Docusign Envelope ID: 94AF61AQ0-50EE-4C5E-9797-F34797BFB4E9

3ATBEP/KEHO
Haxa3z MinicTepcTBa 0Xx0poHH
310poB’s YKpaiHu
20.07.2021 Ne 1488
Peecrpauniiine moceiqueHHs
Ne UA/18795/01/01
Ne UA/18795/01/02
Ne UA/18795/01/03

3MIHM BHECEHO
Haxa3s MinicTepcTBa 0X0poHH
300poB’°sa YKpainu
Ne

IHCTPYKIIA
AJIsi MEAHYHOI0 3aCTOCYBAHHA JIKAPChKOI0 32c00y

TEPAHC®
(IBRANCE®)

Cknao:

diroua peyosuna: aaOoNUKIIO;

1 Tabnerka mictuts 75 mr, 100 mr a6o 125 mr nan6ormknidy;

O00nOMIJHCHI penoguny. TEI0N03a MIKPOKPHCTAIIYHa, KPEeMHII0 JIOKCHI KOJOIHUM, KPOCIIOBIIOH,
Margiio creapar, KUCJIOTa IHTapHa;

obosonka Tabnerku 1o 75 Mr Ta 125 mr: Onagpaii Ilypnyposuit 03K 100008 (I'inpomenosa (E464)
tutany puokcun (E171), tpuanetnn, FD&C BnakutHuit #2 /IHOAATO KapMiH aTOMIHIEBHH JIak
(E132), 3amiza oxcun gepsonuii (E172));

obosonka Tabnetku mo 100 mr: Omappait 3enenmit 03K110010 (T'impomenoza (E464), Ttutany
nuoxcun (E171), tpuanerun, FD&C bnakutauit #2 /inguro xapmid amominiesuii mak (E132),
3ainiza okcuy )xoBTHi (E172)).

Jlikapceka ¢opma. TaOneTKd, BKPUTI IITIBKOBOIO 000JIOHKOIO.
OcHogHi Qi3uKo-ximMiuni enacmueocmi.

TabseTku mo 75 mr:
CBITIIO-ITypITypHI KpYTIIi TaOJETKH, BKPUTI IUIIBKOBOIO 000IOHKOM0, 3 THCHeHHIM «Pfizer» Ha ommiit

cropoHi Ta «PBC 75» — Ha iHIIIH;

TabsieTku o 100 mr:
3€JIeHi OBaJIbHI TabIeTKY, BKPHUTI IIIIBKOBOIO 0G0NIOHKO0, 3 THCHEHHIM «Pfizer» Ha oHiit cropoHi

Ta «PBC 100%» — Ha igmriii;

TabneTky mo 125 mr:
CBITIIO-ITypITypHI OB&JIBHI TAONETKH, BKPUTI IUIBKOBOIO OOOIOHKOIO, 3 THCHeHHAM «Pfizer» Ha

onHilt cropoHi Ta «PBC 125» — Ha 1HImii.

dapmakoTepaneBTHYHA TPyHAa.
Awruneorractnyni 3acobu. [aridiTopu nporeinkinazu. Kog ATX LO1E FO1.

Dapmaxonoziuni enacmueocmi
DapmaroouHamixa

Mexanizm mii
ITanGorukiTi6b € BHCOKOCEIEKTHBHIM, 000pOTHMM 1HT10ITOpOM nuKiiH3anexHoi kinasu (CDK) 4 Ta

6. Huxmin D1 ta CDK4/6 ¢ xommoHeHTaMH 0araThOX HUBXIJHHX CHCHAIBHMX IUISXiB, SKi
aKTHBYIOTH KJIITHHHY IIpoJideparriio.

DapmakoqHHaMidH] ehekTH

Yepes npurxidenns CDK4/6 nanbonuxni6 3HIDKye Nponidepamiio KITHH, GIOKYIOUH Iepexil
xiritTud Bix pasu Gl mo ¢asu S wiiTHHHOrO MUKIYy. TecTyBaHHA HaNOOIMKIIOY HA TIHIAX KIITHH

DocuSigned by: 1

Suitlama. Pstagona

ADISIATIISES4D.,



Docusign Envelope ID: 94AF61A0-50EE-4C5E-9797-F34797BFB4ES

paxy MOJIOYHO] 3aJI03H 3 1IeHTH(HIKOBAHUM MOJEKYILIPHAM IIPOQ1IEM IOKa3ali BUCOKY aKTUBHICTB
IIPOTH JIFOMIHAIEHOTO paKy MOJIOYHOI 3ay1034, 0co6nuBo ER-TO3UTHBHOrO paKy MOJIOYHOI 3aJI03H.
VY mporecToBaHMX KIITHHHHX JIHIAX BTpaTa peTmHoOmacromu (Rb) 6yma mos’s3aHa 3 BTPaTOrO
aKTHBHOCTI manborukiIiOy. OaHaK v X0l MOTATIBIION0 JOCIIIKSHHS Ha CBKHUX 3pa3Kax MyXJIMH He
OyII0 BHABIEHO >KOJHOTO 3B 3Ky Mix ekcmpecieto RB1 Ta Bipmosiamio myxnmau. Takox He
CIIOCTEPIraTIocs JKOJHOTO HMPUIUHHO-HACTIAKOBOTO 3B’I3KY IIPH BHBUEHHI BIIOBiNl Ha JIKyBaHHS
manOonuKIiboM in Vvivo Ha MOZACIAX KCEHOTPAaHCIUIAHTATIB IYXIMH, OTPUMAHUX y IIalli€HTIB
(Mozmeni PDX). HasgpHi KkiiHI9HI HaHI NpeACTaBICHO B PO3AUI NMpo KIiHIYHY €deKTHBHICTEH 1
6e3nexy (quB. po3ain «DapMakoIUHAMIKA).
Enextpodizionoris cepiist
Bmve manbormkinioy Ha iHTepean QT, xopuroBaHuii BIAIOBIIHO 10 YaCTOTH CEPLIEBHUX CKOPOUYEHB
(QTc¢), ominroBanu 3 BUKOpHUCTaHHAIM enekrpokapaiorpamu (EKI'), migibpanoi 3a qacoM, IULIXOM
OLIIHIOBAHHA 3MiH y IMOPIBHJIHHI 3 ITOYaTKOBUMHM 3HAYEHHSIMM 1 BiANOBIAHUX (papMaKOKiHETHYHHX
JAHMUX, OTPUMaHuX y 77 TAalli€HTIE 3 TOMMPEHUM DPAaKOM MOJOYHOI 3ano3W. [lanbornmkmié He
monosxyeas QTc y KIHIYHO 3HAUYIIUX MeXaX y pasi 3acTOCYBaHHA peKOMEHJ0BaHOI Ao3u 125 mMr
OJIUH pa3 Ha JeHs (pexum 3/1)
Kiiniuna epexTHBHICTE 1 Oe3neka
Panoomizosane docnidowcenns 3 pasu PALOMA-2: I6parc y kombinayii 3 nempo3onom
EdexruBnicTs 3acTocyBaHHsS nanbouukiily y TOENHAHHI 3 J€TPO30IIOM IOPIiBHAHO i3
3aCTOCYBAHHSM JIETPO30Ily Ta Iutanebo OLIHIOBAMIM B MDKHAPOJHOMY PaHAOMI30BAHOMY
HozBifiHOMYy  cimimoMy — mianeGo-KOHTpONBOBAHOMY  0araTOLlGHTPOBOMY  JOCILKEHHI 3
[apajensHUMHA TPYyTIaMy, IIPOBEIEHOMY 3a y4acTio XiHOk 3 ER-nosmrusemM, HER2-neratuBHUM
MiCIIEBO IOIIMPEHUM PAaKOM MOJOYHOI 3aJ03M, AKHHA He IAAA€ThCA pe3ekiil abo npoMeHeBid
Teparii 3 JKyBalbHOIO METO0, ab0 3a yJacTIO XKIHOK 3 METacTaTHYHMM PaKOM MOJIOYHOI 3a5103W,
K1 paHillle He OTPUMYBAIM CHCTEMHOTO JIKYBaHHA MOILIHPEHOTO 3aXBOPIOBAHHS.
B minomy 666 xiHox B rmepioj Iicis MeHomay3u OylIO paHmOMI30BaHO 2:1 B rpymy miKyBaHHA
DaT0oIMKIiOOM Ta JeTpo3oioM abo mianebo Ta JeTpo30JIoM 1 cTpaTH(IKOBAHO 3a JOKAi3aIlicro
3aXBOPIOBaHHA (BicHe/IIpHE B IOPIBHAHHI 3 HEBICHEIIPHUM), MEPiofoM 63 03HAK 3aXBOPIOBAHHS 3
MOMEHTY 3akiHueHHs (Heo)aa'toBaHTHOI Teparil 0 pelUIUBY 3aXBOPIOBAHHSA (METacTasu de novo
<12 MicsauiB B mMOpiBHAHHI 3 MeTacTazaMu de novo >12 MicAIiB), a TAKOX 3a THUIOM IIONEPEIHBOL
(Heo)an'toBaHTHOI MPOTHUIYXJIHMHHOI Tepamii (HAasBHICTH IIONIEPEIHBOI TOPMOHAIBHOI Tepamii B
HopiBHAHHI 3 BiACYTHICTIO HONEpenHBOi ropMOHANBHOI Tepamii). IlamieHTn 3 mporpecyro4um,
CUMIITOMATHYHUM, BiCIEJIIPHUM 3aXBOPIOBAHHAM 3 PU3HUKOM HEOE3IEYHUX I XKHUTTS YCKIAJAHEHD
B KOPOTKOCTPOKOBIi#f IepcHeKTHBi (y TOMy 9HCIi XBOPL 3 MACHBHEM HEKOHTPOJILOBAHUM BHIIOTOM
[r1eBpH, TepUKapiy, OYEpeBHUHH], JTereHeBUM JTiM(aHIiTOM i ypasKeHHAM NEYiHKM OiIbII HK Ha
50 %), He MoryH OYTH 3aIydeHl y JOCIiAXKEHH.
IMamieHTH OPOJOBXKYBAJIM OTPUMYBAaTH NpU3HAdEeHE JIIKYBaHHSI A0 00'€KTUBHOIO IPOIPECYBAHHS
3aXBOPIOBAHHS, MOTIPIICHHSI CHMIITOMIB, HEIPHHHATHOI TOKCHYHOCTI, CMEPTI ab0 BiIKIMKAHHS
sromu ydacti y mocaimkerni. [lepexpecHa 3MiHa JIIKyBaHHS y Ipyniax He JO3BOJLAIACH.
IMamieETH GyIM peTeNsHO PO3MOAIIEHI 332 MOYATKOBHMH JAeMOrpadidyHNMH Ta NPOIHOCTHYHHMMH
XapaKTEPUCTUKAMU Y TPYILY JTiKyBaHHS MaIGoMuKIiOOoM Ta IETPO30JI0OM i TPy JTiKyBaHHA IIIaleto
Ta NeTpo3oioM. MeziaHa BiKy ITAUi€HTIB, BKIIOYEHHX B I€ MOCHIUKEHH:A, CTaHOBWNIA 62 DOKH
(miamazon 28-89), 48,3 % mamieHTiB OTpEMyBalnM XimioTepamiro 1 56,3 % oTpuMyBanH
aHTHTOPMOHAIbHY Tepamilo Yy CKIaAi (Heo)aqToBaHTHOTO IIKYBaHHS JO MiarHOCTYBAaHHS
HOIIMPEHOT0 PaKy MOJOYHOI 3a1o3u, a 37,2 % HamieHTIB He OTPUMYBAlIM HifAKOi IMONEPEXHBOI
CHCTEeMHOI Teparii y ckiIaji (Heo)aa'foBaHTHOTO JIIKyBaHHA. Y Gimbimocti manieHTiB (97,4%) Gymu
MeTacTasy B IOYATKOBOMY CTaHi, 23,6 % Hali€HTiB Maldy TUIBKH KiCTKOBE 3aXBOpIOBaHHA i 49,2 %
TAIli€HTIB MaJTH BicIe/IpHE 3aXBOPIOBAHHS.
IIepBMHEOI KIHUEBOIO TOYKOK HOCIUDKEHHA Oyna BIKHBAHICTE 0€3 IPOrpeCcyBaHHI
3axpoproBands (BBII), Bu3HAueHa 3a KPHTEDiAMHM OIIHKH BiINOBifi y MAIi€HTIB i3 COMNIHMUMH
nyxmuaamu (RECIST) v1.1, 3a OmiHKOW NOCTHiAHWKA. BTOpHHHI KiHIEBI TOYKH €(pEeKTHMBHOCTI
BKIIIOYaX 00'€KTHBHY BiANOBib, KIIHIYHY BiAmOBiAb, 6€3MeKy Ta 3MiHY AKOCT1 XKHTTA.
Ha mary npoBeneHss 3pizy maHHX 26 mororo 2016 p. MOCIIIHKEHHA JOCATIIO CBOEI OCHOBHOI METH —
BCTaHOBJICHHS MOJIIIIEHHS BIKMBAHOCTI 0e3 mMporpecyBaHHS 3axBOproBaHHA. CIOCTEpeXyBaHE
BimgomenHs pusukie ctaHosuwio 0,576 (95 % nomipumit imtepsan [[I]: 0,46, 0,72) Ha xopucTh
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3aCTOCYBaHHs  MmalOonmxnmiby Ta  Jerposony,  p-3HademHs — <0,000001  oxmoOigHOrO
cTpatidikoBaHOro Jnor-pa"rosoro Kpurepiroo. lIlicisi momaTkoBoro 15-MicsuHOro IEpiomy
IOAAIBIIOrO CIOCTEPEXKEHHA (ara npoBefeHHA 3pi3y gaHux — 31 tpaHsa 2017 p.) BUKOHaHO
OHOBJICHHMH aHalli3 NEpPBHHHOI 1 BTOPMHHHX KIHIIGBUX TOYOK. 3araioM OyJO 3apeeCTpOBaHO
405 guny BBIT: 245 seum (55,2 %) y rpymi nanbonukii6y # merpozomy ta 160 seum (72,1 %) y
rpyli IpenapaTy IOpiBHSHHA. Pe3ynpraTH BUBYEHHSA €(QEKTHBHOCTI Ha OCHOBI1 IIEPBHHHOIO M
OHOBIEHOI'0 aHAJI3IB 3 ypaXyBaHHAM JaHHX mociimkeHHsi PALOMA-2, 3a oniHkaMu AOCTiTHHKA
Ta HE3aJIEKHOIO eKCIIEPTHOrO KOMITETY, HABEAECHO B TabmuIi 1.

