCH. Y MaluueHToB OoJiee MOKHUIOro BO3pacTa yallle OTMEYAIHCh Peakliuu 3
CTENEeHM TSKECTH W BBbIIIE, 110 CPABHEHHIO C nanueHTamu Gonee Monojaoro Bospacra (11% no
cpaBHeHHIO ¢ 9%). D PeKTHBHOCTDL Tepaniy B rpyIne NnaueHToB 0oiee nokKuIoro Bo3pacra He

OTJIMYaJIach OT TAKOBOM Yy 0oJiee MOJIOBIX NAIHEHTOB.

Ilepeno3upoBka

B KkiMHMuYECKHMX McclieloBaHUsX npenapara Tarpucco orpaHH4eHHOE KOJIMYECTBO MAallMEHTOB
nojyyaqd Impenapar B CYTOYHbIX Jo3ax 0 240 Mr, mnpu 5ToM He ObUIO BBISBIECHO
J030JIMMUTHPYIOIICH TOKCHYHOCTH. Y TMAlMEHTOB, IMOJYYaBIIMX B I3THX MCCIIEI0BAHUAX
npenapat Tarpucco B cyTounsix j03ax 160 mr u 240 mr, Habmoaan10Ch MOBBIIEHUE YAaCTOTHI U
TSOKECTH HEKOTOPBIX THIMYHBIX HEXKENATEeNbHbIX SBJICHUH, CBA3AHHBIX C HHIHOMpPOBAHHEM
EGFR (B 0OCHOBHOM, JIHapeH U KOXKHO# CBINHN), 110 CPaBHEHHIO € J1030# 80 mr.

Cneunduueckoe neuenne nepeao3npoBku npenapara Tarpucco orcyrersyer. [Ipu nogospenun
Ha Mepello3upoBKY mpenapara Tarpucco creayer MpoOBOAMTH OOIIME MOIEPKHUBAIOIINHE

MEPONIPHATHA U CHMIITOMATHYCCKY IO TEPAITHIO.

B3anmojeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeJICTBAMH

dapMakOKHHETHYECKHE B3aUMOJICHCTBHUS

Mounbie uaaykropsl n3odpepmenta CYP3A4 MOryT yMEHbUIHTH SKCIO3HLHID OCHMEPTHHHOA.

OcumepTHHHO MOXKET MOBBICHTH Kcno3uLnIo cyobcrparoB BCRP u P-gp.

Axmusnvie sewjecmea, Komopuvle Mo2ym nOSbICUNMb KOHYEHMPAYUIo 0CUMepmunuba 6 niasme

WUccnenosanus in vitro mokazamu, yro | ¢asza merabomusma ocumeptHuOa NpoTeKaer, B
OCHOBHOM, ¢ nomombio  H3opepmentoB CYP3A4 u  CYP3AS. B kinHHYeCKOM
(apMakOKMHETHYECKOM  HMCCIICJIOBAHMHM Yy  MALKHEHTOB, OJHOBPEMEHHO  I[PUHHMABIIHX
ocumepTHHHO M HTpakoHason 200 mr jaBa pasza B cyTku (MouiHbiii uaruburop CYP3A4), He
OTMEYEHO KJIMHHYECKH 3HAYMMOTrO BIMSHUS Ha 3KCNo3uLMIo ocuMepTunnba (AUC yBennyuiach
Ha 24%, a Cmax nonusunach Ha 20%). Ilostomy wunruoutopst CYP3A4, BepostHO, He

OKa3bIBakOT BJIMSIHHUSA HA SKCITO3HUIUIO OCHMepTMHﬂﬁa.
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Axmusnvie 6ewjecmea, KOMopvle MOYM NOHUZUNL KOHYEHMPAYUIO OCUMEPMUHUOA 6 naame

B kiuHMYeckoM (apMakOKHHETHYECKOM HccienoBanun 3Havenne AUC ocumeprunHubGa B
PaBHOBECHOM COCTOSIHUH MOHMKAIOCh HAa 78% y MallMEHTOB MPH OJHOBPEMEHHOM NMPUMEHEHHH
¢ pudamnuuuHoM (600 mr B cyTkn B TeueHue 21 cytok). CoBMECTHOE NPUMEHEHHE MOIHBIX
uuaykropoB CYP3A (nanpumep, ¢denutonn, pudaMnuumH u KapOamasenuH, Mpenaparsl
3Bepo00si MpOABIPSBIEHHOr0) ¢ mnpenaparoM Tarpucco nportHBonokasaHo. Ha ocHoBanum
JaHHBIX (H3HOIOTHUECKH 00OCHOBAHHOIO (PapMAKOKHHETHYECKOTr0 MO/ICTHPOBAHMS KOPPEKIIUS
1036l npenapara Tarpucco He TpeOyeTcs NMpH OJHOBPEMEHHOM NPUMEHEHHH C YMEPEHHBIMH H

cnabbivu nuaykropamu CYP3A.

