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Cyrxn 1~ ik 1

. 1000
z

g
5
3
g
El
z
g
2

z
H
g

[

—o— 450 Mr

T T T T
012 4 6 8 10 24

Bpew nocne saenennx 03 [ack]

IV 9¢676CC0C



PEKUM JO3UPOBAHUA JIUIA JIEYEHUA PAKA

OBJACTDb TEXHUKH

[001] Hacrosimee ommcanne otHocutcest k  N-(1-(3-propmponmn)azeruann-3-mi)-6-
((6S,8R)-8-meTun-7-(2,2,2-tpudtopatun)-6,7,8,9-rerparugpo-3H-nupasonol 4,3 -f [uzoxuHoaus-
O-mm)nupuanH-3-amuny (AZD9833, coenunenue (I), npencraBieHHOe HUXKE) U IPUMEHEHHS B
JICUEHUU paKa, XapaKTEePU3YIOLIErocss TeM, YTO COCUHEHHE MPENHA3HAYEHO Ul NEPOPAIBHOTO
BBEJICHUS OJTMH Pa3 B CyTKHU B yKa3aHHOU f03e. OnucaHme Tak:ke OTHOCHTCS K CIIOCO0aM JIeYeHHS,
BKJIOYAIOIINM NepopanbHoe BBeaeHue AZD9833 oauH pa3 B CyTKH B YKa3aHHOM [103€ MalUEHTY,
Hy>KAaroIeMycsi B 3ToM, npumeHeHno AZD9833 nnis monyudeHus: JeKapCTBEHHOIO Ipernapara,
e JIeKapCTBEHHBIN Mpernapar npegHasHadeH Ui NepopaibHOrO BBEICHUS OJJUH pa3 B CYTKH B
yKa3aHHOM 1103€, (papMaleBTHUECKUM KOMITO3ULIMSIM, COAEPKAIIUM ONpeAeSIeHHbIe KOJIUIeCTBA
AZD9833, n HabopaM Takux GpapMareBTUIECKIX KOMITO3ULIUH.
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HNPEJANNOCBIJIKN N30BPETEHUA
[002] Penenrop scrporena anbpa (EROL, ESR1, NR3A) u peuenrop scrporena Oera

(ERB, ESR2, NR3b) mpexncraBisitoT coOO# peLentopbl CTEPOUAHBIX TOPMOHOB, KOTOpBIE

SBJISTEOTCSL ~ MIPEACTABUTENISIMA ~ OOJIBIIOTO  CEMEWCTBA  SAEPHBIX  PELEnTopoB.  bynyum
OpPTaHU30BAHHBIM MOJOOHBIM BCEM siiepHBIM penentopam odpazom, EROl cocTtout u3 mectu

(byHKUIMOHATBHBIX OMeHOB (Ha3bpiBaeMmble oT A 1o F) (Dahlman-Wright, ef a/., Pharmacol. Rev.,

2006, 58:773-781) u ero KIACCUPHUIMPYIOT KaK JHUTaHA-3aBUCUMBIH (HaKTOp TPAHCKPHUIILUY,
MIOCKOJIbKY TIOCIIE €ro CBSI3bIBAHUSI CO CHEIM(PUIECKHM JIMTAHAOM (PKEHCKHUM MOJIOBBIM
CTEPOUIHBIM TOPMOHOM, MPENCTABISIOIIM co0oi 17b-s3cTpanmon (E2)) koMIieke CBsI3bIBAETCS

C TEHOMHBIMH TIOCJIeIOBATEIbHOCTSIMH, Ha3bIBAEMbIMU dJieMeHTaMu perentopa scrporeHa (ERE),
Y B3aMIMOJEHCTBYET C KOPETYJIATOPAMH JUIsl MOIY JIILIUU TPAHCKPUITLNY LieieBbIX reHoB. [ er ER U

pacmiosoxeH B 6q25.1 u kogupyer 0eok S9SAA, U MHOKECTBEHHbIE H30(OPMbI MOXKHO MOJTy4aTh
3a CYET aJbTEPHATUBHBIX CIUIAMCUHIA U CAUTOB MHULMALUK TpaHcsiuuu. B nononnenne k JIHK-

cBsi3bIBaroIeMy foMeHy (nomeHy C) u nurana-cessbiBaroieMy noMmeny (nomeny E), peuentop



comepxut N-koHueBol nomMeH (A/B), mapHupHbIii nomeH (D), koTopelit coenunsier nomensl C u
E, n C-xoHuesoil yanuHeHHbld ydactok (momeH F). B To Bpems kak momensi EROL u ERf

ABJISIFOTCSL  OCTaTOYHO KOHCEPBATUBHBIMU (COOTBETCTBEHHO 96% u 55% wupeHTHUHOCTH
AMHHOKHCJIOT), KOHCepBaTHMBHOCTb AoMeHOB A/B, D u F sBnsercs Huskoii (menee 30%
UIEHTUYHOCTH aMuHOKuCioT). O6a peunentopa BOBJIEYEHBl B PETyJSILHMI0O M  Pa3BUTHE
PENPOAYKTUBHOIO TPAKTa JKEHIIMHBI W, KPOME TOrO, BBINOJHAT (PYHKIMU B LEHTPAJIbHOU
HEPBHOW CHUCTEME, CEePIEUHO-COCYIUCTON CUCTeMe U B MeTa0OIU3Me KOCTHOM TKaHU. | eHOMHOe
nericteue ER npoucxonut B siape kieTky, koraa peuentop cesaspiBaercs ¢ ERE nenocpeactsenno
(mpsiMast aKTHBALIUSI WJIM KJIACCUYECKHH MyTh) WM OMOCPEIOBAHHO (HempsiMasi aKTHBALUS WJIH
HeKJIacCHUeCcKuil myTh). B orcyTcTBHe nmuranaa ER accounmnpoBaHsl ¢ OekaMu TEIUIOBOTO IIOKA,
npexacrasisromumMu  codoir Hsp90 u Hsp70, m accouMMpoBaHHBINA INANIEPOHHBIH MEXaHH3M
cradmn3upyeT Turasa-cessbBaromuil fomer (LBD), nenas ero noctynubsiM uist nurasnaa. ER ¢
NPUCOEANHEHHBIM JINTAHAOM OTAENSIeTCs OT O€JIKOB TEIUIOBOrO INOKA, YTO TPUBOIUT K
KOH(OPMALIMOHHOMY HM3MEHEHHUIO PELENTOpa, KOTOPOE [eNaeT BO3MOXKHBIM JTHUMEPHU3ALHIO,
cesasbiBanue ¢ JIHK, BzauMopelcTBue ¢ KOAKTUBATOPAMH WJIM KOPENPECCOPaMHU U MOIYJISLIMIO
JKCIIpecCuu IeNieBbIx reHoB. B Heknmaccumueckom mytu AP-1 m Sp-1 mpeacrasnsitor coboid
aNbTepHATHBHbIE peryiaTopHele mnocienosarenbHocTn  JIHK, wucnonb3yemsle  oOenmmu
u3oopmMamMu peLenTopa IUisi MOAYJSIMUU SKcrnpeccuu reHoB. B nmanHom mpumepe ER He
B3aumozeiicteyer ¢ JIHK HenmocpencTBeHHO, HO uepe3 CBs3bIBAHME C APYTMMH (aKkTopamu
TpaHckpunuuy, ceszanHeivu ¢ JJIHK, nHanpumep, c-Jun wmu c-Fos (Kushner ef al., Pure Applied
Chemistry 2003, 75:1757-1769). Tounslii MexaHH3M, HOcpeacTBoM kotoporo ER Bimser Ha
TPAHCKPUIILIUIO T€HOB, IUIOXO U3Y4Y€H, HO, MO-BUAMMOMY, OH ONOCPENOBAH MHOTOYMCIEHHBIMU
SAePHBIMU (PaKTOPaMH, KOTOPBIE PEKPYTUPYIOTCS perientopoM, cesizaHHbM ¢ JIHK. PexpyTusr
KOPETYJIATOPOB B OCHOBHOM OTOCPEAYETCs ABYMsI IOBepxHOCTsIMH OenkoB, AF2 u AF 1, koTopble
pacrionoskensl B tomeHe E u nomene A/B cootBercTBenHO. AF 1 peryiupyercs pakTopamu pocTa,
U ero akTMBHOCTb 3aBUCUT OT OKPYXKE€HHs KJIETKM U MPOMOTOpa, IPU 3TOM akTUBHOCTb AF2
MOJIHOCTBI0 3aBHCHUT OT CBA3BIBAHUS C JIMFAHAOM. XOTs [1Ba JOMEHAa MOIYT JEHCTBOBATH
HE3aBUCUMO, MaKCHMAaJIbHAsi TPAHCKPUILMOHHAS AaKTUBHOCTbL ER pocturaercs mocpencTsoMm

CHHEPreTHUeCKUX B3auMojeicTeuii Omaromapsi nByMm nomeHam (Tzukerman, ef al., Mol

Endocrinology, 1994, 8:21-30). Xora ER cunraroTcst pakropamMu TPaHCKPUILIUH, OHU MOTYT
TaKKe EWCTBOBATh Yepe3 HETeHOMHBIE MEXaHH3MbI, O YeM CBUIETEIbCTBYIOT OBICTpbIe 3(h(HeKThI
ER B Tkawmsax nocne BBeaeHuss E2 B CPOKHM, KOTOpBIE CUMTAOTCS CJMIIKOM KOPOTKUMH IS
T€HOMHOTO0 AecTBHsL. Jl0o CHX TIOp HESICHO, SIBJISIFOTCS JIM PELIeNITOPBI, OTBETCTBEHHBIE 3a OBICTPOE

NENCTBHE 3CTPOreHa, TeMH ke siiepHbIMA ER wiau OpyruMu CTEpOMIHBIMU pELENTOpPaMuy,



cesizanHbIME ¢ G-OenkoMm (Warner, ef al., Steroids 2006 71:91-95), HO ObLIO BBISIBIIEHO pacTyLiee
gucsio nyTel, uaaynupyemeix E2, nanpumep, nyte MAPK/ERK, u akTuBaLus SHAOTEIHATBHOM

CUHTa3bI OKcHza a3ota, u myTh PI3K/Akt. B nonosHeHne k TUrana-3aBUCHMBIM Iy TSIM, TTOKa3aHO,
yro EROl obnanmaer nuraHa-He3aBUCHMOH aKTUBHOCTBIO, omocpenoBaHHON AF-1, koropyro

accouuupyrotr co crtumyisinuei MAPK mnocpenctBoM mnepepauu cursana, OmoCpeAOBaHHOU
(akTOpOM pocTa, HanpuUMep, UHCY IMHONOROOHBIM pakTopoM pocta 1 (IGF-1) u snunepmanbHbIM
¢axtopom pocta (EGF). AktuHocTs AF-1 3aBucur ot pocdopunupoanus Serl 18, u npumepom
MePEKPECTHOrO B3auMonencTBusi Mexay ER u omocpemoBaHHOM (HakTOpOM pocTa mnepenadeit
curHana sissiercs: pocopunuponanue Ser 118 ¢ momommbio MAPK B oTBeT Ha (hakTOphI pocTa,
takue kak IGF-1 u EGF (Kato, ef al., Science, 1995, 270:1491-1494).

[003] ITokasano, uto ¢ ER cBsizbiBaeTCst O0MBINOE YUCIO CTPYKTYPHO PA3THUYAFOIIIXCS
coenuHeHnil. HexoTopble coenuHeHus], Takue Kak SHAOTeHHbIN turang E2, nefiCcTBYOT B KaueCTBe
arOHMCTOB PELETITOPA, TIPH 3TOM JIPy'He KOHKY PEHTHO HHTHOUPYIOT cBsA3biBaHuEe E2 1 neiicTBy 10T
B KayecTBe AHTArOHUCTOB pelenTopa. Takue coelMHEHUs MOXKHO MOJAEIUTbh Ha 2 Kjacca B
3aBHCUMOCTH OT HUX (PyHKIMOHANBHBIX 3¢¢ekToB. CeNeKTHBHBIE MOAYJATOPBl peLenTopa
sctporena (SERM), Takue kak TaMokcudeH, 00anaT CioCOOHOCThIO NeHCTBOBATh B KAYECTBE
KaK aroHHCTOB, TaK M AHTAarOHUCTOB PELENTOPa, B 3aBUCUMOCTH OT OKPYXXEHMs KJIETKH U
POMOTOPA, a Takke oT LeneBoi nzopopmel ER. Hanpumep, Tamokcuden neiicTByer B kauecTse
AHTarOHUCTAa B TKAHU MOJIOYHOH >KeJie3bl, HO IEHCTBYeT B KaueCTBE YAaCTHMYHOIO aroHHUCTa B
KOCTHOM TKaHHM, CEpAEUHO-COCYAUCTOH cucreme u MaTke. Bce SERM, no-BunumMomy, neiicTByroT
B KaueCTBE aHTaroHUCTOB AF2 1 Mojy4aroT CBOM CBONMCTBA YACTUYHBIX ATOHUCTOB NOCPEACTBOM
AF1. TlpencraBuTenu BTOPOH TIPYIIbL, TMPUMEPOM KOTOPOU siBsieTcsl  (yJIbBECTPAHT,
KJIaCCU(PUIMPYIOTCS KaK MOJHbIE aHTATOHUCTBI U CTIOCOOHBI OJIOKUPOBATh AKTUBHOCTD SCTPOTreHA
nyTeM MOJHOro MHruoupoBanust noMeHoB AF1 1 AF2 mocpencTBOM MHAYKIMU YHHUKAJIbHOTO
U3MEHEHUs1 KOH(pOpMaluu JUraHa-ces3biBaroiero jaomeHa (LBD) mnpu cBs3biBaHHH C
COeIMHEHHEM, KOTOPO€e MPUBOJAUT K MOJHOMY YCTPaHEHHIO B3aUMOEHCTBHS MEXKIY CIIHPAJIbIO
12 u ocranpHO# yacTeto LBD, Onokupys pexpyrunr kodaxropa (Wakeling, ef al., Cancer Res.,

1991, 51:3867-3873; Pike, et al., Structure, 2001, 9:145-153).

[004] B npucytcteun E2 BHyTpukierounsie ypoBHr EROL cHmKkaroTCst mocpencTsom yo

ukBuTHH/IpoTeacomuoro (Ub/26S) nytu. [lommyOuksurunmnuposanne EROL ¢ npucoennHeHHbBI

M JIMTaHZIOM KaTaJIM3UPYETCsl [0 MEHbIIEeH Mepe TpeMs pepMeHTaMu;, yOMKBUTHH, aKTUBUPOBAHH
pIii yOUKBUTHH-akTUBUpYIOIMM (pepmenToM E1, konprorupyercsa nocpeacrsom E2 ¢ ocratkamu

JIM3WHA C MIOMOIIBIO U30NENTUAHON cBsA3H nocpencTsoM E3, npencrasstomero codoit yOuksuTu



Hmrasy, u nonuy buksutuHmwnpoanHblii ER Ol 3aTemM HampasJsieTcst B mpoTeacomy sl paciiert

neHus. Xots peryysinus ER-3aBucumoi TpaHCKpUNLMU U ONOCPEIOBAHHOE NMPOTEACOMOM paciie

ruienne ER ceszanel (Lonard, ef al., Mol. Cell, 2000 5:939-948), cama o cebe TpaHCKpUIILIUS He

TpeOyercs nist pacueruienust EROL, v cOOpku KOMITIeKCa MHULMALUN TPAHCKPHUIILIMU JOCTATOUH

o st Toro, 4roOs! caenath EROL Mummensro asist paciueruieHust saepHbIMu npoteacomamu. Cumnra

€TCs1, YTO TAHHBIN MPOLIECC pacLIerieH s, THIy uupyembiii E2, HeoOxomum i obeciedeHus ero
CIIOCOOHOCTH OBICTPO AKTMBUPOBATh TPAHCKPHUIILIMIO B OTBET HA MOTPEOHOCTH B KJIETOYHOM MPOJ
udpepaunu, nuddepenuuanuu u meradonusme (Stenoien, ef al., Mol. Cell Biol., 2001, 21:4404-4
412). dynBeCTPAHT TAKXKe KIACCUPHUIMPY ETCS KAK CENEKTUBHBIN CYNPEeCcCop peLenTOPOB 3CTPOT

eHa (SERD), moakacc aHTarOHUCTOB, KOTOPBIE MOTYT TaKKe UHAY IUPOBATH OBICTPYIO CYMPECCH

10 EROl mocpenctBom mpoteacomuoro nytu 26S. Hanporus, SERM, Takoii kak TamokcudeH, Mo

xeT nosbimaTh ypoBHU EROL, X0Ts1 3¢h(pekT B OTHOIEHUH TPAHCKPUTILIUHU SIBISIETCS TOJOOHBIM T

OMy, KOTOpbIi HaOmoaaroT B ciaydae SERD.
[005] ITpumepro 70% BUIOB paka MOJIOUYHOM >KeJIe3bl XapaKTEPU3YIOTCS SKCIPECCHEH
ER w/mnum peuenTopoB mporecTepoHa, 4YTO YKa3blBa€T HA 3aBHCHUMOCTb pOCTA JaHHBIX

OMyXOJIEBBIX KJIETOK OT TOPMOHOB. CLII/ITaeTCﬂ, 4TO B CJiyda€ Apyrux BUOOB paKa, TAKUX KaK pakK
AUYHUKA U PaK SHAOMETPUs, POCT Takxke 3aBUCHUT OT ornocpenoBaHHoil ER(l nepenaum curnana.

Cpencrsa Tepanuu B cilyyae TaKUX MALIEHTOB MOTYT MOAABIATE onocpenosaHHyto ER nepenauy
curHaja jubo MyTeM aHTaroHu3Ma CBsi3biBaHMIO smranna ¢ ER, kak Hampumep, Tamokcudes,
KOTOpPBbI NPUMEHSETCA Ul JIeYeHUsl paHHed W mno3aHeil craguii ER-monokurenbHOro paka

MOJIOYHOH JKeJe3bl, KaK B Mpeld-, TaK M B MOCTMEHOIAy3HOH cXeme JIeYeHHs; JHOO MyTem
aHtaronusMa u cynpeccuposanust ERO, kak Hanpumep, QyaBecTpaHT, KOTOPBIA MPUMEHSIIOT AJIs

JIEYEHUs Y JKEHIIUH paKa MOJIOYHOM JKeNe3bl, KOTOPbIA MPOrpecCUpOBANl HECMOTPsI Ha TEPATIHUIO C
MOMOIIBI0 TaMOKCH(EHa MM MHTHOMTOPOB apoMaTasbl, JHOO MyTeM OJOKHPOBAHHS CHHTE3a
3CTPOreHa, KaK HalpuMep, HHrUOUTOPBI apOMAaTasbl, KOTOPbIE MPUMEHSIOTCS sl ieueHus: ER-
MOJIOKUTEIBHOTO PaKa MOJIOYHOM >keJie3bl HA paHHEHN U MO3HeH cTaausax. XOTs JaHHbIE CPEACTBA
TEepaNUU OKA3aJIA YPE3BbIYANHO MOJIOKUTENBHOE BIUSHHAE HA JICUEHUE PAKA MOJIOYHOM XKENe3bl, Y
3HAYUTENBHOIO YHUCJA MAaLUEHTOB, Y KOTOPBIX OMYyXOJIM XapakTepU3yHTCs skcnpeccuen ER,
IPOSIBJIIETCS] yCTOHYUBOCTD de NOVO K CYLIECTBYIOIINM CpeAcTBaM Tepanuu Ha ocHoBe ER, nnubo
YCTOHYMBOCTb K 3TUM IIperapaTtaM pa3BUBAeTCs € TeueHHeM BpeMeHH. [lnsg oObsicHeHus

BO3HUKHOBCHHA yCTOI‘/'ILII/IBOCTI/I K TaMOKCI/I(l)eHy npu NEPBUYIHOM JICUCHUN OINHNCAHO HECKOJIBKO



PA3MTUYAOLINXCS MEXAaHU3MOB, KOTOpbIE INIABHBIM OOpa3oM NpPEeAyCMaTPUBAIOT MEPEKIIOUYECHUE
TaMOKcH(eHa, NeHCTBYIOINEro B KAUeCTBE AaHTArOHKCTA HA JEHCTBYIOIIEro B KAUeCTBE arOHUCTA,

mbo 3a cyer Oonee Hu3KOH apPUHHOCTH HEKOTOPHIX KO(PAKTOPOB, CBSI3bIBAIOIIUXCSA C
KoMIuiekcoM Tamokcuden-ERQl, kortopasi cMermaercss BCIEICTBHE CBEPXIKCIIPECCHU JAaHHBIX
koakTopoB, MO0 3a cyeT OOpa3OBaHHUs JAOMOJHHUTEIBHBIX CAWTOB, KOTOpbIE OOJErdaroT
B3aumMoseiicTBue Komiuiekca TamokcupeH-EROL ¢  kodakTopamu, KkoTopbie OOBIMHO He

CBA3BIBAKOTCA C KOMILJICKCOM. CJIeI[OBaTeJ'IbHO, yCTOfI‘lPIBOCTb MOKET BO3HUKATb B PE3YJIbTATE

pa3pacTaHusi KJIETOK, 3KCHPECCHPYIOIIUX KOHKPETHbIE KO(MAKTOPbI, KOTOPBHIE CTUMYJUPYIOT
akTUBHOCTh Komruiekca Tamokcudper-ER. Takke cymecTByer BO3SMOKHOCTb TOTO, YTO APYTHE

IyTH OIOCPENOBAHHON (aKTOPOM pPOCTa TMepenavyd CHUrHajla HEMOCPEICTBEHHO AKTUBUPYIOT
peuenTop uian koaktuBatopsl ER co ctumymsanmeii kinerouyHol mponudepanuy He3aBHCUMO OT
ONOCPEAOBAHHON JIMTAHOM NEPEeAadn CUrHANA.

[006] B HemaBHem Bpemenn wMytauud B ESR1 Obi maeHTUPHUIHMPOBAHBI Kak
BO3MOXKHBII MEXaHH3M YCTOMYMBOCTH B MeractaTmdeckux ER-monoxurenbHbpix oOpasmax
OIyXOJiell, MOJYUYEeHHBbIX OT MAl[MeHTOB, U B MOJAEAX KCEHOTPAHCIJIAHTATOB, MOJYyYEHHBIX OT
natneHToB (PDX), ¢ wacrtoroii, Bapeupyromieil B auamazoHe 17-25%. Takme wMyTtauuun
NPEUMYLIECTBEHHO, HO HE HCKJIOYMTEJIbHO, HAXOAATCA B JIMMAHA-CBA3BIBAIOINEM JOMEHE,
NPUBOAS K BOSHUKHOBEHHMIO MyTaHTHBIX (DYyHKLIMOHAJIBHBIX OEJIKOB, MPUMEPbl aMUHOKHCIOTHBIX
3ameH BKIrOUaroT Ser463Pro, Val543Glu, LeuS36Arg, Tyr537Ser, Tyr537Asn u Asp538Gly, npu
9TOM 3aMEHBI 110 aMHHOKHCIOTaM 537 u 538 COCTaBJISIOT OOJNBINIMHCTBO 3aMEH, OIMKMCAHHBIX B
HacTtosiiee Bpemsi. Takue MyTaluu paHee He OOHAaPY KUBAJIM B TEHOMAaX U3 00pa3LiOB MEPBUYHOTO
paxka MOJIOYHOM JKeNe3bl, OXapakTepr3oBaHHBIX B 0a3e maHHbIx Cancer Genome Atlas. M3 390
00pa3LoB MePBUYHOrO paka MOJIOUHOMH KeJIe3bl, TOJIOKUTEIBHBIX B OTHOLIEHUH dKcnpeccun ER,
HU oHO# MyTaumu He Opu1o oOHapyskeHo B ESR1 (Cancer Genome Atlas Network, 2012 Nature
490: 61-70). CumraeTcs, 4TO MyTaLWHU JIMTAHA-CBS3BIBAIOIIETO JOMEHAa BO3HUKJIHM B Ka4eCTBE
OTBETA, MPENCTABIISIOLIEr0 COO0H YCTOWYMBOCTD B OTHOIIEHUH CPENICTB SHIOKPUHHON TEpaIny,
NPECTABIIIOINUX COOOH MHIHOUTOP apoMaTasbl, TIOCKOJIBKY B OTCYTCTBHE 3CTPaIUOJa JaHHbIC
MyTaHTHbIE pELENTOpPbl JE€MOHCTPUPYIOT OCHOBHYIO TPAHCKPUILMOHHYIO aKTUBHOCTD.
Kpucrannuueckas crpykrypa ER ¢ mytanuei no amunokuciaoram 537 u 538 1€MOHCTPUPYET, YTO
obe myTaruu criocoocTBoBau KoHpopMaru ER, cOOTBETCTBYIOIIEH CBS3BIBAHUIO C ATOHHCTOM,
NyTeM CIBHra TIOJOXKEHUs crnupaind 12 TakuMm o0pa3oM, 4TOOBI OOECTeYUTh PEKPYTHHT
KOAaKTHBATOpa M C UMUTAaLMEH, TakuM 00pa3oM, nukoro Tuna ER, akTHBHPOBaHHOTO arOHUCTOM.

