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110 METUIIMHCKOMY TIPUMEHEHUIO JIEKAPCTBEHHOT O IIPEITAPATA
HYBEKA®

Peruncrpanuonnsiii Homep: JII1-006760
Toprosoe Haumenopanne: HYBEKA®

Memzly HApOaAHOEe HEMATCHTOBAHHOC I I'PYNNHAPOBOYHOE HANMEHOBaAHHE: JapOJIyTaMug

JlekapcrBenHas opma: TabNeTKH, IOKPHITHIE INIEHOYHOM 060m09K0#

Cocras

1 TabneTka, MOKphITas IUNIEHOYHOH 000JI0UKOH, COMEPIKHT:

Jleticmsytowee eeujecmeo: napomyTamus - 300,0 M.

Bcnomozamenvhnvie sewjecmsa: xanpius ruppodocdar, KpockapMmelo3a HaTpHs, JaKTO3bI
MOHOTHUZIpAT, MarHus creapar, mosrnoH K 30.

IInenounas oborouxa (nax Genwiii): TAIPOMeUIosa 15 cP, TakTo35 MOHOTH/PAT, Maxporol 3350,

THTaHa JUOKCHJI.

Onncanme
OBasnbHbBIe TaOIETKH, IIOKPHITEHE IUIEHOTHOH 000510uK0ii, OT 6eoro Ko moyty Oenoro IBeTa, Ha

omuo# cropore Haneceso « BAYER», Ha npyroit cropore — «300».

(dapmaxorepaneBTHYecKas rpymia

- ArTHaBapores ‘ ‘ .

KO/ ATX: L02BB06

®dapmaxojioragecKue cBoicTBa

DapMaKoIMHAMUAKA

Mexanusm oeticmeusn

* JlapoiryTaMul ABISETCS HECTCPOMTHEIM aHTarOHHCTOM AHIPOICHOBBIX PELENTOPOB ¢ THOKOH

MOJISIPHO-3aMEINEHHOM MPa30IbHOM CTPYKTY PO, KOTopast ¢ BEICOKOH ah@HHHOCTHIO HAIPIMYIO
CBSI3BIBACTCS C JINTAH-CBA3BIBAIOIIMM JOMEHOM peuemdpa. OTO IO3BOJIAET COXPAHUTH BEICOKYIO
AHTATOHUCTUYECKYIO aKTUBHOCTE B OTHOIIECHHUH aanoreHoﬁLD( penenTopoB (AP).

HapOJIyTéMHn OKa3BIBACT -KOHKYPEHTHOE IIOJABILIONIee NeHCTBAE Ha CBA3BIBAHHE aHIPOIEHOB,
TPAHCIIOKAIIHIO aH[POT€HOBEIX PEIENTOPOB B PO U OIOCPENOBAHHYIO AP TpaHCKpHIIIKIO.

Ha wmozemax in vivo Oblla IIOKa3aHa JHOCTOBEpHAs IIPOTHBOOIyXoneBas 3((HEKTHBHOCT

naponyramuna (CHIDKeHHe posbepaldy OIyXONEBBIX KIETOK), [IO CIOCOOCTBOBAIIO.
C.1m22
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YMEHBIIEHHI0O 00beMa OINyXOoMH Ha  MOAEHIX —paka — NPEeACTaTeNbHOM —KeIe3bl—C
KCEHOTpaHCIUIaHTaTaMy, BKiIodas Mozens VCaP kacTpallHOHHO-PE3HCTEHTHOTO paka C

runepakcpeccreit AP.

Dapmakodunamuueckue 3¢pghexmot

V nanuenToB, NOIy4YaBMIAX JapoIyTaMu B KImHUIeckoM uccnenopaanu ARAMIS, otmeuanack
CTaTUCTHYECKH 3HayuMas Oojee BHICOKAsh YacTOTa OTBETa YPOBHS npocmmq_ecxorb
ceruduueckoro anturera (IICA) (onpenenssmierocst Kak cHIbkeHHE Ha > 50% 0T HCXOMHOIO
3HA4YEHW ) [10 CPAaBHEHHUIO ¢ MAIIMEHTaMHU, IT0JTyJaBIyuMu mwaredo (84,0% npotus 7,9%; pasmyue
76,1 %, p <0,000001). B rpynne gaponytamuzia Mearana cHrmxeHuS IICA oT HCX0HOTO 3HaYeHU s
coctasmia 91,9%. ‘

V manueHToB, NONyYaBIIMX JApONyTAMHI -+ JONETAKCEN B KIMHHIECKOM HCCIENOBAHMM
ARASENS, gepes 12 MecsineB oclie pasaoMA3aIii OTMeYaiach CTaTUCTHIECKH 3HauuMas Ooee
BBICOKas gacToTa orBeTa ypoBHs IICA (onmpenensBimerocs xak cHIKeHHe Ha > 50 % oT HCXOIHOTO
3HAYEHHs) 10 CPABHEHHIO C MAIlHEHTAMH, [TOyYaBIINMHE ILTae6o + nouerakcen (89,6 % muporus
80,4 % (p <0,0001)). B rpynme napomytamus + goleTakcen MeuaHa MaKCUMaIbHOTO CHIDKEHUS
TICA 0oT HCXOIHOTO 3Ha4EHHA B 060e BpeMs cocTaBmia 99,7%. _
B xmuanyeckom uccnenoBanun 111 pazsr ARAMIS B nmoarpynme, Brmogaromert 500 nanueHTos,
HE OTMEYaloch ymnHeHHe cpemHero muTepBaga QTcF (T.e. Oomeimre, wem Ha 10 Mc) mocne

TIpUMEHEeHHs JapoTyTaMu/a 1o 600 Mr epopaTsHO IBa pasa B CYTKH IO CPaBHEHHMIO ¢ IITanebo.

Knunuueckas sgpgpexmuenocmu u be30nacHocme

D dexrrpEOocTs W 6GesomacHocTh. npenapata HYBEKA® 6pima ycTaHoBneHa B Xofe JBYX
MEXIYHApOAHBIX,  PaHIOMH3HPOBAHHEIX, MHOTOIIEHTPOBBIX,  IIane00-KOHTPOIUPYEMBIX
UcCcIeOBaHU] Il (ba3sl y MaIlMEeHTOB C HEMETACTATHIECKUM KaCTPaI[MOHHO-PE3UCTEHTHEIM PAKOM
npencrarenbHod  kene3ssl  (ARAMIS) w y  DanmeHTOB € METAcTaTUYECKUM
TOPMOHOYYBCTBUTEIBHEIM pakoM IpencrarensHoit xene3sl (ARASENS). IlapamnensHo BCe
TAIMEHTHl HONyYald aHAJOr JIFOTEMHM3HUPYIOMIET0 PHIIM3HHT-TOPMOHA MM UM IIPOBOAMIIACH

6I/IJIaTepaJIBHa$I OPXUSKTOMUA.

Opppexmusnocmv u 6Ge30nACHOCMb Y NAYUEHMO8 C HEMEeMACMAMUYECKUM KACMPAYUOHHO-
pe3UCmeHMHbIM pakom npedcmamenvhot dicenesvt (HMKPPIDK)

DddextuBrOocTs M OesomacHocTs mpemapatra HYBEKA®  omenmBamace B xozme
PaHIOMU3UPOBAHHOTO, JBOHHOIO CJENOro, MHOIOLEHTPOBOIO, HnaueGG-KOHTpompyeMoro
uccnemoBanus 111 dassr (ARAMIS), BKIIOYABIIETO MNAlMEHTOB C HEMETACTATHYECCKHMM
KaCTPALMOHHO-PE3UCTEHTHBIM PAKOM TIPEICTATEIILHON JKele3k! ¢ BpemeHeM yasoerus [ICA <10

MCECAIICB.
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mapomyTamun 1o 600 mr (2 Tabn. mo 300 Mr) mepopalbHO ABa pasa B CyTKH (n=955) u mwianebo
(n=554) cOOTBETCTBEHHO. |

B mccrneoBaHue BKIIOYAIMCH NAINMEHTHl ¢ HAIMYAEM Ta30BBIX JHMGOY3IOB < 2 CM HIDKE
Oudypxarmy aopThl. Hamwume MM OTCYTCTBHE METAcTa30B ONEHUBAIOCH IPH IIOMOINY
HE3aBMCHMOTO IEHTPAIM30BAHHOIO PaJMONOTHIecKoro obcnenosanus. Parmommzanus Oblia
crpatuduIEpoBana 1o BpeMenu yasoeHus [ICA (< 6 MecsIies Wi > 6 MeCAIEB) U B 3aBUCHAMOCTH
OT TIPOBEICHMUS TAPTETHON TEPAIU OCTEONIPOTEKTOPAMHM B MOMEHT BKJIIOUEHHS B HCCIICIOBAHHE.
ITarenTs, IONMyYa0IIAe JEUCHHE, OBUIM Paclpe/eNeHs! 10 i"pynnaM mo JgeMorpadudeckuM
HOKAa3aTeNaM U XapakTepiacTHKaM 3aboneBanus. CpemHuit Bo3pacT NallMEHTOB COCTaBUI 74 roma
(ot 48 110 95 neT), pu 3T0M 9 % NaEeRToB 6BUIA B Bo3pacTe 85 et witk cTapire. 79 % mauesToB
IpUHAIIEKATA K eBporeonHoH pace, 13 % - k a3marckoi pace 1 3 % - K HeFPOHJIﬁOﬁ pace. ¥V
OonpImHCTBA HarueHToB (73 %) ouenka mo mxane [ micoHa Ha MOMEHT IIOCTAHOBKH [HMAarHo3a
paBusuiacs 7 wim Gonee. Menuana Bpemernu ynsoerus IICA 6puia 4,5 mecsma. 9 % man@eHToB
Obuta IpoBeeHa npenmec*rﬁyzomaa opxmoKTOMHS, 25% INanWeHTOB — IPEeIECTBYIOMAL
npocrarskromus, ¥ 50 % nanueHToB epeHecIr N0 KpaitHel Mepe OIMH CeaHC JIyYeBON TEPaIty.
76 % TaLEEeHTOB paHee MOJyIaIH TEPAKIO GoNee, YeM OTHHM aHTUTOPMOHAILHEIM IIPENAPATOM.
BONBIIMECTBO NALUEHTOB (69 %) B MOMEHT BKJIIOUCHHS B HCCIENOBAHHE MMEIH II0Ka3aTellhb
EGOC PS paBrsiit 0. ITanueHTE ¢ snmIencHell B aHaMHE3€ OBUIM NONYIIEHBI K YYACTHIO B
uccnenoBanuy, i 12 nanuerToB (0,21%) OpLIH BKIXOYEHEI B IPYIITY JapOlyTaMMAaa.

[larmenTs NPOAOKANM IIONydYaTh TEpalHio IIpernaparoM HYBEKA® 10 BHISBIEEHS
[POrPECCHPOBAHUS 3a00JICBaHMS, BBISBICHHUS HEIOIYCTHMOIO YPOBHS TOKCHYHOCTH HIIH
BHIOBIBAHYS U3 HCCIEIOBAHMS. DKCIEPTHYIO OIIEHKY IIPOrPECCHPOBAHHUS 3a00JI€BAHMS IIPOBOIMIIH
3aCIIEIIEHHO, [[EHTPAIM30BAHHO, II0CPEICTBOM BU3YaIH3aHOHHEIX MeTooB AuarnocTuky (KT,
MPT, criurtarpadus xocreit ¢ Tc99m).

