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IHCTPYKIIA
JJIS METHYIHOIO 3ACTOCYBAHHS JIKapChKOTro 3ac00y

KICKAJII

(KISQALI)
Crnao:
Oitoua pevosuna: ribociclib;
1 TabneTka MiCTHTH PUGOITUKIIOY CYKIMHAT, [0 €KBiBaJICHTHO puOonukiiOy 200 Mr;
Q0NOMIDICHT peyo6uHY: LIETI0I03a MIKPOKPHCTAIIYHA, KPOCTIOBINOH (THII A), IIPOKCHIIPOIIIIIETOI03a
HH3BKO3aMillleHa, MarHilo cTeapar, KPEMHII0 NIOKCHA KOJOIAHMH Oe3BOIHHUH, 3aji3a OKCH]I YOPHHH
(E 172), 3amiza okcun depBonmit (E 172), neuuTWH CO€BUH, CHMPT IOJIBIHIIOBHA YaCTKOBO
rigponizoBaHwii, TaybK, TUTaHY Aiokcun (E 171), kcaHTaHOBa KaMeb.

Jlikapcexa dpopma. TabeTku, BKPUTI IUTIBKOBOIO 000JIOHKOKO.

OcHosHi hizuxo-ximiuni enacmugocmi.

KPYIJi BUTHYTI TaONETKH 31 CKOLIEHMMH KpasMH, CBITJIOTO CipyBaTo-(ioneToBOro Koibopy, 0es
puckw, 3 TucHeHHIM «RIC» 3 oHOTO0 60Ky Ta «NVR) — 3 iHIIOTO.

dapMakoTepaneBTHYHA FPyNa. AHTHHEOIIaCTHIH] 3aco6u. IHTi6iTopy NpoTEiHKiHA3H.
Kox ATX LO1X E42.

Dapmaxonoziuni enacmugocmi,

Dapmarxoounamixa.

Mexani3m aii.

Pubormuximi6 € cenekTHBHAM iHTiGiTopoM IukmiHzanexHuX kiHa3z (CDK) 4 ta 6 i npusBoauTe OO iX
50 % 1imri6inii (ICso) y Gioximiunmx aHamizax mpu xoHnentpauisx 0,01 (4,3 mr/mm) 1 0,039 MxM
(16,9 ur/ma) signosigo. Ili KiHasW aKTHBYIOTBCSA IPU 3B’A3yBaHHI 3 D-muKIiHAME 1 BiIIrparoTh
BHUpIIIANBHY POJIb y CHTHANBHUX IUIAXaX, AKI PETyIOIOTH KIITHHHAM IHUKI i mporidepanito KIiTHH.
Kommneke muxnin  D-CDK4/6  perymoe mporpecyBaHHsS — KIITHHHOTO — IHMKIY — IIIIXOM
bochopunroBanss 6inka peruHoO1acToMu (pRb).

In vitro pubomukmi6 smenmyBas ¢ocdopumosannas pRb, npussomsuu jgo 3ynmEkE ¢asu Gl
KIITHHHOIO IUKITy Ta 3MEHIIYIOUH IpoJidepaniio KIiTHH y KIITHHHMX JIIHIAX PaKy MOJIOYHOI 3aI03H.
In vivo MoHOTepamis pubONMKII60M MPU3BOAWIA JO perpecii IMyXJIMHH, IO BiAmoBifano iHriGirii
docdopunroBanHs pRb.

V mocmimkeHHSAX in vivo Ha MOJEN OTPHMAaHOTO Bil HalieHTa KCEHOTPAHCIUIAHTAaTa PaKy MOJOYHOI
3aJI03M, HO3UTUBHOTO 32 penentopamu ectporeny (ER+), 3acrocyranHs xoMm6iHali# prbor,kuiby ta
AHTHECTPOreHiB (HANpPHKIAJ JETPO30Jy) MIPU3BOAUIO A0 OLTBII BHPaXKEHOTO HPUTHIYEHHS POCTY
IyXJIMHU 31 CTiHKOIO PETpecicro MyXJIMHH T4 BIACTPOYCHHM BiTHOBJIEHHAM POCTY ITyXJIHHM MHiCIs
IPUIIMHEHHS JIiKyBaHHS IOPIBHAHO i3 3aCTOCYBaHHSAM KOXHOIO IIpernapary Y QPN i
YMOBaX i1 Vivo OLIHIOBAIM MPOTHIYXJIMHHY aKTHBHICTh pHOONMKIIOY y KoMIRaIm
y MuIIel 3 imyHomedimmToM, sIKi HecyTh KceHOTpaHCIIaHTaTH ER+ pa
ZR751; 3acTocyBaHHs Takoi KOMGIHALIT IPH3BOAMIIO IO TOBHOTO IPUTHI _
AHani3 maHei KIITHHHUX JIHIA paKy MOJIOYHOI 3aJI03U 3 BIAOMHM 't CTPYBaB
OLIBII BUCOKY €(heKTHBHICTH pHOOIMKNIOY y KIITHHHHX JIHIAX PaKy M " SHOT /S graTycoM




ER+, mix y Ttakux 31 crarycoM ER-. ¥V mochijokeHHX IOKIIHIYHAX MOJENSIX AN aKTHUBHOCTI
pubonuknidy 6yB HeoOXimHuuil iHTakKTHHH pRb.

Enexmpodbizionozis cepus.

Jlnst oninky BILTHMBY puOouKiIiOy Ha iHTepBat QTc y HMaIlieHTIB 3 MOUWMPEHUM pakoM OYJIH BUKOHAaHI
cepii EKT", mposeneni Tpuui micist 3aCTOCYBaHHS OJHOPA30BOI JIO3M MPH JIOCATHEHHI PIBHOBAXXHOTO
crany. B ananis dpapmakokineTuku i papmakoanHaMiki Oyau BKIIFOYEHI naHi 3aranoM 997 mamieHTiB,
AKi OTPUMYBAIX JIiKYBaHHA pHOOIMKIIOOM B miana3zoHi o3 Bif 50 qo 1200 mr. AHamni3 Iokasas, IO
pubonmkini® cnpuuuHSAE 3alleXXHe Bif KoHueHTparii 30utbmenHs iHTepBany QTc. Pospaxopana
cepemus 3mina QTcF Bix BuximHOTO piBHS NpH 3acTocyBaHHI mpenapary Kickam y mo3i 600 mr B
koMOiHarii 3 HecTepoiguum iHTiIGiTOpoM apomarazu (HCIA) abo ¢yneectpanToMm craHoBmia 22,0 Mc
(90 % MI: 20,56; 23,44) i 23,7 mc (90 % JI: 22,31; 25,08) BinmOBiAHO TIpH T€OMETPUYHIHR cepenHii
Cmax B piBHOBaXHOMY cTaHi mopiBusHO 3 34,7 mc (90 % [I. 31,64; 37,78) npm 3acTocyBaHHI B
koMOiHaIliil 3 TaMokcHpeHoM (TUB. po3ai «OcoOIUBOCTI 3aCTOCYBAHHS).

Kuniniyna edbekTUBHICTS i Oe3nexa.

Locniooncenns CLEEQI1A2301 (MONALEESA-2).

IIpenapar Kickaii oIiHIOBaIM y paHIOMi30BaHOMY, HOJABIHHO CIINOMY, IUaneb0-KOHTPOIbOBAHOMY,
OaraToleHTpoBOMY KiiHiuHomy pocmipkenni III ¢dasw JixyBaHHS JKIHOK y IIOCTMEHONAy3i 3
MO3UTHRHUM 3a perentopoM ropmory, HER2 (pemenrtop emiepMansHOro ¢axTopa pocTy TIOJUHH 2
THIY)-HETaTUBHUAM IOIIMPSHHM PakoM MOJIOWHOI 3aJI03H, SKi paHille HE OTpPUMYBalHM Tepamii 3
MIPUBOJIY HOIMMPEHOTO 3aXBOPIOBAHHS, y KOMOiHAMIT 3 IETPO30JIOM IIOPIBHIHO 3 JIETPO30JIOM OKPEMO.
3aragom 668 mamicHTiB OyJI0 paHIOMI30BaHO Yy CIiBBimHOMIEHHI 1:1 11 OTpMMaHHs IIpenapary
Kickani y mo3i 600 mr i nerposony (n = 334) a6o mnane6o i netposony (n = 334) ta crpatudikoBaHi
BIATIORIZIHO 10 HAsIBHOCTI METAcTa3iB y mediHni Ta/abo nereHsx (Tax [n = 292 (44 %)} abo ui [n = 376
(56 %)]). Jemorpadiuni Ta BHXiJHI XapaKTEpPUCTHKH 3aXBOPIOBaHHS Oynu 30alaHCOBaHMMH Ta
DOPIBHSHHUMY Y Ipymax gociimkerus. [Ipenapar Kickami 3acTocoByBain nepopaibHo B 1031 600 Mr
Ha 100y mporsrom 21 MOCTIZOBHOrO AHS 3 MOAAJBINOK 7-IEHHOK IIEPEPBOI0 Y JIKyBaHHI B
KoMOiHaIIii 3 1eTpo30soM y A03i 2,5 Mr 1 pa3 Ha 700y mpotsarom 28 auiB. [larnienTaMm He T03BOJISLIOCS
mepexoouTH 3 mnane6o Ha Tpenapar Kickam mig 9ac AociimkeHHs abo Iicis IporpecyBaHHA
3aXBOPIOBAHHSL.

Cepenniil Bik manieHTiB, BKIIIOUEHUX JO I[HOTO JOCITiDKEHHS, CTAaHOBUB 62 POKY (Iiana3oH Bix 23 1o
91). 44,2 % nanienTiB 6ynu BikoM MoHaL 65 poKiB, y ToMy 4ucii 69 mamieHTiB — moHam 75 pOKiB.
Cepen maitieHTiB Oyiau mpencTaBHUKH eBpomneoinuoi (82,2 %), monronoiguoi (7,6 %) i HerpoigHoi
pacu (2,5 %). Yci nmanientn Manm QyHKmioHameHU#E craryc 3a mkamoro ECOG 0 a6o 1. V rpymi
nikyBaHHs mpernapatoM Kickami 43,7 % narmieHTiB OTpAMYyBaly XiMiOTepalilo B Heoax IOBaHTHOMY
abo ax’ToBaHTHOMY peXxuMi, a 52,4 % OoTpuUMyBaIi aHTUTOPMOHABHY TEPAIlilo B HE0a] FOBAHTHOMY
ab0 aq’IOBaHTHOMY PEXHMI 70 BKIIOYEHHS y mochimxenHs. 34,1 % mamientiB Oynu de novo (Manu
BIIEPINE AiarHOCTORaHMM pak). ¥ 20,7 % MaIlieHTiB CIocTepirajocs MeTacTa3yBaHHS PaKy TUIBKH Y
KicTkH, a y 59,0 % — MeTacTa3zyBaHHs paKy y BicuepanbHi oprani. IlanieHTH, SK1 paHille OTpAMYBalx
(Heo)a 'IOBaHTHY TEpallilo aHacTpPO30JoM abo JETPO30JIOM, ITOBHHHI OyIH 3aBEpIIMTH WO TEPaIiio
HoHaiMeHIe 3a 12 MicAIiB 0 paHaoMi3alii y JOCTiKeHHS.

[lepBuHHa KiHIleBa TOYKA Y HOCITIKeHH]I Oyia JOCITHyTa MPH 3allJJAaHOBAaHOMY ITPOMIKHOMY aHai3l,
IIPOBEACHOMY Iicis criocTepeskeHHs 80 % 3ariaHOBaHUX BHIIA/IKIB BIDKMBAHOCTI 6€3 IporpecyBaHHS
saxBopioBaHHs (BBII) 3 BUKOpPHCTaHHSM KpHUTEpiiB OIIHKM BIANOBIJAI NpPH CONIAHMX IIyXJIHHAX
(RECIST, Bepcia 1.1) Ha OCHOBI OITIHKH AOCHIHUKA ¥ BCil momysisinii (yci paHaoMi30BaHI IAi€HTH), 1
MiATBEP/DKECHA HE3AICKHOIO IEHTPAIBHOIO PaioIoriYHO OIIHKOIO 3aMAaCKOBAaHUX JaHUX.
Pesynbrary ominku epeKTHBHOCTI MPOJEMOHCTPYBAIM CTATHCTHYHC 3Hadylne mokpameHHs BBII y
MAIEHTIB, Ki OTpuMyBanu npenapat Kickasi Ta JeTpo30JI, OPIBHIHO 3 HAlli€HTaMHU, IKi OTPUMYBaIK
mrane6o Ta NETPO30J, IpH aHati3i Beiel momymamii (cniBBinHOmenHs pusukis 0,556; 95 % Jl: 0,429;
0,720; p-3Ha4YeHHS 32 OLHOCTOPOHHIM cTparudikoBaHuM sor-panrosuM kpurepiem = 0,00000329) 3
KIIiHIYHO 3HAYYIUM e(eKTOM JiKyBaHHS.

['mo6GaspHi JaHI HIOMO CTaHy 34OPOB’SI/SKOCTI XXUTTA HE MPOAEMOHCTpYBAllU
IpYIIOI0 3acTocyBaHHS mpenapary Kickami Ta JETpo3oiy 1 TI'PYIOCIO 3acTg
JIETPO30Iy.

Binbmr mizHe oHOBIIEHHs AaHWX 3 €(QEKTHBHOCTI (1aTa 3aBepieHHs 360py 1
HaBeJIeHo y Tabmmax 11 2.




Meniana BBII cramosmna 25,3 micsus (95 % I 23,0; 30,3) mis mamieHTiB, SKI OTPHMYBald
puborukni6 i netposorn, ta 16,0 micsus (95 % JI: 13,4; 18,2) mid maumieHTiB, AKi OTPUMYyBAIH
miane6o i nerpo3on. Y 54,7 % nauieHTis, ski oTpuMyBand puOOIUKIIG i TeTpo30I1, He CIIOCTepiranocs
IIPOTPECYBaHHs 3aXBOPIOBAHHS uepe3 24 Micsi mopiBHAHO 3 35,9 % y rpyni 3actocyBanHs IIane6o 1
JIETPO30ITy.
CTaTucTHYHO 3HAUYINOI Pi3HUIN B 3arajbHiil BixuBaHocTi (3B) Mixk rpynoro JiKyBaHHS IIPEIapaToM
Kickami Ta meTpo30ioM i Tpymoro 3acrocyBaHHs mnanebo i nerposory (CP 0,746 [95 % Jl: 0,517;
1,078]) me 6yno. Jlani moao 3B 3ayiMmaroTbca HEMTOBHAMMU.
Tabmu 1

MONALEESA-2 — pesynbratu ouinku ecdextusHocti (BBII) Ha OCHOBI pamiosioridHOl OLIHKM
nocaimHuKa (narta sasepiieHas 30opy ganux 2 ciung 2017 poky)

OHogneHMii anaiis (1ara 3aBepineHHs 360py manux 2 cigas 2017 poky)

[Toxa3zHUKH Kickarni Ta netpo3oin IInane6o i meTpo3oi
N =334 N =334

BumxuBanicTh 63 mporpecyBaHHS

Meniana BBII [micsami] (95 % A1) 25,3 (23,0-30,3) 16,0 (13,4-18,2)

CuiBBigHomeHHs pu3ukis (95 % 1) 0,568 (0,457-0,704)

p-3HadeHHS 9,63 x 108

M1 — nosipunii inTepBan; N — KiJIbKiCTb MAII€HTIB,;
p-3HaYEHHS OTPUMAHO 3a OAHOCTOPOHHIM CTpaTH(hiKOBaHNM JIOT-PAHIOBUM KPHTEPIEM.

MONALEESA-2 — rpadix Kammana — Meitepa ans BBII Ha ocHOBI OIHKE mochigHuka (JaTa
3aBepuIeHHS 300py nanux 2 ciuug 2017 poky)

= 100 gy
é .
= %
- ]
3 80 v o T
2 e
Z v o5 "_"-_.,___L_
& ey, i
=3 60-{, MOMCHTH LCH3YpyBaHH] v e W
E — Pubomuxmi6 (N = 334) “‘-‘L
5 ITnane6o (N = 334) Yo S——
£ —
g 40+ o on =
2 _ : . )
= Kinpskicts sBum: pubouurmni6 — 140, nnane6o — 205 % N
= CrnissignomenHs pusukis 0,568; 95 % 11 [0,457; 0,704] N, ¢ ew (_._.
2 = . - : - o
'E. %7 Meniana Kannana — Meitepa: puSormkni6 — 25,3 micsiy;
‘3 miane6o — 16,0 micsaig
[=]
é Jlor-panrose p-3HaueHHA 9,63*107(-8)
o+
=, T T T T 7 T T T T 7 7 T T T T T T
0 2 4 6 8 0 12 14 16 18 20 22 24 2 28 30 32 34
Yac (micsmi)
KinekicTs nauieHTiB, ki Bee e MaIOTh PU3HK
Yac 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Pu6oumkni6 334 294 277 257 240 227 207 196 188 176 164 132 97 46 17 11 1 0
[Tnave6o 334 279 265 239 219 196 179 156 138 124 110 93 63 34 10 7 2 0

Puc. 1.




(CP 0,561 [95 % [I: 0,424; 0,743], meniana BrmKHBaHOCTI 6e3 mporpecyBanns [MBBII] cranosuia
24,8 micsans npu 3acTocyBaHHI KoMOiHarii npenapary Kickasi ta rerposony mopisustzo 3 13,4 Micsus
IIPH 3aCTOCYBaHHI JIETPO30Jdy OKpemo) abo 6e3 MmeTacrasiB y meuwinni Ta/abo nerensx (CP 0,597
[95 % AI: 0,426; 0,837], MBBII 27,6 micsig nopiBHgHO 3 18,2 Micsis).
OHOBIIEH] pe3ynbTaTd M0N0 3aralbHOI BIAMOBIAL T4 YaCTOTH KIIIHIYHOI e(eKTUBHOCTI BiT0OpaXeHo y
TabmuIi 2.

Tabmmns 2
MONALEESA-2 — pesynsratu oninku edektusrocti (U3B? UKE®) Ha 0cHOBI OMIHKH JOCTiIHHKA
(maTa 3apepruenHs 300py ganux 2 civyasg 2017 poky)

Amnais Kickai + nerpozon [Trnane60o + neTpo3o P-3HaYEHHS"
(%, 95 % 111) (%, 95 % 1)

Bes nonynsuis ang ananizy | N = 334 N =334

YacToTa 3arajibHol 42,5 (37,2;47,8) 28,7 (23,9; 33,6) 9,18 x 107

Bimmorimi®

YacroTa KIriHigYHO1 79,9 (75,6; 84,2) 73,1 (68,3; 77,8) 0,018

edekTHBHOCTI®

[TamienTH 3 BUMipIOBaHUM N =257 N =257

3aXBOPIOBAHHAM

YacTtoTa 3aranpaol 54,5 (48.,4; 60,6) 38,8 (32,7, 44.9) 2,54 x 10"

BiAmIOBIMI® '

YacroTa KIiHIYHOY 80,2 (75,3; 85,0) 71,8 (66,2; 77.5) 0,018

edexTuBHOCTI®

2 U3B: ygacroTa 3arajbHO! BiIOBiMI = 4YacTKa HALEHTIB 3 MMOBHOK BiANOBIANIO + YacTKOBOIO
BiJIITOBITIO.

® UKE: yacToTa K1IiHIYHOI edeKTHBHOCTI = 4acTKa MAI[i€HTIiB 3 IIOBHOIO BilTORIUIIO + YaCTKOBOIO
BIANOBLAMIO (+ cTabimbHe 3axBOPIOBAaHHS ab0 HEINOBHA BiMIIOBINE/BIACYTHICTH NPOrpeCyBaHHS
3aXBOPIOBAHES IPOTITOM > 24 THUXHIB).

" p-3HaYeHHs OTPHMAHO 3a OJHOCTOPOHHIM KpuTepieM Xi-kBaapar Kokpama — Manrtens —
I'enczens.