B onyOnmkoBaHHBIX JaAHHBIX MPOJEMOHCTPUPOBAHO, YTO CPEACTBA YHIAOKPUHHON TepaIuy, TaK1ue



Kak TaMOKCH(eH 1 QyJIbBECTPAHT, BCE XKE€ MOTYT CBSI3BIBATHCS ¢ MyTaHTHBIM ER 1 10 HEKoTOpOi
CTeTICHH WHICUOMPOBATh AKTUBALMIO TPAHCKPUIIMH, U 4YTO (yJIbBECTPAHT CHocoOeH
obecnieunBath pacuieruieHue perentopa ¢ Try537Ser, HO sl IOJIHOTO MONAABJICHUS (PYHKIIMH
peneniropa MoryT ObITh HeoOXoauMel Oonee Bbicokue no3bl (Toy ef al., Nat. Genetics 2013, 45:
1439-1445; Robinson ef al., Nat. Genetics 2013, 45: 144601451, Li, S. et al. Cell Rep. 4, 1116—
1130 (2013). Takum obOpa3om, BO3MOXKHO, uTo coenuHenue (I) uam ero QapmManeBTUYECKH
npuemMjieMble coyii (OMUCAaHHBIE B JAHHOM JOKyMEHTe 37ech U jaajiee) OyayT CHOCOOHBI K
CYMPECCUH U aHTArOHM3MY B OTHOIIEHMHM MyTaHTHOro ER, XOTs Ha JaHHOM 3Tare HEU3BECTHO,
accoruupoBanbl i MyTauud ESR1 ¢ "3MEHEHHBIM KJITMHUYECKUM UCXOJIOM.

[007] He3aBucruMoO OT TOro, KakoW MeXaHW3M YCTOWYMBOCTH WM KOMOWHALIUS
MEXaHU3MOB HMEET MECTO, MHOTHME W3 HHUX BCE K€ XapaKTePU3YIOTCS 3aBHCHUMOCTBIO OT

akTHBHOCTH, 0o0ycnoBneHHoi ER, u ynanenue pernentopa MNOoCpeACTBOM MEXaHH3Ma HAa OCHOBE
SERD obecneunBaer Hanmyqmuii ciocod yaanenus perenropa EROL u3 knerkn. @ynpBecTpanT

B HacTosiliee Bpemsi sBisieTcss enuHCTBeHHbIM SERD, onoOpeHHBIM Il  KIIMHUYECKOTO
NMPUMEHEHHUs, OJHAKO, HECMOTPSl Ha €ro CBONCTBA B OTHOLIEHWH MEXaHHW3Ma PEaKIHH,
(bapMaKkoJOrHYecKre CBOWCTBA JIGKAPCTBEHHOTO CPENCTBAa OTPAaHHYMBAIOT ero 3(P¢eKTHBHOCTH
BBU/1y CYILECTBYIOILETO HA TAHHBII MOMEHT OTPAHUUYEHUS 103bl, COCTaBsiromero S00 mr B MecsL,
B pe3yJibTaTe uero OOHOBIIEHHE perienTopa cocTasiseT MeHee S0% B oOpasuax, MoNyuyeHHbIX OT
TIAIMEHTa, 110 CPABHEHUIO C TIOJHON cympeccueil perenTtopa, HabogaeMoi B SKCIIEPUMEHTAX C

JIMHUEHN KJIETOK MOJIOYHOI *kene3bl in vitro (Wardell, ef al., Biochem. Pharm., 2011, 82:122-130).

[008] AZD9833, mnpencrasnstommii  coboit  N-(1-(3-dropmponmn)azeruann-3-mi)-6-
((6S,8R)-8-metun-7-(2,2,2-tpudropatun)-6,7,8 9-rerparuapo-3H-niupasono[ 4, 3-f [uzoxuHomMH-
O-WJT)IUPUIUH-3-aMHH, TIPU HEOOXOAMMOCTH TOCTABISIEeMbI B BHIE €ro (papMaLeBTHUYECKU
NpUEeMJIEMON COJM, ObLT WACHTUPUIHMPOBAH KAaK COENUHEHHEe, OOJajaroliee CroCOOHOCTHIO
IEeWCTBOBATh B Ka4€CTBE CEJIEKTHBHOTO cyrpeccopa peuentopa sctporeHa (SERD). AZD9833
orucaH B kauecTse mpumepa 17 8 WO2018/077630A1, rae pacKpbIThl CIOCOOBI CHHTE3a JAHHOTO
COEMHEHUs M ero OMOJIOrHYecKasi aKTUBHOCTD B SKCIIEPUMEHTAX in Vitro u in vivo. Kpome Toro,
B oTiin4Ke OT (yJBeCTpaHTa, mpeacrapisitomero codoit ennacTBeHHbl SERD, onoOpeHHbIl B
HacToslIee BpeMsl Ui KJIMHUYECKOTo MPUMEHEHHUs], KOTOPbIH BBOAUTCS IIyT€M BHY TPUMBILIEUHOM
WHBEKIINH, JOKIMHUYIECKOE UCCIIeIOBaHMe MOKa3ano, Yto AZD9833 uMmeet GU3NKO-XUMHUYECKHI
npo( b, COBMECTUMBIH C NEPOPATHHBIM BBEEHHEM.

[009] VYuureiBasi ero OJarompusiTHbIE CBOWMCTBA, Mpeanoiaraioch, 4ro AZD9833,
BBOJIMMBII MEPOPATIbHO €KECYTOYHO, MOXKET MPUBECTH K JIyULIEMy PaclleNeHUIO PeLenTOpOB

3CTPOreHa, YeM 3TO 00eceunBaeTesi C IOMOIIbIO GyaBecTpaHTa. Kak BriepBeIe ONHMCAHO B JAHHOM



JOKYMEHTE, MpPEeABapUTENIbHbIE PEe3yJbTaTbl KIWHUYECKUX  HUCHBITAHUM  €XECyTOYHOIO
nepopaiibHOro BBefeHust AZD9833 npuBenu kK OTKPHITHIO JUana3oHa 03, KOTOPbIE y MallUeHTOB,
NPEIBAPUTENIBHO IMOJy4YaBIIUX WHTEHCHUBHOE JICYEHUE, BbI3bIBAJIM YaCTUYHBIM  OTBET,
ycraHoBneHHbIl B coorBercTBUU ¢ KpurepusmMu RECIST (Hampumep, coriacHo kputepusim
RECIST 1.1, cm. https://recist.eortc.org/; Eur. J. Cancer 2016, 62, Pages 132-137).

CYIIHOCTD U30BPETEHUSA

[0010] I{enbr0 HACTOSIIIETO OIMHUCAHUS SIBJISIETCS OOeCreYeHre COOTBETCTBYIOLINX 103 U
pekrMa BBeZeHUs 103 A npuMeHeHuss AZD9833 B neueHuu paka, HarpuMep, IJis1 IPUMEHEHHSI
B JICYEHUU paKa MOJIOYHOM >KeJe3bl.

[0011] B nepBom acmekte HacTosimero omnmcaHus mpenycMoTpeH AZD9833  nmns
MPUMEHEHUs1 B JIeUeHUH paka, rae AZD9833 BBoauTCs mepopaibHO OAWH pa3 B CYTKH B J03€,
cocTasystowen ot 25 mr a0 450 mr.

[0012] Bo BTopom acrniekTe HaCTOSIIErO OMUCAHUS MPEAY CMOTPEH CIOCcO0 JIeYSHHs paka,
BKJItOUarouii BBenieHue AZD9833 B no3ze, cocrapistouieii oT 25 Mr 10 450 Mr, oauH pa3 B CyTKU
MALUEHTY, HY KAAKOLEMYCSI B 3TOM.

[0013] B Tperbem acnekTe HACTOSINErO ONHCAHUS MPENyCMOTPEHO MNPUMEHEHUE
AZDO9833 B M3roTOBJIEHHH JIEKAPCTBEHHOIO Ipemnapara Ais JedeHus: paxa, rae AZD9833
BBOJUTCS [IEPOPAJIBHO OJIMH Pa3 B CYTKU B 103€, COCTABJISIOLIEH OT 25 Mr 10 450 mr.

[0014] B ueTBepTOM acnekTe HaCTOSIIEro OMUCAHUS MPEayCMOTpPeHa (hapMaeBTHIECKast
KOMIIO3ULMS JJIs1 IEPOPAIbHOTO BBEACHMs ONMH Pa3 B CyTKH, coaepxkaias ot 25 mr ao 450 mr
AZDO9833 u papmaneBTHIECKN IPHEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO.

[0015] B msTOM acmekTe HACTOSINEro OMUCAHHsS MPENyCMOTpeHa (apMaleBTHYeCKast
KOMITO3ULIMS [JIs1 IEPOPAIIBHOIO BBEACHUS OJUH Pa3 B CYTKH, copepskamas ot 25 mr 1o 450 mr
AZD9833 u (apmaneBTU4YECKH MPHUEMJIEMOE BCIIOMOTaTeIbHOE BEIIECTBO, JJISI MPUMEHEHHS B
JICYCHUU paKa.

[0016] B mecToM acmekTe HACTOSIIErO OMUCAHUS TPEayCMOTpPeH Habop, Comep Kaliuii
(dbapMalleBTUYECKYK0 KOMITO3ULIMIO, coaepxaiyo AZD9833 u mo MeHblnedl Mepe OIHO
(apMareBTHYECKH PUEMIIEMOE BCIIOMOTaTENbHOE BEIIECTBO, U MHCTPYKIUH 1O MPHUMEHEHHIO
(dapmanieBTHIECKON KOMITO3UINH B JICUEHUH paka, rae AZD9833 mpenHa3sHaueH Ul BBEISHHS

OZIMH Pa3 B CYTKHU B J103€, COCTaBJisrouel ot 25 mr 1o 450 mr.

OUT'YPHBI

[0017] UroObl Nydllie MOHSTH HACTOSIIEE OMUCAHME, NAIOTCS CChUIKM Ha CIEOYIOIIHE
burypsr.

[0018] Qurypa 1. Cxema, oroOpakaromasi a3y MOBBIIICHUS O3Bl KIMHUYECKOTO

ucnbITanus ¢aspl | y ManueHToB ¢ pakoM MOJIOUHOM KeJe3bl, MPEeABAPUTEIBHO IOJTYYaBLINX



MHTEHCHUBHOE JIeUeHHe, MOAXOAALIas [JIs AEMOHCTPALMU MPEUMYIIECTB JIEUEHHUs] C MOMOLIBIO
AZD9833 BO BceM quamna3oHe 103.

[0019] Qurypa 2. I'padux "noposkex OacceiiHa", OTOOpaKAIOLINHA PEAKIUIO MA[EHTOB
HoCJIie JIEYeHUsl ¢ TOMOLIBIO BO3pacTaromux 103 AZD9833.

[0020] durypa 3. KomOuHupoBaHHas KacKaqHas AMarpaMma, OKa3bIBAKOIAs HAUTyYlIee
U3MEHEHHE pa3Mepa OMyXOJH MO CPABHEHUIO C UCXOAHBIM YPOBHEM Y MALMEHTOB, MOJIy4aBIINUX
JIieYeHHUEe C TIOMOIIBIO Pa3TuYHbIX 103 AZD9833.

[0021] Qurypa 4. I'paduk 3aBucumoctu cpenHein koHuentpauuu AZD9833 B miazme
KPOBH OT BPEMEHH IOCJIE €r0 BBEACHUS B Pa3IMUHBIX 103aX.

NOAPOBHOE OITUCAHUE

[0022] Hzobperenne, mnonpoOHO OMKWCAHHOE B JAHHOM OIHUCAHWH, HE CleIyer
UHTEPIPETHPOBATH KaK OTPAHMYEHHOE KAKUM-JIHOO U3 ITPUBEIEHHBIX BAPHAHTOB OCYIIECTBJICHUS
WK TIpUMepoB. Jlpyrue BapUaHThl OCYINECTBICHUS! OYAYT MOHATHBI YUTATENO, SIBIISIOLIEMYCSI
CHELMAMCTOM B IaHHOW OOJIACTH TEXHUKH.

[0023] @DopMbI €NUHCTBEHHOTO YHCJIA O3HAYAIOT "MO MeHblned Mepe onuH". B mobdom
BapHUaHTE OCYINECTBJICHUs, rne (opMa eIUHCTBEHHOTO YHCa MPHUMEHSeTCs sl 0003HA4YeHUs
3aJaHHOTO 3JIEeMEHTa, (opMa E€IWHCTBEHHOIO 4YHCIa MOXET O3Ha4yaTh enuHuLy. B mobom
BapUaHTE OCYINECTBJICHUs, rne (popMa eIUHCTBEHHOrO YHC]a NMPUMEHseTcs A 00O03HAuYeHHUs
3aJIaHHOTO 3JIEMEHTa, (hopMa eTUHCTBEHHOIO YHCIa MOXKET o3Hadath 1, 2, 3,4, 5, 6, 7, 8, 9 unu
10.

[0024] Korpga ynomuHaercsi, 4To "B HEKOTOPBIX BapHUaHTaX OCYLIECTBJICHHUS..." MOXKET
IPUCYTCTBOBATH OIPEENCHHbIN IPU3HAK, IPU3HAK MOXKET IPUCYTCTBOBATH B COOTBETCTBYIOIIEM
BapHUAHTE OCYIIECTBIICHUS B JIFOOOM YaCTH OMMCAHUSI, @ HE TOJIbKO B COOTBETCTBYIOIEM BaAPHAHTE
OCYILIECTBJICHHSI B TOM € pa3Jieie UM TEKCTOBOI 00J1aCTH ONUCAHUSL.

[0025] [Ty HKTBI (HOPMYJTBI H300PETEHNUS PENCTABIISIIOT COO0H BAPUAHTBI OCY IIECTBIICHUSI.

Tepaneemuueckoe npumenenue

[0026] B onHOM BapuaHTe ocyliecTBieHUs npeaycMorped AZD9833 nyist npuMeHeHus B
JedeHuu paka, rne AZD9833 BBoauTCs NEpOpabHO OAMH Pa3 B CYTKU B JI03€, COCTABIAIOLIEH OT
25 mr 1o 450 mr.

[0027] B onHOM BapuaHTe ocyliecTBieHuUs npeaycMoTrped AZD9833 st npuMeHeHus B

nojy4eHur antunpoiudeparusaoro s¢dexra, roe AZDI833 BBoaMTCS MEPOPaTHHO OJUH pas3 B

CYTKH B 03€, COCTaBJISIFOLIEH OT 25 mr 10 450 mr.



[0028] B onHoM BapuanTe ocyuiecTBieHus npeaycMorpeH AZD9833 nns cenekTUBHOIO
nonasneHust ERO, rme AZD9833 BBOAUTCS epopabHO OAVH Pa3 B CYTKU B J03€, COCTABJISIFOLIEH

o1 25 mr 10 450 mr.

[0029] B ogHOM BapuaHTe OCYLIECTBJIEHUs NMPEAyCMOTpeHO mnpuMeHeHue AZD9833 B
W3rOTOBJICHUU JIEKAPCTBEHHOIO Ipenapara [Jis JiedeHusi paka, rae AZD9833 Bsoaurcs
NEepOpaIbHO OAMH pa3 B CyTKHU B J03€, COCTABIIAIOLIEH OT 25 Mr 10 450 mr.

[0030] B onHOM BapuaHTe OCYIIECTBJIEHUsI NPENyCMOTPeHO npumMmeHenne AZD9833 B
W3TOTOBJICHUH JIEKAPCTBEHHOTO Tpemnapara Jjisl MOJyueHus] aHTUNposrdepaTuBHOro >¢dexra,
rae AZD9833 BBoauTCsl mepopanbHO OJUH pa3 B CYTKH B J103€, COCTaBJISIIOIIEH OT 25 Mr 1o
450 mr.

[0031] B onHOM BapuaHTe OCYLIECTBJIEHUs NMpeAycMOTpeHO mnpuMeHeHue AZD9833 B
W3rOTOBJICHUH JIEKAPCTBEHHOTO Tpemnapara s cejekTusHoro nogasieHnss EROl, rme AZD9833

BBOAUTCS] NEPOPAJIBHO OJUH Pa3 B CYTKHU B A03€, COCTABJAOIEN OT 25 Mr 10 450 mr.

[0032] B onHOM BapuaHTe OCYIIECTBJICHHS MPEAyCMOTPEH CIOCOO OCYIIECTBIICHUS
JICUSHHS paKa y MaLueHTa, IPEICTABIISIOIEr0 COOOH YeIoBeKa NI JKUBOTHOE, HY KIAIOLIET0Cs B
TAKOM JIEYeHUH, BKIIIOYAIOINUN BBeAeHHe nauueHTy AZD9833 nepopaibHO OUH pa3 B CYTKHU B
JI03€, COCTaBJIrOMIEeH oT 25 Mr 110 450 mr.

[0033] B opmHOM BapuaHTe OCYINECTBIEHHS TPEIyCMOTPEH CIOco0 IONydYeHHs
antunponudpepatusHoro s¢pdexkra y mMalueHTa, NPEACTaBISIOMEro coOoi uejoBeKa WM
’KMBOTHOE, HY)XIAKOLIerocss B TakoM 3¢d¢ekre, BKIOUaromui BBeneHue nauueHty AZD9833
NEepOpaIbHO OAMH pa3 B CyTKHU B 103€, COCTABJIAOLIEHN OT 25 Mr 10 450 mr.

[0034] B omHOM BapuaHTe OCYLIECTBJIEHUs TMPENYCMOTPEH CIOCOO CENeKTHBHOIO
nopasynennst EROl y mammenTa, mnpenctaBisromiero coOOi YenoBeKa WM  KHUBOTHOE,

Hyknaromerocss B TakoM 3¢ddexre, Brmouaromuii BeneHne nauueHtry AZD9833 mepopaibHO
OJIMH pa3 B CYTKU B J103€, COCTaBJIAOMIEH OT 25 Mr a0 450 mr.

Coeounenue

[0035] B HekoTophIX BapuaHTax ocyuiecTBieHuss AZD9833 moxker npencrasisaTb coOoit
N-(1-(3-¢pTopnpormn)azerunus-3-mn)-6-((6S,8R)-8-mernn-7-(2,2,2-rpudropatin)-6,7,8,9-
teTparunpo-3H-nupasono[4,3-f|u30XuHOIMH-6-1T)IUPUANH-3-aMHUH WJIH €10 (hapMalneBTHIECKH
NPUEMJIEMY IO COJIb. N-(1-(3-¢propnponmin)azernans-3-mn)-6-((6S,8R)-8-meTmn-7-(2,2,2-
TpudTopaTHn)-6,7,8,9-rerparunpo-3H-nmupaszonol4,3-f [u3oxuHONMUH-6-1T) TUPUIUH-3 -aMUH

UMeeT CTPYKTypy coenuHenus (1), ykazaHHOro BbILIE.
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[0036] B HekoTopeIX BapuaHTax ocyuiecTBieHnuss AZD9833 mosker nmpencrasisaTh coOoit
N-(1-(3-¢pTopnporun)azerunns-3-mn)-6-((6S,8R)-8-metnn-7-(2,2,2-rpudropatin)-6,7,8,9-
tetparunpo-3H-nupasono[4,3-fluzoxuHonuu-6-un)nupuanH-3-aMuH B OecconeBoil  opme
(HampuMep, B HEUTpaJbHON MM LIBUTTEPUOHHON (opMme, Wiy, Harpumep, B opMe CBOOOIHOTO
OCHOBAHWUS).

[0037] B HekoTopeIx BapuaHTax ocynecteieHuss AZD9833 moxer npeactasBisaTh coOO0i
dapmaneBruyeckn npuemsiemyro  conb  N-(1-(3-propnponmn)azerunun-3-mwn)-6-((6S,8R)-8-
metui-7-(2,2,2-rpudropatin)-6,7,8,9-rerparunpo-3H-nmpaszono[ 4, 3-f [usoxuHomuH-6-

W) TTUPHUIUH-3-aMHHA.

[0038] TepmuH "papMarieBTHIECKH MPUEMIIEMbII" IPUMEHSIETCS 111 YKa3aHUS TOTO, YTO
00BeKT (HampuMep, COJlb, IEKAPCTBEHHAs POPMa UJTH BCIIOMOTaTEIbHOE BEIECTBO) MOAXOIUT IJIsI
NPUMEHEHHUs Y manueHToB. MIuTocTpaTuBHEIN NepedeHb (PapMaeBTHIeCKH TPUEMIIEMbIX COJIeH
moskHO Haiit B "Handbook of Pharmaceutical Salts: Properties, Selection and Use", P. H. Stahl
and C. G. Wermuth, editors, Weinheim/Zurich:Wiley-VCH/VFiCA, 2002 unu mocieayromux
U3IaHUSX.

[0039] [omxopsimast bapMaLeBTHUECKH npuemieMas COJb N-(1-(3-
¢dropnpomnmn)azerunus-3-mn)-6-((6S,8R)-8-metnn-7-(2,2,2-rpudropaTin)-6,7,8,9-reTparunpo-
3H-nupazono[4,3-f|u30XHHOIMH-6-1JT) TUPUANH-3-aMIHA TIPECTaBISIeT COOOM, HAPUMED, COJb
npucoeanHenust kucnaotel. Conb npucoenuHeHus Kuciotsl N-(1-(3-¢pTopnponmn)azeTunus-3-
un)-6-((6S,8R)-8-metun-7-(2,2,2-rpudropatun)-6,7,8,9-rerparunpo-3H-nupaszono[4,3-
fluzoxuHOMMH-6-UN)IUPUANH-3-aMUHA MOXET ObITh 00pa3oBaHa C TOMOLIBIO MPUBENEHHS
COEIMHEHMUs] B KOHTAKT C MOAXOAALIEH HEOPraHMYeCKOM WM OpPraHu4eCKONM KHUCJIOTOH B
YCJIOBHSIX, U3BECTHBIX CIIEIHATUCTY B JAHHOH 00JACTH TEXHUKH.

[0040] Conb mpUCOEOWHEHMs] KHUCJIOThI MOKeT ObITb OOpa3oBaHa, HaNpuMmep, C
NPUMEHEHUEM HEOPTaHUYECKOH KHCIIOThI, BBIOPAHHOW W3 XJIOPHCTOBOAOPOIHOHN KHCIIOTBHI,
OPOMHUCTOBOIOPOTHOM KHCIIOTHI, CEPHOI KHCIIOTHI U (pocopHOl kucaoTel. Coib MPUCOETHHEHHS
KHCJIOTBI TaKXKe MOXET ObITh 0Opa3oBaHa ¢ MPUMEHEHHEM OPTaHMYECKON KHCIIOTHI, BBIOPAHHOM
U3 YKCYCHOW KHCJIOTBI, AQJUITUHOBOM KHUCIOTBL, O€H30JCYyIb(POHOBON KHCIOTHI, OEH30MHOI
KUCJIOTBl,  KOPUYHOM  KHUCJOTBL,  JUMOHHOW  KHUCJOThL, D,L.-MOJOYHOW  KHUCJIOTBHI,
STaHIUCYIb()OHOBOH  KHUCIOTBHI, 3TAHCYJB(GOHOBOH  KHCIOTBHL, (yMapoOBOH  KHCIOTHI
XJIOPUCTOBOIOPOIHOM KUCIIOTHI, L-BUHHOW KHUCIIOTBI, MAJISMHOBOH KHCJIOTBI, SIOJIOYHON KUCIIOTHI,
MaJIOHOBOW KHCJIOTBI, METAHCYJIb(OHOBOW KHCJOTBI, HAMAJAM3WIOBON KHCIOTHI, (HOCHOpPHOI
KUCJIOTBI, CaXxapuHAa, SHTAPHOM KHUCIOTBI, CEPHOM KHUCIOTBI, I-TOJYOJICYIb(OHOBONH KHUCIIOTBHI,

TOJIy OJICY Ib() OHOBOM KUCJIOTHI M TPUPTOPYKCYCHON KHUCIIOTBL
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[0041] JlononHuTtenbHas noxaxonsmas (apmaunesrudyecku npuemisiemas conb N-(1-(3-
¢dropnponmn)azerunus-3-mn)-6-((6S,8R)-8-metnn-7-(2,2,2-rpudropaTin)-6,7,8,9-rerparunpo-
3H-nupazono[4,3-f|u30XHHOIMH-6-1I ) TUPUANH-3-aMHHA MPEICTaBsieT COOOH, HarpuMep, COJb,
oOpasyroulyrocsi B OpraHu3Me ueloBeKa WM JKMBOTHOro mocne BeeneHus N-(1-(3-
¢ropnponmn)azernann-3-un)-6-((6S,8R)-8-metnn-7-(2,2,2-rpudropatuin)-6,7,8,9-rerparunpo-
3H-nupazono[4,3-f|30XMHOIMH-0- 1) TUPUANH-3-aMIHA B YKAQ3aHHBIH OPraHU3M 4eJIOBeKa MIIN
YKUBOTHOTO.

