Docusign Envelope ID: B6546A11-9DD5-4044-BFA5-B4044BD771C4

3ATBEPIZKEHO
Haxa3s MinicrepcTBa 0X0poHn
3X0pOB’°st YKpaiHu
20.07.2021 Ne 1488
PeecTpaniiine MOCBiNYeHHS

Ne UA/18795/01/01
Ne UA/18795/01/02
Ne UA/18795/01/03
IHCTPYKIISA
IS MeIUYHOI0 3aCTOCYBAHHH JiKapChKOro 3acoy
IBPAHC®
(IBRANCE®)

Cknao:

Oitoua perosunad: TanboIUKiIio;

1 Ta6ierka mictuth 75 Mr, 100 Mr aGo 125 mr nanGouukiioy;

Jonomisichi peuoguri: LEITHII03a MIKPOKPHCTAIIYHA, KPEMHIIO JIOKCHI KOJNOIAHMM, KPOCIIOBiAOH,
MarHiro cTeapar, KUCI0Ta SHTapHa;

o6omnonka Tabmerku 1o 75 Mr ta 125 mr: Onagpait ITypmyposnit 03K 100008 (I'impomenosa (E464)
tutany guokcun (E171), tpuanernn, FD&C Buoakurauit #2 /iHANro KapMiH aTIOMIHIEBHH JaK
(E132), 3aniza oxcun uepBonuit (E172));

o6osnonka Tabnetky mo 100 mr: Omagpait 3enenuit 03K110010 (Timpomenosza (E464), tutany
nuokeun (E171), tpuanerus, FD&C Biakurauit #2 /inguro kapmi amominienit nak (E132), samisa
oxcup xxoetuit (E172)).

Jlikapcoka popma. TaGiaeTKy, BKPUTI INIIBKOBOIO 0OO0IOHKOIO.

OcHogHI i3uxo-XiMiuHi 61aCMUBOCmi:

Ta0JIeTKH 10 75 MT:

CBITNIO-IIYPITYPHI KPYIUIi TabJIETKH, BKPUTI IUIIBKOBOXO 000IOHKOIO, 3 THCHEHHAM «Pfizer» Ha opHil
croponi Ta «PBC 75» — Ha iHIIiH;

tabserky mo 100 mr:

3ejieHi OBaNbHI TaGNETKH, BKPUTI IUTIBKOBOIO 060NOHKON, 3 TUCHEHHIM «Pfizer» Ha onHilt cTropoHi
ta «PBC 100» — ga inmi;

tabnetky mo 125 mr:

CBIT/IO-IIyPITYPHI OBaJIbHI TaOIETKH, BKPUTI IIIBKOBOK 000JIOHKOIO, 3 THCHEHHAM «Pfizery Ha ofHIl
croponi Ta «PBC 125» — Ha 1HmIii.

®dapmakoTepaneBTHYHA FPyna.
AntnreornactuyHi 3acobu. Inribitopu nporeinkinasu. Kog ATX LOLE FO1.

Dapmaxonoziuni enacmueocmi

PapmaroOUHAMIKA

MexarizM ail

[Man6onukii® € BHCOKOCENSKTHBHUM, 000pOTHUM iHTi6iTOpOoM uuKiIinzanexHol kinasu (CDK) 4 ta
6. Huxuin D1 Ta CDK4/6 € koMnoreHTaMy 6araThOX HU3XIJHUX CHIHANBHUX LIIAXIB, AKI aKTHBYIOTD
KIIITUHHY Ipouidepariio.

@apmakoauuamiugi edextu

Yepes npuraiuenHs CDK4/6 man6onuxni6 3HmKye nponidepanilo KITHH, GIOKYIOYH Nepexina
xinitaH Bix ¢asu G1 go ¢asu S xniTueHOTO NKKNY. TecTyBanss nanbourkiiOy Ha TiHIAX KIITHH paKky
MOJIOYHO] 3211031 3 11eHTH(IKOBAHIM MONEKY/IPHAM TpogineM IToKa3aii BUCOKY aKTHBHICTb IPOTH
JFOMIHATBHOIO paKy MOJIOHHOI 3a1034, 0co0nuBo ER-MOZHTHBHOrO paxy MOJIOYHOI 3ayio3d. Y
NPOTECTOBAHUX IJIITMHHHUX JIiHISX BTpata peruHoOnacromu (Rb) Oyma moB’s3aHa 3 BTpaTO
aKTHBHOCTI manbouukniOy. OgHak y X0oAl NOAAIBIIOro JOCIIKEHHS Ha CBIKUX 3pa3kax MyXJIHH He
OyJI0 BHABICHO >XOAHOro 3B’s3Ky MiX excmpeciero RB1 rta sigmoeigmio myxmnuu. Taxox wHe
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Docusign Envelope ID: B6546A11-9DD5-4044-BFA5-B4044BD771C4

CIIOCTEPIraocs JKOMHOTO MPUYMHHO-HACIIKOBOTO 3B’ A3KY IPH BMBYCHHI BiJNOBiAl Ha JiKyBaHHS
nanGONUKIIGOM if Vivo Ha MOJIENIIX KCEHOTPAHCIIAHTATIB ITyXJIiH, OTPHUMAHUX Y NAUi€HTIB (Mogem
PDX). HastBHi KiHiuHi Jani NPeACTABICHO B POSALNI PO KIiHIUHY eheKTHBHICTS | Gesrexy (auB.
posain «DapMakoIUHAMIKAY).
Enexrpodisionoris cepua
Brmus nan6ouukiniOy ua intepsan QT, KOpHroBaHMH BiANOBIAHO J0 YaCTOTH CEPLEBUX CKOPOIEHD
(QTc), ouinroBamy 3 BukopucTaHaM enekrpokapaiorpamu (EKT'), mixibpanoi 3a yacoM, IIIIXOM
OI{HIOBAHHS 3MiH y TOPIBHAHHI 3 NOYATKOBMMY 3HAYCHHSIMH i BiNMOBiAHMX (hapMaKOKiHETHIHHX
FaHMX, OTPYMAaHWX y 77 IalieHTiB 3 MOIIMPEHHM pakoM MOJOYHOI 3al03H. IManbornukniod He
nonosxysas QTc y KNiHIYHO 3HAYYINMX MeXaX y pasi 3aCTOCYBaHHA peKOMEeHI0BaHOI no3u 125 mr
OZIMH pa3 Ha jaeus (pexnm 3/1)
Kniniyna edekTHBHICTD 1 Oesmexa
Pandomizoeare docnidocenns 3 gasu PALOMA-2: I6panc y xombinayii 3 nemposonom
EQeKTUBHICT, 3aCTOCYBaHHsA MNanbouuKIily y TOEAHAHHI 3 JIETPO30JIOM IOpPiBHSHO 13
38CTOCYBAHHSM JIETPO30JTY Ta IUIaLe60 OLIHIOBAIY B MDKHAPOZHOMY PAaHIOMI30BaHOMY [IOABIAHOMY
cTimoMy ane60-KOHTPOIEOBAHOMY 6araTONEHTPOBOMY HOCIIMKEHH] 3 MapaelbHIMU TPYIaMH,
IPOBEICHOMY 32 y4acTio kiHOK 3 ER-nosutuernM, HER2-meraTuBHuM MiCUEBO NOIIMPEHUM PaKOM
MOJIOYHOT 3aJI03H, SIKHI He MiaIacThes peseKiii abo mpoMeHeBilt Tepanii 3 IiKyBaJbHOIO METOM0, a60
33 YYaCTIO )KIHOK 3 METACTATHYHHM PaKOM MOJIOYHOI 3aJ1031, SAKi paHile He OTPUMYBAIH CHCTEMHOTO
JNIKYBAaHHS TONTHPEHOT0 3aXBOPIOBAHHS.
B minomy 666 xiHOK B mepiox micis Menonaysy Oyimo paHmomizoBano 2:1 B rpymy JiKyBaHHs
NaI6onMKIi6OM Ta JeTpo30soM abo ruianebo Ta JeTPO30IOM i CTpaTH(IKOBAHO 34 JIOKATI3ALIED
3aXBOPIOBAHHA (BicUe/sipHe B MOPIBHAHHI 3 HEBICLENAPHMUM), IepiofoM O3 03HAK 3aXBOPIOBAHHS 3
MOMEHTY 3aKiHueHHs (Heo)al'toBaHTHOI Tepallii 0 PeUyaNBY 3aXBOPIOBAaHHA (METACTasH de novo
<12 micaniB B MOpIBHAHHI 3 MeTacTasaMu de novo >12 MiCaIiBR), a TAKOXK 32 THIIOM IIOIEPEIHBOT
(He0)aq'tOBaHTHOI MPOTHIIYXIMHHOI Tepamii (HasBHICTE MonepeAHbLOI FOPMOHANBHOI Tepamii B
HOpiBHAHHI 3 BigcyrHicTIO momepenHbol ropmonaneHoi Tepamii). IlamienTH 3 mporpecyroumm,
CHMIITOMATHYHUM, BiCHE/IPHAM 3aXBOPIOBAHHSM 3 PU3UKOM HEOE3NEYHNX AT XKUTTA YCKIaAHEHD
B KOPOTKOCTPOKOBIi MepCcIekTrBi (y TOMY YUCHi XBOPi 3 MACUBHUM HEKOHTPOJILOBAHMM BUIOTOM
[reBpu, EpUKAPIY, OYMEPEBHHY ], JIETeHeBUM JiM(aHTITOM 1 ypaXkeHHAM NEYiHKH OiNbll HiX Ha
50 %), He MOrIM OYTH 3aTy4Y€Hi Y HOCHIIKEHHS.
[TarieHTH MPOXORXKYBAIM OTPUMYBATH NPHU3HAUCHE JIIKYBAHHS N0 O0'€KTHBHOIO MPOrPECYBAHHS
3aXBOPIOBAHHS, ITOTIPINEHHS CHMIITOMIB, HEIPUHHITHOI TOKCHYHOCTI, CMepTi a0 BIJKIMKaHHA
3roaM ydacti y gocnimkerHi. [lepexpecHa 3MiHa JikyBaHHS y TpyIax He J03BOJsIACS.
[ManienTrt OyaM PETENBHO PO3NOAUIEHI 3a IMOYATKOBHMH AEMOTpadidHMMHM Ta NPOTHOCTHYHUMHU
XapaKTepUCTUKAMU Y TPYIY JiKyBaHHS nanbonukiIiOooM Ta JIETPO30JIOM 1 rpyny JdiKyBaHHS mnane6o
Ta JeTpo3osoM. MeaiaHa BiKy MAUi€HTIB, BKIOYEHHX B I€ AOCTKEHHS, CTaHOBHWIA 62 poku
(miamazor 28-89), 48,3 % nmnamieHTIB OTpHMyBanmM XimioTepamito 1 56,3 % oTpuMmyBanu
AHTHrOPMOHAJIBHY Tepamilo y cxnanxi (Heo)aa'loBaHTHOrO JIKyBaHHA HO [JIArHOCTYBAaHHSA
HOMIUPEHOTO PaKy MOJOYHOI 3amo3u, a 37,2 % mamieHTiB He OTPUMYBAIM HisKoi IONepeaHboi
cucreMHOI Tepamii y cximazai (Heo)an'roBaHTHOrO NiKyBaHHs. Y Ginmpuiocti mamienTis (97,4%) 6ynu
MEeTacTas3y B [TOYaTKOBOMY cTaHi, 23,6 % mamieHTiB MaJK TIIBKY KiCTKOBE 3aXBOpIOBaHHSA 1 49,2 %
NaieHTIB MaJI¥ BICHEISIPHE 38XBOPIOBAHHS.
[TepBrHHOKO KIHIIEBOIO TOYKOIO JOCTIIKEHHS Oylla BIYKHBaHICTh 6€3 IporpecyBaHHs 3aXBOPIOBAaHHS
(BBII), Bu3HayeHa 3a KpUTEPisiMY OLIHKY BiATOBIAI y namieHTiB i3 conigaumMu myxaudamu (RECIST)
vl.l, 3a omiHKOIO mocnigHMKa. BTOpHMHHI KiHIEBI TOYKH €(PEKTHBHOCTI BKIIOYATH 00'€KTUBHY
BIATIOBiAb, KNIHIYHY BIANOBIAL, 6€3NEKY Ta 3MIHY SIKOCT1 XHUTTS.
Ha naty mposeneHHs 3pizy Aanux 26 nrotoro 2016 p. nocniakeHHs 10CATIIO CBOET OCHOBHOT METH —
BCTAHOBJIEHHS IOJIIIIEHHSI BIDKUBAHOCTI 0€3 mporpecyBaHHs 3axBOproBaHHA. CIOCTEpE)XyBaHE
BimHOmMEHHsS pu3MKiB ctaHOoBMIO 0,576 (95 % nomipuwmit imrepsan [H1]: 0,46, 0,72) Ha KOpHUCTH
3aCTOCYBaHHs ManOoUnKIiOy Ta neTpo3oiry, p-3HaueHHs <0,000001 ognobivroTO CTpaTH(iKOBAHOTO
NIOT-paHroBoro Kpurepiro. ITicns nonaTtkoBoro 15-MicsYHOro nepiofy NOAadslIoro CIIOCTEPEKEHHS
(maTa mposeneHHs 3pi3y HaHuX — 31 TpaBHa 2017 p.) BUKOHAHO OHOBIIEHHI aHaNi3 IEPBUHHOI i
BTOPMHHHX KIHIIEBHX TOYOK. 3aranoM Oyno 3apeectpoBano 405 seuiy BBII: 245 sum (55,2 %) y
rpymi nanbonukiidy # ierposony Ta 160 ssuwy (72,1 %) y rpyni npenapary nopisaauus. PesynsTatn
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Docusign Envelope ID: B6546A11-9DD5-4044-BFA5-B4044BD771C4

BUBYEHHs €(EKTHBHOCTI Ha OCHOBI TEPBUHHOTO {i OHOBJEHOIO AHANI3IB 3 ypaXyBaHHAM NaHUX
pocmimkeras PALOMA-2, 3a OIiHKaME JOCHIIHAKA T4 HE3AIEKHOro EKCIEPTHOTO KOMITETY,

HaBeqeHo B Tabwui 1.