Bnusinue npenapamaoe, CHUACarnnwfux Kuciomiocms )lce.!ly()ouuozo COKd, Ha ocu.wepmuuuti

B kinHHyYeckom d)apmaxoxuﬂemqecxom HCCIIEIOBAHUH COBMECTHOC INPUMEHEHHUE OMEIIpa3oJjia
HE IPUBOJIUJIO K KJIIMHUYECKH 3HAYUMBIM U3MCHCHHUAM 3KCITO3HIIUH OCHMepTHHH6a. HpenapaTbl,
HU3MCHSIOLIHE pH KEIIyaKa, MOXHO NPUMEHATH OJHOBPEMCHHO C IperaparoM Tarpucco oe3

OrpaHUYCHHH.

Axmuenvie sewjecmeéa, Ha KOHYeHMpayuio 6 NIA3Me KOMOPbIX MOdcem 6ausmv npenapam
Taepucco

Ilo nanHbIM WccneOBaHMH in Vitro OCUMEPTHHHO SBISETCS KOHKYPEHTHBIM MHTHOMTOPOM
Oenka-Tpancnoprepa BCRP.

B kinHHueckoM (papMaKOKMHETHYECKOM MCCIIE0BAaHHH COBMECTHOE NMPHMEHEHHE Ipernapara
Tarpucco ¢ poszyBactaruHom (dyBcTBUTEIbHBIM cyOcTpatom BCRP) mosbimano AUC u Ciax
posyBactatHHa Ha 35% mu 72%, coorBercTBeHHO. HeoOXoauMo TiiarenbHoe HaO/OJeHHE 3a
NalMEeHTaMHU, NPUHUMAIOIIMMH TIpenapathbl, pacnpejieieHue Kotopbix 3aBucut ot BCRP, ¢
Y3KHM TepaneBTHYECKHM HHJEKCOM, Ha (oHe Tepanuu npenapatom Tarpucco Juis BbisSBJIEHHUS
CHMIITOMOB HapyIICHHs NEPEHOCHMOCTH JaHHBIX MEIMKAaMEHTOB B pe3ylbTaTe HX BO3pOCIIEH
IKCIO3UIMH (CM. pazjen «DapMaKOKHHETHKAY).

B kiuHuuyeckoM  (apMaKOKMHETHYECKOM  MCCJIEJI0OBaHHH  OJHOBPEMEHHOE IPHMEHEHHE
npenapara Tarpucco ¢ cumBacTaTHHOM (uyBCTBHTENIBbHBIM cyOcTtpatoMm CYP3A4) nonuxkaio
AUC u Cpax cumBactatuna Ha 9% u 23%, COOTBETCTBEHHO. DTH M3MEHEHHUS J0CTATOYHO MaJibl
M. BEPOATHO, HE MMEIOT KIWHMYECKOro 3Ha4yeHHs. MalloBeposSTHO BO3HMKHOBEHHE
(papmakokHHETHYECKHX B3anMO/IeiCTBHI ¢ cyOcTpatamu u3odepmenta CYP3A4.

B kiumHHuYeckoM () apMaKOKMHETHUECKOM  HCCIICJIOBAaHHH  OJIHOBPEMEHHOE IPUMEHEHHE

npenapara Tarpucco ¢ ¢ekcodenannnom (cyberpar npernan-X-penentopa (PXR) u P-gp)
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nosbimano AUC u Cmax (excodenamuna Ha 56% n 6% oAené "oalbpakiors) npuema

npenapata, U Ha 27% u 25% B paBHOBECHOM COCTOSIHMM, COOTBETCTBEHHO. [lammeHTsi,
NPUHUMAIOIIHE COMYTCTBYIOLME Tpernaparbl ¢ Y3KHM TepaneBTHYECKUM JIHana30HOM,
pacrpejie/ieHHe KOTOPbIX 3aBHCHT OT P-gp (Hampumep, JWTrOKCHH, na0HraTtpaH, ajlHCKHpPEH),
JIOJDKHBI  HAaXOAWTbCS MO TMPHCTAIbHBIM MEJUIMHCKUM HaOMIOJCHHEM JUISl  BbISBICHUS
CHMIITOMOB W3MEHEHHUS NEPEHOCHMOCTH B pe3yJibTaTe BO3POCIIEH HKCIO3MUIHU COMYTCTBYIOIIHX

npenapatoB Ha one npuMenenus npenapara Tarpucco (cM. paszen «PapMaKOKHHETHKAY).