Hocnioowcenns CLEEQIIE2301 (MONALEESA-7).

IIpenapar Kickani oiiHIOBaNI#M y paHAOMi30BaHOMY, HOJBIIHO CJ'IlHOMy, HJIaLIe60-KOHTp0HBOBaHOMy,
OaraTouesTpoBoMy  KiiHiyHOMYy jocmipkerri Il ¢asm  mikyBaHHS kKiHOX y  mpe- i
[IepUMEHOTIay3albHOMY IIepioi 3 IO3WUTMBHHUM 3a perentopoM ropMmoHy, HER2-HeraTuBHUM
IIOIIMPEHUM pakoM MoIouHOI 3ano3u y kombinanii 3 HCIA abo TamoxcudeHOM 1 rosepeniHoM
nopiBHAHO 3 mrane6o y kxomb6iHamii 3 HCIA abo TtamokcubeHnom i rosepeninom. Ilamientu y
nocaimkerari MONALEESA-7 e oTpuMyBaid MONEPEIHBEOI0 €HIOKPHHHOTO JIKYBAHHS 3 IPHBOLY
HMOMIMPEHOT0 PaKy MOJIOYHOI 3aJI03H.

3aranom 672 narienty OyIM paHAOMI30BaHi y CIiBBIIHOINEHHI 1:1 i oTpuManHs npenapaty Kickami
y no3i 600 mr i HCIA/ramoxcudeny ta rosepeniny (n = 335) a6o ruraue6o i HCIA/ramokcudeny ta
rozepemny (n = 337) ta crpatrdikoBaHI BiINIOBIMHO JO HAJBHOCTI METACTa3iB y IEUiHII Ta/abo
nereHsx (tak [n = 344 (51,2 %)] a6o Hi [n = 328 (48,8 %)]), nonepensroi ximiorepairii 3 MPUBOLY
HonmpeHoro 3axpoproBaHHs (Tak [n = 120 (17,9 %)] abo Hi [n = 552 (82,1 %)]) Ta mOOATKOBOTO
Hpenapary y cknani kom6inosanoi ennokpranol Teparnii (HCIA i rosepernin [n = 493 (73,4 %)] abo
TaMokcuden 1 rozepenin [n = 179 (26,6 %)]|). Hdemorpadiuni Ta BHXITHI XapaKTEPUCTUKU
3aXBOPIOBaHHs Oynu 30aTaHCOBAaHUMH Ta MOPIBHSIHHUMU y Tpymax mocuimkerHs. [Ipenapar Kickanmi
3aCTOCOBYBANTH NEPOPATLHO B 11031 600 Mr Ha o6y mpoTsarom 21 MOCHiIZOBHOTO JHS 3 HOJIATIBIIIOO 7-
JEHHOIO IepepBolo y JiKkyBaHHI B koMbinanii 3 HCIA (stlerposon y moz2i 2,5 Mr abo 3 ,ﬂ' T RPROY:. 031
1 mr) abo TaMOKCI/I(I)eHOM (20 mr) nepopansro 1 pa3 Ha n00y mpoTsarom 28 t%ai"‘ et -.;n
(3,6 Mr) MmiAIKIPHO KOXH1 28 IHIB 0 NMPOrpecyBaHHs 3aXBOPIOBAHHS abo poy ;, PEKY HETTpIiRTH
TOKCHYHOCTI. IlamieHnTam He MO3BOIANOCA MEPEXOMUTH 3 Mianebo Ha mpeng §hfs I hlcﬁﬂﬁgmm arad
JociimkeHHss abo micnsl MporpecyBaHHsS 3aXBOPIOBAHHA. 3MiHA nona OB -:/- CHperEpaTeay oy -:’g
KoMOiHOBaHOT CHIIOKpI/IHHOI Teparii TakoX He JO3BOJUIACH. 1”" / W\ % n, 4:'
Cepenniit Bik mali€HTiB, BKIFOYCHUX IO MBOTO JOCHIKCHHS, CTAHOH 4 poxu Rabart m1 § .;mf v,, flo
58), a 27,7 % mnauienris Oynu Bikom g0 40 poxiB. BiiblmicTs mamienTis 6ymm BE AR kaMIT
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eBpomeoignoi pacu (57,7 %), momronoinuoi (29,5 %) abo merpoimHoi pacu (2,8 %), maibke Bei
namiestn (99,0 %) Manm BuximHwit (yHKUioHanpHWE craTyc 3a mkaroro ECOG 0 abo 1. [lo
BKIIIOYECHHS y JOCHIJUKEHHA i3 Imx 672 mamientie 14 % oTpuMyBalny XIMIiOTEpAamilo 3 IIPUBOXY
METACTATHYHOTO 3aXBOPIOBaHHsA, 32,6 % OTpuUMyBalH XiMioTepamito B am’roBaHTHoMy Ta 18,0 % B
Heoas IOBaHTHOMY pexxuMi; 39,6 % oTpHMyBaiM €HAOKPUHHY TEpallilo B ai’IOBAHTHOMY PEKMMI Ta
0,7 % — B Heoam 1oBaHTHOMY pexxumi. Y mocmimxenni E2301 40,2 % marieHTIB Mald METaCTATHYHE
3aXBOpIOBaHHS de novo (BHepilie miarHocToBane), y 23,7 % DallieHTiB CHOCTEpirasocs
MeTacTa3yBaHHA TUIBKK y KIiCTKH, a y 56,7 % — MeTacTa3yBaHHS y BiclepaibHi OpraHH.

INepsrHHA KiHIEBa TOYKa y HOCIIUKeHH] Gyla JOCATHYTa IIPH NEpBMHHOMY aHali3i, MPOBEICHOMY
micns cmocTepexxeHH 318 BHmaakiB BrkzBaHOCTI Ge3 IporpecyBaHHs 3axBoproaHHA (BBII) Ha
OCHOBI OIIIHKH JocHimHuKa 3 BukopuctanasM xpurepiiB RECIST, Bepcia 1.1, y Beilt momymamii (yci
paHzioMi3oBaHi mamieHTH). IlepBHHEI pe3ynbTaTH OLIHKH e(QEeKTHBHOCTI OyNM MHiITBEPIDKEHI
pesynsTaTamu BBII Ha 0CHOBI He3aleXXHOI EHTPaBHOI PaaioNorigHo] OMiHKK 3aMaCKOBAHUX NaHUX.
CepenHiil Yac MOJANBINOTO CIIOCTEPEXKEHHS Ha MOMEHT IepBHHHOro aHanisy BBII cranosus 19,2
Micsud.

V saranpHii TONYIAIl JOCHIIKEHHA pe3ylbTaTH OIUHKH €(QEKTHBHOCTI IIPOAEMOHCTPYBAIU
CTATUCTHYHO 3Hauyllle Nokpamenns BBII y mauienriB, ski orpuMyBamum mnpenapaT Kickam Ta
HCIA/Tamokcuen 1 rosepeiiH, NOpIBHSHO 3 DalieHTaMy, sSKi OTpUMYyBamH IUlanebo Ta
HCIA/TamoxcudeH i rosepenin (cmiBimsoumenus pusukis 0,553; 95 % [II: 0,441; 0,694; p-3Ha4ueHH
334 OIHOCTOPOHHIM CTpaTH(IKOBaHHM JOT-PaHTOBUM KpHTepieMm 9,83 X 10®%) 3 xminiurO 3HaYyIUM
edeKToM JTiKyBaHHSL.

Meniana BBII cranoBuna 23,8 micama (95 % JI: 19,2; we omimroanmii (HO)) ans namiesTi, sAKi
otpuMyBanmu Ipenapar Kickani ta HCIA/Tamokcuden i rozepenir, ta 13,0 micana (95 % I 11,0;
16,4) quis mamienTis, siki orpuMysanu miane6o Ta HCIA/TamokcudeH i rosepemis.

Posnozin BBIT yzaransseno na kpusiit Kannana — Meitepa s BEIT na pucynky 2.

MONALEESA-7 — rpadix Kamnana-Mejiepa s BBII y 3aranpHifl DOmyisanii Ha OCHOBi OHiHKH
JTOCTITHUKA
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= Pu6GoLukii6 — 23,8 micsaus
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=~ 0 2 4 6 3 10 12 14 i€ w20 22 22 =2 22
Yac (micsrri)
KinbkicTh naiieHTiB, AKi BCe MIe MAIOTh PU3UK
Hac 0 2 4 6 8 10 12 14 16 18 20 22 24 26 238 30

(Micsi)
Pubormkni6 335 301 284 264 245 235 219 178 136 90 54 40 20 3 1 0
ITnane6o 337 273 248 230 207 183 165 124 94 62 31 24 13 3 1 0

Puc. 2.

PesynpTati BBII Ha OCHOBI He3aJeXHOI LEHTPATBHOI PaXioJOTiMHOI OLIHKK 3'11\;’4_’"”
BHIIAIKOBO BHOpaHOI MiATpyIx 3 anGnHSHo 40 % paHI[OMlSOBaHPIX HameHTlB i pEe s

£

'y {f’ \\&Dﬂ\;‘b 5 .
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89 (13 %) Bumaskis cmepti (CP 0,916 [95 % Al: 0,601; 1,396]).



YacTora 3aransHoi Bignosiai (U3B) 3a orminkoio gociizarka Ha ocHOBI kKpuTepiiB RECIST wspeii 1.1
Oyia BUIIOIO y rpyri JikyBauus npemaparoM Kickam (40,9 %; 95 % [I: 35,6; 46,2) nopiBHAHO i3
rpymoro 3acrocyBanus miarebo (29,7 %; 95 % I 24,8; 34,6, p = 0,00098). Hacrora KiIiHI4HOI
ebexrusnocti (UKE) 6yma Bumoro y rpymi JikyBanuas npenaparoM Kickami (79,1 %; 95 % Al: 74,8;
83,5) mopiBHSHO i3 rPYIOI0 3acTOCyBaHHs mianebo (69,7 %; 95 % Hl: 64,8; 74,6; p = 0,002).

B amanizi y monepenHso BU3HAYEHUX MiArpymax 3 495 marieHTiB, ski orpuMyBany npenapar Kickami
a6o mane6o y xom6Gimarii 3 HCIA Tta rozepeninom, meaiana BBII cranopuna 27,5 micang (95 % [l
19,1; HO) y migrpymi nikyBasHas npemnaparoMm Kickami ta HCIA 1 13,8 micsms (95 % JI: 12,6; 17,4) y
miarpymi 3actocyBanns mnaneto i HCIA [CP: 0,569; 95 % Al 0,436; 0,743]. Pe3ynsraTé OniHKH
edexTuBHOCTI HaBeneno B Ttabmumi 3, a kpuei Kamnama — Meitepa nns BBII nmpencrasneni Ha
PHUCYHKY 3.

Tabmuns 3

MONALEESA-7 — pesyastaTu ominku edextusHocTi (BBII) y mamienTis, ski orpumysanu HCIA
[loxaznuxu Kickasii Ta HCIA [Tnane6o Ta HCIA

1 rozepenin i rosepenin

N =248 N =247
BuxuBaHicTh 6€3 mporpecyBanHs”
Meniana BBIT [micami] (95 % AD) 27,5 (19,1; HO) \ 13,8 (12,6—17.4)
CriBBinHOmeEHHs pu3uKiB (95 % AI) 0,569 (0,436; 0,743)

JI — momipunit intepBai; N — KinbkicTh narientis; HO — He olliHIOBaacs.
2 BBII Ha 0CcHOBI pa/1i0JIOTigHOT OIIHKY AOCiTHHKA.

MONALEESA-7 — rpadix Kamnana — Meitepa s BBII Ha 0cHOBI OLiHKH JOCTIHHKA y TAIi€HTIB,
sKi orpumyBau HCIA

100

80

Lty v MOMEHTH LIEH3y Py BaHHs

Pr6onukni6 (N = 248)
ITnane6o (N = 247)
40+  KinpKicTh SBHUIIL
Putonukni6 — 92, mnaneto — 132 .
CriBpigHomeHHA pu3uKiB 0,569 .
204 95 % JI1[0,436; 0,743]

Mepniana Kannana — Mefepa

Pubonukni6 — 27,5 micams

ITnare6o — 13,8 Micsans

HmoBipHicTs BicyTHOCTI nporpecysaniis (%)

.~

T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Yac (Mmicsiri)

KinpkicTh mamieHTiB, sKi Bce 1€ MAlOTh PU3HK

Yac 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
(Micsri)

Pubommxni6 248 223 212 199 183 175 163 132 100 66 38 27 15 2 1 0
ITnane6o 247 195 177 163 149 138 126 95 72 48 25 19 9 2 1 0

Puc. 3.
Pesynerati omiHkd e(pEKTHBHOCTI IOJO YacTOTH 3arajbHoi BiANOBiNiA;
epextusHocTi (UKE) 3a OLIHKOIO IOCIHHKA Ha OCHOBI KpHTEpiiB
Tabnumi 4.
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MONALEESA-7 — pe3ynpratu oninkd edekTuBHOCTI (U3B, UKE
namienTis, ki orpumysanu HCIA N,
Amnais Kickanri ta HCIASEY
rosepelii




(%, 95 % A1)

N =248

39,1 (33,0; 45.,2)
80,2 (75,3; 85,2)
N=192

(%, 95 % 1)
N =247

29.1 (23,5; 34,8)
67,2 (61,4, 73,1
N =199

36,2 (29,5; 42,9)
63,8 (57,1; 70,5)

Bcest monmytamis urs aganisy

Yacrora saranbHoi Bigmosiai (U3B)?
YacroTa kiiHiunoi edextuprocti (UKE)®
[TamieHTy 3 BUMipIOBaHUM 3aXBOPIOBAHHAM
YacToTa 3aranpHoi Biamosimi® 50,5 (43,4; 57,6)
YacToTa KIiHigHOI eekTuBHOCTI’ 81,8 (76.,3; 87,2)
aY3B: yacTKa MAIEHTIB 3 TIOBHOO BiIIOBIIIIO + 9aCTKOBOIO BiATIOBiAIIO.
SYUKE: wuacTka DAmi€HTIB 3 MOBHOIO BiAOOBIAMIO + YacTKOBOKO BiAmoBimmio + (crabinphe
3aXBOPIOBaHHA a00 HEIOBHA BiINOBiAL/BIICYTHICTh IIPOrPECYBaHHS 3aXBOPIOBAHHS IPOTArOM
> 24 THXHIB).

Pesyneraty y miarpymi sikysanus npenaparom Kickani Ta HCIA Gymu y3ro/pkeHi MiX IIATpyIaMy 3a
BIKOM, PacOBOIO IIPUHATIEKHICTIO, TIOTEPEAHBOI0 a1’ IOBAHTHOIO/HE0aI FOBAaHTHOIO XiMioTepariew abo
TOPMOHAJILHOIO TEPAIIi€lo, YPaKeHHIM MEYiHKH Ta/a6o JereHb i MeTacTasyBaHHAM TUIBKM Y KiCTKH.
Binem mi3HE OHOBJEGHHS AAHMX LIOAO 3aralbHOI BHXKMBAHOCTI (fara 3aBepmieHHs 300py Hanux 30
mucronana 2018 poky) HaBeneHo y Tabnurmi 5 Ta Ha pUCyHKax 41 5.

VYV npyromy amanmizi 3B mOCHiKeHHS [OCATNIO CBOEI KIIOWOBOI BTOPHHHOI KIHIIEBOI TOYKH,
IIPOAEMOHCTPYBABIINY CTATUCTUYHO 3HAUYIe NIOKpaleHHs 3B.

Tabmus 5
MONALEESA-7 — pe3ypTaTé OLiHKY edekTuBHOCTI (3B)

Onosienunii anamis (aara 3aBepineHHs 300py naHux 30
mucronana 2018 poxy)

Tlokxazuuku

3araipHa BUKHUBAHICTE, 3arajibHa Pu6onuxm6 600 mr ITname6o
MONYJIAIlS JOCHTIKESHHS N =335 N =337
KinbxicTh BUDAAKIB, n {%] 83 (24,8) 109 (32,3)
Meniana 3B [Micsamis] (95 % 1) HO (HO, HO) 40,9 (37.,8; HO)

CruisBigHoIeHHS pu3uKiB (95 % JII)

0,712 (0,535; 0,948)

p-3HAYCHHS" 0,00973
3arajibHa BIDKHBaHICTE, miarpyna HCIA Pubormkni6 600 Mr ITnamebo

N =248 N =247
KinekicTs BBIAnKis, n [%] 61 (24.,6) 80 (32,4)
Meniana 3B [Micsmie] (95 % JI) HO (HO, HO) 40,7 (37,4, HO)

CuiBBigHoineHHs pus3ukiB (95 % JI) 0,699 (0,501, 0,976)

JII — mosipumit inTepsan; HO — He ominoBanacs; N — KiTbKiCTh Halli€HTIB.

p-3Ha4eHHs OTPHMAHO 3a OJHOCTOPOHHIM JIOT-PAHTOBHM KpHUTepieM, cTpaTH(hiKoBaHUM 3a HASABHICTIO
MeTacTasiB y JereHi Ta/ab0 TNEYiHKY, IONEPEAHBOIO XiMIOTEpami€l0 3 MPHBOAY IOIIMPEHOTO
3aXBOPIOBAHHA 1 JOJATKOBMM [IpENaparoM Y CKJIadi KoMOiHOBaHOI eHJOKpMHHOI Tepamii 3a
iHTepakTUBHOIO TexHooriero Bianosiai (IRT).




MONALEESA-7 — rpadix Kamnana — Meitepa st ocrarogroro axanisy 3B (nara 3aBepmieHHs 360py
narux 30 mucronana 2018 poky)

e R S
= B o

= N

E ¢ MoMeHTH ueH3ypyBaHHs “_‘“";ww_egq_\ﬁ
807 —=—  PuGounxni6 (N = 335) T —

TnaneSo (N = 337) ey
60 - W

Kinekicts BUIIAOKIB =

Pu6ormiti6 — 83, mnamne6o — 109 b

. CriBBigHomenHs pusukis 0,712
95 % HI [0,535; 0,948]

Meniana Kannana — Metiepa

Pubonuxii6 — HB

20 - ITnane6o — 40,9 Micsans

JIor-panroBe p-3nadeHHs 0,00973

HmoBripHicTS BincyTHOCTI mporpecyBaHHsA (%)

.

Yac (micsmi)

KinpKicTh mani€HTiB, fKi BCe € MAFOTh PU3UK

Yac (Micsi) 0 2 4 6 8 10 12 14 16 18 20 22 24 2 28 530 % 34 36 38 40 42 44 45
Pu6oLuKIi6 335 330 325 320 316 300 304 202 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3 0
[iaue6o 337 330 325 321 314 300 301 205 288 280 272 258 251 235 210 166 122 92 62 83 19 7 2
Puc. 4.

Jlor-panrouit KpuTepi Ta Mojes Kokca crpatndikoBaHi 3a HagBHICTIO MeTacTasiB y JiereHi 1a/abo
IEYiHKy, IONEPeNHbOI0 XiMioTepami€o 3 NPHBOAY IOIIMPEHOTO 3aXBOPIOBAHHA 1 JOJATKOBUM

IpemapaToM y cKiIaji KoMOIHOBAHOI eHIOKPUHHOI Teparlii 3a iHTepaKTUBHOK TEXHOJOTIEK BiAIOBA
(IRT).

MONALEESA-7 — rpadix Kammana — Meiiepa mis octarodHoro anamisy 3B y mamieHTiB, ski
orpumysanu HCIA (nara 3aBepinenss 36opy nanux 30 mictonana 2018 poky)

S 100 mvemm—a o o
E TN Gy v_._\‘.\,-q—-..
z I
2 — v MOMEHTH IIeH3ypyBaHHs
S *— Pubouukni6 (N = 248) 9.
£ 77 Mnaue6o (N =247 v e e e
{?; (N ) L L,
‘= 8-  KinekicTs BUNaKiB . —
c;::’ Pubouukni6 — 61, nname6o — 80 )
= . . . s
2 CrirsiHomeHAS pU3uKiB 0,699 o
3 09 959% NI [0,501; 0,976]
E Meniana Kamnana — Meitepa
& ] Pubommkni6 —HB
i [Tnane6o — 40,7 micsus
=
0 -

T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 0 12 14 16 18 20 22 24 26 28 30 32 1
Yac (micani)

KinpkicTh mari€eHTiB, AKi BCE 1€ MAIOTh PU3MK
6 0

0 2 4 8§ 10 12 14 16 18 20 22 24 26 30 32
Yac (Micsui) 248 245 241 236 233 230 226 216 213 206 201 196 192 184 174 142 113
Pu6ormkii6 247 240 236 232 225 221 215 209 204 199 193 183 179 165 145 116 87
ITnane6o
Puc. 5.

