OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPETTAPATA

HYBEKA, 300 mr, TabneTku, MOKPHITHIE TIIEHOYHOW 000JI0YKOM

2. KAMECTBEHHbBIIN U KOJIMYECTBEHHBII COCTAB

JleticTByro11I€€ BEIIECTBO: JAPOTyTaMHI.
Kaxxnas tabnerka comepxut 300 Mr maposyTamua.
BcnomoratenbHbie BellecTBa, HATUYUE KOTOPBIX HAJ0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O

npemnapara: jakrosa (cMm. pazzaen 4.4.).

ITonHbI MNEPCUCHb BCIIOMOI'aTCIIbHBIX BCHICCTB IIPCACTABJICH B pa3/ICjic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Tal6yeTKH, MOKPHITHIC INIEHOYHOW 000JIOYKOM.
OBasbHBIC TA0JETKH, TTOKPHITHIC IJICHOYHOW 000JI0YKOM, OT OEJI0ro A0 MmoYTH Oenoro 1Bera, Ha

oaHou cropone HaHeceHO «BAYERy, Ha apyroii cropone — «300».

4. KNIMHUYECKUE JAHHBIE
4.1. [loxkazaHusi K NpUMeHEHNIO
[Tpennapar HYBEKA noka3aH kK IpUMEHEHHIO Y B3POCIIBIX MYKUHMH IS JICUEHHUS:

® HEMETACTAaTHYCCKOI'O KaCTpaHI/IOHHO-pe3HCT€HTHBIﬁ paka HpGI[CT&TGHBHOfI KCJIE3bI

(amKPPIDXK);
® METacTaTUYeCKOro FOPMOHOYYBCTBUTEIBHOIO paka mnpexacrarenbHoi xenessl (MIUPIDK) B

KOMOMHAIIMHU C TOIIETAKCEIOM.

4.2. Pe:kuM 103MPOBaHNS M CIOCO0 MPUMeEHEHUs!

PexxuM 103upoBanus

Hememacmamuueckuii  kacmpayuoHHO-pe3UCMenmHblll  paKk — NpeoCcmamenbHol — dicellesbl
(umKPPIDK) u memacmamuueckuii 20pMOHOYYBCMBUMENbHBIN PAK NPEOCMAmeNbHOU dicellesbl
(mI'YPIDK)

Pexomennyercs mnpunumarbs mnpemnapaT HYBEKA mno 2 Tabnetku mo 300 mr (600 wmr

JapojyTaMuaa) 1Ba pa3a B CyTKH, SKBUBAJIEHTHO CYTOYHOM f03¢e paponyramua 1200 mr.



[Tpenapar HYBEKA crnenyeTr npomomkarh MPUHAMATE 10 MPOTPECCUPOBAHUS 3a00JICBaHUS HITH
BO3HUKHOBEHHUSI HETIPUEMIIEMOIN TOKCUYHOCTH.

OnnoBpemenno ¢ tepanueit mnpenapatoM HYBEKA mnanueHtsl MoJDKHBI TOJy4aTh aHajior
JIOTEUHU3UPYIOLIEr0 PUWIM3UHT-TOPMOHA HIJIM MM JOJDKHA OBITh IMpOBeJdeHa OuiiarepaibHas
OPXUIKTOMHUS.

Memacmamuueckuil 20pmMoHOYy8cmMEUmMenbHblil paxk npeocmamenvrou sxcenesvt (Ml 'YPILK)
[Tarmentam ¢ MI'YPIDK pexomenayercs Hauats npunumats npenapat HYBEKA B komOuHamu
¢ pomerakcenaoM (cM. pasgaen 5.1). TlepBblii U3 6 HUKJIOB JOIETaKceaa CICIyeT MPOBECTH B
TeueHWe 6 Hemenb mociie Hadana Tteparnuu npenapatom HYBEKA. Crnepyer cobGmromarth
PEKOMEH/IallnH, CoJleprKaluecs B uH(GOopMaIMy o Ipernapare Jouerakcesn. Tepamnuio npemnaparom
HYBEKA crnenyer mpomomkaTh 10 MPOrpecCHpOBaHUs 3a00JeBaHUS WM BO3HUKHOBEHUS

HerHCMHCMOﬁ TOKCUYHOCTH, JaXC €CJIN HUKJI JOOCTAKCCIIa OTJIOKCH, ITPECPBAH WX ITPCKPAIICH.

Koppexyus 003b1

B cnydae BO3HUKHOBEHHWS Yy TMAlMEHTa TOKCUYHOCTH > 3-i CTENEHW WU TIOSBIICHUS
HenepeHoCUMOoM HexenarenbHol peakuuu Ha npenapat HYBEKA cienyer BpeMeHHO peKpaTuTh
TEepanui0 WM yMEHbIIUTH A03y mpemnapara no 300 mr aBa pa3a B CYTKH 1O yMEHbBIIEHUS
cuMIToMOB (cM. paszzen 4.4). 3atem Tepanus npenaparoMm HYBEKA MosxeT 6bITh BO300OHOBIEHA
B 103¢ 600 MT /1Ba paza B CyTKH.

Cumxkenue 103561 npenapara Huke 300 Mr 1Ba pa3a B CyTKH HE pekoMeHayercsa. Pexomenayemas
MakcuMaibHas 3 dextuBHas cyrounas no3a npenapata HYBEKA cocrasnser 600 mr 1Ba pasa B
CYTKH (CM. paznen 5.2).

IIponyck 0o3vl

Ecnin ouepenHod mpueM mnpenapara MNpOMYyLIEH, MAalMEeHT JO0JDKEH MNPUHATh TaOJIeTKH /10
CIIEYIOIIETO MpHeMa JI03bl, KaK TOJIBKO 00 3TOM BCIOMHHUT. He ciemyeT mpuHUMaTh ABOHHYIO

J103y € LEJIbI0 KOMIIEHCUPOBATH MPOIYILEHHBIN IPHUEM.

Oco0ble TPVIIILI TAIMEHTOB

THayuenmor nodcunozo 6o3pacma

B KIMHHYECKMX HCCIIEOBAaHUSAX HE OTMEYANOCh 3HAYMMBIX pa3IHudil 0e30MacHOCTH U
sapdextuBHocTH npenapara HYBEKA y nmoxunsix nanueHToB B Bo3pacte 65—74 ner, 75-84 ner
M > 85 JIeT B CpaBHEHUHU ¢ Oosiee MOJIOIBIMU MalMeHTaMu (B Bo3pacte < 65 jer). [lanuentam

MOKUJIOTO BO3pacTa KOPPEKIHs 103kl He Tpebyercs (cM. pa3zaen 5.2).



Ilayuenmul ¢ Hapywenuem Qynkyuu neveru

He Obulo BBISBIEHO KIMHUYECKH 3HAYUMOTO YBEIWYCHHS KOHIIEHTPALUU JapolyTaMuja y
NAIMEHTOB C JIETKOW CTENEHBI0 NMEeUYEHOYHOH HEJOCTAaTOYHOCTH (Kiacc A mo Kiaccudukanuu
Yaiina-I1e10). Umeronuecs nanHple 0 (apMakOKMHETHYECKHX MapaMerpax dapoidyTaMuaa y
MAIMEHTOB CO CPE/IHEH CTENEHbI0 MEYCHOYHONH HEelIO0CTaTOYHOCTH (Kiacc B mo kimaccudukanumn
Yaitnn-I1p10) orpannuensl. GapMakOKMHETHUECKUE MApaMETphl JIapojiyTaMua y MalueHTOB C
TSDKEJION CTENEeHBI0 NIeueHOYHOM HegocTaTouHocTH (kiacce C o knaccudukanuu Yaina-I1sio0) e
YCTaHOBJICHBI (CM. pazzaen 5.2).

[Taruentam ¢ HapymieHHeM (YHKIMU TI€YEHH JIETKOM CTemeHu TshkecTH (kimacce A 1o
knaccuukanun Yann-I1p10) Koppekius 10361 HE TpeOyeTCs.

Jl1s maneHToB co CpeHEN U TSHKENIOW CTENEHbI0 IeYeHOYHOM HejocTtaTouHocTy (kiace B u C
no knaccudukanuu Yaitnga-I1s10) pekomenayemas HayanbHas 103a npenapara cocrapisieT 300 mr

JBa pa3a B CYTKH.

THayuenmor ¢ HapyweHuem yHKyuu novex

AHanM3 JIaHHBIX, TIOJYYEHHBIX Yy TAIHWEHTOB C HEMETacCTaTHYECKUM KacTPalMOHHO-
PE3UCTEHTHBIM  PAaKOM  MpPEJICTaTeNIbHOM  JKeJle3bl U 3JI0pPOBBIX  J0OpOBOJIBLIEB  0e3
37I0KA4E€CTBEHHBIX 00Pa30BaHMIi HE MOKa3all KIMHUYECKH 3HAYMMOT0 YBETMYCHHSI KOHIIEHTPAIIUU
JapoiyTaMy/ia y TAIMEeHTOB C JIETKOW WJIM CpPEeIHEH CTENeHBI0 HapylIeHUs (YHKIHU IOYEK
(pacyeTHas ckopocTh Kiyboukooi ¢unsTpamun (pCK®) 30-89 mu/mun/1,73 M?). Umerommecs
JTaHHbIE O (apMaKOKMHETUYECKUX MTapaMeTpax JapoidyTaMua y MalueHTOB C TSXKEION CTENEHBIO
HapylHIeHus: PyHKIUY TOYEK OTpaHHuEHBI (CM. pasnaen 5.2).

dapMaKOKMHETHKA JapoJlyTaMuJa Yy IIallMEHTOB C TEPMHUHAJIBHOM CTENEHBIO ITOYEYHOU
HEJJ0CTAaTOYHOCTH, HAaXoAAmuxcs Ha remoananmse (pCK® < 15 mn/mun/1,73 M?), He u3yuanace.
[TanenTam c JerKoi WK cpeiHeil CTeNeHbI0 MOYeYHON He0CTaTOYHOCTH KOPPEKIUS J03bI HE
Tpebyercs.

JIs1 marMeHToB C TSHKENOM cTeneHpio moyeunoi HepocraTrouHoctd (pCKD 15-29 mu/mun/1,73

M%) peKOMeH IyeMas HadaabHas 103a Ipenaparta coctasiser 300 Mr 1Ba pasa B CyTKH.

Omnuueckas npuHadﬂeowﬁocmb
He oTMeuanoch KIMHHMYECKH 3HAYHMBIX pasnnqﬂﬁ Yy MalMCHTOB Pa3HbIX 3THHUYCCKUX TI'PYIIIL.
KoppeKum[ A03BI Ipfrapara B 3aBUCUMOCTH OT STHHYECKOH MPUHAJICKHOCTH TMalMCHTa HE

Tpedyercs (cM. pazzaen 5.2).



eTH
Bbesomacnocte u 3 dexTuBHOCTE y Aeredl B Bo3pacte A0 18 jer Ha JaHHBI MOMEHT HE

YCTAHOBJICHBI.

Croco0 rIpuMeHeHus

Jlns npuema BHYTpb.

TabneTKky NPUHUMAIOT [IETMKOM BO BpeMsI €Il (CM. pasnen 5.2).

4.3. IIpoTuBONOKA3AHUS

e ['umepuyBCTBUTENBHOCTh K JApOSyTaMUAy WM K JIIOOOMY W3 BCIOMOTATEIbHBIX BEIIECTB,

IIEPEYUCIICHHBIX B pa3zaene 6.1.