I[lepBuunOi KOHEYHOW TOUKOM 3(PGheKTHBHOCTH OBIIa BRDKHBAEMOCTH 0€3 MeTaCTasnpoisaHm
(BBM). BTopruHBIMY KOHEYHBIMH TOYKAMHU SBILUTACH 0bmas BeDkuBaeMocTh (OB), Bpems 110
IPOrPECCHpOBAHHS GONEBOr0 CHHAPOMA, BPEMs [0 HAYaJa MEPBOM IUTOTOKCHYECKON Tepanuu
paKa IIpeNCTaTENFHON JKeIe3bl U BPEMS JI0 IIEPBOIO CHMITOMATHIECKOTO CKENETHOTO COOLITHUS.
CaMIrToMaTiyeckie COOBITHS CO CTOPOHBI KOCTHOX CHCTEMBI OIPENEIINCH KaK ITOSIBJICHHCE
OIIHOTO M3 CIIEAYIOIMX CIIyYaeB: IUCTAHIMOHHAS JIydeBast TEPAIKs C LIEIb0 00IETIeH s KOCTHOM
CHMIITOMATHKH, HOBBEIA CHMIITOMATHYECKUM ITaTOJIOTHUECKUH IIEpEeIoM, KOMIIPECCHS CIMHHOTO

MO3ra WY OPTONEANYECKOE XUPYPIrUICCKOE BMEIIATEIBECTBO, CBI3aHHOC C HaJIAYHMEM OIIYXOJIH.
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Tepamuss mnpenaparom HYBEKA® mpumpena
upopokarensHocTd BBM o cpaBrenwmro ¢ mane6o (orHomerwe prckos 0,413, p < 0,000001).
Pesyipratsl ananmmusa uccienoBanuss ARAMIS npusenens! B Tabnuie 1.

Pesynsrars! ananusa BEDKEBacMocTH 6e3 MeTacTasupoBanus (BEM) ObUTH COIIOCTaBUMEI BO BeEX
NOATPYIIax IalHEeHTOB HE3aBUCHMO OT BpeMeHH yasoeHus [ICA, npeamecTByromeit TapreTHol
TEpalHU OCTEONPOTEKTOPaMHU MM JIOKATH3AI[HH 3a60eBaHm. JonomEuTENBHBIE TOATPYIIIEL C
COIIOCTAaBMMBIMHU pesyisraraMd aHanusa BBM Osum onpenenensr mcxons u3 ypoBHA [ICA,
OIEHKM IO Imkaye [THCOHa Ha MOMEHT ITOCTaHOBKH JHMArHo3a, BO3pacTa, reorpadauecKoro
pErnoHa, MCXOAHOro Iokasarens obmecomarudeckoro craryca (PS) mo EGOC u konudectsa
IIPEANECTBYIOMUX KypCOB TOPMOHAIBHOHR TEPAIHH.

Ioce mepBuurHoro ananmusa BBEM, kak TONBKO pe3yNbTaThl HCCIENOBAHMS OBLIH PaCKpHITEL
NAlMeHTaM TPYIIIEl iane6o OBUIO TPEemIOKEHO OTKpHIToe NedeHne mpemaparoM HYBEKA®
(mepexpectHblif BapmanT). V3 554 mamueHTOB, paHIOMH3MPOBAHHEIX B Tpyliy Iuianebo, 170
(31%) nanwenToB mepenuH Ha Jederue npemnapatoM HYBEKA®. Amamms moxasarens oGmeit
BEDKABAEMOCTH HE OBUI CKOPPEKTHPOBAH C YYETOM BIHAHHS (HAKTOPOB OTKPHITOTO MEPUOIA
uccnenosanus ARAMIS.

Ha MomenT mpoBeneHHS (HHATBHOrO aHamm3a Tepamus npemaparoM HYBEKA® mpusenma x
CTaTﬁcmqecm 3HaYAMOMY YBEIMYEHHIO TIOKasarels oOMel BEDKABAEMOCTH 110 CPABHEHHIO C
rpynmo# mmanebo (memmana OB He Obuia jgocTurHyTa HH B omHOM w3 rpymm: OP
0,685, p=0,003048). Taroxe Teparms mpemapatoM HYBEKA® mpuBerna x yBenHmueHEnIo BpeMesH
JI0 TIporpeccupoBanmst 0oxeBoro curipoMa (oTHomenue puckoB 0,647, p=0,000008), Bpemeru 1o
Hayaja MEepBOM HMUTOTOKCHYECKOH xummorepanuu (oTHOmeHue puckoB 0,579, p=0,000044) u
MIEPBOTO CHMITOMATHYECKOTO COOBITHS CO CTOPOHEI KOCTHOM CHCTEMBI (oTHOIIEHUE pruckoB 0,484,
p=0,005294) o cpasrenwIO ¢ mwIane6o.

Bce crarucTiHueckue aHaIu3b IIPOBOJUIIMCE Ha IIOJIHOM BI-;IGOpKe IIaITHCHTOB.

Tabnuya 1. Oyenxa spghexmusnocmu 8 uccnedosanuu ARAMIS

Ilapamerpsr onenkn | KonmdecrBo coObITHid Mennana OrHomenne
¢ dekTHBHOCTH (%) 95 % 1) puckos 0
HYBEKA® | IInane6o® | HYBEKA® | IlnaneGo 2 (95 % JIA)
(N=955) (N=554) =995) (N=554) p (nBycTopoHHee
3HaIEeHHE)
Broxueaemocts  Oe3 221 216 40,4 mecsna | 18,4 Mecsua 0,413
METacTazupOBaHUI (23,1%) (39,0%) | (34,3; HID) (15,5;22,3) (0,314; 0,500)
<0,000001
O61mas BEDKUBaEMOCTh 148 106 HJ HJ 0, 685
(15,5%) (19,1%) (56,1; HIT) (46,9; HI) (0, 553; 0, 881)
' 0, 003048
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Bpems 10 251 178 403 wecina | 984 mecata 1 0647
IIPOrPECCUPOBAHHUS (26,3%) (32,1%) | (33,2;41,2) | (19,1;29,6) (0,533, 0,785)
fonesoro cuaapoma > * 0,000008
Bpems pg0 Hagwana 127 98 HI HI 0,579
TepBOi (13,3%) (17,7%) HI; HD) (HIT; HID) (0,444, 0,755)
[IUTOTOKCHYECKOH : <0,000044
XUMHOTEparii

Bpems pmo mepmoro : HJ HJI 0,484
CHMIITOMaTHYECKOTO 29 (3,0%) | 28(5,1%) (HZ; HID) (HI; HID) (0,287; 0,815)
CKEJISTHOTO COOBITHS ' 0,005294

JIN — noBepuTeNbHBIH HHTEPBA,

a — BKmoyas 170 manpeHToB, HepelefIInX B OTKPHITYIO a3y HUCCIEeIOBaHMs Ha JIeUSHHe IIperapaToM
JapoTyTaMuI; )

6 — oTHOWEHHe puckoB < 1 B moNk3y npenapara HYBEKA®,

B — JUId NOKasarenell BEDKHBaeMOCTH Oe3 MeTtactazupoBanus (BBM) u BpemeHH 10 NporpeccupoBaHus
OoNleBOro CHHIpOMa aHaJIU3, BHIIOJHEHHBIH Ha MOMEHT JOCTHXKEHMS IepBHUHOH KOHEYHOM TOUKH,
CUHTAETCs OKOHYATEIIbHBIM,;

I' —OlleHKa BBIPXEHHOCTH OONIEBOro CHHApOMA IPOBOAKIIACH HA OCHOBAHUM OIIPOCHMKOB, 3aNONHEHHBIX
IHalMeHTaMH,

HJ — He mocturHyTo.

Ha Tepamuu npenaparoM HYBEKA® 1o cpasrenwIo ¢ rpynmoi miane6o 0TMeqanoch yBeTHueH e
BBDKUBaeMocTH Oe3 mporpeccupoBanus (BBII, memuana 36,8 ormocurensHO 14,8 Mecdnes,
orHomenue puckoB 0,380, p < 0,000001) m Bpemenu mo mporpeccupoBanus yposHs IICA

(Memmana 29,5 oTHOCHTENBHO 7,2 MecsueB, otHomenue puckos 0,164, p < 0,000001).

Opghexmusnocmo u besonachocmv Y nayuenmos c  MemacmamuyecKum
20PMOHOYYBCMBUMENbHBIM PaKoM npedcmamenvrol dcenesvt (M YPIDK)

SddexTuBEOCTs M 6e3omacHOocTh mpemapara HYBEKA® B koMOuHAmuu C HOLETAKCENIOM
OIIEHMBAJIACh B MHOTOIEHTPOBOM, JIBOMHOM CIETIOM, IIIare00-KOHTPOIUPYEMOM HCCIET0BAHNH
IIT paser (ARASENS) y manuentos ¢ MI'UPIDK. B obmeit cnoxuaoct 1305 manmerToB OhUIM
PaHIOMU3UPOBaHEI B cooTHOIeHHH 1:1 mst mpuema 600 Mr mapolryTaMua IEpOpabHO [Ba pasa
B cyTkH (n=651) mmu 1urane6o (n=654) OIHOBPEMEHHO ¢ 75 MIr/mM* joleTakcena B TedeHue 6
uKioB. Jlederne npenapatom HYBEKA® uimm miane6o mpoaomkanocs 10 CHMITOMATHYECKOTO
IIPOTPECCHPOBaHMs 3a00JIEeBaHMs, M3MEHEHUS IPOTHBOOIYXOJIEBOH Tepanuy, BO3HHKHOBCHHS
HETIPUEMJIEMOH TOKCHYHOCTH, CMEPTH MM OTMEHB! Ipenapara. Hamuuwme u JOKaIH3ar(is
METACTA30B OIEHUBAIOCH [IPH ITOMOIIH HE3aBHCHMOI0 LEBTPAIX30BAHHOIO PaJHOIOTHYECKOTO
obcrenoBanus. IlalMEHTEl TONBKO ¢ IOpAKEHHEM PETHOHAPHBIX JuMbarmdeckux ysnos (MO)
OBLIM HCKIIOYEHBl W3 MCCIENOBaHMS. PaHmoMmsanus ObUla CTpaTH(QHUMPOBAHA MO CTENCHH
3aboneBanys (METAcTa3sl TOJBKO B OTHANCHHBIX JuMbarmdeckux ys3nax (M1 a), Meracrassl B
KOCTHOH TKaHH C MeTacTa3aM¥ B IMMdarndeckux y3nax wid 6e3 xux (M1b) mm meracTassl BO

BHYTPEHHHX OpraHaX ¢ METACTa3aMH B TUM(aTHIECKHX y3lax Win 6e3 HuX 1u60 ¢ MeTacTa3aMu

C.5u322.
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B KOCTHOM TKaHM i 6e3 Hux (Mlc)) u mo yp

TpeJesa OT HOPMaJIbHOTO 3HAYEHMS) B HAYaJe HCCIICIOBAHIS.