Docusign Envelope ID: 94AF61A0-50EE-4C5E-9797-F34797BFB4E9

Tabmausg 1. Hocnimxenns PALOMA-2 (Bubipka «IallieHTH, SKUM IPU3HAYECHO JTIKYBAaHHI»):
Pesynpratt OuiHKM e¢eKTHBHOCTI Ha JaTH IPOBEAECHHS 3pisy MaHHX A
[IEPBUHHOIO ¥ OHOBJICHOTO aHAJII31B

IlepBuHHUI aHAJI3

OHOBJIEHHH aHAJI3

Moxa3zHuk (maTa 3pi3y JaHHX — (naTa 3pi3y naHux —
26 moToro 2016 p.) 31 TpaBusa 2017 p.)
IBPAHC Inanedo IBPAHC IIname6o
ILTIOC ILTIOC ILTIOC ILTIOC
JIETPO30.1 JIETPO30.1 JIETPO30J1 JIETPO30J
(N = 444) (N =222) (N = 444) (N =222)
Bu:xuBaHicTh (€3 MporpecyBaHHS 32 OLIHKOIO JOCTITHMKA
Kinpkicts BHIAAKIB 194 (43,7) 137 (61,7) 245 (55,2) 160 (72,1)
(%)
Meniana BFEII 24,8 14,5 27,6 14,5
[MicsuiB (95 % AD)] (22,1; HO) (12,9; 17,1) (22,4; 30,3) (12,3;17,1)
CriBBiguomeHHs 0,576 (0,463; 0,718), 0,563 (0,461; 0,687),
pusukiB [(95 % D) p <0,000001 p <0,000001

Ta p-3HAYCHHA|
BumxuBaHicTh 6e3 mpor

C¢CYBAHHA 3a OL[IHKOI0 HE3AJICKHOI'0 KOMiTeTy

KinbkicTh BHIIQIKiB 152 (34,2) 96 (43,2) 193 (43,5) 118 (53,2)
(%)
Meniana BBII 30,5 19,3 35,7 19,5
[MmicsiB (95 Y% AT)] (27,4; HO) (16,4; 30,6) (27,7; 38.,9) (16,6; 26,6)
CIiBBITHOMEHHS 0,653 (0,505; 0,844), 0,611 (0,485; 0,769),
pusukiB (95 % JI) i p =0,000532 p =0,000012
OaHOOIgHE p-
3HAYEHHS
OB* [% (95 % AD)] 46,4 38,3 47,5 38,7
(41,7; 51,2) (31,9; 45,0) (42,8; 52,3) (32,3; 45,5)
OB* (nposaBu 60,7 491 62,4 49,7
3aXBOPIOBaHH, mo | (55,2; 65,9) (41,4; 56,9) (57,0, 67,6) (42,0, 57,4)
MOXYTb Oyt
BHMIpsIHi)
[% (95% JD)]
YKB* [% (95 % OD)] 85,8 71,2 85,6 71,2
(82,2; 88,9) (64,7; 77.0) (82,0; 88,7) (64,7, 77,0)

N — xinekicts mamicHris; I — mosipumii inTepram; HO — He migmaeTsCca ONIHIOBAHHIO,
OB — 06’exTnBHA Bianosiae; YKB — wacroTa kiiniuxoi Bigmosimi; BBII — BHXXMBaHICTE

0e3 mporpecyBaHHA.
*BropuaHi KiHIIEBI TOYKH e(hEKTHBHOCTI Ha HiICTaBl MiNTBEP/PKEHMX 1 HEMiATBEPIKEHHX

Binmogize#t sriguo 3 RECIST 1.1.

Byno nposeneno cepii amanizis BBII Bcepenusi marpyn Ha IACTaBi IPOTHOCTHYHHX (GAaKTOpiB 1
[OYATKOBUX XAPAKTEPHCTHK A NOCITIDKEHHS BHYTPIUHBOI CTabimbHOCTI edexTy JiKyBaHHS.
SHIDKEHHS PU3UKY MPOTPEeCyBaHH: 3aXBOPIOBaHHA a00 CMEPTI Ha KOPHCTh I'PYIH 3aCTOCYBaHHSI
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anOoIMKIIOy Ta JIETPO30Iy CHOCTEPIranocs B YCiX OKpeMHX MiArpylax Mali€HTiB, BU3SHAYEHUX 3a
¢akTopaMu cTpaTHdikaiii 1 NOYATKOBHMM XapaKTEpHCTHKaMHM, NIPO HI0 CBLAYaTh pPEe3yIbTaTH
TIEPBUHHOTO ¥ OHOBJIEHOrO aHaJIi3iB.

Ha pary nposenenHs 3pi3y manux 31 tpaBHsa 2017 p. 1e 3HMXKEHHA PU3UKY Ha KOPUCTH I'PYIH
3aCTOCYBaHHs HaIOOIuKIiby Ta JeTpo3oly M Hamalmi crmocrepiralocs B Takux migrpymax: (1)
nariedTH 3 BicuepanbHumu Metacrazamu (CP 0,62 [95 % J1: 0,47; 0,81], MmeniaHa BI>XKUBAHOCTI 6€3
nporpecysauns [MBBII] 19,3 micsang nopiBasaHo 3 12,3 micsnsd, abo 6e3 BiclepadbHUX METacTasiB
(CP 0,50 [95 % AI: 0,37; 0,67], MBBII 35,9 micsamns nopiBasHo i3 17,0 micans) Ta (2) mamieHTH
TiIBKY i3 3axBoproBasHsamu kictok (CP 0,41 [95 % JI: 0,26; 0,63], MBBII 36,2 Mics1ia NOpiBHIHO 3
11,2 micsipt) aGo maIlieHTH 13 3aXBOpIOBaHHAMHM He Tunbku Kictok (CP 0,62 [95 % AI: 0,50; 0,78],
MBBIT 24,2 micsist nmopiBHAHO 3 14,5 micdiyt). AHaNOTIYHO 3HIDKEHHA PHU3HKY IIPOTPECYBaHHT
3aXBOpIOBaHHSI ab0 cMepTi B Ipymi nanbonukiaidy B KoMOiHaIIl 3 JIETPO30JIOM CIIOCTEPITANOCH y
512 namienTiB, y SKAX OYJI0 OTPHMAaHO MO3UTHBHUA pe3ynbTaT iMyHoricroximignoro (II'X) aHamizy
OyXJuHu Ha ekcmpecito Ginka Rb (CP 0,543 [95 % AI: 0,433; 0,681], MBBII 27,4 micana
nopieuano 3 13,7 micsrpr). s 51 mamienrta 3 BifcyTHicTIO ekcrpecii Rb, minreepmxenoro II'X
IOCIIKEHHSM, PI3HHIS MDK TpynaMu Tepanil nmaaOomukiiooM B KoMOIHAII 3 JIETPO30JIOM Ta
mane6o B koMGinarii 3 rerpo3osioM He Oyna cratuctuyHo 3Hauyuiow (CP 0,868 [95 % Al: 0,424;
1,777], MBBII 23,2 nopisus#O 3 18,5 Micar).

JlomaTkoBi [MOKa3HUKH epeKTHBHOCTI (06’ €KTMBHA BIANIOBiJE 1 9ac O IEpUIOi BiATIOBINI IMyXJIUHK

[UI1B)), ki omiHIOBAIUCA B IIATPYNaX IAI[i€HTIB 3 BiCIlepaJbHUM 3aXBOPIOBAHHAM ab60 6e3 HBOTO,

CTAHOM Ha JaTy MPOBEAeHHs 3pi3y fauux 31 Tpaua 2017 p. HaBegeHO B TabmHui 2.

Tabmuuga 2.  Pesynmeratu  mocmimkenas PALOMA-2 mono edexkTHBHOCTI y HamieHTIB 3
BiCIlEpaTbHUM Ta HEBIiCIEpAIBHEM 3aXBOPIOBaHHAM (mauieHTH Intent-to-Treaf, cramom
Ha JaTy NpOBeAeHHS 3pi3y Aanux 31 Tpasns 2017 p.)

BicuepanbHe 3axBoploBanHa | HeBicnepajibHe 3aXBOpIOBaHHS
IBPAHC IInanedo IBPAHC Ilirauedo
IMokaszauk ILTIOC ILTIOC JIETPO30J ITIOC ILTIOC JIETPO30.1
JIeTpo30J (N =110) JIETPO30.]1 (N=112)
(N=214) (N =230)
OB [% (95 % AD)] 59,8 46,4 36,1 31,3
(52,9, 66,4) (36,8; 56,1) (29,9; 42.7) (22,8; 40,7)
9IIB, wMenmiana [micAris 54 53 3,0 5,5
(mianazon)] (2,0; 30,4) (2,6; 27,9) (2,1;27,8) (2,6; 22,2)

N — kinekicTs mamienTis; JII — mosipumii inrepBai; OB — 06’€kTHBHa BiANOBiAb HAa IiJCTaBi
HiITBEpKEHMX 1 HemiATBepIkeHux Bigmosige#t srimgo 3 RECIST 1.1.; YIIB — uac go mepimoi
BIITOB1 Al ITyXJIMHH.

CraHOM Ha IaTy IIPOBENEHHS OHOBJEHOTO aHAIN3Y MeliaHa dacy Bif paHIoMizalii 1o Apyroi mimii
HoJaneImoi Tepamii cranoBmna 38,8 Micsus B rpymi manGonukniby B xoMOiHamii 3 1eTpo3onoM i
28,8 Micsma B rpymi miane6o B koMm6inanii 3 terposzonom, CP 0,73 (95 % AI: 0,58; 0,91).

Pe3ynbTaTd OCTATOYHOrO aHamizy 3araneHoi BrkuMBaHOCTI (3B) 3 mocmimxenuns PALOMA-2
npenctaBnesi B Tabmuni 3. Ilicma cepemmporo dacy crmocrepexeHHa 90 MicCAIB OCTaTOYHI
pesynsTat 3B He Oylu CTaTHCTHYHO 3HATYIHMH.

Tabmuus 3. PALOMA-2 (mamientd Intent-to-Treat) — ocTaTo4HI pe3yabTaTH 3arajibHOI

BIDKUBAHOCTI

OcraTouHa 3aranbHa BHXXUBAHICTh (3B)
(Ha mary npoBeieHHs 3pi3y naHux 15 yucronana 2021)

IBPAHC Ilnane6o
IUTFOC JIETPO30JT ILIEOC JIETPO30JT
(N=444) (N=222)
Kinexicts moaiit (%) 273 (61,5) 132 (59,5)
KinLKiCTL Cy0’€KTIB, SKI 3aJIAMIAIHCSA 112 (25,2) 43 (19,4)
[T TIOAANBIIAM CIIOCTEepERKEHHAM (%)
Cepenust 3B (micsi [95% JIT) 53,9 (49,8; 60,8) 51,2 (43,7; 58,9)
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Bignomenns pusukie (95% /[I) Ta 0,956 (0,777: 1,177, p=0,6755"
- | p-3HaYeHHA 2 o115 L1 1), PO,

I = moBip4umii iHTEpBAIL.

* He cTaTUCTHYHO 3HAYYIIIE.

T 2-cTOpOHHE p-3HA4YEHHS 3 CTPATH(PIKOBAHOIO JIOT-PAHTOBOIO KPUTEPIIO 32 MICIIEM YpPaKEHHS
(BicuepaJbHUMA IIPOTH HEBICLIEPATBEHOT0) 32 PaH/IOMI3aITi€l0.

Panoomizosane docnioscennsa 3 pazu PALOMA-3: I6panc y xombinayii 3 pyneecmpanmom
EdexTHBHICT: 3aCTOCYBaHHA NarOomukiIily y mNoenHaHHI 3 GYyIBECTPaHTOM MOPIBHAHO i3
3aCTOCYBaHHSIM (DyJIBECTPaHTy Ta Iane6o OLIHIOBAIM B MDKHAapOJHOMY pPaHAOMI30BaHOMY
TOBIAHOMY CIIIMOMY 0araToOIeHTPOBOMY JOCIHIIKEHHI 3 IapaneIbHIMH IPYIIaMH, IPOBEACHOMY 3a
yaactio XiHOoK 3 HR-mosurmeamM, HER2-HeraTMBHMM MiCLEBO NOMIMPEHNMM pPaKOM MOJIOYHOT
3aJ1034, AKMHA He IiIIacThcs pesekilii abo mpoMeHeBil Tepamii 3 JiKyBaIbHOIO MeTOw, abo 3a
YY9acTIO JKIHOK 3 METACTaTHYHHUM PaKOM MOJIOYHOI 3aJI03M HE3AIEKHO BiJl CTaTyCy MEHOIAY3H, Y
SKHX IPOrPECYBAIIO 3aXBOPIOBAHHS MICII paHille IIPOBEZeHO TOPMOHANBHOI Tepamii y cxirai (Heo)
aT'rOBaHTHOI Teparii abo mpu Meracrazax.

3aranom 521 xiHKY B Iepiox Ipe/TepH- Ta NOCTMEHOIAy3W 3 NPOTPECYBAHHAM 3aXBOPIOBAHHSI
npotsrom 12 wmicsriB abo 1Mo 3aBepmIeHHIO aIFOBaHTHOI rOpMOHAIBHOI Tepamii, abo npoTiarom 1
Micsang abo 1O 3aBepIICHHIO MONEpeTHHO TOPMOHAIBHOI Tepalii DONMPEeHOro 3aXBOPIOBaHHA 0yII0
paHOMi30BaHO y CIiBBimHOMmIEHH 2:1 O IpynH 3acTOCyBaHHS NaJOONMKIIOy Ta (ylBeCTpaHTy
abo mname6o Ta ¢ynsecrpanty. IlamienTkn Oynmu crpaTudikoBaHi 3a 3aJOKyMEHTOBAHOIO
HYTAMBICTIO JIO TOMEpEAHLOI TOPMOHATIBHOI Tepallii, CTaTycoM MEHOIay3H Ha MOMEHT BKIIIOYEHHS
y JOCTimKeHHA (B mepioj mpe/nepu- abo IOCTMEHONAY3H) Ta HasBHICTIO METAcTa3iB y BHYTpIIIHI
oprauu. JXinku B nepion npe/mepuMenonaysu orpumysanu arodict JII'PI' rozepemin. Ilamientu 3
HpOTPECYIOYMM/METaCTATHYHUM, CHMITOMATHYHUM, BICHENAPHMM 3aXBOPIOBAHHSAM 3 PH3HUKOM
HeOe3NeuHnX )i JKUTTA YCKIaJHEHb B KOPOTKOCTPOKOBIH IepcrekTuBi (y TOMy 4YHCIL XBODI 3
MACHBHMM HEKOHTPOJLOBAHMM BHIIOTOM [IIEBpH, IEepUKapia, OYEPEBHHM|, JIET€HEBUM
niMbaHriTOM 1 ypaXKeHHSIM NEediHKy 61161 Hbk Ha 50 %) He Mormu OYTH 3aydeHi y JOCTiKEHHS.
IManieHTH MPOJOBXKYBAIKM OTPUMYBaTH IIPH3HAYCHE JIKYBaHHI OO OO'€KTMBHOIO MpPOIpECyBaHHs
3aXBOPIOBAHHs, IOTIPINCHHS CHUMIITOMIB, HEIPHHHATHOI TOKCHYHOCTI, CMEpPTi ab0 BIAKIMKAHHA
3roAM Ha y9acTh y gociimxenHi. [lepexpecHa 3MiHa JIIKYBaHHS y IPYIax HE JO3BOJLANACH.

