004492 or 23.01,2025 COOTBETCTBYET SKCMEPTHOMY OTHETY
ot 21.01.2025 N2 1124
MUHUCTEPCTBO 3/IPABOOXPAKEHNSI POCEHIAOKOVIMBETEPAITATI

MHCTPYKILHA
[10 MEJTUIITMHCKOMY ITPUMEHEHMUIO JIEKAPCTBEHHOT O ITPEITAPATA

Tarpucco

Perncrpaunonnsriii Homep: JII1-004492
Toprosoe naumenoBanue: Tarpucco
MesxayHapoHoe HeNnaTeHTOBAHHOE HJIH IPYNINHPOBOYHOE HAMMEHOBAHHE: OCUMEPTHHHO

JlekaperBennasi popma: tabieTKu, MOKPLITHIE MUIEHOYHOM 000J10UKOM

Cocras

Oona mabremka, nokpvimasn naénounou obonouxoii, 40 mz cooepyucum:

Jeiicmeyrouyee sewyecmeo: ocumeptninGa mMe3unar 47,7 Mr, 4TO COOTBETCTBYET OCHMEPTHHHOY
40 mr.

Benomozamenvnvie 6euyecmea: MaunuTon 147 Mr, nemnono3a MUKpOKpUcTaimdeckas 37,5 mr,
THIIPOJIO3a ¢ HU3KOM CTENEHBIO 3amelieHus 12,5 mr, Hatpus creapuiadymapar 5.0 mr;

*% kkk v
000104ka mabaemxku____: NOMMBUHUIOBBIH cniupt 5,00 Mr, THTaHa anokcua 2,98 Mr, Makporosn

3350 2,53 mr, Tanek 1,85 mr, kpacutesnsb xkenesa okcua xentsiid (E 172) 0,113 mr, kpacurens
Kenesa okeut kpacHbiii (E 172) 0,028 mr, kpacutess xesesza okeua yephsiii (E 172) 0,008 mr.
Oona mabremka, noKpeiman naénounou 060104Koi, 80 mz2 cooepyucum:

Heiicmeyiouyee eeujecmeo: ocumeptnanGa Me3unar 95,4 Mr, 4To COOTBETCTBYET OCHMEPTHHHOY
80 mr.

Bcnomozamenvuvie 6euyecmea: MaHHuTON 295 M, LHEIUII0I03a MUKPOKpUCTaanyeckas 75,0 Mr,
TUIIPOJIO3a ¢ HU3KOM CTeNeHbIo 3aMelenus 25,0 mr, Hatpus creapuidymapar 10,0 mr;

ok KoKk o
000104ka mabremku__: NONMBUHUIOBBIN crupT 8,00 Mr, TuTaHa auokcua 4,76 mr, Makporo

3350 4,04 mr, Tanek 2,96 Mr, kpacuTenb keiesa okcuz xearsiii (E 172) 0,180 mr, kpacutens
Kenesa okent kpacHsli (E 172) 0,044 mr, kpacutens xene3a okeu yepHsiii (E 172) 0,012 mr.

" 1,192 Mr ocumepTHHIOA Me3uIaTa COOTBETCTBYET | MI ocumepTHHHOA.

" KoMINOHEHTB MOTYT 100aBISTBCS B BHJE TOTOBOW CMECH /IS dopmupoBaHus 000JI0YKH
(Onanpaii 11 6exeBplit).

" Jlna tabnerok 40 Mr 1eneBoe KOIMYECTBO COOTBETCTBYET NpHOam3uTenbHo 5% (M/M) ot
maccel siapa Tabserku. Jlus Tabnerok 80 Mr ueseBoe  KOJMYECTBO COOTBETCTBYET

npubau3uTenbHO 4% (M/M) OT Macchl Apa TabIEeTKH.
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Onucanne (Bxopawmi M3 N24232807)

Tabnemku, nokpsimele niénounou 06o104Kou, 40 me:

Kpyribie, ABOSAKOBBINYK/IbIe TaOJIETKH, MOKPHIThIE MUIEHOUHONH 000JI0YKOH CBETI0-KOPHYHEBOTO

AZ

1BETA, C IPaBUPOBKOM 40 ya oxmoii CTOPOHE.
Tabnremku, nokpsimeie n1énounoit 0bonroukoun, 80 me:
OBanbHble, JIBOSIKOBBINYKJIbIe TaOJETKH, MOKPBIThIE TIEHOYHOH 000JI0YKOH  CBETJIO-

KOPHYHEBOTO 1BETa, ¢ rpaBupoBKoit «AZ 80» Ha 01HOI CTOpOHE.

dapmakoTepaneBTHYeCKasi  IPYNNa:  [POTHBOOIYXOJEBbIE  CPEACTBA;  MHIHOWTOPBI
NPOTEMHKHUHA3; MHTUOMTOPBI THPO3HMHKMHA3bl pELENTOopa 3MUAepMalbHOro (akropa pocta
(EGFR).

Koax ATX: LO1EB0O4.

PapMaKo/J0rH4ecKHe cBOicTBA
dapmakoAMHAMHKA
Mexanusm oeiicmeun u papmaxoounamuueckue rpghexmeot

MexaHu3M JieHcTBHS

OcumepTHHHO  ABISETCS HMHIMOMTOPOM THPO3WHKHHA3bl. DTO HeOOpaTUMbIH HMHIHOMTOP
THPO3MHKHHA3bl peuenTopa snuaepmanbHoro ¢akropa pocra (EGFR), sddexruBnbii npu
HaJIMYMK  ceHcuOummsupytomux Myrtauvii resa EGFR u myrauun T790M, cBsizaHHOM ¢

Pa3BUTUEM PE3UCTCHTHOCTH K HHFH6HTOpaM THAPO3HHKHHA3LI.

dapmakorHaMuyeckue b hexThl

B uccnenoBanusx in vitro 6b110 NPOAEMOHCTPUPOBAHO, YTO OCUMEPTUHHMO 00J1a1aeT BHICOKOM
aKTHBHOCTBIO M HWHrHOMpyiommMm JjeiictBueM B otHowmenun EGFR Bo Becex KiIMHHMYeCKH
3HAQYUMBIX KJIETOYHBIX JIMHHAX HEMEJIKOKJIeTouHoro paka Jserkoro (HMPJI), necymmx
cencuOnmmsupytomue mytaund EGFR u myramuio pesucrentHoctn T790M  (kakyiuecs
nojyMakCcuMasbHble HHrHOupytomme KoHueHTpauuu (ICso) 6 — 54 HMOJIB 10 OTHOLIEHUIO K
pochopunuposannomy EGFR). D10 npuBOAMT K NMOJABIEHHIO KJIETOYHOIO POCTa, IPH ITOM
3HAYMUTEJILHO MEHbIIAs aKTUBHOCTh HA0JI0/1aeTCsl B OTHOLICHHH KJIETOYHBIX JIMHHI, UMEIOIINX
qukuit tun EGFR  (kaxymmecs 1Cso 480 uHMoab — 1,9 MKMOJBb 1O OTHOLICHHIO K
dochopunuposannomy EGFR). In vivo nepopaibHblii ippeM 0CHMEPTHHHOA CONPOBOK/IAETCS
YMEHBILICHHEM pasmepa onyxosid kak B kcenorpadrax HMPJI ¢ aktuBupylommmu Mytanusmu

EGFR u myrtanueit T790M, tak 1 B MOJE/ISX OMYXOJIEH JIETKOTO Y TPAHCTEHHBIX MbIIIEH.
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DapmMaKOKHHETHKA (Bxopswmit M3 N=4232807)

[TapameTpbl (papMAKOKMHETHKH OCHMEPTHHHOA ONpEJIE/sIuCh Y 30POBBIX J00pPOBOJILIEB H
nanuentos ¢ HMPJIL. 1o pesynbratam aHaam3a nomnyJasiMOHHON (apMaKOKHHETHKH KaxylIHHCs
IJIa3MEHHBIH  KJIMpeHC ocuMmepTHHHOa cocrtaBiser 14,3  s/yac, kaxyumwmiics oObeM
pacnipesiesienuss 918 1 u nepuosa mosysbiBeieHUs TpuMepHO 44 yaca. dapMaKOKMHETHKA Y
MAlMEHTOB, MOJYYaBIINX OCUMEPTHHHO B KOMOMHALMU € XUMHOTEpanued IeMETPEeKCceoM H
npernaparamu IJaTHHBI, CX0/Ha ¢ HapMAKOKUHETHKOH Y MAIMEHTOB, M0JIy4aBUIMX OCHMEPTHHHO
B KadecTBe MoHOTepanuu. 3Hauenus AUC (miomaab 1moji KpUBOH 3aBUCUMOCTH KOHLIEHTPALMH
OT BpeMeHHM) M MakcuMasibHast KOHUEHTpalMs (Cmax) YBEJIMYMBAIUCH TPONOPIHOHAIBLHO
NpUHATOM J103e B auanazone 103 oT 20 no 240 wmr. Ilpuem ocumeptHHHOa OZMH pa3 B CYTKH
KaX/Ibli JIeHb NPUBOJUT K HPHUOJU3UTENBHO TPEXKPAaTHOMY HAKOIJICHHIO € JIOCTHIKCHHEM
PaBHOBECHOIO cOCTOSHMSE K 15 aHIO npuemMa. B paBHOBECHOM COCTOSHMM ILIA3MEHHbBIE
KOHIIEHTPALMK OOBIYHO MOJIEPKHUBAIKCH B 1.6-KpaTHOM Juana3oHe B TeyeHHe 24-4acoBOTrO
MEK1030BOr0 HHTEpBAJIa.

AbcopOuus

[locne mnpuemMa BHYTPb MeJMaHAa BPEMEHH JOCTHIKEHHS MaKCHMaJIbHON KOHIIEHTpALUH
ocuMmepTuHHOa B mia3sMe (min-max) tmax cocranisier 6 (3-24) 4acoB, a y HEKOTOPLIX OOJBLHBIX
MaKCHMaJIbHble KOHIEHTPALMK JIOCTHUIaIMCh B TeueHHE nepBbiX 24 4yacoB. AOCOMOTHas
ouogocTynHocTh npenapara Tarpucco cocrasiser 70% (90% noseputensublii uatepsan (W)
67-73). CornacHo JIaHHBIM KJIMHHYECKOTr0 (hapMaKOKHHETHYECKOTO UCCIIE0BaHUS Y MAllMEHTOB,
MOJIy4aBLIMX Mpenapatr B go03e 80 Mr, npueM MNHUILKM HE OKa3blBAeT KJIMHWUYECKH 3HAUYUMOTO
BIMsAHUS Ha OuogocTynHocTh ocuMepTuHnba (AUC nossimaetcs Ha 6% (90% JIU -5-19), a Ciax
nonwkaercs Ha 7% (90% JU -19-6)). ¥V 3p0poBbix a00poBosbleB nobimienne pH
KEJYJIOYHOTO COKa 3a CYeT MpUemMa OMernpa3zojia B TeYEHHE S5 JIHEH He BJIMAIO0 Ha KCIO3HIHMIO
ocumeptunuba, npunaroro B popme tadnetku 80 Mr (AUC u Ciax yBenmuuauch Ha 7% u 2%,
COOTBETCTBEHHO), a 90% JIU ju1st cooTHOMIEHUS SKCIIO3ULMH yKIIa/bIBasics B rpanulibl 80-125%.

Pacnpenenenue

[To fmaHHBIM MOMYJIALMOHHOIO aHaiu3a, CpeJAHUN 00BEeM pacrnpeseseHHss B PaBHOBECHOM
cocrosinun (Vs/F) ocumeptunuba cocrapnsier 918 11, 4TO CBHACTENBCTBYET O 3HAYUTEIBHOM
pacrnipejiesieH|H B TKansaxX. CBsi3b ocuMepTHHUOA ¢ OeKaMH 1U1a3Mbl TI0 JaHHBIM HUCCIICI0BaHHH
in vitro coctasiuser 94.7%. Bpu1o nokazaHo, 4ro OCUMEpPTHHHMO TakKe MOXKeT 00pa3oBBIBATH
KOBAJICHTHYIO CBsi3b ¢ OejKaMM IJ1a3Mbl KpPbICHI M YeJIOBEKAa, CHIBOPOTOYHBIM albOYMHHOM
Ye0BeKa U renaTroluTaMH KpbIChl H YeJIoBeKa.

Metabonusm

UccnenoBanus in vitro nokasajiv, 4To OCMMEPTHHHO MeTabOJM3UPYEeTCs. MPEUMYIIECTBEHHO,
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usopepmentamu uuroxpoma CYP3A4 u | CYP3AS. (Broggesenddaniske a8l Yirro, na

JOKJIMHUYECKHX MOJIENSAX M [PHU NEpOpajibHOM NpHEME OCHMEepTHHHOA y YeloBeKa B Ijla3Me
Obuin  oOHapyseHbl JBa (apMaKoIOTHYecKH aKTHBHBIX Merabosnuta: AZ7550 u AZ5104;
AZ7550 mnpoaeMOHCTPHpOBAl CXOJAHBIH ¢ mnpenapatom Tarpucco ¢apMakonoruyecKuii
npoduib, B 10 Bpemss kak AZS5104 obnanan Gosbluel aKTHBHOCTBIO 10 OTHOLICHHIO KaK K
MYTHPOBAaHHOMY, Tak ¥ K aAukomy tuny EGFR.

OGa meTabouTa MEUIGHHO MOSBISIOTCS B Mla3Me KPOBH MALMEHTOB MOC/IE pUeMa npenapara
Tarpucco, u Meauana (min-max) tmax cocraniser 24 (4-72) u 24 (6-72) yaca, COOTBETCTBEHHO. B
niasMe KpoBH HeM3MeHeHHbIH ocuMmepTHHHO coctasisier 0.8%, a iBa ero merabosnmra 0.08% u
0,07% obmei pajMoOaKTHBHOCTH, MPH 3TOM OCHOBHAs JO0JIS PaJHOAKTHBHOCTH KOBAJIEHTHO
cBs3aHa ¢ Oeakamu ruasmbl KpoBH. CpesiHee reomeTprueckoe skcno3uimun AZ5104 u AZ7550
Ha ocHoBe AUC cocraBuno npumepHo 10% oT 3KCno3uuuu ocuMepTHHHOA B PaBHOBECHOM
COCTOSIHUH JUTSl KaXK10r0 MeTabouTa.

OcHoOBHBIM TyTeM MeTaboaM3Ma OCHMEPTHHUOA SBJISETCS OKHCIIEHHE W JlealKuiupoBanue. B
obpa3iiax MOYM M Kajia yesioBeka ObL10 oOHapyxkeHO He MeHee 12 coeqMHEHMH, MpH TOM Ha
JIOM0 S coeaMHeHHH npuxoaurtcst 6onee 1% npHHATONH 103bl, U3 KOTOPBIX HEHW3MEHEHHBIN
ocumeptuud, AZ5104 u AZ7550 cocraBisitor npubnusutensio 1,9%, 6,6% u 2,7% 103w,
COOTBETCTBEHHO, B TO BpeMs Kak a/UlyKT uuctennuna (M21) u HeusBecTHblid Metabomut (M25)
cocTapisttoT 1.5% u 1,9% 110361, COOTBETCTBEHHO.

[lo pesynbTaTam Uccie10BaHuM in Vitro oCHMEPTUHHUO B KJIMHUYECKH 3HAUMMBIX KOHIIEHTPALUSX
ABJIAETCS KOHKYPEHTHBIM HHruoutopom uzodepmenta CYP3A4/5, no ve CYPI1A2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6 u 2El. CornacHo NaHHBIM HCCIEIOBAHWN in vitro, OCHMEPTHHHO B
KJIIMHUYECKH 3Ha4uMbIX KoHUeHTpaumsx He noaasiaser UGTIAl u UGT2B7 B mneuenu.
Bo3moxno nonasnenne aktuBHOCTH UGTI1A] B KMIIEYHHKE, O/IHAKO KIMHHYECKOE 3HAYEHHE
9TOTO MpoLecca HEU3BECTHO.

BriBesienue

[Tociie opHoKpaTHOrO Npuema npenapara BHyTpb B 103e 20 Mr, 67,.8% /10361 BBIBOJMIIOCH Yepes
kuuieyHuk (1,2% B Buzje HensMeHeHHOro Bemlectna), a 14.2% npunstoi 10361 (0.8% B BHIE
HEN3MEHEHHOr0 BEILIECTBA) ONpPEJEsIoch B Moue nociie cbopa obpa3noB Moy B TeueHue 84
anei. [lpumepno 2% ocumeprrnnba BLIBOAUTCS B Hen3MeHeHHOM Bujie — 0,8% nouxkamu u 1,2%
— yepe3 KUIIeYHHK.

B3anMo1eicTBHS ¢ TPAHCIIOPTHBLIMYU OeJIKaMHU

Hccnenosanus in vitro nokasamu, 4to ocMMepTHHMO He siBisercs cyberpatom OATPIBI1 u
OATPIB3. In vitro, ocumepTHHHO B KJIMHMYECKH 3HAYUMBIX KOHUEHTPAUMSIX HE MHIHOMpYeT

rivkornporen P (P-gp), OATI, OAT3, OATP1B1, OATP1B3, MATEI, OCT2 u MATE2K.