llanwenThl, BKIIOYEHHBIE B HCCIENOBaHHE, OBUIM paclpeneleHhl 0O TIpPyOmaM IO
HemMorpaduIeCcKuM IIOKA3aTeNlsIM i XapaKTepHUCTHKaM 3a00ieBanus. CpeqHuit BO3PACT IAIHEHTOB
coctaBun 67 net (uanason 41-89), 0,5% nanmeHTOB 6BUTH NalMeHTH! 85 JI€T U cTapie. Pacosoe
pacmpernenerre 6bu10 cemyrommM: 52% eBponeounos, 36% monronounoB ¥ 4% HErpousoB.
BoxpmuHCcTBO NANMERTOB HMENTH ONEHKY ITo mKaie I ncona 8 umm Bbime npu uargocTke (78%).
71% namgentos uvemt ECOG PS pasHbIi 0, a 29% nanuentoB — ECOG PS pasusiii 1. U3 gux
86,1% nanMenToB ¢ HOBBIMH CIydasMmu 3aboreBanus, a 12,9% — ¢ penumusupyromume. Ha
MOMEHT BKJIFOUCHHS B HCCIICIOBAHME 3% nmanmentoB umenu M1a, 79,5% —M1bu 17,5% — Mlc;
YPOBEHb INENOYHOH (ocdarazpl cocTaBmn < BepxHed rpamuusl Hopmel (BI'H) mma 44,5%
namuenToB u > BI'H mia 55,5% mnanuenrtoB, menmana ypoBuHs I[ICA Ha HMCXOMHOM IJIMHHK
cocrapuna 30,3 Hr/mn u 24,2 Hr/mn g rpynmosr HY BEKA® / mmane60 cOOTBETCTBEHHO.
IlanuenTs! ¢ SMHIENTHYSCKUMH IPUNAaIkaMd B aHaMHe3e OBUIM JONYIIEHBl K YYacTHIO B
uccnenosanuy, 4 nanuenta (0,6%) 6bum Brmouers B rpynny HYBEKA® + nonerakcen.
IlepBuanoi KoHeuHOHR TOUKOH dddhexTuBHOCTH ABIANack OB. BTOPHYHBIME KOHEYHBIMH TOYKAMI
sBisach Bpems 10 KPPIDK, Bpems o mporpeccupoBadns 60NEBOT0 CHHAPOMA, BEDKHBAEMOCTE
0e3 HacTyIUIEHHS CHMIITOMaTHIEeCKOTO SIBICHHUSI CO CTOPOHBI KOCTHOM CHCTEMBI, BPEMS IO IIEPBOTO
CHMIITOMaTHYECKOIO CKENIETHOIO COOBITHSI, BpeMsl A0 IEPBOrO INPHMEHEHHS IIOCIEMYIOmE
IIPOTHUBOOINYXOJIEBOM Tepalnvu, BpeMs IO YXyAUICHHS (QH3HIECKHX CHMIITOMOB, cazsaﬁm;xx c
3a00IIeBaHIEM, a TAKXKe BPeMs JI0 Hadayla IPHIMEHEHHS OLIHOUIOB B TeUeHne >7 IHeH MOAps/I.
87,6% u 85,5% manueHTOB IOy YHIIM IOJIHEIE 6 IUKIIOB JoneTakcena, ¥ 1,5% u 2,0% nanuesToB
HE IIONy4Yald OOLETaKcel B TPyNIe HapolyTaMHui + JoNeTakceal ¥ Imanebo + Jomeraxcel
COOTBETCTBEHHO. |

CrarucTryecky ¥ KIMHAYEeCKH 3Hauumoe yiyumenwe OB c¢ 32,5% yMeHbILIEHHEM pHUCKa
HACTYILIEHHS JIETATBHOTO Hexona (oTHomeHHe puckos 0,675, p < 0,0001) HaGmomanocs B IpymIe
HYBEKA® + moneraxcen B CpaBHEHMHM ¢ Ipynmnoi rmiranedo + morerakcen (cM. Tabmuiy 2).
Pesynerarsr OB COOTBETCTBOBaM IO BCEM IIOATPYNIAM MAlAEHTOB, BKIIOYAS IIOAIPYIIIEI
crparudukanyy (CTeneHs 3ab0IeBaHus u yPOBEHB IenouHol Gocdarasm).

Crefyromiyie BTOpAIHEIE KOHETHEIE TOUKH 3(pOEKTHBHOCTH MOKA3aIl CTATHCTHUECKH 3HAIMMOE
IPEMMYIIECTBO B T0NE3y npenapara HYBEKA®: yeenmuenne rpemern no KPPIDK (orHOmEeHME
puckoB 0,357, p<0,0001) m BpeMeHH [0 MEPBOr0 CHMIITOMATHYECKOTO CKEIETHOTO COOBITHS
(orHomenue puckoB 0,712, p=0,0081), 3amepxka BpeMEHH OO TIEPBOTO IPUMEHEHHUS

nocleayromeii IpoTHBOOIYX0IeBoH xummuoTepanud (otHomenue puckoB 0,388, p<0,0001), a
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CHMIITOMATHYECKOTO CKEJETHOTO coOBITHS (oTHOImEHHEe pruckoB 0,609, p<0,0001, cM. Tabmuy 2).

I[IporpeccupoBanne OONEBOrO CHHAPOMAa OLECHMUBAIM C HCIONB30BAHUEM KPATKON (HOPMEI

OIPOCHWKA OUCHKHA MHTEHCHBHOCTH OOIM Ha OCHOBAHHM HH(OpMAIMH, IMOTYYEHHOH OT

IIAMMCHTOB, OHO OIPEACILIIOCh KaK YXYIAIICHHUE 110 MEHBIIIECH MEpE Ha 2 Gamia B CpaBHEHHH C

HMCXOIHBIM YPOBHEM H Ha9aJIO IIPUMEHCHHS OITMONJOB KPATKOI'O MIIH AIUTECIHLHOIO JCHCTBHS 11

neueHus 6o B TedeHHE >7 JHEH monpsan. CraTucTHdyecKH 3HaYHMAas 3aICPKKa 110 BPEMCHH

porpeccuposanys 0oneBoro cuaapoMa (oTHomenue puckoB 0,792, p=0,0058) Habmomanack y

nanuentos B rpynne HYBEKA® + nomerakcen B cpaBHEHHH ¢ Ipymoi miane6o + ToneTakcer.

Tabnuya 2. Oyenxa s¢pghexmuenocmu 8 uccredosanuu ARASENS

IIapamerpe! onenxu | Ynciao (%) manuenaTos, y Menunana B mecsiax OTtHOmenne
3pdexTHBHOCTH KOTOPBIX 3apPerHCTPHPOBAHO 95 % A1) pucKoB?
co0bpITHE } 5%
HYBEKA® | Ilnanme6o+ | HYBEKA® | Ilnane6o+ | MoBepHTeabHbIH
+ JoneTaKce1 + gomeraxcen | MHTEPBAT [u])
AOIeTaKCe (N=654) | mouerakcena | (N=654)! (om0 CTI:)p oHHee
(N=651) (N=651) 3HaueHne)®
Obmras 229 (35,2%) | 304 (46,5%) HI 48,9 0,675
BBEDKMBAEMOCTh HI, HIT) (44,4, HID) (0,568, 0,801) '
<0,0001
Bpewms no KPPITK 225 (34,6%) | 391 (59,8%) HI 19,1 0,357
HL,HD | (16,5, 21,8) (0,302, 0,421)
<0,0001
Bpewms oo 222 (34,1%) | 248 (37,9%) | HI (30,5, 27,5 0,792
"TIPOTPECCUPOBAHUSL H) (22,0, 36,1) (0,660, 0,950)
60J1eBOTrO CPIHI[pOMa4 0,0058
BepxuBaemocts  6e3 | 257 (39,5%) | 329 (50,3%) | 51,2 (47,1, | 39,7 (36,0, 0,609 (0,516,
HACTYIUIEHHS HD) 42.3) 0,718)
CUMIITOMATHYECKOTO <0,0001
SIBIIEHUSI CO CTOPOHBI
KOCTHOH CHUCTEMBI
Bpems nmo mepsoro HI HI 0,712
CHMIITOMATHYECKOTO 95 (14,6%) | 108 (16,5%) | (HI, HD) (HIO, HI) (0,539, 0,940)
CKeJICTHOTO COOBITHA 0,0081
Bpems nmo mepeoro | 219 (33,6%) 395 HI 25,3 0,388
MIPUMEHEHHS (60,4%) (HJ, HI) | (23,1, 28,8) (0,328, 0,458)
MOCJICOYIOLIEH <0,0001
MIPOTHBOOITYXOJEBO
Teparuu

1 O,Z[I/IH NAOUCHT B T'PYIIIIC rmaue6o OBUT MCKITIOYEH H3 BCEX aHAITH30B.

2 OrnommeHrue puckos < 1 B monk3sy npenapara HYBEKA®.

3 Ha ocHoBe cTparuuIMpoBaHHOro log-rank p-3HaueHMs.
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OITHOM/IOB KOPOTKOTO MITH JJIUTEIbHOTO AEHCTBHS mm JieueHus 00y B TeueHue >7 queit moxpsx KPPIDK.
HJI — He nocTurHyToO.

HOKaSaTeJIB KauyecTBa JKH3HH, CBA3aHHOIO CO 3I0POBBEM, COXPAHSIICS BO BpEMs JICUECHHS Y
HAIHEHTOB B 00€HUX IPpyIIax, KOTOPEIH OIEHMBAIA ¢ HCIIONB30BaHHEM onpocHuKa Hanmonamsuoit
CETH MHOTOIIPO(GMIFHBIX OHKOJIOTHUECKUX YIPEKACHUH/QyHKIIMOHANBHAS OIleHKa Tepalky paKa
npencrarensaor xenessl, uaaeke 17 (NCCN-FACT FPSI-17).

Tepanus npenaparom HYBEKA® + nonerakcen npupena K KIIMHAYECKH 3HAYMMBIM 3a€pIKKaM II0
BpEMEHH JI0 HavyaJla NPUMEHEHHU ONMOKIOB B TeUeHUE >7 nHel noapsan (oTHomeHue puckos 0,688,
95% Y, 0,523 — 0,906).

Bonee mmurensHOe Bpemst no mporpeccupoBanus IICA y mamueHTOB HaOMIONanW B TpYIIIe
HYBEKA® + norerakcen B CpaBHGHMH C IpyIIOH mame6o + momerakcen (MeXwaHa He

nocturayTa / 22,4 Mecsua, oTHomeHue puckos 0,255).

dapMaKkOKMHETHKA

Obwas ungopmayus

Japoiyramur coCTOUT M3 ABYX auacrepeoMmepoB [(S,R)-mapomyramun u (S,S)-maporxyramun],
KOTOpbIe B3aWMHO IIPEBpAINAIOTCS APYT B Jpyra IIOCPENCTBOM OOpa3oBaHHS OCHOBHOTO
MUPKYITAPYIOIIET0 MeTabouTa KeTo-IapoiyTaMuaad. [n vitro Bce TPH BEIIECTBA IIOKA3bIBAIOT
CXOKYIO (papMaKONOTHIeCKyl0 AaKTHBHOCTb. JlapodyTaMmJ IVIOXO pAacTBOPHM B BOJHBIX
PacTBOPUTEILIX IIPH MIMPOKOM AHANTa30He 3HaueHui pH H, Kak mpaBHIIo, JIydIne paCTBopxeTc;I B
OpPraHMYeCKHX PaCTBOPUTEIIIX.

