COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 04.06.2024 N= 11053
(MOCNEOCBATENEHOCTE 0001)

NHCTPYKHHA
1O MEJUILIMHCKOMY ITPUMEHEHHWIO JIEKAPCTBEHHOI'O ITPEITAPATA

BOJIMBPUC
PerncrpanuoHHblii HOMep:
Toprosoe HaumeHoBanue npenapara: Bonuopuc.
MexayHapoaHOe HENATEeHTOBAHHOE HAUMEHOBaHMe: aMOpH3EHTAaH.

JlekapcTBeHHast popma: TabIETKH, TOKPBITHIE IJICHOYHON 00OJIOUYKOM.
COCTAB

1 TabneTka COEPIKUT:

KoanyecTBoO, Mr
HaumeHoBaHue KOMIIOHEHTOB
Jdo3upoBka 5 mr ‘ Ho3uposka 10 mr
leticmsyrowee seurecmso
AMOpu3eHTaH 5,0 10,0
Bcnowoecamenvuvle sewgecmsa
JlakTO3BI MOHOTHIPAT 95,0 90,0
[enmrono3a MUKpOKpHUCTATUTNYECKAs 35,0 35,0
Kpockapmenno3a Hatpust 4,0 4,0
Maruus creapar 1,0 1,0
Ilnenounas obonouka
Omnanpaii 11 po3oBbiii 7,0 -
Omnanpaii I1 kpacHbIi - 7,0
OO6mras Mmacca eIMHUIIBI TO3UPOBAHUS 147,0 147,0
CocTaB IIEHOYHOI 000JIOYKH:
IBer Kon HayumeHnoBaHue KOMIIOHEHTOB KoaunuectBo, %
Onanpaii®

Coupr  NOJMBUHWIOBBIN YaCTUYHO 44,00

TUIPOIM30BAHHBIHN

Tansk 20,00
Po3oBEIi Omnappaii 11

P Tutana muokeun (E171) 18,65
Maxporon 3350 12,35
Jlenutus coesslii (E322) 3,50
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Onanpaii®

Jlak amOMUHHUEBBII HA OCHOBE KPACHUTEIS 1,50
KpacHoro oyaposareiabHoro (E129)

Cnupr  NOJAMBUHWIOBBIM ~ YacTUYHO 44,00
TUAPOIN30BAHHBIN

Tanpk 20,00
Turana quokeuy (E171) 13,74

Kpacusbiii | Onanpaii 11

Makporon 3350 12,35
Jlenutus coesslii (E322) 3,50

Jlak antOMUHUEBBIA HA OCHOBE KPACUTENS 6,41

KpacHoro oyapoBarenasHoro (E129)

OIIMCAHHUE

Tabnemxku, noxpvimvle NIEHOYHOU 000NOUKOU, 5 Me. KBaJpaTHBIC, TBOSIKOBBITYKIIbIE TaOIETKH,
MOKPBITHIE TJIEHOYHOW 0OOJIOUKOI CBETIO-pPO30BOIO I[BETA; HA OJHOW CTOPOHE BBHITPABHPOBAHO
«GS», na npyro#t cropoae — «K2Cy», 6e3 aedopmannu 1 U3MEHEHUH I[BETA.

Tabnemku, nokpvimule nieHouyHou oboonoukot, 10 me: OBalIbHbIE, NBOSIKOBBINYKIIbIE TaOIEeTKH,
MTOKPBITHIC TUICHOYHOM 00O0JIOUKON TEMHO-PO30BOTO I[BETA; HA OAHOW CTOPOHE BBHITPABUPOBAHO
«GS», Ha npyroii cropone — «KE3», 6e3 nedopmarnu 1 M3MEHEHHUI 1IBETA.

OPAPMAKOTEPAIIEBTHYECKAS I'PYIIIIA

AHTUTHIIEPTEH3UBHBIE CPEICTBA; IPYrHe aHTUTUIIEPTEH3UBHbIE CPEJCTBA; aHTUTUIIEPTEH3UBHbIE
CpeICTBa JUIsl JISUCHHUS JISTOYHOU apTepHalIbHOM TUIepTeH3UN.

Kon ATX: C02KXO02.
®APMAKOJIOTTYECKHUE CBOMCTBA
dapMaKkoIMHAMHKA

Mexanusm oeticmeus

AMOpU3EHTaH SIBJSICTCS aHTarOHKMCTOM PELIENTOPOB DHIOTENIMHA KJIacca MPOIAHOBON KHCIIOTHI,
CEJICKTUBHBIM B OTHOIIICHHH perenTopoB sHporenuHa noarumna A (ETa), akTUBHBIM Ipu niprieMe
BHYTpPb. DHJIOTEJIMH WUIPAeT 3HAUUTENBHYIO POJIb B MAaTO(U3UOJIIOTUU JIETOYHON apTepuaIbHOU
runieprensuu (JIAT).

e AwmOpuzentan Onokupyer ETa-penentopsl, pacrojioXXeHHble NPEUMYIIECTBEHHO Ha
MIOBEPXHOCTH IJIAJKOMBIIIEYHBIX KJIETOK CTEHOK COCYIOB M KapAMOMHMOLUTOB. ITO
MIPENOTBpallacT  DHAOTEIUH-ONOCPEJOBAHHYIO  AKTHBALMKO  CUCTEM  BTOPUYHBIX
MECCEHJIKEPOB, KOTOpasi IPUBOIUT K BA30KOHCTPUKIIMU U MPOosHdepaluyl TIaAKOMbIIIEYHbIX
KJIETOK.
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o CelleKTUBHOCTh aMOpH3€HTaHa B OTHOMICHUU 'lﬁ%;agi%gﬁ%ﬁggnhycgpgﬂ};&&lé c

peuentopamu 3H0TenuHa noaruna B (ETg), kak oxupaercs, cOXpaHseT ONOCPEAOBAHHYIO
ETg-penentopaMu npogyKLUUIO Ba30JUIATaTOPOB (OKCHIA a30Ta U MIPOCTALMKIINHA).

[Tpumenenrne aMOpHU3eHTaHa MPUBOIUT K CYIIECTBEHHOMY TOBBIIICHHIO CEPACYHOTO MHACKCA Y
naruenTos ¢ JIAT.

