BpaxoByroun 0coOIMBOCTI 3aKOHOAABCTBA 3 PEECTPAIii JIIKAPCHKUX 3ac001B B YKpaiHi,
3aTBepKeHI MiHICTepCTBOM OXOPOHHU 3710POB’Sl YKpaiHU IHCTPYKIT 151 MEAMYHOTO 3aCTOCYBaHHS
JKapChKUX 3aC001B, 3apEECTPOBAHUX B YKpaiHi, MOXKYTh JICIIO BiAPI3HATUCS B YNHHUX
THCTPYKIIii 710 3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, 3apeecTpoBanux B €C.

Sxmio Bam ctano BijoMo mpo BUHUKHEHHS MOOIYHO1 peakirii y Bac abo 61u3bkoi groauam, abo mpo
BHIIQJIOK BiZICYTHOCTI €(heKTy Bia Oyab-sIKOTo 3 MPOAYKTiB KoMITaHii Actpa3eHeka, Oyb jlacka,
noinomre Tpo e 10 TOB «Actpa3eneka Ykpaina» y oMH 13 HaBeleHUX HIDKYE crocoOiB. Lle
MOXUTHBO 31McHUTH 32 Tenedorom: +38 050 382 99 89 abo eneKTpOHHOO MOMITOIO
PatientSafety.Ukraine@astrazeneca.com Takox, BU MOKETE TIOBIIOMUTH HaM JaHy iHGOpMaIlito 3a
nocusiaHHAM: https://contactazmedical.astrazeneca.com/content/astrazeneca-
champion/ua/uk/ampform.html (BuGepiTh MOBY Ta OMNIi0- «OBITOMUTH MPO TMOOIUHY PEAKIIIION).

In reliance on the effective medicines’ authorization legislation in Ukraine, the instructions for
medical use approved by the Ministry of Health of Ukraine for the authorized medicines might be
partially different from the valid instructions for medical use of medicines authorized in the EU.

If you or your relative have experienced an adverse reaction or absence of the effect on any of
AstraZeneca's products, please notify AstraZeneca Ukraine LLC in one of the following ways. This
is possible by phone: +38 050 382 99 89 or by e-mail PatientSafety. Ukraine@astrazeneca.com
Also, you can tell us this information at:
https://contactazmedical.astrazeneca.com/content/astrazeneca - champion/en/en/amp-form.html
(select a language and an option "report an adverse reaction").

3ATBEP/IKEHO
Haxa3 MinicrepcTBa 0XopoHun
310pOB’st YKpaiHu

22.04.2022 Ne 673
PeecTpaniiine nocBigueHHs
Ne UA/16232/01/01

Ne UA/16232/01/02

IHCTPYKIIA
JJIS1 MEeIUYHOT0 32CTOCYBAHHS JIIKAPCHKOI0 3200y
Tarpicco
(Tagrisso®)

Cknao:

Oitoua pevoguna: osimertinib;

1 TabneTka, BKpHUTA IUIIBKOBOIO 000JI0HKOIO, MICTUTB 40 Mr a6o 80 Mr ocumepTHHIOY;

oonomidxcni peuoeunu: ManiT (E 421), nemrono3a MiKpoKpHUCTadiuHa, TiAPOKCHIIPOIIIIETI0N03a
HU3BKO3aMIIIeHa, HATPI0 cTeapuidymapar; niiekoéa 00OO0NOHKA: CUHUPT TONIBIHUIOBUN, TUTaHY
niokcua (E 171), makporon 3350, tanbk, 3amiza okcun >xoBtuit (E 172), 3amiza okcua yepBOHUN
(E 172), 3amiza okcua yopunii (E 172).

Jlikapcebka dopma. Tabnerku, BKpUTI IUTIBKOBOIO 0O0JIOHKOIO.

OcHogHi Qi3uKo-XiMIuHI 61ACMUBOCTI:

40 Mr: KpyTJIi, IBOOIYKJI, O€KeB1 TaOJIETKH, BKPUTI IIJIIBKOBOIO OOOJIOHKOIO, 3 TPaBIIOBAHHAM «AZ»
Haj «40» Ha omHOMY 0011l Ta TTIaIKi Ha 3BOPOTHOMY.

80 MT: OBaJIbHI, JBOOITYKJIi, OSKEB1 TAOJETKH, BKPHUTI IUTIBKOBOIO 000JIOHKOIO, 3 TPAaBIFOBAHHIM «AZ
80» Ha oHOMY OOIIi Ta IITaIKi HA 3BOPOTHOMY.
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®apmakoTepaneBTHYHA Ipyna. AHTHHEOIIaCTUYHI 3ac00u. [HTi0iTOpH MPOTETHKIHA3ZH.
Kon ATX LO1E B04.

Dapmakono2iuni eracmueocmi.

Dapmaroounamika.

MexaHi3M Aii

OcumepTuHi6 Hanexuth A0 iHriditopiB Tuposunkinazu (TKI). Jlikapcekuit 3acid € HEOOOPOTHUM
iHTIOiITOpOM pernenTopiB emninepmanbHoro dakropa pocty (EGFRS), mo micTaTh ceHcuOimizyrodi
myTanii (EGFRm) ta mytanito TKI-pesucrentHocti T790M.

dapmakonmaaMiubi eperTH

JlocimipkeHHst in vitro TIOKa3aid, M0 OCHMEPTHUHIO TPOSIBIISE BUCOKONOTYXKHY 1HTIOITOpHY
aktuBHicTb mnpotu EGFR y giama3oHi yciX KIIHIYHO —3HAadyIlIMX  KIITMHHUX  JIHIA
HenpioHokmiTHHHOTO paky jgeredb (HKPJI) 3 cencubinizyrounmu mytanismu EGFR ta myTamieto
T790M (sBHi ICs0s Big 6 HM g0 54 1M npotu docdo-EGFR). Lle mpu3BoAUTS 10 MPUTHIYEHHS POCTY
KIIITHH, TIPH 0bOMY akTUBHICTH poTH EGFR y KIITHHHUX JNiHISX TUKOTO THITY € 3HAYHO HIKYOIO
(sBH1 ICs0s Big 480 HM 1o 1,8 MxM npotu dpocho-EGFR). [lepopanshe BBeieHHS ocuMepTHHIOY in
Vivo 3yMOBIIIOE 3MEHIIEHHS yXJIMHU 5K Y kKcenoTpancruiantatax HAKPJI 3 EGFRm ta T790M, Tak
1 Ha TpaHCTEHHIN MUIIAYil MOJIENI MyXJIUHU JIET€Hb.

Enexrpodizionioris ceps

VMoBipHicTh onoBxeHHs inTepBaxy QTc Iij BILIMBOM JikapchKoro 3aco0y Tarpicco omiHIOBaIN y
210 namienTiB, sKi npuiiManu ocumepTHHIO y 1031 80 Mr Ha no0y y mocmimkenHi AURA2. 1106
OLIIHUTH BIUTMB ocuMepTHHIOy Ha iHTepBanu QTc, 3anucyBanu cepiitni EKI' micis ogHOKpaTHOTO
MpUIIOMY Ta y pIBHOBaXXHOMY CTaHi. 3a pe3yibTataMu (papMakoKiHETHYHOr0/(hapMaKoAMHAMIYHOTO
aHaJIi3y MPOrHO3YETHCS MOB s3aHe 3 JIIKApChKUM 3ac000M nojoBxkeHHs iHTepBaity QTc Ha 14 Mc Ha
¢doni mpuitomy 80 Mr 3 BepxHBOIO Mexero 16 mc (90 % JI1).

Kininiyea edeKTUBHICTE Ta Oe3meKa

Ao toeanmna mepaniss H/IKPJI 3 nozumusnoro mymayicto EGFR 3 abo 6e3 nonepednvoi
ao ‘toeanmuoi ximiomepanii, docniodcennss ADAURA

EdextuBHicTh Ta Oe3meka jgikapcbkoro 3aco0y Tarpicco /i a’t0oBaHTHOTO JIIKYBaHHS MALI€HTIB 13
HJIAKPJI ta nozutuBHoro myTanieto EGFR (Ex19del abo L858R), siki mepeHecan MOBHY pe3eKIliio
NyXJIMHU, 3 abo O0e3 momepeaHboi aa’I0BaHTHOI XiMioTepamii, OyiM NpPOAEMOHCTPOBaHI B
PaHI0OMi30BaHOMY IO/BIMHO cIIiOMY IU1a11e00-KOHTpoIboBaHOMY fociikeHHl (ADAURA).

[IpupatHi [0 ydacTi HamieHTH 3 pe3ekTabenbHUMHU myxjiuHamu Ha ctanli IB-IIIA (3a manumwu
AMepuKaHChKOi CIiIbHOT KoMicii 3 muTanb paky [AJCC], 7-e BUaHHs) MOBUHHI OyJIM MaTu MyTallii
EGFR (Ex19del a6o L858R), BusBineHi 3a gomoMoror ananizy Ha wmytauii cobas EGFR,
MIPOBE/ICHOTO 3a3JIAVIET1/Ib Y LIEHTpalbHIN JTabopaTopii 3 BUKOPUCTaHHAM Oioricii abo XipypriyHoro
3paska.

[NarmieHTiB pannomi3yBaiu y criBBifHomeHHI 1:1 ans npuiiomy abo sikapcbkoro 3acody Tarpicco
(n =339, mo 80 mMr mepopanbHO OJMH pa3 Ha 100Yy), a0o maredo (n = 343) micis BiTHOBJIEHHS CTaHy
micng omepanii Ta NMPOXO/PKEHHS CTaHAAPTHOI aJ’toBaHTHOI Ximiorepamii. IlamieHTiB, ski He
OTPUMYBaJIM A FIOBAaHTHY XIMIOTEpaIlilo, paHAoMi3yBajlu MpotaroM 10 THXKHIB, a MAIll€HTIB, SKI
OTpUMYBQJIM aJ IOBAaHTHY XiMiOTepamilo, — MpoTaroM 26 TWXHIB micias omepauii. [lig yac
panomizaiii namieHTiB crpaTudikyanu 3a Tunom mytarii EGFR (Ex19del a6o L858R), eTHiuHOIO
MIPUHAIEKHICTIO (MOHT0JIOIIHA paca a00 He MOHTOJIOIHA paca) Ta CTaAi€l0 MyXJIWHHU BIAMOBIIHO 710
Cucremn knacudikarii 3nosxicHux myxiuH (pTNM) (IB a6o I a6o I11A) 3rigHo 3 knacudikari€ero
AJCC, 7-e Bunanus. JlikyBaHHSI TPOBOJIMIIOCH 10 BUHUKHEHHSI PEIMIMBY 3aXBOPIOBAHHS, PO3BUTKY
HETIPUHHATHOT TOKCUYHOCT1 200 TIPOTATOM 3 POKIB.
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OCHOBHUM TOKa3HMKOM €(EeKTUBHOCTI Oyiia BMKMBaHICTh 0e3 o3Hak 3axBoptoBaHHs (BBO3) 3a
ouinkoro pociinuuka y nomyismii 3 II-1IIA craupiero myxnuau. BBO3 3a oriHko0 gocimigHuKa y
nonyismii 3 IB—IIIA cragiero myxnwHHM (3arajibHa TOMyJsIis) Oyjia TOAATKOBUM ITOKa3HUKOM
epexTUBHOCTI. I[HII 107aTKOBI MOKa3HUKM e(pEeKTHUBHOCTI BKmouanu vactoty BBO3, 3arambny

BIKuBaHICcTh (3B), yactoty 3B Ta yac 10 moripuieHHs SKOCTI KHUTTS, 3yMOBJIEHOT CTAHOM 3JI0pOB’ S
(HRQoL) SF-36.

JlemorpadiuHi XapaKTEpUCTHKH Ta XapaKTEPUCTHUKU 3aXBOPIOBAHHS HA BUXIJHOMY PiBHI 3arajabHOT
nomyJisAnii Oynu Taki: cepenHiit Bik 63 poku (nianazon 30-86 pokiB), > 75 pokiB (11 %), xiHoua
ctatb (70 %), MmoHronoigua paca (64 %), nikonu He namunu (72 %), QyHKIIOHAIBHUI cTaTyC 3a
KpuTepisimu BeecBiTHROT opranizaitii oxoponu 310poB’st (BOO3) 0 (64 %) abo 1 (36 %), crazgis 1B
(31 %), crania II (34 %) ta IIIA (35 %). Lo ctocyerbes crarycy mytanii EGFR, 55 % cranosunu
nenenii B ek30H1 19 i 45 % — 3amini myranii L858R B ex3oni 21; 9 mamientiB (1 %) Takox manu
napanenbHo myTanito de novo T790M. binbuiictes (60 %) mamieHTIB OTpUMYBaid aj IOBAaHTHY
ximioTeparniro 10 pangomizaii (26 % IB; 71 % I1A; 73 % IIB; 80 % IIIA). Ha momenT ananizy BbO3
205 (61 %) marieHTiB Bce e OTpUMYBalIM akTHBHE JikyBaHHs; 13 73 (11 %) mamieHTiB, sSKi Maiu
MOKJIMBICTB TIpoiiTH 3-piuHnii iepiox nikysanus, 40 (12 %) Oynu y rpymi npuiioMy OCUMEpPTHHIOY
ta 33 (10 %) — y rpymi miainebo.

37 mamieHTiB MaJHM pPEIUANB 3aXBOPIOBAHHS I Yac JIKyBaHHS JIKapchbKuM 3acobom Tarpicco.
Haityacrime moBimomisaigocs Mpo Taki MICUs BUHUKHEHHS peuuauBy: JereHi (19 mnaiieHTiB);
nimparnyni By3mu (10 namientiB) Ta IIHC (uenTpansHa HepBoBa cuctema) (5 mamieHTiB). 157
MAIIEHTIB MaJIM PEeLUIUB 3aXBOPIOBAHHS 1]l Yac JiKyBaHHs Iutanebo. Halfyacriie moBigoMisiocs
PO Taki MicIsi BUHUKHEHHsI peruauBy: jereri (61 namienT); mimparuani By3nu (48 marmieHTiB) ta
IHHC (34 narienTn).

Hocnimxenns ADAURA npoaeMOHCTpyBaio CTaTUCTUYHO 3HAYYLIE 3HWKEHHS PU3UKY PO3BUTKY
pelMIuBY 3aXBOpIOBaHHA a00 CMepTi y MalLi€HTIB, fKI OoTpuMyBanu Tarpicco, y MOpIBHSHHI 3
nanieHTaMM, skl oTpumyBanu Mmiaanedo, y nomynsmii 3 I[I-IIIA cranmiero nyxmunu. Ilomibwi
pe3yabTaTu cnocTepiraauce y nomyssuii 3 IB-IIIA cragiero myXiauHu.

Pesynbratn edexkTHBHOCTI 3a OLIHKOK JOCHiTHUKa, oTpumaHi B gociikeHHi ADAURA,
MpeicTaBiIeHo B Tabmuii 1.

Taoauns 1
PesynbTaTn edextuBHoOCTi y nocaigxenHi ADAURA 3a oninkoro xociaignnka

I'pyna nauienTis 3i cTagiero I'pyna nauienTis 3i

ITapamerp edexTHBHOCTI II-TITA cTajicro
IB-IITIA

Tarpicco ITnanedo Tarpicco ITnane6o

(N =233) (N =237) (N =339) (N =343)
BuxusanicTh 0e3 03HaK 3aXBOPIOBAHHA
Yucno nomiit (%) 26 (11) 130 (55) 37 (11) 159 (46)
PermuB 3axBoproBanHs (%) 26 (11) 129 (54) 37 (11) 157 (46)
CwmepTs (%) 0 1(04) 0 2 (0,6)
Meniana BBO3, wicsmi (95 % HP (38,8; 19,6 (16,6; HP (HP; 27,5 (22,0;
A0 HP) 24,5) HP) 35,0)
BP (99,06 % MI); P-3na4yenHs 0,17 (0,11; 0,26); <0,0001* 0,20 (0,14; 0,30); < 0,0001°
BBO3 uepe3 12 micauis (%) 97 (94; 99) 61 (54; 67) 97 (95;99) | 69 (63;73)
(95 % A0
BBO3 uepes 24 micsui (%) 90 (84; 93) 44 (37; 51) 89 (85;92) | 52 (46;58)
(95 % A0
BBO3 uepe3 36 micsuis (%) 78 (65; 87) 28 (19; 38) 79 (69; 86) | 40 (32;48)
(95 % AN ¢
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BP — BigHomenns pusukis; [l — noBipumii inTepsan, HP — He mignaeTbes po3paxyHKy.

Pesynprat BBO3 oTprMaHo Ha OCHOBI OIIHKH JOCIITHUKA.

3navenHs BP < 1 cBimunTh Ha KOpUCTH JiKapchkoro 3aco0y Tarpicco.

Meniana moIaibIIIOTO CIIOCTEPEKEHHS 3a TokazHukoM BBO3 cranoBwiia 22,1 Micsiis Ui TAIi€HTIB,
K1 oTpuMyBaiu Tarpicco, 1 14,9 micsns s mamieHTiB, Ki OTpUMYBaIU 1U1ane6o (rmomyssiiis 3 11—
IITA cragiero myxnuan), Ta 16,6 MicsIs JUIsI MAIIEHTIB, SKi OTpUMYBaIIX Iane0o (momysiis 3 IB—
IITA crami€ero MyXJIMHHA).

Pesynprat BBO3 — 1ie nani nepeunnoro ananizy (17 ciuns 2020 poky).

d CxopuroBane g mpomixkHoro anamizy (33 % 3pimicte ganux) p-3HadeHHs < (0,0094 OGymno
HEOOX1THE JUIsSI TOCSITHEHHS CTATUCTUYHOI 3HATYIIIOCTI.

CkopuroBane a1s mpomikHOro amHamizy (29 % 3pimicte namux) p-3HadeHHs < 0,0088 Oymo
HEOOX1THE JUIsI TOCSITHEHHS CTATUCTUYHOI 3HATYII[OCTI.

¢ KinpKicTh MaIi€eHTiB y TpyIi pu3uky 4yepe3 36 wmicsiiB cranoBmwia 18 ocid y rpymi Tarpicco ta 9
ocib y rpymni rane6o (nomyssiis 3 [I-11TA cramiero myximHn).

4KinpKkicTh MalLieHTIB y IpyHi pU3UKy Yepes 36 Micauis cranosuna 27 oci6 y rpyni Tarpicco Ta 20
ocib y rpymi twrane6o (nomysisist 3 IB-IITA cramiero myxiuHn).

OinanpHuit ananiz 3B (marta 3akpurta 6a3u ganux ([A3BJ]) 27 ciuna 2023 p.) npoaeMOHCTpyBaB
CTaTUCTHYHO 3HAUYIIe TOJIMIIEHHs TOKa3HuKa 3B y maIi€enTiB, AKi OTpUMYyBaJIM JIIKAPCHKUI 3aci0
Tarpicco, mopiBHsHO 3 1anedo, K y momyAii namiedTis i3 3axpoptoBanusam [I-IIIA cranuii (100
Bumnankis 3B [21 % 3pinocri]; BP = 0,49; 95,03 % JI: 0,33; 0,73; p-3nadenns = 0,0004), Tak i B
3aranbHii nomyssmii (IB-IIIA; 124 sunaaxu 3B [18 % 3pinocri]; BP =0,49; 95,03 % JI: 0,34; 0,70;
p-3xauenns < —0,0001). B o6ox momymsimisx meniana 3B He Oyna JocsTHyTa B JKOAHINA 3 TPyl
JiKyBaHHS, a 3Ha4eHHA 95 % JII He Oynu oOuucneni. Meniana yacy MOAAIbIIOrO CHOCTEPEHKEHHS
s nocsirHeHHs: 3B y Bcix mamieHTiB cranoBmia 59,9 micsaus (momyssimis 3axBoproBanns [1-11TA
crafii) 1 60,4 micsus (momyssuis 3axBoproBanHs IB—IIIA cranii) y rpym Tarpicco 1 56,2 micsus
(momynsauis 3axBoproBanHs [I-11IA cranii) 1 59,4 micsus (momynsiuis 3axBoproBanHs IB-IIIA cranii)
y rpymi miane6o.

[Tepesara Tarpicco mono BbO3 y nopiBHsHHI 3 Tu1arie60 Oyiia MOCTiOBHOIO B YCIX MOMEPETHBO
BU3HAYEHUX AaHAJI30BAaHMX MIArpynax Mali€eHTiB, BKIIOYHO 3 MIATPYyNaMHd 3a ETHIYHOIO
MIPUHAJIEKHICTIO, BIKOM, cTaTTiO Ta 3a Tunom MmyTaiii EGFR (Ex19Del a6o L858R).

IMTomrykoBuit ananiz BBO3 mono ypaxens LHTHC (uac no peunauBy ypaxens [THC abo cmeprti) ans
MAIIEHTIB, SIK1 OTPUMYBaJIH JiKapchbKuii 3acid Tarpicco, y HOpiBHSAHHI 3 ALllEHTaMH, SIK1 OTPUMYBaJIH
riane6o, BusBuB 3HaueHHs BP = 0,18 (95 % J1I: 0,10; 0,33; p <0,0001) pyist 3aranbHOT momysiii
(cranis IB-IIIA).

Peszynomamu 3a nogioomnennam nayiecnma

Sxicte xuUTTS, 3yMoBieHy ctanoM 3710poB’st (HRQL), y mocnmimkenni ADAURA omuiHoBanu 3a
nonomoror KopoTkoro onutyBajbHUKA JUISl OLIIHKH SIKOCT1 KHUTTS Ha 36 3anurtanb, Bepcist 2 (SF-
36v2). OnuryBansauk SF-36v2 3anoBHIOBanm yepe3 12 THxHIB, 24 THXKHI, a TOTIM KOXHI 24 THXHI
3 MOMEHTY paH/OMi3allii Ta /10 3aBEpIICHHs JIIKyBaHHS a00 BIIMIHM JiKapchKOro 3acoly. 3arajoM
HRQL 36epiranacs B 060x rpymax g0 30 micamiB, mpu 1iboMy moHaimenmie 70 % maiieHTiB y
nomyssuii 3 [I-1ITA craniero myXaMHU He 3a3HABAIM KJIIHIYHO 3HAYYIIOTO MOTIPIIEHHS MOKa3HUKIB
(bi3ugHOr0 370pOB’s 3rimHO 3 omHuTyBaIbHUKOM SF-36 abo cmepti (70 % y rpymi Tarpicco y
NOpiBHAHHI 3 76 % y rpymni miane6o), abo NCUXIYHOTOo 310poB’s 3riHo 3 SF-36 abo cmepTi (70 % y
rpyni Tarpicco y nopiBHsHHI 3 71 % y rpymi miaie6o).

Micyesonowupenuni, nepesexkmabervnun HJIIKPJI i3 nosumusnum cmamycom mymauii EGFR
(Oocnioorcenns LAURA)

EdextuBHicts 1 0Oe3neky Jikapcbkoro 3aco0y Tarpicco mans JiKyBaHHS Tali€eHTIB i3
MicueBonomupeHuM HepezektabenbanMm  HJIKPJI i3 wasBHoro wmytarmieto EGFR, y saxux
3aXBOPIOBAHHS HE MPOTPECYBAIIO ITiJ] yac a0o MicIis paAuKaIbHOI XIMIETPOMEHEBOI Teparlii Ha OCHOBI
MJIATUHU, OI[IHIOBAIM B PaHIAOMI30BaHOMY, MOJBIHHOMO CIINOMY, IIare00-KOHTPOJIbOBAHOMY
nocmigkenHi (LAURA). TlamieHTM Maiau OTpUMYBAaTH CYIYTHIO XIMIENPOMEHEBY Tepariio
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(concurrent chemoradiation therapy (CCRT)) ab6o mocnigoBHY XiMienmpoMeHEBY Teparriro (sequential
chemoradiation therapy (SCRT)), ne npunaiiMHi 2 TIUKIH a00 5 MIOTHKHEBHX J103 XiMieTeparii Ha
OCHOBI IJIATUHU Ta 3arajibHa qo3a onpomineHHs 60 I'p = 10 % (54—66 ['p) manu OyTu oTpumaHi 3a
< 6 TWXKHIB 10 paHjoMizamii. ¥ 3pa3kax MyXJIMHHOI TKaHWHU mnanienta Mana Oytu mytamiss EGFR
(menertii B ex30H1 19 ab6o 3amini myTarnii [L858R] B ex30Hi 21), BUsiBICHA 32 JOIIOMOTOIO aHAI3Yy B
[EHTpaIbHii ab0 MicieBiil 1abopaTopii i3 3acToCyBaHHSAM CepTU(]IKOBAHOTO/CXBAIICHOTO TECTY.