Tocmimxerns PALOMA-2 (suGipka «IAIIEHTH, AKKM TPU3HAYCHO JIKYBAHHA»):
Pe3ynbTaTé OLIHKA eq)eKTHBHocn Ha JaTV IPOBEJEeHHS 3pi3y JaHNUX [ EPBHHHOTO

it OHOBJIEHOT'O AHAIIi31B
IeppunHNUil anamis

Tabmumg 1.

OnoBJeHHH aHAJI3

pusuxis [(95 % I
Ta P-3HAYCHHS |

p <0,000001

IMoka3zHuK (nara 3pi3zy JaHUX — (nara 3pizy JaHUX —
26 rotoro 2016 p.) 31 Tpaeust 2017 p.)
IBPAHC Tnauebo IEPAHC Ilnaneto
MLTI0C TLTI0C 10) § (1M ILTIOC
JETPO30] JIETP030J1 JIEeTPOo30J JIETP030.1
(N = 444) (N =222) (N = 444) (N =222)
BuokuBsanicTs Ge3 MporpecyBaHHs 3a OUiHKO0I0 J0CHiAHHKA
KinpkicTh BHIIAIKIB 194 (43,7) 137 (61,7) 245 (55,2) 160 (72,1)
(%)
Mexiana BBII 24,8 14,5 27,6 14,5
[Micsuie (95 % AD)] (22,1; HO) (12,9; 17,1) (22,4; 30,3) (12.3; 17,1}
CriBBIIHOIIEHHS 0,576 (0,463; 0,718), 0,563 (0,461; 0,687),

p < 0,000001

BuxuBaHicTh 6€3 Npor

€CYBaHHA 32 OUIHKOIO HE3AJICHKHOTO KUMiTeT}’

KinekicTes BHMAIKIB 152 (34,2) 96 (43,2) 193 (43,5) 118 (53,2)
(%)
Mepiana BBII 30,5 19,3 35,7 19,5
[micsmis (95 % AD)] (27,4; HO) (16,4; 30,6) (27,7, 38,9) (16,6; 26,6)
CriBBiIHOIIEHHS 0,653 (0,505, 0,844), 0,611 (0,485; 0,769),
pusuki (95 % HOI) i p=0,000532 p =0,000012
oxHOOIYHE p-
3HAYECHH
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* (mposieH 60,7 49,1 62,4 49,7
3aXBOPIOBAHHH, mo | (55,2;65,9) (41,4, 56,9) (57,0; 67,6) (42,0, 57,4)
MOXYTb OyTH
BUMIpsHI)
[% (95% D]
YKB* [% (95 % AD)] 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 nanientis; JI — mosipumit inrepsax; HO — He mifmaerscsd ONiHIOBAaHHIO;
OB — 06’exTHBHA Bigmosins; YKB — yacToTa KininiuHOi Binosini; BBII — BrxuBagicTs 6€3
IPOrpecyBaHHS.

*BropuHHi KiHIEBI TOUKH e(heKTHBHOCTI Ha IiACTaBi MiATBEDIKEHMX I HEIIATBEPIKCHUX
Bianosigeit sriguo 3 RECIST 1.1.

Byno rposenero cepii anamisis BBII BcepeauHi IArpyn Ha MiAcTasi MPOTHOCTHYHUX (pakTOpiB i
IIOYaTKOBHX XapAaKTCPUCTHK I HOCITIMKEHHS BHYTPIIHBOI CTaGiMBHOCTI epeKTy JiKyBaHHS.
3HIDKEHHS PU3UKY TIPOrpecyBaHHsS 3aXBOPIOBAHHA a00 CMepTi Ha KOPHMCTh IPYNH 3aCTOCYBAHHA
nanbonukai6y Ta IeTPOo30Iy CHOCTepiranocs B yeix OKpeMuX MiArpynax MalieHTiB, BASHAUCHUX 32
daxtopamu cTpatudikanii 1 IOYaTKOBHMH XapaKTEPHCTHKAMH, NPO IO CBIAYATh PE3YIBTATH
TIEPBUHHOTO  OHOBIICHOI'O aHAJI3iB.

Ha pary nposenenus 3pisy manux 31 tpaBHa 2017 p. me 3HMKEHHS PU3HKY HA KOPHCTb TIDYIH
38CTOCYBAHHA NANTGOLHKIIOy Ta JeTposony N Hajami crmocrepiragocs B Takux migrpymax: (1)
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Docusign Envelope ID: B6546A1 1-9DD5-4044-BFA5-B4044BD771C4

MAL[iEHTH 3 BiCIEpAIbHUMK METACTa3aMU (CP 0,62 [95 % HI: 0,47; 0,81], MejliaHa BUKMBAHOCTI O€3
nporpecysausst [MBBII] 19,3 micas nopigHsHo 3 12,3 micsms, abo Ges BicHepaTbHIX MeTaqTasiB
(CP 0,50 [95 % AI: 0,37; 0,67], MBBII 35,9 micsus HOpIBHIHO i3 17,0 micsus) Ta (2) nauieHTy TUILKH
is saxsopiosanmimu kictox (CP 0,41 [95 % ML 0,26; 0,63], MBBII 36,2 micslp TIOPIBHAHO 3
11,2 micsns) abo MAIienTy 13 3aXBOPIOBAHHAMU HC tinsxn xicrox (CP 0,62 [95 % AL 0,50; 0,78],
MBBIT 24,2 micsims mopiBesiHo 3 14,5 Micasr). AHAIOTIMHO 3HIOKEHHS PH3NKY NPOrPeCyBaHH:
3aXBOPIOBAHHS a00 CMepTi B Ipyr ranGomnuxnidy B KoMOiHaLil 3 JIETPO30IOM criocTepiranocs y
512 HaIieHTIB, y AKHX OyJ0 OTPUMAHO MOSHTHBHHUI PE3YIBTAT imysoricroxiMignoro (IMX) ananizy
MyXJIMHY Ha CKCIIPECIIO Giska Rb (CP 0,543 [95 % [I: 0,433; 0,681], MBBII 27,4 micaus TIOPIBHAHO
3 13,7 micsmg). [ 51 manienra 3 BigcyrricTio excrpecii Rb, ninTeepuKeHOI0 II'X nocnimKeHHm,
Pi3HHISL MK IPyITaMu Teparii nanGommemiGom B KoMGIHALLT 3 TeTPO30TIOM Ta IIanebo B xomOGinamii
3 jerpozosioM He Oyna CTaTHCTHYHO 3HAYYINOIO0 (CP 0,868 [95 % [Ol: 0,424; 1,777], MBBII

23,2 mopiaano 3 18,5 micaus).

JonaTKoBl IMOKa3HUKA epexTuBHOCTI (00’ €KTHBHA BiMOBIAp 1 9ac [0 mepiuoil BiANOBIAL MyXIHHH
[UIIB]), AKi OLiHIOBATKCA B MATPYNax MAIicHTIB 3 BicllepalbHUM 3aXBOPIOBAHHSIM abo 6e3 HbOTO,
CTAHOM Ha ATy NPOBENCHHS 3Pi3y JaHuX 31 TpaBHA 2017 p. naseneHo B Tabmuui 2.
Ta6muns 2. Pesymstat gocmipkenHs PALOMA-2  mono e(eKTHBHOCTI y TallieHTiB 3
BicLEpaNTbHUM T HEBICLIEPATEHAM 3aXBOPIOBAHHAM (nauienty Intent-to-Treat, cranom Ha
jaTy mpoBefenns 3pisy narmx 31 Tpasrs 2017 p.)

Bicuepanbne 3axpopropanns | Hesicuepannie 3aXBOPIOBAHHA
IBPAHC Inanebo IGPAHC IInaue6o
Hoxaznuk YLTIOC ILJIXOC JIETPO30J1 ITI0C LJIIOC JIETPO30JI
JIETPO30JI (N=110) JIETPO30J1 (N =112)
(N =214) (N =1230)
OB [% (95 % AT)] 59,8 46,4 36,1 31,3
(52,9; 66,4) (36,8; 56,1) (29,9; 42,7) (22,8; 40,7)
Y[IB, wmexiana [micsanis 5,4 5,3 3,0 5,5
(ziamazon)] (2,0; 30,4) (2,6;27,9) (2,1;27,8) (2,6; 22,2)

N — KinbKicTs mamienTis; J1 — nosipumii inTepsan; OB -— 06’exTHBHA BiANOBiAR Ha MiACTaBi
TIATBEPIPKEHYX 1 HENIATBEPUKEHNX BiANOBiAEH 3TiHO 3 RECIST 1.1.; 9YIlB — wac 1o mepmof
BIATOBINI MYXIUHU.
CTaHOM Ha JaTy HpPOBEJICHHS OHOBJIEHOTO aHANli3y Me/liaHa 4acy Bil panomizawii zo gpyroi minii
noxabIIo Tepamii crarosra 38,8 Micsus B rpymi nanGounkiiOy B komGinauii 3 jeTposonom 128,8
Mmicsws B rpymi naneGo B xomGixanii 3 nerposonom, CP 0,73 (95 % AI. 0,58; 0,91).

PesyneTaTi OCTATOYHOrO aHANi3y 3arampHol BkuBasocti (3B) 3 nocnimxenas PALOMA-2

npeactasiaedi B Tabmumi 3. Tlicnst cepefHBOrO HacCy CNOCTEPEKCHH 90 wMicAliB OCTATOUHI

pesynpraTd 3B He OyniH CTATHCTHYHO 3HATYIIMMH.

Ta6muns 3. PALOMA-2 (namientn Intent-to-Treat) — 0CTATOYHi pe3ynbTaTy 3aralbHOT BHXXHBAHOCTI
OcraToyHa 3aranbHa BHxKuBaHicTh (3B)

(Ha j1aTy TIPOBENEHHs! 3pi3y nanmx 15 ymcromaza 2021)

IBPAHC I[Tnaue6o
TUTIOC JIETPO301 TUTEOC JIETPO30
(N=444) (N=222)
Kinsxicts noaiit (%) 273 (61,5) 132 (59,5)
Kinekicts cy0’eKTiB, AKi 3aIUMIMINCS
mig mogansmaM crocrepesxeHHam (%) TEZL2S. 20 491(5.9)
Cepenns 3B (micswi [95% [1]) 53,9 (49,8; 60,8) 51,2 (43,7; 58,9)

Bingnowmenns pu3ukis (95% A1) ta
3HAueHHS

J1 = noBipumi iHTEPBAIL.

* He cTaTHCTHYHO 3HAYYILE.

t 2-CTOpOHHE p-3HAYEHHS 3 CTPaTH(IKOBAHOrO JIOT-PAHTOBOTO KPHTEPIIO 33 MICLEM YPaKeHHST
(BicueparbHMIl IPOTH HEBiCLUEPANEHOT0) 33 PAHIOMI3aLIE.

b 0,956 (0,777; 1,177), p=0,6755""
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Pandomizosane docridvicerns 3 dasu PALOMA-3: I6panc y Kombinayil 3 pyneecmpanmom
EdexTuBHICTS 3aCTOCYBAHHS nan6ouukniy y MOeAHAHHI 3 (yITBECTPAHTOM HOpiBHAHO i3
3aCTOCYBAaHHAM (Dy/nBECTpaHTy Ta IUanebo OLIHIOBATM B MDKHAPOMHOMY PaHAOMI30BAHOMY
noBiitHoMy crirmoMy 6araToLEeHTPOBOMY JOCHiKeHH] 3 MapajelbHAMK IPyIaMy, IPOBEACHOMY 34
ygacTio KiHOK 3 HR-MO3UTHBHNM, HER2-HeraTHBHUM MiCIIEBO TOMMPEHUM PAaKOM MONOTHOL
3a/103H, AKMI He HiaeTscs pesekii a6o npoMeHeBii Tepariii 3 NiKyBaILHOK METO0, 260 32 yIacTIO
JKIHOK 3 METACTATHYHMM pPAKoM MOJIOYHOI 3aJI03M HE3AICHHO Bill cTaTycy MeHONaysu, y AKHX
IIPOTPECYBANO 3aXBOPIOBAHH micns pamime npoBeaeHO! TOPMOHAIBHOT Tepamii y cxaami (Heo)
a'toBaHTHOI Tepamii abo npu MeTacTasax.

Jaranom 521 xiEKy B Iepio mpe/mepH- Ta MOCTMEHONAY3H 3 IPOrpeCcyBaHHAM 3aXBOPIOBAHHS
npotaroM 12 micamis abo mo 3aBEPIICHHIO ar'topanTHO! ropMoranbHOl Teparii, abo MpoTAroM 1
Micsus a60 1O 3aBEPIIEHHI0 NONEePENHBOT TOPMOHANBHOT Teparii ONIMPEHOTO 3aXBOPIOBAHHS 6yno
PaHIOMI30BaHO y CHiBBiMHOMIEHH] 2:1 X0 TPy 3aCTOCYBARIA nanbounkaity Ta pynsectpanty abo
nnane6o Ta hynsectpanty. IanienTkn 6y crparudikoBaHi 3a 33JOKYMEHTOBAHOO YYTIHBICTIO O
[OTTepeHB0i TOPMOHATBHOT Tepartii, CTaTycoM MEHONAY3H Ha MOMCHT BIJTIOYEHHS Y TOCIIUKEHHS
(8 mepion mpe/mepu- ado [IOCTMEHONAY3H) T4 HAABHICTIO METACTAa31B y pHyTpimHi opranu. XinKu B
mepiof  Hpe/IEPUMEHONAY3H  OTPAMYBAIH aromictr JITPI'  rosepenmin.  Ilamients 3
[POTPECYIOTHM/METACTATHYHNM, CHMITTOMATHYHHM, BICHENSIPHUM 3aXBOPIOBAHHAM 3 DPH3MKOM
HeGesnedHHX Ul HKUTTA YCKTAZHEHb B KOPOTKOCTPOKOBIi nepereKkTuBi (y TOMy 4HCIi XBOp1 3
MACHBHAM HEKOHTPOIHO0BAHIM BHIIOTOM [I11eBPH, IIEpUKap/a, OuepeBHHI], JIEreHeBUM JiM(aHTITOM
{ ypaxeHHsM nediHky Ginbmm Bk Ha 50 %) He MOTIH OyTH 3aITyueHi y JOCTiIKeHHS.