IMamienTn Oyau peTeNFHO PO3MOJiNeH] 3a IOYAaTKOBUMH JeMorpadiiHMMM 1 IIPOTHOCTHYHHMHM
XapaKkTEePUCTHKAMH y TPYIH nanbouukiiby ta QyneecTpanty i rpymy miane6o Ta QynBecTpaHTy.
Meniana BiKy BKIIOUEHHX B JOCIIDKEHHS TAIlIEHTIB CTaHOBMIA 57 pokiB (miamason Bix 29 1o 88).
BinbunicTs y94acHHKIB MOCHIMHKCHHS HaleXald IO €BPONEOinHOi pacH, Maad 3apeecTpOBaHY
9yTAMBICTE 0 MOIEPEAHBOI TOPMOHANLHOI Tepanii Ta 6ynu B epiofi noctMeHomnaysu. [Ipubnusnao
20 % mnauienTtie Oynu B Iepiofi npe/mepuMeHonay3u. Bcel NallieHTH MONEPENHBO OTPUMYBAIH
CHCTEMHY Tepamito, i OLIBIICTh MHAI€HTIB KOXKHOI IPyIH JiKyBaHHA IOIEPEIHBEO OTPUMYBAIIH
XiMioTepamio 3 MPHUBOAY MEPBHHHOro miarHo3y. Bimem HiX ImonoBMHA NalieHTiB (62 %) Manu
dbyuxrionansuuii craryc 3a ECOG PS 0, y 60 % narientis 6yau MeTacTasy y BHYTPIlIHI OpTaHH i
60 % manienTiB OTpUMATH OLIBID HK 1 IONEepeHI0 rOpMOHANBHY TEPaIlilo 3 IPUBOLY IEPBUHHOIO
JIiarHo3y.

IlepBUHHOIO KIHI[EBOX TOYKOK JOCTH/DKEHHA Oylla BIKHBaHICTE 0€3 IIPOTPeCYBaHHA
3aXBOpIOBaHHs, BU3HageHoro 3a kpurepismu RECIST 1.1, 3a ominkoro mocmigHuka. JlomaTkosi
amamisu BBIT 6yno BH3Ha4eHO HA IMIJCTaBI OINHKH HE3aNEXHOI IEHTPaNbHOI PaiioNorivyHoOi
eKCIlepTH3d. BTOpHHHI KiHIEBI TOYKM BKIIOYAM O0’€KTHBHY BiANOBiAb, 9acTOTY KIiHIYHOI
Bi/lIIOBiAI, 3aranbHy BWKUBaHiCTE (3B), Gesmexy i wac 10 MOTIPIICHHI CHMIITOMIB 3a KiHIIEBOKO
TOYKOI0 IHTEHCUBHOCTI 60IIIO0.

Jlocnipkess qocarno cBoei OCHOBHOL KiHIEBOI Touky — Tpusanoi BBII 3a oninkaMu IOCIITHUKA
IpH OpoMiKHOMY aHamisi 82 % 3amnanoBanux gaHuX BBII; pesymsratu Oymu BUOIMME 3a34al€Tiab
BusHaueHOi Mexi edexruBHocTi XeitbiTma—Ilero (0=0,00135), mEMOHCTPYIOYHM CTAaTHCTHUYHO
3Ha9yIe MOJOBKESHHS BIDKUBAHOCTI 0e3 IPOTpecyBaHHS 3aXBOPIOBAHHA 1 KIIHIYHO 3HAUYIIMHA
eeKT NKyBaHHA.

Binem getansHy iHGOpMAITito mo0 eheKTHBHOCTI HaBeJeHo y Tabmui 4.
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Ilicng IIOHANBLIOro CIOCTEepeKeHHsA (cepedHiit wac — 45 Micsanis) OyB MpOBENEeHUN OCTATOUHUN
~ "amanis 3B na ocHoBi 310 Bumankie (60 % pamgoMizoBaHUX maiieHTiB). PisHuIs B Menmiangiii 3B
cTaHoBWIa 6,9 MICSAIST MDX rpyINoKN NanOomukiIiOy B KOMOIHalli 3 ¢yIBEeCTpaHTOM Ta IPYIOIO
miane6o B komOiHamii 3 (QynBecTpaHTOM; Ieff pe3ynbTaT HEe OyB CTAaTHCTHYHO 3HAYYIUM
BIJIIOBIHO /10 IIOTIEPEAHBO BH3HaueHOro (oxHOOIYHOrO) piBHA 3Hawymocti 0,0235. ¥V rpym
mwianebo B kKomOiHamii 3 ¢ynmBectpanToM 15,5 % paHIOMI30BaHHWX MAIIE€HTIB OTPAMYBAIU
nanGoruinié Ta iHm iHTiGITOpH UHKTIHO3AIEXKHO! KiHa3W fK TMoAaiblle JIKYBaHHA MicIt
MPOTPECYBAHHS 3aXBOPIOBAHH.
Pesynsratu moao0 BBII, ormiHroBaHOi MOCHiIZHMKOM, T2 OCTaTO4HI faHi mono 3B, oTpuMaHi B
pociimkenni PALOMA-3, npenctapieHo B Tabmuii 4.

Tabmuus 4. Pesympratu mopo edextuBHOCTI — pocnimxeHHs PALOMA-3 (3a OmMHKOIO
JocnigEnka, naniesty Intent-to-Treat)

OHoBIICHMH aHaNI3 (1aTa 3aKIHYCHHS 300py JaHUX
— 23 xoBtHa 2015 poky)
I6panc + ITmanebo +
¢$ynBecTpaHT ¢bynBecTpaHT
(N=347) (N=174)
Bmkupanicts 6e3 nporpecysanss (BBIT)
Kimexicts Bumaakis (%) 200 (57,6) 133 (76,4)
Meniana [micsiis (95 % AD)] 11,2 (9,5; 12,9) 4,6 (3,5;5,6)
Bignomenns pusukis (95 % AI) i p-3HadeHHS 0,497 (0,398; 0,620), p<0,000001
BropunHi KiHIIEB] TOYKH €(eKTUBHOCTI
O6'extuBHA Biamosias [% (95 % AD)] 26,2 (21,7, 31,2) 13,8 (9,0; 19,8)
O0'ekTrBHA BiAMOBiOS (MIPOSIBU 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
3aXBOPIOBAHHS, AKI MIJAAIOTHCA
BHMIipIOBaHHI0) [% (95 % J])]
Yacrora kiaigiggoi sigmosiai [% (95 % JID] 68,0 (62,8; 72,9) 39,7 (32,3; 47,3)

3aranbpHa BrakuBaHicTs (3B), ocTraTouni nani
(nara 3pisy maanx — 13 xeiTtasa 2018 p.)

Kinekicts Bunmagkis (%) 201 (57,9) 109 (62,6)
Meniana [micsis (95 % A1)] 34,9 (28,8; 40,0) 28,0 (23,6; 34,6)
CrisigHomenus pusukie (95% [AI) 1 p- 0,814 (0,644; 1,029)
3HadeHH: p =0,0429""

YKB — gacroTa KIiHidHOI Bignosizi; JII — moripuuii inTepsan; N — KiIBKiCTh nali€eHTiB; OB —
00’ eXTVBHA BiOIOBIAE.

Bropummi kiHmeBi Toukn edeKTHBHOCTI HA INJICTABI IMIATBEP/DKEHHX 1  HENiATBED/DKSHHUX
pigmosineii arigao 3 RECIST 1.1.

* He Mae CTaTUCTHYHOT 3HAYYIIIOCTI.
" Onuo6iume p-3HA4YEHHSA, OTPHMAHE HA OCHOBI JOrapu®MIiYHOrO pPAHrOBOr0 KPHUTEDirO. 3i

crpatudikamicio 3a HAABHICTIO BICIIEPAaJbHMX METACTa3iB T4 YVTIMBOCTI [0 HONEpeaHbOi
EHIOKPHHHOI Tepariii Ha MOMEHT PAaHIoMi3alli.

3HIKEHHA PU3UKY IIPOTPECYBaHHA 3aXBODIOBAHHA ab0 CMEPTI Ha KOPHMCTH IPYIH 3aCTOCYBaHH
nan6onuki6y Ta (yJABECTPaHTy CIOCTepiralocs B YyCiX OKPEeMHX WiArpynax MAlli€HTiB,
BH3HAYEHUX 3a ITOKa3HMKaMH cTpaTH(ikalii i IMOYaTKOBHMH XapakTepucTHKamH. Edext OyB
HOKa30BHM cepej KiHoK y mpe/mepumenonaysi (CP 0,46 [95% I 0,28; 0,75]) 1 xiHOK y
noctMeromnaysi (CP 0,52 [95 % ML 0,40; 0,66]), a Takox y HaLi€HTiB 3 MeTacTasaMy y BHYTpilIHi
opramm (CP 0,50 [95 % AL 0,38; 0,65]) i nauienTis 6e3 meractas y BHyTpimHi opranu (CP 0,48
[95 % MI: 0,33; 0,71]). KopucTs Takox crocrepiranach He3aleXHO Bifl JiHiH monepeansoi Tepamnii
3a HasBHOCTI MeTacTasis, mpu 0 (CP 0,59 [95 % [I: 0,37; 0,93]), 1 (CP 0,46 [95 % 1. 0,32; 0,64]),
2 (CP 0,48 [95 % HI: 0,30; 0,76]) a6o >3 miniit (CP 0,59 [95 % MOI: 0,28; 1,22]). lonarkosi
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noxasuuku edexruBHocTi (OB i UIIB), ski OIHIOBAIM B MIATPyNax IANI€HTIB 3 BICUEIIPHAM
3aXBOPIOBaHHSM a60 6e3 HEOTO, II0Ka3aHO B TA0JIHUII 5.

Tabmuus 5. Pesynsrate nocnimxenns PALOMA-3 oion0 epeKTUBHOCTI IIpU BicllepajIbHOMY Ta
HeBiCH{epaJibHOMY 3axBoproBanHi (manientn Intent-to-Treat)

BicniepaisHe 3aXBOPIOBAHHS HegicuepanbHe 3aXBOPIOBAHHS
I6panc + ITnane6o + I6panc + ITnare6o +
dbynBecTpaHT ¢dynBecTpanT | QynBecTpaHT ¢dbynsecTpaHT
(N=206) (N=105) (N=141) (N=69)
OB [% (95 % AD)] 35,0(28,5;41,9) | 13,3 (7,5;21,4) | 13,5(8,3; 20,2) | 14,5 (7,2;25,0)
YIIB, Mexiana [MicsIiB 3,8 (3,5;16,7) 5,4 (3,5;16,7) | 3,7(1,9;13,7) 3,6 (3,4;3,7)
(miamazom)]

N - ximekictes mamientiB; JII — moipumit inTepsan; OB=o0'ekTHBHa BIANOBiNBF Ha MiACTaBl
MiATBEpKEHKX 1 HeliATBeppKkeHnX Bixmosine# Bixnosinao o RECIST 1.1; YIIB — gac xo neproi
Bi{IOBIAI ITyXJIMHA

Byno 3i6pabo indopMario mpo CUMITOMY, PO AKi IOBITOMIUIM NAli€HTH, 1 IPOBENEHO 3aTabHy
OI[HKY SKOCTi JKHUTTSA 3 BUKOPHCTaHHIM aHKETH, po3poOneHoi €BpONEHCBKO OpraHi3alliero
Jocmigkenp i yikyBanns paky EORTC QLQ-C30, i momyns mns paky monodnux 3ano3 EORTC
QLQ-BR23. 3aranom 335 mauieHTiB i3 Tpyny 3aCTOCYBaHHS Nal0ONMKIiOy Ta GynBecTpaHTy i 166
HAIieHTIB i3 rpynu MoHOoTepamii dyiBecTpaHTOM BiANOBLIM Ha aHKETY Ha IIOYATKY JOCHIIKEHHA 1
npyHAMHI i 9ac 1-ro BI3UTY MiCIIA MOYaTKy.

Yac g0 moripireHHs OyB 3a3[alerigs BCTaHOBJICHHHM AK 4ac MK IIOYaTKOBMM DiBHEM OO0 1
NepIIMM BHHUKHEHHSIM 30inpmeHHs > 10 6aniB y NOpIBHAHHI 3 MOYATKOBMM CTaHOM 3a MIKAIIOKO
60IE0BOTO CHMIITOMY. BXiroueHHs mambonukiuiby Ko cxeMmu NiKyBaHHA (DYJIBECTPAHTOM 3HAYHO
3aTPHUMYIOYM Yac IO IIOTIpPIICHHS CHMITOMIB OOJII0 B IOPIBHAHHI 3 3aCTOCYBaHHAM InIaneGo Ta
dyneectpanty (B cepenusoMmy 8,0 micsud mopisesaHo 3 2,8 micans, CP 0,64 [95 % I: 0,49; 0,85];
p<0,001).

€Bpoleiicbke areHTCTBO 3 OLIHKY JIKapChKUX 3ac00IB BIIXMWIMIO BHMOTY HAJaBaTH PE3YNbTATH
JOCIIKeHb npernapary I6paHc B ycix cyOHomyIsanisax neiaTpUdHUX Iali€HTiB Mpy TiKyBaHHi paKy
MOJIOYHO] 341031 (muB. iHGQOpPMaNio Npo 3aCTOCYBaHHA AITAM y po3mimi «Croci6 3aCTOCYBaHHS Ta
JIO3W).