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

['enaToOTOKCUYHOCTD

[lpu npumenennn mnpemapata HYBEKA coolOmanock 0 ciydasx HIMOCHHKPAa3HYECKOTO
nexapcTBeHHoro nopaxenus neueHu (JIIIT) ¢ moBbimeHneM ypoBHS allaHMHaMUHOTpaHChEpas3bl
(AJIT) u/ unu acnapraramunorpancdepassl (ACT) > 3 cTeneHu, B TOM YUCIIE C COMYTCTBY LM
NOBBILICHUEM OWIUpPYyOMHA 10 > 2 pa3 Bbllie rpaHunbl HOpMbI (cM. pasgen 4.8). Hawano
MPOSIBJICHUSI TaKUX pEakluii BapbupoBaioch OoT 1 10 12 MecsieB mocie Hayana Tepanuu
npenapatoM HYBEKA. ITocne npekpatenus npuema npenapara HYBEKA napymenus Gpynkuun
neyeHu Obutn oOpaTuMbIMU. B ciydae mosiBneHust aHOManuil (GyHKIMOHAIBHBIX NMPOO MEUeHH,
KOTOpBIE MOKHO CBsI3aTh ¢ uanocuHkpasznyeckuM JIII1, Heo6xoaMMO OKOHYATETBHO TPEKPATUTD

npuem npenapata HYBEKA.

Hapyuienue d)VHKHI/II/I NOYCK

Joctynnsle nanHble o npuMmeHeHuo npenapara HYBEKA y nanueHToB ¢ TSKEIOW CTENEHbIO
HapylIeHUs PyHKINY OYEK OTPaHUYEHBI.

IIpu npumenenun npenapata HYBEKA y mnanueHToB € TSKENOM CTENEHBIO MOYEHHOM
HEJOCTATOYHOCTHU CJEAYyeT NPOBOAUTH TIIATEIbHBIM KOHTPOJIb HA INPEIMET BO3HUKHOBEHUS

HCXCIIaTCIIbHBIX peaKuHﬁ (BOSMO)KHO YBCIIMUCHUC 3KCIIO3UIUN npenapaTa) (CM. pa3aciibl 42 n

5.2).

HapvmeHHe d)VHKHI/II/I INEYCHU

Joctynnsle nanHble no npumeHenuto npenapata HYBEKA y manneHToB co cpeHel CTENeHbI0
[IEYCHOYHON HEIOCTaTOYHOCTH OrpaHHUYeHbl. JlaHHBIE 10 NPUMEHEHHUIO JapojlyTaMuja y

MMaIMCHTOB C TSDKEJIOM CTEIIEHbBIO IICUeHOYHOM HEAOCTAaTOYHOCTH HC U3YYCHBI.



IIpu npumenennn npenapara HYBEKA y mnamueHToB cO CpeaHEd U TSKEIOM CTENEeHbIO
ne4YeHOYHol HemoctarouHocTH (kimaccel B u C mo knmaccudukanuu Yaitng-ITsio) crnemyer
MPOBOJIUTh TIIATEIbHBI KOHTPOJb HA MPEIMET BO3HUKHOBEHMS HEXKEJIATEeNbHBIX pPEaKIui

(BO3MO’KHO yBEIIMYEHHE SKCITO3UIMH TTpernapara) (cM. pasaensl 4.2 u 5.2).

HenaBHue cepaeuHO-COCYAUCTRIC 3a00JIEBaHUS

[TateHTHl C KIMHUYECKH 3HAYMMBIMH CEpPJCYHO-COCYIUCTHIM 3a00JIEBaHUSAMH, BKJIIOYAs
UHCYJIBT, UHpapKT MHOKapAa, TSOKEITYI0/HeCTaOMITbHY IO CTEHOKap/IHIO,
KOpoHapHoe/nepudeprudeckoe HIYHTUPOBAHUE U CHUMITOMATHYECKYIO 3aCTOMHYIO CEpACYHYIO
HEJI0OCTaTOYHOCTh (B Tepuoj 6 MecsaieB a0 Hadana Tepanuu npenaparom HYBEKA) Obuin
UCKITIOUEHBl M3 KIMHUYECKHX uccienoBanuil. CrnemoBarenbHO, 0€30MaCHOCTh MPUMEHEHUS

JapojiyTaMua y TaKUX MalMeHTOB HE YCTAaHOBJICHA.

B cnyuae naznauenuss npenapata HYBEKA mnauuenTtsl, umeromme KIMHUYECKH 3HAUYUMBbIE
CEpJICYHO-COCYIUCThIE 3a00JeBaHMs, JOJDKHBI IMONy4aTh TEpamuio JaHHBIX 3a00JeBaHUIl B

COOTBCTCTBUH C YCTAHOBJIICHHBIMH PCKOMCHAAISMMU.

KOM6I/IHI/IDOB21HHOC IIPUMCHCHHUC C IPYIUMMU JICKAPCTBCHHBIMU IIpCIiapaTaMu

[Tpumenenue cunbHBIX UHAYKTOPOB uToxpoMa P450 (CYP) 3A4 u P-mukomnporenna (P-gp) Bo
BpeMs JICUEHUS J1apOJyTaMUJOM MOXKET HNPUBECTH K CHIDKEHHUIO €r0 KOHILIEHTPAlUH B IUIa3Me
kpoBH. He pekomeHiyercs npumeHeHne cuiibHbIX UHAYKTOpoB CYP3A4 u P-gp Bo Bpems ieueHus
JapoJIyTaMHJI0M, 3a UCKJIFOUYEHHEM CIIy4aeB, KOI/la ajJbTepHATUBHAS TE€pAIns OTCYTCTBYET.

B cinydae comyTcTBylolleld TepamuM  CIEAyeT paccMOTpPEeTb  BO3MOXHOCTH  BBIOOpa
aJIbTEepPHATUBHOTO JICKAPCTBEHHOT'O CPEACTBA C MEHBIINUM NoTeHIanoM K uHaykuun CYP3A4 u
P-gp (cMm. pazgen 4.5).

Kom0OuHMpoBaHHOE IPUMEHEHHE C TapOIYTaMUAOM MOXKET MMOBBIIIATh KOHLIEHTPALMIO B I1a3Me
cyOcTpaToB Oelika pe3UCTEHTHOCTH paka mosiouHoi kene3bl (BCRP), a Takke opraHmueckux
aHnoH-TpaHcnoprupyromux nomunentuaoB (OATP1B1 u OATP1B3). Ilpu omHOBpeMEeHHOM
npumenenun c¢ npenaparom HYBEKA cnenyer nmpoBoauTh KOHTPOJb MAllMEHTOB Ha MpEIMET
BO3HMKHOBEHUS HEXENATEIbHBIX PEAKIINiA, BBI3BAHHBIX YKa3aHHBIMU CyOCTpaTaMu.

Crnenyer nsz0erath oHOBpeMeHHOro npumenenus: npenapata HYBEKA c posyBacratunoMm, 3a

HCKIIFOYCHUECM CJIy4YacB, KOrla AJIbTCPHATUBHAA TCPAIlUd OTCYTCTBYCT (CM. 45)

Vummnenue uarepsaia QT mpu aHIPOreHHOU AeHPUBALIMOHHON TEPAIUNA

o na3znauenus npenapara HYBEKA Bpadam ciieyeT BHUMAaTENbHO OLEHUTH IOJIb3Yy M PUCKH,
BKJIIOYasi BEPOSITHOCTh MOJIMMOP(HOM KeIyJ0uKOBOM Taxukapauu Tuna «mnupyst» (Torsade de

pointes) y ManyeHToB ¢ pakTopaMu pucka yuinHeHus uatepBasia QT B aHaMHe3e U y MalMEeHTOB,



MPUHUMAIOIIUX COMYTCTBYIOLINE JIEKAPCTBEHHBIE CPEICTBA, KOTOPhIE MOTYT YIJIMHAITH HHTEPBAJ

QT.

BcrnioMmorarensHble BEIECTBA

[Ipennapar HYBEKA conepxut sakto3y. [lannentaM ¢ peako BCTpeUarolieiicss HacaeCTBEHHOM
HENEPEHOCHUMOCTBIO TallakTO3bl, ACPUIIMTOM JIaKTa3bl JIOMaped WKW TIII0KO030-TaJaKTO3HOU

MalibabcopOIHel He ciaeyeT MPUHIUMATh 3TOT Mpernapar.

4.5. B3amMmopeiicTBHe ¢ JAPYrHMH JIEKAPCTBEHHbIMH MpenapaTaMd M JApyrue BHbI

B3aHNMOJAEeHCTBUSA

BansHMe Ipyrux JIeKapCTBEHHBIX CPEACTB Ha JapOJyTaMHI

Hnoykmopwvr CYP3A4 u P-enukonpomeuna (P-gp)

Haponyramun sisnsercs cyocrparom CYP3A4 u P-gp.

[ToBropHoe npumenenue pudamnununa (600 mr), cumpHoro uHaykropa CYP3A4 u P-gp, B
COYETaHWH C OHOKPATHBIM IIpueMoM aapoiayTamusa (600 Mr Bo Bpemsi ipreMa MUIIH ) TPUBOIIIO
K YMEHBIIECHUIO CPEIHETO BO3JICUCTBHS TIJIOMIAIU MO KPUBOM «KOHIIEHTpamus — Bpems» (AUC
(0-72)) naponyramuna Ha 72% W YMEHBILIEHUIO €r0 CPEAHEH MaKCHUMaJIbHOW KOHIIEHTpAIluu B
riazMe KpoBU (Cmax) Ha 52%.

He pexomennyercs onHoBpeMeHHOoe npuMeHeHue mnpenapata HYBEKA ¢ cunbHbIMEU
uaaykropamu  CYP3A4 u P-gp (mampumep, kapOamazenuH, ¢eHobapourtan, 3BepoOon
IIPOABIPSIBIIEHHBIN ), 32 UICKIIOUEHUEM CITy4aeB, KOIJa aJlbTepHATUBHAS TEPAIHs OTCYTCTBYET.

B cnyuyae mpoBeneHHs CONMyTCTBYIOIIEH Tepamuu CleAyeT PacCMOTPeTh BONPOC O BbIOOpe
aJbTEPHATUBHOTO COIYTCTBYIOIIETO0 JIEKAPCTBEHHOTO CPEICTBA, HE OONAJaroIIero Wiu

obmnamaroriero ciadbiM norennuanom nHAyKImu CYP3A4 u P-gp.

Jloyemaxcen
[IpumeneHue maponyTamMua B KOMOMHAIIMM C JOIETAKCENIOM HE MPHUBOIAMIO K KIMHHYECKH
3HAYMMBIM U3MEHEHHUAM (apMaKOKHHETUKH JaponyTamuaa y nanueHtos ¢ MIUPIDK (cMm. pazaen

5.1).

Uneubumopvr CYP3A4, P-enuxonpomeuna (P-gp) u 6enka peszucmenmuocmu paxka MONOYHOLU
arcenezvl (BCRP)

Haponyramun sBnsgercs cyocrpatom CYP3A4, P-gp u BCRP.

[Tpumenenue utrpakonasosna (200 Mr 2 pasa B IeHb B TEUEHHE OHOTO JHS U | pa3 B IeHb B TEUEHUE
nocneayomux 7 paHei), cuiabHoro uHruobutopa CYP3A4, P-gp u BCRP, B coueranuu c

OJHOKpPAaTHBIM IpueMoM aapoayTtamuja (600 Mr Ha NATHI J€Hb BO BpeMs INpUEMa IHILK)



NpUBOAWIIO K yBenuueHuio cpemaHero BosnerictBust AUC (0-72) mapomyramuna B 1,7 paza u
YBEJIMUEHUIO €TI0 CPENHEN MAaKCUMaJIbHON KOHIEHTpaluu B 1u1a3Me KpoBH (Cmax) B 1,4 pasa.

Ot naHHbBle MOKas3biBaloT, 4Tto Impernapar HYBEKA MOXHO IpUMEHSTb COBMECTHO C
uaruoutopamu CYP3A4, P-gp u BCRP. Ilpu 3TOM HEe oTMedaeTcs KIMHHUYECKH 3HAYMMOTO

B3aHMOHeﬁCTBHH MEXKAY JICKapCTBCHHBIMU IIp€IiapaTaMu.