TlawieHTH MPOZOBXKYBAIM OTPMMYBATH NpPU3HAYEHE IiKYBAHHA 10 06'eKTUBHOrO HPOrpeCyBaHHs
3aXBOPIOBAHHS, HOTIPINEHHS CHMITOMIB, HENPUIHATHO! TOKCHYHOCTI, CMepTl abo BIJIIJIMKAHHS
3rOM Ha Y9aCTh Yy gociimkensi. [Tepexpeca sMina JIKYBaHHS Y TPyNax HE H03BOJAIACH.
TlauienTd OYyIHM pPETENHHO PO3HOALIEHI 33 MOYATKOBUMH pemorpadiuHuMi 1 MPOrHOCTHYHHAMK
XapaKTepHCTUKAMY y TPYIH Tanbonukiioy Ta dymBecrpanty i rpyny mauedo Ta GynIBeCTpaHTY.
Meniara BiKy BKIIOYEHUX B HOCIIKSHHS MANIEHTIB CTAHOBHIA 57 pokis (miamazoH Bif 29 jo 88).
BinbliicTe yYaCHMKIB MOCITIMKEHHA HANGKANM [0 €BPOMEOiTHO! pAcH, Maimu 3apeecTpoBaHy
qYTIMBICTE JO MOHEPETHEO] TOPMOHATIBHO] Tepanii Ta 6yiK B EPio/l MOCTMEHONAY3H. [Mpubmmsno
20 % mauicutie Oynm B mepioni mpe/mepumeromnaysu. Bcei MalieHTy IOMEPEeIHbO OTPHUMYBAH
CHCTEMHY Tepamiro, i GLIbUICTh NMauieHTiB KOXKHOI Tpynw NiKyBAHHS TIONEPEIHBO OTPUMYBAIH
ximioTepariio 3 NPUBOLY NEPBHHHOTO MiarHo3y. Binpmr Hix mojoBHHA NanieHTiR (62 %) Mamu
dynxnionansHuit cratyc 3a ECOG PS 0,y 60 % namieHTiB 6yJIM METacTa3y ¥ BHYTpIilIHi Ooprani i
60 % mawuieHTiB oTpUMany GinblI HiX 1 MonepesHIo rOPMOHAIBHY TEepATiIo 3 IPHBOIY MEPBUHHOIO
JiarHosy.

TIepBHHHOIO KiHIEBOIO TOYKOIO OCHIDKEHHs Oyita BIDKHBAHICTE 0€3 IPOTrpeCyBaHHS
3aXBOPIOBAHHS, BU3HAYCHOTO 33 KpHTEpisMH RECIST 1.1, 3a ouinxoro mociiguuka. JloaaTkosi
anamisyu BBII 6yno BU3HAauYeHO Ha IIACTABi ONIHKH HE3aIeXKHOI HEeHTPabHOI paxionoriyHol
eKCIepTH3M. BTOpHHHI KIHIEBI TOYKM BKTIOYanu 0O’ €KTHBHY BiAMOBiAL, YAaCTOTY KJIIHIYHOI
BimmoBini, 3aransHy BipKuBagicTs (3B), Gesmexy i 9ac O MOTIPUICHHA CHMITTOMIB 32 KiHIIEBOXO
TOYKOK iHTEHCHBHOCTI OOIIO.

JIOCI IDKEHHS TOCATIIO CBOET ocHoBHOI kiHnepoi Touxu — Tpupanoi BBII 3a OIIIHKAMM TOCIIiTHHKA
TIpy IIPOMIXKHOMY aHani3i 82 % 3arraHOBaHMX AaHUX BBII; pe3ynbTaTy GyaM BUIIHAMHA 3a3/aJeTifb
pu3maueHoi Mexi edextusrocti XeiiGirria-Tlero (0~0,00135), AeMOHCTPYIOUM CTATHCTHYHO
3HAYYIIE OOBKEHH ST BIXKHBAHOCTI 6€3 POorpecyBaHHs 3aXBOPIOBAHH 1 KiigiuHO 3HaYymuH eeKT
JKyBaHHS.

Binbu feTanbay iHGOPMAaNio MOK0 eheKTHBHOCT] HaBeaeHo y Tabmuul 4.

Ilicis MOJANBINOTO CIIOCTEpeXeHHA (Cepenniit yac — 45 micanis) Oys npoBeeHHH OCTaTOYHUH
ananis 3B Ha ocHoBi 310 Bumaixis (60 % paHAOMI30OBAaHHX IALIIEHTIB). Pizauns B Menianni# 3B
cTaoBmia 6,9 Micams MK rpynoro nantounkniby B komOinamii 3 (GyTBECTPAHTOM Ta TPYIOIO
rwrane6o B KoMGiHaNiT 3 QynBECTPaHTOM; el pe3ynbTaT He OyB CTATHCTUYHO 3HATYIINM BIAIOBIAHO
[0 TIOMEepEHHO BH3HAYeHOTo (ofHOGIuHOro) pisms smauymocti 0,0235. V rpymi nianebo B
xomGinauil 3 dymeecTpanTom 15,5 % paHIOMI30BaHNX MALIEHTIB OTPHMYBAIH nancounKTi6 Ta Hmi
iHriGiTopy LMKTIHO3ANEXHOT KiHA3K AKX TOJANbIIE JIKYBaHHs MiCIs MPOTrPECYBAHHS 3aXBOPIOBAHHS.
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PesympraTi moxo BBII, omimioBamoi HOCHINHHUKOM, Ta octarouni naHi mono 3B, orpumani B
nocnimkerri PALOMA-3, npejcrapiero B Tabmuui 4.

TaGuuus 4. PesynsraTu mono edexrusrocti — nocuimkenns PALOMA-3 (32 OLHKOIO HOCTITHUKA,
nanienta Intent-to-Treat)

OHoOBIeHUY anam3 (narTa 3aKiHYeHH 300py JaHAX
— 23 xosTHs 2015 poky)
I6panc + [Tmauebo +
¢bynBecTpaHT (bynBeCTpaHT
(N=347) (N=174)
Bmwxusagicts 6e3 iporpecyBanus (BBIT)
Kinexicts Bunmagkie (%) 200 (57,6) 133 (76,4)
Mepiana [micsmis (95 % D] 11,2 (9,5; 12,9) 4,6 (3,5; 5,6)
Bignomenns pusukis (95 % [I) 1 p-3HadeHHs 0,497 (0,398, 0,620), p<0,000001
BToprHHI KiHIEBi TOUKH e()eKTHBHOCTI
O6'extuBHa BigmoBigs [% (95 % A1)] 26,2 (21,7;31,2) 13,8 (9,0; 19,8)
O6'exTrBHA BiANOBIAL (TIPOSIBU 33,7 (28,1, 39,7) 17,4 (11,5; 24,8)
3aXBOPIOBAHHA, SIKi M1ANAIOTHCA
BuMipioBanHo) [% (95 % AI)]
YacroTa xiiniunol sBigmosini [% (95 % AD)] 68,0 (62,8; 72,9) 39,7 (32,3; 47,3)

3arajpHa BuxxnBaHicTs (3B), ocrarouni xani
(nata 3pisy nanux — 13 keiran 2018 p.)

Kinpxicts Bunankis (%) 201 (57,9) 109 (62,6)
Meniana [micsiiB (95 % AD)] 34,9 (28,8; 40,0) 28,0 (23,6; 34,6)
CrissigHomenus pusukiz (95 % HAI) 1 p- 0,814 (0,644; 1,029)
3HAYEHHS p=10,0429""

YKB — gacroTa Kiiniunoi Bigmosixi; Al — nosipuuit intepsan; N — kinbkicTs nanientis; OB —
06’ eXTHBHA BIANOBITE.

BTopMHHI KiHIEBI TOYKH eheKTHBHOCTI HA MiACTaB] MITBEPHKEHUX 1 HEMIATEEPLKEHUX BIIITOBIIeH
3rigro 3 RECIST 1.1,

* He Ma€ CTaTUCTUIHOT 3HAYYLIOCTI.

' OgHOGiuHE p-3HAYSHHS, OTPUMaHE HA OCHOBI Jiorapu()MIUYHOTO pAHIOBOro KPUTEpiw, 3i
crpatudhikanicro 3a HAsIBHICTIO BiCIEepalbHHX METACTA3IB  Td UVTIHMBOCTI 0 TIOIEPEIHLO]
SHOOKPHHHOI Teparil Ha MOMEHT paHAOMI3aLil.

3HWKEHHS PU3UKY NPOTrPECYBaHHS 3aXBOPIOBAHHS ab0 CMEPTI Ha KOPHUCTb I'PYNM 3aCTOCYBAHHS
nanboumxinioy Ta GyIBECTPAHTY CIIOCTEPIraIOCs B YCIX OKPEMUX MIArpyrax MalieHTiB, BUSHAYEHUX
38 NIOKa3HWKAMHU cTpaTH(iKamil i moyaTKOBUMU XapakTepucTHKamH. EdeKkT OyB ITOKa30BHUM cepen
XiHOK y mpe/nmepumenornaysi (CP 0,46 [95 % AL 0,28; 0,75]) i xinok y moctmeronaysi (CP 0,52
[95 % OI: 0,40; 0,66]), a TakoX y mMauieHTIiB 3 MetacTazamu y BHyTpimai opranu (CP 0,50 [95 % I
0,38; 0,65]) i manientis 6e3 meracras y Buytpitsi opranu (CP 0,48 [95 % AT: 0,33; 0,71]). Kopucts
TaKOX CIIOCTEpirayiach HE3aJIEXKHO Bif JIiHIA nonepeaHnoi Tepanii 3a HasBHOCTI MeTacTasis, npy 0
(CP 0,59 [95 % AI: 0,37; 0,93]), 1 (CP 0,46 [95 % AT 0,32; 0,64]), 2 (CP 0,48 [95 % AL 0,30; 0,76])
a6o >3 minii (CP 0,59 [95 % AL 0,28; 1,22]). Joaarkosi mokasuuku epexruHocti (OB 1 UIIB), saxi
OLIHIOBAJIM B NMIArPYIIax IIAI[IEHTIB 3 BICUC/SPHHM 3aXBOPIOBAHHAM abo 6e3 HbOro, MOKa3aHO B
tabmumi 5,

Tabmuus 5. PezyneraT gocnimxenus PALOMA-3 moj1o ehexTHBHOCTI IIpH BiCIepalbHOMY Ta
HeBicIepanbHOMY 3aXBOPIOBaHHI (mauieHTy Intent-to-Treat)

BicuepanbHe 3aXBOPIOBAHHS HesicuepanbHe 3aXBOPIOBAHHA
I6panc + IInaueGo + [6panc + ITnaue6o +
(dynBecTpaHT ¢bynBecTpaHT ¢bynBecTpaHT (bynBecTpaHT
(N=206) (N=105) (N=141) (N=69)
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OB [% (95 % D] 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, mexiaHa [MicsALiB 3,8 (3,5; 16,7) 54 (3,5;16,7) | 3,7(1,9; 13,7) 3,6(3,4;3,7)
(niamazon)]

N — xinmekicTe mamientis; JI — foipumii inTepsan; OB=06'ekTupHa BINIIOBIAB HA MiJCTaBI
MiATBEPAXEHUX 1 HEMATBEPIKEHHX Bimmosineit Bimmoringo o RECIST 1.1; UIIB — wac go mepiuoi
BIZIOBIAI MyXJIMHU

Byso 3i6paro indopmaliio mpo CHMITOMH, PO AKi HOBLAOMIISIH MALi€HTH, 1 IPOBEJEHO 3arajibHy
OUIHKY SKOCTi JXATTS 3 BUKOPHCT@HHAM @HKETH, PO3POOICHOI €BporeichKOI0 OpraHizamiero
pocnimkens i mikysanast paky EORTC QLQ-C30, i monyas st paKy MOJOYHHX 3403 EORTC
QLQ-BR23. 3aranom 335 Dali€HTIB i3 rPYIH 3aCTOCYBAHHS nan6orukni6y Ta QynecTpanTy i 166
nanieHTiB 13 rpymH MoHOTepanii (yIBeCTPAHTOM BiANMOBLTY Ha aHKETY Ha IOYATKy JOCITKEHHS 1
npHHAMMH] i 9ac 1-To BI3UTY Mmic/Is TOYaTKY.

Yac 10 noripiienHs GyB 3a3/1alerib BCTAHOBISHMI SIK Yac MDK ITOYaTKOBMM PiBHEM 600 i meprmm
BHHAKHEHHAM 3611pmrenss > 10 6agis y IMOpiBHAHHI 3 OYATKOBMM CTAHOM 32 IIKAIOK0 60IBOBOTO
cHMIITOMY. BKiroueHHs manGonuKIify Ao cxemu MiKyBaHHsA (QyIBECTPaHTOM 3HATHO 3aTPHMYIOH
Yyac ZO MOTIPIIEHHS CHMITOMIB G0N0 B OPIBHSHHI 3 3aCTOCYBaHHAM Miane6o Ta QynBecTpanty (B
cepenrsomy 8,0 micsru nopiBaano 3 2,8 micaus, CP 0,64 [95 % JI: 0,49; 0,857; p<0,001).
€BpoIeHchKe areHTCTBO 3 OLIHKM JIIKAPCHKUX 3aC00iB BIAXWIMIO BHMOTY HAIaBaTH PE3yJIbTATU
nocIimKeHs mperapary I6panc B yeix cyBHOMynaLisx nexiaTpHYHuX MalieHTiB IPX TiKYBaHHI paKy
MOJIOUHOT 31031 (IHB. IH(QOPMAILIIO PO 3aCTOCYBaHHS AiTsAM y po3aini «Croci6 sacTocyBaHHs Ta
JIO3HY).

@apmaxoxinemura

dapMaKoKiHeTHKY ITAT6oIMKIiOy ONIHIOBANK Y ALI€HTIB i3 COMiTHAMH ITyXIHHAMH, B TOMY YHCIII 3
TOLIMPEHNM PAKOM MOJIOYHO] 3aJ103H, Ta Y 3X0POBHX JOOPOBOIBLIIE.