AHanu3 pe3yJabTaToB IMJIale00-KOHTPOIMPYEMBIX UCCIEA0BaHUMN MOKAa3all, YTO MPH NPUMEHEHUH
amMOpH3eHTaHa BHYTph B TeueHHE 12 HeJenp oTMedaeTcs ylmydlleHne (GyHKIIMOHAIBHOTO Kiacca
no kimaccuukanuum BcemupHoW opranmsammm 3apaBooxpanenusi (BO3) B kxoppemsuuu co
CHIDKEHHEM KOHLleHTpauuu B-Harpuitypernueckoro nentuja (BNP).

Onexmpodghuzuonoeus cepoya

Bnusnue amOpuszentana Ha ckoppektupoBaHHbIM wuHTepBan QT (QTc) oueHuBanum B
PaHIOMU3UPOBAHHOM I1J1alle00-KOHTPOIUPYEMOM HCCIEIOBAaHUM B MapaJJICNIbHBIX TpyIax.
310poBBIe TOOPOBOJIBIIBI OBLIIM PAHIOMHU3UPOBAHBI HA TIpreM aMmOpu3eHTana B jo3e 10 Mr oauH
pa3 B CyTKH, ¢ mocienyronuM npuemoMm 40 Mr amOpu3eHTaHa OJIHOKpPATHO; JUOO0 Ha TpHEM
mane6o, ¢ nocieayomuM npuemoMm 400 Mr MokcudIIOKcaliiHa OJHOKPATHO; OO0 Ha MpUeM
Tosibko manedo. [Ipuem amOpusentana B 1o3e 10 Mr oMH pa3 B CyTKH HE OKa3bIBaJl 3HAYMMOTO
BiusHus Ha wHTepBan QTc. Ilpwem amOpum3eHntana B jgo3e 40 Mr NpUBOAMI K yIJTHHEHUIO
cpennero uatepBaia QTc Ha 5 Mc pH tmax; BepxHsis rparuiia 90%-ro J0BEpUTEIEHOTO HHTEPBAJIa
(90 % HON) cocraBuna 9 mc. BimsHHe OJHOBPEMEHHOTO NPHUMEHEHHS aMOpH3CHTaHa W
WHTUOUTOPOB €ro Merabonu3ma (HampuMmep, KETOKOHA30ja, IUKIOCIOpHHA A) Ha UIUHY
untepBaia QT Hen3BecTHO.

Knuanuaeckas 23¢heKTHBHOCTL U 6€30MaCHOCTD

Monomepanus amopuzenmarom

D¢ddexTuBHOCTP aMOpH3eHTaHa ObliIa OLIEHEHA B JABYX PAaHIOMHM3UPOBAHHBIX JBOMHBIX CIIETBIX
MHOTOIICHTPOBBIX IIIaIe00-koHTposmpyembix uccienoBanusx Il ¢pazer ARIES-1 u ARIES-2
npoaosbkuTeNbHOCTRIO 12 Hemenb. MccnenmoBanue ARIES-1 Obuto mpoBemeHO ¢ ydacTueM
202 nanueHToB, KOTOPhIE TOTyYaau aMOpH3eHTaH B CYTOYHBIX 103ax 5 Mr ¥ 10 Mr win ramneo.
B wuccnenoannn ARIES-2 ywactBoBano 192 mamueHTta, KOTOpble TOJy4Yald aMOpPU3EHTaH B
CYTOYHBIX J103aX 2,5 MT' 1 5 MT Wi 1u1ae0o.

B o00oux wuccrnemoBaHHsSX OCHOBHBIM TOKa3areneM J(PQPEKTHBHOCTH OBbLIO  YIIyUIICHUE
MEPEHOCUMOCTH (PU3UYECKOM HArpy3KH, KOTOPOE OLIEHUBAIIN 10 YBEJINYCHHUIO TUCTAHIIUHU B TECTE
mecTUMUHYTHOU X0160b1 (TOMX).

ViyumieHue cpeaHero mokaszarens TO6MX 1o cpaBHEHHIO € HMCXOJHBIM IIOKazaTelleM
Habmronanock yepes 4 HeJeIu Tepaluu U coxpaHsuioch Ha 12 Henene. B rpynmne amOpuseHTana
5 MI' CKOPPEKTHPOBAHHOE TI0 TUTa1e0o yiydIieHue cpeiHero nokasatens TOMX no cpaBHEHHIO ¢
UCXOIHBIM ypoBHeM Ha 12 megene coctaBmiio 30,6 M (p = 0,008) B uccnenoBanuu ARIES-1 u
59,4 M (p <0,001) B uccnenosanuu ARIES-2. B rpynmne amOpusentana 10 Mr B uccienoBaHuu
ARIES-1 ckoppekTpoBaHHOe IO IUIaleb0 YyiydlleHue cpenHero mokasatens TOMX mo
CpaBHEHHIO C UCXOJIHBIM TIOKa3aTenaeM coctaBmiio 51,4 M (p < 0,001).
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3HaYMMOE yJIy4llleHue nmokasarens T6MX 1o cpaBHEHHUIO € MalUEHTaMu, TIOTyYaBIIUMH I1areoo,
JUIsL  JAJbHEWIIEH OLICHKM BTOPUYHBIX KOHEYHBIX TOYEK HCIIOJIB30BAIM  PE3YJIbTAThI
o0beqMHEHHOr0 aHanu3a. KiroueBoil BTOPHYHOW TOUYKOHM SIBISUIOCH BpeMs 10 KIMHUYECKOTO
yxynamenus JIAT', qpyrumMu BTOpUYHBIMHE TOYKaMH OBLIM CHMDKEHHE (PYHKIIMOHAIBHOTO Kilacca

JIAI" 1 yMeHbIIIEHHE BBIPa)KEHHOCTH OTABILIKH 110 1IKaie bopra.

[To pesymbraTam OOBEIMHEHHOTO aHaIHM3a HAONIOMANIACh CTATUCTHYECKH 3HAYMMasi OTCPOUYKa
KuHIYeckoro yxyamenus JIATT B rpymne amOpu3eHTaHa 1mo cpaBHeHuio ¢ miarebo (p < 0,001),
MIpU 3TOM OTHOIIeHue puckoB cocrasmio 0,29 (95 % JAU: 0,14; 0,59), uTo cBUAETEIHCTBOBAJIO O
71 % cHUXeHUM pUCKa KIMHUYECKOTO YXYIIIEeHus yepe3 12 Henenb B rpymnmne aMOpHU3eHTaHa 1o
CpaBHEHUIO C MIaiedo.