Bausnaue JdapojiyraMuja Ha APYTUe JICKAPCTBCHHBIC CPEACTBA

Cybcmpamul 6enxa pesucmenmuocmu paka monoynou sxcenezvl (BCRP) u opeanuueckux anuow-
mpancnopmupyiowux norunenmudos (OATPIBI u OATPIB3)

Haponyramua ssisiercss uaruounropom BCRP, a rakxxke OATP1IB1 u OATP1B3.

ITpu npumenenuun naponyramuzaa (600 Mr 2 pas3a B IeHb B TEUEHUE 5 JHEH) Mepe COBMECTHBIM
OJTHOKPATHBIM MIPUEMOM pO3yBacTaThHa (5 Mr) BO BpeMs eIbl HaOII0anoCh MPUOIH3UTEIHHO
MATUKpaTHOE yBenuueHue cpeanero Bo3aeiicteust AUC u cpeaHeit MakCUMalIbHON KOHIIEHTPAIUU
posyBactatuHa B miazme KpoBU (Cmax).

OT0 03HayaeT, 4To KOMOMHMpOBaHHOE npuMeHeHue ¢ npenapatoM HYBEKA moxeT noBsiaTh
KOHIICHTpAaLUIO B I1a3me npyrux cyocrparoB BCRP, a taxoke OATP1B1 u OATP1B3 (manpumep,
METOTpeKcaT, cyibdacanazuH, (ayBacTaTuH, aropBacTaTuH). PekoMeHayeTcsi y4HTHIBATh
UMEIOTYIOCST MH(QOpPMAIMI0 MpPU OJHOBPEMEHHOM HAa3HAUCHHUU IMIperapaTa C yKa3aHHBIMHU

cybcTpaTraMu.

Jloyemaxcen
[Ipumenenue mapoinyTamMua B KOMOMHAIIMM C JONETAKCENIOM HE MPHUBOIAMIO K KIMHHYECKH
3HAaYMMBIM U3MEHEHHUSAM (papMaKOKHHETUKH JaponyTamuaa y nanueHtos ¢ MIUPIDK (cMm. pazaen

5.1).

Cyocmpamul P-enukonpomeuna (P-gp)

OnHOBpeMEHHOE TPUMEHEHNE JapolyTaMH/ia C YyBCTBUTENBHBIM cyOcTpaToM P-gp naburarpana
ATEKCHJIATOM He OKa3bIBaeT BIHMsSHUE Ha cpeanee BozaeiictBue AUC u cpeiHIor0 MaKCUMAIbHYIO
KOHIIEHTpAIHIO Jaburarpana B razme KpoBH (Cmax). CnenoBarensHo, mpenapatr HYBEKA moxHO
MIPUMEHSTh COBMECTHO ¢ cyOcTparamu P-gp. IIpu 3TOM He OTMedaeTcss KIMHUYESCKH 3HAYHMMOTO

B3aUMOJICHCTBUS MCKAY JICKApCTBCHHBIMU IIpCIIapaTaMu.

Cyocmpamor CYP
Haponytamun siBnsiercs cnadsiM uaaykropom CYP.
[Tpu npumenenuun naponytamuaa (600 Mr 2 pas3a B IeHb B TeueHue 9 JHeil) nepea COBMECTHBIM

OJTHOKpATHBIM IIpUEMOM uyBcTBUTENBbHOTO cyocTpara CYP3A4 muno3anama (1 Mr) Bo BpeMs e/1bl



HaOMoaI0Ch YMeHblleHne cpennero Bosnericteust AUC mumo3anama Ha 29% u ero cpemHei
MaKCUMaJIbHOU KOHIIEHTpaluu B miazme KpoBH (Cmax) Ha 32%.

In vitro ObUTO TIOKAa3aHO, YTO JAPOJYTAMHUJ B KIMHHYCCKH 3HAYMMBIX KOHIICHTPAIMSIX HE
OKa3bIBacT BJIMSHHWE HAa MHTHOMpOBaHWE MeTaboyim3Ma ompeaeseHHbIX cyoctpatroB CYP. Dto
o3HayaeT, uyro mnpermapar HYBEKA MoxHO mnpuMeHATh coBMecTHO ¢ cyOctpatamu CYP
(manmpumep, BapdapuHoMm, L-TupokcuHOM, omemnpazonom). KinuHHuUecKH  3HAYMMOro

B3aUMOJICUCTBUS MEXY IIpenaparamMmu IIpyu 3TOM HE OTMEUYAEeTCs.

4.6. ®epTHIBHOCTh, 0€PEMEHHOCTD U JAKTALMS

JKeHIITUHEI ¢ IETOPOJHBIM ITOTSHITUAIIOM (KOHTDaHeHHI/IH Y MYXKYHMH U )KCHIHI/IH)

Bo Bpems nedenus u B Teuenue 1 Hemenu mocie tepanuu npenapatom HYBEKA HeoOxomumo
MPUMEHSATH HAJIEKHBIC CPEACTBA KOHTPALICTIIIUU TIPH MOJOBOM aKTE C KEHITUHON (PEepTUIILHOTO
BO3pacTa.

[Tpu momoBoM akTe ¢ 6epeMeHHON KEHITMHONW HEOOX0AMMO HCIIOIb30BaTh IPE3epBATUB BO BPEMsI
Tepanuu U B TeueHue 1 Henenu nocie npekpauenus tepanuu npenaparoM HYBEKA. [Tockonbky
BO3JICUCTBUE WHTHOMTOpA aHAPOTCHHBIX PEIENTOPOB MOXKET OKa3aTh BIUSHUE HA pPa3BUTHE
10712, HEOOXOIMMO M30eraTh ero Mepeladyn ¢ ITKYISITOM OEpEMEHHON KEHIIUHE.
bepemeHHOCTD

[Ipenapar HYBEKA ne npumensiercs y »xenumH. [Ipenapar HYBEKA Henb3st npuMeHsTh npu

6epeMCHHOCTI/I HJIK IIPU BOSMOXHOM HACTYIUICHUH YKAa3aHHOT'O COCTOSHMUA.

Jlakranus
ITpenapatr HYBEKA ne npumensercs y sxeHumH. [Ipenapatr HYBEKA Henb3st npumeHsaTs npu

KOPMJICHUH T'PYAbIO WJIX IIPHU BO3MOKHOM HACTYIIJICHUH YKA3daHHOT'O COCTOSIHU.

DepTUAbHOCTE

He mpoBoauiioch crienuanbHBIX HCCICIOBAHUNM IPUMEHEHUs AApoyTaMHIa Mg OLCHKH €ro
BJIMSIHUS HAa (DEPTUIIHOCTD YEIOBEKA.
B wuccnenoBaHusX Ha JKMBOTHBIX OTMEYAJIOCH BIIMSHHUE AAPOJIyTaMHJla Ha PEHPOLYKTHBHYIO

CUCTEMY CaMIIOB KPBIC U cobax.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CPeJICTBAMM M PadoTaTth ¢

MEXaHU3MaMHUu

HaHHBIe, MOATBCPKAAOMIUE, YTO IMpelapar MOXKET OKa3blBaTb BJIWAHHUC HaA CITOCOOHOCTH

YHOpAaBJIATh TPAHCIIOPTHBIMU CPCACTBAMHU U pa60Ty C ApYTUMU MCXaHU3MaMH, OTCYTCTBYIOT.



4.8. HexkenaresbHbIE peaKUMU

Pesrome npoduiist 6e3onacHocT

Hememacmamuueckuii  KacmpayuoHHO-pe3ucmeHmubslli  paKk — npeocmamenvHol — Jicenesbl
(hmKPPIDK, uccreoosanue ARAMIS)

[Tpoduns Oe3onmacHoctn mpenapata HYBEKA npu HMKPPIDK ocHOBhIBaeTcsi Ha JaHHBIX
KJIIMHUYECKUX UCCe0oBaHui ¢ yyacTueM 1508 manneHToB, u3 KOTOphIX 954 naruenTa noayqauin
1o KpaiiHel Mepe oJiHy 103y npenapara B uccienoBanuu ARAMIS.

Hawubonee wuacroit HexenatenpbHON peakinued y mamueHtoB ¢ HMKPPIDK (> 10%) Obuia

YTOMIISIEMOCTD.

Memacmamuuyeckuil 20pMOHOYYECMBUMENbHBIL pak npeocmamenvhou cenesvt (mlYPIDK,
uccneoosanue ARASENS)

[TIpodunes Oe3omacHoctu mnpenapata HYBEKA npu MIYPIDK ocHOBBIBaeTCcs Ha JaHHBIX
KIIMHUYECKHUX UccliefjoBanuii ¢ yuactreM 1302 manueHToB, U3 KOTOPhIX 652 manueHTa noiayyui
10 KpaliHel Mepe oJIHy /103y npenapara B ucciegobanuu ARASENS.

Haubonee wacteiMu HexeNaTenbHbBIMU peaknusmMu y mnamuentoB ¢ mMIUPIDK (= 10%),
nonydaBmux npenapat HYBEKA B koMOuHamuu ¢ qoierakcenoM, ObUTH ChIITb U apTepUaabHas

TUIICPTCH3UA.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIINA

Huxe mnepeuncrneHbl HexenareiabHblE PEAKUMM M OTKIOHEHUS JIaOOpaTOpHBIX IOKa3aTelew,
orMeueHHble y nanueHToB ¢ HMKPPIDK npu npumenenun npenapara HYBEKA (cm. tabnuma 1
U Tabnuna 3), a TakKe HeKelaTelbHble PeaKlMU U OTKIOHEHHs J1abOpaTOpHBIX IMOKa3aTesei,
orMmeueHHble y nanueHToB ¢ MI'YPIDK npu npumenenun npenapara HYBEKA B xomOunanuu ¢
JorerakcesnoM (cM. Tabnuna 2 u Tabnuia 4).

HesxenarenbHble peakliuu U OTKJIOHEHUS Ja0OpaTOPHBIX MOKa3aTesell pacpeaeIeHbl 110 YacToTe
BO3HMKHOBEHHUS B COOTBETCTBMM CO CJleAyoleil rpananueil: ouenb yacto (= 1/10), gacto (ot
>1/100 no < 1/10) B COOTBETCTBUH C CUCTEMHO-opraHHbIM kiaccoMm MedDRA. B kaxnoit
YAaCTOTHOW TpPYIIIE HEXENAaTeNIbHbIEC SIBJIICHUs IPEJICTABICHbl B IOPSJIKE YMEHBIICHHS HX

3HAYMMOCTH.



Tabmuma 1. HexxenarenbHple peaknuu, HaOmomasmuecs y manueHToB ¢ HMKPPIDK Ha done
tepanuu npenapatoM HYBEKA, B xone knmuanueckoro uccnenoanus ARAMIS

CucTeMHO-OpraHHbIN KjIacc OueHb yacTo Yacro
(MedDRA)

Hapymenns co cTOpOHBI KOXH H TTOIKOKHBIX Comp!
TKaHEH
HapyuieHuns co CTOpOHBI CKEJIETHO-MBIIIEYHOUN U Boib B KOHEUHOCTH
COCTMHUTEILHON TKaHU
OObmue paccTpoiicTBa U HAPYIISCHHS B MECTE VToMIseMOCTE?
BBEJICHUS

Bxiorouass MakyJSIpHYIO — Chlllb, MAaKyJIONAIYJE3HYIO CbIllb, IIAIYJIE3HYIO  CBIIb,

MYCTYJIE3HYIO ChIMb, SPUTEMY, IEPMATHUT.

2 Bxrouas ACTCHUIO, HEAOMOI'aHHUE, BAJIOCTD.

Tabnmuna 2. HexenarenbHble peakiuu, HabmogaBmmecs y mnanueHtoB ¢ mMIYPIDK B xone
KIMHIYecKoro ucciaenoBanns ARASENS!