[Tamientn Oynu panaomizoBani (2:1) g npuiiomy a6o Tarpicco B 1031 80 Mr mepopaibHO OJUH pa3
Ha 700y (n = 143), abo turane6o (n = 73). Panmomizaris Oyna cTpaTudikoBaHa 3a CTPATETIEID
nonepennboi Ximienpomenepoi Tepamii (CCRT a6o SCRT), cramiero myXiauHU 10 XiMIETPOMEHEBOT
teparmii (IIIA a6o IIIB/IIIC) Ta mpuHANEKHICTIO 10 KUTalChKOi KoropTu. [lanieHTr mpoaoBKyBan
OTPUMYBATH JOCIIDKYBAaHUM JIIKAPCHKUN 3aci0 J0 MOSBH O3HAK HEIEPEHOCHUMOCTI Teparii abo 10
MiATBEP/KEHHS TPOTPECYBaHHS XBOPOOHM. Y pa3i MpOrpecyBaHHs JJ03BOJISIIOCS IE€PEBEICHHS
TMalienTa 3 rpyn# miamedo 1o rpynu Tarpicco.

[lepBUHHOIO KIHIIEBOIO TOYKOI €PEeKTHBHOCTI Oyia BukuBaHICTh 0e3 mporpecyBanHs (BBII) na
OCHOBI He3aJIe)XHOI LEeHTpaiIbHOi oiiHku B chinomy pexkumi (HLIOCP). lonaTkoBi KiHIIEBI TOUYKH
edexruBHOCTI BKrodanu 3B ta BBIT y [THC 3a oninkoro Heipopamionora HIIOCP.

Buxigni nemorpadiuni aHi Ta XapakTEpUCTUKU XBOPOOHM B 3araibHid MOCTIIKYyBaHIN MOMyMSIii
Oynu TakuMH: MeAiaHHuH BiK 63 poku (mianazon 36—84 pokwu), Bik > 75 pokiB (13 %), xxiHOYa CTaTh
(61 %), monronoigHa paca (82 %), eBponeoigna paca (14 %), nikonu ne namwiu (70 %). Buxignuii
MOKa3HUK (YHKIIOHATBHOTO cTarycy 3a mkanor BOO3 cranoBuB 0 (51 %) a6o 1 (49 %); 35 %
nanienTiB manu HJAKPJI cranii IIIA, 49 % — cranii IIIB Ta 16 % — cranii IIC. Illo cTocyetbes
crarycy mytanii EGFR, To 54 % cxmamanm nenemii B exk30H1 19 Ta 45 % — myTarii B ex30Hi 21
(L858R). Ho pannomizartii 89 % namientiB orpumyBanu CCRT, 11 % namientiB otpumyBanu SCRT.
VYci manieHTH OTpUMYBAIM XIMIETEpamil0 Ha OCHOBI JIIKApChKUX 3aco0iB 1uiatuHu (55 % —
XiMmieTeparnisis Ha OCHOBI KapOomiatuny, 44 % — XiMieTeparnis Ha OCHOBI IIMCIUIATUHY). MeiaHa
3arajibHOI J03U onpoMiHeHHs ctaHoBuiIa 60 ['p ans narieHTiB B 000X rpymnax.

JlikyBaHHs JIiIKapchbkUM 3acoOoM Tarpicco micist XiMI€EMPOMEHEBOI Teparii Ha OCHOBI IUIaTMHU
3a0€3MevrIo CTAaTUCTUYHO 3HauyIe noaoBxkeHHst BBIT mopiBHsHO 3 muiane6o (3puticTh qanux 56 %;
BP =0,16; 95 % [I: 0,10; 0,24; P < 0,001, mexiana — 39,1 micsus ta 5,6 MicsIis BiIOBITHO).

3rifHO 3 MPOTOKOJIOM, YCl MAIl€EHTH Ha MOYaTKy OCIHIIKEHHSI MPOMIIIM MarHiTHO-PE30HAHCHY
tomorpadito (MPT) romoBHoro Mo3ky Ta BCl Malli€HTH, OKPIM OJHOTO, MpoHuIM miaHoBe MPT
TOJIOBHOTI'O MO3KY M1/l Yac JIiKyBaHHs. 3a JaHUMM HEHpOpaiioJIoriuHoro aHajizy, B rpymi Tarpicco B
MEHIIIO] YacTKH Mali€HTIB BUHUKIN HOBI ypakeHHs LIHC mopiBHsHO 3 rpynoto miane6o (17/143
[12 %] nmpoTu 26/73 [36 %] BiAMOBIAHO).

Ha momenT npomixkHoro anamizy 3B (mara 3akpurra 6asu ganux (A3BJ) 5 ciuns 2024 p.)
CTAaTUCTUYHA 3HAYYIIICTh HEe Oyna gocsaruyTa. [’ staecst 13 62 namientis (80,6 %) y rpyti miane6o
micng mporpecyBaHHss xBopoOu, miarBepikeHoro HIIOCP, mikyBamMcs JiKapchbKUM 3aco00M
Tarpicco.

Pesynbratn edextuBHocTi B nociimkenHi LAURA HaBeneno B Tabmui 2.
Tadauus 2

PesynbraTn edextuBHocTi B fociaipkenHi LAURA

IMapamertp epexTUBHOCTI Tarpicco Inanedo
(N=143) N=73)
Bu:xuBanicTs 0e3 nporpecii®
Kinbxicte nmopiit (%) 57 (40) 63 (86)
- S 5
ZISHIaHa BBII, micsmi (95 % 39.1 (31,5: HP) 5.6 (3,7:7.4)
BP (95 % M1); P-3HauenHs 0,16 (0,10; 0,24); P < 0,001
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3arajLHa BUKHBaHICTH

Kinbkicte cmepteit (%) 28 (20) 15 (21)
Meniana 3B, micsi (95 % J1I) 54,0 (46,5; HP) HP (42,1; HP)
BP (95 % N11); P-3naueHHs 0,81 (0,42; 1,56); P =0,5302

BP — Bignomenns pusukis, {1 — nosipunii inTepBas, HP — He mignaeTscst po3paxyHKy

BBII 3a omiakoro HITOCP.

Mepiana moganemoro crioctepexerss s ominku BBIT y Bcix mamieHTiB ctaHoBmia 22,0 micsis B
rpymi Tarpicco Ta 5,6 Micsis B Tpymi miane6o.

? CkopuroBane il mpoMikHOro anamizy (3puticte manux 20 %) p-3Hauenas < 0,000036 Oyio
HEOOXiTHE IS JOCSTHEHHS CTATHCTUYHOT 3HAYYIIOCTI.

Paniwe ne nixosanun micyesonowupenui abo memacmamuyunuy H/IKPJI 3 nozumusnum cmamycom
mymauii EGFR

FLAURA — monomepanis

EdexktuBnicte Ta Oe3nexka Tarpicco s JiKyBaHHS MAli€HTIB 3 MICIIEBOIOMIUPEHUM a0o
mertactatnaauM HJIKPJI, 3 mo3utuBHEM cratycom myTailii EGFR, mo He mimmaroThcs paguKaibHii
xipyprii abo mpoMeHesiii Teparmii, abo marientiB 3 metactatuyHuM HJIKPJI, ski He oTpumyBanu
MOTICPEAHBOTO0  CUCTEMHOTO  JIIKYBaHHS IPOTPECYOYol  XBOpPOOW, MPOJACMOHCTPOBaHI Y
paHI0Mi30BaHOMY OJIBIHO CIIMOMY aKTUBHO KOHTposiboBaHoMmy aociimkeHHl (FLAURA). 3pa3ku
TKaHWHY IyXJIMHA XBOPOTO TIOBUHHI OyJiM MaTth oiHY 3 1BOX Haimommpenimmx myTtanidi EGFR, sx
Bizomo, oB’si3anux 3 uyTuBicTio EGFR TKI (Ex19del a6o L858R), 1110 BU3Ha4YeHO 32 TECTYBaHHAM
y MicleBiit a0o eHTpasbHii 1abopaTopii.

[NamienTiB panpomizyBanu 1:1 ansa npuitomy Tarpicco (n = 279, 80 mr nepopaibHO OJMH pa3 Ha
no0y) abo komnaparopa EGFR TKI (inribiTop THpo3UHKIHA3H peLEenTOpiB eniepMaIbHOro pakropa
pocty) (n =277, repituniOy 250 Mr nepopajibHO OAMH pa3 Ha 100y abo epsoTuHiOy 150 Mr ojtuH pa3
Ha 7100Y).

Pannomizaniss Oyna posmoaiiena 3a tunoMm mytanii EGFR (Ex19del a6o L858R) Ta ernHiuHOIO
03HaKOI0 (MOHIoJI0i1Ha paca abo He MOHToJ10iHa). [lalieHTH OTpUMYBaIN JOCTIAKYBaHy Teparito
710 HEMEePEHOCHMOCTI JIIKyBaHHsS a00 10 BU3HAYEHHS JOCIITHUKOM TOrO, LIO0 MAali€HT OlIblle He
oJlep)Kye KJiHIYHOI KopucTi. Jlynsg maumieHtiB, ski orpumyBaiun EGFR TKI-komnaparop, micis
nporpecyBaHHs OyJio JI03BOJIEHO IMEPeXia M0 BIAKPUTOrO 3aCTOCYBaHHs Tarpicco, SIKIIO 3pa3ku
MyXJIUHYU OyJIM 3 TO3UTUBHUM cTatycoM myTauii T790M.

IlepBHHHOIO KiHIIEBOIO TOUKOIO edekTuBHOCTI Oyna BBII, sky ouiHiOBaB JOCTIIHUK.

baszoBi nemorpadiuHi gaHi Ta XapaKTEPUCTUKH XBOPOOM 3arajibHO1 JOCHIIKYBAHOI IMOITYJISLII:
cepenHiil Bik 64 poku (aianazon 2693 poxu), > 75 pokis (14 %), xxinoua craTh (63 %), eBporneoinHa
paca (36 %), monronoigHa paca (62 %), mikonu He nmammiau (64 %), yHKIIOHATBHUN CTaTyC 3a
kiacuikariero BeecBiTHROT opranizaiii oxoponu 310pos’st (BOO3) 0 a6o 1 (100 %), metactaTnyna
xBOpoOa KicTok (36 %), ekcTpaTopakanbHi BiciiepaibHi Metactasu (35 %), meractazu y [THC (21 %,
BUsIBJIEHUX 3a MmicueM ypaxenHs [[HC na BuxinmHomy piBHI, B aHamMHe3l Ta/ab0 mornepegHbOIo
orepalliero Ta/abo monepeIHbpOI0 MpoMeHeBoIo Teparnieto metactasziB y [JHC).

Tarpicco mpoaeMOHCTpYBaB KJIIHIYHO 1 CTaTUCTMYHO 3HAYylle MOJIMIIEHHS BHXKUBAHOCTI 06e3
nporpecyBaHHs 3axBoptoBaHHs y nopiBHsHHI 3 EGFR TKI-komnaparopom (Mmeniana 18,9 micsus 1
10,2 wmicss Bignosigno, BP = 0,46; 95 % MI: 0,37; 0,57; P < 0,0001). PesynsTaTi €eKTUBHOCTI Y
nocimimkedHi FLAURA 3a omiHkoro HOoCHigHuKa, HaBeleHo B TaOmmii 3. 3akmrouynui aHami3z 3B
(58 % 3pinicTh JaHKUX) IPOJAEMOHCTPYBAB CTATUCTUYHO 3HAUYIIE MOKPALIEHHS IIbOT0 MoKa3Huka BP
= 0,799 (95,05 % Al: 0,641; 0,997) 1 xiiHIYHO 3Hayylle 30UIbIIEHHS CEpeIHBbOI TPUBAIOCTI
BIKMBAHOCTI MAIlI€HTIB, paHJI0MI30BaHUX y TPYIy 3aCTOCYBaHHs JiKapchbKoro 3aco0y Tarpicco, y
nopiBHsHHI 3 EGFR TKI-kommaparopom (tabmmms 3). binbma dYacTMHA TAaIli€HTIB, sKi
3actocoByBanu Tarpicco, Oyna >kuBa uepe3 12, 18, 24 1 36 wmicsuiB (89 %, 81 %, 74 % 1 54 %
BIJIMOBIAHO) y MOPIBHAHHI 3 nauieHTamu, siki orpumyBain EGFR TKI-komnaparop (83 %, 71 %,
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59% 144 % BiANOBiIHO). AHAaJII3 KIHIIEBUX TOYOK MICJIs Mporpecii mokasas, 1o nepesara BBII 6yna
30epexeHa 3a I0IOMOT0I0 HACTYITHHX JIiHIHM Teparii.

Taoauus 3

Pe3yabraTn epexTuBHOCTI y nociairkenni FLAURA 3a oninkoro gociaignnka

[TapameTp edexTUBHOCTI Tarpicco Kommaparop EGFR TKI
(N =279) (redituni6 abo
epJIOTUHIO)
(N =277)
BBII (BuskuBaHicTh 0€3 mporpecyBaHHs)
Kinbkicth momiii (62 % 3pimicTh JaHUX) 136 (49) 206 (74)

Meniana BBII, micsi (95 % 1)

18,9 (15,2; 21,4)

10,2 (9,6; 11,1)

BP (95 % M), P-3nauenus

0,46 (0,37; 0,57); P < 0,0001

3arajbHa BHKUBAaHICTh

KinmbkicTh BumaakiB cMepTi (58 % 3pimicTh
JIAHUX )

155 (56)

166 (60)

Mepniana 3B, micsimi (95 % A1)

38,6 (34,5; 41,8)

31,8 (26,6; 36,0)

BP (95,05 % M), P-3nauenus

0,799 (0,641; 0,997); P = 0,0462*

Yacrora 00’ ckTuBHOI Bignosigi (YOB)*!

KinbkicTh BHITAIKIB BIAMOBIII (1).
Yacrora Biamosiai (95 % JII)

223
80 % (75; 85)

210
76 % (70; 81)

Binmnomenns mancis (95 % 1), P-3nauenns

1,3(0,9; 1,9); P=0,2421

TpusaJjicTs Bianosixi (TB)*®

Meniana TB, micsi (95 % 1) 17,2 (13,8; 22,0) 8,5(7,3;9.,8)
Jpyra BBII micis moyaTky nepiuoi HactynHoi Tepamii (BbI12)

KinbKicTh MamieHTiB 3 Apyrum 73 (26) 106 (38)
nporpecyBaHHsM (%)

Meniana BBI12, micsi (95 % 1) HP (23,7; HP) 20,0 (18,0; HP)

BP (95 % M), P-3nauenns

0,58 (0,44; 0,78); P = 0,0004

Yac Bin pangomizanii 1o nepmoi HacTtynHoi Tepamnii 260 cmepri (TFS

T

KinbKicTh MaiieHTiB, 10 MaJId MEPIITY
HACTYyMHY Tepaito abo nomepiu (%)

115 (41)

175 (63)

Meniana TFST, micsii (95 % )

23,5 (22,0; HP)

13,8 (12,3; 15,7)

BP (95 % J1), P-3nauenus

0,51 (0,40; 0,64); P <0,0001

Yac Bix panaomizauii 10 APyroi HaCTYIMHOI

Tepamnii 260 cmepTi (TSST)

KinbKkicTh MmaiieHTiB, 0 MajIl IPYyTy 75 (27) 110 (40)
HACTYIHY Teparito abo nomepiu (%)
Megniana TSST, micsi (95 % [I) HP (HP; HP) 25,9 (20,0; HP)

BP (95 % J1), P-3nauenus

0,60 (0,45; 0,80); P =0,0005

BP — BigHomenns pusukis; [l — noBipumii inTepBan, HP — He mignaeTbes po3paxyHKy.
[Toxaszuuku BBIT, HOB, TB i BBII2 orpumaHno Ha ocHOBI ominku pocuigauka RECIST.

*Ha miicTaBl HEMATBEPKEHOT BiITOBI/II.

CepenHiii TepMiH HACTYIHOTO CIIOCTEPEKEHHS CTaHOBHB 15,0 Micsals Mg TAIli€HTIB, SKi
orpumyBanu Tarpicco, 19,7 micsus nys naiieHTis, siki orpuMmyBanu EGFR TKI-kommaparop.
MeniaHa CIOCTEpEXEHHS 32 BIKMBAHICTIO CTaHOBMIA 35,8 MicAIS ISl MAIIEHTIB, AKI OTPUMYBaJIU
Tarpicco, 1 27,0 micsits ais mamieHTis, ski orpumyBamn EGFR TKI-kommapatop.
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Pesynbratu oninku nokasuukis BBII, YOB, TB, BBI12, TFST i TSST 6ynu orpumani micas I36]]
12 wepus 2017 poky. Ilokasauku 3B Oynu orpumani micist JA3b/] 25 uepsus 2019 poxky.

BP < 1 na xopuctb Tarpicco, BiiHOIIEHHS IaHCIB > 1 Ha KopucTh Tarpicco.

& CxopuroBaHe JJIs IPOMIXKHOTO aHami3y 31 3puTicTio JaHux 25 %, I TOCSITHEHHS CTaTHCTUYIHOI
3HAYMMOCTI OyJ10 moTpiOHO 3HaueHHs p < 0,0495.

® Yacrora 06’extuBHOi Bianosigi (UOB) 3a pesynsratamm BICR («3acnimiena» Hes3anexHa
LIEHTpaTi30BaHa OliHKa) y3ropkyBajacs 3 YOB, mo Oyna moBigoMiieHa yepes OLiHKY JOCIITHUKA;
YOB 3a pesynbratamu BICR cranoBuna 78 % (95 % l: 73; 83) y rpyni Tarpicco ta 70 % (95 % Al:
65; 76) ipu 3actocyBanHi kommaparopa EGFR TKI.

Iepesara Tarpicco mono BBII nopiBuasiao 3 kommnaparopom EGFR TKI 6yna mocnizoBHOIO B yCiX
MONEPEIHHO BH3HAYCHUX aHAJII30BAHUX IMIATPYIax IMAaIi€HTIB, BKIIOYAKYH MATPYIH 32 €THIYHOIO
MPUHAIEKHICTIO, BIKOM, CTaTTIO, CTaTycoM KypiHHA, craTtycom Mertacta3iB [IHC na mouaTok
nociikeHHs Tta 3a TuroM myTarlii EGFR (meneris Exon 19 a6o L858R).

Jani npo egpexmuenicmo npu memacmaszax y LIHC, oocnioocennss FLAURA

[Mamientn 3 meracrazamu y I{THC, sixi He moTpeOyrOTh CTEpOiliB 1 MAIOTh CTIMKUNA HEBPOJIOTTUHUN
cTaryc, HOHAMEHIIIe Yepe3 JIBa THKHI MIiCysl 3aKiHYeHHsI OCTaTOYHOI Tepartii i Teparii crepoizamMu
Oynu nmpuiHATHUMU A7s papaoMizanii B gociimkeHHi FLAURA. 3 556 namientiB y 200 maiieHTiB
MIPOBE/ICHO OYATKOBE CKaHyBaHHS MO3Ky. Pe3ynbprat BICR 1ux ckaniB Bu3Haumiam miarpymy 3 128
(23 % Big 556) namientiB 3 metactazamu y LIHC; 11i nani HaBegeHo y Tabmnuii 4. EQexTuBHICTh Ipu
metacrazax LIHC 3a oninkoro RECIST (Bepcis 1.1) y nocnimkenni FLAURA nokasana cTaTuCTHYHO
snauymie noninmenns BBIT y [THC (BP = 0,48; 95 % 1 0,26; 0,86; P = 0,014).

Taoauus 4

Edexrusnicts aisa IIHC 3a pesyabsratamu BICR y nanienTis 3 meracrazamun y IHHC na
M0YATKOBOMY CKaHyBaHHi Mo3KYy B aociaimkenHi FLAURA

[TapameTtp edexTUBHOCTI Tarpicco Komnaparop EGFR TKI
N=61 (re¢iTnHIO abo epraoTUHIO)

N =67

BBIl y IIHC?

Kinmekicts momiit (%) 18 (30) 30 (45)

Meniana BBIT y IHC, micsi (95 % HP (16,5; HP) 13,9 (8,3; HP)

AD

BP (95 % J11), P-3nauenus 0,48 (0,26; 0,86); P=0,014

bes mporpecyBanns y [THC 1 xuBi 87 (74; 94) 71 (57; 81)

gyepes 6 micsiB (%) (95 % 1)

bes mporpecyBanns y [THC 1 xuBi 77 (62; 86) 56 (42; 68)

gyepes 12 micsiB (%) (95 % M)

BP — Binnomenns pusukis; I — noBipunii intepsan, HP — He mignaeThest po3paxyHKy.

BP < 1 na xopucts Tarpicco, BiiHOIIeHHs aHCIB > 1 Ha kopucth Tarpicco.

4 BBIl y HHC, mo Busnauaetbcs 3a RECIST (Bepcis 1.1) 3a pesynpratamu BICR pmms IHHC
(BumiproBaHi Ta He BUMiptoBaHi ypaxeHHs [IHC na nouatkoBomy etamni 3a gonomororo BICR) n =61
mist Tarpicco 1 n = 67 st komnapatopa EGFR TKI; BianoBiai He miATBepHKEHI.

V 3azpanerigs BuzHaueHiil miarpymni BBII 3a crarycom meractazis y [IIHC (BusiBneHux 3a miciem
ypaxenHs IIHC Ha BuXigHOMY piBHI, B aHaMHe31 Ta/ab0 MONepeaHbOIO OIepali€eto, Ta/abo
MOTNIEPETHHOI0 MPOMEHEBOI0 Tepamieto MetactasiB y [[HC) Ha MOMEHT BKIIFOUEHHS B AOCTIHKCHHS
Oyna ominena y pociimkeHHi FLAURA. Hesanexno Bin crany ypaxenHs [[HC nHa momeHT
BKJIIOYCHHS B JIOCII/DKEHHS, Y MALIEHTIB Ipynu npuitoMy Tarpicco mpoieMOHCTpOBaHO MepeBary 3a
e(heKTUBHICTIO TTOPIBHSHO 3 marienTamMu rpynu kommapatopa EGFR TKI; 6yno MeHIe namieHTiB 3
HoBuMmu ypaxkeHHsmMu LIHC y rpyni Tarpicco mopiBasiHO 3 rpynoto kommaparopa EGFR TKI
(Tarpicco, 11/279 [3,9 %] nopiBusino 3 komnaparopom EGFR TKI, 34/277 [12,3 %]). ¥V niarpymi
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namieHTiB 0e3 ypaxkenb [{HC Ha moyaTkoBomy etarti B rpymi Tarpicco Oyiio BUSBICHO MEHIIIE HOBUX
ypaxensb LIHC nopiBusHo 3 rpynoto kommaparopa EGFR TKI (7/226 [3,1 %] npotu 15/214 [7,0 %]
BIJIMIOB1/THO).

PesyapraTy 3a nosimomuendam narienra (PIII)

Cumnromu, moigomiieHi marieHTomM, Ta HRQL, Oynm 3i0paHi B €JIEKTPOHHOMY pEXKHMI 3a
noromororo EORTC QLQ-C30 ta monyns paky nereriB (EORTC QLQ-LC13). LC13 cmouarky
MMPOBOMJIM OJMH pa3 Ha THXKICHb MPOTATOM IMEpIIX 6 THXKHIB, IMOTIM KOXHI 3 THXHI J0 1 MiCJA
nporpecyBanHs. C30 owLiHIOBaIM KOXHI 6 TIKHIB 70 1 MiCIsS HPOTPECyBaHHA. Y BHXIJIHOMY
JOCITIJDKEHHI He OyJI0 BUSBICHO BIAMIHHOCTEH MK CUMITTOMaMH, TTOBITOMJICHMH TAIlIEHTaMH, iX
¢ynkuionansHUM ctanoM a0o HRQL y rpynax Tarpicco 1 komnapatopiB EGFR TKI (redituni6 a6o
epnotuHi0). Kommaenc npotarom nepiux 9 micsiis OyB nepeBaxHo BUCOKUM (= 70 %) 1 mogioHuM
B 000X rpymnax.

AHaniz 0CHOBHUX CUMNIMOMIB PAKY J1e2eHi8

JaHi, 310paHi 3 mOYaTKy JOCTiHKEHHS 10 9-T0 MicsAIs, JeMOHCTPYBAJIM aHAJIOTIYHI MOJIIIIEHHS Y
rpynax nopiBHsHHS Tarpicco Ta EGFR TKI 3a m’arema 3a3ganeriip BU3HAYEHHMMU OCHOBHHMHU
cuMntoMamu, 1o Oymu moBigomieHi manieHtamu (PIIIT) (kamens, 3amumika, OUTe y Tpynsx,
CTOMJIIOBAHICTh Ta BTpaTa aleTUTy), 3 MOJIMNIIEHHIM KalllIio 10 BCTAHOBJIEHUX KJIIHIYHO 3HAUUMHX
Mex. Jlo 9 Micss He OyJo KIIIHIYHO 3HAYYIIUX PO30IKHOCTEH y CUMITTOMAX, PO SIKi MOB1IOMIISIIH
namienT, Mix rpynamu Tarpicco Ta EGFR TKI (ouintoBanocs 3a pizauiero > 10 6amiiB).