DapmaxoxinemuKka

dapMaKoKiHETUKY HMAIGONUKIIOY OIHIOBANA Y TALIEHTIB i3 COMIHUMH ITyXIIMHAMH, B TOMY YHCII
3 IIOIIMPEHNM PAKOM MOJIOYHOI 3aJI03H, Ta Y 3MOPOBHX JOOPOBOTIEIIIB.

AGcopbmis

Cepenne 3HaueHHA Cmax nanOomukiIiOy 3a3BHUail nocaraeThea depes 4—12 roame (dac 1o
JIOCATHEHHA MAaKCHMANbHOI KOHUEHTpamii [Tmax]) MICIA MEpOPaNBFHOTO 3aCTOCYBAHHA TabIETOK
I6panc. Cepenns aGcomoTHa GiOMOCTYNHICTE HATOOUUKIIOY IIiCHA MEPOPANBHOIO 33CTOCYBAHHS
103U 125 Mr cragoBuTh 46%. Ilpu 3acTocyBaHHi X03 y AiamasoHi Bix 25 Mr no 225 Mr mioma mix
xpuBor0 (AUC) ta Cpax 3pOCTamy B LUIOMY IIPONOPLIMHO 1031. PiBHOBaXXHHUM cTaH nocsarases
npotsaroM & Ai6 mmicms 3acTOCYBaHHS IperapaTy omuH pa3 Ha a06y. Ilpu TNOBTOprOBaHOMY
3aCTOCYBaHHi ONWH pa3 Ha 100y ManbouuKIi6 HAKONMYYBAaBCA i3 CepeAHiM  Koe(ilieHTOM
KyMmyisii 2,4 (mianason 1,5—4,2).

Brnus ixi

3unayeHHS AUCint Ta Cmax Hanbounuiii6y 36imsmincs Ha 22 % T1a 26 % mpu 3acTOCyBaHHI
TabneTok I6paHC 3 BHCOKOKAIODIfHOIO DKE 3 BHCOKMM BMicToM xupy (6mmseko 800-1000
Kanopii, 3 axux 150, 250, ta 500-600 xanopiit Bing 6iNMKiB, BYII€BOIB Ta XUPIB BiAMOBIIHO), 1 HA
9% Tta 10 % mpm 3acTOCYBaHHI 3 DKEI CTaHTAPTHOI KANOPIMHOCTI 3 HM3BKUM BMICTOM XKHUDPY
(6mu3pko 500-700 xamopiit, 3 sxux 75-105, 250-350, Ta 175-245 xanopii Bin OLJIKIB, BYTJICBOIIB
Ta JKMpPiB BiJNOBINHO) y MOpIiBHsHHI i3 3acTocyBaHHAM Tabmerok IOpanc 3panky Harime. Ha
miACTaBi WX pE3yAbTaTiB, Tabnerkd HaIOONMKIIOY MOXHA 3aCTOCOBYBATH HE3ANEXHO Bill
npuHomy ki .

Posmostin
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3B's13yBaHHs MANOOIUKITIOY 3 GiNkaMu Ia3MH KPOB1 JIFOMMHY in Vitro CTAHOBUTE ~85 % He3aJIexXHO
Bijl KOHIIeHTpaii mpenapary. CepeaHe 3Ha4eHHs iHIeKCY dpakuii HeaMmineHOro manoomukiaioy (fu)
y IurasMi KpOBi JIFOAWHHU in Vivo NIJIBHINYBallach iHKPEMEHTAIBHO INpH IOripmieHHi (QyHKil
neuinkd. UiTKOI 3aleXHOCTI MDX cepelHIM 3HA4eHHSAM iHOEKCY ¢pakiii He3MiHeHOro
nanGoumkaioy (fu) y 1wrasmi KpoBi JIOMUHM in Vivo Ta NOTipIIeHHSM OGYHKIII HHMpPOK He
BCTAHOBJIEHO. [n Vitro MOTMHHAHHS NaNOONMKIIIOY B TelaTOUTaX JIIOUHH BiIOyBA€ThCS FOJIOBHUM
YMHOM 33 IOIIOMOror0 macuBHoi Audysii. ITanbouukiid He € cyoetparom OATPIB1 i OATP1B3.
Biorparcdopmaris
Jlocnimkenns in vivo Ta in vitro IpOJEMOHCTPYBAIIH, IO Y JIOJUHN NATOONHUKIIO MeTabomi3yeThes
y meginmi. ITics mepopatsHOro 0AHOPa3oBoro 3acTocysanus [4C) manbonukiiby y nosi 125 mr y
JFOAMHYA OCHOBHMMH MeTaOOoNiYHUMHE NUTIXaMH Ta60onuKIIO0y Oy OKUCIIEHHS Ta cylabQyBaHHA, a
NOTIOMDKHHAMH MUISXaMH — AaliIIOBaHHA Ta IIOKypoHyBaHHA. [lanbormimi6 y miasmi OyB
OCHOBHOIO ITUPKYJIIOIOYO0 PEYOBUHOIO, IO BUBLIEHMIIACK 3 JIIKapCHKOro 3aco0y.
Bineira yactuua mpenaparty Oyna BUBeJeHa y BUIIIIIL METaboiTiB. Y Kajli OCHOBHHM METabOoIiTOM
NiKapcHKOro 3aco0y OyB KOH IOraT cyIb(haMiHOBOI KMCIOTH Ta NAIOONMKIIOy, HAa HFOTO IPUIIafano
25,8 % 3actocoBaHoi mo3W. JlOCHiIpKeHHS in Vifro i3 3aCTOCYBaHHSAM TEIAaTOLHUTIB JIIOOMHY,
OEYiHKOBUX IUTO30MbHMX Ta S9 ¢pakniii 1 pexoMmOiHAaHTHHX (epMEHTIB CynbhoTpaHChepasu
(SULT) npoaemoncTpyBany, mo B ocHoBHOMYy CYP3A ta SULT2A1 6epyTs ygacTs y MeTabomIi3Mi
naroonuKIioy.
Busenenns
Cepenne reomeTprane yspHoro saraneHoro xiipency (CL/F) manbonukniOy cranosuno 63 m/rox, i
CepellHe TeOMEeTpWYHEe IMepiofy HamiBBUBEAEHHS 3 IUIa3MM KpOBI CTaHOBHIO 28,8 roguHm y
HAI[EHTIB i3 NOIIMPEHUM PAKOM MOJOYHOI 3a1mo3u. Y 6 340poBUX JOOPOBOJIBIIB YOJIOBIUOI CTATI,
AKi OTPHMAIM OJHOPa3OBy IepopambHy mosy ['“C] mnamboummkmi6y, y cepenssomy 92 %
3aCTOCOBAHOI PaJioakTUBHOI 1034 Oyn0 BHUBEeZEHO IpoTsaroM 15 mi6 mepesaxkno 3 kxanoMm (74 %
no3n), 17 % no3u — 3 ceyero. BuBeaeHHs He3MiHEHOro Han60nuKIIiOy 3 KaJIOM 1 CE4er0 CTAHOBHJIO
2 % 17 % Bif BBEIEHOI 03U BiOIIOBIIHO.
In vitro nanborukiai6 me ¢ imribiropom CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19 Tta 2D6, He €
immykropom CYP1A2, 2B6, 2C8 ta 3A4 y KIiHITHO 3HAUYYNIMX KOHIICHTPALisX.
OLiHIOBaHHSA, IO IPOBOMUIOCA N Vitro, TPOJAEMOHCTPYBAJO, INO NAIOONMKIG Mae HHU3bKHI
HOTEeHI{an IHribyBaHHA aKTHBHOCTI TpaHcmoprepa opraHiuaux asioHiB (OAT)l, OATS3,
Tpancnoprepa opradiynux karionie (OCT)2, TpaHCIOPTHOrO HONINENTHAY OPraHiYHHX aHIOHIB
(OATP)1B1, OATP1B3 Ta TpancnopTtHuX OinkiB >xoBuHHX coieid (BSEP) y KIiHIYHO 3HAYyIIMX
KOHLICHTPaLifIX.
OcoBnuei n1omysamii
Bix, cmame ma maca mina
3a pesynpraraMy IONy/sIUiHOrO aHamily ¢apMmakokiHeTukn y 183 mamiedTiB i3 pakom (50
q010BikiB Ta 133 >kiHKM BikoM Bix 22 1o 89 pokiB Ta 3 Macor Tija B Hiama3oHi Big 38 mo 123 kr)
CTaTh HE BIUIMBAJA HA €KCHO3MII0 MamOomuKIiOy, Bik 1 Maca Tila HE Malld KIIHIYHO BaXIHBOIO
BIUIMBY Ha €KCITO3HIII0 TaIOonuKIioy.
Himu
dapmakoKiHeTrKa ManOoIKIi0y y narieHTiB BikoM < 18 pokiB He OI[IHIOBANACE.
Ilopywenns @yuxyii newinku
JaHi oTpuMani y A0CTiIKeHH] GapMakOKiHETHKY 3a ydacTi Cy0’eKTiB 3 Pi3HUMH PiBHAMH QyHKII
HEYiHKM CBiI4aTh PO 3HMOKEHHs eKCITO3MI He3MiHEHOro manbormkniOy (HesMiHeHHH AUCi) Ha
17% y cy6’extiB 3 JerkuM mopymeHHAM ¢(yskmii mewinkm (kiac A 3a Yaing-IT'wo), Ta
migsumends Ha 34 % 1 77 % y cy6’ekris 3 momipHnM (xiac B 3a Yaiinn-IT"r0) 1 TsokkaM (kaac C
3a Yaitng-II'10) mopymenHsM GyHKIHl [EYiHKM, BIANOBINHO, y MOpIiBHAHHI 3 Cy0’ekramu 3
HOpMansHOK QyHKI€I0 medinki. MakcuMaibHe 3HAUSHHS eKCIIO3UIIT He3MIHEHOT0 ManOonukmiby
(He3MIHEHHH Cuma,) MABHILYBaNOCH Ha 7 %, 38 % Ta 72 % HpH JIETKOMY, IOMIPHOMY Ta TSHKKOMY
nopyleHHi QYHKIli MeYiHKy, BiAMOBIAHO, Y OPIBHAHHI 3 Cy0’€KTaMH 3 HOPMAIbHOIO (QYHKIIE0
nedinky. JIOAATKOBO, 33 pe3yIbTaTaMi HOIYIAIHHOro aHamizy ¢papMaKoKiHETUKM 3a y4acTio 183
Nali€HTIB 3 HOIIUPEHAM PAKOM, 3 AKiX y 40 marieHTiB OyB JIETKHH CTYIIHb HOPYIIEHH QyHKII
mewiHk 3a  knacudixamiero  HamionaneHoro  iHctutyTy — paky (NCI)  (3aranpHui
Oinipy6in < BepxHBLOI MeXi HOpMHM Ta acnaprataMmiHoTpancdepasa (ACT) > BEpXHBOI MeXI HOpMHU
DocuSigned by: 8
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abo 3arancEU OLTipy6iH >1,0 mo 1,5 Bepxupoi Mexi HopMHU Ta Oynb-axuit ACT), nerkuil CTymHb
mopyieHHs GYHKIIII NeYiHKN He BIUIMBAB Ha (papMaKOKiHETHKY NalO0MuKIiOy.

THopywenns @ynryii HUpox

Jani oTpuMaHi y AOCTIKeHHI GapMaKOKIHETHKY 3a y4acTi cy0’€KTiB 3 Pi3HUMH PIBHAMM QYHKIIIT
HHPOK CBi4aTh NMPO MiABUINEHHS 3araibHoi eKcrosHuIlil nanbomukiiby (AUCu:) Ha 39 %, 42 % Ta
31 % mpu nerkomy (60 Mi1/xB < kiIipeHC KpeaTuHiHY < 90 Mi/xB), momipHOoMY (30 Mi/XB < KIlipeHC
KpeaTHHiHY <60 MII/XB) Ta TsDKKOMY (KiIipeHC KpeaTHHIHY < 30 MI/XB) mopymeHHI QyHKIIT HUPOK,
BIAMOBIAHO, y TIOPIBHAHHI 3 Cy0’€KTaMHl 3 HOPMaJIBHOIO (YHKNI€0 HUPOK (KIIipeHC KpeaTuHiHy
> 90 MiI/xB). MakcuMallbHE 3Ha4YeHHS €KCIO3UMil mandonnkiiby (Cma) miaBumyBaiiock Ha 17 %,
12 % 12 15 % 1pu JierkoMy, IOMIPpHOMY Ta TSDKKOMY HOpyIIeHH! QyHKUil HUPOK, BiANOBINHO, Y
nopiBHAHHI 3 Cy0’€KTaMH 3 HOpPMalbHOI (yHKIi€0 HHUpOK. JIo#aTKOBO, 3a pe3ynbTaTaMH
HOMY/AMiHHOTO aHami3y $apMaKkOKIHETHKH 3a ydacTio 183 mIalieHTiB 3 MOMMPEHUM PAKOM, 3 AKUX
y 73 marienTiB OyB JerKui CTymiHb HOpYIUeHHs QyHKIIi HUpOK Ta y 29 nanieHTiB 6yB MOMIpHUIH
CTYIIHG TOpyIIeHHs QyHKIIT HUPOK, JIETKUH Ta IOMIPHHI CTYIIHb NOPYIIEHHS QyHKII HUPOK He
BIUIMBAaB Ha (papMakokiHeTHkKy manbonuiiniby. @apMakokiHeTWka NamOoIuKIily He
JOCITKyBAIacs y MAI[i€HTIB, 5K MOTPEOYIOTH TeMOIaNi3y.

Emmuiuna npunanexcnicms

V pocnimxenni dapMakokiHeTHKH 3a ydacTi 340poBuX A00poBoibIiB 3HAYEHHI AUCihf 1 Cmax
nanOoUMKIiOy ITicHs 3acTOCYBaHHA oxmHiel 103u mnepopanbHo Oymu Ha 30 % 1 35 % BumuMu y
no6poeonsiie 3 SmoHil B MOPIiBHESIHHI 3 TAKUMK Y NOOPOBOIBIIB HEa3liChKOro noxomkenHs. IIpore
JaHi CIIOCTEpPE)KEHHS He BiITBOPIOBAIHCH 3aKOHOMIPHO y HACTYIHHX JOCHIIDKCHHAX 3a ydacTi
manienTiB 3 SIMoHIT Ta A3ii 3 paKoM MOJIOYHOT 3aJI03H IIPH 3aCTOCYBAHHI KiTEKOX J103. [ pyHTYIO9HCE
Ha aHami3si KyMymsaTWBHOI (DapMaKOKIHETHKH, JaHUX 3 Oe3nekd Ta e(EeKTHBHOCTI cepen
MOHTOJIOIJHOI Ta HEMOHTOJOIMHUX TOMYJAIiNA, KOPUTYBaHHSI NO3M AJIA IAI[ieHTiB MOHIOJIOINHOY
pacu He BBAXKAETHCS MOTPIGHUM.