AGcopouis

Cepenre 3Ha9eHHS Crmax TANOOLMKIIOY 3a3BH YAl HOCATAETHCA yepe3 4—12 roauH (Yac 10 JOCATHEHHS
MaKCHMANBHOT KOHLeHTpalii [ Tmax]) iCNs TIepopansHoro 3actocyBanHs Tabnerok I6panc. Cepenns
abcomoTHa 6i0JOCTYNMHICT, nanGouuKmiGy micns HepopalbHOrO 3aCTOCYBaHHA A03M 125 mr
craHoBHTb 46%. IIpu 3acTocyBaHHi 03 y Aianasowi Bix 25 mr xo 225 Mr mroma mig xpusoio (AUC)
Ta Cmax 3pOCTATH B LJIOMY IIPOIOPLINHO 031, PIBHOBaXKHHMIT CTaH OCATABCS MPOTATOM 8 1i0 Mmicis
3aCTOCYBAHHS NPENAapaTy OQUH pa3 Ha 106y, [Ipy MOBTOPIOBAHOMY 3aCTOCYBaHHI OfIMH pa3 Ha no0y
NanbonuKIi6 HAKOTIHUIYBABCS 13 cepenHiM Koedilientom kymynsnii 2,4 (zianason 1,5-4,2).

Brume i

3uaueHHA AUCinr Ta Cinax nan6ouuknioy 36insmmiuce Ha 22 % ta 26 % mpy 3acTOCyBaHHI TabIeTOK
[6pasc 3 BUCOKOKAIOPIAHOI Ko 3 BUCOKMUM BMicToM xupy (Onusbko 800-1000 xamopii, 3 axux
150, 250, ta 500-600 xamopiif Bix GiNKiB, ByTJICBOAIB Ta XUpiB BinnoBiAHO), i HA 9 % Ta 10 % mpu
3aCTOCYBAaHHI 3 DXKEIO CTAaHAApTHOI KaiopifiHoCcTi 3 HU3bKMM BMicToM Xxupy (6museko 500-700
Kanopiit, 3 skux 75-105, 250-350, ta 175-245 xanopiit Big 6inkis, ByrjeBo/IiB Ta XHUpiB BiANOBIAHO)
y HOpiBHSHHI i3 3acTOCyBaHHAM TabneTok l6panc 3paHky Harine. Ha mimcTaBi nux pesynsraris,
TabyeTky ManGoIHKIIiGy MOXKHA 3aCTOCOBYBATH HE3ANIGKHO Bif mpuiomy Txi .

Posnoznin

3B's13yBaHHs najOonuUKiIiOy 3 OLIKaMu MJIa3Mu KpOB1 IOAKHHU i Vitro CTAHOBUTH ~85 % HE3aTENKHO
Bix xoHuenTpauil npenapary. Cepeaue 3HaueHHs ingexcy dpakuii HeamineHoro nandouuxiiby (fu)
y IUTa3Mi KpOBi JIIOJIMHY i71 Vivo HMiABHINYBAIACh IHKPEMEHTAIBLHO IPH NOTipIIEHHT QYHKIUIT TEUiHKH.
YiTKOT 3aJIe)KHOCTI MIXK CEpeoHIM 3HaYCHHAM iHAeKCY (hpakuii HesmineHoro nanborukaidoy (fu) y
T1a3Mi KpOBi JIIOIMHH i7 Vivo Ta TIOTipIIeHHAM (YHKLI1 HUPOK He BCTAHOBJIEHO. /1 Vitro MOTIIMHAHHA
nanbouuKidy B renaTouyuTax JIOLUHU BiIOYBaeTHCS IOJOBHMM YHHOM 34 JIONIOMOIOI0 IACHBHOI
oaodysii. [Tan6omukiio He € cybetpatom OATPIBI i OATP1B3.

Biorpancdopmartis

JloCmiKeHH s in VIvo Ta in Vitro IPOAEMOHCTPYBANH, IO Y JIIOAXHHU nanbouukiib MerabonisyeTses
y meuinmi. Ilicns mepopaabHOTo 0fHOpa3oBoro 3actocysants ['“C] manbonukmiby y gosi 125 mr y
TIOAMHA OCHOBHMMH MeTabOIIYHUMY NuIsxamMy nanbounkniby 6ynu OKMCIeHHS Ta Cynb(yBaHHS, a
IOTIOMI>XHUMH LIISIXaMW — alIWJIFOBAHHS Ta MIIOKYpOHYBaHHS, [TanGouuiio y nnasmi 6yB 0OCHOBHOKO
IHPKYITIOI0Y0I0 PEYOBHHOIO, IO BHBUIBHAIIACE 3 JTIKapCHKOT0 3aC00Y.
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Binpma 4acTuHa npenapary Oyia BUBeAeHa Y BUrIIAAl MeTaboniTiB. Y Kani OCHOBHUM MeTaboiTom
niKapcekoro 3aco0y 6yB KOH'10raT cynb(haMiHOBOI KHCIOTH Ta nan6oirKiidy, Ha HpOro IPHIIafaI0
25,8 % s3acTocoBaHOi n03H. JIOCMIUKEHHA In Vvifro i3 3acTOCYBAHHSM relaToNXTIB  JIIOIUHY,
MEYiHKOBMX IUTO30MBHHX Ta S9 dpakuilt i pexomGiHanTHHX (epMmenTis cynborpancdepas
(SULT) npomemorcTpyBany, wo B ocaoHomMy CYP3A ta SULT2AI GepyTh y4yacTh y MeTabomismi
nanGonuKIioy.

Busenenns

CepelHe reoMeTprYHe ysBHOro 3aransHoro xiipency (CL/F) nanbonuknidy craHoBuiIo 63 n/rox, i
CepejHE reOMETPUYHE MEPioTy HAIBBUBEACHHS 3 IUTA3MH KPOBI CTaHOBHIIO 28,8 TOMUHH Y TTalli€HTIB
i3 [TOIMPEHHM PAKOM MOTOUHOT 321031, Y 6 340p0OBHX 100POBOJIBLIE 1OIOBIYOL CTAT], AK1 OTPHMAIH
OIHOPAa30By IIepOpalbHy 103y ['*C] mnan6ommknify, y cepenusomy 92 % 3acTocoBaHOl
pamioakTUBHOT 103K GYII0 BHBEAEHO MPOTATOM 15 A1i6 nepeBaxHo 3 KaloM (74 % no3n), 17 % no3u —
3 ceuero. BupeeHHs He3MIHEHOro ManGoIMKIiOy 3 KayoM i ceuero craHoBUI0 2 % 17 % BiA BBEACHO!
JO3H BiOBiTHO.

In vitro manbomukii6 me € imribiropom CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19 Ta 2D6, He €
innykropom CYP1A2, 2B6, 2C8 Ta 3A4 y KIiHIYHO 3HAYYIIUX KOHIEHTPaL1LIX.

ONiHIOBAHHS, 1O IPOBOAMIOCS in Vitro, NPOAEMOHCTPYBANo, IO ManOOUMKIi6 Mae HU3BKHUA
noTeHnjan iHriGyBaHHS aKTHBHOCTI TpaHcmoprepa opramiunux amioniB (OAT)1, OATS3,
Tpascnioprepa opramiurux Kationis (OCT)2, TPaHCIIOPTHOTO TOJIMENTHAY OPraHiYHUX aHIOHIB
(OATP)1B1, OATPIB3 Ta TpancmopTHX OLIKiB xoB4HHX colell (BSEP) y KIHIYHO 3HAYyIIHX
KOHIIEHTPAIIisX.

Ocobmuei momyssii

Bix, cmamv ma maca mina

3a pesynbTaTaAMH IIOMYIALIHHOTO aHAMi3y GapmakokineTHky y 183 mamienTis i3 paxom (50 wonosixis
ta 133 xinku BixoM Bix 22 g0 89 pokie Ta 3 Macoro Tina B miamasoHi Bim 38 go 123 kr) crate He
BILIMBAJIA HA eKCIIo3uLio nandounukniby, Bik 1 Maca Tina He Majy KJIIHIYHO BaXKJIMBOT'O BIIUBY Ha
eKCITO3MI{I0 Man0onuKiIily.

imu

dapMakokiHeTHKa TANGOLMKITIOY y ManieHTiB BikoM < 18 pokiB He OLIHIOBAIACE.

Topywenna ynxyii nevinxu

JlaHi oTpuMaRi y AOCHiIKEHHI (papMaKOKIHCTHKY 32 yJacTi Cy0’eKTiB 3 pisHMMH piBHAMY (yHKUIT
TMEUiHKY CBiYaThL MPO SHIDKEHHsS eKCIO3MLil HesmiHeHoro nanbonuknidy (HesmMineHHH AUCi) Ha
17 % y cy6’€kTiB 3 JlerkuM nopymeHHaM QpyHkuil neuinku (knac A sa Uaina-I1'10), T MiABUIIEHHS
Ha 34 %177 % y cy6’extie 3 nomipanm (kiac B 3a Haitng-IT"v0) 1 msoxxum (knac C 3a Yating-I'o)
nopymenHEaM QyHKUII TeUiHKA, BIAIOBIAHO, Y MOPIBHAHHI 3 Cy0’€KTaMH 3 HOPMAIBHOIO QyHKIiEr0
medinky, MakcHManbHe 3HAYeHHs eKcnosuiii HesMmineHoro nmanbouuiiOy (HE3MiHEHHH Cia)
nigsuiysanock Ha 7 %, 38 % Ta 72 % 1pu JerkoMy, MOMIPHOMY Ta TSHKKOMY MOPYIIEHH] QyHKIIT
TIeYidKH, BIAIOBIAHO, Y TOPIBHAHHI 3 cy0’€KTaMH1 3 HOPMAJILHOIO (DyHKII€r0 Nedidnky. J[01aTKoBo, 32
pe3syapTaTaMy IOIMYIALIHOro aHamizy (GapMakoKiHEeTHKH 3a yuyacTio 183 malieHTiB 3 NOMMpPeHHM
pakoMm, 3 Akux y 40 nanieHTiB OyB JerkHi CTYIiHb IOPYIWIEHH QYHKUIT NeYiHKY 32 KiIacH(iKamiero
Hauioransuoro imcruryry paky (NCI) (3aramenuit Ginipy6iH < BepxHBOI Mexi HOpMH Ta
acraprataminoTpancdepasa (ACT) > BepxHboI Mexi HOpMH 200 3araneHuit Oimipy6in >1,0 xo 1,5
BepXHBOI Mexi Hopmu Ta Oymb-saxuit ACT), nerkuil CTymiHb NOpPYIIEHHA (YHKIII NEYiHKH He
BIUTHBAB Ha (h)apMaKOKIHETHKY Man0ouHKIi0y.

Hopywenna Qynryii Hupox

Jani oTpuMaHi y ZOCTIZPKeHH] (hapMaKOKIHETHKH 3@ y4acTi Cy0’ eKTiB 3 PISHHMH PIBHAMH QyHKI[IT
HUPOK CBiIYaTh PO IiIBUINEHHS 3araxpHoi excrnosunii nandounknioy (AUCi:) Ha 39 %, 42 % Ta
31 % nipu nerxkomy (60 mu/xe < kiipenc kpeatuniny < 90 mi/xe), nomipromy (30 Mi/xB < Kiiperc
KpeaTrHiny <60 MI/XB) Ta TSXKOMY (KnipeHc KpeaTHHIHY < 30 MJI/XB) TOpYLIEHH] (yHKUIT HUPOK,
BiAIOBiAHO, Y MOPIBHSIHHI 3 ¢y6’exTaMM 3 HOPMAIBHOK (DYHKIIEH0 HUPOK (KIIPEHC KpEeaTHHIHY
> 90 mn/xB). MakcuMalbHe 3Ha4E€HHS EKCIIO3HLil Manbouukmioy (Cma) MIABHINYBaNOCE Ha 17 %,
12 % Ta 15 % npu nerxoMy, MOMIpHOMY Ta TSDKKOMY IOpYIIEHH! (QyHKUII HUPOK, BIAMOBIOHO, y
nopiBHAHHI 3 Cy0’€exTaMM 3 HOPMAaNbHOK (YHKLIED HHPOK. [JoIaTkoBO, 3a pe3ynbTaTaMH
HOMYJIIMIHHOTO aHalli3y ()apMaKOKIHETHKH 32 y4acTio 183 malieHTiB 3 MOMIUPEHUM PAKOM, 3 IKUX Y
73 mauieHTiB OyB nerkuil cryniys riopywenHs QyHkuii HUpox Ta y 29 mauientis OyB noMipHui
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CTYIIHb NOPYMEHHs QYHKII] HUPOK, JErkui Ta NOMIPHHH CTYIIHL HOPYIIEHHA QYHKIUI HUPOK HE
BILIMBAB Ha (apMaKoKiHETHKY Nanbonukiioy. dapMakokiHeTHKa IanGOoIMKIi0y He HOCTiKyBaIacs
y Hali€nTIB, SKi TOTPeOyIOTh reMoianizy.

Emniuna npunanescricmo

Y pochimxenri ¢apMakokiHeTHKM 3a ydacti 370poBuXx AoOpoBonbLiB 3HAUeHHS AUCir i Crax
nanbouukiOy micnd 3acToCyBaHHsA OAHiel mosm mepopanbHo Oynu Ha 30 % i 35 % Bumumu y
no006pososeIiB 3 SMOHIT B MOPIBHSHHI 3 TAKUMH Y J0OPOBOJIBIIB HeaszifchKOro oxomKkenus, IIpore
JlaHi CIIOCTEPEXXEHHS HE BiATBOPIOBATHUCH 3aKOHOMIPHO y HACTYNHHX HOCHIIKEHHAX 32 y4acTi
nanienTis 3 SoHii Ta A3ii 3 paKOM MOJIOYHOT 3aJ103¥ IIPH 3aCTOCYBAHHI KUIBKOX 103, I pyHTYIOUHCE
Ha aHaJli3i KyMyJIATUBHOI (PapMaKOKIHETHKY, 1aHUX 3 6e3nexu Ta e eKTHBHOCTI cepesl MOHTOJIOINHOT
T4 HEMOHTOJIOINHHUX [OMYNAUiM, KOPUTYBaHHS HO3M U1 IAUIEHTIB MOHTOJOINHOI pacH He
BBAXKAETHCS IIOTPIOHUM.