Ocodbie ykazanus

Onpexpenenue craryca mytauuu B reie EGFR

Jlns naznavenus npenapara Tarpucco B kauectTBe aabloBanTHOMH Tepanun HMPJI nocne nonnoi
PE3eKIMU OIyXO0JIM, HEOOXOAMMO MOATBEPANTH Haiuuue MyTauuu B reHe EGFR (neneuuu B
sk30He 19 wim 3amennl L858R B sk30ne 21). Craryc Myrauuu HeoOXOAMMO OINpeaessTh B
onyxounesoii JIHK, nonyuennoit u3 obpasua tkauu onyxonu (6uonrara WM ONEpallHOHHOTO
MarepHana), ¢ MOMOIIbIO BAIMAMPOBAHHOIO TECTa B KIMHUYECKO# 1abopaTopuu.

[Ipn paccMoTpeHMHM BoOmpoca O Ha3HA4YeHWH Ipernapara Tarpucco nalMeHTaM ¢ MEeCTHO-
pacnpocTpaHeHHbIM HepesekTtabenbHbiM HMPJI, nonoxutenpHbiii cTatyc MyTaluu B TIeHe
EGFR (neneunu B sk30He 19 wim 3amensl L858R B sk30He 21) yka3biBaeT Ha BO3MOKHOCTh
HasHaueHus Ttepanuu. Craryc MyTauMu HeoOXoaumo onpeaensts B omyxoneBoi JIHK,
NOJTY4YEeHHOH M3 oOpasua TKaHu onyxoiu (Ouomnrara), ¢ MOMOIIBIO BAJIHIHPOBAHHOIO TeCTa B
KJIMHAYECKO# J1TabopaTopuu.

IIpu paccMOTpeHHHM BOmpoca O Ha3HAYeHMM rnpenapata Tarpucco B KayecTBe Tepanil MECTHO-
pacnpocTpaHeHHoro M Meracrarnyeckoro HMPJL, Bakno noarBepauTh Halu4yue MyTaluu B
reie EGFR. Craryc myraunu neodbxoaumo onpenenste B onyxosieBoit JIHK, nonyuennoit us
obpasila TKaHW OIyXOJIH, WK B CBOOOIHO LMpKyaupytomei onyxoneoit JIHK, nosyuenHoi us
oOpas3iia 11a3Mbl KPOBH, € MOMOIIBIO BAJIMJIMPOBAHHOIO TECTa B KIMHHYECKOH J1abopaTopHH.
Crnenyer wucnonp3oBaTh TOJNBKO HA/eKHbIE, OOOCHOBAHHBIE M YYBCTBHUTEJIBHBIE METOIbI
MCCJIC/IOBAHMS € MOATBEPXKACHHON JIMArHOCTHYECKOH 3HAYMMOCTBIO B ONpEJEIeHHH CTaTyca
myTtauuu B rene EGFR.

Boisienne y nanuenta mytauuu B reie EGFR (neneuun B 5x30He 19 wim 3amennt L8S58R B
9k30He 21 — B ciyuae TepanuM TnepBOi JMHMM Wi MmyTtaumu T790M - B ciyuwae
NPOrpeccHpoBanus 3ab0JieBaHus BO BPEMS MM 10OCJIEe Teparii WHrHOMTOPOM THPO3HHKHHA3bI
EGFR) B Tkanu omyxoiM WiM mnjasMe KpPOBH CBHAETENbCTBYET O HAIWYMM I110KA3aHUS JUIs
npuMeHeHus npenapara Tarpucco. B ciyuyae orpuuaresbHOro pesyibTata TECTHPOBAHHS

IJ1a3Mbl  KPOBH PEKOMEH/IYETCS OIPEACICHUE MYTAllMH B TKAHW ONYXOJH JJIsi HCKIIIOYEHHUS
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BO3MOJKHOTO JIOKHOOTPHIIATEJILHOTO pe3yJibfata InpH afﬁﬁﬁ%“&ﬂéﬂm‘q@ﬁg@ﬁﬁpywmeﬁ

onyxonesoii JIHK.

WUuTepcTuumaibias 00j1€3Hb JerKux

Wutepcrunmanbias 6osesnb gerkux win MbJI-noaoGuble HexenarenbHble peakiuu (Hanpumep,
ITHEBMOHHT) OT™MeYeHbl Y 4,0% nanueHToB U NpHBEIH K JeTaabHoMy uexoay y 0,4% (N=7) us3
1813 nmanuenToB, nosyyaBIIMX npenapar Tarpucco B KayecTBE MOHOTEpANHMU B KIMHMYECKHX
uccinenoBanusax ADAURA, FLAURA, FLAURA 2 u AURA.

