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JAOPUIIK ITPEITAPATTBIH KAJIIIBI CUTTIATTAMACHI

v Jlopisik mpemaparka Kayimnci3miri Typajibl JKaHa MOJIIMETTEpAl JKbUIIaM aHBIKTayFa
BIKITJI €TETiH KOChIMILIA MOHUTOPUHT ©TKi3e[i. bys Kayinci3airi xeHiHaeri xaHa aKmaparThl
KbICKa Mep3iMJIe aHbIKTayFa MYMKiHAIK Oepemi. Ke3 kenreH KyaiKTi KaFbIMCBI3 peakiusiiap
TypaJibl ICHCAYJIBIK CaKTay XKYHECiHIH KbI3METKepiepiHe xabapiay/sl cCypaiiMbI3

1. JAOPUIIK ITPEITAPATTBIH ATAYbI
Kuckamu, 200 mr, ynGipm KaOBIKIEH KanTajarad TadjaeTKazap

2. CAITAJIBIK ’)KOHE CAH/IBIK KYPAMBI

2.1 XXannel cunarraMmacsl

PuGorukmm6 cyKimHaTh

2.2 CanaJbIK KoHE CaHJbIK Kypambl

bip TabneTkaHbIH KypaMbIH/Ia

bencendi 3am - pudbOMKINO cykuuHaTel, 254,40 Mr (pubdoruknnoke 6amamanst, 200 mr).
Kocvimuia 3ammap. cost nerutudi (E 322) 0,344 wr.

Kockimina 3aTTap/ibiH TOJBIK Ti3iMiH 6.1-TapMakTaH KapaHbI3.

3. JOPLIIK TYPI

Yn6ipii KaOBIKIEH KarTajaraH TadjaeTKazap

Henrenex miminmi, 6eTi oiibic, olbIFbI Oap, Oip >karbiHaa "RIC" Genepnemeci 6ap xoHe 6acka
xkarpiHIa "NVR" Genepriemeci 0ap amblK Cyp-KYJTiH TYCTiI yi0ipii KaOBIKIIEH KallTajfaH,
nuaMetpi mamamed 11.1 MM Tabnerkanap.

4. KJIMHUKAJIBIK JIEPEKTEP

4.1 Kouananbliybl

- TOpPMOHJIBIK penentopiap OovibiHIa oH (HR+) xone

aJlaMHBIH YUACPMaIIbIIi 6Cy haKkTophl perentopsl OotibiHIIa Tepic 2-tunti (HER2-) apomartasza
TEXErilmiMeH HeMece (yIBECTpaHTIIEH OipiKTIpiiM/Ie KeH TapaJiFaH HEMeCe METAaCTa3/IbIK CYT
0e3iHIH OOBIphIHA MIAJIBIKKAH JUEIIEP Il eMIey YIITiH.

- mpe- HeMece TNepUMEHOTNAay3aJarbl OJHeNnJepi SHIOKPUHAIK €M pPETiHAe JIOTCHHICYII
ropMoHHbIH puin3uHT-(hakTopel (LHRH) aronuciMmen OipikTipin emaey YIiiH.

4.2  Jo3ajiay pe:KuMi K9He KOJIIAHY TICii

Kuckanu npenapatbl KOJAIAaHBUIATBIH €MAEY 1 ICIKKE Kapchl penapaTTapMeH KYMBIC icTeye
TOXKIpuOEci 6ap gopirepaiH OaKbUIaybIMEH FaHa KYPri3y Kepek.

Jo3anay pexumi

Imke kaOpuInayFa apHanrad Kuckanu nmpenapaThiHBIH YCBIHBIIATBIH 103aChl TOYJIITiHE Oip peT
21 xyH Ooiibl perimen pubomukaud 600 mr (200 mr, ynOipmi KaOBIKIEH KamnTajafaH YII
TabneTKa) Kypanbl, KEHIHHEeH MmperapaTThl 7 KyH OOMbl KaObLIAayaa y3ulic jkacay apKbUIbI
HOTIKECIHJIE TONBIK IMKI 28 KyHAlI Kypaiinel. [lpemaparneH emiey KIMHUKAIBIK dcepi



caKTaJFaHFa JIeiliH HeMece KOJIaiChI3 YBITThUIBIK JaMbIFaHFa JCiiH jKaJFacabl.

Kuckanuni 2,5 Mr no3azia J1eTpo30JIMEeH HEMECe apoMaTa3aHblH 0acKa TeXETilliMeH Hemece
500 mr mo3ana dynBecTpaHTIeH Oip Me3TUIE KaObLIIay KEPEeK.

Kuckanu apomaraza texxerimiMeH Oipre KaObUTIaHFaH Ke3/1e, apoMaTasza TeKeriniH 28 KyHIiK
IIMKJI 1IIiHIe KYHIHE O1p peT KaObuinay kepek. KockiMinia akmaparTsl apoMaras3a TeXeTiIHIH
KBICKaIlla CUTIaTTaMachlHAH KapaHbI3.

Kuckanuzai dynBectpantnen Oipre KaObuigarad Ke3jae, QpyaBecTpaHTThI OYIIIIBIKET imniHe 1,
15 sxoHe 29 KkyHzaepi koHe ojaH KeHiH aiibiHa Oip per eHrizeni. KoceiMima akmaparTsl
dbynBecTpaHTKa mpenaparThiy Kbickama cunarramackiHa (I1IKC) kapanbI3.

Kuckanum mnpemapaTbHBIH ~ MaKylIlaHFaH — OIpiKTipUTiMAEpIMEH IpeMeHolay3a JKoHe
nepuMeHonay3a Ke3eHIHIe ohenIepi eMeyre KePTriliKTI KIMHUKAIBIK MPaKTHKaFa COHKec
JTIOTEUHACUTIH PETU3UHT-TOPMOH arOHUCTEPIH JIe KOCY KepekK.

Kuckanuai TamakTaHy Ke3iHe HEMece OJlaH ThIC yaKbITTa KaObuimayra 0osassl (4.5-6emimii
KapaHb3). [lanmMeHTTep TaraWbIHIANFAaH I03alapAbl KYH CaiiblH mamamMeH Oip yakbITTa,
JKaKChIpaK TaHepTeH KaObuimaywl Tuic. [IpemapaTThl KaObUIgaraHHaH KEHiH Kycy Hemece
KaOBbUIAAY bl OTKI3IM aFaH XKaFaii1a OCkl KYH1 IpernapaTThlH KOChIMIIIA 03aChIH KaObLIIayFa
O6omMarinel. Keneci TaralibiHaFal JO3aHbI 9JIETTET YaKbITTa KaObLIAQy KEpekK.

Jlozanvt mysemy

AybIp HeMece Te3IMCI3 XKarbIMChI3 HOpiIik peaknusiapasl (KIP) Ty3ery yimiiH yakeITia
TOKTATY, I03aHbI a3aiiTy HeMece Kuckanu mpemapaThbiH TOJIBIK TOKTATy KaKeT OOTYbl MyMKIiH.
Karpmmenz gopinmik peaknusuiap (OKJIP) ke3iHae YCHIHBUIATHIH J03aHbI a3alTyFra (KaXeT
OoJFaH arJaiia) apHaiIFaH HycKayjiap 1-kectee KenTipijreH.

1-kecTe. ¥ CHIHBUIATHIH JJO3aHBI ©3TepTy OOMBIHINIA HYCKAYJIap

Kuckammu
Jlo3a 200 mr TabaeTKazap caHbl
Bacranks! no3a Toymnirine 600 mMr 3
ATFalKel 103aHbl a3aUTy Toyniriae 400 mr 2
ExiHnn 1o3aHbl a3aiTy Toymniriae 200 mr * 1
* Erep mo3ansl Toyiirine 200 Mr-ieH TOMEH OJIaH 9pi a3alTy Tajial eTiJice, MPenapaTThl TOKTATy KEepeK.

2, 3, 4 xone 5-kecrenepae xkekenereH JXKJIP Ty3ery ymin Kuckanu npenapatbia KaObLIaaYy TbI
YaKbITIIIA TOKTATY, JO3aChIH a3aliTy HEMeCe TOJILIK TOKTaTy OOMBIHIIIA YChIHBIMIAP OEpiiTeH.
KnuHukanelk skargaiira coiikec mienriM KaObUIIal OTBHIPHIN, eMACYIIl Jaopirep opOip Keke
XKaraaiaa naiaa/Kayin apakaTblHAChIH Oarasayabl ecKepe OTBIPBIN, dpOip MaMEHTTI KYPrizy
YKOCTIapbIH OaCHIBUIBIKKA amybl THIC (4.4-0611MI1 KapaHbI3).

Kuckanu npenapatbiMeH emiey/1i 0actap ajiabiHAa KaHHBIH xaimsl Tangaybis (KXKT) xyprizy
KaxeT. Kruckanmm mpenapatbiMeH emiey OactanraHHaH KEHiH aJFaliKbl 2 UK 00MbI opOip 2
anTa caiiplH, Keneci 4 IUKIABIH OPKANCBICHIHBIH OachlHIa, COMaH KEWiH KIMHHUKAIIBIK
KepceTiumimaep OoibIHIIIa OaKbUIay KepeK.

2-kecte. Jlo3aHbl ©3TEPTY JKOHE HEUTPONEHHUsT Ke3iH/e KOJIAaHy

1 nopexe | 3 mopexe * 3% nopexe, | 4 nopexe *
HeMece 2| (HAC bebprtbai (HAC <500/mm3)
nopexe * 500 —<1000/m | meWitponenus * *
(HAC M)
1000/mm 3 -
<KTHI
(KaJIbITThIH
TOMEHT1
1ieri)




Heiirponienus

MyHnait
Kargannapaa
JTI03aHBI
TY3€ETYy KaKET
eMec.

<2-mm  JIopexere
IEeWiH KajlblHa
KEJNTIPIJTeHTe
JeWiH yaKbITIIA
TOKTATY.
Kuckamnni
n03a1a
KaObLT Ay TBI
Kaiita Oacray.
Erep
YBITTBUTBIK
Kalitamad 3-1mi
Jopexere erin
KYILEiiCe,
KHCKaJIH
KaOBLIIayIbI
<2-mri
Jopekere erin
KaJIIbIHA
KENTipyTe
JeiiH TOKTaTy,
cogaH KeUiH
KaObU1IayIbl 1-
1l JIEHT'€Ire
a3zalTeIIran
no3ama  Kairta
Oacray.

COJI

<2-mm  JOpexere
EeiiH KaJIIbIHA
KENTIPIJITeHTe
EeiiH yakbITIIa
TOKTATy.
Kuckamuai kemeci
JIEHT€ITre b1 (537805
a3zalTeIIran
n03a1a
KaOBLIIayIbI
Kaiita Oacray.

<2-mi  Jopexere
IEWiH  KaJmblHa
KEJTIpIJITeHre
NefiH  yakpITIa
TOKTATy.
Kuckanmuai kemneci
NEeHrenre  neuin
a3alTeIIFaH
J03a1a
KaObUI1ay AbI
Kaiita O6acray.

* CTCAE 4.03 CTCAE HycKachlHa COMKEC YBITTBUIBIK JOPEKECIHIH rpafanuschl (KarbIMChI3 KYOBUIBICTapFa
apHaIIFaH KPUTEPHUIIEPAiH Kbl TEPMUHOJIOTHSCHI).
*¥* > 38,3 °C KpI30aHBIH KAJIFBI3 AMU30JIBIMEH 3 Jopeken HelpomneHus (Hemece Oip caraTTaH apThIK
JKoHe/HeMece HHeKIIsIMeH Oip yakerrta 38 °C-1eH apTHIK)
HAC= neitrpodminnepnin abcomroTti canbl; KTIII= KanbINThIH TOMEHT IIIeTi.

Kuckanu mpenaparsiMeH emaeyal Oactap anabiHAa O0aybIpablH (GYHKIIMOHAIIBIK TECTIIEPIH
(BDT) xyprizy kaxxet. Kuckanu npenapaTsiMeH eMzey OacTajaraHHaH KeHiH aJFamiksl 2 UK
immiHge opOip 2 amTa caiblH, Kejeci 4 IUKIJIBIH OPKAWCHICHIHBIH OachlHIA, COJIaH KEHiH
KJIMHUKAIBIK KepceTiniMaep OoiibiHma BOT HoTmxkenepin Oakpuiay Kepek. >2 aybIpIIbIK
JIOPESKECIHACT]I TMATOJOTHUSIBIK KYOBUIBICTAp OOJIFAaH Ke3Je aHaFrypibIM KWl Oakpliay
YCBIHBUIATBL.
3-kecte. J103aHBI ©3repTy XKOHE TeNaTOOMINAPIIBIK YRITTBUIBIK KE3iHAe KOJIaHy

1 mopexe * 2 mopexe * 3 nopexe * 4 mopexe *
(>KXKII— (>3 gmeitin 5 x| (>5-tem 20 x| (>20 x KXIII)
3 x KXKIII) KOKIIT) KKII-ra netiin)
Kanmsr Jlo3ansl Ty3ety | bacranker — <2- | Kuckammmi < | Kuckanu
OmMpyOuH | KaXeT eMec. mi - gopexem. <| OacTamkbl npenaparbiH
HIH Bacranker JIopeKere JeWiH | KaObUIaay bl
JKOFapbUIay Jopexere  JIeHiH | KalmblHa TOKTATHIHbI3.
BIHCBHI3 KaJIbIHa KEJTreHIIEe
OacTarkbl KCJIT€HIIIE yaKbITIIA
IeHreliMeH yakpITIIIa TOKTATY, | TOKTAaTy, COJaH
* * comaH KeHIH coi| KeHiH Keseci
CaJIBICTBIpFa no3zana Kuckanu | neHreire  Oenid
Hoga  ACT KaObLTIaY IbI a3alThUIFaH




JKoHE/HeEMeC Kaiita Oacray. 2-| ;mo3ama
€ AJIT jiisl JopexeNeri | KaObUIaay bl
JKOFapbLIay YBITTBUIBIK Kaiita Oacray. 3-
Bl aMbIFaH juigl Jopexeni
2 x KXKIII JKarmaia Keyecl | YBITTBUIBIKTBIH
JeHreiire  JeiiH | Kaiita JTaMyBbI
a3afThUIFaH Ke3lHae
nosama Kuckamu | Kuckamunai
KaObLTIaYTBI KaObUIAAYIbI
KaiiTa 0acray | TOKTaTy Kepek.
KEpeK.
bacrankpr = 2-m1i
JIQpEKeE.
[Ipenapartsl
KaObLTIaYTBI
TOKTaTyFa
OOJIMamIbI.
Xoiecras Erep AJIT xone/nemece ACT 6encenainiri >3 x KXII nenreitine neitin
OosMaraH KeTepijce, JKalmbl OunmupyounH KoHIeHTpanusachiHbH >2 X KXKII yiratobiMen
Ke3Je Karap, penapaTThl 0acTankKpl JOpeKeCiHe KapaMacTaH TOKTATy KEpeK.
JKaJIIbl
ounmpyOuH
KOHIIEHTpaIl
WSICBIHBIH
VIIFalObIMEH
oipre ACT
JKOHEe/HeMec
e AJIT
OipikTipinre
H
YKOFapbLIay
bl
* CTCAE 4.03 CTCAE nyckacblHa ColiKec YBITTBUIBIK JOPEKECIHIH Ipafanusichl (karbIMChI3 KYOBbUIBICTapFa
apHaJiraH KpHTepHﬁHepﬂiH JKaJIIbl TepMI/IHOHOFI/IﬂCLI).
** bacTankel IeHrel = eMmzey OacrairaHFa JeriH.
KJKIII= kanpInThIH )KOFapFhI IIETi.

Kuckanu npenaparsiMen emaeyai 6actamac OypeiH DKI xkacay kepek. Emaey GactanranHan
keiiin Kaiitamama DK GipiHmni nukIAiH mamMaMer 14-11i KyHi )KoHe eKiHII IUKIIIiH 0achIHIa,
OylaH opi — KIMHUKAIBIK KepceTutiMaep OoibiHIIa )Kyprizy kepek. EMaey kesinae QTcF
apalbIFbIH y3apTy karaaipiaga DK -Hbl xui OaKplIay YCHIHBLUTAIB.

4-xecre. Jlozansl e3repty xoHe QT apanbIFbl y3apraH Ke3iH1e KOIIaHy

OKI'-na 1. Kuckanu npenapaThiH yakbITIIA TOKTATY.

QTcF >480 mc 2. Erep QTcF apanbirbiablH y3apybl <481 mMc jaeiliH TemeHjece,
eMJICY/li KeJiecl IEHreire NeiiH a3alThUIFaH J103a/1a )KaHAPTY KEpekK.

3. Erep QTcF apanwire kaiitanan >481 mc neitin yraiica, QTcF
<481 MTC nmeiiH azaifFaHra JCHiH mpenaparThl KaObLIAay bl YaKbITIIA
TOKTaTy KepEK; COJIaH KeHiH Keyeci AeHreire AeiiH a3aliThuIFaH 103a1a
Kuckanuai kaObuigayapl KaiTa 6actay Kepek.

OKI'-na Erep QTcF apanersr 500 mc-tan acca, QTcF <481 mc apaibirsl
QTcF >500 mc azaiiranra jaeiiin Kuckamu KaObUIay el yakbITIIA TOKTATHIHBI3, CONaH
KEH1H KeJeci IeHrenre Aeiiin azaiTeutrad qo3aaa Kuckanu kadbuinay apl
Kaiita 0acTaHbI3.




Erep QTcF apanbirbiabiH y3akThiFbl 500 Mcek-T€H acca HeMmece
"mupysT" TUOTI apUTMHUAMEH HeMece MOIUMOP(THI KapBIHIIAIBIK
TaxUKapAUsAMEH >KOHE/HeMece ayblp apUTMHs CHMITOMIapbIMEH
yiteckeH OacTamkbl IaMaMeH calbICThipraHaa 60 MCEK-TeH apThIK
y3apty Oaiikaica, Kuckaiu i TOJIBIFBIMEH TOKTATy KepeK.

5-kecte. Jl03aHBIH €3repyl *KoHE OKIICHIH WHTEPCTUIMAIBAl aypyslapbl/TTHEBMOHHUT KE31HIE

KOJIJIaHy
OkneHin 1-nmopexe* 2-nopexe™ 3 "Hemece 4 nmopexe *
HHTEPCTHLIHAIBII (cuMnTOMCBI3) (cuMIITOM/IBI) (aybIp)
aypyJapsl Jlo3ansbl Ty3eTy Kaxer | IIpenmapartsl Kuckanu npenapatbiv
NMHEeBMOHUT emec. Twumicti gopi- | Kabpumayapl <I-mi | KaOBLIAAY BT

TOPMEKIICH eMJIEYI | JopeKere EWIH | TOKTATHIHBI3.
OacTaHbI3 J)KOHE | KaJIIbIHA

KJIIMHUKAJIBIK KENTipreHiie

KepceTimimaepre yakpITIIa  TOKTATy,

colikec MOHHUTOPHHT | COaH KeHiH Keleci

KYPri3iHi3. JIIEHTENTe Ji(S3700;

a3alTbUIFaH Jo03aja
Kuckann
KaObUIAAYyBl KaiTa
Oacray.**

* CTCAE 4.03 nyckacbiHa colikec ybITTBUIBIK JapeskeciHiy rpanaumsicsl (CTCAE = xarpiMchbI3 KyObUIbICTapFa
apHaAJIFaH KPUTEPUHIIEPTiH KBl TEPMHHOJIOTHSICHI ).
** Kuckanmai )kaHapTy Typasibl MOCEJIeHI Kapay Ke3iHAe maiia MeH Kayinke jkeke Oara OepreH eH.

6-kecte. Jl03aHbl ©3repTy JKOHE YBITTBUIBIKTHIH 0acKa KepiHicTepi Ke3iHae Koaany™

IIpenapartsiy
YBITTBUIBIFBIHBIH
6acka kepiHicTepi

1 nopexe Hemece 2

3 nmopexe * *

4 mopexe * *

KaObUIMaybl  KaiiTa
6acray. Erep 3-mii
Jopexeeri
YBITTBUIBIK
JTAMHMTBIH

Keleci

KaiiTa
boica,
JIEHIreure
NeWlH  a3aiTbhUIFaH
mozama Kuckammmi
KaObLI1ay AbI
YKAJTFACTHIPBIHBI3.

nopexe * *

Jlo3anbl Ty3eTy Kaxer | IIpemapartsl Kuckanu npenapatbiv
emec. Twumicti gopi- | Kabpumayapl <I-mi | KaOBLIAAY BT
TOPMEKIICH eMJIEYI | JopeKere EWIH | TOKTATHIHBI3.
OacTaHbI3 JKOHE | KaJIIbIHA

KIUHUKAJIBIK KEJITIpreHIIe

KepceTiniMzaepre yakpITIIa  TOKTATy,

CollKeC MOHUTOPHHT | COJJaH KEWIH  COoll

KYPTi3iHi3. mo3aza Kuckanu

* ['eMaTOOT UsUIBIK YBITTBUIBIKTBI, T€MAaTOOMIHAPIIBIK YBITTBUIBIKTHI skoHe QT apasibIFbIHBIH Y3apYbl XKOHE OKIICHIH
MHTEPCTUIIHANBII aypyIapbIH/THEBMOHHUTTI KOCIIaFaH Ia.

** CTCAE 4.03 nyckachIHa Coikec yBITTBUIBIK Aopexecidif rpagamusicel (CTCAE = xaFbIMCBI3 KyOBUTBICTapFa
apHAJIFaH KPUTEPHUHIIEPTiH KBl TEPMHHOJIOTHSICHI).




[IpenaparThlH YBITTBUIBIFBI OaliKalFaH JKarjaiiia apomMaTraza TEXKETiIliH, (yJIBECTPaHTTHI
Hemece LHRH aronmcrin Oip Mmesringe kaObuinay Ke3iHAE 03aHBI TY3€TYr€ KAaThICTBI
yceeHBIMIapb! xkoHe [IKC-narb Kayinci3aik 6oipiHIIa 6acKa ga THICTI aKmapaTThl KapaHbI3.
CYP3A4 xywmi mexceciwumepimen Kuckanuoi konoanzan xezde 0o3amvl 6032epmy

CYP3A4 xymri Texxerimrepimen Kuckamuai 6ip Me3riiie naiaganyaan ayjiak 00y Kepek.
CYP3A4-xe eH a3 TexeWTiH acepi Oap Oamamanbl KaTap eMmIeyli KoJJaHy MYMKIHIITiH
Kapacteipy kepek. CYP3A4 xymri Texerinnin Oip Me3riiae KojajaaHy KakeT OolFaH Kes3ze
Kuckanu no3acein toysmirine 6ip pet 400 Mr-ra neifin azaity kepek (4.5-0emimai KapaHbI3).
PuGorukmm6 mo3acein toymirine Oip per 400 mr-ra neiiin azaitkan koHe CYP3A4 xymri
texerimrepiMed Kuckamuni Oip Mesringe mnaijnananynsl OonplpMay MYMKIH —eMec
nanueHTrepae Ao3a tarbl 200 Mr-ra a3asbl.

PuGonmkmn6 no3acein Tayinirine Oip per 200 mr-ra neitin azaiitkan sxone CYP3A4 kymri
texerimrepiMmen Kuckamumi O6ip we3rinme mnaiganaHyabl OonaplpMay MYMKIH —eMmec
narueHTrepae Kuckanu npemapaTsiMeH eMIeyai TOKTaTy Kepek.

KekeapanblK aybITKYIIBUIBIKKA OalJaHBICTBl J03aHBI YCBHIHBUIATBIH TY3€Ty OapiibIK
MAIUEHTTEp YIIH OHTaWIbl OONa alMalbl, COHIBIKTAH YBITTBUIBIK OENTUIEpPiH MYKHUST
Oakputay ychiHbUIaARI. KymTi TexerimTi TokTaTkaH ke3ne Kuckammnin mpozacein (CYP3A4
KYIUTI TEXETIIIiHIH >KapThlail MIBIFApPbUTYBIHBIH 5 KE3€HIHEH KeM eMeC apalibIKTaH KeiliH)
CYP3A4 xymTi TeXerimmH KoJgaHyabl OacTtap ainjplHIa TNalfallaHbUIFaH Jo3aFra JACHiH
e3repTy Kepek (4.4, 4.5 xone 5.2-0emimaepai KapaHsi3).

ITaumeHTTEPAiH epeKile TONTAPbI

byuipex ¢pynxyusicoinviy 6y3o11)yol

bytipex GyHKIMACBIHBIH KEHUJT HEMece opTaia Oy3bUTybl 0ap MalueHTTepAe J03aHbl TY3ETy
Tanan eriaMmenai. bylipek (GyHKUMACHIHBIH ayblp Oy3bpUTyjapel 0ap MAlUEHTTEp YLIIH
YCBHIHBIIATBIH OacTankbl 103a 200 mr kypaiiapl. Kuckanu npemapateiH cyT 0e3iHiH OOBIpbI
KoHe Oyilipek (QyHKIMSCHIHBIH ayblp OY3bUTyBI Oap ManueHTTep e KoJany 3epTreiamereH (4.4,
5.1 xoHe 5.2-0emmaep/i KapaHbI3).

bayvip ¢pynkyuscwinviy 6y3olnyol

JleHi cay epiKTUIEpIiH KoHE KaTepyi aypyMeH aybIpMaWThiH, Oayblp (DYHKIUSCHIHBIH
Oy3bUTyBl Oap CHIHANYIIBLIAPABIH KATHICYBIMEH (hapMaKOKWHETHKAIBIK 3€pTTEy Heri3iHJe
OaybIp QYHKITUSACHIHBIH XKEH1T OY3bUTYHI Oap ManueHTTep e T03aHbI TY3ETY Tajan eTUIMEen/ i
(Haitng-ITero mkanacer 6oiibiamia A kiacel). Opramma (Yaiina-ITeto mikanace! 6oiisiHma B
KJIachl) JkoHE Oaywlp (DyHKIUACHIHBIH ayblp Oy3butybl (Yakna-IIpto mkamacer 6otibHa C
KJIachl) Oap ManueHTTep/e PUOOIMKINOTIH >KOFaphl JeHreii (2 ecemaeH a3) OailKamysl
MYMKiH, ToyuiriHe 6ip petr 400 mr Kuckanu nmpemnapaThiHBIH 0aCTaNKbl J03aChl YCHIHBLIAIBI.
Kuckanu Oayblp (yHKIMSACBIHBIH OpTAallla )KoHE ayblp Oy3bUTybl Oap cyT O6e3iHiH 0ObIpEI Oap
ManueHTTepAe 3epTrenMereH (5.2-06emiMai KapaHbI3).

bana nayuenmmep

bananap men 18 >kacka meiinri »xacecmipimaepae Kuckamuaiy Kayinci3airi MeH THIMILITIT]
aHBIKTAJIFaH JKOK. JlepekTep xKOK.

E2o0e oicacmazvl nayuenmmep

65 >xacTaH acKaH MaIMEeHTTEep/Ie JO3aHbl TY3€Ty Tajamn eTimMeiiai (5.2-0emiMi KapaHsl3).
Koanany Tacidi

Kuckanuni kyHine 6ip per, KyH CallblH TaMak IIIKEHJE HEMece OHChI3 KaObliaay Kepek.
Kuckanu mnpenapaThlHBIH TaOJeTKajdapblH TyTacTall »KYTKaH J>KOH, OJIapAbl IIaiiHayFa,
CBIHJIBIPYFa HEMECe XKYTap alJblHJa ycakTayra Oonmaiinbl. ChIHFaH, »apbIKTapbl HEMece
0acka 3aKbIMAapbl Oap TabieTKazap/Ibl iKe KaObuiIayra 00JIMai Ibl.

4.3 Kounanyra 60JIMaiiThIH sKaFgaIap

- IIpenaparteiH Oenceni 3aTeiHa HeMece 6.1-0emimMae aTanm KOpPCETUIreH KOCBhIMIIA 3aTTapFa
YKOFaphl Ce31MTaJJIBIK

- Apaxucke HeMece COsIFa )KOFaphl Ce31IMTAIIBIK



4.4  AlipbIKIIa HYCKayJap sK9He KOJIaHy Ke3iHeri CaKThIK Mapajapbl

Twki azzanapoviy kamepai aypyvl

[mki  aF3amapiablH  KYpAedi aypynapsl Oap NalUeHTTepAe PpUOOLMKIMOTI KOJAaHyIbIH
THIMJIUTIT MEH KAYIICi3/iri 3epTTeIMETeH.

Heumponenus

HelTponieHUSIHBIH ~ ayBIPJIBIK JIOPEKECIH €CKepe OTBIPHIN, 2-KeCTele CHUNaTTaIFaH/aku,
Kuckanu npemapaThiH KaObUIIayAbl YaKbITIIA TOKTATY, H03aHbI a3aiTy HEMece IpernapaTThl
TOJIBIK TOKTATy Tajamn eTuryl MyMKiH (4.2 xoHe 4.8-0emiMaepai KapaHsbi3).

I'enamobunuapivl yolmmoiisik

Kuckanu mpenaparsiMeH emjeyai Oactap anabiHAa OaybIpablH (DYHKIIMOHAIIBIK TECTUIEPIH
(BDT) xyprizy kaxer. EMaey 6acranrannan keiiin bBOT HoTmxenepin 6akpliay Kyprizijgeni
(4.2 xxoHe 4.8-0emiMuepai KapaHbI3).

TpancamuHa3amapIbIH KOFAPUIAYBIH €CKEPE OTBIPHIN, 3-KecTee cunarranranaail, Kuckamm
npenapaTbiH KaObUIgay bl YakbITIIa TOKTaTy, 03aHbl a3aiiTy HeMece MpernapaTThbl TOJBIK
TOKTaTy KaxkeT 0oiybl MyMKkiH (4.2 xone 4.8-6emimaepai kapanbiz). ACT/AJIT > 3-mi
JOpeskenti bacTankpl KoTepinyi 0ap marueHTTepre apHaJiFaH YChIHBIMIAp OenriieHOereH.

OT apanvizvinbiy y3apysi

E2301 (MONALEESA-7) 3eprreyiaae QTcF >60 mc apanbIFbIHBIH OacTankbl JCHrehIeH
yiraobl Kuckanmu mmoc tamokcuden kaOwbuinaran 14/87 (16,1 %) mamueHTTepae >KoHeE
Kuckanu ruroc crepountsl emec apomarasa texerimin (NSAI) kaOvuinaran 18/245 (7,3%)
nanuenTrepae Oaiikanasl. Kuckamu mnpemapaTtbiH TaMOKCH(EHMEH OipiKTipinm KoJjaHy
yChIHBIIMAN B (4.8 xoHe S5.1-0emimMaep i KapaHbI3).

Emneyni 6acramac 6ypsin OKI skacay kepek. Kuckanu npenaparsiven emaeyni QTcF moni
450 Mcex keM nalnMeHTTepe Fana 6acrara xeH. Kaiitamama OKI '-3epTreyai OipiHIm MUKIAIH
mamMaMeH 14-mii KyHI JKOHE eKiHINI [HKJIIIH OachlHIa, COJaH KeWiH KIIMHUKAIBIK
KOpCeTUTIMIEepre Colikec Kyprizy Tanan etiieni (4.2 xone 4.8-0emimMaepi KapaHbi3).

Em Oacramranra geiiid, aaramkel 6 IUKIABIH OachbIHAA JKOHE COJAH KEHWIH KIMHHKAJIBIK
KOpCEeTUTIMIEpre COMKEC capbICyAarbl AJICKTPOJUTTEp (Kamui, Kambliuid, gocdarrap MeH
MarHuiii Koca ajfaHga) KypaMblHa THICTI MOHUTOPHMHI >KyprisreH xeH. Kuckamu
mpenaparbIMeH emMjieyal OacraraHfa JCHIH, COHJIal-aKk emjey Ke3iHIe Ke3 KeJIreH
AyBITKYJIAPIbI TY3ETY KaXKeT.

Kuckanu mnpenaparsin QTc apanbIFbIHBIH y3apy Kaymi Oap Hemece eneyni Kaymi Oap
narUeHTTepe KOJIaHyAaH aynak 0ony kepek. byran MbIHaail marueHTTep:

. QT apanbIFbl Y3apThUIFaH CUHIPOMBI;

. 0aKpLIaHOAUTHIH HEMECe KITMHUKAJIBIK MAaHBI3/IbI )KYPEK aypyhl, OHBIH 1ITHIE MHOKap]]
uH(papKTICi, IPKUTICTI IKYPEK IKETKUIIKCI3MIri, TYpPaKThl €MeC CTEHOKApIus KoHE
OpaauapuTMus;

. ANEKTPOJIUTTEP KYPAMBIHBIH ©3repyi.

Kuckanu npenapatein QTc apanbiFblH y3apTyra KaOinerti koHe/Hemece CYP3A4 kymrri
TeXerimrTepi O0IBINT TaOBUTATHIH IOPUTIK 3aTTapMEH KOJAaHyIaH ayJiak 001y KepeK, OUTKeH1
Oys1 QTcF apanbIFbIHBIH KIMHUKAIBIK MOHI Y3apThUTybIHA OKelyl MyMKiH (4.2, 4.5 xxone 5.1-
oemimaepai kapaHsi3). Erep CYP3A4 kymTi TexerimrepiH KaObUIAayIbl TOKTaTy MYMKIH
6onmaca, no3aHbl Taynirine 6ip per 400 mr neifin azaity kKaxet (4.2 xone 4.5-0emimaepai
KapaHbI3).

Erep QT apanbIfbIHBIH Y3apThUIYBl Oaiikanca, 4-KecTele CHUIMaTTalFaHai, KaObUiaayabl
yakbITIIa TOKTaTy, J03aHbl a3aiity Hemece Kuckamum mpenapaTblH TOJIBIK TOKTaTy KasKeT
0omybsl MyMKiH (4.2, 4.8 xoHe 5.2-0emimMaepal KapaHbI3).

Tepiniy ayvlp peakyusanapol

VYeirTe! snunepmanbai Hekponus (TEH) Kuckanu npenapateiMen emaey kesinze Tipkenmi. Erep
TEPiHIH ayblp peaKIUsIIapblH KOPCETETIH Oenrijiep MEH CHUMITOMIAp maiga Oosca (MbICATHI,
yZemeni tepi Oeprrieci, kebiHece KyJAipeyiKTep HeMece HIBIPBIIITH KAOBIKTHIH 3aKbIMIAHYbI),



Kuckanu npenaparbi epey TOKTaTy Kepek.

Kuckamu npenapatei Koca, CDK4 / 6 TexxerimrepiH KOJJaHFaHa OKIIEHIH WHTePCTUIAIBII
aypynapbl / TMHEBMOHHUT Xarjaiyiapsl Typaiabl xabapmanasl. Il ¢azaHbH yIII KIMHUKAIBIK
seprreynepinie  (MONALEESA-2  [A2301], MONALEESA-7 [E2301-NSAI] xoHe
MONALEESA-3 [F2301]) mnare6o emaey ToObHIarb Krckanu rpemapaTsiMeH eMiey TOOBIH 1A
OKMeHiH uHTepcTuimanpai aypysl (0,3% xe3 kenreH mopexeci, 3% 0,1% Kkoca) Typaisl
xabapmanran. [TneBMonuT Kuckamm ™ npenapatbIMeH eMziey TONTapbIH/Ia J1a, Tianedo ToObIHaa
na xabapnanipl (ke3 xenreH gopexe 0,4%, emaey TONTapbIHBIH eIIKaichichiHAa 3 Hemece 4
TIOPEIKECI3).

OKIIEHIH MHTEPCTUILINAIIBII ayPYbIHBIH / THEBMOHUTTIH ayBIPJIBIK JOPEKECIHE OaiIaHBICTHI
eniMre okenyi MyMkiH, Kuckamm 5-kecrene cumartanraHgail Jo3aHbl yaKbITIIA TOKTATYIbI,
a3alTyIbl HEMECE TOKTATY/IbI KAXKET €Tyl MyMKiH (4.2 6eiMiH KapaHbI3).

[TaniueHTTEpZli THIOKCHSHBI, JKOTENI JKOHE CHTITYII KaMTybl MYMKIH OKICHIH
MHTEPCTULMANIB/II aypyIapblH / THEBMOHUTTI KOPCETETIH OKIIE CUMITOMJIAPHI TYPFHICHIHAH
Oakputay Kepek, aj J03aHbl ©3repTyi S-KecTere CoWKec JXYpri3reH xeH (4.2 OenimiH
KapaHbI3).

Kanoazvl kpeamunun oeneetiiniy sco2apuliaybi

Pubonmknmu® KaHAarbkl KpeaTMHWH JEHTeWiHIH >KOFapbhUIayblHA OKENyl MYMKIH: Oy
OpraHUKaJIBIK KaTHOH AP TackiMaiiaymbIChiHBIH 2 (OCT2) Oyiipek TachiMaliay iblIapbIHbIH
TEXETIITepl KOHE MJOpUIK Tpenaparrap MEH TOKCHHICPAIH SKCTPY3USUIBIK aKybI3bI
(MATE1). byn 3aTTap npokcuMab/Ii ©3eKIIenepIeH KpeaTHHHHHIH OCJICeH/ I CeKPEIHsIChIHA
Karbicanel (4.5 OemimiH KapaHbi3). Emaey ke3iHae KaHIarbl KPEaTWHUH JCHTeHiHIH
JKOFapblIaybl JKaFIalbiHAa OyHpeK (PYHKIUSCHIHBIH OY3BUTYBIH OOJIABIpMAy YIIiH OyHpex
(yHKUIHMACBIHA KOChIMIIIA OaFaiay >KYpri3y YChIHbUIAIBI.

CYP3A44 cyocmpammapol

Pubonukmmn6 npenapattsl 600 Mr no3ana kadenaranga CYP3A4 kymri texerimi xone 400
Mmr kaoOpurnaranga CYP3A4 oprama Texerinn 6o Tadbbimaasl. Ocbutaiiima, puOoOukiImno
CYP3A4 xemeriMeH MeTab0IM3/ICHETIH AOPUIIK MIpernapaTTapMeH o3apa 9peKeTTecyl MyMKiH,
oy capeicynarsl CYP3 A4 cyGcTpaTTapbIHBIH )KOFAPhI ICHIel1He OKeTyl MyMKiH (4.5-0emimai
Kapanb3). Ilpenapartel emaik unHnmekci tap CYP3 A4 cesimran cyOcTtpaTrtapsiMeH Oip
ME3TUIZIE CAaKTHIKIEH KoimaHy ycbiHbuianel. [Ipenmaparter CYP3 A4 texerimrepimer Oip
Me3TiIIe KOJIJIaHy JKeHIHJIer1 YChIHBIMIap, O0acka npemnapatka [IKC-na kapaHbI3.

Byuipex ¢pynkyuscoinviy 6y3oluysl

Bylipek (QyHKUMSCHIHBIH ayblp OY3bUTYJapbl Oap mNamueHTTepae YChbHbUIaThiH 200 wmr
OacTamkbl J03acChlH KOJJIaHFaH Ke3/Ie DOKCINOo3ullusg Oyipek (YHKIUICHI KaJbIThI
NAlUEHTTEepPAC CTAHIAPTTHI OacTamkbl J103aHBI KOJIJAHFAaH Ke3lle KOJ IKETKI3UIeTiH
SKcmo3uLuaAan mamaMen 45% - ra tomen Oonanbl. Ochbl OacTamkbl 403a7a KOJIAHFaHIa
npenapaTThlH THIMIAUTI 3epTTenMereH. byiipexk (yHKIMACHIHBIH ayblp Oy3bUIybl Oap
MalUeHTTeP e MPenapaTThl CAKTHIKIIEH KOJIJIaHy KepekK; OymaH 0acka, YBITTBUIBIK OeNTijepin
MYKUST Kagaranay KaxeT (4.2 xxone 5.2-0emimaepai KapaHbi3).

bana myy aneyemi cakmanean atienoep

Bbana Tyy aneyeri cakranran siiengepre Kuckanu npenapaTsii KaObl11ay Ke31H/E HKOHE COHFBI
JI03aHbl KaObUIJaFaHHAH KeWiH KemiHae 21 KyH KOHTpaIeNIUsHBIH THIMIl OIiCTepiH
naiiianany yCeIHbUIAAB (4.6-00miMI1 KapaHbI3).

Cos neyumuni

Kuckanu KypambIHIa cOsl JIGMUTHHI O0ap. ApaxUCKe HEMECe COsiFa CEe3IMTAJIBIFBI KOFaphl
nanuentrep Kuckanu npenapaTeiH KaOblaamaysl THic (4.3-0e1iMIi KapaHbI3).

4.5 backa a9pijik npenmaparrapMeH 63apa JdpeKeTTecyi ’KoHe 63apa dpeKeTTecyldiH
0acka TypJepi



ITnazmaoagvl puboyurIud KOHYEHMPAYUACHIH APMMbIPYbl MYMKIH 0IPINIK npenapammap
Pubonuknmnb merabonu3Min KamTamach3 ereTi Herisri pepmeHT CYP3 A4 Gomnbin TabbuIab!.
Ocpuraiima, CYP3A4 dbepmenTiHiH OCNICEHIUTITIHE ocep €Tyl MYMKIH JQOpUIIK Ipemaparrap
pubormkimb GpapMakOKMHETUKACBIH o3repTe anansl. JleHi cay epikrinepae kymri CYP3A4
WHIYKTOPBIH puToHaBupi (14 kyH iminae toymiriae 100 mr) pubornukinaMen (Toyiirine 400
Mr) Oip Me3rinae KoiAaHy MoHoTepamusna pubomukmuori (400 Mr) KoimmaHyMeH
canbicThipranga puOOUKINOTIH AUC inf x0HE C max THiCIHIIE 3,2 x)oHE 1,7 ece yiIFarobiHa
okenai. C max xoHe AUC 10t LEQ803 (GacTamkpl 3aT 3KCIO3HIMACHIHBIH 10% - maH a3biH
KYpalTbIH puOOLMKINOTIH HET13r1 MeTabonuTl) TriciHme 96% xone 98% - ra azaiibl.
CYP3A4 xymri TexerimTepin 0ip Me3ruie naigananyaaH ayiak 007y KepeK, OHBIH iIIiHae
(Oipak OHBIMEH IIEKTEIMEH): KIApUTPOMHIIMH, WHAWHABUDP, WTPAKOHA30J, KETOKOHA30I,
JIOTIMHABUP, PUTOHABHUP, He(Da3010H, HENPUHABHUD, TO3aKOHA30JI, CAKBHHABHP, TEIAMIPEBUP,
TETUTPOMHUIIMH, BepanaMuil koHe BOpUKOHa30i (4.4 Gemimid KapaHbpiz). CYP3A4 Texeyre
KabiseTi TeMeH Oaamalbl I9pUTIK 3aTTapabl Oip Me3riige KoJiJaHy MYMKIHIITH KapacThIpy
JKOHE TAlMEHTTEPIHJE JaMybl PHUOONMKINO KaObuimaymeH OaimanbicTel Oonran JKJIP
Oakpuiay KaxeT (4.2, 4.4 sxoHe 5.2-0emiMIepiH KapaHbI3).

Erep CYP3A4 kymrti Texerimimen Oip mesrinae Kuckamumli kaObuimayasl OoiasipMay
MYMKiH 601Maca, onaa 4.2-6emimre coiikec Kuckamuaig 1o3achlH a3aiTy kepek. Anaiiaa, Oy
JI03aHbI TY3€Ty OOWBIHINA KIWHUKAIBIK JepeKTep MXKOK. JKekeapasiblK aybITKYIIBIIBIKKA
OalaHbICTBl JI03aHBI YCHIHBUIATBIH TY3€Ty OaplblK MAalMeHTTEp YUIIH OHTaiibl 0oja
alMaiapl, COHIBIKTaH PUOONMKINO KaObuigaymeH OaimaHbicThl JKJIP Mykusar Oakpliay
yChIHbIIaAbl. KrcKkanu mpenaparhbliHbIH YBITTUIBIFRIMEH OalIaHBICTBI KOPIHICTEPIE T03aHBI
©3repTy KepeK HeMece YHITTBhUIBIFbI OaChUTFaHFa JEHIH eMJIey Al YaKbITIIIa TOKTaTy Kepek (4.2
xoHe 5.2 6emimaepin KapaHbi3). CYP3A4 texerimiHiH *KapThUlaid MIBIFAPBUTYBIHBIH KEMiH/E
5 Ke3eHiHe coiikec KeneTiH apanblkTad kKeiiH CYP3A4 kymiTi TeXerimniiH TOKTaTKaH Ke3Je,
Kuckamu npenapatsia kabbuinaynsl CYP3 A4 kymiTi TexkerimiH Ka0bliaay OacTanranra Ieiin
KOJIJAaHBUTFaH J1033/1a )KaHAPTY KepeK.

OU3NONOTUSMIIBIK HETI3IeTeH MOJAETbACPAl TaiianaHa OTHIPHIT  (PapMaKOKHHETUKAHBI
Mozenbaey pudomukauoTi 600 mMr mozaga kabeuimaran ke3ge CYP3A4 (aputrpomuiiun)
opTama Texerimi puOouKIHOTIH CraxTene-TeHaik Kyiinnae xone AUC tuicinme 1,2 xoHe
1,3 ece yraiiTysl MYMKIH Jen OoJKayFa MYMKIHIIK Oepai. PuOorukinnb mo3ackiH TOyIIiriHe
0ip per 400 Mmr-ra neiiiH a3aiiTKaH MalMeHTTEpe Tene-TeH karaaina puOouukiIuOTIH C max
xkone AUC tmicinme 1,4 xone 2,1 ece wyiratobl Oaiikanapl. Toymirine 6ip per 200 mr
npenaparTsl KabbuigaraH ke3zae tuicinme 1,7 xone 2,8 ece aptrel. CYP3A4 xeHin Hemece
opTaila TeXErimTepiMeH eMACY/IIH 0achiHaa PUOOIUKINO 103aChIH TY3€Ty Tajamn eTiIMEH .
Byn perre namyst pubounkinb kadsiinaymen Oaitnanbictel JK/P 6akpiiay yChIHBLIIAIBL.
[TaniuentTepre rpedndpyT HeMece TPEUNIPPYT MIBLIPHIHBIH 1IITTEY KAKETTUIIT Typalibl HYCKay
oepy kepek. byn enimaep CYP3 A4 uzodepMeHTTEpiHIH TEXKETIITepi 00T TaObLIA b XKOHE
pUOOIIMKINO 9CEepiH apTTHIPYBl MYMKIH.

Inasmaoaevl pubOYUKIUO KOHYEHMPAYUACBIH A3aUmMYbl MYMKIH 0dPINIK npenapammap

Heni cay epikritepae pudbonukianaMer pudamnunubHig (kyHine 600 mr) CYP3A4 xymri
uHAyKTOopelH (14 kyH O0#ibl kyHiHe 600 Mr) Oip Me3riime KoiJaHy MOHOTEpamusiaa
pubouuknuoTi (600 Mr) KonmanymeH canbicTbipranga puooKINOTIH AUCnf x9HE Cmax 89%
xoHe THiciHie 81% - ra Tomenneyine anbir keni. Cmax LEQ803 1,7 ece apranpl, an AUCins
coiikecinme 27%-ra Temenzeiini. Ilpemapartst CYP3A4 kywmTi uHAyKTOpiapbiMeH Oip
ME3TiIIe KOJIJaHy ASKCIO3UIUSHBIH TOMEHJICYIHEe OHE COHBIH CalJapblHAH THIMIUTIKTIH
JKETKUTIKCI3 00Ny KaymiHe ajiblll  Kedyl MyMKiH. @eHuTowHAl, pudaMIunuHIl,
KapOama3enuH/Ii JkoHe MalKypaiasl (Hypericum perforatum) xoca anranza, kymri CYP3 A4
WHIYKTOPJIApBIH Oip Me3riiae KaObuinayaad, OipaKk OHBIMEH IIEKTEIIMEH, ayJiak 00Ty Kepek.
CYP3A4-xe eH a3 TexelTiH oacepi 6ap HeMece OChIHaM acepi KoK Oanamaibl KaTap eMaey i
KOJIIaHy MYMKIHIT1H KapacThIpy KEpeK.

Oprama CYP3A4 texerimrepiHiH pUOOIMKINO 3KCHO3ULMUACHIHA dCEpl 3epTTEIMETreH.