Kuinivai xapakrepucrnku

Ioxazanna

[6panc moxasaHMH  JUIA  JIKYBaHHS  ropMoH-perentop-nosutreHoro  (HR-mosutuBHOrO),
HETaTHBHOI'O 34 pPELeNTOpOM emigepManpHoro ¢axropa pocry mroaunu 2 (HER2) wmicueso
TOIUPEHOT0 a00 METACTATHYHOIO paKky MOJIOYHOT 3aJI03H:

. B koMbiHanii 3 inribitopoM apomarasuy;

. B KoMOinamii 3 (ynBeCTPaHTOM y XKiHOK, SIKi IONEPEHBO OTPUMYBAIK eHIOKPUHHY TepaIliio
(muB. posain «PapMaKkoIUHAMIKAY).

VY XiHOK B IpeMeHOMay3i i NepuMeHonay3i eHAOKPHHHY TepaIliio CJIij NpOBOANTH Y KoMOGiHawii 3
aroHICTOM JIIOTEeIHI3yI090ro rOpMOH-pHIIisHHroBoro ropmony (JICPT).

Ipomunoxasanns

[inepuyTnuBicTe 00 aKTUBHOI peyoBMHH 460 R0 GyAb-SIKOI 3 JONOMDKHMX PEYOBMH MpPENapary.
3aCTOCYBaHHS IIPEIIApaTiB, WO MiCTATH 3Bipo6ill (ImB. poszain «B3aeMozis 3 IHIIMMH TIKAPCEKUMH
3aco0aMH Ta 1HIII BHIW B3AaEMOIIHY),

Ocobnusi 3axodu 6e3nexu
Bynp-1ku#l HeBMKOpMCTaHuIA mmpenapar abo ymaxoBKY CIil YTWI3YBATH BiAOBiAHO J0 MicleBHX
BUMOT.

Bzaemooin 3 inwumu nikapcokumu sacobamu ma inwi ¢udu 63aemooitl

IManbouukmni6 MeTaboNi3yeTbcs TOMOBHMM 4mHOM 3a xpomomoroio CYP3A Ta depmenty
cymstorpanchepasy SULT2AL. In vivo nanGouukini6 e cnadkum inribiropom CYP3A, axrusHicTs
SIKOTO 3MIHIOETECS Y Yaci.

BB iHIMNX Npenapartis Ha (apMakoKiHeTIKY Tan0oLKKIioy

Bnnue ineibimopie CYP3A

Onnoyacue Gararopa3oBe 3aCTOCYBAHHA JO3M iTpakoHasomy 200 MT LIOAHA Ta OJHOPA3OBE
3acTOCyBaHHA 125 Mr nanGounkniby migsuuye 3aranery excriosuiio (AUCif) Ta MakCHMalbHY
kOHUEeHTPaUil0 (Cmax) nanGounkniCy mpubmmsro Ha 87 % Ta 34 % BiANOBIAHO, MOPIBHAHO 3
OJTHOPa30BHM 3aCTOCYBAHHAM J03H Ipenapary nanbonuknioy 125 mr okpemo.

Crlifl yHUK&TH OXHOYACHOTO 3aCTOCYBAaHHS 3 MOTYXHHMH iuriGitopamu CYP3A, B Tomy wucii 3
KIapUTPOMILIIHOM, I{HAMHABIPOM, ITPAKOHA30JIOM, KETOKOHA30JIOM, JIOIIHABIPOM/PUTOHABIPOM,
HehasonoHOM, He(iHaBipoM, M03aKOHA30JIOM, CAKBIHABIPOM, TeNANpPEBipOM, TETITPOMILMHOM,
BOPMKOHA30JIOM Ta Trpefingpyramu abo rpefndpyroum coxkom (muB. posmimu  «Croci6
3acTOCYBaHHS Ta 103W» 1 «OcobmmBoCTi 3acTOCYBaHHAY),

IIpu sacrocysansi 31 ciabkumu abo nomipHuMH inriGitopamu CYP3A xopekiis 1osu He notpibua.
Bnnus inoykmopie CYP3A

OnHovacHe sacrocyBanHA 6GaraTopasoBmx 103 600 mr prudamminy Ta Pas’oBoOil A03H NaIbOUHUKIIOyY
125 mr 3umxysano nokasHukd AUCint T8 Cmax nanboumukni6y wa 85 % Tta 70 % Bimmosimmo,
TIOpiBHAHO 3 MOHOTEpAIli€I0 nanbouuKIiboM B 1031 125 Mr.
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Crix yHMKATH OJHOYACHOIO 3aCTOCYBAHHS 3 NOTY)KHHME iHmykTopamu CYP3A, B ToMy unmeni 3
Kap6aMasCeITiHOM, eH3aTyTaMizoM, (eHiToiHOM, prudamiIiHoM Ta 3Bipo6GOEM MPOMIPSBICHHM (IHB.
posainy «[IpoTHnoka3asHsI» Ta «OCcoOIHMBOCTI 3aCTOCYBAHHSY).

CymicHe 6araTopasoBe 3acTOCyBaHHs noMipHoro iHaykTopa CYP3A monadininy B nosi 400 mr ta
pazoBoi jo3u mpemnapary I6panc 125 mr 3upKyBano AUCingTa Cmex manGonuwniGy npubiusHo Ha
32% Ta 11 % BiOMOBiAHO, NMOPIBHAHO 3 OXHOP230OBUM 3aCTOCYBAHHAM HO3W mpenapary IOpaHc
125 mr oxpemo. IIpn ofHOUacHOMY 3aCTOCYBaHHI 3 ToMipHEMY iHayKkTOpami CYP3A KOpHTyBaHHS
1034 He oTpibHe (TuB. po3mint «OCoGIHBOCTI 3aCTOCYBAHH?),

BIumB JIKAapChKUX 320018, AKi 3HIDKYIOTH KHCJIOTHICTD

3a yMOBH CYMiCHOTO 3aCTOCYBaHH# HaTiue oxHiel TaGnerku I6panc 125 mr ta 6araTopasosux 03
iuriGiTopy mporonnoi mommu (IIIIT) paGempasony He Mamo BIUIMBY Ha PIBEHb Ta IIBU/IKICTD
abcopbuii manbonuKkiGy MOPIBHAHO i3 3aCTOCYBAHHAM OJHIEl TabJIeTKy Mpenapary I6panc 125 mr
OKpeMO.

3 oMY Ha 3MEHIIeHn BIUTHB Ha pH nuTyHKa anTaronictis perentopis H2 Ta MicneBux aHTaLuMAIB,
TIOPIBHSHO 3 1HriGiTOpaMM MPOTOHHOI IIOMIH, OYIKYETHCH, IO BIUTMB LHX niKapchKMX 3aco0iB Ha
eKCIIO3ULII0 MATOONHKNIOY Oyae BIACYTHIM.

Brums nan6ouuknioy Ha GapMakoKiHeTHKY IHIINX NPEenaparis

[TanGouuki6 € ciabxum gacosanexuuM inridiropom CYP3A 3a yMOBH NpUHOMY IIOACHHOI HO3H
125 Mr y pisHOBakHOMY cTami, OpnHouacHe 6araTopasoBe 3acToCyBaHHs nanbouukmily Ta
Minazonamy miguuryBano snadeHHs AUCint Ta Cmax Minasonamy ma 61 % Tta 37 % BIAIOBIZHO,
TIOPIBHSHO 13 32CTOCYBaHHAM Mi/la30/1aMy OKPEMO.

Mosxe 6yTu noTpibHe 3HMKEHHs 103K dyTiuBuX cyberpaTie CYP3A i3 By3bKMM TEpaneBTHYHHM
ingekcoM  (mampuxnan — andeHTaHiny, UMKIOCIOPUHY, [JUTiJPOEProTaMiHy, eproTamiy,
eBeponiMycy, (pEHTAHLTY, MIMO3HAY, XIHIANHY, CHPONIMYCY Ta TaKPOJIIMYyCY), OCKUIbKH IIpernapar
IGpanc MOXKe IIABUITYBATH X EKCIIO3HIIIIO,

Moxxnusi nikapebki B3aemouii Mk manGoruknitom i 1eTpo3onom

Jlani, oTpuMaHi y KIIHIYHOMY HOCHTI[UKEHHI 3a y4acTIO MANI€HTIB i3 PakoM MOJIOYHOI 3ai03Y,
TIPOJIEMOHCTPYBAIY BiICYTHICTE B3aeMOAIl MiX MayGOMUKIIOOM Ta JIETPO30JIOM TIpH iX CYyMiCHOMY
3aCTOCYBaHHI,

Brumig Tamoxcud)eHy Ha eKcrosuiiio nandouuknioy

JlaHi JIOCTi/DKEHHS 3a YYacTIO 340POBMX HOOPOBOJBLIB-YOJMOBIKIB MOKAa3almd, LIO EKCIO3HIIA
nanGouuKIiby npy OJHOYACHOMY 3acTOCYBaHHI ofHiel mosu nanboumkniby 3 6GaraTtopasoBUMHU
Z03aMH TaMokcu(eny 6yia 31CTABHOIO 3 OTPUMAHOIO IIPH MOHOTepaIIil nanbonnKIooM.

Jlixapcrki B3aemMoail MK manOonukaiooM i hynsecTpadToM

Jlani, oTpuMaHi B KJIIHIYHOMY MOCITI/DKEHHI 3a y9acTIO NALI€HTIB 3 PaKOM MOJOYHOI 3aJI03M,
NPOAEMOHCTPYBAIIH, [0 KIIHIYHO 3HAYYIIA B3aEMO/AIA MiX NAT60IMKIIOOM Ta (QyIBECTPAHTOM IIpH
OIHOYACHOMY 3aCTOCYBAHHI I[UX JIIKApChKUX 3aCO0IB BiACYTHS.

Moyk/THBi JTiKapchKi B32eMOIiT MK TanOoMKAI00M 1 TepopanbHUMH KOHTPALENITHBAMA
HocmimkeHuss NKApCHKUX B3aeMOAIH nanbonukni®y 3 mNepopanbHUMH KOHTPAUENTHBAMH HE
IPOBOAMIIACS (MB, PO3ALT «3aCTOCYBaHHS Y [Iepio]] BariTHOCTI a00 roJyBaHHA IPYAIION).
JoclimKeHHs 3aCTOCYBAHHS 3 TDAHCIOPTEPAMH [n Vitro

Ha OCHOBI gaHWX, OTPUMAHUX Y in Vilro NOCHIIKEHHSX, OUiKYeThCs, IO NManboLMKII6 NpUTHiYye
4KTUBHICTh TpaHcmoprepis P-rmixonporeiny (P-gp) y KMIIEYHHKY Ta OiIKa PE3MCTEHTHOCTI PaKy
mosounoi 3amo3u (BCRP). Tomy 3acTocyBaHHs nanbouniiiiby 3 JjikapcbKUMH 3aco0aMH, gKi €
cy6erpatamu P-gp (Hanpukiian 3 JUroxCUHOM, fabirarpaHoM, xonxinunom) abo BCRP (nanpuxnan
3 [IPaBaCTATHHOM, PO3YBACTATHHOM, (IIyBacTaTHHOM, CyibdacanasHHOM), MOXKE 30UIBIIYBATH X
TepaneBTHYHuUM eeKT i Mobiuni peaxuii.

Ha nigcraBi manmx in vitro, nan6oumkmic MOXKe NPUTHIYYBATH NOTJIMHAHHS TPAHCIIOPTEPIB
opraniunux xarioHis OCT1, a moTiM — 361NBIIYBATH eKCIIO3ULIIIO JIIKAPCHKUX 3ac001B — cybeTpariB
OUX TPAHCIOPTEP1B (HApUKIa] METHOPMIHY).

Jlikapcbka B3aeMOis MK nanfolnkiidoM 1 ¢cTaTHHAMH

OnHouacHe 3acTocyBaHHs nandonukiiba 3i craturamu, ski € cyberpatamu CYP3A4 ta/a6o BCRP,
MOX€ MIIBUINUTY PU3UK pabaoMioNi3y uepe3 MigBUINEHHS KOHIEHTpalii CTATMHY B Ia3Mi KpOBi.
Bumnanxu pa®naomionizy, BKJIIOYAOUH JICTadbHI BHIIAAKH, Oy 3apeecTpOBaHi IiCaS OJHOYACHOT'O
3aCTOCYBaHHSA NanOouuknidy 31 CHMBACTATHHOM ab0 ATOPBACTATHHOM.
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Ocob6nueocmi 3acmocyGarus

Kinky B nipe/IepuMEeHoNay3sHOMY nepiomi

OsapiansHa abusis a6o cynpecist aronicrom JIIPT" e 060B'I3KOBOI0 YMOBOIO JUIs JKIHOK B
npe/epUMeHOTIAY3HOMY Tepiofl, SKHM IPH3HAYCHO nikyBamHs nperiapaToM I6parc B xombiHamii 3
imri6iTopoM apomarasi, 10 OOYMOBJIEHO MexaHiaMoM Aii iHriGitopis apomarasu. J{OCHILKEHHS
MPOBOAMIACE JIHILE JLA xombinopamoi Tepamii man6onukniGoM Ta (QYIBECTPAHTOM XKIHOK B
npe/nepuMeHonay3HoMY mepiozi y rroearanHi 3 aronicrom JIPT.

Kpurnuge BicrepaibHe 3aXBOPIOBAHH

Besnexa i e(EKTHBHICTH 3aCTOCYBAHH nanGonukiGy malieHTamM 3 KPHTHYHMM BiCHEIAPHUM
3aXBOPIOBAHHAM HE JOCHILKYBaIHCh (AMB. pospin «DapMakoTUHAMIKE).