CucTeMHO-OpraHHbIN KJIacce Ouensb yacTo
(MedDRA)
HapyuieHnus co cTOpoHBI COCyI0B [uneprensus?
Hapyiienus co CTOpOHBI KOXKH U MOAKOKHBIX TKaHEH Coimp®*

. UYacToTra HexxenaTeabHbIX peakiuil, mpeacTaBiieHHbIX B Tabmune 1, MoxeT ObITh CBsS3aHa

HE TOJIbKO C IPUMEHEHHEM AapoiyTaMHaa, HO U C IPUMEHEHHEM JAPYTuX JIEKapCTBEHHBIX
CpPEACTB, KOTOPbIE UCIONb3YIOTCSA B KOMOMHALINY.

2 Bximrogas IToBBIIIICHHOS ApTCPUAIBHOC IaBJICHUC, OCJIOKHEHHBIHN FHHGpTOHH‘ICCKHﬁ KpHus.
YacroTa HexkenaTeabHOW peakiuu Obla caMOil BBICOKOH B TE€UEHHE IMEPBBIX 6 MecsLEB
JICYEHUS.

4 Bxutouast  J1eKapCTBEHHYIO ChIllb, JPUTEMATO3HYIO ChIllb, (DOJIUKYJSPHYIO CBHIIb,
MaKkyJSIpHYK0 CBIllb, MaKyJOINAIyJIE3HYI0 Cblllb, NAIyJE3HYK Cblllb, 3YJSALIYI0 CbIIb,

MYCTYJIE3HYIO ChIlb, BE3UKYJIIPHYIO CYIlb, 3PUTEMY, IEPMATHUT.

OtkinoHeHns 1a00PATOPHBIX TOKa3areliel

DyHKYUuOHAIbHBIE NOKA3AMeENU NeYeHU

[Tpu npumenenun npenapata HYBEKA coolmanocs o ciayyasx MIMOCHHKPA3HYECKUX
JIEKaPCTBEHHBIX MOPAXEHUSIX IMEUEHU C IMOBBIIIEHUEM aKTUBHOCTU aJlaHWHAMUHOTpaHC(epasbl
(AJIT) u / nmn acmapratamunoTparcdepassl (ACT) mo > S u > 20 pa3 BbIllIe BEpXHEW TPaHHIIbI
HOPMBI, BKJTIOYasi COMYTCTBYIOIIEE MOBbIIIEHHE OMIMPYOHHA 10 > 2 pa3 BbIIIE IPAaHUIBI HOPMBI

(cM. pasnen 4.4).
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Tab6muia 3. YacToTa OTKIIOHEHHUS JIa00OpaTOPHBIX MokazaTenel y marueHToB ¢ HMKPPIDK Ha done
tepanuu npenapatoM HYBEKA 1o cpaBHeHHIO ¢ MaleHTaMH, NMPUHUMABIIMMHU IUTanedo, B

KIrnHnYeckoM uccienosanuu ARAMIS

JlaGopaTopHbIii moka3aTesib HYBEKA IL1auedo

(% 0T 061Iero YKCJIa HCCIIEN0BAHHBIX (N=954)! (N=554)1
06pasuos) Bce Crenenb Bce Crenenp
crenenn’ 3/4? crenenn’ 3/4?

Hapyumenusi co cTOpOHbI KPOBH U
JUM(paTHYEeCKOil cCUCTeMbI
CHmKEHHUE KOIHYECTBA HEUTPODUIIOB 19,6% 3,5% 9,4% 0,5%
I'emaToOumapHbie paccTpoiicTBa
[ToBblIcHIE KOHIICHTPALHH 16,4% 0,1% 6,9% 0
ommpyOuHa
[MoBeimenne aktuBHOCTH ACT 22,5% 0,5% 13,6% 0,2%

KommuectBo NaluECHTOB, O6CJICIIOBEIHHBIX 10 KOHKPETHBIM Ha60paT0pHI)IM IIOKa3aTeCisM,

MOKET OTIrM4YaThCsa. YacToTa OTKIOHECHUS KaXKI0T0 JIa60paTOpHOFO IMMOoKas3aTcjid paCCYUTHLIBAIACH

COOTBETCTBYHOILIINM 06pa30M.
2

OO6mume KpuTepunu TEPMHUHOJOTHM OlleHKH HexenarenbHbIX sBieHuil (CTCAE), Bepcus

4.03. C menpl0 YCTAaHOBJICHUS CTENEHH OTKJIOHEHHUS JIaOOpaTOPHOTO TIOKa3arens ObUH

MCIIOJIb30BaHbl TOJIBKO 3HAUYEHHs DPE3YyJbTaTOB J1a0OpAaTOPHBIX aHAIU30B (0€3 KIMHUYECKOH

OHGHKI/I). 3HaueHus na6opaTopHL1x aHaIM30B 4-fi cTeneHH OBUIH OI'paHUYCHBbI CHHUKCHUCM

KOJINYECTBA HEUTPODHUIIOB.

Ta6muia 4. OTkiaoHeHHs TabopaTOpHBIX Moka3areneit y namuentoB ¢ M YPIDK B knmunnueckom

uccnenosannn ARASENS?
JlaGopaTopHblii MoOKa3aTeb HYBEKA + noueraxce Inamedo + qoueraxcen
(% 0T 001IEero YKCJIa HCCIET0BAHHBIX (N=652)? (N=650)?
06pasuos) Bce Crenenn Bce CreneHp
crenenn’ 3/43 crenenn’ 3/43
I'emaTodnmapHbie paccTpoiicTBa
[ToBbllIeHHE KOHIICHTPALMH 19,6% 0,5% 10,0% 0,3%
ommpyomHa
TloBrimenue aktuBHocT AJIT 42,3% 3,7% 38,0% 3,0%
TToBrrimenue aktuBHOCTH ACT 43,9% 3,6% 39,3% 2,3%
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OTkII0HEHUs JTAOOPATOPHBIX MOKa3aTeseH, npeacTaBieHHbie B Tabmuie 3, MOTYT OBITh
CBsA3aHbI HC TOJILKO C MPUMCHCHUCM JapOoJIyTaMuaa, HO U C MIPUMCHCHUCM APYTUX JICKAPCTBCHHBIX
CPEACTB, KOTOPBIE UCTIONB3YIOTCS B KOMOMHALINY.

2 KonndecTBo nanueHToB, 00CIeI0BAHHBIX 110 KOHKPETHBIM JIA00PATOPHBIM ITOKA3aTEIIsIM,
MOYKET OTJINYAThCs. YacToTa OTKIOHEHHS KKJI0T0 JIA0OPATOPHOTO MOKAa3aTelsl pACCUUTHIBAIACH
COOTBETCTBYIOIIUM 00pa3oMm.

3 KonnyecTBo nanueHToB, 00CI€I0BAHHBIX M0 KOHKPETHBIM J1A00PATOPHBIM ITOKA3aTEIIsM,
MOYKET OTINYAThCs. YacToTa OTKIOHEHHS K00 JIA0OPATOPHOTO MOKa3aTelsl pACCUUTHIBAIACH
COOTBETCTBYIOIIUM 00pazom. OOIIHe KpUTEPUH TEPMHHOJIOTUH OLICHKU HEXKEIATEIbHBIX SBJICHUN
(CTCAE), Bepcus 4.03. C uenbi0 YCTAaHOBJCHUS CTCHEHH OTKIOHEHHUS J1abOpaToOpHOTO

nokasaressi ObLTM MCIIOB30BaHbI TOJIKO 3HAUEHHs PE3yJbTaTOB JIAOOPATOPHBIX aHANN30B (0e3

KIIMHUYECKOU OIEHKH ).

COO6H_I€HI/IG O IMOA03PEBACMBIX HCKCIATCIIbHBIX PCAKIIMAX

BaxHo coo0marh O IOMO3PEBACMBIX HEKENATEIbHBIX pPEAKIUSIX I0CIE PErUCTPALUH
JICKApCTBEHHOTO Tperapara ¢ Hesbl0 00eCTIeYeHrs] HEIPEPhIBHOTO MOHUTOPHHTA COOTHOIICHHS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIO Ipenapara. MenunuHCKUM pabOTHUKaM pPEKOMEHyeTcs
cooluaTe O JIIOOBIX MOJO3PEBACMbIX HEXKEJIATENIbHBIX PEAKIMIX JIEKApCTBEHHOTO Ipernapara
yepe3 HalMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXKENIATENbHbBIX PEAKIUSAX [OCYAapCTB — WICHOB

EBpazniickoro 53KOHOMHUYECKOr0 COK03a:

Poccuiickasa ®edepayus

DdenepanbHas ciryx0a 1o Haa3o0py B cdepe 3apaBooxpanenus (PoczapaBranzop)
109012, r. MockBa, CrnaBstHCKas IUIOIIa b, 1. 4, cTp. 1

Temedon: 8 800 550 99 03

On. moura; pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.qgov.ru/

Pecnyonuxa Kazaxcman

«HarmoHanbHbIA HEHTP SKCIIEPTU3HI JIEKAPCTBEHHBIX CPEICTB U METUITMTHCKHIX M3/ICITHID
Komurera MeUIIMHCKOTO U (hapMaIleBTUYECKOr0 KOHTPOJIsi MUHHCTEpCTBA 3ApaBOOXPaHEHUS
Pecny6iinku Kazaxcran

010000, r. Acrana, paiion baiikonsip, yi. A. Umanosa, 13 (BL] «Hypcayner 2»)

Tenedon: +7 7172 23 51 35

Oi1. noyta: farm@dari.kz
https://www.ndda.kz
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Pecnyonuxa benapyco

VII «LleHTp 3KCIIepTU3 U UCIIBITAHUH B 31PaBOOXPAHCHUN
Anpec: 220037, r. Munck, ToBapuiieckui miep., 2a
Tenedon: + 37517 231 85 14

@axc: + 375 17 252 53 58

Tenedon oraena dpapmakonanzopa: +375 17 242 00 29
DnekTponHas noyra: repl@rceth.by, rceth@rceth.by

https://www.rceth.by

4.9. Ilepeno3upoBka

MakcumanbHasi cyMMapHas cytouHas no3a npernapata HYBEKA B kIMHUYECKUX UCCIEI0BAHUSX,
cocraBisuia 1800 mr (900 mr nBa pasa B JIeHb) M HE NPHUBOAWIA K CIIy4asiM TOKCHYHOCTH,
TPeOYIOIINM CHUKEHHS JT03bI.

YuuThIBas HACHIIEHHYIO abcopOIuio AapoiyTamuia (cM. pa3aen 5.1) u oTCyTCTBHE JOKa3aHHBIX
CIIy4aeB OCTPOM TOKCUYHOCTH, OYKHUJAETCS, YTO NPUMEHEHUE AapojyTaMujJia B J03€ BbIIIEC
PEKOMEH1yeMOil He OyJIeT MPUBOIUTH K BOSHUKHOBEHUIO MHTOKCHKAIIMU. B cirydae mpuema 103b1,
MpeBBIIIAIONICH peKoMeHayeMyto 103y, npueM npenapata HYBEKA mosxer ObITh IPOAOIKEH B
COOTBETCTBUU C TUIAHOM JICUCHHUS.

CumMnToMbl

CHMIITOMBI NEpCAO03UPOBKH HC YCTAHOBJICHBI.

Jleuenue

Crienuduueckuii aHTUAOT OTCYTCTBYET.

5. PAPMAKOJIOTUYECKUE CBOHCTBA

5.1. ®apmakonmHamMHuvecKHue CBOiicTBa
CDapMaKOTep AIICBTUYCCKAas rpynna: HpOTI/IBOOHYXOJ'IeBI)IG FOpMOHaJ'IBHBIG Hp enapaT},I nu

AHTAarOHMCThI TOPMOHOB,; AHTArOHMCTLI TOPMOHOB U POJACTBCHHBIC COCANMHCHUA; AaHTUAHAPOTCHBI.