ChiBBiIHOIIEHHS PU3UKIB IPYHTY€EThCS Ha HecTpaTidikoBaHil moteni/j



Kpim Toro, iMOBipHICTE ITpOTpeCyBaHHs NPH Tepartil HAcTymHOI JiHil yu cMepTi (BBII2) y namienTis,
SKI TIOTEePeIHBO OTPUMYBaTKH pHOOUHMKII6 y HocHimKeHH], Oyla HIDKYOK MOPIBHIHO 3 IaIli€eHTaMu y
rpymi wiane6o 3 pisaem CP 0,692 (95 % [IOI: 0,548; 0,875) y 3aranpHidl momyJisimii AOCHTIIKEHHS.
Meniana BBII2 cranosmna 32,3 micsus (95 % [I: 27,6; 38,3) y rpymi miauedo i He 6yna mocsrHyTa
(95 % AOI: 39,4; HO) y rpymi pubonmkinioy. [ToaibHi pesynsrata crioctepiranmucs y niarpymi HCIA,
npu usomy CP cranoBmio 0,660 (95 % I: 0,503; 0,868), a meniana BBII2 cranosuna 32,3 micans
(95 % JI: 26,9; 38,3) y rpymi miane6o nopiBHAHO 3 He gocsarayrtowo (95 % J(I: 39.4; HO) y rpyni
pubonuxmioy.

Hocnioocenns CLEEQLIF2301 (MONALEESA-3).

Ilpenapat Kickani oLiHIOBaJIM y paHIOMI30BaHOMY, IIOJIBIMIHO clinoMy, IUaneb0-KOHTPONIL)BAHOMY,
OararoneHTpoBOMy KiiHiuHOMYy jocimimkenHi Il ¢a3sm nikyBaHHS YOJNOBIKIB Ta JKIHOK Y
IOCTMEHOTAy3albHOMY TepioAl 3 IMO3UTHUBHUM 3a perentopoM ropmony, HER2-meratusauM
TOIIMPEHUM PAaKOM MOJIOYHOI 3aJ703M, fKI paHillle He OTpUMYyBajld abo OTpHMAH JIMIIE OJUH Kypc
[IONEPETHROI0  CHAOKPHHHOTO JIKyBaHHS y KoMOiHamii 3 ¢yJBeCTpaHTOM MOPIBHAHO 3
(bynBeCTPaHTOM OKPEMO.

3arasiom 726 marieHTiB OyJI0 paHIOMI30BaHO y CIIBBITHOWIEHHi 2:1 AN OTpUMaHHs Ipenapary
Kickami y mosi 600 mr i dynBectpanty (n = 484) abo muarebo i ¢ymsectpanty (n = 242) Ta
cTpaTrdikoBaHi BIAMOBIAHO 10 HAIBHOCTI MeTacTa3iB y mediHmi Ta/abo neremsx (Tak [n = 351
(48,3 %)] abo Hi [n = 375 (51,7 %)]) i BiAMOBiAHO OO MOMEpeIHBOT eHROKpUHHOI Teparmii (A [n = 354
(48,8 %)] mopieusHo 3 B [n = 372 (51,2 %)]). Jlemorpadiuni Ta BHXiJHI XapaKTEepPHUCTHKH
3aXBOPIOBaHHS Oyiu 30aJlaHCOBaHUMM Ta ITOPIBHAHHYUMHE y Ipyrnax JociipkeHHs. [Ipenapat Kickani B
031 600 Mr Ha mo0y abo murane6o 3acTOCOBYBAIM NMEPOPaIFHO HPOTAroM 21 mociaifoBHOro AHA 3
HOJANBINOK0 7-ICHHOI0 HEpepBOI0 Yy JiKyBaHHI y KoMmbiHamil 3 ¢ynBecTpantoM y mosi 500 mr
BHYTpPIITHLOM 130B0 1 pa3 Ha no0y y 1-# ta 15-if qui 1-ro umukiay ta y 1-# IeHh KOXKHOI'O HACTYIIHOTO
28-nennoro nukiy. [lamientam He 03BOJILIOCS MEPEXOAMTH 3 IIlanebo Ha npernapar Kickani mig gac
JIOCIiKeHHs abo it IIporpecyBaHHsI 3aXBOPIOBAHHS.

CepenHilf Bik IaIi€HTIB, BKIIIOUCHUX JIO IIHOTO JOCHIHKCHHS, CTAHOBKUB 63 poku (nianazoH Bix 31 o
89). 46,7 % mauienTiB Oyu BikoM BiJt 65 pokiB, y Tomy uncii 13,8 % nmamieHTiB BiKOM BiJf 75 pOKiB.
ITamieHTH, BKIIOYEHI y OOCIIKEHHs, OyJIM NpencTaBHUKaMu eBporieoinHoi (85,3 %), MoHronoigHol
(8,7 %) i merpoinuoi pacu (0,7 %), i maiixe Bci nauiearn (99,7 %) manu BUXITHUN GYyHKITIOHAIBHMH
craryc 3a mkanoro ECOG 0 abo 1. ¥V ne nocmimkenHs OyJId BKIIIOYEHI MMAIliEHTH MepInoi Ta Apyroi
nigil (3 sxux 19,1 % Manu MeTacTaTH4HE 3aXBOPIOBAaHHS de novo). Jlo BKIIOYEHHS y JOCHIIKEHHS

42,7 % nmnaui€eHTIiB OTPUMYBAIM XiMiOTepallifo B ax’foBaHTHOMY pexumi Ta 13,1 % — B
HEO0aJ IOBAHTHOMY pexumi, Tomi sk 58,5 % TalieHTIB OTPUMYBIM €HAOKPUHHY Tepamlilo B
am’roBaHTHOMy Ta 1,4 % — B Heoan'toBaHTHOMY pexuMmi Ta 21 % oTpuMmyBanu IOIEpPENHIO

SHIOKPHHHY TEpallifo 3 IPUBOAY IMOIMUPEHOTO PaKy MOJIOYHOI 3am03u. Y mociimpkenHi F2301 21,2 %
MALi€HTIB MaJld MeTacTa3yBaHHSA TUIBKM y KicTkh, a 60,5 % mnamieHTIB Manu MeTacTa’yBaHHS Y
BicllepaJIbHI OpTaHU. |

IlepBuHHa KiHIIEBa TOYKa y MOCTi/DKeHHI Oyiia NOCATHYTa IPH IICPBHHHOMY aHajli3i, IIPOBEICHOMY
micis oIiHKY 361 BUmMaaky BmxuBaHOCTI 6e3 mporpecyBanns (BBII) Ha ocHOBI omiHKYM NOCTiTHMKA 3
BukopucTantsam kputepiie RECIST, mepcis 1.1, y Bci#t momymsmii (yci paBIoMi3oBaHI NaIli€EHTH).
[Tepunni pesynbpraTd OIIHKE edekTHBHOCTI Oynu minTBepmxkeHi pesynbraraMu BBII Ha ocHOBI
HE3AIEXKHOI [EeHTPaTIbHOI PalioNorivyHol OIHKK 3aMacKoBaHMX HaHHX. CepelHil yac HMOJAJIBLIOTO
CIIOCTEPEXKEHHS Ha MOMEHT nepBuHHOTO0 aHanisy BBII cranosus 20,4 micsrs.

Pesynmprarn  OIiHKHM NEepBHHHOI €(PEKTHBHOCTI MPOJEMOHCTPYBATH CTAaTHCTHYHO  3HAYyINE
mokpanieuasss BBIT y manientis, sxi orpumysanu npenapar Kickami tTa ¢ynBecTpaHT, MOPIBHAHO 3
naIieHTaMH, ki OTpUMYBaH Iwiare6o ta QyIBecTpaHT, y BCiil momysanii (CIiBBiTHOLICHHS PU3HKIB
0,593; 95 % JII. 0,480; 0,732; p-3HaueHHI 3a OJHOCTOPOHHIM cTpaTH(iKo JIOT-PAHTOBHM
kputepieM 4,1 x 107) 3 oLiHEHMM 3HMKEHHAM BiJHOCHOTO PH3HKY TpPOTRER .- Be M A CMEPTi Ha

&)

41 % Ha KOpUCTH I'pyNH JiKyBaHHS npenaparoM Kickani ta ymsecTpanT A ;_ \
3 1 {g{mn }Wenapa'r

Meniana BBIT cranoruna 20,5 micsus (95 % J1: 18,5; 23,5) nns nauient

Kickami ta ¢yneectpanr, ta 12,8 wmicausg (95 % Al 10,9; 16,3) nndj|@atienry BESIKT ¢
wrane6o Ta QyIBECTPAHT. g\ P w2
Posmnioxin BEII y3araneueno y Tabnuni 6 Ta Ha kpuBii Kannana — Mejjepa "-‘.,'



Tabmung 6
MONALEESA-3 — pesynsrati oninku edpexrusHocti (BBIT) Ha ocHOBI paiionorivHOl OLIHKH
MOCIIIAHHKA

IToxasnuku Kickaii ta ¢yaBecTpasT ITnane6o Ta GynBecTpalT
N =484 N=242

BkuBaHicTs 6€3 Mporpecy BaHHs

Meniana BBIT [mMicsui] (95 % AI) 20,5 (18,5-23.5) | 12,8 (10,9-16.3)
CuiBBigHommenHs pusnkiB (95 % JI) 0,593 (0,480-0,732)
p-3HAUEHHS" 0,0000410

JII — nosipumit inTepar; N — kinekicTs narientis; HO — He oninroBanacs.
2 p-3HAYEHHA OTPUMAHO 3a OAHOCTOPOHHIM cTpaTHdiKoBaHHM JIOT-PAaHTOBUM KPUTEPiEM.

MONALEESA-3 — rpadix Kartana-Meitepa st BBIT Ha 0cHOBI OLiHKM JI0CIiIHIKA

Ll MONeHTH neETy Py EaEES
;\? ] v
25 —s— PuSownmmt -~ ?\mctpam (N=489)
80 —5— [Tnauedo (N =
60+

KinsKiCTE AEHL]

407 Pabomuenid + ¢ymsecTpant ~ ~-210, mmanedo + cl)yuempm——lSl - ‘LL'——H
CrisBiaHOmeHHA pHSAKIE 0,593 ;

93 % I [0,480; 0,732]

20+ Megiana Kamnasa ~ Me#cpa
Puboumrni6 — 20,5 ancaus

Iranebo ~12,8 nicana

Jlor-panrose p-sHagenns 4,10%10°(-7)

VIMOBIpHICTS BiACYTHOCTI pOrpecyBaHHEs

H | ¥ i " T i . T T I L ¥ 1
0 2 4 6 | 10 12 14 18 18 20 22 24 2
Yac (micsiti)
KinexicTs manieHTiB, AKi Bce Il MAKOTh PU3UK
Yac (micaui) 0 2 4 6 8 10 12 14 16 18 20 22 24 26

Pubommxni6 + 484 403 365 347 324 305 282 259 235 155 78 52 13 0
thynBecTpaHT

Ilmane6o+ 242 195 168 156 144 134 116 106 95 53 27 14 4 0
(dynBecTpaHT

Puc. 6.

Pesyinrat BBII Ha OCHOBI HE3aleXHOI HEHTPAIBHOI PalioNOridHOI OIIHKK 3aMacKOBaHHMX JAHMX
BUIIAAKOBO BUOPAHOi Mixrpymy 3 pubauzao 40 % pasnoMizoBaHKX IAIIE€HTIB MiATBEPAWIA IEPBAHHI
pe3yIpTaTH MO0 eeKTHBHOCTI Ha OCHOBI OUIHKY JoCHifHuKa (cHiBBinHOmeHHs puskKiB 0,492; 95 %
AL: 0,345; 0,703) .

Ha uac nmepemEEOTo amamisy BBIl pgasi oo 3arajbHOi BHXHBAHOCTI OyJM HEIOBHHMH i
Bim3naganocs 120 (16,5 %) sunazkis cmepti (CP 0,670 [95 % 1. 0,465; 0,964]).

PesyibTatd OLiHKM e)eKTHBHOCTI IIOAO YacTOTH 3aramsHoi Bimmosimi (U3B) 1 wacrorn KJTiHI9HO1

edextupnocti (UKE) 34 ominkoro gociifHnka Ha ocHoBi kputepiie RECIST Bepcii 1.1 maBenero y
Tabmumi 7.

MONALEESA-3 — pesynsratu onisky edexrussocti (U3B, UKE) na o fe’iqb%ﬂf@

Amariz Kickai {2 Ta
bynsectpant  [jok .«
(%, 95 % 1) 5

Bcest momyaiig Qs aHaizy N =484

Yacrora 3aranspol Bignosiai (Y3B)? 32,4 (28,3; A% O

10



YacToTa KIiHiuHol e eKTHBHOCTI (‘—IKE)_6 70,2 (66,2; 74,3) 62,8 (56,7; 68,9)
[JarieHTH 3 BUMipIOBaHUM 3aXBOPIOBAHHIM N =379 N=181

YacToTa 3arajibHOI BiUTOBIAi? 40,9 (35,9; 45,8) 28,7 (22,1; 35,3)
YacToTa KIHIUHOI e(heKTUBHOCTI® 69.4 (64.8; 74,0) 59,7 (52,5; 66,8)

aY3B‘ yacTka MaIi€HTIB 3 TOBHOKO BIAMOBIAMIO + YaCTKOBOIO BiMOBIIIO.
"JKE: yacTka Hami€HTiB 3 TOBHOIO BIAIIOBIIIO + YaCTKOBOO BiAMOBiAi0 + (cTabinbHE 3aXBOPIOBAHHS
a60 HEIOBHA BiJIIOBiIB/BiZICY THICTE IIPOTPECYBAHHS 3aXBOPIOBAHHS [IPOTATOM > 24 THXXHIB).

V  migrpym — mamiedTtiB, sKi  paHime ~He ~ OTPEMYBauM  JIKYBaHHA 3 IPHUBOJIY
MeTacTaTHIHOTO/IIOIIMPEHOro paKy, CIiBBiAHOmeHHs pu3ukiB cramomio 0,577 (95 % ML 0,415;
0,802), mpu usomy Memiana BBIT y rpymi nikysanus npenapatom Kickam He Oyra mocsrayTa, a y
IpyIi 3acTocyBaHHs Muanebo craHouia 18,3 micsm (95 % JI: 14,8; 23,1).
V nmiarpyni namieHTiB, SKi oTpuMand He Oinblne OAHOTO Kypcy JIKYBaHHS 3 IIPHBOAY
METaCTaTHIHOTO/TIONHAPEHOT0 PaKy, CIIBBiIHOMEHHS pu3pkiB cranoBuiao 0,565 (95 % I 0,428;
0,744), meniana BBII cranosuna 14,6 micsus (95 % JI: 12,5; 18,5) 1 9,1 micaua (95 % II: 6,15 11,1) y
rpyfiax 3acTocyBaHHs mperapary Kickani Ta mnane6o Bigmosimmo. Y Mexax i€l marpynu
CHIBBiJIHOIIEHHs PHM3MKIB I TAI€HTIB Apyrol Jidii, fKi OTpHMyBamy¥ IONEPEAHIO CHIOKPHHHY
Teparilo 3 MPUBOAY MOIIMPEHOrO PaKy MOJIOYHOI 3amo3u, cranoBuio 0,539 (95 % JI. 0,333; 0,873),
npu 1poMy Mexniana BBIT cranosuna 18,8 micsus (95 % It 12,5; HO) i 11,4 micaus (95 % HI: 3,7;
16,3) y rpynax sactocyBanHs npernapaTy Kickani Ta mane6o BiamoBigHo.
CriBBifHOMIEHHS pHM3UKIB HAa OCHOBi aHATi3y IONEpeNHbO BH3HAUCHHX IIATPYH NAIi€HTIB, sKi
OTpHMyBamTH TikKyBaHHs mpemnapatroM Kickani Ta (yJIBECTpaHTOM, IPOJEMOHCTPYBAIO CTaGiIBHY
e(eKTHBHICTD Y Pi3HUX HiArpyNax, y TOMY YMCIi 3a BIKOM, PacoBOIO IIPHHATEKHICTIO, TIONEPEIHIM
NikyBaHHAM ~ (Ma  paHHiIi  cragii a0 NpM  NOIMPEHOMY  paKy),  IHONEPEIHBOIO
a’ FOBAaHTHOIO/Heoa 1 OBAHTHOIO - XiMioTeparielo ab0 rOPMOHAIBHOIO TEPAII€l0, YPAKEHHAM MEYIHKU
Ta/abo JEreHb 1 MeTaCcTa3yBaHHSM TUIBKH Y KICTKH.
Hayienmu nimuvo20 6IiKy.
3 ycix mnamieHTiB, fki oTpumyBaiM npemapar Kickami y pocmimkemasx MONALEESA-2 i
MONALEESA-3, nmpeJcTaBHUKaMH Ii€] BikoBOI rpyny Gy/u namieHTH BikoM > 65 pokiB i > 75 pokis.
3arajpHUX BiAMIHHOCTEH MiXK IIMMH HAIlieHTaMH Ta NalieHTaMu OilbII MOJIOJOTO BiKy IOAO Ge3NeKH
a6o edekTuBHOCTI npemapaty Kickani He crmoctepiranocs (muB. posain «Croci6 3actocyBaHHS Ta
JIO3U).

iTH.
€Bporneifchbke areHTCTBO 3 JKAPCHKHX 3aC00iB BifKIANTO 3000B’I3aHHA LIOO0 HAJAHHS PE3yJIBTATIB
mociimkens openapary Kickani B ycix miarpynax aiTedt npy paky MOJNOYHOT 32031 (HB. iH:OpMALILO
II0JI0 3aCTOCYBaHHA AiTaM ¥ po3aii «Croci6 3acTocyBaHHS Ta JIO3H»).
Dapmaxoxinemuxa.
dapmakokiHeTHKa puOOIMKIiOy Oyna moCHi/keHa Y TMALi€HTIB 3 NOMMPEHHM paKoM Iicis
IIEpOPANEHOTO 3aCTOCYBAaHHS Ipemapary y mo6osii mosi Bix 50 mo 1200 mr. 3moposi xo6posossii
OTpUMYBaJli TIEpOPaTbHO OJHOPA30Bi n03u B AiamasoHi Bix 400 Mr g0 600 Mr abo MOBTOPHI 03H IO
400 mr Ha 100y (8 nHiB).
BceMmoxkTyBaHHs.
A6comorHa GiogocTynHICTh prOonuKITiOy HeBigoMa.
Yac nocsaraeHHST Cmax (Tmax) HiC/IA IEPOPATBLHOTO 3aCTOCYBaHHS PHOONHUKIIOY CTAaHOBUB 1—4 rofUHM.
Crocrepiraiocs HesHa4yHe Haamponopmiine 36inbuents excnosumii (Cmax Ta AUC) pubounkniby y
JOCIiIKyBaHoMy Hiamaszoni go3 (Bix SO go 1200 mr). ITicas moBTOpHOTO 3aCTOCY BAHHS 1 pa3 Ha 1006y
piBHOBaKHHMI CTaH, SK MPABHIIO, JOCsAraBcsd depes 8 NHIB, a KyMyJsiuis puGOIHKIL Bl,ﬂ,O)/BaJIaCH i3
cepenHiM reometpraHuM Koedinientom 2,51 (miamason: Big 0,97 no 6,40). 4
Bnaue ioci. /
HOplBHﬂHO i3 3aCTOCYBaHHAM HATNIE, IEPOPATbHE 3aCTOCY BAHHA pHOOLIH
ILTIBKOBOIO OOOJIOHKOIO, B 0J1Hopa30B1H no03i 600 mr 3 Bucoxorcanopmudﬁmv (e

3ajexano Bif KoHIeHTparii npemapary (Bimz 10 mo 10000 Hr/MJI). Pr PIBHOMIpPHO
PO3IIOALIIBCS MK epHTPOIIMTAME Ta IUIA3MOKO KPOBI i3 cepelHiM CHiBBiTHOIIEHHSAM KpOB/IIasMa

11




in vivo 1,04. 3a JaHEMH IOy IAIIMHOTO (hapMaKOKIHETHUHOIO aHATi3y BHAMMUI 006’€M pPO3MOML ¥
pisHoBaxkHoMy craHi (Vss/F) cranosus 1090 1.