Taxxe B 0ObeqUMHEHHOM TIpymne amOpu3eHTaHa uepe3 12 Helenb CTAaTUCTUYECKH 3HAYMMOE

CHIDKEHHE BBIPAKEHHOCTH OJBIIIKK [0 IKajde bopra, CKOppEeKTHpOBaHHOE 110 IUIAIE6o,
cocrasmiio — 0,85 (95 % JIU: —1,30; —0,39; p < 0,001).

Ambpuzenman 6 kombunayuu ¢ maoanaguiom 6 mepanuu JIAI'

Dddext amOpru3eHTaHa U Taganaduiaa B COCTaBe KOMOMHUPOBAHHOW TE€pay MEPBOM JIMHUH OBLIT
MPOJICMOHCTPUPOBAH B  MHOTOIIEHTPOBOM JBOWHOM  CJIETIOM AaKTHBHO-KOHTPOJIHUPYEMOM
uccnenosann AMBITION, B xoTopoM mpoBOAWIM CpaBHEHHE KOMOMHALUK amMOpH3eHTaHa U
Tamanaduia 1 MOHOTEepanuu amOpuzeHTaHoM Wi Tananaduiaom y 610 mamuentos ¢ JIAT II-111
¢dbynkuroHansHOTO Kiacca mo BO3. TanmeHToB paHI0MHU3UPOBAIH IO TPYNIaM B COOTHOIIEHUN
2:1:1 nnsa monmyuenus 1 pa3 B cytku amOpuseHtana 10 mr u taganaduna 40 mr, amOpu3eHTaHa
10 Mr wmm tamanadpuna 40 mr. AMOpU3EHTaH HAYMHAIM TMPUMEHSATH B CYTOYHOW J103€ 5 MI' B
TeueHue 8 Henenb, a Tamanaduia B moze 20 Mmr B TedeHHE 4 HEIEb, 3aT€M JI03y KaKIO0ro W3
MIpernapaToB MOBBIIAIH MPH YCIOBUU XOPOUIEH MepeHOCUMOCTH.

B uccnenoBanne OblTM BKIIFOUEHBI MaMEeHTHI ¢ uanonarndeckoi JIAD (53 %), HacineacTBeHHOM
JIAT (3 %) unu JIAT, o0ycioBieHHOIN 3a00J€BaHUSIMU COEIMHUTENIHON TKaHU, BPOXKIACHHBIM
nopokoMm cepaua, BHUY-undekuueil, nekapcTBEHHbIMH MpenaparaMd MWJIA TOKCHUHAMU
(AJIAT 44 %). Meauana BpeMEHH OT IMTOCTAaHOBKH JIMArHO3a JI0 TIEPBOTO BBEJCHUS HCCIIETyEeMOTO
npenapata coctaBisuia 22 qus. CocrosiHue npumepao 31 % u 69 % nanueHToB OBLIO OLEHEHO
kak II umm 111 pynxnuonansHbiii k1ace mo BO3 coorBercTBeHHO. CpeiHU BO3pACT MAllMEHTOB
cocraBisit 54,4 roxa (32 % narueHToB ObLIM B Bo3pacTe 65 JeT U cTapiie).

VY mauuentoB ¢ JIAT, monydaBmux aMOpu3eHTaH U Tajanaduil B cOCTaBe KOMOMHHPOBaAHHOU
Tepamnuy MEepBOM JMHUH, HAOMIOJANOCh Ooliee BBIPAKEHHOE CHU)KEHHE YPOBHsSI N-KOHIIEBOTO
Mo3roBoro Hatpuilyperuueckoro nentuaa (NT-pro-BNP) mo cpaBHeHuio ¢ o0beInHEHHBIMU
pe3ynbTaTaMu MpU MOHOTEpAnuu (FEOMETPUYECKOe CpeHee 3HaueHHue, MOTYyYSeHHOE METOIOM
HAaUMEHBIINX KBAJPAaTOB U BEIPAKEHHOE B MPOIIEHTAX, CHU3WIOCHh Ha 67 % 1o cpaBHeHUIo ¢ 50 %
cooTBeTcTBeHHO; p < 0,0001). [Toxoxxkue pe3ynbTaThl ObLIN MOJYYEHBI TPU CPABHEHHUH TPYIIIHI
KOMOMHHPOBAHHOW Tepamuy ¢ TPYINoi MOHOTepanuu aMOpu3eHTaHoOM (cHIbkeHue Ha 56 %;
p=0,0111) u ¢ rpynmoii MoHoTepamuu Tananaduiom (cHiwkenue Ha 44 %; p <0,0001).
CHmxenue ypoBHs NT-pro-BNP HaGmiomanocs Ha paHHeM »dtame JeudeHus (4 Hemens) u
COXPaHsJIOCh J10 24 HEJENH.
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Bpemsa 0o nacmynaenus neahchexmusrnocmu neyenus

Bpemsi no mactymneHus HedhdekTuBHOCTH jedeHus: npu JIAD sBIsIoch KOMOHMHUPOBAHHOMN
KOHEYHOW TOYKOH, OTpeAesieMOil Kak BpeMs JI0 HACTYIUIEHUS CMEpTH (IO JIF0OOBIM MPUYKHAM),
roCOUTaIM3alMu 1o moBoay yxyamenus JIAD, mnporpeccupoBanust 3a00ieBaHus WM
HEYJIOBJIETBOPUTEIBLHOIO JIOJTOCPOYHOI'O0 KIMHUYECKOTO OTBETa. Y NAIMEHTOB, MOJIYYaBIIMX
amMOpHu3eHTaH B KOMOWHAIMK ¢ TamajauioM, HaOJIOJaoCh JOCTOBEPHOE CHI)KEHHE pHCKa
Hed(p(PEeKTUBHOCTH JICUEHUS IO CPABHEHHUIO C COBOKYITHBIMH JJAHHBIMH y TIAIIMEHTOB, OJTYYaBIINX
MOHOTepanu aMopu3eHTaHoM win taganaduiaoM (p = 0,0002), MmoHOTEpanuio aMOpU3EHTAaHOM
(p = 0,0004) nnu monotepanuio Taganadpmiom (p = 0,0045). CHmwKEeHHE pUCKAa BO3SHUKHOBEHUS
HeahdextuBHOCTH NeueHus: coctaBuiio 50 % (otnomenue puckos 0,50; 95 % JAU: 0,348; 0,724)
B Ipynrne KOMOWHHPOBAHHOW Tepanmvy IO CPAaBHEHHIO C OOBEAWHEHHBIMH JaHHBIMU TPYIII

MOHOTEpAIHH.