Kox ATX: L02BB06

Mexannsm geficTBus

I[aPOJIYTaMI/I,Z[ ABJIICTCA HECTCPOUAHBIM AHTATOHUCTOM aHAPOICHOBBIX PCHCHTOPOB C T HnOKoOI

HOJISIPHO-3aMEIEHHON MUPA30JIbHON CTPYKTYpPOM, KOTOpast ¢ BEICOKOH a(MHHOCTHIO HAIIPSIMYIO
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CBSI3bIBAETCS C JINT'AH/I-CBA3BIBAIOIINM JIOMEHOM PELENTOpa. DTO NO3BOJISIET COXPAHUTH BBICOKYIO
AQHTAarOHUCTUYECKYH0 aKTUBHOCTh B OTHOLIEHUH aHIPOTE€HOBBIX peLenTopos (AP).

JaposyTamu oka3blBaeT KOHKYPEHTHOE IOJIABJISIOLIEE JAEHCTBUE HA CBSI3bIBAHME aHJIPOTCHOB,
TPAHCJIOKALMIO aHPOT€HOBBIX PELENTOPOB B AP0 U ONOCPENOBaHHY0 AP TpaHCKpHUIIIUIO.

Ha wmopmensix in vivo Oblla mokazaHa JOCTOBEpHas IPOTHBOOIYyXojeBas 3((GEKTUBHOCTh
napoinyTamMpza (CHMDKEHHE IpoiuQepalud OMyXOJEBBIX KIETOK), YTO CII0OCOOCTBOBAJIO
YMEHBIICHHWI0O 00beMa ONMyXOJdM Ha MOAENSIX paka MPEICTAaTeNIbHOW  Kelme3bl ¢
KCEHOTpaHCIUIaHTaTaMy, BKiItodas wMozaenb VCaP  kacTpallMOHHO-PE3MCTEHTHOTO paka ¢

runepakcnpeccueii AP.

dapmakoauaamuyeckue d3PHeKTol

VY nanueHToB, NOIy4aBIIUX AapoayTaMu] B KIMHUUECKOM uccienoanuu ARAMIS, ormeuanacek
CTaTUCTUYECKHU 3HaumMmas Oojee BBICOKAs YacTOTa OTBETa YPOBHS MPOCTATUYECKOTO
cnenuduyeckoro antureHa (IICA) (ompenensiBuierocst kak cHmwkeHue Ha > 50% OT HCXOTHOTO
3Ha4YEeHMsI) 10 CPABHEHUIO C MAlIMEHTAaMH, [T0JTy4aBIuMu ianeoo (84,0% npotus 7,9%; paznuune
76,1%, p <0,000001). B rpynne naponyramuaa menuana cHmkenus [ICA oT ucxogHoro 3HaYeHUS
cocraBuia 91,9%.

Y mnanueHToB, NOMYYaBIIMX JapOyTaMuU[ + JOLETaKkceNl B KIMHHUYECKOM HCCIEJOBAHUU
ARASENS, uepes 12 mecsiieB nociie paH1oMU3aii 0TMEYaIach CTaTUCTUYECKU 3HaYMMast bosee
BbICcOKas yactora orBera ypoBHs [ICA (onpenensBiierocs Kak cCHI>keHue Ha > 50% oT ucxoqHoro
3HAYEHHUA) [0 CPABHEHHUIO C MAllMEHTaMH, MOMy4YaBIIMMHU Tuianedo + ponerakcen (89,6% mpotus
80,4% (p <0,0001)). B rpynne paponyTtaMuj + IomeTakces MeArnaHa MaKCUMalIbHOTO CHIDKEHUS
[1CA ot ucxogHoro 3HaueHus B Jit000e BpeMs coctaBmia 99,7%.

B ximmanueckom uccnenoanuu 111 ¢pazsr ARAMIS B noarpymre, Bxiatodaromieit S00 maueHToB,
He oTMevanoch ymiuHeHue cpeanero uHrepBana QTcF (1. e. Gonbmie, yem Ha 10 mc) mocne

npUMeHeHHs Aapoiaytamuja no 600 Mr nepopajibHO JBa pa3a B CYTKH IO CPaBHEHHIO € Iu1aledo.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTD

DddexktuBHocTh U Oe3omacHocTh mpenapara HYBEKA Obuia ycraHoBieHa B XOa€ JBYX
MEXIYHAPOIHBIX,  PaHAOMHU3UPOBAHHBIX,  MHOTOIEHTPOBBIX,  MJAIe00-KOHTPOIUPYEMBIX
uccnenosanuii [1I ¢a3el y manneHTOB ¢ HEMETaCTaTUIECKUM KaCTPAIIMOHHO-PE3UCTEHTHBIM PAKOM
npencrarensHoii  xkenme3bl (ARAMIS) w y  mammeHToB ¢ METAacTaTUYeCKUM
TOPMOHOYYBCTBUTEIBHBIM pakoM TnpezactareiabHor xene3sl (ARASENS). IlapannensHo Bce
MAlMEHTHl TOMyYald aHAJIOr JIOTEMHU3UPYIOLIETO PHIM3MHT-TOPMOHA WJIM MM MPOBOAMUIIACH

6I/IJlaTepaJ'IBHa$I OPXHUIKTOMMUS.
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Ddexmusenocmv u 6Oezonacnocmv y nayueHmos ¢ HemMemacmamuyeckum KacmpayuoHHO-
pe3uUcmeHmHubIM pakom npedcmamenvhot dxcenezvl (HMKPPIDK)

O¢ddextuBHocth U OezomacHocTh  mpemapata HYBEKA  onenuBamach B xone
PaHIOMHU3UPOBAHHOTO, JABOWHOTO CJENOro, MHOTOLEHTPOBOro, I1a1e00-KOHTPOIUPYEMOTO
ucciaenoBanust I ¢aszer (ARAMIS), BriIrOuaBmIero MAIMEHTOB C HEMETACTaTUYECKUM
KaCcTpallMOHHO-PE3UCTEHTHBIM PAKOM IpEACTaTeNIbHOM keme3bl ¢ BpemeHneM ynBoenus [ICA <10
MECSLEB.

Bcero 1509 nmanueHToB OBUTH paHAOMHU3UPOBAHBI B COOTHOIICHHUH 2:1 B TpyIIIbI, MOTyYaromye
napoaytamua mo 600 mr (2 tabn. mo 300 Mr) nmepopalibHO JiBa pa3a B CyTKH (n=955) u miane6o
(n=554) cOOTBETCTBEHHO.

B wuccnenoBaHue BKIIIOYAIMCh MALMEHTHl C HaJMYUEM Ta30BBIX JUMQOY3IO0B <2 CM HHXKE
Ooudypkanuu aopthl. Hammuume wuiM OTCYTCTBME METAaCTa30B OIEHUBAIOCH MPU IMOMOIIH
HE3aBHCHMOI0 IIEHTPAJIM30BAHHOTO PAAMOIOrHYecKoro obcnemoBanus. Panmommuzarus Oblia
cTparuduimpoBana mo Bpemenu ynaBoenus [ICA (<6 mecsieB wiv >6 MeCsIeB) U B 3aBUCIMOCTH
OT IIPOBEJEHUS TAPI€THOM Tepanuy OCTEONPOTEKTOPAMHU B MOMEHT BKJIFOUEHHUS B UCCIIEJOBAHHUE.
[TarueHTsl, MoNMyyarolue JeyeHue, ObUIM pachpelesieHbl Mo TPyIMIaM Mo JeMorpaguuecKum
MoKa3aTeisiM U XapaKTepucThkam 3aboneBanus. CpeHUN BO3pacT MaIlMeHTOB COCTaBmI 74 rona
(ot 48 1o 95 ner), npu 3ToM 9% mareHTOB OBUTK B Bo3pacte 85 yeT wium ctapiie. 79% nanueHToB
IIPUHAJUIEKATIN K eBponieoniHON pace, 13% — k a3uarckoii pace u 3% — K HerpouHoM pace. Y
OompiuHCTBA NAneHToB (73%) olieHka 1o mkane [TTMcoHa Ha MOMEHT MOCTAHOBKU JHAarHo3a
paBHsiach 7 win 6osnee. Meauana Bpemenu yasoenust [ICA Owina 4,5 mecsna. 9% nanneHToB
Obl1a TpPOBEJEHA MPEIINIECTBYIOMIAsT OPXUIKTOMUS, 25% MaIlMeHTOB — TMPEAIIeCTBYIOMIAs
npoctardkToMus, U 50% MaIrueHToB MePEeHeCIn M0 KpaitHel Mepe ONH CeaHC JIy4eBOM Tepamnuu.
76% mannueHTOoB paHee MoJTydald Tepanuio Ooee, Y4eM OJHUM aHTUTOPMOHAJIBHBIM ITPETapaToM.
bonpmmucTBO manueHToB (69%) B MOMEHT BKIIIOUEHHS B HCCIEIOBAHHWE HMMENH IOKa3arelb
EGOC PS (mkana oueHkH TspkecTH cocTosiHus nanueHTta no BO3) pasubiil 0. [lanumeHTs! ¢
SNMIIETICUEN B aHaMHe3€ ObUIM JOMYIIEHBI K yYacTHIO B UcciiefioBanuu, U 12 mauuentos (0,21%)
ObUIM BKIIIOUEHBI B TPYIILY AapoIyTaMU/a.

[TarmenTsl mpopospkanu nonydare Tepanuto npenapatoMm HVYBEKA 1o BeiABieHus
IporpeccupoBaHus 3a0o0JieBaHUs, BBISBICHUS HEIOMYCTUMOIO YPOBHS TOKCHUYHOCTU WIIU
BbIOBIBAHUS U3 UCCIIEOBAaHUS. DKCIEPTHYIO OLIEHKY MPOrpeCCUpOBaHUs 3a001€BaHUS TPOBOAUIN
3aCJICIUIEHHO, IIEHTPAJIM30BAHHO, IIOCPEACTBOM BU3yaJIM3allMOHHBIX METONOB JUArHOCTUKU
(koMITBIOTEpHAsT TOMOTrpadus, MarHUTHO-pE30HAaHCHas ToMmorpadus, CUMHTUrpadus KocTe ¢

Tc99m).
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[TepBuuHO# KOHEYHOU TOYKOW A((HEKTUBHOCTH OblIa BBDKUBAEMOCTH 0€3 MeTacTa3upOBaHUS
(BBEM). BropuuHbIMH KOHEYHBIMU TOYKAMU SIBISLTUCH 00miasi BeDKHBaeMocTh (OB), Bpems 1o
IpOTpecCUpOBaHUs OOJIEBOTO CHHAPOMA, BpeMs JI0 Havaja MEepBOM IIMTOTOKCHYECKOW Teparuu
paka IpeJcTaTesIbHON *KeJe3bl U BpeMs J0 IEepBOro CUMITOMAaTUYECKOTO CKEIETHOTO COOBITHS.
CuMnTOMaTu4ecKue COOBITHSI CO CTOPOHBI KOCTHOH CHCTEMBI ONpENeNsINCh KaK IOSBIECHUE
OJIHOTO U3 CIEAYIOUIUX CIIy4yaeB: AUCTaHLMOHHAS JTydeBasl TEPAIUs C LEIbI0 00JeryeHus: KOCTHON
CUMITOMAaTUKH, HOBBIH CHUMIITOMATUYECKUM IaTOJIOTMYECKHUI MEpesoM, KOMIIPECCHs CIMHHOIO
MO3ra UM OPTOIEANYECKOE XUPYPIHUECKOE BMEIIATEIbCTBO, CBA3aHHOE C HAIMYUEM OITYXOJIH.
Tepanuss npemaparom HYBEKA mnpuBena K CTaTUCTHYECKHM 3HAYMMOMY YBEJIUYCHHIO
npopospkuTeibHocTH BBM 110 cpaBHeHuto ¢ mianedo (otHomenue puckos 0,413, p <0,000001).
Pesynbrarel ananusa uccienoBanust ARAMIS npusenens! B Tabnuie 5.