Hawbonpinee 3nadeHue MTHKOBOTO YPOBHS naponyTamea B mmasMme cocraBisier 4,79 mr/n
(xoapdunment mamenumBocty 30,9%) m jmoctHraeTcs MPHONIM3UTENBHO depe3 4 yaca IIocie
nepopainbHoi mo3el maponyramuaa 600 mr (2 tabmetkm mo 300 wmr). CooTHomeHHE ABYX
JIacTepeoMepoB, (S, R)-maporyramuna x (S,S)-1aporyTaMuy, #3MEBsI0Ch OT cOOTHOImeHu 1:1
B TabJIETKE IO COOTHOIIEHHs IPHONU3UTENHHO 1: 9 B masme Ha ocHoBaHMM AaHHEIX AUC(0-12)
B DPaBHOBECHOM COCTOSHHH. PaBHOBECHOE COCTOSIHHE JIOCTHTaeTcs depe3 2-5 aHeit mocie
MIEpOPaIFHOTO TIpHEeMa TapoTyTaMUAA ABa pa3a B CyTKH OJHOBPEMEHHO ¢ IIPHEMOM ITHIIIH.
A6comorras GmomocTymHOCTs Tabmerknm mpemapara HYBEKA®, conmepxameit 300 mr
JIapoNyTaMuja, [pH IEepopalibHOM IIpHeMe HaToINak cocraBisgeT HpubnmsmrensHo 30% 1o
CPaBHEHWIO C BHyTpnBéHHoﬁ HEBEKIMeR naponyramppa. llpnm mpueme Japolyramuza
ONHOBPEMEHHO C IPHEMOM IMHINM OHONOCTYIHOCTS yBenuyuBanach B 2,0-2,5 paza. AHaIOTHYIHO
OTMEYAJIOCh  YBENMYeHHe KOHIEHTpAlMM OCHOBHOro MerabonwTa JapolyTamuga —

KETO/IapOIIy TAMU/IA.
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Pacnpeoenenue

ITocne BHYTpHBEHHOTO BBEJICHUS KAXYIIHIACs 00HEM pacpeeeHns JapolyTaMuIa COCTABIIET
119 1. Ot0 yKa3pBacT Ha IMHPOKOE pacHpe/elieHHe JapoilyTaMHaa BO BHYTPUKIETOYHOM M
BHEKJIETOUHOM IIPOCTPAHCTBE.

HapoiryTaMuj cBS3bIBaeTcs ¢ HeIKaMu ITa3MBI KPOBH PABHOMEPHO B YMepeHHO (92%), pasiiaums
MEXIy ABYMs IUacTepeoMEpaMM HE BBIIBICHO, TOTZa KaK CBSI3b C OEIKaMu ILIa3MEBI €ro
OCHOBHOTO MeTaboIuTa KeTO-apoilyTaMH/Ia BBICOKas 1 cocTaBieT 99,8%.

IIponnkHOBEHHE HapoiyTaMuzaa 4depe3 TIeMaTosHIehamudeckuii Oappep B KIMHAYSCKHX
HCCIIEIOBAHMAX HE U3ydallock. TeM He MeHee, KOHIEHTpalys 1apoiyTaMuIa B TOJJOBHOM MO3Tre
Ha ocHoBanuy 3HadeHHsS AUC (0-24) gBnsercs odeHb HU3KOH U cocraBigeT 4,5% OT ypoBHS
KOHIICHTpaliy B IIJIa3Me KPOBH y KpBIC ITOCITIE OJHOKPATHOrO BBeAeHUS 1 1,9 — 3,9% y mbImeit
IOCHe IIOBTOPHOIO BBEACHHS. OTO YKashlBaeT HA HU3KYI0 CTENEeHb NPOHHUKHOBEHMS
JIapoIlyTaMH/ia Yepe3 reMaTodHue(haTnIecKuii Oapbep y KphiC W MBIIEH, a TaKKe Ha HHUBKYIO
BEPOSTHOCTh IIPOHUKHOBEHMS KIMHWYECKH 3HAYMMOIO KOJHMYECTBA JapojlyTaMuia dYepes

HETIOBPEXACHHBIH reMaTosHIeanmyeckuii Oapsep y yeloBeka.

Memabonusm

Huactepeomepsl  (S,R)-mapomytamun u  (S,S)-mapomyramMua  CHOCOOHBI K B3aUMHOMY
TIPEBPAIIEHHIO TIOCPEICTBOM 06Pa30BaHHMs IPOMEKYTOUHOTO MeTaboIMTa KETO-IapoIIy TAMUIA C
IperMyINecCTBEHHEIM 00pazoBanueM (S,S)-Tapoiry TaMH/Ia.

ITocre OHOKPaTHOTO IIepOPaTLHOTO IIPHEMa PacTBopa, coaepxkamero 300 mr “C-maporyTamuna,
OCHOBHBIM META0ONMUTOM SIBILLICS KETO-AapOyTaMHI, KOTOPhIA UMeNl OOIIyI0 3KCIIO3HITHIO B
ITa3Me TpHOM3UTENBHO B 2 pas3a BHIIE, UeM y AapoidyTamua. Ha nomo napoiryTamMuna u KeTo-
JapoJIyTaMHJa B ILIa3Me ﬁpnxonnnocr, 87,4% pamuoakTHBHOTO yriepoxa *C, uro ykassBaeT Ha
BTOPOCTEIICHHOE 3HAYCHHUE JPYTHX METa0OIHMTOB.

B 0CHOBHOM JapoIyTaMuil MeTaboIM3UPYeTCs IyTeM OKHCIIEHHSI, OIOCPEIOBAHHOTO TIABHBIM
obpazom wm3odepmerTom CYP3A4, a Taxke myTeM NpsAMOro TIIOKYpPOHHPOBAHHSA,
onocpenoBanaoro npemmymecTBeHHO UGT1A9 u UGT1Al. Tawke OBIIO yCTaHOBIEHO, YTO
PEOyKLMsl KeTo-HapolyTaMHIa IO NHACTEPEOMEDOB B IIEPBYI0 OYEPEdb KaTATH3HPYETCs

m3ohopmamu AKRIC.

Buigeoenue

Ilepron MOJyBBIBEIICHHUS IApONyTaMHJa W €ro MeTaboiuTa KeTOo-AapodyTaMHAa H3 ILIa3MbI
cocTaBmgeT okojo 20 wacoB. DddexkTuBHBI nepuon moMyBBRIBeAeHHS (S,R)-mapomyrammna
apnsiercs Goree KOPOTKMM M COCTaBJIIET 9 9acoB IO CpPaBHEHHIO C S3Q(HEKTUBHBIM IIEPHOAOM

TIOJTyBBIBEIIEHUS AHacTepeomepa (S,S)-mapoiyTaMu, paBHOTO 22 gacaM.
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COOTBETCTBYET KCNEPTHOMY OTYETY

Beero 63,4% BemmecTB, CBS3aHHBIX C IIPENApaTOM, BEIBOAUTCS ¢ MOY0H (IpHOIM3HTENBHO 7% B
HEM3MEHHOM BHJE), 32,4% - depe3 kuireuHHK. bomee 95% HOIydYeHHOM HO3BI BBIBOJUTCS B

TeueHue 7 IHeH mocie BBEICHHUS.

Jluneiinocmu/uenuneiinocms

ITocne omHOKpaTHOrO IpueMma gapomyTamuna B moze oT 100 mr go 700 Mr B paBHOBECHOM

COCTOSHUM KOHUCHTpaOl¥MH JBYX €ro JHacTepeoMCpoOB H OCHOBHOI'O MeTaboIuTa KETO- -

JApONTyTAMHA JIAHEHHO BO3PACTAIOT IPAKTHYECKH IPOHOPIHOHANBHO mo3e. HacrnneHHas
abcopOis npw npueMe napoiyTamuza B noze 900 mr jgsa pasa B CyTKH He IPHBOAMIA K

Ha_gIBHCI‘;IHICMy BO3pacTanuIO €T0 KOHICHTPAaIluH.

DapMakOKMHETHKA V PA3TUYHEIX IPYIII TAIlHEHTOB

Iayuenmui ¢ napyuienvem QyHKyuU nevexy

B ximHHUecKoM (apMakOKHHETHYECKOM HCCIECHOBAHMH y HEOHKOJOTHYECKHX MAlUeHTOB CO

CPE/IHEel CTEMEHBIO NIEYCHOYHOH HEJ0CTaTOYHOCTH (xmacc B mo xnaccudmkanun Yantna-IIsio)
' cpenmHsst MAKCHMaNbHas KOHUEHTpamus B IuiasMe KpoBH (Cmax) W IUIOIIGAh IOJ KPHBOH

«xonnenTpanus — Bpems» (AUC) nmapomyramupa Obutz IoBbmmeHs B 1,5 u B 1,9 pasa mo

CPaBHEHHIO CO 3[0POBBIMHE JOOPOBOIBIAMH. JlaHHbIE O PAMEHEHHH AP0y TAMI/IA Y TAI[HEHTOB

C TSDKEIOM CTENeHbI0 IedeHodHoH HeocTaTounocTtH (knace C 1o knaccudukamun Yaitnn-I1sto)

OTCYTCTBYIOT.

Iayuenmot ¢ napyuleHuem QYHKYUU NoYex

B xnuHMYeckoM (apMaKOKMHETHYECKOM MCCIEJOBaHHM y IAIHEHTOB € TOKEIOH CTEIECHBIO
nogeuHoii HemocraTouHocet# (pCK® 15-29 mu/mun/1.73 M%) oTmedanocs . moBbmueHne Cmax 4
AUC B 2,5 u 1,6 pasa mo CpaBHEHHIO C COOTBETCTBYIOIIMMHM IIOKA3aTE€IAMH y 3HOPOBBIX
I0OpPOBOIBIIEB.

PC3YJII>TaTLI HOIYJIANHORHOr0 hapMaKOKHHETHYESCKOTO aHAIN3a Y NAIUEHTOB C JIETKOM, CpeHEH
| TSDKEJIoH cTenenbo Hapymenns gpyunximw modek (pCK® 15-89 mn/mun/1.73 M?) YKa3EIBAIOT HA
yBenudeHue KouenTpaunid Cmax # AUC B 1,1, 1,3 1 npubnusuTensno B 1,5 pasa 1o CpaBHCHHIO
¢ MAIHEeHTaMH ¢ HOpMaJIbHO! QyHKIHeH nodek. PapMaKOKHHETHKA nap(;HyTaMHna y IanuesToB
C TEPMHHAIBHOM CTEIEHBIO II0YEYHOM HEAOCTATOYHOCTH, Haxoaamuxcs Ha remoguanmse (pCKO

< 15 m/mumn/1,73 M%), He H3yUeHa.

Ilemu

BesonacrocTs ¥ dbdexraBHOCTS npemapata HYBEKA® He usywamics y nereit u IOIPOCTKOB JI0

18 nert.
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Hauuenmbz nooKCUNIoco gospacma

COOTBETCTBYET KCNEPTHOMY OTYETY

V marmeHToB B BospacTe 41-95 jeT He HaONIOAATOCH 3HAYMMEBIX pasiiIdi B (papMaKOKHHETHKE

ZApOITy TAMUA.

OmHuueckas npUHAoeHCHOCHb

He BrigBIEHO KIMHUYECCKH 3HAYUMEIX pasnnqnﬁ B Q)apMaKOKI/IHeTI/I‘ICCKI/IX nnapamMeTpax

JapoTyTaMua y NAIMEeHTOB EBPONCOU/IHOM, a3HaTCKON, HETPOHMTHON Wik adhpoaMepHKaHCKOMH

STHHYECKOH IIPHUHAJIC)KHOCTH.