Kaunuueckuii omeem

VY 10BIETBOPUTENbHBIN KIMHUYECKUN OTBET Ha 24 Henene Obul KOMOMHHPOBAHHOW BTOPUYHOMU
KOHEYHOM TOYKOM, BKIIIOYABIICH CIIEAYIOIINE MOKa3aTeNH: yiydllleHue nokaszarens TOMX Ha
10 % wu GoJtee 1Mo CPAaBHEHHIO C UCXOJHBIM 3HAUCHUEM; CHIDKEHHE (DYHKITHOHATBHOTO Kitacca JIAT
no I umm 11 kimacca (mo kmaccudukaruu BO3) unm coxpaHeHHE MaHHBIX KJIACCOB; OTCYTCTBHE
KIIMHUYECKOr0 YXYIIIeHHUs OO0 Wi Ha 24 Henmene. B rpynmne KOMOMHMpPOBAaHHOW Tepanuu
YAOBJIETBOPUTENbHBIN KIMHUYECKUI OTBET K 24 Hezene Obl1 TOCTUTHYT Y 39 % nanueHToB u Obu1
3HAYMUTEIILHO BBINIE, YeM B T'pyIlie 00beInHeHHOW MoHOTepanuu (29 %, p = 0,0264, oTHOIICHHE
mancoB 1,563, 95 % JIW: 1,054, 2,319) u 3HauMTENBHO BBINIC, YEM B TPYIMIE MOHOTEpAINUU
tamanadpunom (27 %, p =0,0321, orHomenue mancoB 1,723, 95% JAU: 1,047, 2,833). Hukakoii
CYLIECTBEHHOW  pa3HHUIBI B  YJOBJIETBOPUTEIHHOM  KIMHHYECKOM  OTBETE  MEXAY
KOMOWHHUPOBAHHOM Tepanue 1 MOHOTEpanuel aMOpU3eHTaHOM HE HaOII0alIOCh.

lepenocumocms pusuueckou Hazpys3Ku

[lepenocumocTth (hU3HUECKON HATPY3KU B IpyIe KOMOMHHUPOBAHHOW TepamuM yIydlIniach B
cratuctudecku 3Ha4UMO (p < 0,005) Gonpleid cTeneHy, YeM B rpyInmnax MOHOTEpanuu: Ha 24-i
Hezene MelraHa U3MEHEHHs B rpymne KoMOMHUPOBaHHOM Tepanuu coctaBuna 49 m (95 % AU:
39,0-57,5) no cpaBHenuto ¢ 27 m (95 % [AU: 12,5; 38,0) B rpyrie MoHOTepanuu aMOpHU3EHTAaHOM
u 22,7 m (95 % AU: 16,5; 35,5) B rpymnme MOHOTepanuu Taganaduiom.

0mcymcmsue aqbqbekmugHocmu JleyeHusl U yeeiudenue ciyldaes zocnumaﬂusauuﬁ npu

UOUONAMUYECKOM N1e20YHOM (hubpo3ze

HccnenoBanue ¢ yyacTHeM MAlleHTOB C WIMONATHYECKUM JerouHeiM ¢ubdbposom, 11 % wus
koTopeix umenu BTopuunyio JIAI' (3 rpynna mo BO3), Obuto mpekpaieHo B CBSI3U C
Hed(PPEKTUBHOCTHIO TEPANIUK aMOPU3EHTAHOM Y TaKUX MAI[MEHTOB.

Onenka kputepueB 3(GEKTUBHOCTH B HCCIIEAOBAHMM TOKa3aja, YTO y MAllMEHTOB B TpyIINe
amMOpH3eHTaHa B CPaBHEHUM C TpyNNoOH IMianebo yalle OTMEeYauCh Cay4yau T'OCHHMTaIM3allny,
CBSI3aHHBIE C IBIXaTEJIBHON HEAOCTATOYHOCTBIO, CMEPTEIILHBIE MCXO/IbI M CHU)KEHHE JIbIXaTEIbHON
¢yskuuu. [losTroMy amOpu3eHTaH MPOTUBONOKA3aH OOJBHBIM C HIMONATHYECKHM (HUOpPO30M
JIETKUX C BTOPUYHOM JIETOYHOI runepTeH3ueit wim 0e3 Hee.
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q)apMaKOKI/IHeTI/IKa

Bcacwvisanue

AMOpu3eHTaH OBICTPO BCACBHIBACTCS B JKEIYA0YHO-KUIICUHOM TPAKTE, JOCTHrask MAaKCUMAJIbHOM
KOHIIEHTpauuu B 1aasme KpoBH (Cmax) IpUMepHO Yepes 1,5 4 nociie npuemMa BHyTpb HE3aBUCUMO
oT BpeMeHHu npuemMa nuimu. BemndanHa Cmax ¥ miomans noj (GapMaKOKHHETHYECKOW KPHUBOM
«xoHueHTpauus-speMs» (AUC) yBenuuuBaroTCsl MPONOPIMOHATIBHO J03€ BO BCEM JMAINa30HE
TepaneBTUYECKUX J103. PABHOBECHOE COCTOSIHUE OOBIYHO JOCTUraeTcs uepe3 4 AHA mocie Hayana
pEryJIIpHOro IpreMa npenapara.