4



COOTBETCTEBYET KCNEPTHOMY OTYETY
or 21.01.2025 N2 1124
Binsinne ocumeprunuba Ha P-gp i Gesok pesuLTeHTHOCTH parasreiHoR KehéIsTBURP)

[To pe3yabTatam uccieaoBaHuii in vitro ocuMepTuHUO sBisiercs cybcrpatom P-gp u BCRP, Ho,
MaJIOBEPOSTHO, YTO OCHMEPTHHHO B KJIMHHYECKM 3HAUMMBIX J103aX BCTYNAeT B KIMHHYECKH
3HAQUMMOE JIEKapCTBEHHOE B3aMMOJICHCTBHE C aKTHUBHBIMHM BemectBaMH. [lo  JaHHBIM
UCCIIeJIOBAHUN  in  vitro, ocuMepTHHHO sBisercs uHruouropom BCRP (cMm. pasznen
«B3anmoeicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMU CPEJICTBAMEY ).

dapMakOKMHETHKA Y 0COOBIX I'DYIIII NALIMEHTOB

B ananu3zax nonysisiinoHHOM papMakokuHeTHKH (n=1367) He BBISBICHO KIMHUYECKH 3HAYMMBbIX
CBA3eH Mexay paccuuTaHHOW paBHOBecHOH skcnoszunued (AUCs) M BO3pacToM NAlMEHTOB
(mmanason: 25-91 rom). momom (65% JKEHIIMHBI), STHUYECKUM IPOMCXOKICHHEM (BKIIIOYAst
MAllMEHTOB EBPONEHCKOMW, a3MaTCKOW MOMYJISIMKA, B TOM 4YHCJE, SIOHIEB, KHTAWIEB H
MAlIMEHTOB, HE OTHOCSIIMXCS K YKa3aHHBIM Tpynnam), JUHUEH Tepanuu W KypeHuem (n=34
AKTHBHbIE  KYpPHJIbLUMKH, n=419 ObiBIIMe KYPWIBLIMKH). AH&IM3  NOMYJISIIMOHHOM
(apMaKOKHHETHKH MOKa3ajl, 4TO Macca Tejla ABJIAIach CYIECTBEHHOM KOBApHATON; M3MEHEHHUE
AUCg ocumepranba oxuaaercs B npezaenax 20% B auana3one maccol Tena ot 88 kr 1o 43 r,
cOOTBETCTBEHHO (0T 95% 10 5% kBanTHiei), no cpaBHenuio ¢ AUCs npu MeiMaHe Macchl Tela
61 xr. [IpyHuMas BO BHUMaHHe INpejiebHble 3Ha4eHUsl Macchl Tesa oT < 43 kr 10 > 89 kr, j1071s
metabonuta AZ5104 Bapbupopana ot 11.8% no 9.6%, a merabonura AZ7550 ot 12.8% no
8.1%, CcOOTBETCTBEHHO. AH&IM3 MONYJSUMOHHOW (ApMAKOKMHETHKHM [OKa3ajl, 4YTo
KOHILIEHTpalus aibOyMHHa B CBIBOPOTKE KpPOBH SIBJISIJIaCh CYIIECTBEHHOW KOBapHATOM;
n3menenne AUCs ocumeptunnba oxuaaercst B npezenax 30% B auana3zoHe KOHIEHTpAIWH
anbOymuna ot 29 1o 46 r/n, coorBeTcTBEHHO (0T 95% 10 5% KBaHTHIIEH), [0 CPABHEHHIO C
AUCss ipy MeZiMaHe UCXO/HOM KOHUEHTpalMu ans0ymuna 39 /1. DTH u3MeHEeHHs SKCIIO3UIUH
B 3aBHCUMOCTH OT MaccChl TeJla M MCXOHOH KOHUEHTpaluu albOyMHHA B CHIBOPOTKE KPOBH HE
CUUTAIOTCS KIMHUYECKH 3HAYUMbBIMH.

Iayuenmol ¢ napywenuem gynkyuu nevenu

OcumepTHHHO STHMMHHHMpPYETCS, B OCHOBHOM, I€UEHBIO. B KIMHHYECKOM HCCIEJIOBAaHUH Y
NAlMEHTOB ¢ HapylleHHeM (yHKIMH NeYeHH JIerKoW creneHu TskecTd (kimacc A no Yaiina-
[Ibt0, n=7) u cpennei crenenn TskectH (kimace B mo Yaitna-ITeio, n=5) He ObUI0 OTMEUYEHO
YBEJIMYEHHUS SKCIIO3UIMH 110C]€ OJIHOKPATHOrO npuema npenapara Tarpucco B j03e 80 mr 1o
CPaBHEHHMIO C MAlMEHTAMH ¢ HOpMabHOH (QyHkuuei nedenu (n=10). ITo pesyabraram ananuza
JI@HHBIX TOMYJIAIMOHHON (PApMAaKOKUHETHKH OTCYTCTBYET CBSI3b MEXKIY Mapkepamu (yHKIUH
neveHu (arannHamuuorpancdepasa (AJIT), acnapraramunorpancdepasa (ACT), Ounupy6oun) u
dKcnosunue ocumeptuHuba. Takoil mnokasarenb (YHKIMH TEYEHH KaK ChIBOPOTOYHBIN

anb6me1 BJIMACT Ha (bapmaxoxuﬂemqecme mapaMeTphbl ocnmepmunGa. B kinMHHYeckue
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MCCIIE/IOBAHMS HE BKJIIOYAIMCh MalMeHThl, Y KoTopbix akTéBaoefsACT 3iidAHAE hpespimana

BepxHIOW rpanuily HopMbl (BI'H) Gonee uwem B 2,5 pasza, a Takke NAallMEHTHI, Y KOTOPBIX
akTuBHOCTh ACT uimm AJIT npessimana BI'H 3a cuer onyxoseBoro nopaxenusi neueHu dosee
yeM B 5 paz, a TakKe MalMeHThl, Y KOTOPBIX KOHUEHTpauus oduero OuinpyOuHa npesbiinaia
BI'H Gonee wem B 1,5 pasa. Ilo pesynbraram (papMakOKHHETHYECKOrO aHalM3a 3KCHO3UIHS
ocumepTuHuba y 134 manueHToB ¢ HapylleHHeM (YHKIMH NEYEHH JIETKOH CTEeNeHHM TSKEeCTH
(xonuenTpauus obuero Ounupyouna ne npessiaer BI'H, aktuBHocts ACT npessimaer BI'H,
WM KOHLeHTpauus obuero Ounupybuna npesbinaer BI'H, no menee 1.5 BI'H npu mobom
3HayeHun akTuBHOCTH ACT), 8 mauueHToB ¢ HapymeHHeM (YHKLIHHU MEYEHU CpeaHeH CTerneHH
TSUKECTH (KOHLEHTpauust obmero Omnmpydbuna cocrasiaser or 1,5 no 3 BI'H npu moGowm
3HayeHun axktuBHocTH ACT) wm 1216 nauueHTOB ¢ HOpMaabHOW (QYHKIMEH [EeYeHH
(xoHuenTpauus odmero ounupydbuna u 3nadenue aktuBHocTH ACT He npesbimator BI'H) 6bu1a
cxoked. JlaHHble O NMPUMEHEHWH Npenaparta y NAlUEHTOB C HapylieHHeM (YHKUMH TeYEHH
TSKEJIOH CTENEHM OTCYTCTBYIOT (eM. paszen «Criocod npuMeHeHust U J103b1»).

Hayuenmul ¢ napywenuem yHKyuu novex

B xi1MHMYeCKHX HCCIIe0BAaHMSIX Y NAIMEHTOB C HapylIeHHeM (YHKIUHU M0YEK TAKEIOH CTeNeH
(xmpenc kpearunuHa (KK), paccuntanusiii no gopmyne Kokkpodra-I'oynra, ot 15 10 menee
30 mu/mMuH; n=7) nocine OJHOKpaTHOro mnpueMa mnpemnapara Tarpucco B jo3e 80 Mmr ObuIo
ormeueHo yBennueHHe AUC u Cpax B 1,85 u 1.19 pasa, coOTBETCTBEHHO, MO CPaBHEHHUIO C
nauMeHTaMu ¢ HopmasibHoi GyHkuueit novek (KK ne menee 90 ma/mun; n=8). Kpome Toro, no
JIAHHBIM TIOMYJISILUOHHOrO (hapMaKOKHHETHYECKOro aHaliu3a, BKIoYaBliero 593 manmeHnrta ¢
HapyleHueM (yHkumu nouek jerkoit crenenu TsokectH (KK ot 60 mu/mun 10 menee 90
MJI/MHH), 254 nanueHTa ¢ HapyuieHHeM (QyHKIMH 1odek cpeaneit crenenu tskect (KK ot 30
MJ/MUH J10 MeHee 60 MII/MHH), 5 MAIMEHTOB ¢ HapylleHHeM (YHKIMH MOYEK TSKEIOM CTeneHH
(KK or 15 mu/mun 0 meree 30 mi/mun) u 502 nauuenta ¢ HopMaibHoH Gyukimeii noyexk (KK
He Mmenee 90 MuI/MMH), BO BCeX MNOArPYNIAx AKCIO3MIHS OCHMEPTHHMOA Oblia CXOIHOIA.
ITanmenTsl ¢ KK He Gonee 10 Ma/MHUH B KIMHHYECKHE HCCIIEI0BAHMS HE BKIFOYAIUCH.

Hayuenmul ¢ Memacmazamu 8 20106HOU MO32

B uccnenoBannyu ¢ MCHosib30BaHHEM IMO3UTPOHHO-IMHUCCHOHHOM Tomorpaduu (I1DT) nocne
BHYTPHBEHHOT'O BBEJIEHHS MHMKPO/03 ocuMmepTHHuOa namuentam ¢ HMPJI ¢ myranueii rena
EGFR (n=4) u MeTacTa3aMH B roJIOBHOH MO3I' IPOHHKHOBEHHE OCUMEPTHHHOA B rOJIOBHONW MO3T
H pacrpe/ie/iecHHe OCHMEPTHHHOA JIOCTUT/IM MEIMAHbI tmax, PABHOW 22 MHH, a Cpe/iHee 3HAYCHUE
Cmax B TOJIOBHOM MO3re COOTBETCTBOBalO 1,5% BBEAEHHON /03bl. DTH JaHHBIE ObUIH
AQHAJIOrUYHBl pE3yJIbTaTaM, IOJIYYEHHBIM B HCCIICI0OBAHUH C YYaCTHEM 3/I0POBBIX 1I00POBOJIBLER

(n=7; tmax — 11 MHH; Cnax B TOJOBHOM MO3re cOOTBETCTBOBaia 2.2% BBEJICHHON J103bI
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124

l".T'i

ocUMepTHHHOA). (Bxopawmi M3 N24232807)

IToka3zauusi K NPUMEHEHHIO
IIpenapar Tarpucco nokasas K IPUMEHEHHIO B KaUeCTBE MOHOTEPANTUH JUIS:
® Q/(bIOBAHTHOMH TEpanuy HEMEJIKOKJIETOYHOIO paKa JIErKOro y B3pOC/bIX MAIlMEHTOB MOCIIE
paaMKalIbHOW XMPYPrU4ecKoil onepanMu B Cilydyae HaJIHYUsi B OINYXOJIEBBIX KJIETKaX
MyTalli¥ B Ie€He pelenTopa snuaepMaibHoro ¢akropa pocra (EGFR) (nenenun B 3k30He
19 uiu 3amennsl L858R B ax30me 21).
® [EpPBOM  JIMHUM  TEpalMM  MECTHO-PAcClpOCTPAHEHHOTO  HJIM  METaCTaTHYECKOIro
HEMEJIKOKJIETOYHOIO paka JIErKOro B CJlyyae HaJMuMs B OIYXOJIEBBIX KJIETKaX MyTallld B
rene EGFR (neneumn B sk3one 19 mim 3amenst L8S8R B sx3ome 21) y B3pocibix
MalUeHTOB.
® JICYEHHs MECTHO-PACIPOCTPAHECHHOIO WJIM METAacCTaTHYECKOI0 HEMEIKOKJIETOYHOrO paka
nerkoro ¢ mytauuei T790M B rene EGFR y B3pociibIX naiueHToB.
® JICUEHUS MECTHO-PACIPOCTPAHEHHOI'0, HEpe3eKTabeIbHOr0 HEMEJIKOKIETOYHOTO paka
JIETKOTO B ClIyyae HaJIM4us B OIYXOJIeBbIX KieTkax MyTtauuu B reHe EGFR (nenenuun B
ok30He 19 mim 3amenbl L858R B sk30He 21) y B3pOCIBIX NMALMEHTOB, Y KOTOPHIX HE
BBISIBJICHO [TPOrpeccHpoBaHue 3a001€BaHKs BO BpeMs MJIH I0CJIE XUMHOJIY4YEBOW Tepanuu
Ha OCHOBE IPEeNnaparToB MJIaTHHBI.
[Ipenapar Tarpucco nokasaHn K NpMMEHEHHIO B KOMOMHAIIMH ¢ XUMHOTEpAIuei nmeMeTpekce oM
M IpernapatamMu IUIaTHHBI JUIS:
® [IEpBOM  JIMHUM  TEpalmMM  MECTHO-PAcCpOCTPAHEHHOTO  HJIM  METacTaTHYECKOIro
HEMEJIKOKJIETOYHOTO paka JIerkoro B cliyyae HaJlMuus B OIMYXOJIEBBIX KJIETKaxX MYTAllHH B
rese EGFR (nenemnn B sk3one 19 nmim 3amenst L858R B sx3one 21) y B3pocibix

IMalfuCHTOB.

IIporuBonoka3sanus

[ToBbIeHHas YyBCTBUTEIBHOCTh K OCUMEPTHHHOY MK I060MY M3 KOMIIOHEHTOB Iperapara.
bepeMeHHOCTh ¥ Meprojl rpy/IHOr0 BCKapMIJIMBaHHS.

TepMmunanbHas cTagus XpPOHHYECKOW IMOYEYHON HEAOCTATOYHOCTH, BKJKOYAs NAlMEHTOB Ha
reMo/IMaimse.

Hapymenue GpyHKIMH neYeHH TSKEI0H CTENEHH TSKECTH.

Jlerckwmii Bo3pact 10 18 net (JlaHHbIE OTCYTCTBYIOT).

[Ipuem npenapatoB 3Bepo0os NpOABIPABIEHHOr0 Ha (OHE Tepamuu mnpenapatoM Tarpucco

IIPOTUBOIIOKA3aH.



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124

CoBmecTHOE MpUMeHeHHe MOIHBIX HHyKTopoB CYP3A (Bd’ﬁ}iiﬂdélp?l ﬁﬁﬁ&ﬂﬁ?—ﬁﬁ&mnuuuu

1 KkapOamasenus).

C  0CTOpPOKHOCTBIO: MHTEPCTHIHMANbHAs OOJNe3Hb JIerkuX, yiuHenue untepBata QTc,
COBMECTHOC MpPHUMEHEHHE C yMepeHHbIMH HHAyKTOpaMu CYP3A4 (manpumep., 6Go3eHTaH,

s(aBupens, sTpaBupuH, MoaduHIT).

Hpnmeueuue npH 6epemeHH0cTn H B MNIEPHOA 'PYAHOT0 BCKAPDMJ/IMBAHHA

Kourpauenunﬂ Y MYKYHH H KCHIIIHWH

JKeHIMHBI ¢ COXPAHEHHBIM PENpOJYKTHBHBIM MOTEHIMAIOM JI0JKHBI M30eraTth HacTYIJICHHUS
OepeMeHHOCTH BO BpeMs Tepanuu npenapatoM Tarpucco. Ilaumentam ciieryer peKoOMeH10BaTh
HCTOIb30BaTh  H(P(MEKTHBHYIO KOHTPALENIUIO H IMOC/I€ 3aBEpIICHUs JICUEHHs JaHHBIM
npenaparoM: B TEYEHHE, KAK MMHHUMYM 6 HeJlellb [10C/ie OKOHYAHUS Teparuu JUIS KEHIIMH U 4
MECSILIEB JUISl MY KUHH.

Ilepnoa 6epeMeEHHOCTH

OTCyTCTBYIOT JaHHBIE O MPUMEHEHUH OCUMEpTHHHOA y OepeMeHHbIX keHIMH. McenenoBanus
Ha JKMBOTHBIX IIOKa3aJH HaJlMuhe pENpoJAyKTHBHONW TOKCHYHOCTH (IMOPHOJIETAIBHOCTD,
3a/iepKKa pa3BUTHs [1J0JA, CMEPTh HOBOPOXIEHHBIX). YYMTHIBas MeXaHH3M JICHCTBUS U
JIOKJIMHUYECKHE JIaHHBIE, TNPUMEHEHHE OCUMepTHHHOa B Tepuoj OepeMEHHOCTH MOXKET
NPUYUHKTE Bpea mioay. He crienyer npumensts npenapat Tarpucco Bo BpeMst 6epeMEHHOCTH
Yy JKEHIIMH C COXPAHEHHBIM PENpPOAYKTHBHBIM IOTEHIMAIOM, HE MCIOJb3YIOIIKX Cpe/ICcTBa
KOHTpPALETIIHH.

[lepuoa rpyiHOro BCKapMJIHBaHHsl

HeussecTHo, BbIENs€TCA JIM OCHMEPTHHHO MM €ro MeTaboNMThl B TPYJHOE MOJIOKO.
Henocrarouno cBeaeHuii 00 SKCKpelH OCHMMEpTHHMOA WM €ro MeTaboJMTOB B MOJIOKO
KMBOTHBIX. OJHaKO ocHMepTHHHO M ero MeTaboNUTBI OOHApYKMBAIMCh Y JE€TEHbIIIEH,
MOJy4aBLINX IPYJAHOE BCKapMIMBaHKE, U ObLIO OTMEUEHO OTPHIATEIBHOE BIHSIHHE HA X POCT
M BbDKMBaHHE. Henb3s MCKIIOYATh PHUCK JUIS JIeTeH, MOJyyalolMX IpyAHOE BCKapMJIMBAHME.
Heo0x01nmMo npekpaTuTh rpy/1HOe BCKapMIMBAaHHE BO BpeMsi TepaIiu npenapatoM Tarpucco.

DepTHILHOCTD

OTeyTCTBYIOT 1aHHBIE O BIMSHUM npenapara Tarpucco Ha GepTHIbHOCTD uesnoBeka. CornacHo
pesyJibTaTaM HCCIIEI0BAaHUH, IIPOBECHHBIX HA JKMBOTHBIX, OCHMEPTHHUO BIIMSET HA MYKCKHE M

JKECHCKHE PENPOAYKTHBHBIE OPraHbl H MOKET CHUXKATh Q)CpTPleHOCTb.