VYposenwv 0o3zvi

[0042] B HEKOTOPBIX BapuaHTaX OCYINeCTBIEHUs 103a AZD9833 moxer ObITh BEIOpaHa U3

25 mr, 75 mr, 150 mr, 300 mr u 450 wmr.

[0043] B HexoTopbIX BapuaHTax ocyliecTBieHUs n03a AZD9833 mokeT cOCTaBiATH
25 wmr.

[0044] B HexoTOpbIX BapuaHTax ocCylLiecTBieHUs 103a AZDO9833 MokeT cOCTaBlATH
75 Mr.

[0045] B HexoTOpbIX BapuaHTax ocCylLiecTBieHUs n03a AZD9833 MokeT cOCTaBIATH
150 mr.

[0046] B HexoTOopbIX BapuaHTax ocCyliecTBieHUs n03a AZD9833 MokeT cOCTaBiATH
300 mr.

[0047] B HexoTopbIX BapuaHTax oOcCyliecTBieHUs n03a AZD9833 MokeT cOCTaBJATH
450 mr.

[0048] B HexoTOpBIX BapuaHTax ocyliecTBieHus ao03a AZD9833 MoxeT npeacTaBiATh

co00i mepopasbHYI0 CYTOYHYO J103Y.

[0049] Tepmun '"mepopanbHas CyTOdHass 103a" TpPEACTaBisieT COOOH KOJUYECTBO
AZD9833, BBOIUMOT0 uepe3 poT B TEUCHUE MePUoIa, COCTaBISIFOLIEero 24 yaca.

[0050] B Hexoropbix BapuaHTax ocyuiectBieHuss AZD9833 MOXHO BBOAWUTH B BHIE
OHOKPaTHOM J03BbI.

[0051] B Hexoropbix BapuaHTax ocyuiectBieHuss AZDO9833 MoXHO BBOAWUTH B BHIE
Pa3leNICeHHOM 103BbI.

[0052] TepmuH "pazneneHHast 1o3a" mpeacTaBisieT coOOM 103y, B cliydae, Korna o0y o
103y (Hampumep, MepOpaIbHYI0 CYyTOYHYIO 103y ) BBOIST HECKOJIbKUMU (Hampumep, 1, 2, 3, 4 wiun
5) moprusimMu.

[0053] B HekoTopbIx BapuaHTax ocyinecTsiaeHuss AZD9833 MokHO BBOAUTD B BUE OJJHOM
€IMHULIBI TO3bI WJIN B BHJI€ MHOXKECTBA €IUHHILI JO3bL.

[0054] Tepmun "emuHuma n03bl" TpPEACTaBIAET COOON IUCKPETHYIO JIEKAPCTBEHHYIO

dbopmy, HapuMep, onpeaesIeHHoe Yucio (Harpumep, 1, 2, 3, 4 wnu 5) TabneTok uin KamncyJ.
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[0055] B HekoTopbIx BapuaHTax ocyiuecTsieHuss AZD9833 Mo)kHO BBOAUTD B BUAE OJTHOM
TaOJIeTKu.
[0056] B nHexotopsix BapuaHTax ocyiuectsiaeHust AZD9833 M0)kHO BBOAUTD B BUAE OJJHOM

TaOJIETKH OZIUH pa3 B CYTKH.

[0057] B HexoTopbIx BapuaHTax ocyuectBieHns AZD9833 M0OXHO BBOAUTH NEPOPATBHO
B BHJIE OJHOH TabJIETKN OAMH pa3 B CyTKH.

[0058] Bo m3beskaHue COMHEHHIA, KOTa B JaHHOM JOKYMEHTE MPENCTaBIIEH TUaTa30H 103
st AZD9833, Hanpumep, 103a, COCTABISIOMIAst OT 25 Mr 10 450 Mr, Arana3oH BKIFOYAET A03bI B
KOHEYHBIX TOUKaX JAMAIa3oHa, a TAK)Ke J03bl, HAXOAAINECS MEeKAY STUMHU KOHEYHBIMU TOUKAMHU,
TO €CThb 25 Mr 1 450 Mr U KOJIMUECTBA MEKIy HUMHU.

Pax

[0059] TepmuH "pak" npuMeHsieTCsl B HACTOSLIEM ONMCAHUM KaK CHUHOHHMM OMyXOJH U
ouara nopaxeHus. Pak MokeT BKJIIOYaTh MEPBUYHBIN pak, a TakXe BUAbl BTOPUYHOIO paka U
METacTas3bl

[0060] TepmuHs! "nedenre paka", "oCyecTBICHIE JIeUeHUs paka" U Mog00HbIe TEPMUHBI
OXBATHIBAIOT OCY LIIECTBJICHNE JICUEHHUS CYIIECTBYIOIIETO paKa W/ Uik MpeaynpeKaeHNe paka.

[0061] B HekoTOphIX BapHaHTax OCYINECTBJICHUS "JedeHHe paka" WiH "OCylleCTBIECHUE
JIeUEHUs paka' MOKET O3Ha4aTh OCYILECTBJIEHNE JIEUCHUs U IPeAy IPEKIECHUE PaKa.

[0062] B HekoTOpbIX BapHaHTax OCYINECTBJICHHS "JedeHHe paka" WiH "OCylleCTBIIEHUE
JICUEHUs paka' MOXKET O3Ha4aTh OCYILECTBJICHHE JIEUCHUS pPaKa.

[0063] B HekoTOpBIX BapuaHTax OCYLIECTBJICHHUS "JeueHHe paka" MM "OCYyIIEeCTBICHUE
JIeUeHUs paka'" MOKET O3HauaTh MpeAynpexIeHne paka.

[0064] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS PaK MOXXET ObIThb BbIOpaH M3 paka
MOJIOYHOM JKeJie3bl U THHEKOJOTHUECKOro paka.

[0065] TepMuH "ruHEKONOrnyecKuil pak" BKIIOYAET paK MaTKH, paK sSIMYHUKA, PaK IeHKu
MAaTKH, paK BYJbBBI U pakK BJarajiulia.

[0066] B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS pPaK MOXET ObITb BbIOpaH M3 paka
MOJIOYHOM >KeJe3bl, paka MaTKH, paka sSIMYHMKA, paka LIeMKH MaTK{, paka BYyJbBbl U paka
BJIarajuiia.

[0067] B HekoTOphIX BapuaHTax OCYIIECTBJIICHHS PaK MOXKET mpencraBisite coboi ER-
nonoxurenbHplii HER2-HeraTuBHbIN pak MOJOYHON JKEJIE3BL.

[0068] Tepmun "ER-nmonoxwurenpHeiii HER2-HeraTuBHBIN pak MOJOYHOW >Kene3bl"
BKJIFOUAET ONMYXOJH C peLentTopaMu 3cTporeHa (aBisirorcest ER-MonoXuTenpHbIMI), KOTOPBIE He

uMeroT Bbicokux yposHel rena HER2 wnu 6enka HER2 (saBnstorcst HER2-neratusnbiM). ER-
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nosoxurenbHbli 1 HER2-HeraTuBHBIN CTaTyC MOXKHO ONPEAETNTb CIOCOOaMM, U3BECTHBIMU U3
TaHHOM 00JIaCTH TEXHUKH, BKIIOUasl IPUMEHEHNE KOMMEPUYECKIUX HaOOPOB.

[0069] B HEkOTOpBIX BapuaHTax OCYLUECTBJIEHUS PaK MOJIOYHON JKEJIE3bl MOXKET
npencTaBisTh coboi ER-nonoskurenpHplil pak MOJIOYHOI JKeye3bl.

[0070] B HEKOTOpBIX BapHaHTaX OCYIUECTBICHMs paK MOJIOYHON JKEJIe3bl MOXKET
npencrasisiTb coboit HER2-HeraTHBHBIN pak MOJIOYHOMN JKeNe3bl.

[0071] B HEKOTOpBIX BapHaHTAaX OCYIIECTBJICHUS PaK MOKET MpeAcTaBisiTh coboii ER-
nosioxkutenbHbll HER2-HeraTuBHbIN pak MOJIOUHON KeJe3bl Ha MO3AHEN CTauu.

[0072] B HEKOTOpBIX BapWaHTax OCYILIECTBJIEHUs pPaK MOJIOYHON JKEJIEe3bl MOXKET
npeacTaBisiTh coboi ER-monokutenpHbIil pak MOJOYHOI JKeyie3bl Ha TIO3JHEH CTaluu.

[0073] B HekOTOpBIX BapHaHTax OCYILIECTBJIEHHUS pPAaK MOJIOYHOW JKEJIEe3bl MOXKET
npenctaisTh coboit HER2-HeraTuBHBIN pak MOJIOUHOM KeJie3bl Ha MO3AHEH CTAIHH. .

Omobop nayuenmos

[0074] B Hexotopbix BapuaHTax ocyuiecTieHuss AZD9833 MOXKHO BBOJUTH XKEHILHHE B
npe- WK NOCTMEHOMay3e.

[0075] B HekotopbIx BapuaHTax ocyuiecTieHus AZD9833 MOXKHO BBOJUTH XKEHILNHE B
IpeMeHomnays3e.

[0076] B nekotopbIx BapuaHTax ocyuiecTsiaeHuss AZD9833 MOXKHO BBOJUTH KEHILNHE B
MOCTMEHOMay3€.

[0077] B nexotopsIx BapuaHTax ocyuecTsieHuss AZD9833 MOXKHO BBOAUTD KEHILNHE B
npe- WIK NOCTMEHOMNay3e, y KOTOpoi pak siBisiercst ER-nonoxurensHbIM.

[0078] B HekoTopsix BapuaHnTax ocyiiectBieHuss AZD9833 MOXKHO BBOIUTH KEHIIKHE B
Mpe- WK MOCTMEHOIay3e, y kotopoil pak siBisiercs HER2-HeraTuBHbIM.

[0079] B Hekotopsix BapuaHTax ocyiiectBieHuss AZD9833 MOXKHO BBOJUTH KEHILKHE B
Mpe- WK NOCTMEHOIMay3e, y kotopoit pak ssisierca ER-nonoxurensubiM 1 HER2-HeratueHbIM.

[0080] B HekoTopbix BapuaHTax ocyuiecTtieHuss AZD9833 MOXKHO BBOJUTH KEHILKHE B
npe- WK OCTMEHOMay3e, y KOTOpOoil pak xapakrepusyercs MyTanueit ESR1.

[0081] B Hekotopbix BapuaHTax ocyuiecTieHuss AZD9833 MOXKHO BBOJUTH XKEHILKHE B
npe- WU MOCTMEHOMay3e, Yy KOTOpOH pak He xapakTtepusyercs myTtauueit ESR1.

[0082] B HexoTopbix BapuanTax ocyuiectsieHuss AZD9833 M0kHO BBOIUTH MALIMEHTY, Y
KOTOPOTO JIEYEHHUE PAaKa paHee OCYIUECTBISIN ¢ NOMOLIBIO OT 1 10 15 cpeacTs npoTUBOPAKOBOM
Tepanuu.

[0083] B HekoTopbIx BapuaHTax ocyuectsieHus AZD9833 M0okHO BBOIUTH MALIUEHTY, Y
KOTOPOTO JIEYEHHUE PaKa paHee OCYIUECTBIIANN ¢ NoMOLIb OT 1 10 10 cpeacTs npoTUBOPaKOBOM

Teparuu.
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[0084] B HexoTopbIx BapuaHTax ocyinectsieHuss AZD9833 M0OXKHO BBOAUTH NALIUEHTY, Y
KOTOPOTO JIEUEHHE paKa paHee OCYLIECTBIISUIN ¢ IOMOLIbIO OT 1 10 5 CpencTB NpOTUBOPAKOBOM
Tepanuu.

[0085] B HekoTopbIx BapuaHTax ocyuiectsieHus AZD9833 M0oXHO BBOIUTDH NMALIUEHTY, Y
KOTOPOTrO JIEYEHUE PaKa paHee OCYLIECTBIISIIN ¢ MOMOIIBIO OT 5 10 10 cpencTs npoTUBOPaKOBOM
TEpanuH.

[0086] Ecnu y manuenTa "nedeHue paHee OCYLIECTBIISUIH", TO 3TO OTHOCHUTCS K JIFOOOMY
CPENCTBY JIEUEeHHsI, BBOAUMOMY IMALIMEHTY A0 BBeAeHUs1 eMy n03bl AZD9833. Ilpenmectpyroiee
JIeYEHHE He O3HAYaeT, YTO paccMaTpuBaeMasi Tepanusi ObUla YCIEIHON WM M3JIEUMBAIOLICH, a
TOJIBKO TO, YTO MAIEHT MOJy4aJl JIeYeHHe C MOMOINBI Tepanuu (Hampumep, B pe3yJibTare
HAa3HAYEHHs TEPAMTIH MEAUIMHCKUM paOOTHUKOM C COOTBETCTBYIOINEH KBATU(pUKALIUET).

[0087] "CpencTBa NpOTUBOPAKOBOI Tepamuu' BKJIOYAIOT JIEKAPCTBEHHbIE Mpenaparsl,
JIEKapCTBEHHbIEC CPEACTBA, COSAUHEHHUS HITH APYTHUe MEAULIMHCKUE MOIXO/bI (HapuMep, JIeHeHne
C TNPHMEHEHHEM COOCTBEHHBIX HMMMYHOJOTMYECKHX CPEJICTB IaLMEeHTa), HAIMpPaBJICHHbIE Ha
JeueHue paka. MImrocTpaTWBHBIE CpPEACTBAa MPOTHBOPAKOBON Tepamuu MPEACTaBISIOT COOOM
CpenCTBa SHAOKPUHHON Tepanuy U CPeCTBAa XUMUOTEPAIIHH.

[0088] "CpencTBa SHIOKPHHHOHN Tepanuu" MPEACTABIISIOT COOON Te€ CPENCTBa JICUSHUS],
KOTOpBIE AEHCTBYIOT IOCPEICTBOM MOAY IMPOBAHMsI TOPMOHANIBHBIX MyTel y nanuenTa. I Ipumepsr
BKJIFOYAIOT MHTHOUTOPBI 3CTPOreHa (Takue Kak TaMOKCH(peH min (yJBECTPaHT), HHIHOUTOPHI
apomatasbl (Takue Kak JIETPO30JI, aHACTPO30J1, BOPA30JI UJIM 3KCEMECTaH), IPOrecTareHsl (Takue
KaK MErecTpoJia arerar) 1 OJI0KaTOphI JIIOTEMHU3UPYIOLIEro FTOPMOHA (TaKkue Kak JICHIPOIN Win
rO3€epesvH).

[0089] "CpencTtBa XMMHUOTEpAnuu' TPEACTABISIOT COOOM CpeacTBa TepamuM paka,
KOTOpbIE He SIBJSIFOTCS CPEACTBAMHM SHAOKPUHHOHN Tepanuu. OHU BKIIIOYAIOT,HANpUMED,
crenyrouee:

1. TpaOUIMOHHBIE AaHTHIPOIH(EPATUBHBIE/ TIPOTHBOOITYXOJIEBbIE JIEKAPCTBEHHBIE CPENCTBA U
X KOMOWHAINH, BKJIIOYAs AJKWIMPYIOLIHE CpeAcTBa (HAmpuUMep, LUCIUIATHH, OKCAJIHIUIATHH,
kapboratuH, uukiodochamun, a3zoTHCThI unput, MendanaH, xymopamOyuwi, OycyiibdaH,
TEMO30JIOMHUJT U HUTPO3OMOYEBHHBI); AaHTUMETA0OIUTHI (HAIIpUMep, reMInTaOuH 1 aHTU(OIATHI,
Takue Kak (TOPNUPUMHUIMHBL, Kak Hampumep, S-propypammn u Tteradyp, panTUTPEKCHUN,
METOTPEKCaT, [IUTO3NHAPAOMHO3U M THAPOKCHMOUYEBHHA); MPOTHBOOMYXOJIEBbIE AHTHOMOTHUKU
(HarpuMep, AaHTPALMKJIMHBIL, KaK HAmpUMep, aJpHaMULUH, OJEOMHUINH, IOKCOPYOHIIMH,
JayHOMHULIMH, STHUPYOUINH, WAAPYOMLMH, MUTOMHUMH-C, NaKTHHOMHUILUH W MUTPAMHIIVH),
AHTUMUTOTUYECKHE CpeNCTBa (HampuMep, ankajJouzbl OapBUHKA, KaK HAIPUMeEpP, BUHKPUCTHH,

BI/IH6J'IaCTI/IH, BUHAC3HUH H BI/IHOpeJ'I6I/IH, U TAaKCOUbI, KaK HallpHUMEpP, TAKCOJ U TAKCOTED, U



15

UHTUOUTOPBI TIOJIOKUHA3BI); U HHTHOUTOPBI TOTOU30Mepa3bl (manpumep,
SMUNOAOPMIIIOTOKCUHBI, KaK HAalpUMep, STOMO3UA W TEHOMO3WA, aAMCAKpUH, TOMOTEKaH U
KaMIOTOTELNH),

il.uHrubuTOpEl (PyHKUMU (aKTOpa pocTa M HUX HUCXONAIIMX IyTeH Nepenadyd CUTHaa,
BKJIOYAsi MOJYJISITOPBI aHTUTEN JIOOOro (hakTopa pocTa WIM MHLIEHH pPenenTopoB (HakTopoB

pocTa, Kak Hampumep, paccMoTpeHHele B 0030pe Stern ef al. Critical Reviews in

Oncology/Haematology, 2005, 54, pp11-29; HU3KOMOJIEKY JIIPHbIE UHTHOUTOPBI TAKMX MHILICHEH,

Harpumep, UHruOUTOpPBI kKiHA3. KOHKpeTHBIE MpUMephl BKIIFO4at0T TpacTy3yMad [Herceptin™] u
nepty3ymad [Perjeta™], mpencrapinsirornue coOoii anTuTeNa K erbB2, Tpacty3ymad nepykcrekaH
[Enhertu™] u tpacty3ymab smrancun [Kadcyla™], npencrassiroinre coOOl HampaBieHHbIE HA
HER-2 kOHBIOTaThl aHTUTENIO-JIEKAPCTBEHHOE CPENCTBO, MAHUTY My Mab, PeACTaBIISTIOIUEN OO0
anruteno k EGFR, nerykcumad, npencrasnstommii codoii antureno k EGFR (spburyke, C225),
¥ MTHTHOUTOPBI TUPO3UHKUHA3BI, BKIIFOUAsh HHIHOUTOPHI CEMEHCTBA peLenTopoB erbB, Takux kak
peuenrop cemelictBa snuaepMmanbHoro (akropa pocra (EGFR/erbB1), wunrudurtopst
TUPO3WHKUHA3bI, Takue Kak Tre@uTUHHO, OCHMEPTHMHHUO WM 3SPJIOTHHUO, HMHTHOUTOPHI
TUPO3WHKUHA3bI erbB2, Takue kak JamaTWHUO, W CMEIIaHHble MHTHOUTOPHI erbl/2, Takue Kak
adarnHnd. Jlpyrue WUTOCTPATHBHBIE KJIACCHI (PAKTOPOB POCTA U MOAYJITOPOB MX PELENITOPOB
BKJIFOYAIOT, HANpuMep, HHTUOMTOpPBHI cemeicTBa (PAKTOPOB poOCTa TEMaTOLUTOB MM HX
peuenTopoB (BKJIOUas c-met M ron), MHIMOUTOPBI CEeMEHCTBA WHCYJMHA U HHCYJHMHOBBIX
¢dakropos pocra mnu ux peuentopoB (IGFR, IR), unruOurtopsl cemeiictBa (axTopoB pocra
tpomOouuToB (PDGFR) mnn ux penentopoB 1 MHTHOUTOPHI TEPEAaYH CUTHAJA, OTIOCPEOBAHHOM
APYTUMU PEeLEeNTOPHbIMU THUPO3UHKHUHA3aMu, TakuMu kKak c-kit, AnLK u CSF-1R; moaysitopbl,

KOTOpbIE HALIEJIeHbl Ha CUTHAJbHBIE OEJKH B MyTH nepenadyn curHaina PI3-kuHa3el, Hanmpumep,
uHruouropel m3opopm PI3-kmuaszbl, Takux kak PI3K-0, PI3K-B, PI3K-y u PI3K-0, u kunassl

ser/thr, Takue xak AKT (takas kak kanmBaceptu0d, adypeceptud, mupanceptud, ARQ751,
unatacepud, MK-2206 unu nepudosnn), mTOR (takas kak AZD2014 wnu s3Beponumyc), PDK,
SGK, PI4K wmm PIPSK; wHruOuTOpBl CEpUH/TPEOHWHKMHA3, HE IEPEYUCIICHHBIE BBILIE,
HarpuMmep, uHruoutopel raf, Takme kak Bemypadennd, uHruOutoper MEK, Takme kak
cenymeTuHHO (AZD6244), nuarnduropsl Abl, Takve Kak UMATHHUO WITH HUJIOTUHUO, MHTHOUTOPBI
Btk, Takme xax uOpyTmHMO, akanabpyTuHHO M 3aHYyOpyTHHHO, MHrHOWTOpPBI Syk, Takme Kak
¢docramaTuHn®, UHrUOUTOPBI KMHA3BI Aurora (Harpumep, AZD1152), ”HruOUTOPHI IPYTrUX KHHA3
ser/thr, Takue kak JAK, STAT u IRAK4, 1 uHruOUTOPHI HUKINH3aBUCUMBIX KHHA3, HAIIPUMED,
uaruburoper CDK1, CDK4, CDK6, CDK7, CDK9 u CDK4/6 (takme kak mnaJOOLMKINO,

pudoImKIHNO, abeMalrKINO, JTEPOLMKINO U TPUIALHIKINO),
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lii.MOOyJIATOPBl TMyTH Tepenauyu curHasa oreera Ha mnoBpexxaeHue JIHK, nanpumep,
uarnourops! PARP (Hanpumep, onanapud, pykamnapud, Hupanapud 1 Tanasonapud), HHTHOUTOPBI
ATR (takue xaxk AZD6738) nnu uaruduroper ATM,;

1V.MOZyJIATOPBI TyTeH Iepedaud CHUrHaja IMpH aronTo3e U T'MOeNnu KIETOK, Takue Kak
monyssitopsl cemerictsa BCl (nanpumep, ABT-263/naButoknakc, ABT-199);

V.QHTHAHTHOT€HHBIE CPEACTBA, TAKHE KaK CPEACTBA, KOTOpbIE MOAABISAIOT 3¢ dekTsl pakTopa
pocTa SHAOTENUS COCYIOB, Hampumep, OeBalM3ymad, MPenCTaBJSIFOINMA COOOW aHTUTENO K
dakTopy pocta KIETOK 3HmoTenus cocynoB (Avastin™) ujiu MHrHOUTOpP TUPO3UHKHHA3ZBI
peuenropa VEGF, Takoii kak copadeHud, akCuTHHHO, Ma3onaHud, CyYHUTUHUO WIIM BaHAETAHUO
(M coenMHEHMsI, KOTOPbIE NEHCTBYIOT IMOCPEICTBOM APYTHUX MEXaHU3MOM (Hampumep, JTHHOMMI,
UHTHOUTOPBI PYHKIIMK HHTETPHUHA U AHTHOCTATHH);

Vi.CpeZICTBa, MOBPEXKIAIOIINE COCYbL, TAKHE KaKk KoMOperacTaTuH A4,

Vil.aHTUMHBA3UBHBIE CPEICTBA, HANPHUMEP, WHTUOMTOpPbI CeMelcTBa KHHA3 C-Src, Kak
Hanpumep, mazatuHuO (J. Med. Chem., 2004, 47, 6658-6661) u Oo3ytunuo (SKI-606), u
UHTUOWTOPBl METAJUIOTNIPOTEHHA3bl, KaK HalpuMep, MapuMmacTaT, WHTHOWTOpPBl (PYHKIUU
penenTopa akTUBATOPa IUIA3MHHOTE€HA Y POKWHA3HOTO THIA MJIM aHTUTENA K renapaHase;

Viil.CpeICTBa WMMYHOTEPAIUM, BKJIIOYAs, HAMPUMEP, MOAXOIObI eX Vivo W in Vivo s
NOBBIIIEHUS] MMMYHOTE€HHOCTH OITyXOJIEBBIX KJIETOK TMAIMeHTa, Takue Kak TpaHCheKuus
LUTOKUHAMH, TaKUMHM KaK MHTEPJEUKHUH-2, HHTEPJEHKUH-4, WIM TPaHYJOLUTAPHO-
MakpodarajabHbIil KOJOHHECTUMYIUPYIOLINHA (PaKTOp, MOAXOIbI AJIsI CHUXKEHUIO TOJIEPAHTHOCTHU
T-knerok, MOAXOAbI C NMPUMEHEHHEM TpPAaHC(PULIMPOBAHHBIX MMMYHHBIX KJIETOK, TaKHX Kak
IOCHAPUTHBbIE KJIETKH, TPAHC(UIMPOBAHHBIE LUTOKMHAMH, IOIXOAbI C NPUMEHEHHEM JIMHUI
OMyXOJIEBbIX KJIETOK, TPAHCHUIUPOBAHHBIX LHMTOKUHAMHU, M TOAXOAbl C MPUMEHEHUEM
AHTHMUAVOTHUINYECKUX aHTHTel. KOHKpeTHbIe MPUMEephl BKJIFOYAIOT MOHOKJIOHAJIbHBIE AaHTHTENA,
HaueneHHole Ha PD-1 (Hanpumep, nemOponmsymad, HuBoiaymad, uemurmmad), PD-L1
(Hampumep, aypBanymad, atezonuzymad uinu aBenymad) uiu CTLA4 (Hampumep, HTMITUMyMad u
TpeMeanMymad),

1X.CpeaCTBa aHTHUCMBICIIOBON Tepanuu WM Tepanuu, ocHoBaHHOW Ha RNAI, Hampumep, Te,
KOTOpbIE HAMPABJICHbI HA MHUIIEHH, IEPEUHCIICHHBIC B JAHHOM ONUCAHHUH; U

X.TIOIXOJIbl TEHHOH TepaIuy, BKJIOUAsi, HAPUMEP, MOIXOABI IS 3aMEeHbI aOePPaHTHBIX I'€HOB,
Takux Kak abeppantHbii pS53 wmm  aGeppantHeii BRCA1l wmm BRCA2, GDEPT
(reHOOMOCPEIOBAHHON (PEPMEHTATUBHONW MPOJIEKAPCTBEHHON TEpamuu), MOIXOABbI, TaKHue Kak
NOAXOAbI C TPUMEHEHHEM LUTO3WHAE3aMMHA3bl, THMUAWNHKHHA3bI WIH OaKTepHaIbHOTO

(I)epMeHTa HUTPOPEAYKTA3bl, W MNOAXOABI JisI TMOBBLIICHUA TEPECHOCHUMOCTH MALIUCHTOM
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XUMHUOTEpPAMM WM JIy4e€BOH Tepamnuu, Takue Kak TIeHHas Tepanus MHOXECTBEHHOMN
JIEKaPCTBEHHOMN Yy CTOWYUBOCTH.