Ananiz HRQL ma noninwenns @izuunoeo @yHKyionyeanus

OOuBI rpynu MOBIAOMIISUIA MPO MOAIOHI MOMIMIIEHHS B OUTBIIOCTI TOMEHIB (yHKI[IOHYBaHHS Ta
riobanpHOro cTany 310poB’st / HRQL, 110 ¢BiquuTh Mpo MOMIMIIEHHS 3aralibHOTO CTaHy 3/I0POB s
narieHTiB. JJo 9 Micsaus He Oyno KIiHIYHO 3HaYymmXx BiaMiHHOcTed Mixk Tarpicco i EGFR TKI B
(GyHKIIOHAJIbHOMY CTaHI Mali€HTiB, 0cOO0IMBOCTIX opranizmy abo HRQL.

FLAURA2 — kombinosana mepanis

EdexTuBHICTS 1 Oe31eKy 3acToCyBaHHs JiKapchKoro 3aco0y Tarpicco B KOMOIHAIIIT 3 IEMETPEKCEIOM 1
XiMiOTepari€ro Ha OCHOBI TUIATUHU IS JTIKYBaHHS MAIIIEHTIB 3 MiCIIEBOMOIIUPEHUM a0 METaCTaTHYHIM
HJKPJI 3 nosutuBHuM crarycom myTtauii reHa EGFR, ski paniie He oTpuMyBajii CUCTEMHOI Tepartii,
OyJI0 MPOJEMOHCTPOBAHO B PaHOMI30BAHOMY BIJJKPUTOMY AKTUBHO KOHTPOJILOBAHOMY JOCIIKEHHI
(FLAURA2). V 3pa3kax MyxXJIMHHOI TKaHWHH TALllEHTIB NOBUHHA Oyja OyTH BHSIBIEHA OJHA 3 JBOX
nommpenux mytamiid rena EGFR, 1o, sik BiiomMo, MoB’si3aH1 3 YyTJIMBICTIO IMyXJIMHH JIO 1HTIOITOpIB
TUPO3MHKIHA3M penentopis emniaepmanbHoro (akropa pocty (ITK EGFR) (Ex19del abo L858R),
BU3HAYEHa 3a JJONIOMOI'00 MiCLIEBOT0 a00 IIEHTPAIi30BaHOIO aHATi3Y.

[Nawientn Oynm panaoMizoBadi (y criBBigHOMIEHHI 1:1) U1 OTpUMaHHS OJHI€T 3 HABEAEHUX HIDKYE CXEM
JIKyBaHHSI:
e Tarpicco (80 Mr) mepopalbHO OMH pa3 Ha 100y 3 memeTpekcenoM (500 mMr/m?) Ta 3aco6om Ha
Bubip KociigHuKa — nucnnatuaoM (75 Mr/m?) a6o kap6omiatuaom (AUCS) BHYTPIIHBOBEHHO B
JeHb | KOKHOTO 2 1-1€HHOTO IUKITY TPOTATOM 4 IUKIIB, micis yoro Tarpicco (80 mr) mepopaibHo
1 pas na 106y Ta nemerpekcen (500 Mr/m?) BHYTPIIIHBOBEHHO KOKHi 3 THkHi (n = 279);
e Tarpicco (80 Mr) nepopasibHO OZJMH pa3 Ha 100y (n = 278).

Pannomizaniss Oyna cTpaTudikoBaHa 3a pacoBOI0 NMPHHAISKHICTIO (KUTaHIll/MOHrONoOiqHa paca, He
KHUTaKII/MOHTOJIOITHA paca ab0 HE MOHTOJIOIHA paca), (YHKIIIOHATFHIUM CTaTycoM 3a mkaioro BOO3
(0 abo 1) Ta MeTomoOM aHamizy TKaHWHH (IIEHTpatizoBaHuii abo MicreBuil). IlamieHTH oTpuMyBaIH
JIOCIIKYBaHy TEpaIliio 10 HETIEPEHOCHUMOCTI JIIKyBaHHS ab0 70 BU3HAYEHHS JOCTIIHUKOM TOTO, IO
MaLieHT OIbIIe HE OAEPXKYE KITIHIYHOT KOPHUCTI.

[lepBrHHOIO KIHIIEBOIO TOYKOIO e(eKTUBHOCTI Oyyia BKuBaHICTh Oe3 mporpecyBanHs (BBII) 3a
owiHKo0 fociaauka 3riqao 3 kputepisimu RECIST 1.1, a 0CHOBHOIO BTOPHHHOO KiHIIEBOIO TOYKOIO
e(eKTUBHOCTI — 3arajibHa BI>KUBaHICTH (3B).
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Buxinni nemorpadivydi 1aHi Ta XapaKTEPUCTHKH XBOPOOU 3araibHOi JOCIIPKYBAHOI MOIMYJIAILi Oyr
TaKUMU: MeniaHHuK Bik 61 pik (miamazon 26—85 pokiB), > 75 pokiB (8 %), xiHouya crath (61 %),
MoHronoinHa paca (64 %), eBpomeoimHa paca (28 %), Hikomu He namwu (66 %). Buxinxuii
GbyHxuioHaneHUH cTaTyc 3a mkano BOO3 0 (37 %) ado 1 (63 %); 98,7 % nawieHTiB Majli IEPEBAYKHO
aJICHOKapIIMHOMY 3a TicToJiorieto. Cepe NarienTiB, ki Maiu MeTactasu, 49 % maiii MeTacTasu B KiCTKH,
53 % — mo3arpyani meractasu i 20 % — meracrasu B niediHky. 41 % mnarienTiB mamu mMeractazu B [THC
(BM3HAUEH] OCIITHUKOM Ha OCHOBI Miciis ypaskeHHs [[HC Ha BuximHoMmy piBHI, MEMUHUX JTAHUX Ta/a00
MONEePETHHOTO XipypridHOro BTPYyYaHHs, Ta/abo momnepeanboi mpoMeneBoi Tepamii MeracrasziB y LIHC).
o crocyersest Tumy mytanii rena EGFR npu pangomizanii, To y 60,5 % myxinuH Oysio BUSBIEHO
nenenito 19 ex3ona i B 38,2 % — 21 ex3zona L858R; y 0,7 % marieHTiB MyXJIMHA MaId JIENeliio sk 19
ek30Ha, Tak 1 21 ex3ona L858R.

I[pu 3acTocyBanHi Jikapcbkoro 3aco0y Tarpicco B koMOiHalii 3 EMETPEKCceoM 1 XiMioTeparti€ro Ha
OCHOBI ITATHHU CITIOCTEPITajiocsi CTATUCTUYHO 3Hauymie rnokpanieHHst BBI1 y mopiBHSHHI 3 TaKUM Mpu
moHoteparii Tarpicco. [Tokpamenns BBII Oyio y3romkeHnM y Beix mpoaHannizoBaHuxX miarpymnax. Ha
MOMeHT Jipyroro npomikHoro aHamnizy 3B (JA3B/1 8 ciunst 2024 p.) craTHCTUYHOI 3HAYYIIOCTI HE OyI0
JOCSTHYTO.

Pesynpratu edextrBHOCTI nocnimkeHHss FLAURA?2 3a owinkoro gociiiHuKa HaBeIeHo B Tabiuill 5.
Taoauns 5

Pesyabtatn edextuBHOCTI qocaimxennsa FLAURA?2 3a ouiHko0 1ocaiiHuKa

Tarpicco 3 nemerpexce1om
IHapamerp edexkTUBHOCTI i ximioTepamni€ro Ha OCHOBI Tarpicco (N =278)
mwiatuau (N = 279)

BuxkuBanicts 0e3 nporpecyBaHHs

Kinbkicts momiit (%) 120 (43) 166 (60)
Meniana BBIT, micsmi (95 % JI)? 25,5 (24,7, HP) 16,7 (14,1; 21,3)
BP (95 % Al); P-3naueHHs 0,62 (0,49; 0,79); P <0,0001

3arajbHa BHKUBAHICThH

Kinekicts cmepreii (%) 100 (36) 126 (45)
Memiana BBII, micsi (95 % 1) HP (38,0; HP) 36,7 (33,2; HP)
BP (95 % M1); P-3nauenns 0,75 (0,57; 0,97); P = 0,0280°

BP — BigHomenHs pusukis; [ — noBipunii inTepBai, HP — He nifggaeTbcs po3paxyHKy

BBII Bu3Hagaerscs 3a omigkoro gociigauka 3riggo 3 RECIST.

Meniana nofaneiioro croctepesxeHHs 3a BBII y Bcix namieHTiB ctanoBuia 19,5 micsaus y rpymi
3acTocyBaHHs Tarpicco 3 MeMeTpeKceaIoM 1 XiMIOTepamiero Ha OCHOBI MIaTHHU Ta 16,5 micsaus y
rpyni MmoHoTtepanii Tarpicco.

Pesynbratn BBII HaBeneno cranom Ha 136/ 3 kBiTHs 2023 p. (3punicTs ganux — 51 %). Pesynbratn
3B naBezneno cranom Ha JI3B/1 8 ciuns 2024 p. (3pinicts ganux —41 %).

? Pesynbrati BBII, otpumani 3a pesynsraramu BICR, y3romxyroTscsi 3 JaHUMHU, OTPUMaHUMU 32
OLIIHKOO JOCJIITHUKA.

® Ha ocHOBI pyroro mpoMi>kHOro aHamizy (3piticTs aaHux — 41 %) 118 JOCATHEHHS CTaTUCTHYHOI
3Ha4yI[ocTi Oyno HeooxigHe p-3HadeHHs < 0,000001.

JManui wooo edexmusnocmi nixkysanns memacmazsie vy IIHC y docnioowcenni FLAURAZ2

[Tamientn 3 6e3cumnroManMu Metactazamu B [LTHC, siki He moTpeOyloTh 3aCTOCYBaHHS CTEPOIMIIB 1
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MalTh CTAOUTLHUNA HEBPOJIOTIYHHMM CTAaTyC HIOHAWMEHIE Yepe3 JBa TWIKHI MICIS 3aKiHYCHHS
0CTaTOYHOI Teparmii Ta Teparmii crepoigamu, OyJIu TPUHHATHUMHU IS paHAOMI3aIlii B JOCITIIKEHH]
FLAURA2. VYciM mnamieHTam Oyj0 MpPOBEIEHO TIOYATKOBE CKaHYBaHHsS TOJOBHOTO MO3KY.
Pesynbratn BICR 1mmx ckaniB 3 BukopuctanHsM MoaugikoBaHoi mkamu RECIST pmamu 3mory
BUAUIMTH miarpymy 3 222/557 (40 %) mamieHTIB 3 BHUMIPIOBaHMMM Ta/a00 HEBHUMIPIOBAHUMU
ypaxenasmu [THC (nmoBHa Bubipka narientis 3 ypaxenasm [{THC, sxi nignsranu ananizy (cFAS —
central nervous system full analysis set)) 1 me oxgny miarpyny 3 78/557 (14 %) naiienriB 3
BuMiproBanuMu ypaxenusmu LIHC (Bubipka narientiB 3 ypaxenusmu LIHC, y skux ouiHoBamm
BiamoBiap Ha JikyBaHHs (CEFR — central nervous system evaluable for response)). 3a manumu
MOIITYKOBOT'O aHaii3y yactora Bignosini 3 6oky LIHC cranoBuia > 65 % B 000X rpymnax JiKyBaHHS;
4acTOoTa TOBHOI BiAMOBiAI OyJia BHUIOK y TPYIi 3acTOCyBaHHsS Tarpicco 3 IMeMeTpeKceaoM 1
ximMioTepamniero Ha ocHOBI 1atuHy (59,3 % mauieHTiB) MOPIBHSAHO 3 YaCTOTOIO B IPYIi MOHOTEparii
Tarpicco (43,3 % mnauientiB). Meaiana TB ne Oyna gocsrHyra y rpymi 3actocyBaHHsi Tarpicco 3
MEMETPEKCEIOM 1 XiMiOoTepaIli€ro Ha OCHOBI INTATHHHU Ta CTAHOBMIIA 26,2 MiCAIS y TPyIi MOHOTEparii
Tarpicco. ¥ miarpymni cEFR 47,5 % narienTiB y rpyii 3actocyBanHs Tarpicco 3 meMeTpekceaoMm i
XiMioTepari€ro Ha OCHOBI IUIATHHH JOCATIIM TOBHOI Bifmnosini 3 6oky LIHC mopieasHO 3 15,8 %
MamieHTiB y rpyni MmoHotepanii Tarpicco.

THayienmu — yyacnuku docnioscenns AURA3 — 3 HIIKPJI ma nassnicmiwo mymayii T790M, ski paniwe
8oiCe OMPUMYBATIU TIKYBAHHSL

EdextuBHicth Ta Oe3meka Jikapcbkoro 3aco0y Tarpicco ans JiKyBaHHS MAIli€EHTIB 3
MicueBonomupenum abo wmeracratuyHuM HJIKPJI 3 wnasBuicTio Mmytamii T790M, B sxux
3axBOproBaHHS nporpecysaiio Ha (oni Tepamnii EGFR TKI a6o mics 11 3aBepiieHHs, Oy T0BEACHI
B PaHJIOMI30BaHOMY BIAKpUTOMY AociimkeHHl 3 ¢da3u 3 aktuBHUM KoHTposieM (AURA3). Vei
narientd nounHi Oynmu mMatm HJIKPJI 3 myramiero EGFR T790M, BusiBIeHOIO 3a JOIIOMOTOIO
a”amizy cobas EGFR, 1o BukoHyBaBcs y LeHTpanbHil jgabopaTopii nepen panaomizauiero. CtaH
myTtauii T790M Ttakox omiHtoBanu 3a gonomorotro JIHK mupkymiorouoi myxnmun (JHKim),
BUJIUIEHOT 31 3pa3Kka Ija3MH, 3a0paHoro B xoji Bifoopy. IIepBUHHUM MOKa3HUKOM €(pEeKTHBHOCTI
oyna BBII 3a orminkoro mociigHuka. JloJaTKOBUMH TOKa3HMKaMU €()EeKTUBHOCTI OylM dYacToTa
00’extuBHOi Bianosiai (UOB), TpuBanicts Bianosiai (TB) Ta 3B 3a ominkoro gociigHUKA.

[TamienTiB panaomizyBanu y criBBigHomeHH! 2:1 (Tarpicco: 1BOKOMIOHEHTHa XiMioTeparis Ha
OCHOBI IJIATMHU) JUIS JIIKYBaHHS JIiKapchbkuM 3acobom Tarpicco (n = 279) abo ans 3acTOCyBaHHS
JIBOKOMITIOHEHTHOI XiMioTepamnii Ha ocHOBI matuHu (n = 140). Pangomisanito ctpatudikyBanu 3a
€THIYHUM HOXO/DKEHHSM (TMalli€HTH a31iChKOTr0 MOXO/DKEHHS Ta Malll€HTH 1HIIOTO MOXOKEHHS).
[TamienTn B rpyni Tarpicco orpumyBanu Jikapcbkuii 3acid Tarpicco 80 Mr nepopajibHO OAMH pa3 Ha
100y 10 MOsBU O3HAK HEMEPEeHOCHMOCTI Tepamii abo 0 BUCHOBKY JOCIHIJHHKA IIOJI0 BiJICYTHOCTI
KOPHUCTI JUIsl Talll€HTa BiJA MPOJOBXKEHHS TaKOro JIKyBaHHS. XiMioTepallis CKJiIajajnacs 3
nemetpexceny 500 mr/m? 3 kap6omnaruaom AUCS a6o memerpekceny 500 Mr/m? 3 IUCIIATHHOM
75 mr/m? y nenb 1 koxHOro 21-1eHHOro HuKIy 10 6 uukiiB. IlalieHTH, B AKMX 3aXBOPIOBAHHS HE
IPOrpecyBalio IMIiCis YOTHPHOX LMKIIB XiMmioTepamii Ha OCHOBI IUIaTMHH, MOTJIM NpuUHMaTu
HiATpUMYIOUy Tepariro nemerpekcenom (memerpekcen 500 mr/m? y nens 1 xoxkHOro 21-1eHHOro
nukiy). [lamienTu B rpymi XiMioTepamii, B SKMX CIIOCTepiranocsi 00’€KTHBHE NMpPOTrpecyBaHHS 3a
JAHUMHU peHTTeHorpadii (3a OLMIHKOIO JOCIITHUKA Ta MIATBEPIHKEHE HE3AICKHOIO IIEHTPATI30BaHOIO
eKCIEepPTH3010 JIaHMX Bizyallizalii), MajJl MOXKJIUBICTb IOYATH JIIKYBaHHs JIKapChbKUM 3acO00M
Tarpicco.

bazoBi gemorpadiuni gaHi Ta XapakTEpUCTUKH XBOPOOHM 3arajbHOI JOCIIPKYBaHOI MOIYJISALIL:
cepenHiit Bik 62 poku, > 75 pokiB (15 %), xkiHoua crath (64 %), eBpomneoimna paca (32 %),
MOHTOJIOiHA paca (65 %), Hikonu He mamuau (68 %), GyHKIIOHAILHUN CTAaTyC 3a KiIacu(iKalli€eo
BcecpitHboi opranizauii oxoponu 310poB’s (BOO3) 0 a6o 1 (100 %). IT’sitnecsT 4oTUPH BIACOTKH
(54 %) mauieHTiB ManM BicuepajibHI METacTa3H 1032 TPYIHOIO KIITKOI, B ToMy uucii 34 % 3
Metactazamu y [IHC (BusBinennx 3a micuieM ypaxxenns [{HC na BuxigHomy piBHi, B aHaMHE31 Ta/abo
MOTIEPETHBOIO OTEpaLlielo Ta/abo MmomnepeIHpo MpoMeHeBolo Teparieto meractasiB y LIHC) ta 23 %
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3 MeracTtazamu B neviHli. Copok ABa BiACOTKU (42 %) mMallieHTIB Majyd METAacTaTU4YHY XBOPOOY
KICTOK.

VY nocmimkenni AURA3 Oyno noBeneHo cratucTuyHO 3HauyIie nominmenas BBII y marmienTis, saxi
OTPUMYBAJIU JIIKyBaHHA JIIKAPCHKUM 3aco0oM Tarpicco, mopiBHsHO 3 ximioTeparmiero. Pesynbratu
nocnimkeHHs AURA3 cTocoBHO €(h)eKTUBHOCTI 3a OIIHKOIO JOCIIAHUKA MPEACTaBICHO y Tabuili 6.
Mix rpynamMu JIiKyBaHHS HEe CIIOCTEpIrajocsi CTATUCTHYHO 3HAYYIIOT pi3HHUII Y (iHATBLHOMY aHai3i
3B.

Taoauusa 6
Pesyabratu nociaigkenuss AURA3 cTocoBHO eeKTHBHOCTI 32 OLIHKOIO J0CTiTHUKA
[Toxa3HukK epeKTUBHOCTI Tarpicco Ximioreparis
(N =279) (memetpexcen/
LUCIUIATUH a00
neMerpekcen/
KapOOIIaTHH)
(N = 140)
Buoicusanicms 6e3 npoepecysanms
KinpkicTh BUNAKIB (3pUTICTh JaHUX, %) 140 (50) 110 (79)
Meniana BBII, micsmi (95 % J11) 10,1 (8,3; 12,3) 4,4 (4,2; 5,6)
BP (95 % M1); P-3HaueHHs 0,30 (0,23; 0,41); P <0,001
3azanvna sudicusanicmop®
KinpKicTh BUNAAKIB CMEPTI (3pinicTh naHuX, %) 188 (67,4) 93 (66,4)
Meniana 3B, micsi (95 % /1) 26,8 (23,5; 31,5) 22,5 (20,2; 28,8)
BP (95,56 % J11); P-3Ha4cHHs 0,87 (0,67; 1,13); P=0,277
Yacmoma 06’ ckmusnoi 8i0nogioi®
KinpkicTh BHITaAKIB BiAOBiAl, YaCTOTA BIAMOBIII 197 44
(95 % AI) 71 % (65; 76) 31 % (24; 40)
Bignomenns mancis (95 % JI1); P-3HauenHs 5,4 (3,5;8,5); P<0,001
Tpusanicmo 6ionosioi (TB)
Meniana TB, micsii (95 % JII) | 9,7(83:11,6) | 4,1(3,0;5.6)

BP — Bignomenns pusukis; I — noBipunii intepsair; HP — e mijgmaersest po3paxyHky; 3B —3aranpHa
BIDKUBAHICTb.

VYci pe3ynbTratd CTOCOBHO €(PEKTMBHOCTI TMOJAHO 32 OLIHKOK JIOCHTIJIHMKA Ha OCHOBI KpUTEpIiB
RECIST.

* @inanbHuit anani3z 3B npoBoauscs npu 67 % 3pinocti ganux. A1 nias BP y3rompkeno 3 nonepenHiMu
npomMikHUME aHanizaMu. [Ipu ananizi 3B He BHOCHIIacs monpaBKa Ha MOTEHIIMHUIN BITUB MEPEXOY
(99 [71 %] nauienTiB rpynu XiMioTeparii Ha MOJaJbliIe JIIKYBaHHSI OCUMEPTUHIOOM).

®Pesynbratn mogo YOB Ta TB 3a OLIHKOIO HOCHiJHMKA y3rOMKYBAIHCA 3 OTPUMAHUMH 3TiTHO 3
BICR; HOB 3a pesynpratamu BICR cranosmiia 64,9 % [95 % Hl: 59,0; 70,5] mist ocumepTrHiOy Ta
34,3 % [95 % Al: 25,6; 42,8] nns ximiotepanii; TB 3a orinkoro gociignuka ctaHosuna 11,2 micsis
(95 % Al: 8,3; HP) nnsa ocumepTtuniOy ta 3,1 micsis (95 % Al: 2,9; 4,3) nns ximioTeparrii.

Amnaniz uyrnuocti BBII 6yB nmpoBenenuit 3 BukopucranHsm BICR 1 nmokasas, mo meniana BBIT
cranoBuia 11,0 micsus 175 rpynu JiKyBaHHS JIIKapchKUM 3aco0oM Tarpicco mopiBHSAHO 3 4,2 MicsLs
JUIs TpynH Ximiotepamii. AHami3 mokazaB edekt mikyBanus (BP 0,28; 95 % HI: 0,20; 0,38), mo
Y3TOKYBaBCS 3 OI[IHKOIO JIOCITITHUKA.

Kniniuno 3nauyme nominmenHs BBII 3 BP menm sik 0,50 Ha KOpUCTh Malli€HTIB, SIKI MpHIMaIn
nmikapcbkuid 3aci6 Tarpicco, MOpIBHAHO 3 THUMH, XTO OTPHMYBaB XIMiOTepamito, CTaOUIbHO
CIIOCTEpIrajocs B yCixX MpoaHaTi30BaHMX BH3HAYCHMX 3a3/ajerib Ipylax, BKIIOYHO 3 TpyHaMHu 3a
€THIYHUM TTOXOJKEHHSM, BIKOM, CTaTTIO, KypiHHAM B aHaMHe3l Ta HasBHiCTIO MyTtarii EGFR
(memernis ex3ony 19 Ta L858R).
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Jlani wooo eghexmusrnocmi nikapcokoco 3acoby y nayienmis 3 memacmaszamu 6 LIHC y docniodcenti

AURA3

[TamienTH 3 6€3CHMNITOMHUMH CTa0lIbHUMU METacTa3aMH y TOJIOBHUM MO30K, SIKi HE TOTpeOyBaIH
JIKyBaHHS CTEpOiNaMu, MPUHAWMHI MPOTArOM 4 THKHIB IO MOYATKY JOCIIIKYBaHOTO JIIKYBaHHS,

Moriim OyTH paHaoMi3zoBaHi B aociimpkeHHs. Pesynpratn BICR edextuBHOCTI TTpu Metacrazax y

HHC s3rigao 3 xputepismu RECIST, Bepcis 1.1, y miarpyni 3 116/419 (28 %) mauieHTiB 3
mertactrazamu y [IHC, BusBneHnME 3a pe3ysibTaTaMi CKaHyBaHHS TOJIOBHOTO MO3KY Ha BHXIJIHOMY

piBHI, IpencTaBieHi y Tabnuii 7.