Yacrora mHTepcTHIMANbHON Gone3nu nerkux cocrasuna 11,2% y snouues, 2,3% y apyrux
MalMeHTOB a3MaTcKod nonynsuun ¥ 2,7% y NalMeHTOB HEa3HaTCKOro MPOUCXOXKICHHS.
Mennana npoJOKMTENILHOCTH — JICYEHHS OT TpHeMa T[epBOH 036l JI0  pa3BUTHs
MHTEpCTHLMAIBbHON Oone3sun nerkux wim MBJI-nonobueix HexkenaTelbHBIX peakiuii cocTaBuia
2.8 mecs1es.

Untepcruumanshas Gonesus nerkux (MBJI) mnm nexenarenvhble peakuuu, nojgo6usie UBJI,
3aperucTpupoBanbl y 3,3 % u npusenu K netaabHoMy ucxoay v 0.4 % (N=1) u3 276 nanueHTos,
nojydaBmux npenapatr Tarpucco B KOMOMHAMM € XUMHOTEpamueil MEMETPEKCE0OM U
npenaparamu 1iatuHel B uccaenoanun FLAURA 2. Yacrora UBJI cocrasuna 14.9% y
anonues U 1,7% y nanueHTOB Hea3naTCKOro NMpoMCXOKIaeHus; B uccnenosanun FLAURA 2 B
rpynne KOMOMHMPOBAHHON Tepanuu y TMalMEeHTOB a3WaTCKOM MOMYJSIMH, HE BKJIOYaBIIEi
anonues, cayyan MbJI e 3apeructupoBanbl. MeauaHa NpOAODKMTEILHOCTH JIEYEHHS OT
npueMa nepBoi j1o3bl g0 pasButus WMBJI miam nexenarenbHbIx peakumii, nmomodusix MBJI,
cocTaBuia 5,3 mecsia.

Crnenyer He3aMeUTMTENBHO OLIEHNUBATh COCTOSIHHE BCEX MAMEHTOB C OCTPBIM Pa3BUTHEM W/HIIH
HEOOBACHUMBIM ~ YXY/ILIEHHEM JIETOYHBIX CHMITOMOB (OJBIIIKA, Kallejib, TOBBILICHUE
TeMIepaTypbl Tesia), 4TOObl MCKIIOYHTh MHTEPCTHLHAIBHYIO Oone3Hb Jerkux. Tepanuio
npenaparoM Tarpucco cieayer npHOCTaHOBUTL HA MEPHO 00CIIeI0BaHHUS /UIS YTOYHEHHS ITHX
cumnToMoB. Ecim  amarHocTupoBaHa MHTEpCTHLMaIbHAs 00JI€3HL JIETKHX, HEOOXOIMMO

OTMEHHTH Teparnuio npenaparom Tarpucco.

HBJI nocie paouxanbHot XuMuonyyesoi mepanuu ¢ ucnoIb306anHueM NPEenapamos niamumbl

B uccnenosannn LAURA, nocne pajuKajibHOM XHMHOJIYYEBOH Tepanuu ¢ HMCIOIb30BaHHEM
npenaparoB 1iatuibl, WBJI uw  HWbJl-nonobuele HexenartenbHbie peakiuuu (Hanpumep,
MHEBMOHHT), ObUIH OT™MeYeHbl Y 7,7% n3 143 nauuenToB, noiyyasmmx npenapar Tarpucco, u 'y
1.4% w3 73 naumenToB, nonyyaBmux miaunebo. B rpynne npenapara Tarpucco B Hceie10BaHUH

LAURA 4actora noBbIx ciyuaeB UBJI u UBJI-nosoOHbIX HexenaTenbHbIX peakimii cocTaBuia
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6,6% (6 naureHToB U3 91) cpe/iu NalMEHTOB ABUATCKON n&@%?ﬂéﬂ%@%hnouuea,

u 17.2% (5 u3 29 nanueHToB) Cpe/ii NalMeHTOB Hea3HaTCKOro NpOUCXoXkaeHus. Hu y oaHoro n3

NAlHEHTOB SMOHCKOTO MPOMCXOXKIEHUs He ObUI0 3aperucTpupoBano ciydaeB UBJI. B rpynme

npenapara Tarpucco MeamMaHa BpPEeMEHH OT [1€PBOTO BBEJIECHHS HCCIEAyeMOW Tepanuu 10

pa3sutust UBJI wim UbBJI-noso6ueix HexkenarenbHbIX peakuuii cocraBuiaa 1,9 mecsna. B rpynne

npenapara Tarpucco Meamana BpeMEHH OT NPOBEJCHUS MOCIEHEro ceaHca Jy4eBOl Tepanuu

no pasutust UBJI wim UBJI-nopoOueix HexenarenpHbIX peakuuii cocraBuia 3,0 mecsna. B

rpynne mnpenapata Tarpucco 3aperucrpupoBano 0,7% ciaydaeB ¢ JeTalbHbIM HCXOJAOM B

pesyabtare pa3sutus MBJI uan UBJI-nopobueix HexenatenbHBIX peakiuii, B rpymne niamnedo

CJIyHaeB C JIETAIbHBIM HCXO/IOM HE 3aperHCTPHPOBAHO.