OU3NONOTUANBIK HETI3/IeJTeH MOJAENbAepl TNaiianaHa OTHIPHIT  (PapMaKOKHMHETUKAHbI
monenbaey oprama CYP3A4 rtexerimin (3¢aBupeni) TarabiHAay C max Teme-TEHTIK
Karmapiaaa xoHe puoonukauoTiH AUC Tuiciame 51% xone 70% - ¥a ToMeHeyiHEe oKelyl
MYMKiH aemn 6oinkayra MyMKiHIiK Oepeni. [Tpenapartst oprama CYP3 A4 unaykTopiaapbiMeH
Oip Mesriige KOoJIIaHy SKCIO3UIMSHBIH TOMEHJIEYyiHE >KOHE COHBIH cajjapblHaH, ocipece
toynirine 6ip per 400 mr Hemece 200 Mr no3ana puOOIMKING KaObUIIAFaH MAlMEHTTEPC
YKETKUTIKCI3 THIMAUTIK KayIiHE ajIbIll KeTyl MyMKIiH.

Inazmaoaevl konyenmpayuscol Kuckanuoiy acepinen e3eepyi MyMKiH 0apinik npenapammap
ConbiveH, CYP3A4 kansinTel HeMece KymTi “HruouTopsl pubdornukinbd CYP3A4 kemerimen
MeTa0OIM3ACHETIH JOPUTIK MpernapaTTapMeH e3apa dpeKeTTecyi MyMKiH, Oyn Oip mesriiae
KaOBbUITAaHATHIH JTOPLTIK MPENapaTThiH KaH CapbICybIHIaFbI dKOFAPHI JCHICHIHE OKETyl MyMKIH.
Jeni cay epikrinepae munazonamisl (CYP3A4 cyOctpatsr) Oipaemnre pet Kuckanu qo3acsiMeH
(400 mr) 6ip Me3riiae KolaaHFaH/1a, MUAIa30JIaMHBIH SKCTIO3UIUACHI O1p FaHa MUA301aMIbl
KaObu1IayMeH casibicTeipranaa 280% - ra (3,80 ece) apraabl. PU3HONOTHSIIBIK HETi3/IENTeH
MoJIebAEpAl KOJIJaHa OTHIPHIN (apMaKOKMHETUKAHBI MoJenbaey Kuckamual KIMHHUKAIbIK
MaHbI3bl 600 Mr no3ana taraiibiHaay mupazonamHblH AUC-HBI 5,2 ece apTThIpajbl Jem
6omxaiiel. CoHbIMEH, pUOOIMKINOTI O0acka JOpUTIK IpenapaTrTapMeH O0ip Me3rijiie eHri3reH
Ke3zie oHbl Oacka nopinik npenaparka [DKC-ga yeeinbmran CYP3A4 texerimrepiMen Oip
ME3TUIIE €HT13Yy JKOHIHJIET1 YChIHBIMIAPbI 3epTTey Kepek. Krckanu npemapaThiH )KoHE eM/IIK
unnekci Tap CYP3A4 cyOctpaTTapslH KoJJaHFaHa cak 0oy ychiHbLIaAbI (4.4-0emimui
KapaHbI3). AndeHTaHmIIl, MUKIOCTIOPHH/I1, YBEPOIUMYCTHI, (DEHTAHUIII1, CHPOJIUMYCTHI KOHE
TaKpOJIMMYCTHI Koca anrana, emaik uaaekci Tap CYP3A4 cesiMran cyOCcTpaThIHBIH 03aCHIH
a3alTy KaxeT OOJybl MYMKIH, OWTKCHI PHUOOUMKINO OJapablH SKCIO3UIUSACHIH YIIFAUTy
KabineTiHe ue, OipaK oJapMeH IIeKTeIMEH .

PuGorukmm6ti 600 mr nmozama CYP3A4 wbiHamaii cyOcTparTtapeiMeH Oip Me3Tuiae
KOJIJIaHy/laH ayliak 00Ny Kepek: anb(y303uH, aMHOAAPOH, IU3ANPUA, TUMO3UMI, XUHHUIWH,
SpProTaMMH, JTUTUAPOIPrOTaMUH, KBETHAIWH, JIOBACTaTHH, CHMBACTaTUH, CHJIIEHAQUI,
MUa30JIaM JKOHE TPHA30JIaM.

Kodeunnai (CYP1A2 cyOcrpatsr) 6ipremnie pet Kuckanmu nozanapsiMer (400 Mr) Oip mesriiae
KOJIJaHFaH Ke3ze, JIeH1 cay epikTiiepae Tek Oip xodenHai KaObLIgayMeH CalbICThIPFAaHAA
koenn memmepi 20% - ra (1,20 ece) aptTel. 600 Mr KITMHUKAIBIK MaHb3ABI A03aga PBPK
MOJIENBJICPiH KOJJIaHy apKbUIbl Mozenbaey pudbornukanoTin CYP1A2 cyGerparTapbina ainci3
TEXETITIK ocepiH 6omkayra MyMKiHIIK 6epi (AUC-TiH 2 eceneH a3 ecyi).
Tpancnopmepaepdiy cyocmpamul 601bIN MAbOLIIAMbIH 0IPINIK npenapammap

In vitro 3eprreynepi pubonukmoOTiH P-rmukonporenn, BCRP, OATP1B1/1B3, OCT1, OCT2,
MATEI xone BSEP nopinik TpancnopTepiiepiHiH OeICeHIUTITIH TeXEY JIeyeTiHe ue eKeHiH
kepceTTi. [IpemaparThl TUTOKCHH/II, TUTABACTATHH/II, MPABACTATUH]II, PO3yBAaCTAaTHUH/II KOHE
MeTGOpPMUHII KOca anfaHna, eMAIK HHIEKCI Tap OChl TPAHCIOPTEpIEpIiH ce3iMTal
cybcTpaTTapslMeH Oip ME3TUI[e KOJJaHFaH Ke3Je caK 0OJy JKOHE YBITTBUIBIK OenrijepiHe
MOHHTOPHHT JKYPTi3y YCHIHBLIAIBIL.

opinik npenapammuly mamaxnen e3apa apekemmecyi

Kuckanui TamakTany Ke3iHJie HeMece O/IaH ThIC YaKbITTa KaObuigayra 6onaasl (4.2 xoHe 5.2-
OemiMIepal KapaHbI3).

Ackazan opmacwinviy pH kemepemin 0apinix npenapammap

PuGorukmmu6 PH 4,5 Hemece onan TeMeH >koHE OMOJIOTHSUIBIK Tayanka caid opraga (pH 5,0
XKoHE 6,5 Kes3iHAe) JKOoFaphl epirimTiriMeH cumartaianbl. Kuckamuai ackazaHHelH pH
JKOFapblIaTaThIH JOPUIIK TpermapaTrapMeH Oip Me3riiue KoJJaHy KIMHHKAIBIK 3epTTey]Ie
OaramanOazpl; anaiia NONYNSAOUSIIBIK  (apMAKOKUHETHKAHBI — Taljay Ke3iHae Je,
KOMITAPTMEHTTIK eMec (hapMaKOKMHETHKAJIBIK Tajaaysiapaa 1a puOoukiImo abcopOusChIHbIH
OY3bLTYBI OaliKamMabl.

Puboyuxnub nen nemposzonoviy 0apinik ezapa apekemmecyi

Cyr 0e3iHiH OOBIpHI 0ap MalUEHTTEplE KIMHHUKAIBIK 3EpPTTE€Yy KOHE IOMYJISIHSIBIK



(hapMaKOKMHETUKAJBIK TaJ/1ay OaphIChIHIA pUOOIIMKIMO TIEH JIETPO30JT apachiH A OJIapAbl O1p
ME3T1I/Ie KOJIJITAaHFaH Ke3/1e JOPUTIK e3apa OPEKETTECY aHBIKTAIFaH JKOK.

Puboyuxnub nen anacmposon apacvinoaewt 0apinik e3apa apexemmecyi

Cytr O0e3iHiH OOBIpbIHA INAJABIKKAH MALMEHTTEPIl KIMHUKAJIBIK 3€pTTey JepeKTepi
pUOOIMKINO TIEH aHAaCTPO30JI apachbiHAAa OJIApAbl Oip Me3riuiie KOJIJaHFaHIa KIWHUKAIBIK
MaHBI3/Ibl ISP1ITIK ©3apa OpPEKETTECY 1iH KOKTHIFbIH KOPCETTI.

Puboyuxnub nen ¢hyneecmpanm apacvinoazvl 0apinix e3apa apekemmecy

Cyt 0Oe3iHiH OOBIpbIHA TMALMEHTTEPHAl KIMHUKAIBIK 3€pTTey HepeKTepi (yIBECTPaHTTHIH
puboOIMKING ocepiHe onapabl Oip Me3TUIae KOJNJaHFaH[a KIMHUKAIBIK MaHBI3Ibl OCEPiHIH
KOKTBIFBIH KOPCETTI.

Puboyuxnub nen mamokcughen apacvinoagvl 0apinix e3apa apekemmecy

Cyr O0e3iHiH OOBIpbIHA INAJABIKKAH MALMEHTTEPAl KIMHUKAJIBIK 3€pTTey JepeKTepi
pubOIMKINOTI TaMOKCHbEeHMEH Oip Me3TiIe KoJJaHFaH/1a TaMOKCH(DEHHIH ocepl ImamMamMeH 2
€ce apTKaHbIH KOPCETTI.

Puboyuxnubd nen opanvoi konmpayenmuemep apacvlHOazvl 0IPiNiK 63apa apexemmecy
PuGonukian0 rneH opaib/ii KOHTPALENTUBTEP apachIHIAFbl ISPIIIK ©3apa SpeKeTTeCy i 3epTTey
XKyprizinmereH (4.6-0emiM1 KapaHbI3).

Bonowcamow e3apa apexemmecy

Apummusea kapcor npenapammap ocane QT apanvievln yzapmyea kabiremmi dacka oa
0apinik 3ammap.

Aputmusira Kapcel nopinep cuskrel QT apanbFbIHBIH y3apy KaOuteTi Oenriiai Jopiiik
npenapaTrTapMeH (TOMEHJEe KOpCeTUIreHIepal MIeKTeyCi3 Koca alfaHaa, aMHOJapOH,
JU30ITUPAMU/T, TPOKAaWHAMUT, XUHUAWH KoHE coTaion) skoHe QT apanbIFpIHBIH y3apy KaOiiaeTi
Oenrimi Oacka MAQpUIIK TpenapaTTapMeH (XJIOpOXWH, Tajlo(aHTpuH, KIAPUTPOMHUIIUH,
UIpodIIoKcanuH, JeBO(IIOKCAIIHH, A3UTPOMHIINH, raJionepu o, METaJIOH,
MOKcH(]IIOKCcaH, OCTPUIIIT, TUMO3U]I )KOHE OHJJTAHCETPOH B/B IIEKTEYCi3 Koca anFanja) (4.4-
OemiMIi KapaHbI3) Oip Me3ruige KoJfaHynaH ayjak Oony kepek. Kuckamm mpemaparbiH
TaMoKcu(peHMeH OipikTipin KoinmaHy aa yceiHbUIMainel (4.1, 4.4 sxone 5.1-Gemimpaepni
KapaHbI3).

4.6 DepTUIBALTIK, )KYKTUIIK KOHE JIaKTAIUS

bana myy aneyemi cakmanzan auiendep / atienoepee apHan2ax KOHmMpayenyus

Kuckanu npenapatsiMeH emieyi O0acramac OYpHIH MAIMEHTTEP XKYKTI €MeC €KCHIHE Ko3
KETKi3yl Kepek.

Kuckanu kaObImgaiiTeiH Oana Tyy omneyeTi cakTtairaH ouennep Kuckamum mpemapaTbiMeH
eMJIey/l TOKTaTKaHHAH KeiiH KemiHae 21 KyH ilmiHae ®oHe OfaH KeiH KOHTpaIeHIHsIHBIH
THIMJI1 9MIICTEPiH (MBICAIIBI, KOCAPIIbI 0OTETTIK KOHTPAIEHIIUS JopiJIepiH) MaiaIaHybl THIC.
Kykminix

JKykTi olienzep apachlHIa THICTI )oHE KaTaH OaKbLIaHATBHIH 3epTTEysep koK. JKaHyapiapra
KYPTi3UITeH 3epTTeyep AepeKTepine cyiieHe oThIpbin, Kuckanu npemaparsl )KyKTi sifenaepie
KOJJaHFaH Ke3/e¢ IapaHara 3akpIM Kenripyl MyMmkiH (5.3-Oemimzai kapanbiz). Kwuckamm
npenapaThlH KYKTUIIK Ke3iHJIe KOHE KOHTpAleNUIUsAHbl NMaigagan0aiTeiH Oana Tyy aneyeri
CaKTaJIFaH diienaepre KOJIIaHy YChIHbUIMaN/IbI.

bana emizy

PuGorukmmOTiH aHa CyTiHAE Oap->KOFBI aHBIKTAJIFaH JKOK. PHOOIMKIMOTIH eMIeK CYyTiMeH
KOPEKTCHETIH HOpPECTere HEMece CYT OHJIpPY IMPOIECiHe ocepi Typalbl JEPEeKTEp IKOK.
PuGorukim6 sxoHe OHBIH META0OIUTTEPI JIAKTAIMSUTAHATBIH €TeyYKYHUPBIKTApIbIH CYTIHE OHAl
enreH. Kuckanu mpenaparblH KaOBUITANTBIH TAIMEHTTEP COHFBI J103aHbl KaObUIAaraHHAH
KeiiH keM nerene 21 kyH emiz0eyi kepek.

Depmunvoinik

PuGorukmuOTiH penpoayKTUBTI (QYHKIHUSFA dCepl Typaidbl KIMHUKAIBIK JEPEKTEp KOK.
XKanyapnapra *KyprizuireH seprreyiep AepekTepi Herizinae pudonukinb tenaeyre KadineTTi



€pKEKTep/Ie pePOAYKTHUBTI GYHKIHMSIHBIH OY3bUTYbIHA OKEITyl MYMKIH (5.3-061iMI1 KapaHbI3).

4.7 KeJik KypajajapbIH KoHe KayiNTijJiri 30p MexaHusmaepai 0ackapy kKaOijeriHe
BIKNAJIBI

Kuckanu kemik Kypaingapbsl MEH MeXaHu3MIepi Oackapy KabiieriHe Ooimaiibl ocep eTeji.
Erep Kuckanu npenapatblH KOJIIaHyMEeH eMJIey Ke31H/Ie oJlap KaTThl KaXy b, 0ac aifHaITy IbI
HEMece BEPTHUTOHBI Ce31HCe, MalUeHTTEPAl KOJiK Kypaliaapbl MEH MEXaHu3MIepal Oackapy
Ke3iHJIe caK 00y KaXKETTIr Typalibl ecKepTy Kepek (4.8-0eiMIi KapaHbI3).

4.8  JKarbIMCBI3 peakuusiiiap

Kayincizoik betiinine wiony

Kammer amranma, Kuckanmu mnpemapaThIHBIH Kayilci3mirin Oaranay SHIOKPUHAI €MMEH
oipiktipimimae Kwuckamuai kaOeuimaran 1065 mamuweHTTIH  OIpIKTIPUIreH  JIepeKTep
KUBIHTBIFBIHA HeTI3JeNreH (apoMaTasa TexerimiMeH Oipiktiputimae N = 582 xoHe
dbynBectpantnien Oipiktipimimae N = 483), mnamueHTTepAl  paHIOMHU3AIUsIIAHFaH,
CaJIBICTBIPMAJTBI JKACBIPBIH, TT1aIe00-0aKbUIaHATHIH KIIMHUKAJBIK 3epTTeyiepre HR Goiibiaima
oH, HER?2 GotibrHIma Tepic KeH TapaiFraH HeMece MeTacTa3bIK cyT 0e31 00bIphIHbIH 111 dazackr
(MONALEESA-2, MONALEESA-7, NSAI, xone MONALEESA-3 xaOwbuimay TOOBI)
€HTr1311l.

III dazanby OipreckeH 3eprreynepi menOepinae Kuckanu mpemapaTbIMeH emjey KesiHzae
ocep eTyaiH MeIuaHaJbIK Y3aKThIFbI 16,5 aifnbl Kypaasl, Oy perte nanueHTrepain 61,7%-b1
>12 aii npenapat anasl.

Karpmmewz kyObutbicTapra (JKK) OaitmaHbICTBl 103aHBIH a3aiobl, ceOeOiHE KapamacTaH,
npenapaTTapAblH KoMOuHanusapeiHa Kapamactad III (a3aHbIH KIMHUKANBIK 3epTTeyiiepi
meHoOepinae Kuckanu anran namuentrepaid 37,3%-bHAa OpbIH ainabl. EMaeymi TynmKuTIKTi
TokTary Typainsl Il (azaHbIH KIMHUKAIBIK 3epTTEysepi mieHOepine mpenapaTTapablH Ke3
kenreH OipikTipitimae Kuckanumai kabpuimaran nanuentrepaid 7,0% - piHaa XxabapraHbl.
Wndexuusnap, HeliTponeHus, IeikoneHus, 6ac aypysl, )KeTel, KYPeK aillHybl, Kaxy, 1uapes,
KyCy, 1l KaTy, ajomnerus, 0epTre, COHnmal-ak WHOEKIusIap, HEHTPOIICHUS, JICHKOTICHUS,
anemus, OIIT-HBIH KalbIITaH THIC HOTIXKeNEepi, JuUMdoneHus, runodochaTeMus KoHE
ThiciHme Kycy Kuckamu >xoHe mpenapaTTapablH Ke3 KeJlreH OIpiKTipuUliMiH KaObuimay
toObIHAarel JKJIP namy xwuisniri niaamnebo »xoHe mpenapaTTapAblH Ke3 KelareH OipiKTipuTiMiH
KaOburmay ToObIHmarel KK maMy KUUTITIHEH achlll TYCKEH OIpPIKTIPUITEH JEpeKTep
KUBIHTBIFBIH/IA aHAaFypibIM skui Ke3feceTiH JK/IP sxoHe aHarypibIM Keml TapanraH 3/4
aysIpibIK nopexeci XKJIP 6omapl.

Kazvimcolz peakyusnap mizimi

Il dazanbiH KIWHUKAIBIK 3epTTEyiepi OapbiChiHAA OEnTini OOJFaH >KaFbIMCBI3 JOPLIIK
peakmusiiap (6-xkecre) MedDRA perteymii KbI3METiHIH MEIUIIMHANBIK CO3IIK OpraHaapbl
JKYHMECIHIH KJlacTapblHa COWKEC CaHaMallaHFaH. OpOip JKyHemk-ar3aiblK Kilacc IIeriHe
MKaFBIMCBI3 TOPITIK peakuusuIap )KUuTiK OONbIHIIA OeTiHreH, O1piHII Ke3eKTe aHAFYPIIbIM XKHi
peakmusap YChIHBUIFaH. OpOip TomTaMmana S>KUUTITT OOMBIHINA JKAaFBIMCBI3 peakKIusiap
OJIapJIbIH ayBIPJIBIK JOPEKECIHIH KeMy TopTiOiMeH YChIHBUIFaH. bynaH Oacka, >KaFrbIMCBHI3
peaknusiiap MbiHagai Oenrimepai (CIOMS 1II) maiimamana OTBIpBIN, S>KHUTIK OOMBIHIIA
xkiktenreH: ete xui (> 1/10); xwui (>1/100-nen <1/10-ra neitin); xwui emec (>1/1000-Han <
1/100-re neitin); cupek (>1/10 000-nan < 1/1000-ra neiiin); ete cupek (< 1/10 000); 6enricis
(komnna 6ap nepexrep OoibIHIIA OaFanay MYMKiH eMec).

7-kecte. 11l azanbIy yII1 KIMHUKAIBIK 3€pTTEYIepi OaphIChIHIA OalKaIFaH KaFbIMChI3 JOPLTIK
peakuusaap

KarpIMCBI3 peakius [Maiiga Gomy >Kuimiri

Wndexnusnap MeH HHBa3HsIIAP

Nudexims | ‘ OTe xui




Kan Ty3y *oHe numdba xyieci TapanbiHaH Oy3bLTyIap

Heittponenus, 1elKONEHUsl, aHEMUS Ore xui
Jlumdonienust, tpombonuToneHus, heOpPIIbII HEUTPOTICHUS Kui

3ar anMacy jKoHE TaMaKTaHy TapanblHaH Oy3bulyiap

TobeTTiH TOMeH Iey1 Ore xui
['unokanpIeMus, THHOKaIHeMusi, runodocdaremust Kui
XKyiike xyieci TapanbiHaH Oy3bpUTyIap

bac aywipysl, 6ac aitHany OTe xui
Bepruro Kui
Kepy mymieci TapanbsiHaH Oy3buTyJiap

KO3 JKaChIHBIH Ken 0eJIiHyi, Ke3/iH Kypraysl ‘ Kui
Xypek TapanbiHad 0y3buTyIap

Ecten Tany ‘ Kui
TeIHBIC amy XKYHeci, Keyie KybIChI aF3ajaphl XKoHE KOKIPEK OpTachl TapanblHaH Oy3bUTyIap
EnTiry, xerten ‘ OTe xui

AckazaH-ineK Oy3bUIbICTaphl

JKypek aifHybl, uapes, Kycy, illl KaTy, CTOMATHT, ilTiH ayblpysl > | OTe xui

JlucreB3usi, TUCTICTICHS Kuni
Bayblp xoHE OT Koy Iaphl TapanblHaH Oy3bUTyJIap

' enaTOyBITTBUIBIK ‘ Kui
Tepi sxoHE Tepi acThl TiHJEPI TapanblHAH Oy3bUTYIIAP

Anonerusi, 6epTne 4 KBIITBIHY Ore xui
DpuTtemMa, TepPiHiH KYpPFaybl, BATHJIHTO Kui
VYeITTHI 3IaepManbai Hekponus (YOH)* benrici3
Cyiiek-OyJIIBIKET XoHE JOHEKEP TiH TapanblHaH Oy3buTyJiap

ApKaHbIH aybIpybl ‘ Ore xui

EHri3inren >kepieri xaimsl Oy3pUTyJIap MEH peakuusiaap

OJICI3MIK, IIETKepi ICiHYy, acTeHWsl, JCHE TeMIepaTypachiHbIH | OTe Kul
JKOFapbLIaybl

AybI3/IbIH KYpFaybl, aybl3-KYTKbIHIIAKTBIH aybIPYBI Kui
JIMarHOCTHKANBIK 3epTTEYIIED
BaybIp/ibiH (yHKIMOHATIBIK ChIHAMAJIAPBIHBIH aYBITKYIaphl ° Ote xui

Kanmarel kpeatnHuH Memmepinid xorapeuiaysl, OKI-ma QT | XKui
apajblFbIHBIH Y3apybl

! Wndexmusamap: Hecenm MIBIFapy JKOJNAAPBIHBIH HWHOGEKIUAIAPE], THIHBIC Ay IKOJIAPBIHBIH

UHQEKIISIIaphl, TACTPOIHTEPUT, cercuc (<1 %).

2 ImTiH ayBIpyHI: IIITIH ayBIPYHI, IIITIH )KOFAPFLI OOJIITTHIH aybIPYHI.
3 I'enatoybITTBIIBIK: Oayblp KacylIaJapbIHbIH 3aKbIMAAHYBI, JOPUIIK IpernapaTTapMeH TybIHAaraH
OaybIpAbIH 3aKbIMIaHybl (<1%), remaToybITTBUIBIK, Oayblp XKETKUTIKCI3Iri, ayTOMMMYHABI TenaTHT (SKaJiFbi3

JKarFaai).
4

5

Beprre: Geptrie, Makynonamyesi Oeprie, KbIIUTHIH OopTIE.
BaybipaeiH GyHKIMOHAIAR! ChIHAMANAPBIHBIH aybITKyJIapbl: AJIT xorapeutaysl, ACT xorapbuiaysl,
KaHIarel OMITpyONHHIH KOFapbUIAYHI.
* Konaifchl3 peaknusiap MOCTMApKETHHITIK Taxipube kesinae xabapiaabl. Onap e3MiriHEH ajbIHFAH
xabapramaiap/iad ajblHaAbl, Ojlap YIIIH JOPLTIK 3aTThIH SCepiMEH JKUUIIKTI Hemece ceOern-caaiapIbiK
0aiiIaHpICTHI CEHIMJI TYpJie OPHATY 9pJaiibiIM MYMKIH eMec.

JKexenezcen sncazvimcolz peakyusnapobly CUNAmMmamacsl

Heumponenus

Helitponienust aHarypiibIM KMl TIpKENETIH *aFbIMChI3 A9pUIiK peakuus 0onasl (73,7%). 11
¢azansl 3epTTey OapbichiHAa Kuckanu miroc mpenapaTTapAblH Ke3 KelnreH OipiKTipimiMiH
aJIFaH manueHTTepAid 58,6%-bIHaa aybIpIbIK JopeKeciHiH 3-111 HeMece 4-1111 TopexeciHeri
HEUTpomIIep CaHBIHBIH a3alobl (3epTXaHANBIK 3EpPTTEYJep IEPeKTEepiHIH HETi3iHIe)



OaliKaIbl.

2-mmi, 3-mii okoHE 4-1mi Opeeni HEHTPONEHWSIMEH aybIpaThiH MAIUEHTTEPAC aypy.IbIH
OacTaylyblHa JCHWIHT1 OopTama yakelT 16 KyHII Kypaabl. >3-111 aybIpIbIK TOpEKeCiHAeT1
JKAFBIMCBI3 peakIusiap >KOWbUIFaHFa JIEHIHT1 MeIMaHa yakKbIThl (KAJIBIIKA KENTIpUIreHIe
HEMece aybIpJbIK Jopekeci <3-mr gopekere >keTkeHre Jeiin) Kuckamm kaOwLigay
TONTAaphiHIA 12 KYH IUTIOC JI03aHBI YaKbITIIA TOKTaTKAaHHAH J>KOHE/HeMece a3alifaHHaH
JKoHe/Hemece MpenaparThl KaObullay bl TOKTaTKAHHAH KEHlH mpenaparTapliblH Ke3 KeJlreH
OipikTipiniMiH Kypaasl. @eOpuinbai HeliTponenus 11 ¢aszans 3eprrey 6apsicsinaa Kuckanm
aJFaH ManueHTTepiH mamaMeH 1,4% - viHma Ttipkenal. Kpi36a maiima OosraH Jkarmaiina
narueHTTep OyJ1 Typajbl Aepey xabapiiaybl Kepek.

HeliTponeHUsIHBIH aybIpJbIFbIHA OalIaHBICTBI OHBI TY3€TY 3€pPTXaHAIBIK KOpPCETKIITep.l
OakpUIay, IPEmapaTThl KAObUIIAYAbI YaKbITIIIA TOKTATY )KOHE/HEMeCe JTI03aHbI ©3repPTy apKbLIbI
Kyprizinmi. HelTpornenusira OailylaHBICTBI TIpenaparThl KaOBUIAAYIbl MEp3IMiIHEH OYpBIH
TOKTaTy *uiniri TomeH 6011bI (0,8 %) (4.2 xxone 4.4-0emimMaepai KapaHbI3).
T'enamobunuapnol yblmmoliivlK

III da3aHblH KIMHUKAIBIK 3€pTTEYJIEPiHJE TenaToOMIHapibl YBITTBUIBIKTBIH KOpiHiCcTepi
mianebo KaOpUImay TOOBIHIAFRl MAIMEHTTEPMEH caibIcThipraHga Kuckamm KaObuimay
TONTAPBIHJAFBl MAIMEHTTEPAC IUIIOC MpernapaTrTapiblH Ke3 KeNreH OipiKTipimiMiepi >koHe
npenapaTTapAblH Ke3 KeJreH oipiktipiaimaepi (23,2 sxone tuicinie 16,5%) sxui naiia 00l
Byn perre 3/4-mii nopexeneri xarbIMChI3 KyObUIbIcTap Kuckamu mitoc mpenapaTtbIMEH eM
KaObUIgaraH MauuMeHTTepae xui Tipkenai (tuicinme 11,4 sxone 5,4%). Tpancammuazanap
JICHIeHiHIH J)KOFapbuIaybl Typanbl Xabapianasl. 3-mi Hemece 4-mi popexeni AJIT (9,7 xone
1,5 %) xone ACT (6,7 xone 2,1 %) »xorapbuiaybl coiikecinime Kuckamm sxone miane6o
KaOpUIAay TonTapbiHaa Tipkenai. 6 manuentre (A2301 [MONALEESA-2] 3eprreyingeri 4
nanuent, AJIT memece ACT geHreiti 154 kyH imniHAe Kansimka kenreH xoHe F2301
3eprreyingeri 2 mamueHT [MONALEESA-3], AJIT nemece ACT nenretii tuiciame Kuckamm
npenapaTrblH TOKTaTKaHHAH KediH 121 jkoHe 532 KyH imIHAE KaJbIlKa KEJITeH) CUITLIIK
docdarazanblH KAIBINTH ASHIeHiHAE )KoHe XonecTa3 6onmaraH ke3ne AJIT nemece ACT 6ip
ME3TUIIE KAJBIMTHIH KOFAPFBI MIETTHEH YIII €Ce KOFaphl )KoHEe OMIIMPYOMHHIH, KaJIIbl JEHT el
KaJIBINTHIH JKOFApFhl IIETIHEH €Ki ece JKOFapbl JKorapbulaybl Oaiikamael. E2301
(MONALEESA-7) 3epTTeyinae MyHAal kaFaaiiap TIpKEITeH JKOK.

[IpemapaTThl KaObUTIAYBI YaKBITIIA TOKTATy >MXOHE/HEMECe TIenaTOOMIMAPIIBI YBITTHUIBIK
KyObUIbICTapbIHA OaimaHbICThl A03aHbl Ty3eTy HeridiHeH AJIT (6,9%) xone/nemece ACT
(6,1%) aptysiHa OaiinanbicTbl Kuckanuzi mitoc nmpenapaTTapiblH Ke3 KeJreH OipiKTipiTiMiH
anran naruentrepaid 10,4% - viHma tipkennai. Kuckanmm mpemapaTbiMeH IUIIOC OaybIpablH
(GYHKIIMOHAJIBI ChIHAMAJIAPBIHBIH aybITKYJIAphIHA HEMECE TeMaTOYbITThUIBIFbIHA OailIaHBICTHI
npenapaTTapblH Ke3 KeJIreH OIpiKTIpIIIMIMEH eMIey i Mep3iMiHeH OypbIH TOKTATy THICIHIIIE
2,3 sxxone 0,4% sxarnaiina 6aiikanssl (4.2 sxoHe 4.4-0emiMaep/i KapaHbl3).

III dazanbiH KIMHUKAIBIK 3epTTeyJiepi OapwichiHAa mnanueHtrepaid 83,2%-viHna (89/107)
eMJIeyliH aJFaIlKbl 6 aifbl imiHae 3-1i Hemece 4-111i aysIpiiblK gopeskecinaeri AJIT xone ACT
YKOFaphLIaybl Oaiikael. 3-111 Hemece 4-11i aybIpiabik gopexecinaeri AJIT/ACT xorapbuiaybl
6ap nmanuentrepae Kuckanu xabbuigay TontapbiHia aypyablH OacTamybliHa ASHIHT1 MenuaHa
YaKbITHl TUTIOC TIpenapaTTapblH Ke3 KelreH OipikTipimimi 85 kyHAi Kypanbl. KareiMChI3
peakuusiap KOWbUIFaHFa JCHIHT1 MEMAHATBIK YaKbIT (KAaJbIIKa KENTIpUIreHTe JeiiH HeMece
ayBIpJIBIK Aopekeci <2-mii Oonranra neiin) Kuckamm xaObuigay TonTapbeiHaa 22 KYH TUTFOC
npenapaTTapAblH Ke3 KeJIreH KOMOWHAITUSCBIH KYPalbl.

OT apanvivinsiy y3apybl

E2301 (MONALEESA-7) 3eprreyinae QTcF apanbiFbiHBIH OacTankel IeHrei1eH OalikaaraHn
oprama yiraiobl NSAI mmoc mnane6o KaObuimay KOcCaaKbl TOOBIMEH CalbICThIpFaHIa
TaMoKcu(eH TuIoc ianedo Kadbuigay KOcajakel TOOBIHIA mamaMeH 10 Mc apThIK OOJIbI.
byn Tamokcudennin 31 QTcF-ke y3akka co3puiaThiH ocep eTTi Jen OoipKayFa Heri3 oeperi,
Ooyn Kuckamu mmoc tamokcuden kadbuigay ToObiHaa Oaiikanran QTcF monapepin amyra



ceben 6omysl MyMKiH. [Tnane6o ToosiHna QTCF apanbirbiHbiH 6acTankel AeHrenaeH >60 mc
YIFalobl TaMoKcUdeH Kabbuiaran nanueHTTepaid 6/90-piama (6,7 %) Oalikanasl, am NSAI
KaObUIIaFaH MmanueHTTepae Oy Oaikanmaznsl (5.2-6emimai kapanbpiz). QTcF apanbiFrbIHBIH
Oacrankpl geHreiinen >60 mMc yinrarosl Kuckanu miroc Tamokcuden kadsuinaran 14/87 (16,1
%) manuentrepae xoHe Kuckamm mmoc NSAI kaOvuinaran 18/245 (7,3 %) manumeHTTepe
Oaiikanabl. Kuckanu mpenaparslH TaMOKCU(EHMEH O1piKTipin KoJJaHy YChIHBIIMAaIbI (5.1-
OeJiM/Ii KapaHbI3).

I ¢da3zanpiH KIMHMKANBIK 3epTTeyiiepinae Kuckamm rumoc apomarasza TEXerill Hemece
GynBecTpaHT KaObUIIAy TONTApBIHAAFBI MAaMeHTTepaAiH 8,4% - BIHAA KoHE TuTaedo TUTFOC
apomarasa Teeriln Hemece (ynBecTpaHT KaObuigay TONTapbIHAAFbI ManueHTTepAid 3,2% -
piH1a QT apanbIFbIH y3apTyAbIH KeMiHae O01p xkarmaiibl (oHbIH imiaae IKI xone cuakonTa QT
y3apTeutFaH apanbirel) Oavikanael. DKI' nepekrepine momny 14 manumentre (1,3 %) qtcf moHi
Oactankbl aeHreaeH >500 mc, an 59 manuentre (5,6 %) QTcF apanbIFbIHBIH KOFaphLIAYbI
Oacrankel neHreiien >60 Mc KyparaHblH KepceTTi. Exi OarbITThl TaXMKApAMSHBIH JAMYBI
Typanbl xabapnanran koK. OKI' sxkone cunkonene (ecteH Tany) QT apaibIFbIHBIH Y3apyhl
cajapblHaH J103aHbl yaKbITIIA TOKTAaTy/Ty3eTy Kuckamu mioc apomarasza TeXerill Hemece
¢bynBecTpaHT mpenapaTbIMEH €M KaObUiiaraH manueHTTepiH 2,3% - bIHAa TipKeIl.

OKT' nepekrtepin Tangay kepcerkenaei, 52 mamuentre (4,9 %) xone 11 manuentre (1,4 %)
6actankbl aeHreineH QTcF >480 mc xem nerenae Oip xarmaii Kuckamu mmoc apomartasza
TEXErimi HeMece (yJIBECTpaHT KaObUlgay TONTApbIHIA *OHE IUIanedo IUTI0C apomarasa
Texerinn Hemece (QynBecTpaHT KaObuimay TtonTapeiHaa Oabikanael. QTcF >480 wmc
apaJbIFBIHBIH Y3apybl Oap MalMEeHTTEep apachlHJa OHBIH YIIFAIObIHA JCHIHT1 MEeIUaHa YaKbIThI
npenaparTapasH OipiKTipUTiMAepiHe KapaMacTad 15 KyHAl Kypanbl. bys esrepicTep 10o3aHbl
yakbITIIa TOKTAaTy >MoHE/HEeMece a3ailTy Ke3iHae KaWTeiMabl Oonnel (4.2, 4.4 xoHe 5.2-
OemiMIepal KapaHbI3).

Byiipex ¢hynkyusacer 6y3vinean nayuenmmep

Y Tipek 3eprrey ascbiHga puOonukanoneH 341 mamueHT xkoHe OyHpeK (DYHKIUSCHIHBIH
oprama Oy3puUTybl Oap 97 mamuent emaenai. byiipexk (QyHKIMACHIHBIH ayblp Oy3bUTybI Oap
MAalUeHTTEP OCHI 3epTTeyiiepre eHriziimMereH (5.1-Oemimai kapausi3). bactankel aeHreiine
Oylipek pyHKIUSICHIHBIH OY3BLTY I9pEKeci MEH eMJIey Ke31H/1e KaHIaFbl KPeaTHHUH JeHT eHiHIH
MOHI apachIHIaFbl KOPPEISIHs aHBIKTAIAB. bylipek QyHKIMSACBIHBIH XKEHUT HEMece opTamia
Oy3butysl Oap nanuentrepae QT apanbIFbIHBIH Y3apy *KUUTIT1HIH )KOHE TPOMOOLUTONICHUSIHBIH
amMaJibl YJIFalobl OalKadael. Y BITTBUIBIKTEIH OCHI TYPJEpl Ke31H/AE T03aHbl MOHUTOPUHTIICY
KOHE TY3€TY KOHIHJIEeT1 YChIHBIMIap s 4.2-0emiMIepeH KapaHbl3. koHe 4.4.

KyaikTi sxkarbpIMChI3 peakiusijiap Typajbl xadapJay

AIT "maiiga-kayin" apakaThIHACBIHBIH Y3H1KCi3 MOHUTOPWHTIH KaMTaMachl3 €Ty MaKcaThIH]Ia
JIT TipkenreHHEH KeiH KYMIKTI >KaFbIMCBI3 peaKkIusiap Typajibl xabapiiay MaHbI3IbI.
MenuuuHa Kpi3MeTkepiiepine KP jkaFbIMCBI3 peakiusiiapbl Typajibl YATTHIK Xxa0apiay xyieci
apkbuTbl J{TT-HBIH Ke3 KeNTeH KYIIKTi )KaFbIMChI3 PeaKIHsIIaphl TYpajibl Xxabapiiay YChIHBIIA B,
" Jlopistik 3aTTap MEH MEAMIUHANIBIK OyiibiMaapasl capantay yiITTeK opranbsiFsl” [IDKK PMK
http://www.ndda.kz

4.9  ApTBIK A03aJaHYBI

Kuckanum mnpenapaThIHBIH apTHIK JO03aJIaHYBIHBIH TIPKENTeH JKardaijapbIMEH KYMBIC
TOXKIpUOECl MIeKTeym. ApPTHIK 03ajlaHFaH jKaFfaia KYpeK ailHy >KOHE KYCY CHSIKTHI
cumnToMap mnaiaa 60ysl MyMKiH. COHBIMEH Katap, reMaTOJOTHSUTBIK YBITTHUIBIK (MBICAITHI,
HEUTpomeHus, TpomOouuToneHus) xoHe QTc apanbIFBIHBIH y3apybl MYMKIH. ApPTBIK
J03aJIaHyABIH OapiIbIK KaFaaiIapblHIa KaXeT OONFaH jKaFaiia sKaubl CAMITOMATHKAIBIK
JKOHE JIEMEYIII €M XKYPTi3TeH JKOH.

5. DAPMAKOJIOTUAJIBIK KACUETTEPI
5.1 dapMaKoIUHAMMKAJBIK KacHeTTepi



dapMakoTepaUsIIbIK TOOBI: AHTHHEOIJIACTUKAIIBIK npenaparrap. backa
AHTHHEOIIACTUKAJIBIK penapatTap. [IporennkuHasa Texerimrepi. Pubonnknud.

ATX xoner LO1XE42

ocep emy mMexaHusmi

PuGorukmmb - OMOXUMUSIIBIK TainaayiaapabiH aepektepi OowbHmma 0,01 (4,3 Hr/mi) xoHe
tuicinmie 0,039 MxM (16,9 r/mi) koHLIeHTpanus MoHAepi ke3inae onapasl 50% texeymi (ICso)
KaMTaMachl3 €TeTiH NUKINHTe Toyenai kuaazanapasiH (CDK) 4 xoHe 6 CelneKTHUBTI TeXETIIIi.
Byn xunazanap D-muknaepmen O6aiiaHbICTHIPY JKaFAabIHAA OelIceH 1l 00Maabl KOHE JKacyIa
MUKJTIHIH JaMybIHA JKOHE jKacylla mpoirdepauschbiHa OKEJIETIH CUTHAI Oepy KOoJIIapbiH/a
yikeH pen atkapaasl. D-CDK4/6 muknuH KemneHi peTnHoOnacToMa axkybI3bIHBIH (pRD)
dbochopranybsiHa 0alIAHBICTHI KACYIIATBIK ITUKIIIH JaMybIH PETTEH 1.
DapmaxoOUHaAMUKAanbIK acepepi

In vitro pubomuknu6 pRb dochopnanysn azaitttel, Oyn G1 dazaceiHaa kacyiia IUKITIHIH
TOKTaNl KaJllyblHAa JKOHE CYT 0e31 OOBIPBIHBIH JKACyIIANbIK KENIEpiHAE >Kacylia
nposiepanusChIHBIH TOMEHACYIHE OKeAl. [n vivo puOOIUKINONEH MOHOTEPAMHS KAKCHI
Te31M/Ii J03a1apAa ICIKTIH perpeccusichi TyabIpasl, 0y PRB ¢ocdopnanybiHbIH TexenyiMeH
OalyIaHBICTHI OOJIIBI.

[TarueHTTeH KCEHOTPAHCIUTAHTATIICH aJbIHFaH CYT 0€31 OOBIPBHIHBIH ACTPOTEH PEIEHTOPHI
OOMBIHINIA OH YATUIEPAl MaijaiaHa OTBIPBIN in Vivo 3epTTeyiepiHae puOOIUKING TeH
aHTUACTpOreHaAepIiH (Mbicanbl, JleTpo3oi) GipiKTipimiMi ICIKTIH TYpPaKThl PErpeccUsChIMEH
ICIKTIH OCyiHIH eJeysJi TeXelyiHe >KoHe opOip mpemapaTneH CajbICThIpFaHlla JKEKe
KaObU1IayIbl TOKTaTKAHHAH KEHiH ICIKTIH KaiiTa ecyiHiH Kinipyine okenai. COHbIMEH Kartap,
puboOIMKING yIIiH QyIBECTPAHTIICH OIPIKTIPIITEH 1CIKKE KAapChl in Vivo OEIICEHIITITT UMMYH
TanmIbUTBIFBl  Oap  ThImKanmapaa koHe ZR751 ER+  cyr  06e31  OOBIPBIHBIH
KCEHOTpaHCIIaHTaTTapbIMEH OarayiaH bl )oHe (PyIBecTpaHTIIEH OIPIKTIPY ICIK O6CYIHIH TOJBIK
TEXETyiHEe SKETIi.

benrimi ER cratycer Oap cyr 0e31 OOBIPBIHBIH >KacyIIalblK >KEIUICPIHIH MbICATIBIH/IA
pubommkim6 ER-re kaparanna ER+ cyTt 6e31 00bIpbI Ke3iHIE YIKEH THIMILUTIK KepceTTi. Ochl
yaKbITKA JICH1H ChIHAJIFAH KJIMHUKAFa JICHIHT1 MOCIIbAepe pUOOIIMKINO dCcepiH KOPCETY YIiH
e3repMmeiiTiH pRb kKaxeT 6oL

Kypexmiy anexkmpoguzuonocuscel

PuboumkmuOTi QTc apanbiFblHa ocepiH Oaranay YOIIH JKaimbl Karepii iciri Oap
MalUEeHTTEPAC TeIe-TeHIIK KYHiIHE )KEeTKeH Ke3/e Oip 03a/aH KeHiH JKYPri3iIreH CepHsIIbIK
yurtik OKI tannanasl. A papMakoKMHETHKA MeH (hapMaKoANMHAMUKAHBIH ©3apa OailIaHbIChIH
tanaay 50-geH 1200 mr-ra neiinri qo3anap ayKbIMbIHIA pUOOITMKIMOIIEH eM KaObuiaaran 997
MaIUeHTTe KYprizinai. byn Tangay pubonukanbd koHeHTpanusra oyenai QTc apanbFbIHBIH
yirarobiHa ceber 6omapl aen 6oipkanabl. NSAI Hemece dynBecTpanTneH OipikTipiaimae 600
mr Kuckamm ymria 6acrankel neHrevineH QTcF ecentenren oprama esrepici 22,0 mc (90%
CA: 20,56; 23,44) xone Tamokcudenmen Oipikripitimaeri 34,7 mc (90% CA: 31,64; 37,78)
canbICThIpFaHaa, Cmax OpTalla TeOMETPUSUIBIK MOHI Tele-TeH jKaraaiaa) tuiciHme 23,7 mc
(90% CA: 22,31; 25,08) kypans! (4.4-6e1imMa1 KapaHbI3).

Knunuxanvix muimoinix scane Kayincizoik

CLEEO11A2301 (MONALEESA-2) 3eprrey

Kuckanu npenapatbin Oaranay nmocTMeHomnay3anaH keiinri oiienaepai HR-ox, HER2-tepic
KCH TapaJifaH CyT 0e31 OOBIpBIMEH eMCY Ke3iHAEC paHJAOMH3aIUsIIaHFaH, CAJTBICTHIPMAIIbI
KachIpbIH, TU1anedo-0akputaHatbiH, 111 (a3aHbiH Kem OpTanbIKThl KIMHUKAIBIK 3€pTTEYyiH/e
JKYPri3inai, oJlap MOHOTEpamusi PeTiHJE JETPO30JIMEH CalbICTBIPFaH/Ia JIETPO30JIMEH
OipIKTIPUITeH KEH TapaJiFaH aypy OOMBIHIIA aJIJIBIHFBI €M aJIFaH XKOK.

Kanmer anranga, 668 manuent 600 mr merposon xoHe (N = 334) Hemece muiarebo koHE
aerposon (N = 334 ke3inne) no3acbiHna Kuckanu npenapartbiH any yuriH 1:1 karbiHachIHIA
OaybIp XKoHE/HEMece OKITere MeTacTa3Aap/IbIH 00JTybIHA COMKeC cTpaTUUKaIUsIaHFad [1o (n=
292 (44 %)] xone xokK [n = 376 (56 %)]). AypynbiH neMorpadusIIbIK kKOHE OacTarKbl



cHIaTTamalapbl 3epTTey TONTaphl apachlHAa TEHICCTIPUITCH KOHE CaIbICTRIPBUIIBL. Kuckanm
28 kyH Ooifbl Toymirine Oip per 2,5 Mr J03aja JeTpo30JIMeH OipiKTipreH ke3ze Keeci 7 KyH
imriHae eMaeyai Tokratymed 21 kyieni kyH imiage toymirine 600 Mr go3aaa imke Kaobuiaay
yliH TaraibiHaanael. [lanuenTrepre 3epTrey OapbIChIHAA HEMECEe aypyIbIH OpllyiHeH KeHiH
marne6o ToosiHan Kuckamu ToObIHA ©TyTe pyKcaT eTiMei.

Ocpl 3epTTeyre EHri3uIreH ManueHTTepIiH Kac MeauaHachl 62 xacTel Kypansl (23-teH 91
kacka neiiin). [Tammenttiy 44,2% - »I 65 kacTaH acKaH, OHBIH 1IIiHAE 75 jKacTaH ackaH 69
NalMeHT. 3epTTeyre EHri3UIreH MauueHTTep eypomneouari Haciire (82,2 %), HETpOMATHI
Hociire (2,5 %) xoHe asusuiblk (7,6%) KatbicTbl Oonnbl. bapneik nanuentrepain ECOG
IIKaIackl OoibIHINIA QYHKIMOHATABIK cTaTychl 0 Hemece 1-re TeH 6omapl. Kuckanuai kadsuiaay
TOOBIH 1A TTaMeHTTEePAIH 43,7% - bl HEOAABIOBAHTTHI HEMECE abIOBAHTTHI XUMUOTEPAIHIIaH
OTTi, aJ ManueHTTepAiH 52,4% - bl 3epTTEyre eHri3UIreHre AeWiH HeoaJbIOBAaHTTHI HEMece
aJbIOBAHTTHI €M PETiHAC aHTUTOPMOHAIBA1 eM annbl. [lanmentrepain 34,1% - piHAa de novo
metacTa3ablk 00blp Oap. Ilanmentrepnin 20,7% — BIHOA TeK cyliekTe meracrasnap, ai
nanueHTrepaiy 59,0% - piHAa imKi ar3ajgapia metacta3gap OoJasl. bypblH aHaCTpO30IMEH
HEMece JIETPO30JIMEH  HEO-/aabIOBaHTTBI €M  KaObUIIaFraH  MAalMeHTTEp  eMICyi
paHgoMu3anusaaH KeMinae 12 ait OypbIH asKTaybl THIC.