[eMaTONOriYHi TOPYIIEHHS

V pasi po3BATKY HEHTPOIEHil CTyNeHs 3 abo 4 pexoMeHAYeTLCA THMUYACOBE NPUITHHEHHI
3aCTOCYBAHHS MIPENapary, 3HIDKEHHST 103K a0 BiATepMIHYBaHHS [10YaTKy LIMKITY mikysanssg. Cnin
3IMCHIOBATH BiIOBIMHAII KOHTPOIE (JIUB. POSLIA «Croci6 3actocysanus Ta mo3u» i «IloGivmi
peaxuii»).

larepernniansua xsopoba nerens (IXJT) / nHEBMOHIT

TsoxKi, HeGe3medri 1ist XUTTs 260 neTalbH] BUMa[KH IXJI Ta/abo ITHEBMOHITY MOXYTh BUHHKATH Y
MALi€enTiB, IKi OTPUMYIOTH rperapar IGpanc y xoMbiHauii 3 eHAOKPHHHOIO TEPAMi€L0.

V wriniaanx pocuimkennsx (PALOMA-1, PALOMA-2, PALOMA-3) y 1,4 % narienris, fxi
oTpuMysaiu I6parc, 6yiu 3apeecTpoBaHi IXJI/mHeBMOHIT Gy/Ib-51KO0T0 CTYHeHs TsaxkocTi, y 0,1 %o —
3 cTymens, a SABUIN 4 CTYMCH 9H JETANbHHIX BUTIANKiB He crocrepiragocs. Kpim TOTO, BHIALKY
[XJI/MHEBMOHITY, Y TOMY YHCII JIeTaibHi, Oyin 3apeecTpOBaHi B IMiCAApeecTpalifHUH nepiod (AuB.
posain «[ToGiuni peakuii»).

HeobXigHO CIIOCTEpiraTH 32 CTAHOM MAILi€HTIB L1 CBOEYACHOTO BHABJICHHA CUMIITOMIB 3 GOKY
Jleres, ki BkasyioTk Ha IXJI/mHeBMOHIT (Takux AK TiMOKCis, KALIEb, 3aJHILIKa). SIKUIO Y MalieHTa
4’ IBFUTACS HOBI 460 MOCHIHIMCA BXKe iCHyroui pecripaTopHi CHMITOME H IiT03PIOETHCS PO3BHTOK
IXJI/MHEeBMOHITY, CNifi HeraifHO NpPHSYNHHHUTH 3aCTOCYBAHHS Iperapary I6panc Ta HAMpaBUTH
namienTa Ha obcrexxenns. [lauienTam i3 Toxkoro IXJI abo THEBMOHITOM 3aCTOCYBaHHS IIpernapaTy
I6panc HEOOXi[HO IOBHICTIO NPUIHHATH (nuB. po3ain «Croci6 3acTOCYBaHHA Ta JO3WY).

ladexii

Ockinskyu I6paHc YMHUTL MIENOCYIPECHBHY IO, MOXIHBA CXMIIBHICTH MAIi€HTIB JO PO3BUTKY
indexuii.

IToBioMISUTOCS TIPO BUIN piBHI iHeKiH y mamienTis, SKi OTPUMYBAIHN [GpaHc B PaHAOMI30BaHUX
KITIHIYANX TOCTiOKEHHSX, Y TOPiBHAHHI 3 NalieRTaMu BiAMOBLIHOI IpyNy nopisusaHHs. [HdeKui 3 i
4 crymens BUEMKAIM BiALOBiTHO y 5,6 % 10,9 % nmamienTiB, Axi oTpumysamy [6paHc B Oyap-aKii
xoMmbinanii (xus. po3ain «[To6iuni peaxiii).

HeolXigHO KOHTPOJIOBATH TALIEHTIB LIOAO BHMHHKHECHHA CAMITOMIB iH(eKuii Ta JIKyBaTH
BiAMOBiAHO [0 pexoMeHnaaiit (us. posain «Cnoci6 3aCToCYBaHH Ta JO3H»).

Jlixapi moBWHHI iHGOPMYBATH MAIIEHTIB IIPO HeOGXiAHICTE HErafHOTO MOBILOMIEHHS PO Oyab-sIKi
BUIIAJKA JTUXOMAHKH.

Benosna tpomboembonis

IoBinoMIsIOCs IIpO BEHO3Hi TpomGoembomiuni moAii y nauieHTiB, axi oTpuMyBanu I6paHc (auB.
posmin «Ilo6iuni peakmii»). HeoOX1AHO KOHTPONIOBATH CTaH HAllieHTiB HA HasSBHICTH O3HAK Ta
CUMITOMIB TpoM603y TMGOKMX BEH Ta JIETEHEBOI emOouii, a TakoxX JIKyBaTH BiANOBiOHO HO
pexoMeHJaLil.

[Mopyirerys dyHKIT MTewiHKH

Ockinbkn mani BigcyTHi, IGpaHC clif 3aCTOCOBYBATH 3 00EPEXKHICTIO NanieHTaM 3 [OMIPHHMH i
TSOKKAME TopyleHHama QyHKul medinky (auB. POsIiIH «Crnoci6 3acToCyBaHHS Ta HO3M» 1
«DapMaKOKiHETHKAY).

IMopymesns GyHKIIT HHPOK

OCKinbKH faHi BigcyTHi, I6pamc ciix mnpusHauaTH 3 OGEPENHICTIO namieHTam 3 TOKKUMH
nopymerHaMu  GyHKuil  Hmpox  (OMB.  PO3ALIHM «Crioci6 3acTocyBaHHS Ta HO3H» 1
«DapMaKOKIHETHKa»).

OnHOYACHE 3acTOCYBaHHA 3 iHribiTopamu abo ingykropamu CYP3A4
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Ioryxai inribiropu CYP3A4 MoXyTh IpU3BECTH [0 [IJABUINEHH TOKCHYHOCTI Impenapary (IuB.
po3zin «B3aeMomis 3 IHIMMY JIKAPCHKUMHE 3acobamu Ta iHmi BUXM B3aeMopmii»). Clif yHUKaTH
ONHOYACHOTO 3aCTOCYBaHHS MOTYXHHX imri6iropie CYP3A 3 mnanboumkni6om. OnHodacHe
3aCTOCYBAHHS CITi/I PO3IVISLNATH TLNBKH ITiCIsA pETENbHOT OLIHKH HOTEHUIHHOT KOPHUCTI 1 pU3MKY. SIKIIO
HEMOXUTHBO YHHKHYTH OJIHOYACHOTO 3aCTOCYBaHHS mMpernapaTy IGpaHc i3 MOTYKHHM inriéiropom
CYP3A, mosy mpemnapary IopaHc ciin 3HM3MTH IO 75 MI' OJMH pa3 Ha no6y. Ilicis MpUITHHEHHS
3aCTOCYBAaHHS [OTY)KHOTO iHri6iTOpy m03y mpemapaty IGpanc cimix 36inpmuTH (10 3aKiHueHH 3-5
nepiofis Hamieposmaxy imriGiropy) mo Tiel 103, AKY HPHAMAIM 10 MOYATKY 34CTOCYBAHHI
notyxHoro iuri6iropy CYP3A (ame. poszin «Bsaemonis 3 {HITMMH TiKapCBKUMHE 3aC00aMH Ta iHITi
BUJH B3aEMOJII»).

Opsouacue 3acrocysanns inaykropie CYP3A Moxe IpUBECTH 10 0CalbIeH s Ail nanbonukiby, a
3roZIOM — A0 BTpaty edyeKTHBHOCTI. ToMy CIIiJ yHUKaTH OXHOYACHOTO 3aCTOCYBaHHA nanboukiby
3 noryxHumu immyktopamn CYP3A4. Kopurysawea nosu He mnotpiGHe mnpu 3aCTOCYBaHHi
nan6ounKiIi6y 3 moMipauMH igmykTopamu CYP3A (muB. posain «Bsaemonis 3 IHIIKMH TKAPCbKUMH
3ac06aMM T2 iHIII BUAM B3aEMOJII).

JiHKH perTpoAYKTHBHOrO BiKy a00 IX mapTHepH

JKiHKM pempodykTHBHOro Biky a00 IX IAPTHEPH-YOJNOBiKM IOBHHHI BHKOPHUCTOBYBATH
BHCOKOS(EKTHBHI METONM KOHTpauenuil IpH 3acToCyBaHHI mpemapary IGpamc (muB. pozpin
«3acTocyBanHA y mepion BaritHOCTi a60 rOLYBaHHA IPYIUIION).

3acmocysanns y nepioo eazimuocmi abo 200y6anHs 2pyooro

inku penpoaykrusroro pixy/KonTpanemitis )iHOK i HOIOBiKiB

JKIHKH PEIPOXYKTHBHOTO BiKy, AKi OTPHMYIOTh Ieil Jixapchkuil 3aci6, abo ix [apTHEePH-YOIOBIKK
TOBMHHI BUKOPVCTOBYBATH HaiHHi MeTonM KOHTpalenuil (HanpyKia/ NoABiHHIA Gap'epHuit METOX
KOHTpAIeNi) T yac Teparii i BpomoBX He MEHII 3 THXHIB a60 14 TrkHIB IIiCIIA 3aBEPIICHHA
Tepanii s XKIHOK 1 YONOBikiB BimmOBiXHO (¥B. posmin «B3aemomis 3 IHIIMMK JHKApCHKUMH
3aco0aMu Ta iHII BUIM B3AEMOJIHN).

BaritHicTb

Jlani momo 3acTocyBaHHs ManGouukniCy BariTHMM xiHkam BifcyTHi aGo HasBHI y oOMexeHii
KinbkocTi. JJoCHiDKeHEs Ha TBapHHAX IPOJEMOHCTPYBAIM PEIPOAYKTHBHY TOKCHIHICTE. IOpanc ne
PEKOMEHIYETECS 3aCTOCOBYBATH BATiTHHUM 1 XIHKAaM pENpOJYKTUBHOTO BiKy Ge3 BHKOPHCTAHHS
IPOTH3AIIIITHUX 32CO0IB.

TonysauHs rpPVIIIo

He nposoammuics DOCIIPKEHHS BIUTUBY NanbonukiiOy Ha BHPOOGISHH MOJIOKA Y IIOACH 1 TBapHH,
JOTO MPUCYTHOCTI B TPYAHOMY MOION 260 HOro BIIIMBY Ha HEMOBIIAT, IKi 3HAXOAATHCS HA IPYIHOMY
BUrofoByBanui. Hepigomo, uu npoHKKae manGoumukii®é y rpyaHe MONOkO. ['OfyBaHHs TPYIIrO
3a60POHEHO ITAIiEHTaM, AKi OTPUMYIOTB JIiKyBaHHS ManboHKIiooM.

@OepTUNBEHICTE

V NOKMIHIYHUX MOCHTIUKEHHAX PENpOLYKTHBHOCTI HE BHABICHO BIUIMBY HAa €CTPaIbHMH LUK (Y
caMHLb LIypiB) a00 CHAPIOBAHHSA Ta GepTHIBHICTE y urypie (domosivoi abo »xinowoi crari). IIpoTe
TIHIYHMX JAHUX LOAO BINTHBY Han6ONMKIi6y Ha GepTHIBHICTE Y MofeH Hemae. IpyHTy0UNCE Ha
JAHUX LIOAO BIUIMBY HA PENPOLYKTHBHY CHUCTeMY y caMLiB (mereHepanis CiM'SHMX KaHanbIiB,
emiAMAMMANbHA TiMOCIIEPMIs, 3HM)KEHA KOHIEHTpAlLlis Ta PYXJIMBICTL CIIEpMATO30IMAiB, 3HIDKEHA
CEKpeLis MpOCTaTH), OTPUMAHUX Y NOKITIHIYHHX AOCTIIKEHHAX Oe3nekyu, QepTHIBHICTE Y CaMIiB
MoXe OYyTH MopylueHa IpM 3acTOoCyBaHHI mnanbouukiaiOy. Tomy HONOBiKaM CIiL PO3LIAHYTH
JOLUIBHICTh KOHCEPBAIlil CIEpMH 10 TIOMATKy 3aCTOCYBAaHHs npemnapary I6paHc.

30amuicmv ennugamu Ha WEUOKICMb pearyil npu KepysaHHi asMOmpaHcnopmom abo IHuUMU
MexaHizmamu

[Ipenapar I6panc Mae He3HAYHHUH BIUIMB Ha WIBMIKICTH peakuii IIpy KepyBaHHI aBTOTPAHCIIOPTOM
abo pobori 3 iHmWMMH MexaHi3Mamu. [IpoTe Yepe3 pHU3WK BIHHUKHEHHS BTOMIIIOBAHOCTI MPOTATOM
JiKyBaHHS I@penaparoMm IOpaHC cnig pekoMeHayBaTd mnauieHTam OyTH oOepexHMMH @i yac
KepPYBaHH aBTOTPAHCIIOPTOM ab0 poOOTH 3 IHIIMMK MeXaHI3MaMH.

Cnocib 3acmocyeanns ma 003u
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Jlixysanus npenaparoM Iopanc Mae iHINIIOBATHCH Ta MPOBOJMTHUCS ML HATIAAOM JIKApsA, AKHH Ma€c
JOCBIJ 3aCTOCYBaHHSA MPOTHITYXIHHHHAK JIIKAPCHKUX 3aCO01B.

Losu

PexoMEHAOBaHA 1034 CTAHOBUTE 125 Mr manbouuiiy rnepopansao 1 pas Ha 100y npoTaroMm 21 aus
IOCIILTE 13 ITOJANBIIOI0 7-IeHHOIO Hepepsoro (pexum 3/1), mo6 yrBOpHTH NOBHUH MK 3 28 JHIB.
Jlikysanns mperapatoM IGpanc CHix TpPOROBXYBAaTH JOTH, MAOKH 30epiraerbcs KiiHidmHa
edexTHBHICTE Tepartii, a60 10 ITOSBY HOTO HENPUHHATHOI TOKCHYHOI Iii.