Taoauus 7

Edextusnicts 1is IIHC 3a pesyabratamu BICR y nanienTis 3 meracrazammn y HHC,
BHSIBJICHUMH 32 pPe3yJIbTATAMHU CKAHYBAHHS I'0JIOBHOT'O MO3KY Ha BHXiIHOMY piBHi, y

mocaimxenui AURA3

IToka3Huk epeKTUBHOCTI

Tarpicco

XimioTeparrist

(memeTpekcen/ mUCIIIaTHH 200

neMeTpeKce];/ KapOOoTUIaTHH)

YacroTa 06’ extuBHOI Bignosiai y [ITHC

a

Yacrota Biamosiai y [IHC, % (n/N)
(95 % )

70 % (21/30)
(51; 85)

31 % (5/16)
(11 %; 59 %)

Bimnomenns mancis (95 % I1); P-
3HAYCHHS

5,1(1,4;21); P=0,015

Tpusanicts Bignosizai y LIHC®

Mepiana TB y LHTHC, micsi (95 % 8,9 (4,3; HP) 5,7 (HP; HP)
1)

YacToTra KOHTpOIO 3axBoproBaHHs y [IHC®

YacToTa KOHTPOJIIO 3aXBOPIOBAHHS 87 % (65/75) 68 % (28/41)
y HHC % (n/N) (95 % A (77; 93) (52; 82)

Binnomenns masxcis (95 % J1); P-
3HAa4YeHHs

3(1,2;7,9); P=0,021

BuxuBanicTe 6€3 mporpecyBaHHs y _ _
LHC? N=75 N =41
KinbkicTh momiit (3pinicTh qaHUX, 19 (25) 16 (39)
)

Megniana BBIT y [THC, micsi (95 11,7 (10; HP) 5,6 (4,2;9,7)
% JI)

BP (95 % Al); P-3nauenns

0,32 (0,15; 0,69); 0,004

a

Yacrota 06’ extuBHOi Bignosial y LIHC Ta TpuBanicTs BiiNOBiAlL, BU3HAUEHI 3T1HO 3 KPUTEPISIMU
RECIST, Bepcis 1.1, 3a pesynbratamu BICR ms HHC y momyssiuii marieHTiB, B SKHX MOXKHA
OIIIHUTH BINNOBIAb (TMpuAaTHI s BuMiproBanHs Boraumma y [[HC Ha BuxigHoMmy piBHI 3a
pesyabTatamu BICR): n = 30 ans Tarpicco Ta n = 16 i xiMioTeparii.

Ha ocHOBI gaHWX TUIBKM TAIlI€HTIB 3 BIAMOBIIIO; TB BU3HAuUanmM sSK 4yac BiJ JATH MEPIIOTO
JOKYMEHTAJIBHOTO MiITBEP/KEHHS BiAMOBiAlI (MOBHOI BiAmoBiAI ab0 YacTKOBOI BiAIMOBIII) 1O
MIporpecyBaHHs 3aXBOPIOBaHHS a00 CMEPTi; 4acTOTy KOHTpoJIto 3axBoproBaHHs (UK3) Buznavyanu
SK YacTKy MAI[ieHTIB 3 BIANMOBIAMI0 (ITOBHOIO BIiAMOBIAII0 a00 YAacCTKOBOIO BIANOBiAII0) abo
cTaOlJIbHUM 3aXBOPIOBAHHAM > 6 THXKHIB.

BuwxuBanicte 6e3 nporpecyBanns y [LIHC Buznauena 3riguo 3 kpurepissmu RECIST, Bepcis 1.1,
3a pesynbpTatamu BICR mns [THC y momymsiii marieHTiB 411 TOBHOTO aHai3y (MpHUIaTHI Ta HE
npuaaTHi 1y BuMiproBaHHs Borauima y [{HC na BuxigHomy piBHi 3a pezynsraramu BICR): n =75
st Tarpicco Ta n =41 st Ximioteparii.

3nayenHs BP < 1 cBiqunTh Ha KOpUCTH JliKapcbkoro 3acody Tarpicco.
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VY nocmimkenni AURA3 Oyno mokazaHo cTaTUCTHYHO 3Hauyme nodinmenHs BBI y marienTiB, ski
npuiiMany Jikapcbkuii 3aci6 Tarpicco, MOpiBHSIHO 3 TUMH, XTO OTPUMYBAB XiMiOTepaIlito, He3aJIeKHO
Bix cTany MeTactasiB y [ITHC Ha MOMEHT BBEJICHHS B JJOCIIIPKCHHSI.

Peszynomamu 3a nosioomnennamu nayicumis

[ToBimoMyICHHS MAIIEHTIB PO CUMITOMHM Ta TOB’sI3aHy 31 CTAaHOM 3710pOB’ s AKicTh )HUTTS (HRQL)
30upanucs B eneKTpoHHOMY BUIs 3a nomoMororo anketn EORTC QLQ-C30 Ta 11 moxyns s
paky aerenb (EORTC QLQ-LC13). Aakery LC13 crnovaTky 3alioBHIOBAJIM OJIMH pa3 Ha THXKICHb
MPOTSTOM MEPIINX 6 THXKHIB, TOTIM KOXHI 3 THXHI 10 Ta micis nporpecyBannsa. C30 ouiHoBamm
KOKHI 6 TVDKHIB JI0 Ta MICJIS IPOrPECyBaHHS.

Ananis K104o8ux cCUMnmMoMie paxky i1e2eHb

Jlikapcbkuii 3aci6 Tarpicco 3a0e3meyuB MONETIIEHHS CHMIITOMIB PaKy JIETE€HB, IIPO K1 MTOBITOMUIIH
MAIiEHTH, TOPIBHIHO 3 XIMiOTEpaIi€o, o TOBOJUTh CTATUCTUYHO 3HAYYIIA BIAMIHHICTh y CepeIHIN
3MiHI1 BiJ] BUX1THOTO PiBHsI MOPIBHSHO 3 XIMIOTEPAIi€0 MPOTIroM YChOTO NepioAy BiJl paHIoMi3alii
1 10 6 MicAIliB s 5 BUOpaHUX 3a3/1aJIeTi/b CUMIITOMIB (BTpaTa arneTuTy, Kamelb, OuUTh B TpyIHIN
KJIITI, 33HIIKA Ta MiABHUILEHA BTOMIIIOBAHICTD), SIK 1€ TTOKa3aHo y Tadmnwuii 8.

Taoauusa 8

3mimana Mo/JeJib NOBTOPHUX BUMIPIOBAHBb — KJIKY0Bi CHMIITOMH PaKy JiereHb — CepeIHs
3MiHa BiJl BUXiIHOTI'0 PiBHSI y Nalli€eHTIB IPynHu JiKyBaHHs JikapcbKuM 3acoooMm Tarpicco
NOPiBHSHO 3 XiMioTepamnielo

Brpara Kamens binb y rpyaniit 3aauiika [TigBumena
amneTuTy KJIITLI BTOMJIFOBAHICTh
I'pynu Tar- | Ximio- | Tar- | Ximio- | Tar- | Ximio- | Tar- | Ximio- | Tar- | Xiwmio-

picco | Tepamisi | picco | Tepamis | picco | Tepamis | picco | Tepamist | picco | Tepamis
(279) | (140) | (279) | (140) | (279) | (140) |(279)| (140) | (279) | (140)

N 239 97 228 113 228 113 228 113 239 97

Ckopu- | -5,51 | 2,73 |-12,22| -6,69 | -5,15 0,22 |-5,61 1,48 -5,68 4,71
TOBaHE
cepenHe
3HAYEHHS

Pospaxo- -8,24 -5,53 -5,36 -7,09 -10,39
BaHa (-12,88; 3,60) (-8,89; -2,17) (-8,20; -2,53) (-9,86; -4,33) (-14,55; -6,23)
BiaMi-
HHICTD
(95 %
AD)

p- p <0,001 p=0,001 p <0,001 p <0,001 p <0,001

3HA4YCHHA

JlaHi 11010 CKOPHIOBAaHOTO CEPEJHBOIO 3HAUEHHS Ta PO3paxoBaHI BiAMIHHOCTI OTpHMaHI 3a
JIOTIOMOT'OF0 aHaTI3y 3MIIIaHO1 MOJIeJTi MOBTOPHUX BuMipioBaHb (3MIIB). Moaens Bkitouana B cede
MaIi€HTa, JIKyBaHHS, BI3UT, B3a€MOMII0 MK JIKYBaHHSIM Ta BI3UTOM, OIIIHKY CHMIITOMIB Ha
BUXIJHOMY pIiBHI Ta B3a€EMOJII0 MK OI[IHKOIO CHMIITOMIB Ha BHUXIJHOMY pIBHI Ta BI3UTOM 1
BUKOPHCTOBYBAJIa HECTPYKTYpPOBaHYy KOBapialliiHy MaTpHIIIO.

Ananiz HRQL ma noninwenns gizuunux ¢ynkyiti

[MamienTy, siki npuitMany Jikapcbkuit 3acid Tarpicco, Manu 3Ha4HO Kpallli HIaHCH TOCATTH MPOTATOM
nepioay AOCTIHKEHHS KIIHIYHO 3Hadymioro mojinmmeHHs Ha 10 abo i Oiiabine OaiiB 3araabHOTO
cTany 370poB’st Ta ¢i3uuHuX ¢QyHKOiH (3a ganumu  anketn EORTC-C30) mopiBHSHO 3
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ximiorepamnieto. Bignomenns manciB (BI) nns 3aransHoro crany 3mopos’s: 2,11 (95 % I 1,24;
3,67; p=0,007); BIUI nns ¢pizuunux dynkuii 2,79 (95 % A1 1,50; 5,46; p = 0,002).

Hayienmu 3 H/[KPJI ma nassnicmio mymayii T790M, saxi paniwe xce ompumysanu JniKy8aHHs —
oocnioocennss AURAex ma AURA2

Bynu npoBezeHi 1Ba HEMOPIBHIBHI BIAKPUTI KiniHIYHI gociimkeHHss, AURAex [po3mupena koropra
2 da3u (n =201)] ta AURA2 (n = 210), 3a y4acTIO NaIi€HTIB 3 paKOM JIETEHb 3 HAsIBHICTIO MyTarlii
EGFR T790M, B sxux criocTepirajaocs mporpecyBaHHs XBopoOu Ha (hoHI paHilIe OTpPUMaHUX OHOTO
ab0 KUTbKOX KypciB cucTemMHoi Teparmii, mo Bximodana EGFR TKI. Vei manientn mamu HIAKPJI 3
myTaiiero EGFR T790M, BusiieHoro 3a gomoMororw aHamizy cobas EGFR, mo mpoBoauBcs y
IEHTpanbpHIN Jaboparopii mo modarky JikyBaHHsA. Cran wmyrtamii T790M TakoX OILIHIOBAIN
perpocnektuBHO 3a nonomoror JIHK mupkymorouoi myxmwam (JAHKim), Buminenoi 31 3paska
1a3Mu, 3a0paHoro B XO/i BimOopy. Yci mamieHTH npuiiMany Jikapchkuii 3aci6 Tarpicco y mo3i 80
MTI' OJIUH pa3 Ha 100y. [lepBUHHUME MOKa3HUKAMU €(DEKTHUBHOCTI Y X ABOX TOCITIIKEHHAX OyIu
gacrora 00’ ektuBHOI Bianosini (HOB) 3rigHo 3 Kpurepissmu RECIST (Bepcis 1.1) 3a pesynpraTamu
BICR. Bropunni noka3uuku edekTuBHOCTI BKIro4anu B cede TB ta BBIL

bazoBi nmemorpadidni gaHi Ta XapaKTEPUCTHUKHA XBOPOOHW 3arajbHOI JOCHIKYBAHOI TOITYJISIIIi
(AURAex ta AURA?2): cepenniii Bik 63 poku, 13 % mamientiB > 75 pokiB, xiHoua cTaTh (68 %),
eBporeoinHa paca (36 %), monronoinaa paca (60 %). Yci manieHTH paHilie OTpUMaId MPUHAWNMHI
onny miHito Teparii. 31 % (N = 129) namienTiB orpumanu panime 1 niniro tepamii (Tinbku EGFR
TKI), 69 % (N = 282) orpumainu panime 2 abo Oiunbmie JiHii Teparii. 72 % mMaiieHTiB HIKOIU HE
nanunu, 100 % maiieHTiB Mallu OI[IHKY 3arajibHOro cTrany 3a kiacudikamiero BOO3 0 abo 1. 59 %
MAIiEHTIB MaJIK BiCIlepaJIbHI METAaCTa3M 1032 IPYTHOIO KIIITKOO0, B ToMy uncii 39 % 3 meracrazamu
y HHC (imentudikoBanumu 3a nokanizamieto Borauima y [IIHC Ha BuxiiHOMY piBHi, Y MEAUYHOMY
aHamHe31 Ta/abo 0 XIpypriuHOro BTPYyYaHHs, Ta/ado 10 MOYaTKy MPOMEHEBOI Tepamii 3 MpUBOAY
metactasiB y [IHC) ta 29 % 3 meTacTazamu B neqinky. 47 % HaIlieHTiB Majdd METaCTaTUYHY XBOPOOY
kicTok. Meaiana TpuBasiocTi noaaneiioro cnocrepeskents BBII cranoBuna 12,6 micsis.

VY 411 nanienTi 3 nozutuBHOIO MyTalietro EGFR T790M, siki panime BxXe OTpUMYBaJIH JIIKyBaHHS,
3aranbHa YOB 3a pesynbsraramu BICR cranoBuna 66 % (95 % [1: 61; 71). Y naiienTiB 3 BiANOBIO,
nigTBepxeHoro BICR, meniana TpuBanocti Bignosiai cranosmia 12,5 micsus (95 % [AlI: 11,1; HO).
YOB 3a pesynbraramu BICR y nocnimxenni AURAex nopiaioBana 62 % (95 % JI: 55; 68) ta 70
% (95 % AI: 63; 77) y nocnimkenni AURA2. Meniana BBII cranosuna 11,0 micsus (95 % Il 9,6;
12,4).

Yactora 00’exTHBHOI BiamoBiai 3a pesynpraramMu BICR Bume 50 % cnoctepiramacs B ycix
MIpOaHaTi30BaHNX BU3HAYEHUX 3a3falierib Tpynax, B TOMY YMCIl B Tpymax 3a JIHIEIO Teparii,
€THIYHOIO HAJICXKHICTIO, BIKOM Ta PETiOHOM.

VY monynsmii mamieHTiB, B SKUX MOXKHA OYyJIO OLIHUTH BiAMOBiIAH, 85 % (223/262) marieHTiB Manu
JOKYMEHTaJIbHO MiATBEPKEHY BIAMOBIIb HA MOMEHT NEpIHIOro ckaHyBaHHA (6 TWxHIB), 94 %
(247/262) manu NOKYMEHTaJbHO MIATBEP/KEHY BIANOBIAL HA MOMEHT Jpyroro ckanyBaHHs (12
THUXKHIB).

Jani wooo egpexmuenocmi npu memacmaszax y LJHC y oocnioacennsx 2 ¢pazu (AURAex ma AURA2)

Pesynbratn BICR edextuBnocti npu meractazax y LIHC 3rinno 3 kputepissmu RECIST, Bepcis 1.1,
oTpumano y miarpymi 3 50 (3 ycboro 411) naiieHTiB, B IKUX 3a pe3yJibTaTaMU CKaHyBaHHS F'OJIOBHOTO
MO3KYy Ha BHUXIJIHOMY DiBHI OyJiu BUSIBJIEHI NpUIaTHI Juid BUMiptoBaHHS Mertactasu y [IHC. HOB
IHHC cranoBmia 54 % (27/50 mamientis; 95 % J1: 39,3; 68,2); y 12 % nux BUMaakiB BiAMOBIIs Oyia
MIOBHOIO.

Kuminiuai gocmimkenas 3a ydactio namieHtiB 3 HJAPKJI de novo 3 myramniero EGFR T790M ne
HpOBOI[I/IJII/ICSI.

Hediamputma zcpyna
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€BpornercbKe areHTCTBO JIIKapChKUX 3ac00iB 3BUIBHIIO PO3pOOHMKA Bia 3000B’sI3aHHS HaJlaBaTH
pe3yabTaTl AOCIHIHKEHB JiKapchbKoro 3aco0y Tarpicco B ycix miarpynax nexiaTpu4HOl MOMyJIsii
npu HJIKPJI (muB. po3min «Croci® 3acTocyBaHHS Ta J03W», 1€ HaBeAeHO 1HQopMaIiio Mpo
3aCTOCYBAHHS JITSAM).

Dapmaxokinemuxa.

dapMaKOKIHETHYHI MTOKa3HUKU OCUMEPTHHIOY BUBUATIHUCS y 3JOPOBUX JOOPOBOJIBIIIB Ta MAIIEHTIB 3
HAKPJL. 3a ganumu momyJsiiiHOTO (papMakOKIHETUYHOTO aHaJli3y SBHUM IJIa3MOBHUH KIIIpEHC
OoCHUMEpTHHIOY cTaHOBHUTH 14,3 n/roa, sBHUN 00’eM po3mojiay aAopiBHIOE 918 1, a TepMiHATBLHUNA
nepio/l HalliBBUBEJCHHS — NMPHOIM3HO 44 roguan. PapMakoKiHETHKA Yy MAIIEHTIB, SIKi OTPUMYBAIN
OCHUMEpPTHHIO Yy KOMOIHaIIl 3 MeMETPEeKCeI0M 1 XIMIOTepaIli€r0 Ha OCHOBI IUIATHMHH, MOJi0HA 0
MMOKA3HUKIB Yy MaIli€HTIB, 5Ki 3acTocoByBaiu MoHOTeparito ocuMepTUuHIOOM. AUC 1 Ciax 3pOCTaIOTH
MPOTOPIIIAHO 10 103U Yy Aiana3oHi mo3yBanHs Bia 20 mpo 240 mr. [Ipuitom ocumepTuHiOy OuH pas
Ha 1100y 3yMOBIIO€ MPUOJIM3HO 3-KpaTHE HAKONMUYCHHS 3 JIOCATHCHHSM DPIBHOBKHOTO pPIBHSA
exkcrio3umii d4epe3 15 ngHIB JiKyBaHHS. Y pPIBHOBRXHOMY CTaHi IJJa3MOBl KOHIEHTpAIli
[UPKYJIIOIYOTO JIIKAPChKOTO 3aco0y 3a3BU4YAl 30epiraroThCs B Mexax |,6-KpaTHOTo JianazoHy
MPOTAroM 24-TOAMHHOTO 1HTEPBAy MIXK pUiOMaMH JIIKapChKOTo 3aco0y.

BceMokTyBanHs

[Ticns nepopansHOro MpHiioMy Jikapcbkoro 3aco0y Tarpicco MakcumanbHa Mmi1a3MoBa KOHIEHTPALIis
OCHUMEPTUHIOYy [OCSTAETBCS 3 MEAIAaHOK tmax 6 (3—24) rommH, 3 KiTbKOMa MKaMH, IO
CIIOCTEPIraloThes MPOTATOM Mepiux 24 TOAWH y ACSKUX MaIlieHTiB. AOCOIIOTHA 010I0CTYIHICTh
nikapebkoro 3aco0y Tarpicco ckmamana 70 % (90 % I 67, 73). 3a pesynbraTamMu KIIiHIYHOTO
(hapMaKOKIHETUYHOTO JOCIHIDKEHHS 32 Y4YacTIO MAIll€HTIB, SKi MpUAMaH JIiKapchKuii 3acid y 1031
80 wmr, i’ka He YUHUTH KIIIHIYHO 3HAUyIIOT0 BIUIMBY Ha Oioa0cTymHICcTh ocumepTuHiOy [AUC 3poctae
Ha 6 % (90 % I —5; 19), a Ciax 3MeHIIyeThest HA 7 % (90 % A1 —19; 6)]. Y 310poBUX 10OPOBOIBIIIB,
K1 npuitmanu Tabdnerky 80 Mr Ha QoHi niaBuIeHHS pH nuTyHKa Mij BIUIMBOM NpUHOMY OMEIpa3ory
IPOTAroM 5 HIB, ekcrio3uliss ocuMepTuHiOy He 3MmiHtoBanacs (AUC ta Cmax 3011bmmmncs Ha 7 % Ta
2 % BianoBiaHO) 13 90 % I nnst BimHOIIEHHS €KCIO3UITIH, 1110 oTparuisie y aianazon 80—125 %.

Posnonin

Po3paxoBanuii Ha OCHOBI JaHUX MOMYJISALIT cepeHii 00’ €M pO3NOALTY y piBHOBaXHOMY cTaHl1 (Vss/F)
OCUMEpPTUHIOY cTaHOBUTH 918 11, 10 CBIJUUTH NMPO AKTUBHUM pO3MOALT y TKaHUHAX. In vitro
3B’sI3yBaHHs OCHMEpTHUHIOY 3 Ouikamu miua3mu ctaHoBuTh 94,7 % (5,3 % BinbHOro). JloBeneHo
TaKOX, II0 OCHUMEPTHUHIO KOBAJIEHTHO 3B’S3Yy€TbCA 3 OUIKaMHU IJa3MH y IIypiB Ta JIOJAWHM,
anbOyMIHOM CHPOBATKH JIIOJUHH Ta IeMaTOUTaMU Y I1ypiB Ta JIOAUHHU.

Biorpancdhopmariis

JlochiakeHHs in Vitro J@MOHCTPYIOTh, 1[0 OCUMEPTHHIO MeTa0o0Ii3y€eThCsl MEPEBAXKHO 32 YHACTIO
CYP3A4 ta CYP3AS. Onnak, 3a HasiBHUX JaHUX, ICHYBaHHS aIbTEPHATUBHUX META0OIIUHUX [IUIAXIB
HE MO)XHA TIOBHICTIO BHKJIIOYUTH. 3TIHO JAaHUX JOCIIKEHBb in vitro Oynu imeHTu(diKoBaH1 2
(bapmakosioriyHo akTuBHI MeTabomiTH (AZ7550 Ta AZ5104) y nna3mi KpoBi JOKJIIHIYHUX BUJIB Ta Y
JIIOJIUHY TICIIs NEpOpabHOTO BBEACHHS OCUMEpPTUHIOY; AZ7550 nemoHcTpye (dapMakoJoTidyHUI
npodinb, HoAioHu 10 mpodiro Jikapcbkoro 3aco0y Tarpicco, Toxi sk AZ5104 xapakTepusyeTbes
O1p1I0I0 MOTYXHIcTI0O cTocoBHO EGFR sk MyTantHOro, Tak 1 qukoro tumy. O0uasa meTtabomitu
MOBUIBHO 3 ABIISIOTHCS Y TUIa3Mi KpOBI MICIIsl BBEAECHHS JIiKapchkoro 3aco0y Tarpicco marieHTam,
MemiaHa tmax 24 (4-72) Ta 24 (6-72) ToauHU BIAMOBIAHO. Y IJIa3Mi KpPOB1 JIFOJUHU BIJIACHE
ocuMepTHuHiO ctaHoBUTh 0,8 %, a 2 metadomitu — 0,08 % ta 0,07 % 3aranpHOi palioaKTUBHOCTI, TIPU
IbOMY O1JIbIlIa YacTHHA PaJi0aKTUBHOTO MaTepially KOBAJICHTHO 3B’SA3Y€ThCS 3 OUTKaMH TUIa3MHU.
Cepenne reomerpuyHe 3Ha4eHHs ekcrio3uilii AZ5104 ta AZ7550 y nepepaxynky Ha AUC nopiBHIOE
puoan3Ho 10 % piBHOBaXKHOT €KCIO3UIIT OCUMEPTHHIOY /17151 KOKHOTO 3 METa0OJIITIB.

OcHOBHUM MeTa0OJIYHUM IUISIXOM OCUMEPTUHIOY € OKMCHEHHs Ta JaeankinyBaHHs. Lllonaiimente
12 xoMIOHEHTIB OyJIM BUSBJICH] y 3pa3Kax cedi Ta Kajy JIFOACH, MpoaHaTi30BaHUX 3a Pe3yJIbTaTaMH
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00’ eTHAaHUX JTOCIIKEeHb, MIPU IILOMY 5 KOMITOHEHTIB cTaHOBWIN > 1 % m03u, 3 IKUX HE3MIHCHHUH
ocumepTHiO, AZ5104 Ta AZ7550 — 1,9; 6,6 Ta 2,7 % no3u, Toxi sk nucTeininoBuii axykt (M21) ta
HeBigoMuit metadomt (M25) — 1,5 % Ta 1,9 % no3u BiamoBigHO.

3a pe3yabTaTaMy IOCIIIKEHb in Vitro, OCUMEPTUHIO € KOHKYpeHTHUM iHridbitopom CYP 3A4/5, ane
He CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 Ta 2E1 npu KIIHIYHO 3HAYYIUX KOHIICHTpAIlisfx. 3a
pe3yJbTaTaMu JAOCITIDKEHb in vitro, ocumepturib He € inrioitopom UGT1A1 ta UGT2B7 y newinmi
MpU KIHIYHO 3HaYymuXx KoHueHTpamisax. [arioyBanas UGT1A1 y KuIIeYHUKY MOJXKIIMBE, ajie HOTro
KIIIHIYHI HACITIIKK HEB1OMI.

BuBencHHA

[Ticis oAHOKPATHOTO MEPOPATLHOTO 3aCTOCYBaHHS JIiKapChKoro 3acoly y mo3i 20 mr 67,8 % no3u
Oyno BusBieHo y kaii (1,2 % y Burisal BUXiHoi crnonyku), Tofi sk 14,2 % npuitasartoi no3u (0,8 %
y BUTJISAI BUXIJHOI crionyku) Oyno BUsIBIEHO Ha 84 neHb BinOopy aHamiziB ceui. HeamineHwid
OCUMEPTHUHIO CTaHOBHUTH MPUOIU3HO 2 % BHUBEICHOTO JiKapchbkoro 3aco0y; 0,8 % BUBOIUTHCS 3
ceuero, a 1,2 % — 3 kajaoM.