Cnocod npuMeHeHHs H 103bl



COOTBETCTBYET KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124
Tepanuio npenapatom Tarpucco cieayer HayuHaTh 1oj KOFAPOHEN ﬁﬁiﬁfqﬂﬁgﬁi’ﬁﬁro OIBIT

JIEYEHHUS TIPOTHBOOITYXOJIEBBIMH JIEKAPCTBEHHBIMH TpenapaTaMu.

Jlo Ha3Hauenus npenapata Tarpucco cieayer NMoATBEpAMTH ctaTyc MyTanuu B ree EGFR c
MOMOIIBIO BAIMAMPOBAHHOTO TeCTa:

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

— B 0Opa3uax TKaHH OIyXOJIH B CiIyyae a/lblOBAaHTHOH Teparuu;

— B o0pasunax TKaHM ONyXOJM B Ciy4ae Tepanmuh MeCTHO-PACIpPOCTPAHEHHOIO
Hepe3eKTabeIbHOro HeMEJIKOKJICTOYHOTO paka JIETKoro;

— B 00Opasuax TKaH" OIYXOJH MM CBOOOIHO LMPKYIHPYIOLIEH 1e30KCHPUOOHYKIEHHOBOM
kucinore (JIHK) omyxonm, BeienenHo# U3 niasmbl KpoBH, B cily4yae TepalMd IMEPBOi
JTMHUH;

e wmyrauus T790M (B obpa3umax TKaHM OmyXoium WM cBoGojaHo umpkymupyromei JIHK

OIyXOJIM, BBIJACJICHHOH M3 IJIa3Mbl KPOBM, B Cllyyae NporpeccupoBaHus 3a00/ieBaHHS BO

BpPEMs HJIH 110CJI€ Tepariui HHruOuTOopoM tupo3unkuHassl EGFR).

AO3I>I

[Ipenapar cieyeT npuHAMAThL €KEJHEBHO B OJIHO M TO )K€ BPeMs BHE 3aBHCHMOCTH OT IpUeMa
THIIH.

Monomepanus

Pexomenyemas n1o3a ocumeprunnba — 80 Mr oiuH pa3 B CyTKH.

Kombunuposannas mepanus

Pexomennyemas so3a ocumepruuubGa — 80 Mr ojuH pa3 B CYTKH [pH IPHMEHEHHH B
KOMOMHALMK ¢ XUMHOTEPAINHel IeMETPEKCEI0M U IpernapaTaMy IIaTHHBL.

Cnenyer oOpaTMTbCs K HMHCTPYKLIMH 110 MEIMIMHCKOMY TPHMEHEHHIO [EMETPEKCe/Ia,
UMCIUIATHHA WM KapOorulaTMHa U NOJy4yeHHs  MHQopManuu O  JI03HPOBAHHH

COOTBETCTBYIOLICTO JIEKAPCTBEHHOT O IIpenapara.

[1p0/10/KHTEILHOCTD TEpANUU

Monomepanus

B ciryyae anpioBaHTHON Tepanuu peKOMEHIyemasi MPOI0JKHTEILHOCTD JIEUEHHs COCTABISAET 3
roza. Tepanus jurenbHOCTBIO Gosiee 3 siet He Oblna u3ydena. [Ipu HAaCTyIUIeHMM pely/MBa
3a00/I€BaHUsl  MJIM  Pa3sBUTHM  HENPHUEMJIEMOH TOKCHYHOCTH [PMEM [pernapara clieayer

NPEKPaTHTh.



COOTBETCTEBYET 2KCNEPTHOMY OTYETY
oT 21.071. 2025 N2 1124
B ciyuae MeCTHO-pPacHpOCTPAHEHHOTO WM MeTacTaTiiigeREEoV ipaich [ -Aet kPO / Ineuenne

npenaparoM Tarpucco Npoao/DKalOT 0 HACTYIUICHHS MPOrpeccUpoBaHMs 3a00JI€BaHUS HIIH
pa3BUTHUS HEIIPUEMIIEMOI TOKCHYHOCTH.

Kombunuposannas mepanus

B ciydyae MeCTHO-pacHpOCTPaHEHHOTO MM METACTaTMYeCKOro paka JIErKOro, 10 TOBOAY
KOTOPOro NPOBOJAMTCS JieueHHue mnpenaparoM Tarpucco B KOMOMHALMK € XHMHOTEparuei
MeMETPeKCeI0M M MpenapartaMi IUIATHHbI, JIeYeHHe rpenaparoM Tarpucco mpoaosKarT o

HACTYIUICHHS IIPOrPECCHPOBAHUS 3a00I€BaHUSI HIIN Pa3BUTHS HENTPUEMIIEMOH TOKCHYHOCTH.

[Iponyck J103b1

B cnydae mpomycka npuema npenapara MporymeHHYIO 03y CleyeT NMPUHATh B TOM Clydae,

€CJIM J10 BpEMCHH TTpUEMa CJ]CII}'IO[HCﬁ JI03bI OCTAJIOCh HE MeHee 12 yacos.

Koppekuus 10351 Ipenapara

B 3aBuCHMMOCTH OT MHAMBHAYaJIbHOH MEPEHOCHMOCTH Ipenapara M HeXeJlaTeJbHbIX peakiuii,
MOXKET noTpeboBaThCs NPHOCTAHOBKA TEpalMH W/WIM  CHWKEHHE JI03bl [Iperapara.
Pexomenyemasl CHH)KEHHas 7103a nipenapara cocrasiser 40 Mr 0JiHH pa3 B CYTKH.

B Tabmuue 1 npuseseHbl peKOMEHJALMU 110 KOPPEKIMH JI03bl Ipernapara B ciyyae
HEJ)KeJIaTeIbHbIX PeaKLU.

Tabanua 1. Koppexkuus 10361 npenapata Tarpucco B cirydyae He/KeIaTeJIbHBIX PeaKIHii

Opran-mumens | Hexenareabnas peakuus' Koppexkuus 103b1
UnrepcTuimanbHas Oonesns | [Ipexpamenue Tepanuu
JIETKUX/TTHEBMOHUT npenapatom Tarpucco
UnTtepcTuimanbHas Oonesns | [Iponomkenue Tepanuu
JIETKUX/TIHEBMOHHUT nocne | npenapaTom Tarpucco HITH
paMKaIbHOM XUMHOJIyUeBOH | BpeMEHHass  NMPHOCTAHOBKA U
Tepanuu c HCII0JIb30BaHUEM | BO30OHOBIICHHE Tepanuu B
npenapaToB TUIATHHBI: | 3aBUCUMOCTH OT CHTYalluH
Jleekue* 3
OeccumnTomMHoe TeueHue (1 creneHm
TSIKECTH)
WnTepcTunmanbras 6onesns | [Ipexpainenune Tepanuu
JIErKUX/ITHEBMOHHUT nocse | npenapatom Tarpucco
paauKaIbHOH XUMHOJTY YeBOMH

Tepanuu: creneHb >2 (2 u Oonee

CTEIICHb TSAXKECTH)

10



COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 21.01.2025 N= 1124

Opran-MumeHn

Hexenareabnas peakius'

(B aeopperin lroser 5L )

Cepoye*

Yummnenue wuntepBana QTc Goee
500 mcek, oTMeueHHOe, 1O KpaiiHei

Mepe, JBYKPAaTHO (NpH MOBTOPHBIX

[IprocTanoBka Tepanuu
npenapaTom Tarpucco J10
YMEHbIICHUS JUTHTEJILHOCTH

peructpanusx IKI) unreppana QTc nmxe 481 mcex
HIIM JI0 UCXOHOrO 3HaYCHHS (€Ciu
HCXOJIHAs JUIMTENIBHOCTh
unteppana QTc Obuia He MeHee
481 mcek), 3aTeM BO300HOBJIEHHE
TepaNMK €O CHHIKEHHOH J103bl
npenapata (40 Mr)
Vumnenne  uHtepBaia  QTc ¢ | [pekpaienue Tepanuu
NpH3HAKAMU/CUMIITOMAMH  cepbe3Hoii | npenaparom Tarpucco
apUTMHHU
Kooicnvie Cunzpom  Cruenca-J[xoncona wu | [lpekpamenue Tepanuu
noKpo6bI® TOKCHYECKUH SMuepMaibHbii | npenapatoMm Tarpucco
HEKpPOJIN3
Kposenocnas  u | Anutactuueckasi aneMust [Ipexpaienue Teparnuu
numpamuyeckas npenapatom Tarpucco
cucmema’
pyeou Hexenartenbnas peakuuss 3 crenenu | [Ipuocranoska Tepanuu

TAXKECTH HUJIH BBILLIE

npenaparoM Tarpucco Ha cpok 1o

3 Heenb

Ilpy yMeHbIIEHHH CTENEHH TIKECTH
HE)KEIaTeIbHOM peaki|u ¢ 3 CTeneHu
TSKECTH MM BbIle 10 0-2 creneHu
TSAKECTH nocrne NPUOCTAHOBKH
Tepanuu npenaparom Tarpucco Ha

CPOK 10 3 HeJielb

Bo3moxHo BO300HOBJICHHE
Tepanuu npenaparom Tarpucco B
npexHein noze (80 mr) uam B

CHHKEHHOM 103¢ (40 mr)

Crenenb TSKECTH HEXeJaTe/lbHOM
peaxkimn nocjie  MPHOCTAHOBKH
Tepanuu  Ha 3 HeJeaMm  He

YMEHBIIWIIACH C 3 CTeneHH TAKECTH

WM Bhle 710 0—2 CTENEHH TSIKECTH

[Tpexpainenne Tepanuu

npenapatom Tarpucco

11




[

COOTBETCTBYET KCNEPTHOMY OTYETY
or 21.01.2025 N= 1124
CreneHb TSKECTH HEKeJaTebHbIX SBJICHU yKa3aHa cOrHAEHE OB Wﬁﬁ@ﬁgﬁnqecmm

kputepusm HexenareabHbIX spiaeHui (CTCAE) Hauwonamsnoro unctutyta paka (NCI)
Bepcuu 5.0.

Taioke eM. pazzen «Ocobble ykazaHHs».

VYKa3aHus 10 KOPPEKLMH pekKHUMa JI03UPOBAHMS Y TALMEHTOB C JIyYEBHIM ITHEBMOHHTOM
10CJIe paIMKaJIbHOH XUMHOJTYyHYEBOH Tepaniu ¢ HCIOJIb30BAHHEM TIPENapaToB MJIATHHEI CM. B

paznene «OcoOble yKazaHus».

Kombunupoeannas mepanus

[lpu npumenennn npenapata Tarpucco B KOMOMHAIMHM ¢ XUMHOTEpaIuel MEMETPEKCEI0OM H
npenapaTtaMi IJIATHHBI  KOPPEKLHMIO /103l J1IOOOT0 M3 MpenaparoB, NPHMEHSEMBIX B
KOMOMHALMH, CJIeJyeT MPOBOJUTL COOTBETCTBYIOINM 00pa3oM. PexomeHaiiu 1mno KoppeKiuu
no3pl npenapata Tarpucco npusenens B Tabmuue 1. Jlns npuoctaHOBKH Tepaniu, CHHKEHUS
JI03bI MJIM OTMEHBI NIEMETPEKCce/la, IIUCIUIATUHA WK KapOOoIUIaTHHA Clie/lyeT PyKOBOCTBOBATHCS
UHCTPYKLHMSAMH 10  MEJAMLUMHCKOMY [PHUMEHEHHMIO MeMeTpeKce/a, [MCIUIATHHA WK

Kap60rmaTmia, COOTBETCTBEHHO.

Oco0ble rpynibl NAHEHTOB

He Tpebyercs koppeKkTHpOBaTh /103y Npernapara B 3aBUCUMOCTH OT BO3pacTa, Macchl Tela, 1oa,
STHUYECKOH NPHUHAUICXKHOCTH U cTaTyca KypeHus (cM. paszen « PapMaKOKHHETHKAY).
Ilayuenmer ¢ napywenuem @ynkyuu nevenu

[To pesynpTaTtaMm KJIMHMYECKMX HMCCIIC/IOBAHWH, MAlMEHTaM C HapylleHHeM (YHKIHH NE€YEHH
nerkoii (kinace A no Yaiina-ITeto) unm cpeanei crenenu tskectu (kiace B nmo Yaitna-Isio)
KOppeKIust 1036l He  TpeOyercs.  AHAJOTMYHO, 10  JIAHHBIM  TOMYJSIIHOHHOIO
(apMaKOKMHETHYECKOT0 aHalIM3a, MallMeHTaM ¢ HapylieHHeM (YHKIMH NeYeHU JIETKOH CTeneHu
TSKECTH (KOHLEHTpauus obmero Ounupybuna He npesbimaer BI'H, aktusnocts ACT
npesbimaer BI'H, nin xonunentpanus obuiero ounupybuna npesbimaer BI'H, o menee 1,5
BI'H npu mo6om 3nauennn aktuBHoctH ACT) wim cpeqHeii cTenen# TsSKeCTH (KOHLEHTpalus
obmero Oumupybuna cocrasnster ot 1.5 10 3 BI'H npu moGom 3nauenun akruHocty ACT)
KOPPEKIHsi J103bl HE pekoMmenjayercs. DpdexkTuBHOCTL M 0€30MmacHOCTH OCHMEpTHHHOA Y
NAlMEHTOB C HapylleHHeM (YHKUMHM MEYEHH TSKENOH CTeNeHH He H3ydalach, MOITOMY
npuMeHeHHe mpenapara Tarpucco y TakuX NalMEHTOB IMPOTHUBONOKA3aHO (CM. pasjiel
«DapMaKOKUHETHKA).

Ilayuenmeol ¢ napyuenuem Qynkyuu novex

12



COOTBETCTBYET KCNEPTHOMY OTYETY
ot 21012025 N= 1124
Ha ocHoBanuM pe3ysibTaToB KIMHHYECKHX ccnezxosaudﬁiﬁﬂﬂm%ﬁﬁlﬂzm}uouﬂoro

(papMaKOKHHETHYECKOTO aHa/Iu3a, NallMeHTaM ¢ HapyleHHeM (YHKIHH TT0YeK JErKoii, cpe/Hei
M TSUKEJION CTENEHH TSKECTH KOPpeKLus 103bl He Tpedyercs. bezonacHocts U 3 peKTHBHOCTD
ocuMepTHHHOA He OBUIM YCTAHOBJICHBl Y MNALMEHTOB C TEPMHUHAJIBHON CTajMell NOoYeuHoil
HeocratoynocT (KK menee 15 Mui/MMH) MM nosyyarommx Auaius3, M0oTOMY NPHMEHEHHE
npenapara Tarpucco y TakuX NAlUMEHTOB MpoTUBomnokasano. Creayer coOmroaarh
OCTOPOJKHOCTH IPY NPUMEHEHMH mnpenapara Tarpucco y malMeHTOB ¢ HapylleHueM (yHKIHH
MoYeK TsHKEI0M creneHu (cM. pasaen «PapMaKOKHHETHKAY).

Jlemu

bezonacnocth M 3 dekTHBHOCTH Nnpenapara Tarpucco y aerei u moJApocTKOB B Bo3pacte 10 18

JIET He yCTaHOBJEeHbI. JlaHHbIE OTCYTCTBYIOT.

Crioco6 npUuMeHeHus

BHyTpb.

Tabnerku cnenyer nporaaTeiBaTh LEJIUKOM, 3anuBas Bojoi. He cieayer nenurts, 1poOuTh Wiu
pa3xeBbIBaTH TAOJIETKH.

Eciau mauveHTy C/0KHO MporiarbiBaTh TaOleTKy, €€ MOXHO JucreprupoBath B 50 M
HerasupoBaHHOH Bojibl. He cienyer ucnonp3oBath Apyrue xuJaKocTu. TabieTky HeoOX0auMO
OIYCTUTh B BOJY, HE W3Mejbyas, OMEIIUBATh /0 IOJHOIO pa3pylleHHs W TYT K€ BBITHTH
MOJIy4eHHYI0 cycnen3uio. Octatku cMmewmars ¢ JonogHuTenbHbiIMM 100 MII BOJABI M BBINUTH
TMOJTY4YEHHYIO CYCIEH3HIO.

Cycnensuio npenapara Tarprcco Takyke MOXKHO BBOJMTD Yepe3 Ha30racTpalibHbIi 30H1. B 3TOM
cllyyae CyCIEH3MIO TOTOBAT aHAJOTHYHBIM CIIOCOOOM, HO TabJETKy AMCIEpPrupyror B 15 mu
BOJIbI, @ OCTATKH Ipenapara cMemuBaroT eme ¢ 15 mu Bozabl. Ilonydennsie 30 ma cycneH3uu
npenapara He0OX0AMMO BBECTH COTJIACHO MHCTPYKIIMHU MTPOU3BOMTENIS HA30TracTPaIbHOIO 30H/1a
M TIPOMBITH 30H/l COOTBETCTBYIOIIMM 00BEMOM BOAbL JlHMcreprupoBaHHBIA Mpenapar |
PacTBOPEHHBIE OCTATKH CJI€lyeT BBECTH B TeueHHe 30 MHHYT OT MOMEHTA MOrpyKeHHs TabJIeToK

B BOJLY.