Kniniuni xapakTepucTHKH

Ilokazanna

I6pagc mokasaHuWii s JIKyBaHHA TropMoH-perentop-mosutueHoro  (HR-mosutHBHOrO),
HETaTHBHOIO 3a peIenTopoM emigepMansHoro daxropa pocry momurn 2 (HER2) micmeso
OMIEpEeHOTo 260 METaCTaTUYHOIO PaKy MOJIOYHOI 3a/103H:

) B KoMOiHanii 3 1Hri6iTOpOM apomarasy;

. B KOMOiHamii 3 ¢ynBecTpaHTOM Y JXiHOK, SKiI IONEpeIHBO OTPHUMYBAlM €HIOKPHHHY
Teparito (uB. po3ain «PapMakoTuHAMIKAY).

V xiHOK B IMpeMeHONay31 i IeprMeHonay3i eHIOKPHHHY Tepalliio CliJ MPOBOJUTH y KOMOIHaIli 3
ArOHICTOM NIOTEIHI3yI0Y0r0 TOPMOH-pUIi3nHET0BOro ropmory (JIIPT).

IIpomunokazannua

lnep4yrMBicTe 00 aKTHBHOI pedoBHHY ab0 10 Oynp-sAKoi 3 AOMOMDKHMX PEYOBHMH IIpenapary.
3acTocyBaHHs IPEapaTis, Mo MICTATH 3BipoOiH (auB. posain «B3aeMoaid 3 IHINMMH JiKapCHKUMH
3aco0aMM Ta iHIII BUAH B3AEMOMIN»).

Ocob6nusi 3ax00u be3nexu
Bynb-aKkuii HEBHKOPHCTAHWI Iperapar abo YITaKOBKY CJHJ YTHIi3yBaTH BiJIIOBIAHO IO MiCUEBHX

BHMOT'.

B3aemodia 3 inwiumu nikapcoKumu 3acobamu ma iHuil 8UOU 63a€MO0ill

[Man6orukni6 MeTabomizyeTscs roNoBHMM 4pHOM 3a gomomororo CYP3A Ta depmenty
cymsdorparcdepasu SULT2A1. In vivo nanbonukini6 e cnabxum inribiropom CYP3A, akTuBHICTE
SIKOT'O 3MIHFOETHCS Y daci.

Brimns iHITHX Openapatis Ha hapMakOKIHETHKY ITaJI0OIHKII0Y

Bnnus inzi6imopie CYP3A

OmnouacHe 6araTopasoBe 3acTOCYBaHHSA JO3HM ITpakoHazoily 200 Mr MmOAHA Ta OXHOPa3oBe
3acTocyBaHHs 125 mr man6oruniby miguinye 3aransHy eKcnosuiifo (AUCinf) Ta MakCHMaIbHY

DocuSigned by:

Switlaa Bstappwa 9

AD3I153ATHISEA4D. .



Docusign Envelope ID: 94AF61AQ0-50EE-4C5E-9797-F34797BFB4E9

KOHUEHTPAUil0 (Cmax) manbomuxmiby mpubmusso Ha 87 % Ta 34 % BiONMOBiZHO, MOPIBHAHO 3
OHOPA30BHM 3aCTOCYBaHHAM JO3H NIpenapaTy nandouukiidy 125 mr okpemo.

Ciix yHUKaTH OJHOYACHOTO 3aCTOCYBaHHA 3 IOTYHUMH iHriGiropamu CYP3A, B Tomy umcri 3
KIPUTPOMILIMHOM, 1HAMHABIPOM, iTPAKOHA307I0M, KETOKOHA30JIOM, JIOMiHABipOM/PHUTOHABIPOM,
He}azoJOHOM, HeNQiHaBipOM, II03aKOHA30JIOM, CAaKBIHABIPOM, TeNANpEBipOM, TETITPOMIIHHOM,
BOPHKOHA30JI0M Ta Tpeindpyramu abo rpeiindpyrosum coxom (muB. posginm  «Croci6
3aCTOCYBaHHA Ta A03M» 1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

IIpu sacTocyBanHi 3i cnabkumu abo moMipaEMHE iHriGiTopamu CYP3A Kopekuis 103 He moTpiGHA.
Bnnug inoyxmopie CYP3A

Opnovache 3acrocyBanna 6araTopasoBux 03 600 mMr pudamminy Ta pazoBoi no3u NanbomUKIIOy
125 mr 3mmkysano mokasHUKH AUCir Ta Cmax nambormiri6y Ha 85 % Ta 70 % BimmoBigHo,
TIOPIBHAHO 3 MOHOTEPAMIEI0 NAIGONUKIIO0M B 1031 125 Mr.

Cnix yHuKaTd OJHOYACHOrO 3aCTOCYBAHHS 3 IIOTYXHHMH iHayktopamu CYP3A, B ToMmy umecni 3
kapOamaserinoM, eH3aIyTaMifoM, QeHiToiHOM, pudaMIiHoM Ta 3Bipo60OEM MPOAIPABICHHM (JIHB.
posninu «IIpoTunokasaHHa» Ta «OCOOIHBOCTI 3aCTOCYBAHHAY).

Cymicre GaraTtopa3zoBe 3acTOCyBaHHA IoMipHOTO iHAykTopa CYP3A Momadininy B mo3i 400 MT Ta
pa3oBoi nos3u npenapary I6panc 125 mr 3umKyBano AUCins Ta Crpax NaIGONUKIIOY IpHOIH3HO HA
32 % Ta 11 % BiANOBiOHO, NOPIBHAHO 3 ONHOPA30BHM 3aCTOCYBAaHHSAM JIO3U Ipemapary I6pamc
125 mr oxpemo. Ilpn ogHO9acHOMY 3aCTOCYBaHHI 3 HoMipHuMy iHgykTopamu CYP3A xopurysaHHs
703" He NoTpibHe (auB. po3zin «OcoOIMBOCTI 3aCTOCYBAHHA»).

Bruins mikapchKux 3aco0iB, AKi 3HIKYIOTh KHCIOTHICTh

3a yMOBM CyMICHOTO 3aCTOCYBAaHHA HaTIHIe OfHiel Tabnerku [6panc 125 mr Ta 6araropasoBux 03
iHri6iropy mporornoi mommnu (IIIII) pabenpazomy He Mamo BIUIMBY Ha piBEHb Ta MIBHAKICTEH
abcopbuil manbonukniOy MOPIBHAHO i3 3aCTOCYBaHHAM OXHi€l TabneTku npemnapary I6pasc 125 mr
OKPEMO.

3 ormagy Ha 3MeHIIeHW#M BB Ha pH muryHka anrtaromictiB penenropis H2 1a MicmeBux
aHTallUIiB, TIOPIBHAHO 3 IHTIOITOPaMU IIPOTOHHOI IIOMIH, OYIKYETHCS, IO BIUIMB IIHX JIKAPCHKHX
3ac001B Ha eKCHO3UIIiI0 ManbouukiiOy Oyne BiaCyTHIM.

Bomue nanbonmknioy Ha hapMakoKiHEeTHKY 1HIIMX OpenapariB

[Tan6ormkni6 € cmabkum gacosanexuHuM iHribitopom CYP3A 3a yMOBH IpuiioMy MIOAEHHOI TO3H
125Mr y piBHOBaxHOMY cTaHi. OnHO9acHe OaraTopa3oBe 3aCTOCYBaHHA NanOONHKIIOY Ta
Mmifgasonamy migeumgyBano 3HaueHHS AUCips Ta Cmax Mizasonamy Ha 61 % Ta 37 % BiamosimHo,
IIOPIBHAHO 13 3aCTOCYBAHHSAM Mia30JI1aMy OKPEMO.

Moxe Oyt moTpibHe 3HMMKEHHSA N03M 4yrmuBUX cybcerpaTiB CYP3A i3 BY3BKMM TepameBTHIHHM
iHgekcoM  (Hanpmkaax — anQeHTaHily, ITHKJIOCTIOPHHY, JUIiAPOEpProTaMiHy, eproTaMiHy,
eBEpPONIMYCY, (DEHTaHITy, IIMO3HAY, XiHIIUHY, CHPOTIMYCYy Ta TAKPOJIIMYCY), OCKUIEKH IIPErapar
I6panc MOKe MiABHINYBATH X SKCITO3MITIIO.

MoxiuBi JHKapehKl B3aeMOoIil MK Ha00MHKII00M 1 TeTPO30IIOM

HaHi, oTpuMaHi y KIIHIYHOMY HOCTIDKEHHI 3a Y4YacTIO HAI[€HTIB i3 pakoM MOIOYHOI 3alI03H,
HPOAEMOHCTPYBAIH BiJICYTHICTH B3a€MOJII M IAIOOMHUKIIOOM Ta JIETPO30JIOM IIPH iX CYMiCHOMY
3aCTOCYBaHHI.

Brumue TaMmokcudeny Ha eKCIIO3UIHI0 Man0oMuKIioy

JaHi Mocni/KEHHS 3a Y9acTIO 3M0POBHX AOOPOBOJBLIB-YOJIOBIKIB MOKA34IHM, IO EKCIIO3MINA
nanbonukIi6y Mpy OJHOYACHOMY 3aCTOCYBaHHI OXHi€l /103W NanOonukinioy 3 6araTopasoBUMH
J03aMH TaMOKcU(eHy Oyi1a 3iCTaBHOIO 3 OTPHMMAHOO TP MOHOTEPANii MaI6OnUKIIOOM.

Jlikapceki B3aemoii Misk manboumknidom i dyasecrpanTom

JlaHi, oTpuMaHi B KIiHIYHOMY NOCIIZXKEHHI 33 YYacTIO MAIi€HTIB 3 PakOM MOJOYHOI 3aJI03H,
OPOAEMOHCTPYBANIH, IO KIiHIYHO 3HAYyIIa B3aEMOISA MiX HATOOLUKIIGOM Ta ByIBECTPaHTOM IIPU
OQHOYaCHOMY 3aCTOCYBaHHI IIUX JIKapCHKUX 3aC00IB BiACYTHA.

MOKIIHB] TIKAPCEK] B3aeMOIl] MDK MafouukniOoM 1 1epopaldbHAMH KOHTDAISITHRAME
JocnifKeHHs JIKapChKUX B3a€MOJiH manbonukmiOy 3 NepOpaTbHHMH KOHTDAIENTHBAME HE
NPOBOAMINCA (IUB. PO3ILI «3aCTOCYBAHHS y IIEPi0 BariTHOCTI a00 TOMyBaHHS [PYIIION).
Joci/pKeHH s 3aCTOCYBAHHS 3 TPAHCIIOPTEPAMH IR Vitro

Ha ocHOBi faHMX, OTPUMAaHHUX Y in Vitro HOCIIIPKEHHAX, OYIKYETHCS, M0 HAXOOUUKIIO NpuUrHidye

aKTHBHICTH TpaHcnopTepis P-rmixonporeiny (P-gp) y xuimedHrKy Ta Gilnka pPe3HCTEHTHOCTI paKy
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Mmoinoanoi 3ano3u (BCRP). Tomy 3acTrocyBaHHa manbouukiiOy 3 JKapcBKMMH 3acobamu, SKi €
cyberparamu P-gp (Hampukia) 3 TUTOKCHHOM, JabiraTpanom, Konxiuunom) abo BCRP (Hanpukmaz
3 [IPaBaCTATMHOM, PO3YyBaCTaTHHOM, (JIyBaCTaTHHOM, Cymb(hacalasHHOM), MOXe 30imbIryBatH ix
TEPANEeBTHYHUK €(PEKT 1 moOIYHi peakiril.

Ha migcrasi mammx in vitro, nanGolMKIi6 Mo)ke NPHIHIIYBATH NOTJIIMHAHHSA TPAHCIIOPTEPIB
opranigamx kaTioHiB OCT1, a noTiM — 361IBIIYBaTH €KCIO3HUIIIO JIKAPCEKUX 3ac06iB — Cy6CTpaTin
IMX TPaHCHOPTepiB (Hampukiay MeThopMiny).

Jlikapceka B3aeMOJIis MiK andonukiaitoM 1 cTaTuHaMHA

OnHovacHe 3aCTOCYBaHHA ManOonuKIIiba 3i craTuHamH, ski € cy6erparamu CYP3A4 Ta/a6o BCRP,
MOYKE MIJBHAIIUTH PH3MK pabmoMiosii3y depes MiABHIICHH] KOHIEHTpAIi CTATUHY B IUIA3Mi KPOBI.
Bunaaku pabxomionisy, BKIIOYalOYH JI€TaJbHI BHITAAKU, OYIIH 3apeecTpOBami IICad OJHOYACHOIO
3aCTOCYBaHHS NaI60IMKIIIOY 31 CHMBAaCTaTHHOM a00 aTOpBaCTATHHOM.

Ocobnueocmi 3acmocysannun

Kinky B npe/nepuMeHonay3HOMY mepiosi

OpapiansHa abmania abo cympecis aromictoM JIIPT € 00OB'I3KOBOIO YMOBOIO IJs KIHOK B
npe/epuMeHOINAay3HOMY IIepioJi, SKMM IPHU3HAYEHO JiKyBaHHA penapatoM Iopanc B xomGiHarlii 3
IHTi6iTOpOM apoMarasH, 1o oOyMOBJIEHO MeXaHi3MoM Jii iHTi6GiTopiB apomarasu. J[OCIimKeHHS
IPOBOAMIINCE JIMIIE A1 KOMOIHOBaHOI Tepamii NamOonuKIiOoM Ta (yIBECTPAaHTOM XXIHOK B
npe/meprMeHOIIay3HOMY Nepioi y moeaHaHHi 3 arodicrom JITPT'.