3eprreynin  OacTamkbl KpUTEpUHiH  3€pTTEYWIiHIH  TYTac MONYJSIIMUAHBI  (OapibIK
paHIOMU3ANMUIAHFAaH MalMeHTTep) Oaranay nepektepi OoibiHmIAa THIFR3 icikTep (RECIST
v1.1) ke3iHje >kayanTsl Oaranay KpUTEpHUAIepiH Naiiianana OThIPHII, YACYCI3 OMIpIICHIIKTIH
(YO) 80% nHbIcaHanbl KYOBLIBICTApHI TYbIHAAFaHHAH KEH1H KYPri3ireH KOCTapiIaHFaH apajiblK
Tasay OaphIChIH/IA AJJIBI, OJI CATIBICTHIPMAJIBI JKACBIPBIH TAYEJICI3 OPTAJIBIK PEHTT€HOIOTHSUTBIK
Oaranay OapbICHIHIA PACTaJIJIbI.

TuiMauTikTi Oaranay HOTHXKeNepl KIMHHUKAJIBIK MaHbBI3Ibl eMIIK ocepi OONFaH Ke3Jlle TOJIBIK
ipiktemeni (kayintep kateiHacel = 0,556 95% CI kesinme: 0,429, 0,720, 6ip >XaKTbl
cTpaTH(UKaIMATIaHFaH JOTPaHITiK kputepuil, p = 0,00000329 moni) Tangay ke3inue mianedo
IUTEIOC JIETPO30J1 aJFaH TAIMEHTTEPMEH CajbICThIpFaHna Kuckamu Tuiroc JIeTpo30J1 aiFaH
narnueHTTepae YO KepceTKIilliHiH CTaTHCTUKAIBIK MaHbI3/Ibl )KaKCcapyblH KOPCETTI.

Kuckanu MeH yeTpo3omabl KaObLaay TOOBIHIA JKOHE TIareb0 MEH JIETPO30Jabl KaObuiaay
TOOBIH/IA ICHCAYJIBIKTBIH YKaJIIIbI JKaFJaiibl/eMip camachl OOMBIHINA JepeKTep apachIiH/a eyl

afBIPMaNIbUTBIK aHBIKTAJIFAaH )KOK.

8 koHe 9-kecTenepie THIMILTIK OOWBIHINIA ACPEKTEPAIH €H COHFBI KaHAPTHUTYBl YCHIHBUIFAH

(mepexTepi ecenke amyabiH COHFBI KyH1 2017 >KbUTFBI 2 KaHTap).

8-kecre. MONALEESA-2-3epTTeyIiHiH peHTTeHOJOTHIIBIK Oaranay aepexTepi OoiibHIIa

THIMAUTIKTI Oaranay HoTtrmxkenepi (YO) (mepekTepai ecenke aryIbH COHFbI KyH1 2 KaHTap 2017

x.)

Kanapteurran Tannay (IepeKTep/il ecerke alyIblH COHFBI
KyHi 2017 KbUIFBI 2 KaHTap)
Kuckanu mroc netpo3on [Tnare6o mitoc 1eTpo30i
n =334 n =334

Y neyciz emipmeraik (YO)

YO wmemumanacel [adnap] | 25,3 (23,0-30,3) 16,0 (13,4-18,2)

(95% CI)

KayinTep xatsiHacel (95% | 0,568 (0,457-0,704)

Cl)

p-Kepcerkimii ? 9,63 x 108

CI = cenimai apansik; N = manueHTTep canbl. * Gip ’KakThl cTpaTH(UKAIMsIIaHFaH JOTPAHITIK KPUTCPHIAI

KOJIJaHa OTBIPBII €CCITCIIICH P-MIHL.

YO menmanacel puOOIMKING TUTIOC JeTpo30d anFaH tonrta 25,3 aiasl (95% CI: 23,0 xoHe
30,3) xoHe 1u1anedo mitoc IeTpo30a Kadbiaarad nauenTrepae 16 aiast (95% CI: 13,4, 18,2)
Kypaabl. PUOOIMKING muTtOC JIeTPO30J1 anFaH nmanueHTrepain 54,7% - piHaa 24 aiinan Keiin



are0o0 MITI0C JIETOMPO30J TOOBIHIAFRI MAMEHTTEPIH 35,9% - O€H calnbICThIpFaH/Ia YACYCi3
OMIpIICH/IIK OalKaIIbl.

Kuckanu meH seTpo30i1bl KaObU1gay TOOBI MEH IIanedo0 MEH JIETPO30Jasl KaObuimay TOObI
(OP 0,746 [95% CI: 0,517; 1,078]) apacklHga >ajmbl TIPUIUIIK €Ty KOpCETKIlIiHae
CTATUCTUKAIIBIK MaHBI3JIbl albIPMAIIBLIBIK aHBIKTATFaH KOK. JKO OOWBIHINIA TOJNBIK €Mec
JEPEKTEp YCHIHBUIFaH.

1-cyper. MONALEESA-2 - 3eprreymrinin Oaranaysl OodibiHma YO ymin Karmman-Meiiep
KHCBIFBI (IEPEKTEP Il €CETKe Ty IbIH COHFBI KYHI 2 KaHTap 2017 x.)
100

80

60 -

» v Censoring times %
—=®——  Ribociclib (N=334) %
Vo Placebo (N=334) v
40 VYWY,

No of events- Ribociclib: 140, Placebo: 205

Hazard Ratio = 0.568; 95% C1[0.457, 0.704]

Kaplan-Meier median - Ribociclib: 25.3 months; Placebo: 16.0 months
Log rank p-value = 9.63*10(-8)

20

Event-free probability (%)
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Emnik ocepniH imki OipKeNKTriH 3epTTey YIIiH OorKamablK (hakTopiap MEeH OacTamkbl
CUTIaTTaMajap/bl €CKepe OTHIPHII, alIbIH-aJIa OepUIreH KocaiaKbl Tonrapaa YO-re Oipkartap
chlHaKTap Kyprizunai. [lanuentrepaid GapibIK JKEKelereH KOCAJIKbl TONTapbIHAA OJIApIbIH
KACBIH, HOCUIIH, ANJBIHFBI aJBIOBAHTTHI HEMECE HEOaTbIOBAHTTH XMMHOTCpPANHSHBI HE
TOPMOHAJIB1 €M XKYprizyai, OaybIpibl *KoHE/HEMece OKIIeHI JKOHEe MeTacTa3fapiAbl CYHeKke
FaHa TapTyZIbl ecKepe OThIphIN, Knckamm rumoc neTpo3on KaObuinay TOOBIHBIH IMaiiiachiHa
aypyzIblH epIly HeMece oJiM KayIliHiH TeMEeHJereHi aHbIKTanael. HoTmwxkenep Oayblpaarbl
JKoHe/HeMmece ekmeneri Mertactazaapbl 6ap nanuentrepae (KK 0,561 [95 % CI: 0,424; 0,743],
MeMaHalbIK yAeyci3 eMipueHaik [MY O] MoHOTepanus peTiHe JeTpo30a ToOkHaars! 13,4
aliMeH canpicThipranaa Kuckamuai kaObblaay TOOBIH/IA TUTFOC JIETPO30JIbI 24,8 aiiibl Kypaibl)
Hemece OaybIp/arbl KoHE/HeMece eKrezeri Metacrazgapsl koK namuentrepae (KK 0,597
[95% CA: 0,426, 0,837], opTYO 18,2 aiira kapchl 27,6 aif) alKbIH OOJITBI.

Kanmel kayarn jkoHE KIMHHUKAIBIK THIMIUTIK JKULTITT OOWBIHINA KaHAPTHUIFAH AepeKTep 9-
KECTeJle KeNTIPIITEH.

9-kecre. MONALEESA-2 - 3eprreymiHiH Oaranaybl OOHBIHIIA THIMAUTIKTI Oaranay
notmwkenepi (OXKOK, KTXK) (nepexrepai ecenke anyabH COHFBI KYHI 2 KaHTap 2017 x.)



Tannmay Kuckamm + | Ilmame6o p-KepceTKiii ©
nerpo3oi (%, 95 % | nerpo3zon
CI) (%, 95 % CI)
TomnbIk ipikrey | n=334 n=2334
OOWBIHINIA TAJIIAY
OOBEKTUBTI 42,5 (37,2;47,8) 28,7 (23,9; 33,6) 9,18 x 107
JKayallTbIH JKaJIIbI
JKpimr ?
K THHEKATBIK 79,9 (75,6; 84,2) 73,1 (68,3, 77.8) 0,018
THIMILTIK Xuiir P
Aypy KepiHici | n=257 n =245
OJIIICHETIH
MalUEHTTEP
OOnexTuBTIK Kayam | 54,5 (48,4; 60,6) 38,8 (32,7; 44.,9) 2,54 x 10
sKpimr ?
K THHEKATBIK 80,2 (75,3; 85,0) 71,8 (66,2, 77.5) 0,018
THIMILTIK Xuiir P
2 OXK: oOBEeKTHBTI jxkayanTapIblH JKHUIIT = TOJBIK HEMece iliHapa jkayarn OepreH HalueHTTEepIiH
naiipsel. ° KTOK: KIMHUKAIBIK THIMIIIIK KHLIT = TOJIBIK HEMECE illiHapa yayar OepreH MalUeHTTEpIiH,
mabI3el (+ aypyAblH TYpakTaHybl HEMece TOJNBIK eMecC jkayan/>24 amTa immHAe aypyAblH epIIyiHiH
6ommaysr). ¢ p-monzaepi Koxpan-Mantens-I'ancensain Oip KaKThl XH-KBaApaT KPUTEPHHIH KOJIIAHY
APKBUIBI aJIbIHAIBL.

CLEEQI1E2301 (MONALEESA-7) 3epmmeyi

Kuckanu mnpenapatein  Oaramay NSAI Hemece TaMokcu(eH TUIIOC TO3EpEIMHMEH
OipikTipiiMzeri mareOoMeH CaabICTBIPFaH/Ia NSal HeMece TAMOKCU(EH KOHE TO3epeTMHMEH
oipiktipimimage HER2  OoifpiHma Tepic TOPMOHIBIK perenTopiap OOWBIHINIA  OH,
mpeIMeHoIay3a KoHe IepUMeHomay3a Ke3eHiHne ouenaepai emaeyae Il daszanpig
paHAOMU3ALMSIIaHFAaH, CaJIbICTBIPMAIIBI KACBIPbIH, I1a1ie00-0aKbUIaHAThIH, KO OPTAJIBIKTHI
KJIMHUKAIBIK 3epTreyinnae xyprizinai. MONALEESA-7 3eprreyinaeri nauueHTrep OypbIH
KEH TapajFaH CyT 0€31 OOBIPBIHBIH YHAOKPUH/IIK €MIH aJIMaFaH.

Kanmer anranga 672 nanuent Kuckanu npenapareia 600 mr mmtoc NSAl/Tamokcuden mitoc
ro3epenuH (n = 335) Hemece mare6o mwioc NSAl/Tamokcuden mitoc rozepenus (n = 337)
no3a/1a KaObUiaay YIIiH OaybIpAarbl jKOHE/HEMEce OKIeNeri Meracta3aapasiH (uo [n = 344
(51,2 %)] uemece xok [n=328 (48,8%)]) Oomybl OolibIHIIA cTpaTHUPUKAIUSIAYMEH,
anamue3inae (uo [n= 120 (17,9 %)] memece xok [n =552 (82,1 %)]) kemr caTbAaFsl aypyFa
KAaTBICTBl XUMHUOTEpANUsIMEH koHe OipikTipinreH 3HIOKpUHIIK eM (NSAI sxoHe ro3epenuH
[n =493 (73,4 %)] nemece TamokcudeH xkoHe rozepenun [n = 179 (26,6 %)]) yuin 6acka na
npenaparned 1:1 KaTblHAChIHAA paHIOMM3ALMSUIaHABL. AYPYIbIH AeMOTrpadUsIbIK >KOHE
OacTarnkpl cUIIaTTaMallapbl 3epTTEY TOMTAPhI aPACHIHIA TEHIECTIPUITCH KOHE CaTBICTBIPBIIIBL.
Kuckamumai keneci 7 xkyH imiage NSAI (;rerpo3on 2,5 Mr Hemece aHacTpo3os 1 Mr) Hemece
tamokcudenmer (20 mr) 28 KyH imiHae Toyiirine 0ip peT imke skaHe rozepenuamet (3,6 mr)
aypyIblH epIIyiHe HEeMece YBITTBUIBIKTHIH JKOJI OCpiIMEHTIH NeHredine neiid op 28 KyH
caiibIH Tepi acThIiHA KaObUIIay Ke3iHae KaObuinay OoiMaraH Ke3je KaTapbiHad 21 KyH immiH/e
toymirine 600 Mr mosama imke KaObuimay YIIiH TaralbiHAanel. [lanmeHntrepre 3eprrey
OapbICEIHAA HEMece aypyAblH epInyiHeH KeWiH rianebo ToObHaH Kuckamuai kaOwsuimay
TOOBIHA OTYIe PYKCaT eTUIMe[l. BipiKTipinreH SHAOKPHHAIK €M YIIH 0acka mpermaparThl
ayBICTBIPYFa J1a THIBIM CAJIBIH]IBI.

Ochl 3epTTeyre €HTI3UITeH MalueHTTEPiH opTaia kachl 44 »xacka TeH Oosnbl (25-TeH 58
xKacka JeiiH), mauueHtrepai 27,7% - b1 40 xacran ki Ooinel. 3epTTeyre eHri3uireH
NanUeHTTepAIH Kenuiiiri eyponeounti (57,7 %), monronouna (29,5 %) Hemece HErpOUATHI
Hocunmi (2,8%) Oommpl xoHe Oapnblk aepmik manueHTTepae (99,0 %) ECOG mikamacer
OoiipIHIa OacTankel GyHKIIHOHAABI cTaTychl ) Hemece 1-re TeH 6omabl. Ockl 672 marueHTTiH
IIIiHEeH 3epTTeyre eHrisuirenre neiin mnamuentrepAid 14% - bl OyphlH MeTacTasgapra



0allTaHBICTHI XUMHUOTEPAIUSIaH 6TKEeH, MarueHTTepIiH 32,6% - bl aabloBaHTTHI JkoHE 18,0%
- bl HEOABIOBAHTTHI XUMHUOTEpaNUsigaH oTKeH, an 39,6% - bl axbloBaHTTHI koHE 0,7% - B
HEO0aTbIOBAHTTHI €M KaFJaibIHaa dSHAOKpHHL eM anFad. E2301 3eprreyinae nanueHTTepaiy
40,2 % — wIHOA de novo metacrasznapsl, 23,7 % — bl TeK cyhekTepae xoHe 56,7% - bl 1K1
ar3ajapbl OOJIIbI.

3epTTey TOJNBIK IpiKTEMEHI Tayijay IIeHOepiHe 3epTTeyIIiHiH Oaranay JepeKTepi OOHbIHIIA
(6apnbik panmomusanusuianran mamueHtrep) RECIST v1.1 kpurtepumiinepin mnaijgamana
OTBIpBIN, yaeyci3 emipmeHmik (YO) 318 KyObUIbICH TybIHOaFaHHAH KEWiH KYPri3iireH
OacTamkpl Tajjay COTIHIEr! OacTamkbl KpUTEpUWTe CoWKec Kemml. THIMIUIIKTI aJFarikbl
Oarasay HOTIDKENEpl CalbICTHIPMANbl JKACBIPBIH TOYEJNCI3 OpPTAIbIK PEHTTCHOJOTHUSIIBIK
Oaranay Herizigae YO HoTmwkenepiMeH pactanapl. Y TK amramkel Tanmay >Kyprizy CoTiHIE
KeWiHT1 0aKplIayIbIH MEAMAHAIBIK Y3aKTIFbI 19,2 ali1bl Kypabl.

3eprreyaiH OYKLT MOMYJISAIUACH OOWBIHINA THIMILTIKTI Oaranay HOTHDKENEpl KIMHHUKAJIBIK
MaHBI3ABI eMAIK ocepi OonraH ke3ae mianebo rmoc NSAl/tamokcuden mitoc rozepenuH
anatelH nauuentrepae miamnedo mioc NSAl/tamokcuden mimtoc rozepenun (KK= 0,553 95%
CA xesinge: 0,441; 0,694; 6ip >kaKkTbl CTpaTUPHUKALMIIAHFAH JOTPAHT TIK KPUTEPHIA; p-MoHI =
9,83 x 10‘8) aJaThlH MAIMEHTTEPMEH CAJIBICTHIpFaHIa YO KOPCETKIIIHIH CTaTUCTHKAIBIK
MaHBI3/Ibl JKaKCcapyblH KepceTTi. YO menmanacel 23,8 aitnbl kypaasl (95% CI: 19,2; HO)
Kuckanu mumroc NSAI/Tamokcuden miroc ro3epenut xoHe mianedo mioc NSAl/tamokcuden
TUTEOC TOo3epenuH Kaobuinarad manuentrepae 13,0 ait (95% CA: 11,0; 16,4).

YO Tapary nepektepi 2-cyperreri YO vymin Kamman-Meliep KHCBIK —CBHI3BIFBIHIA
KUHAKTAJIFaH.

2-cyper. MONALEESA-7 - Oykin momynsnus eHOEpiHAEri 3epTTeyIniHiH Oaramaybl
6oiipina YO ymin Kamman-Meliep KUCHIFBI
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. ) VaxpIT (aitnap)
Kayin ToObIHa jKaTaThIH TALUEHTTEPAIH CaHbI
YaxpIThI (aif) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Pubonuknund 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 (4]

Pannomu3anusiianral nanueHTTep i mamamen 40% - bIHaH TYpaThIH Ke3/IeHCOK TaHIaIFaH
KIiIIIl TOTITBIH COKBIP TOYEJICI3 OPTAIBIK PEHTTEHOIOTHSIIBIK OarasiayblHa HET13/1enreH Y O yiriH
HOTIDKETIEp 3epTTEYIIiHIH OaranmayblHa HETI3JENreH THIMAUIIKTI Oactamksl Oaranay
HoTmxkenepin pacransl (KK =95% CA kesinzae 0,427: 0,288, 0,633).

YO Oacrankpl Tangay Kyprizy CoTiHzAe >Kajimbl eMipmeHaik OoiibiHma nepekrep 89 (13 %)
eniM-xitiM kepcetkimrimer (KK= 0,916 [95% CA: 0,601; 1,396]) oni naiibiH O0IFaH KOK.
3eprreywinig RECIST v1.1 nerizinzeri 6aranaybl 00ibIHIIA OOBEKTUBTI KayalThIH KUALIIT
(OXOK) mmarne6o ToObIMeH canbicThipranaa (29,7%, 95% CA: 24.,8; 34,6; p = 0,00098)
Kuckamu xa0wiimay ToObiHma sxorapsl 0onasr (40,9%; 95% CA: 35,6; 46,2). KnuHuUKaIBIK
triMautikTiH OaiikanateiH sxkuimiri (KTXK) Kuckanuai kaOeiigay TOOBIHIA KOFaphbl OOJIBI
(79,1 %; 95% CA:

74,8; 83,5) mnare6o ToObIMeH canbicThipranaa (69,7%, 95% CA: 64,8; 74,6, p = 0,002).
Kuckanun Hemece miane0o mpemapaTblH nsai IJIIOC ro3epenuHMeH OipikTipin anran 495



MAlMEeHTTIH alJIbIH ajla OepireH KocalaKbl TOOBIH Tanaay meHoepinae, YO meauanace 27,5
aitra (95% CA: 19,1; 6ipak) Kuckanu muiroc NSAT anFan KOCaIKBI TOITA KOHE TUTAIe00 TUTIOC
NSAI anran kocanksl Torra 13,8 aitra (95% CA: 12,6; 17,4]) ten 6onasr (KK: 0,569; 95%
CA: 0,436; 0,743). TuimninikTi 6aranay HoTmkenepi 10-kecrene xuHaKTanraH, an YO yIiH
Kamman-Metiep KUCBIKTaphl 3-CypeTTe KOPCETIITEeH.

10-kecre. MONALEESA-7 - NSAI anran manueHtrepie THIMIUTIKTI Oaranay HOTHXKenepi
(YO)

Kuckamu TUTEOC [Mname6o  mmtoc
NSAI TLJTFOC NSAI TLTIOC
ro3epenun N = 248 ro3epesvH
N =247
Y neyciz emipmenaik (YO) ?
YO memmanacsi [aitnap] (95% CI) 27,5 (19,1; BX) 13,8 (12,6-17,4)
KayinTep katbiHacsl (95% CI) 0,569 (0,436; 0,743)

CA= cenimzi apaibik; N = manueHTTep canbl, bYK= Oaranay >kaTnaiabt
2 - YO 3epTTeylIiHiH PEHTTEHOJOTHSIIBIK Oaranay JepeKTepiHe HeTi3nenreH

3-cyper. MONALEESA-7 - NSAI anran nmanueHTTepl 3epTTeyIIiHiH Oaranaysl OONbIHIIA
YO yuin Kannan-Metiep KUCBIFBI
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95% CA (0,436; 0,743)

Kannan-Meiiep mennanacst
Pubormknué 27,5 ait
Ilnane6o: 13,8 ait
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0 2 4 ] 8 10 12 14 16 18 20 22 24 26 28 30
) ) VaxpIT (aitnap)
Kayln TOOBIHA JKAaTaThIH MaUCHTTEPA1H CaHbL

Yaxprtsl (aif) 0 2 4 ] 8 10 12 14 16 18 20 22 24 26 28 30
Puboumuknu6 248 223 212 199 183 175 163 132 100 66 38 27 15 2 1 0
IMnaneto 247 195 177 163 149 138 126 95 72 43 25 19 9 2 1 0

RECIST vl1.1 merizinae 3eprreyirii Oaranay OoWbIHIIa 00beKTUBTI kayan uiiiri (OXKK)
KoHe KIMHUKAIBIK THiMIUTK kuimiri (KTX) kepcerkimTepi ymiiH THIMIUTIKTI Oaramay
HoTHKenepi 11-kectene OepiireH.

11-kecre. MONALEESA - 7-NSAI anran nauueHTTep/i 3epTTeyLIiHiH Oaranaybl OOHbIHIIA
triMauTikTi 6aranay Hotmwkenepi (KTXK, OXIK)

Tannmay Kuckamu tmroc NSAI [Tnmanebo  1wiroc
witoc  rozepenud (%, NSAI IUTIOC
95 % CI) rO3€peivH
(% , 95% CI)
TonbIK ipikTey OoMbIHIIA TaIAY N =248 N =247
OOBEKTUBTIK xKayar xuiniri | 39,1 (33,0; 45,2) 29,1 (23,5; 34,8)
(OXKK)?
Kmuaunkaneik — taiMaimik — oxwiiri | 80,2 (75,3; 85,2) 67,2 (61,4;73,1)
(KTXK)P




Aypy KepiHici enmeHeTiH | N =192 N=199
MALMEHTTEP

OOBEKTHUBTIK XKayar XuiIiri 50,5 (43,4; 57,6) 36,2 (29,5; 42.9)

KMHUKATBIK THIMILUTIK XKALTIT 81,8 (76,3; 87,2) 63,8 (57,1; 70,5)

20XKK: sxayaObl TOJBIK + KapThUIail MAIIMEHTTED YIeci
PKTXK: sxayabbl TONBIK + KapThilail mammeHTTep yieci + (aypy TYpaKTBUIBIFEI HEMECE TOJNBIK EMeC
xayarn/ >24 anta 060iblI aypy yaeMereH)

Kuckamu mmroc NSAI  Kocankpl TOOBIHIAFBI HOTHIKENEDP JKAChl, HOCIUII, AaJJBIHFBI
aIbIOBAaHTTHI/HEOABIOBAHTTHl XUMHOTEpANUsl HEMEce TOPMOHAIBII €M, OaybIpIbIH
KOHE/HeMece OKIIEHIH 3aKbIMJAaHYbl JKOHE CYHEKTEeri MeTacTas3lap/bl eCKepe OTBIPBIN, Killli
TONITAPMEH CaJIBICTHIPBUIIBI.

JKanmel emipIeH 1K IeHreii OOMBIHIIIA TOJBIFBIPAK KaHAPTHUIFAH IEPEeKTep (AepeKTepIi
kuHayabl askTay KyHi 2018 xwuirsl 30 kapama) 12-kectene xoHe 4 )KoHe S-cypeTTepie
YCBHIHBUTFaH.

KO exinmni TanmayslHIa 3epTTEY HET13r KOChIMINIA COHFBI HYKTEre JKeTTi, Oyt JKO
CTaTHCTUKAIIBIK MaHBI3/IbI )KaKCaPFaHBIH KOPCETTI.

12-kecte. MONALEESA - 7-tuimainikri 0arajsay Hotuxkenepi (ZKO)

/KanapThlIraH Tajajay aepexrepi (1epexkrepai
sKMHAYAbI agKTay KYHi 2018 xbliarbl 30 kapama)
3epTTeyaiH KaJnbl eMipuIeHIIK Puoomukano 600 mr Il 1ameoo
JeHreili, JKaJIIbl NONMYJISAUSICHI N=335 N=337
Oxuranap canbl-n [%] 83 (24,8) 109 (32,3)
DKO menmanackl [aiinap] (95% CA) AX (BX, BX) 40,9 (37,8, BXK)
KayinTep katbiHacsl (95% CA) 0,712 (0,535, 0,948)
-MoHI1 ? 0,00973
Kannbl emipmenaik nenreiii, NSAI Pudounkiaund 600 mr Ilnamneoo
KOCAJIKbI TOObI n=248 n=247
Oxuranap canbl-n [%] 61 (24,6) 80 (32.4)
DKO menmanackl [aiinap] (95% CA) AX (BX, BX) 40,7 (37,4, BXK)
Kayinrep karsiHacel (95% CA) 0,699 (0,501, 0,976)

CA: cenimai apanbik, b)K: 6aranay Garanayra sxarmaiiipl, N: TallueHTTEP CaHbI;

® p-MoHi MeTacTaziap OOMBIHIIIA OKIIETe KoHe/HeMece OaybIpra cTpaTUUKAIMsIIaHFaH Oip
PKaKTBI JIOTPAHT KPUTEPHUIiH Mai1alaHa OTHIPHII, KEH TapaliFaH aypy Ke3iHae XUMHOTEeparus
oHe IRT coiikec OipiKTipijreH SHJOKPUH/IIK eMI'€ apHAJIFaH Mpenapar aJlIblHa alajbl
(MHTEPAaKTUBTI paHAOMM3AIUS TEXHOJOTHLIAPHI).

4-cyper. MONALEESA-7-Kansnan-Meiiepain KO conrbl Tajgay kecreci
(nepexTepai xxkuHayabl asskTay KyHi 2018 kb1iars1 30 kapamia)
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VYakpIT (aitnap)

OJi ie Kayin TOOBbIHA )KaTaThIH MallMEHTTEP/IIH CaHbl (aiimap)

VakpiT 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
(aitmap)

Pubounkmu6 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7
ITnauedo 337 330 325 321 314 309 301 295 288 280 272 258 251 235 210 166 122 92 62 33 9 7

Ken tapanran aypy ke3inueri xumuorepanusHbiH xkoHe IRT coiikec OipikTipinarexn
SHIOKPHUH/IK EMIEY aJlJIbIHIaFbl OKIIETE XKoHe/HeMece OaybIpFa MeTacTa3ap OOibIHIIA
cTpaTu(UKaIUATIaHFaH JOTPAHTTIK KPUTEPHA

5-cyper. MONALEESA - 7 - NSAI anran nauuentrepae Kannan-Meiiepain KO
KOPBITBIHABI TAIIAYBIHBIH KecTeci (1epeKkTepai skuHayabl agsKTay KyHi 2018
*KbUIFbI 30 Kapaia)
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VYakpIT (aitnap)

OJ1i e Kayin ToObIHA JKaTaThIH NMAIMEHTTEPAIH CaHbl (aitinap)

VakpIT 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
(aitmap)

PubGonmkmué 248 245 241 236 233 230 226 216 213 206 201 196 192 184 174 142 113 80 49 29 16 5
ITnauedo 247 240 236 232 225 221 215 209 204 199 193 183 179 165 145 116 87 67 46 24 12 4

bynan 6acka, OypeIH 3epTTeyae puOOIUKING anFaH MalMeHTTep/Ae Keleci JKeJiHI eM/Iey HeMece
oM (YO2) ke3iH/ie opIily BIKTUMAIIBIFEI 3epTTeyIiH xannsl nomysmusiceiaaa KK 0,692 (95%
CA: 0,548, 0,875) mane60 TOOBIHAAFHI MAIMEHTTEPMEH CaIBICTHIPFaHa TOMEH 00Jabl. YO2
MearaHachl Tuianebo TooeHma 32,3 aiasl Kypanel (95% CA: 27,6, 38,3) xoHe pubouuiand
To0BIHA (95% CA: 39,4, BK) K0 )KeTKI31IreH koK. ¥Kcac HoTmkenep NSAI Kkocankel TOObIHIA
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KK 0,660 (95% CA: 0,503, 0,868) >xoHe pubouuki TOObIHAA KO *KeTKizuiMereH YO2 (95% CA:
26,9, 38,3) canbicThiprana mianedo ToopiHAarsl YO?2 32,3 aitneik Mmenuanamen (95% CA: 39.4,
bXX) Gatikansl.

CLEEQ11F2301 3epmmeyi (MONALEESA-3)

Kuckanu mnpenaparein Oaramay III ¢dazanbiH pangoMu3anusiaHFaH, CaJIBICTHIPMAIIBI
KaChIpbIH, TI1ae00-0aKbUIaHATBIH, KON OPTAJbIKThl KIMHUKAJBIK 3€pTTeYyiHJe OYpbhIH
SHIOKPUHAIK €M KaObUIJamMaraH HEMece MOHOTepamnus peTiHae (ynaBecTpaHTIeH
canbICThIpFaHAa (hyJIBeCTpaHTIEH OipikTipimiMae OipiHIII KeNiHIH HJOKPUH/IK €MiH FaHa
kaOburmaran HER2 OoiibiHIma keH TtapanraH cyT 0e31 OObIphl OOMBIHINA >KaFBIMCHI3,
TOPMOHAJIBA1 peuenTopiap OOMbIHIIA OH MEHOomay3aJaH KeHiHT1 Ke3eHJe oWenyepl >KoHe
epJiepi eMACTEH Ke3/1e KYPri3iil.

JKanmel, Oaybipra skoHE/HeMece eKIere Meracrasiap 00Jysl OOHBIHIIA CTpaTH(PHUKALUATIaHFaH
(o [n =351 (48,3 %)] nemece xok [n =375 (51,7 %)]) )xoHe anABIHFBI SHIOKPUHIIK eMre
carikec (A [n =354 (48,8 %)] Hemece B [n =372 (51,2 %)]) a¥ien skbIHBICTHI 726 naniueHT 600
Mmr no3ana Kuckamu mmoc ¢ynBectpant (n =484) Hemece rutanebo miroc (yiaBecTpaHT
(n=242) «kabbuigay ymiH 2:1  apakaTeblHacTa paHIOMHU3AlUSIIAHFAH. AyYpYJIbIH
neMorpadusUTBIK J)KOHE OacTamnKbl cCUaTTaMasiapbl TEHrepiMIi OOl )KOHE 3€PTTEY TONTapPhI
apachIHa caabICThIpMaisl 00mbl. 600 Mr no3ana Kuckanu Hemece miane6o 1 nuknain 1 xone
15 xynaepi sxoHe opOip keneci 28 KYHIIK MUKIABIH | KyHI ToyiriHe 0ip peT OWIIIBIKET 11IiHe
500 mr no3ana gynBecTpaHTieH Oipre keneci 7 KyH 0o¥ibl KaOblaamail KyHAenmikTi keneci 21
KYH OO¥BI 11IKe KaObUIAay YIIiH TaralbiHAanabl. [larmenTrepre 3epTrey OaphIChIHIa HEMECE
aypy YJAereHHeH KeiiH rutanebo ToObiHaH Kuckanm kaObuigay ToOBIHA ©Tyre pykcar
eTLIMEN .

By 3epTTeyre eHri3ijreH naueHTTepAiH MeIuaHalbIK skackl 63 jxacka TeH 6omabl (31-1en 89
JKacka Jerinri apanbikTa). [lanmentrepmain 46,7 %-bIHBIH Kackl 65 KacThI )KOHE OJ1aH Ja KOt
KacThl KYpaJlbl,0HbIH iminze manueHTrepain 13,8% - b 75 %oHe ofaH Ja Kol kacta OoJIbl.
3epTTeyre KaTbICTBIPbUIFAH MaleHTTep eeponaiblk (85,3 %), monron (8,7 %) Hemece Kapa
Hocinre (0,7%) atThl xoHE ic xky3iHae Oapnsik manueHtrepae (99,7 %) ECOG mxkamachkr
OoiipiHIa pyHKIMOHAIIBIK cTaTyc 0 Hemece 1 TeH Oombl. Byt 3epTTeyre eMHiH OipiHII KoHE
exinmi xeniciniH (19,1%-1a de novo meractazachkl 00JiFaH) MallUEHTTEP EHTI31A1. 3epTTeyre
KOCBbUIFaHFa JeiiH mnanueHtrepain 42,7% anbpioBaHTTHl Jk0HE 13,1% HEoaabIOBAaHTTHI
XUMUOTEpanusiFa yibipaasl, an 58,5% anbioBaHTThl xarnaiaa sxoHe 1,4% HeoaabloBaHTTHI
eMJIey JKaFJaiiIapbiHaa SHIOKPUHAIK eM KaObuimansl. byn perre manuentrepain 21 % ke
TapalFaH CyT 0e3i OOBIPBIHBIH SHAOKpUHAIK emiH amnel. F2301 3eprreyinge 21,2%-ma
MeTacTaszajap Tek cyiekre xxone 60,5% imki ar3anapaa O0ybI.

bacmanker manoay

3eprrey RECIST v1.1 xpuTtepuiinepin naiganana OTIPHII, YIeMeci3 TIPIIUTIKKE KaOUIeTTUTIK
(YTK) 361 xyObutbichl Taiija OONMFaHHAH KEWiH JKYPri3UIreH OacTamkpl Taljay COTIHJETI,
3epTTeyIIiHIH Oarayiay nepekTepl OOMBIHIIA TOJIBIK 1pIKTEYl Tanmay ImeHOepinmae (O0apIibIk
paHAOMU3ANMSIIAaHFAH MAMEHTTEep) OacTanKpl OJIeMre cokec Kenai. THIMAUTIKTI aFaliKsl
Oaranay HOTHXKENEpl CaJbICTHIPMANbl KACBIPHIH TOYEJCI3 OpPTajblK PEHTTEHOJIOTHSUIBIK
Oaranay Heri3iHme YO HoTmxkenepiMeH pactamabl. Y TK anmramkel Tanmay Kyprizy CoTiHIE
KEeWIHT1 OaKbUIayIbIH MEUaHAIBIK Y3aKThIFb 20,4 aiiapl Kypaibl.

Tuimainiria 6acranker 6aranay Hotmkenepi (KK = 0,593 95 % CA: 0,480; 0,732; Gip:kakThl
cTpaTH(UKAIMSIAHFAH JIOTPAHITIK KpUTepuii; p-MoHi = 4,1 x 107), aypyaslH yaey KaymiHe
Hemece eoimimre KartbicThl Kuckamu mmoc  ¢ynBecTpaHT — KaObuigay — TOOBIHBIH
narigaceiHa 41 %-Fa ecenTik TOMEHIEyMEH TOJBIK IPIKTEY Tallaybl Ke31HAe Tanedo IIroc
dbynBecTpaHT KaObUIJaFaH TAIlMEHTTEPMEH calbicThipFanna Kuckanu mmoc dymnBecTpaHT
KaOburmaran marueHntrepae Y TK kepceTKimmiHiH CTaTUCTUKAIBIK MaHBI3Ibl JKaKcapFaHbIH
KOpCeTT.

TuiMainikTi 6acTankel 0aranay HOTHKENIEPl )KACBIPBIH TOYEJICI3 OPTAIBIK PEHTICHOIOTHSITBIK,
Oaranay /bl )KYPrizy apKblIbl OeiHenep i 1Kl KUbIHTBIFbIHAH 40% 1piKTen OpTaibIK



TeKcepy apKbUIbl pacTansl (Kayinrep KateiHackl 0,492; 95% CA: 0,345, 0,703).

Y O-narsl kepHeki skaHapTy KK exiHI apasiblk Tanaay Ke3iH1e OpbIHAaIbI. AJITBIHFBI
SHJIOKPUH/IK eMI'e Heri3aeareH OyKiI Momyisus MeH Kocaiksl TonTap yuid Y TK
YKaHApTBUIFaH HOTIKeNepi 13-kecrene xuHakranraH, an Karmman-Meiliep KHCBIFBI 6-CypeTTe

KOpPCETUITeH.

13-xecte. MONALEESA — 3 (F2301) - 3eprreyminin 6aranaysl 6oiibinma YTK
JKAaHAPTHLIFAH HOTHIKeNIePi (TepekTepi ecenke aayabIH COHFBI KYHi 2019 KbLIFbI 3 KaHTap)

Kuckaau miroc Tl1ane6o miroc

dynBecTrpanT ¢yaBecTpanT
N=484 N=242
3epTTEyAiH KaJNbl NOMYJAUHUACHIHAA yaeMeci3 Tipurijik Kaodineti
Oxuranap caubi-n [%] 283 (58.5) 193 (79,8)

YO oprama moHi [aitnap] (95% CI)

20,6 (18,6, 24.,0) 12,8 (10,9, 16,3)

KayinTep karsiaacer (95% CA)

0,587 (0,488, 0,705)

Bipinuri xesini em anran

Kuckaau miroc Tl1ane6o miroc

NMANHEHTTePAiH KOCAIKBI TOObIa ¢yasecTpant (yasecTpant
n=237 n=128
Oxkwuranap canbl-n [%] 112 (47,3) 95 (74,2)

YO oprama maHi [aiinap] (95% CI)

33,6 (27,1, 41,3) 19,2 (14,9, 23.,6)

Kayinrep katsinacel (95% CA)

0,546 (0,415, 0,718)

Exinmi skesiji em

Kuckaan miroc Tlnane6o miroc

KaObLI1aFaH (dyasecTpant (dyasecTpant
nauMeHTTePAiH Hemece n=237 n=109
aypy epTe KaliTaJJaHFaH

MAHEeHTTEePAiH KOCAIKBI

TOALY 1

Oxwranap caubi-n [%] 167 (70,5) 95 (87,2)
YO oprama moHi [aitnap] (95% CI) 14,6 (12,5, 18,6) 9,1(5,8,11,0)

Kayinrep katsiHacel (95% CA)

0,571 (0,443, 0,737)

CA= ceHiM/Ii apaJbIK

a de novo KeH TapalFaHAIIBIHFEI SHIOKPUH/IIK eMACYCi3 CyT O€3iHiH KaTepii iciri 6ap
TAIICHTTEP JKOHE (HEO0)aTbIOBAHTTHI SHIOKPUH/IIK €M asKTaJFaHHAH KeiiH 12 aiinan keiin

aypybl KaliTaJlaHFaH MalueHTTep.

b aIBIOBAHTTHI €M XKYPTri3y Ke3iHae Hemece (He0)aIbIOBaHTTH DPHIOKPUHIIK €M asKTaJFaHHAH KeHiH
12 aif imminge aypy KalTajgaHFaH MAUEHTTEP JKOHE aypyABbIH JaMBIFaH CaTBICHIHIA SHIOKPHHIIIK
€MHIiH Oip KOJIBIH YPri3reHHEH KeWiH aypyIbIH epilyi OaliKanraH NanueHTTep

for advanced disease.

6-cyper. MONALEESA-3-3epTTeyminin 6aranaynl 6oiibinma (IIIIA) YO ymin Kannan-
Meiiep KUCBIFBI (IepeKTep/i ecenke aaxyablH COHFbI KYHI 2019 :KbLIFBI 3 MaycChIM)



OkuFachbI3 eMipLUIeHAIK bIKTUManAbinbifbl

(%)

Ilensypanay yaxsITbt
L} v Pubounxmmb+dynsectpant (N = 484)
Inane6o + dynsecrpant(N = 242)

4 Oxura canbl
Pubounknu6+dynsecrpant: 283,
TTnane6o+®dynpecrpant: 193

Kayinrep karsinacs: = 0,587

2 95% CA [0,488, 0,705]
Kannan-Meiiep 6oiibiamia
MeMana
Pubonmnknm6+dynBecTpaHT:
20,6 ait
IInane6o + @ynsectpant: 12,8 ait
T T = T T T T T T T T T T T T T T T T T T T T L T
0 2 4 6 8 1 1 1 1 1 2 2 2 2 2 3 3 3 3 3 4 4 4 4
VaxpIT (aitnap)
PuGouuk 48 40 36 34 32 30 28 25 23 22 20 19 18 17 15 15 14 12 9 6 2 1 4 0
Mnaue6o 24 19 16 15 14 13 1 10 9 8 8 6 6 5 5 4 4 4 2 1 6 2 1 0

RECIST vl1.1 merizinae 3eprreymiini Oaranay OoibiHIIIa 00BeKTUBTI kayar kuiiri (OXK)
KOHE KIMHUKAIBIK THIMALTIK skuiiiri (KTXK) kepcerkimepi yuIiH THIMALTIKTI Oaranay
HOTHKenepi 14-kectene OepiireH.

14-xecte. MONALEESA - 3-3epTTeymiinin 0aranay nepexrepi OoiibIHIIA THiMAUTIKTI Oaraaay
HOTH:KeJIepi (IepeKkTepi ecenke aayablH COHFbI KYHi 2017 *KbLaFbl 3 Kapaiia)

Tannay Kuckanu miroc ILnane6o niroc QpyaBecTpaHT
¢yasecTpanT (%, 95 % CA)
(%, 95 % CA)

ToabIK ipikTey GoiibIHIIA N =484 N =242

Tagaay

OO0beKTUBTIK sKayan ;KUUTITi 32,4 (28,3; 36,6) 21,5 (16,3; 26,7)

(OXKK)*

KaunukanasIk THiMAIIK xuimiri | 70,2 (66,2; 74,3) 62,8 (56,7; 68,9)

(KTXK)"

Aypy KkepiHici e1meHeTiH n=2379 n=181

nanueHTTep

OO0beKTUBTIK kayan :kuijiri * 40,9 (35,9; 45,8) 28,7 (22,1; 35,3)

KaunukaaeIk THiMIUTIK xuimiri | 69,4 (64,8, 74,0) 59,7 (52,5; 66,8)

b

20XKK: sxayaObI TOJBIK + JKapThUTal TAIMEHTTEDP YJIeci

®KTK: sayalObl TONBIK + jKapThlIail IalMeHTTep yieci + (aypy TypaKThUIBIFB HEMECE TOJBIK EMEC

xayan/ >24 anta OOHbI aypy y/leMereH)

Kuckanu mmoc ¢ynBecTpaHT KaObUIIaFraH NAlMEHTTEPAIH aNJbIH ana OepuIreH KOCaJIKbI
TOOBIH TajjiayFa HETI3NIEITeH KayinTep KaThIHACBIHBIH MOHI JKAachblH, aJBIHFBI emi (eprte
HEMece Kl CaThICBhIH/A), alABIHFBI aIbIOBAHTTHI/aIbIOBAHTTHI €MEC XUMHOTEPAIHSIHBI HE
TOPMOHAJIB1 €M JXKYPTi3y, OaybIp )koHe/HEMece OKIIe 3aKbIMIaHYJIaphIH )KOHE/HEMEece OKIe MEH
TEK CYHWEKTeri MeTracTa3laplbl €CKepe OTBIPBIN, OPTYPJIi KOCAJIKhl TONTapaa TYPaKThI
THIMIUTIKTI KOPCETTI.

KO manoay



KO exinmi TangaysiHaa 3eprrey KO cTaTHCTHUKANBIK MaHBI3/AbI JKaKCapraHBIH KepceTe

OTBIPBIT, EKIHIII JEHTeUTe KETTI.

TonplK 3epTTENreH MOIMyJALUS MEH KOCAJIKbl TONTaplbl Tajjay YIIIH OCkl COHFbl KO
TaNaybIHBIH HOTHXKeENEpl 15-kecTee JKoHe 7-CypeTTe KOpCeTiIreH.

15-kecTe

cOHFBI KYHi 2019 KbLIFBI 3 MaychIM)

MONALEESA-3 (F2301) Tuimaintik HOTHAKesIepi (IepekTepi ecenke anyabIH

Kuckann mwioc Inanedo niroc

¢yaBecTpanT ¢yaBecTpanT
3epTTEyaiH TOJBIK N=484 N=242
MOMYJISIIHACHI
Oxwrasiap canbi-n [%] 167 (34,5) 108 (44,6)
JKO oprama moHi [aitnap]
(95% BX (BXK, BX) 40 (37, BX)
CA)
KK (95% CA) a 0,724 (0,568, 0,924)
P-MoHi b 0,00455
Bipinmi skestini em anran n=237 n=128
MANHEHTTEPAIH KOCATKDI
TOOBI
Oxuranap cansl-n [%] 63 (26,6) 47 (36,7)
KK (95% CA) ¢ 0,700 (0,479, 1,021)
Exinmi skestize em . n=237 =109
Ka0bLIIaraH nanueHTTepai
HeMece aypy epre
KaliTaJlaHATBIH
MANHEHTTEPAIH KOCATKDI
Oxwranap cansl-n [%] 102 (43,0) 60 (55,0)
KK (95% CA) ¢ 0,730 (0,530, 1,004)

BbXX = Garanayra >xarmaiiapl

» Kayintep KaTblHAaChl aNABIHFBI SHIOKPUHAIK €M OOWBIHIIA OKIeneri oHe/Hemece
OaybIpaarel MeTacTazaap OolibiHIIa cTpaTudukausaanrad Cox PH moneninen anpiaFaH.
» bip skakTel p-mMoHi IRT colikec anabIHFBI DHIOKPUHIIK €M OOWBIHINIA OKIeaeri
XKoHe/HeMece OaybIpllarbl MeTacTaziap OOHMBIHINA CTpaTH(QUKAIMIAHFAH JIOTPAHITIK
KpUTEpUiiiHEe COWKec aiblHambl. P-moHi Oip kakThl xkoHEe (0,025 >Kanmbl MaHBI3ABLIBIK
nenreiti ymin LAN Demetz (O' bpaiten ®nemunr) kpimMobat ambdha (QyHKIUSACHIMEH
anbIkTanrafaaid 0,01129 meriMeH caabICTHIPBLIIAIBI.
Kayinrep KarbiHackl crpatudukanusnantaran Cox PH moneninen anpiaran




7-cypet. MONALEESA-3-KO ymin Kamtan-Meiiep KUCBIFBI (TOJBIK MOMYJISIITUATBIK
taagay [TIIT]) (nepexTepai ecenke aqyabIH COHFBI KYHi 2019 5KbLIFBI 3 MayChIM)

OKuFracbI3 eMipLueHAIK
bIKTUManAbinbiFbl (%)

IleH3ypananran yakpiT
PubGounknn6+dymnsecTpanT

(N =484)

6 TTnane6o + ®dymsecrpant(N = 242)

Okuranap caHbl
Pubouuknu6+dynsecrpant: 167,
Inane6o + dynsecrpant:108

4 Kayinrep katsinacel = 0,724
95% CA [0,568, 0,924]

Kanuan-Meiiep GoiibiHIIa MeHaHaChl
2 PubGounknno+dynsectpant: B

Ilnane6o + @ynsectpant: 40,0 aii

Jlorpanrrik p-maui = 0,00455

0 2 4 6 8 1 1 1 1 1 2 2 2 2 2 3 3 3 3 3 4 4 4 4 4
VaxpiT (anap)

PuBouuk 48 47 45 44 43 42 41 40 39 38 37 36 34 33 32 30 30 28 23 15 9 4 1 2 0
Mnaue6o 24 238 22 22 21 21 20 19 19 18 18 17 16 15 15 14 14 13 10 6 3 1 3 0 0

Ken mapanzan aypy xesinoezi xumuomepanusanwiy scane IRT caiikec Oipikmipineen
9HOOKPUHOIK emoey anobiHOa&bl OKneze dcarne/Hemece bayvipea memacmasoap OOUbIHUA
cmpamu@ukayuAnaHean 10epanemix kpumepuii scane Cox mooeni

Kuckanu npenapatbid KaObu1ay TOOBIHAAFBI MALIMEHTTEP/IE €MHIH KeJeci JKeici IpoIecine
aypyasiH yaeyine (YO2) neiiiHri Hemece eJIMMEH asKTallyFa ACHIHT1 yaKbIT KOPCETKIIIi
rutane0o Kadwuaay ToObIHAare! manuenTTepMen canbicteipranaa (KK: 0,670 [95% CA: 0,542,
0,830]) 3epTTeynmiH Kadmbl TMOMYJANHMACBIHAA Kem Oonasl. YO2 wmemmanackl Kwuckamm
npenapaTelH KaObuigaraH mnanueHTTep ToObHma 39,8 aiiner (95% CA: 32,5, BX) xone
mane6o Kadpu1Iaran nanuenTrep ToobHaa 29,4 aiaer (95% CA: 24,1, 33,1) kypans.