B uccrnenoBanuu no u3y4eHIo BIMSHUS MPUEMa MMUIIY PY IPUMEHEHUH aMOpHU3eHTaHa HATOIIAK
¥ BO BpeMsI IIpUeMa MUIIH C BBICOKHM COJIEpKaHUEM KHUpa ObLIO MOKa3aHo, 4TO Cmax CHUKAIACH
Ha 12 %, B TO Bpems kak mokazateiab AUC He uameHsics. 1o CHIKEeHUE Cmax KITMHHUYECKH HE
3HAYMMO, TaKUM 00pa3oM, aMOpPU3EHTaH MOXHO MPUHUMATh HE3aBUCHMO OT BPEMEHH IpHeMa

TTUTITH.
Pacnpeoenenue

AMOpU3eHTaH B BBICOKOM CTENEHU CBS3bIBAETCS ¢ OenkamM Iia3Mbl KpoBH. CBs3b ¢ Oenkamu
TUIa3Mbl KpOBH N VItro pocturaetr B cpepHeM 98,8 % ¥ He 3aBUCHUT OT KOHICHTPAIUH B IJIa3Me
kpoBu B guamazoHe 0,2-20 Mkr/mi. AMOpHU3EHTaH CBS3BIBACTCS, TJABHBIM 00pazoM, ¢

anpoymMmuaoM (96,5 %) 1, B MEHBIIEH CTENeHH, C 0] -KUCITBIM TTTUKOITPOTEHHOM.

PacnipenencHne amOpu3eHTaHa B OPUTPOIUTAX CHIDKCHO TIPU CPEJHEM COOTHOUICHHUH
(hOpMEHHBIX IEMEHTOB KpPOBH K 1azme 0,57 y myx4uH u 0,61 y KCHIIHH.

Memabonuszm

AMOpHU3EeHTaH TOABEPraeTcs TIIOKYPOHUIAIMU 1Moj BiusHueM Heckoibkux UGT-depmenton
(ypumuagudocdar-rmokyponuntpanchepaza) (UGTI1A9S, UGT2B7S u UGTI1A3S) ¢
oOpa3oBaHHeM  T[JIIOKypOHHAa  amOpu3eHTaHa. AMOpHU3EHTaH  MOJBEpPraercs  TaKke
MeTa0O0JIMYECKOMY OKHCJICHHUIO IO BJIHMSHUEM, IJIaBHBIM oOpa3oM, uzopepmenta CYP3A4 u, B
Menbinei crenenu, m3opepmeHToB CYP3AS u CYP2C19 ¢ obpazoBanuem 4-ruapOKCHMETHII-
amMOpu3eHTaHa, KOTOpbI B TIpolecce MNOCHeAYIOUIe TIIOKypOHUAALMU TpEeBpallaeTcs B
4-runpokcumMeTuiI-aMOpu3eHTal riaokypoHua. B mmasme kpoBu AUC  4-ruapoKCHMETHII-
amOpuseHTana cocrapiseT npumepHo 4 % ot ucxogHoit AUC ambpusenrana. bonee Toro,
CBSI3BIBAIOINAS CIIOCOOHOCTh 4-TUAPOKCUMETHI-aMOpu3eHTana B oTHouieHun ETa-perientopos
6onee uem B 100 pa3 Hmxke, yeM y amOpuseHTaHa. B CBsA3M C 3TUM MOXHO CYHTaTh, YTO
4-TUAPOKCUMETHII-aMOPU3EHTAaH HE UTPaeT 3HAYUMOM polid B (apMaKoIOTrH4eCKON aKTUBHOCTU
aMOpH3eHTaHa.

B wuccienoBanusix in VItro ¢ KynbTypaMd KpPBICHHBIX M YEIOBEYECKHX TI'€HaTOIMTOB OBLIO
[0Ka3aHO, YTO aMOpU3EHTaH SBJSIETCS BO3MOXHBIM CyOCTpaTOM Ui  [E€YEHOYHOIo
3axBatbIBatoniero (influx) Tpancnoprepa opraHU4eCKUX aHMOHHO-TPAHCIIOPTHBIX MOJIUIIEITH/IOB
(OATP) u BeiBogsmero (efflux) tpancnoprepa P-rmukonporenna (P-gp), HO He 1St TEYEHOYHOTO
influx wmm efflux Na*-3aBucumoro TpaHcnoprepa KOHIOTHPOBAHHBIX C TITHIIUHOM UITH TAYPUHOM
xemyHbiX KkucnoT (NTCP) wnmm skcnoprupyromed mnomisl kemuHblx  kucior (BSEP),
COOTBETCTBEHHO.
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JlanHbie IN VILr0 CBHIETEIBCTBYIOT O TOM, YTO aM6pH3'éE%5H-LEi;Bﬂ§é'}E%M‘x&)T3®@ MAM He

BBI3bIBAET BhIpakeHHOro nHruOuposanus ¢pepmentoB UGT1A1, UGT1A6, UGT1A9, UGT2B7
wm n3opepmentoB CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, CYP3A4 cucrembr muroxpoma P450. Kpome Toro, B wmccienoBaHusx In Vitro c
HCIOJIb30BAHUEM TPAHCPUIIMPOBAHHBIX KJIETOYHBIX JMHUM C YEJIOBEUECKUMHU TPAHCIOPTEpaMU
TeHOB OBLIO MOKa3aHo, 4To amMOpu3eHTaH B KoHUeHTpamusx a0 100 MM ne marubupyer P-gp,
0€JIOK Pe3UCTEeHTHOCTH paka MoJjo4yHol xene3bl (BCRP), m3ohopmy-2 Genka MHOKECTBEHHOM
nekapctBeHHoit pesuctenTHocTd (MRP2) u BSEP. AMOpu3enTas in Vitro nemonctpupyet ciaboe
unaruoupopanne OATP1B1, OATPIB3 u NTCP ¢ koHIEHTpamuel IoJyMakCUMaIbHOTO
uaruoupoBanus (ICso) npu 3HaueHmsax 47 MM, 45 MxkM u npubmmsurensao 100 MxM
COOTBETCTBEHHO. B wuccienoBanusx iN VItr0 ¢ KylnbTypaMu KpBICHHBIX M YEIOBEYESCKUX
renaTouuTOB He OBLIO MPOAEMOHCTPUPOBAHO IOKA3aTEIbCTB TOr0, YTO aMOPU3EHTaH UHTUOUpPYET
NTCP, OATP, BSEP u MRP2. Kpome 3Toro, aMmOpu3eHTaH HE CTUMYJIUPYET IKCIIPECCUIO OCIIKOB
MRP2, P-gp wnmu BSEP B KynbTypax KpbICHHBIX TEMaTOMUTOB. Ha OCHOBaHWHM HaHHBIX,
MOJYYEHHBIX IN VItr0 Ha 00euX KyJbTypax, HE OXHAACTCS, YTO aMOPHU3CHTaH B KIMHUYECKH
3HAUMMBIX KOHIeHTpammsax MoxeT Bauarh Ha UGT1Al, UGT1A6, UGT1A9, UGT2B7 wu
nzodpepmentsl CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1,
CYP3A4 cucrembr mutoxpoma P450 wmm tpancmopr uepe3 BSEP, BCRP, P-gp, MRP2,
OATPI1B1/3 unu NTCP.