Biorpancdopmatris.

JocITipKe Hs in Vitro Ta in vivo IPOAEMOHCTPYBAIH, IO Y JIOAMHHA PUOOIUKIIO MeTaboi3yeThCA
TOJIOBHMM YHHOM B JIediHI, mepeBaxuo 3a yuactio CYP3A4. Tlicna mepopalbHOro 3acTOCYBaHHA
['*C] pubommkiiby B omHOpasoBiif mosi 600 Mr y JIOIMHHA OCHOBHHMHM MIIIAXaMH MeTabomnizMy
puGonukni6y 6ymu oxucHeHHs (feankinyanus, C Ta/abo N-OKcureHauis, OKMCHEHHS (-2H)) Ta ix
xom6inanii. Kow’toratn 11 dasu merabonitis puboruniby I dasu mignasamvcs N-aleTHIIFOBaHHIO,
cyb$haTyBaHHIO, KOH’IOTAllil 3 LUCTEIHOM, [IIKO3MIFOBAHHIO i IJIFOKYPOHIZAl. Pubonukni6 Oys
OCHOBHOIO I[HPKYJIOIOUOK0 Y TUIasMi MOXiIHOI DPEYOBMHOO JHKapchkoro 3aco0y. OCHOBHHMH
LEPKYMOoUnIMHE MeTabomitamu 6ynu meraGomit M13 (CCI284, N-rinpokcuiroBaHHs”), M4 (LEQS03,
N-memermuyBanga) i M1 (BropuHHHE rmoKypoHin). Kiiniuma axTMBHICTB (bapmakooriuni
BIACTUBOCTI Ta 6e3meka) pubomukiiby 6ya oGyMOBIeHa B OCHOBHOMY BHXi/JHOIO PEYOBHHOIO 1 JIHIIE
HE3HAYHUM YHHOM I[UPKYJTFOIOYMMI METabO0IIiTaMH.

PH6OIUKII6 eKCTEHCHBHO MeTabolIi3yBaBcs, IpU IbOMY KiNBKICTh HE3MIHEHOTO IIpenapary y Kaii Ta
ceui cranopmia 17,3 % i 12,1 % Big mosu BimmosizHo. Merabomit LEQ803 y 3HAYHIN KiJIBKOCTI
BU3HAYABCS y BUIOPOXKHEHHSX i cTaHoBMB mpuGimsHo 13,9 % i 3,74 % Beesenoi nosu y xani i ceul
BiAmOBinHO. Bararo iHmmMX MeTaGoMITIB 6yJ0 BHABJIEHO y Kali Ta cedyi B HE3HAYHHMX KiibKOCTAX
(£2,78 % BBencHOI 1031).

BugBenenns.

Y piBHOBaYHOMY CTaHi IIPH 3acTOCYBaHHI N03u 600 MI malrieHTaM 3 IMOMIMPEHHM PaKoOM CCPEeIHE
reOMeTpHUHe 3HaueHHs e(EeKTHBHOTO IMepiofy HAMiBBHBEIEHHA 3 IIasMH KpoBi (Ha OCHOBI
KoedimienTa Kymymsmii) cranosmwio 32,0 rommam (63 % CV) 1 cepepne IeoMCTPUYHE 3HAYCHHS
suumoro kiipercy (CL/F) npu mepopaibHOMY 3acToCyBaHHI craHoBmio 25,5 n/rox (66 % CV).
CepeHE TeOMETPHYHE 3HAYCHHS BHIUMOTO KiHIIEBOTO NEPio/ly HAIBBUBEICHHS 3 IIIa3MH kpoBi (T112)
puboruKify 3Haxoaunocs B Aiamazoni Bix 29,7 mo 54,7 rofuHH, a CepeIHE T€OMETPUIHE 3HAUCHHS
CL/F pubonuknify 3HaXOAMIOCS B AianasoHi Bix 39,9 mo 77,5 n/rox mpu 3actocyBaHHI go3u 600 MT
37I0POBMM JOOPOBOIBISM Y BCIX JOCII/DKEHHSX.

Pu6ormkiai6 Ta #oro MeTaGoNiTH BHBOSIThCA MEPEBAKHO UYepe3 KUINEYHWK 1 JIMIIE Y HE3HAUHa
KinbKicTb — HEpKaMH. Y 6 370poBHX HOGPOBONBINB 4ONOBiYOi CTaTi miCis NepOpanbHOro
3aCTOCYBaHHS OJHOPA30BOI 03U [“*C] pubormkni6y 91,7 % 3aransHoi BBEIEHOI pamiOaKTHBHOI /103U
BUBOIHMJIOCS HpPOTAroM 22 JHIB, OCHOBHHMI LUISX BHBEAEHHS — 3 Kanmom (69,1 %), a 22,6 % no3u
BHBOJTHJIOCS 13 CEeUero.

JligiliHicTE/BENiHIHHICTS.

Crocrepiraocs HesHAYHE HAAIpPONOpLidiHe 36inpmenHs ekcrnosuii (Cmax Ta AUC) pubonukiidy y
JocIipKyBaHOoMy miamasoHi mo3 (Bim 50 mo 1200 Mr) micis 3acTOCYBaHHS SK OJHOPA3OBHX, TaK i
IOBTOPHEX 703. Llelt aHanis oOGMeXeHHnil HEBENMKAM PO3MipoM BHOIpKH Ui GLIBLIOCTI KOropT, K1
OTPUMYIOTh TIEBHi J1031; HalO1IbIIA KiNBKICTh JAHMX OTPUMAaHA y KOIOPTi 3aCTOCYBaHHS JI03H 600 mr.
OcobuBi rpyIu MallieHTiB.

Hopyuenus ynryii HUpox.

3a JaHUMH DOMYJIAIINEOTO GapMakOKiHETHYHOTO aHaNi3y, MO BKIOYaB 77 NAI€HTIB 3 HOPMAIBEHOIO
dyukmieto nupok (pLIKD > 90 mn/xs/1,73 M?2), 76 mauieHTiB 3 HopyueHHsIM QYHKIIT HUPOK ErKoro
crynens (pIllIK® six 60 mo < 90 mu/xs/1,73 M?) i 35 mamieHTiB 3 HOpYIIEHHAM QYHKIi HHPOK
nomiproro crynens (pIIK® six 30 mo < 60 mn/xs/1,73 M%), opytueHHs QYHKIIT HIPOK JETKOro Ta
MIOMIpHOTO CTYIEHS HE BILUTHBAJTIO HA EKCIO3uIiro pubonukmiby (que. posfin «Crocib 3acTocyBaHHS
Ta 03u»). PapMakoKiHETUKY PHOOLHKIIOY y NMAIli€HTiB 3 PAKOM MOJIOYHOL 3aI03H Ta NOPYIIEHHAM
¢yHKIIIT HIPOX TSHKKOTO CTYIIEHS HE BUBYAIIH.

BB mopymeHHsS GYHKIII HEpoK Ha (apMaKOKiHeTHKy pHOOIHMKIiOy TaKoX OIIHIOBAIH Y

1o < 30 mMu/xB) Ta 3 oci6 6Ge3 paky 3 TepMiHATIBHOIO CTAMIEI0 3aXBOPIOBA
MJI/XB), IKHM 3aCTOCOBYBaIIM PHOOLHMKIG ofHOpa3oBo y mo3i 400 mr. Y R
TsoKKEM nopymerHaM GyHkii #Hupok AUCit 3pocTano y 1,96 pasa, a Cmax % _
3I0pPOBHMH JIOGPOBOJIBIIME 3 HOPMAIIbHOIO (QYHKIIE0 HAPOK (IUB. PO i P



npo noxibre abo AEIIO BUILE 3pOCTAHHs eKCMO3uuil pHOOIUKIIOY HOPiBHAHO 3 0cOOAMH 3 THKKMM
nopyureHHAM QYHKIlIT HUPOK.

Hopywenna @yuxyil neyinku.

3a manEMy GapMaKOKiHETUYHOIO IOCTIDKEHHs B 0ci6 6e3 paKy MopylieHHs QyHKIII IEUiHKA JIETKOro
CTYIEHs HE BIUIMBAJIO HA EKCIIO3MILI0 pubouukmiby (aus. po3ain «Croci6 3acToCyBaHHS Ta JO3HY).
CepenHs eKcmosuilis puUOONMKIIOY y NamieHTiB 3 IOpyHeHHAM OQYHKUil IEYiHKE IOMipHOTO
(cmiBBigHOmEHHs cependix reomerpuunmx 3HadeHb [CCIT]: 1,44 mna Cma; 1,28 mama AUCi) i
tsxkoro cryners (CCI: 1,32 st Cmax; 1,29 st AUCing) Gynia miBrImeHa MeHIIe HixX y 2 pasu (IuB.
poznin «Croci6 3acTocyBaHHS Ta mo3u»). JaHi momynsuifiHoro ¢apMakoKiHETHYHOrO aHAJH3Y, IO
BKJIIOYaB 160 IaIrieHTiB 3 paKOM MOJIOYHOI 3a703H 1 HOPMANbHOIO (QYHKIHEIO eUiHKy Ta 47 TallieHTiB
3 mopyleHHSM (yHKUIi IEYiHKH JErKoro CTYHMEeHs, TaKoXK MPOJEMOHCTPYBAIH, IO IIOPYIICHHS
GyHKUi] DEYiHKM JIETKOrO CTYIEHs He BIUIMBAIO Ha eKcHo3umifo pubonumkmiby. Pubomukmi6 e
JIOCITiKYBaJIM y NALIEHTIB 3 PAKOM MOJIOUHOT 3aJI03H 3 TTOMIpHUM ab0 TSHKKAM NOpyIIeHHAM GyHKiii
MIeYiHKU.

Bnaueg Gi'-.K],’. Macit }?‘lfﬂﬂ, cmami ma pacoeoi‘ J?DHHCUI&?ICHOC'Wli.

IMonynsuiiamit GapMakOKiHETHYHKM aHAI3 MTOKa3aB, IO BiK, Maca TiNa Ta CTaTh He YMHUIM KIIHIYHO
3HAUYIIOTO BIUIMBY Ha CHCTEMHY EKCIIO3HI0 pHOONMKNIOY, HpH SKOMy MoIa © BHHUKHYTH
HeoOXimHicTe y kopekmii nosu. Jlami mpo BiaMiHHOCTI y (apMakoKiHETHIl, 0OyMOBJIEHI PacoBOXO
MIPUHAJICKHICTIO, 3aHaATO 0OMExeHi, 106 3poOUTH BUCHOBKH.

Lani gzaemodii in vitro.

Bnius puboyurnioy na gepmenmu yumoxpomy P450.

B ymoBax in vitro pubommkni6 € oboporuum ixribitropom CYP1A2, CYP2El ta CYP3A4/5 i
3afie)KHUM Bifl dacy imri6itopom CYP3A4/5 y kimiHiYHO 3HAYYIIMX KOHIEHTparisx. JloCmimKeHHs
in vifro ToKa3amy, mo puboNUKIIi6 He npuraiaye aktupHicTe CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19 ta CYP2D6 y kiiHiYHO 3HaYymIAX KOHIEHTpaIlisx. PHGONMKI6 He Mae IOTEHINany 10
3ajexxHoro Bix yacy inribysanas CYP1A2, CYP2C9 1 CYP2D6.

Jaxi in vitro cBigYaTh PO Te, MO PHOONUKIIO He Mae noTeHIiany o iHxyKyBaHHS depmenTiB UGT
a6o depmertin CYP, takux sk CYP2C9, CYP2C19 ta CYP3 A4, yepes nperaan-X-penentop (PXR).
TakuM uMHOM, ManoiiMoBipHO, mo mpemnapaT Kickami BrumBaTtiMe Ha CyOCTpaTH IUX (EpPMEHTIB.
Jlanux in vitro HEZOCTATHBO JJIS BHKIIOYEHHS moTeHIfiany pubonukniby innyxysatn CYP2B6 uepes
KOHCTHUTYTHBHHUI aHapocran-penentop (CAR).

Bnaue mpancnopmepie na puboyuxiio.

B ymoBax in vitro pubonukii6 e cy6erparom P-gp, aje Ha ocHOBI JaHNX GajlaHCy Mac, MaJo#MOBIpPHO,
o inribysanns P-gp a6o BCRP BmuBaTHMe Ha €KCIIO3HII0 PHOOMUKIIOY Y TEPAEBTHYHUX J038X.
Pubomuxini6 He € cybeTparoM [uid TpaHcmopTepiB nedinkoBoro 3axomneHHs OATP1B1, OATP1B3
abo OCT-1 B ymoBax in vitro.

Bnaus puboyurniéy na mpancnopmepi.

JlocTmiKkeHHsT in Vitro ToKasanu, Io pubouukii6 Mae moTeHmian a0 iHriGimil axTHBHOCTI
TpaHCIOPTepiB Jikapcekux 3acobis P-gp, BCRP, OATP1B1/1B3, OCTI1, OCT2, MATEI Ta BSEP.
PuGonuxini6 e inribysas OAT1, OAT3 abo MRP2 y KIiHiYHO 3HAYYIIHX KOHIEHTPAIiAX B yMOBax
in vitro.

Loxniniuni oani 3 beznexu.

dapmaxkonorigHa Oe3neka.

Hocmixenns Kapjlionorquo'f 6e3MeKn in vivo Ha cobakax MPONEMOHCTPYBAIM 3aJIEXKHE B 03U Ta
KOHIleHTpauii mofosxenss inrepsanry QTc npu eKCIIO3HIIii, K0T MOYKH& JOCATTH Y MAIli€HTiB ICIIA
3aCTOCYBaHHS peKoMeHaoBanol 1o3u 600 mr. Takox NpH MiZBUAINEHAX plBHSIX eKCTIOo3uIlT (IpubIM3HO
B 5 pasiB Bume odikyBaHO! KIiHIYHOI Cmax) ICHy€ MOXIIHBICTH iHIyKIii IepequacHUX CKOpOYCHb
IITyHOYKIB.

ToxcHuHICTL HOBTOPHUX JIO3.

V HocnimKeHHSX TOKCHYIHOCTI MOBTOPHHX H03 (CXeMa JiKyBaHHS: 3 THDKHI 3ac
HepepBH) TPUBAIICTIO 0 27 THXXHIB y 1IypiB 1 10 39 TxHIB y cobak 6yno B
OopraHoM, Ha sKui puOONMKNI®O YHHMTH TOKCHYHWH BIUIAB, € TIe€
(mponidepaTuBHi 3MiHH, X0NecTa3, MOAIOHI A0 MICKYy KOHKPEMEHTH y JKOBT
*o0B4). Jo opranig-MillieHe#, OB’ I3aHAX i3 (bapMaKonorquOIo niero pnﬁ MR




KiCTKH (3MEHIIEHHS YTBOPEHHS KiCTKOBOi TKAHWHW), HUPKH (OJHOYACHA JIETEHEpallid Ta pereHeparis
TyGYISAPHUX eIiTeNiaNbHAX KIITHH) Ta S€4ku (atpodis). OKkpiM arpodidaix 3MiH, IO CHIOCTePIraIucs
B SIEUKax 1 Malld TEHACHIII0 10 0GOPOTHOCTI, BCi iHII 3MiHYM OyJM MOBHICTIO OOOPOTHHMH IICIS 4-
TH>KHEBOTO TIepiofy 6e3 mikyBaHHA. Excrosumis puGOouKIiGy y TBAPUH Y JIOCIIKEHHAX TOXCHYHOCTI
6yna, SK MpaBuUaO, MEHIIOKW abo DIBHOK Tilf, IO cIOcTepiranacs y TNAli€HTiB, SKI OTPUMYBAIH
Gararopasosi xo3u 600 Mr/noby (Ha ocHOBi AUC).

PemponyKTHBHA TOKCHYHICTL/ BIIIHB Ha ()EPTHALHICTD.

Pu6oImKii6 BUABIAB GETOTOKCHUHICTD i TEPATOrEHHICTH y IIypiB a60 KPOIIB y J03aX, AKi HE YHHUIH
TOKCHYHOTO BIUTMBY HA BariTHy camKy. llicns mpeHaranbHOI eKCHo3uuii y HIypiB cmocTepiranocs
36ibIIeHHs BUOAMKIE MicAsiMIDIaHTAIiHOI 3arubeni mwioga Ta 3MEHINEHHS MacH Tina Ijoja, a y
KpOJIiB pUOOIUKIIG BUSBUBCA TEPATOTCHHUM JIPH eKCIo3uIil < 1,5 pasu GinbImil, HIX y NIOAWHH, TIPH
3acTOCYBaHHI y HalBMILIM pekoMenoBaHii 1o3i 600 mr/mo0y (#a ocrosi AUC).

YV mypiB Bif3HAYANM 3HIDKEHHS MacH Tila IUIOAIB, LIO CYMPOBOJDKYBANOCA 3MiHAMH CKeleTa, sKi
BBAKAINCS THMYACOBHMHE Ta/a60 OB’ I3aHUMHE 3 MEHIIIOIO MACOIO Tia IUIoAa. Y KPOJIiB CIOCTEPIraBes
HECHPHATIHBUI BIJIMBE HA DPO3BATOK eMOpiOHa/IUIONA, TPO IO CBIAYMIO MiJBUIICHHS YacTOTH
aHOManiil po3BHTKY IoAa (Baay PO3BUTKY i 30BHIIIHI, BicIepalbHi Ta CKENETHI aHOMAIII) Ta poCTy
mroa (3HWKEHHA MacH Tila wionis). Ll anoManil BKIIOYaIH 3MEHINECHI/MaIl 0l JIET€Hb, ZOAATKOBY
Cy/IWHY Ha Ay3i aopTH i HiadparMaibHy TprKy, BIICYTHICTE JOAaTKOBOI 10J1i a60 (4aCTKOBO) 3pOIICHI
JeTeHeBi MON 1 3MeHIIeHi/Mani momatkoBi momi neredb (30 i 60 MI/KT), JORATKOBI/pyIMMEHTapHi
TpuHAAIATI pebpa, AepOPMOBaHY Hi’ I3UKOBY KICTKY i 3MEHIIEHY KillbKICTh (paylaur MepIioro najbIl.
Bunanxis CMepri emOpioHa/nnona He 6yIo.

VY nocmimxesHi q)epanHocn y caMOK IIypiB puOONUKII6 He BIUIMBAB Ha PENPOTYKTHBHY (yHKIIIO,
dbepTmiBHicTs a60 paHHi cTaxii eM6piorenesy mpu Gynb-sKiit 103i 1o 300 mr/kr/noby (AMOBIpHO, IPH
eKCIIO3HINI, Hkuiit abo piBHiM KIiHIYHIA eKcmo3uuil y HanieHTiB IIpH HAWBMIIH PEKOMEH IOBaHIH
n03i pubormkni6y 600 mr/noby Ha ocrosi AUC).