Bsaemoais 3 TpaHCIIOPTHUMU OLJIKAMU

JlocmipkenHs in vitro mokasan, mjo ocuMmeptuHio He € cyoctparom OATP1B1 ta OATP1B3. In vitro
ocumepTuHi6 He mpurHiuye OAT1, OAT3, OATP1B1, OATP1B3, MATEI, OCT2 ta MATE2K npu
KIIIHIYHO 3HAYYIIMX KOHIEHTPAIisX.

3a mgaHuMM JOCHIKEHb in Vitro, OCUMepTUHIO € cyOctpatom P-rmikomporeiny Ta Oinka
pe3ucTeHTHOCTI paky MonodHoi 3aino3u (BCRP), ane y TepameBTHUHUX 103aX KIIHIYHO 3HAYYIII
B3a€EMO/II1 € MaJIOMMOBIpHUMHU. Ha OCHOBI TaHMX in Vitro 3’ ACOBaHO, 110 OCUMEPTHHIO € 1HTiOiITOpOM
BCRP Tta P-gp (muB. po3min «B3aemonis 3 IHIIUMHU JTKApCBKUMH 3aco0aMu Ta 1HINI BHIA
B3aEMOJIII).

Oco0mBI Kareropii maricHTiB

3a pe3yabTaTaMH MOMyJALIHHOrO (hapMakoKiHeTHYHOro aHaimizy (n = 1367), He Oyno BHSBIEHO
KJIIHIYHO 3HAYYIIO01 3aJI€KHOCTI MK TIPOTHO30BAaHOIO €KCIO3ulliel0 y piBHOBaXkHOMY cTaHi (AUCss)
Ta BikoM (miamazoH: 25-91 pokiB), craTTio (65 % >XiHOK), €THIYHOI HAJIEKHICTIO (BKIIOYAIOUH
€BPOIEOi/1IB, MOHIOJIOI/IB, 30KpeMa SIMOHIIIB Ta KUTAMIB, 1 TEMHOIIKIPUX IAaLI€HTIB, Kl HE €
aziaTamu), JiHI€0 Teparmii Ta cTaTycoM Kypis (n = 34 kypiiB, n = 419 KOJIMIIHIX KypI[iB) MAIl€HTIB.
[Monynsmitnuit @K anani3z mokazas, 1mo mMaca Tiia Oysa 3HAYYIIOK KOBApPIAHTOIO, 110 3YMOBIIIOE
3MiHU MeHII K Ha 20 % noka3znuka AUCss ocuMepTuHiOy, OUiKyBaHi B Jiana3oHi MacH Tija Big 88 kr
10 43 kr BianoBigHO (95 % no 5 % xBanTwmi), mopiBHsiHO 3 AUCs 1711 MelaHHOT MacH Tina 61 Kr.
BpaxoByroun rpaHuuHi 3HaueHHS Macu Tina Bifg < 43 kr go > 88 kr, nons merabosity AZ5104
konuBanacs Bix 11,8 % 1o 9,6 %, Toxi sk qons metadbomity AZ7550 konuBanacs Big 12,8 % mo 8,1 %
BIIMOBIAHO. 3TiHO 3 JaHUMHU mNomyJsiiiHoro ¢apmakokiHetrnunoro (®K) ananizy, anpOymiH
CUpPOBATKU KPOB1 OyB 3HAUYIIO KOBapiaHTOIO, 110 3yMOBItO€ 3MiHU HA < 30 % nokazHuka AUCss
OCUMEpTHUHIOY, OUiKyBaHI B Jiana3oHi piBHA adbOyMiHy CHpOBaTKH BiJ 29 10 46 r/1 BiANOBIAHO
(95% no 5% xBanTmii), nopiBHSIHO 3 AUCs A7 MEIIaHHOTO BUXIJHOIO PIBHA albOyMiHY
cupoBatku 39 r/m. Taki 3MiHM €KCHO3MLIi BHACHIJOK PI3HMLI Yy Maci Tijla UM BUXIJTHOMY pPiBHI
aTbOYMIHY CHPOBATKH HE BBOKAIOTHCS KIIIHIYHO 3HAUYIITMHU.

Hopywenns ¢yuxyii nevinku

OcumepTuHIO BUBOJUTHCS MEPEBAKHO Yepe3 MEUiHKY. Y KIIHIYHOMY JOCIHIIKEHH1 y MAalll€eHTIB 3
PI3HUMH TUTIAMU MOLIMPEHHUX COMITHUX MYXJIUH 1 3 MOPYIIEHHIM (QYHKIIT MeYiHKH JIeTKoro (kjaac A
3a Yaitngom — [1’10, cepenniit 6an = 5,3; n = 7) abo momipHoro (kinac B 3a Yaitnaom — I1’10, cepenniit
O0anm =8,2; n=15) CTymeHs He CIOoCTepiranocs 30UTBIIEHHS EKCIIO3UIll JIIKapChbKOro 3aco0y B
MOPIBHSHHI 3 TIAIlIEHTAMHU 3 HOpMaJIbHOIO QYHKIII€I0 TTeuinku (n = 10) micist 0THOPa30BOT0 MPHHOMY
80 mr mikapcbkoro 3aco0y Tarpicco. CriBBIHOLIEHHS CepeHiX reoMeTpruaHuX 3HadeHb (90 % 1)
AUC 1 Cpax ocumeptuHiOy cranoBmio 63,3 % (47,3; 84,5) ta 51,4 % (36,6; 72,3) y maifieHris 3
MOpYIICHHSM (QYHKIIT MeYiHKU Jerkoro crymneHs i 68,4 % (49,6; 94,2) ta 60,7 % (41,6; 88,6) y

UA-7645 Approved January 2026 17



namieHTiB 3 nopymeHasaM QyHkiii nedinku nomipHoro cryneHs; AUC 1 Cmax MeTabomity AZS5104
cTaHoBUIM 66,5 % (43,4; 101,9) ta 66,3 % (45,3; 96,9) y namieHTiB 3 MOpYyIMIEHHSM (QYHKIIIT IEYiHKA
nerkoro crymnens 1 50,9 % (31,7; 81,6) ta 44,0 % (28,9; 67,1) y namieHTiB 3 HOpymeHHAM QYHKIIIT
MEYiHKH TOMIPHOTO CTYIEHS MOPIBHSAHO 3 EKCIO3MIEI0 JIKApChbKOro 3aco0y y Tali€eHTIB 3
HOPMAJIBHOIO (DYHKITIEIO TIEUiHKU. 3a pe3ysIbTaTaMH MOMYJISIIHHOTO (papMaKOKIHETUYHOTO aHATi3y
He OyJI0 BUSIBJICHO 3aJIeKHOCTI MK Mapkepamu nedinkoBoi ¢ynkuii (AJIT, ACT, 6inipy0in) ta
eKCITO3UITiEI0 ocuMepTHHiOy. JloBeneHo, o0 Mapkep MopymieHHS (QYHKIII MedYiHKH, anbOyMiH
cupoBatku, BruBae Ha PK ocumepTuHiOy. Y mpoBeneHi KIIiHIYHI JOCTIKEHHS HE BKIIIOYAIU
namienTiB 3 piBHaMu ACT a6o AJIT > 2,5 x BMH (BepxHst Mmeka HOpMH), a00 SKIIO 3MiHU OYyJIH
3YMOBJICHI OCHOBHHM 3JIOSIKICHUM 3axBOproBaHHsM, > 5,0 x BMH, abo 3 piBHeM 3arajibHOTrO
Outipy6iny > 1,5 x BMH. 3a pe3yinbpraramu (papMakoOKIHETUUYHOTO AOCTIHKCHHS 3a ydacTio 134
MAII€HTIB 3 JIETKUM HOPYIICHHAM (YHKILIT MeYiHKH, § Mali€HTIB 3 TOMiPHAM HOPYILICHHAM (YHKIIIi
nevyiHky Ta 1216 maimieHTiB 3 HOPMaIbHOI (DYHKIIE MEYIHKH, SKCIO3UIliI OCUMEPTHHIOY B yCiX
narieHTiB Oysia MPaKTUYHO OJHAKOBOK. HasiBHI JaHi CTOCOBHO MAIli€HTIB 3 TSHKKUM MOPYLICHHSM
byHKIiT newiHku oOMexeH1 (auB. po3ait «Croci0 3acToCyBaHHS Ta JI03U»).

Hopywennsa ¢gyuxuyii Hupox

VY KIIiHIYHOMY JOCIIPKEHHI Mics 0JHOPa30BOro MEPOPaATbHOTO 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00y
Tarpicco B 1031 80 Mr y mari€HriB i3 TSDKKOIO HHpKOBOIO HenmoctatHicTio (CLer Bix 15 mo menme
30 ma/xB; n = 7) AUC 36inpmmnacs B 1,85 paza (90 % I: 0,94; 3,64), a Cmax 30imbmmnacs B 1,19
paza (90 % JI: 0,69; 2,07) nopiBHSHO 3 BiMOBIAHAMH ITOKa3HHKAMH Y TAII€HTIB 3 HOPMAaJIHHOIO
¢dyukuiero HUpok (CLcr Oinpiie a6o Ha piBHi 90 miu/xB; n = 8). OkpiM TOro, 3a pe3yjbTaTaMu
MOMYJIALIHHOTO (PapMaKOKIHETUYHOTO aHAJI3y AJaHUX 593 MaIlieHTiB 3 JETKUM MOPYIICHHIM QYHKIIIT
Hupok (kmipenc kpeatuniny (CLcr) Big 60 go menme 90 mu/xB), 254 maii€HTiB 3 MOMIpHUM
nopyureHHssM GyHKIiT Hupok (CLcr Big 30 1o mente 60 Mi1/XB), 5 MAIIEHTIB 3 TSHKKUM MOPYIICHHSIM
¢yuxii Hupox (CLer Big 15 mo menmre 30 mur/xB) Ta 502 maIfieHTiB 3 HOPMaIbHOIO (QYHKITIEI0 HUPOK
(CLcr Buie abo gopiBHIOe 90 MI/XB), €KCIIO3ULIISI OCUMEPTHHIOY B yCIX MAIIEHTIB OyJia MPaKTUYHO
onnakoBoto. [lamienTiB 3 CLcr Hik4e a0o Ha piBHI 10 MJI/XB He BKITIOYAIN Y KIIHIYHI TOCTIKEHHS.

Hayichmu 3 memacmaszamu 8 20108HUL MO30K

3uimMku ITET (mosutpoHHO-eMiciiina Tomorpadist) micis BeeneHHs Mikpoaos [!'Clocumeprunioy
nanieHTam 3 EGFR-myToBanum HJIKPJI Ta meracrazamu B rojoBHMM MO30K (n = 4) 1 370pOBUM
N00poBOJBISIM (N = 7) MOKaszaiM, L0 CIIBBIJHOLIEHHS KOHIEHTpaliil JiKapchbkoro 3aco0y B
rOJIOBHOMY MO3Ky 710 miasMu kposi (Kp) Oyino moxi6uum i mo [''ClocumepTuni6 msugko monas
remMaToeHedaniyHuil 0ap’ep Ta piIBHOMIPHO PO3MOAUIABCS B YCIX JUISHKAX MO3KY SIK Y Malli€HTIB,
TaK 1y 3J0POBHUX JOOPOBOJIBLIB.

Kuainiuni xapakrepucTuku.
Ilokaszanna.

Tarpicco ik MOHOTEpariro 3aCTOCOBYIOTh:

e 4K aJ’FOBAaHTHY Teparito Micisi MOBHOI pe3eKIii MyXJUHU Y JTOPOCIHX MAalI€HTIB 31 CTali€l0
IB-IIIA nenpioHOKIiITHHHOTO paky jereHb (H/AKPJI), mo wmae wyTtamii peuenrtopa
enigepmanbHOrO hakropa pocty (EGFR): menerii B ex3oni 19 a6o 3aminy (L858R) B ek30HI1
21 (nuB. po3nin «PapmMakoguHAMIKAY ),

e IS JIIKYBaHHA JIOPOCIIMX IMAalI€HTIB 13 MicHeBonomupeHumM, Hepesekradensuum HJIKPJL, y
nyxiauHax skux HasBHI MyTauii EGFR: neneuii B ex30H1 19 a0o 3aminu B ex3oH1 21 (L858R)
Ta y sSIKUX XBOpoOa He mporpecyBaia i yac ado Micis XIMIEMPOMEHEBOI Teparii Ha OCHOBI1
TUTATHHY;

® 5K Tepallio MepiIoi JiHii MicrieBonommupenoro abo meracrarnuynoro H/IKPJI 3 aktuByrounmu
mytamisimu EGFR y nopocnux narieHTis;

e IS IIKyBaHHS MiclieBonomupeHoro abo meracratuaraoro HJAKPJI 3 mo3utuBHUM cTaTycoM
myTariiii T790M EGFR y nopocnux marti€eHTiB.
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Tarpicco mokazanuii y KOMOiHaIIi1 3:
® TIEMETPEKCeIOM 1 XiMioTepari€lo Ha OCHOBI IUTATHHH JUIs Teparii nepuoi JiHii B JOPOCIUX
narienTiB 3 nommpennm HJAKPJL, y myxnunax sixkux HasBHI MmyTauii rena EGFR: neneris B
ex30Hi 19 abo 3amina B ek30Hi 21 (L858R).

Ilpomunoka3zannus.

[TigBuIieHa Yy TAUBICTH IO IFOY01 pEYOBHHH 200 10 OYIb-SKOI 3 JOIMOMIKHUX PEYOBHH.
He cnig 3actocoByBaTH pa3om 3 JiikapcbkuM 3aco0om Tarpicco 3Bipo6iii (auB. po3ain «B3aemomis 3
IHIIMMU JIIKapChbKUMHU 3aCO0aMHM Ta 1HIII BUIW B3aEMOMIIN» ).

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63a4cMO0Ill.

dapMaKkOKIiHETUYHI B3a€MOJII1

[otyxni ingykropu CYP3A4 MOXyTh 3HIKYBaTH BIUIMB OCHUMEpPTHHIOY. OCHMEpPTHHIO MOXke
MiJBUIIYBATH BIUTUB CyOCTpaTiB OlIKa pPe3UCTEHTHOCTI paky MoiouHoi 3ano3u (BCRP) Tta P-
rinikornporeiny (P-gp).

Hiroui pewosunu, aKi Modcyms npu3sooumu 00 niQBUWEHH KOHYEHMPAYl OCUMepmunioy 8 niazmi

Kpoel

JlocaimkeHHs in vitro nokasaiy, 1o Meradomism I gasu ocumepTrHIOy BiOYBAETHCS MEPEBAKHO 32
yuacTio CYP3A4 ta CYP3AS. Y kininiuHOMY (hapMaKOKiHETHYHOMY JIOCIiIPKEHHI, B SIKOMY Talli€HTH
onHouacHo npuitmanu 200 mr iTpakoHaszony aBidi Ha 100y (motykHuit iHriditop CYP3A4), ne
CIOCTEpIrayocs: KIIHIYHO 3HAYYIIOrO BIUIMBY Ha €KCIIO3UIII0 OCHMEPTHHIOY (TUIomia ImiJi KPHBOIO
(AUC) 36inbmunacs Ha 24 %, a Cmax 3Menmmnaca Ha 20 %). Otxke, Brums iHriditopiB CYP3A4 Ha
€KCITO3UI1}0 OCUMEPTUHIOY MaoiMOBIpHUH. [HIII epMeHTH-KaTaai3aTOpu BUSBIICH] HE OYJIH.

iyl peuosuHU, KL MOANCYMb NPU3BOOUMU 00 3HUNCCHHS KOHUEHMpAauii ocumepmunioy 8 nadasmi

Kpoeti

VY mnanieHTiB y KIiHIYHOMY (papMakoKiHETHYHOMY JociikeHHI piBHOBaxkHa AUC ocumepTHHIOY
Oyna Hux4oro Ha 78 % mpu ogHOYacHOMY BBeAeHHI pudamminuny (600 mr Ha 100y mpoTsarom 21
nusi). Ilogionum uymnom, AUC wmetabomity AZ5104 3uusunacs Ha 82 %, a Cnax — 78 %.
PekoMeHy€eThCsl YHUKATH OJHOYACHOTO 3aCTOCYBaHHS NMOTYyXHUX 1HAYKTOpiB CYP3A (Hampukian
¢eniToiny, pudammninuHy Ta KkapOamaseniny) 3 JikapcbkuM 3acobom Tarpicco. [lomipHO moTyXHi
iHaykropu CYP3A4 (manpukian OoceHTaH, egaBipeHI], €TpaBipuH, MOAa(]iHLI) TaKOXK MOXYTh
3HWKYBATH BIUIMB OCUMEPTHHIOY 1 TOMY iX CJIiJ] 3aCTOCOBYBATH 3 00EPEKHICTIO; PEKOMEHTY€ThCSI IO
MO>KJIMBOCT1 YHUKATH 1X OJJHOYACHOT'O 3acTocyBaHHA. KiliHIUHI 1aH1, HA OCHOBI SIKHUX MOXHa OyJo 0
pPEKOMEHAYyBaTH KOPEKILII0 J03yBaHHA JiKapcbkoro 3aco0y Tarpicco, BiacyTHi. OpHodacHe
3aCTOCYBaHHsI 3Bip000I0 MpoTUIIoKazaHe (IuB. po3ain «[IpoTunokazanasy).

Bnaue 3aco6ie, wo 3HudiCyoms KUCIOMHICIb WIVHKOB020 COKY, HA OCUMEPMUHIO

VY kiiHIYHOMY (papMaKOKIHETUYHOMY JAOCTIIKEHH]1 OJHOYACHUN TPUHOM OMEIpa30Jly HE CIPUYHNHUB
KIIIHIYHO 3HAYYIIMX 3MiH BIUIMBY OCUMEPTHHIOY. 3aco0H, 110 BIUIMBAIOTh Ha pH IIUTyHKOBOTO COKY,
MOKHA TIPUIUMATH OJTHOYACHO 3 JIIKapChbKuM 3aco0om Tarpicco 6e3 oOMexKeHb.

Miroui peuosunu, naazmamuina KOHYSHMPAYis AKUX MOMCE 3MIHIO8AMUCS NIO BNAUBOM JIIKAPCLKO20
3acoby Tazepicco

Ha ocHOBI gaHuX JOCTIIKEHB in Vitro 3’SICOBAaHO, 110 OCUMEPTHHIO € KOHKYPEHTHUM 1HTi0iTOpOM
tpancnoptepiB BCRP.

VY xniniyHomy @K nocnipkeHHI NMpH OJHOYACHOMY HpuioMi Jikapchkoro 3aco0y Tarpicco i3
po3yBactatuHoM (uyTinuBuM cyoctparom BCRP) cmocrepiramocss migBumeHHs AUC 1 Cmax
po3yBactatuny Ha 35 % 1 72 % BianoBigHo. [lamienTu, siKi 0 JHOYACHO MPUHMAIOTH JIIKAPChKi 3ac00U
3 BCRP-3anexxHuM po3MoOiioM Ta BY3bKHM TEPANeBTUYHUM 1HACKCOM, MOTPEOYIOTh PETEIHHOTO
CIIOCTEPEKEHHS 1I0JJ0 O3HAK 3MiH NEPEHOCUMOCTI OHOYACHO MPU3HAYEHUX JIKAPChKHUX 3ac00iB B

UA-7645 Approved January 2026 19



pe3yabpTaTi MiABUIIEHHS eKCTO3uIlli Ha (OoHI MpUiloMy JIIKapchbKOTO 3aco0y Tarpicco (auB. po3aia
«DapMaKOKIHETUKAY ).

VY xminivnomy @K mocimipkeHHI MpU OJHOYACHOMY IMPUKOMI JiiKapchkoro 3aco0y Tarpicco i3
cuMmBactaTuHOM (uyTiuBuM cyoctpatom CYP3A4) cnocrepiranocst 3HmwkeHHSI AUC 1 Cax
cuMBacTatuHy Ha 9 % 123 % BianmosiaHo. Lli 3MiHM € HEBETUKUMHU 1, UMOBIPHO, HE MAOTh KJIIIHIYHOTO
3HavyeHHs. Kniniuno 3nauymi @K Biaemonii 3 cyocrpatamu CYP3A4 manoiimoBipui. He moxHa
BUKIIIOUNTHU PU3HMK 3HUKECHHSI BIUIMBY TOPMOHAIBHUX KOHTPALCIITHUBIB.

VY KIiHIYHOMY JOCHIKEHHI B3aeMonii 3 (hepMeHTaMHu, PeryJbOBaHUMH IperHaH-X-pernenTopoM
(PXR), mpu ogHOYacHOMY IpUiOMi JliKapchbkoro 3acody Tarpicco i3 dpekcodenaanrom (cydcTpaTom
P-gp) cnocrepiranocs niaBuieHHs AUC 1 Cmax pexcodpenamuny Ha 56 % (90 % A1 35; 79) ta 76 %
(90 % A1 49; 108) micnsa ogHopazoBoi ao3u 1 Ha 27 % (90 % Al 11; 46) ta 25 % (90 % Al 6; 48) y
piBHOBaXHOMY cTaHi BigmoBigHo. IlamienTH, siKki 0JHOYACHO MPUHMAIOTH JIIKApPChKi 3acO0M, IO
3aJIeKaTh B JUCIO3UIT P-gp Ta MarOTh BY3bKHil TEpalleBTHUHUI 1HIIEKC (HAIIPHUKIIAJ] JTUTOKCHUH,
nabiraTpaH, allicKipeH), MOTPeOYIOTh PETEIBHOTO CIIOCTEPEIKEHHS 11010 O3HAK 3MiH MEPEHOCUMOCTI
OJIHOYACHO MPHU3HAYEHUX JIKAPCHKUX 3ac00iB B pe3yNbTaTi MiABUINEHHS ekcrmo3ulii Ha (oHi
npuioMy Jlikapcbkoro 3aco0y Tarpicco (auB. po3ain «DapMaKkOKiHETHKAY).

Ocobnueocmi 3acmocyeanns.

OumiHroBanHs craryey mono Mmyranii EGFR

[Tpu BUpilIeHHI MATAHHS IIOJI0 3aCTOCYBAHHS JIIKAPCHKOTO 3ac00y Tarpicco sk aj’roBaHTHOI Tepartii
nopocnum nauientam i3 HIKPJI micns moBHOT pe3ekinii myxJinHu Mo3uTuBHUM ctatyc myTanii EGFR
(menemii B ex3oHi 19 [Ex19del] a6o 3amini myranii [L858R] B ex30Hi 21) Bka3zye Ha NPUHHITHICTH
mikyBaHHsA. HeoOxigHO mpoBecTH BadilOBaHUN METOJA aHali3y y KIiHIuHIA naboparopii 3
BukopuctanasaM JIHK myxnmuHHOT TKaHMHM, OTpUMAaHOI MicJist 0101cii a0o 3 XipypriuHOTO 3pa3Ka.

[Ipu BupilIeHHI NUTAaHHSA IIOJI0 3aCTOCYBAaHHA JKapchbkoro 3acoOy Tarpicco mnaumieHTaMm i3
MicueBonomupeHuM, Hepezekradbensuum HJIKPJL, y sikux 3axBoproBaHHS HE TPOTPECYBAIIO T Yac
a0o micig XIMIENPOMEHEBOi Teparii Ha OCHOBI IJIATUHHU, TO3UTUBHUH cTaTyc MyTalii EGFR (nenemii
B ek30H1 19 abo 3aminm mytauii [L858R] B ex3oH1 21) Bkazye Ha NPUNHATHICTH JIIKYBaHHS.
Heo0xigHO mpoBecTH BaiiIoBaHUH METO aHali3y y KIiHIYHIN JabopaTopii 3 Bukopucranusam JJHK
MyXJIMHHOI TKAHWHU, OTPUMaHO] miciis O101Cli.

Bupimyroun nuTaHHA II0A0 3aCTOCYBaHHs JiKapcbkoro 3aco0y Tarpicco s JiKyBaHHS
MicueBonomupeHoro adbo meracraruunoro HJIKPJI, HeoOXimHO BU3HAYUTH TMO3UTHUBHUM CTaTyC
moao mytanii EGFR. Cnig mpoBectu BamimoBaHuil aHami3z 3 BUKOpucTaHHsAM myxiauHHOI JTHK,
OTpUMAaHOI 31 3pa3ka TKaHUHU, a00 nupkymorodoi myxiauHHoi JJHK (un/IHK), orpumanoi 31 3paszka
TJ1a3MU KPOBI.