Buiseoenue

AMOpHU3EHTaH B €ro MEeTa0OJIUTHl BBIBOISTCS MPEUMYIIECTBEHHO Yepe3 KUIICUHHUK C JKETYbIO B
Mporiecce IMEUYEHOYHOT0 W/WIIM BHEMEUEHOYHOro wMerabonusma. 40 % TpUHATON 103bI
0OHapyXHMBAIOTCS B KaJOBBIX MaccaX B BHJE HCXOJHOrOo amOpu3eHTaHa, a 21 % — B Buze
MeTabosmTa 4-ruapoKcuMeTHiI-aMOpu3enTana. [locine mpuema BHYTph mpuOmmsutensHo 22 %
MPUHATONH J03bI OOHapyxuBaeTcst B Moue: 3,3 % B BHJIE HEM3MEHEHHOro aMmOpH3eHTaHa, a
OCTaJIbHOE — B BH/JIC TJIFOKYPOHHUIHBIX MeTa00uTOB. [Iepro 1monyBeIBeICHUSI U3 TJIa3Mbl KPOBU
B PaBHOBECHOM COCTOSTHUU cocTaBisieT 13,6—16,5 4 y 3m0poBbix q100poBosbieB U 12,9-17,9q y
naruenToB ¢ JIAT.

Ocoovie zpynnvl nayuenmos
Bospacm u non

[To pe3ynpTatam MOMYJISIUOHHOTO (hapMAKOKMHETUYECKOTO aHallM3a JAHHBIX, MMOJYYEHHBIX Y
3I0pOBBIX A00poBOIbLIEB U Yy manueHToB ¢ JIAI, Takue dakTopbl, KaKk MOJI U BO3pacCT, HE
OKa3bIBAJIM 3HAYUTEIILHOTO BIUSHUS Ha (hapMaKOKMHETHKY aMOpHU3eHTaHa.

Ilayuenmul ¢ Hapywenuem yukyuu nevexu

ITpu Tspxenoit neyeHouyHoil HegocTarouHocTH (10 1 Gonee GaymtoB no mkane Yaiina-I1sro) nmm
[P KIMHUYECKH 3HAYMMOM TOBBIIIEHUH aKTUBHOCTH MEYEHOYHBIX TPAaHCAMHUHA3 (TIOBBIIICHUE
aktuBHOCTH ACT n/unu AJIT Gonee uem B 3 pasa ot BI'H) dpapmakoknHeTnka amOpu3eHTaHa He
u3ydanack. TeMm He MeHee, CUNTAeTCs, YTO IPU HapyIIeHUHU (PYHKIIMU TI€YEHN MOXKET UMETh MECTO
yBenuueHue skcno3unuu amoOpuseHTaHa (Cmax 1 AUC), MOCKONBKY €ro OCHOBHBIMH IYTSIMH
MeTa0oIM3Ma SBISIOTCS TIIIOKYPOHUAALUS 1, B MEHbILIEH CTETeHH, OKHCIICHUE C MOCTIeTyIOIUM
BBIBE/ICHUEM Yepe3 KHUILIEUYHUK C Kelubl0. BeIpakeHHOCTh 3TOro 3¢ ¢eKTa, a TakKe ero CBs3b C
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5p(PEKTHBHOCTBIO ¥ OE€30MACHOCTBIO  HE H3yqand&'.:'::ag&ﬁa'ﬂ_%?cIﬁG%%I'ggﬁTaH

IIPOTHUBOIIOKA3aH IJIsd IIaHHOfI T'pynIibl IIAITUCHTOB.

[lo maHHBIM KOHEYHOH MOIMYJALMOHHOW (hapMaKOKMHETHYECKOH Mojenu, pa3paboTaHHON Ha
ocHOBe (hapMaKOKMHETUYECKUX JAHHBIX KIMHUYECKUX HCCICIOBAHNHN Y MMAIMEHTOB, OTYYaBIINX
amMOpu3eHTaH, HaOMI0aIach 3HAUYMMAasi CBS3b MEXIY KIMPEHCOM aMOpu3eHTaHa W (yHKUIUEH
MeYCHH (C OLEHKON KOHIICHTpAIMK 001Iero OumnpyonHa).

Onnako 3HaUYeHUE M3MEHEHWI KOHILEHTpAIMH 00miero OWiaupyOMHA MPH 3TOM OTHOCHTEIHHO
HEOOIBIIIOE.

Iayuenmsi ¢ HapyweHuem yHKyuu novex

[Ipu noveuyHoil HegOCTaTOYHOCTH (hapMaKOKMHETHKAa aMOpU3eHTaHa He u3ydanach. OfHako, Ha
OCHOBAaHMM TOrO, YTO TIOYEYHBIH MeTadOJM3M U BbIBEJACHHE aMOpHU3EHTaHA MOYKAMHU
HE3HAYUTENIbHbI, CUUTAETCS, YTO MOYEYHAas HEOCTaTOYHOCTb BPSJA JIM NMPHUBEAET K 3HAYUMOMY

YBCIIMYCHUIO OKCITO3UIUN aM6pI/13€HTaHa.