PuGonuximi6 He OIHIOBAIM y AOCHIJDKEHHAX HoJoBidoi (epTmipHOCTI. OMHAK Yy MOCIIDKEHHIX
TOKCHYHOCTI y IIypiB i cobax moBigoMisiiy npo arpodiuxi 3MiHK B f€UKax TIpH €KCIIO3UILIAX, SKi OyIIH
MEHUIAMH a00 PIBHEMY EKCIO3MIlAM y JIIOAMHH NPH HaWBHINiH pEKOMEHAOBaHid n006OBIM 1031
600 mr/no6y ma ocmoBi AUC. IIi edextm MoxyTh OyTH [OB’S3aHAMH 3  IpAMHM
AHTHIPONi(GepaTHBENM BILTMBOM Ha 3aPOAKOBI KIITHHY S€UKa, IO IPU3BOAUTH JI0 aTpodii CiM’sHUX
KaHaJIBIB.

Pu6orukini6 i #oro MeTaGoIITH JIErKO NPOHMKAIA B MOJOKO InypiB. Excrosumis pubornmkimify y
Mosoni 6yia BUIIOO, HIX y IIa3Mi.

'eHOTOKCHYHICTB.

VYV NOCHiIDKEHHSX T'€HOTOKCHYHOCTI y OakTepialbHUX CHCTEMAax in Vifro Ta y CHUCTeMax in vilro Ta
invivo y ccaBIiB 3 MeTabOJNIYHOK akTuBaicro Ta 6e3 Hel He Oyno BUsBIEHO OyIb-SKHX O3HaK
FeHOTOKCHYHOr0 NOTeHNiay puOonuKiify.

Kniniuni xapakTepucTHKH.
Iokazanna.

Kickari moxazanuit B koMGiHamil 3 iHri6iTopoM apomarasu abo ¢ynBecTpaHTOM LA JIIKYBaHHS JKIHOK
3 MiCIeBO MOIMMPEHHM 200 METACTATHYHMM DAKOM MOJOYHOI 3al034 3 MO3WTHBHEM crarycoM HR
(penenTopiB ropMoHiB) Ta HeraTuBHHM ctaTycoM HER2 (penenTopa CHIL[CpMaJILHOI‘O thaxrapa pocTy
MIOAMHY 2 THIY) SK [OYATKOBA EHJOKPUHHA Tepamis abo JUIs JNiKyBaHHS JKiHOK, fKi IONEPEIHBO
OTPUMYBAITH €HJIOKPUHHY Tepariio.

V xiHOK B mpeMeHomay3i abo IeprMeHoIay31 eHIOKPUHHY Tepallilo CIIiJ IPOBOAKTH y KoMOiHamii 3
aroHiCTOM JIFOTEIHI3yI0UOro ropMoHy priisuHr-ropMory (JIFPL).

IIpomunokazanns. £
[TixBHINEeHA YyTIMBICTH N0 iF040i pedyoBMHH abo A0 apaxicy, coi, abo agHd

PEYOBMHY IIpenapary.

B3aemooia 3 inumumu nikapcoKumu 3acodamu ma iHuii 6uou 63aEM00 ) \-9;@ X
[Ipenapaty, SKi MOXKYTh ITi IBHINYBATH KOHIEHTPALIO PHOOIMKITIOY Y MIasmi Kn&i b«__i;.g;r;"*;“\
PuGouukii6 MeTaboi3yeThCA TONTOBHAM YHHOM 3a ponomoro CYP3A4. Tomy ik acobu, sKi
MOXYTPH BIUIMBaTHM Ha akTuBHiCTh (epmenty CYP3A4, MOXyTh BIIMBATH i Ha (hapMaKkOKIHETUKY
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pubonukniby. OxHOUacHe 3acToCyBaHHsS HOTyx)HOro iHriGiropa CYP3A4 puronasipy (100 Mr 2 pasu
Ha 106y mpoTsroM 14 mHiB) 3 pubouukiiGoM B oxHOpPa3oBii mo3i 400 Mr 370poBUM JOOPOBOJBLIAM
npusBomwio no mimsmiteHHs ekcmosumii  (AUCinf) Ta MakcumanbHO! KoHueHTpauil  (Cmax)
pubommkmi6y y 3,2 i 1,7 pasa BilmoBiAHO MOPIBHAHO i3 3aCTOCYBaHHAM pHOOUHAKIIOY B OIHOPA3OBIH
1031 400 Mr oxpeMo. Cmax Ta AUCist a1 LEQ803 (ocxoBHOro MeTabomiTy puborukmily, mo
CTaHOBUTH, MeHme 10 % BiI eKcIo3Wuil BHXiZHOI pedoBMHH) 3MeHIuyBanucs Ha 96 % 1 98 %
BIJIOBigHO.

[ToTpi6HO YHHKATH OIHOYACHOTO 3aCTOCYBaHHS NOTYXHHX iHribitopie CYP3A4, TakuX fK, 30KpeMa,
KJIApUTPOMIIIMH, iHIWHABIp, iTPAKOHA30J, KETOKOHA30J, JIONiHAaBip, PHUTOHABIp, HE}HA3OLOH,
HendiHaBip, TOCAKOHA30M, CAKBiHABIP, TENANpPEBIp, TEJITPOMIIMH, BepamaMin i BOPHKOHA301 (IHB.
po3zin «OcobmuBocTi 3acTocyBanHa»). Cilifi PO3MIIAHYTH MOXIIUBICTE 3aCTOCYBAHHS AIbTEPHATHBHHAX
JMiKapCHKHX 3ac0BiB, AKi € MeHIn noTy>xHuMH iHribitopamu CYP3A4, a Takox TPOBOAUTH MOHITOPHHT
cTaHy mamieHTis moxo nobiumux peaxnii (I1P), mos’s3anux i3 pubomuktibom (mus. posaimu «Croci6
3aCTOCYBAHHSA Ta T03U», «OcOBIMBOCTI 3acTOCYBaHHAY Ta «DapMaKOKiHETHKAY).

SIKImoO OJHOYACHOTO 3aCTOCYBaHHA HpemapaTy Kickani 3 motyxeuM iHribiropom CYP3A4 ne MoxHa
VHHKHYTH, CIIJ 3MEHIUTH 103y mpenapary Kickani, sk omucano y posaini «Croci6 sacTocyBaHHA Ta
mo3my. OmHAK KIiHIYH] JaHl IOJ0 TakKoi KOpPeKuii Jo3W BiACYyTHI. Y 3B’A3Ky 3 MIXKIH/IHBI Iy aJbHOO
BapiaGeNbHICTIO PEKOMEH/I0BAHA KOPEKIlis 03U MOXE He OyTH ONTHMABHOIO JUIs BCIX MAmli€HTiB,
TOMy PEeKOMEHIYEThCSA peTENbHHM MOHiTOpuHT Imojo IIP, mop’ssanux i3 pubomukmboM. ¥ pasi
BUHUKHEHHS TOKCHUHHX e(eKTiB puOOIMKIiOy CIi/{ BiIKOPUTYBaTH 103y Hpemapary abo TEMYacoBO
TIPHIIMHATE 3aCTOCYBAHHS Mpenapary [0 YCyHEHHs IPOSBiB TOKCHYHOCTI (MB. pO3ILIH «Crnocif
3acTOCYBaHHA Ta n03uW» Ta «®DapMaxokiHeTukan»). Y pasi NPUIHHEHHS 3aCTOCYBAHHS IOTYXXHOTO
inri6itopa CYP3A4 mnionafimenmie yepes 5 mepiofiB Horo HamiBBHBEIEHHs (IUB. IHCTPYKIIIO A
MeIMYHOT0 3acTocyBaHHs inri6itopa CYP3A4 y pasi BUHHKHEHHS IUTaHb) 3aCTOCYBAHHs IpenapaTy
Kickami cnuin BigHOBUTH y Ti#f camiit 1031, IO 1 0 MOYATKy 3acTOCYBaHHSA HOTYXXHOTO iHribiTOpa
CYP3AA4.

dizionoriuso o6rpyHToBaHe (apMaKOKiHETHYHE MOJENIOBAHHS IPOASMOHCTPYBAIO, WIO MpH
3actocyBagHi pubomukniby y mosi 600 mr momipmmit irri6itop CYP3A4 (epurpoMilH) Moxe
nigsumysati Cmex Ta AUC pubomukniby y pisHoBaxkHoMy crasi B 1,2 Ta 1,3 pasa simmosimro. ¥
Halie€dTiB, AKAM [03a pubomuKIiOy Oyna smmwkena no 400 mr 1 pas ma 106y, Cmax Ta AUC y
piBHOBaxkHOMY cTaHi 6ynmm mizsumeni B 1,4 Ta 2,1 pasa Biamosinmo. Ilepenbavaerhes, mo mpu
3acToCyBaHHi pubONHKIi6Y y 103i 200 Mr 1 pas Ha 100y CIOCTEpiraTHMEThCs MifABAINEHHs B 1,7 Ta 2,8
pasa Bixmosigno. Ha nogarky mikyBaHHs cirabkumu a6o momipaumy inribitopamu CYP3A4 Kopexum
7034 pEOONUKNiOy He moTpi6Ha. OnHAaK PeKOMEHIYEThCS IIPOBOJUTA MOHITOPUHT I1P, noB’s3aHux i3
puborukIiboM.

[lamientis cmia OoiHGOPMYBaTH HOpO HEOOXiOHICTS YHHKATH BXWBaHHS rpeHudpyris Ta
rpeiindpyToBoro coxy. Bimomo, mo Ii HpomyKTH iHTIOYIOTE (EPMEHTH LHUTOXPOMY CYP3A4 i
MOXYT5b IIiJIBUILYBATH €KCHO3HUIIII0 pHOOIHKIIOY.

[IpenapaTii, SKi MOXKYTh 3HIDKYBATH KOHIEHTPALiI0 pHOOIMKIIOY Y I1a3Mi KpoBi.

OnHoYacHe 3aCTOCYBaHHs 3J0POBHM JOOPOBOJBISAM IIOTYXXHOIO iHJIYKTOpa CYP3A4 pudamminuay
(600 Mr Ha no6y mpoTarom 14 nmis) 3 pH6oum<m60M B 0)1H0pa30311/1 no3i 600 mr 3amxyRa10 AUCins
Ta Cmax proumfm6y Ha 89 % Ta 81 % BiAMOBIZHO IMOPIBHAHO i3 3aCTOCYBaHHAM pPHOOIMKIIOY B
oxHOPa30Biit 1031 600 MT okpeMo. Cmax LEQ803 minsunrysanaca B 1,7 pasa, a AUCinf 3HHXYBANIACH Ha
27 % pignosimmo. TakuM 4YWHOM, OMHOYACHE 3aCTOCYBAaHHA MOTYXHHX iHAykTopiB CYP3A4 moxe
IPU3BOMUTA 1O 3HWIKEHHS €KCTIO3Wilil Ta, SK HACHINOK, 710 puswKy BTparh edexrumsHocti. Cimix
YHHKATH OJHOY2CHOTO 3aCTOCYBaHHs MOTYXHHX inpykropis CYP3A4, Taknx K, 30KpeMa, beHleH
pubamminuH, Kapbamasermid i 3Bipo6iit (Hypericum perforatum). Ciix pO3LIHYTH MOJJIMBICTE
OJIHOYACHOTO 3aCTOCYBAHHS aNbTEPHATHBHOTO JIKAPCHKOTo 3acoby, AKHil He Mae a0 Mae MiHIMAJIbHY
sparHicTh iHaykyBatn CYP3A4. ‘
Bmus momipamx ingykropis CYP3A4 Ha ekcro3uiio pubormKiiOy He JOCIi Ky B '
obrpyHTOBaHe (apMaKOKiHETHYHE MOJEIIOBAHHI NPOAEMOHCTPYBANO, IO A
CYP3A4 (e(paBipeHu) MOKe 3HIWKYBATH Cmax Ta AUC pn6oum<ni6y i




Puborukii6 e momipHMM/moTyxHMM iHriGitopom CYP3A4 i MoXe B3a€MOIIATH 3 JIKAPCHKUMU
cybcTaHIiAME, fki MeTaGomisyroThes 3a yuacTio CYP3A4, mo Moxe NMPU3BOJAMTH 10 MiABHILICHHS
KOHLIEHTpAIlil Y CHPOBATIli OJJHOYACHO 3aCTOCOBYBAHOTO JIIKAPCHKOTO 3aC00y.

OfHoUacHe 3aCTOCYBaHHsS 3J0pOBHM H00poBoibmsM Mimasomamy (cyberpar CYP3A4) 3
GaraTopazoBUMH [03aMH Tperapary Kickani (400 Mr) mifBHINYBaJo €KCIO3MIIIO Mijlazonamy Ha
280% (y 3,8 pasa) TOpIBHAHO 13 3aCTOCYBaHHAM MiZasomamy okpemo. MopemoBanus 3
BUKOPUCTaHHAM ()i31010Ti4HO O6rpyHTOBaHHK (hapMaKOKIHETHYHHX MOJIEIEH MPOIEMOHCTPYBAIO, IO
Ipy 3acTocyBaHHI mpenapaTy Kickani y wimiHigHO 3Hadymii#t n03i 600 MI OYiKy€ThCS MiABHINECHHS
AUC wmifasonamy y 5,2 pasa. ToMy, K MpaBWIIO, IIpA OJHOYACHOMY 3aCTOCYBaHHI pUOOIUKNIOY 3
iHIMMMM TiKapchKUMHE 3aco0aM¥ HEOOXiIHO O3HAMOMHTHCS 3 PEKOMEHIAUIAMH IOAO OIHOYACHOTO
3acTocyBadHs 3 iHri6iropamu CYP3A4 B iHCTpYKWIAX JUIA MEJUYHOTO 3aCTOCYBAHHS IUX JLIKAPCHKUX
3aco6iB. PeKOMEHIyeThCA MOTPHUMYBAaTHCS OOEPEeXKHOCTI IIPH OJHOYACHOMY 3aCTOCYBaHHI 3
uyTmueaME cy6ctpaTamu CYP3A4 3 By3bKHM TepaleBTHIHEM iHIeKcoM (IuB. posfin «OcobiuBocTi
3acTOCYBaHHA»). Moxe OGyTu MOTpiGHE 3HWXCHHS Jo3M uyTnuBux cyberparis CYP3A4 3 Byspkum
TEpaNeBTUYHUM iHJEKCOM, TAKMX K, 30KpeMa, andeHTaHLT, MUKIOCIIOPHH, €BEpONIiMyC, (EeHTaHi,
CHpPOJIIMYC 1 TAKPOIIMYC, OCKITBKH PHOOLMKIIIO MOXKE TiJIBUIIYBATH iX EKCIIO3MIIIIO.

Crip yHHMKaTH OFHOYACHOTO 3aCTOCYBaHHs puboiukiniby y nosi 600 mr 3 takumu cyGcrparamu
CYP3A4: anbys303uH, amiOmapoH, UM3alpHl, [IMO3HI, XiHIIMH, €proTamiH, JHUTIIPOEPTOTaMIH,
KBETIalliH, T0BACTaTHH, CAMBACTaTHH, CHieHadin, Miga3oaaM, TPHA30JIaM.

OnHOYACHE 3aCTOCYBaHHS 310poBUM 100poBoibLaM KodeiHy (cyberpatr CYP1A2) 3 HararopazoBumu
mo3amu npenapary Kickami (400 mr) migsuminysano ekcmosuuilo kodeimy ma 20 % (y 1,2 pasa)
HOPIiBHSHO i3 3acTOCYBaHHAM Kodeiny okpemo. IIpu 3acTocyBaHHI KIiHidHO 3Ha4yInoi no3u 600 mr
MOZENIOBAHHA 3 BHKOPHCTaHHSM (isiomoriuso oGIPyHTOBaHHX (apMAKOKIHETHYHUX MOJEIEH
NPOrHO3YBANIO JiHIe caabkuii iHriGyioumii BB pubormkniby Ha cyberpatn CYP1A2 (migsuineHHs
AUC y <2 pa3n).

IIpenapatu, siki € cyOcTpaTaMul TPaHCIIOPTEPIB.

JloCipKEeH S in Vitro TIPOJEMOHCTPYBANH, 0 prOONUKIIG Ma€e IOTEHIial IPUTHITyBATHA AKTUBHICTE
npenaparis-Tpancroprepie  P-gp, BCRP, OATP1B1/1B3, OCT1, OCT2, MATEl ta BSEP.
PexoMeHAyeThC MOTPUMYBAaTHCS OOEpEeXHOCTI Ta IPOBOZHTH MOHITOPHHT INOIO TPOSBIB
TOKCHYHOCTI IIPOTATOM OJHOYACHOIO JIKyBaHHS YyTJIMBHMH CyOCTpaTaMM IIHMX TPaHCIOPTSpiB, AKi
MaIOTh BY3bKHI TepalleBTUYHMI iHIEKC, TAKUX SK, 30KpeMa, IUTOKCHH, IIiTABACTATHH, [IPABaCTATHH,
po3yBacTaruH i MeTHOpPMIH.

Baaemonis npenapary 3 DKEO.

IIpemapar Kickami Mo)Ha 3acTOCOBYBaTH HE3aJIEKHO Bin mpuiomy Dxi (aus. posgima «Croci6
3aCTOCYBaHHS Ta 103W» Ta « DapMaKOKiHETHKaY).

JlikapceKi 3aco0m., skl niasuuyioTs pH mmyaka.

Pu6onuKII6 XapaKTepu3yeThcs BHCOKOK po3umHHiCTIO mpu pH 4,5 abo mmxde i B GionmoridHomy
cepenosumi (pu pH 5,0 i 6,5). OxrodacHe 3acToCyBaHHS pHOONUKIIOY 3 J'IiKapCBKI/IMI/I 3acobamu, AKi
migeumyrots pH HITyHKA, HE OWIHIOBANK y KIIHIYHHX JOCIIIKEHHAX; OJHAK HI B IIOHYJISII_III/IHOMy
dapMaKoKiHeTHYHOMY aHaJi3i, Hi B HEKOMIIAPTMEHTHOMY ()apMaKOKiHETHUHOMY aHawi3l MOPYIICHHS
BCMOKTYBaHHS puOOLUKIIIOy He cocTepiranocs.

Bsaemomis Misk puOoUMKIIOOM 1 IETPO30IOM.

JTaHi KIiHIYHOTO MOCIIKEHHS 3@ yd4acTO TAIi€HTIB 3 PakOM MOJIOUHOI 3a703U Ta IOIyJIAIiHHOTO
apMaKOKiHETHIHOTO aHAi3y NPOAEMOHCTPYBaIM BiCYTHICTH B3aeMomii Mk pubouukiioom Ta
JIETPO30JIOM ITiC/Is OJJHOYACHOTO 3aCTOCYBaHHS IIUX JTiKapCHKHUX 3ac00iB.

Baaemomist Misk pubormkinitoM 1 aHACTPO30IIOM.

JlaHi KJIIHIYHOTO JOCTIKEHHS 33 YYACTIO IAIliEHTiB 3 PAKOM MOJIOYHOI 3a703U IPOASMOHCTPYBaIH
BiJICYTHICTh KIIiHiYHO 3HaYyIIOi B3aeMOJii MDXX pHOOLIMKIIOOM Ta aHACTPO3OJIOM MiCJIs OLHOYACHOTO
3aCTOCYBAHHS IUX JIKApCHKUX 3ac00iB.
Braemonist Mk puGonukiiooM i gynpecTpanToM.
Jlagi KIiHIYHOTO MOCIHIMIKEHHS 3a Y4acTIO Nalli€HTiB 3 PakoM MOJIOYHO]
BIACYTHICTh KJIHIYHO 3HAYyIIOTO BIUIMBY QYJIBECTPAHTYy Ha EKCII
0J{HOYACHOTO 3aCTOCYBAHHS IIUX JIKapPCHKHUX 3aC001B.
Baaemoytig Mix proinkiiooM i Tamoxcudenom.




Jlani KIIHIYHOTO JOCIIKEHHS 3a y4acTIO MAIi€HTiB 3 PaKOM MOJIOYHOI 3aJ03H IPOAEMOHCTPYBAIIH,
MO TiCNHs OMHOYACHOTC 3aCTOCYBaHHA pHOOIMKINOY i TamMOKCu(EHY eKCIO3HIis TaMOKCH(EHY
MiTBUIyBaTacs NpUOIU3HO y 2 pasH.