KpuTuyne BicHepaibHe 3aXBOPIOBAHH

besmeka i €EKTHBHICTH 3aCTOCYBAHHA NAIOOMUKIIOY MAli€eHTaM 3 KPUTHYHHUM BiCLEISPHUM
3aXBOPIOBAHHAM HE JOCIIKyBaIHCh (IuB. po3ait «PapMakoauHaMika).

['eMaTONOTIYHI HOPYIICHHS

YV pasi po3BUTKY HeHTpomeHii crynmeHs 3 abo 4 pekOMEHIYEThCS THMYACOBE MPUITMHEHHS
3aCTOCYBaHHs INpENapary, 3HWKEHHI H03K ab0 BiATEpMiHYBaHHS IOYAaTKy LMKy MiKyBaHHs. Ciig
341MCHIOBAaTH BiNIOBINHMM KOHTpOib (muB. po3aum «Crooci6 3acrocyBanHs Ta m03u» 1 «[loGivmi
peaktii»).

IaTepcrumiansaa xeopoba nerens (IXJI) / mHeBMOHIT

Tspxki, HeOe3nedHi pia xutTa abo neranbHi Bunaaku [XJI ta/abo THEBMOHITY MOKYTh BUHHKATH Y
[aNi€HTIB, AKi OTPUMYIOTh IIpenapaT Iopanc y koMOiHaIli] 3 €eHIOKPIHHOIO TEPAIIEI0.

VY xniniuaux gocnimkxeHHsx (PALOMA-1, PALOMA-2, PALOMA-3) y 1,4 % nauieHTiB, sKi
oTpuMyBanu I6paHc, Oymu 3apeectpoBaHi IXJI/IHEBMOHIT OYAB-KOr0 CTYIIEHS TDKKOCTI, Y
0,1 % — 3 crymens, a ABum 4 cTylleHA Yd JEeTalbHUX BHIAAKIB He cmocrepiraigocs. Kpim Toro,
Bunaaku [XJI/MHEBMOHITY, ¥ TOMY YHCII JeTaldbHi, OyJIH 3apeecTpoBaHi B IIiCIIApecCcTpalliiHmit
nepion (muB. po3nin «dlobiuni peakiix).

Heo6ximHOo crocTepiraTd 3a CTaHOM IIalli€HTIB I CBOE€YACHOIO BILIBIICHHS CHMIITOMIB 3 GOKY
JIereHb, Ki BKa3yioTh Ha [XJI/IHEBMOHIT (TaKUX SK TIMOKCisd, Kallenb, 3aAUIIKa). KMo y HalieHTa
3’ABHIIMCA HOBI a00 MOCHIMIIMCA BXK€ ICHYIOYl PeCIipaToOpHi CHMITOMY U ITiTO3PIOETHCA PO3BUTOK
IXJI/mHeBMOHITY, CIIiJi HEraHHO IPU3YIIMHUTH 3aCTOCYBaHHA mnpenapary lOpaHc Ta HampaBuTH
namnieHTa Ha obctexxeHHA. [lamientam 13 Tskkoro [XJI abo MHEBMOHITOM 3aCTOCYBaHHS Ipemapary
I6panc He0OX1THO MOBHICTIO IPUITHHATH (IUB. po3ai1 «Crnocid 3acTOCYyBaHHS Ta L03M»).

Indexuii

Ockinpbku [6paHC YHHHUTH MIETOCYIPECHBHY [0, MOXIHNBA CXUIBHICTH IMAIIEHTIB IO PO3BUTKY
1HGEeKIin.

IMoBigoMisTOCS Mpo BHIII piBHI iH(EKIiH v DalliedTis, sSKi OTpuMYyBaiy I6paHc B paHIOMi30BaHMX
KIIIHIYHUX JOCTIKEHHX, Y IIOPIBHIHHI 3 IIAI[lEHTaMU BiNOBIAHOI Ipymu MOpiBHAHHA. Indexmii 3 i
4 cTyneHs BHHHKAIHM BiAMoBimHO ¥ 5,6 % 1 0,9 % nauienTie, ski orpumysanu [Opanc B Oyas-saKii
koMOinarii (quB. po3ain «Ilobiuni peakiii»).

HeoOXimHO KOHTpPOIIOBATH TAIIEHTIB IMOAO BHHHKHEHHS CHMOTOMIB iH(QEKII Ta NiKyBaTH
BIZIMOBITHO O peKOMEHAaIi (aus. po3ain «Cnocib 3acTOCyBaHHS Ta JO3U»).

Jlixapi moBuHHI iHGOPMYBATH HaLi€HTIB PO HEOOX1AHICTh HErAHHOTO MOBIOMIIEHHS PO OYyAb-AKi
BUITAJKH JTMXOMAaHKH.

Benosua TpoMboemMboIis
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IMTopizomisaocs Ipo BeHO3HI TpoMOoeMOOoIIiuH1 ofil y HalieHTiB, SIKi oTpuMyBanu I6panc (aus.
posain «lobiuni peakii»). HeoO6XiqHO KOHTPONOBATH CTaH MANi€HTIB Ha HAsBHICTh O3HaK Ta
CHUMIITOMiB TpoM0O3y ITHOOKMX BEH Ta JlereHeBoi emO00Jiil, a TakoX IKyBaTH BiAMOBIAHO IO
PeKOMEeHAaLiH.

HopymeHHs QyHKIIT MeUiHKH

Ockinbku AaHi BincyTHI, I6paHC chix 3acTOCOBYBaTH 3 OOEpPEXHICTIO IMAIli€HTaM 3 MOMIDHHMH i
TSDKKHMH TIopymeHHAMH (yHkuii mewinku (auB. posxima «Cnooci®é 3acrocyBaHHA Ta H03W» 1
«DapMaKOKIHETHKA).

[HopymenHs dyHKIIT HUPOK

Ocxineku JaHi BincytHi, I6paHC cmin mpusHadaTd 3 OOEPEeXKHICTIO MHAl(i€HTaM 3 TOXKKHUMH
mopymeHHsmu  GyHkuii  Hupox (amB. posgimm  «CHoci6  3acTOCYBaHHS T4 J03W» 1
«DapMaKOKiHETHKAY).

OpnHouacHe 3acTOCYBaHHS 3 iHTiOITOpamMu abo inmykropamu CYP3A4

IMoryxHi iariditopr CYP3A4 MOXyTh NPU3BECTH JO MIABHINEHHSI TOKCHYHOCTI mperapary (aus.
pozzin «Bzaemonis 3 IHIIUMH JTIKapCPKMMHU 3ac00aMK Ta 1HIN BUIW B3aeMmoxiit»). Ciuin yHuUKaTH
OJHOYACHOTO 3aCTOCYBaHHSA NOTyXHHX iHTiIOiTOpiB CYP3A 3 mambonukniboMm. OpHodache
3aCTOCYBAHHSA CIIJI PO3TLANATH TUIBKH IICIS PETENBHOI OIIHKH IMOTEHIIMHOI KOPHCTI 1 PH3HKY.
SIKI0 HEMOXIIMIBO YHUKHYTH OJHOYAcCHOIO 3acTOCYBaHHSA IperapaTy IOpaHC i3 IOTY>XHEM
imridiropom CYP3A, nosy npenapary I6panc cuix 3HM3UTH 10 75 Mr ommH pa3 Ha no0y. Ilicims
TPUNMHEHHS 3aCTOCYBAaHHS IIOTY)KHOTO iHTIOITOpY mo3y mpemapary IO6panc cuim 36imsnmté (o
3akiHgeHHi 3—5 mepiomiB HamiBposmaxy iHribiropy) mo Tiei mo3W, AKy IIpHManid O MOYAaTKY
3actocyBaHHs moryxHoro iHribitopy CYP3A (mmB. po3min «B3aemojis 3 iHIIMMH JIiKapCHKUMH
3aco0aM# Ta 1HII BUTH B3aEMOJIN»).

OpnouacHe 3acTocyBaHHA iIHOYKTOpiB CYP3A Moske npuBecTH 1o ocnabneHHs Aii nanbonukiidy, a
3TOJIOM — 0 BTPATH epeKTHBHOCTL. TOMy CIIii YHUKaTH OJJHOYACHOTO 3aCTOCYBaHHS NATOOLHKIIOY
3 moryxuumu iHgykropamu CYP3A4. KopuryeBamHs m03u He MNOTpiOHE IpH 3acCTOCYBaHHI
panbomukniOy 3 momipHmMu iHaykropamu CYP3A (ouB. posmin «Bs3aemoxis 3 iHIIMMU
JKapCEKUMHM 3acO0aMy Ta iHIII BUAM B3aEMOIIN»).

KigkH penpoAYKTHBHOIO Biky abo IX mapTHepu

JKinku pempoAyKTHBHOTO BiKy ab0 iX HapTHEpH-YOJIOBIKM IOBHHHI BHKOPHCTOBYBATH
BHCOKOS(EKTHBHI METOAW KOHTpaLenmil MpH 3acTocyBaHHI IpemapaTy IOpanc (muB. po3zin
«3acTocyBaHHS y IEePioJ BariTHOCTI a0 rofAyBaHHS IPYIIION).

3acmocysanns y nepioo éazimnocmi abo 200y8anHs 2py00io

XKinku penponvkTHBHOIO Biky/KoHTpanemninis )KiHOK 1 90J0BiKiB

JKiHKH penpOAYKTHBHOTO BIKY, SKi OTPUMYIOTH LIEH JIKapChKUi 3acib, abo ix mapTHepH-I0I0BIKK
[IOBMHHI BUKOPHUCTOBYBATH HAiiiHI MeTOAM KOHTpauemuii (Hampukiax mnonBidawuil Gap'epHuit
METOJl KOHTpAIeMIlii) g 4gac Tepamii 1 BOPOMOBX He MEHII 3 THXHIB abo 14 TwxHIB IiciA
3aBepIICHHS Tepamii Ui XKIHOK 1 YOJNOBIKIB BIANOBIMHO (AMB. po3ain «B3aemomis 3 1HIIUMH
NiKapCEKHMHM 3ac00aMH Ta iHIIi BUAM B3Aa€MOMIM»).

BariTHicTh

Jani mono 3actocyBaHHsA nanbounukimiOy BariTHHM JXIHKaM BiICYyTHI a00 HasgBHI y oOMexeHii
KiTbKocTi. JlocHimKeHHs Ha TBapUHAX IIPOJEMOHCTPYBAIH PENPOAYKTHBHY TOKCHUHICTD. [6panc He
PEKOMEHAYEThCS 3aCTOCOBYBATH BAariTHUM 1 XKIHKaM PENPOAYKTHBHOTO BiKy ©e3 BHKOpPHCTaHHSA
TPOTU3AILTIAHIX 3aCO01B.

T'onysanns rpyuio
He npoBoamnucst TOCTiKEHHS BIDIMBY ManOonMKIiOy Ha BUPOOISHHA MOJIOKA Yy IIoJel i TBapuH,

HOro mpHCYTHOCTI B TPYAHOMY MOJOIi ab0 MOTro BIUIMBY Ha HEMOBIIAT, sKI 3HAXOAATHCA Ha
TpyAHOMY BHUTOMOBYBaHHI. HeBimomo, 4u MpoHMKae manboumkiid y rpynHe monoko. I'omyBaHHA
rpyano 3a60pOHEHO NalieHTaM, SKi OTPHMYIOTH JIIKYBaHHA Man0onuKIiooM.

DepTUNLHICTD

V IOKMHIYHUX JOCHIIKEHHIX PEIPOAYKTUBHOCTI HE BHABICHO BIUIMBY Ha €CTPILHUH uKN (Y
caMuIp IIypiB) abo craproBaHHs Ta GEpTUNBHICTE Y ITypiB (4oaoBidoi abo xiHouoi crari). IIpore
KITiHI9HEX JAHMUX 100 BILTKBY HATOOMUKIIOY Ha GepTUIbHICTE y Itoael HeMae. [ pyHTyIO9UCh Ha
J@HHUX [IOZO BIUIMBY HA PENPOAYKTHBHY CHCTEMY y CaMUiB (fereHepamis CIM'THMX KaHAaNbIlB,
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emiauAuManbHa TIMOCIEepMis, 3HIDKEHA KOHIIEHTpAIisd Ta PYXJIMBICTH CIIEPMAaTO30iMiB, 3HIKEHA
CeKpeLlis MPOCTaTH), OTPHUMAHUX Y NOKIiHIYHHX JOCTIPKEHHAX O€3NeKH, GepTHIIBHICTS Y CaMIiB
MOke OyTH mopyIIeHa Ipu 3acTocyBaHHI manboumkniOy. Tomy d4oJIOBiKaMm CIif pO3TILHYTH
JONIMBHICTh KOHCEPBAIl CIEPMH JI0 IT0YATKY 3aCTOCYBaHHA Ipemnapary I6pamc.

30amuicmy ennueamu Ha WEUOKICMb peakyii npu Kepysawwi asmompancnopmom abo iHuumu
MeXanizmMamu

IMpenapat 16panc mMae He3HAUHWH BIUIMB Ha MIBUIKICTH peakilii IPH KepyBaHHI aBTOTPaHCIIOPTOM
abo po6oTi 3 iHMKUMH MexaHi3MaMu. IIpoTe depe3 pu3HMK BHHUKHEHHS BTOMIIIOBAHOCTI IPOTATOM
JMiKyBaHHA HpemapaTtoM IO6paHC CcIil peKOMEHAyBaTH MalieHTaM OyTH OOepeXHHUMH i dYac
KEpyBaHHs; aBTOTpaHCIIOPTOM abo PoOOTH 3 IHIIMMH MeXaHi3MaMH.