[To3utuBHuU# pe3ynbTatr BusHaueHHs myTtaiii EGFR (aktuBytoui myranii EGFR st repanii neprioi
miHii, generis ek3ona 19 abo myrtarii mo tumy 3amimieHHs ek3oHa 21 (L858R) mpu 3acrocyBanHi
JiKapchKoTo 3aco0y Tarpicco B koMOiHAIIT 3 TEMETPEKCEOM Ta XIMIOTEpaIli€l0 Ha OCHOBI IIATHHU
AK Tepanii nepioi Jinii abo myTauii T790M micns nporpecyBanHs Ha (oHi abo micis tepanii EGFR
TKI) 3a momomMoror aHamizy TKaHWUHHM a00 TUTa3MH KPOBI CBIAYWTH, IO MAIIEHTOBI IMIJIXOJUTH
JiKyBaHHA JIiIKapcbkuM 3acobom Tarpicco. OnHak, SKIIO BUKOPUCTOBYeThCs aHamni3 Ha un/IHK y
mia3Mi KpoBi 1 HOro pe3yjbTaT HETaTUBHUM, PEKOMEHAYEThCS MPOBECTHM KOHTPOJIBHUN aHami3
TKaHUHM, SKIIO MOJKJMBO, 3 OISy Ha HMOBIPHICTb XMOHO-HEraTUBHOIO Pe3yJbTaTy aHali3y
TUTa3MH.

[ToTpiOHO BUKOPUCTOBYBATH JIUIIE TOCTOBIPHUM, HAIIHHMIA Ta YyTIMBHHM aHaJi3 i3 JOBEICHOIO
e(heKTUBHICTIO pH BU3Ha4YeHH1 HassBHOCTI myTanii EGFR.

ITepcTriansHa XxBopoba Jjereds (IXJI)

Tsoxki, HEOE3MMeuH1 17151 KUTTA 4M JeTanbHl Bunaaku [XJI a6o IXJI-momiOHMX mMOOIYHUX peakilii
(HampuKJIaJ MHEBMOHIT) CIIOCTEpIrajics y MaIlieHTiB, sSKi MpuiiMaiu Jikapcbkuii 3aci6 Tarpicco min
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yac KJIIHIYHUX JIOCHTI/DKEHb, 30KpeMa y THX, XTo TmpuiiMaB Tarpicco micis paauKaaibHOT
XIMI€MTPOMEHEBOI Teparnii Ha OCHOBI IUIATUHHU. Y OUIBLIOCTI BUMAJKIB MICIS MEPEPBU Yy JKyBaHHI
OyJI0 JTOCATHYTO TOJIMIIEHHS cTaHy abo oxykanHs. [lamientiB 3 IXJI, menukamenTo3noro IXJI,
paniaiiiHIM THEBMOHITOM, IO BUMAaraB JIIKYBaHHS CTE€pOigaMu, B aHaMHe31 ab0 3 OyIb-sIKUMH
03HaKaMH KJiHIYHO akTHBHOI IXJI He BKIOYaM y KIIHIYHI JOCHiKeHHs (quB. po3ain «I[lo6iuni
peaxirii»).

HeoOximHO mpoBecTH peTelbHe OOCTEKEHHsSI YCiX TAII€HTIB 3 TOCTPOIO IOSBOIO  Ta/abo
HE3pPO3yMUINM MOTIPIICHHSAM CUMIOTOMIB 3 OOKY OpraHiB AMXaHHS (3a[UILIKa, Kallelb, MiABULIICHHS
TeMIIepaTypu Tina) mo0 BuxmrounTH IXJI. JlikyBaHHS JIIKapChKUM 3acO00M CIIij MPU3YIIHHHTH,
JOKM He Oyze 3’sICOBaHO MPUYUHH IIUX cUMITOMIB. Skmio miarHocroBaHo IXJI, mikapchkuii 3aciod
Tarpicco cmii BIAMIHUTH 1 pO3IMOYATH BIAMOBIIHE JIIKYBaHHS, SKIIO MOTPiOHO. MOXUIMBICTH
MOBTOPHOTO 3aCTOCYBaHHs Tarpicco ciiif po3riisiiaTH JUIIE HicIs PeTeIbHOTO PO3IIISILy KOPHCTI Ta
PHU3UKY JJI IEBHOTO IMAllI€HTA.

ITpomeHeBUl HHEBMOHIT

[TpomMeHeBHI THEBMOHIT 3a3BUYaid CIIOCTEPIraeThCs y MEPio 10 POKY MICIIsi OTPUMAHHS MalliEHTOM
MIPOMEHEBO1 Teparrii jiereHb. PekoMeHaarii mo10 KOpuryBaHHs 031 JTiKapcbkoro 3acody Tarpicco
IIpY IPOMEHEBOMY ITHEBMOHITI MICIs PaIuKaIbHOI XIMIETPOMEHEBO1 Tepartii Ha OCHOBI IJIATHHHU JIUB.
y po3aini «Crocib 3acTOCYyBaHHSI Ta JO3W.

Tsoxxi mkipHi mo6iudi peakmii (SCARSs)

[MoBinomnenns mpo Bumanku Cuaapoma CriBeHca — JDxoncona (CCJI) 1 TOKCHYHOTO
enigepmanbHoro Hekpomnizy (TEN) y 3B’a3Ky 3 JiKyBaHHSM JiKapchkuM 3acoboM Tarpicco
HA/IXOJIMIIM 3 YaCTOTOIO 10 KAaTETOPisiM PiAKO Ta HEBIMOMO BiamoiaHo. [lepen modyaTkom JiKyBaHHS
namieHTiB ciif npoindopmysatu npo o3Haku Ta cumntomMu CCJI 1 TEN. SIkio 3’ IBISIOTHCS] O3HAKH
Ta cuMinToMu, 1o cBimuatk po CCJ] a6o TEN, ciiji mpunuHUTH 3aCTOCYBaHHS JIKapChKOTO 3ac00y
Tarpicco. SAkmio niarnocroBano CCJl abo TEN, Tarpicco ciia BiAMIHUTH HETraiHo.

TTonosxxenus inrepsaiy QTc

ITonossxenns inTepBaixy QTc TpamiseThes y MalieHTiB, SKI IpUHMarOTh JiKapchkuii 3acid Tarpicco.
[TonoBxenns iHtepBaty QTc MOXe COPUUMHUTH MIJBULICHHS PU3UKY LUIYHOUKOBOI TaxlapuTMii
(HampuKJIaJ ITYHOUYKOBOI TaxikapAii mipyeTHoro Tumy) abo pantoBoi cmepti. [Ipo Bunanku apurmii,
noB’si3aHoi 3 iHTepBasioM QTc, y mocmimkennsx ADAURA, LAURA, FLAURA, FLAURA?2 a6o
AURA He noBigominserscst (auB. po3ain «Ilo6iuni peakiii»). IamieHTiB 3 KIIHIYHO 3HAYYLIMMU
BIJIXWJIEHHSIMU pUTMY a00 IIPOBIJHOCTI Bl HOpMU 3a JaHuMH enektpokapaiorpamu (EKI) y ciokoi
(manpuknan, iHTepBan QTc mommmii Hixk 470 MC) y 1l JOCHiIKEHHS HE BKIIOYAIH (AMB. PO3JLT
«ITo0iuHi peakiii»).

[To MOXJHMBOCTI CIiJi YHHUKaTH 3acTocyBaHHs Tarpicco mamieHTam i3 BpPOJUKEHUM CHHIPOMOM
nonoBxkeHoro QT. VY mamieHTIB 13 3acTIHHOIO CEPIEBOI0 HEJOCTATHICTIO, TOPYLIEHHSIMU
eJIEKTPONIITHOro0 OanaHcy abo y THX, XTO HpuiiMae JKapcbKi 3acO0M, SIKI MOXXYTb CIPHUUHATH
nogoBxeHHs 1HTepBany QTc, HeoOxigHO 3a0e3meunTH TMEPIOJUYHUN KOHTPOJb 3a JIOTIOMOTOIO
enextpokapaiorpamu (EKI') Ta piBHA enekTpodiTiB. SIKIO y Mali€HTa PO3BUBAETHCS MOJIOBXKEHHS
inTepBany QTc monax 500 mc 3a maHuMM NpuHaMHI ABOX okpeMmo 3anucanux EKT, mikyBaHHsS
JKapChbKUM 3ac000M CIIiJT TPU3YIIMHUTH, JOKU 3HaueHHd iHTepBany QTc He Oyne menmum 481 mc
a00 MOBEPHETHCS 10 BUXITHOTO PiBHS, Ko iHTepBaT QTc € moBmuM abo gopiBHIoe 481 Mc; micis
LBOTO MPHIOM JiKapchKoro 3acody Tarpicco Mo)kHa OHOBHUTH y 3MEHIIEHIH 1031, K 11e TOKa3aHO
y tabmuii 7. Ciig octaTroyHO BiAMiHMTH Tarpicco, SIKIIO y Malli€HTa PO3BUBAETHCS MMOOBKEHHS
iHTepBasty QTc y moeqHaHHI 3 OJHMM i3 3a3HAUYEHUX HIDKYE MPOSBIB: IIIYHOYKOBA TaxXiapUTMis
nipyeTHoro tumy (torsade de pointes), momxiMopdHa MUTYHOUYKOBA TaxiKap/is, CAMITOMH CEPHO3HOT
apuTMmii.

3MiIHU CKOPOTINBOI 3aTHOCTI CEPIIEBOTO M si3a

UA-7645 Approved January 2026 21



VYV KIHIYHUX JOCHIHKEHHSX CIIOCTEpIrajgocs 3MEHIICHHS (pakiii BUKHIY JIBOTO IUTyHOYKA
(®BJII) Ha 10 BiACOTKOBUX MYHKTIB 1 OibIle, a 3MEHIIeHHs Oubin sik Ha 50 % cmoctepiranocs y
4,2 % (65/1557) nauienTiB, sKi puiManu Jikapcbkuii 3acid6 Tarpicco sk MOHOTEpaito 1 MPOUIUIH
ouintoBanuss @BJII Ha BUXiqHOMY piBHI Ta MpUHAWMHI OJHE KOHTpOsIbHE ouiHtoBanHs OBJIII. ¥V
MaIi€HTIB 3 (aKTOpaMu PHU3UKY CEpPLEBO-CYJAMHHUX 3aXBOPIOBAHb Ta Yy MAIlIEHTIB 31 CTaHAMU, IO
MOXyTh BrumBatd Ha OBJILI, cnig 3a0e3neynTd KapaiojJOTiYHUN MOHITOPHHT, B TOMY YHCIHI
omintoBanHs ®BJIIII Ha BUXigHOMY piBHI Ta ITi]1 Yac JiKyBaHHS. SIKIIO IMi/1 Yac JiKyBaHHS y MAIll€HTIB
3 SBISIFOTHCSL 3HAYYIIl O3HAKW/CUMITOMH 3 OOKY cepIs, CiiJl 3a0e3MeYuTH KapAioNoTidyHHUN
MOHITOPHHT, 1110 BKJIF0Yae B cebe oriHtoBanHsa OBJIIL. ¥V mnane6o-KoOHTpoIbOBAaHOMY JAOCIIKEHH1
an’roBanTHOI Tepanii (ADAURA) y 1,5 % (5/325) nauienris, ski otpumysanu Tarpicco, Tay 1,5 %
(5/331) mamienTis, sxi orpumyBanu 1iarne6o, @BJIII 3smenmmiacs Ha 10 abo OiybIe BiJICOTKOBUX
MyHKTIB 200 pizko 3Hm3mIacs 10 meHir Hixk 50 %. Y nocnimkenni LAURA micns XiMienmpoMeHeBoi
Tepamii Ha ocHoB1 miatuHu y 3,0 % (4/135) nauientiB rpynu Tarpicco, sSiki NpoHIIIM BUXiTHE Ta
npuHaiiMHi onHe moxanbme omiHoBanHg @OBJII, cmocrepiranocst 3menmenHs DBJIII
mjoHaiiMentie Ha 10 BiZICOTKOBUX IMYHKTIB 1 3HMKEHHS 10 3Ha4eHb MeHIe Hixk 50 %; y rpymi rmiamne6o
TaKHX SIBUIIl HE CIIOCTEpIraiocs B koaHoro namieaTa. Y gociimkenai FLAURA2 y 8,0 % (21/262)
MAIIeHTIB 3 TPYIHU 3acTocyBaHHs Tarpicco B koMOiHallii 3 MeMETPEeKCce10M 1 XiMiOTepaIi€ro Ha OCHOBI
TUTATUHH, SKI MPOWIUIM BUXIIHY Ta MpuUHAiMHI oaHy nogansiry ouinky ®BJILI, cmoctepiransocs
samkeHHss OBJIII na 10 abo Ginblle BiICOTKOBUX MYHKTIB, a Takoxk 3HMkeHHs OBJIII Ha menIie
Hix 50 %.

Kepatut

Keparut cnocrepirascs y 0,6 % (n=11) 3 1956 mauienris, siki npuiiManu Jlikapcbkuii 3aci6 Tarpicco
sk MmoHoTeparito y nociuimxeHasx ADAURA, FLAURA, FLAURA2, LAURA ta AURA. IlarienTis,
B SKWX 3 SBHJIMCS O3HAKH Ta CUMITOMH, XapaKTepHI JUIs KEepaTHTy, a caMe rocTpa mosiBa abo
3arocTpeHHs 3amalieHHsl OKa, CIb030Teua, CBITIIOUYTINBICTh, 3aThMapeHHs 30py, Oi1b B o1l Ta/abo
MOYEPBOHIHHS OY€H, CII HEeraifHO HANpaBUTH HA KOHCYJBTAIIO0 70 odTaibMoyiora (JUB. PO3JLIT
«Crocib 3acTocyBaHHA Ta JO3W», Ta0IUI 9).

ArmractidHa aHeMis

Ha ti nikyBanHs Tarpicco Oynu 3apeecTpoBaHi HOOJAWHOKI BUMAJAKH PO3BUTKY aIlJIACTUYHOI aHEMII,
B TOMY YHCII 3 JIETAJIbHUMH HachigkaMu. [lepen mouaTkom JliKyBaHHSI HEOOX1THO MPOIH(POPMYyBaTH
MAIE€HTIB MPO O3HAKH Ta CHUMIITOMH alJIACTUYHOI aHeMii, SiKi, KpiM 1HIIOTO, BKJIIOYAIOTh CTiHKe
MIJBUIIEHHS TEMIIEPATypU Tila, CUHII, KPOBOTEUy, OMiiCTh, 1H(EKIIII0 Ta BTOMIIIOBAHICTb. SIKIIO
BUHUKAIOTh O3HAKM Ta CHMIITOMH, IO BKa3ylOTh Ha PO3BUTOK alIaCTUYHOI aHeMii, MOTpiOHO
PO3TIISIHYTH THTaHHS PO pETEJbHE CIIOCTEPEKEHHS 3a CTAHOM TMAIlieHTa Ta MepepuBaHHA a0o
MPUITMHEHHA IPUHoMY Jlikapcbkoro 3acody Tarpicco. [puitom Tarpicco cii npUnUHUATH NalieHTam
3 MATBEPHKEHOIO allJIaCTUYHOO aHeMiero (quB. «CrociO 3aCTOCYBaHHS Ta JI03H»).

Bik 1 maca Tina

JliTH1 mauieHTH (> 65 pokiB) ab0 MaIieHTH 3 HU3bKOIO Macoio Tima (< 50 Kr) MOXyTh MaTu
MiABUILEHUH PU3UK PO3BUTKY MOOIYHMX e(eKTiB piBHA 3 abo Buile. PekoMeHayeTbCs IPOBOIUTH
peTeNbHUI MOHITOPUHT CTaHy IIUX NaiieHTiB (IuB. «[1061uH1 peakiiin).

Hartpiii
[e#t mikapchKkuid 3aci0 MICTUTh MeHIEe 1 MMOb HaTpito (23 mr) Ha 1 TabieTKy, TOOTO € MPAKTUYHO
BUJIBHUM BiJ] HAaTPIIO.

3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2pyook0.

JKinku penpoaykrusHoro Biky/KoHTpanenilis v 4010BIKIB Ta JKIHOK

JKinkaM penpoayKTUBHOTO BIKY PEKOMEHIYEThCS YHUKATH BariTHOCTI I 4Yac JIIKyBaHHS
mikapcbkuM 3acobom Tarpicco. IlamieHTaM peKOMEHIYEThCSI KOPHUCTYBATHUCA €(EKTUBHHUMHU
MPOTH3ATUTIAHUMHU  3aC00aMU  TIPOTATOM TaKUX TMEPIOAIB TICAS 3aKIHYCHHS JIKYBaHHS IIUM
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JKapChbKUM 3aCO00M: HE MEHIIE 2 MICSIIB IS JKIHOK 1 4 MICSAIIB JUTsl YOJOBIKIB. PU3UK 3HMKEHHS
111 TOpPMOHAIBHUX MPOTH3AILTIAHNX 3aC001B HE MOXKHA BUKITIOUUTH.

BaritHicTs

Jlani 10710 3aCTOCYBaHHSI OCHMEPTUHIOY BariTHUM KIHKaM BifICyTHI a0 oOMexeHi. JlocmimKkeHHs
Ha TBapuHaX IOKa3ajdd PENpONYKTHBHY TOKCHYHICTH (€MOPIOJIETANIBHICT, CIIOBUIBHEHHS POCTY
IUI0/Ia Ta HEOHATaJbHY 3aru0enb). 3 Orjsiay Ha MEXaHi3M Jii Ta JOKIIHIYHI JjaHi OYiKY€ThCs, 10
OCHUMEpPTHHIO MOXKE€ YMHUTH WIKIJJIMBAN BIUIMB Ha TUTJ, SKIIO HOTO NpHUAMae BariTHa >IHKA.
Tarpicco HE CItiJi 3aCTOCOBYBATH IIi/I 4aC BariTHOCTI, 32 BUHATKOM BUMAJKIB, KOJIU KJIIHIYHUI CTaH
JKIHKM BUMArae JIIKyBaHHSI caM€ OCUMEPTHHIOOM.

T'onyBaHHs rpy o

Hesinomo, un moTtparuisie ocuMepTHHIO/METabOoMITH Y TPyAHE MOJIOKO JTroAuHu. [Hdopmarltis oo
eKCcKperii ocuMepTuHiOy/MeTaboIIiTIB y MOJIOKO TBapuH HegocTaTHs. OqHaK ocMMepTHHIO Ta Horo
MeTabomiTH OyJIM BUSBIIEHI Y TPYJHOTO IOTOMCTBA TBApHH, IPU I[bOMY CIIOCTEpIiraBcs HeOakaHUN
BILJIUB HA PICT Ta BIXKUBAHICTh MMOTOMCTBA. PU3WK [T TPYHOTO HEMOBJISITH HE MOYKHA BUKITIOUUTH.
l'ogyBanHs rpyAat0 ciifi MPUIMHUTH IIi]] Yac JIKyBaHHS JIIKapChbKUM 3acoboM Tarpicco.

DepTUILHICTD

Jlani o0 BIUIMBY JiKapcbkoro 3aco0y Tarpicco Ha GpepTUIBHICTD JTIOAUHU BiACYTHI. Pe3ynbTaTu
JOCIIKEHb HA TBApMHAX MOKa3yl0Th, 0 OCUMEPTHHIO BIIMBA€E HA PEIIPOAYKTUBHI OPTaHU CaMIIiB
Ta CaMOK 1 MOK€ MOTipIIyBaTh (EePTUIBHICTb.

30amuicms énausamu Ha wWEUOKICMb peakyii npu Kepy8aHHi asMOMpPAHCHOPMOM AOO0 THUUMU
Mexanizmamu

Tarpicco He BruIMBae a00 BIUTMBA€ HE3HAYHOIO MIpOIO HA 3/IaTHICTh KEPyBaTH TPAHCHOPTHUMH
3aco0aMu Ta MpaIffoBaTH 3 THITUMHU MEXaHI3MaMH.

Cnoci6 3acmocysanns ma 0o3u.

JIikyBaHHs JiKapchKuM 3aco0om Tarpicco cii moYnHaTH 1 IPOBOJUTH Mifl HATJISAIOM JIKaps, SIKHA
Ma€ JI0CB1J 3aCTOCYBaHHS MPOTHPAKOBUX JIIKAPCHKUX 3aCO01B.

Bupimyroun nutaHHs IIOA0 3aCTOCYBaHHs Jiikapchbkoro 3aco0y Tarpicco, HEOOXiIHO BU3HAYUTHU
HasBHICTh MyTauii EGFR (y 3pa3skax nmyxnuH Juid aa’loBaHTHOI Teparii abo ais JIIKyBaHHS
MICIIEBOIIOIIMPEHNX HEPE3EeKTa0eIbHUX MTyXJIMH, a TAKOXK Y 3pa3Kax MyXJUHU a0o M1a3Mu KpoBi, IpH
MICIIEBOTIOIIUPEHOMY a00 METAaCTaTHYHOMY PaKy) 3a JIOMOMOTOI0 BaJliIOBAHOTO METOAY aHaTI3y
(muB. po3nin «OcoOIUBOCTI 3aCTOCYBAHHSD).

Jlo3yBaHHs

Monomepanis

PexomennoBana no3a cranoBUTh 80 M OCUMEPTHHIOY OJIMH pa3 Ha 100Y.
Kombinosana mepanis

[Ipu 3actocyBaHHI 3 MEMETPEKCEAOM 1 XIMIOTEpami€l0 Ha OCHOBI IJIATUHH PEKOMEHJIO0BaHa /1032
Tarpicco ctanoButh 80 MT OCUMEpPTHHIOY OJMH pa3 Ha 100Yy.

BianoBigny iHdopmaliito moa0 a03yBaHHS MEMETPEKCeay Ta IMHUCIUIATHHY ab0 KapOoIiaTHHY
JMBHCH B IHCTPYKII{ /U1 MEIMYHOTO 3aCTOCYBAHHSI BIJIOBITHOTO JIIKApCHKOTO 3ac00y.

[TamieHTH MalOTh OTPUMYBATH JIIKYBaHHS B ]’ FOBAHTHOMY PEKHMI JI0 PEITUANBY 3aXBOPIOBaHHS ab0
PO3BHUTKY HENIPUMHATHOI TOKCUYHOCTI. TpHBaiicTh JiKyBaHHS OlIbIIe 3 pOKIB HE BUBYAJIACS.

[TamieHTH 3 MICIIEBOIIOIIIMPEHUM 200 METaCTaTUYHUM PAKOM JIET€Hb MalOTh OTPUMYBATH JIIKYBaHHS
Tarpicco 10 mporpecyBaHHs 3aXBOPIOBaHHS a00 PO3BUTKY HEMPUHHATHOT TOKCUYHOCTI.
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k1o mpuitoM 4eproBoi A03M JiKapchKkoro 3aco0y Tarpicco mpomyIieHu, 103y CIIiJl MPUHHATH, 3a
BUHSTKOM BHIIQ/IKiB, KOJIM 0 HACTYITHOTO TUIAHOBOTO MPUHOMY 3aJHIIMIOCS MeHIIe 12 roauH.

Jlikapcbkuit 3aci6 Tarpicco moTpiOHO MpUHMAaTH B OJMH 1 TOM K€ Yac AHS, HE3aJIEKHO BiJ IPUHOMY
Ki.

Kopexkuyis OOSVGQHH}I

3anexHo BiJl iHAMBITyaIbHOI OE3MEKH Ta MEPEHOCHMOCTI MOKe BUHUKHYTH MOTpeda y rnepepruBaHHi
npuiiomMy Ta/abo 3MEHIIEHH1 J03H JIIKAPChKOTo 3aco0y. SKIo HEOOXiTHO 3MEHIIUTH 03y, TO 11 CITiT
3HI3UTH 110 40 MT OJTUH pa3 Ha A00Y.

BkasiBky 110,10 3MEHIIICHHS T03U Y 3B 53Ky 3 MOOIYHUMH PEakIlisMid TOKCHYHOCTI IPEJACTAaBICHO Y
Tabnumi 9.