Jlng  nanueHToB, mnoJywalommMX rnpenapat Tarpucco mociie  pagMKaibHON XHMHOJYYEBOI

Teparnuu, He0OXO0MMO PYKOBOICTBOBATHCS CIEIYIOUIMMH YKa3aHHs JUISt KOPPEKLIMH JIO3bI:

e Ecim y naumenra pasBuBaetcs Oeccumnromuas (1 crenenn) UBJI wim UBJI-noao6uas
HeXejaTellbHas pPeakius, cjelyeT IpoJODKHTE Tepanuio npenapatom Tarpucco wim
NPHOCTAHOBUTH U BO30OHOBUTDH TEPAIUIO, B 3aBUCHMOCTH OT CUTYAIHH.

e Ecmu y nauuenra passupaercs MbJI wmu UBJI-nonoGnas HexenarenbHas peakuus 2 WM

Oosiee cTeneHM TAKECTH, Clle/lyeT NPEeKpaTuTh Tepanuio npenapatom Tarpucco.

JIyueBoi IHEBMOHHUT

JlyueBoi MHEBMOHHMT MOKET BO3HHKATh B TEYEHHE roja I0Ciie MPOBEACHHs JIy4eBOH Tepanuu
nerkux. B wuccnenoBanuu LAURA  nocine  paaukanbHOM — XMMHOJIYYEBOHW — Tepanuu ¢
MCIIOJIb30BAaHHEM [IPENApaToB IUIATHHbI JIy4eBOi MHEBMOHHUT ObUT 3apeructpupoBan y 48% w3
143 naunentos, nosyyasmux npenapat Tarpucco, u y 38% u3 73 naumeHTOB, MOJyYaBUIAX
mianedo. Menana BpeMeHH OT NPOBEJCHMS MEPBOrO CeaHca JIy4eBOM Tepanuu J0 pa3sBHTHS
JIy4eBOro MHEBMOHHWTA coctaBuia 1,7 mecsua B rpynne npenapara Tarpucco u 1.8 mecsna B
rpynme mianedo. Meuana BpeMeHH OT NMPOBEACHUS TMOCIIEIHEro ceaHca JIy4eBOH Teparnuu J10
pasBUTHS JIy4eBOIO I[HEBMOHHMTA COCTaBMJIa 2.5 Mecslla B rpynne npenapara Tarpucco u
2,6 mecsua  Brpynne nuaue6o. V3 (2,1%) mnauMeHTOB ObLIM  3aperMCTPHPOBAHBI
HEXKeaTe/IbHbIC PeaKUMH 3 CTENEHHM TSKECTH, BCe MAlMEHThl ObUIM W3 IPyNMbl Ipenapara
Tarpucco, HexenarenbHble peakiny 4 MK S CTENEHH TSKECTH He ObUIM 3aperHCTPHPOBAHbI HU
B OZTHOM W3 rpynii.

JUis nauueHToB, mosyyalommx rnpenapar Tarpicco mocie pajMKaibHOR XHMHOJTYYeBOif

TEparuu, HE0OX0IMMO PYKOBOJICTBOBATBLCS CIICAYIOLIUMH YKa3aHUs JJ1s1 KOPPEKIUK J103bI:
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e Ecin y naumenta paseuBaetcs cuMmtoarnueckuii | RRoH iitlebMotane 12 crenenn

TSOKECTH), CIEAYyeT NPHOCTAHOBHTL TEpanuio rnpenapatoM Tarpucco a0 paspelieHus
CHMIITOMOB; Teparnus npenapatoMm Tarpucco Moxer ObITh BO30OHOBIIEHA.
e Creayer npekpaTHTh Tepanuio npemnaparom Tarpucco, B ciyyae:

— COXpaHEHHs CHMIITOMOB 4Yepe3 4 HeJenH Iocie NPHOCTAHOBKH TEpaluu IpernapaTtoM
Tarpucco;

— pPEUUJMBA CHMIITOMATHYECKOr0 JIy4YeBOIO ITHEBMOHHTA (2 CTENEHH TSKECTH) IOCie
B0300HOBICHHS Tepanuu npenapatom Tarpucco;

— Pa3sBUTHA TAXKEIOr0 WM YTPOKAIOLIEro KU3HU JIy4eBOTO MHEBMOHHUTA (3 WM 4 cTeneHu

TSIKECTH ).