Ez0e arcacmazvl nayuenmmep

MONALEESA-2 xone MONALEESA-3 3eprreynepinae Kuckamum mnpemapaTeiH anFaH
OapibIK MAIMEHTTEP/IIH IIIIHEeH MalueHTTePiH PEeMpPEe3eHTATUBTI yieci >65 xoHe >75 xac
apanbirbiHga 06omael (5.1-6emiMai kapaubiz). Ochl KoHE OJlIaH Ja jKac MAIMEHTTEp YIIiH
Kayirnci3aik HeMece THIMIUTIK KOPCETKIIITEPIHE JKaIbl albIpMaIIbUTBIKTap OalKaIFaH KOK
(4.2-6emimai KapaHbI3).

bByiipex ¢hynkyusacer 6y3vinean nayuenmmep

Ym T1ipek 3eprreynep meHOepinne (MONALEESA-2, MONALEESA-3  xonHe
MONALEESA-7) pubonukiubnen emai 0yiipek ¢pyHkuusace! Kansintel 510 (53,8%) nanuenT,
xeHl1 341 (36%) nauuent xoHe Oyiipek ¢pyHkiuschl opramia 0y3putrad 97 (10,2%) manueHt
angsl. bylipek QyHKUMSACHIHBIH ayblp Oy3bUIybl Oap mauueHTTEp OYI 3eprTeyiepre
KocbuiMaraH. bactankel 600 mMr mo3ana puOONUKING anFaH Oyhpek (yHKIHUSICHIHBIH KEHIT
XoHe opramra Oy3bpUTybl O0ap mamueHtTepae YO OoiiblHIIa HOTIKENep OYHpeK (yHKIHMSCHI
KaJIBINTHI TIAITUEHTTEPIC OChI KOPCETKIIITIEH CANTBICThIPFaHIa Kemiciaren 6omapl. Kayincizmik
Oeiiini 6apibIK Oyiipek KoropTanapa ykcac 6oibl (4.8 6emimMiH KapaHbI3).

bananap

Hopinik 3artap xeHingeri Eyponanbik areHTTiK cyT 0e31 oOBIpbIH emzey KesiHae Oamanap
JKAChIHIAFbl TMAllMEeHTTEepAiH OapibIK Kocalkbel KiactapblHia Kuckamum 3epTreynepi
HOTIKEJIEPIH YChIHY OOMBIHINIA MiHIETTEMENEp/AiH OPBIHIANYbIH Talall eTy KYKbIFbIHAH Oac



TapTTHI (Oaanapaa Kojagany OOHbIHIIA aKnapart ainy yiriH 4.2-0eiM1i KapaHbI3).

5.2 DapMaKOKHHETHKAJBIK Kacuerrepi

PuGonmkmuOTiH QapmakokuHeTUKaNbIK mnapamerpiepi 50 wmr-men 1200 wmr-ra jgeiinri
TOYJIKTIK Jj03a1ap/ia IKEeHHEH KeH1H JKalmbl 00bIpBI 0ap manueHTTep e 3eprrenred. JleHi cay
epiktinep 400 mr-gen 600 mr-ra ngeiiin Hemece kyHiHe 400 Mr Kaiftamama go3ana (8 KyH)
nepopaibii 6ip peTTiK 103a ajbl.

Ciyipinyi

PubGormkmnOTiH a0CcoIFOTTI OMOXKETIMILIIr Oenricis.

Pubonukin0 imkeHHeH KeiiH eH korapbl KoHIeHTpauusFa (T max) ’KeTy yakpIThI 1-4 caraTTbl
Kypaapl. 3eprreneTiH mo3anap aykeiMabl (50 mr-mern 1200 mr-ra neiiiH) puOOUMKIMO
3KCO3ULUACHIHBIH (C max koHe AUC) mamaisl maMajias ThIC YiIFatosl Oaiikanasl. Kynine Oip
perT KaiiTa KaObuITaFaHHAH KeWiH Tele-TeHIIK KYHiHE oeTTe 8 KyHHEH KEeiiH KOJI JKeTKI3UIi,
pUOOLMKING oOpTamia TreoMeTpPHsUTBIK KaThiHackl 2,51 (aykeiMbl: 0,97-nen 6,40-ka neitin)
KUHAKTaJIbI.

Tazammnwviy acepi

AlKapbiHFa KaOBUIJAyMEH CaJIBICTBIpFaHAa pUOOIMKIMOTI yaOipii KaOBIKIEH KamTajraH
TabjeTKka TYpiHE *KOFaphl KaJOPHsUIbI, Maibl KOFapbl TaraMMeH Oip pettik 600 mMr mozana
KaObu11ay pHOOIMKIMOTIH CIHY KBIAAM/IBIFBI MEH JIOPEKECIHE dCep eTIeH/II.

Tapanywv

PuGoruknmOTi anaMHBIH in Vitro KaH TUIa3Machl aKybI3apbIMeH OaiaHbICTRIpY IiamameH 70%
- JBl Kypaasl jkoHe KoHLeHTparusra tayenai emec (10 ur/mu-nen 10 000 Hr/miu-re neifin).
PuGorukimb spuTponuTTep MEH KaH IjIa3Machkl apackiHaa in vivo 1,04 oprama kaH/murazma
KaTblHAchl OoWbIHIIA Oipkenki Oemiami. [lomynsuusuiblk  (papMakOKMHETHUKAHBI Talaay
nepekTepi OolibiHIIa Tene-TeH ik Kyiaeri (Vss/F) tapanyasia aiikeia kestemi 1090 i1 Kypassl.
buompancgopmayusco

In vitro xoHe in vivo 3eprreyiepiHae anmamma pubonuknub® HerizineH CYP3A4
U30EepMEHTIHIH  KaTBICYbIMEH Oayblpia  KapKbIHIBl  METa0OJIM3MI€  YIIBIPAWTHIHBI
kepceTinren. 600 mr [ C] puOOIMKINOTIH Oip PETTIK A03aChIH/A 1IKe KaObUIIaraHHAH KEeHiH
pUOOLMKIMOTIH ~ amFaliKbl METa0ONM3MIHIH JKOJNIApbl TOTHIFYyABl (meankwineny, C
KoHe/Hemece N-okcureHanus, TOThIFY (-2h)) skoHe omapabiH OIpIKTIpUTIMIEPIH KaMThIIbI.
PuboumkmuOTiH ~ anramksl MetabonutTepi N-aneTwnaeHy, cynbdarray, LIHUCTEMHMEH
OailIaHBICTBIPY, TJIUKOZUIACHY >KOHE TIUIIOKYPOHHM3AIUsl apKbUIbl KOHBIOTALMAAH OTTi.
Pubonmknn0 murasmangarel HETi3ri ¢apMakoJOTHsUIBIK OelceHai Kocbuibic Oonasl. Herisri
artHanmeiMaarel MeTabonuTTep: M13 Meradonuti (CCI284, N-runpokcunaeny), M4 (LEQS803,
N-nemerungeny) xoHe M1 (kaliTanama rIIOKypoHU3anus). PUOONMKIMOTIH KIMHUKAJBIK
oencennuniri  (hapMakoJOTHUSUIBIK KAacCHETTepl MeEH KayircCi3liri) Heri3iHeH e3repMereH
npenapaTneH IapTTalfad, Oyl peTTe ailHaJbIMAaFrbl METaOOIUTTEPAIH eneyil MoHI OosraH
HKOK.

PuGonmknn0 KapKbIHIbI META00IM3MIe YIIBIPAIbl, ©3r€PMETeH MPErapaTThIH MOJIIIepi HAXIC
neH Hecente TuiciHme 17,3% sxone 12,1% kypansl. LEQ803 metabonuti ensyip Menmiepae
OKCKPEMEHTTEP/IC aHBIKTAIbI, OHBIH MOJIIEpl THICIHIIE HOXKIC TIEH HecenTe KaObUIIaHFaH
no3anbiH, 13,9% xone 3,74% xypanpl. backa metabonuTTep HOXICTE A€, HEcenTe e a3
merepe (KaObUTIaHFaH J03aHBIHS2,78%) aHBIKTAJIIbI.

Dnumunayuscol

OObIp Tapanran narueHTTepae 600 Mr m03achblH KOJJIAaHFAH Ke3Je Tele-TEeH Karaaiiia KaH
MJIa3MachlHAH KapThUIall IIBIFAPBUTYIBIH THIMAI KE3€HIHIH TEOMETPHUSIIBIK OpTalia MoHi
(ckmHakKTamy apakatbiHachkl Heri3inae) 32,0 carartel (63% CV) xkoHe imKe KaObUTIaraH Ke3/e
ailikpiH kepiHeTiH kinupeHcTiH (CL/F) reomerpusinblk oprama MaHi 25,5 n/car (66% CV)
Kypazasl. Kan mnazmacbiHaH pUOOIMKIMOTIH KapThUIall MIBIFAPBUTYBIHBIH KOPIHETIH COHFBI
Ke3eHiHIH reomeTpusutblk oprtama MoHl (T 12) 29,7-nen 54,7 caraTka JneiiH XKoHE cay
epikTinepaeri Oapiubik 3eprreynepae 600 mr mosa kesinnme 39,9-man 77,5 n/car peiiiHri



aykbIMbIHIa CL/F prOOnUKIHOTIH TeOMETPUSUTBIK OpTalia MOHI OOJIBITT TaObLIaIbl.
PuGonmknn0 HeriziHeH HOXKICIIeH JKoHE a3 Meepe OyHpeKIeH mbiFapbuIaasl. 6 JIeHi cay ep
epikTinepe 6ip perrik n03ansl ['4 C] pubonukanb KabbUIIaFaHHAH KeliH JKaNTbl eHTi3iareH
paanoakTuBTi A03aHbIH 91,7% - BI 22 KYH iIIiHJE aHBIKTAJI/bI, HETi31HEH IIBIFApy iIIeK
apKbUIbI KYpriziai (69,1%), nozanbiH 22,6% - b1 OyHpeKneH UIbIFapbLUI/IbL.

Hozaza mayencizoiei/mayendiniei

bip perTik mo3agaH xoHe KalTananraH no3anapaad keuid 50 mr-geH 1200 mr-ra gewidri
Jo3ay1ap ayKbIMBIHIA PHOOIHKIHO AKCIO3UIUACHIHBIH (C max %oHe AUC) mpormopuroHa bl
eMec yiIFaobl Oalikanabl. byn Tammay Oenrinmi Oip Jo3amapibl alaThlH KOTOPTaJapablH
kenminirinae 600 Mr j103aHbl anFaH KOTOPTagaH KEJETiH IEpeKTepiH €H Kol MeJIepiMeH
IpIKTEeMEHIH IIaFbIH MOJIIIEPIMEH IIEKTEE 1.

Iayuenmmepoiy epexuie monmapul

Bytipex gpynkyusicol Oy3vinean nayueHmmep

Byiipex (yHKIMACHIHBIH OY3bUTYBIHBIH PUOOIMKING (hapMaKOKHMHETHKAChIHA dcepi OyHpek
(GYHKIMSCBIHBIH OY3BUTYBIH 3epTTEyAe OaranaHabl, MyHIa Oyipek GyHKIUSICH KaabInThl 14
JIeH1 cay CBhIHATYIIBI (IIIYMAaKTHIK Cy3iny a0comoTTi xkburnaMasirsl [alllICXK] > 90 mn/muH),
Oyiipek ¢yHKuusace xeHin Oy3purFan 8 karbicymbl (allICXK 60-tan < 90 mu/munH #Aeiiin),
optama 6 karpicymsl (allICXK 30-gan < 60 M1 / MUH JeiiiH) )koHe ayblp Oy3bUIFaH 7 MallUeHT
(allICK 15-ten < 30 mi/MuH aeiin), congait-ak puborukimoTiH 400 Mr 6ip peTTIK J03aCh
Ke3iHae OyHpek >keTKUTiKci3airiniH TepMuHanbi catbichkl 6ap (BXXT) 3 mamuent (allICXK< 15
MJI/MUH) KaTBICTBI.

AUC iy Oyiipek GYHKIUMSACHI KANBINTH MAIIMEHTTEPETT 3KCIO3HIMSIMEH CaIbICThIPFaH/a
Oyiipek GyHKIMSICHI KEHI, OpTaIia kKoHe ayblp Oy3burFaH nanuentrepae 1,6, 1,9 xone 2,7
ece, all C max — 1,8, 1,8 xone 2,3 ece octi. PUOONMKIMOTIH THIMALIITT MEH KayiIlci3airiH
3epTreyre Oyhpek (yHKIHMSICHIHBIH JKEHUT Oy3bUTYbl Oap MaIMeHTTEp KOIl CHTi31ITeHIIKTeH
(5.1-0emimai  KapaHpI3), OYHpeKk OJKETKUIKCI3AIriH  3epTTeyre KaTbicKaH  Oyipek
(GYHKIMACBIHBIH OpTallla KoHE ayblp Oy3bUIybl Oap MamMeHTTEPIIH AepeKTepi Oyipek
(YHKUIMACH KAJBINTHI JkoHE OYHpeK (YHKUHMSACBIHBIH KEH1T Oy3bUIybl Oap HMamMeHTTEpAiH
OIpIKTIPIITEH NEPEKTEPIMEH CaJbICTHIPBUIALL. Bylipek (yHKIUICH KAJIBINTHI KoHE OYHpeK
(YHKUIHMACH KEHINT Oy3bUIFaH MAIUEHTTEP/IH OipiKTIpUIreH JepeKTepiMeH CajbICThIpFaH/a
AUC inf Oyi¥ipex GyHKIMACH OpTallia >KOHe ayblp OY3bUIFaH MaIeHTTepae Thicinme 1,6 xoHe
2,2 ece, an C max — 1,5 xonme 1,9 ece ymraiiasl. BXXT Oap KaTeicymisiiap YIIiH
aBIPMAaNIBUTBIKTApABIH ~ €Celiri OCBIHIAH KaThICYIIbUIAPIBIH ~ a3/bIFbIHA  OaiJIaHBICTHI
ecenrenMeni, Oipak HOTHXKedep ayblp Oyipek »KeTKulKci3airi 0ap ChIHATyIIbUIApMEH
CaJIBICTBIPFaHa PUOOIMKIO0 HSKCMO3UIMSCHIHBIH YKcac Hemece Oipiiama yiFalFaHbIH
KepceTe/i.

bylipex  GyHKOUMACBIHBIH  OY3BUTYBIHBIH ~ pUOOIMKINO  (papMaKOKWHETHKAChIHA — ocepi
nareHTTep 600 Mr Oactamkbl J03aChIH ajifaH THIMAUIIT MEH KayilCi3[iriH 3eprreyre
EHTI3UINTeH OHKOJIOTHSJIBIK TalueHTrepae ae Oaramanapl (5.1-0emimai kapansiz). byiipex
(GYHKUMACBIHBIH XeHil (n = 57) Hemece oprama (n = 14) O6y3butysl O6ap nmauueHTrepae 6ip
pertik no3a Typinae Hemece AUCnf )koHE Cmax pOOIIMKIMO KaliTaJlaHFaH J03a1aphbl TYPIHIIE
600 Mr pubonuKIMO anFaHHAH KEHIH OHKOJIOTHSUIBIK IMAIIMEHTTEPJErl KOCAIKBI TOITap
OoifpIHIIIA 3epTTEYNepaiH (papMaKOKWHETUKAIBIK JACPEKTEPIH TaJIay HOTHXKENIepl OOHbIHIIA
oyiipek dynkiusicl KaneinThl (n = 86) manueHTTepe AUCins 5K0HE Cmax-TICH CaJIBICTBIPYFa
Oomaaer, Oy Oylipek (DYHKIHMSACHIHBIH KEHIT HEMece opTaiia OYy3bLUTyBIHBIH PHUOOITUKING
AKCIO3UIUSICBIHA KIIMHUKAJIBIK MOH/II 9CEPiHIH KOKTBIFBIH KOPCETE/II.

Bayvip ¢pynxyuscoineiy 6y3vinyv

Bayslp (yHKUMsACH Oy3bUIFaH MalUEHTTEpAeri (hapMaKOKMHETHKAIBIK 3€pTTEyre ColKec,
OaybpIp (DYHKITUSCHIHBIH XKCHUT OY3BUTYBI pHOOIMKING SKCIO3UIUACHIHA ocep ermeimi (4.2-
OemiMail KapaHbl3). PUOOIMKIMOTIH opTalia SKCIO3ULHUACH OpTalia (opTaiia reOMeTPUsIIBIK
kKatbiHachl [OI'K]: C max ymia 1,50; AUC iy yraia 1,32) sxone aybip (OI'K: C max ymin 1,34;
AUC inf yuria 1,29) 6ayslp (yHKUHACBIHBIH OY3bUTYBI Oap ManueHTTepe 2 eceleH a3 ocTi.



baybip QyHKIMACH KadbIIThl CYT 031 0OBIphIMEH aybIpaThbiH 160 mamueHTTl koHE OaywIp
(GYHKIUSCHI JKeH1T Oy3bUTFad 47 MalMeHTTI KAMTHTBIH TOMYJISIIFSUIBIK (DapMaKOKHHETHKAHBI
Tangay JepekTepi OoipiHIIA Oayblp (QYHKIUACHIHBIH JKCHUI OY3bUTybl pHUOOIMKINO
HKCHO3ULMACHIHA ACEp €TIeAl, MyHbl Oayblp (YHKIMICHIHBIH Oy3bUTybl Ke3iHAe apHaibl
JKYPTi3UIreH 3epTTeyJIepIiH AepeKTepl pacTaiasl (4.2-0611M/11 KapaHbI3).

Kacwvina, oene canmagvbina, JHCbIHLICHIHA HCIHE HICINIHE dcepi

[Tonmynsuusinblk - (hapMaKOKMHETHKAHBl Tajijay >kac, JIeHE CcaliMarbl HEMECE >KbIHBICHI
pUOOIMKIIMOTIH KYHENIK AKCHO3ULMACHIHA aWTapibIKTall ocep eTIEreHiH KOepceTTi, OHJa
JI03aHbI TY3€Ty KakeT Oomybl MyMKiH. Hocimaik TWicTUTKTIH (hapMakOKHMHETHKara ocepi
KOHIHET] IepeKTep KOPBITHIH/BI JKacay YIIiH ThIM IIEKTeYJIi.

In vitro e3apa apexemmecy OotiviHWA Oepekmep

Puboyuxiudbmiy P450 yumoxpomvinsiy hepmenmmepine acepi

Knuaukanslk MaHbI3ABl KOHIEHTpanusuapaarsl in vitro pubomukand CYP1A2, CYP2EI
woHe CYP3A4/5 KalThIMIBI TEXKETIII )oHe OesceHaiiri yakpITeiaa esreperin CYP3A4/5
TeXerinn Oonbin TaObuTafbl. [n Vvitro 3epTTeyiep PUOOUMKIMOTIH KIMHUKAIBIK MaHBI3]IbI
koHuentpauusapaa CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 xone CYP2D6
OCJICEHIUTITIH TeXey KaOuIeTi KOK EKEHIH KoepceTTi. PuOOIMKIMOTIH yaKbITKa TOyeIi
CYP1A2, CYP2C9 xone CYP2D6 Texeny KabineTi KOK.

In vitro 3eprreynepi  puOOUMKIMOTIH  MperHaH-X-peuentop  apkbutel Y J1D-
rmokypoHunTpancgepazanapasiy - Hemece  CYP2C9, CYP2CI19 xonme CYP3A4
dbepmeHTTEpiHIH OCJICEeHAUNIH MHAYKIUAIAY KaOijneTi *OoK ekeHiH kepcerTi. COHBIMEH,
Kuckanunin ocel pepmenTTepAiH cyOcTpaTTapbiHa acep eTyi ekitanaid. Pudommxim6otin CAR
apkbutbl CYP2B6 Gencenainirin MHAyKIUsIay KaOlIeTiHe BIKTHMAIT 9CepiH O0apIpMay YIIiH
in vitro nepeKTepiHiH )KETKIUIIKCI3 CaHbl YCHIHBIIFaH.

Tacvimanoaywwiiapoviy puboyuxiuoke acepi

Pubonmkmub - 6yn P-ramkonpoTenHHiH cyOcTpathl, O6ipak mMacca Tene-TeHIIrH 3epTTeyre
colikec, P-rmukonoporennnin HeMece BCRP-HIH Texenyl pubonukimOTIH eMIIK 1o3aapaa
acep etyi exitanait. Puborukimmb OATP1B1, OATP1B3 nemece OCT-1 in vitro 6aysip Kapmay
TpaHCIIOpTEpJIepi YIIiH cyOcTpaT OOBIT TAOBLTMANTBI.

Puboyuxrubmiy macvimanoaywveiiapea acepi

In vitro 3eptreynepi pubonukmoTiH P-rmukonporenn, BCRP, OATP1B1/1B3, OCT1, OCT2,
MATEI xone BSEP nopinik TpancnopTepiiepiHiH OeICeHIUTITH TeXeY JIeyeTiHe ue eKeHiH
kepceTTi. KnmmHnKanslKk MaHbI3Ibl KOHIEHTpanmsuiapaa puoouukand OATI, OAT3 Hemece
MRP2 in vitro Texemeiini.

5.3  Kuiaunukara aediHri Kayincizaik gepexrepi

DapmaronocusnblK Kayincizoik

UtTepaeri xxypek-KaHTaMbIp KYHECiHIH Kayinci3airi 6oisiHIIa in vivo 3eprreyiepinae QTc
apaNIBIFBIHBIH Y3apThUTYbl YChIHBIIFaH 600 MT mo3aja KaObLIAaraHHAH KEWIH MaleHTTep e
KYTyre OOJIaThIH J03aMEH KOHE IKCIO3UIIUSAAAFhl KOHIICHTpAIUSIMEH OalIaHBICTBl CKEHIT1
kepcerired. COHbIMEH Katap, 3KCIO3UIMSIHBIH KOFapbluiaybIMeH (0oimkaM bl KIMHUKATIBIK C
max IIIAMaMEH 5 ece JKOFaphl) YKCTPACUCTONIUSHBIH IaMy KayIli oap.

Katimananean oosanapoazel yolmmuiiwblK

Kaiitananran no3aiapia yBITTBUIBIKTBI 3€pTTEY Ke3iHAe (eMAey CXeMachl: MpenapaTThl
KOJAaHYIbIH 3 anTackl/IpemnaparThl KoiagaHOai 1 anTa) y3akThIFbl 27 anta ereyKynpbIKTap/a
XKOHE Y3aKThIFbI 39 anTa wurTepiae pHOOUMKIMOTIH YBITTHI OCEpPiHIH HETi3rl HBICAHbI
renaToOuIuapiblK JKyhe (mposmdepaTuBTI e3repicTep, XoyiecTa3, oT KaObIHBIH JKajFaH
KYMTaCThl TacTapbl OHE OTTIH 1pKidyi)OOJbIl TaOBUIATHIHBI aHbIKTaNAbl. Kaiiramanran
no3ajmapbel  O0ap 3epTreyiepae puOONUKIMOTIH (apMaKOJOTHUSIIBIK OCEPIHIH HBICAHAJBI
ar3ajapbl CYHEeK KeMiri (THIoLeuTIoNsA pIIbLIb), TuMda xyieci (JTuMpOUaTH TIHACPAIH KeMyi),
IIIIeK IIBIPBIITH KabaThl (atpodwus), Tepi (arpodus), cyiekrep (CyWek TiHIHIH TY3UTyiH
azaiity), Oylpek (0ip Me3rijzne JAereHepauus >KOHE TYTIK SNUTENUH JKacyllaJapbIHbIH



pereHepanusichkl) koHe arabe3 (arpodwus) Oonblll TaObUIaABI. OTHEN CUNATKa We OOJFaH
aTpousIBIK e3repicTepaeH Oacka, Oapiblk Oacka esrepicTep mpenapaTTshl KojgaHOaii
Ke3eHHIH 4 anracblHaH KEWIH TOJIBIFBIMEH KaHUTBIMALI OOmabl. TOKCHKOJIOTHSIIBIK
3epTTeyJepaAeri KaHyapiaapAarkl PUOOIMUKING SKCIO3ULUACKHL, dAeTTe, Toyidirine 600 wmr
OipHerre 103a anaThlH MalMEHTTEpAeT1aeH a3 Hemece Oipaeit 6omael (AUC HeriziHze).
Penpooyxmuemi ¢pynxyusiza yeimmul acep

PuGorukmmOTi qo3anapaa KoagaHFaH Ke3lie (DeTOyBITTBUIBIK JKOHE TepaTOTCHILIIK Oenriiepi
aHBIKTAIMAFaH, OHJA ereyKYHphIKTap MEH KOSHIAp/Ja aHalblK VYBITTBUIBIK Oenriiepi
anbikTanmarad. AUC Heri3iHae YphIKKa ocep €TKeHHEH KeiliH, Toynirine 600 mr-ra TeH eH
JKOFaphl YCHIHBIIFAH J103a71a alaMFa dcep €TKeHHEH a3 Hemece 1,5 ece Kell, ereyKyipoIKTapaa
YPBIKTBIH HWMIUIAHTAIMSAIAH KEWIHT1 OJIIMIHIH JKUIUIITT apThil, YPBIKTBIH JCHE CajJMarbl
TOMEH/IEI, aJl KOSHIapFa pUOOLUKINO TepaTOreHIiK ocep eTTi.

Ereykyiipbik 3MOpHOHIApbIHAA OTIENI KoHE/HeMece dMOPHOHHBIH TOMEHIT MaccachIMEH
OaliaHbBICTBl JleN CaHaJaThlH KaHKaJarbl e3repicTepMeH Oipre caJMakThIH TOMEHICYl
Oaiikannel. Kosinmapaa sMOproHFa KarbIMChI3 ocepiiep aHBIKTaIbl, OyJI aHOMAaTUSIapAbIH
JKOFapblIay J>KUUITIH (ZEHEHIH >XOraprbl O6JIKTEpiHIH akaynapbl, IOIKI aF3amap MeH
KaHKaHBIH aKayjapbl) >KOHE SMOPHOHHBIH MaccachlH (IMOPHUOHHBIH TOMEH Maccachl)
kepceTTi. JlaMy aHOManusulapblHa COHBIMEH KaTap a3aiThbulFaH/KIiIIKeHTall eKIeHiH
0eJTiKTEp1, a0pTa JOFAChIHAA KOCHIMINIA TAMBIPBLIH 00IybI, Tuadparma >kapbIFbl, KOCHIMIIA
100ThIH OoMaysl HeMece (inriHapa) exneHiy Oipirin Kanran 6emiktepi (30 sxoHe 60 Mr/Kr),
KOCBHIMIIIA/pyITMMEHTTI OH YIIIHIII KaOBIpFa, TIJaCThl CYHEKTIH ne(opManuschl )xoHe OipiHIIi
cayCakThIH a3bIpak (ajaHrrapsl Kipai. IMOpHUOH-YPHIK eJiMiHiH Oenrinepi 6aikanamaibl.
AHAJBIK ereyKYUPBIKTApAbIH (GEPTHIIBIUIITIH 3€PTTEY asChIHIa pUOOIUKING PErpOTyKTHBTI
byHKuMsAFa, GEpTUIIBIUTIKKE HEMECE epTe SMOPUOHAIBII AaMyFa Tayirine 300 Mr/kr neiinri
Ke3-kenreH no3ana oacep erneni (Oyin AUC momimerTepi OOWBIHINA €H JKOFaphl YCHIHBUIFAH
1103a/1a TIAIUEHTTEePre KIMHUKAIBIK 9Cep eTYACH TOMEH HeMece oFaH Oanama).

Epkektepain ¢GepTIbauUIriH 3epTTey OaphiChiHIAa PUOOIMKINOTIH ocepl OaramaHOabI.
Anaiina, ereyKyHpbIKTap MEH HWTTEepAiH YpBIKTapbIHAarbl atpodusiblk esrepictep AUC
MaJTiMeTTepi OolbIHIIa ToyJirine 600 Mr-ra TeH €H JKOFapbl YCHIHBUIFAH J03aHbl KaObUIIaraH
Ke3/Ie aJlaMFa 9cep €Ty JOPEKECIHeH TOMEH HeMece OFaH 0amama ocep €TeTiH YBITTBUIBIKTHI
3epTTey asIChIHIA TIpKeNIIl. byn ocepiep YPBIKTBIH aTaiblK 0€3 JKacylrajapblHa TiKeleu
aHTUIIPOIM(EPaTUBTI acep €Tyl MYMKiH, OYJ1 YPBIK TYTIKTepiHiH aTpousChIHA dKETe 1.
PuGorukim6 >xoHe OHBIH METAa0OJUTTEPl ereyKYHPBIKTApAbIH CYTiHe Te3 eHexdl. [lma3zmara
KaparaHJia CyTTerl puOOIMKINOTIH KOFapbl ocepi OalKa bl

I'enoix ysimmulnbiebl

BaktepusuibIK xKyienepaeri TeHaiK YBITTBUIBIK 3epTTEYIIEPE in Vitro ®IHE CYTKOPEKTLIep e in
Vitro oHE in vivo MeTaboIu3MIIK OenceHAUTIr Oap >KOHE OHCBI3 PUOOLMKIMOTIH TEHIIK
YBITTBUTBIK QJICYETi Typasbl MOIIMETTEP aHBIKTAIFAH JKOK.

Kanyepoecenes

Pubonmknub ereyKyHphIKTapFa €Ki JKBUIIBIK 3epTTEY asChIHAa KaHIIEPOTCHILTIKKE OaraTaH Ibl.
PuGorukmuOTi 2 bl 00Kl ereyKyupbikTapaa Toyiirine >300 Mr/kr goszaaa mepopaibii
KOJIJaHy SHAOMETPHUI SMUTENUN ICIKTEpiHIH kKOHE >KaThIp/>KaThlp MOWHBIHAAFBI O€3/i JKoHe
JKaJTaK ’KacyIaiblK THTIEPIUIa3UsHBIH JaMy KUUTITTHIH apTybIHA, ajl epKeKTepae Toyirine 50
MTI/KT J103a7a — KaJKaHIIa Oe3iHiH (OJUIMKYJIANBIK ICIKTepiHIH AaMy >KHUIITIHIH apTyblHA
okenmi. Icik esrepicTepi OaliKanFaH oWeNJep MEH €pPKEK ereyKyMpbhIKTapia Temne-TeHIIK
Ky#inzeri oprama sxkcrio3uus (AUCO0-24 carat) Toynirine 600 Mr yCHIHBIIFaH J103aHbI aJIFaH
nanueHTTepre Kaparanma 1,2 sxkoHe 1,4 ece skorapbl Oonael. Icik e3repicrepi OalKaiFaH
olieniep MEH epKeK ereyKyHpbIKTapa Tere-TeH K Kydinaeri oprama sxcno3uims (AUCO0-24
carar) THiciHIIe penapartsl Toyiirine 400 mMr no3ana KaObLIAaFaH MAIMEHTTEPre KaparaHia
2,2 5xoHe 2,5 ece xoFapbl OOJIIBI.

Koceimmia icikci3 mponugepaTuBTi ©3repicTep THICIHIIE TOYIITIHE > 5 MI/KT KOHE TOYJIITiHe
50 Mr/kr po3ana epkek ereykypsikrapnaa Oaybipaarsl (0a30(hMIbai jKOHE alIbIK KaCyIIabl)



e3repicTep OIaKTapbl MEH aTalbIK O€3/iH MHTEePCTUIMATBIl JKacymranapbiHbiH (Jleiaur)
TUTEPIIa3UsChl CAHBIHBIH YJIFAIOBIHAH TYP/BL.

JKatpip/>xkaThlp MOWHBIHA JKOHE aHAJBIK O€31H MHTEPCTUIMAIB/II skacymanapbiHa (Jleiaur)
ocep ery runorairamyc-runodus-ronan ocin esreprerin ['MITODUIEIT nmakrtoTpodTsi
YKacyIagapabiH CDK4 (G yHKIMSICBIHBIH TEXETyiHe OailJTaHBICTHI y3aK
THITONPOJIAKTUHEMHUSIMEH OaillaHbICTBI 00Tyl MYMKIH.

EpkekTepnie aHbIKTanFaH KajKaHIIa O€31HIH IMaTOJOTHSACHIHBIH BIKTUMAT MEXaHU3MJIEpiHe
OaybIparbl KeMiprimrepre TOH MUKPOCOMaibi (pepMEHTTEpAiH WHAYKIUACH KoHEe/HeMece
TYPaKThl THIIONPOJAKTHHEMHUSHBIH OCEPIHEH THIOTAIaMyC-TUTTO(H3-YphIK-KaJIKaHIa 0e3
OCIHIH peTTenyiHiH OY3bUTYbI XKaTabl.

Ochl MEXaHM3MHIH apKachlHIa agamap/aa dCTPOTEH/IPOTeCTEPOH KAaThIHACKIHBIH K€3 KEeJITeH
BIKTUMAJI YJIFAIObl 3CTPOT'€H CHHTE31HE KaTapiiaC aHTHACTPOTEHAIK eMHIH TEXEHTIH ocepiMeH
eteneni, edTkeHl Kuckamm amammapaa SCTpOreH JIEHreliH TOMEHIIETETIH MpernapaTrTapMeH
yilsecimie KepceTiarex.

Kewmiprimrep MeH amamaap apachbiHAAFbl MPOJAKTHHHIH CHHTE31 MEH peJiHE KaThICTHI
MaHBI3/Ibl alBIPMAIIBUIBIKTAPABI €CKEepPEe OTHIPHIN, OYJI ocep eTy MEXaHW3Mi ajgamjapra ocep
eTHen I AeT KYTUTyIe.

6. OAPMAILIEBTUKAJIBIK KACUETTEPI
6.1 KocbiMia 3aTTapabiH Tiz0eci
MuKpoKprCTaIIIbl HEUTIOI03a

OpbIH 6acybl TOMEH THAPOKCUTIPOIIIIIEIIITION03a
KpocnoBunon (A Turi)

Marnuii creaparsl

CycChI3 KOJIOUTHI KPEMHUNIH KOCTOTBIFBI
Kabuvik:

AK Heri3ri )Xxa0bIH KOCIIaChl:

[irinapa ruApONU3CHIeH MOJMBUHIII CIIUPTI
TutanubH KOcTOTHIFRI (E171)

Tanpk

Cos nenutuni (E 322)

Kcanran maiibipbl

Kapa nerisri xa0bIH KOCITaCHI:

[rinapa ruApONU3ICHIeH MOJMBUHIII CIIUPTI
Temipain kapa ToTeiFsl (E 172)

Tanpk

Cos nenutuni (E 322)

Kcanrtan maiibipbl

KpI3b1T HET13r1 KaObIH KOCITAChI:

[rinapa ruApONU3CHIeH MOJMBUHIII CIIUPTI
Temipaig Kb13bu1 TOTHIFEI (E 172)

Tanpk

Cos nenutuni (E 322)

Kcanrtan maiibipbl

6.2 Yiinecimcizairi
KaTbIChI KOK.

6.3 Kapamablibik Mep3imi
3 KbLI
JKapaMapuibIk Mep3iMi ©TKEHHEH KEeHiH KOJIIaHyFa 00JIMaiIbl.



6.4 Cakray ke3iHjeri epexiie CaKTbIK HIapajaapbl
30 °C-neH acnaiiThIH TEMIEpATypaja cakTay Kepek.
bananapibH KOJbI JKETIEHTIH Kep/ie cakTay Kepek!

6.5 HIbirapeliy TYpi skoHe KanTamMachl

21 Ta0JIeTKa aH MOJTMBUHUIXJIOPUATI yJ0ipeH, JIaMHUHaLUsITIaHFaH
MOJIUXJIOPTPUGTOPITUIICHHEH KOHE aIOMUHUNM  (onpragan  Hemece Oip JKaFbIHAH
MOJIMAMUAINCH, eKIHII JKaFblHAH IOJMBUHIIXJIOPUINEH JKOHE AalOMUHUN (oJabraMeH
JaMHUHATTaJFaH aTIOMUHUIIEH KacajFaH MIIIH/AL YAIIBIKTH KanTaMara canaibl.

3 mimiHAl KantaMaJdaH MEIUIIMHANBIK KOJJAaHY KOHIHJEr Ka3zak >KOHE OpBIC TUIIepiHAeri
HYCKayJIBIKIIEH O1pre KapTOH KOpaIllllara CaJIbIHFaH.

6.6 6.6 IlaiijanaHbuIFaH [JIPLIIK mNpenmapaTrTbl HeMece [IPUIiK mNpenaparTbl
KOJIIAHFAHHAH HeMece OHbIMEH KYMbIC iCTereHHeH KeiliH aJIbIHFAH KAJJAbIKTAP/bI KO0
Ke3iH/eri epeKie CaKThIK IapajJapbl

ApHaiibl TananTap *ok.

6.7 Jlapixananapaan 6ocaTblly IIAPTTAPHI
Penient apkbuib

7. TIPKEY KYOJIITI'THIH YCTAYUIBICHI
[IIBerinapus

Hogaptuc ®apma A’

Jluxtmrpacce 35

4056 bazens, [1IBeitnapus

7.1. TIPKEY KYOJIII'l ¥YCTAYUIBICBIHBIH OKIJII

TYTHIHYIIBIIAPIBIH TAFEIMIAPEIH MBIHA MEKCHKANFA XKoJAayFa OoIabl:

[IBerapus

"HoBaptrc ®apma Ceppuca3 Al kommanuscsiHbH Kazakcran PecryOnukachiHarbl GHIHAIbI
050022 Anmarsr k., Kypmanrassr k-ci, 95

ten.: +7 (727) 258-24-47

aeKTpoH kI rormTa: drugsafety.cis@novartis.com

8. TIPKEY KYOJII'THIH HOMIPI
KP-A3-5Ne023757

9. AJIFAIIKBI TIPKEJITEH (TIPKEYI, KAUTA TIPKEYJI PACTAY) KYHI
Tipkeyain (KaiTa TipKeyaiH) COHFBI pacTayiFaH KyHi: 24 minae 2018 x.

10. MOTIHHIH KAUTA KAPAJIFAH KYHI
Jopinik mpemnaparThlH >Kalmbl cunarramachiH http:/www.ndda.kz pecmu caiftbiHaH kepyre
OoJtaabl



mailto:drugsafety.cis@novartis.com
http://www.ndda.kz/

YTBEPXJIEHA

[Ipuxa3zom Ipeacenarens

PI'Y «KomureT MEIUIIMHCKOTO U
(dbapManeBTUYECKOTr0 KOHTPOJIS
MuHuCcTEpCTBA 3PaBOOXPAHECHUS
Pecriyonuku Kazaxcran»

oT «04» mronsa 2022 r.

Ne N053938

OBIIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

v JlekapcTBeHHBINM IpenapaT IMOMJIEKUT JONOJIHUTEIBHOMY MOHHUTOPHUHIY, KOTOPBIN
CIOCOOCTBYET OBICTPOMY BBISIBJICHHUIO HOBBIX CBEJCHMH O 0€30macHOCTU. DTO MO3BOJUT B
KOPOTKHI CPOK BBISIBUTH HOBYIO HH(OpMaluio o 6e3onacHocT. O6pariaeMcsi K pabOTHHKaM
CHCTEMBI 3[JpaBOOXPaHEHHUs C IPOCHOOI cOOOIIATh O JIIOOBIX 10103PEBAEMBIX HEXKEIATEIbHBIX
peakuusax

1. HAUMEHOBAHHUE JTEKAPCTBEHHOI'O IMIPEITAPATA
Kuckanu, 200 mr, TabJIeTKH, MOKPHITHIEC INIEHOYHONW 000JI0UKOM

2. KAUYECTBEHHBIN U KOJJMYECTBEHHBII COCTAB

2.1 Obmree onucanue

PuGonukimba cykimHar

2.2 KauecTBeHHBIN U KOJMYECTBEHHBIN COCTAB

Onna TabneTka COAEPIKUT

akxmueHoe eujecmao - pubonukInba cykuunara, 254,40 mr (3xBUBalieHTHO pudonukInoa, 200
MT).

s6cnomozamenvhble gewyecmsa. neuutul coesbiil (E 322) 0,344 wmr.

[TonHbIN IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB CM. B MMyHKTE 6.1.

3. JJEKAPCTBEHHASA ®OPMA

TalneTku, MOKPHITHIE INICHOYHOIH 000JI09KOI

Tabnerku Kpyrion GOpMBI, ¢ H30THYTON MOBEPXHOCTHIO, ¢ (haCKOM, TOKPHITHIC TJICHOYHON
000JI0YKOM CBETIIOr0 cepoBaTo-(hroseToBOTO 11BETa, ¢ rpaBupoBKoil «RIC» Ha oHOI cTOpOHE
u «NVR» Ha apyroii cropoHe, AuameTpoM mpuom3uTensHo 11.1 MM,

4. KJIMHUYECKUE JAHHBIE

4.1 Iloxa3aHusl K IPMMEHEHUIO

- JUIs JIEYEHUs KEHIIMH C TOJI0XKUTENbHBIM 10 FTOpMOHANIBHBIM penentopaMm (HR+)

U OTPHULATENIBHBIM I0 PELENTopy 3MUIepMaIbHOrO (akTopa pocTa 4YeloBeKa 2-ro THUIA
(HER2-) pactipocTpaHeHHBIM HJIM METACTATUUECKUM PAKOM MOJIOYHOM JKeJ1e3bl B KOMOMHAITUHT
C MHTHOUTOPOM apoMaTa3sbl WK (yJIBECTPAHTOM.

- JUIs JICYCHHs JKEHIIMH B IIPe- WIM NEPUMEHONAy3€¢ B KauyeCTBE DHIOKPUHHOW TEpalnd B
COYETaHUM C arOHUCTOM PHJIM3UHT-(aKTopa JoTenHu3upyromiero ropmona (LHRH).

4.2  PexuM 103UPOBAHUSA M CIIOCO0 NPUMEHEHHUS

Jleuenue ¢ npuMeHeHueM npenapaTta Kuckanu cienyer npoBOANUTh TOJIBKO MO HAOII0AEHUEM
Bpaya, UMEIOIIET0 OIBIT Pa0OTHI C MPOTUBOOITYXOJIEBBIMH IpEMapaTaMu.

Pesxxum 1o3upoBaHus

Pexomennyemas nosa npenapata Kuckamm s npuema BHYTpb coctaBisgieT 600 mr (tpu
Ta0JICTKH, MOKPBIThIC TJICHOUYHON 0005104K0#, o 200 Mr) puborukimba OauH pa3 B CyTKH
MIOCJIEI0BATENIbHO B TeueHUe 21 1HA, ¢ MOCIEOYIOUMM MEpephIBOM B MpHEME MpenapaTta B



TeUeHHE 7 JHEH, B pe3ysibTaTe MOJHBIA LUK cocTaBigeT 28 nHeil. Tepanuio npenaparom
IPOJIOJDKAIOT JI0 TEX 0P, OKA COXPAHSACTCS KIMHUYECKUN AP PeKT MO0 MoKa He pa3oBhETCS
HenpuemsemMasi TOKCUYHOCTb.

Kuckanu crnenyer nmpuHMMarh OJHOBPEMEHHO C JIETPO30JOM B 7103€ 2,5 M WIH JAPYTUM
WHTHOMTOPOM apoMartasbl, 0o ¢ ¢ynBecTpanToM B 103¢ 500 mr.

Korma Kwuckanum npuHUMaroT B KOMOMHALIMM C HMHTHOUTOPOM apoMaTasbl, MHTHOUTOD
apomaTtasbl cielyeT NMPUHUMaTh BHYTPb OJHMH Pa3 B CYTKH B TEUEHHUE BCEro 28-THEBHOTO
muKia. JlomonHUTENnbHYI0 HMHGOPMAIMIO CM. B KpPaTKOM XapaKTEepUCTHKE HMHTHOUTOpa
apoMaTtasbl.

Korna Kuckanum npuHMMaOT B KOMOWHAIMM C (YJIBECTPAHTOM, (YIBECTPAHT BBOIST
BHYTpUMBIIIEYHO B JHHU 1, 15 m 29 um pa3 B Mecsdr mnocine 3Toro. JonmoaHUTETbHYIO
uHOpMaLHIO CM. B KpaTkoi xapakrepuctuke npenapata (KXII) na ¢ynBectpanr.

B eyenuwe JKEHIIMH B TEpUOA TPEIMEHONAy3bl U IEPUMEHONAay3bl OJ00PEHHBIMU
KoMOuHamMsiMu  mperapara  Kuckanu — Takke — CleAyeT  BKJIIOUYUTh  arOHHUCTHI
JIOTEUHU3UPYIOIIET0 PEIU3UHI-TOPMOHA B COOTBETCTBUM C MECTHOM KIMHUYECKOU
IIPaKTUKOM.

Kuckanu MOXKHO MpUHUMATh BO BpeMs WJIM BHE mpuema nuiu (cM. pasaen 4.5). [larmeHnTs
JOJKHBI IPUHUMATh Ha3HAYCHHBIE JI03bI €KEeTHEBHO MPUOIM3UTENIFHO B OHO U TO K€ BpeMs,
MPEIOYTUTENBHO YyTpOoM. B citydae pBOTHI 1ociie nmpuemMa mpernapaTa Wid MpoIycka npuema
JIOTIONIHUTEBHYIO 03y IIpernapara B 3TOT AEHb NPUHMMATh He cieayeT. Clenyrolyro
Ha3HAYCHHYIO 103y CJeIyeT MPUHATH B OOBIYHOE BPEMSI.

Koppexyus oosuposxu

Jlis KoppeKUMH TSHKENbIX WM HETEPEHOCHMBIX HEKeIaTeNbHBIX JIEKAPCTBEHHBIX peaklui
(HJIP) moxxer moTpeOoBaTbcsi BpEMEHHAsi OTMEHA, YMEHbIIIEHUE J103bI MU MOJHAs OTMEHa
npenapara Kuckamm. Yka3zanusi mjiss ymMeHbIIeHUs (ITPU HEOOXOAMMOCTH) PEKOMEHTyEeMOM
JI03bI TIPU HeXeNaTeIbHbIX JeKapcTBeHHbIX peakuusax (HJIP) nepeuncnens B Tabnure 1.
Tabmuma 1. Yka3zanus 1o peKOMEHIyEMOMY U3MEHEHHUIO J103bI

Kuckamm
Jlo3a KonudecTBo TabneTox 1mo
200 mr
HauganbHas mo3a 600 mr/cyTKHn 3
IlepBoe yMEHBIIIEHHUE 103BI 400 mr/cyTKun 2
BTopoe ymeHbllleHHEe 10351 200 mr */cyTKu 1
* Ecnu TpeOyeTcs nanbHeliee yMeHblueHne 1036l Hike 200 MI/cyT, ciiefyeT OTMEHHUTD Ipernapar.