[lo naHHBIM KOHEYHOH MOMYJSIMOHHON (PapMaKOKMHETHYECKONW MOJenH, pa3paboTaHHON Ha
OCHOBE (papMaKOKMHETUYECKUX JaHHBIX KIMHUYECKUX UCCIIeI0OBaHUH y MallMeHTOB, MOTYYaBIINX
amMOpH3eHTaH, HaOMoJanach 3Ha4MMas B3aUMOCBA3b MEXJy KIMPEHCOM aMOpU3eHTaHa |
¢byHkueil moyek (c OIEHKOW KiupeHca KpeaTMHMHA). OJHAKO M3MEHEHUs KIMpeHca

amMOpu3eHTaHa ObUTM OTHOCUTEJIBHO HEOOJIBIIMMU U BPSAJI JIU UMENIN KIMHUYECKOE 3HaUCHHUE.
INHOKA3AHHUA K IPUMEHEHHAIO

[Ipenapar BomuOpuc mokazaH Ui Ji€YeHHs] B3POCIBIX MAIlMEHTOB B Bo3pacTe oT 18 jer ¢
nerouHor aprepuanbHor runepreHsuedr  (JIAIY)  II-1II pyHKIMOHATBHBIX  KJIACCOB  TIO
knaccudukanuu BcemupHoit opranmzanuu  3apaBooxpaneHusi (BO3). B komOunamuu ¢
TaganaduioM TmpenaparT IMpPUMEHSETCS S CHU)KEHHMS pHUCKa IPOBOIMMOI  Tepamuu
(KoMOMHHMpPOBaHHAS KOHEYHAs! TOYKa, BKIIOUAIOIAsl JIETAIbHBIN UCXO/, rocniuTanu3anuto npu JIAT,
IporpeccupoBanue 3a00J€BaHUSI U HEYJOBJIECTBOPUTENIbHBIN KIMHUUECKUM OTBET), a TaKXKe IS
MOBBILIEHUS KIMHUYECKOH 3(h(HEeKTUBHOCTHU U CIIOCOOHOCTH NMEPEHOCUTD (PU3UYECKYIO HArpy3Ky.

ITPOTUBOIIOKA3AHUA

e [UmepuyBCTBUTENBHOCT, K aMOpU3EHTaHy, COEBbIM 000aM, apaxucy WM JT000My U3
BCIIOMOTaTeJIbHBIX BEIIECTB;

®  WAMOINATHYECKHH JIETOYHBIH (hUOpO3 C BTOPUYHOM JICTOYHOW TUIIEPTeH3UEH WiIu Oe3 Hee,
e  OEpeMEeHHOCTb;

®  [EpHUOJ I'PyAHOTO BCKAPMIIMBAHUSA;

e BO3pacTt A0 18 ner;

L4 INPpUMCHCHUC TIpCIiapaTa Yy IJKCHIIUH PCIPOAYKTUBHOI'O BO3paCTd, HE IMOJB3YIOHINUXCA
HaACKHBIMH MCTOAAMU KOHTPALCTILINU;

e TspKeJas CTeNeHb Me4eHO4YHoN HemoctaToyHocTu (10 u Gomee OamnmoB mo mikane Yaitnn-
[Ib10);
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®  HEMEePEHOCHMOCTh JIAKTO3bI, JICHUIUT naKTasst I%:E%%MT%EIRI&QL%&%Q&HOﬁ

MaababcopOIu (MpenapaTt COAEPIKUT JIAKTO3Y);

® T[IOBBHIIICHWE AKTUBHOCTH TeueHOUYHBIX TpaHcamuuHaz: ACT (acmapraramuHOTpaHchepasa)
u/mmn AJIT (anmannHamuHOTpaHc(epasza) Oonee yeM B 3 paza OT BepXHEH I'PaHUIBI HOPMBI
(BI'H).

C OCTOPOXHOCTBIO

v ManuMCeHTOB C HaApPyHICHUCM Q)YHKIII/II/I ne4eHu, npu OJHOBPEMCHHOM IPHUMCHCHHU C

LIUKJIOCTIOPUHOM A.

NPUMEHEHUE IIPU BEPEMEHHOCTH 1 B IHIEPHOJA TIPYJIHOI'O
BCKAPMJUIMBAHUSA, BIUAHUE HA ®EPTUJIBHOCTD

bepemenHoCTH

B noxnMHMYECKHX HWCCIEIOBAHUSAX BBISIBICEHO, YTO aMOpW3eHTaH 00JiaJaeT TepaTOreHHBIM
neiictBueM. KiimHuuecknx mccienoBaHuii o MPUMEHEHHUIO MpernapaTa Bo Bpemsi 0epeMEeHHOCTH
He npoBoaui. [Ipenapar Bonubpuc npoTuBomoka3an Bo BpeMsi 0epeMEeHHOCTH.

Ilepen nauwamom JeyeHus npenapatoM BommOpuc Bpau AommkeH NpoBecTH oOCIeOBaHHE,
MO/ATBEP K IAIOIIEE OTCYTCTBUE OepeMeHHOCTH. JKeHIIUHbBI PEeNpOoayKTUBHOTO BO3pacTa JOJKHBI
ObITh MH(OPMUPOBAHBI O PUCKE HEOIArONmpUATHOTO BO3IEHCTBHS aMOpU3E€HTaHA Ha IUIOJ BO
BpeMsi OepeMEHHOCTH.

XKeHmuHbl penpoayKTUBHOTO BO3pacTa JOJDKHBI IOJIb30BAThCA HAASKHBIMU METOJaMU
KOHTpALIETILUU BO BpeMs Tepanuu npenaparoM Bonubpuc u B TeueHue He MeHee 3 MecsIeB 1ociie
€€ 3aBepILCHHUS.

XKeHmuHubl penpoAyKTHBHOIO BO3pacTa JODKHBI OBITh HMH(POPMHUPOBAHBI O HEOOXOIUMOCTHU
HEe3aMeUIUTEILHOr0 OOpalleHHs] K CBOEMY Bpauy B Clydyae HACTYIUIGHUS OCpEeMEHHOCTH WIIU
BO3HHMKHOBEHHS MOJ03pEHUi 0 ee Hannuuu. /luarnoctupoBanue 6epeMEHHOCTH PEKOMEHI0BaHO
KOHTPOJIMPOBATh €KEMECAYHO TECTOM Ha OEpeMEHHOCTb BO BpEMS BCEro JICUEHUS IpernapaTom
Bonubpuc kak KTMHHYECKOe TTOKa3aHue.

Ilepuon rpyaiHoro BCkapMJaIuBaHUs

HCI/ISBGCTHO, BBIACIIACTCA I aM6pI/ISGHTaH C I'PyAHBIM MOJIOKOM. Ecmu B nepuoa rpyaHoro
BCKapMJIMBaHUS HCOGXOI[I/IMO MMpOBCACHUC TCpalluk IIPpCIapaToM BOJ'II/I6pI/IC, TO TPYyAHOC
BCKapMJIMBAHUC PCKOMCHAYCTCS IMTPECKPATUTD.