Myabstudopmuas spurema, cuujapoMm CruseHca-J[KOHCOHA M TOKCHYECKHI SNHaepMalbHBIH

HEKPOJIK3

Coobenns o ciayyasx MyabTHHOPMHOMH IPUTEMbI B TOKCHYECKOTO SMUICPMAILHOTO HEKPOJIN3a
B CBSI3M C NPHEMOM Inpenapara Tarpucco perucTpHpoBaINCh HEYACTO, O CIy4yasX CHHIPOMA
Crusenca-Jlxxoncona — pezako. Jlo Havana tepanuu clieayer WHGOPMHPOBATH NAIMEHTOB O
MpH3HAKaX M CHUMNTOMAax MyJIbTH(POPMHOH spuTeMmbl, cuHapoMa CrtuBeHca-J/[KOHCOHA W
TOKCHYECKOrO SIMAEPMaIbHOr0 Hekpoiausa. [Ipu nosBieHHH BO3MOKHBIX TPH3HAKOB M
CHMIITOMOB MYJbTH(HOPMHOH SpHTEMBbl HEOOXOAMMO TMPOBOAUTH MPHCTAIBHOE MEIMIIMHCKOE
HaOIIO/ICHHE 3a MAlMEHTOM M PAacCMOTPETh BONPOC O NPUOCTAHOBKE WIIH OTMEHE Teparuu
npenaparom Tarpucco. Ilpu nosiBaeHHH BO3MOKHBIX NPH3HAKOB H CHMIITOMOB CHHIAPOMA
Crusenca-/KOHCOHA MM TOKCHYECKOTO  JMHACPMAIBHOIO  HEKPOIHM3a  HEOOXOIMMO
NPHOCTAHOBUTL Tepanuio mpenapatom Tarpucco. Ilpu AMArHOCTHPOBAHHOM CHHIPOME
CruBenca-JIKOHCOHA HIIH TOKCHYECKOM SMHAEPMAIBLHOM HEKPOJIH3e HEOOXOAMMO HEMEUIEHHO

MpeKpaTHThL Tepanuio npenapatom Tarpucco.

Vumnenue unrepsaia QTc

[To BosmMokHOCTH, crietyeT u3berath MPUMEHEHHs OCHMEPTHHHUOA Y TAIMEHTOB ¢ BPOKICHHBIM
CHHJIpOMOM  yanuHeHHOro wuHtepaza QT. Tlaumentam ¢ XpoHHueckol — cepjedHOi
HEJI0CTATOYHOCTBIO, HAPYIICHUSAMH 3JIEKTPOJMTHOIO COCTaBa W MALMEHTaM, MPUHUMAIOLIUM
npenaparbl, ymumaHsiomue wuHTepBan QTe, cneayer nepuoauuecku BouimoaHsts K[ u
ONpeeNsaTh KOHLUEHTPAUMIO 3JIeKTpoiuTOB. Tepanuio HeoOXOAMMO NPHOCTAHOBHTHL Y
NalMEHTOB €O 3HaYeHUsAMH uHTepBaia QTc Bbime 500 Mcek, BbISBICHHBIMU XOTS Obl ABYKPAaTHO
1npyu MoBTOpHBIX peructpaunsx IKI', 1o ymenbinenus pmrensHocti uuTepsana QTc menee 481

MCEK WJIH JI0 MCXOJHOI0 3HA4Y€HUs (€CIM MCXOJIHAs JUIMTEJIbHOCTh HHTEpBaJIa QTC Obula He
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Tabmuny 1). Ecin na ¢pone yamuenns untepsana QTc pa3BuBaeTcs yKeily104KOBas TAXHKapIus
N0 THIly «IHPYIT», NOIMMOP(QHAs KeJNyJAOUYKOBas TaxXMKapAWs WIH NPHU3HAKH/CHMIITOMBI

TAXKEJIOTO HApYLICHUs pUTMa cep/ila, Teparnuio OCHMCpTHHH6OM CIEeAYET OTMCHHUTD.