IMoxa3zaHus K NPHUMEHEHHNIO

e HemeracTaTMueckdii  KaCTpallMOHHO-PE3WCTEHTHBIM  pak  IPENCTAaTENbHOM  JKenme3bl
(aMKPPIDK). | ‘

e MeracTariaeckuil TOPMOHOYYBCTBHTENBHBIN pak IperncrarenbHoi xenessl (MIIPIDK) B

KOMOMHAIMH C JIOLIETAKCEIOM.

HPOTHBOHOK333HHH

IloBrIieHHAS YYBCTBUTCIIBHOCTD K HeﬁCTB}’IOHJ;eMy BCIICCTBY KA J'[IO6OM}’ U3 BCIIOMOI'aTCJIBHBIX

BEILECTB.

C 0cTOpOXHOCTHIO

Heobxomumo cobmonars ﬁononnmenm{y}o OCTOPOXXHOCTh TPH Ha3HAYCHHM IIpelapara B

CIIEAYIOINUX CUTYAIUsIX:

e ne(UIMT IaKTa3kl, HEIEPEHOCHMOCTS JIAKTO3B], IIFOK030-TaIaKT03Has MalbabcopOIust;

e IIpH TSDKEJIOM CTENeHN I0YeYHONH HENO0CTaTOYHOCTH,

e TIpH cpeaHe W TOKENOH CTENEHM IIEUEHOYHOM HENOCTATOYHOCTH (kmaccet B u C mo
knaccudukamum Yakna-11s10); |

e IIpU ONHOBPEMEHHOM IpPHMEHEHHH C cyOcTpaTamy OelKa PEe3HCTEHTHOCTH paka IMonom’mI‘/’I
xenessl (BCRP) 1 opraHMYecKux aHWOH-TpaHcmoprapyomux nomunentanos (OATP1B1 u
OATP1B3);

® y HAIMEHTOB ¢ (akropamu pucka ymiuHenMs MHTepBana QT B aHamHese W y NAI[HCHTOB,
NPYHAMAIONMKX COIyTCTBYIOIIHME JIEKAPCTBEHHBIE CPENCTBA, KOTOpBIE MOTYT YIUIMHATH

uHTepBai QT.

HpnMeHeHne IIpH ﬁepeMeHHOCTI/I ¥ B IIEPHOJ I'PYAHOI0 BCKAPMJ/IHBAHUSA

IIpenapar HYBEKA® ne npumensiercs y sermus. [pemapar HY BEKA® mens3s mpuMeHsTh IpK
GEpEMEHHOCTH WM KOPMIICHHM TDyHBIO HIM IIPH BO3MOXHOM HACTYIUICHHH YKa3aHHBIX

COCTOSHUMN.
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DOepTHILHOCTE

He mpoBOOHMIOCH CIIENMANBHBIX HMCCIIENOBaHUY NPHMEHEHHs JapoilyTaMHa UL OLEHKH €ro
BIIHMSIHUS Ha QEPTHUILHOCTH YEJIOBEKa.

B wmccnenoBanusgx Ha XMBOTHBIX OTMEUAJIOCh BIMSHHE NapolyTaMula Ha PENpOAyKTHBHYIO
CHCTEMY CaMIIOB KpBIC U CODax.

ZKeHITHIHEL peIpOIYKTHBHOIO BO3pacTa

Bo Bpems eueHns ¥ B TedeHHe | HEMENHU IOCIe Tepaluy npenapaTom HYBEKA® seo6xomumo
TIPUMEHSATH HaIEXHbIEe CPEJICTBAa KOHTPALISTIIIUY IIPH TIOJIOBOM aKTe C JKEGHINUHOH (epTHIIBHOIO
BO3pacTa. - '

[Ipu mos10BOM axTe ¢ GepeMEHHON XKEHIMHOK He0OX0AUMO HCIIOIb30BaTh IIPE3EPBATUB BO BpEMS
Tepany ¥ B TeueHHe | Helend Iocle NpeKpamends Tepamuu mnpemaparom HYBEKA®,
[TockonbKy BO3MEHCTBHE MHIHOMTOpA aHAPOTEHHBIX PEIENTOPOB MOJKET OKasaTh BIMAHWE Ha

PasBUTHC ILIOAA, HBO6XOI[I/IMO n30erarhb ero nepenady ¢ SAKYJIITOM 6epeMeHHOﬁ XKCHIIAHE.

Cnocob npaMeHeHHus H 103b1
Jng mpuema BHYTpb.

Hemeracraruyeckuil KacTpallMOHHO-PE3UCTEHTHBIN pak npencrarensHoi xenessl (HMKPPIDK) u

METACTATHYECKHH TOPMOHOYYBCTBUTELHEIN pak IIpecTarenbuoi xene3sl (ML UPIDK)

PexoMenmyercss npuruMars npemapar HYBEKA® mo 2 Tabmerkn mo 300 mr (600 wr
JapOIyTaMHJIa) IBa pa3a B CYTKH, SKBUBAICHTHO CYyTOYHOM mo3e maponyramuaa 1200 mr.
TabneTku IPUHEMAIOT LETMKOM BO BpeMsl eJIbl (cM. pazden « Dapmakonozuieckue cOUCMEay).
Ipenapar HYBEKA® cresyer npooimkaTh IPUEEMATS O IPOTPECCHPOBAHIS 3a60I€BAHUS UITH
BO3HMKHOBEHHUs! HETIpUEMIIeMOH TOKCHIHOCTH.

OnHoBpeMeHHO ¢ Tepammeif mpemapatoM HYBEKA® marueHTHI TOMDKHBEI MOTY9YaTh aHAIOL
JIOTEHHU3UPYIOIIEr0 PUIM3HHI-TOPMOHA WM UM JOJDKHA OBITH IIpoBeeHa OmiarepanbHas
OPXMOKTOMHSL.

Ecmu ouepemmoif mpHeM Ipenapara IPOMYIIEH, NAMEHT MODKEH IPHHATH TaOJIETKH 10
CIIEAYIOIIEro npnema JI03BI, KaK TOJIbKO 00 5TOM BCIOMHHUT. He ciemyer IpuHMMATh IBOHHYIO
7103y C LEbI0 KOMIICHCHPOBATE IPOILYINEHHBIH IPHEM.

MeTacTaTHyecKyii rOpMOHOYYBCTBATENRHBIN pak npencrarenbuoi xeness! (ML YPIDK)

Iarmentam ¢ MTUPIDK pexoMeryeTcst HadaTh IprEEMaTh npernapaTr HYBEKA® B komGunanuy
C IOIETaKCeIoM (cMm. pazoden ((@ézpmakoaunazvzuqecxue ceoticmeay). 1lepBblii U3 6 IUKIIOB
JoIleTakceNa ClieayeT IPOBECTH B TeYeHHWEe 6 Helenb IOcle Hayajla TEpaldy IIpenaparoM
HYBEKA®. Crenyer cobInosaTh peKOMEHIAIUN, ColepKaImuecs B HHGOPMAaIMU O IpenapaTe

monerakcen. Tepammo npemapatoM HYBEKA® cremyer mpomomkars [0 HMpOrpeccHpOBaHHS

C.12u322
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3a00JIeBaHUs WM BO3HUKHOBEHHS HECTIPUCMIIENV

OTJIOXKCH, IIPCPBaH HUJIK IIPCKPAIICH.

KoppekIus 10351

B cnydae BO3HHUKHOBEHHsS y IalMeHTa TOKCHYHOCTH > 3-H CTENEHM MM IOSBICHHS
HEIIEPEHOCHMON HexenaTenbHOM peaknumu Ha npemapar HYBEKA® cnemyer BpeMeHHO
IpPEKPaTUTh TEPAIMI0 A YMEHBIIUTH Jo3y mpemapara no 300 Mr mBa pasa B CyTKH JIO
yMEHBIIEHAST CAMITOMOB. 3aTeM Tepamus npenaparom HYBEKA® mosxer 651Th BO306HOBIIEHA B
no3ze 600 Mr qBa pasza B CyTKH.

CHmxerne o3w! npenapata Hrxe 300 mr aBa pasa B cyTKn HEe pekoMeHIyeTcs. PexomeHnnyemas
MaKcHMalbHas oQdexTHBHAs cyTodHas go3a npenapara HYBEKA® cocrapmsier 600 mr aBa pasa

B CYTKH (cM. pazden « Dapmaxonozuyeckue ceoucmeay).

Oco6ble TPYIIIEI MAIHEHTOR

Iayuenmul ¢ Hapywienuem QyHKYUU neveHu

He Obu10 BBIIBNCHO KIMHAYECKH 3HAYMMOIO yBcnnquﬁﬂ KOBIIEHTpaIMy JapoiyTamuja y
IAIMEHTOB C JIETKOH CTEMEeHBIO IMEYEHOYHON HENOCTATOYHOCTH (KIace A Io KIaccH(pHKaryu
Yaiinna-I1s10).

Vmerommuecst JaHHBE O (ApMAKOKAHETHYECKUX [apaMeTpax NapolyTaMHja y IAIHeHTOB CO
CpelHe! CTEeNeHbI0 NEYCHOYHOH HEeIO0CTaTOYHOCTH (Knacd B mo xnaccuduxarmu Yaiing-Ileto)
orpannyensl. (dapMakOKMHETHUECKHE MapamMeTphl JapodyTaMua y IAlMEeHTOB C TDKEIOH
CTENEHBIO IIe4eHouHoM Hemocrarounoctd (kmacc C mo xmaccmpuxarym Yaing-l1Ipo) He
YCTAHOBIIEHEI (cM. pasoen « DapmaxonozuiecKue ceoucmeay).

[lanmeHTaM ¢ HapylleHAeM (YHKIMH IeUeHH JIETKOH CTeleHH TsKecTH (Kmacc A 1o
knaccuukanus Yaitna-I1pr0) KoppeKIus K036 He TpeOyeTcs.

J1s manmeHToB co cpelHed U Tsmcenoﬁ CTEIIEHRIO MTEUeHOYHOH HegocTaTouHoCTH (kiacc B u C
o xnaccudukanyy Yaitnn-ITsi0) pekoMeHTyemast HadanbHas fo3a npernapara coctaBigeT 300 mr
JIBa pa3a B CyTKHU.

IHayuenmu ¢ Hapyuwienuem QyHKYUU novex

AHanu3 JaHHBIX, IIOJYYeHHBIX Y [AOUEHTOB C HEMETACTAaTUYECKMM KaCTpaIlMOHHO-
PE3UCTEHTHBEIM  DAaKkOM ~ IpecTaTeNbHOM JKeNe3sl M 3J0POBBIX  HOOpOBOJNBIEB  Ge3
310KaYECTBEHHBIX 06pa3oBaHKi HE IIOKA3aN KIIMHUIECKH 3HAYAMOT0 YBENIMIEH s KOHICH TPy
JapollyTaMHa y IAnUeHToB ¢ yerkod wm cpequeit (pCKP 30-89 mur/mun/1,73 M?) CTENEHBIO
Hapyuienus (yHkmmE modek. VMeromuecs AaHHBIE O (apMaKOKMHETHYECKHX IapameTpax
JapOoNyTaMHU/ia Y IAIMEHTOB C TSDKENOM CTENEHBI0 HapyIeHus QYHKIIH TOYeK OTPAaHMIEHb! (CM.

pasoen « Dapmaxonozuyeckue ceoNUCmea).
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(dapMakoKHHETHKA JMapoiyTaMuia y Ialuel
HEJIOCTATOYHOCTH, HaxoAamuxcs sa remopuamuse (pCK® < 15 m/mun/1,73 M), He U3yUanack.
[lanmeHTaM ¢ JIETKOM MK cpellHeHd CTEeNneHbI0 MOUYeYHON HETOCTATOUHOCTH KOPPEKIHS TO3H HE
Tpedyercs. A

JIig TmanueHToB ¢ THKEIIOM CTemeHbIo moyeunoi Hempoctatounoctd (pCK® 15-29 m/mun/1,73
M%) pexoMeHTyeMas HaualbHas 034 Ipenapara cocTaBnger 300 Mr [Ba pasa B CyTKH. A
Llemu

Jannple mo GesomacHocTd u ddexTuBHocTn npenapara HYBEKA® y nere#t m mompocTkoB
MoJIoXke 18 J1eT He yCTaHOBIIEHEL.