Tabauus 9
PexomennoBani 103u kopekuii Tarpicco
Opran- [To6iuna peakiis® Monudikariis 103u
MIIICHb
Jlerenesi Iarepcrunianbhna xBopoOa sierens/ | [IpunuHeHHS  mpHioMy — JIIKAPCHKOTO
npossu’ ITHEBMOHIT® 3aco0y Tarpicco
[IpomeneBuii THEBMOHIT 1-r0 Po3rnsiHyTH nuTaHHS OpU3yNUHEHHS a0o
CTyHEHS IPOJOBXKEHHS NPUHOMY  JIIKapChKOIO
3aco0y  Tarpicco  BIAMOBIAHO IO
KIIIHIYHUX MTOKa3aHb
IIpomeHeBuii THEBMOHIT 2-T0 [Tpu3ynuHeHHs nOpuUHOMY JIIKapChbKOIrO
CTYIEHS 3acody  Tarpicco 10  3HHUKHEHHS
cumnromis. [Ipuiiom nikapcekoro 3acody
Moke Oytu moHOBiIeHO. OcTaTouHe
NPUITMHEHHS JIIKYBaHHS, IKIII0 CUMIITOMU
HE 3HHUKAalOTh uepe3 4 TwxkHI abo
Bi/IOYBa€TbCA  PEUUAMB IMPOMEHEBOTO
ITHEBMOHITY 2-T0 CTYINEHs
IIpomeneBuii THEBMOHIT 3-ro a0 OcraToyHe  MPUIIMHEHHS  OpUiOMY
4-ro cTynieHs JKapchKoro 3aco0y Tarpicco
Cepuesi ITonossxenns intepany QTc nonan | [IpusynuHeHHs mnpuUHOMY JIIKAPCHKOTO
posBU® 500 mc 3a JTaHUMU HE MEHII 5K 2 3aco0y Tarpicco 70 MOMEHTYy, KOJHU
okpemux EKT’ inTepBast QTc crane menme 481 mc abo
MOBEPHETHCS IO BHXIJHOTO 3HAYCHHS,
akiio BuxigHe 3HaueHHS QTc € OubIIM
a60 mopiBHIOE 481 Mc; maTi — TOHOBJICHHS
npuiioMy y 3MeHIeHii 1031 (40 mr)
[Tonoxenns intepBany QTc i3 OcrtaToyHe  NOPUNMHEHHS  NPUHAOMY
CUMITOMaMU Ceprio3HO1 apuTMii JikapchKoro 3aco0y Tarpicco
[IposiBu 3 Cungpom CriBeHca — JI)xoHcoHa 1 OcTaTto4yHO NpUNMHUTH npuitom Tarpicco
60Ky HIKipH® | TOKCHYHUIA eriepManbHUiA
HEKpOJIi3
[TposiBu 3 ArutacTU4Ha aHeMist OcrtaToyHo npunuHUTH npuitom Tarpicco
00Ky
KPOBOHOCHOI
Ta
TimMdaTUyHOi
cucteM®
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[H1IIE [To6iuna peakiiist 3-ro CTyIeHS [Ipu3ynuHeHHsT TpHIOMY JIIKQpCHKOTO

TSKKOCTI a00 BHIIE 3aco0y Tarpicco Ha mepion A0 3 THXKHIB
3MeHIIECHHS TPOSIBIB MOOTYHOT [Ipuiiom mikapcbkoro 3aco0y MOXHa
peaxiiii 3-ro cTyneHst abo BHIE 10 | TOHOBUTH Yy Tii camiit 1031 (80 mr) abo y
0—2-ro cTymeHs micis MeHIin 1031 (40 Mmr)

MPU3YTTHHEHHS TPUHOMY
JiKapchKOTo 3aco0y Tarpicco Ha
MePioJ] TPUBATICTIO JI0 3 THKHIB
[ToGiuna peakuist 3-ro CTyneHs OcraTtoyHe  OPUIMHEHHA  OpUHAOMY
TSDKKOCT1 a00 BUIIE, MPHU KN HE JiKapchKoTo 3aco0y Tarpicco
CIIOCTEPIra€ThCS TMOIMIIEHHS 10
0—2-ro cTymeHs micis
MPU3YTTHHEHHS TPUHOMY
JKapchKOTo 3aco0y Ha Mepiof
TPUBATICTIO JI0 3 THIKHIB

# [HTeHCHBHICTb KJIIHIYHUX MOOIYHUX PEaKIlid BA3HAYAIOTh 3T1HO 13 3aralIbHUMHU TEPMIHOJIOTTYHHUMH
kputepismu st mobiunux peakuiii (CTCAE) Hamionansnoro iHcTuTyTy paky (NCI), (CLIA) Bepcii
5.0.

® Tus. po3ain «Oco6IMBOCTI 3aCTOCYBAHHS.

¢ IXJI/mueBMOHIT, y ToMy uncii IXJI/mHeBMOHIT micist pagukaabHOi XiMieTeparii Ha OCHOBI IJIATHHH.
EKT — enekrpokapuiorpadis; QTc — inTepsan QT 3 mompaBkoro Ha 4aCTOTYy CEPIIEBUX CKOPOUYCHb.

Kombinosana mepanis

[Tpu koMOiHOBaHOMY 3aCTOCYBaHHI JTIKapChKOTO 3ac00y Tarpicco KOpekIlito 103yBaHHS Oy ab-sIKOTO
3 KOMIIOHEHTIB JIIKyBaHHS CJiJl 3/[iiICHIOBAaTH y pa3i moTpeOu. [HCTpyKIii 111010 KOPEKIii 103yBaHHs
nikapcebkoro 3acoOy Tarpicco HaBegeHo B Tabmuii 7. Kopekilito m103yBaHHS TeMeTpeKceny,
LUCIUIATUHY a00 KapOOIUIaTHHY CIiJ 3A1MCHIOBATH 3TiJHO 3 IHCTPYKII€IO JUISI MEIUYHOIO
3aCTOCYBaHHSI BIAMOBIAHOTO JiKapcbkoro 3acoOy. Ilucrutatma Ta/abo  kapOoriaTHH — CIIf
3aCTOCOBYBATH J10 4 LIUKJIIB.

Ocobauesi kamezopii nauicHmis

Kopexkitist 7031 BiIMOBIAHO 10 BiKY, MacH Tija, CTaTi, ETHIYHOT HAJIS)KHOCT1 YU HAsIBHOCTI 3BUYKH JI0
KypiHHS HE MOTpiOHa (IUB. po3aul «DapMaKOKIHETUKAY ).

Topywennus ¢ynxyii nevinku

3a pesynbpTaTaMu KIIHIYHUX JOCTIIKEHb OYJIO BCTAHOBJIEHO, IO KOPEKIlis O3 JIs TAIll€HTIB 3
MopyIIeHHsAM (QYHKIT mediHku jerkoro (kmac A 3a Yaiingom — [1'10) a6o momipHoro (kiac B 3a
Yaiingom — [1’10) cTymnens He moTpiOHa.

AHaNoriuHo, Ha MiJACTaBl MOMYJALINHOrO (papMaKOKIHETUYHOIO aHali3y, KOpEeKLis 103U IJId
MAI€EHTIB 3 JIETKUM CTyINEHeM MopylueHHs (yHKIil nediHku (3aranbHuil OutipyOin < BMH Ta
acnaptaraminorpancdepasza (ACT) > BMH a6o 3aranpauit 61mipy6in Big > 1,0 1o 1,5 x BMH Ta
Oyap-sxkuii piBenb ACT) a0o momipHUM MopymieHHAM (QYHKLIi NMediHKK (3aranbHuil OitipyOiH y
1,5—-3 pasu Bummit Bix BMH Tta Oynp-sxuit piBenb ACT) He pexomeHayeTbcs. besmeka Tta
e(EeKTHUBHICTb LIbOTO JIKapChKOT0 3aCO0Y JUISl MALi€HTIB 3 TSHKKUM MOPYIIEHHAM (YHKIIT IeUiHKU He
BCTaHOBIIEHI. JIoKu He 3’SIBIATHCS JOJATKOBI JIaH1, 3aCTOCYBAHHS JIIKAPCHKOTO 3ac00y Malli€eHTaM 3
TSOKKUM MOPYIIEHHAM (DYHKIIIT MEYiHKH HE pEKOMEHAYEThCs (AUB. po3ai «DPapMaKOKiHETHKAY ).

Topywenns ¢hynxyii Hupox

3rigHO 3 pe3yibTaTaMu KIIHIYHHX JOCTIKeHb 1 momysnidnoro ®K anamizy, KOpekiis 1034 Jis
TMAIIE€HTIB 3 MOPYIIEHHSIM (DYHKIIIT HUPOK JIETKOTO, MMOMIPHOTO 200 TSHKKOTO CTYIICHS HE TOTpiOHAa.
besneka Ta epeKTHBHICTb IIHOTO JIKAPCHKOTO 3ac00y Ui MALi€HTIB 3 TEPMIHAIBHOIO CTali€l0
HUPKOBOI HemocTaTHOCTI [KiipeHc kpeatuHiny (CLcr) menmie 15 mir/XB, po3paxyHOK 3a OpMYIIO0
Kokpodta — I'onra] abo nms mamieHTiB HA Aiali3i He BCTaHOBIEHI. JIIKyBaHHS MAIli€HTIB 3 TSKKAM
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MopyIeHHAM (DYHKIIIT HUPOK Ta TEPMiHAIBHOIO CTAII€F0 HUPKOBOI HETOCTATHOCTI CJIiJT TPOBOIUTH 3
00epexHICTIO (IUB. po3aia «DapMaKOKIHETHKAY).

Croci0 3acTocyBaHHSI

Le#t nmikapchkuii 3aci0 MpU3HAYECHUHN TUTBKH JUIS IEPOPATLHOTO 3aCTOCyBaHHS. Ta0yieTky HeOO0XiTHO
KOBTATH IIJIOIO, 3aIMBAIOYN PIAMHOIO, HE TIOIPIOHIOIOYH, HE PO3AUISIOUYH 1 HE PO3KOBYIOUH Ti.

SIKIIO MaIieHT He MOXE MPOKOBTHYTH TaONeTKy, il MO>KHA pO34MHUTH y 50 MJ Hera3oBaHoi BOJIH.
Jliig 1boro TabyieTKy MOMIIIalTh Y BOAY, HE MOAPIOHIOI0YH, PO3MILIYIOTh JI0 MOBHOTO PO3YMHEHHS
Ta HETaiiHO KOBTarOTh. 1100 OyTH BIIEBHEHUM, IO Y CKJISIHII HIYOTO HE 3aJIHMIINIIOCH, TOAA0TH IIIe
IiB CKJITHKH BOJIM 1 HETaifHO BUNTMBAIOTh. [HII PiAMHY 10JaBaTH HE CITiJ.

SIk11o HeoOXiHe BBEIEHHS JIIKAPCHKOTO 3ac00y Yepe3 Ha30racTpajbHUM 30H/1, YHHATH TaK CaMo, K
OMKMCAHO BWIIE, ajlé BUKOPHUCTOBYIOTH 00°€éM 15 M1 I 1MOYaTKOBOTO PO3YMHEHHS 1 15 mur s
BUMOJNICKYBaHHA 3anumiKiB. Otpumani 30 MJI piJMHM CIIiJl BBECTH Yepe3 Ha30racTpaJbHHUNA 30HI
3TiHO 3 IHCTPYKIII€I0 HOro BUPOOHMKA Ta HAJIEKHO MPOMUTHU TPYOKY BOAOK0. Po3unHeny TabieTky
Ta 3IMIIOK BOJM CIIiJ] MPUIHATH MPOTATOM 30 XBHIIMH 3 MOMEHTY JI0JIaBaHHS TAOJIETKH Y BOIY.

Jimu
besneka Ta eeKTUBHICTH 3aCTOCYBaHHS Jlikapchkoro 3aco0y Tarpicco aiTsam (Bikom A0 18 pokiB) He
BCTaHOBJIEHI. J{aHi BiICyTHI.

Ilepeoo3ysanns.

VY KIIIHIYHUX JTOCIHIKEHHSIX JIIKapchKoro 3aco0y Tarpicco oOMexeHa KiTbKICTh Malli€eHTIB IpuiManu
nikapebkuid 3aci6 Tarpicco y moOoBux mozax mo 240 mr 06e3 pO3BUTKY JO30IMITyBaJIbHOL
TOKCHYHOCTI. Y IIUX JOCTIJDKEHHAX y MAalli€HTIB, sIKi MpUiiManu Jiikapcbkuil 3aci6 Tarpicco mo 160
mr ta 240 Mr Ha 100y, CIIOCTEPITAIOCH MIABUIIICHHS YacTOTH 1 TSKKOCTI neskux TunoBux EGFR TKI-
iHAyKOBaHMX NoO1uHuX peakuii (IIP) (mepeBaskHo niapei Ta MIKIPHOTO BUCHUITY) MOPIBHSAHO 3 THMH,
xTO TipuiimMaB 103y 80 Mr. JIOCBiI BUMTAIKOBOTO TIEPEI03YBAHHS Y JIIOJIMHUA OOMEXEHUH. Y C1 BUTIAIKH
OynM B OKpEeMHUX TMalll€HTIB, SIKI MOMMJIKOBO MPUHUHSIM JIOJATKOBY JI03Y JIIKAPCHKOTO 3aco0y
Tarpicco, 1110 He 3yMOBUJIO KOJHUX KJITHIYHUX HACJIIIKIB.

CrnenudiuHoro JiKyBaHHS Yy pa3i Mmepefo3yBaHHs Jlikapcbkoro 3aco0y Tarpicco He icHye. SIKio €
M1J103pa Ha Mepea03yBaHHs, IPUIOM JliKapchKoro 3aco0y Tarpicco ciif nNpu3yNnuHUTH 1 pO3MOYaTH
CHUMIITOMATHYHE JIIKYBaHHS.

Il06iuni peaxuii.

Koporkwuii ormmc npodinro 0e3mnexku

Jocnioocenns za yuacmio nayicumis 3 H/JIKPJI 3 nosumusuum cmamycom mymauyii EGFR

besneka 3acTocyBaHHS Jikapchbkoro 3aco0y Tarpicco sk MOHOTepanii IpyHTYEThCSI Ha 00’ €THaHUX
nanux 1956 naiieHTiB 3 HEAPIOHOKITITUHHUM PaKoM JieTeHb 3 HasBHICcTIO MyTallii EGFR. 11i namientn
npuiimManu nikapcekuii 3aci6 Tarpicco y 1031 80 Mr Ha 100y B I’ SITH paH/I0Mi30BaHUX JOCTIIKEHHSX
3 ¢a3u (ADAURA, anx’roBantHa Teparis; FLAURA ta FLAURA2 (rpyna moHoTepamnii), nepiua
minig tepanii; LAURA (micns ximienpomeHneBoi Tepamii Ha ocHOBI miatunu), Ta AURA3, npyra
JiHisA), OBOX AochimkeHHsx onHiel rpynu 2 ¢asu (AURAex ta AURA2, npyra niHis Tepanii abo
nojanbiia) 1 onHomy agociipkeHHl 1 ¢gasu (AURAL, nepma ninisg Tepamii abo nmojanpiina) (AuB.
po3nin «®apmakoguHamikay). BinblmicTe MOOIYHMX peakiiid BiAmoBiganmu kputepism 1 abo 2
cTymneHs TspkkocTi. Haitounbim yactumu noGiynumu  peakuisimu (I1P) Oymnu  niapes (46 %), Bucun
(45 %), maponixist (33 %), cyxicts mkipu (31 %) ta cromarur (23 %). [1o6iuni peakmii 3 Ta 4
CTYTEHIB TSKKOCTI B WX JOCHKeHHsIX ctaHoBuiau 11 % Tta 0,2 % BinmosimHO. Y MaIi€HTiB, SKi
npuiiManu Jikapcbkuit 3aci6 Tarpicco y 1031 80 Mr Ha 100y, 3MeHIIeHHs 1031 BHacainok [1P Gymo
notpione 3,4 % mnarienTiB. Bumagku BiAMiHM JTIKAPCHKOTO 3ac00y BHACTIAOK MOOIYHOI peakilii
cTaHOBWIH 5,5 %.
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besneka 3acTocyBaHHS JiKapchbkoro 3aco0y Tarpicco B kKoMOiHamii 3 TEMETpeKceaoM 1
XiMiOTepani€ro Ha OCHOBI IUIATUHH IPYHTYEThCs Ha naHux 276 namientiB 3 HAKPJI 3 mo3utuBHIM
cratycoM myTartlii rena EGFR; BoHa y3romkyBanacs 3 0€31eK0r0 MOHOTEpaIii JTIKapChbKUM 3aC000M
Tarpicco 1 BimoMuMmu mpoisasiMu 6e31eKH 3aCTOCYBaHHS MEMETPEKCely Ta XiMioTeparii Ha OCHOBI
maaTuHU. HalmommupeHimuMy ToOIYHUMH PEaKIlissMH TIPH 3aCTOCYBaHHI JIIKApCHKOTO 3aco0y
Tarpicco B koMOiHaIii 3 EMETPEeKCEeIOM 1 XiIMIOTEpami€ro Ha OCHOBI MIaTUHU Oyinu BucHIl (49 %),
miapes (43 %), 3umxenHs anetuty (31 %), cromatut (31 %), maponixis (27 %) 1 cyXicTb HIKIpH
(24 %). SIxmo Tarpicco 3acTOCOBYIOThH y CKJIaJi KOMOIHOBAHOI Teparii, mepe MoYaTKoM JIiKyBaHHS
CIIiJI O3HAMOMUTHCS 3 IHCTPYKIUEI JUII MEIUYHOTO 3aCTOCYBaHHS BiIIMOBIIHOTO KOMIIOHEHTA
KOMOIHOBAHOI Tepartii.

3 KIIHIYHUX JOCIIDKEHb OyJIM BUKIIIOYCHI marieHTu 3 aHamHe3oM [XJI, menukamenTo3noro [XJI,
panianiiHIM THEBMOHITOM, IIO BHMAaraB JIKYBaHHS CTepoigaMu, abo 3 OyIb-SKHUMH O3HAKaMH
KIiHIYHO akTUBHOI [XJI y Mennunomy anamHue3i. [1alieHTiB 3 KJIIHIYHO 3HAYYIIIMMHU BIAXUJICHHSIMH
BiJl HOpMH pUTMY a00 MpoBigHOCTI 3a nanumHu enekrpokapaiorpamu (EKI) y ciokoi (Hanpukmaz 3
TpuBaticTio iHTepBairy QTc monan 470 mc) y i AociiKeHHS He BKItodanu. [lamientaM Bu3Hayanu
@®BJIIL B npoueci Bigbopy Ta Hamami KokHi 12 THXHIB.

TabanyHui mepeiik oOIYHNX peakiii

[ToGiuHi peakiiii MpeAcTaBICHO 3a KaTeropisMu dYacToTH y Tabnwmi 10 Ha OCHOBI YacTOTH
MOBIOMJICHb PO TMOPIBHAHHI MOOIYHI peakuii B 00’eqHaHOMYy HAOOpl AaHMX CTOCOBHO 1956
narientiB 3 HIAKPJI 3 nasBaicTio mytanii EGFR, siki panime Bxe OTpuMyBanu JiKyBaHHA 1
npuiiManu sikapcbkuil 3acid6 Tarpicco sk MoHoTepamito B 1031 80 Mr Ha 100y y AOCHIIKEHHSIX
ADAURA, FLAURA, FLAURA2, LAURA, AURA3, AURAex, AURA 2 ta AURAI ta y 276
TaIIE€HTIB, K1 IPUHMaIIH JIiKapchbKuid 3aci6 Tarpicco B koMOiHallii 3 MeMeTpeKce10M 1 XiMioTepari€ro
Ha OCHOBI Tu1atuHu y gociipkenHi FLAURA?2.

[To6iuHi peakirii nepeniueHo 3a kiacamu cuctem opratiB (KCO) 3rigHo 3 MeTudHIM CIIOBHUKOM JIISI
HOpMaTuBHO-NIpaBoBoi AisuibHOCTI (MedDRA). V mexax KoxHOI rpynu 3a cucTeMaMu OpraHiB
no014HI peakiii po3TalloBaHO Y MOPSAIKY 3MEHILIEHHS YacTOTH. Y MeXaxX KOKHOI TPYITH 332 4aCTOTOIO
noOIyH1 peakuii NPeACTaBI€HO B NOPSAAKY 3MEHIIEHHS cepilo3HocTi. KpiM 1poro, BiAMOBiNIHI
kareropii wyacroru IIP mpeacraBieHo 3riHo 3 KpuTepisiMu Panum MiKHapoJHUX oOprasizamii
MeanuHux Hayk (CIOMS IIT) Takum ynHOM: yxe yacto (= 1/10); yacto (= 1/100 no < 1/10); HeuacTo
(= 1/1000 no < 1/100); pinko (= 1/10 000 mo < 1/1000); xyxe pigko (< 1/10 000), uacTora HEBiTOMA
(HEMOXJIMBO BCTAHOBUTH HA OCHOBI HasIBHUX JaHUX).

Taoauusa 10

IMo6iuni peakuii, o cnocrepiraaucs y nociaipkenusax ADAURA, LAURA, FLAURA,
FLAURA2 i AURA

KCO 3a MedDRA Tarpicco 3 nemerpexceaom
Tarpicco® i ximioTepani€ro Ha OCHOBI
II.]IaTl/IHI/Ib
YacroTa 3rigHo 3 Yacrora YacroTa 3rigHo 3 Yacrora

CIOMS/ 3araabHa | peakuii CIOMS/ 3araiabHa peakuii
yacToTa (yci cryneHi | crynenst 3 | 4acrtora (yci cryneni |crymens 3
3rimno 3 CTCAE)® |a6o Bume |3rigno 3 CTCAE)® a0o BuIe
3rigHo 3 3riHo 3
CTCAE® CTCAE"®

3 0oky cucTeMH KpOBi Ta JiMPATHYHOI CHCTEeMHU

Amnnactuuna anemist | Pigko (0,05 %) 0,05 % 0 % 0%
TpomboITONEHIS Yacro (7 %) 0,6 % Hyxe gacto (18,5 %) [6,9 %
Hetitponenis Yacro (6 %) 0,9 % Hyxe yvacto (24,6 %) |13,4 %
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KCO 3a MedDRA Tarpicco 3 nemerpekceaom
Tarpicco® i ximioTepani€ro Ha OCHOBI
naaTuHn’
Yacrora 3rigHo 3 Yacrora Yacrora 3rigHo 3 Yacrora
CIOMS/ 3aranbHa | peakuiii CIOMS/ 3aranbHa peaxkuii
yacrora (yci cryneHi | crynenst 3 |4acrora (yci cryneni |crymens 3
3rigno 3 CTCAE)® a0o Bume |3rigno 3 CTCAE)® 200 BHIIIE
3rigHo 3 3riHo 3
CTCAE* CTCAE®
JletikomeHist YacTo (5 %) 0,4 % Hyxe gacto (12,7 %) |2,9 %
Jlimdponenis Yacro (1,6 %) 0,3 % Yacro (2,5 %) 1,1 %
3 0oky 00MiHy pe4yOBHH i XapuyBaHHS
3HUKEHHS alleTUTY Hyxe gacto (19 %) (1,1 % Hyxe gacto (31 %) 2,9 %
3 6oky oprauiB 30py
Keparut? Heuacro (0,6 %) 0,05 % Heuacro (0,7 %) 0 %
3 Ooky cepust
CepueBa Hewacro (0,5 %) 0,2 % Yacro (1,8 %) 1,1 %°
HEJIOCTaTHICTh
3 Ooky opraHiB AMXaHHS, IPYAHOI KJIITKH Ta cepeAOCTiHHA
HocoBa kpoBoteua Yacro (6 %) 0% Yacro (7 %) 0,4 %
[aTepcTuiianbpHa Yacro (4,3 %)f 1,4 %# Yacto (3,3 %)" 0,7 %'
XBOpOOa JiereHb
IIpomeHeBuii Yacro (4 %) 0,2 % 0 % 0 %
MTHEBMOHIT
3 00Ky HIITYHKOBO-KHIIKOBOI0 TPAKTY
Hiapest Hyxe gacrto (46 %) 1,5 % Hyxe gacrto (43 %) 2,9 %
Cromarut® Hyxe gacto (23 %) 0,4 % Hyxe gacto (31 %) 0,4 %
3 0oky mIKipy Ta MiAMKIPHOT KIITKOBUHI
Bucnr! Jyxe uacto (45 %) 0,8 % Hy»xe uacto (49 %) 2,5 %
[Maponixis™ Hyxe gacto (33 %) 0,4 % Hyxe gacro (27 %) 0,7 %
Cyxictb mkipu” Hyxe gacto (31 %) 10,2 % Hyxe gacto (24 %) 0%
CBepOix°® Hyxe gacto (17 %) 0,05 % Yacro (8 %) 0%
Anonertist Yacto (5 %) 0% Yacro (9 %) 0%
CuHApPOM JTOJIOHHO- Yacro (1,9 %) 0% Yacro (5 %) 0%
M1 I0IIOBHOT
epuTpoI3ecTe3il
Kpomnup’sHka Yacro (1,9 %) 0,1 % Yacro (1,4 %) 0,4 %
[nepnirmenTaris Yacro (0,9 %) 0% Yacro (2,5 %) 0%
mKipu®
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KCO 3a MedDRA

Tarpicco 3 nemerpekceaom

iHTepBany QTcY

Tarpicco® i ximioTepani€ro Ha OCHOBI
naaTuHn’
Yacrora 3rigHo 3 Yacrora Yacrora 3rigHo 3 Yacrora
CIOMS/ 3aranbHa | peakuiii CIOMS/ 3aranbHa peaxkuii
yacrora (yci cryneHi | crynenst 3 |4acrora (yci cryneni |crymens 3
3rigno 3 CTCAE)® a0o Bume |3rigno 3 CTCAE)® 200 BHIIIE
3rigHo 3 3riHo 3
CTCAE* CTCAE®
[Tonimopdua eputema? | Heuacro (0,3 %) 0% Yacro (1,4 %) 0,7 %
HIkipHuii BacKymiT Heuacro (0,2 %) 0% 0%
Cunppom Crisenca — | Pigko (0,02 %) 0% 0%
JlxoHcoHa®
ToxcuaHMiA He Bimomo 0% 0%
eniiepMaTbHUI
HEKpOoIi3'
Po3zsiagu, BusiBJIeHi 32 pe3yJIbTATAMU 00CTe/KeHH S
3menienns ¢pakuii | Yacro (4,1 %) Yacro (8,0 %)
BUKHTY JIIBOTO
nuTyHO4Ka™ "
[TigBuinena Yacro (2 %) 0,4 % Yacro (3,3 %) 1,1 %
KkpeatuHdochokinaza
KpOBI1
[TonoBxkeHHsS Yacro (1,1 %) Yacro (1,8 %)

3MiHu, BUSIBJIEHI 32 pe3yJIbTATAMH aHANI3IB (peacTaB/IeHi K CTYNiHb BIIXWJIEHHS Bill HOpMH

3rigno 3 CTCAE)

3mMeHIIeHHs KinbkocTi | [lyke gacto (65 %) 1,9 % Hyxe gacro (88 %) 20 %
JIEUKOIUTIB"

3mMenIeHHs KinbkocTi | [lyske gacto (64 %) 8 % Hyxe gacro (78 %) 16 %
mimdonuTie!