IloGouHoe aelicTBHE

0O630p npodhuiist 6€301aCHOCTH

Hceceneoosanus y nayuenmoe ¢ HMPJI ¢ mymayueu 6 2ene EGFR
Csenenus o GezonmacHocTH Tpenaparta Tarpucco B MOHOTEpANMH OCHOBAHBI Ha 00BEMHEHHBIX
nAannpix 1813 nmaumentos ¢ HMPJI ¢ myraumeit B rese EGFR. Bee a1 nauueHTs npuHumay

npenapar B j03e 80 MI B CyTKH B 4YeThIpeX paHIOMM3MPOBAaHHBIX HccienoBanusax I daspi
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124
(amploBanTHAs Tepanus B uccinegoBanun ADAURA, nepsiaimms it épariing 47 nee e nosannn

FLAURA, FLAURA 2 (rpynma MOHOTEpanuH), BTOpas JIMHMS TEpanuud B HCCIEOBAHUH
AURA 3). aByx wuccienoBanusix Il ¢a3pl, NmpoBOJMMBIX B OJHOW rpynne (BTopas WM
nocneaytomue JuHUM  Tepanun B HcciaenaoBaHusx AURAex u AURA2) u B oaHoMm
uceieoBanuu [ daspl (nepsas WM MOCJAeAYIOUIME JIHHHK Tepanuu B ucciegaoannn AURA 1).
BonbImmHCTBO HexenaTelbHbIX peakuui Obuti 1 uiam 2 crenenu tsxectu. Haubosnee yacThiMu
HEXKeJaTeIbHBIMHU JIEKAPCTBEHHBIMHU peakuusiMu Obutn auapest (47%), coinb (46%), mapoHUXus
(34%), cyxoctb koxH (32%) u cromarut (24%). HexenarenbHble peakuuu 3 ¥ 4 CTENeHH
TsKecTH cocTaBuin 9.2% u 0,2%. coorBeTcTBeHHO. Y 3,6% nanueHToB, MOJIyyYaBIIKX Mpernapar
Tarpucco B no3e 80 Mr B cyTkH, norpeboBajloch CHHXKEHME J03bl H3-3a pa3BHTHS
HEXKeJIaTeIbHbIX JIEKapCTBEHHBIX peakuuit. ¥ 4.7% nauueHToB Tepanus Oblia npekpaiieHa u3-3a
Pa3BUTHS HEIKENIATENIbHBIX PEaKIHid.

Csenenus o Ge3onacHocTu npenapara Tarpucco (B 103e 80 M B CyTKH), IPUMEHSEMOTO T10CTIE
XMMHOJIYYE€BOH TEpaNuy Nnpenaparamu MjiaTHHbl, BKIOYaoT AaHHble 143 nauuentoB ¢ HMJIP ¢
myTauueii B rede EGFR, 1eMOHCTpUpYIOT KOHTpoJMpyeMblii npodmuib 0e30macHOCTH |
COOTBETCTBYIOT JaHHBIM 10 Oe3onacHocTH mpenapara Tarpucco, NpUMEHSEMOro B KayecTBe
MOHOTEpANMU, a TakKXKe YCTAHOBJIECHHbIM MNpopuisM Oe30acCHOCTH NpU Tepamud Mocie
XMMHOJYYE€BOH  Tepaluu ¢  HCNOJIb30BAHHEM  [PENapaTtoB  IJIATHHBL.  BOJILIIMHCTBO
HEKeIaTe/IbHBIX peakuuil Obun 1 uim 2 cTeneHu TSKEeCTH M He NPHBOAWIM K CHHIKEHHIO JI03b]
MJTH MIPEKpaIIeHHIO Teparuu.

Ceesenuss o Oe3omacHocTH mpenapara Tarpucco, NPUMEHSEMOro B KOMOMHALMH C
XHMHOTEpANUe NEMETPEeKCe/0M M IpernapartaMM IUIAaTHHBI, OCHOBAaHbI Ha JaHHbIX 276
nanrenToB ¢ HMPJI ¢ myTanmeii B rese EGFR, ¥ COOTBETCTBYIOT JaHHBIM 110 OE€30MaCHOCTH
npenapara Tarpucco, NpHMEHSEMOro B KayecTBE MOHOTEpPANMH, a TAKXKE YCTAHOBIEHHBIM
npo¢uisM 6€30MacHOCTH NEMETPeKce/1a U MPenapaToB MJIATHHBL.

B kiuHMYeckHe MCCNEOBaHMS He BKJIOYAIWCh TAIMEHTHl € HAJAMYHEM B aHAMHE3e
MHTEPCTHIHAIBHON OOJIE3HH JIErKHX: WHTEPCTHLMAIBHOW OO0JIE3HH JIETKUX, BBI3BAHHOM
MPUMEHEHHEM JICKAPCTBEHHBIX CPEJCTB: JyYeBOTO ITHEBMOHHTA, TPeOOBABIIEro MPUMEHEHHs
FJIIOKOKOPTHKOCTEPOU/IOB, @ TaKXke ¢ NPHU3HAKAMH KIMHUYECKH aKTHBHOM HWHTEPCTHIMAILHOMN
Oosnesnu sierkux. ITauMenTsl ¢ KIMHHYECKH 3HAYMMBIMHM HapyILICHHSMH CEPAEYHOrO pUTMA H
NPOBOJAMMOCTH, BbISBACHHBIMH 1pu peructpauun DKI™ (Hanpumep, 3Havenue untepsasa QTc
Oonee 470 mcex) He BKIIOYANMCh B KIMHMYECKHe HccnexoBanus. Ha srame orGopa B
MCCJIC/IOBAHHE M 3aT€M Kak/ble 12 Helelb BO BpeMs ydyacTHsi B HCCIIEJOBAHHHM Y MAlMEHTOB

oueHuBanH Gpakiuio BbIOpoca sieBoro xkeiypouka (GPBJDK).
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Criucok HexeaTe/bHbIX peakuuii B Buje Tabuji (Bxopmwmit M3 N=4292807)

HexenarenbHble peakiiiy ObLTH pacrpe/iesieHbl o KaTeropusM yactoTbl B Tabuuue 2, rae Obuio
BO3MOXKHO, Ha OCHOBAHHMH 4YAaCTOTHI 3apErHCTPHUPOBAHHBIX COMOCTABMMBIX HEXKelaTeIbHbIX
ABACHUH 1no oObeauHeHHbIM JaHHbIM 1813 manmentoB ¢ HMPJI ¢ myrauuneit B rene EGFR,
KOTOpbIE TOJIyyain npenapar Tarpucco B KauecTBe MOHOTepanuu B jio3e 80 MI B CYTKH B
uccnenoBanusax ADAURA, FLAURA, FLAURA 2, AURA 3, AURAex, AURA 2 u AURA 1.

HexenatenbHble JI€KapCTBEHHBIE PEAKIMU CrPYNIMPOBAHBI [0 KjlaccaM CHCTEM M OpraHoB B
COOTBETCTBHHM ¢ MEIUIMHCKHUM CIIOBapeM HOPMATHUBHO-NPaBOBO# aestenbHOCTH (MedDRA) u
BHYTPH KaXJ0ro Kjacca pacrnpesie/ieHbl M0 YacTOTe BCTPEYaeMOCTH, NPH ITOM HEepPBBIMH
yKa3aHpl Haumbosiee wacThle peakuMu. BHYTpHM Kaka0# rpynmbel 4acTOTBI BCTPEYaeMOCTH
He)KesaTelIbHble JICKAPCTBEHHbIE PEaKIMU IPEJCTaBICHbl B MOpPSIKE YOBIBAaHHS CEPhEe3HOCTH.
Kpome Toro, cooTBETCTBYIOIIME KATETOPUH HaCTOThl KAXI0H HexkKeaaTelbHON JIeKapCTBEHHOM
peakiuy ONpeAessioTes cieayromuM odpazoM: oyeHb vacto (=1/10); ywacro (ot >1/100 no
<1/10); neuacro (ot >1/1000 mo <1/100); peako (ot >1/10000 mo <1/1000); oueHb peako

(<1/10000); Hen3BeCTHO (HEBO3MOIKHO OLEHHTh 110 MMEIOIIMUMCS JIaHHbBIM ).

Tabauua 2. HexenarteiabHble JEKAPCTBCHHbIC pPEAKIHH, OTMEYEHHbI¢ B HCC/ICIOBAHHAX

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

Kaacenr cHCTEeM n | Cymmapnas gactora | Yacrora HeKeJIaTeIbHbIX
OPraHoB B COOTBETCTBHH | HEKeJIATeJIbHbIX JIEKADCTBEHHBLIX  peakumii 3
¢ MedDRA JIEKADCTBEHHBIX  PEAKIMil | CTeNEeHH THKECTH M Bbllle 10

Beex creneHeit Tszkeern no | CTCAE?

CTCAE?

HexenarebHble JEKAPCTBEHHbIC PEaAaKIHH B COOTBETCTBHH € IPeANOYTHTEIbHbBIMH

TepmuHamu MedDRA

Hapymenus co cTopoHb! KpoBH B IMM(PaTHYECKOIH CHCTEMBI

ArutacTuueckasl aHeMHs Penko (0,06%) 0,06%

HapymeHnusi co cTOpoHbI Oprasa 3peHust

Kepatur? Hewacto (0.6%) 0,06%

Hapymemm CO CTOPOHBI JABIXATEJIbHOH CHCTEMBI, OpraHos l‘py}lHOﬁ KJI€ETKH H

cpe10CTeHHsI
HocoBoe kpoBoTeueHue Yacro (6%) 0%
UnTepcTnimaibHas Yacro (4,0%)° 1,4%

6ose3np nerkux?
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HapymeHust co cTOPOHBI JKeJIy/109HO-KHIIeY

HOI'O Tpam@iﬂﬂﬂ”—ll‘ll}l .3 Niq-EBEHU;;I

Jluapes Ouensb yacto (47%) 1,4%
Cromarut® Ouenp yacto (24%) 0,4%
Hapymenunsi co cTOpoHbI KOKH H MOAKOKHOM KJIETYATKH

Coinb’ Ouenn yacto (46%) 0,8%
HaPOHHXHH8 Ouenb yacto (34%) 0,4%
Cyxoctb koxku’ Ouenb yacto (32%) 0,1%
3ya'? Ouenp yacto (17%) 0,06%
Anonenus Yacro (5%) 0%
Cunapom najaoHHO- Yacro (2,1%) 0%
10/I0LIIBEHHOM

IPHUTPOIU3ECTE3UH

Kpanusuuna Yacro (1,9%) 0,1%
['unepnurmeHTanus Yacro (1,0%) 0%
koxku'!

MynsTadopmHas Hewacro (0,3%) 0%
sputema'?

Toxcuueckuit Heuacro (0,2%)
MHUAEPMAJIbHbBIN

Hekposus '

Koxwupiii Backyut' Heuaco (0,2%)

Cunapom CruseHca- Peako (0,02%)
Jlxoncona'*

U3menenus napaMeTpoB J1a00paTOPHBIX H HHCTPYMEHTAILHBIX HCCJIe10BAHMI

[ToBbIIEHHE AKTHBHOCTH
kpeatHH(POcHOKHHA3BI B

KPOBH

Yacro (1.9%)

0,3%

VY inMHeHue HHTepBaa
QTC 15

Yacro (1,1%)

Pe3lebTaTbl naﬁoparopnux HCCJIeI0BAHMIA, NnpeacraB/iecHHbIe KAK H3MEHEHHE CTelneHH

TszkeeTd no CTCAE

CHMKEeHHe KOJInYecTBa Ouenb yacto (65%) 1,8%
neiikonuToB'®
CHUXKEeHHEe KOJIHYeCcTBa Ouenb yacto (64%) 8%
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mumporuTos'® (BxonAwmi M3 =3252807)

CHM)KEHHE KOJIMUECTBA Ouensb yacto (53%) 1,3%

TpomGouuToB'®

CHMKEHHUE KOJIMYECTBA Ouenb yacto (36%) 4,0%

Heifrpouos'®

[ToBeinIEHHE Yacto (9%) 0,2%
KOHIIEHTPAILHH

KpeaTHHHHA B KpoBH'®

o

Ob6venunennsie nannble u3 uccnenoBanuit ADAURA, FLAURA, FLAURA 2 (rpynna
moHoTepanui) 1 AURA (AURA 3, AURAex, AURA 2 u AURA 1); npuBejieHbl CBe/ICHHS O
ABJIEHUSAX, BOSHMKIUMX Y TIAlMEHTOB, INOJYYMBIIKX, KaK MHHHUMYM, OJHY /03y Ipenapara
Tarpucco B kauecTBe paHJIOMHU3UPOBAHHON TEpaATHH.

OO0mue TEepMHHONIOTHYECKHE KPUTEPUH HEXKeJaTeJbHBIX  sBiIeHMH HaumonansHOro
MHCTHUTYyTa paka, Bepcus 5.0.

BkioyaeT: 3po3usi pOroBHIbL, SMUTEIHAIBHBIH Je(eKT pPOrOBHIbI, KEpaTHT, TOYECUHbBIH
KepaTuT.

Bxmouaer: uHTepcTUIIHAIbHAS 00JI€3HD JIETKUX, THEBMOHHT, OPraHU3YOIIasCs ITHEBMOHHUS.
3apeructpupoBaHo 7 siBiieHuit 5 crenenn tshkect 1o CTCAE (c neTaibHbIM HCX0I0M).
Bkitouaer: u3bs3BIEHHE POTOBOM MOJIOCTH, CTOMATHT.

Bxiouyaer: akHe, aepMaTHT, akHe(OPMHBIH JAepPMATHT, JE€KapCTBEHHAs Chillb, JIPUTEMA,
GoanmkyuT, mycryna, Chillb, PUTEMATO3HAs Chilb, (OJIMKYJISPHAsS Chillb, MaKyJje3Has
Chillb, MaKyJjio-narnyJie3Has Chblllb, NaryJie3Has Cblllb, 3yJsllas Chillb, MMyCTYJIE3Has Chbillb,
BE3UKYJIAPHAS ChIIlb, 3PO3Us KOKH.

Bxioyaer: 3a0oneBaHHE HOITEBOro JiOkKa, HH(EKIHMS HOITEBOrO JIOKA, BOCHAJICHHE
HOI'TEBOTO JIoXKa, obeclBeuMBaHue HoOrrteil, 3abosneBaHHe HOITeH, AMCTPOQHS HOITEH,
MH(EKINs HOITeH, NMUIMEHTAlusi HOrTel, OyrpuCcTOCTh HOITEH, TOKCHYECKOE MNOpaKeHHe
HOI'T€H, OHUXAJITUS, OHUXOKJIa3Hsl, OHUXOJIHM3UC, OHUXOMA/IC3UC, OHUXOMAISALINS, TTAPOHUXHSL.
BkiroyaeT: cyXocTh KOXKH, 9K3eMa, TPEIHbI Ha KOXKe, KCepoaepma, Keepos.

Bkiroyaer: 3y Bek, 3y/1.

Ciayyan  CTOHMKOH  JMCXPOMHYECKOH  IpUTeMbl  ObUIM  3aperHCTPUPOBAHBl B
NOCTMAPKETHHIOBBIN MEPHO/L.

Mynbtudopmuas sputema Obuta otmevyeHa y 6 u3 1813 manMeHTOB B MCCIEAOBAHUAX
ADAURA, FLAURA, FLAURA 2 (rpynna moxotepanun), AURA. Takxe GbLIH 110/1y4eHBI
MOCTMAPKETHHIOBBIE COOOIIEHUS O caydasX MYJIbTH(HOPMHON SpHTEMBI, B TOM uHcie, 7

COOOLIEHHH B MCCIIE0BAHUH IOCTMAPKETHHIOBOTO HabmoaeHus (N=3578).

17



COOTBETCTEYET 3KCMEPTHOMY OTYETY
oT 21.01.2025 N 1124
MW s pacubriiero sy il -doctagider 3/1813

1> Pacuernas uacrora. Bepxuuii npeaen 95%

(0,17%). Coobmmennii U3 KIMHAYECKHX HCCIICIOBAHHIA T10JTyUEHO He ObLIO.
" Onun coyyaii GbUT OTMEUEH B IOCTMAPKETHHIOBOM HMCCIIEI0BAHMH; YacToTa ObUIa OlEHEHA

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

AURA u noctmapkeTHHroBoro uccieioBanusi (N=5391).

'S Yacrora yanmunenns unteppana QTcF > 500 mcek.

'® Orpakaer yacToTy 1aGOPaTOPHBIX OTKJIOHEHHIA, @ HE YACTOTY OTMEYCHHBIX HEKelaTe/bHbIX

SIBJIEHUH.

Tabmmna 3. HeskenateibHbIe JIEKAPCTBEHHbIE PEAKIHH, OTMEYEHHbIE B HCCIE10BAHHH

ADAURA!

Kaacewl cucreM u opranos B Tarpucco Ilnanedo
coorBeTcTBHH ¢ MedDRA (N=337) (N=343)
Crenenp Tskectn no NCI? Jlobasn Crenenn 3 n JIobasn Crenennb 3 n

cTeneHb BbIIIIE cTeneHb BbIIIe
(%) (%)* (%) (%)

TepmuHamu MedDRA

HexenareabHbie JIEKAPDCTBEHHbIC PEAKIHH B COOTBETCTBHH ¢ NPeANOYTHTEIbHbIMH

Hapymenus co ¢cTopoHsl oprana

3peHust

Keparut?

0,6

0

0,3

0

Hapymenuss ¢o cTOpOHBI [bIXaTEJbHOH CHCTEMbI, OPraHOB TPYAHONH KJIETKH M

cpeaocTeHHs
HocoBoe kpoBoTeueHue 5,6 0 0,9 0
HurepctuumanpHas 60s1e3Hb 3,0 0 0 0
nerkux’

Hapymenusi co cTOPOHBI 7KeJTy/109HO-KHIIEYHOI0 TPAKTA

Juapes 46,3 2.4 19,8 0,3
Cromatut® 282 1.8 6.4 0
Hapymennsi co cTOpoHBI KOKH H NOAKOKHON KJIETYATKH

Cpinp’ 39,2 0,3 19,0 0
[aponuxus® 36,5 0,9 3.8 0
CyxocTh Koku’ 29.4 0,3 7.3 0
3ya'’ 19,3 0 8,7 0
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Anonenus 5,6 0 (Bxoppwwit 3 W=4732807h
CHHAPOM J1aJIOHHO-TIO/IOLIBEHHO#H 1,8 0 0 0
SPHUTPOIU3ECTEIUH

['unepnurMeHTalMsa KOKU 1.8 0 0 0
Kpanusuuiua 1,5 0 0,3 0,3

NU3menenus napamMerpoB naﬁopampnux H HHCTPYMEHTA/IbHBIX HceJ1e10BaHuM

IToBbIlIEHHE AKTUBHOCTH 3.3 0,9
KpeaTHH(POC(HOKHHA3BI B KPOBH
Vunenue untepsana QTc!! 0,6 0

TskeeTd o CTCAE

PesyibTaTel 1a00paTOPHBIX HCC/IEI0BAHUI, NPEACTABICHHbIE KAK H3MEHEHHE CTENeHH

CHM)KEHHE KOJIMYEeCTBa 54,0 0 25.4 0

neitkonuros'?