B Ttabmunax 2, 3, 4 u 5 mpencTaBieHbl PEKOMEHIALMU 10 BPEMEHHOW OTMEHE MpueMa,
YMEHBIIEHUIO JT03bl WK IMOJHOW OTMeHe npernapata Kuckanu uisi KOppeKIMU OTAEIbHBIX
HJIP. IlpuHumas pelieHHe B COOTBETCTBUU C KIMHMYECKOM CHUTyalueH, Jieyalluil Bpay
JIOJDKEH PYKOBOJICTBOBAaTbCA IUIAHOM BEACHMUS KaXXJIOro MalleHTa ¢ y4eTOM OLEHKH
COOTHOIIIEHUS TIOJIB3bI/PUCKA B KAXKJIOM UHIMBUYaIbHOM cirydae (cM. paznen 4.4).

[Tepen Hauanom nedeHus npemaparom Kruckanm HeoOX0auMO MPOBECTH OOITUH aHAIN3 KPOBU
(OAK). Ilocne nauanma neuenust mpemnaparoMm Kuckammu ciemyer koHTponupoBatb OAK
KaKJple 2 HENeNW B TEUECHHE MEPBBIX 2 IMKJIOB, B Haydaje KaXXJOro u3 mnocieayrommx 4
[UKJIOB, 3aTE€M I10 KIIMHUYECKUM MOKa3aHUSIM.

Tabmuma 2. i3mMeHeHne 10361 1 TPUMEHEHUE TPH HEUTPOTICHU U

Crenenp 1| Crenenn 3 * CreneHb 3 * | CreneHnp 4 *

nnu crenens | (AKH ¢bebpunpHas (AYH <500/mMmM3)
2% 500 — <1000/m | meriTponieHus * *

(AKH M)

1000/mm® —

<HI'H

(HYOKHSS




rpaHuIa

B TOH K€ J103€.
Ecan
TOKCUYHOCTh
BHOBb
YCWJIWIIACh 10
3-ii  cremneHwu,
NpepBaTh
pueM
Kuckamm
BILJIOTH bi (o)
BOCCTaHOBJICHU
a1 go <2-#
CTEIICHU, 3aTeM
BO300HOBUTH
MpUeM B JI03€,
YMEHBIIEHHON
Ha | ypOBEHb.

B J103¢€,
YMEHBIIEHHON
710 CIEIYIOUIETO
YPOBHSL.

HOPMBI)
Heiitponenust | Koppekuust | Bpemennas Bpemennas Bpemennas
7103bl B TAKUX | OTMEHA 710 | OTMEHa OTMEHa
CIIyqasix BOCCTAHOBJICHHSI | JI0 BOCCTAHOBJIEHHU | /10 BOCCTAHOBJICH
He Tpedyercs | 10 <2-if cTeneHw. | 1 10 <2-i CTeneHu. | us A0  <2-i
Bozo6HoBnenne | BozoOHoBieHHE CTETEeHH.
npuema Kuckanu | npuema Kuckanu | Bo3o6HOB1eHNE

npuema Kuckanm
B J103€,
YMEHBIIIEHHON

JI0 CJIEYIOLIETO
YPOBHSI.

* I'panmanus crenenu TokcnyHoct cortacHo CTCAE 4.03 Bepcunt CTCAE (O0uiast TepMUHOJIOTHS KPUTEPHECB
JUTS HE)KEJTaTENbHBIX SIBIICHHH ).
** Heltrporienus 3-i cTENEHU ¢ €MMHCTBEHHBIM 3MH30,10M Juxopaaku > 38,3 °C (wiu Beinie 38 °C B TeueHne
Oonee yaca W/WiIv OJTHOBPEMEHHO ¢ WH(EKIIHEH).
AYH = abcomoTtHoe yncio Heiitpodmitos; HI'H = HuxHSS TpaHUIA HOPMBI.

[lepen nauanom nedeHus: npenapatom Kuckamum HEoOXOIMMO NMPOBECTH (DYHKIMOHAIbHBIC

TCCTBI ITICUYCHU

(DTII).

ITocae

Hayayma JiedeHus npemapatoMm Kuckamu

ciemyer

KOHTpoMpoBaTh pe3ynbrarel @TII kaxaple 2 Heenu B TEUEHUE NEPBBIX 2 IUKIJIOB, B HaYaje
KQKIO0ro M3 MOCIEAYIOMUX 4 NUKIOB, 3aTEM IO KIMHUYECKUM IMOKazaHuAM. [Ipu Hannuumn
NaTOJIOTUYECKHX SIBJICHUHN >2-1 CTETIEHU TSKECTU PEKOMEHIyeTcs 00Jiee YacThlii KOHTPOJIb.
MMEHEHUE MPH renaroOuIMapHoil TOKCHYHOCTH

Tabmuua 3. M3sMeHeHne 0036l U 11

Cremnens 1 *

Cremnens 2 *

Crenens 3 *

Crenens 4 *

CTCIICHU

TOKCUYHOCTH 3-U

(>BI'H — (>3 m05xBI'H) | (>5m020xBI'H) | (>20 x BI'H)
3 x BT'H)
[Tosbiienn | Koppekuust Ucxongno — <2-ii| Bpemennas [Ipekpatute
e ACT | no3sl CTETIEHH. ormeHa Kuckamu | npuem
u/umu  AJIT | He TpeOyetcs. | Bpemennas JI0 BOCCTaHOBJICH npenapara
o OTMEHa us 10 <ucxoanoit | Kuckanm.
CpPaBHEHHIO 710 BOCCTAaHOBJICHH | CTETMIEHH,  3aTeM
C UCXOIHBIM 1 10 < HCXOAHOH | BO3OOHOBIEHUE
ypoBHEM** CTENEHW,  3aTeM| MmpuemMa B J03e€,
0e3 yBenuye BO300HOBJICHHE YMEHBIUICHHOM
HUS 0011ero npuema Kuckanu B| 70 ciexyromniero
ounmpyOuH TOM K€  J03€.| ypPOBHS.
a BbIIIE [Ipu pazButumn [Ipu moBTOpHOM
2 xBI'H TOKCUYHOCTU 2-1 | pa3BUTHUU




BO300HOBUTH CTCIICHHU, IIpPUEM
npuem Kuckamu B| Kuckanu crnenyer
1o3e, OTMECHUT.
YMEHBIICHHON
70 CIETYIOLIETO
YPOBHS.

Ucxomuo = 2-1
CTEIEHb.

He MpephIBaTh
MIPUEM IMpernapara.

Couerannoe | Ecnu aktuBHocTh AJIT u/mmun ACT Bo3spactaer 1o yposHs >3 x BI'H Hapsiny
MOBBIIICHHUE | C YBEJIMUEHUEM KOHIIEHTpaIuu obmiero Ounmupyomna >2 x BI'H, mpemapar
ACT w/unu | cnenyer OTMEHUTh, HE3aBUCHMO OT MCXOHOM CTEICHH.

AJIT
BMECTE

C YBEIMYEH
uem
KOHIIEHTpaLl
UM o0IIero
OnnMpyOorH
a npu
OTCYTCTBUH
xoJsecrasza

* I'paganust creniern TokcnaHocTH corsmtacHio CTCAE 4.03 Bepcun CTCAE (O6mmast TepMHHOJIOTHSI KPUTEPUEB
JUTSL HEXKEAaTeIbHBIX SIBICHUN).

** VIcXOMHBIA yPOBEHBb = JIO HaYasa JICUCHHUSI.

BT'H = BepxHsis rpaHuIia HOPMBL.

Mo navana neuenus npemnaparom Kuckamu Heooxoaumo caenatrs DKI'. [locne Havana nedeHus
nosropuyto OKI' cienyer mpoBoauTh NMpuOIU3UTENbHO Ha 14-i J1eHb mepBOro IMKIA U B
Hayaje BTOPOro LMKJA, Jajgee — IO KIMHUYECKUM IOKa3aHWAM. B ciydae ynnuHeHus
untepBasia QTcF Bo Bpemst neueHust pekoMeHayeTcs 6osee yacTelii KOHTpob DKI.

Tabmuia 4. VizmMeHeHue 10361 1 TPUMEHEHUE NIPH YJIMHEHUH nHTepBasia QT

Ha OKT 1. Bpemennas ormena npenapara Kuckanu.

QTcF >480 mc 2. Ecnn ynnunenue nnarepBana QTcF ymenpmmiocs 1o <481 mc,
clielyeT BO30OHOBUTD JICYEHHE B J]03€, YMEHBUICHHOHN 710 CIEAYIOLIEro
YPOBHS.
3. Ecnu unrepBan QTcF BHOBB yBenuuwmiics ao >481 mc, cienyer

BPEMEHHO OTMEHUTh IpueM mpenapata [0 ymeHblieHus QTcF
1m0 <481 mc; 3aTem cieayeT BO300OHOBUTH mpuem Kuckamu B 1mo3e,
YMEHBIIECHHOH JI0 CIEAYIOIIEr0 YPOBHSI.

Ha OKT" Ecnu unrepBan QTcF npesbimaer 500 Mc, BpeMEHHO OTMEHUTE IIPUEM

QTcF >500 mc Kuckanu no ymenbmenus wuHTepBaia QTcF <481 mc, 3atem
B0300HOBHTE TpueM Kuckanu B 103€, yMEHBIICHHOM 710 CIIEAYIOIIETO
YPOBHSL.

Ecimn nponomxurensHocts uHTEpBana QTcF mpesbimaer 500 mcek
WM HAOJII0TaeTcsl TPOJIOHTUpOBaHue Oonee dyem Ha 60 Mcek Mo
CPaBHEHHUIO C UCXOJHOW BEJIMYMHOM B COYETAHUU C apPUTMHUEN THUIIA
CTIHUPYIT» WM MOTUMOPPHON KETYTOUKOBOW TaxWKapAUeH W/Win
CUMIITOMaMU CEPbE3HON apUTMHH, CIEAYEeT OKOHYATEIIbHO OTMEHUTh
Kuckanu.




Tabmuma 5. I3MeHeHne [036 W TPUMEHEHHWE TPH HHTEPCTUIHAIBHBIX 3a00JIEBaHUSIX
JIETKUX/ITHEBMOHHUTA

HNurepcrunuanbubie | CTeneHb 1* | Crenenn 2* | Crenesp 3 wiu 4 *
3a00/1eBaHUs (6beccMMITOMHBIN) (CMMIITOMHBIN) (TSKEIBIN)
JIETKUX/ITHeBMOHMT | Koppekuus 10361 He | Bpemenno [Ipekpatute mnpuem

tpeOyercs. Haunwure | mpekpatutes mpueM | npenapata Kuckamm.
COOTBETCTBYIOLLYIO npemnapara

MEINKAMEHTO3HYIO 710 BOCCTaHOBJICHHS
TEepaIuio u| mo<l-i  cremeHwy,
MIPOBOJNTE 3aTeM BO300HOBUTH
MOHHUTOPHUHT npueM Kuckamu B
B COOTBETCTBUU 7103€, YMEHBIIICHHON
C KIIMHUYECKUMHU 710 CIIEAYIOIIETO
MOKA3aHUSIMH. ypoBHs. **

* I'papanms crenienu Tokcuanoctu cornacHo CTCAE Bepcuu 4.03 (CTCAE = OO1ast TepMUHOJIOTHS KPUTCPHUCB
JUTS. HE)KEJIATEIBHBIX SBIICHUI).

** Tlpum paccMOTpEeHHH BOmpoca O BO300HOBICHHMM Kuckanum cieiyer MpPOBOAWTh WHAWBUAYAIGHYHO OLICHKY
I10JIb3BI U PUCKA.

Tabauna 6. Mi3MeHneHue 103bl U IPUMEHEHUE IPU IPYTUX IPOSIBICHUSIX TOKCUYHOCTH ™

Hpyrue nposienenus | Crenenp 1 wm | Crenenp 3 * * Crenenn 4 * *
TOKCUYHOCTHU cTemenp 2 * *
rpernapara Koppekuust no3el He | Bpemenno IIpexpature npuem

Tpedyercs. Haunute | mpekpaTtuTh mnpueMm | mpemapara Kuckamu.
COOTBETCTBYIOILYIO npernapara

MEIUKaMEHTO3HYIO JI0 BOCCTAHOBJICHUS
TEPAIUIO u| go <l-u CTCIICHHU,
MIPOBOJIUTE 3aTeM BO300HOBHUTH
MOHUTOPHHT npueM Kuckanu B
B COOTBETCTBUU TOoH e no3e. Eciom
C KJIMHUYECKUMU BHOBb pa3BUBAETCA
MMOKa3aHUSIMHU. TOKCHYHOCTD 3-i
CTEIIEHH,

BO300OHOBHUTE TPHEM
Kuckamm B fgo3se,
YMEHBIIIEHHON

710 CJIEYIOLIETO
YPOBHSI.

* 3a HCKIIIOYEHHEM TI'€MaTOJIOIMYECKOW TOKCHYHOCTH, TeNaTOOMIMapHOW TOKCHYHOCTH W NPOJIOHTMPOBAHUS
nntepBana QT ¥ MHTEPCTUIMATIBHBIX 3200JICBaHNH JICTKUX/THEBMOHHTOB.

** I"'papgauust crenenu TokcuuHoctu corsacho CTCAE Bepcun 4.03 (CTCAE = O0mast TepMUHOJIOTHSI KPUTEPHEB
JUTSL HeXKETIaTeNIbHBIX SIBICHUH).

B ciyuae nposiBieHHs TOKCHYHOCTH Mpernapara cM. peKOMEHAALNU, KaCaloLUeCs] KOPPEKIIUU
03Bl TIPU OJTHOBPEMEHHOM IMpHEeMe WHTHOWTOpa apomarasbl, QyJIBECTpaHTa WM arOHHCTA
LHRH, u npyryto cooTBeTCTBYIOITYI0 HHpOpMaruio 1o 6e3omacHoct B KXII.

Usmenenue 003wt npu ucnoavzosanuu Kuckanu c cunvnvimu uneubumopamu CYP3A4
Cnenyet u3beratb OJHOBPEMEHHOI'O MCIONb30BaHUs Kuckamu ¢ CHIBHBIMU MHTHOUTOpaMHU
CYP3A4. Cnenyer paccMOTpPETh  BO3MOXHOCTh  NPUMEHEHUS  albTEPHATHUBHOTO
COMYTCTBYIOIIETO JICUEHUSI C MUHUMAJIbHBIM MHTHONpYtomuM AeiictBueM Ha CYP3A4. [lpu
HEOOXOIMMOCTH OJHOBPEMEHHOTO MpHMeHeHUs cuibHoro unruouropa CYP3A4 nosy
Kuckanmu cnenyer ymeHsmuthb 10 400 Mr oiuH pa3 B CyTKH (cM. pazaen 4.5).



VY manueHToB, KOTOPHIM YMEHBIIWIH 103y puOomukianda g0 400 Mr oguH pa3 B CyTKH U Y
KOTOPBIX HEBO3MOXXHO HM30€XaTb OJHOBPEMEHHOTO MCIONb30BaHMs KHckamu ¢ CHIIbHBIMU
uaruoutopamu CYP3A4, no3a ymensinaercs emie Ha 200 mr.

VY nanmMeHToB, KOTOPBHIM YMEHBIIWIHN 103y puOouukianbda 10 200 Mr oguH pa3 B CyTKH U y
KOTOPBIX HEBO3MOXKHO HM30€KaTh OJHOBPEMEHHOIO HCHOJb30BaHus Kuckaiu ¢ CHIbHBIMU
unruouropamu CYP3 A4, neuenue npenapatom Kuckanu ciemyer npepBaTh.

W3-3a MeXUHIMBUAYaIbHONW BapuabEeNbHOCTH, PEKOMEHIyeMasi KOPPEKLUs J103bl HE MOXKET
OBITh ONTUMAIBHOM JUISL BCEX MAI[MEHTOB, MO3TOMY PEKOMEHYETCsl THIATEIbHBIN KOHTPOJIb
NPU3HAKOB TOKCUYHOCTH. [Ipm oTmene cunpHOro uHrubutopa aozy Kuckamu cnemyer
U3MEHUTh (IIOCIE MHTEpBajia, COOTBETCTBYIOUIETO HE MEHEE 5 mepuojaMm IMOJIYBBIBEICHUS
cunbHoro uHTHOUTOpa CYP3A4) 1m0 1m03bI, KOTOpas HCIHOJIB30BANIach IEpe] HAdaaoM
npuMeHeHus cuiibHoro uHruouropa CYP3A4 (cm. pasnenst 4.4, 4.5 u 5.2).

Oco0ble rpynnbl NaMEeHTOB

Hapywenue ¢pynxyuu novex

VY manuMeHToB ¢ JIETKUM UM YMEPEHHBIM HapylleHHeM (YHKIUHU MMOYeK KOPPEeKLHs A03bl He
Tpebyercs. PekoMmenayemas HadanmbHas 1032 Ui MAIMEHTOB C TSKEIBIMUA HAPYIICHUSMH
bynkumum moyek coctaiser 200 mr. [Ipumenenue npenaparta Kruckanm y marueHToOB ¢ pakoM
MOJIOYHOMH 7KeJIe3bI U TSKEIBIM HapylIeHHeM (pyHKIIMHU OYeK He HCCIeI0BATIOCh (CM. pa3aeibl
4.4,51u5.2).

Hapywenue ¢pynkyuu nevenu

Ha ocHoBanum (apMakOKMHETHYECKOIO HCCIEIOBaHUS C Y4YacTHEM  3J0POBBIX
JNOOpPOBOJIBIIEB U UCIIBITYEMBIX, HE CTPAJalOIUX 3JI0KAYECTBEHHBIM 3a00JI€BaHUEM, C
HapylIeHHUeM (QYHKIMM TeYeHU He TpeOyeTcs KOPPEeKUHs 103bl Y MalUEHTOB C JIETKUM
HapymieHneM (QyHKuuu neueHu (kiacc A mo mkane Yaiina-Ilsio). Y mnanueHToB ¢
ymepeHHbIM (ki1ace B mo mkane Yaitna-I1p10) u TsoKeTbIM HapyiieHneM GyHKIUHA TTeYeHN
(xknacc C mo mkane Yaina-I1p10) MOTyT OTMEYaThCsl MOBBIIEHHBIE YPOBHU pUOOLUKINOA
(MeHee yeM B 2 paza), peKoMeHIyeTcst HauainbHas j103a 400 mr npenaparta Kuckanu onun pa3

B CyTKH. Kuckany He M3yuyeH y MalUeHTOB C PaKOM MOJIOYHOM JK€Je3bl C YMEPEHHBIM U
TSDKETBIM HapyIIeHrneM (QyHKIMH IeueHu (cM. pazaen 5.2).

Tayuenmsoi 0emckozo 6o3pacma

besonacHocth U 3¢ dexkruBHOCT, Kuckamm y agereid m moapocTkoB miaame 18 yer He
ycTaHoBjieHa. HeT naHHBIX.

Toowcunvie nayuenmaol

Koppekius 10351 y nmaneHToB cTapiie 65 net He Tpedyercs (cM. pasnen 5.2).

Cnoco0d npumMeHeHust

Kuckanu cnegyer npuHUMaTh BHYTPb OJUH pa3 B CYTKH B OJIHO U TO K€ BpEMS €XKEIHEBHO C
numied wim 6e3. Tabmerku mpemnapata Kuckamu ciemyeT mporiaThiBaTh IEIMKOM, HX HE
ClIelyeT pa3KeBbIBATh, pa3jlaMbIBaTh WM M3MENbUaTh Mepes NmporiareiBaHueM. He cienyer
OPUHUMATh BHYTPb TalOJIeTKH, KOTOpBIE pAa3jiOMaHbl, HMEIOT TPEIIUHbl WM HHbIE
HOBPEXKACHHUS.

4.3 IlporuBomoxkaszaHus

- TloBblmieHHass YyBCTBHTEIBHOCTh K AaKTHBHOMY BEUIECTBY Tpenapara WIH K
BCIIOMOT'aTCIIbHBIM BCIICCTBAM, IICPCUHUCIICHHBIM B pa3JiCcjIic 6.1

- [ToBbITIIEHHAs! YyBCTBUTENBHOCTD K apaxucCy H COe

4.4 Oco0ble yka3aHUusl 1 MepPbl PEeI0CTOPOKHOCTH NPH NMPUMEHEHUH

Kpumuueckoe 3abonesanue 6HympeHHux op2anos

D¢ hekTUBHOCTL U 0€30MaCHOCTh MPUMEHEHHS PHUOOIMKINOA Yy MAIMEHTOB C KPUTHUYECKUM
3a00JieBaHHEM BHYTPEHHUX OPTraHOB HE N3YYaIIUCh.

Heumponenus

C y4eToM CTETeHH TSKECTH HEHTPONIEHIH MOXKET OTPeOOBaTLCS BpeMEHHAsi OTMEHA IprueMa



npenapata Kuckanu, yMeHblIeHHE 103bl WM IOJIHAsS OTMEHA Ipernapara, Kak OMUCaHO B
tabnuue 2 (cm. pasnen 4.2 u 4.8).

T'enamobunuapnas mokcuyHocmo

[Tepen mawanmom nedeHus mnpemapatoMm Kuckamu HEoOXoauMo MpoBecTH (YHKIIMOHATIHHBIC
tecthl neuenu (DTII). [Tocne Havana gedeHust MPOBOAUTCS KOHTPOJb pe3ynbratoB OTII (cm.
paznenst 4.2 u 4.8).

C yderoM MOBBIIIEHUS TPaHCAMHUHA3 MOXXET MOTPeOOBaThCA BpEeMEHHas OTMEHa IMpuema
npernapata Kuckanu, yMeHbIIEHHE 103bl WM TOJIHAS OTMEHA Ipernapara, Kak OMUCaHO B
tabnuie 3 (cM. pasaen 4.2 u 4.8). PekoMeHganuu Jj1s1 TAIlMEHTOB C UCXOIHBIM MTOBBIIIICHHEM
ACT/AJIT > 3-if cTeneHn He yCTaHOBIICHBI.

Yonunenue unmepsana QT

B wuccnenosanmu E2301 (MONALEESA-7) yBenuuenne wuHTepBaia QTcF >60 mc or
UCXOAHOr0 ypoBHs HaOmoaanoch y 14/87 (16,1 %) nauuentos, npuHuMaBiunx Kruckanu riroc
tamokcuden, n'y 18/245 (7,3 %) nauneHnToB, npuHUMaBIINX Kuckanu 1miroc HeCTepOuaHbIH
uaruouTop apomataszbel (NSAI). Ilpenmapar Kuckamm He peKOMEHIyeTcsi NPUMEHSTh B
KOMOMHAaImu ¢ TaMmokcuderom (cm. pazaenst 4.8 u 5.1).

Jo nauana nedenus: Heooxogumo caenatbh OKI'. Jleuenune mpemapatom Kuckanm ciemyer
HA4YMHATh TOJBKO y nanueHToB co 3HadeHussMu QTcF menee 450 mcek. IloBTopHoe OKI -
UcclIeJoBaHUE TpeOyeTcsl MPOBOAUTH MPUOIU3UTENBHO Ha 14-i1 eHb MepBOro NHHKIA U B
Hayajie BTOPOro IMKJIA, 3aT€M B COOTBETCTBUU C KIIMHUYECKUMU MOKA3aHUSMU (CM. pa3/ielibl
4.2 u 4.8).

Crnenyer npoBOJUTh COOTBETCTBYIOIIMH MOHHTOPUHT COJEPKAHUS AJIEKTPOJIIUTOB (BKIHOYAs
KaJIni, KaiabIui, Gocdarsl 1 Marauii) B CBIBOPOTKE /10 Hayala JICUCHUsI, B Ha4aje MepBhIX 6
IMKJIOB U 3aT€M B COOTBETCTBHM C KIMHMYECKUMHU TOKazaHusMU. Jl0 Havalia JedyeHus
npenaparoM Kuckamnm, a Takyke BO BpeMst JIeueHUsI HE0OXO0IMMO MTPOBECTU KOPPEKIIUIO JTFOOBIX
OTKJIOHECHH.

Cnenyer wuzberaTh npuMeHeHHUs mnpernapara Kuckaim y mNanueHTOB € HAIUYUEM WU
3HAYMUTENIbHBIM PUCKOM IpojioHTupoBanus uureppaia QTc. Croa OTHOCSTCS MAIMEHTHI C:

. CHUHJIPOMOM IPOJIOHTUPOBAHHOTO MHTEepBana QT;

. HEKOHTPOJMPYEMBIM MU KIMHUYECKU 3HAYUMBIM 32a00JICBAaHUEM CEP/IIla, B TOM YHCIIE
nH(papKTOM MHOKapaa, 3acTOMHOW CEpACYHONW HEIOCTAaTOYHOCTHIO, HECTaOWIIHLHOMN
CTEHOKapuei u OpatuapuTMHeEH;

. WU3MEHEHHUEM COJIepKaHUs AJIEKTPOJIUTOB.

Cnenyer wu3beraThb NpUMEHEHHsS mpenapata Kuckaim ¢ JIeKapCTBEHHBIMH CPEIICTBAMH,
KOTOpBbIE CHOCOOHBI mMposioHTHpoBaTh uHTepBal QTc w/mnam ABIAIOTCA  CHUIIBHBIMU
unruouropamn CYP3A4, Tak Kak 3TO MOXET NPUBECTH K KIMHUYECKH 3HAYUMOMY
nposonrupoBannio uHTepBaiga QTcF (cm. pasmensr 4.2, 4.5 u 5.1). Eciu Henb3st OTMEHUTH
npueM cuibHbIX HHTHOuTOpoB CYP3 A4, Heo6Xx01uMo yMeHbIIUTH 103y 70 400 Mr onuH pa3
B CyTKH (cM. pa3zaensl 4.2 u 4.5).

Ecnu nabmromaercs mpononrupoBanue wHTepBaia QT, mMoxker morpeOoBaThCS BpeMEHHas
OTMEHa IIpHeMa, yMEHbIIIEHUE 103bl UJTU MOJIHAasi OTMEeHa npenapara Kuckanu, kak onucaHo B
tabnuue 4 (cm. pasaensl 4.2, 4.8 u 5.2).

Taoicenvle KodcHbIE peakyuu

Tokcuueckuit smuaepmanbubelii  Hekponu3 (TEH) Obut  3apeructpupoBaH Ipu  JICUCHUH
npenapatoM Kuckamu. Ecnu mosBASIOTCS MPU3HAKM M CHUMIITOMBI, CBUIETEIbCTBYIOIIHE O
CEpPBE3HBIX KOKHBIX PEAKIUSIX (HAPUMED, IPOTPECCUPYIOIIAs POTPECCUPYIONIA KOXKHAS ChITb,
YacTO C BOJIIBIPSIMUA WJIM MOPAXKEHUSIMH CIM3HCTON 00o0yiouku), mpemnapar Kuckamu cremyer
HEMEJIEHHO PEKPATUTh.

Coolmanoch 0 ciay4asx HWHTEPCTUIMAIbHBIX 3a00J€BaHUSAX JIETKUX / THEBMOHHTA IpU
npumeHeHnn uHruouropos CDK4 / 6, Bxmouas mpenapar Kuckamm. B Tpex KiMHHUUeCKHX
uccnenoBanusax ¢asel [II (MONALEESA-2 [A2301], MONALEESA-7 [E2301-NSAI] u
MONALEESA-3 [F2301]) coo0mmanocs 00 HHTEPCTUIMATBHBIX 3a00J€BaHUN JIETKUX (JTF00ast



crenensb 0,3%, Bxmouas 0,1% crenens 3) B rpynme jgeuenus npenapatom Kuckamu, 6e3 ciaydaes
B Tpymme jeueHus 1arne6o. Coodanock 0 MTHEBMOHUTE KaK B TPYIINAX JICYCHUS MPETapaToM
Kuckanu™, tak u B rpynmne ruiane6o (irobast crenens 0,4%, 6e3 crenenu 3 win 4 HU B OIHOU U3
TpyIII JICYEHUS]).

B 3aBHCHMOCTH OT CTETICHHU TSKECTH MHTEPCTULIMATBHBIX 3a00JIEBAHUH JIETKUX / THEBMOHHTA,
KOTOPBI MOXKET MPUBECTH K JIETATBHOMY HCX01y, KHckaiu MokeT moTpeOoBaTh MpephIBaHus,
YMEHBIIICHUS WM OTMEHBI 103bl, Kak omnrcano B Tadmwuie 5 (cM. Paznen 4.2).

[TaniueHTOB ciielyeT KOHTPOJUPOBATH HA IPEAMET JIETOUHBIX CUMIITOMOB, YKa3bIBalOIIUX Ha
UHTEPCTUIMANbHBIE 3a00JieBaHUSl JIETKMX / THEBMOHHUTA, KOTOpPbIE MOTYT BKJIIOYaTh
TUIIOKCHIO, Kalllelb U OABIIIKY, @ U3MEHEHHUE J03bl CIEAYET NMPOBOAUTH B COOTBETCTBUM C
tabnureit 5 (cMm. Paznen 4.2).

Tlosviwenue ypo6us KpeamuHuHa 6 Kpou

Pubouukin® MoXeT BbI3BaTh IMOBBIINIEHWE YpPOBHS KpeaTMHHHA B KPOBHU: OH SIBIISIETCS
MHTUOUTOPOM NOYEUHBIX TPAHCIIOPTEPOB TPAHCIIOPTEpa OpraHndeckux katnoHoB 2 (OCT2) u
OCJIKOM SKCTPY3WH JIEKapCTBEHHBIX mpernapaToB M TokcuHoB (MATEI). Dtm BemectBa
Y4acTBYIOT B aKTUBHOM CEKpELMH KpEaTMHUHA U3 NMPOKCUMAIIbHBIX KaHAJIBLEB (CM. pa3aeln
4.5). B cnyuyae noBBILIEHUS YPOBHS KpeaTHHUHA B KPOBU BO BpeMsl JICUEHUSI pEKOMEHYeTCs
NPOBECTH JONOJHHUTEIbHYIO OIEHKY (YHKIMH TOYEK, YTOObI MCKIIOUYHUTH HapylIeHHE
(GyHKIMH TTOYEK.

Cyocmpamuvr CYP3A4

PuGonukmu6 sBisiercst cunbHbIM HHTHOUTOpOM CYP3 A4 npu npueme npemnapata B 1o3e 600
Mr u ymepeHHsiM uHruouropom CYP3A4 npu npueme 400 mr. Tak, puOouukian® Moxer
B3aMMOJICICTBOBATh C JIGKAPCTBEHHBIMU MIperapaTamMH, KOTOpbIE METaOOIH3UPYIOTCA C
nomotsio CYP3A4, uro MOXeT IpUBECTH K MOBBIIIEHHBIM YpOBHsM cyocTpaTtoB CYP3A4 B
CBIBOPOTKE (cM. pasnen 4.5). PekoMeHIyeTcsi ¢ OCTOPOXXHOCTBIO TPHUMEHSTH Ipenapar
OJTHOBPEMEHHO C 4yBCTBUTENbHbIMU cyOcTparaMu CYP3 A4 c y3kuM TepaneBTHYECKUM
uHAeKcOM. PekoMeHIanuu no ofHOBPEMEHHOMY MPUMEHEHUIO Mpernapara ¢ HUHruOuTopaMu
CYP3 A4 cm. B KXII Ha apyroii npenapar.

Hapywenue ¢pynkyuu novex

[Ipn npumeHeHnn pexkomMeHayemMol HauyanbHOM 103bl 200 Mr y DHAIMEHTOB C TSDKEIBIM
HapylnieHneM (QyHKUHU TOYEeK AKCIO3UIHS, MO OLEeHKaM, OyJeT mpubausutenbHo Ha 45%
HWKE DKCIIO3ULUH, JIOCTUTaeMOW MpU INPUMEHEHUM CTAHAAPTHOM HA4YaJlbHOM JO03bI Yy
MAIMEHTOB C HOpMaAJIbHOH (pyHKIKEH mouek. D HeKTUBHOCTH MpenapaTa Mpu UCHOIb30BaHUU
B 9TON HAa4YaJbHOH J03€ HE N3ydanachk. Y NAIlMEHTOB C TSHKEJIBIM HapyIIeHuEM (QYHKIMU TOYEK
NPUMEHSTh MpernapaT cieayeT C OCTOPOXKHOCThIO; KpOME TOT0, HEOOXOJWMO TIIATENbHO
OTCIIC)KUBATH MPU3HAKA TOKCUIHOCTH (CM. pasznensl 4.2 u 5.2).

Kenuwunvt 0emopooHo2o 803pacma

Kenmunam neTopogHOTO Bo3pacTa BO BpeMs npuema npenapara Kuckanu u He Mmenee 21 nHs
nociie TpUeMa IMOCIeIHEe J03bl CleqyeT PEKOMEHJI0BaTh HUCHOJIb30BaTh A (EKTUBHbBIE
METO/Ibl KOHTpauenuuu (cM. pazzaen 4.6).

Coesvlil 1eyumun

Kuckanu conepkuT coeBblid jienUTUH. [lallieHThl C MOBBIMIEHHONW YyBCTBUTENBHOCTBIO K
apaxucy Wi coe He JOJKHBI MPUHUMATH npernapaT Kuckamu (cM. pasaen 4.3).

4.5 B3auMmopgeiicTBHS ¢ APYIMMH JIEKAPCTBEHHBIMU INpenapaTtaMv W JApPyrue BHUbI
B3aUMOJAeHCTBUSA

Jlexapcmeennvle npenapamsl, Komopuvle MO2Ym Y8eIudusams KOHYeHmpayuo puboyuxiuda 6
niasme

OcHOBHBIM (hepMEHTOM, O00ecTIedrBaOIMUM MeTaboau3M pudonukinoa, ssiusercs CYP3A4.
Tak, jekapCTBEHHbIE Mpenaparbl, KOTOPbIE MOTYT TMOBJIHATH Ha aKTUBHOCTh (epMEHTa



CYP3A4, mMoryT n3mMeHUTh (PapMaKOKWHETHUKY PUOOIMKINOA. Y 3I0pPOBBIX JOOPOBOJIBIICB
OJIHOBPEMEHHOE NpuMeHeHue cuiibHOro uHaykropa CYP3A4 puronasupa (100 mr B cyTkH B
teueHnue 14 mueit) ¢ puborukimaoM (400 mr B cyTku) npuBoauiio K yBenudeHuro AUCinru
Cmax pubonukmuba B 3,2 u 1,7 pa3a COOTBETCTBEHHO IO CPaBHEHUIO C IMPHUMEHEHHEM
pubommkau6a (400 mr) B MmoHOTEepanuu. Cmax 1 AUCst LEQ803 (ocHOBHOTO MeTabonuTa
pubonmkmuba, cocraBustoniero MeHee 10 % OKCIO3UIMKM  HMCXOJHOTO  BEIIECTBA)
yMeHbIanuch Ha 96 % u 98 % cooTBETCTBEHHO.

Crnenyer u3beratb OIHOBPEMEHHOTO HCIOJIb30BaHUA CHUIBHBIX HHruoutopoB CYP3A4,
BKJItOYasi (HO HE OTpPaHUYMBAsACH) CJENYyIONIME Mpenaparbl: KIApUTPOMULIMH, WHAWHABUP,
UTPAKOHA30J1, KETOKOHA30J1, JONMHABUP, PUTOHABUD, HE(a3010H, Hel(UHABUD, T03aKOHA30,
CaKBUHABHp, TeJANPEeBHUp, TEIUTPOMHULIMH, BeparmaMui M BOpPUKOHa30s (cM. pasnen 4.4).
Heo6xoauMo paccMOTpeTh BO3MOXKHOCTH OJHOBPEMEHHOTO MPUMEHEHHUS albTEePHATUBHBIX
JIEKapCTBEHHBIX CPEJICTB C MEHEE BBIPAKEHHOW crocoOHOCThI0 MHTHOMpoBaTh CYP3A4 u
KOHTpOJMpoBath y nanuentoB HJIP, pa3BuTtre KOTOPBIX CBA3ZBIBAIOT C IPUEMOM PHOOIMKINOA
(cm. pasznmensr 4.2, 4.4 u 5.2).

Ecnun ognoBpemenHoro npuema Kuckamum c¢ cunbHbiM uHrHOMTOpoM CYP3A4 n3bexarsb
HEBO3MOYKHO, TO CJIEAyeT YMEHbIIUTHh 103y Kuckanu cormacHo pazaeny 4.2. OnHako
KIIMHUYECKUX JAHHBIX 10 KOPPEKLMHU 3TOW JO3bl HE MMeeTcs. M3-3a MEXUHIUBULYAIbHON
Bapra0eIbHOCTH PEKOMEHyeMas KOPPEKLHs J03bl HE MOXKET ObITh ONTUMAIBLHOM ISl BCEX
MALMEHTOB, II09TOMY PEKOMEHIYETCsl TIATeNbHbld KOHTPoab HJIP, cBsA3aHHBIX ¢ mpueMom
pubouuknuba. [Ipu nposiBieHUsAX, CBSI3aHHBIX C TOKCHUYHOCTBIO Mpenapata Kuckamu, no3y
clieflyeT U3MEHHUTh WJIM BPEMEHHO OTMEHHTbH JICYEHHUE 0 Pa3peIleHUs] TOKCHYHOCTH (CM.
pasmenst 4.2 u 5.2). Ilpu ormene cwipHoro wHruoutopa CYP3A4 mocne wuHTEepBaia,
COOTBETCTBYIOILIETO HE MeHee 5 mepuonam noiyBbiBeaeHuss uHruOutopa CYP3A4 mpuem
npenapata Kuckanu cienyer BO30OHOBHTH B J03€, KOTOpas HCIOJIb30Balach IO Hayala
npuema cuiabHoOro naruoutopa CYP3A4.

MonenupoBanue (papMakKOKMHETUKH C HCIOJIb30BaHHUEM (PU3MOIOTHYECKH OOOCHOBAHHBIX
MoJeNiell MO3BOJIMIIO TPEAINONOXKUTh, YTO MpH mpueMe pudonukinba B mo3ze 600 mr
ymepeHHbId nHruouTOop CYP3A4 (3puTpOMHUIIMH) MOKET YBEIMUNUBATh Cmax B PABHOBECHOM
cocrossauu U AUC puboruknuba B 1,2 u 1,3 pa3a, COOTBETCTBEHHO. Y MAIMEHTOB, J03Y
pubommkauba st KOTOphIX yMeHblmmin 10 400 Mr oguH pa3 B CYTKH, OTMEYaIOCh
yBenuueHue Cmax B paBHOBecHOM cocTtossHuM U AUC pubommximba B 1,4 u 2,1 pasa
cootBeTcTBeHHO. [Tpu mpueme 200 Mr npenapaTta oAvH pa3 B CYyTKH YBEJIMUYEHUE COCTABUIIO
1,7 m 2,8 pasa coorBercTBeHHO. IIpu Hauane nedyeHHs JIETKUMU WIH YMEPEHHBIMU
uaruoutopamu CYP3A4 xoppekiun 10361 puOorukianba He Tpedyercsa. [lpu stom
pekoMmeHnnyercss KoHTposupoBaTh HIIP, pa3BuTMe KOTOpPBIX CBS3BIBAIOT C IPUEMOM
pubormkInoa.

[TanieHTOB crenyeT NPOMHCTPYKTUPOBATh O HEOOXOAMMOCTH H30eraTh yHOTpeOJIeHUs
rpedndpyToB WM rpedndpyToBOro coka. OTH TNPOLYKTHl SBIAIOTCS HWHTHOUTOpAMU
uzopepmenToB CYP3A4 11 MOTYT MOBBIIIATH SKCIO3ULNIO0 PUOOLMKIIHOA.

Jlexapcmeennvle npenapamol, KOMopwvie MOZYM YMEHbULAMb KOHYESHMPAayuio puboyuxiuoa 6
niasme

VY 3710pOBBIX TOOPOBOJIBIIEB OJHOBPEMEHHOE NMPUMEHEHHE cuibHOro mHAyKTopa CYP3A4
pudamnununa (600 mMr B neHb B TeueHue 14 mHeil) ¢ puborukiamaoM (600 Mr B J€HB)
npuBoAI0 K CHIDKEHUIO AUCint 1 Cmax puborukimba Ha 89 % u 81 % COOTBETCTBEHHO IO
CpaBHEHMIO C mpuMeHeHueMm pudouukianbdba (600 mr) B MmoHoTepanmuu. Cmax LEQS803
yBenuuwics B 1,7 pasza, a AUCinr ymenbmmics Ha 27 % cooTBETCTBEHHO. OJTHOBPEMEHHOE
IPUMEHEHHUE Npenaparta ¢ CUiIbHbBIMU MHAYKTOpaMu CYP3A4 MoKeT IPUBECTH K CHUKEHUIO
9KCIIO3ULIMU U, KaK CIIEJICTBUE, K PUCKY HeApocTaTouHOU 3 dextuBHOCTH. CrenyeT uzderarb
OJTHOBPEMEHHOT0 IpHeMa cuibHbIX uHAYKTopoB CYP3 A4, Brmowas ¢deHuTouH,
pudammnuimH, Kapbamaszenud u 3BepobOoi (Hypericum perforatum), HO HE OTPaHUYHBASCH
3TUM. ClleZlyeT pacCMOTPETh BO3MOKHOCTb IPUMEHEHUSI aJIbTEPHATUBHOT'O COIYTCTBYIOIIETO



JICYCHHUS] C MUHUMAaJIbHBIM HHTHOUpylomuM neiictBueM Ha CYP3A4 wim ¢ oTCyTCTBHEM
TAKOTO JEHUCTBUA.

Bozneiicteue ymepennoro wunHruburopa CYP3A4 nHa »skcmo3unuio pubonukinmba He
u3ydanocb. MopenupoBanue (apMaKOKMHETHKH C HCIOJIb30BaHUEM (DU3HOJIOTHYECKU
00OCHOBAaHHBIX MOJENiell TO3BOJIIET MPEANONOXKUTh, YTO HA3HAYEHHE YMEPEHHOTO
unruouropa CYP3A4 (a¢aBupeHIr) MOXKET IPUBECTH K YMEHBIIECHHIO Cmax B pABHOBECHOM
cocrossan U AUC pubormukiuba Ha 51 % u 70 % coorBeTrcTBeHHO. OIHOBpEMEHHOE
IpUMEHEHHE Ipenapara ¢ yMmepeHHbIMM uHAyKTopamu CYP3 A4 moxer npuBecTH K
CHI)KCHMIO SKCIIO3UIMU U, KaK CIEACTBHE, K PUCKY HEIOCTaTo4HON 3¢ deKkTuBHOCTH,
0COOEHHO y MalMEeHTOB, MOXy4YaBmNX pubouukaund B no3e 400 mr wim 200 Mr oguH pas B
CYTKH.

Jlexapcmeennvie npenapamvl, KOHYEHMPAyus 6 Niasme KOMOPbIX MONCEem USMEHAMbC NO0O
enusaHuem Kuckanu

Tak, pubouukanO, yMmepeHHbld wuiauM  cuwibHBId  uHrHOUTOp CYP3A4, MOxer
B3aMMOJICIICTBOBATh C JIGKAPCTBEHHBIMU IIperapaTaMH, KOTOpbhle METabONIM3UPYIOTCS C
nomouipbto CYP3A4, uro MOXET NPUBECTU K IOBBIIIEHHBIM YPOBHSM OJHOBPEMEHHO
MPUHUMAEMOTO JIEKAPCTBEHHOTO Mpenapara B ChIBOPOTKE KPOBHU.

[Ipu ogHOBpemeHHOM mpuMeHeHuH Mupaazonama (cyocrpar CYP3A4) ¢ MHOroKpaTHBIMH
nozamu  Kwuckamum (400 Mr) y 370pOBBIX JTOOPOBOJIBIIEB JKCIIO3MIMS MHJ1a30J1aMa
yBenuuuBaercst Ha 280 % (B 3,80 pasza), Mo CpaBHEHUIO C TPUEMOM TOJIBKO OJHOTO
myugazonama. MojenupoBaHue (apMaKOKHMHETUKH C HCIHOJIb30BaHUEM (PU3UOIOTUYECKU
000CHOBAHHBIX MO/IEJIeH TTO3BOJISIET MPEATIONIOKUTh, YTO Ha3HaueHue Kuckany B KITMHUYECKH
3HauuMoM no3e 600 mr, kak oxupaercs, yBennuutr AUC mupgazonama B 5,2 pasza. Tak, npu
OJTHOBPEMEHHOM BBEJCHMM pUOOIMKINOA C APYTUMH JIGKAPCTBEHHBIMU IpernapaTaMu
CleyeT U3yYUTh PEKOMEHJAIMU IO €ro OJHOBPEMEHHOMY BBEACHHMIO C WHIMOUTOpaMU
CYP3A4, npencrasnennslie B KXII Ha apyroii JiekapcTBEHHBIM npenapar. Pekomenayercs
MIPOSIBJISITE OCTOPOXKHOCTD MU NMpuMeHeHnn npernapata Kuckamu u cyocrparoB CYP3A4 ¢
Y3KHM TEpaneBTUYECKUM HHACKCOM (cM. pasnen 4.4). MoxeT noTpedoBaThCs YMEHBIICHUE
110361 9yBCTBUTENBHOTO cyOcTpaTta CYP3A4 ¢ y3kuM TepaneBTHYECKUM UHACKCOM, BKIIFOYast
a(eHTaHUII, [UKIOCIIOPUH, 3BEPOIUMYC, (DEHTaHWI, CHPOJMMYC M TAaKpOJIUMYC, TaK Kak
pubOIMKING 001a1aeT CIOCOOHOCTHIO YBEIMYMBATH X AKCIIO3HIINIO, HO HE OTPAHUYHUBASICh
UMH.

Crnenyer wu30eratb OJHOBPEMEHHOTO NpHUMEHeHus puodonukimmba B moze 600 mr co
ciegytoumimu  cyoctpatamu CYP3A4: andy3o3uH, amMuoAapoH, NM3anpHa, THMO3UI,
XUHUAWH, OProTaMuH, JUTUIPOIPrOTaMUH, KBETHANWH, JIOBACTATUH, CHUMBACTAaTHH,
cuizieHaniI, MUIa30J1aM M TPHA30JIaM.

[Tpu ogHOBpemMeHHOM npuMeHeHNH KodenHa (cyoctpar CYP1A2) ¢ MHOTOKpaTHBIMU 103aMHU
Kuckanu (400 mr) skcrio3unus kopenna yennuusanach Ha 20 % (B 1,20 pa3a) y 310pOBBIX
JOOPOBOJIBIIEB 10 CPABHEHUIO C IPUEMOM TOJIBKO OJHOTO0 KopenHa. B KiInH1nuecku 3HaunMon
no3e 600 mr, MogenupoBaHue ¢ ucnonb3zoBanueM PBPK-mozneneii mo3sonuio npeackasarb
UL cllaboe MHruOupyrollee BIusaue puoonukinoa Ha cyocrpatel CYP1A2 (yBenuueHue
AUC menee yeMm B 2 paza).

Jlexapcmeennvie npenapamol, Komopbwle AGIAIOMC CYOCmpamamu mpaHcnopmepos
UccnenoBanus in vitro moxasaiu, 4To puOOIUKING 00agaeT MOTEHIIMATIOM UHIHONPOBAHHUS
aKTHBHOCTH JICKapCTBEHHBIX TpaHcnoprepoB P-rimkonporenna, BCRP, OATPIBI1/1B3,
OCT1, OCT2, MATE1 u BSEP. PexomennyeTcst NposiBISTh OCTOPOKHOCTh M OCYILECTBIATh
MOHHUTOPUHT TPU3HAKOB TOKCHUYHOCTU MpPH OJHOBPEMEHHOM MPUMEHEHHH Ipernapara C
YyBCTBUTEIBHBIMU CyOCTpaTaMd JaHHBIX TPAHCIOPTEPOB C Y3KUM TepaneBTUYECKUM
MHJEKCOM, BKJIIOUasi AUTOKCUH, MUTaBaCTaTHH, IPaBacTaTUH, PO3yBaCTaTHUH U MET(HOPMHUH.
Bzaumooeiicmsue nexapcmeennoz2o npenapama ¢ nuujeti

Kuckanu MOXHO TpUHUMATh BO BPEMsI WIIM BHE TIprieMa UM (cM. pasaensl 4.2 u 5.2).
Jlexapcmeennvie npenapamul, komopule nogviuiaiom pH cpeovl scenyoxa



PuGorukmmb xapakTepusyercsi BBICOKOW pacTBOpUMOCTBIO mpu pH 4,5 wnm HWKe u B
Oounonorudecku aaekBatHoil cpeae (mpu pH 5,0 u 6,5). OgHoBpemeHHOe mpuMenenne Kuckanu
C JIEKapCTBEHHBIMU IIperapaTaMH, KOTOpble MOBHIIIAIOT pH jkemyaka, HE OLEHUBAIOCH B
KIIMHUYECKOM HCCIIEIOBAHUU; OJHAKO HU NPU aHAIHM3E MOMYJSIIIMOHHOW (PapMaKOKMHETHUKH,
HU TpU HEKOMIIAPTMEHTHBIX (PapMaKOKMHETHYECKHX aHalu3ax HapyleHus abcopOuuu
pubonmkimba He HabII0JANOCh.