Bzaemois Mizk prOonuk1ibom Ta nepopalibHUMI KOHTPALEITHBAMH.

JlocrixeHHs B3aeMOJIii MiX pHOOIMKIIOOM Ta IEpPOPATBHMMH KOHTPAIENTHBAMH HE IPOBOMMIIUCH
(muB. po3AiN «3acTOCYBaHHs y Hepiof BariTHOCTi 60 TOMyBaHHS IPY IUTEO).

[TepenGauyBani B3aeMOil. Anmuapummiuni nikapcoki 3acobu ma iHui 1ikapcuki 3acobu, w0 ModNCYymv
cnpuyunamu nodossicents inmepeany QT.

Cril YHMKATH OJHOYACHOTO 3aCTOCYBaHHs IpemapaTy Kickali 3 mikapchbKuMH 3aco0aMH, 3AaTHAMH
CIPHYMHATH TOMOBXeHHs iHTepBary QT, TakuMM SK aHTHAPMTMIUHI JiKapchki 3acobu (30KpeMa,
aMiofapoH, AM30Mipamif, NpoKaiHaMim, XiHIAMH i COTajoN) Ta IHIIAME JTiKapChbKUMHU 3acobami,
3JATHUMH CIPMYMHATH HONoBXeHHs imrepsany QT (30Kpema, XJIOpOXiH, Talo¢aHTpHH,
KJIApUTPOMIIIAH, IHIPOGIOKCAWH, JeBOGUIOKCAIMH, a3UTPOMIIUH, TalONepUNoN, 4ETajoH,
MOKCH(bIOKCAIHE, GENpHIIi, MMO3MA Ta OHZAHCETPOH I BHYTPINIHHOBEHHOTO BBENCHHS) (IUB.
posain «OcobmmBocti 3actocyBaHHs»). [Ipenapar Kickaii Takox He peKOMEHAYETLCA 3aCTOCOBYBATH
y komGiHamii 3 Tamokcubenom (muB. pospmine «IlokasamHs», «OCOONHMBOCTI 3aCTOCYBaHHA» Ta
«DapmakoguHaMIKa»).

Ocobnueocmi 3acmocyéanHtA.

Bicuepaibhe 3aXBOPIOBAHHS, 10 3arPOIKY€E IKUTTIO.
EdexTuBHICT Ta Gesmnexa prOONHUKIiOy y HAli€HTIB 3 BiCHEPAILHUM 3aXBOPIOBAHHAM, IO 3aTPOXKy€
JKUATTIO, HE TIOCHIDKYBaIUCS.

HeiliTponenis.

BaeXkHO Big CTYImeHs TSDKKOCTI HelfTpomeHii jikyBaxHs mnpemapatoM Kickam moxe norpeGysaru
THMYACOBOTO [IEPEPHUBAHHS, 3HIDKEHHS 103U a00 MPUIMHEHHS, K ONKUCaHO y Tabmumi 9 (IuB. po3aimu
«Cnocib 3acTocyBanHs Ta 1o3u» Ta «I1oGivHi peakiii»).

["enaTobiiapHa TOKCHYHICTD.

Ilepen modaTkoM IiKyBaHHs npemnaparoM Kickam ciif mpoBecTd (yHKIIOHANBHI HEYiHKOBI MPOOH.
[licis mouaTky JIiKyBaHHS CJiJl KOHTpomoBaTd GyHKIi0 mHedinku (auB. pospimn «Croci6
3aCTOCYBaHHs Ta H03u» Ta «[lo6iuHi peakimiin).

BaNeXHO BiJ CTYHeHd IIiJBMIIEHHS piBHA TpaHCaMiHa3 IiKyBaHHA mpemapatoM Kickami MOXxe
10TpeGyBaTH THMYACOBOTO TIEPEPUBAHHS, 3HIDKEHHS 103U ab0 IPHITMHEHHS, K onrcaHo y Tabmumi 10
(nuB. posaima «Croci6 3acTocyBanHs Ta f03u» Ta «I1o6iuHi peakuii»). PexoMeHaartii A Dai€HTIB 3
migpummerasM pisag ACT/AJIT > 3 na BuXifnHOMY piBHI BiJCyTHI.

Toposxenns intepsainy QT.

V nocmimkenni E2301 (MONALEESA-7) nonoesxenns intepsany QTcF ma > 60 Mc Big BEXifHOrO
piBHs crioctepiranoca y 14/87 (16,1 %) nauientis, sxi oTpumysamu npenapar Kickani y xombiHamii 3
Tamoxcudenom, Ta y 18/245 (7,3 %) nauientis, sxi orpumyBany mpemapar Kickani y xomGinanii 3
HecTepoinHuM iaribiropom apomarasu (HCIA). He pekoMeHIyeThCS 3aCTOCOBYBATH IIpENIapaT Kicxkani
y koM6inanii 3 Tamoxcudenom (nus. posxinu «[lobiuni peaxii» Ta «DapmakouHaMiKay).

Tlepen mouaTkoM JikyBanus ciin nmposectd EKI. Jlikysanns npenapatoM Kickai ciif po3nouMHATH
TUIbKY Y marienTi 3i snavennamu QTcF menme 450 mc. EKT ciin mosroputy npubmnusto Ha 14-i
JIeHb TIEPIIOTO MUKIY T4 Ha IOYATKY APYToro UKy, a B OAANBIIOMY — 38 KIIHIYHIMH [OKa3aHHAMH
(nuB. poszimu «Croci6 3actocyBaHHs Ta No3U» Ta «I106iuHi peakitii»).

C1if IIpOBOIMTH BiANOBITHUN MOHITOPHHI €JIEKTPOJITIB y CHPOBATIi KPOBI (BKIIFOYAIOYH KaJii,
KaubIiid, Gochop i Marmii) Mo MOYATKy JiKyBaHHS, Ha IOYATKy IEprimX 6 UHMKIIB, a HOTIM — 3a
KITIHIYHAME TIOKa3aHHAMM. Bynp-ski BiAXWIEHHS BiJ HOPMH CNiJlT BIAKOPUTYBaTH 1O IIOYATKY
nikyBasHs npenapatom Kickani Ta nix wac nixysanns mpenaparom Kickaii.
Crifi yHHKaTH 3acTOCyBaHHs npemnapary Kickali mamieHTam 3 HasBHICTIO a6o ;
PO3BUTKY omoBxeHHs inTepBany QTc. Jlo Takux HaneKaTh NAII€HTH 3:

. curapomoM mopoBxkenHs QT; \
. HEKOHTPOJILOBAaHUM ab0 3HAYHMM 3aXBOPIOBAHHSAM  CEPI, BKIL gign“@*‘dé- B3
HepeHeceHuit iHpapkT MioKapaa, 3acTilfHy cepleBy HEIOCTaTHICTb, Heca"aoﬁ Eﬂi}’ “c:'remé'«kap
OpamuapuTMito; AN

. HOpPYIIEHHAME GallaHCy €JIEKTPOJITIB.
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Ciix yHEKaTH 3acTOCyBaHHs Hpemapary Kickami 3 mikapchKMH 3ac00aM¥, 37aTHUMM ITOAOBXKYBATH
inTepran QT, 1a/abo motyxHuMHU iHribiTopamu CYP3A4, OCKIIBKY Ite MOXE IIPH3BECTH 110 KJIIHIYHO
sHagymoro mnomosxenus iHTepsanry QTcF (nus. pozmnn «Cmoci6 3acTocyBaHHA Ta JO3M»,
«B3aeMotis 3 iHIMMA JTiKapchKHAMH 3acobaM¥ Ta iHIN BH/AM B3aeMofiit» Ta «Papmako/mHaMiKay).
SIkmo niKyBaHHS HOTyXHuM iHri6itopoMm CYP3A4 He MOXHA YHHKHYTH, CIiJ 3SMEHIIMTH J03y 1O
400 mr 1 pas Ha m06y (muB. po3gima «Cmoci0 3aCTOCYBaHHS Ta JO3M) Ta «Bzaemomis 3 IHIIMMH
J'IlKapCBKI/IMI/I 3acobaMu Ta 1HII BUIY B3aEMOZIIN»).

3amexHO Bif CIOCTEPEXYBAHOTO T Yac JikyBanHs noposxerHs QT ixysamss npernapatoM Kickani
MOXe IIOTpe6yBaTH THMYACOBOTO IEPEpPUBAHHsI, 3HIDKEHHS 03U ab0 NPUIHHEHHS, AK OMNHCAHO ¥
tabmuni 11 (muB. posmimm  «Crmoci6 3actocyBaHHS Ta J03H», «Ilo6iuHi peaxmii» Ta
«DapMaKOKiHETHKAY).

Baxkkl mkipHi peaxiit,

TloBiOMIIUIOCs HPO TOKCHYHME HEKpo3 emimepmicy mpu nikysammi mpemaparoM Kickami. SIkimo
3’ IBJITIOTHCS O3HAKY T4 CUMIITOMH, III0 CBiA4YaTh PO BaKKi MIKipHI peakiii (HaIpuKIIaj, Iporpecyrode
IIMPOKe YPaKEHHs IIKIPHUM BHCHIIOM, YACTO i3 MyXHUpIAME 400 ypaKeHHIMHU CIIM30B01 0OOJIOHKH),
CIIiJT HeraltHO IPUITMHKATH JIIKyBaHHs IpenapaToM Kickani.

Cy6crpatn CYP3A4.

Pu6ommkni6 € moryxuuM inribitopom CYP3A4 y nosi 600 mr i momipaum imribiropom CYP3A4 y
n03i 400 Mr. Takum 49HHOM, PHOONMKII6 MOXe B3aEMOZAISTH 3 JIKApCHKUMM 3acobamy, sKi
MeTabomi3yloThca 3a ydacTio CYP3A4, mo MoXe INpH3BECTH JO IIABULICHHS KOHIIEHTpaLil
Cy6CTpaT1B CYP3A4 y cuposariii kposi (jiuB. posmin «Bsaemozis 3 iHIAMHE TiKapchKAMY 3aco0aMu
Ta iHIN BUAM B3aEMOJiH»). PeKOMEHIyeThcs AOTPHUMYyBATHCS OOEPEXHOCTI IPH OZHOYACHOMY
3aCTOCYBaHHI 3 Ty T/IMBUME cyberparamu CYP3A4 3 BY3BKHM TepanieBTHIHIM 1HJIEKCOM, a TaKOX
03HAMOMHTHCS 3 IHCTPYKIIAMHE I MEJUUYHOTO 3aCTOCYBAaHHA IIHX IIPEMapariB OO OXEOYAacHOTO
3acTocyBanus 3 inri6itopamu CYP3A4.

JKIHKH penpoAYKTUBHOIO BiKY.

Kinxam PETPOATYKTHBHOTO BIKy CIHifl pPEKOMEHIYBATH BHKOPMCTOBYBATH €(EKTUBHI METOAH
KOHTpAIENIIil IPOTAroM JIiKyBaHHS TpeTapaToM Kickaui Ta moHaiiMerine 21 eHb Miciasd OTpUMaHHS
OCTaHHBO JO3W IIpemapaTy (MMB. PO3AUT «3acTOCYBaHHA y Iepiofd BariTHOCTI abo rojyBaHHT
TPYIIION).

CoeBuii TEUTHH.

ITpenapar Kickani micTuTh coesuit nenutud. llarienram 3 [iBUINEHOIO Yy TAMBICTIO IO apaxicy abo
coi He cip npuiivartu Kickani (que. posain «[IpoTHIIOKa3aHHs»).

3acmocysanns y nepiod eazimmocmi abo 200y6anHA 2pydoro.
YKiHKH PempoayKTHBHOTO Biky/ koHTpauenuii. ITepes mouaTKkoM IiKyBaHHs npemapatom Kickani ciin
IIPOBECTH TECT Ha BariTHICTB.
Kinkam PEenpolyKTUBHOTO BiKy, s1Ki OTpEMYIOTH Mpemnapar Kickaii, ci1ifi BAKOPHCTOBYBaTH eheKTHBHI
MeTOI¥ KOHTpAIENIil (HanpuKiay oABIHHAN Gap’epHHUit METO/ KOHTPALEILLT) IPOTATOM JKyBaHHS
Ta moHaiMenme 21 KeHb Mic/Ia IpUIAHEHHS TiKyBaHHs npenapaTom Kickari.
Baritaicts. Hanexuux Ta 106pe KOHTPOIBOBAHUX JOCTI/DKEHD 3a yuacTio BariTHUX JKiHOK HeMae. 3
orNAAy Ha JaHi, OTpUMaHI Ha TBApUHAX, MPU 3aCTOCYBaHHI BariTHii >KiHII puOONMKI6 MOXe
CIPUYMHATH IIKi/UMBEH BIUIMB Ha IUHX (fmB. po3nin «JlowmimivHi faHi 3 Oe3meKu»). HpenapaT
Kickani He peKOMEHIYeTECS 3aCTOCOBYBATH y HEPiofi BariTHOCT Ta JKiHKaM PEHpOAYyKTUBHOTO BiKY,
AKi He BHKOPHCTOBYIOTbH 3aCO0M KOHTpaLENIIii.
Tomyeanus Tpymmo. HeBinoMo, 4 MpoHHMKae puOOIUKII6 y IpylHe MOJOKO JIOIMHH. JlaHi MOK0
BILIMBY pUOOUMKIIOYy Ha HEMOBIA, AK€ 3HAXOJWTBCA Ha TPYIHOMY BUIOZIOBYBaHHI, ab0 BIIIMBY
pHGONMKII6Y Ha MPOTyKyBaHHS MONoKa BifcyTHi. Pubomukii6 1 #oro MeTabOoJIITH JIETKO IPOHUKAIH Y
MOJIOKO JIaKTYIO4HX MypiB. TTamienTkam, ki 0OTpuMyroTh Ipenapat Kickai, He ciij OB
IIPOTSAroM INoHaiMeHe 21 IHS miciIs OTpUMaHHS OCTaHHBOI HO3.
deprunpaicts. Kniniusi gami mpo BB prOOUUKIIOY Ha (EpPTHIBHICTD Bi "’.fg{’
JIOCTi/DKeHHST Ha TBapMHAX, pPUOONHUKII6 MOXe BIUIMBATH Ha (epTHIib
PEIIPOIYKTHBHUM NOTEHIIATIOM (IHB. po3ain «JlokmiHiuni faHi 3 Oe3meKny). tl.j:_\‘; B 0-
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30amuicme enaugamu HA WGUOKICMb peakyii npu KepyeawHi aemompanchopmom abo inuumu
MEXAHIZMAMIL.

TIpenapat Kickai Moe MATH He3HAYHHH BIUIMB Ha 3aTHICTH KEPyBaTH TPAHCIIOPTHUMHU 3ac06aMu Ta
[paIIoBaTH 3 iHIIAMHM MexXaHi3mMamu. IlanieHtam ciijy pekoMeHayBaTH OyTH OOCPEKHAMH IIpH
KepyBaHHi aBTOTPAHCIOPTOM Ta pPOGOTI 3 IHIIMMM MeXaHi3MaMH Y pa3i BHHHKHEHHY BTOMH,
3amaMOpoYeHHs ab0 BEpTHTO MpOTSroM JiKyBaHHs mpemapatoM Kickami (mus. posmin «Ilobiumi
peaxiIiiin).

Cnoci6 3acmocyeaHHa ma 003u.

JlikyaHHA HOpemapaToM Kickani cmim poslmoYMHATH MMiJ HAIJIIOM JTiKaps, SKAX Mae MOCBiX
3aCTOCYBaHHS NPOTHIYXJIMHHUX JTIKapChKHX 3ac00iB.

Jl03yBaHHS.

PexoMeHIOBaHA 1033 cTaHOBUTH 600 Mr (Tpd TabJIETKH, BKPUTI ITIBKOBOIO 06070HKO, 10 200 Mr)
pubonukni6y 1 pas Ha 100y mpoTtsroM 21 1QHS IOCHUIb i3 MOAAILINOK 7-AEHHOXO IEPEPBOIO, IO
cKIajaTyMe MOBHWH 1wkin 3 28 mmiB. JIiKyBaHHA CIif MPOJOBXYBAaTH HOTH, MOKM 36epiractbes
KJIHIUHA epEeKTUBHICTE Teparrii abo JO HOSBY HEIPUHHATHOI TOKCHYHOCTI.

Ipemapar Kickami cmifi 3acTocoByBaté y XoMmOiHamil 3 JeTpo3ojioM y m03i 2,5 Mr abo IHIIEM
iari6iropom apomarasu, abo 3 gynaBectpanToM y 1021 500 Mr.

IIpu 3acTocyBanHi TpemapaTy Kickami y xom6iHauii 3 iHribiropom apomarasu iHriGitop apomaTasu
il 3acTOCOBYBaTH TepopaisHo 1 pas Ha no0y GesmepepBHO MpoTsaroM 28-aeHHOro wukiy. [l
OTpUMaHHs GiIbII AeTaneHOl iHpopMalii IuB. IHCTPYKUiIO Ul MEAHYHOTO 3aCTOCYBaHHA inribitopa
apoMarasi.

[Tpu 3aCTocyBaHH1 npenapary Kickam y komGimamii 3 ¢ynBecTpanToM (YIBECTpaHT BBOIATH
BHYTpIiIIHEBOM 513080 y 1-#, 15-it i 29-# nmi, a motiM — 1 pa3 Ha Micans. [lus OTpUMaHHSA ORI
neTansHoi iHpopMAanii JUB. IHCTPYKITIO JUIs MEUTIHOTO 3aCTOCYBaHHs (QyIBECTPaHTY.

JlikyBaHHS JKIHOK B Mpe- Ta [EPHMEHONAy3aJIbHOMY IME€piofi CXBANCHHMH KOMOiHaUisMK 3
npemaparoM Kickani mopuHHO Takox BKitouary aromict# JITPT BimosinHo fo MicueBux craHAapTiB
KJIIHIYHOT TPaKTUKH.

IIpemapar Kickani MoHa 3aCTOCOBYBATH HE3alIeXKHO Bij mpuitomy DXi (MUB. po3min «B3aemonis 3
iHITAME  JTiKApCPKMMHM 3acobaMd Ta iHIII BHAM B3aeMofiii»). IlamieHTam CIiJl pEeKOMEHAyBATH
IpHAMATH 03y IIperapaTy MPUOIM3HO B OJMH 1 TOH ke 4ac KOXHOTO jaHs, OaxaHo Bpawni. IIpu
BUHUKHEHH] y TaIlieHTa GIIOBaHHA IICNs NPUHOMy nperapary abo y pasi IpOmycKy A03d HE CILA
NpuitMaTH T0JaTKOBY /103y y liedt aeHb. HacTynHy npH3HadeHy 103y CHiJl IPUHHATH Y 3BUYAHUN dac.
Koperuyis 0o3u.

JlikyBaHHA TsKKMX ab0 HeNepeHOCHMMX IIOOIYHMX peakuid Ha [perapar MOXe BHMaraT
TUMYAcoOBOr0 IIEPEPUBAHHS JIKYBaHHS, 3HIDKEHHS J034 ab0 NpPUNMHEHHS IPHAOMY Ipenapaty
Kickai. Bka3iBky o0 3HMKEHHS PEKOMEHI0BAHOI 103U HaBeJIeHO Yy Tabnumi 8.

Tabmurs 8
BxasiBky IOA0 KOPEKIil peKOMEHI0BaHOl 1031
Kickani
Hoza Kinexicts Tabnetok mo 200 mr
TTouaTtxosa no3a 600 mr/moby 3
[lepirte 3HUKEHHSA HO3U 400 mr/noby 2
Jlpyre 3HIXEHHA JO3H 200 mMr*/moby 1

*xmo HeoOXigHe MoAaNblIe 3HHXKEHHS jo3u Hmkde 200 Mr/moly, JKyBaHHA CIIiZl OCTATOYHO
IPUINTHHATH.