[0090] B HekoTopbIx BapuaHTax ocyuiectsieHuss AZD9833 M0:KHO BBOIUTD MALIUEHTY, Y
KOTOPOTO JIEUEHHE paka paHee OCYINECTBIIAIHN ¢ MOMOLIbo | niam Gonee cpencTB SHAOKPHUHHOM
Tepanyu U 2 U1 MEHee CPEICTB XUMUOTEpaIuu.

[0091] B Hekoropbix BapuaHTax ocymectsieHHss AZD9833 M0KHO BBOAUTH MALIUEHTY, Y
KOTOPOTO JICUEHHEe paKa paHee OCYINECTBIILIN ¢ MOMOLIbI0 | miam Gonee cpencTB SHAOKPHHHOM
Tepanuu U 2 Win MeHee cpencts xumuorepanuu 1151 ER-nonoxurensnoro HER2-weratusaoro
paka MOJIOUHOM KeJe3bl.

[0092] "CpenctBa xumuoreparnuu st ER-nmonoxurensHoro HER2-HeratusHOro paka
MOJIOYHOH >Keye3bl' MOTIyT BKJIIOYaTh JIEOOOH NPOTHBOPAKOBBINA (IIPOTHBOPAKOBBIE) PEKHM
(peKHUMBI) JIeUeHUS, TIPEy CMATPHUBAOLIHH MO MEHbIIEH MepPe OHO LIUTOTOKCHYECKOE CPEACTBO,
NpUMEHsIEMOE B TeueHHue 21 CyTOK Wi JOJbIIE.

[0093] B nexoTopbix BapuanTax ocyuiectsieHuss AZD9833 M0kHO BBOIUTD MALIMEHTY, Y
KOTOPOTO JICUEHHE PaKa paHee OCYINECTBIILIN ¢ MOMOLIBI0 | nim Gosee cpencTB SHAOKPHHHOM
Tepanuu U 2 Wik MeHee cpencts xumuorepanuu 1ist ER-nonoxurensnoro HER2-weratusnoro
paxa MOJIOYHOM >Kese3bl Ha MO3JHEeH CTaguu.

[0094] B HexoTOpBIX BapuaHTax OCYLIECTBJEHUS > 1 CpeacTBO SHAOKPHUHHOM Tepanuu
MOXeT ObIThb BBIOPAHO W3 MHTHOWUTOpA 3CTPOreHa, MHIMOUTOpa apoMarasbl, MpOrecTareHa M
Oy0KaTopa JIOTEMHU3UPYIOLIEr0 FrOPMOHA.

[0095] B HexoTOpBIX BapuaHTax OCYILECTBJIEHUsA > 1 CPeACTBO SHAOKPUHHOHN Tepanuu
MOeT ObITb BbIOpaHO U3 TaMOKcupeHa, TopemudeHa, pajokcudeHa, IaposoKchdeHa,
unokcudena, QyaBecTpaHTa, JETPO30Jia, AHACTPO30Ja, BOPA30Ja, SK3EMECTaHa, MerecTposa
aleTara, JeUNnpoauaa U ro3epesuHa.

[0096] B HekoTOpBIX BapuaHTax OCYILIECTBJIEHUS < 2 CpeICTBa XUMHOTEpAIUUd MOTYT
ObITh BBIOpaHbl M3 mHrHOMTOpa CDK (Takoro xak CD4, CDK6 wnu nBOWHOW HHTHOUTOD
CDK4/CDK6) u uarudburopa mTOR.

[0097] B HekoTOphIX BapuaHTax OCYLIECTBJECHHUS < 2 CpeACTBa XUMHUOTEPANUU MOTYT
OBITH BRIOpaHBI U3 ManbouukInbda, pudonukInda, abeManukianbda, TPUIALKMKINOA, TEPOLUKINOa
1 3BEPOJIUMYyCa.

[0098] B HekoTopbix BapuaHTax ocyuiectsieHuss AZD9833 M0kHO BBOIUTD MALIMEHTY, Y
KOTOPOTO PaK SIBJISIETCS] YCTOWYHMBBIM K HHTHOUTOPAM apOMaTasbl.

[0099] B HekoTopbIx BapuaHTax ocyuiectsieHuss AZD9833 M0kHO BBOIUTH MALIUEHTY, Y

KOTOPOT'O paK sIBJISIETCS] YCTOWYHMBBIM K HECTEPOUIHBIM MHIHOUTOPAM apoMaTasbl.
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[00100] B HekoTOpeIX BapuaHTax ocyuiecTBieHuss AZD9833 MOKHO BBOJUTD MALIUEHTY, Y
KOTOPOTO pakK SIBJSIETCS YCTOMYMBBIM K MHTMOMTOPY apoMaras3bl, BLIOPAHHOMY M3 JIETPO30Jia U
aHaCTpoO30Ja.

[00101] Korma y mnamueHra pak siBisercs "ycToHuuBbIM" (M pedpakTepHbBIM) K
OIpe/IeJICHHOMY JIEKAPCTBEHHOMY CPEZCTBY WJIM Tepanuy, pak OoJbllle He OTBEYAeT Ha JIUeHHe
B JOCTATOYHOM CTENEHH, YTOOBI €ro MOXKHO ObUIO CYHTATh MOAXOASILINM BAPHAHTOM JICYCHUS B
Oyayiem, B CJIEICTBUU YEro JISHaluil Bpad peKOMEHIy €T APYroil TeparneBTHYECKUA MOIXO.

[00102] B nekoropsix BapuaHTax ocymectBieHuss AZD9833 MOXXHO BBOAUTH MAIUEHTY, Y
KOTOPOTO PAaK SIBJISIETCS yCTONYMBBIM K TAMOKCU(EHY .

[00103] B nHekoTopsIx BapuaHTax ocymecTieHuss AZD9833 MOXXHO BBOAUTH MAIUEHTY, Y
KOTOPOTO PAaK SIBJISIETCS] yCTOHYUBBIM K (DyJIBECTPAHTY .

[00104] B nHekoTophIx BapuaHTax ocymecTrieHUss AZD9833 MOXXHO BBOAUTH MALIUEHTY, Y
KOTOPOTO paK SIBJIETCS yCTOWYHMBBIM K nHruOuTOopam CDK.

Dapmarokunemuyeckue u GapmMakoouHamMuveckue ceolicmsda

[00105] B onHOM BapuaHTe OCyIeCTBIeHUs npenycMoTpeH AZD9833 nns npuMeHeHus B
JedeHuH paka, rae AZD9833 BBoaUTCS NEpOPaIbHO OAMH Pa3 B CYTKU B JI03€, COCTABIAOLIEH OT
25 mr o 450 Mr, U JIEKapCTBEHHOE CPEACTBO NOCTUraeT CPeNHEN MUKOBOM KOHLIEHTPALMHU B
I1a3Me KpOBHU Y MaLUeHTa ¢ pakoMm, cocrasiittomeii 10-1000 Hr/mit.

[00106]  "Cpennss nukoBasi KOHLEHTPALUS B IJIa3Me KPOBU'" OTHOCUTCS K MAKCUMAJIbHOMY
xkonuuecTsy AZD9833, nocturaeMomy B IjIa3Me KPOBU MAL[UEHTA MOCIIE JICUEHHS].

[00107] B onHOM BapuaHTe OCYyILECTBJIEHUs npeaycMoTpeH AZD9833 nist npuMeHeHus B
nedyeHuu paka, rae AZD9833 BBoaUTCA NMEPOPabHO OJUH Pa3 B CYTKU B 03€, COCTABIISAIOIIEH OT
25 mMr no 450 mMr, u obecreyuBaeT cpeaHee 3HAYEHHE KOHEYHOTO IMEPHOMA IOJYBBIBEIEHUS
JIEKapCTBEHHOT'O CPEACTBA y MALMEHTa C PAaKOM, COCTaBJsitolee OT 8 4 10 14 u.

[00108] B omHOM BapuaHTe OCylecTBIeHHs npenycMoTpeH AZD9833 nns nmpuMeHeHus B
JeyeHuu paka, rne AZD9833 BBoauTCs NepOpaibHO OAMH Pa3 B CYTKU B JI03€, COCTABISAIOLIEH OT
25 mMr no 450 mr, u obecreyuBaeTr cpeaHee 3HAUYEHHUE KOHEUHOTO MEepPUOJa TOJYBBIBEIEHUS
JIEKapCTBEHHOI'O CPEACTBA y MAlleHTa C pakoM, cocTasJisitomee 12 4.

[00109]  "CpenHee 3Ha4YeHHE KOHEUHOTO MEPHOAA TIOJYBBIBEACHUS' MPEACTABISET COOOH
CpelHee BpeMs, B TeU€HHE KOTOPOro KOHLIEHTpaLUsl JIEKapCTBEHHOIO CPECTBA B IJIa3Meé KPOBU
NalUeHTa CHUXKAETCs BBOE MOCJe JOCTUXKEHUS ICeBIOPaBHOBECHS.

Knunuyeckue ceoiicmea

[00110] B onnHOM BapuaHTe OCylLIeCTBIEHUs npenycMoTpeH AZD9833 nns npuMeHeHus B

JieYeHuH paka, rae AZD9833 BBoaUTCS NEpOPaAIbHO OAMH Pa3 B CYTKU B J03€, COCTABIAOLIEH OT
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25 mr o 450 mr, u o0ecrieunBaeT 4aCTOTY OOBEKTHBHBIX OTBETOB, COCTAaBISIOLIYI0 oT 10% 1o
20%.

[00111] "Yacrora OOBEKTHBHBIX OTBETOB" MpPENCTaBIIsIET COOOW MPOIEHT MAI[MEHTOB C
NOAJAOLIMMCS U3MEPEHUIO 3a00/IeBaHHEM Ha HUCXOAHOM YPOBHE, Y KOTOPBIX /1aTa MEPBOIl A03bI
COOTBETCTBYeT > 17 HemenssM wminM nata OOCIENOBaHUS MOCHE JIEYEHUS COOTBETCTBYET >
15 HenensaM, 4TO yKa3bplBa€T Ha MOATBEP>KAEHHBIM OTBET, U3MEPEHHBIN C MOMOLIBI) KPUTEPUEB
RECIST.

[00112] B omHOM BapuaHTe OCylIecTBIeHHs npenycMoTpeH AZD9833 nns nmpuMeHeHus B
JedeHuu paka, rne AZD9833 BBOAUTCS NEPOPATIbHO OJMH Pa3 B CYTKHU B J03€, COCTABIIAIOLIEH OT
25 mr no 450 mr, u obecrieynBaeT 4aCTOTy KJIMHUYECKOW 3()PEeKTUBHOCTH, COCTABJISIOIIYIO OT
25% no 100%.

[00113] "Yacrora kiuHUYeCKOW 3(P(GEeKTUBHOCTH" TpeACcTaBisieT COOOW MPOLIEHT
MALIUEHTOB, Y KOTOPBIX J1aTa MEePBOH 103bI COOTBETCTBYET > 25 HEAEINSAM HIIH aTa 00CIeOBAHUS
MOCJIE JIEYEHUs] COOTBETCTBYET > 23 HENEssIM, YTO YKa3bIBA€T HA MOATBEP>KACHHBINA OTBET WU
crabunpHOe 3a0oneBanue, n3mMepernnblie ¢ momomnsio kpurepues RECIST ninst > 23 Henmens nocie
JIeUeHUs.

[00114] B onHOM BapuaHTe OCYIIECTBIEHUs NpenycMoTpeH AZD9833 nns npuMeHeHus B
JeueHuu paka, rae AZD9833 BBOAUTCS MepOpajIbHO OJUH pa3 B CYTKU B 103€, COCTABIISIOLIEH OT
25 mr 1o 450 mr, u obecreunBaeT 4acToTy KIMHUYECKOH 3(p(EeKTUBHOCTH, COCTABIISIOLIYIO OoJiee
25%.

[00115] B onHoM BapuaHTe OCYyILECTBJIEHUs npeaycMoTpeH AZD9833 nist npuMeHeHus B
JeYeHun paka, rae AZD9833 BBOAUTCS MEPOPATIbHO OJIMH pa3 B CYTKHU B J03€, COCTABIISAIOIIEH OT
25 mr no 450 mr, u obecriedynBaeT 4aCTOTy KJIMHUYECKOU 3()PEKTHUBHOCTH, COCTABJISIONIYIO OT
25% 1o 90%.

[00116] B omHOM BapuaHTe ocCyIlecTBIeHHs penycMoTpeH AZD9833 nns npuMeHeHus B
JeyeHuu paka, rne AZD9833 BBoauTCs NepOpaibHO OAMH Pa3 B CYTKU B JI03€, COCTABISAIOLIEH OT
25 mr go 450 mr, u obecrneuynBaeT 4acTOTy KIMHUYECKOH 3(P(EKTUBHOCTH, COCTABJISIOMIYIO OT
25% no 80%.

[00117] B onHOM BapuaHTe OCyIleCTBIeHHs npenycMoTpeH AZD9833 nns npuMeHeHus B
JiedeHuH paka, rae AZD9833 BBoaUTCS NEpOpabHO OAMH Pa3 B CYTKU B JI03€, COCTABIAIOLIEH OT
25 mr go 450 mr, u obecrneunBaeT 4acToTy KIMHUYECKOH 3((EeKTUBHOCTH, COCTABJISIOMIYIO OT
25% no 75%.

[00118] B onHOM BapuaHTe OCylLIeCTBIEHUs npenycMoTpeH AZD9833 nns npuMeHeHus B

JedeHuu paka, rae AZD9833 BBoAUTCS NEpOPAIbHO OAMH Pa3 B CYTKU B 03€ OT, COCTABIIAIOLIEH
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25 mr o 450 Mr, U IeKapCTBEHHOE CPEACTBO HE BBI3bIBAET KAKUX-MOO CEPBE3HBIX MOOOYHBIX
3¢ (eKTOB y manueHTa ¢ pakoM.

[00119] B HEKOTOpPBIX BapuUaHTaX OCYINECTBJICHHS Cepbe3Hble MOOOUHbIE 3((HEeKThl MOTYT
OBITh OMpe/IeIeHbl KaK HeXeNaTeIbHbIe SIBIECHHUs CTENeHU 4 Wi 5.

[00120]  "HexenarenbHble siBICHHA CTerneHH 4 wid 5" MOXHO KIacCU(PUIMPOBATH B
COOTBETCTBUM C OOLIETIPHHATBIMH TEPMHHOJOTMYECKUMH KPUTEPHSIMHU U HEXKeJaTeJbHbIX
senernii (CTCAE).

Kombunuposannoe neuenue

[00121] B omHOM BapuaHTe OCylecTBIeHHs npenycMoTpeHn AZD9833 nns nmpuMeHeHus B
JedYeHuu paka, rae AZD9833 BBOAUTCS NEPOPATIbHO OJMH Pa3 B CYTKHU B J03€, COCTABIISAIOIIEH OT
25 mr 10 450 Mr, B KOMOWHALIUU CO CPEICTBOM JTOTIOJTHUTELHOM MPOTUBOPAKOBON TepaTTHU.

[00122] Korma nexkapCTBEHHOE CpPEACTBO BBOIAT "B kKoMmOumHaumu" ¢ AZDI9833,
KOMOHMHAIMS MOXET BKIJIOYATh Pa3/elbHOE, MOCIENOBATEIBHOE UM OJHOBPEMEHHOE BBEIEHHE
JIEKapCTBEHHBbIX CpencTB. Ecnmu neueHue SBISETCS pa3fesibHbIM W/WIH TIOCJIENOBATENbHBIM,
MHTepBal Mexy Ao30i AZD9833 u 103011 cpencTBa JOMOIHUTEIbHON MPOTUBOPAKOBON Tepanyu
MOXeT ObITb BBIOpaH ayisi obecreueHus] MOJy4YeHHs KOMOMHHPOBAHHOTO TEPANEBTHUECKOTO
a¢dexra.

[00123] B HekoTOpeIX BapuaHTax ocyliecTBieHuss BaeneHue AZD9833 u cpencrtsa
JOTIOJIHUTENBHON POTUBOPAKOBOM TE€PAINHU SIBJISETCS Pa3ieIbHbIM.

[00124] B HexkoTOpBIX BapuaHTax ocyuiecTBieHusi BeereHue AZDO9833 u cpencrtsa
JOTIOJIHUTENBHON POTUBOPAKOBOM TEPAIHHU SIBJISIETCS MOCIEI0BATENbHBIM.

[00125] B HekoTOpBIX BapuaHTax ocyuiecTBieHusi BeeneHue AZD9833 u cpencrtsa
JOTIOJIHUTENBHON MPOTUBOPAKOBOM TE€PAIHHU SIBJIIETCS OTAENBbHBIM U ITOCJIE0BATEIbHBIM.

[00126] B  HeKOTOpBIX BapHaHTaX OCYILIECTBIEHUs CPEACTBO  JOIMOJHUTEIbHON
NPOTUBOPAKOBOH TePATHU MOXKET MPeACTaBIsATh codoit nurudurop CDK.

[00127] B  HeKOTOpBIX BapuaHTaX OCYILIECTBIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTUBOPAKOBOH TEPAIMU MOXKET MPEACTABIATh coOoi nHrnourop CDK4.

[00128] B  HeKOTOpBIX BapHaHTaX OCYILIECTBIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTUBOPAKOBOH TEPAITMU MOXET MPEACTABIATh co00i nHruourop CDKO.

[00129] B  HeKOTOpBIX BapHaHTaX OCYILIECTBJIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTHUBOPAKOBOM TEPAIIHA MOKET MPEACTABIATE cO00 nBoiHOM nHrnontop CDK4/CDKG6.

[00130] B  HexkOoTOpBIX BapuaHTaX OCYILIECTBIEHUs CPEACTBO JAOIMOJHUTEIbHON
NPOTUBOPAKOBOW TEpamuy MOXKET NpeAcTaBisiTh coOoit mHrndutop CDK, BbIOpaHHBI H3

nandoounkimoda, pudbonukinbda, abemMaunkinoa, JepoUKINOa WIH TPIIALUKINOA.
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[00131] B  HexOoTOpBIX BapuaHTaX OCYILIECTBIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTUBOPAKOBOM TEPATIUA MOJKET MPEACTABIATE COOOH ManOouuKIuo.

[00132] B  HeKOTOpBIX BapHaHTaX OCYILIECTBIEHUs CPEACTBO  AOMOJHUTEIbHON
NPOTHUBOPAKOBON TePAMU MOXKET MPEACTABIATh cO000M nHrnourop mTOR.

[00133] B  HeKkOTOpBIX BapHaHTaX OCYLIECTBJIEHUs CPEACTBO  JIONOJHUTEIBHON
NPOTUBOPAKOBOH TEparuy MOKeT MpeactaBisATh codoit mHrnoutop mTOR, BeIOpaHHBI U3
cupoaumyca, aedoponumyca, 3BeporMyca U TEMCUPOIUMYCa.

[00134] B HeEKOTOpPHIX BapHaHTaX OCYILIECTBIEHHUS CPEACTBO  JOMOJHUTEIbHON
NPOTUBOPAKOBOH TEPAITH MOKET MPECTABIIATH COOOH SBEPOIUMYC.

[00135] B  HekOTOpBIX BapHaHTaX OCYIIECTBIEHUs CPEACTBO  JOMOJHUTEIbHON
MPOTHUBOPAKOBOH Teparuu MOXKET TMPEACTABIATh COOOH 3BEpOMMYC, KOTOPBIA BBOIUTCS
MepOpabHO OJIUH pa3 B CYTKH B A03€, COCTaBJsroLen 10 10 mr.

[00136] B  HexkOTOpBIX BapHaHTaX OCYILIECTBJIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTHBOPAKOBOM Tepamuu MOXKeT ObIThb BbIOpaHO u3 mnanbonmkinba, pudoumkauda,
abemanukinOa, TepoUUKINOa, TPUIAMKINOA U SBEPOIUMY Ca.

[00137] B  HeKOTOpBIX BapHaHTaX OCYILIECTBIEHUs CPEACTBO  JAOIMOJHUTEIbHON
NPOTHBOPAKOBOM Tepamuu MOXKeT ObIThb BbIOpaHO U3 manbonmkinba, pudouukauda,
abemanukimOa, TepOUUKINOa U TPUIAHKINOA.

[00138] B  HexOTOpBIX BapHaHTaX OCYILIECTBIEHUs CPEACTBO  AONOJHUTEIbHON
POTUBOPAKOBOM TEpANUK MOKET NMpeacTaBiATh codoit uurndurop AKT.

[00139] B  HekOTOpBIX BapHaHTaX OCYLIECTBJIEHHUs CPEACTBO  JONOJHUTEIbHON
NPOTHBOPAKOBOM Tepamuu MOXeT ObiTh BbhIOpaHO U3 KamuBaceptuba, adypecepTtuoda,
mupanceptrda, ARQ751, unatacepudba, MK-2206 wnu nepugo3uHa.

Komnoszuyuu

[00140] B opHOM BapuaHTe OCYILIECTBJIEHUS MPEAYCMOTPEHA KOMIIO3UIUS  JJIst
MEepopabHOTO BBEIEHUST ONMH Pa3 B CYTKH, coaepskamasi ot 25 mr no 450 mr AZD9833 u
(apMaLeBTHUECKH TPUEMIIEMOE BCTIOMOTaTeIbHOE BEIECTBO.

[00141] B HeKkOTOpBIX BapHaHTaX OCYIIECTBICHUS (HapMaLEBTUUECKH MPHUEMIIEMbIC
BCIIOMOTATeNIbHbIE BEIIeCTBA MOTYT OBbITh BBIOpPAHBI U3 WHEPTHBIX pa3daBuTesell (Hampumep,
MUKPOKPHUCTAJUTMIECKON IeJITF0IO3bI Wi 0e3BOmHOro (Gocdarta AUKAIBIHS), TPAHYTHPYIOMIHX
CPEACTB, paspeIxyuTeneill (HampuMmep, KpaxXMaJrJIMKOJIATa HATPHs), CBS3YIOLINX CPENCTB,
CMa3bIBAIOLINX CPEACTB (HANpUMep, CTeapaTa MarHus), KOHCEPBAHTOB, AHTHOKCHIAHTOB U
XeJIATUPYIOIIUX CPEACTB.

[00142] B HeEKOTOpPBIX BapHaHTAX OCYLIECTBJEHUS KOMIIO3ULUS [Jid MEepPOPaIbHOTO

BBEJICHUS OJIUH pa3 B CYTKU COAEPKUT OT 25 Mr no 450 mr AZD9833, nanpumep, 25 mr, 75 mMr
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wim 100 mr AZD9833, m mno MeHbleH Mepe OAWH pa3daBuTENb, BBIOPAHHBIA U3
Mukpokpuctaumaeckoi nemwtoio3sl (MCC), OespogHoro ¢ocdara nukaneius (DCPA),
MaHHHTA, JIJAKTO3BI, (hocaTa AUKAIBLUS, TUTUAPATA CyJibdaTa KaibLus, TPEXOCHOBHOTO ocdara
KanbLus,  OUTHApPaTa  ABYXOCHOBHOro  ¢ocdara  Kamplusi,  CHJIMKATH3UPOBAHHOM
MHUKPOKPHUCTATMYECKOW  LEJUTFOJIO3bI, HMX  COBMECTHO  0OpabOTaHHBIX  KOMOHMHALIUH,
MOJUAECKCTPO3BI, Tperajossl, caxaposbl, TJIFOKO3B, LUKJIOJEKCTPUHA u
TUIPOKCUITPOITUIILIEIITFOIO3bL.