Jlexapcmeennvle 83aumooelicmsauss puboOYukIuba u 1empo3ona

B xome KIMHMYECKOTO WCCIEAOBAHUS HA MAIMEHTaX C PAKOM MOJIOYHOM JKele3bl U
HOMYJISIIUOHHOTO  ()apMaKOKMHETHUYECKOTO aHajih3a HE BBIABIECHO JIEKAPCTBEHHOTO
B3aMMOJICHCTBUSL MEXKIy PHOOIUKINOOM U JIETPO30JIOM TMPU WX OJHOBPEMEHHOM
IPUMEHECHUU.

Jlexapcmeennoe g3aumooeticmaue mexicoy puboyukIubomM u aHacmpo30i0m

JlanHble KJIMHUYECKOTO HCCIIEIOBaHUS MAlMEHTOB C PaKOM MOJIOYHOM »eJse3bl MOoKa3alu
OTCYTCTBHE  KJIMHMYECKH  3HAYUMOTO  JIEKAPCTBEHHOTO  B3aUMOJICHCTBUS  MEXKIY
pUOOLMKINOOM U aHACTPO30JIOM MIPU UX OJJHOBPEMEHHOM NMPUMEHEHHH.

Jlexapcmeennoe 3aumooeticmaue mexncoy puboyuKiubom u gyisecmpaHmom

JlanHble KJIMHUYECKOTO HCCIIEIOBaHUS MAlMEHTOB C PAKOM MOJIOYHOM »ese3bl MOoKa3alld
OTCYTCTBHE KIIMHUYECKU 3HAYMMOTO BIUSHUS (yIBECTpaHTa HA BO3JICHCTBHE puOONUKINOA
IIPU UX OJHOBPEMEHHOM MPUMEHEHUU.

Jlexapcmeennoe 3aumooelicmsue mercoy pudboyuKiubom u mamoxcugheHom

JlaHHbIE KJIMHUYECKOTO UCCIEA0BAHUS MAIMEHTOB C PAKOM MOJIOUHOM KeJe3bl MOKa3aiu, YTo
BO3/ICHICTBIE TaMOKCU()EHA YBEIMYHUBAIIOCH MTPUOIN3UTENBHO B 2 pa3a MpH OJHOBPEMEHHOM
MPUMEHEHUN PUOOLUKIIHOA ¢ TAMOKCH(DEHOM.

Jlexapcmeennoe e3aumooeticmaue mexcoy puboyuKIuooM u OpairbHbIMU KOHMPAayenmueamu
HccnenoBanuii J1eKapCTBEHHOTO B3aMMOICHCTBUS MeEXIy pPHOOIMKINOOM U OpajJbHBIMU
KOHTpAIeITUBAMH HE TPOBOAMIOCH (CM. pazfen 4.6).

IIpoenosupyemoe 83aumooeticmsue

Aumuapummuueckue npenapamol u Opyaue 1eKapcmeeHubie cpeocmad, Komopwie cnocooHbl
yonuuamo unmepean QT.

Crnenyet u3beraTb OJHOBPEMEHHOTO TpUMEHEeHUs: Krckanu ¢ 1eKkapCTBEeHHBIMHE MIpenapaTaMu
C M3BECTHOM CIIOCOOHOCTHIO YUIMHATH HHTepBal QT, TakuMu, KaKk aHTHAPUTMHYECKHUE
cpencTBa (Bkirouas, 0e3 OrpaHHYEHHUs HIDKEIIEPEUMCIICHHBIM, aMUOJAPOH, TU30MUPAMHU]I,
MPOKAMHAMU/J, XUHUJIUH U COTAJION), U IPYTUMU JIEKAPCTBEHHBIMU MpenapaTaMu ¢ U3BECTHON
crocoOHOCTRIO yHHITh nHTepBan QT (BKiIroYasi, 6e3 OrpaHUYCHUS HUKETICPEUHUCICHHBIM,
XJOPOXUH,  Talo(paHTPUH,  KIAPUTPOMUIIMH,  mUIpodIiokcanuH,  JeBOGIOKCAINH,
AQ3UTPOMHUIIMH, TaJOMEPHUIION, METal0H, MOKCU(MDIOKCANH, OCmpuIi, TMHUMO3HI U
OHJaHCETPOH B/B) (cM. pasnen 4.4). [Ipenapar Kuckanu Takxe He peKOMEHIyeTCsl IPUMEHSITh
B KOMOMHAIMH ¢ TaMOKcu(peHoM (cM. pasaensi 4.1, 4.4 u 5.1).

4.6 DepTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

HKenuwunvt 0emopooHo20 803pacma/KoHmpayenyust Ons HCeHuwUH

Jlo Havana tepanuu npemnapatoMm Kuckanu mamueHTKaMm cienyeTr yOeauThCcs B TOM, YTO OHU
HE OCPEMEHHBI.

KeHmuHBl AETOPOAHOTO BO3pacTa, NpuHHMaromue Kuckamu, TOJDKHBI HCHOJIB30BaTh
3 pexkTUBHBIE METOABl KOHTpAICNIUK (HapuMep, CpeACTBAa JIBOMHOW OapbepHOI
KOHTpALIENIUM) BO BpeMsi M He MeHee 21 qHS 1Mocie NpeKpalleHMs JeUeHUs Mpenaparom
Kuckanmu.

bepemennocmo

OTCyTCTBYIOT a/IeKBaTHbIE U CTPOTO KOHTPOJIMPYEMBIE HUCCIENOBAaHUS Cpeau OepeMEHHBIX
KeHIMUH. Ha OCHOBaHWM JaHHBIX WCCIEIOBAaHUN Ha KUBOTHBIX, MpemapaT Kuckamm Moxer
BBI3bIBATh MOBPEXKIACHUS TUI0Ja IPU IPUMEHEHNHU Y O€peMEHHBIX JKeHIUH (cM. pa3zaen 5.3).
He pexomenayercs mpuMmensth npenapar Kuckamu Bo BpeMsi OEpEeMEHHOCTH U KEHIIUHAM



JETOPOTHOTO BO3PACTa, HE UCHOIB3YIOUIUM KOHTPAIETIIIHIO.

I'pyonoe sckapmausanue

He ycraHoBieHo, mpucyTCTBYeT JM pUOOLMKINO B MAaTepUHCKOM MoOJjoKe. JlaHHBIE O
BO3JICHCTBUM pHOOIMKINOa Ha MITa[ieHIIa, HAXOSIIEroCs Ha TPYAHOM BCKapMIIMBAHUU, WU
Ha TIpoIlecC BBIPAOOTKM MOJIOKAa OTCYTCTBYIOT. PuOonumkimmbd u ero meTaboJauThl JIETKO
MPOHUKATU B MOJIOKO JIAKTHPYIOMMX Kpbic. [lanmenTku, mpuHUMaromue npemapat Kuckanmy,
HE JIOJDKHBI KOPMUTbH TPYJIbI0 B TeUEHHWE KaK MUHUMYM 21 AHS mociie mpuema nocienHei
JI03Bl.

DepmunbHocmo

Kinuandyeckue maHHbIE O BIUSHUU pHOOIMKINOA HA PEMPONYKTUBHYIO  (YHKITUIO
OTCYTCTBYIOT. Ha OCHOBaHMM HaHHBIX MCCIEIOBAaHUN Ha >KUBOTHBIX PHOOLMKINO MOKET
OPUBOJIUTh K HAPYIICHHIO PENPOAYKTUBHOW (YHKIMH Yy CaMIlOB, CHOCOOHBIX K
JIETOPOXKACHHIO (CM. paszaen 5.3).

47 BausiHHe Ha CHOCOOHOCTH YNPaABJATH TPAHCHOPTHBIMH CpeACTBAMHM M
NMOTEHIHAJBHO OMACHBIMH MEeXaHU3MaMM

Kuckanu oka3piBaeT HE3HAUNUTEIHHOE BIMSHNE HAa CIIOCOOHOCTH YNPABIATh TPAHCIIOPTHBIMU
CpeACTBaMH W MexaHu3MaMmH. [lanmeHTOB cieayeT NpeaylnpeauTb O HeoOXOAMMOCTH
co00AaTh OCTOPOXKHOCTD MPH YIPABIECHUU TPAHCHIOPTHBIMU CPEICTBAMHU M MEXaHHU3MaMH,
€CJIK BO BpECM: JICUCHUS C IPUMCHCHUCM IIpCIiapara Kuckanu oHI HCTIBITEIBAIOT IMOBBIIICHHYIO
YTOMJISIEMOCTD, TOJIOBOKPY>KEHUE UM BepTUTO (CM. pa3zaen 4.8).

4.8 HexenareabHble peakuuu

0630p npoghuns b6ezonacnocmu

B menom, onenka GezomacHocTy mpemnapata Kuckamu ocHoBaHa Ha 0OBEIMHEHHOM Habope
naHHbIX 1065 manueHToB, npuHUMaBmuX Kuckanu B KOMOMHAIIMY C SHIOKPUHHON Teparnuen
(N=582 B komOuHamumu ¢ HWHruOMTOpoM apomartasbl M N =483 B KoMOMHaAIUH C
¢dynBeCcTpaHTOM), KOTOPHIX BKIIOUWIN B PaHJAOMU3HPOBAHHbBIC, IBOMHBIC CIIETbIE, Marnedo-
KOHTpoJInpyemble kinHudeckue ucciaenaoanus ¢assl [II (MONALEESA-2, MONALEESA-
7, noarpynna npuema NSAI, u MONALEESA-3) nonoxutensHoro no HR, HerarusHoro no
HER2 pacnipocTpaHE€HHOI0 WJIM METACTATHYECKOIO paka MOJIOYHOM JKEJE3BI.

MenaunanHast IPOJOJKUTETLHOCTD BO3ICHCTBUS MPH JIedeHUH mpernmapaToM Kuckanu B paMkax
o0bemuHeHHBIX uccnenoBanuii  ¢asel Il cocraBmia 16,5 mecsueB, mpu stom 61,7 %
NAMEHTOB MOJIy4ay npenapar >12 mecsues.

YMeHbIIIeHHE T03bI U3-3a HeXenaTeabHbIX sBiaeHuit (H), He3aBuCMMO OT MpHUYMHBI, UMEIIO
mecto y 37,3 % maumeHToB, noaydaBmux Kuckanu B paMkax KIMHUYECKUX HMCCIEI0BAaHUN
dassl III, He3aBucMMO oT kKomOuWHamuMii mpemapaToB. OO0 OKOHUYATEIHLHOM TMPEKPAIICHUH
nedenust coobmanoch y 7,0 % maruenToB, npuHUMaBmux Kuckanu B o060 KoMOMHAIINN
MpenapaToB B paMKaxX KIMHUYECKUX rccienoBanuid (aser 1.

Haunb6onee wacteimu HJIP u nanbonee pacnpocrpanennsiMu HJIP 3/4-if crenenn Tspxectu (0
KOTOPBIX co001anock ¢ yacrotoir >20 u >2 %, COOTBETCTBEHHO) B 00bETUHEHHOM Habope
JaHHBIX, TAe yactota passutus HJIP B rpynne mpuema Kuckamu u 000 KOMOMHAIIUH
MpenapaTroB MpeBbIaeT 4actotry pasputuss HA B rpynme npumema turanmebo u mro0oit
KOMOWHAIIMKA TIPErnapaTroB, Obuid WHGEKIUU, HEUTPOIICHUs, JIEHKONEHUs, TOJOBHAsT OOIb,
Kallesib, TOLIHOTA, YTOMJIIEMOCTb, AHapesi, pBOTa, 3amop, aJoMenus, Chbilb, a TaKXkKe
uH(pEKIUU, HEUTponeHus, JeHKONeHus, aHeMus, aHoMmanbHbie pe3ynbratel  OIIT,
nuMmornienus, runodocdareMus U pBOTa, COOTBETCTBEHHO.

Cnucok nedrcenamenbHblx peakyuil

HesxenaTenbHble JIeKapCTBEHHBIE PEAKIIMH, O KOTOPBIX CTAJI0 MU3BECTHO B XOJ€ KIMHUYECKUX
uccienoBannii (assel III (Tabnuima 6), mEpeYUCICHB B COOTBETCTBHH C KJIACCAMH CHCTEMBI
OpraHOB MEIUIIMHCKOTO CcJoBapsi peryisaTopHor nesrenbHocTd MedDRA. B mpenenax
KXKJIOTO CHUCTEMHO-OPraHHOTO KJlacca  HEXKeJaTellbHble JIEKAPCTBEHHBIE  pPEaKINU



pacmpeeNeHbl o YacToTe, B IEPBYIO OUepeib MpeCTaBlIeHbl Hanboee yacThle peakuuu. B
KOKIOW TPYNIHUPOBKE IO YAaCTOTE HEXKENaTelIbHbIE PEaKIMH IPEACTABICHBI B TOPSAKE
yOBIBaHUS UX CTENEHHU TshkecTH. Kpome Toro, HexenaTenbHble Peakuy KilacCu(PpUIMpOBaHbI
M0 YaCcTOTE C UCIIONIb30BaHueM creayromux oboznadennii (CIOMS III): ouens gacto (> 1/10);
gacto (ot > 1/100 mo <1/10); neuacto (ot > 1/1000 mo < 1/100); penko (ot > 1/10 000 mo <
1/1000); ogenp penaxo (< 1/10 000); HEM3BECTHO (HEBO3MOXKHO OICHUTH MO HWMEIOIUMCS
JAHHBIM).

Tabmuua 7. HexxenaTenpHble JIEKapCTBEHHBIC pEaKLWHU, HAOMIONABIIMECS B XOJE€ Tpex
KJIMHUYECKHUX nuccaenoBanuii dassl 111

YacrtoTta

Hexenarenbnas peakuus
BO3HHKHOBEHHSI

WNudexnun u nHBa3un

Nudeximn' | Ouens wacto

Hapy1iennsi co cTOpOHBI KpOBHU U JIMM(DATUIECKOM CUCTEMBI

HeiiTponeHus, 1eHKONEHUs, aHEMUS OueHp yacTo

Jlumdonienust, rpomboruToneHus, heOprIIbHasE HEUTPOTIEHUS Yacto

Hapyiennsi co cTopoHbl 0OMEHA BEUIECTB M MUTAHUS

CHMXeHue anmneTuTa OueHp 4acTo

['unokanpLueMust, THIIOKaJIMeMHsl, TunodochaTemMus Yacro

Hapynienust co cTOpOHbI HEPBHOW CHUCTEMBI

["onoBHAast 60JIb, TOJTOBOKPYKEHUE OueHb YacTo

Beprturo Yacro
HapymieHust co CTOpOHBI OpraHa 3peHus

YBenuueHue CJIC300TACICHUS, CYXOCTh I'JIa3 ‘ Yacrto
Hapy1ieHust co CTOpOHBI cepana

ObMopok | Yacro

Hapy1enus co CTOPOHBI AbIXaTEIbHONW CUCTEMBI, OPIaHOB IPYIHOM KJIETKH U CPENOCTECHHUS

OppImika, Kamemiab OueHp 4acTo

Keny1ouHO-KHILIEYHbIE PACCTPONCTBA

TomHOTa, AUapes, PBOTA, 3a1I0p, CTOMATHT, 60JIb B JKHBOTE” Ou4eHb YacTo

Jlucres3usi, AUCTIENICUS Yacrto
HapymieHust co CTOpOHBI IEUEHU U KETUYCBBIBOSIINX MYTEH
" eMaTOTOKCHYHOCTD® | Yacro

Hapymenus co cTOpoHbI KOXKHU U IMOJKOKHBIX TKaHEH

Anonerys, Chins’, 3yl OueHp 4acTo

Oputema, CyXocTb KOKU, BATHIIUTO Yacro

Toxcuueckuii srmuaepmanbHbii Hekpoaus (TEH)* HewnssectHo

Hapymienusi co cTOpOHBI KOCTHO-MBILIEYHON U COEAMHUTENBHON TKAHU

bosib B ciuHe ‘ OueHb yacTo

OO01mue HapyIICHHS U PEaKINU B MECTE BBEJICHUS

Cnabocth, mnepudepuueckue OTEKH, acTeHMs, MoBbleHHe | OueHb yacTo
TEMIIepaTyphl TeIa

Cyx0CTh BO PTY, 00JIb B POTOTJIOTKE Yacto
JMarHoCTHYECKUE UCCIIEIOBAHUS

OTKJI0HEHHS QYHKIMOHATLHBIX IPOO MeYeHH” OueHb yacTo
[ToBblIeHNE conepaHMsl KpeaTMHHMHA B KpOBM, YJuIMHeHHe| Yacto
untepsana QT na OKT




! Wudexuun: MHGEKIMM MOYEBBIBOISIIINX ITyTeH, WHPEKLIUH IbIXaTeNbHBIX MYyTeH, IacTPOIHTEPUT,

cercuc (<1 %).

2 Boins B xHBOTE: 00OJIB B )KUBOTE, OOJIb B BEPXHEM OTIEIIC XKUBOTA.

3 'enaroTOKCHYHOCTh: TOBPEXACHHE KICTOK IICYCHH, IIOBPEXKICHHE IIE€YEHH, BbBI3BAHHOE
JeKapcTBEHHBIMU TpenapataMu (<1 %), renaToTOKCHYHOCTh, IIEYEHOYHAS! HEJOCTATOUYHOCTh, Y TOMMMYHHBIH
rernaTuT (€INHCTBEHHBIN CITydail).

4 CBIITb: CHINb, MaKyJI0-TIAIYJUIE3HAs! ChIb, 3y ISMIast ChIIb.

5 OtxiioneHnst QyHKIMOHAIBHBIX 1po0 medenu: nosbimenne AJIT, noseimenue ACT, noBbleHHe
OunnMpyOuHa B KPOBH.

*HeOnaronpusTHble peakuuu COOOIIMIM BO BPeMs MOCTMAPKETHHIOBOrO OMbITa. OHH MOMyYeHBI U3
CIIOHTaHHBIX COOOIIEHHH, JUIsl KOTOPBIX HE BCErJa BO3MOXKHO HAJEXKHO YCTAHOBHUTH YAaCTOTY WIIM NPHUYMHHO-
CJIEJICTBEHHYIO CBSI3b C BO3JCHCTBHEM JIEKAPCTBEHHOI'O CPE/ICTBA.

Onucanue omoenvHblX HexcelamelbHblX PeaKyull

Heumponenus

HelitpoieHust Oblja camMOWl YacTOM PETUCTPUPYEMON HEXKeEIaTeTbHON JICKapCTBEHHOM
peakuueit (73,7 %). YV 58,6 % nanuenTos, nomydaBmmx Kuckanu mioc 1r00bie KOMOMHAIINN
npenaparoB B xozae wucciemaoBanuii  (asel [II, ormedanoch yMmeHBIIEHHWE KOJIHYECTBA
HENTpoMIOB (HA OCHOBAHWU JAHHBIX Ja00paTOPHBIX MCCIeAOBaHU) 3-i uinu 4-i creneHu
TSKECTH.

VY nauueHToB ¢ HeUTponeHuen 2-i, 3-i u 4-i CTENEHU TSHKECTU CpeAHee BpeMsl 0 Hadaja
3a0oeBaHusl COCTaBWIO 16 nHel. MenamaHHOE BpeMsi 10 YCTpaHEHUs HEXelaTeIbHbIX
peakuuii >3- CTENeHH TSHKECTH (0 HOPMaTH3aIUU WK J0 TeX MOp, TOKa CTENEHb TSHKECTH
He cTajna <3-it) coctaBuio 12 aHe# B rpynmax npuema Kuckanu miroc aro0bie KOMOWHAIUH
MpernapaToB IOCIE BPEMEHHOTO MPEKPAIICHHS W/WIM yMEHBIICHUS JT03bI W/WJIA OTMEHBI
npuema npenapara. @edpuiibHass HEUTpOTneHUs Obli1a 3apEeTUCTPUPOBAHA MPUOITU3UTEIBHO Y
1,4 % mnamuenrtoB, nomyudaBmmx Kuckanu B xone wuccienoBanuit ¢asel lII. B ciyuae
BO3HHUKHOBEHUS JIMXOPAKU NAIIMEHTHI TOJKHBI HEMEIJIEHHO COOOIMIUTH 00 ATOM.

B 3aBHCHMOCTH OT TSDKECTH HEHTPOIICHUH €€ KOPPEKIUS MPOBOAMIIACH C TOMOIIBIO KOHTPOJIS
71ab0paTOPHBIX MOKa3aTelel, BpeMEHHON OTMEHBI ITpHeMa IpernapaTa u/uid U3MEHEHHS 103bI.
Yacrota 1OCPOYHOTO MTPEKpAIeHuUs IpHeMa Ipernapara B CB3H C HEHTporeHnel Oblia HU3KOH
(0,8 %) (cm. paznensl 4.2 u 4.4).

I'enamobunuapnas mokcuuHoCms

B xnmmamveckux uccnenoBanusx (asel 11 mposiBienus remaroOmimmapHoOil TOKCHYHOCTH Yalie
BO3HUKAJIM Y TIAIIUEHTOB B TpyMIax mpuemMa Kuckamm mitoc iro0bie KOMOWHAITUY ITPEnapaToB
10 CPaBHCHHWIO C TAIMEHTaMH W3 TPYINN MpueMa Iianedo IUIoc JTo0ble KOMOWMHAITUN
npemapatoB (23,2 u 16,5 %, coorBercTBeHHO). [Ipn 3TOM HekKenaTeNbHBIE sSBICHUS 3/4-i
CTENEeHH Yallle PEerHCTPUPOBAIN y MAIIMEHTOB, MOJIYYaBIIUX JieyeHHe npenaparom Kuckamu
wioc moosle komOuHanuu npenaparos (11,4 u 5,4 %, coorBercrBenHo). Coobmanocs o
NoBbILICHUH YpoBHs TpaHcamuHas. [loBeimenue AJIT (9,7 u 1,5 %) u ACT (6,7 u 2,1 %) 3-i
win 4-ii creneHW OBLIO 3aperUCTPUPOBAHO B Tpymmax mnpuema Kuckamu u mnanebo,
COOTBETCTBEHHO. Y 6 manueHnToB (4 nanuenToB B uccieqoBanuu A2301 [MONALEESA-2],y
koTopbix ypoBeHb AJIT unu ACT nHopmanuzoBaiics B TeueHue 154 nHei, v 2 malMeHTOB B
uccnenopannu  F2301 [MONALEESA-3], y «kotopeix ypoBeHb AJIT wumu ACT
HOopManu3oBaiics B TedeHue 121 m 532 nHel, COOTBETCTBEHHO, IOCIE OTMEHBI Ipernapara
Kuckanu) ormewasmmch omHoBpemeHHoe moBbimienne AJIT wm ACT, B Tpu pasa
NPEBBINIAIONIEEe BEPXHIOI T'PAaHHUIy HOPMBI, U OOLIMII ypoBeHb OWiIMpyOMHA, B JBa pasa
MPEBBIIIAIOIINI BEPXHIOIO TPAHUILy HOPMBI, P HOPMAIBHOM YPOBHE IIeNI0uHO0 pocdarazbl
U oTcyrcTBUU xonectaza. B wuccrnenosanmm E2301 (MONALEESA-7) Takux ciydasx
3apErUCTPUPOBAHO HE OBLIO.

Bpemennass orMeHa mpueMa TperapaTta W/WIU KOPPEKIUs JO03bl B CBSI3U C SBICHHUSIMH
renaToOMIMapHOi TOKCUYHOCTH OblTN 3apeructpupoBanbl y 10,4 % nmanueHToB, MOTy4aBIInX
Kuckanu mmroc mro0bie KOMOWHAITUY TPENapaToB, MPEUMYIIEeCTBEHHO B CBSI3U C TIOBBIIIICHUEM
AJIT (6,9 %) u/unn ACT (6,1 %). Jocpounoe npekparienue jedeHus npenaparom Kuckanu
wioc  JMoObIMH  KOMOMHAIMSAMU — TIpenapaTtoB,  OOYCIIOBIEHHOE  OTKJIOHEHUSMHU



(GYHKIIMOHATIBHBIX MO0 MEUeHU WM TeNaTOTOKCUYHOCThI0, oTMevanoch B 2,3 u 0,4 %
CJIy4aeB, COOTBETCTBEHHO (cM. paznensl 4.2 u 4.4).

B xone knmuuuueckux uccnenoBanuil ¢asel Il y 83,2 % mauuentos (89/107) ormeuanoch
noBbiienre AJIT u ACT 3-if unm 4-i1 cTeneHu TSAKECTH B TEUCHUE MEPBBIX O MECSLEB
seyeHus. Y nanueHTos ¢ noseieHneM AJIT/ACT 3-ii nwiu 4-1 cTeleHn TSKECTH MEINAHHOE
BpeMs 10 Hayana 3abosieBaHus B rpynmax npuema Kuckamu muioc moOble KOMOMHAIMU
MpenapaToB COCTaBWIO 85 nHel. MeauanHoe BpeMs 10 yCTPaHEHUS HEJKEIaTeIbHBIX PEAKIIHi
(1o HOpMAaTU3allMKy WK JI0 TEX MOP, TTOKA CTENEeHb TSHKECTH He cTayia <2-if) COCTaBUIIO 22 THS
B rpynnax npuema Kuckanu mioc mo0bsie KOMOMHALIMY MTPEerapaToB.

Yonunenue unmepeana QT

B uccnenosanuu E2301 (MONALEESA-7) nabnrogaemoe cpeiHee yBelIMueHue HHTepBaja
QTcF ot ucxonnoro ypoBHs 6bU10 pUOIU3UTENHHO Ha 10 MC GoJbIle B MOATpYIIIE IpUeMa
TaMOKcH(eHa TUTIOC T1anedo Mo cpaBHEHUIO ¢ moarpymnmnoi npuema NSAI mmroc miane6o.
OTO 1MaeT OCHOBAaHWE MpEANOoiaraTb, YTO CaM TaMOKCHU(EH OKa3bIBaj MPOJIOHTHPYIOIEe
nericteue Ha QTcF, koTopoe MOrJIO CTaTh NMPUYMHOW ModydeHus: Tex 3HadeHuil QTCF,
KOTOpbIe HaOIroamich B rpymme npuema Kuckanu mmtoc Tamokcuden. B rpynne mane6o
yBenudyeHue uHTepBana QTcF nHa >60 Mc OT McxomHOTO ypoBHS OBLIO OTME4YeHO Yy 6/90
(6,7 %) manueHToB, NMPUHUMABLIMX TaMOKCHU(EH, a y MalMeHTOB, mpuHUMaBIIUX NSAI,
Takoro He oTMedanoch (cMm. paszmen 5.2). YBenuwuenue unrepBaia QTcF ma >60 mc ot
UCXOAHOTO ypoBHs Habmomanock y 14/87 (16,1 %) manuentoB, mpuHuMaBmux Kuckamu
witoc Tamokcuden, u 'y 18/245 (7,3 %) nanuentos, npuHumaBiux Kuckamu mmoc NSAL
[Ipenmapar Kuckanu He peKOMEHAYETCs MPUMEHATh B KOMOWHAIMKM C TaMOKCHU(EHOM
(cm. pazmen 5.1).

B xnnnanveckux uccnepoBanusx ¢assl 11y 8,4 % namuentos u3 rpynn npuema Kuckanu mitoc
MHTHOUTOp apoMaTasbl Wi (GyaBecTpaHT U y 3,2 % MauueHTOB U3 TpyIN MpHema mianedo
IUTIOC MHTUOMTOpP apomarasbl WM (yJIBECTpaHT HAOIIOAAIOCh HE MEHEee OJHOr0 ciydas
ymmHeHus: uHTepBaia QT (B ToM uumcie mposoHrupoBanHbli nHTEepBan QT Ha OKI' n
cunkone). O63op mamabix OKI' mokasan, yro y 14 mamumentoB (1,3 %) 3mauenue QTcF
coctaBuiio >500 Mc OT HCXOJIHOTO YpOBHS, a Y 59 manueHToB (5,6 %) NOBbIIIEHNE HHTEpBAIa
QTcF cocraBuiio >60 Mc OT ucX0nHOTO ypoBHA. O pa3BUTUM JBYHANPABICHHON TaxUKapaAuu
He cooOmanock. BpemeHHass oTMeHa/KOppeKIHs 036l BCIICACTBUE YUTMHEHUsT nHTepBaia QT
Ha OKI u cunkone (0OMOpoKa) ObLIN 3aperucTpupoBanbl y 2,3 % MaMeHTOB, MOJyYaBIINX
nedeHue npenaparoM Kuckanu miroc MHTHOUTOp apoMaTasbl Ui GyJIBECTPaHT.

Anamn3 pamaeix DKI' mokasan, dro y 52 mammentoB (4,9 %) u 11 nmammentoB (1,4 %)
HaOmoganock He MeHee oaHoro ciydas QTcF >480 mc or mMCXOgHOTO ypOBHSI B TpyIIax
npuema Kuckanm mitoc MHTUOWTOp apomarasbl WM (yIBECTPAHT M B TPYIIAX IpHEeMa
1ane0o MIc UHIUOUTOP apoMartassl Wi QyJIBECTPAHT, COOTBETCTBEHHO. Cpeu NalleHTOB
¢ yummHeHueM untepana QTcF >480 mc MenquaHHOE BpeMs 0 €ro yBEJIIMYEHHUS! COCTaBUIIO
15 nHelt, HE3aBUCUMO OT KOMOWHAIMK TperapaToB. ITH W3MEHEHUs ObUTH OOpaTUMBI MPH
BpPEMEHHOU OTMEHE W/WJIM YMEHBIICHUH 10361 (cM. paznensl 4.2, 4.4 u 5.2).

Tlayuenmul ¢ Hapywenuem ynKyuu novex

B pamkax Tpex OMOpHBIX UCCIEIOBaHM JeuyeHre puOOUUKINOoM monydanu 341 mamueHt c
JeTKUM U 97 MalueHTOoB ¢ yMEPEHHBIM HapylieHneM QyHKINUU nouyek. [TarueHToB ¢ TshkeabiM
HapylieHneM (QyHKIUY MTOYeK He BKIFOUWIIH B 9TU MCclieAoBanus (cM. pasnen 5.1). BeisiBiena
KOppeJsIliUs MEXIy CTENEHbI0 HapylleHus (YyHKIUM TIOYeK Ha HCXOJHOM YpOBHE U
3HAUEHUSMHU YPOBHS KPEaTWHHWHA B KPOBH BO BpeMsl JICUCHUS. Y MAIUEHTOB C JIETKUM WM
YMEpPEHHBIM HapylleHHeM (YHKIMM To4YeK HaOII0aloch HE3HAUUTEIbHOE YBEIWYCHHE
4acToThl yanuHeHus natepsana QT u TpomboruTonenus. PekoMeHnganuu mo MOHUTOPUHTY H
KOPPEKTUPOBKE 03Bl MPU ITHX BUAAX TOKCUYHOCTH CM. B pazaenax 4.2. u 4.4.

Coo0OuieHne 0 moao3peBaeMbIX HeKeIaTeIbHBIX PeaKIuAX

BaxxHo coo0maTe 0 mMoa03peBacMbIX HEXKENIATeNbHBIX peakiusax mocie peructpamuu JIIT ¢
[EeNbI0 00eCleYeHus] HEMpPEpbIBHOIO MOHMTOPUHIA COOTHOIIEGHHUS «monb3a — puck» JIII.



MenunuackuM  pabOTHUKAM  PEKOMEHAYeTCs CooOmarh O JIF0OBIX  IOJ03PEBACMBIX
HekenaTeNnbHbIX peakiusax JII1 yepe3 HAIIMOHAIBHYIO CUCTEMY COOOIICHHS O HEXKEaTEIbHBIX
peakuusx PK.

PI'TI na IIXB «HaunonansHubiil LIeHTp sKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAULIMHCKUX
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4.9  Ilepexo3upoBka

OnbIT paboThl € 3aperucTPUPOBAHHBIMHU CIy4yasMHM IEepelo3UpoBKU mpenapata Kuckamu
orpaHuyeH. B cirydae nepeno3supoBKH MOTYT BO3HUKHYTh TAaKME CUMIITOMBI, KaK TOIIHOTA U
pBota. Kpome TOro, MOryT pa3BUTbCS TIeMaTOJIOTHYecKas TOKCHYHOCTh (Hampumep,
HEUTpoIeHus, TpOMOOLMTONEHUs) U BO3MOXKHOe yanuHenue uutepBaia QTc. Bo Bcex
cillydasiX  IMEpelo3UpOBKM NP  HEOOXOOUMOCTH  CIElyeT  IMPOBOAMTH  OOLIYIO
CUMIITOMAaTUYECKYIO U MOACPKUBAIOIIYIO TEPAIIHIO.

5. ®APMAKOJIOTHTYECKHUE CBOMCTBA

5.1 dapMakoIUHAMUYECKHE CBOIICTBA

dapMakoTeparneBTUYECKast rpynna: AHTHHEOIIIAaCTHYECKUE npernapaTsl.
AHTHHeoIIacTHUeCKHe mpenapaTsl Apyrue. [lporenHKkuHa3b1 MHTUOUTOPBI. Prbomkino.
Kon ATX LO1XE42

Mexanuszm oeticmeus

Pubonmknmub — CeNeKTUBHBIH HMHTUOWTOP UUKIWH-3aBUCMMBIX kuHa3 (CDK) 4 u 6,
obecneunBarommii ux 50 % wunrubuposanue (ICso) mpu 3HaueHusix konueHtpauuu 0,01
(4,3 ar/mi) 1 0,039 MxM (16,9 1/Mi1), COOTBETCTBEHHO, 110 JAHHBIM OMOXUMHUYCCKUX aHAIH30B.
OTH KMHAa3bl aKTUBU3UPYIOTCS B YCIOBHSIX CBSI3bIBaHMS ¢ D-IIUKIMHAMU U UTPAIOT OCHOBHYIO
pOJIb B CUTHAJIBHBIX MYTAX, KOTOPBIC MPUBOASIT K MPOTPECCUPOBAHUIO KIETOYHOTO IHKJIA H
kierouHor nposmdepannu. Kommeke mukima D-CDK4/6 perynupyer mporpeccupoBaHue
KJIETOYHOT'O LIMKJIa BeencTBHE (hochopunmupoBanus peTuHoOIacToMHoro 6emnka (pRb).
Dapmaroounamuyeckue 3¢gppexmol

In vitro pubonukan0 ymensman ¢ocdopunupoBanue pRb, yTo HMpUBOIMIO K OCTaHOBKE
KjeToyHoro nukia B (aze Gl M yMmeHbIIEHUIO KIETOYHOW mpoiudepanuu B KIETOUHBIX
JUHUSAX paka MOJIOYHOHM kene3bl. [n Vvivo MOHOTepamus pUOOIUKIMOOM B XOPOIIO
MEPEHOCUMBIX J103aX BBI3bIBaJIa PErPECCUI0 OIYXOJIH, 3TO KOPPEINPOBATIO C MHIMOWPOBAHUEM
dochopunupoBanus pRb.

B wuccnenoBaHusax in vivo C HCHOJIb30BAaHUEM MOJIENE€H C TOJYyYEHHBIM OT MalueHTa
KCEHOTPAHCIUTAHTATOM TIOJIOXKHUTEIBHOTO IO PEIENTOPY SCTPOrCHOB paKa MOJIOYHOM KeNe3bl
KOMOWHAIMK pHOOIMKINOA M aHTHUACTPOTCHOB (HAmpWMEp, JIETPO30Jia) MPUBOIUIN K
3HAYUTEIHHOMY HHTHOMPOBAHHUIO POCTA OIMYXOJIU C YCTOMUMBOW perpeccHer OmyXoiu H
3aJIep>)KKOM MMOBTOPHOTO POCTA OMYXOJIM MOCHE MpEeKpalleHus MpHemMa MO0 CPaBHEHHIO C
KQXKIBIM TIPErapaToM B OTAETbHOCTH. Kpome TOTo, MPOTHBOOMYXO0JIEBYIO aKTUBHOCTb i1 ViVO
sl puOorukianba B KOMOMHAIMKM C  (YyJIBECTPAHTOM OICHHBAIM Y MBIIIEH C
UMMYHOJC(PHUIIMTOM M KCEHOTPAHCIUIAHTaTaMH pPaKa MOJIOYHOM >kene3bl dyenmoBeka ZR751
ER+, u kxomOunamms ¢ (QynaBecTpaHTOM TPUBOAMIA K TOJTHOMY HWHTHOMPOBAHHIO pPOCTa
OITyXOJIH.

Ha npumepe KIE€TOYHBIX JMHHUM paka MOJIOYHOM >KeJe3bl ¢ M3BECTHBIM cTaTycoM ER
pUOOIMKING TTPOAEMOHCTPUPOBAT OOJBIIYIO 3(P(PEKTUBHOCTh MPH PAKE MOJOYHOM >KEJIE3bI
ER+, nexxenu npu ER—. B TOKIMHUYECKUX MOJIENSAX, UCIBITAHHBIX JO HACTOAIIETO BPEMEHHU,
JUISL IPOSIBIICHUS IEHCTBUS pHOOLMKINOa TpeboBasics Hen3MeHEeHHBIN pRb.
Onexmpoguzuonocus cepoya

Jlist onieHKH BIUsiHUSL puOOIMKINOa Ha nHTepBas QTC y ManMeHToB ¢ pacmpocTpaHECHHBIM
pakoM ObuTH O0TOOpaHbI cepuitHbie TpoitHbie DKI', mpoBeIeHHBIC MOCIE OTHOKPATHOMN 03B
IpHU JOCTHKCHUU PaBHOBECHOTO COCTOSHUS. A AHann3 B3aUMOCBSI3U (PapMaKOKHHETUKH U



(dhapmMakoMHAMUKH ITPOBOJIAIIN B 00IIIEH CIIOKHOCTH Y 997 manueHToB, MOTyYaBIINX JICUSHNE
pubormkimbom B quanazone 103 oT 50 1o 1200 Mr. DTOT aHAIN3 TO3BOJIMI MPEIOI0XKHUTH,
yTO pUOOLMKINO BBI3BIBAT 3aBHUCHUMOE OT KOHIIEHTpanuu yBenuueHue wuHrtepBana QTec.
Paccunrannoe cpeanee m3menenne QTcF or ucxomnoro yposus st Kuckamu 600 mr B
komOuHatmu ¢ NSAI nnn dynsectpantom coctasuio 22,0 mc (90 % AU: 20,56; 23,44) u
23,7 mc (90 % OU: 22,31; 25,08), COOTBETCTBEHHO, MPH CPEAHETEOMETPHUIESCKOM 3HAUCHUU
Cmax B PaBHOBECHOM COCTOSIHMM, 10 cpaBHeHuio c¢ 34,7 mc (90 % AW: 31,64; 37,78) B
KOMOHMHAIMu ¢ TaMokcuderoM (cm. pazaen 4.4).

Knunuueckas s¢pgpexmusnocme u 6e3onacnocmeo

UccnenoBanue CLEEO11A2301 (MONALEESA-2)

Ouenka npenapara Kuckanu mnpoBoawiach B PaHAOMHU3HPOBAHHOM, JIBOMHOM CIEMOM,
1a1e60-KOHTPOIMPYEMOM, MHOTOIIEHTPOBOM KIMHMYECKOM wuccienoBanuu (assl I mpu
JIEYEHUH SKEHIIMH B mocTtMeHomnay3e ¢ HR-momoxurensusiM, HER2-orpunarensHbiM
pacrpoCTpaHEHHbBIM PAaKOM MOJIOYHOM KeJe3bl, KOTOpbIE HE MOJy4Yalld MpPEeIIIECTBYIOLIEH
Tepanuu MO MOBOJY PAaCIpPOCTPAHEHHOIO 3a00JjieBaHUS B KOMOMHAIMHU C JIETPO30JIOM IO
CPaBHEHUIO C JIETPO30JIOM B KaU€CTBE MOHOTEPATIHH.

B memom 668 mamueHTOB OBLIM PaHJAOMHU3UPOBAHBI B COOTHOMmIEHWU 1:1 nmis mosydeHus
npenapata Kuckanu B 1o3e 600 mr u nerpososna (n = 334) nium manedo u aerposona (n = 334),
CcTpaTuUIMPOBAHHBIX COTJIACHO HAJIMYUIO METACTAa30B B MEUYCHb W/WIIM JeTkue [1a (n = 292
(44 %)] muer [n = 376 (56 %)]). Hemorpadudeckue ¥ HCXOIHBIE XapaKTEPUCTHKU
3a0onieBaHusl ObUIM COANaHCHPOBAHBI M COMOCTABUMBI MEXKIy TpyHIamMH HCCIEI0BaHUs.
Kuckanu HaszHawanu Juisi npuema BHYTpp B Jo3e 600 Mr B cyTku B TeueHue 21
MOCJIEA0BATEILHOTO JHS C OTMEHOW JICYEHUsS] B TEUYEHHUE TMOCICOYIOMMUX 7 JHEW Mpu
KOMOWHAIIMHU C JIETPO30JIOM B J103€ 2,5 MI' OTUH pa3 B CyTKH B TeueHue 28 nueil. [lannentam
HE pa3penianoch MepexoauTh U3 rpynmsl mianedo B rpynny Kuckanu B xoje uccienoBaHus
WM TIOCIIe TIPOTPECCUPOBAHUS 3a00TIEBAHUSI.

Menuana Bo3pacTa MalMEeHTOB, BKIIOYEHHBIX B 3TO HCCJEIOBAaHHE, COCTaBisia 62 ronxa (B
muana3one oT 23 1o 91 roxa). 44,2 % nanuenTa ObUIH cTapiie 65 JeT, BKIoYas 69 naiueHToB
crapuie 75 ner. BkitoueHHbIE B MCCIIEIOBAaHUE MALMEHTHI MPUHAJICKAIA K €BPOIEOUTHOU
pace (82,2 %), nerpouanoi pace (2,5 %) u 6pu1H a3uaTckoro nmpoucxoxaenus (7,6 %). Y Bcex
nanueHToB GpyHKIMoHANbHBIN cTaTyc 1o mkaine ECOG 6t paBen 0 wim 1. B rpymie npuema
Kuckanmu 43,7 % nDanumeHTOB NOABEPrajuch HEOAIbIOBAHTHONM WM  aJbIOBAaHTHOU
xumuoTrepanuu, a 52,4 % NauueHTOB MOJyYaJId AHTUTOPMOHAJIBHYIO TEPAIMI0 B KayeCTBE
HE0aIbIOBAHTHOTO WJIM aABIOBAHTHOI'O JICUEHHUS N0 BKIIOYEHUS B ucciemoBanue. Y 34,1 %
nanueHToB umencs de novo meracrarumueckuii pak. Y 20,7 % manueHToB OBLTH METacTasbl
TOJIBKO B KocTd U 'y 59,0 % mauuMeHToB — MeTacTas3bl BO BHyTpEHHUE opraHbl. [lanneHTsl,
paHee MoJy4yaBIINe HEO-/abIOBAHTHYIO TEPANUI0 aHACTPO30JOM MIIU JIETPO30JIOM, JTOJKHBI
3aBEPIINUTD JICUEHUE KaK MUHUMYM 32 12 MecsIIeB O paHJOMHU3ALIUH.

[TepBUUHBII KpUTEPUIi UCCIIEAOBAHUS MOTYUUIIH B XOI€ 3aIJTAHUPOBAHHOTO MTPOMEKYTOUHOTO
aHaJM3a, MPOBEIEHHOTO MOCie BOSHUKHOBEHHs 80 % IIEeNeBBIX SBICHUIN BBDKUBAEMOCTH 0€3
nporpeccupoBanus (BBII) ¢ ucnonb3oBanmem KputepueB oOIeHKH OTBETa MPH IUIOTHBIX
omyxonsx (RECIST vl.1), mo maHHBIM OLIGHKH HCCIIEIOBATENIeM IeNON Tomyisinuu (Bce
pPaHAOMU3HPOBaHHbIE MAIMEHTHI), KOTOPHIA MOATBEPAMUIM B XOJE CJIENOil He3aBUCHUMOM
LEHTPAJIbHOU PEHTI€HOJOTUYECKON OL[CHKH.

Pesynbrarel oneHkun 3()(PEKTUBHOCTH MNPOJAEMOHCTPUPOBATIU CTATUCTHUECKH 3HAYMMOE
yinyuwmienue nokasarens BBII y nanuenToB, momywaBmmx Kuckanu muiroc jerpo3on, Io
CPaBHEHMIO C MallMEHTaMH, MOJY4YaBHIMMH IUIANE00 IUIIOC JIETPO30J MPU aHAIM3E MOJHOU
BbIOOpKU (oTHOIIEeHHEe puckoB = 0,556 mpu 95 % CI: 0,429, 0,720, 0oAHOCTOPOHHHUU
cTpaTuUIIMPOBAHHBIN JIOT-PAaHTOBBIN KpuTepuid, 3HaueHue p = 0,00000329), npu HaMuun
KIIMHUYECKH 3HAUMMOTO TepaneBTUIeCKOro ¢ dekra.

He BbIsiBI€HO 3HAYMMOW pa3HMUIBI MEXAY JaHHBIMM 10 OOIIeMYy COCTOSIHHIO
3JI0pPOBbSI/Ka4€CTBY KHU3HU B TpyIire npuema Kruckanu u neTpo3oiia u rpyIie nprema miaredo



U JIETPO307Ia.

B Tabnunax 8 u 9 npeacraBneHo camoe mocieaHee 0OHOBICHHE JaHHBIX 0 () PEeKTUBHOCTH
(mocnemnsis nata yuera faHHbIX 2 ssHBaps 2017 1.).

Tabmuua 8. MONALEESA-2 — pesynbratel onienku 3¢dexruBaoctu (BBII) nmo manHbM

PEHTIE€HOJIOTHYECKOW OIICHKH HCciieoBaTeneM (TOCIeHss JaTa ydeTa JaHHBIX 2 SHBaps
2017 1.)

OOHoBNEHHBIM aHanu3 (MOCNHEOHsS Jara ydera JaHHBIX

2 stuBapst 2017 1.)
Kuckanu mroc netpo3on [Tnare6o mitoc 1eTpo30i
n=334 n=334

BrpkuBaemocts 6e3 nporpeccupoBanusi (BBIT)

Memunana BBIl [mecsusr] | 25,3 (23,0-30,3) 16,0 (13,4-18,2)
(95 % CI)

OtHowenue puckos (95 % | 0,568 (0,457-0,704)

Cl

[Tokazarens p * 9,63 x 10°®

Cl= ZlOBepPITeJ'ILHLIi;I HUHTEPpBAJI; N = KOJIUYCCTBO NALIUCHTOB. ap-3Ha‘~IeHI/I€, pacCUUTAaHHOC C UCIIOJIb30BAHUCM
OAHOCTOPOHHETO CTpaTI/I(l)I/IIII/IpOBaHHOFO JIOTPAHTOBOT'O KpUTCPUA.

Menunana BBII cocraBmsma 25,3 mecaua (95 % CIL: 23,0 u 30,3) B rpymnme, Hmoidy4aBIiei
puboLuKINO Mmtoc J1eTpo3oi, u 16 mecsues (95 % CI: 13,4, 18,2) y nanueHToB, IOTy4aBUIINX
ianedo TIroc IeTpo3on. Y 54,7 % manueHToB, MOMy4YaBIINX PUOOIMKINO TUIIOC JIETPO30dI,
yepe3 24 Mecsla 0TMeudasaoch MporpeccupoBanre 0e3 BbDKUBAHMS 1O cpaBHEHHIO ¢ 35,9 %
NAIMEeHTOB U3 IPYMIIBI IU1a1e00 TUII0C JIETOMPO30JL.