VY tabmamax 9, 10, 11 i 12 mincymoBaHO pekoMeHAalii om0 TepepHBAHHS JiKyBaHHS, 3HUKCHHS
nosu abo MPUITAHCHHS HpI/II/IOMy npenapaTy Kickani npu meBaHHl OKpEeMHUX MOGIYHUX peaKum Ha

BanOBYIO'{I/I OIIIHKY CIIiBBITHOLIEHHS KOPHCTH/PH3HK y KOXHOMY OKpCMOMy BHIT
«Oco0IMBOCTI 3aCTOCYBaHHA).

Jlo mouaTky JiKyBaHHS TpenapaToM Kickami cmin TPOBECTH 3arajIbHUA aHawi3 K jﬁtg 3AL!G,!\$‘H
no9aTKy JikysauHs 3AK ciij HpoBOAMTH KOXHI 2 THKHI IPOTATOM NEPIIUX 2 Ik Jujs,oﬂ‘b 1)2 TATK)S 5/
KOYHOTO i3 HACTYIIHHX 4 I[UKITIB, 4 B IOJATBIIOMY — 3a KIIHIYHUMH MOKa3aHHAMM.




Kopexuis 031 Ta JiKyBaHHs ITpH HefTponenii

Tabryus 9

1 abo 2 3 cTymiHs * 3 cTynigp* 4 crymninp*
CTYIiHB* (AKH 500 — < 1000/mm>) bebprnnHa (AKH <
(AKH Hefitponenis** | 500/mm’)
1000/mm> —
<HMH)
Kopexkutis THUM4YacOBO IPUITHHATH TumuacoBo Trmuacoso
JTO3U He IIPUHOM JIO BiTHOBJICHHS J0 | NPUIIMHUTH MPUITHHUTH
moTpiOHA. <2 cTyness. IpuioM 10 IpUHOM 110
BigHoBUTH ipUiioM BiHOBJIEHHS 4O | BiXHOBIEHHS A0
HetfiTporeHist npenapaty Kickani y Tiit <2 cTymeHs. <2 cTymneHs.
camii mosi. Bigunosutu BigHosutH
ITpu noBTOpHOMY npuioM IpHuitoM
BUHMKHEHHi TOKCHYHOCTI 3 | mpemapary penapary
CTyIEeHs: THMYACOBO Kickani y mosi, | Kickaniy no3i,
HNPUOUHUTH IPHHOM 10 3HIKeHid 1o 1 3HIKeHIH 10 1
BiIHOBIIEHHS 10 < 2 PiBHS 103H. PIBHS JO3H.
CTYIIEHS, ITOTIM BiTHOBUTH
npuiiom npemnapary Kickani
y J03i, 3HIKEHi# 70 1
PiBHS JO3H.

* BusnaueHHs cryness BianosigHo o CTCAE sepcis 4.03 (CTCAE — saraisHi TepMiHONOTI4HI
KpHUTepiil s OLiHKH NOGIYHIX SBUIL).
** Heifrpomeris 3 CTyIeHs 3 €IMHHAM emizonoM rapsake > 38,3 °C (a6o sume 38 °C mporsiroM
6inpie Hix 1 roauan Ta/abo CyImyTHS iHDEKIi).
AKH — a6coimoTHa KinbKicTh HefiTpodini; HMH — HykHS MeXa HOpMH.

Jlo movaTKy TiKyBaHHs mpermapatoM Kickam crix mposect (yHKnionambHi neginkosi mpobu (PIIII).
[icns mouatky mixysamus ®IIII cirig MpoBOAMTH KOXKHI 2 THXEI IPOTATOM MEPLIMX 2 LUKIIB, Ha
II0YATKy KOXHOTO i3 HACTYNHHUX 4 IHKIIB, @ B IOAANBINOMY — 32 KIIHIYHMMH [TOKa3aHHSMHU. SIKIIO
BiI3HAYAIOTHCS OPYIIEHHS > 2 CTYIIEHS, PEKOMEH/IY€EThCS O1IbIN YacTHH MOHITOPHHT.

Ta6nuus 10
Kopexkis 1031 Ta JIiKyBaHHs IPA renartodiiapHiil TOKCHIHOCTI
IToxazHukH 1 cTymiae* | 2 cTymiss * 3 cTyminp* 4 cryniHp*
>BMH- | (>3-5xBMH) (> 5-20 x BMH) (> 20 x BMH)
3 x BMH)

[TinBuIICHHS Kopexuis Buxinuuit piBens < 2: TumuacoBo Ocrarouno
ACT Tta/abo JI037 HE TUMYACOBO MPUIIMHUATH | IPUNMHATH IPUAOM | IPUIVHATH
AJIT mopiBasiHO | mOTpiOHA. npuiioM 10 BiHOBJIEHHS | mpenapary Kickani npHuiioM
3 BUX{THUM JI0 < BHXIJTHOTO PiBHA, JI0 BiJIHOBJIEHHS 0 < | IIpenapary
piBHEM** €3 TOTIM BiTHOBUTH BHXIQHOIO PiBHS, Kickai.
T ABHIIEHHS IpUHAOM Ipernapary IIOTIM BiHOBUTHU
piBHSA Kickani y Ti#f camiii mpuiioM Openapary y
3araJibHOTO no3i. Ilpu moBTOpHOMY | IO3i, 3HIDKEHIH 10
6inipyb6iny BUHUKHEHHI HaHOIMKIOTO
Buie 2 x BMH TOKCHYHOCTI 2 CTYIIEHs. | JO30BOTO PiBHS.

BiJTHOBHMTH IIpHHOM [Ipu moBTOpHOMY

npenaparty Kickami y BUHUKHEHHI

1031, 3HMKEHIH 10 TOKCHYHOCTI 3 &

Ha#OJIMKYOT0 JO30BOTO | CTYIIEHS OCTaTO'LgSE*

piBHSL. IPHIMEATH TpHITONE 2\




Buxinsuit piBeHb = 2: npenapaty Kickai.
TIepepUBaHHS IpUHOMY
He NOTpibHE.
OnsouacHe SIximo y nanienTa crnoctepiraethes migsuinenas AJIT ta/abo ACT > 3 x BMH
MiBUIICHHS Pa3oM 3 MIIBHIIEHHAM piBHs 3arajibHOro 6iipy6iny > 2 X BMH, HesanexHo Bin
ACT Ta/abo BUXIJHOTO PiBHS, OCTATOYHO MPUITHHUTHU IpuiioM npenapary Kickaii.
AJIT pasom 3
HIABUIEHHIM
piBHS
3arajlbHOTO
6inipy6iny npu
BiJICYTHOCTI
xXoJecTazy

* Busnauenns ctynens sigmosiguo no CTCAE sepcis 4.03 (CTCAE — 3arajibHi TepMiHONOTIYHI
KpUTEPil TS OLIHKY TOOIUYHUX SIBUIL).
** BuxigHui piBeHb — IO IOYATKY JIKYBaHHS.

BMH — BepxHs Mexa HOPMH.

Jlo moyaTky nikysanHs npenapatoM Kickani cnig npoeectu EKT. ITicns movaTky mixysanas EKI e
NOBTOPIOBATH HpUONM3HO Ha 14-ii meHp IepIIoro NMKIy i Ha IOYaTKy ApPYroro LMKy, a B
HOJANBIIOMYy — 3a KIIHIYHMUMM [OKasaHHsMH. Y pasi nomoBxeHHs QTcF mpoTsarom JiKyBaHHS
PEKOMEHTY€THCS O1TBIN YaCTHH MOHITOPHHT.

Tabumsg 11

Kopexiiis 1o3u Ta JiKyBaHas npu nogosxeHai QT

Jani EKT

PexoMenanii mo10 KopeKuii 031 Ta NiKyBaHHS

EKT" 3 intrepBamom QTcF
> 480 mc

1. Cnig THMYAcOBO TIPUIIMHUTHU 3aCTOCYBaHHA IIpENAapary.

2. Sxkmo momomxkenHsd iHtepary QTcF BiZHOBMIOETBCA [0
< 481 Mc, chim BigHOBUTH JIKyBaHHS IIpellapaToM y HO3i,
3HIDKEHIH 10 HaOIHKIOTO I030BOTO PiBHS.

3. Sxmpo iarepsan QTcF moeroprO mimBmImyeThcs 10 > 481 Mmc,
Cliji THMYacoBO TPUIWHUTH TpHiioM Mpemapary 1o
sinHossenns inTepBany QTcF mo < 481 mc, a MOTIM BIAHOBHUTH
npuiiom npenapary Kickani y 031, 3HIKEHIH 10 HalOIMAKIOro
JI030BOTO PiBHA.

EKT" 3 inTepBanom QTckF
> 500 mc

Sxmo imrepan QTcF mnepepumye 500 Mc, cli THMYAacoBO
NPUIKHATH TpHUiioM penapary Kickani 10 BiZHOBIEHHS IHTEpBaLY
QTcF no < 481 Mc, a moTiM BigHOBUTH IpuitoM Ipenapary Kickaii
y 1031, 3HIKEHIH 0 HalOIMK9I0ro J030BOIO PiBHI.

Sxmo iaTepBan QTcF mepesumye 500 mc abo cmocrepit€Thes
foro 3mina 6ineiie Hix HA 60 MC TOPIBHSHO 3 BUXIIHUM PiBHEM Y
OO€MHAHHI 31 IUIYHOYKOBOIO TaXiKapAielo THIy «IipyeT» abo
MOJTIMOPQHOIO IUTYHOYKOBOIO TaxikapIiero, abo
O3HAKAMH/CUMIITOMaM¥  TSDKKOI — apuTMil, CJIil  OCTAaTOYHO
TMPUIHHATH IpritoM mpenapaty Kickai.

Kopekitig 030 Ta JiKYBaHHs IIPH iHIMIKX TOKCHYHEX edexrax™

| Tmmmi Toxcwumi | 1 a60 2 cTyminp** | 3 cTyminp** | 4
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epexTn Kopexknis no3u He Tum4yacoBO IPUITHHATH OcrtaTo4yHO

moTpibHa. Posnoyarn pHUHOM TIpenapary a0 TIPUITMHUTH TIPUAOM
BIAMOBIAHY BiiHOBJIEHHS J10 < 1 npemnapary Kickai.
MeIHUKaMEHTO3HY CTYIICHS, TOTIM

TEpAaIifo Ta MPOBOJUTH | BiJHOBUTH IPHAOM

MOHITOPHHT 3a npemnapary Kickani y Ti#t

KIIIHIYHAMHA camiit go3si. [Ipu

MTOKa3aHHIMHU. [TOBTOPHOMY BHHHKHEHHI

TOKCHYHOCTI 3 CTyIIEHS
BiJTHOBUTH IIPUHOM
npemnapary Kickami y 1031,
3HIKEHIH 10
HaWOIMKYOro JI030BOTO
pIBHSL.

* 33 BUHATKOM HEMTPOIEHi], renaToTOKCHYHOCTI Ta IofoBxeHHs inteppany QT.
** BrsgaueHns cryness simmosigao 10 CTCAE Bepcis 4.03 (CTCAE — 3aranbHi TEpMiHOIOTIYHI
KpHUTEpii AV OIiHKY MOOITYHUX SBHII)

BxaziBky IMOA0 KOPEKHii M034 Ta iHmy BixmoimHy iHdopMamito 3 Oe3mex y pasi BHHEKHEHHS
TOKCHYHMX e€(eKTiB JAWB. B IHCTPYKIil AMA MEAMYHOTO 3aCTOCYBaHHS OXHOYACHO 3aCTOCOBYBAHOI'O
inri6iropa apomarasu, pynBectpanTy abo aronmicra JII'PT.

Kopexuis 0o3u npu 3acmocyeanti npenapamy Kickani 3 nomyoicrumu ineibimopamu CYP3A4.
Crizi YHMKATH OJHOYACHOTO 3aCTOCYBAHHs IOTY)XHHX iHri6iTopiB CYP3A4, HeoOXifHO POSTILHYTH
MOMUIMBICTh 3aCTOCYBAHHS aNbTEPHATHBHHUX JIKapChKUX 3aco0iB, AKi € MEHII NOTYXHUMH
inri6itopamur CYP3A4. Y pasi Heo6XimHOCTI OJHOYACHOTO 3aCTOCYBAaHHs IIOTY)XKHOTC ::Tibitopa
CYP3A4 3 pubomukni6om mo3y npemapary Kickami cnin smenmutu g0 400 mr 1 pas Ha no0y (xus.
po3ain «B3aeMois 3 IHIIMME TiKaPCHKUMHE 3ac00aMU Ta iHIII BUIY B3aEMOMLHY).
[amienTaMm, SKEM 1032 puboLUKIiOy Bxe Gyna 3HIkeHa 10 400 Mr Ha noOy Ta y sKAX HE MOXHA
YHUKHYTH OJHOYACHOTO 3aCTOCYBaHHsA mOTyXHoro iHribiropa CYP3A4, cimii HONaTKOBO 3HH3WUTH
o3y 1o 200 mr.
[MamienTaM, SkuM no3a pubOmMKIiOy Bxe Oyna 3HwkeHa 1o 200 Mr Ha 106y Ta y SKUX HE MOXHA
YVHUKHYTH OJHOYAaCHOTO 3aCTOCYBaHHS IOTY)XHOro iHribiropa CYP3A4, cnig THMYacOBO HNPUIHNHUTH
niKyBaHHS nipenaparoM Kickai.
V 3B’SM3Ky 3 MDKIHAMBiIyaIbHOK BapiaGenbHICTIO PEKOMEHIOBaHA KOPEKIis N03d He Moxe OyTu
ONTUMAJIBHOIO IS BCIX MAIi€HTIB, TOMY PEKOMEHAYETHCA PETENBHAH MOHITOPHHI MO0 O3HAK
TOKCHYHOCTI. ¥ pasi IpUIMHEHHS 3aCTOCYBaHHs [OTYXXHOTO iHTiGiTopa Ho3y mpenapary Kickani criz
3MIHHTH Ha Ty, IO 3aCTOCOBYBAIM N0 TOYAaTKy mpuifoMy moryxHoro iHribitopa CYP3A4, yepes
IMoHAlMEHIle S5 TIepiofiB HamiBBMBENEHHs MOTyXHOro imribiropa CYP3A4 (muB. po3zinu
«OCOGIHBOCTI 3aCTOCYBaHHSA», «BzaeMomis 3 IHIUMMM JiKapChKMMH 3aco0amMu Ta iHIOI BHIH
B3acMOZii» Ta « PapMaKOKIHETHKAY).
Ocobauei 2pynu nayicumis.
Iopywenns yuxyii Hupox. KopeKIisa 103d NauieHTaM 3 HOpyleHHaM (QYHKII{ HAPOK JEerkoro abo
CepelHBOr0 CTyIeHs He ToTpiGHa (muB. posmin «®PapmakokiHeTnka»). [larieHTaMm 3 TKKAM
TOpYLICHHSM (YHKII HHPOK pPEKOMEHAYeTbCsS IodaTkoBa go3a 400 mMr (aue  posain
«DapMaKoKiHeTHKay»). IlamieHTaM 3 TSOKKMM MOPYIICHHSM GyHKHII HMpOK ciif 3 oGepexHiCTIO
3aCTOCOBYBATH HPENAPAT, a TAKOXK IIPOBOMUTH PeTeIbHUN MOHITOPHHT IIOJI0 O3HAK TOKCHYHOCTI.
Iopywenns gyuxyii newinxu. Kopekuis 103¢ HanieHTaM 3 IOPYIIEHHAM (QYHKUIl MEYiHKH JIETKOro
cTymens (kIac A 3a knacudikaniero Yainaa — I1°10) He moTpibHa. ¥ narieHTiB 3 nopymerasM QyHKii
HediHKY ToMipHOTO cTyreHs (kiac B 3a knacudikarieto Yaiinga — I1'10) 1 TKKOTO CL¥ ;. C3a
xiacubixamiero Yaiinma — IT10) Moxe crocTepiraTucs HiJBuINeHa (MEHIIe HiK Vi AH
pubonuKIi6y, TOMy pEKOMEHIOBaHA MOYaTKOBa 03a Mpenapary Kickani ¢t auo, WY 0[) MT
00y (amB. po3nin <<<1>apMaK0K1HeTHKa») '
Hayienmu nimuvozo eixy. IlamienTaM BikOM Bif 65 POKIB KOPEKIifA 03U HE ﬂkrrgn “1:?5 L,[EE_IB
«DapMaKOKiHETHKAY). ,’
Crrocif 3aCcTOCYBAHHIL. A'.(ogaurﬁnn““ <
&2 du 3 2




IIpenapar Kickani mpu3madeHWit 1S MEpOpANBHOTO 3aCTOCYBaHHA 1 pa3s Ha 00y HE3AIEKHO Bi
npuitomy Dxi. TaGIeTKu ciTi KOBTaTH LITMMHE, HE PO3XKOBYIOUH, HE PO3JIAMYFOYH Ta He PO3ALIAIOW 1X
mepes IpoKOoBTyBaHHsM. He cnmixm mpuiimMaté TabneTKy, SKIIO BOHA pO3JaMaHa, TpicHyTa abo ii
I[IIICHICTE MTOPYIIEHA 1HIITAM YAHOM.

ByIb-sKu# HeBUKOPUCTAHMH JliKapchbkuil 3aci6 abo HOro BimXonu Ciif yTAII3yBaTH BiJIIOBLAHO 110
MICIIEBIX BUMOT.

Himu.
Besneka Ta edeKTHBHICTE 3acTocyBanHs npenapary Kickam miTsam Ta miamiTkam (BikoM o 18 pokis)
He BcTaHOBIIEHI. JlaHi BiACYTHI.

Ilepedosyeanna.

[ToBiZOMIEHHS IIPO BHMIAAKH IEpefo3yBaHHs Ipenapary Kickami obmexeHi. ¥ pasi Hepeio3yBaHHs
MOXYTh BHHHKATH TakKi CHMITOMH, SK HyIOTa Ta GmropaHHi. Kpim Toro, Moxe crocrepiraTucs
reMaToNoriyHa (HaIpHIKiIa HeHTPOE i, TPOMOOIMTONEHIS) TOKCHYHICTh Ta IOJOBXKEHHS iHTepBaTy
QT. B ycix BuTagKkax Mepeqo3yBaHHs y pasi HeOOX1IHOCTI CIIil IPOBOJUTH 3arajibHy HiATPEMYBaIBHY
Tepariio.