HapyiieHnus cokpaTHMOCTH cep/iiia

Cumxenne ¢pakunu BbiOpoca seoro xenyaouka (PBJDK) ve menee yem Ha 10 npoueHTHBIX
MyHKTOB M J10 ypoBHs MeHee 50% Obu10 orMeueHo y 4,2% nauuentoB (65/1557), nony4aBmux
npenapar Tarpucco B KauecTBe MOHOTEpanuM B KIMHHYECKHX HCCIENOBAHMAX, Y KOTOPBIX
®BJDK ouenusanach 10 Hayana Tepanuu , 110 KpaiiHeil Mepe, 0THOKpPAaTHO BO BPeMsl TE€pPAIluH.
B nnanebo-kontponupyemom uccienoBanun  ADAURA y  1.5% (5/325) mnaunueHToB,
nonyyaBmux npenapar Tarpucco, u 1,5% (5/331) namuentoB B rpynmne miane6o Obuio
ormeueHo cHuxkenne ®BJDK ne menee uem Ha 10 MpOUEHTHBIX MYHKTOB M JI0 YPOBHSI MEHEeE
50%. B uccnenosanun LAURA mocie XUMHOJTy4YeBO#M Tepanuy npenaparamu miatuis y 3,0%
(4/135) naumenToB, noiy4asiuux npenapatr Tarpucco, 6bu10 oTMedeHo cuukenne GBIDK ne
MeHee yeM Ha 10 mpoIEeHTHBIX MyHKTOB H J10 YpoBHs MeHee 50%; B rpymnie mianebo CHUKEHHE
®BJDK ne Obuio ormeueno. B wuccnenoanun FLAURA 2 y 8,0% (21/262) naumeHTOB,
nojy4aBmux npenapar Tarpucco B KOMOMHANUMM € XHMHOTEpanuen IEeMETPEeKCeJoM |
npenaparaMu IiatuHel, y Kotopbix ®BJDK onenuBanachk 10 Havana Tepanuu M, Mo KpaiHew
Mepe., OJTHOKpaTHO BO BpeMs Tepanuu., Obu1o orMedeHo cHwkeHne ®BJIK He menee yem Ha 10
IIPOLIEHTHBIX ITYHKTOB U 710 YpoBHS MeHee 50%.

JlocTynHple /laHHbIe KIMHHYECKHX MCCIEJA0BAaHHH HE MO3BOJISIOT CAEJaTh BHIBOJ O IPUYMHHO-
C/IC/ICTBCHHOH CBSI3M CHHJKEHHSI COKPaTUMOCTH cepjlla ¢ npueMoM npenapara Tarpucco.
Ilanmentam ¢ daxkropamu pucka 3abosieBaHHM Cepalla M COMYTCTBYIOIIMMH COCTOSIHHSMH,
KoTopble MoryT mnoBauaTe Ha ®BJDK, cneayer koHTponmpoBarth (QYHKIHIO CepievHO-
cocyaucToi cucrembl, B ToM uucine, ®BJDK no navana nevenus u Ha ose Tepanuu.
[Taunenram, y KOTOpBIX BO BpeMsi JICUEHHS BO3HHKAIOT 3HAYUMbIE KapAHOJIOTHYECKHe

CHMIITOMBI, CJIE/Iye€T KOHTPOJIUPOBATH (DYHKIHMIO CEPACUYHO-COCY/IMCTOM CHCTEMBI, B TOM YHCIIE,
OBJIXK.

Keparur

Keparut 6611 otveuen y 0,6% (N=10) u3 1813 naumnentos, nosnyyasmux npenapar Tarpucco B
KayecTBe MoHOTepanuu B uccienoBannsx ADAURA, FLAURA, FLAURA 2 u AURA. Ilpu
NOSABJICHUH BO3MOXKHBIX CHMIITOMOB KEpaTHTa, TAKMX KaK OCTPOE pPa3BHTHE WJIH YCHIICHHE

BOCHIAJICHHA TJ1a3, CJIC30TCUCHHUS, CBETOYYBCTBUTEIBHOCTH, HEYETKOCTH 3pCHHUA, 6o B riasax
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WM TIOKPACHEHHS T71a3 HeoOX0[MMO cpoqHo oOpaTHIECHo &R wiiadsmbbry 2 ¢eM) pasnen

«Cnocob npuMeHeHus u 103bl», Tabiauna 1).

AI1lacTuueckasi aHeMus

Bbu1 nosiyyeHsl peikue cooOLIeH s 0 Pa3BUTHH arjIaCTHYECKO aHEMHH, B HEKOTOPBIX CITy4Yasx
— ¢ JeTaJbHBIM HCXOJOM, B CBSI3M ¢ Tepanueil npenaparoM Tarpucco. Jlo Havana Tepanuu
ciaeayer MHOOPMHPOBATH MALMEHTOB O MPU3HAKAX M CHMIITOMAX AaracTH4YecKOil aHeMHH,
BKJIIOYAIOLIMX ~ TaKkWe CHMOTOMbI KakK  [pojoJDKalomascs JiMxopazaka, oOpasoBaHue
KPOBOIIOJTEKOB, KPOBOTEUEHHE, OJICIHOCTh, HO He OrpaHHYMBAIOUMXCA UMH. [lpu nosiBieHHH
BO3MOXKHBIX TPU3HAKOB M CHMIITOMOB aIlJACTHYECKOH aHeMHH HeoOXOJMMO MPOBOANTH
MPUCTATBHOE MEJIMIIMHCKOE HAaOI0IeHHE 3a NMALMEHTOM H PACCMOTPETh BOIIPOC O NPHOCTAHOBKE
MM OTMeHe Tepanuu npenaparom Tarpucco. [Ipu noATBep)KaeHHOM JMarHo3e aruiacTHYeCKOM