He BbIsSBIEHO CTAaTUCTHYECKHM 3HAUYMMOIO Pa3iMuus B MOKa3aTesie 0oOlel BBDKMBAEMOCTH
(OB) mexny rpynmoit mpuema Krckanu u JieTpo30oi1a 1 Tpynnoin mpruema mianedo u 1eTpo3osna
(OP 0,746 [95 % CI: 0,517; 1,078]). Ilpencrasiensl HenonHble faHHbIe 10 OB.

Pucynokx 1. MONALEESA-2 — xpuBas Kannana-Meiiepa minsa BBII 1no gaHHbBIM OLIEHKH

uccieoBaresneM (1mocieaHss aara yuera 1aHHbix 2 suBaps 2017 r.)
100

80

604 v

-

Censoring times
Ribociclib (N=334)
Vo Placebo (N=334)

40

No of events- Ribociclib: 140, Placebo: 205

Hazard Ratio = 0.568; 95% C1[0.457, 0.704]

Kaplan-Meier median - Ribociclib: 25.3 months; Placebo: 16.0 months
Log rank p-value = 9.63*10(-8)

Event-free probability (%)

20

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (Months)
KOJ’II/I‘IGCTBO MAaIMCHTOB, KOTOPLIC IMO-IPC)KHCMY HAXOAATCA B I'PYIIIIC PUCKA
Bpems |0 |2 |4 |6 |8 |1 |1 (1 |1 |1 |2 (2 |22 (2|3 |3 |3
0 |2 |4 |6 |8 |0 [2 |46 8|02 |4
PubGonr |3 |2 |2 (2 |2 |2 |2 (1 |1 {1 |1 (1 {94 (11|10
ukm6 |3 |9 |7 [5 |4 |2 |0 |9 [8 |7 |6 |3 [7]6 7|1




4 |4 |7 |7 10 |7 |7 |6 |8 [6 |4 |2
IImage |3 (2 (2 (2 (2 |1 |1 |1 |1 (1 |1 |9 |6 (3|1 |7 2|0
60 3 17 (6 {3 (1 {9 (7 |5 3 |2 |1 |3 |3 |4

4 19 1519 19 |16 [9 |6 |8 |4 |0

Jlnist n3ydeHus: BHyTpeHHEH OJHOPOIHOCTH JieueOHOTo 3 deKTa MpOBEIN psAJl aHATU30B Ha
BBII B npenBapuTenbHO 3aJaHHBIX MOJATPYMNNaxX C y4eTOM MPOTHOCTHYECKHX (PAKTOPOB U
UCXOJHBIX XapaKTePUCTUK. BO BceX OTAENBHBIX MOATPYMIAaX MAIHEHTOB C yYEeTOM HUX
BO3pacTa, pachl, MPOBEACHUS MNPEAbIAYIIEH aIbIOBAHTHOM WJIM HEO0aIbIOBAHTHOM
XUMHUOTEpANuH, JIMO0 TOPMOHAIBHOW TEpamuu, BOBICUCHHS] TMEYCHH W/WIHA JIETKOTO U
METAacTa30B TOJIbKO B KOCTH OBLJIO BBISBIEHO CHIKEHHE pHUCKA MPOTPECCUPOBAHUS
3a00JIeBaHUS WITU JIETATHHOTO MCXOJIa B TMOJIb3Y TpyNIbl mpremMa Kuckamm mitoc IeTpo3oit.
Pe3ynbrarhl ObITH OYEBUIHBI Y TIAIIMEHTOB ¢ ME€TAacTa3aMu B niedeHpb u/min jerkoe (OP 0,561
[95% CI: 0,424; 0,743], menuanHass BBDKUBaEeMOCTb 0Oe3 mporpeccupoBanus [MBBII]
coctaBmwia 24,8 Mecsiua B rpynme npueMa Kuckamd IUIoc JIETpo30JI O CPaBHEHUIO
¢ 13,4 mecsma B rpynie JIeTpo30J B KaueCTBE MOHOTEPAITHH ) UJIH Y ITAIIMEHTOB 0€3 METacTa30B
B rieueHb u/umm jerxkoe (OP 0,597 [95 % IU: 0,426, 0,837], cpBBII 27,6 Mecsia nmpoTus
18,2 mecsa).

OOHOBJICHHBIE [AHHBIE TIO OOIIEMY OTBETy M YacTOTe KIMHUYECKOH 3(P(HEKTUBHOCTH
npeICTaBICHBI B TabIuIe 9.

Tabmuma 9. MONALEESA-2 — pesynbpratel onenku 3¢dexkruBHoct (HOO, UKD) mo

JAaHHBIM OIICHKH HCclieioBaTeneM (OCIeIHssl 1aTa yueTa qaHHbIX 2 ssaBaps 2017 r.)
AHanu3 Kuckanu + | Ilmame6o + | Ilokasarens p ©
netpo3oi (%, 95 % | nerposzon
Cl) (%, 95 % CI)
Anamn3 mo monHoM | n=334 n=2334
BBIOOpKE
Oomas gactora | 42,5(37,2;47,8) 28,7 (23,9; 33,6) 9,18 x 107
00BEKTHBHOIO
oTBeTa’
Yacrora 79,9 (75,6; 84,2) 73,1 (68,3, 77,8) 0,018
KJIMHHUYECKOM
s dexTrBHOCTH °
ITanueHTr! ¢ | n=257 n =245
U3MEPSEMBIM
NPOSABICHUEM
00JIe3HH
Yacrora 54,5 (48,4; 60,6) 38,8 (32,7; 44,9) 2,54 x 10
00BEKTHBHOT'O
orBera’
Yacrora 80,2 (75,3; 85,0) 71,8 (66,2, 77,5) 0,018
KITMHUYECKOM
rdbdexTuBHOCTH
2 OVYO: yacToTa 00BEKTHBHEIX OTBETOB = IPOIEHT MAILIMEHTOB C MOJHBIM UM YaCTHYHBIM oTBeTOM. ° UKD:
JacTOTa KIMHUYECKOU 3(1)(1)QKTI/IBHOCTI/I = NTPOOCHT IMaOUCHTOB C IIOJHBIM HWJIW YaCTUYHBIM OTBETOM
(+ crabumm3anusa 3a00NeBaHMS FUIH HETIONHBIA OTBET/OTCYTCTBHE IPOTPECCHPOBAHUS 3a00JIeBaHUS B
TECUYCHUEC 224 He,IICHI)). ¢ P-3HAYCHUA TOJYYCHBI C UCTIOJIb30BAHUEM OTHOCTOPOHHETO KPUTEPUA XHU-KBaJApaT
Koxpana-Manrens-I'ensesns.

HUccneoosanue CLEEQI1E2301 (MONALEESA-7)

Ouenka npenapara Kuckanu mnpoBoawiach B PaHAOMHU3MPOBAHHOM, JBOMHOM CIEIOM,
1a1e60-KOHTPOJIIMPYEMOM, MHOTOLIEHTPOBOM KIMHHYECKOM uccienoBanuu (assl I mpu
JICYCHUU JKEHIIMH B IIEPUOJ INPEAMEHONAY3bl M IIEPUMEHONAY3bl C IOJIOXKUTEIBHBIM I10
TOPMOHAJIBHBIM perientopaM, HeratuBHbIM 10 HER2 pacnipocTpaHeHHBIM pakoM MOJIOYHOMN



kene3bl B koMOumHanmu ¢ NSAI niu TaMOKCH(EHOM IUIIOC TO3EpeiuH 10 CPAaBHEHHIO C
wiane6o B komOuHaiuu ¢ NSAI wiu TamokcudeHoM mmioc ro3epenuH. [lanueHTsl B
uccnenopaunu  MONALEESA-7 He nmnony4anu  paHee  SHAOKPUHHOW  Tepanuu
pacrpoCTpaHEHHOI'0 paka MOJIOYHOM JKeJe3bl.

B o0meii cioxkHocTH 672 narnmenTa ObUTA paHIOMU3UPOBAHbI B COOTHOIIEHUH 1:1 11 mpuema
npenapata Kuckamu B 1o3e 600 mr urroc NSAl/Tamokcuden mtoc rozepenus (n = 335) unu
miane6o mmoc NSAl/ramokcuden mmoc roszepenud (n=337), co crparudukanuei mo
HaJIMYMI0 METacTa3oB B IedeHb u/miu jerkue (ma [n =344 (51,2 %)] wim Her [n =328
(48,8 %)]), XuMHOTEepanuu B OTHOLIEHUH 3a00JIeBaHMs HA TO3JIHEH CTaJuu B aHaMHe3e (Ja
[n=120 (17,9 %)] wmu Het [n = 552 (82,1 %)]) u apyroro npemnapara it KOMOMHHPOBAHHON
suaokpuHHOM Tepanuu (NSAI u rozepenun [n = 493 (73,4 %)] nnu TamoKkcu(peH U TO3epesuH
[n=179 (26,6 %)]). Hemorpaduueckne U MCXOTHBIC XapaKTCPUCTUKU 3a00JieBaHUS ObLIN
cOamaHCUPOBaHBI U COTIOCTABUMBI MEXAY TpyNIaMu uccienoBanus. Kuckanu HazHavamm s
npueMa BHYTpb B 103¢ 600 M B CyTKH B TeueHue 21 nocie10BaTeIbHOTO AHSI C OTCYTCTBUEM
npueMa B TEUCHHE TOCIeAYNMX 7 qHed npu komOuHanuu ¢ NSAI (jaeTposon 2,5 Mr uimm
anactposou 1 mr) unu Tamokcudenom (20 Mr) BHYTpb OJIMH pa3 B CYTKH B TeueHHe 28 nHel u
ro3epesMHoM (3,6 MT) TOAKOXXHO KaKIble 28 MHEH 10 MporpeccupoBaHus 3a00eBaHUS UITH
HEJOMYCTUMOI0 YPOBHSI TOKCUYHOCTH. [lalinenTam He pa3pemanoch NepexoauTh U3 TPYIIIbI
wianebo B rpynmy npuema Kuckanu B Xojae MCCIIEOBaHUS WM MOCJIE MPOTPECCUPOBAHUS
3aboneBanus. CMeHa Jpyroro mpernapara s KOMOWHUPOBAHHOW SHIOKPUHHOW Tepamnuu
TaKke OblIa 3ampenieHa.

MeauanHbplii BO3pacT MAIMEHTOB, BKIIIOUYEHHBIX B 3TO MCCIENOBaHUE, ObUT paBeH 44 romam
(B nmamazone ot 25 nmo 58 smer), mpu stom 27,7 % mnamuentoB Obutk miammie 40 Jjer.
BonpIMHCTBO BKITIOYEHHBIX B HCCIEAOBaHWE MAIMEHTOB ObLTH eBporneounHou (57,7 %),
MOHToJIONAHOM (29,5 %) unu HerpounHoil pacsl (2,8 %), 1 MpakTUYECKH y BCEX MAllMEHTOB
(99,0 %) ucxoaublit pyHKIMOHATIBHBIHN cTaTyc 1o mkane ECOG 6bu1 pasen 0 unu 1. U3 aTux
672 mauMeHToB J0 BKIIOYECHUS B HccienoBaHue 14 % mainueHToB paHee MOJBEPrajuch
XUMHUOTEPANUH B CBA3U C MeTacTazamu, 32,6 % NanueHTOB MOJBEPrajiuch aabIOBAHTHOU U
18,0 % HeoanbOBaHTHOW XUMHOTEpanuu, a 39,6 % mnonyyanu SHAOKPUHHYIO TEpaIvio B
ycioBusxX aabloBaHTHOU U 0,7 % - B yCIOBUSX HEOAIbIOBAaHTHOW Tepanuu. B uccinenosanun
E2301 y 40,2 % nauueHntoB Obuin MeTacTaswl de novo, y 23,7 % — TOJIBKO B KOCTH U Y
56,7 % — BO BHYTpPEHHHE OpIaHbl.

HccnenoBaHre cOOTBETCTBOBAJIO MEPBUYHOMY KPUTEPUIO Ha MOMEHT IEPBUYHOIO aHAJIM3a,
IPOBEIEHHOIO IMOCJe BOSHUKHOBEHHS 318 siBIIEHMI BBDKMBAEMOCTH 0€3 MPOrpecCHpOBaHUS
(BBII) ¢ ucnonp3oBanuem kpurepueB RECIST v1.1, mo gaHHBIM OIlEeHKH HCCIIEIOBaTENIEM B
pamMKax aHald3a TOJHOW BBIOOPKM (BCE PaHIOMHU3MPOBAHHBIC MAIMEHTHI). Pe3ynbraTh
MEPBUYHOMN OIEHKH 3P HEeKTUBHOCTH ObUTH MOATBEPKIEHBI pe3ynbraramu BBII Ha ocHoOBe
CICTIOM  HE3aBUCHMOM  LICHTPAJIBHOW  PEHITECHOJIOTMYECKOM  OLICHKU. Menuannas
MPOJOKUTEIBLHOCTD MOCIEIYIOMIEr0 HAOMI0/IeHUsI Ha MOMEHT MpPOBEACHUSI MEPBHUYHOTO
a"ann3a BBII coctaBuia 19,2 Mecsa.

[Io Bceldi  momynsUMM  HCCIENOBAaHUS  pe3yibTaTbl  OUEHKU  3(P(HEKTUBHOCTH
IIPOJIEMOHCTPUPOBAIIN CTATUCTUYECKH 3HAYMMOE yiydleHue nokasarens BbII y mauuenTos,
nonyvatronux Kuckamm mmoc NSAl/Tamokcuden miroc rosepenuiH, MO CpPaBHEHUIO C
nanueHTamMu, noxydarmumu mianedo mimoc NSAl/ramokcuden mmtoc rozepenus, (OP =
0,553 mpu 95 % JAU: 0,441; 0,694; ogHOCTOPOHHMI CTPATU(PUIMPOBAHHBIN JOTPAHTOBBII
KkpuTepuil; p-sHauesme = 9,83 x10%), npu HanMuMM  KIMHMYECKH 3HAYMMOIO
TepaneBTuyeckoro apdexra. Meauana BBII cocrasmsina 23,8 mecsna (95 % CI: 19,2; HO) B
rpymne, noixy4asmeit Kuckanu mmoc NSAl/ramokcuden mmoc rozepenus, u 13,0 mecsies
(95 % AU: 11,0; 16,4) y nmauuenToB, noyxydaBmux Iianedo mitoc NSAl/Tamokcuden mioc
TO3EpENHH.

Hannbie pacnpenenenus BBII o6oOmensr Ha kpuBod Kammana-Meitepa mist BBIT Ha
PHUCYHKE 2.



Pucynok 2. MONALEESA-7 — kpuBas Kammana-Meitepa nist BBII mo gaHHBIM OLIEHKH
HCCIIEI0BATENIEM B paMKaxX BCEH MOIYJISUU

100

MHOM

80

(%)

607 a ¥ BpeMsl LIEH3YDHDOBaHHS
— ™ PuGouuxmu6 (N =335)
T InancGo (N =337)

40 KomunuectBo sBnenuit
Pubormknué 131, miaue6o: 187
OtHomenne puckos = 0,553
95% JIU (0,441; 0,694)
Mennana o Kamnany- Metiepy
Pubonuknu6 23,8 mecsiies
Tlnaue6o: 13,0 mecsues

BBDKMBAEMOCTH

201

BeposTHOCTE GeccoObITi

Jlor-panrosoe p-3unagenue = 9,83*10°(-8)

o] 2 4 -] 8 10 12 14 16 18 20 22 24 26 28 30
Bpems (mecsiipr)

Yucio MaUCHTOB, KOTOPLIC MO-TIPEIKHEMY HAXOIATCA B IPyNIe pucka
Bpewms (mecsnes) O 2 4 6 8 10 12 14

18 20 22 24 26 28 30
Pubonukinbd 335 301 284 264 245 235 219 178 136 Q0 54 40 20 3 1 4]
TTnaue6o 337 273 248 230 207 183 165 124 94 62 31 24 13 3 1 Q

Pesynpraret g BBII, ocHOBaHHblE Ha  CIIEIOW  HE3aBUCUMOW  LIEHTPaJIbHOM
PEHTIE€HOJIOTHYECKOM OIIEHKE CIIydyalHbIM 00pa3oM BBIOPAaHHOW MOATPYMIBI, COCTOSIIEH
npubmm3utenbHo u3 40 % paHAOMU3HPOBAHHBIX TAIIUEHTOB, MOATBEPIKIATH PE3YyIbTaThl
MEePBUYHON OIeHKH 3(PPEeKTUBHOCTH, OCHOBAaHHBIC Ha OIleHKe nccaenoparenem (OP = 0,427
npu 95 % JAU: 0,288, 0,633).

Ha momeHT npoBenenus nepsudHoro ananusa BBII nanubie mo oOrieil BBDKUBAEMOCTH €I1e
He ObLTH TOoTOBBI ¢ Toka3aTeneM 89 (13 %) neranpHbIx UcxonoB (OP =0,916 [95 % AW: 0,601;
1,396]).

Yacrora oobpexTuBHOrO oTBeta (HOO) 1Mo onenke uccnenonarens Ha ocHoBe RECIST vl1.1
Obl1a Bbimie B rpynne npuema Kuckamm (40,9 %; 95 % IAU: 35,6; 46,2) no cpaBHEHUIO C
rpynmnoii mnane6o (29,7 %, 95 % JAU: 24.8; 34,6; p=0,00098). Habmromaemass yactora
kiuHudecko s dextuBHoctu (UKD) Opina Beime B rpynne npuema Kuckamu (79,1 %; 95 %
JI:

74,8; 83,5) mo cpaBHEHHIO ¢ Tpynmoi miamedo (69,7 %, 95 % JAU: 64,8; 74,6; p = 0,002).

B pamkax aHanmza mpenBapUTENbHO 3aIaHHOM MOATPYNIEI U3 495 MarueHTOoB, MOTYYaBIIHX
npenapar Kuckanu unu miane6o B komOuHauu ¢ NSAI mutroc ro3zepenus, meaunanHas BBIT
Ob1a paBHa 27,5 mecsua (95 % AW: 19,1; HO) B noarpynmne, nony4asmeid Kuckanu rroc
NSAI u 13,8 mecses (95 % JAU: 12,6; 17,4] B moarpymme, moyryvasiiei miamne6o mioc NSAI
(OP: 0,569; 95% JU: 0,436; 0,743). PesynbTarel oneHku 3pPexkTUBHOCTH OOOOIICHBI B
tabnuie 10, a kpuBbie Kamnana-Meiiepa mist BBIT npencraBiens! Ha pucyHke 3.

Tabmuua 10. MONALEESA-7 — pesynbraTsl oteHkd 3¢ dexruBroctu (BBII) y manuenTos,
nony4daBmux NSAI

Kuckamu IUIFOC [Tane60 ILIFOC
NSAI TTIOC NSAI ILTIOC
ro3epenun N = 248 ro3epesvH
N =247
BrpKnBaeMoCTh oe3
POTPECCUPOBAHUS"
Menunana BBII [mecstbi] (95 % CI) 27,5 (19,1; HO) 13,8 (12,6-17,4)
OtHomenue puckos (95 % CI) 0,569 (0,436; 0,743)

JAU = nosepurenbHblil nHTepBa; N = KoyinyecTBO nanueHToB, HO = He moanaercs olieHke
2 — BBII ocHOBaHO Ha JJAHHBIX PEHTTEHOJIOTMYECKOM OLIEHKU UCCIIE0BATEIEM




Pucynok 3. MONALEESA-7 — kpuBas Karmnmana-Meitepa nist BBII mo gaHHBIM OLI€HKH
UCCJIEI0BATEIEM NAllMEHTOB, oay4yaBmmux NSAI

100

a0+

WHOM

u V' Bpewms uensypuposauus
—®—— PuGommkmm6 (N =248)
¥ TInane6o (N=247)

404 Konuuectso sBneHnit
Pubormkmu6 92, mrane6o: 132

RREDKURAEMOCTH (Y0)

OtHoenne puckos = 0,569
95% JI1 (0,436; 0,743)
Menuana no Kamany-Meitepy
Puboruknub 27,5 mecsiies
Ilnane6o: 13,8 mecsien

20+

BepositHOCTE GeccoObITH

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

Bpems (mecsiipr)
Yucio MaUCHTOB, KOTOPLIC MO-TIPEKHEMY HAXOIATCA B IpyIme

Bpewms 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
PuGonukin6 248 223 212 199 183 175 163 132 100 66 ! 27 15 2 1 0

Inane6o 247 195 177 163 149 138 126 95 72 43 25 19 9 2 1 0
Pesynbratre! onenkn 3¢ (HeKTUBHOCTH [JIs OKa3aTenei 4acToThl 00beKkTHBHOTO 0TBeTa (HOO)
¥ 4acToThl KiuHH4Yeckoi 3¢ddexruBHoctn (UKD) mo ouenke wuccnenoBarens Ha OCHOBE
RECIST vl1.1 npencranenst B Tabmurie 11.

Tabmuua 11. MONALEESA-7 — pesynbratel oneHkd 3¢ dexkruBHoctu (HOO, UYKD)
10 JAHHBIM OILIEHKHU MCCJIEIOBATENIEM NAallMEHTOB, moy4daBmnx NSAI

Anamms Kuckamu tmroc NSAI [Tnanebo  1wiroc
witoc  rozepenu (%, NSAI ILJIIOC
95 % CI) rO3€epeIvH
(%, 95 % CI)
AHaJn3 1o MoJHOU BEIOOpKE N =248 N =247
Yactora oObexkTHBHOro  otBeta | 39,1 (33,0; 45,2) 29,1 (23,5; 34,8)
(HOO)?
Yacrorta kimangeckoi | 80,2 (75,3; 85,2) 67,2 (61,4;73,1)
sddexrusrocTr (UKD)
ITanueHTE! C m3MmepsieMbiM | N =192 N=199
nposiBIeHUEM 00JIC3HU
YacTtoTa 00BEKTUBHOI'O OTBETA® 50,5 (43,4; 57,6) 36,2 (29,5; 42.9)
YacroTta kimHrYeckoi | 81,8 (76,3; 87,2) 63,8 (57,1; 70,5)
s dexTrBHOCTH °
gOO: J0JIs1 HALIUEHTOB C ITIOJIHBIM + 4YaCTUYHBIM OTBETOM
"JKD: 1ons MalMeHTOB C MOJHBIM + YAaCTUYHBIM OTBETOM + (cTabMim3auus 3a001eBaHMS MM HEMOIHBIH
OTBET/OTCYTCTBHE MIPOTPECCUPOBAH 3a00JIeBaHNS B T€UCHHE >24 HEIeIb)

Pesynbrarer B moarpymnme npuema Kuckanu mroc NSAI 6111 cOMOCTaBUMBI 110 TIOATPYIIITAM
C y4YeTOM BO3pacTa, pachl, MPOBEACHHS NPEAbIIYIICH aIbIOBAHTHOW/HEOA bIOBAHTHON
XUMHOTEpanuu 00 TOPMOHAJIBHOM TEepanuu, MOBPEXKIECHUN IMEYEeHU W/UIU JIETKOTrOo U
METacCTa30B TOJIBKO B KOCTH.

Bbonee mompoOHbIe 0OHOBIEHHBIE TaHHBIE TIO OOIEH BRDKUBAEMOCTH (J1aTa 3aBEPIICHUS
coopa nanubix 30 HOsO0ps 2018 rona) nmpencrasneHo B Tabnuue 12 u Ha pucyHkax 4 u 5.

Bo BTopom ananuze OB ucciienoBaHue JOCTUIIIO KITKHOUEBOU TOTIOIHUTEIbHOM KOHEYHOH
TOYKH, JEMOHCTPUPYS CTATUCTHYECKHU 3HaunMoe yiyuienue OB.

Taoauna 12. MONALEESA-7 — pe3yabTarthl oneHku 3¢ dexTuBaoctu (OB)

| ‘OﬁHOBJIeHHbIe JaHHbIEe aHAJIM3a (1aTra




3aBepuieHusi coopa nanHbIx 30 HosOps 2018 rona)

O01as BLIKMBAaeMOCTh, 001I[ast Puoomukano 600 mr Il 1aneoo
MONyJisiMs UCCJIeJOBAHUS N=335 N=337
KomnuecTBo coObITHII - n [%0] 83 (24,8) 109 (32,3)
Menuana OB [mecsmpi] (95% JIN) HO (HO, HO) 40,9 (37,8, HO)
OtHomenue puckos (95% JAN) 0,712 (0,535, 0,948)

-3HayeHue? 0,00973
O01as BBLKUBAEMOCTb, noArpynna [Pudouukand 600 mr Il 1aneoo
NSAI n=248 n=247
KomnuecTBo coObITHI - n [%0] 61 (24,6) 80 (32,4)
Menuana OB [mecsiwi] (95% JIN) HO (HO, HO) 40,7 (37,4, HO)
OTtHowenue puckos (95% JAN) 0,699 (0,501, 0,976)
JIU: nosepurtenbublii uHTEpBai, HO: He moanaeTcs oneHke, N: KOJTUYECTBO MALIMEHTOB;
? p-3HauEHNE MOIYYalOT C UCIIOJIb30BAHUEM OJJHOCTOPOHHETO JIOTPAHTOBOTO KPUTEPHS,
CTpaTU(HUIMPOBAHHOTO TI0 METACcTa3aM B JISTKUE /WK TIEYeHb, TPEIIIeCTBYIOMIEH
XUMHUOTEPAIIH TPU PACIIPOCTPAHEHHOM 3a00JICBAaHUU U TIPETapary i KOMOMHUPOBAHHOM
PHAOKpUHHON Tepanuu cornacHo IRT (TeXHOIOrMM HHTEPAKTUBHOW PaHI0MHU3aALIUN ).

Pucynok 4. MONALEESA-7 — rpa¢uxk Kannana-Meiiepa okoHYATEJIbHOTO
anaau3a OB (narta 3aBepienusi coopa 1aHHbIx 30 HosiOops 2018 roxa)
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Menuana no Kannany-Metiepy
Putonukn: HO

ITnane6o: 40,9 mecsia
Jlor-panrosoe p-3Hauenue = 0,00973

BbEDKMBaeMocTH (%)
N

BepositTHOCTh GeccoObITH

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 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46

Bpewms (Mmecsiiib)

Ywciio manueHToB, KOTOPhIE MO-TIPEKHEMY HaXOAATCS B TPYIIE pUCKa (MECSIIbI)
Bpems 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46
(Mecsitbl)
Pubounknu6 335 330 325 320 316 309 304 292 287 279 274 266 258 249 236 193 155 110 68 43 25 7 3 0
Inane6o 337 330 325 321 314 309 301 295 288 280 272 258 251 235 210 166 122 92 62 33 19 7 2 0

JlorpaHroBblif KpUTEpUi, CTPATU(UIIMPOBAHHBINA IO METACTa3aM B JIETKUE U/HIIU
[Ie€YEHb, IPEIIIECTBYIOIIEH XUMHOTEPAINK IIPU PACIPOCTPAHEHHOM 3a00JI€BaHUU U
npernapary /s KOMOMHHUPOBAHHOM SHAOKPUHHON Tepanuu coriacHo IRT

Pucynok 5. MONALEESA-7 — rpa¢uxk Kannana-Meiiepa okoHYaTeJIbHOTO
anaaun3a OB y nanueHToB, KoTopbie nmojay4anu NSAI (narta 3aBepumenus: coopa
naHHbIX 30 Hos10ps 2018 roxa)
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Bpewmst (Mecsiiibr)

Uucno nauueHToB, KOTOPBIE MO-NPEXHEMY HaXOAATCS B IPYIIIE pUcKa (MECSIIbI)
Bpems 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
(Mecsiibl)
Pubouuknud 248 245 241 236 233 230 226 216 213 206 201 196 192 184 174 142 113 80 49 29 16 5
Inane6o 247 240 236 232 225 221 215 209 204 199 193 183 179 165 145 116 87 67 46 24 12 4

Kpome Toro, BeposITHOCTh MPOrPECCUPOBAHUS MPU TEPANHUH CIEIyIONIeH JIUHUNA WX CMEPTH
(BBII2) y manueHToB, KOTOphIE paHee Moydyaau puOOLUKINO B UCCIEJOBAHNH, ObliIa HIDKE 1O
CpPaBHEHMIO C MamueHTamu B rpymme mianebo ¢ OP 0,692 (95% JAU: 0,548, 0,875) B obmeit
nomyJysuu uccneaoanus. Menuana BBII2 cocraBuna 32,3 mecsma (95% [AU: 27,6, 38,3) B
rpynne mianebo u He Obuia nocrurnytra (95% JAU: 39,4, HO) B rpynme pubormnuoa.
Amnanornunsle pe3ynbrarsl HaOmoxanmuch B noarpynmne NSAI ¢ OP 0,660 (95% AU: 0,503,
0,868) u meauanoit BBI12 32,3 mecsaua (95% AU: 26,9, 38,3) B rpymie mianedo mo cpaBHEHUIO
¢ He nocturnyroii BBII2 (95% AU : 39.4, HO) B rpynmne pubouukIia.

Hccneoosanue CLEEOI1F2301 (MONALEESA-3)

Onenka mpenapara Kuckanum mpoBoAWIack B PaHIOMH3WPOBAHHOM, JBOWHOM CJETIOM,
1a11€00-KOHTPOJIUPYEMOM, MHOTOLIEHTPOBOM KIIMHUYECKOM uccienoBanuu ¢assl 11 npu
JICYEHUU MYKYMH W OKEHIIMH B TMEPUOJl TOCTMEHOMAy3bl C TIOJOXKHUTEIBHBIM TIO
TOpPMOHAJIBHBIM penentopaM, HeratTuBHbIM 0 HER2 pacnpocTpaHeHHBIM pakoM MOJIOYHOM
JKEJe3bl, KOTOPhIE paHee He MOJydaldd SHAOKPUHHYIO TEPalHi0 WM TOMYYUIH TOIBKO
SHIOKPUHHYIO Tepanuio NepBOl JUHUH, B KOMOMHAIMK ¢ (DyJIBECTPAHTOM IO CPABHEHUIO C
¢GyIBECTPaHTOM B Ka4€CTBE MOHOTEPAITHH.

B oOmeli cnoxHOCTH, 726 MAlMEHTOB JKEHCKOTO I0ja OBUIM PAaHIOMHU3HPOBAHBI B
cooTHomeHun 2:1 g mpuema npenapara Kuckamum B nose 600 mr mmoc ¢yiBecTpaHT
(n =484) wmu mnaunebo mmoc dynsectpaHT (n =242), co crparudukanueil Mo HaIUYUIO
MeTacTa3oB B MevyeHb u/uiu jerkue (ga [n =351 (48,3 %)] wnu uvetr [n =375 (51,7 %)]) u B
COOTBETCTBUU C MPEAIIECTBYIOIIECH YHAOKpUHHON Tepanueh (A [n =354 (48,8 %)] nwiu B
[n=372 (51,2 %)]). Hemorpaduueckue MU UCXOJHBIE XapaKTEPUCTUKHU 3a0ojieBaHUsI ObLIN
cOaraHCUpOBaHBl U COMOCTAaBUMBI MEXIy rpynnamu uccienoanus. Kuckamu B 1oze 600 mr
WM ianedo Ha3HayalM Juisl IpUeMa BHYTPb €XKEIHEBHO B TeueHue 21 mocienoBaTebHOTO
THS C OTCYTCTBHEM TMIpHeMa B TEUCHHE TMOCIEAYIOIMUX 7 THEH B KOMOWHAIMUA C
dbynBecTpanToM B 03¢ S00 Mr BHYTPUMBIIIEUHO OJIUH pa3 B CyTKW B 1HU | u 15 nmukna 1 u B
JneHb 1 kaxporo mocnenyrouero 28-aHeBHOro mukia. [lanueHntam He pazpemanoch
NEePEeXOoIUTh U3 TPYIILI Iu1anebo B rpymniy npuema Kuckanu B Xo/1e UcclieJOBaHUS WM TIOCTIE
POTPECCUPOBaHUs 3a00JIEBaHUS.

MenuaHHbIi BO3pacT MAIlMEHTOB, BKIFOYEHHBIX B 3TO HCCIIeOBaHUE, ObUT paBeH 63 romgam
(B mnanazone ot 31 mo 89 net). Bospact 46,7 % manueHToB cocTaBisul 65 et u 6osee, B TOM
gucie 13,8 % mamuenToB B Bo3pacte 75 et m Oonee. BkirodeHHBIE B HCCIEIOBaHHE
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MaIUEHThl OTHOCUIIUCH K eBporeonanoi (85,3 %), monronouaHoi (8,7 %) uau HerpouaHoON
pace (0,7 %), 1 mpakTU4ecku y Bcex mauueHToB (99,7 %) GyHKIHMOHATBHBIN CTATYC 10 HIKaJe
ECOG 6511 paBen 0 unm 1. B nanHOe nccnenoBanue BKIIOYNIIN MAIMEHTOB IEPBOM M BTOPOI
muann tepanuu (y 19,1 % u3 xoTopbix ObUIM MeTacTassl de novo). Jlo BKIOUYEeHUS B
uccinenoBanue 42,7 % nmaureHToOB MOJBEpraauch aabloBaHTHOM U 13,1 % HeoamxbrOBAaHTHOM
XUMHOTEpanuy, a 58,5 % noayyanu 3HI0KPUHHYIO TEPAIIUIO YCIOBUSX aJblOBaHTHON U 1,4 %
B YCIIOBUSIX HEOaqbIOBAaHTHOU Tepanuu. [Ipu 3Tom 21 % manueHToB moixyyan S3HAOKPUHHYIO
TEpaNuI0 pacIpoOCTPAHEHHOIO paka MOJIOYHOM kene3bl. B uccnenosanun F2301 y 21,2 %
OBLIM METacTa3bl TOJIBKO B KOCTH U 'y 60,5 % — BO BHYTpEHHHE OpraHbl.

llepsuunviii ananuz

HccenenoBanue COOTBETCTBOBAIO MEPBUYHOMY KPUTEPHUI0 HA MOMEHT MEPBUYHOIO AHAIIN3A,
IPOBEIEHHOIO MMOCe BO3HUKHOBEHUs 361 sSBIEHUS BBDKMBAEMOCTH 0€3 MPOrpecCHpOBaHUs
(BBII) ¢ ucnonp3oBanuem kpurepueB RECIST v1.1, mo gaHHBIM OIlEeHKH HCCIIEI0BaTENIEM B
paMKax aHaiu3a MOJHOW BHIOOPKM (BCE paHJAOMHU3MPOBAHHBIC IMALMEHTHI). Pe3ynbraTsl
MEPBUYHOMN OIEHKH 3P GEeKTUBHOCTH ObUTH MOATBEPKIEHBI pe3ynbraramu BBII Ha ocHoBe
CICIIOM  HE3aBUCHMOM  ILIEHTPAJIBHOW  PEHITCHOJIOTMYECKOM  OLIEHKU. MenuanHas
IPOJOKUTEIBLHOCTD TMOCIEIYIOIIer0 HAOMI0/IeHUsT Ha MOMEHT MpPOBEACHUSI MEPBHUYHOTO
a"ann3a BBII coctaBuia 20,4 Mecsia.

Pe3synbTarel mepBUYHON OLEHKH A(PGEKTUBHOCTH MPOJEMOHCTPUPOBAIM CTAaTHCTUYECKU
3HauMMoOe yiayuuleHue mnokasatens BBIl y mnanuenToB, mnomywaBmmx Kuckamm mroc
¢bynBecTpaHT O CPABHEHUIO C MAllMEHTaMHU, OJyYaBIINMHU IJ1a1e6o0 mitoc GyIBeCTpaHT MpH
aHanmze nonHou BeIOOpKH (OP = 0,593 mpu 95 % JAU: 0,480; 0,732; omHOCTOpPOHHUI
CTpaTH(UIUPOBAHHEIN JIOTPAHTOBBII KpUTepHii; p-3Hauenue = 4,1 x 107), ¢ pacueTHBIM
YMEHBIUICHHEM OTHOCHTEIBHOTO PHCKAa MPOTPEecCHpOBaHUs 3a00JIEBAaHUS WIIM JIETAIBHOTO
ucxozaa Ha 41 % B monb3y rpynmnsl npueMa Kuckanu mitoc QyiaBecTpaHT.

Pe3ynbraThl NEpBUYHOM OLIEHKH 3(PPEKTUBHOCTH OBLIH MOITBEPKACHBI BHIOOPOUHON
HEeHTpajIbHOU MpoBepkoil 40% 13 MOAMHOXKECTBA N300paKEHUI € TTIOMOIIBIO MPOBEACHUS
CJIETION HE3aBUCUMOM LIEHTPAJIbHON PEHTT€HOJIOTNYECKOM OLIEHKU (OTHOILIEHUE PUCKOB

0,492; 95% U: 0,345, 0,703).

Harnsinroe ooHoBiienne BBIT Obu10 BEITIOJIHEHO BO BpEMSsT BTOPOTO MPOMEKYTOUHOTO
ananmu3a OP. O6HoBneHHbIe pe3ynbraTsl BBIT as Beelt momynsium v HoArpym,
OCHOBaHHBIC Ha MPEIICCTBYIOIICH YHIOKPUHHON Teparnuu, 00001eHs B Tabnuie 13, a

kpuBas Kannana-Meliepa npezncraBieHa Ha pUCYHKeE 6.
Ta6anna 13. MONALEESA-3 (F2301) — O6HoBJienHbIe pe3yabTaThl BBII o faHHBIM OlleHKH
HccyaenoBaTest (MocJaeHAs 1aTa yyeTa 1aHHbIX 3 sitnBaps 2019 r.)

Kuckaan miroc Ilnanedo niroc
¢dyasecTpaHT ¢yasecTpant
N=484 N=242
BeikuBaeMocTh 0e3 MporpeccHpoBaHus B 00111eil MOMYJISIUH HCCJICTOBAHUS
Uwncro caygaes - n [%] 283 (58.5) 193 (79,8)
Cpennee 3nauenne BBII [Mecsib | 20,6 (18,6, 24,0) 12,8 (10,9, 16,3)
Otnomenne puckoB (95% JAN) 0,587 (0,488, 0,705)
IMoarpynna namueHToB, Kuckanu miroc Ilnane6o miroc
NMOJy4aBIIMX TePanuio nepuoi (dyasecTpant (dyasecTpant
JIMHHMHa n=237 n=128
Yucio ciyvaes - n [%] 112 (47,3) 95 (74,2)
Cpennee 3naucuue BBIT [mecsipi] 33,6 (27,1, 41,3) 19,2 (14,9, 23,6)

Otromenne puckos (95% JIN) 0,546 (0,415, 0,718)




ViHOM

BeposaTHocTb 6eccobbiTn
BbhkuBaemocTu (%)

Hoarynmna manueHToB, Kuckaau miroc Ilnauedo niaroc
MOJIY4YaBIIMX TEPAIHIO (yasecTpant ¢yasecTpant
BTOPOM JINHUHU, WJIH n=237 n=109
NALUEHTOB ¢ PAHHUM

peuHIuBOM 3a001eBaHUSIb

Uwcro cnyvaes - n [%] 167 (70,5) 95 (87,2)
Cpennee 3nauenue BBII mecsiipi] 14,6 (12,5, 18,6) 9,1(5,8,11,0)
Otromenne puckos (95% JIN) 0,571 (0,443, 0,737)

JAN=noBepuTenbHbIN HHTEpPBAI

a TAIIUEHTHI C de novo pactpOCTPAHECHHBIM PAKOM MOJIOYHOM JKeJe3bl 0€3 MpeAecTBYoIeH
SHIOKPUHHOHN TEepamnvy U MalUEHTHI, Y KOTOPBIX BO3HUK PEIHMIUB 3a001eBaHus yepe3 12

MECSIIEB TIOCIIE 3aBEePIICHNUs (HEO)aIbIOBAHTHON SHIOKPUHHOW TEPAaIny.

b TAIIMEHTHI, Y KOTOPBIX 3200JICBaHNE PEIUANBUPOBAIIO BO BPEeMs ITPOBECHHS abIOBAHTHOM
Tepanuy Win B TeueHue 12 MecsIeB Mocie 3aBeplieHus (He0) abI0BAaHTHOMN SHIOKPUHHON Teparuu
Y TIAIIMEHTHI, Y KOTOPBIX OBLIO OTMEYEHO MPOTPECCHPOBaHNE 3a00IEBaHMS MTOCIIE POBEIECHUS OJHON
JUHUH SHAOKPUHHOHN Tepanuu 3a00JIeBaHUS HA MTO3THEH CTaIuu

Pucynoxk 6. MONALEESA-3 — kpuBas Kannnana-Meiiepa 1 BBII o 1aHHBIM OLleHKH
uccaenosaresiem (IIIIA) (mocaenHsist naTa yyera nanHbix 3 urons 2019 r.)

Bpewms nensypupopanus
PubGounknuo+dynsectpant (N = 484)
TTnane6o+®ynpecrpant (N = 242)

Yucno ciryyacs
Pubouuknu6+dynsecrpant: 283,
Tnane6o+®dynpecrpant: 193

OtHomrenue puckos = 0,587
2 95% J111 [0,488, 0,705]

Menuana no KannanMeiiepy
PubGounknutc+dynsecTpanr:
20,6 mecsina

Tnane6o+®ynpecrpant: 12,8 mecsna

PuBounk 48 40 36 34 32 30 28 25 23 22 20 19 18 17 15 15 14 12 9 6 2 1 4 0
Mnaue6o 24 19 16 15 14 13 1 10 9 8 8 6 6 5 5 4 4 4 2 1 6 2 1 0

Pesynbrats! oneHkn 3G PeKTUBHOCTH /TSI [TOKA3aTeNe YacTOThl OOBbEKTHBHOTO OTBETA
(UOO) u yacrots! kimHnueckoit a¢pexruHocty (UKD) no onenke uccnenonaress Ha



ocHoBe RECIST vl1.1 mpexacrasnens! B Tabnuie 14.

Tadanna 14. MONALEESA-3 — pe3yabTaTsl onenkn 3¢ppexrtunsaoct (HOO, YKI) mo nanabIM
OLIeHKH HccieoBaTeseM (IOCJeIHss 1aTa yuyeTa JaHHbIX 3 Hos0pst 2017 1.)

Ananns Kuckaan miroc IInane6o miroc gyaBecTpant
(yasecTpant (%, 95 % IN)
(%, 95 % AN)
AHaJIN3 110 MOJIHOI BBIOOpKe N =484 N =242
YacToTa 00bEKTHBHOI'O OTBETA 32,4 (28,3; 36,6) 21,5 (16,3; 26,7)
(100)*
YacroTa KIMHHYECKOH 70,2 (66,2; 74,3) 62,8 (56,7; 68,9)
yppexrusnoctu (UKI)®
IManueHTHI ¢ H3MepPsIEMBIM n=379 n=181
NposiBJICHHEM 00J1e3HI
YacTroTra 00bEKTHBHOI'O 0TBETA* 40,9 (35,9; 45,8) 28,7 (22,1; 35,3)
YacroTa KIMHHYECKOH 69,4 (64,8, 74,0) 59,7 (52,5; 66,8)
s¢dexTuBHOCTH
Y OO: moas MalIUeHTOB C TOJHBIM + YaCTHYHBIM OTBETOM
*YKD: 10714 NaMEHTOB ¢ HOIHBIM + YaCTUYHBIM OTBETOM + (cTabMIn3anus 3a001eBaHus
WJIM HETIOJTHBIA OTBET/OTCYTCTBHE MIPOTPECCUPOBAHMS 3a00JICBaHUS B TCUCHHE >24 HEEIb)

3Ha4YeHMs OTHOIICHHMS PHUCKOB, OCHOBAHHBIE HA AHAIN3E MPEABAPUTENIBHO 3aJlaHHON
HNOATPYIIBI MalMEeHTOB, Moyy4aBmnXx Kuckamu 1uioc QyaBecTpaHT, MPOAEMOHCTPUPOBAIIU
MOCTOSIHHYIO 3((EKTUBHOCTh B Pa3HbIX MOATrPYyMMax C Y4ETOM BO3pacTa, MPEeAbIAYyIIEro
JICUEHUS (Ha paHHen WA ITO3IHEU CTaun), MIPOBEICHUS MpeabIAYIIEH
aJbIOBAHTHOW/HE0ATBIOBAHTHOM XMMHUOTEPAITUH JTHO0 TOPMOHAIILHOM TepaIiuu, TOBPEKICHUN
MEYECHU W/WJIH JIETKOTO U METAcTa30B TOJIKO B KOCTH.

Ananuz OB

Bo BropoM anammze OB wucciaenoBaHue JOCTUIVIO BTOPUYHOW KOHEYHOM TOYKH,
MPOJIEMOHCTPUPOBAB CTATUCTUUECKHU 3HaUMMOe yiyuiienue OB.

Pe3ynbrarsl 3TOr0 OKOHUaTenbHOro ananuza OB ansa monHOM HcciexyemMoil momyJsiuuud U
aHaJIM3a MOATPYII MPEICTABICHHI B Ta0nuie 15 u Ha pucyHke 7.

Tadoauuna 15 MONALEESA-3 (F2301) pesyabraTtsl 3¢ppexTuBHoct (OB) (mocaennss nara
yuyeTa faHHbIX 3 uions 2019 r.)

Kuckaan miroc Ilnane6o nmiaroc
DyJaBecTpPaHT DyJaBecTpaHT
IToanas monmyasius N=484 N=242
HCCJIeTOBAHMS
Umncno caygaes - n [%] 167 (34,5) 108 (44,6)
Cpennee 3nauenne OB
[mecsupI] (95% HO, (HO, HO) 40 (37, HO)
)
OP (95% JAN)a 0,724 (0,568, 0,924)
p-3HAYCHUEH 0,00455
IMoarpynna nauueHToB, n=237 n=128
MOJIy4YaBIIMX TePANuIo
NepBoii JIMHUH
Uwucno ciydaes - n [%] 63 (26,6) 47 (36,7)
OP (95% AN). 0,700 (0,479, 1,021)




BeposTHOCTL 6eccobbITUMHOM

BbhkuBaeocTy (%)

Hoarynna nauneHToB,
NOJIYy4YaBIINX TEPAIIHIO
BTOPOii JINHUH, WIH
NALUEHTOB C PAHHUM
peuuanBoM 3a00JieBaHusl

n=237 n=109

Upcro cayyacs - n [%] 102 (43,0) 60 (55.0)

OP (95% JT1)c 0,730 (0,530, 1,004)

HO = ge moanaeTcs onieHKe
«OTHOMIEeHNe prckoB noiy4eHo u3 moaenu Cox PH,, crpatudunupoBanHoii mo Meractasam B
JIETKWE W/UIH TI€YEHb, 110 MPEAISCTBYIOIIEH SHJOKPUHHOMN Teparuu..

»  OpHocTOopoHHee P-3HaueHHe MOIY4YarOT COIVIACHO JIOTPAHTOBOMY  KPHUTEPHIO,
CTpaTH(QHUIMPOBAHHOMY IO METacTa3aM B JIETKHME W/WJIM IEYEHb, MO MpEeAIIeCTBYIOMIEH
SHIOKpUHHOM Tepanuu corjgacHo I[RT. P-3nauenue sBigercs OJHOCTOPOHHUM U
cpaBuuBaerca ¢ noporom 0,01129, xak ompeneneno 3atpaTHoil anbga-pynkuueit Jlan-
HeMern (O’bpaiten-®nemunr) ais oomiero yposHs 3Haunmoctu 0,025.

COOTHOIIIEHUE PUCKOB TOJIy4eHO U3 HecTpatuduimpoBanHoit moaenu Cox PH

Pucynox 7. MONALEESA-3 — kpuBast Kaniana-Meiiepa nis OB (moyiHbIii
nonyaauuoHHbIA anaau3 [I[ITTA]) (mocnennss nara ydyera naHubix 3 utons 2019 r.)