Tayuenmur noscunozo eo3pacma

B ximHHYECKHX MCCIIEIOBaHUAX HE OTMEYAloCh 3HAYMMBIX pasNuuuil ©Oe30IacHOCTH H
sddextuprocTr mpenapara HYBEKA® y noxuisx mangenToB B Bospacte 65-74 net, 75-84 ner
Wi > 85 eT B cpaBHEHHH ¢ OoJee MOIIOABIMU HaIlHeHTaMH (B éozpacre < 65 nert). [lauenTam
MOXKHJIOTO BO3pacTa KOppEeKIHMs [Oo3bl He Tpebyercs (cm. paszden «Papmaxonozuyeckue
ceoticmaar).

OmHuneckas npUHAONesHCHOCMb

He oTMmeyanoch KIMHWYECKH 3HAYAMBIX Pa3Iyudil y IAlMEHTOB pa3sHBIX STHHYECKHX TIPYIIIL.
Koppekuus mo3bl mperapara B 3aBHCHMOCTH OT 3THHYECKON IPHHAAJIEKHOCTH NAlMEHTa HE

Tpebyercs (cm. pazden « Dapmakonozuieckue c0tcmea).

ITo0ounoe neiicreue
HeMmeTacTaTHueckuil KacTpallMOHHO-PE3UCTEHTHRIM pak IpencrarenbHoi xenessl (HMKPPIDK,
ucciegosanue ARAMIS)

Ipoduas 6esomacHoctr mpenapata HYBEKA® nmpu mMKPPIDK ocHOBEIBaeTCS Ha HAHHBIX

KJIMBHYECKAX MCCIeNoBanuii ¢ yuactreM 1508 namyeHToB, 13 KOTOpEIX 954 manuenTa oy YaIH
10 Kpalineit Mepe o/IHy 103y npemnapara B uccienosanun ARAMIS.

Hau6onee wyactoii HexenarensHOM peakumedt y mamumentoB ¢ HMKPPIDK (> _10%) O6buia
YTOMIISIEMOCTb.

MeracTaTH4ecKHii TOPMOHOYYBCTBUTENBHBIA PaK IPENCTATEIbHON xenessl  (MIUPIDK,
uccnenopanre ARASENS)

IIpoduns GesomacHOCTH Ipemnapara HVYBEKA® mpu MI'UPIDK ocHOBBIBaeTcS Ha IAHHBIX

KIIMHAYECKAX ACCICIOBAHMIA ¢ ydacTHeM 1302 malMeHToB, W3 KOTOPHIX 652 Hal[ieHTa IOy JHIH

o KpaiiHeil Mepe ofiHy 103y mpemapara B ucenenopannd ARASENS.

C.14u322
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Haubonee dacTeIMH HEXeTaTETHHBEIMH peak]
nony4gasmux npenapat HYBEKA® B xomGuuarmy ¢ JIOIIETaKCeIOM, OBLIH CHITb M apTepHalbHas
THIEPTCH3AS.

Tabnua HexenaTeababIX DeaKIui

Hmxe nepeunciieHbl HeXeNaTelbHBIE pEaKkIMM M OTKIOHEHWS JJabOopaTOpHBIX IIOKa3aTenei,
orMe4eHHEIe y nmanuerToB ¢ HMKPPIDK npu npumenenun npenapara HYBEKA® (cm. Tabmuma 3
u Tabnuma 5), a TaKKe HeXelaTelbHble PeakIUd U OTKIOHEHHS JabopaTOpHBIX IOKa3aTeleH,
orMeyenHHe y nanuentos ¢ M 'UPTDK npu npumenernu npenapara HYBEKA® B kombunammm ¢
nouerakcenmoM (cMm. Tabmuua 4 uw Tabmmua 6). HexematenbHble peakmud W OTKIOHCHUS
7ab0paTOPHBIX ITOKa3aTeNed paclpeleNeHbl 10 9acTOTe BO3HHUKHOBEHHS B COOTBETICTBHH CO
cleyrolmei rpananueii: ouens yacto (> 1/10), wacto (ot > 1/100 mo < 1/10). Ans xnaccupuxanyu
U ONIUCAHUSA KOHKPETHOH PEaKIuH, €e CI/IHdHHMOB U CBSI3aHHBIX C HEH COCTOSHUH HCIIOIB3yeTCS
HauboJee MOAXOMAIMA TepMIH w3 MeMIIHCKOro CJIOBapsi JUIS PETYITOPHOM JEeATENEHOCTH
(MedDRA).

B KaxI0¥ JaCTOTHOM TpyIIe HeXKeJaTelbHble SBICHUs IPEICTABIEHB! B IOPSIKE YMEHBIICHHS

X 3HaYMMOCTH.

Tabnuya 3. Heowcenamenvuvie peaxyuu, Habmooasuuecs y nayuenmos ¢ HmKPPIDK na gone.

mepanuu npenapamom HYBFEKA ®, 6 xode xnunuueckozo uccnedosanus ARAMIS

CucreMHO0-0OpranHbIi Kiace Ouenb yacTo Yacro
(MedDRA)

Hapymenusi co cTopoHbI KOXKH H IOJKOMKHBIX Chinp!
TKaneil
Hapymennsi co CTOPOHBI CKeJIeTHO-MbIIIEYHOH bonb B KOHEUHOCTH
M COeIHHATENLHOH TKAaHH
O0mue pacerpoiicTBa H HapyIIeHAs B MeCTe VTomiseMocTs?
BBeJleHAs

! Bkmouas MakyJSpHYIO CHIIlb, MaKyJIOIAIYJIE3HYIO CHINb, MAIyJIE3HYIO Chlllb, IMyCTYJIE3HYIO CHIIIb,
SpUTEMY, IepMAaTHT.

2
2 Briroyast aCTEHHIO, HEZOMOTaHHe, BSUIOCTb.

Tabnuya 4. Heoxcenamenvuvie peaxyuu, nabniooasuiuecs y nayuenmos ¢ mlUPIDK 6 xoole

knunuyeckozo0 ucciedosanus ARASENS!

CHcTeMHO-OpranHblil Kjace . QOuenpb yacro
(MedDRA)
Hapymennsi co CTOPOHBI COCYI0B . I'unepTeHsus’
HapyuieHusi Co CTOPOHBI KOKH H IOJKOKHBIX TKAHEH Cpmp™*

! YacToTa HeXeNaTeNbHBIX PEaKLyii, peacTapieHHbX B Tabmune 3, MoxeT ObITh CBA3aHa HE TOJBKO C
IpUMEHeHHeM IapOJyTOMHAA, HO W C TPHUMEHEHMEM JpPYIUX JIEKApPCTBEHHBIX CPEICTB, KOTOPBIC
HCTIONB3YIOTCS B KOMOHHALH.
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Bxrouas TOBBIIIEHHOE apTepUalibHOE  Ja
THIIEPTOHNYECKUAN KpU3.

3 Yacrora HexenaTenbHOM peakiu Oblia caMOi BHICOKOM B TeUEHHE MEPBBIX 6 MECSIIEB JICUEHHUS.

4 Brumrouasi IEKapCTBEHHYIO Chillb, 3PUTEMATO3HYIO ChIllb, (OJUTHKYJISIPHYIO CBINb, MAaKyJAPHYIO CHIIb,
MaKyJIONAIyJIE3HYIO CHIITb, AITyJIE3HYIO ChIlb, 3yASHIYIO CHIIlb, [TyCTYJIE3HYIO CBIIb, BE3UKYJIAPHYIO CYIIb,
3pUTEMY, AEPMATHT.

OTtxnonenus n1abopaTopHEIX JoKasaTened

Tosviuienue axmugHOCIMY NEYEHOYHBIX MPAHCAMUHA3

B  IMHHY9eCKHX HccuemoBaHmsx mpemapata HYBEKA®  coobmanocs o0  ciyyasx
UVOCHHKPa3HIECKHX IIEYEHOTHBIX peaxuui c TMOBBIIICHAEM aKTUBHOCTH
ananuHamuHOTpanchepassl (AJIT) u acnapraramuroTpancdepassl (ACT) 1o > 5 u > 20 pa3 Beie
BepxHed rpaHuIsl BopMBL. Hagano mosgBneHus TaKUX peakiui BapbHpOBAJIOCh OT 1 Mecsiia Jio
10,5 mecsieB mocne Hauana Tepamuu mpemaparom HYBEKA®. Tokaszaremn AJIT u ACT
BO3BpAIAHCE K HOpPME IIocie Ipekpamenus mpueMa mpermapata HYBEKA®. B ciyuae
IOBBLIIEHAS AKTHBHOCTH IIEYCHOYHBIX TpaHCAMHHA3, BBI3BIBAIOIICE MIOWOCHHKPA3HYCCKOC
JIEKapCTBEHHOE IIOPAXEHHE IICYCHH, CBS3AHHOE C IPHEMOM Ipenapara HYBEKA®, tepammo

npenaparom HYBEKA® cremyer npexparurs.

Tabnuya 5. Yacmoma omknoHeHus 1a6opamopHuix nokasamenei y nayuenmos ¢ WmKPPIDK na
@one mepanuu npenapamom HYBEKA® no cpasnenuto ¢ nayuenmamu, npunumasuiumu niayebo,

8 KIunuyecxom uccneoosaruu ARAMIS

JlaGopaTopHblii HOKa3aTelb HYBEKA® IInane6o
(% oT 00mero YHcJIa HCCJIEXOBAHHBIX (N=954)! (N=554) 1
00pa3uos) Bce Crenenn Bee Crenens
crenenn’ 3/4? cremenn’ 3/4?