[00143] Kommosuuwmst sl TEPOPANbHOTO BBEACHUS OIMH pPa3 B CYTKU MOXKET
JOTOJHUTENBHO COZEPKaTh IO MEHbLICH Mepe OIMH pPa3pbIXJIMTENb, BBIOPAHHBIA W3
KPOCKapMeJIO3bl ~ HATpPHUs, KPOCHOBUAOHA,  Kpaxmanriaukonsita Hatpus (SSG) w
HU3KO03aMeLeHHOW THapoKcunpommiieroo3sl (L-HPC).

[00144] Kommnosuumst [JjIsi TEPOPANBHOTO BBEACHUS OIUH pPa3 B CYTKA MOXKET
JOTOJTHATENBHO COAEPIKATh MO MEHbLIEH Mepe OJHO CMa3bIBaOIIee BEIECTBO, BHIOPAHHOE M3
cTeaparta MarHusi, CTeapaTa KajblUs, CTeapara LWHKa, creapuidymapata Hatpus, OereHara
IJIMLEPUHA U CTEAPUHOBOMN KUCIIOTBL

Jlexapcmeennvie ghopmoi

[00145] B opgHOM BapuWaHTe OCYINECTBJICHHsS NPEOyCMOTpeHa (QapMaleBTHIecKas
KOMIO3UIMs, comeprkamiast ot 25 mr mo 450 mr AZD9833 u ¢apmaneBTHYECKU MPUEMIIEMOE
BCIIOMOTaTeIbHOE BELIECTBO, B (hopMe TabJIETKH HIIN KAIICY JIbl 711 IEPOPAJIbHOTO BBEICHUS OJTUH
pa3 B CyTKH.

[00146] CocraBsl B BHAe TabJETOK MOTYT He OBITh MOKPHITBIMH OOOJIOYKOH MK OBbITh
MOKPBITBIMU O0OJIOUKOH € LIETbI0 U3MEHEHHUST X PACMAaeMOCTH U MOCIEYIOIIEro BCAChIBAHUS
AKTUBHOTO WHIPENUEHTa B JKEJIyJAOYHO-KHIIEYHOM TpakTe JUOO Ml  YAyYIIEHHs WX
CTaOMJIBHOCTH M/WJIM BHEINHETO BUAA, B JIOOOM Cilydae ¢ MPUMEHEHHEM OOBIYHBIX CPEACTB IS
HAHECEHUsI MOKPBITUS U TIPOLIEAY P, I3BECTHBIX U3 TaHHOM obsactu TexHuku. Hanpumep, cocTaBbl
B BHJI€ Ta0JIETOK MOXKHO 00pabaThIBaTh TAKMM 00pa3oM, YTOOBI OHH HEMEUIEHHO BBICBOOOXKIAN
AKTHBHbIE UHTPEIHUEHTHI.

[00147] B opgHOM BapuWaHTe OCYINECTBJICHHS TNPEAyCMOTpeHa (apMaleBTUIecKas
KoMMo3ulmsl, coxepxkamas ot 25 mr ao 450 mr AZD9833, nanpumep, ot 25 mr po 100 mr
AZD9833, u papMaLeBTHUECKH MPUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO, MPUYEM KOMIIO3HLIUS
NpencTaBisieT COOOH KOMITO3ULMIO ¢ HEMEJIEHHBIM BBICBOOOKACHUEM.

[00148] B opgHOM BapuWaHTe OCYINECTBJICHHsS NPEOyCMOTpeHa (apMaleBTHIecKas
KOMMo3uLMsl, cozepsxainas ot 25 mr gao 450 mr AZD9833, nanpumep, ot 25 mr no 100 mr
AZD9833, u (apmMaueBTUYECKH NPUEMIIEMOE BCIIOMOTAaTENbHOE BEINECTBO, B (hopMe OIHOMH

TabyIeTKu AT IEPOPATIbBHOIO BBEACHUA OAUH pa3 B CYTKU.
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[00149]  Kak u TabneTky, KOMIO3HLIHH JIs IEPOPATbHOTO MPUMEHEHUsS! aJlbTePHATUBHO
MOTYT OBITH TpEACTaBIE€Hbl B (POPME TBEPHBIX KEJATHHOBBIX KalCyJ, B KOTOPBIX AKTHBHBIH
UHIPEIUEHT CMEIIaH C MHEPTHBIM TBEPABbIM pa30aBUTENEM, MU B BHE MATKHX JKEJIATHHOBBIX
KaricyJ, B KOTOPbIX aKTUBHBIM MHIPEAUEHT CMEIIAH C BOAOU UJIU MACJIOM.

[00150] B onHOM BapuaHTe OCYLIECTBJCHUS MpeayCcMOTpeHa (apmarieBTu4ecKas
KOMMo3uIMst, coxepskamas ot 25 mr go 450 mr AZD9833, nanmpumep, ot 25 mr no 100 mr
AZD9833, u (apmMaLeBTUUECKH MPUEMIIEMOE BCIIOMOTAaTeJNbHOE BELECTBO, B (hopme OIHOMN
KarcyJibl Jisl IEpOPAIIbHOIO BBEACHUS OJJUH Pa3 B CYyTKH.

[00151] B onmHOM  BapuaHTe€  OCYUIECTBJEHHUS  NPENyCMOTPEHO  NPUMEHEHUe
(apmMarieBTHYECKONW KOMIO3HMLUH, conepxateii ot 25 mr 1o 450 mr AZD9833, Hanpumep, OT
25 mr go 100 mr AZD9833, u dapManeBTHIECKH MPUEMIIEMOE BCIIOMOTATENbHOE BELIECTBO, B
JICUSHHH paka, rae apManeBTHIeCKask KOMITO3ULMS BBOAUTCS OJUH Pa3 B CyTKH.

Habopui

[00152] B onmHOM BapuaHTe OCYINECTBICHHUS TNPEAyCMOTpeH Habop, conmepikamuii
(bapMalleBTUYECKYI0 KOMITO3ULIMIO, coaepxainyto AZD9833 u mo MeHblnedl Mepe OIHO
bapMareBTHIECKH PHUEMIIEMOE BCIIOMOTaTENbHOE BEIIECTBO, U MHCTPYKIHUH 1O MPHUMEHEHHIO
(dapmarieBTHIECKON KOMITO3UIIMU B JIEUeHUN paka, rae AZD9833 nmpenHa3zHaueH sl BBEIEHHS
OZIMH Pa3 B CYTKH B 7103€, COCTABJIAOLIEN OT 25 Mr A0 U 450 wmr.

[00153] B onHOM BapuaHTe OCYINECTBIEHHUS NPEAyCMOTpeH Habop, conmeprkamuit
clenyriee:

-apmarnieBTHYECKY0 KOMIO3ULHUIO, coaepxkamyo AZD9833 u no MeHblued Mepe OIHO
(bapMaLeBTHYECKH MPUEMIIEMOE BCTIOMOTaTeIbHOE BELIECTBO,

- IOTIOJTHUTENIbHOE MPOTUBOPAKOBOE CPEACTBO JIsl BBeNeHUs: B kKomOuHarvu ¢ AZD9833; u

-MHCTPYKLUH IO NPUMEHEHHIO (papMalieBTUYECKOH KOMIIO3MLIMU B JICUEHHH paka, TIe
AZD9833 npenHa3zHayeH Uil BBEIEHUs OJUH Pa3 B CYTKHU B JI03€, COCTABIISAIOIIEH OT 25 Mr 110
450 mr.

[00154] B onHOM BapuaHTe OCYINECTBICHHUS TMPEAyCMOTpeH Habop, conmepikaiquil
crenyrouee:

-papMaLeBTUYECKYIO KOMIO3UIMIO, conepskamyro AZD9833 u mo MeHblIed Mepe OIHO
(apmMarLeBTHUECKH TPUEMIIEMOE BCTIOMOTaTeIbHOE BELIECTBO;,

- IOMIOJTHUTENIbHOE MMPOTUBOPAKOBOE CPEACTBO I BBeNeHUs B kKoMOuHarmu ¢ AZD9833; u

-MHCTPYKLUH IO NPUMEHEHHIO (papMaleBTUIeCKOH KOMIIO3ULIMU B JICUEHHH paka, TIIe
AZDO9833 mpenHazHaueH s BBEAECHMs OAMH pa3 B CYTKH B J103€, COCTABIISIIOIIEH OT 25 Mr 10

450 mr.
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[00155] B onmHOM BapuaHTe OCYINECTBICHHUS TNPEAyCMOTpeH Habop, comepikaiuii
cienyrouee:

-(papMaLeBTUYECKYIO KOMIO3ULMIO, comepskauyro AZD9833 u mo MeHblieidl mepe OIHO
bapMareBTUIECKH TPUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO;

- IOTIOJTHUTEJIbHOE TIPOTHBOPAKOBOE CPEICTBO, BhIOpaHHOE U3 Manbouukinba, pudouukinoa,
abemaunkianba wim TprIanukiInOa s BBeeHns B komOuHarmn ¢ AZD9833; u

-MHCTPYKLUH IO NPUMEHEHHIO (papMalieBTUYECKOH KOMIIO3MLIMM B JICUEHHH paka, TIe
AZD9833 npenHa3zHayeH Uil BBEIEHUs OJUH pa3 B CYTKH B J03€, COCTABIISAIOLIEH OT 25 Mr 1o
450 mr.

MHNPUMEPHI

IIpomokon Knunuyeckux ucnotmanuil

[00156] Beeaenue. UToOb! OnpeieIuTh ONTUMAJIBHBIN PEKUM BBEACHHS 103 st AZD9833
a3y | mOBBIIIEHMS W PACIIMPEHUsT KOTOPTHl YCTAHOBIEHHOW 103bl y manueHToB ¢ ER-
noynoxkutenbHbM, HER2-HeraTuBHbIM pakoM MOJIOUHOM KeJIE3bl Ha MO3AHEN CTaAUH NPOBOAUIN
B COOTBETCTBHUH CO CJIEAYIOIUM OCHOBHBIM ITPOTOKOJIOM.

[00157] O6ocHoBanue. AZD9833 MOXKeT MOTEHLUUAJTbHO OOECIEeUUTh MPEBOCXOMSIIYIO
KJIMHUYECKYI0 3(P(PEKTHBHOCTh MO CPABHEHHIO C CYIIECTBYIOIIUMH CPEACTBAMH 3HIOKPUHHOMN
TEpaNuy 3a CUET IMOBBIEHHONW OMOAOCTYNMHOCTH (TI0 CPaBHEHUIO C (YJBECTPAHTOM, KOTOPBIH
BBOJAT BHYTPHUMBIIIEYHO) M BOBJICUEHHMs M MOXAYJSILUU MHIIEHH (peLenTopa 3CTPOreHa) y
NAllMEHTOB C PAaKOM MOJIOYHOH >Kese3bl, IMOJIOKUTENIbHBIM 10 peuentopy sctporeHa (ER+).
OcHOBHasl 1leNIb MCCJIEIOBAHUSI COCTOMT B ONpEAeJIeHUH OE30MacHOCTH U MEePEeHOCHMOCTH
AZDO9833 y xenmuH ¢ ER+ pakom MoOOYHON >keje3bl Ha MO3AHEH CTaauy, HEraTUBHBIM I10
peuenropy snuaepMmaibHoro (akropa pocra uesobeka 2 tuna (HER2-). Kpome Toro, Oyayt
uccienoBaHbl (PAPMAKOKMHETHKA W TpeIBapuUTEbHAS MPOTHBOOMYXOJIEBAs AKTUBHOCTH
AZD9833.

[00158] OcHoOBHBIE LEJH H KOHEYHbIE TOYKH.

Tabnuya 1
OcHoBHas nenb/1ens 0e30nacHoCTH OcHOBHbIE KOHEYHBIE TOUKH/TIEPEMEHHBIE
Hccnenosarp 6e30macHOCTh uje J0301IMMUTHPYIOIIHE TOKCHUYECKUE

nepeHocuMocTb AZD9833 'y sxeHmmH ¢ | adpdexrsr (DLT).
PaKOM MOJIOYHOH JKE€NE3bl Ha IO3IHEH | o HesxenarenbHble SIBJICHHSI

CTaqny, IOJIOKUTCILHBIM TIO PELENTOPY | (AE)/ceppe3Hble  HEKENaTeNbHbIE  SIBICHUS

scrporera (ER+) wu HeratuBHbIM 1O | (SAE).

peLenTopy  3MHAEPMATLHOrO  (HaKTopa | o OCHOBHBIE IOKA3aTeNH

pocta uenoBeka 2 tuma (HER2-), uToOmn1

JKHU3HCACATCIIbHOCTH.
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ONpEaACIINTb JO3bI u CXEMBI JJIA

NaJIbHEUIIEN KJIMHUYECKOU OLIEHKU

AZD9833 B KauecTBe MOHOTEPAIIUH.

. [TapameTpsbl KJINHUYECKOU
OMOXMMHUI/TEMAaTOJIOTHH.
o DNeKTpOKapANOTPaMMBbl B Tpex

nosTopHOcTsIX (ECG)

[00159]
Tabnuya 2

BTOpOCTel'leHHble HEeJH H KOHEYHbIC TOYKH.

BTOpOCTeHeHHaSI neib OCHOBHbBIE KOHEYHbIE TO‘H(H/l'IepeMeHHble

Ouenursb IPOTUBOOIYXOJIEBY O
aKTUBHOCTH ¥ 3(dexruBHOCTE AZDI833 B

Ka4eCTBC MOHOTECpAIIUH.

o B cooTBeTcTBHM C KpPUTEPUSMHU OLICHKH
oTBETa

o npu comuanbix onyxoinsix (RECIST) 1.1
COTJIACHO OLIEHKE HCCIIeI0BATENS !

- Yacrora oObekTuBHBIX 0TBeTOB (ORR)

- IIponomxkurensHOCTh OTBeTa (DOR)

- Yactora KJIMHUYECKOH 3(QeKTHBHOCTH

yepes 24 megenu (CBR 24 Henenn)

OxapakTepu3oBaThb (bapMaKOKHHETHUKY
OOHO- U MHOTOKPAaTHBIX 403

AZD9833.

. IIpouentHoe W3MEHEHNE pasmepa
OMyXOJIH

. BrrkuBaemocTh 0€3 mporpeccHpoBaHUS
(PFS).

Konnentpaunmun AZD9833 B mnasme KpoBH H
MOY€e U

MIPOU3BOAHbBIC (apMaKOKUHETHYECKHE
napameTpsl.

Uccnenosare axtuBHocts AZD9833 B

OITy XOJICBBIX KJICTKAX.

OueHuTh H3MEHEHHsT OUOMAapKEpOB, KOTOPBIE
BKJIIOYAIOT YPOBHU OKCIPECCHU peLentopa
sctporeHa (ER), peuentopa nporecrepona (PgR)

u Genka Ki67.

[00160]
Tabnuya 3

HccaenoBareiibcKue HeJH H KOHEYHbIE TOUKH.

BTOpOCTeHeHHaH oeJb OCHOBHbIE KOHEYHBIE TO‘{KII/HepeMeHHI:Ie

HccnenoBate aktuBHOCTH AZD9833 B
OIyXOJIA, LUPKYJHUPYIOIIUX OIyXOJIEBBIX
(CTC) wm
LUpPKyJIMpyroyo B miasme kposu JJHK u3

KJIETKax KpPOBH, BKJIFO4as

OIyXOJIeBBIX KJIETOK (CtDNA).

L4 OLIeHI/ITb HU3MCHCHUA HCCIIENY EMBIX

OMOMapKepoB, KOTOPbIE MOTYT BKJIIOYAaTh Oe3
OTPaHUYEHUs  YPOBHHU

SKCIPECCUU  TeHOB,

peryupyeMbIX peLenTopaMu 3CTPOreHa, W

MYTaLIPIOHHbeI CTaTyC I'€HOB.

HccnenosaTe MPOrHOCTUYECKHE MapKepbl

OTBETA u/unu

npruoOpeTEeHHOMH

. MyTaluuOHHBIN CTaTyC ACCOLMUPOBAHHBIX

C paKoM I'eHOB B onyXxoiu u ctDNA.
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B ctDNA

OMyXOJI1, KPOBU U IJIa3ME€ KPOBU.

ycroitunBoctu Kk AZDO9833

. OueHutb UCCIIETy EMbIE

reMOmno3THIeCKre OMOMapKepbl, BKJIIOUas Oe3

OrpaHU4CHUsS SKCIIPECCUIO T'CHOB.

IIposectn B  Oynymem W3YUYECHHUE | @ Uccnenyemas OITyXOJIb U

HCCIIENY €EMbIX 61/10Map1<ep013, KOTOPBIC | MUPKYJIHUPYIOLIHUE 6I/IOMapKepr.

MOTYT BJIUSITb HA PA3BUTHUE PaKa MOJOYHON

>KeJI€3bl W/UJIH OTBET Ha JIEYEHUE.

Cobupats u xpanuts JJHK B cooTBeTCTBUU | ® Bo3moskHble  Oyayiipe TeHeTUYecKue

v uccienoBaHus.  Pe3ynpTaThl  MOryT  OBITH

MpoLeAypaMu  KaXaoi

STUYECKUMH TMPOLEAypaMH it Oy aymiero

CTpaHbl U | mpeacrasieHsl 3a npeaenamu CSR HacTosimero

UCCJIEIOBAHHSI.
W3y4eHUs HCCJIETy EMbIX
I'€HOB/TEHETUYECKUX BapUaLUil, KOTOpbIE

MOTYT BJIUATb HAa OTBET HA JICUCHUEC.

Uccnenosath Tr0OBIe HU3MEHEHUS | o HUsmeHeHus COOTHOLIEHUSI 4B-
COOTHOILIEHUSI 4B- | rumpoxcuxonecTepuHa/xoIeCTEPUHA o
FI/II[pOKCI/IXOJIeCTepI/IHa/XOJIeCTepI/IHa B [ CpaBHEHHIO C UCXOAHBIM YPOBHEM.

Ka4ecTBE MapKepa HHAYKIHU IHUTOXpOMa

P450 3A4 (CYP3A4) ¢ nomompsio

AZD9833.

Hccnenosath Tro0ObIe WU3MEHEHUS | o HsmeHeHus COOTHOLIEHUS 4p-
COOTHOLLIEHHSI 4B- | rumpokcuxoIecTEpUHa/X0IECTEPUHA o
TUIPOKCHUXOJIECTEPHHA/XOIeCTePUHA B | CPAaBHEHHIO C UCXOIHBIM YPOBHEM.

Ka4eCTBE MapkKe€pa HMHAYKIHHN LHUTOXpOMa

P450 3A4 (CYP3A4) ¢ nomompsio
AZD9833.
Uccnenosate  3pdext AZDO9833 Ha|e HccnenosaTenbckasi OLEHKA KPOBSHOTO

napamerpel OKI' 1 cepredHo-coCy IUCTOMN | naBneHMs, NaHHBIX 3XOKapauorpamMmbl u OKT,

CUCTECMBEI. NprU4EM TMOCJICAHUE JOJIKHBI BKIIKOUATHh Kak
TPEXKPATHBIE, TAK U HENPEPBHIBHO IIOIYYaEMbIE
JaHHbIE, 1 METOAUKH pacueTa uHTepBana QTc.

[00161] OOmasi cxema. DTO MEpPBOE HCCIEAOBAHUE HA JIFOASIX C TOBBIIIEHUEM U

pacuMpeHreM KOTOpPThl YCTAHOBIIEHHOH 103bI, MPEIHA3HAYEHHOE ISl OLEHKH 0€30MacHOCTH U
nepeHocumocT AZD9833, BBOIUMOro oTAenbHO, (4actu A u B) y KeHIIUH ¢ 3HIOKPUHHO-
pesucteHTHbIM ER+ HER2- pakoM MOJIOYHOM Kene3bl, KOTOPBIA HE MOAAAETCS JICUCHUIO C LIEBIO
U3JICYECHUSI.

[00162] Yacte A wuccrnegoBaHusl NOIMycKaeT NoBbiieHue 1036l AZD9833, BBOAMMOroO

otaenpHO. [l maHHBIX yacTel "koropra" OyIeT COCTOATh U3 BCEX MALIUEHTOB, MOJy YaBIIUX 103y
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Ha TAaHHOM KOHKPETHOM YPOBHE ZI03bI B CX€Me IOBBIIIEHHS 103bl, KaK IMoKa3aHo Ha ¢urype 1. B
yactu B nccnenoBanus (paciivpeHusi KOropThl YCTAHOBJIEHHON A03bI) MOAXOISAIINE CYOBEKTHI
OyayT paHIOMU3HUPOBAHBI IJISI MTOJNy4YeHUsI BRIOpaHHBIX 03 AZD9833 Ha OCHOBE Pe3yJIbTATOB,
MOJIyYEHHBIX B 4acTu A.

[00163] Ha mnpoTspKEHHH BCEro HCCIENOBaHUS CYyOBEKTHI B IpeMeHomay3e OyayT
npuanmMath AZD9833 Ha ¢one npuema aromucta LHRH (cm. Downosasn nexapcmeennas
mepanisi).

[00164] UYacrp A. Iogxomsimue CyObeKTbl B Ipe- U MOCTMEHOMay3e OyayT MojydaTh
AZD9833. Jlns mepBOHAYAIBbHOTO BBEIEHUs 103 MEPBOro MAILMeHTa B KaKIAOW KOropre OyayT
HaOJIFONIAaTh IO CYTOK 8, Mpekae 4eM CIEeAYIOLINX MalUeHTOB PacIpeaessiT B KOrOPTY AAHHOTO
ypPOBHsA 1103bI, cM. paszen 6.1.5.5. Ilpu Hanuuuu AOCTATOUYHOrO KOJUYECTBA IMOAJAKOLIUXCS
OLIeHKe CyObEKTOB ISl IPUHSATHS PELIEHHUs KaCaTeJbHO MOBBIMIEHHs 036l (0T 3 10 6 CyOBEKTOB)
KOTOpPTa MOXKET OBITh TOTIOJIHUTENBHO PACLIMPEHA Ul BKIIOUEHHSI TOTIOIHUTENbHBIX CyOBEKTOB
(mo 12 monmparomuxcsi OLeHKe CyOBEKTOB B KOTOPTE) W/MIJIM KOTOPTa MOXET OBITh OTKPBITA HA
CJIeNyI0IeM YPOBHE 103bl. B uacTu A uccienoBaHus OKUAAIOT MAKCUMYM 10 8 KOTOpPT yPOBHs
no3bl. [ToBenenne ocranosurcs Ha MTD/MFD. Hacte A OyzeT BKIOUATh IO MEHbIIEH Mepe 2
CyOBEKTOB C OMONICHAMH OITYXOJIU B IBYX IMOBTOPHOCTSIX HA KaXKIOM YPOBHE JIO3BI.

[00165] B ¢daze mosbimeHust 10361 ucchaeaoBanus OyayT onpenensatb MTD wiu MFD s
AZD9833 Ha OCHOBE OLIEHKHM JaHHBIX O€30MacHOCTH, MEePEHOCHUMOCTH U (PapMaKOKHHETUKH,
COOpaHHBIX BO BpeMsl NEPBBIX 28 CyTOK €XEeCyTOYHOro BBeleHUs 103. IlnaH moBbleHUs U
HOHIKEHUST 103bl Ui oneHku AZD9833 Oyner cienoBarbh cxeme 0aleCOBCKOrO aJlaTHBHOIO
riaHa (Neuenschwander ef al., Stat Med. 2008, 15:2420), kotopasi 0OObeIMHSET MPeABAPUTEIbHbIE
OKUJAHUSI OTHOCUTENIbHO COOTHOIIEHUS J03bI U TOKCHYHOCTH U MPUMEHSeT JaHHbIe B KOHIIE
UCCIIEIOBAHMS Ka)KJOW KOTOPTHI, 4TOOBI PEKOMEHIOBATh O3y AJIs Cieayrouiei koroptsl. Kak
TOJIbKO 0€30MacHOCTh M MEPEHOCUMOCTD ObUTH yCTAHOBJIEHBI MOCTIE MO MEHbINEH Mepe 7 CyTOK
JICYSHHS TIEPBOTO CYOBEKTa B KAKIOW KOTOPTE YPOBHS 03I, OyAyT BKJIIOUEHBI B HCCIICIOBAHUE
10 3 JIOTNOJHHUTENBHBIX CyOBEKTOB, 4YTOOBI O0ECHeunTh HATMYME N0 MeHbIneH wmepe 3
MO IAFOIIIUXCST OLIEHKE CyOBEeKTOB uepe3 28 CyTOK.