CHM)KEHUE KOJIMYECTBa 472 0 6,6 0,3
TpomGoruToB'?

CHMXEHHE KOJIMYeCTBa 43,8 2,2 14,4 0,9
mumdouuTos'?

CHMKEHHE KOJIMYECTBA 25,6 0,3 10,2 0,3
neiirpoduos'?

IToBbllIEHHE KOHIIEHTPALIUH 9.8 0 4.5 0,3
KpeaTHHHHA B KPOBH '~

B uccnenopanun ADAURA meauana npojio/uKUTEIbHOCTH HCCIEAYEMOM Teparuyu cOoCTaBHIa
22.5 MecsleB y NALMEHTOB, MOJy4aBIIUX npenapar Tarpucco, u 18,7 mMecsiua B rpynne miane6o.

' TlpuBeaeHSBI CBeJICHHS O SIBACHUSX, BO3HUKIINX Y MALMEHTOB, MOTYUYHBIIHX XOTS ObI OIHY
JI03y B KQ4eCTBE paHIOMHU3UPOBAHHON TepaIruu.

O61mue

[

TEPMUHOJIOTHYCCKUE KPHUTECPUH  HEKEJIATCIIbHBIX aieHud  HauwmonansHOrO

MHCTHUTYTa paka, Bepcus 4.0.

Bcee peakuuu 6butH 3 crenenu tsxkecTH. JleTaabHBIX HCXO0B HE OTMEUEHO.
Bkioyaer: KepaTtuT, TOYEYHBIH KEPATHUT, JPO3HsS POTOBHIbI, SMHTEIHAIBHBINA JePeKT
POTOBHIIBI.

Bkiiouaet: uHTEpcTHIIMAILHAS 00JI€3HB JIETKHX, ITHEBMOHHT.

Bxiiouaer: ctoMaTuT, U3bsi3BICHHE MOJIOCTH PTA.

Bkioyaet: akue, JepMaTHT, akHe(OPMHBIH JEPMATHT, JIEKApCTBEHHAs Chillb, SPUTEMA,

(ommukynuT, nmycryna, Chillb,  9pUTEMATO3HAs  Chillb,  (DOJUIMKYJIApHAsS  Chilb,

19



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124

reHepaii30BaHHas Chbillb, MaKyJie3Has ChIfib, Maxyno-ﬁaﬂ'}'w éﬂﬁlf;{iﬂgﬁﬂ ChlIlb,

3yJ1as Chlllb, MyCTYJI€3Has ChIllb, BE3UKYJISPHAs ChIllb, 3PO3Hs KOXKH.
¥ Bkmouaer: 3abojieBaHHEe HOITEBOTO JIOKa, HH(EKIMS HOITEBOTO JI0XKa, BOCHANCHHE
HOTTEBOTO JI0’kKa, oOeclBeYMBAHHWE HOrTeH, 3abosieBaHuMEe HOITEH, AMCTPO(HA HOITEH,
MHQPEKUUS HOITeH, MUrMEHTalus Horteil, OyrpHCTOCTh HOITEH, TOKCHYECKOEe MOpakeHHe
HOITEH, OHMXaITus, OHHUXOKJIa3Ms, OHHMXOJHM3UC, OHHXOMAQJE3UC, OHUXOMAJISAIHS,
MapOHUXHUS.
Bxiouaer: cyXocTh KOKH, 9K3eMa, TPELHHBI Ha KOJKe, KcepoJepMa, KCepos.
Bxirouaert: 3y/1 BeK, 3y, reHepaaIu30BaHHbIH 3y/1.
Yacrora yummnenus unteppana QTcF > 500 mcexk.
Orpaxaer yacToTy Ja0OPaTOPHBIX OTKJIOHEHHH, a HE YaCTOTY OTMEYEHHBIX HEXKeIaTeIbHbIX

SIBJIEHUH.

Tadimua 4. HexkenareibHble JIEKAPCTBEHHbIE PeaKIHH, 0TMEYEHHbIE B HCCJEA0BAHHH

LAURA!

Kaacenl cucreM H opraHoB B Tarpucco Ilnanedo
coorBercTBHH ¢ MedDRA (N=143) (N=73)
Crenens Tszkectn no NCI? Jlwbas Crenenn 3 JIrobas Crenens 3

cTeneHb WJIH Bblle cTeneHb WJIH BbIlIe
(%) (%) (%) (%)

HexeareabHbie JEKAPCTBCHHBIC PEAKIIHH B COOTBETCTBHH € NPEANOYTHTEIbHBIMH

TepmuHamu MedDRA

HapymieHusi co cTopoHbI OpraHa 3peHust

Keparut® 0,7 0 1,4 0
HapyueHust ¢o cTOpoHbI AbIXaTEALHOI CHCTEMbI, OPIaHOB IPY/AHOI KJICTKH H
cpeocTeH s

Unrtepcrunmanbias 601e3Hb 8 2.17 1.4 0
nerkux?

HocoBoe kpoBoTeyeHue 0,7 0 0 0

Hapymenns co cTOpOHBI KeJIy/104HO-KHIIEYHOr0 TPAKTA

Junapes 36 2,1 14 0

Cromarut® 15 0 4,1 0

Hapymemm €O CTOPOHBI KOKH H MOJAKOKHOH KJIeTHATKH
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Chinp’ 36 0,7 (Bxonpwmi Mg NEEZF2ZEDT) o
[Tapounxus® 23 0 1,4 0
CyXxocTh KOXKH® 17 0,7 5 0
3yn'? 13 0 7 0
Anonenus 1.4 0 0 0
Kpanusuuna 1.4 0 1,4 0
CHHAPOM JTaJIOHHO- 0 0 0 0
M0/I0IIBEHHOM

IPHUTPOU3ECTEIUN

I'uneprnurMeHTanus KOXH 0 0 0 0
MynbsTdOopMHas spuTema 0 0 0 0
N3menennsi napamMeTpoB J1a60paTOPHBIX H HHCTPYMEHTAJILHBIX HCC/1e10BAHMI
[ToBbIlIEHUE AKTUBHOCTH 3,5 1,4 0 0
kpeaTHH(OCHOKUHA3BI B KPOBH

Vumnenue unrepsana QTc!! 0,7 0

Pe3lebT3Tbl JlaﬁopaToprlx HCCJIeI0BAHUIM, NpeacraB/JieHHbIC KAK H3MEHEHHE CTeIeHH

TaxeceTd no CTCAE

CHUKXEHHE KOJIMYeCTBa 70 35 40 1,4

smumponuton'?

CHMKEHHE KOJIMYECTBA 66 2.8 24 0

neikoruToB'2

CHMKEeHHe KOJIMYECTBA 51 1,4 8 1,4

TpomMGoIMTOB'?

CHMKEHHE KOJIMYECTBA 42 201 15 1,4

. 12
HeHTpoduiIoB

[ToBblllIeHHE KOHIIEHTPALIH 19 0 12 0
12,13

Kp€aTHHHHAa B KPOBH

B uccnenosanun LAURA meamana npoJoiDKHTEIbHOCTH HMCCIIEAyeMOil Tepanuu cOCTaBHia
24,0 Mecsia y MAlMEHTOB, MOJy4YaBIIMX mnpenapar Tarpucco, u 8,3 Mecsiia y NAIMEHTOB B
rpynne miauebo.

' IlpuBesens! cBe/ieHHs O SBICHHSX, BOBHHKIINX y TAHEHTOB, MOJTYYMBIINX KaK MUHHMYM
0/IHO BBEJICHHE MCCIIELyEeMOM TeparuH.

OO6mme  TepMHHOJIOTHYECKME KPHUTEPHH HEKeaTelbHBIX  siBIeHHi  HaumoHaisHOro

MUHCTHUTYTa paka, Bepcus 5.0.
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BkmouaeT: 5po3us pOroBHIbl, SMMTEIMAfbHbINH Aepekroporoniisl Kepatietl foueunpri

KEpaTHT.

BxiiouaeT: uHTEpCTHIMAIbHAS 00J1€3Hb JIETKHUX, THEBMOHHT, OPraHU3YIOIAsCs THEBMOHMS.
3apeructpupoano | sienue 5 crenenu tsxectd no CTCAE (c netanbHbIM HCX00M).
BkiroyaeT: u3bsA3BJIEHUE [10JIOCTH PTa, CTOMATHT.

BkitoyaeT: akHe, JepMaTHT, akHe(OPMHBIH JepMaTHUT, JIEKAPCTBEHHAs Chlllb, IPUTEMA,
(GOJUTMKYJIMT, TMYCTYJa, Chillb, PUTEMATO3HAs Chillb, (OJUIMKYJSIPHAS CbIllb, MaKyJje3Has
ChIllb, MAKYJIO-TIAIyJIe3Hasi ChbIllb, NaryJjie3Has Cbillb, 3YASAIIAst Cbillb, MYCTYJI€3HAs Cblllb,
BE3UKYJISIPHAS ChIllb, IPO3Us KOKH.

Bxirovaer: 3aboieBaHHe HOITEBOrO JIOXkKa, MH(MEKLUS HOITEBOro JI0XKa, BOCHAJICHHE
HOTI'TEBOIO JI0JKa, o0ecuBeYMBaHUE HOITeH, 00JE3Hb HOTrTEH, AMCTpodus HOrTeH, HHpEKIHs
HOITeH, NMUIrMEHTalus HOrrei, OyrpucTOCTH HOITEH, TOKCHYECKOE IOpaK€HUEe HOTITEH,
OHMXAJTHsl, OHUXOK/IA3Hsl, OHUXOJIU3UC, OHUXOMAZIE3UC, OHUXOMAJISALHS, TAPOHUXHSL.
BxiouaeT: cyXocTh KOKH, 9K3eMa, TPELIMHbBI HAa KOKE, Kcepoaepma, Keepos.

Bxuowaert: 3y Bek, 3y.

Yacrora yummnenus uarepsaia QTcF > 500 mcexk.

OtpaxaeT yacToTy J1a0OPaTOPHBIX OTKJIOHEHHMH, a HE 4aCTOTY OTMEYEHHBIX HEeXeJaTeIbHbIX
SIBIICHUH.

B uccinenosanun LAURA jonyckanoch BKIIIOUEHHE MALMEHTOB ¢ Oojiee HU3KUM 3HAYEHHEM
KJIMpeHca KpeaTMHMHA B KpoBH (<30 MJI/MMH) Ha CKpPUHHUHIE 110 CPABHEHHIO C JIPYTMMH
MCCIIe/I0BAHUSIMU MTPUMEHEeHHs npenapaTa Tarpucco B pexxume MoHoTepanuu (<50 mii/MuH),

MO3TOMY BEPOATHOCTb PErUCTPAllMHA H3MCHECHHS CTCIICHHU TAXKCCTH Obli1a BBILIE.

Tabauna 5. HexenareabHble JEKAPCTBEHHbIC pEaKIHH, OTMEYCHHbBIC B HCCJIC/IOBAHHH

FLAURA'

Kuaacewl cereM 1 opranos B Tarpucco | Ilpenmapart cpaBHeHHSsI — HHTHOHTOP

coorBercTBUH ¢ MedDRA (N=279) | tuposunkunassi EGFR (repurunntd
HJIH 3PJA0THHHD)
(N=277)
Crenens TskeeTn no NCI? Jlwbas  |Crenens 3 u| Jlwbas |Crenens 3 u
cTeneHb BbILIEe cTeneHb BbIIIE
(o) (%) (o) (o)

HexenaTebHble JIEKAPCTBEHHBbIE PEAKIHH B COOTBETCTBHH € NPEANOYTHTEILHBIMH
Tepmunamu MedDRA
Hapymenus co cTopoHbi oprana 3penus
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Kepatut’® 0l4 (Eponswfi M3 JE3257E07],

HapymieHusi co CTOPOHBI JBIXaTeJIbHONH CHCTEMbl, OPraHOB TIPYAHON KJIETKH H

CpeaocTeHusd

HocoBoe kpoBoTeuenue 6,1 0 5,1 0
4 3,9 1,1 2,2 1,4

MuTepcruumanbhas 60Je3Hb JIETKHX

HapymeHnsi co cTOPOHBI JKeJIy104HO-KHIIEYHOr0 TPAKTA

Jlnapes’ 58 2.2 57 2.5
Cromatut® 32 0,7 22 1,1
Hapymenus o ¢cTOpOHBI KOKH H NOJKOKHON KIeTYATKH

Chinp’ 58 1,1 78 6,9
CyxocTh KOXkH® 36 0,4 36 1,1
[apounxus’ 35 0,4 33 0,7
3ya'? 17 0,4 17 0

Anonenus 7.2 0 13 0

Kpanupuuua 2,2 0,7 0.4 0

CHHAPOM JIaIOHHO-TIOIOLIBEHHOM 1.4 0 2,5 0

APUTPOH3ECTE3UH

['uneprnurMeHTaLus KOKH 0,4 0 1,1 0

M3mMeHeHust NapaMeTPoB JIa60PATOPHBIX M HHCTPYMEHTAILHBIX HCCIe10BAHMIT

Vumnenue uarepsana QTc'! 1.1 0,7

[ToBbIlIEHHE aKTHBHOCTH 0.4 0,4

kpeaTuH(pocPOKHHA3BI B KPOBH

Pe3yibTaThl 1a00paTOPHBIX HCCIeI0BAHHIL, NPEACTABICHHbIE KAK H3MEHEHHE CTeNeHH

TsokecTH o CTCAE

CHMKEHHE KOJIHYECTBA JIeHKOIUTOB s 0,4 31 0,4
CHuKeHne KojnyecTsa IMMQouuToB' 63 5.6 36 42
CHM)KEHHE KOJIMUECTBA 51 0,7 12 0,4

TpoMGounTOB'?

CHMIKEHHE KOJIMYECTBA 41 3,0 10 0

- 12
HEHTpOHIIOB

IToBblIeHHE KOHIIEHTPALIMH 8,8 0 6,7 0,4

KpeaTHHHHA B KpoBH 2

B uccnenopannn FLAURA mennana npoao/DKHTEIbHOCTH HCCIIEAYeMOM Teparui COCTaBUIIa

16,2 Mecsua y nanueHToB, mojyvaBumiMx mnpenapar Tarpucco, u 11,5 mecsaueB B rpymnme
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npenapata cpaBHeHus (MHrHOUTOp THpO3MHKhHa3pl EGFRyxoaAwmit M3 N=4252807)

I le/IBelIeHbl CBCJICHHA O SBJICHHAX, BO3HHUKIIMX Y MAIMEHTOB, MOJYYHUBIINUX XOTS Obl OJIHY

JI03y B Ka4eCTBE PaHIOMU3HPOBAHHON TE€PAITHH.

OOuMe  TEpMHHOJIOTMYECKHE KPHTEPUH HEXelaTelbHbIX sBAeHHH HanmnoHaisHOro
MHCTUTYyTa paka, Bepcus 4.0.

Bkiiro4aer: 5po3us poroBMIbl, SMUTEINANbHbIH JeeKT pPOroBHIbI, KEPaTHT, TOYEUHBIH
KEpaTHT.

Bximouaer: unTepcTuiManbHas 00J1€3Hb JIErKUX, ITHEBMOHMT.

3apeructpuposano 1 sBnenue 5 crenenu Tskectd 1o CTCAE (¢ JeTanbHbIM HCX0I0M) B
rpynie npenapara cpaBHeHus: (MHrHOuTOp THpO3uHKHHA36l EGFR).

BxirouaeT: u3bsA3BIE€HHE NOJOCTH PTa, CTOMATHT.

Bkitouaer: akne, nepMaTtut, akHeOPMHBIH JEpPMATHT, JIEKAPCTBEHHAs ChIllb, PHTEMA,
GonukynMT, nycTyna,  Chillb, OPUTEMATO3HAs  Chillb,  (OUIMKYJISpHAS  Chillb,
reHepaau30BaHHas Chblllb, MAKYJI€3Has Chlllb, MAKyJIO-TAIyJie3Has Chlllb, MarnyJie3Has Chillb,
3yJIs111ast ChIllb, IYCTYJI€3Hast ChIllb, BE3UKYJISAPHAS ChIITb, IPO3Hs KOKH.

Bxioyaer: cyxocTh KOXKH, K3eMa, TPELIMHbI Ha KOJKe, KCepoiepMa, KCepos.

Bxmouaer: 3abosieBaHHe HOITEBOro Jjioka, HWH(EKIMsS HOITEBOTrO JIOXKa, BOCHAJIECHHE
HOTTEBOT0 JI0XKa, obeclBeyMBaHHWE HOrTei., 3abolieBaHME HOITEH, AUCTPO(GUS HOITEH,
MH(EKIUs HOrTed, MUrMeHTaluss HOrTel, OYrpHCTOCTh HOITEM, TOKCHYECKOE MOpakeHHe
HOI'TEH, OHMXAJIUsd, OHHMXOKJIA3Msl, OHHXOJHM3UC, OHHUXOMAJE3UC, OHHUXOMAJIAIHMS,
MapPOHUXHUS.