Cnoci6 3acmocysants ma 003u
Jlixyauus mpenapaToM [opaHc Mae iHINIIOBAaTUCEH Ta MPOBOAUTHUC ITi/I HATIIAZOM JIIKAps, KUK Mae
JIOCBIJT 32CTOCYBaHHS MPOTHITYXJIMHHUX JIIKAPCHKUX 3acO0iB.

o34
PexomenioBaHa [103a CTAHOBHUTE 125 mMr manOomukiiOy mepopainsHo 1 pas Ha goOy mpotsarom 21
IHS MOCIILIE i3 IOAANBIIOK 7-IE€HHOI0 IepepBoio (pexxuM 3/1), mob yTBOPUTH MOBHHUH IMKI 3 28
nuiB. JlikyBaHHsA npernaparoM IOGpaHc cilif HpONOBXYBAaTH JOTH, JOKM 30€pira€Thcs KiiHIUHA
e(eKTHBHICTE Teparlii, abo /10 I0sBU HOro HEIMPUHAHATHOI TOKCHYHOI ii.
[Ipr OAHOYACHOMY 3aCTOCYBaHHI 3 manbonmkuniboM iHriGiTop apoMarasy CIiJl 3aCTOCOBYBaTH 3a
CXeMOIO, 3a3HAYEHOI0 B IHCTPYKMIi I MEIWYHOTO 3aCTOCYBAaHHS I[OTO JIiKapchkoro 3acoby. Ilpn
NiKyBaHHI )KIiHOK B I1pe- abo mepuMeHOonay3HOMY Iepiofi KOMOIHOBaHY Teparilo nanbouKIiooM Ta
iHriGiTOpOM apoMartasu Ciix 3aBxau noeguysary 3 arogicroM JIIPI' (muB. posmin «OcoOmuBoOCTi
3aCTOCYBAaHHA»).
ITpH 0MHOYACHOMY 3aCTOCYBaHHI 3 MATOOLUKIIGOM PEKOMEH/I0OBaHA 1032 (HYIBECTPAHTY CTAHOBUTD
500 Mr BHYTpPiLIHEOM’ 3080, Ky 3aCTOCOBYIOTH B 1-H, Ha 15-1 1 29-# NeHb JIKyBaHHA, a IOTIM — 1
pa3 Ha micsnb. [ oTpuMaHHA OLIBII JeTaJbHOI iHpOpMAMii JWB. IHCTPYKINIO I METUYHOTO
3acrocyBadHs Qymeectpanry. JKiHKaM B Ipe/TIepIMEHONay3HOMY ITEpiofi mepe]] oYaTKOM Ta I
gac koMbOiHOBaHO] Teparii manbonukIiooM Ta GynBecTpaHTOM, CliJ 3acTocoByBaTH aroxicru JII'PT
BiJITIOBITHO 0 JIOKANBFHUX CTaH/apTiB KIIHIYHOI IPaKTHUKH.
IMamieaTam cnifi peKOMEHIOyBaTH MpHUAMAaTH K03y mpenapary lO6pamc mpuOIM3HO B OAMH 1 TOM
CaMHil Yac KOXXHOTrO AHA. SIKIMO y IailieHTa BHHUKIO ONroBaHHA abo BiH IPOITyCTHUB [103Y,
JOZIAaTKOBY 03y IpHiiMaTh He NOoTpi6HO. HacTynHy npu3sHadeHy 103y CIIiJl NPUHHATH y 3BUYaHHUA
gac.

3mina oosu

PexOMEHIYETHCS 3MIHIOBATH TO3YBaHHSA Ipenapaty I6paHc 3 oriany Ha iHAMBiTyaJIbHI MOKa3HHKH
Ge3nexu Ta MEPEHOCUMOCTI.

JlikyBaHHA [esKMX MOGIYHMX peakmiii MOXXe BHMAaraTH THMYAacOBOTO IPH3YIHHEHHS Tepamii/
BIATEPMIHYBaHHSN 3aCTOCYBaHHSI JO3H Ta/ab0 3HIDKEHHA JO3M IIpenapary abo OCTaTOYHOro
NPUIKMHEHHS IPHHOMY [Ipenapary BiAMOBIOHO IO CXeM 3HIDKEHHS JO3M, HaBeJCHUX B Tabmuusax 6,
71 8 (mus. pozainu «OcobnuBocTi 3acTocyBanH"» 1 «[10619HI peakiii»).

Tabmuus 6. PexomeHnnosana monudikanis no3u mpenapatry 16paHc y pa3i BUHHKHEHHA MOOIYHHX
peaKiriit

Pisens nozu Jloza
PexomesnoBaHa 1032 125 mr/moby
[Tepuie 3HMKEHHSA HO3H 100 Mr/noby
Jpyre 3HUKEHHS H03U 75 mr/moby*

* ko HeoOXigHE MMoAaNbIle 3HIKEHHs 103K (HuwK4Ye 75 Mr/no0y), Cinifl IPUIMHATH JTIKYBaHHS.

Jlo nouaTKy JiKyBaHHs mpemnapaToM I6paHc Ta Ha ITOYaTKy KOXKHOT'O ITHKITY, @ TAKOXK Ha 15-# neHb
nepImux 2 IMUKIIB Ta y pasi KIiHITHOT oTpebH HeoOXinHO MPOBOIUTH 3aralbHIH aHali3 KPOBi.
DocuSigned by:
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%

IlarienTam, y SKUX CIIOCTEPITa€ThCSI HEUTPOIIeHIT MaKCUMyM cTyrieHs 1 a6o 2 mpoTsroM mepmmx 6
[UKIIB, CIiJ IIPOBOJWTH 3araJIbHHM aHaJi3 KpOBi I HACTYIMHHUX IIUKJIIB KOXHI 3 MicALi, Iepen
TOYaTKOM ITHKITy 200 y pasi KiIiHIgHOI moTpebu.
PexoMeHIyeTbCA 3acTOCOBYBaTH mnpemapar I6padHc, skmo abcomroTHa KUIBKICTE HEHTpodiniB
(AKH) >1000/mm> i TpoMborruTis >50000/mm°.

Ta6nuus 7. Moandikaris no3u npenaparty IdpaHc i rikyBaHHs. 'eMaTonoriysa TOKCHYHICTh

Crymias TSDKKOCTI 32
CTCAE

Moaudikarii go3u

Crymiss 1 abo 2

Kopexitist 1031 He HOTpiOHA.

Crymins 32

[Mepmmii feHb HUKITY
[pu3ynuHNTH 3acTOCYBaHHA Ipenapary I0paHc 10 BIDTHOBIEHHS 10

CTaHy 31 CTYIIEHEM TsDKKOCTI peakiiii < 2, Ta OBTOPHO BUKOHATH
3araJbHUM aHaTi3 KpoBi npotsaroM | TeoxHA. [licas BITHOBIEHHS 10
CTaHy 3i CTYIIEHEM TDKKOCT1 peakiliit < 2 po3noyaTH HaCTYITHUH ITUKII,
3aCTOCOBYIOUH MAKY CaAMy 003Y.

15-if neds nepiux 2 HUKIB

[Tpu craHi 3i CTyIIeHEM TSDKKOCTI peakIiiii 3, MpoJOBXUTH
3aCTOCYBaHHs Ipemapary [opaHc B IOTOUHIM /1031 1O 3aBEpUICHHS
IMKJTY T4 TOBTOPUTH 3arabHUM aHaIi3 KPOB1 Ha AEHB 22.

IIpu cTaHi 31 CTyIeHEM TSDKKOCTI peakuii 4 Ha IeHb 22, TUB.
MozuGiKaIiro 03U I CTyIeHs 4.

Cniz po3rIISTHYTH MOXUIUBICTS 3HIDKEHHA JO3H Y ACHb 1 HaCTymHHX
OQUKITB ¥ pa3i TpuBagoro (>1 THXHA) BiIHOBICHHS MiCJIsT HEUTPOEHii
crymens 3 abo penuauBHOI HeHTponeHii cTynens 3.

Crymiss 3

AKHP (<1000 o
500/mm°) 3
TIHXOMaHKoI0 > 38,5 °C
Ta/ab0 1HbeKIA

B Oyap-saxwmii gac:

TTpUITHHUTH 3aCTOCYBAaHHS penapary I6paHc 0 BiTHOBIIEHHS CTaHy 31
CTYIIEHEM TsDKKOCTI peaxiii < 2. BimHOBHTH 3acTOCYBaHHS Ha PiBHI
HACTYITHOI OUIBII HU3BKOI JO3H.

Crynins 42

B 6yap-saxwuii gac:

TIpunuHATH 3aCTOCYBaHHS perapary I6paHc o BiHOBIICHHS CTaHY 3i
CTYIIEHEM TSDKKOCTI peakiiit < 2. BirHOBUTH 3acTOCYBaHHS Ha PiBHI
HACTYIIHOI OUI1I HU3HKOI TO3H.

Busnauenns crymens BignosinHo 1o CTCAE 4.0.

AKH — a6comoTta kinskicts meiirpodinis; CTCAE — 3aranbHi KpuTepii TepMiHONOTIT A1
knacudikamii modiunmx peakiii; HMH — HypkHA Mexa HOPMH.

2 CTocyeThes BCIX TeMaToNOrIYHIX MOoGI9HIX peakuii, kpiM JiMdornenii (Ko BoHa He OB A3aHa

3 KIIHIYHIMH SBUITAMH,

HAIPUKIIAJ OMOPTYHICTHYHUMHE iHQEKIILIMM).

b AKH: crymins 1: AKH < HMH — 1500/mm?; crymins 2: AKH 1000 — < 1500/mm?;
crymias 3: AKH 500 — < 1000/mv?; crymins 4: AKH <500/mm>.

Tabmuia 8. Mopmdikanis go3H npernapary I6pasc i mikyBanss. Heremarosoriuga TOKCHYHICTD

Crymius TspkkocTti 38 CTCAE Mopaudikanii no3u
Crymins 1 abo 2 Kopexist 1o3u He noTpiOHA.
Heremarooriuaa TOKCHYHICT [TpunUHUTH 3aCTOCYBaHHA, IOKU CUMIITOMH HE
crymens > 3 (axmio 36epiraeTbes BITHOBIIATLCA JO.

HE3BAXKAIOYH Ha JIIKYBaHH:) e crymens <1;

e cryneus <2 (4KIIO HE BpaxOBYyBaTH (HaKTop
PHU3HKY AJII IIali€HTa)
BigHOBUTH 3aCTOCYBAHHS HA PIBHI HACTYIHOI OLIBII
HHU3bKOI T03H.

Busnauenns crynens Binmosizao no CTCAE 4.0.
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CTCAE = 3aranpHi kpuTepii TepMiHOIOri] A Knacudikauii ToOIaHIX peaKiiii.

IMamienTam i3 TsDKkUMH  (GopMaMu  iHTepcTHIiaNbHOI XBopoOu nereds (IXJI)/ mHeBMOHITY
3aCTOCyBaHHs mpemapary IOpaHc ciig NOBHICTIO NpUNMHATH (DUB. po3aul «OcobmuBocti
32CTOCYBaHHS).

OcobnuBi momyJssnii

Iayienmu nimuvo2o 6iKy

JliTaiMm manienTam (y Bili Bix 65 pokiB) KOpeKIis 1034 npenapary I6panc He moTpibHa (IUB. po3ALI
«DapMaKOKIHETHKAY).

Iopywenns @ynxyii newinku

IMamienram 3 ropymeHHIMA GYHKII mediHky jerkoro abo momipHoro crymens (kmac A i B 3a
Yaiina-I1"10) xopekuisa mo3u npenapary I6panc He notpibHa. IlamieHTam 3 nopymeHHAMH QYHKIII
neyinky Tsokkoro crynens (xrac C 3a Yaitna-I1'10) pekoMeHI0BaHO 3acTOCOBYBATH Jio3y 75 mr 1
pas Ha JIeHb 3a cxeMolo 3/1(muB. po3air «OcobmuBocTi 3acTocyBaHEA» Ta «PapMakOKIHETHKAY).

Topywenns @yHxyii Hupox

IManienTaM 3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO, IOMIpHOTO a00 TSHKKOro CTYHEHS (KIpeHC
kpeatuniny [CrCl] > 15 Mi/xB) KOpeKIis Io3yBaHHS Ipernapary I6paHc He moTpibna. Jlamux i
HajJlaHHsd PEKOMEHAIlM II0A0 KOPEKUii o3H IperapaTy MalieHTaM, AKUM IOoTpibGHuH remosianis,
HEJOCTAaTHBO (AHB. po3ail «OcobIMBOCTI 3acTOCYBaHH.» Ta «DapMaKOKIHETHKA).

Criocif 3acTocyBaHHs

I6panc npu3HageHWi M1 EPOPaTBHOIO 3aCTOCYBaHHA. TabIleTKM MOXHAZ 3aCTOCOBYBATH
HesalexXHO Bix mnpumitomy ki (muB. posmin «PDapmaxokiHeTuka»). CIifi yHHKaTd IpHAOMY
nanbouukniOy 3 rpeindpyrom abo rpeindpyroBuM coxoMm (IuB. po3nin «B3aeMmonid 3 IHNIMMM
TKapCLKUMH 32c00aMu Ta iHII BUAU B3aEMOII»).

TabneTku I6panc ciif KOBTATH HiTMMH (HE PO3XKOBYIOUH, HE IaMalouy Ta He PO3/IUIIOI0YH X Iepes
npokoBTyBaHHsM). He cning mpuiiMaté TabIeTKH, SKIO BOHM 37IaMaHi, TpicHYTI abo MaroTh iHOI
MOMIKOJPKEHHS.

Limu.

Besneka Ta e)eKTUBHICTH 3aCTOCYBaHHs mpenapaTy I6panc AiTsM i migmiTkam (Bikom < 18 pokiB)
He BCTaHOBJeHi. JlaHi BiACyTHI.

Ilepedo3ysannn
V pasi mepemo3yBaHHS NaTOONMKIIOOM MOXYTh BHHMKATH INTYHKOBO-KHIIKOBI (HApHKIAN

Hy[OTa, OIIOBaHHsA) i reMaToNOriuHi TOKCHYHI eekTH (Hampuxuiaz Heirponedit). Ciil npoBecTH
3arajJbHy MiITPHIMYOTY TEPaIlio.

Ilo6iyni pearxyii

Kopotxuii ormsut npodimo Gesnexn
Baransani mpodins Gesmeku npenapaty [6paHc IpyHTYeTECS Ha 00'€IHAHNX JaHMX, OTPHMAHHX BiJl
872 maui€HTiB, AKi OTPUMYBaNHU MATOOUMKIIO Y IOENHAHHI 3 TOPMOHaNbHOO Tepamniero (N = 527 B
KoMGiHamii 3 merposonom i N = 345 B kombiHarii 3 ¢pyrBecTpaHTOM) B paHAOMI30BaHUX KIIHIYHHX
pnocmimkenmsix npu HR-mozutreroMy, HER2-meraTuBHOMY IIOIMHMpEHOMY a00 METACTaTHYHOMY
paxy MOJIOYHOI 3aJI03H.