HapymeHusi o CTOPOHBI KPOBH ¥
JamMpaTadecKoil cHCTEMBbI

CHIDKeHUe KOJIIIecTBa HeHTpO(UIoB 19,6% 3,5% 9,4% 0,5%

I'enaTobninapHbie paccTpoiicTBa

IToBrINIeHNEe KOHIEHTPaLIUH 16,4% 0,1% 6,9% 0
Oownupybuna
Ioseiuenne akrusHocTd ACT 22,5% 0,5% 13,6% 0,2%

! Konu4ecTBO MalMEHTOB, 00CIEI0BAHHbIX 10 KOHKPETHBIM JIAOOPAaTOPHEIM IIOKA3aTeNIM, MOXKET
oTIM4aThcA. YacToTa  OTKJIIOHEHHs  K&KIOro JlabopaTOpHOrO — IOKasaTelsd  pacCUMThIBaIach
COOTBETCTBYIOIIIUM 00pazoM. -

2 OGmHe KpHTepHH TePMHHOJIOTHH OLleHKH HexenarensHpX spnenuit (CTCAE), sepens 4.03. C
IIeTbI0 YCTAHOBJIEHMS CTENIEHH OTKJIOHEHWs! JIabOpaTOPHOrO IOKa3aTeNd ObUIM MCIONb30BaHBI TOJBKO
3HAYEHHs Pe3yJBTATOB JIaBOPATOPHBEIX aHAIKM30B (6e3 KIMHIYecKOH OeHKH). 3HaUeHHs N1abopaToPHBIX
AHATH30B 4-} cTerneHy OBUIM OrpaHHYeHb! CHIKEHHEM KOJIMYeCTBa HeHTpOo(HIOB.
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uccnedosanuu ARASENS!
JlaGopaTopHblil HoKa3aTeJb HYBEKA® + nonerakcen Tlnane6o + gouerakces
(% oT 06Imero YMCIa HCCIeXOBAHHBIX (IN=652)* (N=650)*
00pasnos) Bee Crenenn Bcee Crenenb
cTenens’ 343 crenenn’ 3/4°
I'emaTo0uanapupie paccrporcTBa
IloBrInIeHe KOHIIEHTPALIUH 19,6% 0,5% 10,0% 0,3%
Ounupybuna
IToeeimenue aktusHocTH AJIT 42,3% 3,7% 38,0% 3,0%
IToBrimenue axtusHOCTH ACT 43,9% 3,6% 39,3% 2,.3%

! Otknonenns nabopaTopHBIX IOKasateleif, npeacTapieHsble B Tabouue 5, MOTyT OBITH CBS3aHBI He
TOJIBKO C TIPUMEHEHHEM JApOSyTOMHUIA, HO M C IPUMEHEHHeM JPYTHX JIeKapCTBEHHBIX CPEICTB, KOTOPhIE
HCIIONIB3YIOTCS B KOMOMHALIMH.

2 KonuyecTBO MalueHToB, 00CIeIOBaHHBIX 10 KOHKPETHBIM JT1a00paTOPHBIM IIOKA3ATENAM, MOXKET

OTIIMYAaTHCA. YactoTa OTKJIOHCHHA Kaxxaoro Jla60paTOpHOFO I1oKasaTens paccuuThiBaiacb
COOTBETCTBYHOIIIUM 06p330M.

3 KonundecTBO IAIMEHTOB, O6CJ’Ie,HOBaHHBIX I10 KOHKPETHBIM J'[a60paT0prIM T10Ka3aTrejasiaM, MOXET
OTJIHYaTECA. HactoTa OTKJIOHCHHA Kaxaoro na6opaTopHoro IoKas3aTes paccuUThIBaIaCh

COOTBETCTBYIOIMM 06pazoM. OOLipe KpUTEpHH TEPMHHONOTHM OLEHKH HEXENaTeNbHbIX SABJICHHH
(CTCAE), Bepcus 4.03. C LEeNIbIO YCTAHOBIEHHMS CTENICHH OTKIOHEHHs TabopaTOpHOTo MoKasaTes Obuin
HCIIOJIB30BaHbI TOJIBKO 3HAYCHUA PE3YJIbTaTOB na60paToprlx AaHaJIU30B (663 KIHHAYECKOM OI_ICHK_I/I).
Ilepeno3mposka

MakcumanpHas cyMMapHas CyTO4Has Jo3a Iipenapara HYBEKA® B ximHmyeckmx
uccnenopagmax, cocrasisaia 1800 mr (900 Mr aBa pasa B JIeHB) ¥ HE IIPUBOJMIA K CIIy4asMm
TOKcﬁqHOCTﬁ, TPeOYIOIUM CHYKEHHUS J03BL.

VuuTEBas HACBUINEHHYIO abcopOImIo OapolyTaMupa (cm. pasoen «DPapmaxonozuyeckue
ceoticmeéay) W OTCYTCTBHE JOKA3aHHBIX CIy4acB OCTPOM TOKCHYHOCTH, OXHIaeTcs, 410
IpUMEHEHWE NapolyTaMi[a B 103¢ BBIUE pPeKOMEHmyeMol He OyaeT UpUBOOUTL K
BO3HUKHOBEHUIO HHTOKCHKALIHH.

CHMIITOMEI IEPEJO3UPOBKH HEe YCTaHOBIEHE!. CrenuuIecKui aHTUIOT OTCY TCTBYET.

B ciayuae npuema 10351, IpEBBINAIOIIEH péKOMeHﬂyeM}’IO JI03y, IIpUEM IIipeliapara HYBEKA®

MOXKET OBITH IIPOJIOJIKEH B COOTBETCTBHH C IJIAHOM JICUEHHUS.

B3aHMO}IeﬁCTBHe C JpYIr'HMH JIEKapCTBEHHBIMH CPEACTBAMH

Bimsgrue Ipyrux JeKapCTBEHHBIX CPEJICTB HA AapOIyTaMuUJL

Huoyxmopwr CYP3A4 u P-enuxonpomeuna (P-gp)
Japomytamuz seisercs cyocrparom CYP3A4 n P-rmaxonporerna (P-gp).
IToBropHOE mpEMeHeHHe prdammunmaa (600 Mr), cumsHoro muaykropa CYP3A4 u P-gp, B

COYETAaHMH C OHOKPATHEIM IIPHEMOM AapoiryTameza (600 Mr Bo Bpems IpHeMa ALK IIPHBOUIIO
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K ymensennio cpeanero Bosneiictaus AUC (G
cpeHel MaKCHMATBHOM KOHIEHTparyH B I1asMe KpoBH (Cmax) Ha 52%.

He pexomenmyercss ORHOBPEMEHHOE UIpPHMEHECHHME IIperapara HYBEKA® ¢ cHIsHEIME
uagykropame CYP3A4 wu P-gp (mampumep, kapOamasenuH, ¢enobapOuran, 3BepoOoi
HPOIBIPSBIEHHBIHN), 32 HCKIFOYCHAEM CITydaeB, KOIa allbTepHaTHBHAS TEPAITHsl OTCY TCTBYET.

B ciydae NIpOBENEHHs COIYTCTBYIOMIEH Tepamuy CIEXyeT PacCMOTPeTh BOIPOC O BHIOOpE
QJILTEPHATHBHOTO ~ COIYTCTBYIOINETO JIEKAPCTBEHHOTO CPEACTBA, He O00Najaromero Him
obnagaromero caabeM norennuaroM wHaykuun CYP3A4 u P-gp.

Lloyemaxcen

Ilpumenenwe naporyTaMpia B KOMOMHAIMM C OOIETAKCENOM HE IPHBOMMIO K KIHHHYECKH
3HAUMMBIM H3MEHEHHSM (GapMaKOKHHETHKHA HaponyTamuaa y nanuenToB ¢ MI'UPIDK (cu. pasden
«Knunuuecxas aghgpexmugrocmo 1 6e30nacHoCcmv). ‘

Huzubumopwr CYP3A44, P-znuxonpomeuna (P-gp) u 6enxka pe3ucmenmuocmu paxka MONLOYHOT
acenesvt (BCRP) |

Hapoytamun seisercs cyoctparom CYP3A4, P-gp u BCRP.

[Ipumenenne urpaxorasona (200 Mr 2 pasa B IeHb B TEYEHHE OIHOTO HA ¥ 1 pa3s B IEHb B TCICHUE
nocnenyromux 7 amedt), cmimbHoro muruoutopa CYP3A4, P-gp m BCRP, B coderanuu ¢
OIHOKPATHLIM IIpHeMoM napoiyramuna (600 Mr Ha NATBII JeHb BO BpeMs I[IpHeMa ITHINH)
IPUBOIUIO K yBelmueHHto cpensero Bosmeiictus AUC (0-72) mapomyrtamuza B 1,7 pasa u
YBEIIIYIEHHIO €ro CpeIHel MaKCHMATbHOM KOHIIeHTpauy B IIasMe KpoBH (Cmax) B 1,4 pasa.

DTH jaHHBE IOKashBaor, uro Ipermapar HYBEKA® MOXHO NpHMEHATH COBMECTHO C
uaruduropamu CYP3A4, P-gp u BCRP. Ilpu 3ToM He OTMEHaeTcs KIIHMHMYECKH 3HATAMOTO

B3aHMOOCHCTBHSA MEXOY JCKapCTBCHHBIMH IIpCIIaparaMy.

Baugane napoidyTaMuaa Ha IpyrHe JEKAapCTBEHHBIC CPEACTBA

Cybempamuer 6enxa pesucmenmuocmu paka monouroi sicenesvr (BCRP) u opzanuyeckux anuon-
mpancnopmupyrowux nonunenmudog (OATP1BI u OATPIB3)

JaponyTaMu BISETCS HHIAOUTOPOM BCRP, a takoke OATP1B1 u OATP1B3.

IIpu npuMeHeHHH aaporyTamuna (600 Mr 2 pasa B IeHb B TEUEHHE S5 JHEH) Iepe]] COBMECTHBIM
OJIHOKPATHBEIM IIPHEMOM pO3yBacTaThHA (5 MT) BO BpeMs eIl HabII0Janochk IPHOIH3UTEHHO
OSTHKpaTHOE yBenudeHue cpefnero BosaeicTens AUC u cpenel MakCMMaIbHON KOHIICHTPAIuH
po3ypacTaTrHa B 11a3Me KpoBH (Cmax).

Do 03HaYaeT, YT0 KOMGHHHUPOBaHHOE IprMeHerye ¢ mpernapatom HYBEKA® moxer moBbIIaTh
KOHIIEHTpAITHIO B IL1asme Apyrux cyoerparos BCRP, a Taoxe OATP1B1 u OATP1B3 (wanpumep,

 MeToTpekcaT, cynbdacanasvH, (IyBacTaTHH, aTOpPBACTAaTHH). PEeKOMEHIyeTcs YYHMTHIBATH
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AMEIOITyIocs HMHGOPMANMIO IPH OIHOBPEME]
cybcTpaTami.

Lloyemaxcen

[IpuMeneHue OapoiyTamMuia B KOMOWHAITMM C JIOIIETAKCENOM HE IPHBOAMIO K KIHHHIECKH
3HAUMMBIM H3MEHEHUAM (papMAKOKMHETHKHM HaponyTamuza y namuerToB ¢ MIUPIDK (cu. pazoen
«Knunuyecxas sgpghexmusrocme u 6e30nacHoCmby).

Cy6cmpamur P-enuxonpomeuna (P-gp)

OpHOBpEMEHHOE IPUMEHEHHUE APOIyTaMi/Ia ¢ UyBCTBHTEIBHBIM cyOcTpaToM P-gp naburarpana
9TEKCHIIATOM HE OKa3hIBAET BIMSHHUE Ha cpexHee Bosneiicteue AUC u cpeHIor MaKCHMaIbHYIO
KOHIEHTpaIuio naburarpasa B IasMe KpoBH (Cmax). CriezoBarensHo, mpernapar HYBEKA®
MOXHO MPHMEHATH COBMECTHO ¢ cyOcrparamu P-gp. Ilpm 3ToM HE oTMEYaeTCA KIMHAYECKH
3HAYMMOT0 B3aMMOJEHCTBIS MEXY JIEKapCTBEHHBIMH IIpENapaTaMu.

Cybcmpamuvr CYP

Haporytamun seisgercs cnadbbm uaxykropom CYP.