3amkeHHs KitbkocTi | yke gacto (53 %) 1,3 % Hyxe gacro (85 %) 16 %
TPOMOOIUTIB"

3meHteHHs KibkocTi | [lyxe gacto (36 %) 4,0 % Hyxe gacto (85 %) 36 %
HelTpodiiB!

[TigBUTIIEHHS PiBHS Yacto (5,6 %) 0,05 % Hyxe gacro (22 %) 0,4 %
KpeaTHHIHY B KpOBI

3 00Ky cKe1eTHO-M A30B0I CHCTEMH TA CIIOJTYYHOI TKAHUHHA

Mio3zur Heuacto (0,2 %) 0 % 0% 0 %

@ Jlani sBHsitOTH coOoro 00’emuani nmani gocmimkeHb ADAURA, FLAURA, FLAURA2 (rpymna
monoteparii), LAURA ta AURA (AURA3, AURAex, AURA 2 i AURAI); y3araibHEHO TUIbKH
peaxiiii, Mo crocTepirayiucs y MauieHTiB, SKi OPUHAHSIN Xoua O OAHY 03y JIKapChKOTO 3aco0y
Tarpicco sik paHI0Mi30BaHE JIIKYBaHHSI.
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b JTani orpuMaHo y rpymi 3acTocyBaHHS KoMbiHartii B mocmimkenni FLAURA2; y3aranbHEHO TiTbKH
peakilii, 1o CrocTepirajucs y MAIli€eHTiB, SKI NPUUHSIM Xo4ya O OXHY 103y JOCIHIKYBaHOT'O
nikapcbkoro 3acoOy (Tarpicco, meMerpekcell, NUCIUIATUH abo KapOoIIaTHH) SK PaHIOMi30BaHE
nmikyBaHHs. MeiaHHa TPUBAIICTH JIIKYBaHHS B TOCIIPKCHHI CTAaHOBWIIA 22,3 MiCSIIsl JJIs MMAIli€HTIB
IPYIU 3aCTOCYBaHHs Tarpicco 3 meMEeTpEeKCce0M 1 XIMiOoTepaIi€lo Ha OCHOBI TJIATHHM.
¢ 3aranbHi TepMmiHonoriuHi Kputepii s nodiunux peakuiii (CTCAE) HamionansHOro iHCTUTYTY
paky (NCI), (CIIIA), Bepcis 5.0.

Bruttouae Taki BUMaaku: 1e()eKT emiTenito poriBKy, €po3is poriBKU, KEPAaTHT, TOYKOBUN KEPATHT.
¢ IToBimomieHo mpo ABi peakiii 5 crynens TspkkocTi 3rigHo 3 CTCAE (netanbHi).
P Bxmoyae Taki Bumagku: iHTepcTHIianbHa XBopoba nerenb (1,8 %), mueBMoHIT (2,2 %), $i6po3
nerenb (0,2 %), opranizamiitna mueBmoHis (0,1 %).
£ TToBimOMIIEHO TPO BiciM peakiiit 5 crynens Tspkkocti 3rigHo 3 CTCAE (sretansHux).
P Bxmouae Taki BHNAAKM: iHTepCTHIianbHa xBopoOa nerens (1,8 %), mueBmoniT (1,1 %),
opranizaniitna maesmoHis (0,4 %).
 TToBimomiero po OJIHY peakuito 5 crynens Tsokkocti 3riqHo 3 CTCAE (neranbhy).
) Brmiowae ipomeHeBuii i6pos nerens (0,05 %). ¥ Bxmouae Taki BUIanKu: BUPA3sKH B POTOBiii
MOPO>KHUHI, CTOMATUT.
! Bxmouae Taki BHTAnKu: aKkHe, IepMATHT, akHe(OPMHHIl JepPMATUT, MEIHMKAMEHTO3HUI BHCHII,
eputeMa, QOJIKyIIT, MyCTyJIH, BUCHI, EPUTEMATO3HUN BHUCHIL, (HONIKYIIPHUNA BUCHUI, MAKYJISIPHUIMA
BUCHII, MaKyJIO-TIaIlyJbO3HUNA BHCHII, TAITyJbO3HUNA BHUCHUI, IYCTYJIHO3HHWN BUCHIL, CBEPODKHHIA
BHCHII, BE3UKYJISIPHUN BUCHII, €pO3is HIKIPH.
™ Bkirtouae Taki BUNIAJKHU: pO3Jaau 3 00Ky HIFTHOBOTO JIOXKa, iH(EKIis HIrThOBOTO JIOXKA, 3alaICHHS
HITTHOBOT'O JIOXKa, 3MiHA KOJIBOPY HITTIB, po3Naj 3 OOKY HIrTiB, TUCTPOdis HIrTIB, IHPEKI[is HITTIB,
MICMEHTAIlisl HIrTiB, HEPIBHICTh HITTIB, TOKCHYHI 3MiHM 3 OOKYy HIITiB, OHIXaJris, OHIXOKJIa3is,
OHIXOJII3HUC, OHIXOMAJIe3UC, OHIXOMAJISIIis, TTAPOHIXIis.
" Bxirroyae Taki BUTIAKH: CYXIiCTh HIKIpH, €K3eMY, TPIIIIUHU IIKIPH, KCEPOJEPMY, KCEPO3.
° Bkirodae Taki BUNAJAKH: CBEpPOIHHS MOBIK, CBEPOIX.
PV micnsipeecTpalliitHoMy Mepiojil 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00Y MOBIIOMIISUIOCS PO BUITAIKK
CTIMKOI AUCXPOMIYHOI EPUTEMH.
9 Iicte 3 1956 mamientiB y pociimkenHsx ADAURA, AURA, FLAURA, FLAURA2 (rpyna
moHoteparii), LAURA ta AURA nosigomnsiu npo noniMopdry eputemy. Takox Oynu oTpumani
MICSAPEECTPallifiHl MOBIJOMJIEHHS MpO TMOJIMOPQHY epuTeMy, 30KpeMa 7 TMOBIJOMIIEHb 3
HiCIIApeecTpalifHOro MOHITOPUHIoBOro ociikeHHs (N = 3578).
"Po3paxyHkoBa yactoTa. Bepxus mexa 95 % noBipyoro iHTepBaly s TOUKOBOI OL[IHKH CTAHOBHUTH
3/1956 (0,4 %).
S OnuH BUNAAOK 3apEECTPYBAIA B MICISIPEECTPAIlIHHOMY JOCIIKEHH], a 9YaCTOTy BCTAaHOBWJIN 3a
nanumu BunpoOyBanb ADAURA, FLAURA, FLAURA?2 (rpyna moHoteparii), LAURA ta AURA i
nicnspeecTpaiitHoro pociipkenns (N = 5534).
' TIoBiZOMJTAIIOCS T1i/T Yac MicsIpeecTpamiitHOro 3aCTOCYBaHH,.
" TlpeacraBneHO 4acTOTy BIAXWJIEHb JIaOOPAaTOPHUX IMOKA3HHUKIB, a HE YaCTOTY 3apeecTpPOBAaHUX
MOOIYHUX PEeaKIlii.
V¥ Binmosinae 3amkeHHI0 Ha 10 a0 OibIe BiICOTKOBUX IyHKTIB Ta MeHII HIXK Ha 50 %.
V' BiamoBiae 4acTOTI BUMAJKIB Y MAII€HTIB 3 MOA0BXKeHHAM iHTepBaty QTcF > 500 mc.

Onnc okpeMux OOIYHUX peaKIii

Inmepcmuuianvna xeopoba aezenv (IXJI)

VY nocnimkennsx ADAURA, FLAURA, FLAURA2 (rpyna monotepanii), AURA ta LAURA IXJI
a6o IXJI-moxiOHi mobiyHi peakuii ciocrepiranucs y 4,3 % 3 1956 nauientiB. byno 3apeectpoBano
BiCiM JieTanbHUX BUMAKIB. [Ipo neTanpHi BUnaaku Ha GoH1 aJi’ FOBaHTHOI Tepartii He TOB1IOMIISIIOCS.
Yacrota BunankiB [XJI cranosuna 10,4 % y marieHTiB-ImoHIiB, 2,8 % — y Mali€HTIB a31iiChKOTO
MOXOJKEHHS (aie He smoHIIiB) Ta 3,2 % y maIieHTiB He a31iChKOro MOX0/KEeHHs. Meiana Jacy Bij
npuiioMy niepmroi qo3u a0 noyatky [XJI abo IXJI-moaiOHuX moOiyHMX peakiiiid cTaHoBHUIA 85 JHIB
(muB. po3ain «OCcoOMMBOCTI 3aCTOCYBAHHS ).
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IXJI a6o IXJI-moaiOHi mobiuHi peakiii 0yio 3apeectpoBano y 7,7 % mauienTiB, ay 0,7 % (n=1) 31
143  yuacuukiB gocmimkenHss LAURA, saxi orpumyBamu Tarpicco micias paavKaibHOL
XIMIEITPOMEHEBOT Tepallii Ha OCHOBI TUTATHHH, BOHU OyJn jieTalibHuMH. YactoTa BuHUKHEHHs [XJI
cranoBmia 6,6 % y mamieHTiB a3iiChKOro (HE SIMOHCHKOT0) MOXOKEeHHs Ta 17,2 % y maiieHTiB He
a3iiChKOTO MOXOJKCHHS; y OJHOTO Talli€HTa SMOHCHKOTO IMOXO/DKCHHS HE BHHHKIIO PEaKIii y
Bursini [XJI. Meniana vacy Bif npuitfomy mepiioi qo3u g0 BunukHeHHs [XJI abo IXJI-moxiGHuX
MOOIYHMX peakIlii cranoBmuia 1,9 micsis. MeaiaHna 4acy BiJl OTpUMaHHS OCTaHHBOT JI03M TPOMEHEBOT
tepanii 10 BuHukHeHH: [XJI abo IXJI-nmoaioHux modiyHux peakuiit cranoBuia 3,0 MicsLs.

IXJI a6o IXJI-moxiOHi mo6iuHi peakuii Oyno 3apeectpoBano y 3,3 % yuacHukiB, aB 0,4 % (n=1) 3
276 yaacuukiB gociimpkenHss FLAURAZ2, axi otpumyBanu Tarpicco B kKoMOiHaIlii 3 HeMeTpeKce oM
1 XIMI€TEpaITi€r0 Ha OCHOBI TJIATHHU, BOHK OyJin JeTaibHUMH. YacToTa BuHMKHEeHHs [XJI cranoBmiia
14,9 % y mami€eHTiB AMOHCHKOTO MOXO/pKEHHS Ta 1,7 % y marienTiB He a31iiCbKOT0 MOXOKEHHS; Y
JKOJTHOTO TIaIliEHTa a3iichbKOro (HE SIMOHCHKOI) IMOXOJDKEHHS B TPyl KOMOIHOBaHOI Teparii
nocmimxenns FLAURA?2 ne Bunnkino [XJ1. Mexniana gacy Bia nmpuiiomy rnepiioi 1031 10 BHHUKHEHHS
IXJI a6o IXJI-moaiOHMX MOOIYHMX peakiiii craHoBwia 161 aeHb.

IIpomenesuil nHesMouim

VY nocmimxenHi LAURA micns pagukanbHOi XiMiempoMeHeBoi Teparii Ha OCHOBI IUTATUHU OYJI0
3apeecTpOBaHO MPOMEHEBUI MHEBMOHIT Y 48 % 31 143 mamienrTis, ski orpumyBanu Tarpicco, Ta y
38 % 13 73 mailieHTiB, SKi OTpUMYyBaU Iu1ane6o. Y Tphox (2,1 %) maiieHTiB cocTepiraiucs peaxiii
3-ro crynens (yci — B rpymi Tarpicco); peakiiii 4-ro abo 5-ro cryneHsi He 0yJio 3apeecTpOBaHO B
KOJIHIH 13 Tpy1. MeiaHna yacy Bijl IpUHOMY TIEpIIOT 031 10 BAHUKHEHHS TPOMEHEBOTO ITHEBMOHITY
cranoBmia 1,7 micsust B rpymi Tarpicco ta 1,8 micsist B rpymi rurane6o. Meniana gacy Big npaiiomMy
OCTaHHBOI JIO3M TPOMEHEBOI Teparii 10 BUHUKHEHHS MPOMEHEBOI'O ITHEBMOHITY CTaHOBHIA 2,5
Micsud B rpyni Tarpicco Ta 2,6 Micsus B rpymi mianeoo.

Tlooosorcenns inmepsany Qlc

I3 1956 mamienTiB — yuyacuukiB nociipkenb ADAURA, FLAURA, FLAURA2, LAURA 1 AURA,
SK1 OTPUMYBAJIM JIIKYBaHHS JiKapchbKuM 3aco0oM Tarpicco sik Monotepamii (80 mr), B 1,1 %
namieHTiB (n=21) 6yno BusiBneHo iHtepan QTc, moBmmuii 500 mc, a B 4 % marientiB (n = 79)
BiJI3Ha4a10cs 30UIbIICHHS MOPIBHSIHO 3 BUXIAHUM 3Ha4eHHAM iHTepBaidy QTc Oinbiie sk Ha 60 Mmc.
3a pesynbpTaTamMu (papMakoKIHETUYHOTO/(PapMaKoIMHAMIYHOTO aHai3y MPOTHO3YETHCS 3POCTAHHS
BEJTMYMHU TOJOBXKEHHA iHTepBany QTc, 3anexHe BiJ KOHIIEHTpaIlil Jikapchkoro 3aco0y Tarpicco.
[Ipo Bumanku aputmii, moB’si3aHi 3 JoBxuHOIO 1HTepBany QTc, y mochimkenHsx ADAURA,
LAURA, FLAURA, FLAURA2 i AURA He mnosimommsiiocs (muB. po3ainu «OcobmuBOCTi
3acTocyBaHHs» 1 «@PapMakoguHamika»). Y rpymi 3actocyBaHHs Tarpicco B KkomOiHamii 3
MEeMETPeKCeIOM 1 XiMIOTepami€lo Ha OCHOBI IUIATMHM YacTKa MAIli€HTIB, Yy SIKUX CHOCTepiraiocs
nogosxeHHs iHTepBary QTc monax 500 mc 31 30imbIeHHAM OlIbIe HXK Ha 60 MC BiJ] BUXITHOTO
piBH#, OyJ1a HU3BKOIO Ta MOJIOHOIO /10 Takoi mpu MoHoTepaii (1,8 % mopiBHsaHO 3 1,5 %).

Ed)ekmu 3 6OKV WJIYHKOBO-KUUKOB020 mMpaKmy

VY nocnimxenusx ADAURA, FLAURA, FLAURA2, LAURA, i AURA (Tarpicco sik MOHOTeparis;
N = 1956), nmiapes Oyna 3apeectpoBana y 46 % mariieHTiB, 3 HUX y 36 % — peakii 1 crynens
TSDKKOCTI, y 8,1 % — peaxuii 2 crynens Ta'y 1,5 % — peakuii 3 crynens; peakuiit 4 abo 5 crynens
TSDKKOCTI HE 3apeecTpoBaHo. 3MEHIIeHHS n103u Oyno motpidne 0,6 % marieHTiB, a mepepsa y
JKyBaHHI IOCIII)KYBaHUM JiKapchKuM 3aco0om — 1,9 %. Yotupu peaxuii (0,2 %) 3yMOBUIIH BIAMIHY
JocIiKyBaHoro Jikapcbkoro 3aco0y. Y nmocmimxenHi ADAURA, FLAURA, FLAURA2 (rpyna
MoHoteparii) i AURA3 meniana gacy 0 mosiBu MOOI4YHOI peakilii cranoBuia 22 aHi, 19 auis, 22 axi
122 mHi, BIATIOBITHO, a MEJliIaHa TPUBAJIOCTI peakilii 2 cryneHs Tsokkocti — 11 auiB, 19 nwiB, 17 nHiB
i 6 nuiB, BimmoBimHO. Y Tpymi 3actocyBaHHS Tarpicco B KOMOIHAIii 3 MEMETPEKCEelIoM 1
ximMioTeparni€ro Ha OCHOBI IUTATUHU MPO Jliapero noBigomisiocs y 43 % mnanieHTiB nopiBHAHO 3 41 %
MAIEHTIB TPYNU MOHOTeparnii; OUIBLIICTD 3 IIMX BHUIMAJKIB Aiapei Oynu peakuisMu 1 ta 2 cTyneHiB
TSKKOCTI.

UA-7645 Approved January 2026 31



Temamono2iuni nooii

Ha mnowatrky mikyBaHHs JiKapcbkuM 3acobom Tarpicco crocrepiraiv 3MEHLIEHHS CepelHboi
KUIBKOCT1 JICUKOIMTIB, JIMQOIMUTIB, HEHUTpodumB 1 TpomMOOmMTIB. 3 YacoM I TOKa3HHKH
cTabumi3yBaimcs, a TMOTIM 3aJUINAIKCA BHIIE HUKHBbOT Mexi HopmH. lloBimomisiioch mpo Taki
nmoOivHI peakIlii, K JIeHKomeHis, J1iMpOoIeHisi, HUTPOTICHIsS Ta TPOMOOLUTOIIEHIS, OUIBIIICTh 3 KX
Oynu Jerkoro abo cepeIHbOro CTYIEHS TSHKKOCTI 1 He PU3BOIMIIN JI0 TIepeprBaHHs JlikyBaHHs. Ha
TJT1 JTIKYBaHHS JTiKapchbKuM 3acobom Tarpicco 0yi1o 3apeecTpoBaHO MOOIMHOKI BUTIAJIKA alllIaCTUIHOL
aHeMii, B TOMY 4HClIi 3 JieTaibHUMH Haciiakamu. [Ipuitom Tarpicco moTpiOGHO MPUNHUHUTH Malli€HTaM
3 MIATBEP/PKCHOI0 aIUTaCTUYHOIO aHemiero (muB. po3nim «Crocid 3acTOCyBaHHsS Ta JO3W» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Tayicumu aimuvo20 6iky

VY nocnimxenasx ADAURA, FLAURA, FLAURA2, LAURA i AURA3 (Tarpicco sik MOHOTEpaITis;
N = 1956), 43 % mnarientiB Oynu BikoM 65 pokiB 1 ctapiie, 11 % Oynu Bikom 75 poKiB 1 crapiie.
[opiBHsiHO 3 OB MONOAMME TamieHTamMu (< 65 POKiB), y MAali€HTIB BIKOM > 65 pOKiB YacTimie
MOBIAOMJISIIOCS TIPO MOOIUHI peakilii, 0 3yMOBUIIN 3MIHU JIOCII)KYBaHOTO J103yBaHHS (TIEpepBH Yy
npuiioMi abo 3meHmIeHHs 103u) (18 % Ta 13 %). Tunm 3apeecTpoBaHUX MOOIYHHUX pEAKIii Oyim
OJIHAKOBHMMH HE3aJIEKHO BiJl BIKY MAlli€HTIB. Y MAII€HTIB CTApIIOrO BiKy YaCTIIIe CIOCTEpiraancs
noOivHi peakimii 3 ab0 BUIIOTO CTyNEHs MOPiBHSAHO 3 Monoammmu mnarientamu (14 % ta 9 %).
3araniom pi3HUI B €()EeKTUBHOCTI JIKYBaHHS MK Malli€HTAMH JITHHOTO Ta MOJOJIIOTO BIKy He
crocTepiraigocsi. AHaJOri4Ha KapTHHAa CTOCOBHO O€3MeKH Ta e()eKTHBHOCTI CHOCTepirajach MpH
aHauizi nanux nocnimpkens 2 ¢azu AURA. 3 276 nartienris, ki orpuMmyBain Tarpicco B komOiHalii
3 IEMETPEKCeI0M 1 XimioTepariero Ha OcHOBI TuiaThHH, 104 manienTn Oynu BikoM > 65 pokiB i 23
namieHTH — > 75 poki. I[loBinomienHsa npo moGivHi peakiii 3 a0 BUIIOrO CTYNEHs y MAlli€HTIB
JITHBOTO BIKY (= 65 pokiB) Oysn MOAIOHMMHU 10 TAaKUX y MaLlI€HTIB BIKOM < 65 pokiB (36 % npoTu
36 %) BignoBiaHo. [Ipo KOpekIito 1031 y 3B’ 53Ky 3 TOOIYHUMH PEAKI[iIMU MOB1IOMIISIIOCS B OLTBIIOT
YACTKU MAI[IEHTIB BIKOM > 65 POKIB MOPIBHIHO 3 MaIieHTaMu BikoM < 65 pokiB (34 % mopiBHSHO 3
20 %).

Huzvka maca mina

[MamienTn 3 HU3bKOI0 Macoro Tina (< 50 kr), gxi oTpuMyBasin Tarpicco sik MoHoTeparnito (80 Mr;
N = 1956), noBigoMJIsIH NIPO BUILLY YaCTOTYy NOOIYHUX peakuiid crynens > 3 (20 % mportu 10 %) Ta
30inmpienHs QTc (12 % npotu 6 %), HiX MaiieHTH 3 OLTBIIOK Macoro Tifa (> 50 kr). Y maiieHTiB 3
HU3BKOIO Macow Tima (< 50 kr), siki orpuMyBaiu Tarpicco B KOMOIHAIli 3 TEMETPEKCEIOM 1
XiMiOTepani€ro Ha OCHOBI IJIATUHU, 3aPEECTPOBAHO YACTOTY MOOIUHUX peakiiil cTyneHs > 3, nogioHy
1o Takoi (32 % mopiBHsiHO 3 37 %) y marieHTiB 3 011b111010 Macoro Tija (> 50 kr). HaroMicTs cyXicTh
mkipu (34 % npotu 22 %) ta cromatut (40 % mopiBusHO 3 30 %) vacTilie BUHUKAIH Yy MAIlI€HTIB 3
HU3BKOI0 Macoro Tina (< 50 KT), HIXK y MaIi€HTiB 3 OUIBIIO0 Macor Tita (> 50 kr).

IToBimomMiieHHS 11po MOOIYHI peakiii

[ToBigoMieHHs PO MOOIUHI peakiii micis peecTpallii JIIKapchbKOro 3aco0y Mae BaXKJIMBE 3HAUCHHS.
Ile nae 3Mory MpoOBOJWUTH MOHITOPUHI CIIBBIJHOIIEHHS KOPHCTH/PU3MK IMPU 3aCTOCYBAaHHI I[LOTO
JKapChKOTO 3ac00y. Meauanum Ta dhapMaIieBTUUYHUM MpalliBHUKAM, a TAKOX TaIlieHTaM ado IXHIM
3aKOHHHUM IMPECTaBHUKAM CIIiJ1 MOBIIOMIISATH PO YC1 BUIAKHU MMiI03PIOBAHUX MOOIYHUX peaKiliii Ta
BIICYTHOCT1 €()eKTUBHOCTI JIIKAPCHKOTO 3aco0y depe3 ABTOMATH30BaHy 1H(POPMAIIIHY CHCTEMY 3
¢bapmakoHarnaay 3a nocunanusaM: https://aisf.dec.gov.ua.

Tepmin npuaaTHoCTI.
3 poku.

YmoBH 30epiranus.
30epiraT y HEAOCTYITHOMY Ui AiTed micui. 30epiratu mpu Temmneparypi Hikde 30 °C.
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YnakoBka.
ITo 10 tabnerox y Gmictepi; mo 3 GiicTepu y KapTOHHINA KOPOOIIi.

Kareropis Binnycky.
3a penenTom.

BupooHuk.
Actpa3eneka Ab/AstraZeneca AB.

Micue3Haxo/:keHHs1 BUPOOHMKA Ta HOT0 agpeca Micusi NIPOBA/KEHHS TislIbHOCTI.
I'epryneseren, Conepran’e, 152 57, llIBemis/Gartunavagen, Sodertalje, 152 57, Sweden.

Jara ocranuboro neperJsay. 18.12.2025
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