[Ipu oxmoYacHOMY 3aCTOCYBaHHI 3 manGouwkiiGoM iHribiTop apomarasd CHif 3aCTOCOBYBATH 3a
CXEMOIO, 3a3HAYEHOI0 B IHCTPYKLUIT JUI MEAWYHOrO 3aCTOCYBAHHs LBbOro Jikapchkoro 3acoly. Ipu
TiKyBaHHI XiHOK B Iipe- ab0 IepuMeHonay3HoMy nepioni KoMGiHOBaHY Tepalilo nanbounkaicom Ta
inribiTopoM apomarasu ciim 3aBxaM noexwysaty 3 aromicrom JII'PIT (mus. posgin «OcobmuBocTi
3aCTOCYBaHHA»).

TIpy OAHOYACHOMY 3aCTOCYBaHHI 3 ManOONKKIIOOM PEKOMEHI0BAHA 1032 (YJIBECTPAHTY CTAHOBUTE
500 Mr BHYTpPIIIHEOMSI30BO, SKY 3aCTOCOBYIOTH B 1-if, Ha 15-# 1 29-1 neHp NikyBaHHA, a MOTIM — |
pa3 Ha MicsAue. Jis oTpuManHs OinbIl geranbHoi iH(opmanii OWB. iHCTPYKIIIO IS MEIWIHOTO
3actocyBauns (ynsecrpanty. JKiHkam B Ipe/lleprMeHONay3HOMY MEpioAl MepeN NOYaTKOM Ta MiJ
yac koMGiHoBanoi Tepanii nanGorukaiGom Ta GynsecTpanTom, ciix 3actocorysary arodictu JII'PT
BIZTIIOBIIHO 0 JIOKAJIBHUX CTaHAAPTIB KIIHIYHOI MPaKTHUKH.

IManientam ciixg peKOMEHIYBaTH NpUAMATH 103y npenapary [Opaxc npubIu3HO B OAWH 1 TOM caMuit
4ac KOXKHOTO JHA. SIKIO y ManiedTa BUHUKIO ONI0BaHHs a0 BiH IIPOIYCTUB A03Y, JOAATKOBY HO3Y
npuitMaTy He MOTpiOHO. HacTynHy npu3HadeHy J03y CIiJ NPUAHATH Y 3BUYaMHUHA Yac.

3mina oosu

PexoMeHIYeThCS 3MIHIOBATH NO3yBaHHS Ipenapary I6parc 3 onigy Ha IHIUBIAyaJbHI ITOKA3HUKH
Ge3meKy Ta MepeHOCHMOCTI.

JlikyBaHHA [OesKUX IOOIYHMX pEaknid MOXe BHMAraTH THMYACOBOrO NPH3YNMUHEHHA Teparil/
BIITEpMIHYBaHHS 3aCTOCYBAaHHS JO03M Ta/abo 3HIDKEHHS [O3M IperapaTy ab0 OCTaTOYHOI'o
NPUNUHEHHS IPHHOMY IIpenapaTy BIAMOBIIHO 0 CXEM 3HIDKEHHS JO3M, HaBeAECHUX B TabmuLax 6, 7
18 (auB. poznimn «OcobmuBocTi 3actocysanusm» 1 «IToGiuni peakiii»).

Tabnuns 6. PexomeHnoBaHa Moauixamis 103u npenapary I6panc y pasi BUHHKHEHHS NOGIUHEX

peakuin
Pisedr go3u Jo3za
Pexomenposana goza 125 mr/noby
Ilepine 3HMKEHHS 103K 100 mMr/poby
Jpyre 3HIOKEHHS TO3H 75 Mr/ﬂo6y;k

*SIkmo reo6xiaHe NoAabIIe SHIDKSHHS NOo3H (HiKde 75 Mr/noly), Citi NIpUIMHATY TiKYyBaHHS.

Mo novarky nikyBaHHA NpenapaTtoM I6paHc Ta Ha MOYATKy KOXKHOTO LIMKITY, 4 TAKOX Ha 15-i JeHp
nepiuux 2 UMKIIB T4 y pasi KiIiHiYHOi MoTpebu HeoOXiTHO IPOBOAUTH 3aTalibHUI aHalli3 KpOoBi.
IManienTaMm, y KMX CIIOCTEpIraeThcsa HEHTPOIIGHIs MakCHMYM cTymieHst | abo 2 mpoTsrom mepmux 6
UMKIB, CIIA OPOBOJUTH 3aralbHUM aHaNi3 KPOBi Il HACTYNMHHX UMKIIB KOXHI 3 micsui, mepen
IOYaTKOM UKy 260 y pasi KIiHiYHOT noTpebu.

PexOMEeHAYETECS 3aCTOCOBYBATH NpernapaT I6panc, Ko abcomoTHa KinbKicTs HeTpodinis (AKH)
>1000/vm? i TpomBonuTis >50000/mm>.

Tabmnus 7. Mommdixanisn gosn npenapary I6panc i nikysanns, emMaTonorivaa TOKCHYHICTb

CryniHp TSDKKOCTI 32 Moamdikarmii go3u
CTCAE
Cryniuns 1 abo 2 Kopexuis no3u He noTpidHa.
Crymins 3% [leprmi gess LUKy

IIpusynuHMTH 3acTOCYBaHHA npernapary [6panc 10 BIAHOBAECHHS 10
CTaHy 31 CTYNEHEM THKKOCTI peakuiif < 2, Ta MOBTOPHO BUKOHATH
3arajibHUH anajis KpoBi npotaroM 1 Twkus. ITicns BifHOBIEHHS 0O
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CTAHY 31 CTyIEHeM TSXKKOCT] peakiliff < 2 po3noYaTH HACTYNHHUH MUK,
3aCTOCOBYIOUY mMaKy camy 003Y.

1 5-it mens nepmux 2 NUKIIB

Ipu cTami 31 cTyneHeM THKKOCTI peakuliif 3, IPOXOBKHTH
3aCTOCYBAHHs npenapary I6paHc B MOTOUHIH /031 10 3aBEPIICHHS
LAKITY Ta TOBTOPUTY 3arabHuit aHamis Kposi Ha 1eHb 22.

IIpwu crami 3i cTyneHeM TSHKKOCT] peakuid 4 Ha AeHb 22, [IUB.
MOAUGDIKAIIIO XO3U AJISL CTYHEHS 4.

Cnix POSTIAHYTH MOJKITHBICTD 3HIIKEHHS JO3H Y IGHb | HACTYITHHX
UUKITB y pa3i TpuBanoro (>1 THKHA) BiAHOBIGHHS Mic/s HeHTponeHi]
cTymens 3 a6o peuuauBHOI HelTponeHii cTynens 3.

Crymins 3 B 6yns-gxuii yac:
AKH? (<1000 o [punuaATH 3aCTOCYBAHRS Npenapary I6panC [0 BiZHOBIICHHS CTaHy 3i
500/mm>) 3 CTYIEHEM TXKKOCTI peakiiit < 2. BilHOBATH 3aCTOCYBaHHA Ha piBHI

JIMXOMaHKo1O0 > 38,5 °ClHacTynHOi OiNbII HU3BKOI JO3H.
ta/abo iHbexmis
Crymnins 4° B 6ynb-axuit 9ac:

[IpHIIMHATH 3aCTOCYBAaHHs IpenapaTy 16pasc 10 BiIHOBICHHSA CTaHY 3
CTYIIEHEM TSKKOCTI peakiiit < 2. BifHOBHTH 3aCTOCYBaHHS Ha PIBHI
HACTYITHOI O17TBII HU3BKOT J103H.

Busnauenus crynens signorigao xo CTCAE 4.0.

AKH — a6comorra kinpkicts Heiirpodinis; CTCAE — 3aransHi xpuTepii TepMiHONOTT 115
xiachikamii no6iunpx peakmnii; HMH — vrokHsa mexa HOpMH.

% CTocyeThesl BCIX TeMATONOTIYHMX MOBIUHIX peakiil, kpim nimMdonenii (K110 BOHa HE N10B’13aHA 3
KJTIHIYHUMH SIBUIIIAMH, HATPHUKIIAL OHOPTYHICTH‘-IHHMH indexuiamu).

® AKH: crymins 1: AKH < HMH - 1500/mm?; crynias 2: AKH 1000 — < 1500/mm3;

cryminb 3: AKH 500 — < 1000/mm’; cTyniss 4 AKH <500/mm°.

Tabnuus 8. Momndikauis 1o3u npenapaty I6panc i nikysanss. Heremaronoriqaa TOKCHIHICTb

Crymins Tspkkocti 32 CTCAE Monudikawuii no3u
Crynins 1 a6o 2 Kopexuis 1o3u He noTpiOHA.
HeremaTosoriqia TOKCHYHICTB ITpUNUHUTA 3aCTOCYBAHHS, IOKH CHMITOMH HE
cTyneHs > 3 (Ko 30epiracTecs BITHOBJIATHCA JIO:
He3BKAIOYM Ha JIIKYBaHHSI) e crymens < 1;

o crymens <2 (SKWO HE BpaxoBYBaTH GaKkTop
PHBWKY JUTS MaLli€HTa)
BiZHOBHTH 3aCTOCYBAHHS Ha PiBHI HACTYITHOT OiIbII
HH3BKOI 103H.
Busnauenss crynens Bianosigao go CTCAE 4.0.
CTCAE = 3aranbHi kpurepii TepMiHoIOTi Ui KiacHpikanil moGiTHUX peaKLii,

IMauwientam 13 TOKKUMU  (Qopmamu  iHTepcTHmianbHOI xBopobu nereds (IXJI)/ MHEBMOHITY
3aCTOCYBAHHs TMperrapary I0padc ciiig NOBHICTIO NPHNMHHTH (IuB. po3in «OcobmuBocTi
3aCTOCYBAHHI).

OcobymBi TonyIsuii

Hayienmuy nimno020 6iKy

JliTaiM narientam (y Biui Bix 65 pokiB) Kopekuis go3u npenapary I6pasc He noTpibHa (XuB. po3ain
«DapMaKOKIHETHKA).

Iopywenns Qynxyii nevinku
[ManienTam 3 mopyreHHEsMY (G yHKIIT Tedinky erkoro abo momipHoro crynens (kiac A i B 3a Haitna-
[T’r0) Kopexuisa po3u npemnapary Iopanc He notpidna, [Tauientam 3 mopymeHHAMH QYHKUIT NeYiHKH
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tsoxxoro cTynens (xaac C 3a Yaitna-I1"10) peKoMEHA0BAHO 3aCTOCOBYBATH 103y 75 mr 1 pa3 Ha J€Hb
3a cxemoro 3/1(mmB. posnin «Oco6HBOCTI 3aCTOCYBAHHA» T2 «DapMaKOKiHETHKAN).

Iopywenna Qynkyii HUpox ‘
TMamiesTaM 3 HEPKOBOXO HENOCTATHICTIO JIETKOTO, rromipHoro abo TSHKKOro CTYNEHA (xnipeHc
xpearuniny [CrCl] = 15 MJI/XB) KOpEKLis J03yBaHH:A lpernapary IGpanc ue HOTPiﬁHu. Hamnx puss
HATAHHS pexomeﬂﬂauiﬁ OO KOpeKUii X03¥ mpenapary namnieHTaM, SKHM HOTPIOHMH remMoalans,
HEIOCTATHEO (JMB. PO3MLI «Oco6aUBOCTI 3aCTOCYBAHHAY T «DapMaKOKiHETHKEY).

Cnocib 3acTOCYBAHHS

[6panc NpU3HAYCHMH I TEPOPANBHOTO  3aCTOCYBAHHI. Tabnerky MOMKHA 3aCTOCOBYBATH
He3AICKHO Bin mpuifomy bki  (uB. po3min «Dapmakokinerukay). Crnif yHHKATH npuHOMY
nanGomukiOy 3 rpeitridpyrom abo rpeindpyToBHM COKOM (muB. posmin «B3aemoais 3 IHIIIME
miKkapesKIMy 3aco0aMu Ta (B BHIH B3aEMOIIN). ‘

Tabnerku I6panc caix KOBTATH LUIHMH (HE PO3KOBYIOUH, HE JIAMAIOHH Ta HE PO3ILTIOOHH ix nepes
npokosTyBaHisam). He ez npritMaTi TabNeTKy, AKIIO BOHH 3mamaHi, TpicHyTi a60 MaroTh iHIL
NOLIKOIKEHHSL.

Himu.

Besneka Ta eeKTUBHICTb 3aCTOCYBAHH Mpelapary I6panc AiTsM i migTiTKaM (BikoM < 18 pokiB) He
BeTaHOBNEHI. JaHi BiNCYTHI.

Iepedosyeanin

Y pasi nepeno3ysanns mandouuKioom MOKYTb BHHHKATH IITYHKOBO-KHIIKOB] (HANPUKIIAA HYIOTa,
GMIOBAHES) i FeMATONOTI4H] TOKCHIHI eperrH (manpukIazn HefiTPOIIEH). Cnix mpoOBECTH 3ardIbHY
NiATPUMYIOUY TEPATIIO.

Ho6iuni peaxyii

KopoTxuii orms npodinio Gesnexn

SaransHuit npodins Gesnexu npenapaty [6paHC IPYHTYETECHA Ha 06'e/(HAHUX JAHKUX, OTPUMAHHUX Bill
872 mamieuTiB, 1K OTPUMYBAIM NANGONMKIIO Y OEAHAHH] 3 TOPMOHAIBHOKO teparmiero (N = 527 B
xombinawii 3 nerposonom i N = 345 B xombinauii 3 hyJIBECTPAHTOM) B PAHAOMi30BAHMX KIHITHHUX
pocmimxennsx npa HR-nosurusHOMY, HER2-HEraTHBHOMY IMOIIHPEHOMY ab0 METacTaTHIHOMY
paxy MOJOYHOI 3aJ103H.

Hait6insm nowmmpeni mobiuni peaxuil (=20 %) Oymb-AKOTO CTYMEHS, IO Oynu 3apeecTpoBaHi y
naiienTiB, sKi MpuiiMany nanbonuKIit B PaHIOMI30OBAHHX KIHIYHHX MOCIIJDKEHHSX, BKIIFOYaIIH
geifrporenito, iHdeKuii, nefikonexiio, MABHIICHY BTOMJIIOBAHICTD, HYHAOTY, CTOMATHT, AHEMIIO,
iiapero, anorenio i TpoMGoumToneHio. Half0lnpm MOmHpeHHMH noGiunuMu peakiismu (>2 %) 3
crynens abo BHIe NPH 3aCTOCYBAHHI MANOOUHKIIOY 6ynu ueifrponenis, neiikonenia, iHdexuil,
ameMis, 36inplIeHHS piBHA acmapTaTaminoTpamcepasn (ACT), migsumena BTOMJTIOBAHICTb 1
36inseHHs pipHA ananinaminorparchepasu (AJIT).