aHeMHH HeoOX0AMMO OTMEHHTH Teparuio npenaparom Tarpucco.

Binsinne Ha ¢cnocoOHOCTD K YNIPABJICHHIO TPAHCTIOPTHBIMH CPeICTBAMH H MeXaHH3MAMH
IIpenapat Tarpucco He oka3bIBaeT BIMSHHMS Ha CNOCOOHOCTH K YNPaBICHHIO TPAHCHOPTHBIMH

CpE€ACTBAMHU U MEXaHU3MaMH.

®opMma BbINyCKa
Tabaemxu, nokpvimeie naénoynoi obonrouxou, 40 me, 80 me

JUis Tabnerox 40 Mr

(npu npouzsoocmee Ha npeonpusmuu Acmpa3enexa Ab, Illseyus):

no 10 tabnerok B nepdpopupoBaHHOM aTIOMHHHEBOM Onuctepe. 3 GicTepa ¢ HHCTPYKIMEH 110
MEJIMIIHHCKOMY IIPUMEHEHHMIO B KAPTOHHOM Ma4yKe ¢ KOHTPOJIEM TEPBOr0 BCKPBITHS.

JUtst Tabserox 80 Mr

(npu npouzeoocmee na npeonpusimuu Acmpa3enexa Ab, [lleeyus):

no 10 TabGnerok B neppopupoBaHHOM amoMHHHeBOM Onucrepe. 1 wam 3 Guucrepa ¢
MHCTPYKIMEH N0 MEIMIMHCKOMY NPHMEHEHHIO B KApTOHHOH Mayke ¢ KOHTPOJIEM MEPBOro
BCKPBITHS.

(npu npoussoocmee na npeonpusmuu OO0 «Acmpa3enexa Hnoacmpuszy, Poccus):

no 10 Tabnerok B amomuuueBoMm Oaucrepe. | mmm 3 OGamcrepa ¢ HMHCTpYKIMed 110

MEJHIIMHCKOMY INNPUMEHCHHIO B KapTOHHOﬁ ITa4YKE€ C KOHTPOJIEM IIEPBOTI'O0 BCKPBITHS.

Xpauenue

[Ipu Temnepatype ne Bbite 30 °C.
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XpaHUTh B HEJIOCTYITHOM JUIS JICTEH MecTe. (Bxonmwmir M3 N=-4252807)

Cpoxk roanocTn

3 rona. He IPUMCHATD 110 UCTCHYCHHUH CPOKaA I'OJAHOCTH.

Yeaosus ornycka

[lo peuenty.

HanmeHoBaHHe M IOpHAHYECKHI aapec jJepkaTenss (BJajejbla) PerHcTPalHOHHOIO
YA0CTOBEPeHHs

Actpa3eneka Ab, SE-151 85 Conepranbe, I1IBenns

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

IlpousBoaurenn, dacoBmuk (nMepBHYHAS  YNAKOBKA), YNAKOBIIHK (BTOpHYHAS
(norpebuTe/IbCKAS) YIIAKOBKA ), BHINYCKAIMHI KOHTPOJIb KavecTBa
1. Actpa3eneka Ab, I'aprynaBaren, 152 57 Coaeprainse, I1IBenus
AstraZeneca AB, Gartunavagen, 152 57 Sodertalje, Sweden
2. 000 «Actpa3enexa Unaactpus»
249020, Poccus, Kamyxckas obGnacte, bopoBckuii paiion, aepeBus JloOGpuno. 1-blii

Bocrounsiii npoess, Biaaenue 8.

Opranmsanus, ynojiHomoueHHasi jJepkartesiem PY Ha npuasitie npereHsmii  or
norpeduTeisi:

000 «Actpa3eneka ®apMacbOTHKAI3Z»

123112, r. Mocksa, 1-it KpacHorBapaeiickuii npoesz, a. 21, ctp. 1, atax 30, komuarel 13 u 14
Ten. +7495 7995699

¢axc +7495 7995698

© AstraZeneca 2016-2024

PykoBoauTeNb rpy1inel 10 perucTpaiin U.H.Apremenko
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