[00166]  HeoOsi3aTenpHble pacIIUpPeHHs] KOTOPTHI YCTAHOBJIEHHON JO3BI BO BpeMsi
TOBBIIIIEHUST JTO3bI BKIFOYEHBI B a03aXx AZD9833, rae maHHble A03bI UMEIOT JOKJIMHUYECKH
npescKa3aHHbli papmakonquHamudeckuil agpdexr Ha ER, Oonbumii mim paBHbIN (yIBECTPAHTY,
YTO SIBJSIETCS MPUEMJIEMBIM CTAaHIAPTOM JICYCHUS B YCIOBHAX HACTOSINEro 3a00jieBaHMs. JTO
NPENOCTaBUT CyOBbEKTaM paHHUH AOCTYNl K TOJYYEHUIO JIEKAPCTBEHHOTO CPEACTBA B
MOTEHLUAJIBHO TEPANeBTUYECKUX J03aX U IO3BOJUT NPOBECTH [NaJbHEHIIEE HCCIEAOBAHUE

0e30MacHOCTH, MePEHOCUMOCTH, MPOdIIsa PpapMaKoJOrHIecKod U OMOJIOrMIeCKON aKTUBHOCTH
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AZD9833. VpoBeHb (YpOBHH) I03bI, KOTOPBIH(KOTOpPbIE) MOIJIEKUT(IIOJIEKAT) PACLIHPEHHIO
KOTOPTBI YCTAHOBJIEHHON A03bI, OyAyT OCHOBAHBI HA MOSIBJIAIOLINXCS JAaHHBIX U OyyT 010OpeHbI
Komurerom o onienke 6e3omnacuoctu (SRC).

[00167]  PacmupeHue KOrOopTbl yCTAHOBJIEHHOH 1O3bl B 4aCTU A HCCIENOBAHMS TaKKe
npeaycMarpuBaeT HabOp Mo MeHbInel Mepe 2 CyObeKTOB, MOAXOASIINX )il OMOTICUI OMYXOJIH B
ABYX TOBTOPHOCTSIX B XOJ€ HCCIIEAOBAHUS, YTOOBI OOECIEYMTh NPENBAPUTEIBHYIO OLIEHKY
(hapMakOIMHAMHUKY OMyXOJIU B O0Jiee IMPOKOM JHUara30He 03, 4eM OyIeT pacCCMOTPEHO B 4aCTH
B.

[00168] UYactes B. ITomxomsimue cyOwbekThl B mpemeHomnay3e (n = 12) OyayT mosjy4artb
300 Mr AZD9833 (mambosee BBICOKYIO U3 TpeX BBIOPAHHBIX yPOBHEH 103 M3 4acth A), u
cyOBeKThI B mocTMeHotmay3e (n = 36) OyayT pangomusuposans! 1:1:1 st monydenus au6o 300 mr
AZD9833, 150 mr AZD9833, nmu6o 75 mr AZD9833. Hacte B Oyner BKJIFO4aTh 1O MEHbIIEH Mepe
5 cyObeKTOB, MOANAOLINXCS OLIEHKE MO OMONCHU B IBYX MOBTOPHOCTSX, B KXAOH W3 4 rpymm
nedeHus: (mo3a st CyOBeKTOB B MpeMeHomay3e coctaeisier 300 mr, no3a st CyOBeKTOB B
noctTMeHomnay3e coctapisier 300 mr, 103a s CyOBEKTOB B TOCTMEHOMNay3e coctapisieT 150 mr,
1032 115l CyOBEKTOB B TOCTMEHOIAY3€ COCTABIISET 75 MT).

[00169]  Yacte B Oynmer mo3BosiTh POBECTH JATBHEHIITYIO OLIEHKY MPOod s 0€30macHOCTH
AZD9833 B Oosbiueli rpymnie CyObeKTOB B IOCTMEHOIIAY3€ MPU 3 Pa3IHUYar0 X Csl YPOBHSIX J103.
Leny uccnenoBanus 3 ypoBHEH 103bI COCTOUT B TOM, YTOOBI OOECTIEUNUTH HAJEKHBIA BBIOOP
PEKOMEHAYeMbIX 1103 JUIA JajbHEHINero KIMHUYEeCKOro OOCNenoBaHus B OyayIiux
uccienoBanusx AZD9833, kak U B yCIOBUSX paka MOJJOUHOM JKeJle3bl HAa MO3AHEN CTaluy, TaK U,
NOTEHLMAJBHO, B YCIOBHsAX 3a00JeBaHUs HAa pPaHHEH CTaAuW/aAbIOBAHTHOH Teparmmu. Jlist
pacnpeneneHust 36 cyObekTOB Ha 1 U3 3 ypOBHEH MEPEHOCHUMOM O3Bl U3 YaCTH A MPUMEHSIOT
PaHAOMHU3UPOBAHHOE HCCIEOBAHUE, 4YTOOBI OOJNIErdyuTh HAAEKHOE CpaBHEHHE MPOQuIIs
Oe3omacHocTH, W30erass OMMOKU TMPHU paclpelesieHud WM JIIO0OW APYyrod MOTEHIHATbHOM
sKcnepuMeHTainbHOl omubku. Yacte B Takke mo3BoauTt pacnpenenutbs 10 12 cyObekTOB B
NpeMeHOoMay3€e B OTHOIIEHUH Hanboee BBICOKOH U3 3 103, KOTOPbIE CUUTAIOTCS Oe30MacHBIMU U
XOPOLIO MePEHOCHUMBIMH O JaHHBIM YacTu A (300 mr).

[00170] Yactp B Takxke BKIIOHAET MONOKeHHE O HAOOpe moxarpymmsl cyosekToB (n = 15
CyOBEKTOB B MOCTMEHOIAy3€, TO €CTh MO 5 CyOBEKTOB HAa KaXIbli ypOBEHb JO3BL, U N = 5
CcyOBEKTOB B MPEMEHOTay3€e Ha YPOBHE A03bl, cocTapistomeii 300 Mr), MOIXOSIIHX sl OMOTICHH
ONyXOJH B ABYX MOBTOPHOCTSIX B XOJl€ UCCJIEIOBaHUs IJIs1 BO3MOXKHOCTH JlajibHEHIIENH OLIEHKH
(bapMakOTMHAMHUKH Oy XOJH.

[00171] HMccaenyemas nomyasinus. [IpocrnekTHBHOTO 0OOPEHHS OTKJIOHEHHUH MPOTOKOJIA

OT KPUTCPUCB Ha6opa " BKIIFOYCHUS, TAKXKE HU3BCCTHBIX KAaK UCKIIOYCHHS U3 TPOTOKOJIA HIIN
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ocBOOOXKIEHHsT OT TpeOOBaHMN IPOTOKOJA, He nomyckaercsa. Kaxapii cyOBekT moInKeH
COOTBETCTBOBATh BCEM KPUTEPUSM BKIIOUEHHS U HU OAHOMY W3 KPUTEPUEB HUCKIFOUEHUS IS
Ha3zHa4YeHUst/ paHaoMusupoBanust o AZD9833. Hu npu kakux oOCTOSITENIbCTBAX HE MOXKET OBITh
UCKJIIOUeHNH u3 HacrosAuiero npasuia. CyOBbeKThl, KOTOpbIE HE COOTBETCTBYIOT TPeOOBaHHIM
BKJIFOUEHUS], SIBJITFOTCS HE MPOLIEAIINMU CKPUHUHT.

[00172] BkJIHOYEHHBIX B UCCIEAOBAaHHE CyOBEKTOB OMPENEessIIOT KakK JIMIA, TOATHUCABIINE
uropmuposanHoe coriacue. CyObekTamMu, MOoTyYaBUINMHE JICYSHUE, SBISIFOTCS T€, KTO MOy YaeT
no MeHbIned mepe 1 nosy AZD9833. B wactsix B u D BKIIFOUEHHBIX B UCCIIEIOBaHHE CyOBEKTOB
PaHAOMU3UPYIOT B MX TPYIIIBI JIeueHUs.. PAHIOMHU3UPOBAHHBIX CYyOBEKTOB ONMPENESIOT KaK TeX,
KTO MOJBEPraeTCsl PAHAOMHU3ALMH U MOJTyYaeT PAHIOMHU3aLMOHHBIH HOMED.

[00173] Kpurtepun Brirouenus. [TanneHTs! SBIAIOTCS NOIXOAAIIAMHU TSI BKJIFOUEHUS B
UCCIIEIOBAHNE, TOJIKO €CJIM HU OJUH M3 KPUTEPHEB UCKJIIOUEHHs] HE MPUMEHUM H NPUMEHHMBI
BCE CIIEAYIOIHE KPUTEPUH BKIIFOUCHHUS:

1. mpenocTaBieHne TMOAMUCAHHOTO U JAaTHPOBAHHOTO IHCBMEHHOTO HH(OPMHUPOBAHHOTO
corylacust 1O MPOBEACHHUS JIOOBIX OOS3aTENbHBIX MPOLEAYP IJIsI KOHKPETHOTO HCCIIENOBAHUS,
otOopa mpod u aHau30B. Eciu CyOBeKT OTKa3bIBAETCS OT YUACTHS B KAKOM-JTHOO TOOPOBOJIEHOM
NpEeBApUTEIbHOM HCCIEIOBAHUN W/MJIM TEHETHMYECKOM KOMIIOHEHTE HCCIEeNOBAHUSA, IS
cyObekTa He Oyaer mrpada Wil MOTEPH BBITOABI, U OH HE OyJIeT UCKIIFOUYEH U3 IPYTHUX aCIEeKTOB
UCCIIEIOBAHMS.

2.Bospact no menb1uei Mepe 18 ger.

3.Cnenyromuii cTaTyc MEHOMAY 3bl:

(a) *KEHIIMHBI B IPEMEHOIAy3€e JOJKHBI ObLIM Ha4YaTh JieueHue ¢ moMoureto aronrucra LHRH
1o MeHbIIel Mepe 3a 4 Hepenu 10 Havana npuema AZD9833 1 10 KHBI ObITh TOTOBBI MPOAOJIKATH
MOJTy4aTh Tepanuio ¢ noMounpto aronnucrta LHRH Ha npoTsiskeHnn Bcero neproia UCCiIe10BaHuUs.

(b) Ctatyc mocTMeHomay3bl, OMPEAeNIEHHbIH, KaKk TOT, YTO COOTBETCTBY €T 1O MEHbIIeH Mepe 1
U3 CJIEAYOIINUX KPUTEPHUEB:

(1) mepeHeceHHasi IBY CTOPOHHSISI OBAPHIKTOMFISL.

(11) Bozpact > 60 ner.

(1i1) Bo3pact > 50 ner u npekpalieHue peryJsIpHbIX MEHCTPyaluuil B TeueHnH > 12 mecsues, U
MHTAKTHAsl MaTKa B OTCYTCTBHE OPAJbHOW KOHTPALENLIUN HIIM 3aMECTUTEIbHOH TOPMOHAJIBHOM
TEPAIUH 10 MOCTAHOBKH AMArHO3a PaKa MOJIOYHOH JKEeJIe3bl.

(1v) Bospact < 60 neT u npexpalieHie perysipHbIX MEHCTpyaluii B Te4eHnHU > 12 mecsues, U
ypoBHH (oiuHKyIocTMYytHpyomero ropmona (@CIY) u scTtpanuona B mOCTMEHOMNAY3aJIbHOM

nauana3oHe (C UCTIONb30BAHUEM JUANIA30HOB U3 MECTHOM J1ad0opaTopun).
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(c) Tex, KTO HE COOTBETCTBY €T OIPEIEIEHHIO CTATyCa NOCTMEHOMNAY 3bl, CYUTAIOT UMEIOIUMH
CTaTyC MpeMeHOIIay 3bl.

4 I'MCTONIOTHYECKOE HJIM LUTOJOTHMYECKOe TOATBEPKACHUE aJeHOKAPLIMHOMBI MOJIOYHOMN
JKENe3bl.

5.3a10KyMEHTUPOBAHHBIN MOJIOKUTENbHBIN CTaTyC ACTPOTEHOBBIX PELENTOPOB NEPBUYHOM
WIN METacTaTHYEeCKOH OMyXOJIeBOH TKAHH B COOTBETCTBUM C MECTHBIMH JIa0OPaTOPHBIMU
napaMeTpamMH M TaMm, T[e O5TU JIaDOpaTOpHbIE MapaMeTpbl COOTBETCTBYIOT MPUHSTHIM
IUAarHOCTHYECKUM PYKOBOACTBAM, HAIpUMep, PEKOMEHIALUsiM AMEpUKaHCKOro oOiiecTsa
KJIMHUYeCKON OHkoJornu/Komernn aMepukaHCKUX MaTOJIOTOB M0 MMMYHOTHCTOXUMHYECKOMY
TECTHPOBAHHUIO PELIENITOPOB 3CTPOreHA U MPOreCTEPOHA MPH pake MOJIOYHOH skene3bl (Hammond
et. al. 2010). ITokazarens craryca HER2-, omnpenenennsiii ummyHorucroxumudecku (IHC),
pasubIil O wm 1+, WM OTpHLIATENBHBIN, ONPEAETICHHBIHN ¢ moMoLIbi0 rudpunusanuu in situ (ISH;
FISH/CISH/SISH); ecnu IHC 2+, Tpebyercs HeratuBHOCTh 110 ISH. Eciu Takass BO3MOXHOCTB
umeercs, onenka cratyca ER m HER2 nomkHa OCHOBBIBATHCS HA CaMOM TOCJIEOHEM oOpasie
OHMOIICHU OITyXOJIH.

6. Meractarudeckoe 3a0oieBaHHE WM JIOKAJbHOE METACTATUUECKOE PEeLHUAUBHPYIOLIEe
3a0oneBaHne, KOTOpPOE SBIAETCS pepakTepHbIM K CYINECTBYIOLIEMY(CYIIECTBYIOLINM)
cpencTBy(cpencTsamM) — Tepamud, O  KOTOPOM(KOTOPBIX)  M3BECTHO, 4YTO  OHO(OHH)
obecrneunBaeT(00eCIeYNBAIOT) KIMHUYECKYIO TIOJIb3Y, U HeEPEHOCUMBIM.

7.Cnenyromas npeALIecTBYI0INas XUMUOTEPAIINs, SHAOKPHUHHAS Teparys U Ipyras Tepanus:

(a) He Oonee 2 NMUHUN XUMHOTEPAITUH MPHU 3a00JEBAHUH HA MTO3IHEH CTAIHH.

(b) Periraus wiu mporpeccupoBaHue MO MEHbLISH Mepe B OTHOM JIMHUU YHIOKPUHHOW TEPAITUH

yCIIOBHSIX 3a00JIEBaHUS HA TIO3THEH CTaTNU/METaCTaTHYECKOTro 3a00IeBaHus.

(¢) Ywmcro auHMI peaecTBy FOLEH SHIOKPUHHON Teparui He OTrPaHUYEHO.

(d) PaspermeHo npenmecTByrolee jeueHue ¢ momMouso naruoutopos CDK4/6.

JluHus XUMHOTEpanuu Tpu 3a00NEeBaHWM HA TMO3AHEH CTaguHM TPENCTaBiIseT COOOH
NPOTUBOPAKOBBIA  PEXUM(PEKUMBI) JIEUEHHsI, KOTOpPasi(KOTOpPbIE) COAEPIKHUT(COmepIKaT) IIo
MEHbIIEN Mepe

OIHO CPEACTBO LIUTOTOKCHUYECKON XMMHMOTEpPANuu U NPUMEHseMOoe B TeueHue 21 cyTok wiu
nonpiie. Ecnu pesxuM UTOTOKCHYECKOH

XUMHOTEpay ObUT MPEKPAIeH 10 MPUYHHE, OTIMYHON OT IPOrpecCUpOBaHMs 3a00IeBaHNS,

U MPOJOJDKANCA MeHee 21 CyTOK, TO HAaCTOSLIUN PEXUM HE CUMTAETCs IMPEeNLIeCTBYOINEH

JUHUEN XUMHOTEPaInu.
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IToBTOpPHOE BBEAECHHE TOTO XK€ CPEACTBA NMPOTHBOPAKOBOIO PEXXHUMA JICUEHUS] B OTAEIBHOM
ciyyae He

CUUTAETCsl HOBOM JIMHUEN XUMHUOTEPAITUH.

8. Meracratuyeckoe 3a0oneBaHHE WIM JIOKAJbHOE METACTAaTUUECKOE pPEeLUANBHPYIOLIEe
3a0ojeBaHne, KOTOpoe sSIBISieTCSl pe(pakTepHbIM K  CYyIIECTBYIOIEMY(CYIIECTBYIOLINM)
cpencTBy(cpencTsamM) — Tepamud, O  KOTOPOM(KOTOPBIX)  M3BECTHO, YTO  OHO(OHH)
obecrneunBaeT(00eCIEeYMBAOT) KIMHUYECKYIO TIOJIb3Y, UJIH HEMEPEHOCUMBIM.

9 XKeHIMHBI € TOTEHLMAJIOM IETOPOXKIACHHS MJOJDKHBI COTJIACHTHCS TMPHUMEHSTh OJIHO
BbICOKO3()(hEKTUBHOE CpPENCTBO KOHTpauenuuu (ompeneneHHoe B pasmene 5.3.1 "Mepsr
KOHTpaLenuu") ¢ MOMEHTa CKpUHHHTA 10 4 HeJesb Nocie npekpainenus npuema AZD9833, He
JOJDKHBI KOPMHTD TPYABIO U JOJDKHBI IMETh OTPULIATEIIBHBIN TECT Ha O€PEeMEHHOCTh 10 Havajia
BBEJICHUS J103.

10Ilo kpaiiHeli Mepe OIMH ouar MNOpakeHWs (TMOANAroIIeecs HM3MEPEHHI0 W/ He
NOA /A0 LIIEeCs] U3MEPEHUIO B COOTBETCTBHH ¢ KpHUTEepHsAMU OLIEHKH OTBETa COJIMAHBIX OMyXOJIEeH,
Bepcust 1.1 [RECIST 1.1]), koTopoe MOKHO TOYHO OIIEHUTb Ha UCXOIHOM yYPOBHE M KOTOPOE
HOAXOIUT JUJIsl TIOBTOPHON OLIEHKH € MOMOIIbI0 KomnbtoTepHoi ToMorpaduu (CT), MmaruuTHO-
pesonancHoit Tomorpaduu (MRI), Wi TpPOCTON PEHTrEHOrPAMMBI, WM KJIMHUYECKOTO
oOcnenoBanus. bnactudeckue oyaru mopa)xxeHus: KOCTeH He CUUTAIOT MOAJAOIIUMHUCS OLIEHKE.

11.ITokazarens oOwIero coOCTosHUSA MO LiKane BocTouHOI KoonmepaTHBHON OHKOJIOTHYECKON
rpynmsl (ECOG)/BcemupHoit oprannsauuu 3apasooxpanenus (BO3), cocrasnsromuii ot 0 1o 1,
0e3 yXyALIeHUs] COCTOSIHHS Ha MPOTSDKEHUH 2 TPEIbIAY IINX HEeJesIb U MUHUMAJIbHOW OXKUIaeMON
MPOAOJIKUTEIbHOCTBIO JKU3HU, COCTABJIAOLIEN 12 Henenb.

[00174] Kpurepun uckaouenus. [lanmeHTsl He TOHKHBI Y4aCTBOBATh B UCCIIENOBAHUH,
€CJTU BBITIOJTHSIETCS JIIOOOH U3 CIIENYIOIINX KPUTEPUEB HCKITFOYCHUS:

1 Bnusiue 100010 U3 ClIeayIero:

(a) mmoOBIE CPENCTBO LIUTOTOKCHYECKON XMMHUOTEPAITHH, UCCIIEyEMbIe CPEICTBA HITH APYTHe
NPOTHUBOPAKOBBIE JIEKAPCTBEHHBIE CPENCTBA JJIS JICUSHHSI paKa MOJIOYHOH JKeJie3bl Ha MO3JHEH
CTaMH U3 IPEABIAY [IEr0 PEKUMa JICYSHUS UITH KIIMHUYECKOT0 UCCIIeIOBaHUS B TeUeHHE 14 CyTOK
nocJie nepBoi 10361 AZD9833.

(b) Cpencra JieKapCTBEHHOW TepaIruy WM PaCTUTENbHBIE JOOABKH, KOTOPbIE, KAK U3BECTHO,
SBJISTFOTCSL CUJIBHBIMH HMHTHOWTOpaMu/uHAykTopamu nutoxpoma P450 3A4/5 (CYP3A4/5) u
qyBCTBUTENbHBIMU cyOcTpatamu nuroxpoma P450 2B6 (CYP2B6) (0ObMHO Ha3zHauaemble
JIEKapCTBEHHbIE CPEACTBA MEPEUUCIIEHB] B MIPHJIOKEHUU B), M HEBO3MOKHOCTh MPEKpaIIeHUs
NPUMEHEHUS] B TeUeHHE NEePHOAa BbIMBIBAHMA, KaK YKa3aHO B NMPUJIOXKEHHU B, 1o monyueHus

nepBoil 10361 AZD9833.
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(c) JlexapcTBeHHBIE CpPENCTBA, KOTOpPbIE, KaK W3BECTHO, yAnuHs0T uHTEepBan QT m nmeror
WU3BECTHBIA PUCK JBY HAIIPABJIEHHOW TaXUKAPAUU.

(d) JlyueBas Tepamusi ¢ OrpaHUYEHHBIM TOJieM OOJIydeHUs AJii BPEMEHHOI'o OOJIeTYeHHs B
TeueHue 1 Hemenu nociyie nepBoi A03bl AZD9833, 3a UCKIIIOUEHHEM MALMEHTOB, MOJYyYaroLIuX
o0sydenue 6onee 30% KOCTHOrO MO3Ta HJTH IIMPOKOE T0J1e 00yUeH sl B TeueHHe 4 Heleb mocie
nepBoit 10361 AZD9833.

(e) OOmwupHOE XHUPYpPrUYE€CKOE BMEIIATEIbCTBO WJIH CEPbE3HOE TPABMATHYECKOE
MOBPEKJICHHE, TIO OLICHKE MCCJIEA0BAaTENs, B TeUeHUE 4 HeaeNb nocie nepBoil 1o3e1 AZD9833,
WIN OXHJaeMasi HeOOXOIUMOCTh CEPbEe3HOT0 XHPYPrUYeCKOro BMELIATEIbCTBA /MU JHOO0TOo
XUPYPrHYECKOr0 BMEIIATENBCTBA, TPEOYoLIero odmei aHeCTe3UH, BO BPEMS HCCIISIOBAHUSI.

2.JIrobble HeyCTpaHEHHbIE TOKCHUECKHe 3P (PEKThl OT MPEAIIESCTBYIOIIEH TePAIUy BhIIIE, YeM
crerniedb 1 corimacHo OOMENPUHATHIM TEPMHHOJIOTUYECKHM KPUTEPUSM U HEXKENATEeNbHBIX
ssreHnit (CTCAE) Ha MoMmeHT Hauana BBeneHust AZD9833, 3a HCKITIOUEHHEM aJIONEINH.

3. Hanudne omacHOTro Uil KM3HH METACTATUYECKOro 3a00JeBaHNsI BHYTPEHHHX OPTaHOB, IO
OLIEHKE HCCIIEe0BATeNs, HEKOHTPOJMPYEMOE MeTacTaThieckoe 3adoiieBaHHE LEHTPaJIbHON
HepBHOU cuctembl (CNS). TlanueHTsl ¢ KOMIIpeccHel CIUHHOTO MO3Ta W/WJIM METacTa3aMH B
TOJIOBHOM MO3T€ MOTYT OBITh BKJIFOYEHBI B HCCJIEAOBAHUE, €CIM OHU IMPOLLIN OKOHYATEIBHOE
JeueHne (HarpuMep, XUPYpPrudeckoe BMEUIATeIbCTBO WM JIy4YEBYIO TEPAIUI0) M CTAOMIIBHO HE
MIPUHUMAIOT CTEPOU/IbI B TEUEHHUE 0 MEHbILeH Mepe 4 Henelsb 10 Havyaja BBeneHuss AZD9833.

4 JIroOol MpU3HAK TSDKEJBIX MJIM HEKOHTPOJIHUPYEMBIX CHUCTEMHBIX 3a00JIE€BaHHM, BKIIOYAs
HEKOHTPOJIUPYEMYIO apTE€PUAIbHYI0 THIIEPTEH3HIO U aKTUBHBIN reMOpparud4eckuil 1uares, Wiy,
Harnpumep, UH(eKIHoo, TpeOyIIy BHYTPHUBEHHYIO aHTHOMOTHKOTEPANHUIO, W KOTOpas, IO
MHEHHIO HCCIIeIOBATES, eNIaeT HeJKeaTeIbHbIM YUaCTHE MALUeHTa B UCCIICJOBAHUH HJIH MOKET
MOCTAaBUTh TMOJ YIPo3y COOJIOJEHHME MPOTOKOJA, WM AKTUBHYK HH(EKIu (Tpedyroimyro
NPOTHBOBUPYCHOTO JiedeHus1), BKmouas rematut B, remarut C u BUpyC uUMMyHoAeduumra
yenoseka (HIV).