Pesynbrarhl aHasIn3a BeDKMBaeMOCTH O6e3 MeTacTasupoBanus (BBM) Obutu conoctaBUMBI BO BCeX
NOArpYMNIIax NalMeHTOB HE3aBUCUMO OT BpeMeHu yasoeHus [ICA, npeamecTByronieil TapreTHol
Teparnuyu OCTEONPOTEKTOPAMH WIH JIOKaJIM3aluu 3a0osieBaHus. JlONOJHUTENbHbIE OATPYIIIBI C
COMOCTAaBUMBIMH pe3yibraraMu aHanu3a BBM Obuin ompenenensl ucxons u3 ypoBHs IICA,
OLIEHKM TO IuKaje [7mcoHa Ha MOMEHT ITOCTaHOBKM JMAarHo3a, BO3pacra, reorpauueckoro
pEeruoHa, MCXOJHOro mokasatens obiecomarnueckoro craryca (PS) mo EGOC u xonuuecTtBa
IPEIIECTBYIOLUIUX KypCOB TOPMOHAJIBHOM Teparnuu.

[Tocne nepBuuyHOoro ananuza BBM, kak TONbKO pe3ynabTarhl UCCIEAOBAaHUS ObUIM PACKPHITHI,
nalMeHTaM Tpynnbl mianeéo ObUlo MperIokeHO OTKphIToe jedeHue npenaparom HYBEKA
(mepexpecTHbIi BapuaHT). M3 554 manueHTOB, paHAOMM3MPOBAHHBIX B Ipymnmy muianebo, 170
(31%) nauuentoB nepeuuin Ha jedeHue npernaparom HYBEKA. Ananu3 nokasarenst oOuieit
BBDKMBAEMOCTH HE OBLI CKOPPEKTUPOBAH C Y4YETOM BIHUSHUS (PAKTOPOB OTKPBITOrO MEpHona
uccienosannd ARAMIS.

Ha momeHT mnpoBeneHus ¢uHampHOro aHanuza Ttepanus mnpenapatom HYBEKA mnpusena x
CTaTUCTUYECKH 3HAUMMOMY YBEIMUYEHUIO MOKa3areis oOIell BBDKMBAEMOCTH 10 CPABHEHUIO C
rpynno# mianedo (Meauana OB He Obuta JOCTUTHYTa HU B OAHOM U3 TPYMI: OTHOIIEHHWE PUCKOB
0,685, p=0,003048). Takxe Tepanus npenaparom HYBEKA npuBena k yBeauueHHI0 BpeMEeHHU 10
nporpeccupoBaHusi 60sieBoro cuHapoma (otHomenue puckos 0,647, p=0,000008), Bpemenu 10
Hayaja MepBOM HUTOTOKCHYECKOW XuMmuorepanuu (oTHomieHue puckos 0,579, p=0,000044) u
MEPBOr0 CHMIITOMAaTHYECKOTO COOBITHSI CO CTOPOHBI KOCTHOU cHCcTeMBI (OTHOLIEHHE puckoB 0,484,
p=0,005294) o cpaBHeHUIO ¢ TUIA1E00.

Bce cratuctudeckue aHaIn3bl MMpOBOJAUIINCH HA MOJIHOM BBI60pKC aluCHTOB.
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Tabnuya 5. Oyenxa s¢ppexmuenocmu 6 uccieoosanuu ARAMIS

IMapamerpbl ounenku | KoamyecTBo coObITHI Menuana OTHomeHne
3 PeKTUBHOCTH (%) 95 % AN) puckos®
HYBEKA | ILnanedo® | HYBEKA Ilnane6o® (95 % JIN)
(N=955) (N=554) (N=995) (N=554) p (1BYycTOpOHHEE
3HAYEeHHe)
BrokuBaemocts  Oe3 221 216 40,4 mecsama | 18,4 mecsana 0,413
METacTa3upOBaHUS (23,1%) (39,0%) (34,3; H]I) (15,5;22,3) (0,314; 0,500)
<0,000001
OO6111ast BBLKHBa€MOCTD 148 106 HJI HJI 0, 685
(15,5%) (19,1%) (56,1; HII) (46,9; HI) (0, 553; 0, 881)
0, 003048
Bpewms mo 251 178 40,3 mecsua | 25,4 mecsna 0,647
MIPOrPECCUPOBAHUS (26,3%) (32,1%) (33,2;41,2) | (19,1; 29,6) (0,533; 0,785)
6oneBoro cuuapoma™ " 0,000008
Bpemss 10 Hauana 127 98 HJI HJI 0,579
MepBOi (13,3%) (17,7%) (HI; HT) (HI; HT) (0,444, 0,755)
LIMTOTOKCUYECKOM <0,000044
XMUMHOTEPATTHH
Bpemss 1o mepBoro HA HA 0,484
CUMIITOMaTHYECKOTO 29 (3,0%) | 28 (5,1%) (HI; HJT) (HJI; HIT) (0,287, 0,815)
CKEJIETHOI'O COOBITHS 0,005294

AW — noBepUTENbHBII HHTEPBA;
® — xumoyas 170 manueHToB, MEpenIeAlInX B OTKPHITYI0 (a3y HCCIeOBaHUs Ha JIUCHHE IMPernapaToM

JTApOITy TAMHU/T;

® — orHOWEHHUEe prckoB <1 B nonb3y npenapara HYBEKA;

® — nns mokasarenell BeDKMBaeMocTh 0e3 meractasupoBanus (BBM) u BpeMeHH 10 mporpeccupoBaHUS
00JIeBOr0 CHMHIpPOMA aHaJIN3, BBHINOJHEHHBIH HAa MOMEHT JOCTIDKEHHMSA INEPBUYHON KOHEYHOH TOUKH,
CUMTAETCSI OKOHYATEIIbHBIM;

" —OIIEHKa BBIPAXEHHOCTH OOJIEBOTO CHHIpPOMA MPOBOAMIIACH HA OCHOBAaHHWU OIPOCHUKOB, 3aIIOJIHEHHBIX
MAIUEeHTaMU;

H/I — He gocTurnyro.

Ha Tepanuun npenaparom HYBEKA no cpaBHeHuMI0 ¢ rpymnnoii miaanedo oTMedanoch yBeIUUYEeHNE
BbDKMBaeMocTH Oe3 mporpeccupoBanus (BBII, mennana 36,8 orHocutensHo 14,8 Mmecsues,
otHomeHue puckoB 0,380, p <0,000001) u BpemeHnu 1o mporpeccupoBanus ypoBHs I[ICA

(memuana 29,5 oTHOCHTENBHO 7,2 MecsleB, oTHomeHue puckos 0,164, p <0,000001).

Ippexmusnocmo u bezonacHocmo y nayueHmos c Memacmamuieckum
20PMOHOYYBCMBUMENbHBIM PAKOM npedcmamenbHotl dcenesvl (vl YPIDK)

OddextuBHOCT U Oe3omacHocTh Tpernapara HYBEKA B komOuHaimu ¢ JolieTakceaoM
OIICHMBAJIACh B MHOTOIICHTPOBOM, JBOWHOM CIIETIOM, IUIaIe00-KOHTPOIUPYEMOM HCCIIEIOBAHUN
IIT a3l (ARASENS) y manuentoB ¢ MI'YPIDK. B ob6meit cioxuoctu 1305 nmanueHToB ObLIN

PaHIOMU3UPOBaHbI B cOOTHOWIEHUH 1:1 myst mpuema 600 mMr naposiyTamuaa NepopajibHO J1Ba pasa
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B cyTku (n=651) mam mnane6o (n=654) omHOBpeMeHHO ¢ 75 Mr/M? joleTakcena B TeueHHe 6
uKiIoB. Jleuenne npenapatom HYBEKA wmn mumane6o npogomkanocs 10 CHMOTOMAaTHYECKOTO
IPOTPECCUPOBAHUS 3a00JIEBAaHUsI, M3MEHEHHs] MPOTHUBOOIYXOJIEBOW TEpanmuH, BO3HUKHOBEHHS
HENpUEeMJIEMOW TOKCUYHOCTH, CMEPTH WM OTMEHbl Mpemnapara. Hamuume u jokamuzanus
METacTa30B OLIEHHWBAJIOCH IPU MOMOIIM HE3aBUCHMOTO IIEHTPAIM30BAHHOTO PaIOIOTHYECKOTO
oOcnenoBanus. [laliMeHTHI TOJNBKO C MOPaXEHHWEM PErMOHAPHBIX JuMpaTnyeckux y3noB (MO)
ObUIM HCKJIIOYEHBI U3 HuccienoBaHus. Panpommsanus Obuia cTpaTU(HUIMPOBAaHA 1O CTEIEHU
3a0oeBaHus (METacTa3bl TOJIBKO B OTHAlIEHHBIX JuMparndyeckux y3nax (M1 a), meractassl B
KOCTHOM TKaHM C MeTacTa3aMH B JIMMQaTHIYECKUX y3Jax win 6e3 Hux (M1b) unu meractasbl BO
BHYTPEHHUX OpraHax ¢ MeTacTa3aMu B JIMM(aTHUECKUX y3Jax Wiu 06e3 HuX Jubo ¢ MeTacrazaMu
B KOCTHOHM TKaHU win 6e3 Hux (Mlc)) u no ypoBHio menodnoit pocgarassl (< WM > BEPXHETO
npesena OT HOpMaJdbHOTO 3HAUEHHs1) B HaYalle UCCIICAOBaHUS.

[TarueHTHl, BKJIIOYEHHBIE B HCCIEAOBAaHUE, OBUIM paclpeleieHbl M0 TpyNmnaM 10
neMorpagruecKuM IMoKa3aTessiM U XapakTeprcTukam 3aboseBanus. CpeHUi BO3pacT MalieHTOB
coctaBui 67 siet (auanazon 41-89), 0,5% nanneHToB ObLTM MaMeHTHI 85 €T u crapiie. PacoBoe
pacnpeznenenue Obuio cienyrommm: 52% eBporneonaoB, 36% asuatoB u 4% HETrpOUIOB.
BoNbIIMHCTBO MalMEHTOB MMENH OLEHKY IO Inkajie [TucoHa 8§ Wiu BhIlIE TIPU JUATHOCTHKE
(78%). 71% mnanumentoB umenu ECOG PS pasusiii 0, a 29% nammentoB — ECOG PS paBnbiii 1.
N3 Hux 86,1% nanneHToB ¢ HOBBIMU cllydasiMu 3a0osneBanus, a 12,9% — ¢ peuanBupyOIMUMH.
Ha momenT BKiI0YeHUS B ucciieqoBanue 3% mamueHToB umenn Mla, 79,5% — Mlbu 17,5% —
Mlc; ypoBens mienoqnoit ocgarassl coctaBmi < BepxHeil rpanuisl HopMel (BI'H) ms 44,5%
naiueHToB U > BI'H mns 55,5% mnaumenroB; mennana ypoBHs [ICA Ha uMcXOnHOM JMHUU
coctaBuia 30,3 ar/mi u 24,2 ur/mna quist rpynnsl HYBEKA / mnarie6o coorBeTcTBeHHO. [TanneHTs!
C SMWIENTHYECKUMH MPHUIAJKaMHU B aHaMHe3€ ObUTH JIOMYIIEHbl K YYacTUIO B MCCIEA0BaHUH, 4
nanuenTa (0,6%) 6sum BritoueHsl B rpynny HYBEKA + nouerakcen.