Haii6inem mommpeni mobiumi peakuii (>20 %) Oyap-AKoro CTymeH:, 1o GyNH 3apeecTpoBaHi Y
HALi€eHTIB, AKi mpuiiMany nanGoNUKIi6 B PaHAOMI30BAaHMX KIIHIYHMX JOCIUIKEHHAX, BKIOYAIH
HelTponeHito, ineKuii, JeHKONeHilo, MiABUIIEHY BTOMIIOBAHICTh, HYXOTY, CTOMATHT, aHEMIIO,
niapeto, anonerriro i TpomGouuronexiro. Haibinplr nomupeHMy IOGIYHIMH peakiiamu (>2 %) 3
CTylleHs ab0 BHIIE NpH 3aCTOCYBaHHI Ianboumuiliby Oymu HeHTpomeHis, nekomeHis, IHpeKUii,
aHeMis, 30impOIeHHs piBHA acmapratamizorpancdepasu (ACT), migBHINEHa BTOMIKOBAHICTh i
36inpIIenns piBHs anadinaminoTpancdepasu (AJIT).
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3amkeHHs abo Monaudikaimis 03W BHACTIIOK BHHUKHEHHA OYAb-IKUX IOOIYHHMX peakuiii Oynu
noTpibHi 38,4 % marieHTiB, SKi OTpUMyBanu I6paHC B paHAOMI30BaHHX KIHIYHUX TOCTiIKCHHIX
HE3aJIeXKHO B1T KoMbiHaii.

3acTocyBaHHs npenapaTy Oy/Io 0CTaTOUHO NPUIIMHEHO BHACTINOK BHHUKHEHHS OOIYHUX peaKilii y
5,2 % maItieHTiB, AKi OTPEMYBaIH [6paHC B paHAOMI30BaHMX KIIHIYHHAX NOCIHIIKEHHIX HE3AIEKHO
BiJf KOMO1HAITIT.

Tabnuunuil oriaA NOGIYHAX peakitiii

B Tabmumi 9 maBegeHO MoOiuHI peakirii, mMpo fAKi MOBIAOMIBLIOCS B X0 3 pPaHIOMi30BaHMX
JOCTiKeHs. MemiaHa TPUBAIOCTI JIIKyBaHHS NMaTO0NUKIIOOM 332 TaHUMH 3BEAEHOr0 HabOpy HaHUX
Ha MOMEHT IIPOBCICHHS OCTATOYHOTO aHAJIi3y 3aranbHoi BIkuBaHocTi (3B) cranosuna 14,8 Micars.
V rtabmumi 10 HaBe#eHI BiIXWwiIeHHs JabOpaTOPHHUX ITOKa3HHUKIB, sKi CIocTepiramucs y Xomi 3
PaHZOMI30BaHMX JOCIIIKEHb.

IMo6iuni peakuii HABOMATHCA 33 KJIACOM CHCTEMH OpradiB i 4acToToro. YacToTa BH3HAYAETHCS SIK:
nyxe nommwmpeni (>1/10); nommpeni (>1/100, <1/10) i nenomupeni (>1/1000, <1/100).

Tabmuns 9. IToGiumi peakiii, mpo sgki MOBiHOMILIOCS B XONi 3 paHAOMI30BaHMX IOCIHiIXEHb
(N=872) Ta 1z yac micuspeecTpaniiHoro nepiony
Knac cucremu oprasis Bci crymreni, Crymins 3, Crymins 4,
YacroTta n (%) n (%) n (%)
ITo6iyna peakmis®
Tadexmii Ta iHBa3ii
yoice nowupeni

Tadexiii’ 516 (59.,2) 49 (5,6) 8 (0,9)
opymenns 3 60Ky KpoBi 1 1iMOaTHIHOL
CHCTEMH
Lyorce nowupeni
Hetitponeris® 716 (82,1) 500 (57,3) 97 (11,1)
Jleitxonenia® 424 (48,6) 254 (29,1) 7(0,8)
Anemis® 258 (29,6) 45 (5,2) 2(0,2)
TpomGouuTomenis’ 194 (22,2) 16 (1,8) 4 (0,5)
Howwupeni
®eOprutbHa HEHTPOIICHIS 12 (1,4) 10 (1,1) 2(0,2)

Poznanu metrabomisMy Ta XapayBaHHA
Lyorce nowupeni

3HIDKEHHS AlIETUTY 152 (17.4) 8 (0,9) 0(0,0)
ITopymenns 3 60Ky HEPBOBOI CUCTEMU
Howupeni
Jucrepsis 79 (9,1) 0 (0,0) 0(0,0)
[MopyiueHHs 3 60Ky OpraHiB 30py
Howupeni
HeuitkicTs 30py 48 (5,5) 1(0,1) 0(0,0)
IligBHIIEHE CIHO30BUIUICHHS 59 (6,8) 0 (0,0 0(0,0)
CyxicTh 09ei 36 (4,1) 0 (0,0) 0(0,0)
CynuaH1 po3nanu
Howwupeni
Benosna TpoMGoembois’ 28 (3,2) 11 (1,3) 7(0,8)

[Topymenns 3 60Ky OpraHiB JMXaJIbHOL
CHCTEMH, TPYIHOI KIIITKY i CEpPEeNOCTIHHS

llowupeni
Hocosa kposoreda 77 (8,8) 0 (0,0 0(0,0)
IXJI/nmaeBMOHIT! 12 (1,4) 1(0,1) 0 (0,0)

HInyHKOBO-KHIIKOBI PO3JIaAH

Jyoice nouwsupeni
CromaTtut® 264 (30,3) 8 (0,9) 0(0,0)
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Hynota 314 (36,0) 5(0,6) 0(0,0)
Hiapes 238 (27,3) 9(1,0) 0 (0,0)
BrmoBaHHs 165 (18,9) 6 (0,7) 0 (0,0)
[Topymenns 3 60Ky MKipH 1 MiAMKipHOT
KJIITKOBHHH
Hyorce nowupeni
Bucurn® 158 (18,1) 7 (0,8) 0 (0,0)
Anomenis 234 (26,8) H/3 H/3
Cyxa mkipa 93 (10,7) 0 (0,0) 0(0,0)
Howwupeni
CHHIPOM JOJIOHHO-TITOMIOBHOL 16 (1,8) 0 (0,0) 0(0,0)
epUTpOaMCeCTE3il
Henowupeni
Ikipauif YepBOHUH BOBIAK 1(0,1) 0(0,0) 0(0,0)
MyasTHhOpMHA epruTEMa 1(0,1) 0 (0,0) 0(0,0)
3aransHi po3NIaad i CTaH Ha JUIAHIT
3aCTOCYBaHH:
yorce nowupeni
BrommoBaHicTh 362 (41,5) 23 (2,6) 2(0,2)
AcreHisa 118 (13,5) 14 (1,6) 1(0,1)
[Tipexcis 115 (13,2) 1(0,1) 0 (0,0)
Jla6opaTopHi AOCITIIKEHHS
Lyoice nowupeni
Iligpumenns pisast AJIT 92 (10,6) 18 (2,1) 1(0,1)
IMigpumenns pisag ACT 99 (11,4) 25(2,9) 0(0,0)
Towupeni
IligBuIIeHHS PiBHI KpEeaTHHIHY B 57 (6,5) 3(0,3) 2(0,2)
KpOBI

AJIT — ananminaminorpaHcdepasa; ACT — acmapraramiHoTpaHcdepasa; IXJI— iHTepcTHIianbHA
xBopoba nerens; N(n) — kimpkicTs nanienTis; H/3 — He 3acTOCOBYETHCA.

2 3asznauyeno nepepaxui tepminu (I1T) ama aum BignosinHo 70 MedDRA 17.1.

b Beci IIT, mo BigHOCATECA A0 KJIACy CACTEMYE OpraHiB: iHdexuil i inBa3ii.

° 'V T.4.: HeHTpOIeHis, 3HIKEHA KUIbKICTh HeHTpodimiB.

4V 1.4.: meHKOIeHis, 3HKEHa KiITBKICTE JTeHKOIMTIB.

©V T.4.: aHeMid, 3HIKEHHS PiBHS reMOTI00IHY, 3HIDKEHHA PIBHA T€MAaTOKPHUTY.

TV 1.4.: TpoMGomUTONIEH s, 3HIKEHA KUTBKICTH TPOMOOIHUTIB.

& Y T.4.: adTO3HMH CTOMATHT, XEWIT, TNIOCHT, ITOCOIEHis, BHPA3KM Y POTOBil IOpOKHHHI,
3aITaJleHHA CJIM30BMX OOOJOHOK, OilNb y POTOBi#l HOpOoXkHWHI, opodapeHTialbHul muckoMdoprT,
opodapeHTriambHMI OLIb, CTOMATHT.

bV T4 BHcHD, MaKymoIamylsO3HHI BUCHI, BUCHI 3i CBepOeXeM, epUTEMAaTO3HHH BHCHIL,
NAIy/IbO3HHM BUCHII, AEPMATHUT, ByTPEOAIOHHI TepMaTHT, TOKCHYHI MIKIpHi BUCHIIAHH.

Bunagku IXJI/MHEBMOHITY BKIIOYAIOTh Oyab-iKi 3apeecTpoBaHi IOBIJOMIICHHS, 3a3HAYeHi
HepeBaXKHMMH TepMiHamu cinoHuKa MedDRA 3a cTaHZapTH30BaHMM 3allMTOM «IHTEPCTHINANbHA
XBOpoOa JrereHby» (By3bKUH IOIIYK).

’Benosna tpomboemGomis Brirodae Taki IIT: mereHeBa em6omis, eMOOIis, TpoMO03 IMUOOKHX BEH,

nepudepuuna eM60Iis, TpoM603.

DocuSigned by:

Switlana Ptapova.
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Tabmuna  10. BiaxwmreHHs 1abopaTOpHHX NOKAa3HHKIB, SIKi CIIOCTEpITAIHCA y xomi 3
-~ - paHgOMi3oBaHHX HOCHiKeHb (N=872)

I6panc 3 nerpozomom abo I'pynu nopisasHES*
(byIBECTPaHTOM

Bigxunenss Bci Crymins 3 Crymins 4 Bcei Crymiss 3 | Crymiss 4
n1a00paTopHUX CTYTIEHI %o % CTyHeH1 % %
ITOKa3HHUKIB % %
3HIXEeHHA 97,4 41,8 1,0 26,2 0.2 0.2
qucia
JIEHKOLUTIB
SHIKEHHS 95,6 57,5 11,7 17,0 0,9 0.6
gucia
HeliTpodiniB
ITigpumennas 95,5 1,6 0,3 86,8 0,0 0,0
piBHA
KpeaTHHIHY B
KpOBI
AneMis 80,1 5,6 H/3 421 2,3 H/3
SHIKEHHS 65,2 1,8 0,5 13,2 0,2 0,0
qucia
TPOMOOITUTIB
ITigBunieHHs 55,5 3.9 0,0 433 2,1 0,0
piBast ACT
ITixBrmeHHs 46,1 2,5 0,1 332 0,4 0,0
pisasa AJIT

ACT — acnapraraminotpanctepasa; AJIT — anmaxiHaminoTpancdepasa; N — KiIbKiCTh NaIli€HTIB;
H/3 — HE 3aCTOCOBHO.

IlpumiTKa: CTYmiHB TSDKKOCTI BiIXWIEHHA BH3HadeHo BimmosimHo no mkamn CTCAE 4.0.
Hanionansuoro incrutyry paky CIIIA (NCI)

* netpo3oi abo ¢ynBecTpaHT

Omnmuc oxpeMux MoOIYHNX peakiliii

V HiloMy Hpo HEWTPOIEHi0 OyHB-IKOTO CTYIEHI MOBimoMILIOcs ¥ 716 (82,1 %) marieHTiB, AKki
oTpuMyBanM IGpaHC He3alexXHO Bin KoMOiHamii, Ipo HEHTPOIEHi0 3 CTYNEHS IMOBIIOMIIOCH Y
500 (57,3 %) nmauienris i mpo Hejirpornewnito 4 crynens noeixomisanocs y 97 (11,1 %) xsopux (aus.
TabmuIeo 9).

B 3 paHnomi3oBaHuX KIHIYHHX NOCTIIDKEHHSIX MeliaHa dYacy JO IEpINOTO €mi30/y HeWTpomeHii
6ymb-sIKOTO CTyIeHs crapoBmina 15 muis (13-317), meniana TpuBanocTi HeifrponeHii 3 cTymens i
BUIIE — 7 IHIB.

[Ipo BunukHenHs (ebpunsHOi HelTponeHil mopigomanoca y 0,9 % maiieHTiB, sKi OTPUMYyBAIH
I6pagc y moenHaHHI 3 ¢QynBectpaHTOM, i y 1,7 % mamieHTiB, fAKi OTPUMYBAlH HAIOONMKIO B
KOMOIHaIIii 3 IETPO30TIOM.

IIpo BuHuKHeHES (GeGpUIBHOI HeWTpomeHil moBimoMisutoca y 2 % mallieHTiB, AKi OTPHMyBaIU
I6panc mpoTsaroM yciei KIiHI9HOI IPOrpaMH.

[MoBigoMIeHHS PO MiA03PHBaH] MOOIgHI peakiii

[MoBinoMaeHHS Npo Mifo3proBaHi MoOidHi peakmii micns peecTpamii Jikapchkoro 3acofy Mae
BaUIMBe 3HaueHHA. Lle 3abesmedye MOCTIMHMHA MOHITOPHHT CIIBBITHOIIEHHS KOPHCTB/PH3UK
mikapcskoro 3acoby. JlikapsMm cmin 3BiryBaT mpo Oyme-siki mimosproBaHi moGivmi peakuii
BIIIIOBIJHO IO BEMOT 3aKOHOIIABCTRA.

Tepmin npudamnocmi. 3 pOKH. Docusigned by:

Switlana Pstapova
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YMmoBu 36epiranns. 306epirati B HEJOCTYIHOMY UI1 HNiTed Michi. 36epiraTd B OpHTiHAIBHIM
YIIAKOBII JJ1A 3aXKUCTy Big Bomoru. He morpebye ocobauBUX TeMIlepaTypHHX YMOB 36epiranmi.

YnaxkoBka. ITo 7 Tabnerok y 6mictepi, o 3 6nicrepu y kKapTOHHIN Kopobui.
Kareropis Bigmycky. 3a penentom.

Bupo0HHK.
Iaiizep Menrodexaypunr Joirwrenn I'm6X / Pfizer Manufacturing Deutschland GmbH.

MicuesHaxoqkeHHsI BHPOOHUKA Ta HOro agpeca Micus IIpoBaJKeHHs JisILHOCTI
Berpibmrerre @paitdypr, MycBansgans 1, 79090 @paiitypr, Himeaunna/
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.
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