5.JIro60¥ U3 ClenyoIuX KPUTEPUEB CePASHHON NeATETbHOCTH:

(a) cpennee 3Hauenue unTepBana QT B COCTOSIHMM TMOKOSI, CKOPPEKTHPOBAHHOE C TIOMOIIBO
dbopmy el @penepuka (QTcF), cocTasmstomnee > 470 Mc, MOTYYSHHOE U3 3JIEKTPOKAPIUOTPAMMBI
B Tpex noeropHocTsX (ECG).

(0) JIroOble KNMHUYECKH 3HAYMMBbIE OTKJIOHEHUS B PUTME, TPOBOAMMOCTH WM MOPQOIOTHH
ECG B cocrosiHun mokosi (310, MOJNHAs OJIOKaaa JIEBOW HOXKKH IPEACEPAHO-KENYI0UKOBOTO
ny4ka, OJlokaga cepala BTOPOH M TPEThEeW CTENeHM) WIM KIMHUYECKH 3HAuMMasi OCTaHOBKA
CHUHYCOBOro y3na. B mccnenoBaHne MOryT OBITh BKJIIOUEHBI MALMEHTHI C KOHTPOJUPYEMOMH

bubprnsnueit npeacepauii.
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(c) JIroObie (hakTOphl, KOTOpBIC MOBBIIAKT PHUCK yInHeHUs uHTepBania QTc wmm puck
APUTMHYECKUX COOBITMH, Takue Kak CHMITOMATHYECKas CepAevHas HEeAOCTaTOYHOCTb,
TUTIOKAJIMEMHS, BPOXKIEHHBIN CUHAPOM yaiauHeHHoro mHrepBana QT, CHMHApPOM yAJIMHEHHOTO
uHTepBana QT mnu HeoOBsCHMMas BHE3amHasi CMepTh B Bo3pacTe < 40 ser cpeau Onmkalmmx
POZACTBEHHHKOB B aHamHese. I mmeptpoduueckast KapJUOMHONATUS M KIMHUYECKH 3HAYUMAast
CTEHO3UpYIoIasi OOJIe3Hb KJIaNaHa Cepara.

(d) OmbiT MHOO0M U3 CAEAYIOIUX MPOLIEAYP WK COCTOSIHHIA 32 MPEIIIeCTBYOIIHE O MECSLEB:
AOPTOKOPOHAPHOE IIYHTHPOBAHUE, AHTHOIUIACTUKA, CTEHTUPOBAHHE COCYIOB, HH(MAPKT
MHOKap/ia, HECTAOMIbHASI CTEHOKAPIUs, 3aCTOMHAs CeplAeYHast HeIOCTATOYHOCTh CTETEeHU > 2
cornacHo Huro-Mopkckoit kapamonormueckoii accommamuu (NYHA), HapylueHHe MO3rOBOTO
KPOBOOOPAIIEHUS WM TPAH3UTOPHAS MIIEMHYECKAsl aTaKa.

(¢) Hekonrponmpyemass aprepuaibHas runepTeH3us. [lanmeHTsl ¢ apTepHaJbHOM
THIEPTEeH3UeHl MOryT OBITh TMOIXOASIMUMH, HO KPOBSIHOE MAABJIEHHE OJDKHO aJEeKBATHO
KOHTPOJIMPOBATLCSI HA HCXOMHOM ypoBHE. [lanmeHTbl MOryT OBITP MOBTOPHO ITOABEPTHYTHI
CKPUHUHTY OTHOCHUTEJIBHO TPeOOBaHUS K KPOBIHOMY JIaBJICHHUIO.

6. HenocraTouHblii KOCTHOMO3IOBOH pe3epB WM HapylleHHas (PyHKIUS OPraHoB, O YeM
CBUJIETENIbCTBYET JIFOOON U3 CIEAYIOMNX JJAOOPATOPHBIX MOKa3aTeNe:

(a) abcomoTHOe KoIuecTBO HelTpodmios (ANC) < 1,5 x 10 9 /n.

(b) Komuectso TpomboruTos < 100 x 10 9 /.

(c) 'emornobun < 90 /1.

(d) Yposenb anannnamuHotpancdepasbl (ALT) Gonee yem B 2,5 pasa mpeBbIIAeT BEPXHUIA
npenen HopMbl (ULN).

(e) Yposenb acnapratamunoTpanchepassl (AST) > 2,5 x ULN.

(f) OO6wwmii Oumupybun (TBL) > 1,5 ULN wm > 3 xULN npu HaIuduu
3aJJ0KyMEHTHPOBAHHOTO

cuaapoma XKunbOepa (HEKOHBIOTHPOBAHHAS TUIIEPOMITNPY OMHEMMUST).

(g) Cxopocts kiyboukosoii ¢punsrpaunu (GFR) < 50 mu/mun.

7.Y4acTue B INIAHUPOBAHUHU U OCYLIECTBJICHUHN UCCIEAOBAHUS.

8 PedpakrepHas TOWIHOTA W PBOTA, HEKOHTPOJHPYEMble XPOHHYECKHE 3a00NeBaHMUS
xenynouHo-kumeyHoro tpakra (KKT), HecnocoOHOCTh MPOTJIOTUTE JIEKAPCTBEHHBIH MPOIYKT
WIN TPEAIIECTBYIOMAs 3HAYUTENbHAs pE3eKUUs KUIIEYHHKA, KOTOpas MpPernsTCTBOBAjIA
anekBaTHOMYy BcacbiBaHU0 AZDO9833. Hanuuune B aHamHe3€ TUIEPUYBCTBUTENBHOCTH K
AKTUBHBIM WJIM HEAKTHUBHBIM BCIIOMOTaTeIbHbIM BemlecTBaM AZD9833 wunu nekapCTBEHHBIM

cpeacteaM ¢ nonoOHbIMU AZD9833 XuMHUECKOH CTPYKTY POl UITH KJIACCOM.
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9 Pemenne uccienosatens O TOM, UYTO MALIUEHTY HE CJeNyeT y4acTBOBAaTb B HCCIIEAOBAHUY,
€CIIM MaJIOBEPOATHO, YTO MALMEHT OyJeT cOONMoAaTh MpoLeayphbl, OTPAHUYECHUS U TPeOOBAHUS
UCCJIEZIOBAHMS.

10.CyOBeKThI My>KCKOTO 110J1a HCKJIFOUEHBI U3 HACTOSIIErO NCCIIEOBAHMS.

[00175] MHMccnenyemble cpeacTBa Jedenuss. AZD9833, BBogumelii B Buae TaOleTOK MO
25 mr u 100 mr. AZD9833 OynyT BBOOUTD B BHJIE NEPOPATBbHON A03bI, IEPBOHAYAIBHO OIMH Pa3
B cyTku. Ero crieayer npuHUMAaTh yTPOM, BMECTe ¢ MULIel win Oe3 Hee, MPUMEPHO B OAHO U TO
ke BpeMsi cyToK. SRC MOKeT MpUHSTH pelieHne O HeoOXOaUMOCTU BBeAeHHs 103 AZD9833
NOCJIe MpHeMa UMY WM HATOLIAK (T. €. 0e3 mpuemMa MUIIK B TEYeHHEe KaK MUHHUMYM 2 4acoB JI0
kaxmoi mo3el AZDO9833 u 1 uaca mocne kaxnmoil mo3el AZD9833), B 3aBHCHMOCTH OT
NOSABJIAIOIINUXCS] TAHHBIX HUCCIENOBaHUsS. AJIBTepHATUBHBbIE YaCTOThl UM NPEPHIBUCTBIE CXEMBI
BBeieHUsT 103 AZD9833 moryt ObiTh MHMLMHpPOBaHBI MO pekomeHnauun SRC B oTBeT Ha
NOSIBISTFOIIMECS TAHHBIE O€30MaCHOCTH, MEPEHOCUMOCTH 1 (PapMaKOKUHETHKH.

[00176] Beenenme 03 HaAYHETCS ¢ 75 MT OJWH pa3 B CyTkH. lIpu kakaom ypoBHE 03bI
cyOobekta 1 OynyT moaBepraTh BO3NEHCTBHIO M HAONMIOIATh A0 CYTOK 8 TOCHE BBENEHUS, IS
noJy4eHus moapodHon nadopmarun. Ilocie kaxoro ypoBHs 1036l BO BpeMsl (pa3bl MOBBIIEHHS
no3 uccnenosanusi SRC Oynet oleHNBaTh BCIO JOCTYIHYI0 UHpOpManuio o 6e3omacHoctr. Jlo3a
IS TOCTIE Y FOIMX KOTOPT MITH PelleHue o pekpatieHnu Habopa Oy nyT cornacosanbl SRC nmocne
pPaccMOTPEHHUs JaHHBIX MO KaKAOH koropre. Pemenne o MOBBIIEHNH U TOHWKEHUHU J03bI Oy 1eT
npunuMatecst SRC. Ilpennaraemast cxema MOBBIIIEHUS 103bI B IPUHIUIIE TO3BOJIUT Y ABOUTD 1O3Y
TUTSL K&KIOOM KOropTel, Hanpumep, 75 mr, 150 mr, 300 mr u 1. 1. Tem He MeHee, albTepHATUBHbIE
WIN TIPOMEXKYTOYHbIE YPOBHH 103 MOTYT ObITh IpoBeperbl SRC mocne paccMOTpeHHs: HaHHBIX
0e30macHOCTH.

[00177]  Tlo menbluei Mepe 2 CyOBEKTOB B KQKJIOM YPOBHE I03bI B YaCTH A U 10 MEHbLICH
Mepe 5 cyObekToB B Kaxknou koropte B Hactu B OynyT BbIOMpaTh TakuM 00pa3oM, 4ToObI OHU
OBLIM TOAXOMSIIIMMU M JAJH COTJIACHE HAa MPENOCTaBJIEHHE MO OMHOMY oOpasly Ouomncuu
OINYXOJIM B ABYX MOBTOPHOCTSX IO JICYEHHs W B Mepuon JiedeHus. B ciyduae, ecnu cyObekra
BBIOpAJIM JJIl TIPOBENEHHsT OMONCHI B JBYX IMOBTOPHOCTSIX, U 3TO CTAHOBUTCS KIMHUYECKH
HEBBITIOJTHUMBIM B XOJI€ €r0 Ky PCa JISUEHUs, OTACIbHBIE KOTOPTHI MOTYT OBITh PACIIUPEHBI 32 CHET
Ha0opa TOTIOJIHUTENBbHBIX CyOBEKTOB, MOAXOASALINX JJIs1 IPOBEIEHHs OUOTICHH, IO TeX MOp, IMOKa
He OyZeT JOCTUTHYTO TpedyeMoe YUCIO OHUOIICHH, MOJNA0IIUXCS OLIEHKE, B IBYX MOBTOPHOCTSIX
B K&)XJI0H OTOOPaHHON KOTOpPTE.

[00178]  MaxkcumabHOH MPOAOJIKUTEbHOCTH JICYSHHS HE CYyIECTBYET, U CyOBEKTHI MOTY T
nponospkaTe mnoaydate AZDO9833 mo Tex mop, NMoka y HHUX IPOAOJIKAETCS TPOSIBICHUS

KJIMHUYECKOMN MOJIb3bl, MO OLieHKe uccienosarens. Ecnu Beenenue AZD9833 npekpainaercs mo
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NPUYHMHAM, OTIMYHBIM OT IPOTPECCUPOBAHMs 3a00JE€BaHUA, Y CYOBEKTa JOJDKHBI MPOAOIIKATH
OLIEHKY OITyXOJIM A0 IPOrPECCHPOBAHUS 3a00NIEBAHMS WM A0 BBENEHUs CIEAYIOLIeH JIMHUH
MIPOTUBOPAKOBOM TEPAITHH.

[00179]  Mo3zoaumutupyromasi TokcuuHocte (DLT). DLT ompenemstor xak AE unun
aHOMaJIbHOE JJAOOPaTOPHOE 3HaAYEHHE, KOTOPOe BOSHHUKAET ¢ NepBoii 1031 AZD9833 no cytok 28
mikia 1 (mepuox DLT) m BKIIOYMTENBHO, KOTOPOE OLEHMBAIOT KaK HE CBSI3aHHOE C
NPOrpecCUPOBaHUEM 3a00JIeBaHMS, COMYTCTBYIOIIUM 3a00JE€BaHHEM WM COIYTCTBYHOLIUMHU
CPEACTBAaMU JIEKAPCTBEHHOH TEpanuu M KOTOPOE, HECMOTPS HA ONTHMAJIbHOE TE€PANEBTHUECKOE
BMEIIATENILCTBO, COOTBETCTBYET JIFOOOMY U3 CJIEAYIOLINX KPUTEPUEB:

(a) mobast cMepThb, He CBS3aHHASI SIBHO ¢ OCHOBHBIM 3a00JIeBAaHHEM HJTA BHELTHUMH MPUIHHAMH.

(b) Cnenyromme remaronorunueckue Tokcuueckue 3¢ dexrsl (CTCAE):

(1) mobast reMaTONIOTMYECKasi TOKCUYHOCTh CTENEHU 4 uith OoJiee, MPUCY TCTBYIOINAS B TEYCHHE
bosee 4 cyTok moapsin wiu Tpedyromas Tpanchysuii kposu, G-CSF wim 3puTpOno3THHOB.

(11) Hefitponienust crenenu 3 win Gosee 000 NPOIOIKUTENBHOCTH, COMPOBOMKAAROIIASICS
muxopankoit 38,5°C wm Oonee n/MiM CUCTEMHON MH(EKIIEH.

(111) TpomOouuTOIEHHSI CTETIEHH 3 MK OoJiee IFOOOH MPOAOIIKUTENBHOCTH C KPOBOTEUEHUEM.

(1v) Tpombonuronenus creneHu 4 (HE3aBUCHMO OT MPOAOJIKUTEITBHOCTH WIA KPOBOTEUEHHUS).

(c) JIroOast Heremaronoruueckasi TOKCHYHOCTb cTenenu 3 mim 6osee cornacHo CTCAE, Ho co
CJIEAYIOLIMMH Y CIIOBUSIMHU:

(1) Tomnorta crenenu 3 uinu Oonee corsmacHo CTCAE B Teuenue Oonee 3 cyTok monpsin,
HECMOTPsI Ha BBEJIEHUE MAKCUMAJIbHBIX 103 CPEACTB IPOTUBOPBOTHOMN TepaIHH.

(i1) PBota crenenu 3 wiu 60see cornmacio CTCAE B Tedenue Oonee 3 CyTOK MOAPSA, HECMOTPSI
Ha BBEJCHHE MAKCUMAJIIbHBIX 7103 CPEICTB MPOTHBOPBOTHON TEPATIHH.

(1i1) Pora crenenu 4 unu 6onee coriacio CTCAE (He3aBUCUMO OT MPOIOJIKUTETbHOCTH).

(iv) [Auapes crenenu 3 wnm Oonee cormacHo CTCAE B teuenue Oonee 3 CyTOK mompsn,
HECMOTPSI Ha BBEJICHUE MaKCHMAJIbHBIX 103 CPEACTB aHTUAUAPEIHON Tepanuu.

(v) Huapest crenienu 4 win 6onee cornacHo CTCAE (He3aBHCHMO OT MPOAOCKUTETBHOCTH).

(vi) Yrommisiemocts crenenu 3 wim Oonee corimacHo CTCAE, xoropas coxpansiercs: Oonee
4 cyTOK.

(vii) IToBeIlIeHNE ypOBHS KpeaTHHUHA cTereHu 3 uinn 6onee cornacHo CTCAE.

(d) dpyrast TOKCHYHOCTB!

(1) 3nauenne QTcF Gonee 500 mc nmn yamunenne QTcF ot ncxomnoro ypoBHs Ha 60 MC u
Oonee 480 mc, moATBEp KIEHHOE 1O MeHblIeH Mepe Ha 2 otaenbHeix ECG.

(11) Yanunerue ckoppekTupoBaHHOro unrepsana QT Ha snekTpokapauorpaMme CTeneHH > 4

cornmacuo CTCAE.
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(111) Ioenuenue ypousa AST mmm ALT B ceiBoporke/mnazme 3 wmnm 6omee x ULN wu
onHoBpemeHHO TBL 2 wunu 6omee ULN.

(e) JIroGast npyrast TOKCHYHOCTD, KOTOPAs:

(1) Oomplume, ueM Ha MCXOAHOM YypPOBHE, M SBJSIETCS KIMHUYECKU 3HAYUMOW W/ MM
HETPUEeMJIEMON, HECMOTPsI HA ONTHUMAJIbHOE TePaneBTUYECKOE BMELIATENbCTBO, U OLEHUBAETCS
SRC kax DLT, wm

(1) MPUBOUT K HAPYLICHUIO CXEMBbI BBEACHHUS 103 Ooee ueM Ha 14 CyTOK, HECMOTPS Ha

ONTHMAaJIbHOE TePANeBTUYECKOE BMEIIATENbCTBO.

[00180] ddoHoBasi NekapcTBeHHasi Tepanusi. JKeHIIUHBI B MPEMEHONay3€ JOJKHBI ObUTH
HayaTh JedeHue ¢ nomoinbto aronucta LHRH no menbiueii Mmepe 3a 4 Henenu 10 Havaia npruema
AZD9833 u mpopmomkaTh Tepanuto ¢ nomomibto aroHucra LHRH Ha mnporsikeHun Bcero
HCCJIEZIOBAHMS.

[00181] Ouenka 3¢ dexTuBHOCTH. [[POTHBOOTYXOIEBYIO aKTHBHOCTb OYAYT OLIEHUBATD C
npumeHeHueM RECIST 1.1 mo ouenkam uccnenosareneii. OLeHKH OMyX0JIH Ha UCXOJHOM YPOBHH
JOJDKHBI  OXBAThIBATH BCE M3BECTHBIE OOJACTH CKJIOHHOCTH K METACTa3sUPOBAHMIO IS
OLIEHMBAEMOT'0 3200JI€BaHUS M OJDKHBI JOTIOIHUTENBHO HCCIIeN0BaTh 00JIACTH, KOTOPBIE MOTYT
OBbITH BOBJIEUEHBI, HA OCHOBAHUH NPHU3HAKOB U CHMIITOMOB Y OTAENBbHBIX CyOBekTOB. OLIEHKH Ha
HCXOIHOM YPOBHH CJIeIy €T MPOBOAUTH He Ooiee ueM 3a 28 cyTok o Havana BBeaeHus AZD9833,
B Hjealie Kak MOXHO Oymoke K Havany BBeaenust AZD9833. CniocoObl OLieHKH, TPUMEHsIeMbIe Ha
HCXOIHOM YPOBHE, ClIelyeT IPUMEHSTh NIPU KakI0H MOCIeayIOLIel OLIEHKE BO BpEMs JICUEHUS U
HOCJIeAYIOIIeH YacTH uccyenoBanus. JIroOble Apyrue y4acTky, B KOTOPBIX ITO03PEBAETCS] HOBOE
3a00eBaHNe, TaKXKe JOJDKHBI ObITh COOTBETCTBYIOLIMM 00pPa3oM BH3Y AIU3UPOBAHBL

[00182] Ecnu mnpoBOOUTCS BHEIUIAHOBas OLEHKa U 3a0oJieBaHHE TMAallMEeHTa He
MPOTPECCUPYET, CIeAyeT AeNaTh BCE BO3MOXKHOE AJIS MPOBENEHUS MOCIEAYIOLINX OLEHOK BO
BpEMsI INTAHOBBIX BH3HUTOB, NIOKA CYOBEKT MponoukaeT nosydar AZD9833 mwiu 1o Tex nop, noka
ero 3aboneBaHune He mporpeccupyer. Kareropuszamus oueHKH OOBEKTHBHOTO OTBETA OIYXOJH
Oyner ocHoBbBaTbcss Ha pexkomeHmaumsax RECIST 1.1 nna oreera: momsbii otrBer (CR),
gactuuHbii oTBeT (PR), crabunbHOe 3a0oneBanue (SD) u nporpeccuposanue 3abonesanus (PD).
Jnist cyOBEKTOB, Y KOTOPBIX HA HCXOTHOM YPOBHE IMEETCsI TOJIBKO 3a00JIeBaHNE, HE TIOAAI0IIeecs
U3MEPEHUI0, KaTEeropu3alusl OLEHKH OOBEKTHBHOI'O OTBETA OMyXOJU OyJeT OCHOBBIBATHCS HA
pexomenparusix RECIST 1.1 nns oreera Ha Henenesble odaru nopaxkenus (NTL): CR, PD u ne-
CR/me PD. Ecnu uccnenoBaresib He yBEpPeH, MPOU3OLLIO JIM MPOrPECCUPOBAHUE, OCOOEHHO B
oteeT Ha NTL unu nosiBjieHre HOBOrO oyara NopakeHusl, PEKOMEHY €TCsl IPOAOJKUTD BBEACHHE
AZD9833 1 MOBTOPHO OLICHUTH CTATyC CYOBEKTa MPH CIEAYIOLIEH MJIAHOBOM OLIEHKE MJIN PaHbIIe

Npy  HAJIWYUU  KJIMHUYECKUX ToKazaHuil. Jnsg  gocTukeHus craryca  "OJHO3HAYHOE
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MPOrpeccUpoBaHre” Ha OCHOBE HEIENIEBOrO 3a0oJieBaHUsl NOUKEeH ObUT ObITh TakKoW OOIIwiA
YPOBEHb 3HAYUTEIBHOIO YXYAIIEHHs HELENeBOro 3a00neBaHust, 4ToObl faxe npu Hamuauu SD
win PR B oTHOmeHun uneneBoro 3a0ojeBaHus oOIIas OMNyXOJeBas Macca yBEIUYHIACH
JAOCTaTOYHO JJIsi TOrO, YTOOBI BBIHECTHU pEIIEHHE O IPEeKpalleHuH Teparnuu. YMepeHHOe
yBEIMYeHNEe pasMepa OXHOro wim Heckonbkux NTL sBnsiercss oObIMHO HEJOCTATOYHBIM IS
OIHO3HAYHOT'O ONPENENICHHs CTaTyca MPOrpecCUpoBaHms 3a00IeBaHNU.

[00183] Owuenkun 0e30MACHOCTH M KJIMHHYECKHE OLEHKH. be3omacHocTh U
nepeHoCUMOCTb AZD9833 sSBISIIOTCSI OCHOBHOM LEJIBIO HACTOSIIIETO UccieaoBaHus. CBI3aHHBIMH
kpurepusimu  dpdexruBnoctu  sBisrorcst  DLT,  AE/SAE,  OCHOBHblE — MOKa3aTesu
JKU3HENESATENIbHOCTH, KIUHUYecKast onoxumusi/remarosorus 1 ECG.

[00184] JlaGopaTopHble OLEHKH KJHMHHYECKOil 0Oe3omacHocTH. Kimanueckyro
OMOXMMHIO, T'€MAaTOJIOTHIO, aHAJIM3 MOYHM W Koaryjorpammy OyAyT MpPOBOOUTH B MECTHOM
7a0opaTopuu B HMCCIIENOBATENBCKOM LEHTpPe MK psitoM ¢ HUM. [IpoOupku st oOpasuoB u
pasmepnl 00pa3LOB MOTYT BapbUPOBATHCS B 3aBUCHMOCTH OT NPUMEHSEMOTro JIabopaTOPHOTrO
crioco0a 1 OOBIYHON MPAKTHKH B UCCJIEAOBATENILCKOM LIEHTPE.

[00185] dapmakokuHeTHKA. M3ydeHne XapakTepUCTUK (papMaKOKMHETUKN OJJHOKPATHBIX
Y MHOTOKpaTHBIX 103 AZD9833 sBnsercss BTOPOCTENEHHON LIENbI0 HACTOSIIEr0 UCCIEOBAHMSI.
JIroboii oOpaser, OCTAIOLIUICS TOCAe TNpOBeAeHUs (PapMaKOKHHETUYECKOTO aHaJu3a, MOTYT
NPUMEHATb [l BBIABJICHUS, W3YYEHUs XapaKTePUCTHUK U YCTAHOBJIEHMsI KOHLIEHTPALUH
metabonautoB AZD9833 1 poayKTOB, CBSI3aHHBIX C JIEKAPCTBEHHBIM CPECTBOM, B IJIa3Me KPOBH
W/WIH JUT OCYIIECTBIICHUS] N3YUYEeHUs UcclienyeMbIx OnoMmapkepoB. AHanu3z AZD9833 B miazme
KPOBH M Mod4e OyayT NPOBOAUTH C HPUMEHEHHEM COOTBETCTBYIOIIMX OHOAHATMTHYECKHX
crioco6oB. [TonHy0 HHPOPMALKIO O MPUMEHSEMBIX AHAJUTUYECKUX CIIOco0ax OyayT OMUCHIBATH
B OTZEJIbHBIX OMOAHATUTUYECKUX OTYETAX.