BxiouaeT: 3y Bek, 3y/1, reHepaIn30BaHHBIi 3Y1.

Yacrora yumnenns unrepsaina QTcF > 500 mcexk.

Orpaxaer yacToTy 1a00OPaTOPHBIX OTKJIOHEHHI, a HE YaCTOTY OTMEYEHHBIX HEKeIaTeIbHbIX

SIBJICHHUH.

Tabauna 6. HexenarebHbie JEKAPCTBEHHbIC pPeaKIHH, OTMEYEHHbIe B HCCJIeIOBAHHH

FLAURA 2!

Kaaccenl cuerem m opranoB B | Tarpucco B koMOHHAIHH ¢ Tarpucco
coorBercTBHH ¢ MedDRA XHMHOTepanueii (N=275)
nemMeTpeKce10M U npena-
PATAMH IVIATHHBI

(N=276)
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Crenenp Tskectr 1o NCI? Jlrobas Crenens 3457 LW T06asd < <Crerens 3 u
cTeneHb BbIIIIE cTeneHb BbIlIIE

(“0) (%) (o) (%)

HexenatebHble JIeKAPCTBEHHbIE PEAKIHH B COOTBETCTBHH € NPEANOYTHTEIbHBIMH

TepmuHamMu MedDRA

Hapymenust co cTOpoHbI OpraHa 3peHus

Keparut® 0,7 0 0 0

Hapymenus co ¢cTopoHbI AbIXaTeJIbHOI CHCTEMBbI, OPraHOB IPY/AHON KJIETKH H

cpeaocTeHust

HocoBoe kpoBoTeueHue 7 0.4 7 0

Unrepctunmanbhas 6071e3Hb 3.3 0.7° 3,6 1.8°

nerkux*

Hapymenusi co cTOPOHBI KeJIyI0UHO-KHIIEYHOI0 TPAKTA

Jnapest 43 2.9 41 0.4

Cromarut® 31 0,4 21 0,4

Hapymenusi co cTOpoHBI KOKH H NOAKOKHOM KJIETYATKH

Cpinp’ 49 2,5 44 1.5

[Tapouuxus® 27 0,7 32 0,4

CyXocTh KOKH® 24 0 31 0

Anonenus 9 0 5 0

3ya'” 8 0 11 0

Cun1poM J1aJI0HHO- 5 0 3.3 0

N0/IOLIBEHHOM

SPUTPOAU3ECTE3UH

['unepnurMeHTaLUsA KOKH 2,5 0 1.1 0

KpanuBuuia 1.4 0,4 1,5 0

MynbTHdOpMHAs spuTeMa 1,4 0,7 0.4 0

H3menenns napaMeTpoB J1a00paTOPHBIX H HHCTPYMEHTAJILHBIX HCC/Ie10BAHHI

IToBbIIIIEHHE AKTHBHOCTH 3.3 1,1 3.3 0

KpeaTHH(POCHOKHHA3EI B KPOBU

Vninnenue uatepsaia QTc!! 1.8 1.8

PesyabTaThl 1200paTOPHBIX HCCI€10BAHMI, IIPEICTABICHHbIE KAK H3MEHEHHE CTeNeHH

TskecTn no CTCAE
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CHIXEHHE KOJTHYeCTBa 88 20 (Bxogmwmi K& NEEIEZEDT]; 3

neiikoruToB'?

CHM)KEHHE KOJIHYEeCTBA 85 16 44 1,8

TpomGormTOB'?

CHUIKEHHE KOJIMYeCTBA 85 36 40 4,7

Heiirpopunos'?

CHHIKEHHUE KOJIMYECTBA 78 16 55 7

mumdormTos'?

[ToBbIIEHHE KOHLIEHTPALIMH 22 0,4 8 0

KpeaTHHHHA B KPOBH'

2

B uccnenosannn FLAURA 2 meauana npoJio/KHTENBHOCTH HCCIIeAyeMOM Tepaliy CoCTaBhiIa

22,3 Mecdla y NalMEeHToB, NOJy4YaBIKX npenapar Tarpucco B KOMOMHAIMM ¢ XMMHOTEpanueii

NEMETPEKCE/IOM M MpenapartaMy IUIaTHHbL, U 19,3 Mecsna y maiueHToB B rpyIne MOHOTEpaliu

npenapatoM Tarpucco.

1

[IpuBenennbl cBeieHUs O ABJICHHUAX, BO3HHUKIINX Y MALHEHTOB, MOJYYHBIIAX XOTS Obl OJHY
JI03y B KQ4eCTBE paHIOMU3HPOBAHHON Teparuy.

OO6mmue TepMHMHOJIOTHYECKHE KPUTEPHHM HEXKelaTelbHbIX siBjAeHWi HanmonaabHoro
MHCTUTYTa paka, Bepcus 5.0.

Bximouaer: 3po3usi poOroBHIbl, SMUTEIHANBHBIH Je()EKT POTOBHUIIBI, KEPATHT, TOYECYHBIH
KepaTHT.

Bxurouaer: uHTepcTHIIMATbHAS 00JIE3Hb JIETKUX, THEBMOHUT, OPraHU3YIOIIAsCs ITHEBMOHMS.
3apeructpupoBano | sBienue S crenenu Tsokect o CTCAE (neranbnoe).

BximouaeT: H3bA3BICHHE NOJIOCTH PTa, CTOMATHT.

BxioyaeT: akne, JepMarTHT, akHe(OPMHbBIH JepPMATHT, JIEKapCTBEHHAs Chillb, JPUTEMA,
(GONHKYINT, I1yCTysa, Cbillb, PUTEMATO3HAS Chillb, (OJUIMKYJIAPHAS Chillb, MAaKyJje3Has
Chillb, MaKyJO-naryJie3Has Chbillb, Marnylie3Has Cblllb, 3Yy/SIIas Cblllb, MYCTYJIE3HAS CHIIb,
BE3UKYJIAPHAS ChIIb, IPO3US KOXKH.

Bxmouaet: 3abosneBaHHE HOTTEBOro JioKa, HH(EKIMS HOITEBOrO JI0%Ka, BOCHAJICHHE
HOI'TEBOTO JIOXkKa, obeclBeuBaHNe HOITeH, 60Je3Hb HOITeH, UCTpous HOrTel, uHdeKus
HOI'TEH, TMUIMEHTALMs HOrTeH, OyrpucTOCTh HOITEH, TOKCHYECKOEe IOpakeHHe HOTTEH,
OHUXAJITHsl, OHUXOKJIa3Msl, OHUXOJIM3UC, OHUXOMAZIE3UC, OHUXOMAJISILINS, TAPOHUXHUS.
Briroyaer: cyXocTh KOKH, 9K3eMa, TPEIUMHBI Ha KOXKe, KCepoIepMa, KCepos.

Bxiouaer: 3y Bek, 3y

Yacrora yumnenus untepsaia QTcF > 500 mcek.

26



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 21.01.2025 N= 1124

12 Orpaxaer yacToTy 1aGOPaTOPHBIX OTKIOHeHH, a He udCrFretN@ddaH b dibieharenbHbIX

SIBJICHUH.

Tabmuna 7. HexenatesbHble JIeKapCTBEHHbIE peaKIUH, OTMEYE€HHbIE B HCC/I€10BAHHH

AURA 3!

Kaacenl cucreM u OpraHoB B

coorBercTBuH ¢ MedDRA

Tarpucco Xumuorepanus
obmasi yacrora (memeTpexce/nHCNIATHH
(N=279) WM NIeMeTpeK-
ce/kapOonIaTHH)

o0masg yacrora

(N=136)
Crenensb TsizkeeTd o NCI? Jlbasn Crenenb 3 u Jloobas Crenenb 3 u
cTeNneHb BbIIIE cTeneHb BBIIIE
(o) (“o) (%) (%)

tepmunamu MedDRA

HexenareabHble JIEKAPCTBEHHbIC PEAKUHH B COOTBETCTBHH ¢ HNPEANOYTHTE/IbHbIMH

HapymeHusi co CTOPOHBI OPraHa 3peHus

Keparut®

1,1 0 0,7 0

HapymeHusi o cTOPOHBI AbIXaTe/IbHOMH CHCTEMbl, OPTAHOB IPYAHOMH KJIETKH H CPe10CTeHHs

Hocosoe KPOBOTECUYECHHE

54 0 15 0

WurepcTunmanbaas 001e3Hb

nerkux >

3.6 0,4 0,7 0,7

Hapymemm €O CTOPOHBI KEJIYIOYHO-KHIIEYHOI'0O TPAKTA

Jlnapes

41 1,1 11 1,5

Cromarut®

19 0 15 1,5

HapyuieHusi ¢o cTOPOHBI KOKH H NMOAKOKHOMN KJIETYATKH

Cpinp’ 34 0,7 5,9 0
CyxocTb KOxKH® 23 0 4.4 0
[apouuxus’ 22 0 1,5 0
3yn' 13 0 5,1 0
Anonenus 3,6 0 2.9 0
KpanuBHuua 2,5 0 1,5 0
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Cunpom 1aJIoHHO- 1,8 0 (Brohrwmigh3 NEAJTZED7T
1O/IOIIBEHHOM

3PUTPOIM3ECTE3HH

I'unepnurMeHTaIus Koxu 0.4 0 3,7 0

M3menennsi napamMeTpos J1a6o

PATOPHBLIX H HHCTPYMCEHTAJIBH

bIX HCCJIEIOBAHUH

Y umnenne nareppana QTc!!

1,4

0

[ToBbIIIEHHE AKTHBHOCTH

KpeaTHH(POC(HOKHHA3BI B KPOBH

0,7

0,7

TsokeeTd o CTCAE

Pe3lebTaTbl JlaﬁOpﬂTOlexlX HCC/IeI0BAHUIA, NpeJaACTaAB/JICHHbIC KAaK H3MEHEHHEe CTeﬂeHlﬂ

2
KpeaTHHHHA B KpoBH 2

CHMKEHUE KOJIUYECTBA 61 1,1 75 5.3
neitkonuToB'?

CHUKEHHUE KOJIMUYECTBA 46 0,7 48 7.4
TpomGonuToB'?

CHHIKEHHE KOJIMYECTBA 27 2.2 49 12
neitrpoduios'?

[loBblIeHHE KOHIIEHTPALIHH 6.5 0 9,2 0

B uccnenosanun AURA 3 menuana npoJ0/DKMTENBHOCTH MCCIIEYeMO Tepanuu cOoCTaBUIIa

8.1 Mecsuna y NauMEHTOB, NOJYYaBIIMX mpernapar Tarpucco, m 4.2 Mecsua B rpynme

XUMHOTEpAIIUH.
1

JI03y B Ka4eCTBE PaHIOMHU3HPOBAHHOM Teparuu.

WHCTUTYTa paka, Bepcus 4

KepaTHT.

Cblllb, JPHUTEMATO3HAas Chblllb,

0.

Biunoyaer: u3bA3BIEHHE 110J0CTH pTa, CTOMAaTHUT.

raiyJie3Has Chblllb, IalyJie3Has Cblllb, IIYCTYJI€3Has ChIb.

28

Bxuroyaer: HUHTEpCTUIIHAIbHAsA 0oJ1e3Hb JIETKHUX, THCBMOHHUT.

Brxmouaer: CYXOCTb KOXKH, 5K3€Ma, TPCLUIMHBI Ha KOXE, KCEPO3.

npl/lBeﬂCHbl CBEACHHS O ABJICHUSX, BOSHUKIUIUX Y NAIUCHTOB, MOJYUYHUBUIUX XOTS Obl O/IHY

Ob6ume TepMHHOJIOTHYECKHE KPUTEPHH HEKeJaTelbHbIX sBieHMii HaumonansHoro

Bxurouaer: 9pO3Hsi POIrOBHIIbI, SMUTETHATIbHBIN HCQ)CKT POTroBHllbl, KEPATHUT, TOYEYHBIN

3apeructpupoBano 1 asinenue 5 crenenn Tsokectd 1o CTCAE (¢ ieTanbHbIM HEX00M).

Bkimouaet: akhe, JepmMaTuT, akHeOPMHBIH AepMaTHT, puTeMa, (POILUTMKYIIUT, MyCTyIa,

FCHEpaJIM30BaHHasA Cblllb, MaKyJI€3Hasi Cblllb, MaKyJiO-
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9 Biuiouaer: 3a00J1€BaHUs HOTTEBOTO JIOMA, Bocnaﬂedﬁé“%’f‘*ﬁéﬁﬁrgl315%?%%%@}3%}10@5

HOITEBOIO JI0Xa, W3MEHEHHE lBeTa HOrTeid, 3abosieBaHusi HOrTEH, aucTpodus HOrTeH,
uHpexuuss Horred, OYrpucTOCTb HOITEH, OHHUXAIrHS, OHHMXOKJIA3Hs, OHHXOJIHM3HC,
OHHUXOMAJIe3MC, MTAPOHUXHSI.

Bxitouaert: 3y/1 BeK, 3y, reéHepaaIu30BaHHbIH 3y 1.

Yacrora yummnenus unrepsana QTcF > 500 mcek.

“  Orpaxaer wacToTy JabOpaTOPHBIX OTKJIOHEHMH, a HE YacTOTy OTMEYEHHBIX

HEXKEJIaTeIbHBIX SIBJICHUH.

[Ipopuie OGesonachoctn B wuccnenoBauusx Il ¢assi AURAex u AURA 2. B 1enom,
COOTBETCTBOBaANI NMPodHIIO 0E30MaCHOCTH y MAIMEHTOB, MOJYYaBIIMX mpenapar Tarpucco B
uccnesoBanun AURA 3. HoBbIX MM HEOXKHIAHHBIX TPOSBJICHHH TOKCHYHOCTH OTMEYEHO He

Ob110, ¥ N060YHBIE YP(HeKTh! ObLIH CONOCTABUMBI 110 THITY, TSHKECTH M YaCTOTE.

Ornucanue HEKOTOPBIX HEXKeJIATEIbHbIX peaxkuui

Hsmenenue cemamonocuveckux nokazameneu

CHuKeHMe MeMaHbl KOJIMYECTBA JICHKOIMTOB, JUM(OLUTOB, HEHTPOGHUIOB W TPOMOOUHMTOB
OTMEYAJIOCh BCKOpE I0CjIe Hayaja rpueMma mnpenapata Tarpucco; mokasateid CO BpeMEHEM
CTaOMIM3UPOBAINCHL M OCTABAJIMCH BbIIE HH)KHEHW TI'DAHMILI HOPMAIbHBIX 3HAYeHMi. Bbuin
OTMEUEHBI  HEXKeJaTe/bHble  SBJICHUA:  JICHKONeHus, JaUMQONEeHHs, HEHTpONeHHs U
TPOMOOLIMTONEHHS, KOTOPBIE, B OCHOBHOM, OBUTH JIEIKOM MM CpeJIHEN CTENEHM TSKECTH U He
NPUBOJIMIIN K IPUOCTAHOBKE TEPAIHH.

Yonunenue unmepeana QTc

M3 1813 nauuenrtos, noaydaBmux npenapar Tarpucco 80 Mr B KayecTBe MOHOTEpanuu B
uccnenosanusax ADAURA, FLAURA, FLAURA 2 u AURA, y 20 (1,1%) nanuentoB ObLI0
orMeveHo 3HayeHue uHTepBana QTc Oonee 500 mcek, a y 78 (4.3%) naumeHTOB 3HAYEHHE
unrepsBaia QTc yBenuuunocr Gosee yem Ha 60 MceK OT MCXOAHOrO 3HadeHus. I1o JaHHBIM
(apMaKOKHHETHYECKOIO ~aHaiW3a, Npeanosiaraercs yseauyeHue uHtepBara QTc mnpm
YBEJIMYCHUH KOHUEHTpalMu npenapara. HapymeHui cepaeyHoro putMa, CBS3aHHBIX C
yumHenueM untepBana QTc, B uccnenoBanusax ADAURA, LAURA, FLAURA, FLAURA 2 u

AURA He otmMeueHo (cM. paszen «Ocobble yka3aHus»).

Oco0ble rpynibl NalueHTOB

Hauueﬂmbt noaicuiioeo eospacma
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B uccinenosanusx ADAURA, FLAURA, FLAURA 2 u!AUORALoreTEpdris Spenaparom

Tarpucco; N=1813), 42% nauuentoB Obiiu B Bo3pacte 65 ner u crapume, u 11% Obiin B
BO3pacte 75 JeT W cTapie. Y TNalMeHTOB B Bo3pacrte 65 jeT M crapiie, 1o CpaBHEHHIO C
nalMeHTaMu B Bo3pacte 10 65 ner, yvame HaOMOJalUCh HEXKeIaTelbHbIE pPEaKIUH,
NPUBOJAMBIINE K M3MEHEHHIO pPEeXHMa JIO03MpOBaHUS (IIPUOCTAHOBKA TEpanmMM WM OTMEHa
npenapata) (14% u 10%, coorBeTcTBeHHO). THIBI HeXKENATEIbHBIX PEAKIUH B 3aBUCHMOCTH OT
BO3pACTa HE OTJIMYAIKCH. Y MalUeHTOB 0oJiee MOKUIOro BO3pacTa vallle 0TMEYAIUCh PEaKIuy 3
CTENEeHH TSHKECTH W BBIIIE, 110 CPABHEHHIO C nainueHTamu Oonee monozaoro Bospacra (11% mo
cpaBHEHHIO ¢ 9%). DPPEKTUBHOCTH TEPANUK B rPyIIIe NalueHToB 60siee MOKUI0ro Bo3pacra He

OTJIMYAJIACh OT TAKOBOM y 0oJ1ee MOJIOBIX MAIHEHTOB.