[TepBruHOI1 KOHEUHOM TOUKOM AP PeKkTUBHOCTH siBIsUIack OB. BTopuuHbIMY KOHEYHBIMU TOUKAMU
apisiich Bpems 10 KPPIDK, Bpems 1o nporpeccupoBanust 00J1€BOro CUHAPOMA, BBKUBAEMOCTD
0€e3 HaCTYyIMJIeHUs CUMITOMAaTHYECKOTO SIBJIEHUS CO CTOPOHBI KOCTHOM CHCTEMBI, BpeMs J10 IEPBOTO
CHUMIITOMaTHYECKOTO CKEJIETHOIO COOBITHSI, BpeMs J0 IEpPBOr0 NPUMEHEHUS MOCieaAyIonen
IIPOTHUBOOIYXOJIEBOW Tepamnuu, BpeMsl A0 YXyAIIeHHS (U3NYECKUX CHMIITOMOB, CBS3aHHBIX C
3a0o0JieBaHUEM, a TAKXKE BpeMs JI0 Hauajla MPUMEHEHHs ONTMOUJIOB B TEUEHHE >7 JHEW MO,
87,6% u 85,5% manueHToB MOJY4YUIIN MOJTHBIE 6 HUKIIOB AoleTakcena, u 1,5% u 2,0% naiueHToB
HE TOJy4ald JOLeTakced B TPyNIe JapoidyTaMuj + JOIeTakcen W Iuianedo + Jorerakceln

COOTBETCTBCHHO.
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Craructruecku W KIMHMYECKM 3HauuMoe yaydmeHue OB ¢ 32,5% ymeHbnieHueM pucka
HACTYIUICHHS JIETAILHOTO Hcxoa (oTHomeHue puckos 0,675, p < 0,0001) Habnronanock B Tpyrime
HYBEKA + nmomerakcen B CpaBHEHHWH C Tpymmod mianedo + momerakcen (cM. tabmuiy 6).
Pesynsratet OB cooTBeTCcTBOBaNIM MO BCEM MOATrPYNIAM MAIMEHTOB, BKJIIOYas MOJAIPYIIIIbI
crparudukanum (CTerneHb 3a001eBaHUs U YPOBEHb MIEIOYHON (pocdaTasbl).

Crnenyromue BTOpUYHBIC KOHEYHBIE TOUYKH d(()EKTUBHOCTHU MOKA3IM CTATUCTUYCCKU 3HAYNMOE
npeumMyliecTBo B noib3y npenapata HYBEKA: yBennuenue Bpemenu 1o KPPIDK (otHomenue
puckoB 0,357, p<0,0001) u BpeMEHH A0 MEPBOTO CUMITOMATHYECKOTO CKEJIETHOTO COOBITHS
(otnHomenne puckoB 0,712, p=0,0081), 3amepkka BpeMEHH 1O TIEPBOTO MPUMEHEHUS
MocCjenyIoleld MpOTUBOOIYX0JIeBOM xumuorepanuu (otHomenue puckoB 0,388, p<0,0001), a
TaKK€  CYIIECTBEHHOE  YBEJIMYCHHME  BPEMEHUM  BBDKMBAEMOCTH  0e€3  HACTyIUICHUS
CUMITOMATHYECKOTO CKEJIETHOTO coObITHS (oTHOIIEHHE puckoB 0,609, p<0,0001, cm. Tabmuiy 6).
[IporpeccupoBanue OOJIEBOTO CHHIpPOMAa OIICHUBAIU C UCIHOJIB30BAaHHUEM KpPaTKOW (OpMbI
OMPOCHUKA OIICHKM WHTCHCHBHOCTH OONM HA OCHOBaHMHM WH(OpPMANNU, TOIYyUYEHHOW OT
NAIMEHTOB, OHO ONPENEISIIOCh KaK YXyAIIEHHUE M0 MEHbIlEeH Mepe Ha 2 Oaia B CpaBHEHUH C
HUOKHUM TIPEENIOM U Hayajao MPUMEHEHUS! OMHOUIOB KPaTKOTO WM JJIUTEIHLHOTO ASUCTBUS IS
nedeHus: 6omu B TeueHue >7 aHer moxapsa. CTaTUCTHUECKH 3HAYMMas 3a/iep)kKKa M0 BPEMEHU
porpeccupoBanus 0ojieBoro cuHapoma (otHomenue puckoB 0,792, p=0,0058) nabnronanace y

nanueHToB B rpynne HYBEKA + nonerakcen B cpaBHeHHH ¢ TPyMIoi mianedo + AoneTakcel.

Tabnuya 6. Oyenka s¢ghgpexmusnocmu 6 uccreoosanuu ARASENS

[Mapamerpol ounenkn | Ymucao (%) nanueHToB, y Menunana B Mecsax OtHolenne
3¢ peKTHBHOCTH KOTOPBIX 3aPeruCTPHPOBAHO 95 % AN) pucKoB’
coObITHE 95 %
HYBEKA + | Ilnane6oo + | HYBEKA + | Ilmanme6o + | AOBepUTeNbHbIN
JoHeTaKcea | JOHETAKCed | JoHeTaKces | Aomerakcesn | MHTEPBAI [AH])
p
(N=651) (N=654) (N=651) (N=654)! (onHOCTOpOHHEE
3Ha4Yenne)’
Oomas 229 (35,2%) | 304 (46,5%) HA 48,9 0,675
BBIKHBAaEMOCTh (HO, H) (44,4, HN) (0,568, 0,801)
<0,0001
Bpems no KPPITXK 225 (34,6%) | 391 (59,8%) HA 19,1 0,357
(HIO, HI) | (16,5,21,8) (0,302, 0,421)
<0,0001
Bpewms 1o 222 (34,1%) | 248 (37,9%) | HJ (30,5, 27,5 0,792
MIPOrPECCUPOBAHUS H) (22,0, 36,1) (0,660, 0,950)
6oeBoro cuHapoma’ 0,0058
BepkuBaemocts  0e3 | 257 (39,5%) | 329 (50,3%) | 51,2 (47,1, 39,7 (36,0, 0,609 (0,516,
HACTYTUICHUS HIO) 42,3) 0,718)
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CHUMIITOMATHY€CKOI'O <0,0001
SIBJICHUS CO CTOPOHBI

KOCTHOM CHCTEMBI

Bpemss 1o mnepsoro H HA 0,712
CUMIITOMATUYECKOTO 95 (14,6%) 108 (16,5%) (HA, HD) (HI, HIT) (0,539, 0,940)
CKEJIETHOI'O COOBITHS 0,0081
Bpems 1o mepBoro | 219 (33,6%) 395 HI 25,3 0,388
TIPUMEHEHUS (60,4%) (HO, HIT) (23,1, 28,8) (0,328, 0,458)
nocieayromei <0,0001
[POTHUBOOIYXOJIEBOU

Tepanuu

' Onun namuenT B rpymmne miane6o 6bUT HCKIFOUEH U3 BCEX aHAJIU30B.

2 OtHomenue puckos < 1 B monk3y npenapara HYBEKA.

3 Ha ocHoBe cTpaTuduuupoBaHHoro log-rank p-3HaueHus.

* OueHKa ¢ MOMOMIBIO COKPANIEHHON (POPMBI KPATKOTO ONPOCHUKA OLEHKH OO M HAYAI0 MPUMEHEHHS
OTIHOUI0B KOPOTKOTO HMJTH UTUTEIHHOTO NEHCTBHS IS JIedeHnus 6on B TeueHne >7 aaeit noapsa KPPIDK.
H/I — He gocturnyTo.

ITokazarenp KayecTBa MW3HHU, CBSI3AHHOTO CO 3J0POBBEM, COXPAHSJICA BO BpPEMs JICUEHHUS Y
MAlMEeHTOB B 00€UX IPyIINax, KOTOPBIA OLICHUBAJIH C UCIIOJIb30BaHUEM OlpocHUKa HarmonanbHoM
CETU MHOTOMPO(UIBHBIX OHKOJIOTUYECKUX YUPEKACHUH/PYHKIIMOHAIbHAS OIICHKA TepaIiy paka
npencrarensHoi xenessl, uaaeke 17 (NCCN-FACT FPSI-17).

Tepanus npenapatom HYBEKA + nouerakcen nprBesna K KIMHUYECKU 3HAYUMBIM 3aJI€p>KKaM 110
BpEMEHHU JI0 Havajia MPUMEHEHHUs OMHOUJIOB B TEUEHHME >7 AHEH Moaps] (OTHOIIEHHUE PUCKOB
0,688, 95% AU, 0,523-0,906).

bonee anurenpHOe Bpems mo mporpeccupoBanus [ICA y marueHTOB HaOIIONaIM B TPYIINE
HYBEKA + fouierakcen B CpaBHEHUH ¢ TPYMION mianedo + goierakcen (MearnaHa He TOCTUTHYTa

/ 22,4 mecsia, oTHotieHue puckos 0,255).

5.2. dapmMakoKHHeTHYeCKHe CBOICTBa

Oo0as nadopMarmsg

Haponytamua cocTouT u3 AByX auactepeomepoB [(S, R)-maponyramun u (S, S)-maponyramun],
KOTOpBIE B3aWMHO TMPEBpAIIAIOTCS APYyr B Jpyra IOCPEACTBOM 00pa3oBaHUS OCHOBHOTO
MUPKYIUPYIOIIET0 MeTaboIuTa KeTO-AapoidyTaMua. In vitro Bce TpU BEIIECTBAa MOKA3bIBAIOT
CXOXKYyH0 (hapMaKOJIOTUYECKYI0 aKTUBHOCTh. JlapomyTamul TMJIOXO PACTBOPHUM B BOIHBIX
PacTBOPUTEISAX MPHU IIUPOKOM JIHANA30HE 3HaYeHU pH M, Kak mpaBuio, Jydille pacTBOpsieTcs B

OpTaHUYCCKUX PACTBOPUTCIIAX.

20



AOGcopOnus

HauGonpiiee 3HaYeHHEe MUKOBOTO YPOBHS JapoiyTaMuaa B IiazMe cocraeiser 4,79 wmr/n
(koadpdurnment m3menunBoctu 30,9%) u mocturaeTcs MPUONM3UTEIBHO 4epe3 4 yaca IMocie
nepopaiabHoi 110361 nmaponyTamuga 600 mr (2 tabmerku mo 300 wmr). CoOTHOIIEHHE IBYX
nuactepeoMepos, (S, R)-maponyramuna k (S, S)-maponytaMuay, H3MEHSIIOCh OT COOTHOIICHUS 1:1
B TaOJIETKE 10 COOTHOIICHHUS MpuOIu3nuTenbHo 1:9 B mna3me Ha ocHoBanuu aanHbix AUC (0-12)
B PaBHOBECHOM COCTOSIHUU. PaBHOBECHOE COCTOSIHME AOCTUraeTcs 4epe3 2—5 OHeH mocie
NEPOPaAILHOTO MpUEMa IapoTyTaMHUa J1Ba pa3a B CyTKU OAHOBPEMEHHO C IPUEMOM IHUIIIH.

AOcomoTHass OmomoctymHocTh TabieTku mpenapara HYBEKA, copepxkameit 300 wr
JapoiyTamMuaa, TIpH IEepopaIbHOM IpPUEME HATOIIAK cocTaBiseT npudnusurensbHo 30% mo
CPaBHEHUIO C BHYTPUBEHHOM HWHBEKIMEH paponyramunaa. [lpm mnpueme nmapoisyramuna
OJIHOBPEMEHHO C MIPUEMOM MUIIHM OMOJOCTYIHOCTh YBenuunBanack B 2,0-2,5 paza. AHaIOTUYHO
OTMEUAJIOCh YBEIMYEHHE KOHIIEHTPAIlMM OCHOBHOTO METa0oiIuTa JapoiyTamMuaa — KeTo-

JaposyTaMHa.

Pacnpenenenne

[Tocie BHyTPUBEHHOTO BBEICHUS KOXKYILUICS 00beM pacripeereHns JapoayTaMuia COCTaBIsAeT
119 n. Oro yka3blBaeT Ha IIMPOKOE pACHpelesieHHe JapolyTaMuja BO BHYTPHUKIETOYHOM U
BHEKJIETOYHOM IIPOCTPAHCTBE.

Japosytamu cBsizbIBaeTCs ¢ OeIKaMu IJ1a3Mbl KPOBU PaBHOMEPHO U yMepeHHO (92%), pa3znuuus
MEXIY JByMs AMAacTepeOMEpaMH HE BBIABIEHO, TOIJa KakK CBA3b C OelKaMu IUIa3Mbl €ro
OCHOBHOI'O METa0O0JIMTa KE€TO-1apoTyTaMHia BbICOKas U cocTaBisieT 99,8%.