Sumxends a6o Moam(ikauis H03U BHACHIJOK BHHHUKHEHHSI Gymp-akux MOGIYHUX peakuid Oymu
noTpi6i 38,4 % mauienTis, AKi orpumysany [0paHC B PAHIOMI30BaHUX KIIHIYHMX HOCIIOKCHHAX
HE3IEXKHO Big KoMOIHAII,

3acTocyBaHHs penapary 0yiIo 0CTaTo4HO NPHUIMHEHO BHACTIJOK BUHMKHEHH: MOOIYHMX peakiii y
5,2 % mauiexTiB, AKi OTpEMyBany I6paHC B PaHIOMI30BaHNX KIIHIYHUX OOCTIIKEHHSIX HE3aIE€KHO
Bix komOiHamil.

Tabmunvit orsa noOIUHEX peakiiii

B Tabnumi 9 HaBemeHo MobiuHi peakiii, Mpo fKi IOBIAOMILLIOCA B X041 3 paHAOMi30BaHMX
JocHimKkeHb. MemiaHa TpHBAIOCTI JIKyBAaHH MAan6ONUKIIOOM 33 JaHUMH 3BEICHOTO Habopy JaHuX
Ha MOMEHT MPOBEJEHHS OCTATOYHOTO aHATI3Y 3aralbHOT BikuBaHOCTI (3B) craHoBMIIA 14,8 MicsLs,
V raGmuni 10 HapeneHi BiZXWIEHHS naBOpaTOPHUX MOKA3HHKIB, fAKi CIOCTEpIramucs y xomdi 3
PaHIOMi30BAHUX JOCIIJKEHB.

ITo6iuni peakuii HABOAATHCS 32 KIACOM CHCTEMH ODTaHiB i 4acTOTOIO. YacToTa BU3HAYAETLCA SIK!
myse nonrupeni (>1/10); mommpeni (21/100, <1/10) i nenowmwmpeni (>1/1000, <1/100).
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Ta6muus 9. To6iuni peakitii, mpo sIKi IOBIXOMIIAIOCS B X0 3 paH{OMI30BaHHX pociimkens (N=872)

T4 I 9ac MicHIpeecTpaifHOro mepiouy

Kirac cucremu oprasis Bci crynesi, Crymins 3, Crymins 4,
YactoTa n (%) n (%) n (%)
IToGiyHa peakuis’”
Tndexuii Ta igBasii
Hyoice nowupeni
Tadexii® 516 (59,2) 49 (5,6) 8 (0,9)
TNopymenns 3 60Ky KpoBi i TiMpaTHIHOI
CHCTEMH
Hyoice nowupeni
Heiirponenia® 716 (82,1) 500 (57,3) 97 (11,1)
Jeitkonenis® 424 (48,6) 254 (29,1) 7 (0,8)
Anemis® 258 (29,6) 45 (5,2) 2(0,2)
TpombonuToneHis 194 (22,2) 16 (1,8) 4 (0,5)
Towupeni
DeOpiIbHA HEHTPOTIEHIS 12 (1,4) 10 (1,1) 2(0,2)
Posnaan meTabosizMy Ta XapuyBaHHS
Lyaice nowupeni
SHIDKCHHS allCTHTY 152 (17,4) 8 (0,9) 0 (0,0)
[TopymurenHs 3 60Ky HEPBOBOI CHCTEMH
TIowupeni
Hucressis 79 (9,1) 0 (0,0) 0 (0,0)
IlopymeHnHs 3 60Ky OpraHis 30py
Towupeni
HeuitkicTb 30py 48 (5,5) 1(0,1) 0 (0,0)
ITigsuneHe CIb030BUIITIEHHS 59 (6,8) 0 (0,0) 0 (0,0)
CyxicTs 04eif 36 (4,1) 0 (0,0) 0 (0,0)
CynuHHI po3Iazy
Touwupeni
Bero3Ha TpoMGoeMboJTis 28 (3,2) 11(1,3) 7 (0,8)
IMopymeHHs 3 60Ky OpraHiB AHXaJILHO]
CHUCTEMH, TPYAHOI KIITKH 1 CepeoCTIHAS
THowwupeni
Hocoa kpoBoTeua 77 (8,8) 0 (0,0) 0 (0,0)
IXJ1/mHeBMOHIT 12 (1,4) 1(0,1) 0 (0,0)
[ITyHKOBO-KHIIKOBI PO3IaaH
Hyorce nowupeni
Cromatur® 264 (30,3) 8 (0,9) 0 (0,0)
Hynota 314 (36,0) 5(0,6) 0 (0,0)
Hiapes 238 (27,3) 9(1,0) 0 (0,0)
BrroBanus 165 (18,9) 6 (0,7) 0 (0,0)
TopymenHs 3 60Ky IIKIpH 1 MAIKIPHOT
KIITKOBHHH
Hyorce nowupeni
Bucun" 158 (18,1) 7 (0,8) 0(0,0)
Autornienis 234 (26,8) H/3 H/3
Cyxa mxipa 93 (10,7) 0 (0,0) 0 (0,0
Howupeni
CHHIPOM JOJIOHHO-ITI JOIIOBHOL 16 (1,8) 0 (0,0) 0 (0,0
epuTpoucecTesii
Henowwupeni
NIxiprnit 4epBOHUHN BOBYAK 1(0,1) 0(0,0) 0 (0,0)
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MynpTH(OpMHA epUTEMA 1(0,1) 0 (0,0) 0 (0,0)
3arajbHi po3JIaH i CTaH Ha OUISHI
3aCTOCYBAHHA
yaice nowiuperi
BTOMIIOBaHICTh 362 (41,5) 23 (2,6) 2 (0,2)
Acrenis 118 (13,5) 14 (1,6) 1 (0,1)
[Tipekcis 115(13,2) 1(0,1) 0 (0,0)

JIaGopaTopHi JOCTiIHKEHHS
Hyoice nowupeni

ITigsuinenns pisus AJIT 92 (10,6) 18 (2,1) 1(0,1)

IMigsumenus pisasg ACT 99 (11,4) 25(2,9) 0 (0,0
THowupeni

[TixBuILEHHS PIBHA KPEaTHHIHY B 57 (6,5) 3(0,3) 2(0,2)

KpOBI
AJIT — anaminaminotpancoepasa; ACT — acnapraramiHoTpaHcepasa; IXJI— inTepcTuuianbHa
xBopoba nereds; N(n) — kinbkicts nanienTis; H/3 — He 3aCTOCOBYETHCH.

? 3asnaueno nepesaxkui Tepminu (I1T) ms sBum Bixmosifxo 10 MedDRA 17.1.

® Bei IIT, mo BiAHOCATECA 10 KJIaCy CHCTeMH oprauis; indexuii i iHBasil.

° ¥V T.4.. HEUTPOIIEHIs, 3HMKEHA KITBKICTh HEATPODimiB.

4V T.4.: nefKkoneHis, 3HUKEHA KiNbKICTb JIEHKOLUTIB.

®V T.4.: aHeMist, SHIDKEHHsI PIBHS FeMOrTI00iHY, 3HI)KEHHS PiBHS [EMATOKPUTY.

'V 1.4.; TpoMOOUMTONEH S, 3HIKEHA KUTBKICTh TPOMOOLHTIE.

¢ V T4 adTO3HMH CTOMATHT, XEHIIT, ITIOCHT, IVIOCOACHIs, BHPA3KH y POTOBIH IMOPOXKHHHI,
3amajieHHs] CIM30BHX O0OO0JOHOK, OLIs y pOTOBI MOpOXHHHI, OpodapeHrianbHui AuckoMoprT,
opodaperriansHuit 6i1b, CTOMAaTHUT.

BV ru.: BucHI, MaKyJIONANyJILO3HWH BHCHI, BHCHI 3i cBepOexeMm, epHTeMAaTO3HHMIH BHCHIL,
MAITYILO3HHUH BHCHII, AEPMATUT, BYIPEIIOAiOHHH AepMaTHT, TOKCHYHI MIKIPH] BUCHIIAHHS.

'Bunagxu IXJI/mHEBMOHITY BKTIOYalOTH OYOb-SKI 3apeecTpOBaHI IOBIIOMIICHHS, 3a3Ha4eHI
riepeBaXHUMH TepMiHamy ciioBHHKa MedDRA 3a cTaHnapTH30BaHHMM 3allUTOM «IHTEPCTHILIAIbHA
XBOp00a Jterens» (BY3bKHH NMOLIYK).

/Berosna Tpom6oembonis Brirouac Taki IIT: nereesa em6omis, eMOomis, TpoMG03 IIMGOKUX BEH,
nepudeprana emOois, TPOMO03.
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TaGmuus 10, BigxuneHns 1a6opaTopHuX IOKA3HHKIB, SKi CIIOCTEPIranuca y X0/i 3 paHJOMi30BaHUX
nocmimkenb (N=872)

IGpaxnc 3 neTposonoM abo ['pynu nopiBHAHHA*
(bynBecTpaHTOM

Bigxunenas Bcei Crynine 3 | Cryniss 4 Bcei Crymins 3 | Cryniss 4
na00paTOPHHX CTYIICH] % % CTYHEeHI1 % %
MTOKA3HUKIB % %
SHIKEHHS 97.4 41,8 1,0 26,2 0.2 0.2
qricna
JICHKOIATIB
SHIKEHHS 95,6 57,5 11,7 17,0 0,9 0.6
yrcaa
Hedrpodinis
ITigBUmEHHS 95,5 1,6 0,3 86,8 0,0 0,0
piBHA
KpEaTHHIHY B
KpOBi
Anemis 80,1 5,6 u/3 42.1 2.3 H/3
3HIKCHHSA 65,2 1,8 0,5 13,2 0,2 0,0
qrcaa
TPOMOOLUTIB
ITigBumenHs 55,5 3,9 0,0 43,3 2,1 0,0
pisas ACT
Iligpumenns 46,1 2,5 0,1 33,2 0,4 0,0
pisHs AJIT

ACT — acnapraraminorpanchepasa; AJIT — ananinaminorpancdepasa; N — KiIbKICTh HaI[i€HTIB; H/3
— HE 3aCTOCOBHO.

[TpuMiTKa: CTYNMHB TSDKKOCTI BigXwieHHs BH3HaueHo BignorimHo ngo wmkanu CTCAE 4.0.
Harnionanssoro incruryry paky CIIA (NCI)

* nerposzon abo ¢hynBecTpaHT

Ornmnc oxpeMHux IOOIYHKMX Peakiii

Y miioMy Ipo HEHTPOIEHI Oyab-sAKOro CTyreHs noBizomisiock y 716 (82,1 %) mamieHTis, ski
oTpuMmyBaIu [0panc He3asnexHo BiJ koMOiHaLii, mpo HefTponeniro 3 cTyneHs moeizomisuiocs y 500
(57,3 %) mauienTis i mpo He#rponeniro 4 crymexs mosigomisuiock y 97 (11,1 %) xsopux (aus.
Taburo 9).

B 3 pannomizoBaHux KIHIYHEX AOCTIIKEHHAX MeliaHa yacy 10 IepLIOro emizony Hedrtpomenii
Oynp-sxoro crynens craHosuna 15 muis (13-317), meniana TpuBanocti Hedtrtponenii 3 crymens i
BUILE — 7 AHIB,

[Ipo sunnkHenus ¢pebpunbroi HeHTponenii mosimommstocs y 0,9 % nanientis, saxi oTpuMyBamu
I6panc y noeananHi 3 ¢ynsectpanToM, i y 1,7 % mauienTis, ski oTpuMyBanM NanboLmuKii6 B
KoMOiHamil 3 IeTPO30IOM.

IIpo Bunukuenns ¢ebpunpHoi HeHTponeHil mopigommsnocs y 2 % nauieHTis, Akl OTPUMYBAIH
I6pasc mpoTaroM yciel KINHIYHOT IpOrpamy.

ITopinomieHHs o migo3proBaui nobiuni peakuii

IlosinomieHHA npo mio3proBani MoGivHI peaktii mcis peecTpanii TikapcsKoro 3acofy Mae BaxIIHBe
sHayeHHs. [le 3abesnevye MOCTIHHMA MOHITOPHHT CIHIBBiJHOWIEHHS KOPHCTBH/PH3HK JKAPCHKOTO
3aco0y. Jlikapsm ci1iz 3BiTyBaTH NIpo Gyab-sAKi MiZo3proBani moGiuni peakuii BIANOBIIHO 0 BHMOT
3aKOHOJABCTBA.

Tepmin npuoamuocmi. 3 poku.
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Docusign Envelope |D: B6546A11-9DD5-4044-BFA5-B4044BD771C4

Ymopn 36epirannsa. 36epirary B HemocTymHoMy Wit Iited wmicui. 30epiratm B OpHIiHambHIM
YIAKOBLI JUIs 3aXUCTy Bix Bosord. He motpeGye 0coGNMUBHX TeMIIEpaTypHUX YMOB 30epiraHHs.

Vnakoska. [To 7 Tabnetox y 6icrepi, mo 3 GuicTepn y KapTOHHIH KopoOLi.
Kareropis Bianycky. 3a perenTom.

BupobHuKk.
daitzep Menrodexaypunr Jowrenn 'm6X / Pfizer Manufacturing Deutschland GmbH.

MicuesnaxomsKeHHsi BUPOoGHUKA Ta Horo agpeca Micust NpoBa/KEHH AiVILHOCTI.
Mycsansgans 1, 79108 ®paitbypr Im Bpaiicray, Himequnna/
Mooswaldallee 1, 79108 Freiburg Im Breisgau, Germany

JlaTa OCTAHHBOrO EPerJIsay. 20 05" oA

TeKCT Y3roAXeHo Docusignadiby:

octanosa C.M. Sw{‘(,am 0—5{‘&{%
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