[00186] Bynyt aHamu3upoBaTh BCE OOpasLbl, HAXOISAIIMECS B Mpenenax H3BECTHOU
CTaOMJIBHOCTH  TNPENCTABISIIOIINX ~ WHTEPEC AHAJINTOB HA  MOMEHT TMOCTYIUICHHS B
Ounoanamurryeckyro Jsaboparopuro. Kpome Toro, QapmakokmHeTHdeckne o0pasibl MOTYT
MOJIBEpPraTh AajbHENIIeMy aHAJIM3Y JUIsl BBIABJIEHUS, U3YUEHUS XapaKTEPUCTHUK U OIpeleeHHs
KOHIIEHTpau MeTaboNUTOB B IIa3Me KpoBH. JIroOble pe3ysbTaThl TaKUX AHAJIU30B OyayT
coo0IIaTh OTAENBHO OT OTYETa O KIMHHUYECKOM HCCIIEIOBAaHMH. AHAJIN3 BOCIPOU3BOIUMOCTH
UCCIIelyeMbIX O0pa3LoB MPH €ro HAJIWYHMU BBINOJHSUICS BMECTE ¢ OMOAHAIM30M HCITBITYEMbIX
o0pa3uoB. Pe3ynbraTe! oLleHKH Oy Iy T MPEACTABIATh HE B OTUETE O KIIMHMYECKOM HCCIIEIOBAHH,
HO OTIENIbHO B OMOaHAJIMUTUYECKOM OTYETE.

[00187] dapmakoamHamuka. byayT npoBonuTh papMakoaMHAMUYECKHUE U3MEPEHUS P

OonomapkepoB (Hampumep, HeoOsi3aTenbHbIe Ouoncun omyxoiu, ctDNA mna3mel kposu, CTC u
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apXWBHOHN OIyxoNeBol TKaHM). buonormueckue oOpasupl (apXuUBHAsL OINyXOJieBash TKaHb,
oOsi3aTeNbHbIe U HeoOs3aTeIbHbIe OUOTICHH, TIe 3TO IPUMEHUMO) OyayT cobupaTh U1 aHAIHU3a
JIHK 13 onyXxoneBbIX KJIE€TOK B KA4€CTBE UCCIIEI0BATENbCKON LIEIHU B HACTOALLEM UCCIEA0BAHUN.
Ilepen BBemeHumem mnepBoil no03bl AZD9833 y cyOBeKTOB, NaBLIMX COTJIaCHE€ HA y4yacTHe B
KOMIIOHEHTE TeHETHYECKOrO aHaM3a HACTOSALIErO KCCIIEAOBAHUS, BO3BMYT 0Opasel] KpOBU
oobemom 2 mn st Beigenenus JJHK. Ecnu mo kakoit-nubo npudmbe oOpaser He B3sUIH JI0
BBEJICHUS 7103, €r0 MOJKHO B3STh BO BpeMsl JIFOOOrO BU3HTA A0 MOCIEIHEr0 UCCIIEI0BATEILCKOTO
BU3UTa. BO Bpems uccienoBanust y KaXkaoro cyObeKTa JOJDKHBI B3SITh TOJIKO OUH 00paser] IJIst
T€HEeTHYECKOTO MCCIIeIOBAHUS. YUacTHe sBysieTcsi HeoOs3arenbHbIM. CyOBEeKThl, KOTOpBIE He
JKENAKT Y4YacTBOBaTb B TIE€HETHUYECKOM HCCIEJOBaHUM, BCE PAaBHO MOTYT Y4YacCTBOBAaTh B
HCCJIEZIOBAHUU.

[00188] Buomapkepsl. Cienyromue o0pas3ibl ISl U3y YeHHs UCCIIEAYEMbIX OMOMapKepOB
SIBJISTFOTCS HEO0S3aTeIbHBIMU WJIH TPEOY eMBbIMH, KaK YKa3aHO, M UX OTOEPYT Y COOTBETCTBYOLINX
CYyOBEKTOB.

[00189] Bwuactu A 00Opa3ubl OMOIICHH OMYXOJIH B IBYX MOBTOPHOCTSIX BO3bMYT 110 MEHBIIEH
Mepe v 2 cyOBbEeKTOB MPU KaKIIOM YpOBHE 103bl. B wacTi B 311 Ouoncuu BO3bMYT MO MEHbBIIEH
Mepe y 5 cyObeKTOB B IMOCTMEHOMNAy3€ MPU KaKAOM ypoBHE 103bl AZD9833, cocramisromem
300 mr, 150 Mr u 75 mr, U mo MeHbleil Mepe y S5 cyOBeKTOB B IpeMeHOIay3e Ipu J03€,
coctasisroliet 300 mr. Eciu cyObekThl TOTOBBI y4aCTBOBATh B HACTOSIIIEH YaCTH HCCIIEOBAHUS,
OHH MOJNMLIYT MUCbMEHHOE MH(POPMHUPOBAHHOE COTJIacHe HAa KOHKpPeTHYI0 Ounoncuro. buoncun
OIYXOJM B JIBYX IMOBTOPHOCTSX OYyIyT IMOJy4aThb OT CYOBEKTOB C JOCTYIIHBIMH OITyXOJISIMH,
AaBIINX coryacue Ha Ouorncuu. JIOCTyIHbIE OYard MOPaXKEHUs ONPENEIITIOTCS KaK OIyXOJIeBbIe
OYarv NOpaKeHHs, MOANAOLINECs: OUOTICUU M MOAAAI0IIUECs TOBTOPHOM OHOTICHH.

[00190]  Buomncuro mepen jieueHHEM BO3bMYT BO BpeMsi CKPUHUHra KaK MOKHO OJMKe K
Hauany JiedeHusi. OOpasen B mepuos JIeYeHHs JOJKEH ObITh B3SIT B CyTKH | (£ 7 CyTOK) nmKia 2,
HO MOKET OBITh B3T BHE 3TOIO BPEMEHHOTO MPOMEKYTKA, €CJIM 3TO COTJIACOBAHO ¢ AstraZeneca.
JlonomHuTeNbHYI0 (HeoO0s3aTeNbHy0) OHMONCHIO OIMYXOJH TaKKe IOJUKHbI NMPOBOOUTH TPHU
NpOrpeccUpoBaHUU 3a00JI€BAHUS WM B KOHIE JIEUeHHs. buomapkepbl, KOTOpble HEOOXOAUMO
UCCIIENIOBaTh C TNPHUMEHEHHEM OOpasLioB OIMyXOJH, MOTYT BKJIIOUaTb, HO HE O0OS3aTENbHO
orpannunBathcst ER, PgR, Ki67, reHOMHBIMI/T€HETUYECKIMHU H3MEHEHUs MU U apyroil ER-
perynupyemMoii skcnpeccueii reHoB. Tam, rae 3To0 BO3MOKHO, PEKOMEHIYeTCsl B3siTHEe OHOTICHU
OMyXOJIM TIPU TIPOrpeccupoBaHum 3adoneBanusi. Hacrosimuii obpasen OyAayT NMPUMEHSITH AJis
UCCJIEZIOBAHNA M3MEHEHUH B MyTH Mepefadd CUTHajla W MOTEHLMAJIbHBIX MEXaHH3MOB
yCTONMUMBOCTH (TO €CTh TI€HETUYECKMX W3MEHEHWH WM J0Ka3aTelbCTBA AaKTHBALUU

aJIbTEPHATHBHOTO My TH).
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[00191] DuxcupoBaHHBIe B (OpMaNUHE AapXHBHBIE OIYXOJIEBbIE TKAHH, 3aJUTHIE B
napapuHOBbIE OJIOKH, TOJDKHBI MOJy4aTh y BCEX CYOBEKTOB, €CJIN TaKash BO3MOXKHOCTb UMEETCSI.
Ecnu Ttaxke MoOHO coOparh oOpasupl OMONCHHM Ha HMCXOAHOM YPOBHE, INOHMCK apXHBHOI'O
JAMAarHOCTHYECKOrOo MaTepHajia OMyXOJH MO-TpekHeMy TpeOyeTrcst IUis TOro, 4YToObl MOJYy4HUTh
JaHHBIE O TOM, KaK Pa3BHJIACH OMyXOJIb C MOMEHTA IIOCTAHOBKU JHAarHo3a. ApXHUBHbIE 00pa3LibI
MOT'YT HOJIy4aTh U3 MIEPBUYHON OIyXOJIN H/UJIM METACTATHYECKOTO Y4YacTKa, U, O BO3MOKHOCTH,
TpeOyeTcsi  camblii  HEJAaBHO  OTOOpaHHBIA  apXuBHbIH  oOpaseu.  [IpuHHMMaroTCs
CBEXKETPUTOTOBIIEHHbIE HEOKpAIleHHbIE IpernapaTrbl Ha IMPEIMETHBIX CTEKJIax W3 apXUBHOTO
OJI0Ka ¢ OMyXOJIbIO, €CITH OJIOKH C OMyXOJIbIO HE MOTYT OBbITh MpencTaBiieHbl. M3 mpencTaBieHHbIX
APXHMBHBIX OJIOKOB C OIMyXOJBbI) MOTYT YAAQJIATH SApPa ISl CO3NAHUS TKAHEBBIX MUKPOYHIIOB IS
NOCJIENYIOLIEero aHan3a OnomapkepoB. OCTaBIIYIOCS YacTh OJIOKA € OMyXOJIbIO MOTYT BEPHYTh B
yupexIeHue.

[00192] B kaxxablii U3 MOMEHTOB BPEMEHH BO3BMYT OAMH 0Opasel KPOBU 00BEMOM 2 MIT
ISl OLIEHKHU pakoBoro anturena CA1S.

[00193]  OO6pa3us! KPOBU BO3BMYT B KaXKIblli H3 MOMEHTOB BpeMeHU. Hacrosiue obpasiiel
BO3bMYT JUIsl MOJIy4Y€HUs] NPEBAPUTENbHON OLleHKH akTUBHOCTU AZD9833 B omyxonu myTem
OLIEHKH H3MEeHeHMH (papMaKkOANHAMHUYECKUX OMOMapKepoB, KOTOpPblE MOTYT BKIJIOYATh Oe3
OrpaHuYeHus1 odIee KoaruuecTBo U ypoBHU skcnpeccun ER, 6enka Ki67 u ER-perynupyembix
T'€HOB.

[00194]  Opnun obpasern kpoBu 00beMOM 10 M1 BO3BMYT B MOMEHTbI BPEMEHH, YKa3aHHbBIE
HIDKE, YTOOBI MOy YHTh 2 00pasLa mia3mMbl KPOBH M OMH 00pasel CbIBOPOTKU KPOBH TSI KasKAOTO
MoMeHTa BpeMeHH. O0pasupl OynyT cobupaTh M XpaHUTb I 00eCIeueHHst PeTPOCIEKTHBHOIO
aHaJM3a UCCIeAyeMbIX OuOMapkepoB H OyAyT aHaJM3UpPOBaTb B OTHOLICHWH psiga
OHKOJIOTHYECKHX OHOMapKepoOB, KOTOPbIE MOTYT KOPPEJIUPOBATh C PeakiHel Ha JIEKapCTBEHHOE
CPEACTBO.

[00195]  [lBa oOpasma wenapHOH KpoBU OO0BEMOM 2,5 Mii OyayT cobuparh B MPOOHPKH
PAXgene nist nogrorosku oopasuoB PHK u mukpoPHK/PHK. Ananmus PHK moryT ocymecTBisTh
st (GOPMYJIUPOBAHHS THUIOTE3, ACCOLMHPOBAHHBIX C MEXaHW3MaMH ACHCTBUS MOJIEKYJIBL,
OLIEHHBAaE€MON B HCCJI€JOBAHUM, U TMOTEHLHUANbHO JUJIsl BBIABIEHHS] W3MEHEHUN B 3KCIIPECCUU
I€HOB, KOTOPbIE KOPPEJNUPYIOT C peaKkLMel Ha JleUeHHe.

[00196]  Onuu obpasen kpoBu 0ObeMoM 20 MJT BO3BMYT MPU CKPUHUHTE, U 00pasel] KpOBU
00beMoM 10 MJT BO3bMYT BO BCE OCTaJIbHbIE MOMEHTBI BPEMEHH /ISl TTOJIy YeHHUS TUIa3MBbl KPOBH.
O Oyzner mpuMeHeH Uil BblgesneHus u aHanusa ctDNA ¢ nenpro aHanm3a MpOrHOCTUYECKHX U
dapMakonMHAMHYECKUX OMOMapKepoB ISl U3y4YeHUs MEePEMEH B M€HETUYECKUX HU3MEHEHUSX U

MNOTCHLMAJIbBHBIX MEXaHHU3MOB YCTOﬁqHBOCTH.
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Pesynemamur knunuyeckux ucnotmanuil

[00197]  KnuHHUYECKOe UCIBITAHHE B COOTBETCTBHUH C BbIIIEYKAa3aHHBIM MTPOTOKOJIOM OBLIO

NPOBeACHO ¢ ydactreM 60 manueHToB. Pe3ynbraTbl MOXKHO OOOOLIUTE CIIEAYFOIUM 00Pa3oM.
[00198]

JieYeHHe ¢ MOMOIIbIO maTH A03; 25 mr QD n=12, 75 mr QD n=12, 150 mr QD n=13, 300 mr QD

60 IlanuenroB (MenuaHHbIM Bo3pacT 61 rox (mmanason 39-79 ner)) monmydamnu

n=13, 50 mr QD n=10. Bo3speticteue AZD9833 ObuIO NPOMOPLHOHAIBHBIM J03€ TOCHE
MHOTOKPATHBIX 103 CO CPETHUM KOHEYHBIM 3HaYeHueM t1/2, coctasistomum 12 4acos.

[00199]  AE, cBsi3aHHBIMU C JieYeHUEM, KOTOpble HaOmonmamuch y > 10% mnanueHTos,
91% GI1, 6% G2, 3% G3),
Opanukapausi/cunycosas Opanukapaus (45%; 93% G1, 7% G2), tomnora ( 18%,; 46% G1, 55%
G2), yromnsiemocts (13%; 38% G1, 63% G2), ronosokpykerne (10%; 83% G1, 17% G3), poTa

(10%; 50% G1, 33% G2, 17% G3) u acrenus (10%; 67% G1, 33% G2). ¥ Tpex nmauueHToB

npeAcTaBsid  coboii  Hapymenus 3peHus  (53%;

HaOmonanuch nposieinenust DLT: ynnmnaenne narepsana QTcF G3 (300 mr); psora G3 (450 mr);
U KoMOmHauums HapyiueHus 3peaust G2, ronosHas 6onb G2 n HapymeHue noxoaku G2 (450 mr).
Cnyuau DLT perynupoanu cHiskenueM 103bl. He cooOmanocs Hu 00 ogHoMm ciiydae AE G4 wim

5 . Hu onHo u3 HaOmronaemMbeix AE He cuuTanoch KIMHUYECKU 3HAUUMBIM.

[00200]  Manuble 00 5(ddexTuBHOCTH TNpeACTaBIeHb B TaOJNWIEe HIDKE, YacTOTa
o0bpekTuBHBIX 0TBeTOB (ORR) 1 wacrora kimnu4eckoit s¢pexrusHocTr (CBR) uepes 24 nenenu.
Tabnuya 5
150 mr 300 mr 450 mr
(n=13) (n=13) (n=10)
ORR (%) 1/9(11,1) | 1/7(14,3) | 2/11(18,2) | 2/10(20,0) | 1/6 (16,7) | 7/43 (16,3)
CBR (%) 4/12 (33,3) | 8/12 (66,7) | 4/13 (30,8) | 3/11 (27,3) | 3/4 (75,0) | 22/52 (42,3)
[00201] Mopymsauus nyTu nepenauu curHasa ER HaOmromanack BO Bcex koroprax o3 Y

MALUEHTOB, Y KOTOPBIX MMEJIH MECTO HAOMI0AaNCs KJIMHMYECKHE OTBETHI M ObUIH TMOJYYEeHbI
Ouorncuu B IByX MOBTOPHOCTSIX, ObUTO n3MepeHo cHukeHue Ki67 Ha 98%.

[00202] Otu npaHHBIE TOKa3bBArOT, 4Yro AZD9833 obnamaer oOHamexxuBaromei
3¢ (HEeKTUBHOCTBIO U TO303aBUCUMBIM TpoduiieM Oe3omacHOCTH. Jl0Ka3aTeNbCTBO KIMHHYECKOH
NOJIB3BI U B3AMMOJIEHCTBHSI C MUIIEHBIO HAOJFOAIOCh MIPU BCEX YPOBHSAX 103 y keHmuH ¢ ER+
ABC, BKIIFOYast MALMEHTOK, MPEIBAPUTENBHO IMOJNYYaBIINX JIEYEHUE C NMOMOIIBI0 WHTHOUTOPOB

CDK4/6 u pynBecTpaHTa, a Takke *KeHIIUH ¢ MyTaiusimu ESR1.



®OPMYVYJIA H30BPETEHUA

1. AZD9833 nnsa npuMeHeHUs B JledeHUH paka, rae AZD9833 BBoauTCs nepopaibHO OAMH
pa3 B CyTKHU B J103€, cocTaBjsatomei ot 25 mr a0 450 mr.

2. AZD9833 nns mpumeHeHus: mo m. 1, rme no3za AZD9833 BeiOpana u3 25 mr, 75 wr,
150 mr, 300 mr u 450 mr.

3. AZDO9833 nnsa mpuMeHeHus o J0OOMy W3 MNpeaplayIquX NyHKTOB, rae AZD9833
BBOJAMTCS B BUJIE OJHON €IMHHULIBI 1O3bI WJIU B BUJI€ MHOKECTBA €IMHULL JO3BL

4. AZD9833 nns npumMeHeHus mo 1. 3, rae AZD9833 BBOAUTCS B BUIE OIHOMN TaOJNETKH.

5. AZD9833 npns mpuMeHeHHsI Mo JIOOOMYy W3 TPEeAbIAyIUX NyHKTOB, rae AZD9833
BBOJIUTCSI B KOMOMHAIIMH CO CPEACTBOM JIOTIOTHUTENIbHOW MPOTHBOPAKOBOH TEPATTHH.

6. AZD9833 nns mpuMeHeHHsl MO JIOOOMYy W3 TPEeAbIAyIIUX NYHKTOB, rae AZD9833
BBOAWTCS B KOMOMHarmu ¢ nHruouropom CDK.

7. AZD9833 nnsi mpumeHeHuss mo 1m. 6, rme AZD9833 BBOOUTCS B KOMOWHALMU C
NaT0OIHUKITHOOM, PHOOIMKIHOOM, a0eMaMKIHOOM, JIEPOIUKIHOOM HITH TPUJIALIKITHOOM.

8. AZDO9833 nnst mpuMeHeHHMs TO JIEOOOMY M3 MpenbIOyLUIuxX NyHKTOB, rae AZD9833
BBOJIUTCSI B KOMOMHAIMH € TAJIOOIUKINOOM.

9. AZDO9833 nns npumeHenuss no jrobomy u3 nm. 1-5, rme AZD9833 BBOmHTCS B
kombuHaumu ¢ uaruouropom mTOR.

10. AZD9833 nna npumeneHus no 1. 9, rme AZDO9833 BBomuTcs B KOMOMHALMM C
3BEPOJIUMYCOM.

11. AZD9833 s mpuMeHeHHs 1O JIIOOOMY M3 MPEIbIAyLINX MYHKTOB, I/Ie PaKk BbIOpaH W3
paxa MOJIOYHOM >KeJie3bl U THHEKOJIOITMYECKOro paka.

12. AZD9833 nns npumenenus no 1. 11, rae pak npeacrasisier coboi ER-nosoxuTenbHbIi
HER2-HeraTuBHBIN pak MOJOYHOMN JKeJie3bl Ha MMO3HEH CTaauH.

13. AZD9833 nnsi mpuMeHeHus mo JroOOMy M3 MpeablAylHuX NyHKTOB, rae AZD9833
BBOJUTCS KEHILIMHE B IIpe- WU OCTMEHOMays3e.

14. AZD9833 nnsi mpuMeHEHUs 1Mo JIoOOMYy M3 MPEbIAYIIUX IyHKTOB, I7I€ JICYCHHE paka
paHee OCYINECTBIIUIN ¢ MOMOLIBI0 | nian Oonee CpencTB SHAOKPHHHON Tepanuu U 2 WK MEHee
cpeacTB npeauecTyromen xumuorepanuu 1 ER-nonoxkurensnoro HER2-neratusHOro paka
MOJIOYHOM >K€JIe3bl Ha MO3AHEH CTaIUN.

15. AZD9833 nns mpuMeHeHHus 1o moOOMy W3 NPEAbIAYINNX IYHKTOB, rae AZD9833
BBOJIUTCSI MALMEHTY, Y KOTOPOTO PaK SIBJIAETCS YCTOHYMBBIM K HECTEPOMIHBIM HHTHOUTOpPAM

apoMarasbl.



16. AZD9833 nyis mpuMeHEeHHs 1o JI0OOMY W3 MPEbIAyIINX IMYHKTOB, rae no3a AZD9833
o0ecrieynBaeT y NAalMEHTa C PAKOM CPEAHIOI NHKOBYIO KOHIEHTPALMIO B IUIa3Me€ KPOBH,
cocrapysironyto 10-1000 Hr/mo.

17. AZD9833 nnis mpuMeHeHHs 10 JI0OOMy W3 MpPebIAyIIUX MyHKTOB, rae no3a AZD9833
obecneynBaeT y MalyeHTa ¢ PaKOM CpefHee 3HA4YeHHe KOHEYHOro NMEepHOAa IOJyBbIBEICHMUS,
cocTasisironiee ot 8 4 10 14 4.

18. AZD9833 mns mpuMeHeHHs 1o JroO00My U3 NPeAbIAYINUX MyHKTOB, rae no3a AZD9833
o0ecreynBaeT y MaIeHTa C PaKOM CpeIHee 3HAYeHHE KOHEYHOIO MEepPHOAa MOJYBbIBEICHUS,
cocrassroniee 12 4.

19. AZD9833 s mpuMeHEeHHs 10 JI0OOMY W3 MPEIbIAYIINX MYHKTOB, Tae no3a AZD9833
o0ecreynBaeT 4aCcTOTy OOBEKTHBHBIX OTBETOB, COCTABIIOLIYIO OT 10% mo 20%.

20. AZD9833 nyisi mpuUMEHEeHHs 10 JF0OOMY M3 MpPEAbIAYIINX IMyHKTOB, rae no3a AZD9833
HE BBI3bIBAET KAKUX-JIHOO CEPbe3HBIX MOOOUHBIX 3(h(PEKTOB y MALIUEHTA C PAKOM.

21. Crocob ocyInecTBIIeHUs JICUSHHs paKa y MalMeHTa, MPEeNCTaBJIsIoIero codoi yenoBeka
WJIN KUBOTHOE, HY’>KJAIOLIErocsl B TAKOM JIEUEHUH, BKIIFOYAIOIINN BBefieHue nauueHty AZD9833
MEePOPAIBHO OJIMH pa3 B CYTKHU B J103€, COCTaBJsAOIIEN OoT 25 mr 10 450 mr.

22. Ilpumenenue AZD9833 B M3roTOBJICHUHU JIEKAPCTBEHHOTO Mpemnapara uisl JEUSHHs paka,
rae AZD9833 BBoauTCs MepopanbHO OJUH pa3 B CYTKH B J103€, COCTAaBJIIOLIEH OT 25 Mr 10
450 mr.

23. dapmaneBTHUECKass KOMIO3ULMs AJI NEPOPaNbHOrO BBENEHUS OAWH pa3 B CYTKH,
comepxkamast ot 25Mr go 450mr AZD9833 u  dapmaueBTHYECKH MPHEMIIEMOE
BCIIOMOTaTEJIbHOE BELIECTBO.

24. dapmaneBTHUECKass KOMIO3ULUs 1o 1. 23, rme konudectBo AZD9833 BwIOpaHO U3
25 mr, 75 mr, 150 mr, 300 mr u 450 mr.

25. ®apmaneBTUyecKast KOMIO3HULUSA MO 1. 23 wiu 1. 24 B popme OaHOH TabneTKu.

26. ®apmaneBTUYeCcKasi KOMIO3HLHUS 1O JIEOOOMY U3 . 23-25 1J1si MpUMEHEHHs B JICYCHUN
paxa.

27. Habop, comepxamuii hapMareBTUIECKYI0 KOMIO3UIMIO, coaepskamyo AZD9833 u mo
MEHbILIEH Mepe OnHO (apMaLEeBTUYECKH MPHEMIIEMOE BCIIOMOTATENbHOE BELIECTBO, W
WHCTPYKIUU O MPUMEHEHUIO (hapMalleBTHUECKON KOMITO3UINH B JICYeHUH paka, rae AZD9833
MpeAHAa3HA4YEH AJ1s1 BBEICHUsl OUH pPa3 B CYTKHU B J103€, COCTABJAOLIEN OT 25 mr 10 450 mr.

28. Habop mo m. 27, AOMOJHUTENBHO CONEPKALINI JOMOJHUTEIBHOE MPOTHBOPAKOBOE

CPenCTBO IJist BBeeHUsI B KomOuHarmu ¢ AZD9833.
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