Ilepeno3npoBka

B KJIMHMYECKHX MCClIe/IOBaHUSX Tmpenapara Tarpucco orpaHu4eHHOE KOJIMYECTBO MALlMEHTOB
NOJy4yaau Ipernapar B CyTOYHBIX Jjo3ax A0 240 wmr, npu 5ToM He ObUIO BBISBICHO
JO30JMMUTHPYIOIIEH TOKCHYHOCTH. Y MAlMEHTOB, MOJYYaBIIMX B I3THX MCCIIEIOBAHUAX
npenapat Tarpucco B cyTounbix g03ax 160 mr u 240 mr, Hab1101a710Ch MOBBILIEHHE YaCTOThI U
TSOKECTH HEKOTOPBIX THIHMYHBIX HEKEJIATENbHBIX SBJICHHH, CBS3aHHBIX C HHIHOMpPOBAHHEM
EGFR (B 0CHOBHOM, JIHapen U KOKHOH CBINHK), 110 CPaBHEHHIO ¢ /1030 80 mr.

Cneunduyeckoe euenne nepeao3nposku npenapara Tarpucco orcyrerByer. [Ipu nogospenuu
Ha Mepelo3upoBKy mpenapara Tarpucco creayer MpOBOAMTH OOIIHE MOUIEPKUBAIOIINE

MEPOIPHATHSA U CHMIITOMATHYCCKYIO TEPAIIHIO.

B3aumoeiicTeue ¢ APYIrHMH JIEKADCTBEHHBIMH Cpe/ICTBAMH

DapMaKOKUHETHYECKHE B3aUMOICHCTBHS

Moumnsbie uaaykropsl uzopepmenta CYP3A4 MOryT yMeHBIIHTD KCIO3UIMIO OCUMEPTHHHOA.

OcumepTHHUO MOXKET NMOBLICUTH KcN03uIHIo cybcrpatoB BCRP u P-gp.

Axmuenvie 6ewyecmea, Komopvie MO2Ym NOGLICUMb KOHYESHMPAYUIO OCUMepmunuba 6 niazme

Uccnenosanus in vitro mokasaau, 4ro | ¢asza merabonuszma ocumeptHHHOa npoTekaer, B
OCHOBHOM, ¢ nomombio  u3opepmentoB CYP3A4 u  CYP3AS5. B kiIMHHYECKOM
(GapMakOKMHETHYECKOM  HMCCIIC/IOBAHMHM Yy  MAIMEHTOB, OJHOBPEMEHHO  [PUHHUMABIIHX
ocumepTHHUO M uTpakoHason 200 mr aBa pasza B cytku (MouHblii uaruburop CYP3A4), e
OTMEYEHO KIIMHHYECKH 3HAYUMOTI0O BIIMSHUSA HA SKCNO3HLMI0 ocuMepTuHrba (AUC yBennyuiach
Ha 24%, a Cmax nonusunach Ha 20%). Ilostomy wunruouropst CYP3A4, BeposTHO, He

OKa3bIBalOT BJIMSIHUS HaA 3KCITO3UIIHIO ocumeanHHGa.
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Axmusnvie 6ewgecmea, KOmMopvle MO2ym ROHUZUNL KOHYEHMPAYUIO OCUMEPMUHUOA 8 nia3Me

B knunnyeckom (apmakoxkuHeTHdyeckom wuccinenoanun 3xadenune AUC ocumeprunuba B
PaBHOBECHOM COCTOSHHH MOHMXKaNIOCh Ha 78% y NMAallMEeHTOB NPH OJHOBPEMEHHOM NPUMEHEHHH
¢ pudamnunmnom (600 mr B cytku B Teuenue 21 cytok). COBMECTHOE NMPUMEHEHHE MOIIHBIX
unaykropos CYP3A (manpumep, ¢denuroun, pudamnuuun u kapOamaszenuH, npenaparsl
3Bepo00sl MPOABIPABIEHHOr0) ¢ npenaparoM Tarpucco mnpoTuBomnokasano. Ha ocHoBaHuu
JaHHBIX (PH3HOJIOTHYECKH 000CHOBAHHOIO (hapMaKOKHHETHYECKOTO MOJIEIMPOBAHHUS KOPPEKIHS
n03bl npenapara Tarpucco He TpeOyeTcs Npu OJAHOBPEMEHHOM NMPUMEHEHHH ¢ YMEPEHHBIMU H

ciadbbivu naaykTopamu CYP3A.

Bausnue npenapamos, cnudicaroujux KUCI0MHOCHb JCETYOOUHO20 COKA, HA OCUMEPMUHUO

B kimMHMuYecKoM (apMaKOKMHETHUECKOM HMCCIIEI0BAaHUH COBMECTHOE TPHMEHEHHEe OMerpasolia
He MPUBOJIMIIO K KIIMHHYECKH 3HAUUMbIM M3MEHEHHUSAM SKCIO3UIMKU ocuMepTHHUOA. [Ipenapartsl,
usMenstome pH jxemyaka, MOKHO NMPUMEHSATH OJHOBPEMEHHO ¢ mpernaparoM Tarpucco 6e3

OrpaHUYECHHH.

Axmuenvie eewjecmeéa, Ha KOHYeHMpayulio 6 NIA3Me KOMOPbIX MOdcem GAusimb npenapam
Taecpucco

ITo naHHBIM HCCIENOBAHMU in Vitro OCUMEPTHHHO SBISIETCS KOHKYPEHTHBIM HMHIHOHTOPOM
Oenka-rpancnoprepa BCRP.

B kiaunanueckom (apMaKOKHHETHYECKOM HMCCIIEJOBAaHMM COBMECTHOE NMPHMEHEHHE Ipenapara
Tarpucco ¢ poszyBactarnHom (dyBcTBUTEIbHBIM cyOcTpatom BCRP) mosbimano AUC v Cpax
posysacraTiHa Ha 35% u 72%, coorBercTBeHHO. Heobxoaumo TuiarenbHoe HaO0JeHHE 3a
NalMeHTaMu, NMPUHUMAIOIIMMHU Tpenaparhl, pacnpejenenue Kotopbix 3aBucutT or BCRP, ¢
Y3KHM TEparneBTHYECKMM HMHJEKCOM, Ha (oHe Tepanuu npenaparoM Tarpucco Ui BbISIBICHHS
CHMIITOMOB HapylIEHUs! NEPEHOCHMOCTH JIaHHBIX MEIMKAMEHTOB B pe3yjibTaTe MX BO3pOCIIEH
IKCTO3ULHH (CM. pazjien «DapMaKOKHHETHKAY).

B xiunuueckoM  (apMaKOKMHETHYECKOM  MCCJIEJ0BaHUH  OJHOBPEMEHHOE IPHMEHEHHE
npenapara Tarpucco ¢ cumBacTaTHHOM (4yBCTBHTENBbHBIM cyOcTpatoM CYP3A4) nonuxkano
AUC u Cpnax cuMmBactatiia Ha 9% u 23%, COOTBETCTBEHHO. DTH U3MEHEHHUS JIOCTATOYHO MaJIbl
M. BEPOATHO, HE HMMEIOT KJIMHMYECKOr0 3HavyeHWs. MaoBeposSTHO BO3HMKHOBEHHE
(apMakoKHHETHYECKUX B3auMoeiicTBuii ¢ cybcrpatamu nzodhepmenta CYP3A4.

B kimHuueckoM  (papMaKOKMHETHYECKOM  HCCIIEJIOBAaHHM  OJHOBPEMEHHOE NPHUMEHEHHE

npenapara Tarpucco ¢ dekcodenaaunom (cyberpar npernan-X-peuentopa (PXR) u P-gp)
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nosbimano AUC u Cmax (excodenammna ga 56% n 6% 0AeeHé "oalbpaiiors) npuema

npenapara, U Ha 27% u 25% B paBHOBECHOM COCTOSIHUHM, COOTBETCTBEHHO. [lanments,
IPUHUMAIOLIME COMYTCTBYIOLIME Tpenaparbl ¢ Y3KHM TepaneBTHYECKHM JIHarna30HOM,
pacrpejie/ieHe KOTOPbIX 3aBUCHT OT P-gp (Hampumep, JAMIOKCHH, Ja0HraTpaH, ajJlMCKHPEH),
JIOJDKHBI HAaXOIMTBCS TOJ TMPHCTAIBHBIM MEAUIMHCKUM HaOIOJAEHHeM JUIS  BBISBICHHS
CHMIITOMOB H3MEHEHHUS IEPEHOCHMOCTH B pe3yJibTaTe BO3POCIIEH IKCIO3UIHMU COMYTCTBY FOIIHX

npenaparoB Ha (oHe npuMeHeHus npenapara Tarpucco (cm. paszzen «PapMakOKHHETHKAY ).

Ocobble ykazanus

Omnpeaenenue craryca myTtaimu B reie EGFR

Jlns nasnauenus npenapata Tarpucco B kauecTBe abioBaHTHOH Tepanuu HMPJI nocne nonnoit
PE3EeKIUU OIyXOJIH, HeOOX0AMMO MOATBepAUTh Hanuuue Mytauuu B rede EGFR (zeneuun B
sk30He 19 wim 3amensl L858R B sk3one 21). Craryc Mytanuu HeoOXOJMMO OMNpee/sTh B
onyxosieBoii JIHK, nonyuennoit u3 obpasua tkanu onyxonu (6uontara Win ONEpallHOHHOTO
MarepHaia), ¢ HOMOIIBIO BAJIMMPOBAHHOIO TECTa B KIMHHYECKOH j1abopaTopHH.

Ilpu paccmoTpeHuH Bompoca O Ha3HA4YeHWH Ipernapara Tarpucco mHamMeHTaMm ¢ MECTHO-
pacnpocTpaHeHHbIM Hepesektabenbubiv HMPJI, nonoxutensHblit craTyc MyTalMM B TeHe
EGFR (neneuun B sk30He 19 unm 3amennl L858R B sk30He 21) yka3piBaeT Ha BO3MOXKHOCTH
Ha3HavyeHust Tepanuu. Cratyc MyTaumd HeoOX0aMMO omnpenensth B omyxosneBoit JIHK,
NOJIyYeHHOH M3 oOpasla TKaHu onmyxosu (Ouonrara), ¢ NOMOUIbIO BAIMJAMPOBAHHOTO TeCTa B
KJIMHUYECKOH 1abopaTopuu.

IIpu paccMoTpeHnu Bonpoca 0 HazHayeHUH npenapata Tarpucco B KauyecTBe Tepanil MECTHO-
pacnpocTpaHeHHOro uiaH Meracraruyeckoro HMPJL, BaxHO moATBEpAMTh HAJIM4YKE MYTAllHH B
reie EGFR. Craryc myrannu neodxozammo onpezensith B onyxosieBoi JIHK, nmonyuenHoit us
obpas3ila TKaHu OIyXOJIH, WK B CBOOOHO LMpKyIupytolen omyxoneoit JIHK, nosyuennoit us
o0pas3iia 1a3Mbl KpOBH, € MOMOLIBIO BATHJANPOBAHHOTO TECTa B KIMHHYECKOH 1ab0paTOpUH.
Cnenyer MCnonb3oBaTh TOJBKO HA/EKHBIE, OOOCHOBAHHBIE W YyBCTBUTEJIbHBIE METOJIbI
MCCJIC/IOBAHUSL € MOATBEPKIACHHON JHArHOCTHYECKON 3HAUYMMOCTBIO B OIpPEJIEJICHHH CTaTyca
myTauuu B rene EGFR.

BrisBienne y naumenta mytaunu B rene EGFR (neneuun B 9x30ne 19 mim 3amenst L858R B
9k30He 21 — B ciayyae TepanMu nepBoi JMHMM WM MyTaumn T790M — B ciydae
NPOrpeccupoBanys 3abosieBaHKs BO BPeMsl WM T10C/Ie Teparii WHrMOMTOPOM THPO3HHKHMHA3MI
EGFR) B Tkanu omyxoiu Wi mjasMe KpOBH CBHIETEIbCTBYET O HAIMYMM TOKA3aHUs JUls
npuMeHeHus npenapara Tarpucco. B ciayuae oTpHuarenbHOro pesysibrara TECTHPOBAHHS

TU1a3Mbl KPOBH PEKOMEHAYETCS OIPEAC/ICHUE MYTAllMM B TKAHW ONYXOJM JUJIsi HUCKIIOYEHUS
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BO3MOXKHOTO JIO)KHOOTPHILIATEILHOIO pe3yJibfara npu a%ﬁé@%@éﬂ%&@&@%ﬁﬁpymmcﬁ

onyxonesoii JIHK.

UHTepcTUIMalIbHAs 00JIE3HB JIETKUX

Nurtepcrunnanbias 6oie3nb nerkux uian MbJI-nogobHble HexenaTebHble peakiuu (Hanpumep,
ITHEBMOHHT) oTMeYeHbl Y 4,0% naiueHToB U NpPHBEIH K JeTaabHoMy ucxoay y 0,4% (N=7) u3
1813 namueHToB, MOJyyYaBUIMX npenapar Tarpucco B KauecTBe MOHOTEPANMH B KIMHHUYECKHX
uccinenoBanusix ADAURA, FLAURA, FLAURA 2 u AURA.

Yacrora unTepcTHIManbHOH GosnesHn nerkux cocraBwia 11,2% y snonues, 2,3% y apyrux
MalMEeHTOB a3MaTCKOW mnomysasuud M 2,7% y NAlMeHTOB HEAa3HaTCKOro MPOMCXOXK/ICHHUS.
Me/mana npoJO/KMTENBHOCTH  JICYEHHs OT TNpHeMa [MepBOM  JI03bl 0  pa3BUTHSA
MHTEPCTHLMANBHON Oosie3nu nerkux win MBJI-noaoOneix HexenaTenbHbIX peaki|ii cocTaBuia
2.8 mecsieB.

Mntepcruumanshas Gonesns nerkux (MBJI) mnm nexenarensubie peakiwu, nojaoousie UBJI,
3aperucTpupoBanbl y 3,3 % u npuBeiu K netanbHomy uexoay y 0.4 % (N=1) u3 276 nanueHTos,
nojyyaBliux npenapat Tarpucco B KOMOMHAMM € XHMHOTEpAnuel NEMETPEKCEJOM |
npenaparamu 1aatudel B uccnenoBanun FLAURA 2. Yacrora WUBJI cocraBuna 14,9% vy
AnoHueB ¥ 1,7% y nanueHToB HEa3HaTCKOro NMpoMCXoKaAeHus; B uccienosanun FLAURA 2 B
rpynne KOMOMHMPOBAHHOH Tepanuyu y MNAlMeHTOB a3HaTCKOM MOMYJISIMH, HE BKJIKOYaBIIEH
anonues, ciaydyan MBJI e 3apeructupoBanbl. Meauana NpOAOIKHTEILHOCTH JICUYEHHS OT
nprema nepBoii 103b1 10 passutus MBJI mim HexenatensHbIX peakuuit, noaodusix WBJI,
cocraBuia 5,3 mecaua.

Cnesryer He3aMeUTMTEIbHO OLIEHUBATH COCTOSIHME BCEX IMAMEHTOB C OCTPBIM Pa3sBHTHEM H/HIIH
HEOOBACHUMBIM  YXYJIICHHEM JIETOYHBIX CHMIITOMOB (OJBIIIKA, Kallelb, TOBBIIICHHE
TEMIIEpaTypbl Tesia), 4TOObl MCKIIOYMTh MHTEPCTHLHANBHYIO OOsie3Hb Jierkux. Tepanuio
npenaparoM Tarpucco ciieyer npHoCTaHOBUThL Ha MEPHOJ 00CIeI0BaHHUs /Ul YTOUHEHHS ITHX
cUMOTOMOB. Eciau  aumarHocTMpoBaHa MHTEpPCTHIMANbHAS 00JI€3Hb JIETKUX, HEOOXOIUMO

OTMEHMTH Teparnuio npenaparom Tarpucco.

HBIJI nocne paoukaibHoil XuMuoiy4e6ot mepanuu ¢ UCROIb308AHUCM NPENAPAMOE NIAMUHb]

B uccnenosannn LAURA, nocie pagukajibHOM XHMHOJIYYEBOH TEpanuu ¢ HMCIOIb30BAaHHEM
npenaparoB 1iatubbl, WBJI u  WBJl-nonoGHble HexenatenbHble peakuuyu (HarnpuMmep,
HEBMOHHT), ObLIH OT™MeYeHbl Y 7,7% u3 143 nanuenTos, nosiyyasmmx npenapar Tarpucco, u 'y
1,4% w3 73 naumentos, nosnyyaBmux mniaune6o. B rpynne npenapara Tarpucco B Hccie10BAHUHA

LAURA wuactora HoBbix ciyuaeB MBJI u MUBJI-nojo0HbIX HexXenaTeabHbIX Peakiuii cocTaBmia
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6,6% (6 manneHToB U3 91) cpe/ MALMEHTOB ABUATCKOM nd%ﬁﬁﬂ&ﬂfﬂé@%ﬁ%ﬁeﬁ}nouue&

u 17.2% (5 u3 29 naumeHToB) Cpe/iv NalMEeHTOB HEA3HaTCKOro MPOUCXoXkaeHus. Hu y ogHoro u3

NAIKUEHTOB SMOHCKOrO NPOMCXOXK/EHHs He Obu10 3apeructpupoBano ciyyaes UBJI. B rpynne

npenapara Tarpucco MeaMaHa BPEMEHHM OT IEPBOTO BBEJACHHS HCCIENYyeMOW Tepanuu 0

passutus UbJI nim MBJI-nonoGubIx Hexkenare bHbIX peakiuii cocraBuia 1.9 mecsina. B rpynme

npenapara Tarpucco mMennana BpeMeHM OT NMPOBEACHHUS MOCJIEIHEr0 ceaHca JIyuyeBOH Teparnuu

no pasputus MBJI wim UBJI-nmonoOHbIX HexenaTenbHBIX peakuuii cocraBuia 3,0 mecsna. B

rpynne npenapara Tarpucco 3apeructpupoBaHo 0,7% ciiyyaeB ¢ Je€TalbHbBIM HCXOJ0OM B

pesyabrare passutus MIBJI wim MBJI-noaoOneix HexenartenbHbIX peakiuii, B rpyime mianebo

CJIy4aeB C JIETAIbHBIM HCXOJI0M HE 3aperHCTPHPOBAHO.