[IponukHOBEHHE JnapojiyTamMuga uepe3 reMarodHiedanuyeckuii Oappep B KIMHUYECKHX
HCCJIEIOBAHMSIX HE U3y4yalock. TeM He MeHee, KOHIIEHTpaluUs JapoyTaMiia B TOJIOBHOM MO3Ie
Ha ocHoBaHuu 3Ha4yeHuss AUC (0-24) sBisiercst oueHb HU3KOW U coctaBisieT 4,5% OT ypoBHs
KOHIIEHTpAllUU B IIJIa3Me€ KPOBH Yy KPBIC IOCJIE OJHOKpAaTHOro BBeAeHUS U 1,9-3,9% y Mbluein
nocjie TOBTOPHOTO BBEAEHHA. OTO YKa3bIBa€T HA HHU3KYIO CTENEHb IPOHUKHOBEHUS
JapoilyTaMiua 4yepe3 reMarosHuedanndyeckuii 6apbep y KpbIC U MBIIIEH, a TaKKe Ha HU3KYIO
BEPOSTHOCTh IPOHUKHOBEHUS KJIMHUYECKH 3HAYMMOrO KOJIMYECTBA JapoilyTaMuja dYepes

HGHOBpe)KI[CHHHﬁ FeMaTOBHI_Ie(I)aJII/I‘leCKI/Iﬁ 6apLep Y 4YCIIOBCKaA.

buorpancdopmarms

Nuactepeomepsl (S, R)-maponayramun u (S, S)-maponyTamMu  CIOCOOHBI K B3aUMHOMY
NPEBPAIIECHHUIO TIOCPEICTBOM 00pa30BaHMs TPOMEKYTOUHOTO METabOINTa KETO-IapOoTyTaMHU 1A C

NPEeUMYIIECTBEHHBIM 00pa3oBaHueM (S, S)-naponyramuna.
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TTociie OHOKPATHOTO TIEpOPaEHOTO IPHUEMa pacTBopa, cojepxkarero 300 mr *4C-naponyramuna,
OCHOBHBIM METa0OJUTOM SIBIISJICS KETO-TapOJIyTaMuJI, KOTOPBIA WMEN OOIIYI0 IKCIO3UIINIO B
1a3Me MpUOIM3UTENHHO B 2 pasa BhIIIE, 4eM Y AapoiyTamuaa. Ha momro napoinyraMuia u KETo-
JApoNyTaMU/a B MIa3Me NPUXOAMIoch 87,4% pamuoakTHBHOTO yriaepona “*C, 4to yka3siBaeT Ha
BTOPOCTETIEHHOE 3HAUCHUE APYTUX METa0OJIUTOB.

B ocHOBHOM mapostyTamui METa0OJIU3HPYETCS MyTEM OKUCIICHHSI, OMOCPEIOBAHHOTO TJIABHBIM
obpazom m3opepmentom CYP3A4, a Takke myTeM MPsIMOrO TIIOKYPOHUPOBAHHMS,
OTIOCPEIOBAaHHOTO MpEeuMyIecTBeHHO ypuauHaudochar-rimrokypormnrpanchepasoi (YID-I'T)
1A9 u YAO-I'T 1ALl Takxke ObUIO YCTaHOBIJICHO, YTO PEAYKIHS KETO-IapojiyTaMuja a0
JTUACTEPEOMEPOB B TMEPBYIO Odepelb Karaaum3upyercs wu3ohopMaMu aiabJI0KETOPETyKTa3bl

AKP1C.

OIUMUHALKA

[lepuon monyBbIBEACHHUS NapoidyTaMUAa U €ro MeTaboiura KeTo-JapoidyTaMuia M3 IUIa3Mbl
cocrapisier okono 20 uacoB. DddektuBHbI mepuon mnonyssiBeneHus (S, R)-maponyramuna
SIBIIIETCSL 00JIee KOPOTKUM U COCTaBISIET 9 4acoB MO cpaBHEHUIO C d(H(HEKTHBHBIM NEPHOIOM
HOJTyBBIBEICHHS AHacTepeomepa (S, S)-maposryramu, paBHOro 22 4acam.

Knupenc naponyramuia nocjiae BHyTPUBEHHOTO BBeaeHUs Obl1 paBeH 116 mu/mun (KU: 39,7%).
Bcero 63,4% BemiecTB, CBSI3aHHBIX C MMPENApaTOM, BRIBOJUTCS ¢ MOYOU (MPUOIU3UTETHHO 7% B
Hen3MeHHOM BHjE), 32,4% — uepe3 kumeyHuk. boiee 95% monmyyeHHO#N 103bI BBIBOJIUTCS B

TeyeHue 7/ JHEH I10C/IE€ BBEACHMS.

JIunelHOoCTh (HENMHENHOCTD)

[Tocne onmHokpatHOrO mMpuema gaponyramuyaa B 1o3e or 100 mr go 700 Mr B paBHOBECHOM
COCTOSTHUM KOHIICHTpAIlMM JIBYX €ro JUacTepEeOMEpPOB M OCHOBHOTO METa0OJHMTa KETO-
JapolyTaMHuaa JIMHEWHO BO3pAcTalOT MPAKTUYECKH MPOMOPIHOHANBHO J03e. HackimenHas
abcopOuusa mpu mpueMe aapoinyTtamuaa B go3e 900 Mr nBa pasa B CYTKM HE MPUBOAMIA K

JlaJbHENIIEMY BO3PACTAHUIO €r0 KOHIIEHTPALUH.

IToyeyHas HETOCTATOYHOCTD

B xnuHHMYeckOoM (papMaKOKMHETUYECKOM MCCIIEOBAHUU Y TMALlMEHTOB C TSKEJIOW CTENeHbIo
noueuHoii Hegocratrounoctn (pCK® 15-29 mn/mun/1.73 M?) oTMedanock moBbIIeHHE Cmax H
AUC B 2,5 u 1,6 pa3a mo CpaBHEHWIO C COOTBETCTBYIOIIMMH TIOKA3aTEISIMA Y 30POBBIX
JI0OPOBOJIBIIEB.

Pe3ynbraThl NONYJISAIMOHHOTO (papMaKOKHMHETHYECKOT0 aHAJIM3a Y AllMEHTOB C JIETKOM, cpeaHen

¥ TSKETION CTeneHbio Hapymenus Gyrkimu nodek (pCK® 15-89 mn/mun/1.73 M?) yka3biBaloT Ha
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yBenudeHue koHmeHTpauii Cmax 1 AUC B 1,1, 1,3 u npubimsutensHo B 1,5 pa3a mo cpaBHEHHUIO
C MalMeHTaMu ¢ HOpMabHOHN QyHKIMEH mouek. @apMakOKMHETHKA 1aposlyTaMua y MalueHTOB
C TEPMUHAJIBHOMN CTENEHBIO I0YEYHOU HEAOCTATOYHOCTH, HaXoAsmuxcst Ha reMoaunanuse (pCK®

<15 mu/mun/1,73 M?), He n3ydeHa.

IleyeHOYHAS HEAOCTATOYHOCTD

B xnmHHMYeckoM (hapMaKOKMHETHUYECKOM HCCIEIOBAHUM Y HEOHKOJIOTMYECKUX MAIlMEHTOB CO
CpeIHel CTeNeHbIO MeUYeHOYHOM HelnocTaToyHoCcTH (Kinace B mo knmaccuduxanum Yaiina-I1er0)
CpelHsii MaKCHUMallbHash KOHLEHTpauus B IuiasMe KpoBH (Cmax) M IUIOIIAAL IO KPHUBOMU
«xoHneHntpanuss — Bpemsi» (AUC) mapomyramuaa Obutk moBbiieHsl B 1,5 u B 1,9 pasa mo
CpaBHEHHIO CO 3J0POBBIMU T0OPOBOJIbIIAMHU. [laHHBIE O TPUMEHEHHUH 1apoIyTaMUIa y MalueHTOB
C TSDKEJIOH CTeNeHbI0 eueHOYHOH HenoctaTouyHocTH (kiace C no knaccuduxanuu Yaina-I1s0)

OTCYTCTBYIOT.

JInia mo)Kujaoro Bo3pacra

VY nanuenToB B Bo3pacte 41-95 set He HaOMIOIAIOCH 3HAUMMBIX Pa3IHuuil B (hapMaKOKHHETHKE

JaposyTaMHa.

OTHUYECKas NPUHAICKHOCTD

He BbISBICHO KIMHUYECKH 3HAYMMBIX pazauuuil B (apMaKOKMHETUYECKUX IapaMeTpax
JapoilyTaMy/ia y MAIlMeHTOB €BPOIECOHIHON, a3UAaTCKOW, HETPOUIAHON WK adpoaMepUKaHCKOU

THUYECKON IIPUHAIIECKHOCTH.

eTH
bezonacnocts u 3pdextuBHOCTh Npenapata HYBEKA He u3yuanuce y feteit U moapocTKOB 10

18 ser.

6. ®APMAIIEBTUUYECKHUE CBOMCTBA

6.1. IlepeyeHb BcIOMOraTe/bHbIX BellleCTB
Kaiblus rugpodocdat

KPOCKapMeJu103a HaTpHsl

JAKTO3bI MOHOTH/IPAT

MarHusi creapat

nosuoH K 30

Inenoynas obonouxa (nax denviii):
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runpomesiosa 15 cP
JIAKTO3bI MOHOTHpAT
makporoi 3350

tutana quokeun (E 171)

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpox rogHocTH (CPOK XpaHeHUsl)

3 roxa.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH PH XPAHEHUH

Xpanuts 1pu remreparype He Boie 30 °C.

6.5. Xapakrep u conepkaHue MEPBUYHONH YIAKOBKH
ITo 16 Tabneroxk B Omucrepsl n3 An/IIBX. 7 OGiuctepoB BMECTE€ ¢ JUCTKOM-BKJIAIBIIIEM B

KapTOHHYIO ITa4Ky, HMCIOIIYKO KOHTPOJIb IEPBOT'O BCKPBITUA.

6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH YHHYTOKEHHH HCMOJIbH30BAHHOTO
JIEKAPCTBEHHOI'0  Mpemnaparta WIM OTXO0J0B, TMOJY4YEHHBIX [OCJe NpPUMeHEHUs:
JIEKApPCTBEHHOT0 Mpenapara u JApyrue MaHUIMyJISIUM C PenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUS
baiiep AT, Kaitzep-Bunbrensm-Amee, 1, 51373 Jlesepkysen, ['epmanus

Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

7.1. IlpeacraBuTesb AepsKaTesisi pETHCTPALMOHHOIO YI0CTOBEPEeHUs!

[Iperen3un norpedUTENEH HAIPABIATE 110 aIPECY:

B Poccuiickou @edepayuu:

AO «BAMEP»

107113 Mockga, 3-s Peiounckas yi., 1. 18, ctp. 2, Poccust
Ten.: +7 495231 12 00

B Pecnybauke Kazaxcman:

TOO «baiiep KA3»

050057 Anmartsl, yn. TumupsizeBa 42, mas. 15, oduc 301
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ten. +7 727 258 80 40
B Pecnybnuxe Benapycy:
220089, r. MuHck, np. JI3epxxkunckoro 57, nomenienue 54

Tenedon: +375 17 239 54 20

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSI JIIT Ne(007078)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIMU (MOATBEPKJIEHUS PETUCTPAIINY,
MNEPEPET'UCTPALIUN)
Jara nepBoii peructpamuu: 01.10.2024

10. JATA IEPECMOTPA TEKCTA
O6mas xapakrepucTuka jJekapcrseHHoro npenapara HYBEKA noctynna Ha nH(oOpMamoHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOT0 COI03a B MH(POPMAIIMOHHO-KOMMYHHUKAIIUOHHOW CETU

«UuTepuer» https://eec.eaeunion.org.
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