IIpu npumererny AapodyTamuna (600 Mr 2 pasa B ieHb B TeueHue 9 fHelf) mepe] COBMECTHBIM
OIHOKPATHBEIM [TPHEMOM YyBCTBHTEIBHOTO cyOcTpara CYP3A4 MII03a71aMa (1 Mr) BO BpeMst e11bl
Ha0moaanock ymensienne cpemauero Bozaeiicteus (AUC) Munoszanama Ha 29% u ero cpennei
MaKCHMAaILHOM KOHIeHTpanuy B Tu1a3Me KpoBH (Cmax) Ha 32%.

In vitro OBIIO IIOKa3aHO, YTO JApONyTaME[ B KIHHMYECKH 3HAYAMBIX KOHIICHTpAUMSIX He
OKa3bIBAET BIMSHHE HA MHTHOMpoBaHme Meraboim3Mma onpeneneHHBIX cybcrpato CYP. Ot1o
o3Hagaer, uto npemapar HYBEKA® wmoxmo npnMeH;ITL coBMecTHO ¢ cybcrpatamu CYP
(sarmpumep, BapdapuHOM, L-THPOKCHHOM, oMmenpasonoM). KIHMHHYECKH  3HaYUMOTO

B3aHMO,I[eI?ICTBH51 MEXY IIp€napaTaMy IIPpH 3TOM HE OTMEUACTCA.

Oco0ble ykazanus

Hapymenne GVHKINY T0YEK

JloCTyIHBIE JAHHEIe 0 npuMeHerno npenapata HYBEKA® y manmenToB ¢ TSKENoi CTENeHbio
HapymeHus QyHKIIAN T0YeK OrpaHuYEHBL

[Ipuz npuveneHmn npemapata HYBEKA® y nanmmenToB ¢ TsOKENod CTENCHBIO TOYEYHOM
HEIOCTATOYHOCTH CJIEAyeT MPOBOJWTH TIATENBHBIA KOHTPOJIE Ha IPEAMET BO3HAKHOBEHHS
HeXXeNIaTeNFHEIX PeaKiuil (BO3MOXHO YBEIMUCHHME OSKCIO3MIMM IpEeNapara) (cm. paszoensl

«Cnocob npumenenus u 003v1» u « Papmaxonozudeckue c6oUCMBEay).

C.19m322
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Hapyiienpe QyHEKINAA Ie9eHN

JlocTymHEIe TaHHbIE II0 IPUMEHEHHUIO IIperapara HYBEKA® y nmanuesToB CO CpeHeil CTeneHbI0
IIeYeHOTHOH HEeIOCTaTOYHOCTH OTrpaHWueHbl. JlaHHBIE IO NPHMEHEHHIO JapollyTaMHaa y
MAIUEHTOB ¢ TSHKEJION CTENEHBIO TEYeHOYHOM HeIOCTaTOYHOCTH HE H3yYEHBL

Ilpn nmprvMeHeHHH IIpenapara ‘HYBEKA® y nanueHTOB CO CpelHel H TSKEIOH CTEleHBIO
meueHounoi HemocraTounocTH (kmacckl B m C mo xnaccmukaryu Yaina-IIero) cunemyer
[IPOBOJITH TINATENLHBIA KOHTPONL Ha IIPEeIMEeT BO3HHKHOBEHHS HEXENATENBHBIX PpEeaKI(iif
(BO3MOXKHO YBENMUEHHUE SKCIIO3UIHH [Iperapara) (cm. pazoenvt « Cnocob npumenenus u 003uly U

«Dapmaxonozuueckue ceoucmsea).

He TaBHYE CEPHETHO-COCYIHCTHIE 3860 IeBAHHS

Haunemm ¢ KIMHMYECKM 3HAYMMEBIMH CEpAEYHO-COCYIUCTHIM 3a00JE€BaHMAMH, BKIIOYAs
HHCYJIBT, HH(papKT MHOKAp/Ia, TSDKEITyI0/HeCTaOHIbHY IO CTEHOKAp/IHIO,
KOpOHapHOe/mepruepuieckoe ITyHTAPOBAHAE M CHMITOMATHYECKYIO 3aCTOMHYIO CEpIACYHYIO
HEZOCTATOYHOCTE (B IIEpHON 6 MECSIeB N0 Hadajga TEpallMd IIpernapaToM HYBEKA®) 6pumm
HCKITIOYEHbl W3 KIMHAYECKHX wuccnemoBanuil. CrenoBaTenbHO, 0€30IaCHOCTH NPUMEHEHUS

JapoyTaMyA[a y TaKUX DarfUeHTOB HE yCTaHOBJICHA.

B cnyuae HazHaueHus Ipenapara HYBEKA® nammenTs!, IMEIOIHe KIMHIIECKH 3HAYUMbIE
CepIEYHO-COCY IUCTHIE 3a00IeBatust, JODKHBI IOTyYaTh TEPAITHIO JaHHEIX 3a00JIeBaHuH B

COOTBETCTBUH C YCTAHOBJIICHHBIMHA PEKOMEHIAITHSIMH.

KombuHMpoBagHOoe NPUMEHEHHE C APYIUMH JICKAPCTBEHHBIMI IpenapaTraMu

HpHMeHeHﬁe cunbHEIX HHAYykTopoB CYP3A4 u P-gp Bo BpeMs NeYeHHs JapOITyTAMUATIOM MOXKET
IPUBECTH K CHIDKCHHIO €r0 KOHIEHTpalMd B IIasMe KpoBH. He pexomeHIyeTcs IpHMEHEHHE
cunbaeix uHAYkTopoB CYP3A4 u P-gp BO Bpems JiedeHUs JApOIyTaMHIIOM, 38 HCKIIOYCHUEM
CIIy4aeB, KOTJa albTepHATHBHAS TEPalMsi OTCYTCTBYET.

B ciyuae CONYTCTBYIONEH Tepamuu CIETYeT pAacCMOTPETh BO3MOXHOCTH — BBIOOpa
ANBTEPHATHBHOTO JIEKAPCTBEHHOTO CPEJICTBA C MEHBIINM IToTeHIHatoM K maaykuma CYP3A4 u
P-gp (cm. pasden «Bzaumodeticmeue ¢ Opy2umy N1eKaPCMEEHHBIMU CPEOCBAMUY).
KoMm6uHHpoBaHHOE MPUMEHEHHE ¢ NApOIyTaMEIOM MOXET IIOBBIIIATH KOHIEHTPAMIO B IIa3Me
cy6cerparos BCRP, a taxke OATP1B1 m OATP1B3. IIpn 0qHOBPEMEHHOM IPUMEHEHHH C
nperaparom HYBEKA® cresryer mpoBoauTs KOHTPOE IAIIEHTOR Ha TIPEMET BOSHUKHOBEHIS
HEXENATETBHBIX PeaKii, BEI3BAHHBIX YKa3aHHEIMH cy6ci‘paTaMn.

Crenyer m30erarh 0OJHOBPEMEHHOIO IPUMEHEHHUS IIpenapara HYBEKA® ¢ posysacTatuHoM, 3a
MCKITIOUEeHHEM CIlydaeB, KOI/ia aibTepHATHBHAS TEPAIHS OTCYTCTBYET (CM. pasoel

«Bzaumodeiicmeue ¢ Opy2umu JeKaApCMEEHHbIMU CPLOCMEAMUY).

C.20u322
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Vnmvnenye uarepsana QT opu annporeHson I IDMRAITHOREON TEpALI

Jo masznavenns npenapara HYBEKA® Bpauam criefyer BHUMATETEHO OIEHHTH HONB3Y ¥ PHCKH,
BKJIIOYasi BEPOSITHOCTh IONUMOP(HOH KelynoukoBoi Taxmkapmuu Trna «nupys™» (Torsade de
pointes) y manueHToB ¢ GpakTopaMy prcKa yuinHeHHs nETepBasia QT B aHaMHE3€ U Y IAlUeHTOB,

IIPHHAMAIOINUX COITYTCTBYIOIIUC JICKAPCTBEHHEBIE CPEACTBA, KOTOPHIC MOT'YT YAJIMHATL HHTEPBAII
QT.

I/IHd)ODMalII/ISI O HCKOTODLIX HHTIPCAUCHTAX

IIpenapar HYBEKA® conepsxur naxrosy. He ciemyeT npuEEMATE IIpelapar IarHeHTaM ¢
TaK¥MH PEIKUMH HacleACTBEHHBIMH 3a00JIeBaHUSIMH, KaK HEIEPEHOCUMOCTh JIaKTO3bI, 1epuIuT

JIAKTa3bI UJIH T'TIHOKO30-TaJIaKTO3HAast Manba6cop611w{.

Biansitaue Ha cocoOHOCTH YIOpaBJIATE TPAHCHOPTHBIMH CPEACTBAMH, MEXaHU3MaAMH
HaHHLIe, IIOATBEPXKAAIOIHE, T-ITO npenapar MOXET OKa3bIBaTb BIIASHHE HA CIIOCOOHOCTD

YIIPaBJIATH TPAHCIIOPTHBIME CPEJICTBAMA ¥ PabOTy ¢ IPYTHMH MEXaHH3MaMHU, OTCYTCTBYIOT.

®opma BeIIyCKA
Tabnerku, MOKpHITEE TIeHOYHON 060104K0H, 300 ML
ITo 16 Tabnetox B 6muctepsl u3 An/IIBX. 7 61ucTepoB BMECTE ¢ HHCTPYKIHEH 110 MEAUIIUHCKOMY

IPHEMECHCHHIO B KAPTOHHYIO IIa9Ky, HMCIOIYIO KOHTPOJIb IIEPBOT'O0 BCKPBITHS.

YcaoBus XxpaHeHHs
XpasuTh npu Temueparype ze Beiue 30 °C.

XpaHUTh B HEIOCTYITHOM JUISL IETEH MecTe.

Cpox rogaocTn
3 ronma.

He IIPUMCHATE 110 XCTEYCHUH CPOKa rOAHOCTH.

YcaoBus oTmycka

OTmycKaroT 110 peLenTy.

HanMeHoBaBye ¥ aApec IPUINIECKOro JHUA, HA UMS KOTOPOI0o BBIJAHO
perncTpanHoHHoe YA0CTOBepPEeHHe

Baitep AT, Kaitsep-Bunbrensm-Aiiee, 1, 51373 JlepepkyseH, [epmanus
Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

IIpouzsoguTen

IIpou3BOACTBO rOTOBOM JIEKapCTBEHHON d)ODMBI

Opuon Kopropeiims, Oprorngtue 1, 02200 Semoo, OHHNTHIHS
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Orion Corporation, Orionintie 1, 02200 Espoo,

TlepBHuHasg yIakoBKA, BIOpHYHAS YIIAaKOBKA, BBIITY CKAFOITHM KOHTPOJIE KaYecTBa

Opuoxn Kopnopeims, Hoencyynxary, 7, 24100, Carno, Ouestams
Orion Corporation, Joensuunkatu 7, 24100 Salo, Finland

3a HonoIHHTEILHOM HHGOpMAaNHeli U ¢ NpeTeH3uAMH 00pamaThes 1o agpecy:
AO «BAVEP»

107113 Mocxkaa, 3—5{ PribuncKas yiu., 5.18, cTp.2

Temn.: +7 (495) 231 12 00

www.bayer.ru

PyKoBomHTENb OT/IENa PEryIATOPHBIX OTHOIICHHA

Poccus u CHI, JTuBrzuoH «DapMachIOTHKAIIC

AO «BAUEP»

SKCHEPTHBIH OTHEY 5

SACTBUTENEH JUIH BAHHOY
BEPCUK AOKYMUEHTA '
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