Jlng  nmanueHToB, nojyvarommx rpenapar Tarpucco mocie paauKadbHON XHMHOIYYEBOM

Tepanuu, HeOOXOMMO PYKOBOACTBOBATECS CIIEAYIOMINMH YKa3aHHUS ISl KOPPEKIMH JI03b1:

e Ecim y naumenra paszpupaercs Oeccumntomuas (1 cremens) UBJI wim UBJI-nopo6Guas
HeXeJlaTellbHas peaklus, cleayeT NpOoA0DKMTh Tepanuio mnpenapatoM Tarpucco Wiu
NPUOCTAHOBUTH U BO30OHOBUTH TEPAIUIO, B 3aBUCHUMOCTH OT CHTYAIHH.

e Ecmu y nanuenra passupaercs MBJI wnu UBJI-nonobuas uexenarensHas peakuys 2 WM

Gosee CTENEHU TAKECTH, CiIe/lyeT NPEKPaTUTh Tepanuio npenapatom Tarpucco.

JIyuyeBoi MHEBMOHUT

JIyueBoi MHEBMOHMT MOKET BO3HHKATh B TEYEHHE roja IOCie MPOBEACHHS JIy4eBOH Teparuu
gerkuxX. B uccnenopannu  LAURA  nocne  paaukaubHOM — XMMHOJIYYEBOW —Tepanuu ¢
MCIOJIb30BAaHUEM TIPENApaToB IJIATHHbI JIy4eBOH NMHEBMOHHUT ObUT 3apeructpupoBan y 48% u3
143 naunenrtos, nomyyasmmx npenapar Tarpucco, u y 38% u3 73 naumeHTOB, MOJYYaBIINX
nianebo. Meanana BpeMeHH OT NMPOBEICHHS TIEPBOTO CeaHca JIy4eBOW Tepanuy JI0 Pa3sBHTHS
JIy4eBOTrO MHEBMOHMTA coctaBuia 1,7 Mecana B rpynne npenapara Tarpucco u 1,8 mecsina B
rpynme nianedo. Meauana BpeMeHH OT NPOBE/ICHHUS MOCIEIHEr0 ceanca JIyueBoil Tepanuu 10
pa3sBUTHS JIy4E€BOrO IHEBMOHMTA COCTaBMja 2.5 Mecdlla B rpynme mnpenapara Tarpucco w
2,6 mecsina  Brpynne nmane6o. V3 (2,1%) nampeHToB ObUIM  3aperHCTPHPOBAHbI
HEKeJlaTe/bHbIe PEaKklMH 3 CTENEHM TSKECTH, BCE MAlMeHThl ObUIM M3 TPYNNBI Npenapara
Tarpucco, HexenarenbHble peakiuy 4 WK 5 CTENEHH TSHKECTH He ObLIM 3aperuCTPUPOBAHbI HHU
B OJIHOM W3 rpynil.

Jlis maumeHToB, nojyyalommux npenapatr Tarpucco 1ocie pajMKaibHOH XMMHOJIYYEBOI

TEparuu, HEOOX0IMMO PYKOBOJICTBOBATLCS CICAYIOIUMMH YKa3aHus JIJI KOPPEKILIUH J103bI:
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e Ecim y naunenta passusaetcss cummntoatnueckuii | yHREOH MitcaMottte 12 crenenn

TSKECTH), CJIEJyeT INPHOCTAHOBMTHL TEpanuio rpenapatoM Tarpucco a0 paspelieHus
CHMIITOMOB; Tepanus npenaparom Tarpucco MoxeT ObITh BO30OHOBIIEHA.
e CruexyeT npekpaTUTh Teparnuio npenaparom Tarpucco, B ciyyae:

— COXpaHEHHsl CHUMIITOMOB 4epe3 4 Helenu Mnocje NPUOCTAHOBKH TEpaluu MpernapaToM
Tarpucco;

— pelHJMBa CHMIITOMATHYECKOIO JIyuyeBOIO ITHEBMOHUTA (2 CTENEHH TSKECTH) IO0Cie
B0300HOBICHUS Tepanuu npenaparom Tarpucco:

— Pa3sBUTHA TAXKEJIOr0 WM YyIPOKAIOMIETo )KU3HH JIyYeBOTO MHEBMOHHUTA (3 win 4 cTeneHu

TSKECTH ).

MynsTudopmMHas 3puTema, cunapoM CruBeHca-J/[KOHCOHA M TOKCHYECKHI AU AepPMaIbHbIN

HEKPOJIN3

CooOlienus o ciydasx MyabTHOOPMHOI 3pUTEMBI H TOKCHYECKOTO SMHIEPMATLHOTO HEKPOJIU3a
B CBA3M C NIPUEMOM npenapara Tarpucco perucTpHpoBaIHCh HEYACTO, O CIyyasX CHHIPOMA
Ctusenca-/lxoncona — pexako. Jlo Hayama Tepanuu cieayeT HHOOPMHPOBATH MALMEHTOB O
NPU3HAKaX M CHMNOTOMAax MyJIbTH(OPMHOM 3puTeMbl, cuHjapoma CruBeHca-/[)KOHCOHA W
TOKCHYECKOI0 SMHAEPMAIBbHOrO Hekpoiusa. Ilpy nosBIeHHH BO3MOXHBIX HPH3HAKOB H
CHMIITOMOB MYJbTH(HOPMHOH 3pUTEMbl HEOOXOAMMO IMPOBOAUTH IMPHCTAIBHOE MEJAUIMHCKOE
HaOIIOJICHHE 3a NALMEHTOM M PAacCMOTPETh BOMPOC O NPUOCTAHOBKE MIIM OTMEHE TepanuH
npenapatoM Tarpucco. Ilpu mosBieHMH BO3MOXKHBIX NPU3HAKOB H CHMIITOMOB CHHPOMa
CruBenca-J/DKOHCOHa MM TOKCHYECKOTO  SMHAEPMAILHOIO  HEKpOJIM3a  HEOoOXOJMMO
NPUOCTAHOBUTL  Tepanuio TnpenapatoM Tarpucco. Ilpu  JMarHOCTHPOBAHHOM CHHJIPOME
Crupenca-/PKOHCOHA MIIH TOKCHYECKOM SMHIEPMAIBLHOM HEKPOJIH3e HEOOXOAMMO HEeMEUICHHO

NPEKpPaTHTh TEPAIHUIO npenaparom Tarpucco.

Yumnenue unrepsaia QTc

[To Bo3mMO)HOCTH, ciietyeT u3berath NPUMEHEHHs OCHMEPTHHHOA Y MALMEHTOB ¢ BPOK/IEHHBIM
CHHApOMOM  yauuHeHHoro wuHTepBaza QT. [Ilaumentam ¢ XpoHHueckol — cepje4HOM
HEJIOCTAaTOYHOCTBIO, HAPYIICHUSAMH SJIEKTPOJIMTHOIO COCTaBa M NALMEHTaM, MPUHHMAIONIUM
npenaparel, yummHsiomue uHTepBan QTe, cneayer nepuoauueckd BeimoaHsts K[ u
ONpe/eNsTh KOHUCHTPAUUIO 3JIeKTpoJuToB. Tepanuio HeOOXOAMMO NPHOCTAHOBHTHL Y
NAlKEHTOB €O 3HaYeHUsAMHU uHTepBaia QTc Bbine 500 Mcek, BbISBICHHBIMU XOTS Obl IBYKPaTHO
1npu MoBTOPHBIX peructpauusax IKI', 1o ymenbienus amurensHoctd uurepsaia QTc menee 481

MCEK MJIM JI0 MCXOJHOTO 3HA4YeHHs (€C/IM MCXOIHas JUIMTeNIbHOCTh MHTepBasa QTc Obina He
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meHee 481 Mmcek), a 3areM BO300OHOBHTH TEPAINUIO C yﬂﬁﬁﬁﬁ#ﬁﬂﬁﬂﬁcﬂﬁl n'_f;hra (cM.

Tabmuny 1). Ecan na ¢pone yanunenns unrepana QTc pa3BuBaeTcs ey 104KOBas TaXHKapaus
M0 TUIly «IHPYIT», NOIMMOp(DHAS JKEIyJ0YKOBas TaxMKapAWs WIH NPU3HAKH/CHMIITOMBI

TAOKEJIOTO HapyHICHHUs pUTMa Ccepla, Teparnuio OCHMepTHHH6OM CJICAYET OTMCHHUTD.

HapyiiieHus cokpaTUMOCTH cep/iiia

Cumxenne ppakunu BbiOpoca seBoro xenynouka (PBJIK) He menee yem Ha 10 npoueHTHBIX
MYHKTOB ¥ 110 ypoBHs MeHee 50% Obuto otMeueno y 4,2% naumenTtos (65/1557), nonyyaBmmx
npenapar Tarpucco B KayecTBe MOHOTEpanuM B KIMHMYECKHX MCCIEIOBAHMAX, Y KOTOPBIX
®BJIK ouennBanach /10 Hayaja Tepanuyu M, 10 KpaiiHel Mepe, 0ZIHOKPATHO BO BPeMs TEpAIlHH.
B nuanedo-kontponupyemom uccienosanun  ADAURA y  1,5% (5/325) mnanueHToB,
nosyyaBmux npenapar Tarpucco, u 1.5% (5/331) nammenToB B rpynme miane6o Obu1o
ormeveHo cumwkenne OBJDK ne menee uem Ha 10 NpOLEHTHBIX MYHKTOB M JI0 YPOBHS MEHEe
50%. B uccnenosannu LAURA nocine XuMHOTyueBoOil Tepanuu npenaparaMu miatuisl y 3,0%
(4/135) maumenToB, nosy4aBiuux npenapatr Tarpucco, 6bu10 oTMedeHo cHukenne OBIDK e
MeHee yeM Ha 10 nponeHTHBIX MYyHKTOB U J10 ypoBHS MeHee 50%; B rpynne mianebo CHHKEHUE
®BJDK ne Obu1o ormeueno. B uccnenoanun FLAURA 2 y 8.0% (21/262) nammeHTOB,
MoJy4yaBIIuX npenapar Tarpucco B KOMOMHAIMM € XHMHOTEpaluel IeMeTpeKce/ oM H
npenaparamMu iatiHel, y Kotopeix ®BJDK onenuBanach 10 Havana tepanuu M, 1o KpaiHein
Mepe, OJTHOKpaTHO BO BpeMs Tepanuu, Obu1o otMeveHo cHuxeHne ®BJDK He menee yem Ha 10
IIPOLIEHTHBIX ITYHKTOB U 710 YpoBHs MeHee 50%.

JloctynHble 1aHHble KIMHMYECKMX MCCIICI0BaHUIl HE MO3BOJSIIOT CAeNaTh BBIBOJ O MPUYHHHO-
CHICJICTBEHHON CBS3M CHHIKEHHS COKPaTUMOCTH CepAlla ¢ TNpUeMOM IMperapara Tarpucco.
[Taumentam ¢ Qakropamu pucka 3abosieBaHMIl cepilla M CONYTCTBYIOUIMMHU COCTOSHHUSMH,
KoTopbie MoryT mnopiuaTe Ha ®BJDK, cineayer kouTponupoBarh (GyHKIMIO CEpAEUHO-
cocyMcToi cucrembl, B ToM uucie, ®BJDK no navana sneuenuss m Ha ose Tepanuu.
[lanpenTaM, y KOTOPBIX BO BpeMs JICUEHHMs BO3HHKAIOT 3HAYMMBIE KapAMOJIOrMYECKHe

CHMIITOMBI, CJIE/IyeT KOHTPOJIUPOBATh (DYHKLHIO CEPACUHO-COCYIUCTOM CHCTEMBI, B TOM YHCIIE,
OBJIK.

Keparur

Keparut Ob11 ot™Meuen y 0,6% (N=10) u3 1813 naunentos, nosiyuyasmux npenapat Tarprcco B
Ka4yecTBe MoHoTepanuu B uccneaoBanusix ADAURA, FLAURA, FLAURA 2 u AURA. Ilpu
NOSABJICHWH BO3MOXKHBIX CHMIITOMOB KEpaTHTa, TAKHX KaK OCTPOE pPa3BUTHE MJIM YCHIICHHE

BOCITAJICHHS TJ1a3, CJIC30TCUYCHHUS, CBETOYYBCTBUTEIIBHOCTH, HEYETKOCTH 3pCHUs, 6onu B r1azax
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«Cnoco® npuMeHeHus U 103bl», Tabnuua 1).

AniacTuyeckasi aHeMusl

Bbuiu nosyuens! peakue cooOIeHus 0 Pa3BUTHH arjlacTHYECKOH aHEMUH, B HEKOTOPBIX ClTydasX
— C JeTaJbHBIM MCXOJIOM, B CBSI3W C Tepanueit npenapatom Tarpucco. [lo Havana tepanuu
ciaeyer MHGOPMUPOBATH MAIMEHTOB O MpPHU3HAKaX M CUMITOMAax arulaCTUYeCKOH aHeMMH,
BKJTIOHAIOIIMX ~ TaKHe€ CHMITOMBI Kak NPOAOIDKAIOIIASACS  JIMXopazaka, oOpa3oBaHue
KPOBOIMOJTEKOB, KpOBOTeUeHHe, OJIeTHOCTb, HO HE OorpaHuuuBalomuxcs uMu. Ilpu nossienun
BO3MOJYKHBIX TPU3HAKOB M CHMITOMOB QIUIAaCTHYECKOW aHeMHH HeoOXOAMMO MPOBOAUTD
NPUCTATBHOE MEUIIMHCKOE HAOIIOCHHE 3a MALIMEHTOM M PacCMOTPETh BOMPOC O MPHOCTAHOBKE
WM OTMeHe Tepanuu npenapatom Tarpucco. [Ipu noaTBepkaeHHOM JUarHo3e anjiacTHYecKoi

aHEMHHU HEOOXOIMMO OTMEHHUTH Teparnuio npenapatom Tarpucco.

Biausinue Ha ¢cnocodHOCTH K YHpaBJ€HHIO TPAHCIIOPTHBIMH CPeICTBAMH H MEXaHHU3MaMH
HpenapaT Tarpucco HE OKa3bIBaeT BJIMSHHS Ha CIIOCOOHOCTH K YHPaBJICHHUIO TPAHCIIOPTHBIMHA

CpeACTBaAMHU H MEXaHU3MaMH.

®opma BbIMyCKa
Tabaemru, nokpetmole niénounou obonrouxou, 40 me, 80 me

JUis Tabnerok 40 Mr

(npu npouszeoocmee na npeonpusmuu Acmpa3enexa Ab, Illeeyus):

no 10 Tabnerok B nepGopupoBaHHOM ATIOMHHHEBOM Osucrepe. 3 GircTepa ¢ HHCTPYKLMEH 110
MEJIMLIMHCKOMY NPUMEHEHHUIO B KAPTOHHOMN Mayke ¢ KOHTPOJIEM NEPBOTO BCKPBITHS.

Jlist TabsieTox 80 mMr

(npu npoussoocmee Ha npeonpusmuu Acmpa3enexa Ab, [lleeyus):

no 10 Tabnerok B neppopupoBaHHOM amoMHHHeBOM Onuctepe. | wam 3 Guucrepa ¢
HHCTPYKIHEH 10 MEIMIHHCKOMY INPHMEHEHHIO B KapTOHHOM Tayke ¢ KOHTPOJEM IMEepBOro
BCKPBITHSL.

(npu npoussoocmee na npeonpusmuu OO0 «Acmpa3enexa Huoacmpusy, Poccust):

no 10 Ttabnerok B amomuHueBoM Oamcrepe. | wnm 3 Guucrepa ¢ MHCTpYKIMEH 1o

MCIHIIMHCKOMY NIPUMEHEHHIO B KapTOHHOﬁ [Ma4YKe € KOHTPOJIEM II€EPBOI'0 BCKPBITHS.

XpaHenue

IIpu Temnepatype He Bbiie 30 °C.
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XpaHuTh B HEJJOCTYITHOM JUISl JIETEH MecTe. (Bxopawwin M3 N=4232807)

Cpoxk rogHocTH

3 roga. He npuMeHSATH 0 HCTEUEHHUH CPOKA MO THOCTH.

YeaoBus ornycka

[To peuenty.

HanmenoBanne M IOpHAHYECKHIT aapec aepkartensi (BJaje/blia) PerucTPalHOHHOIO
YA0CTOBEepeHHs!

Actpa3eneka Ab, SE-151 85 Coaepranbe, [lIBenus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

Ilpoussoaurenn, ¢GacoBmuk (MepBHYHAS  YNAKOBKA), YNAKOBIMIMK (BTOpHYHASN
(noTpeduTE/ILCKAS) YIIAKOBKA), BHINYCKAIIMHH KOHTPOJIb KayecTBa
1. Actpa3eneka Ab, I'aprynasaren, 152 57 Conepranbe, [1IBenns
AstraZeneca AB, Gartunavagen, 152 57 Sodertalje, Sweden
2. 000 «Actpa3eneka Unnactpus»
249020, Poccust, Kamyxckas oOnacte, bopoBckuii paiton, aepens JloOpuno, 1-biit

Bocrounslit npoes, Biajienue 8.

Opranmsanms, ynojHoMouYeHHasi jepkarteseM PY Ha npussaTHe npereHsuit ot
norpedouTeNsA:

000 «Actpa3eneka ®apmMacblOTHKAI3»

123112, r. Mocksa, 1-it KpacHorBapaeiickuit npoess, . 21, crp. 1, atax 30, komuarel 13 u 14
Ten. +7495 7995699

daxc +7495 7995698

© AstraZeneca 2016-2024

PykoBoanTE b IPYIIIBI 10 PErHCTPALIHH N.H.Apremenko
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