Ilen3ypupoBaHHOE BpeMst
PuGounknu6+dynsectpant

(N =484)

6 ITnaueGotdynsecrpant (N = 242)

Yucino ciyyaen
Pubonmnknn6+dynsectpant: 167,
Inane6o+®ynsecrpant: 108

4 Ortnouenue puckos = 0,724
95% JIN [0,568, 0,924]

Menuana no Kanan-Meiiepy

2 Pubounknu6+dynsecrpant: HO
TTnanebo+®ynsectpant: 40,0 Mecsuen

Jlorpanrosoe p-3nayenue = 0,00455

0 2 4 6 8 1 1 1 1 1 2 2 2 2 2 3 3 3 3 3 4 4 4 4
Bpewms (Mecsilbl)

Pubounk 48 47 45 44 43 42 41 40 39 38 37 36 34 33 32 30 30 28 23 15 9 4 1 2
Mnaue6o 24 23 22 22 21 21 20 19 19 18 18 17 6 15 15 14 14 13 10 6 3 1 3 0

Jloepaneoswiii kpumepuii u moodens Cox, cmpamuuyuposanHvlil N0 Memacmasam 6 iecKue
u/unu neuens, npeduleCmsyroujeti Xumuomepanuy npu pacnpocmpaHenHom 3a001e6aHul U



npenapamy 0Jisi KOMOUHUPOBAHHOU IHOOKPUHHOU mepanuu coanacHo IRT

[Toka3zaTens BpeMEHHU 10 MPOrpecCHpOBaHUs 3a00J€BaHUS B MPOLIECCE CIEAYIOUICH JIMHUH
Tepanuu Wiu 10 JerambHoro ucxoxa (BBII2) y manmeHToB B Tpymme mnpuema npemnapara
Kuckanmu 6b11 60JBIIIE TIO CPaBHEHUIO C MalMeHTaMu B Tpyrme npueMa miaredo (OP: 0,670
[95% JAW: 0,542, 0,830]) B 00O1meii momyssiiiuu uccneaopanus. Menuana BBIT2 cocraBumna 39,8
mecsna (95% JU: 32,5, HO) B rpynne nauueHToB, nojydasiux npenapatr Kuckamu, u 29,4
mecsina (95% JAU: 24,1, 33,1) B rpymne naiuyueHToB, MOJIy4aBIInX 1ianeoo.

Tooxcunvie nayuenmoi

N3 Bcex manmeHToB, nonydaBmux npenapat Kuckamu B ucciepoBanusx MONALEESA-2
u MONALEESA-3, penpe3eHTaruBHasi A0Js NAUMEHTOB MPUXOJWIACh HA BO3pacT =65 u
>75 mer (cm. paszzmen 5.1). OOmux pasnuuuii B TOKa3aTelnsX O€30MacHOCTH WU
3¢ (HEeKTUBHOCTH JISl ATUX B 00JIee MOJIOJIBIX MAIIMEHTOB He HaOI01a10Ch (CM. pasznen 4.2).
Tlayuenmul ¢ Hapywenuem yHKyuu novex

B pamkax Ttpex onopueix wucciaegoBanuii (MONALEESA-2, MONALEESA-3 u
MONALEESA-7) neuenue puborukiandom nomydanu 510 (53,8%) manneHToB ¢ HOpMalbHOM
¢yukuueit nouek, 341 (36%) manument ¢ nerkum u 97 (10,2%) nmanueHToB ¢ yMEpEHHBIM
HapylnieHneM QyHKIUYU novek. [1arueHTs! ¢ TsKenbM HapyleHneM (pyHKINY ToYeK He ObLIu
BKJIFOYEHBI B 3TU UccienoBaHus. Pesynprarel 1o BBII y manueHToB ¢ JIESTKUM U yMEPEHHBIM
HapymieHueM (QyHKIIUU MOYEK, MOJyYaBIIUX pUOOIMKINO B HavanbHOU 03¢ 600 Mr, ObLIN
COTJIACOBaHHBIMH B CPABHEHUU C 3TUM TOKa3aTelleM y MalUeHTOB ¢ HOPMAIbHOU (yHKITMEH
nouek. [Ipoduie Ge3omacHOCTH B 11€7I0M OBUT CXOKMM BO BCEX IMOYEUYHBIX KOTropTax (CMm.
paszen 4.8).

Hemu

EBpomneiickoe areHTCTBO IO JIGKAPCTBEHHBIM CPEICTBAM OTKa3ajoch OT IpaBa TpeOoBaTh
UCIIOJTHEHUST 00s13aTENIbCTB MO NMPEAOCTaBICHUIO PE3yJbTaTOB HccienoBanuii Kuckamum Bo
BCEX IMOJKJIACCAaX MAIMEHTOB JETCKOrO BO3pacTa IpH JICYCHUH paKa MOJIOYHOM Kese3bl (CM.
pasnen 4.2 i moaydeHuss ”HPOPMAIIMH 110 TPUMEHEHHUIO Y JACTEH ).

5.2 dapMaKkOKHHEeTHYECKHE CBOIiCTBA

dapMakOKHMHETHYECKHE MapaMeTpsl puOonHKkiInbGa ObUTM U3yYeHbl y TAlUEHTOB C
pacnpoCTpaHEHHBIM PAKOM IOCJE TPUEMa BHYTPh B CyTOUHBIX A03ax oT 50 mr go 1200 mr.
310poBbIe TOOPOBOJIBLIBI MOTYYaIH IEPOPATLHO OAHOKPATHBIE 03Bl B 1uana3one ot 400 mr
10 600 Mr wam B moBTOpHBIE 10361 400 MT e3keTHEeBHO (8 mHEi).

Abcopbyus

AOcoroTHas OMOIOCTYTHOCTh PUOOIMKINOA HEM3BECTHA.

Bpemst nmoctmxenus MakcumanbHOW KOHHEHTpauuu (Tmax) MOCTIE mpuemMa BHYTPb
pubommkauba coctaBuwiio 1-4 yaca. HaGmromanoch HeOONBIIOE CBEPXMPONOPIHOHATBHOE
yBenmmueHue 3KCHo3UH (Crax 1 AUC) pubonukinnba B n3ydaeMoM Auama3one 103 (ot 50 mr
1o 1200 wmr). TTocne moBTOpHOTO TIpUEMa OAWH pa3 B CyTKU PaBHOBECHOE COCTOSIHHE OOBIYHO
JOCTUTaNoCh 4depe3 8§ AHeH, pHOOLMKINO KyMyJIUpOBal CO CPEIHHUM TI'€OMETPHUECKUM
OTHOIIIEHUEM, cocTaBstomuM 2,51 (nuamazon: ot 0,97 no 6,40).

Brusnue nuwu

[To cpaBHEHHIO C TIPUEMOM HATOIIAK MPHEM BHYTPh puOONMKINOa B (opme TabJIeTKH,
HOKPBITOH MIIEHOYHOI 000JI0YKOM, B OAHOKPATHOM J103¢ 600 MI' ¢ BRICOKOKaIOPUITHOM NHILEH,
C BBICOKUM COJIEp>KaHHEM KHpa, HE OKa3bIBAET BIUSAHUSA Ha CKOPOCTh U CTENEHb abcopOuuu
pubormkInoa.

Pacnpeoenenue

Cas3piBanne pubouukinba ¢ OenkaMu IJ1a3Mbl KPOBU YEJIOBEKa in  Vitro COCTaBIISIIO
npubmm3utensHo 70% u He 3aBuceno ot koHneHtparuu (ot 10 Hr/ma mo 10 000 Hr/mu).
Pubouukimb paBHOMEpPHO paclpeaessicss MeXIy SPUTPOUUTaAMH M IUIa3MOH KpPOBH CO
CpeIHMM OTHOUICHHWEM KpoBb/miazma in vivo 1,04. Kaxymmiics o0beM pacripenesneHus: B



paBHOBecHOM coctostHuH (Vss/F) cocrapmst 1090 71, Mo TaHHBIM aHAIM3a MOIMYJISIIMOHHOM
(bapMaKOKUHETHUKH.

buompancgopmayus

B uccnenoBanusix in vitro u in vivo 1oKa3aHo, YTO y 4YeJOBeKa PHUOOIMKING MOJBEpraercs
MHTECHCUBHOMY MeTa00JIM3My B IE€UYEHU TIJIaBHBIM O0pa3oM Mpu ydyacTUu Hu30pepMeHTa
CYP3A4. IToce npuema BHYTpb B OAHOKpaTHOI1 103e 600 Mr [14C] pubonuknuba y uenosexa
MyTH TIEPBUYHOTO MeTabor3Ma pUOOIUKINOa BKIIOUAIN OKUCIeHue (aeankunupoBanue, C
u/umn N-okcureHarwro, okucienue (-2H)) m ux komOumnHammu. [lepBudHBIE METAOOTUTHI
pubouukiInba MOJIBEPraJuch KOHBIOTAMM MyTeM N-alleTHJIMPOBAaHUS, CYIb(paTHpOBAHUS,
CBSI3BIBAHUS C IIUCTCHMHOM, TIUKO3WIMPOBAHUS M TIIOKYpOHU3alud. PuOouukmu® Obul
OCHOBHBIM (papMaKOJOTUYECKH AaKTUBHBIM COEAMHEHHEM, MPHUCYTCTBYIOIIMM B IUIa3Me.
OcHOBHBIE  IUpKyJIMpytomue  Merabomutel:  Mmertabomur  MI13  (CCI284, N-
ruapokcwmpoBanue), M4  (LEQ803, N-gemermnupoBanme) u M1  (BTopuuHas
DIIOKypoHu3arus).  KnuHuueckas  akTHBHOCTh  ((apMaKoJNOTHYECKHE  CBOWCTBA |
0e30macHOCTh) pUOONMKINOa ObUIa TPEUMYIIECTBEHHO OOYCIOBICHA HEHM3MECHECHHBIM
mpernapaToM, IpU STOM UPKYIUPYIONIHNE META0OIUTHI HE UMENH CYIIECTBEHHOTO 3HAUCHUSI.
Pubouuknmb moaBepraics HWHTEHCUBHOMY MeETa0O0IM3MYy, KOJWYECTBO HEU3MEHEHHOTO
npenapata coctaBisio 17,3 % u 12,1 % B kasne u moye coorBercTBeHHO. Metaboiut LEQ803
B 3HAUUTEIHHOM KOJHMYECTBE OMPEIEISICS B SKCKPEMEHTaX, €ro KOJUYECTBO COCTABIISLIO
13,9 % u 3,74 % npunATOW 103l B Kajle ¥ MOYE COOTBETCTBEHHO. Jpyrue MeraboynThl
OTIpeeIIsINCh U B Kalle, U B MOY€ B HEOOJIbIINX KonyecTBax (<2,78% mpuHATON J03bI).
Onumunayus

B paBHOBECHOM COCTOSTHUM MPU TPUMEHEHUH 10361 600 MI' y TallUEHTOB C PaCIPOCTPAHEHHBIM
paKkoM TEOMETpUYECKOe cpenHee 3HaueHue 3(PQPEKTUBHOTO TEpUoAa MONYBBIBEICHUS U3
IJ1a3Mbl KPOBU (Ha OCHOBAHWHU COOTHOILIEHUS aKKyMyJisiuu) coctanisuio 32,0 yaca (63% CV)
U TEOMETPUUYECKOE CpelHee 3HaueHue Kaxyierocs kinuperca (CL/F) mpu mpueme BHYTpH
cocrtaBisio 25,5 n/4 (66% CV). ['eomerpuueckoe cpeHee 3HaU€HUE KaXKyIErocss KOHEYHOTO
nepuoja MOMyBbIBeeHUS prOoImKiInbOa u3 1ia3mel kpoBu (T12) HaXoguTCs B mpeaenax OT
29,7 no 54,7 wacoB u reomeTpuueckoe cpeanee 3nauenne CL/F pubonuknmmba B 1ramna3oHe ot
39,9 no 77,5 n/4 npu no3e 600 Mr Bo Bcex UCCIEAOBAHUIX Y 3/I0POBBIX JOOPOBOJIBLIEB.
PuGorukim6 BHIBOJIUTCS TIIaBHBIM 00pa30M C KaJIoM U B HEOOJIBIIION CTENEeHU ToYKaMu. Y 6
3I0POBBIX JOOPOBOJIBIIEB MY’>KCKOTO IIOJIa TIOCIIe TpHeMa OJHOKPATHOW O3Bl [14C]
pubommkauba, 91,7% oOmieit BBeIeHHOH paJuoaKTUBHON 03Bl ONPEACISIOCH B TeUeHUE 22
JHEW; B OCHOBHOM BBIBEJICHUE MPOUCXOJUIIO uepe3 kuiieyHuk (69,1%), 22,6% 10361
BBIBOJIUJIOCH TOYKAMH.

Jlunelinocms/HenunetiHocmy

B nuanmazone no3 or 50 mr go 1200 mMr mocne OJHOKpAaTHOM 11036l M MOBTOPHBIX 103
Ha0JII01a7I0Ch HETIPOIIOPIIMOHANIbHOE yBenudeHue dKCIo3uInU (Cmax 1 AUC) pubonukinoa.
OTOT aHanu3 OrpaHUYMBAETCS MajblM pa3MepoM BBIOOPKH B OOJBIIMHCTBE KOTOPT,
MOJTyYaIOIUX OIPeIeTICHHBIC JJ03bI, C HAUOOIBIINM KOJUYECTBOM JAaHHBIX, MOCTYMAOIINX U3
KOTOPTHI, mojry4aBuen 103y 600 mr.

Ocobvle epynnwvl nayuenmos

Tlayuenmul ¢ Hapywenuem yHKyuu novex

Bnusaue Hapymenus: GyHKIMM MMOYeK Ha (hapMaKOKMHETHKY pHOOLMKINOA OIICHWBAIU B
UCCJIEIOBAaHUM HapylIeHUs: (QYHKLIHU MOYEK, B KOTOPOM MPUHUMANHU ydacThe 14 3710poBBIX
UCTIBITYEMBIX C HOpPMaJbHOM (yHKIHMEH mouek (abconoTHAs CKOpPOCTh KIIyOOUKOBOM
¢unbrpanuu [aCK®] > 90 mu/mun), 8 yyactHukoB ¢ jgerkum (aCK® ot 60 go < 90 mi/mMun),
6 yuyacTHHKOB ¢ ymepeHHbIM (aCK® ot 30 mo < 60 mu/MHH) ¥ 7 MAalMEHTOB C TSHKEIBIM
HapymenueMm (ynkiuu nouek (aCK® ot 15 go < 30 mMi/MuH), a Takke 3 TalMeHTa C
TePMHUHANBLHOW cTagueit moueuyHoit HepoctaTtouHoctu (TITH) (aCK® < 15 mu/muH) npu
pasoBoii qo3e pudonukmmbda 400 mr.

AUC;ys yBenmuuunacek B 1,6, 1,9 u 2,7 pa3a, a Cmax — B 1,8, 1,8 1 2,3 paza y manueHToB ¢



JIETKUM, YMEPEHHBIM U TSKENIbIM HapyleHneM (PyHKIIMU TOYEK M0 CPAaBHEHUIO € SKCIIO3ULINEN
y TalMEHTOB ¢ HOpMaIbHOH (pyHKuuel noyek. [lockonbky B nccienoBanus 3pGeKTHBHOCTH
1 06e30macHOCTH PUOOIMKIINOA OBITO BKITIOUEHO OOJIBINE MAIMEHTOB C JIETKUM HapyIICHHEM
¢yHKIMYM oyek (cM. pazzen 5.1), JaHHbIe MallMEeHTOB C YMEPEHHBIM U TSKENIBIM HapyIICHHEM
(GYHKIIMM TOYEK, y4acTBOBABIIMX B MCCIEAOBAHWU MOYEYHON HENOCTaTOUYHOCTH, TaKXKe
CpaBHUBAIN C OOBEIMHEHHBIMH JAHHBIMHU TAllMEHTOB C HOPMaJbHOW (DyHKIMEH MoueK u
JerkuM HapyueHueM (QyHkuuu modek. [lo cpaBHeHUIO ¢ OOBEIMHEHHBIMH JAaHHBIMU
NAIMEeHTOB C HOPMalbHOM (DyHKIMEH MOYeK M JIETKUM HapylIeHHeM (yHKIUH IMOYeK Y
MAIMEHTOB C YMEPEHHBIM U TshKenbIM HapymeHnueM ¢yHKuuu nodek AUCinr yBenuuuiaach B
1,6 u 2,2 paza, a Cmax — B 1,5 u 1,9 paza coorBercTtBeHHO. KparHOoCTh paznuumii s
yuactTHUKOB ¢ TIIH He paccumThiBanach m3-3a HEOONBIIOrO YHCIA TAKUX YYaCTHHUKOB, HO
pe3yabTaThl YKa3bIBAIOT Ha aHAJIOIMYHOE WIJIM HECKOJBKO OOoJbliee YBEIMYEHUE HKCIIO3LUU
puboLKKII00a O CPAaBHEHUIO C UCTIBITYEMBIMHU C TSKEJIOH MOYeuHOM HEJ0OCTaTOYHOCThIO.
Brnusaue Hapyuienus QyHKIUN OYeK Ha (hapMaKOKUHETHKY pUOOIMKINOA TAKKe OLICHUBAIH
y OHKOJIOTMYECKHUX TMallMeHTOB, BKIIOUYEHHBIX B HccIeA0BaHUS J(PQPEKTUBHOCTH U
0€30I1aCHOCTH, B KOTOPBIX MAIIMEHTHI MOIydain HadyabHyto 103y 600 mr (cm. pasaen 5.1). ITo
pe3ynbrataM aHanu3a (apMaKOKHMHETHYECKUX JaHHBIX HCCIIENOBaHUI MO MOArpynmam y
OHKOJIOTMYECKHX IMalMeHTOB mocie noxydeHuss 600 mMr puOonuknnda mepopaibHO B BHUJE
0oMHOKpaTHOHN 110361 WK MOBTOPHBIX 103 AUCinf i Cimax pUOOIMKIINOA Y MAIIUEHTOB C JISTKUM
(n = 57) unu ymepeHasM (n = 14) HapymeHreM (QyHKIIUH MOYEK OKAa3aJIUCh COOCTABUMBI C
AUCinf 1 Cmax y TTAIIMEHTOB ¢ HOpMAJLHON (PyHKIMEH moyek (n = 86), 4TO CBUIETEIBCTBYET
00 OTCYTCTBMM KJIMHHUYECKM 3HAUMMOTO BIIHMSHUSA JIETKOTO WM YMEPEHHOTO HapyLICHHUS
(GYHKIMH ITOYEK HA SKCIIO3UITHIO0 PUOOIIUKIHOA.

Hapywenue ¢pynkyuu nevenu

[To naHHBIM (hapMaKOKMHETHYECKOTO MCCIENOBaHUS Y MAMEeHTOB ¢ HapylleHneM (yHKIUU
IICUeHH, JIETKOE HapyleHne (PyHKIMH MeYSHN HE BIMSET Ha HKCIO3UIUI0 pUOOIUKIOa (CM.
pazmen 4.2). Cpeassisi dKCMo3uliusi puOONMKINOa yBEIWYMBaJach MEHEe 4YeM B 2 paza y
NaIMEeHTOB ¢ yMepeHHbIM (cpeanee reomerpuueckoe otHouienue [CI'O): 1,50 miast Crax; 1,32
st AUCinr) 1 TsokensiM (CI'O: 1,34 qiist Crax; 1,29 mis AUCinf) HapymenueM (QyHKITUH
neueHu. [lo gaHHBIM aHaNM3a MOMYJSAIMOHHON (hapMaKOKMHETHKH, KOTOPBIH BKIto4an 160
MAIMEHTOB C PAaKOM MOJIOYHOM >KeJIe3bl ¢ HOPMAJIbHOW (hyHKIIMEH TIedeHH U 47 MalueHTOB C
JIETKUM HapyIlleHueM (YHKLIUHU MeUeHH, JIETKUE HapyIIeHUs (YyHKIMY [IeYeHU HE BIMSIN Ha
9KCMO3ULMI0 PUOONUKINOA, YTO MOATBEPXKIAIOT JaHHbIE CIEUUATbHO MPEIIPUHATHIX
UCCIICIOBAaHUN NIPU HApyIICHUSX (QYHKUIMU MedeHu (cM. pasaen 4.2).

Bausinue 6o3pacma, maccel mena, nona u pacwl

AHau3 NomyJIsIMOHHON (PapMaKOKMHETHKH ITOKa3aj, YTO BO3PACT, Macca Teja WM MOJI0Bas
NPUHAJJISKHOCTh HE OKa3bIBAIM CYIIECTBEHHOTO BIHMSHUS HA CHCTEMHYIO 3KCIO3MIIHIO
pubornmkimba, mpu KOTOPOM Morja Obl MOTpeOoBaThbCs KOPpEeKIHs 103bl. JlaHHBIE IO
BJIMSTHUIO PACOBOM MPUHAAICKHOCTH Ha (PapMaKOKHHETUKY CIIMILIKOM OTPaHUYEHBI JUIsl TOTO,
YTOOBI J1e1aTh BHIBOJIBI.

Jlannvle no e3aumooeiicmauio in vitro

Bosoeticmsue puboyuxnuba na ghepmenmot yumoxpoma P450

In vitro pubouMkiIu0O B KIMHUYECKH 3HAUYMMBIX KOHLEHTpPALUAX SBISETCS OOpaTUMBbIM
unruouropom CYP1A2, CYP2El u CYP3A4/5 u unruburopom CYP3A4/5, akTuBHOCTDH
KOTOpPOro HM3MEHsieTCsl BO BpeMeHH. VccnenoBanus in vifro mokazaiu, 4yTO PUOOIUKINO B
KIMHUYECKH 3HAYUMBIX KOHIIGHTpAalMsIX He 00JamaeT CrmocoOHOCThIO HMHTUOMPOBATH
aktuBHOCTh CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19 u CYP2D6. Pubouukiub He
o0azaer crocoOHOCTHIO K 3aBUCUMOMY OT BpeMeHHU nHruouposanuio CYP1A2, CYP2C9 u
CYP2D6.

UccnenoBanust in  vitro TmoOKa3alu, 4YTO pHOONMUKINO HE 00JagaeT CHoCOOHOCTHIO
WHIYIUPOBAaTh aKTUBHOCTH Y JD-rmokyponuntpancdepas wi (epmentoB CYP2C9,
CYP2C19 u CYP3A4 uepe3 npernan-X-peuenrtop. Tak, MaioBeposAsTHO, 4TO Kuckaniu Moxer



MOBJIMATH HAa cyOcTpaThl JaHHBIX (epMeHTOB. IIpencraBieHo HETOCTAaTOYHOE KOJIMYECTBO
TAHHBIX i1 Vitro JUIsl TOTO, YTOOBI UCKITIOYUTH MOTEHIINAIEHOE BO3/ICHCTBHE PUOOITMKINOA Ha
€ro CrocoOHOCTh MHAYIMPOBaTh akTUBHOCTE CYP2B6 uepes CAR.

Bo3zoeticmseue mpancnopmepos Ha puboyukiud

PuGornukmmbé — »3To cyOcTpar P-rmukonporenHa, HO, 1O JaHHBIM HCCIEIOBaHUS OanaHca
macc, HHruouposanue P-rimukonoporenna mim BCRP ManoBeposiTHO BIMsSET Ha SKCIO3ULIUIO
pubomukInba B TEpaNeBTHYECKUX J103aX. PuOOmukan® He sBisieTcs cyOcTpaToMm st
Tpa"cnoptepoB neueHouHoro 3axsara OATP1B1, OATPI1B3 unu OCT-1 in vitro.
Boszoeiticmsue puboyuxnuba na mparncnopmepul

UccnenoBanus in vitro mokasaiu, 4To puOOIUKING 00agaeT MOTEHIIMATIOM UHIHONPOBAHHUS
aKTHBHOCTH JICKapCTBEHHBIX TpaHcnoprepoB P-rimkonporenna, BCRP, OATPIBI1/1B3,
OCT1, OCT2, MATE1 u BSEP. B kinHUYeCKU 3HAUNMBIX KOHIICHTPAIHMSIX PUOOLUKING HE
uaruoupyer OAT1, OAT3 unu MRP2 in vitro.

5.3 JlaHHbIe JOKJIMHUYECKOH 0e30MacHOCTH

Dapmaronozuieckas 6€30nacHoCmy

B uccnenoBanusx in vivo no 6€30MacHOCTH CEPJICYHO-COCYAUCTOM CUCTEMBI y COOaK MOKa3aHo,
YTO MpoJIOHTUpoBaHue uHTepBasia QTc cBSI3aHO ¢ 10301 M KOHLIEHTpALMen MpU IKCIIO3ULINH,
KOTOPYIO MOYKHO OKHMJIaTh Y MAallMEHTOB MOCJIE Mpuema B pekoMenayemoi n1o3e 600 mr. Kpome
TOTO, HApsIy COITHUM IPU MOBBIIIEHUH HKCHO3ULUHN (MPUOIM3UTEIBHO B 5 pa3 BhIlIE
npeanojgaraeMon KIIMHIIECKOU Cmax) IMEETCSI PUCK PA3BUTHSI SKCTPACUCTOIIHUH.
Tokcuunocms npu NOBMOPHBIX 003AX

[Tpu u3y4eHUr TOKCUYHOCTH MPHU MOBTOPHBIX 103aX (CXeMma JeueHus: 3 Helenu IpUMEHEHUs
npenapata/l Henens 6e3 MpUMEHEHUs Mpenapara) y KpbIC MPOJOKUTEILHOCTRIO 27 HEJeNnb |
cobaK MPOAOKUTEIBHOCTEIO 39 Hemenb, OOHApPYXEHO, YTO OCHOBHOH MMIIICHBIO
TOKCHYECKOro  JiedcTBus  pubonukiamuba  sBIseTcs — remaroOWiIMapHas — cucTeMa
(mponudepaTUBHBIE U3MEHEHHUS, XOJECTa3, JIOKHOMECYAHUCThIE KAMHU KETYHOTO ITy3bIps U
3acToi jkenuu). B HccienoBaHUSAX € TMOBTOPHBIMM JI03aMHU  [TOKa3aHO, YTO OpraHaMu-
MUIICHSIMH JJ11 (apMakoJIOrH4ecKoro JeHCTBUS pUOOLMKINOA SBISIOTCS KOCTHBIM MO3T
(TMTIOLIETUTIONISIPHOCTD),  TUMQaTnueckas cucreMa (UCTOLIeHHEe JHUM(OUTHOW TKaHM),
cinu3nucTas 000J0uYka KuiledyHuka (atpodus), koxka (arpodus), KOCTH (yMEHBIIECHUE
00pa30BaHUs KOCTHOW TKaHM), MOYKH (OJHOBPEMEHHAs JIETeHEpalus U pereHeparus KIeToK
KaHAJIBIICBOTO JMUTENNsI) U ceMeHHHKU (atpodumsi). Kpome HabmromaeMbIX B CEMEHHUKAX
aTpopUUECKNX M3MEHEHUH, KOTOpble UMENU TEHACHIUIO K TPaH3UTOPHOMY XapakTepy, Bce
JIpyrue u3MeHeHHs! ObUIM MOJIHOCThIO 00OpaTUMbI uepe3 4 Henenu mepuojaa 6e3 MpUMEHEHUS
npenapara. JKCHO3ULIUA pUOOIMKINGA Y )KUBOTHBIX B TOKCHUKOJOTHYECKUX HCCIETOBAHUAX
OblTa OOBIYHO MEHEe BBIPAKEHHOW WJIM TaKOW e, KaKk y TMalHUeHTOB, MOIyYarolux
MHOrokpartssle 10361 600 mr B cyTku (Ha ocHoBaHuu AUC).

Toxcuueckoe oeticmsue Ha penpoOYKMUBHY0 (QYHKYUIO

He BBIABIEHO NpPHU3HAKOB (DETOTOKCMYHOCTH M TEPATOT€HHOCTH PUOOIUKIMOA TPU €ro
MPUMEHEHUH B J03aX, IPU KOTOPBIX HE 0OHAPYKEHO MPU3HAKOB MAaTEPUHCKON TOKCUYHOCTH Y
KpbIc 1 kposnkoB. Ha ocHoBanuu AUC, nocne Bo3AelcTBYA Ha U101, MEHbIIETo WK B 1,5 pasa
0OJIBIIIEro, YeM BO3JICCTBUE HA YEIOBEKA MPU MaKCUMAJIbLHON PEKOMEHyeMOM 103€, paBHON
600 Mr/cyTku, y KpbIC YBEJIMYHMJIACh YacTOTa MOCTUMIUIAHTALMOHHOW THOENnH Iuiona u
CHHU3MJIACh Macca Tella IIIo/a, a Ha KPOJIMKOB pUOOLMKING OKa3all TepaTOreHHOEe NeiCTBHE.

Y 5MOpHOHOB KPBIC OTMEYAIN CHU)KEHHBIN BEC B COBOKYITHOCTU C M3MEHEHUSIMH B CKeEJETe,
KOTOPBIEC CUUTAIUCH MPEXOIAITUMU W/WIA CBA3aHHBIMH ¢ 00JIee HU3KOM Maccoi AIMOpHOHa.
VY KpONMKOB BBIIBHJIM HEXesaTelbHble APQEeKTh i 3MOpHOHA, HAa UYTO YKa3bIBaJU
MOBBIIICHHAs] YacTOTa aHOMalui (MOPOKM pAa3BUTHS BHEIIHUX 4YacTeld Tela, MOPOKU
BHYTPEHHUX OpPraHOB M CKelleTa) U Macca YMOpHOHa (HU3Kas Macca SMOpHOHA). AHOMATUU
pa3BUTHSI BKJIIOYANM TaKXe JIOJIM JIETKMX YMEHbBIIEHHOTO/MAaNoro pasmepa, Haluyue
JIOTIOJTHUTEIBLHOTO COCY/1a Ha IyTe a0PThI, TPBIKY JuadparMel, OTCYTCTBHUE TOTIOJHUTEILHON



noiu  wuiaum - (YacTMyHO) — cpocmmecs  gonmm  Jerkoro (30 w60 wmr/kr),
JIOTIOJTHUTEBHOS/PyIUMEHTAPHOE TPUHAALATOE pedpo, nedopmanus MOABIA3BIYHON KOCTH
Y MEHbIIIee KOJIMYeCTBO (asaHroB mepBoro mnanbia. [Ipu3HakoB >sMOpHo-(deTanbHON
CMEPTHOCTH HE OTMEYAJIOCh.

B pamkax wuccnenoBaHus (DEpTUIBHOCTH CaMOK KpbIC pUOOIMKINO HE BIMSI Ha
PENPONYKTHBHYIO (DYHKIMIO, (HEPTUIBLHOCTD MM paHHEe YMOPHOHAIBHOE Pa3BUTHE B JIIOO0H
no3e 10 300 Mr/kr/cyTku (4TO, IO BCEH BEPOATHOCTH, MO CTEIICHHU BO3JCHCTBUS HUXKE WU
DKBUBAJICHTHO KJIMHUYECKOMY BO3JECHCTBUIO Ha NALMEHTOB MPH CaMOW BBICOKOU
peKOMEHI0BaHHOM 1103¢, paBHOU 600 Mr/cyTku, o nanaeM AUC).

HeiictBue pubouukimnba B XoJe HCCIEA0BaHUHA (EPTUIBHOCTH CaMIIOB HE OLIEHHWBAIOCH.
Opnako aTpoduueckre N3MEHEHUsI B CEMEHHUKaX KPbIC U cO0aK ObUIM 3aperucTpUpOBaHbI B
paMKax HMCCIENOBAaHUM TOKCHYHOCTH IPU CTENEHHU BO3JCHCTBHUS HHMXKE WMJIM 3KBUBAJCHTHOU
BO3JCHCTBUIO HA YEJIOBEKA MPHU MPUEME CaMOW BBICOKOW PEKOMEHJIOBAHHOM J03bI, PaBHOM
600 mr/cytku, mo ganHeiM AUC. JlanHble 3((}eKTbl MOTYT CBS3BIBATBCS C TNPSMBIM
aHTUNpoNU(epaTUBHBIM BO3JECHCTBUEM Ha IOJIOBBIE KJIETKM CEMEHHMKA, YTO MPUBOIUT K
aTpouu CEMEHHBIX KaHAIBIIEB.

PuGorukmmb u ero MeTabonmuThl OBICTPO MPOHUKAIOT B MOJIOKO Kpbic. OTMewamach Oonee
BBICOKAsI OKCIIO3UIIUS PUOOIMKINOA B MOJIOKE, UM B TUIa3MeE.

TI'enomoxcuunocms

B uccrnenoBaHusX reHOTOKCUYHOCTH B 0aKTEPUAILHBIX CUCTEMAX i1 Vitro M'y MIIEKOITUTAIOIIIX
in vitro ¥ in vivo B CUCTEMAaX C META00JINYECKON aKTUBAIMEl U 0e3 Hee HE BHIABIEHO HUKAKAX
JTAHHBIX 110 TEHOTOKCHYECKOMY MOTSHIIMATY PHUOOIMKINOA.

Kanyepoecenes

Pubonmknmu0 oreHWBAM Ha KAHIIEPOTEHHOCTh B paMKax ABYXJIETHETO WCCICIOBaHUS Ha
KpBICax.

[TepopanbHoe mpuMeHeHNe puOOLMKINOa B TedeHue 2 JieT B g03ax >300 MI/Kr/cyT y caMok
KpBIC MPUBEJIO K YBEIMUYEHUIO YACTOThI Pa3BUTHS SMUTEIHAIBHBIX OMYXOJeil HIOMETpUs U
KENE3UCTON U TUIOCKOKJICTOYHOM I'MITepIIa3uyl B MaTKe/meiike MaTKu, a B 103e 50 MI/Kr/cyT y
CaMIIOB — K YBEJIMYEHHMIO YaCTOThl Pa3BUTHUS (POJUIMKYJISPHBIX OIyXOJEeH IIMTOBUIHON
xkene3bl. CpemHsist SKcno3uiusi B paBHOBecHOM cocTostHuu (AUCO0-24 9) y caMOK U CaMIlOB
KPBIC, Y KOTOPBIX HAOIIOJAINCh OMyXO0JIeBbIe M3MeHeHus, Obuta B 1,2 1 1,4 pa3a Beliie, ueM y
NalMEeHTOB, MOJYYaBIIUX peKkoMeHayemyto no3y 600 mr/cyT coorBercTBeHHO. CpemHsis
AKCTO3UIUs B paBHOBeCHOM cocTosiHUU (AUCO0-24 4 ) y caMOK M CaMIIOB KPBIC, Y KOTOPBIX
HAOIOIAMCh OIMyXOJIeBBbIE M3MEHEHUs, Oblma B 2,2 U 2,5 pasa Bblllle, 4eM y TAI[MCHTOB,
noJTy4aBIuXx mnpernapat B go3e 400 Mr/cyT, COOTBETCTBEHHO.

JlonoTHUTEIBHBIE HEOMYXO0JIEBbIC MPOIU(EPATUBHBIE U3MEHEHHSI 3aKIIOYAINCH B YBEITHUCHUH
KOJIMYECTBA 0YaroB U3MEHEHUH B reueHn (0a30(MIIbHBIX M CBETIIOKJIETOYHBIX ) M TUTIEPILIA3un
WHTEPCTUIMANBHBIX KIETOK simuka (Jlefaura) y camiioB Kpeic ipu fo3ax > 5 mr/kr/cyTt u 50
MT/KT/CYT COOTBETCTBEHHO.

Bo3znelicTBue Ha Marky/mieliky MaTKu UM Ha MHTEPCTHIHMATIbHBIC KIeTKH simdka (Jleimura)
MOJKET OBITh CBSI3aHO C TUTEILHOM THIONIPOIAKTHHEMUEH BeyiecTBre nHTrnOupoBanus CDK4
(GYHKIMU JTaKTOTPO(HBIX KIETOK B THMO(pHU3E, YTO H3MEHSET THUIOTAIaMO-THIIO(PHU3aPHO-
TOHAJHYIO OCh.

[ToTeHnmanpHble MEXAaHU3MBI BBISBICHHBIX MATOJOTHUH HIMTOBUIHOW JKEJIE3bl Y CaMIIOB
BKJIIOYAIOT MHIYKIUIO CTIeUU(DUYHBIX IS TPHI3YHOB MUKPOCOMAIbHBIX (DEPMEHTOB B MIEUEHU
W/WIA  HApyUICHHE PETYJSIUU OCH THIOTAIaMyC-TUMOPU3-INIKU-IIUTOBUIHAS JKele3a
BCJIE/ICTBUE ACHCTBUSI MEPCUCTUPYIOIIEH TUIONPOIaKTUHEMUH.

JIroboe MOTEHIMATLHOE YBEITUYCHHE OTHOIICHHUS SCTPOTCH/IPOTECTEPOH y JIIOACH 3a CYET
3TOr0 MexaHu3Ma OyJeT KOMIIEHCHUPOBAHO HMHTHOMPYIOUIMM JEHCTBHEM COMYTCTBYIOIICH
AHTUACTPOTEHHOW TEepanmuy Ha CHHTE3 3CTPOreHa, MOCKOJIbKY y mroaei Kuckamu mokazan B
COUYETaHHH C MpernapaTamMy, CHUKAIOIIMMH YPOBEHb 3CTPOreHa.

YuuTeiBas BaKHBIC pa3udus MEXIy TPhI3YHAMU U JIOJbMHU B OTHOIICHUHM CHHTE3a U POJIH



MPOJIAKTHHA, 0’KMIAETCS, YTO YKA3aHHBIA MEXaHHU3M JICHCTBUS HE OyJeT UMETh MOCIEACTBUN
IS YETI0BEKA.

6. ®APMAIIEBTUYECKHE CBOVCTBA
6.1 Ilepeyenb BcmoMorareJibHbIX BellleCTB
Lennrono3a MUKpOKpUCTATIINYECKAs
['MapOKCUITPONMIILIEIITION03a HU3K03aMEILIEHHAS
KpocnoBunon (tum A)

Maruus creapat

KpeMHuus quOKCH]T KOJUTOUTHBIN 0€3BOTHBIN
Obonouka:

benast ocHOBHast MOKPHIBAOIIAS] CMECH:
[ToMMBUHUIIOBBIN CIUPT YACTUYHO THAPOIN30BAHHBIN
Turana quokcun (E171)

Tanbk

Jlenutun coessiit (E 322)

KcanranoBas kamenn

UepHast OCHOBHAsI MOKPHIBAIOIIAS] CMECH:!
[ToMMBUHUIIOBBIN CIUPT YACTUYHO THAPOIN30BAHHBIN
Kenesa okcup uepnsiii (E 172)

Tanbk

Jlenutun coessiit (E 322)

KcanranoBas kamenn

Kpacnast ocHOBHas MOKpPBIBAIOIIAs] CMECH:!
[ToMMBUHUIOBBIN CIUPT YACTUYHO TUAPOIN30BAHHBIN
Kenesa okcua kpacusiii (E 172)

Tanbk

Jlenutun coessiit (E 322)

KcanranoBas kamenn

6.2 HecoBMecTHUMOCTD
He npumenumo.

6.3  Cpok rognocrtu
3roga
He npuMeHATH 10 UCTEYEHUU CPOKA TOAHOCTH.

6.4  OcoOble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUH
XpauuTth nipu Temnepatype He Boie 30 °C.
XpaHUTb B HEJOCTYITHOM JIs1 ieTel MecTe!

6.5  @opma BbINyCKA M YIAKOBKA

[To 21 TabneTke TmMOMEmAIOT B KOHTYPHYIO SYCHKOBYIO YIIAKOBKY W3 IUICHKH
NOJUBUHUIXJIOPUIHON,  JIAMUHHPOBAHHOW  MOJNUXJIOPTPUPTOPITHIIEHOM U (hosbru
ATIOMUHUEBOW WIM U3 ATIOMUHUS, JJAMUHUPOBAHHOTO C OJHOM CTOPOHBI MOJHMAMHIOM, C
JPYTOi CTOPOHBI MOJTUBUHUIXIIOPHIOM U (OJIBIY aTIOMUHHEBOM.

[To 3 KOHTYpPHBIX YHNaKOBOK BMECTE€ C HMHCTPYKIHEH MO MEAMIIMHCKOMY MPHUMEHEHHMIO Ha
Ka3aXCKOM U PyCCKOM f3bIKaX NOMELIAIOT B aUKy U3 KapTOHA.

6.6 Oco0Oble Mepbl TNPEIOCTOPOKHOCTH TPH YHHUUYTOKEHHH WCIOJIb30BAHHOIO
JIEKAPpCTBEHHOr0 mMpenapaTra MJIM OTXO0A0B, TOJYYEHHBIX TMOCJI€e TPUMeHEeHHs
JIEKAPCTBEHHOT0 MpenapaTa ujiM padoThl ¢ HUM.



Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

6.7 YcioBusi OTIIYCKA M3 aNTeK
ITo peuenry

7. JAEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
[IBetiapus

HoBaptuc ®@apma AT

Jluxtmtpacce 35

4056 basens, [lIBelinapus

7.1. INPEACTABUTEJIb JAEP/KATEJIA PETHCTPAIMOHHOI'O
YAOCTOBEPEHUA

[Iperen3uu notpedbuTeneil HaNPaBIATH 10 aJIPECy:

[IBernapus

Ouman Komnanun «Hosaptuc @apma Cepsucaz Al» B PecrryOmuke Kazaxcran
050022 r. Anmarsl, yn. Kypmanrasel, 95

ten.: +7 (727) 258-24-47

azZipec IEKTPOHHOU TouThl: drugsafety.cis@novartis.com

8. HOMEP PETHCTPAIIMOHHOI'O YTOCTOBEPEHMUAA
PK-JIC-5Ne023757

9. JATA HNEPBUYHOM PETUCTPAIIMU (IOATBEPXJIEHUA
PEI'’MCTPALIUNU, IEPEPETUCTPALIUN)
Jlata mocieqHero NoATBEPKACHUS perucrpanuu (nepeperucrpanun): 24 urons 2018 r.

10. JATA IEPECMOTPA TEKCTA
OO0mmass xXapakTepUCTHKA JICKAPCTBEHHOrO Ipernapara JAOCTYITHA Ha O(HUIIMAIILHOM CaiTe
http://www.ndda.kz
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	2-сурет. MONALEESA-7 - бүкіл популяция шеңберіндегі зерттеушінің бағалауы бойынша ҮӨ үшін Каплан-Мейер қисығы
	10-кесте.  MONALEESA-7 - NSAI алған пациенттерде тиімділікті бағалау нәтижелері (ҮӨ)
	3-сурет. MONALEESA-7 - NSAI алған пациенттерді зерттеушінің бағалауы бойынша ҮӨ үшін Каплан-Мейер қисығы
	11-кесте. MONALEESA - 7-NSAI алған пациенттерді зерттеушінің бағалауы бойынша тиімділікті бағалау нәтижелері (КТЖ, ОЖЖ)
	CLEE011F2301 зерттеуі (MONALEESA-3)

	13-кесте. MONALEESA — 3 (F2301) - Зерттеушінің бағалауы бойынша ҮТҚ жаңартылған нәтижелері (деректерді есепке алудың соңғы күні 2019 жылғы 3 қаңтар)
	6-сурет. MONALEESA-3-зерттеушінің бағалауы бойынша (ППА) ҮӨ үшін Каплан-Мейер қисығы (деректерді есепке алудың соңғы күні 2019 жылғы 3 маусым)
	14-кесте. MONALEESA - 3-зерттеушінің бағалау деректері бойынша тиімділікті бағалау нәтижелері (деректерді есепке алудың соңғы күні 2017 жылғы 3 қараша)
	15-кесте     MONALEESA-3 (F2301) тиімділік нәтижелері (деректерді есепке алудың соңғы күні 2019 жылғы 3 маусым)
	7-сурет. MONALEESA-3-ЖӨ үшін Каплан-Мейер қисығы (толық популяциялық талдау [ТПТ]) (деректерді есепке алудың соңғы күні 2019 жылғы 3 маусым)
	Егде жастағы пациенттер
	Балалар
	Сіңірілуі
	Тағамның әсері

	Таралуы
	Биотрансформациясы
	Элиминациясы
	Дозаға тәуелсіздігі/тәуелділігі
	Пациенттердің ерекше топтары
	Бүйрек функциясы бұзылған пациенттер
	Бауыр функциясының бұзылуы
	Жасына, дене салмағына, жынысына және нәсіліне әсері

	In vitro өзара әрекеттесу бойынша деректер
	Рибоциклибтің P450 цитохромының ферменттеріне әсері
	Тасымалдаушылардың рибоциклибке әсері
	Рибоциклибтің тасымалдаушыларға әсері

	Фармакологиялық қауіпсіздік
	Қайталанған дозалардағы уыттылық
	Репродуктивті функцияға уытты әсер
	Гендік уыттылығы


	Kisqali_SmPC_approved 04.07.2022_rus
	Режим дозирования
	Коррекция дозировки

	Таблица 1.  Указания по рекомендуемому изменению дозы
	Таблица 2. Изменение дозы и применение при нейтропении
	Таблица 3. Изменение дозы и применение при гепатобилиарной токсичности
	Таблица 4. Изменение дозы и применение при удлинении интервала QТ
	Таблица 5.  Изменение дозы и применение при интерстициальных заболеваниях легких/пневмонита
	Таблица 6.  Изменение дозы и применение при других проявлениях токсичности*
	Изменение дозы при использовании Кискали с сильными ингибиторами CYP3A4
	Особые группы пациентов
	Нарушение функции почек
	Способ применения
	Нейтропения
	Гепатобилиарная токсичность
	Удлинение интервала QT
	Женщины детородного возраста
	Соевый лецитин
	Лекарственные препараты, которые могут увеличивать концентрацию рибоциклиба в плазме
	Лекарственные препараты, которые могут уменьшать концентрацию рибоциклиба в плазме
	Лекарственные препараты, концентрация в плазме которых может изменяться под влиянием Кискали
	Лекарственные препараты, которые являются субстратами транспортеров
	Лекарственные взаимодействия рибоциклиба и летрозола
	Лекарственное взаимодействие между рибоциклибом и анастрозолом
	Лекарственное взаимодействие между рибоциклибом и фулвестрантом
	Лекарственное взаимодействие между рибоциклибом и тамоксифеном
	Прогнозируемое взаимодействие
	Женщины детородного возраста/контрацепция для женщин
	Беременность
	Грудное вскармливание
	Фертильность
	Обзор профиля безопасности
	Список нежелательных реакций

	Таблица 7.  Нежелательные лекарственные реакции, наблюдавшиеся в ходе трех клинических исследований фазы III
	Описание отдельных нежелательных реакций
	Нейтропения
	Удлинение интервала QT

	Механизм действия
	Электрофизиология сердца

	Клиническая эффективность и безопасность

	Таблица 8. MONALEESA-2 — результаты оценки эффективности (ВБП) по данным рентгенологической оценки исследователем (последняя дата учета данных 2 января 2017 г.)
	Исследование CLEE011E2301 (MONALEESA-7)

	Рисунок 2. MONALEESA-7 — кривая Каплана-Мейера для ВБП по данным оценки исследователем в рамках всей популяции
	Таблица 10.  MONALEESA-7 — результаты оценки эффективности (ВБП) у пациентов, получавших NSAI
	Рисунок 3. MONALEESA-7 — кривая Каплана-Мейера для ВБП по данным оценки исследователем пациентов, получавших NSAI
	Таблица 11. MONALEESA-7 — результаты оценки эффективности (ЧОО, ЧКЭ) по данным оценки исследователем пациентов, получавших NSAI
	Исследование CLEE011F2301 (MONALEESA-3)

	Таблица 13. MONALEESA-3 (F2301) — Обновленные результаты ВБП по данным оценки исследователя (последняя дата учета данных 3 января 2019 г.)
	Рисунок 6. MONALEESA-3 — кривая Каплана-Мейера для ВБП по данным оценки исследователем (ППА) (последняя дата учета данных 3 июня 2019 г.)
	Таблица 14. MONALEESA-3 — результаты оценки эффективности (ЧОО, ЧКЭ) по данным оценки исследователем (последняя дата учета данных 3 ноября 2017 г.)
	Таблица 15     MONALEESA-3 (F2301) результаты эффективности (ОВ) (последняя дата учета данных 3 июня 2019 г.)
	Рисунок 7. MONALEESA-3 — кривая Каплана-Мейера для ОВ (полный популяционный анализ [ППА]) (последняя дата учета данных 3 июня 2019 г.)
	Пожилые пациенты
	Дети
	Абсорбция
	Влияние пищи

	Распределение
	Биотрансформация
	Элиминация
	Линейность/нелинейность
	Особые группы пациентов
	Пациенты с нарушением функции почек
	Нарушение функции печени
	Влияние возраста, массы тела, пола и расы

	Данные по взаимодействию in vitro
	Воздействие рибоциклиба на ферменты цитохрома P450
	Воздействие транспортеров на рибоциклиб
	Воздействие рибоциклиба на транспортеры

	Фармакологическая безопасность
	Токсичность при повторных дозах
	Токсическое действие на репродуктивную функцию
	Генотоксичность