ITo6iuni peakuyii.
PesioMe npodiio He3nek.
3aransHuit Tpodine Ge3nexu mpenapary Kickami rpyHTyeTbCs Ha 06’€IHAHMX JJAHUX, OTPUMAHUX BiJl
1065 mauienTiB, AKi oTpEMyBany IpenapaT Kickan y kombinarii 3 eanoxpunHOro Tepamiero (N = 582
y koM6iHamii 3 irri6itopom apomaraszu Ta N = 483 y xombinanii 3 pynsectpanToM) i Oy BKJIIOYCHI Yy
paHZoMi3oBaHi, MOABifiHO cimi, MaNe6G0-KOHTPOIBOBAHI KiiHiuHi jociifukenHs III dbasu
(MONALEESA-2, MONALEESA-7 migrpyna HCIA ta MONALEESA-3) npu HR-mosutHBHOMY,
HER?2-HeraTHBHOMY MOIIMPEHOMY a60 METaCTaTUYHOMY PaKy MOJIOYHOI 3a103H.
CepeHsl TPUBANICTS JliKyBaHHs mpemapaToM Kickani B pamkax 06’eqnanoi 6asu TaHUX JOCTI/DKECHB
I1I dhasw cranoBmna 16,5 micsus, npu npomy 6,7 % MaIli€HTiB OTPUMYBANIK IIpenapar > 12 Micsuis.
SHMKEHHS O3 BHACIHIZOK BHHHKHEHHS NOOIMHMX SBHUI HE3AJIECKHO BiJ NPUYMEH BI3HAYEHO ¥
37,3 % nauieHTiB, sKi oTpuMyBamu mpenapat Kickani B pamkax kiiHigEEX gocmimkens I pasu
HE3AJIEXHO B KOMOIHALII, @ PO OCTATOYHE IPUIMHEHHS JIKyBaHHs HOBiToMIIH y 7,0 % NarieHTis,
sxi oTpumysamu mpenapar Kickami Ta Gyap-sky KOMOiHAIllo B paMKax KIiHIYHMX Hocmiokess III
dazm.
B 06’cananiii 6a3i mamux Hai6inem vacTumu IIP i Hait6inem wactumu ITP 3/4 crynens (mpo sxi
MOBiHOMJISITH 3 4acTOTOIO > 20 % Ta > 2 % BiANOBIAHO), YACTOTA SIKUX IPK 3aCTOCYBaHHI Npenapary
Kickami Ta 6ymp-a1Kxoi koMGiHamii mepeBUIyBala YacTOTy IPH 3aCTOCYBaHHi IUtane6o Ta Oyb-AKol
KxoMOiHarii, Oynm indexuii, HelTpomeHis, JIEWKONEHisA, roJOBHME Ollb, Kallenb, HyHOTa, BIOMA,
Tiapesi, GIIFOBaHHSI, 3a0p, AlONeNis Ta BUCHII, a TaKoX iH(eKii, HEUTPOIICHIs, JIEHKOIIeHis, aHeMis,
BIIXWIEHHS MOKA3HUKIB (YHKIIOHANGHMX IIediHKOBHX Mpo0, iiMdonenis, rinodocdaremis Ta
OIFOBAHHS BiQIIOBIIHO.
Tabnuunmit  nepedik  noGiuHEx _peaknili ®a mnpemapar. [lo6Giuni peakuwii Ha mpemapar, sKi
crocTepiranucs y xomai kiiHiunux pocnimkens I ¢paszu (tabmuns 13), HaBeZeHO 3a KJIaCaMH CHCTEM
opranis MedDRA. YV KoXHOMy Kiaci CHCTeMH OpraHip mobivdi peakiii Ha Iperapar 3a3HAa4eHO B
MOPSAKY 3MEHIUCHHS IX 9acTOTH. Y KOXHiH Ipymi 3a 4acTOTOIO mobiuni peaxiii Ha Tmpenapar
3a3HadeHI B NOPSANKY 3MEHIIEHHS ix cepitosHocti. Kpim Toro, BinmoBiaHa kareropis 4acTOTH JUIA
KOXKHOT T06IIHOT peakilii Ha mpemapar BusHadaeTbes TakuM yrngoM (CIOMS III): nyxe gacro (= 1/10);
gacro (Biz > 1/100 no < 1/10); mevacto (8ix > 1/1000 mo < 1/100); pimxo (8iz > 1/10000 mo < 1/1000);
myxe pigko (< 1/10 000); uacToTa HeBixoMa (HEMOSKIIHBO OIIHMTH Ha OCHOBI HAsBHUX NAHM™.

- Tabmung 13

[To6iuni peakiii Ha TpenapaT, AKi CIIOCTEPITANMCS Y TPHCX
MOCTMAPKETHHIOBHX CHOCTEPEIKEHHIIX.

[TobiuHa peakmis Ha Mpenapar

Indexuii Ta inBasii

Tudexuii’

[opynienss 3 60Ky KpoBi Ta TMQAaTHIHOI CHCTEMH
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Heiitpomnewis, nelKomeHis, aHeMis

Hyxe gacTto

Jlimdomenis, TpoMOonuTONEHis, GeOpUIbHA HEHTPOIICHIS Yacto
[TopyuieHHs 0OMIHY pEUOBHH 1 XapdyBaHHA

SHIDKCHHS alleTUTy Jlyxe gacto

InokanpuieMis, rimoxarmiemis, rinodocdareMis Yacto

[Topymiensst 3 60Ky HEPBOBOI CUCTEMHU

1 osioBHWMI O1JTb, 3aITAMOPOYEHHS

Hyxe gacTo

Bepturo YacTto
Hopyierns 3 60Ky Opratis 30py

[TigBuineHe CIHO30BUALICHHS, CYXICTh 04eH \ UacTto
[Mopymenns 3 60Ky cepIist

Cunkoie | Yacto
PecnipaTopHi, TopakaIbHi Ta MeiaCTHHAbHI NOPYIIEHHS

3anuiika, Kameb | Ty»xe gacto

ITopymenns 3 60Ky TpaBHOI CHCTEMHU

Hynora, miapes, 61roBaHHS, 3a110p, CTOMATHT, 6116 y YKHBOTI®

Hy>xe gacTo

Iucressis, gucnencis YacTto
IMopymenns 3 60Ky remaTodimiapHOl CHCTEMHI
[ eIaTOTOKCHIHICTh | Uacto

[opymenss 3 60Ky MIKipH Ta MiJIIKIPHOI KIITKOBAHH

Arorewis, BucHn®, cBepbix

Jyxe gacto

Epurema, cyxicTh IIKipH, BITHITO

YacTto

Toxcuunmit HeKpo3 ermigepmicy*

[Topyruenns 3 60Ky KiCTKOBO-M’A30BOI CHCTEMH Ta CHOJIyYHOT TKAHHHH

bins y criHi { Jlyxe gacto
3aranpHi IOPYIIEHHS

BroMitioBaHicTh, eprudepryHi HaOpsIKY, aCTEHis, MiIBUIIEHHS Hyxe gacto

TeMIIepaTypH Tina

CyxicTs y poti, opodapunreansuuii 6i1b Yacro

JlaGopaTopHi Ta iHCTpyMEeHTalIbHI JOCIIKEHHS

BiXu/IeH s HOKa3HUKIB (hyHKIIOHATBHIX MEUiHKOBUX 1PO6’

Jlyke Jacto

ITinBuilieHHS piBHA KPEATHHIHY B KpOBi, monoexeHHs iHTepBany QT Ha

eJIeKTpoKapiorpami

YacTto

Indexuii: indexuii ceYoBUAINBHUX MUIIXIB, iHGEKII] IUXATbHAX IJISXiB, TACTPOCHTEPUT, CETICHC

(<1%).
2Bink y »XUBOTI: 6116 Y KUBOTI, O1Nb y BepXHill DUITHII XUBOTA.

YacToTa HEBigoMa

I enaroTOKCHYHICTD: IMOMIKOMKEHHS KITHH MEYiHKH, MCIUKAMEHTO3HE ITONIKO/KEHHS IEYiHKH
(< 1 %), renaToTOKCHYHICTh, EYiHKOBA HEAOCTATHICT, ayTOIMYHHHUM remaTHT (ONMH BUIAN0K).
*Bucun: BUCHIN, MaKYJIOHaHYIIbOSHI/II/I BHCHII, BUCHII 31 CBEpOEKEM.

SBinxuneHHs ' MIOKa3HUKIB  (QYHKIIOHAIBHHUX IIEYiHKOBHX Npo6: IIiJABHLIEHHS piBus  AJIT,
migsumenns pisaa ACT, nigsuiueHss pises 6inipy6idy B KpoBi.

* TTo6iuni peaxmii, mpo AKi MOBIHOMISIOCS MiX Yac MOCTMApKETMHIOBHMX CIIOCTEpeXkeHHsX. Bonu
BKa3yIOThCS i3 JOOGPOBITBHMX TMOBiOMIIEHB, IUIsi SKHX HE 3aBXIM MOMUIMEO I[IOBHOLUHHO
BCTaHOBHTH YacTOTy ab60 NPUYHHHMIN 38’ 430K 13 BIIMBOM JIIKapChKOTO 3ac00y.

Omuc okpeMux moGivHuX peakiiiif Ha mpemapar.

Heﬁmponeuiﬂ V nocnimxernax I ¢asy HalGiIBII YacTor0 NOOIYHOIO PEaKIi€ro Ha npenapar Oyrna
HejiTporneria (73,7 %), a Mpo 3HWKEHHs KiTbKOCTI Hedrpodinis 3 abo 4 crymens (Ha OCHOBI JaHAX
a6oPaTOPHUX JOCHiKEHB) MoBiIoMILIIH Y 58,6 % mallieHTiB, sKi 0TpUMyBa /n '
6y IB-AKy KOMOIHALIIO. AR
Cepen nanienTiB 3 HeTponeHiero 2, 3 abo 4 cTymeHs cepezsz qac 10 po3B
" nuiB. CepenHiit yac 10 BiJHOBJICHHs OKA3HHKA IPH CTYNEH] > 3 (IO HOPME
ctaHOBHMB 12 mHiB y rpymax JikyBaHHs mpemapartoM Kickami Ta Oyib-ax _m.u x&iﬁﬂ%{mﬂ zaﬁ §
HepeprBaHHs JIIKyBaHHs Ta/ab0 3HIDKGHHS J03M, Ta/ab0 MpuImHe ] .f;;l‘H.JQi Hpo j




HeHTPONEHiI0 NOBiOMIUM MpuOIN3HO y 1,4 % nanieHTiB, ki oTpuMyBany npenapar Kickani y xozi
nocmimkens 111 dasu. [TamienTis cnix noinhopMyBaTi Ipo HEOOXiXHICTE HEraHHO MOBIMOMIATH IIPO
Oyab-9Ky rapsuky.

3anexXHO Bif CTYNEHS TSDKKOCTI HEMTpOMeHil 11 KOHTPOIOBAJIH 32 JOIOMOTOK J1abopaTOpPHOro
MOHITOPHHTY, IIEPEPUBAHHS JTiKyBaHHA Ta/ab0 I<ope1<ui’1' no3u. YacToTa IpUIMMHEHHS JIIKYBaHHA 9epe3
HelTponeniro 6yna Hu3pkoro (0,8 %) (nuB. posmimu «Croci6 3acTocyBaHHS Ta J03U» Ta «OcoOIUBOCTI
3aCTOCYBaHHSI»).

Tenamo6iniapna moxcuunicms. Y knimiunwx pocmiokeHHsax III ¢dasm Bumagku rematobimiapHoi
TOKCHYHOCTI 4YacTillle CIOCTepirand y Malli€HTiB y rpymnax JikyBaHHd mpenapaTtom Kickami ta Oyb-
SKOIO KOMOIHAIE0 MOPIBHAHO 3 pyNamy, 110 OTpUMyBaiy Iuianeto Ta Oyap-aKy xombiHamiro (23,2
% Ta 16,5 % BimnoBimHO), mpy mBOMy mpo MoGiYHI sABUINA 3/4 CTyHEHs dYacTille HOBIAOMIAIM Y
Hami€eHTiB, 9Ki OTpEMYBaly JIiKyBaHHs mperaparoM Kickaini Ta 6ymp-akoro kombinamiero (11,4 % Ta
5,4 % Bimnosinro). CHocrepiranocs HiBUINEHHS piBHs TpancaMiHa3. [Ipo migpumenss pisHiB AJIT
(9,7 % Ta 1,5 %) ta ACT (6,7 % T1a 2,1 %) 3 abo 4 cTymneHs NOBLIOMIIUIA y IPyTaX 3acTOCYBaHHT
mpenapaty Kickani Ta mmane6o Bimmosiguo. OxmouacHe migsumerss AJIT a6o ACT 6irbme HiK y
TpH pa3y BUIIE BEPXHBOI MEXi HOPMH i 3arajibHOTO 6inipy0iHy GiNELIe HIXK Y [Ba Pasy BUIIE BEPXHBOI
Me3Xi HOPMH IIpH HOPMAaJILHOMY DiBHi sy kHOI hocdaTasu i 3a BiACYTHOCTI XolecTasy CIoCTepiranocs
y 6 mauientis (4 manientn B gocnimkerni A2301 [MONALEESA-2], y sSxkuX 3a3Ha4yeHi MOKa3HUKH
HOpMaTizyBamics mpotsaroM 154 nuis, i 2 manienty e gocnimxersi F2301 [MONALEESA-3], y sxux
3a3HAUCH] NTOKa3HUKH HopMajisyBanucs mpotsrom 121 ta 532 nuiB BiOBIAHO HiCId NPUIMHEHHS
nikyBamHs mperapatoM Kickami). ¥V nocmimkenni E2301 (MONALEESA-7) mpo Taki BHIamKu He
TIOBIJOMJISUTH.

[Ipo TMMuacoBe INepEepUBAHHs JIiKyBaHHA Ta/abo KOPEKUilo [O3M Y 3B’A3Ky 3 Temaro0iliapHOIo
TOKCHYHICTIO NoBimoMmanu y 10,4 % mamienTis, ski oTpuMyBany JikyBaHHA npenapaTom Kickan Ta
6ymb-IKOI0 KOMOIHAII€I0, TOJOBHMM YHMHOM, dYepe3 minBumeHHa pisHa AJIT (6,9 %) ta/abo
migeuienns pisas ACT (6,1 %). OcrarouHe NpUIHHEHHS NiKyBaHHA npenapartom Kickani Ta 6yns-
AKOI0 KOMOIHAILEXO dYepe3 BIJXWICHHSA ITOKA3HMKIB (YHKIIOHATBPHHX NEUYiHKOBHX TIpob abo
remaTOTOKCHYHICTh Bim3Hadanoca y 2,3 % ta 0,4 % mauienTis BiamosimHo (gus. posaima «Cmoci6
3aCTOCYBaHHs Ta J103u» Ta «OCOOIMBOCTI 3aCTOCYBaHHA).

V xminivanx gocmimkernax 11 dasu 83,2 % (89/107) sunaaxu minsumenss pisaa AJIT a6o ACT 3
ab0 4 CTyIeHsS CHOCTEpiraimcs IPOTArOM MepIiux 6 MicsauiB yikypaHHsA. Cepesl MAIi€HTIB, ¥ SKHX
croctepiranocsa migsuiensst pisas AJIT/ACT 3 a6o 4 crymeHs, cepelHili yac IO BUHWKHEHHS IHX
SIBUII] CTAHOBHB 85 IHIB [/d Ipyn JiKyBamHsa npemaparom Kickani Ta Oyap-AKoro KoMOiHAIL€ro.
CepenHilt 4ac 70 BiTHOBIEHHS NOKasHHKa (X0 HopMamisamil abo cTymeHs < 2) CTaHOBUB 22 JHI Y
rpynax JiKyBaHHs npernapatoM Kickaii i3 6yap-1Ko0 KoMOiHalli€ro.

IToooeocenns inmepsany QT. YV nocmimkendi E2301 (MONALEESA-7) cmocrepexyBaHe cepenHe
nomoBxkeHHs inTepBaxy QTcF Bim Bmximworo piBes Gymo npubmusHo Ha 10 Mc Gimelie y miarpyimi
3acTocyBaHHA TaMoKcHQeHy i maneGo mopiBHSIHO 3 mixrpymoro 3actocysanns HCIA i mane6o, mo
CBiUMTH TIPO Te, IO TaMOKCH(EH OKPeMO CIPHYMHSB IomoBxeHHsA iHTepBary QTCF i moxe
o6ymopmoBaTi 3HauenHs QTCF, mo crmocTepiranues y rpymi 3acrocyBaHHsa mpenapary Kickarm ta
Tamokcuberny. V rpymi miane6o nomosxents intepsany QTcF ma > 60 Mc Big BHXIZHOTO DIBHS
crocrepiranocs y 6/90 (6,7 %) mamientis, sAki OTpUMyBaiM TaMOKCHdeH, i He clocTepiranocs y
KOJHOrO 3 TamieHTiB, aki orpumysanu HCIA (mus. posnin «®apmakokineTrka»). ITomoBxkeHHS
inTepBanry QTcF ma > 60 Mc Bix BuximHOro piBHS croctepiranocsa y 14/87 (16,1 %) mamieHTis, sKi
oTpuMyBamu mpenapar Kickami ta Tamokcuben, i y 18/245 (7,3 %) mauieHtis, sKi OTpEMYBalH
nperapar Kickami Ta HCIA. Kickani He peKOMEHIyeThCS 3acTOCOBYBaTH y KomOiHamii 3
TamoKcudeHoM (quB. posain « PapMakoANHAMIKAY).

V xininivanpx pocumimkennasx 111 ¢asu y 8,4 % mauieHTiB rpyn mikyBauHs mpenapaToM Kickani Ta
inribitopom apomarasu aGo ¢dymeectpanToM iy 3,2 % IallieHTiB IPyIl 3aCTOCYBaHHA ILIanebo Ta
inri6iropa apomarasu ab6o QyiBecTpaHTy cIOCTepiraBcs IpHHalMHI ONUH BHUNANOK I[IOJOBXCHHS
inrepBany QT (B T. 4. mogosxenHus intepsaiy QT na EKI" i cunkone). Ornsn nannx Ll
y 14 mamienTtis (1,3 %) suauenss QTcF micnsd mouaTky MiKyBaHHS CTaHOBHII
manieHTiB (5,6 %) cmocTepiranocs 36insuenss inrepsany QTcF ra > 60 Mc Bin {Savite




Amnanisz mamux EKI' mokasas, mo y 52 mamientiB (4,9 %) ta 11 mamientiB (1,4 %) BixzHauaBcs
HpyvHaiMHI OZIMH BUIAN0K IoAoBxXeHHs iHTepBany QTCF > 480 Mc micis no4aTky JNiKyBaHHS y Ipymax
3acrocyBanHs mpemnapary Kickani Ta iHri6iTopa apomarasu abo ¢yaBecTpaHTy 1 Ipylax 3acTOCyBaHHI
wiane6o Ta imribitopa apomarasm abo dyneecTpaHTy BimmosinHo. Cepes Mami€eHTIB, y SKHX
croctepiranocs mogosxkesHs QTcF > 480 mc, cepenHiit yac 10 BUHMKHEHHS LBOTO SBHUINA CTaHOBUB
15 nuiB He3amekHO Bix KoMOiHamii, i mi 3MiHE OyJaH OGOPOTHHUMH IIPH THMYACOBOMY IIE€pEpHUBaHHI
NiKyBaHHS Ta/a00 3MeHIeHHi no3u (muB. po3aimm «Crocib 3acTocyBaHHS Ta 03u», «OcoOIMBOCTI
3aCTOCYBaHHA)» Ta «DapMakoKiHETHKAY).

[TositoMnenHs mpo mimosprosani mobiyni peakmnii. [ToBimomeHHS mpo mimo3proBaHi N06iYHI peakIil
micims peectpauii Jlikapcbkoro 3aco0y e paxauBuM. Lle mae 3Mory IpoNOBXyBaTH KOHTPOJE 33
CIIBBiZIHOIIEHHSAM KOPHMCTEH/PU3UK 3aCTOCYBaHHS JIKapChKoro 3aco0y. MemuyHHX NpaliBHHKIB
MPOCATH MOBiMOMIIATH mpo Oyab-sKi mimo3proBaHi NoOiYHI peakiii depe3 HAIlOHAIBHY CHCTEMY
MOBITOMJICHE.

Tepmin npuoamnocmi. 3 pOKH.

YmoBu 30epiranas.
Hanuit nikapcbkuii 3aci6 He noTpedye creliansHuX YMOB 30epiranas. 36epiratu y HELOCTYI:£OMY IS
JiTel Micrii.

Ynakoska.

1) ITo 21 Tabnerwi y 6iicTepi, o 3 GricTepn y KapTOHHINA KOpoOLi.

2) TIo 21 rtabnerni y 6micrepi, mo 3 GJicTepu y KapToHHIA KopoOri, mo 3 KOpoOKH y KapTOHHIA
KOpOOTIi. '

Kareropis Bigmycky. 3a perentom.

Bupoonuxk.

1) Horaptic @apmacrroTukan Manydaxtypiar JUIC.
2) Horapric ®apma I'm6X.

3) Jlex ®apmacproTHKAIC O.1.

MicuesHaxo3keHHs BUPOOHUKA Ta ajpeca MicIls IPOBaJKeHHs Horo XisJIbHOCTI.
1) Byn. Beposmikosa 57, Jlrobnsanaa, 1000, CnoBewis.

2) Pyumrpacce 25 ta O6ep Typrmtpacce 8, Hropabepr, 90429, Himeuunna.

3) Beposmkosa 57, 1526 JIro6nsaa, CroBeHis.

JlaTa 0CTAHHLOTO HEPerJIsay.
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