DepTHIBHOCTH

Pa3BuTre TeCTUKYIAPHON KaHAJIBLEBON aTpodUH SIMUEK Y KUBOTHBIX MY>KCKOTO I10JIa CBSI3aHO C
JUTUTENIbHBIM TPUMEHEHUEM aHTaroHUCTOB PELENTOPOB SHAOTENMHA, BKIIOYas aMOpH3EHTaH.
Xots B uccnenoBanuu ARIES-E He ObI10 BBISBIEHO YETKHX JIOKA3aTENIbCTB MAaryOHOTO BIUSHUS
JUTUTENTbHOW SKCHO3MLMM aMOpU3EHTaHa Ha KOJMYECTBO CIIEPMBI, JUIMTEIbHOE NpUMEHEHHe
amMOpH3eHTaHa OBLIO CBA3aHO C M3MEHEHHUSMH MapKepoB crepmartoreHesza. B miasme kpoBu
HaOMIOZAIOCh  CHIDKEHHE KOHIEHTpaluMu MHruOMHa-B W yBenmnyeHue KOHLIEHTpAIMH
¢donnukynoctumynupytomero ropmona (OCI'). Bnusiaue npenaparta Ha My»XCKY10 (epTUILHOCTh
y 4EJIOBEKA HE YCTAHOBJIEHO, HO HEJb3s UCKIIIOYaTh BOBMOXKHOCTD YXYyALIEHUS CIIEpMATOTEHE3A.
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JlnurensHOE MpPUMEHEHHnEe aMOpU3EHTaHa B KII anecﬂlﬂg-'fwgge;bﬁﬁﬁgﬂlﬁy Btuto o ¢

U3MEHEHUEM YPOBHS TECTOCTEPOHA B ILIA3ME KPOBH.
CI1IOCOBb TPUMEHEHMSA U 103bI

BHyTpb BHE 3aBUCUMOCTH OT BPEMEHU IIpHEMa IHILH, 3anuBas Bo1ou. He pekomeHn0BaHO AEIUTS,

pasjiaMbIBaTh WJIA KCBATH Ta6J'I€TKy.

Ha nauanpHOM 3Tamne Tepanuio U HaOMIOAEHHUE TOJKEH MPOBOAUTH TOJIBKO Bpau, MMEIOIINHA OIBIT
neuenns JIAT,

B monoTtepanuu neuenue npenapatom BonuOpuc crneayer HauuHaTh ¢ 1036l 5 Mr 1 pa3 B CyTKH.

IIpn xopomiell MepeHOCHMMOCTH J03bl 5 MI' JIOIYCKAETCsl €€ YBEIWYEHUE 0 MaKCHUMaJIbHOU
cyTouHo# 10361 10 Mr 1 pa3 B cyTKH.

[Ipn npuMeHeHuu mnpemapaTa B KOMOMHalIMK ¢ TaganaduioM 03y aMmOpH3eHTaHa CleqyeT
tutpoBath 70 10 mr 1 pa3 B cyTku.

[Ipn o1HOBpEMEHHOM NMPUMEHEHUM C LMKJIOCHOPHMHOM A 1103a mpenapata BonuOpuc nomkHa
OBITh CHIKEHA JI0 S Mr | pa3 B CyTKH, U TAIMEHT JOJDKEH HAXOJUTHCS TO7 HAOIIOJICHUEM
(cMm. pa3nen «B3anMopelicTBUe ¢ IPYTUMU JIEKAPCTBEHHBIMU IIPETIapaTaMmm).

OrpaHvyYeHHbIE JaHHBIE CBUJACTEIBCTBYIOT O TOM, YTO pE3KOE MpEKpalleHUue JIeYeHUs
aMOpHU3EHTaHOM HE COMPOBOXKIACTCSI CHHIPOMOM OTMEHBI B BUJIE YCUiIeHUs: cuMnToMoB JIAT.

Oco0pble rpynnsl NalueHToB

JHemu

bezonacunocTs u 3 dexTnBHOCTh Mpenapata Bommbpuc y aereit B Bo3pacte ot 0 1o 18 ner He
YCTaHOBJICHBI. J|aHHBIE OTCYTCTBYIOT.

Hauuenmbz nOJ#CUNI020 603pacma

Koppekuuu 10361 npenapara y naiieHToB B Bo3pacTte 65 JieT u crapiue He TpeOyercs (CM. pazjen
«DapmMaKoIOrHuecKue CBOMCTBAY).

llayuenmul ¢ Hapyuenuem yHKyuy novex

Metabonn3M U BbIBeJIeHHE aMOpHU3EHTaHa MOYKaMH MHUHHMMAIBHBI, I03TOMY HEOOXOJUMOCTH B
KOPpEKLIUU JI03bl Tperapara y MalKdeHTOB C HapylIeHHeM (YHKIHMH IMOYEeK MajoBEpOSTHA.
CymiecTByeT OrpaHUYCHHBIN OMNBIT MPUMEHEHHUST aMOpHU3EHTaHa y JIUI C TsDKEJIbIM HapyIIeHHUEM
¢byskuun noyek (xiupeHc kpeatuHuHa < 30 MUI/MHH); Tepamuio CleayeT HayuHaTh C
OCTOPO’KHOCTBIO B 3TOM MOATPYIIIE U CIeyeT ObITh 0c000 BHUMATEIbHBIM ITPH MOBBIIIICHUH 1035l
amOpu3enTtana 0 10 mr.

Iayuenmoi ¢ Hapywenuem GynKyuu nevenu

[Tpumenenne npenapara Bonnbpuc y manyeHToB ¢ HapylieHneM (pyHKIHUU MeYeHH (C IUpPO30M
MeYeHH Ui 6e3 Hero) He u3ydanock. TeMm He MeHee, MOXKHO OKUIaTh, YTO HapylIeHne QyHKIuu
NIEYEeHU TpUBEAET K yBeJn4YeHUIo FKCNo3uluu (Cmax 1 AUC) amOpu3eHTaHa, MOCKOJIBKY €ro
OCHOBHBIMH MYTSAMH MeTaboNn3Ma SBISIOTCS TIIOKYpPOHUAALMS W, B MEHBIICH CTEeNeHw,
OKHCIIEHHE C TOCIIEIYIONIUM BBIBEJICHHEM Yepe3 KUIIEYHHUK C Kemublo. [loaTroMy mpumeHeHHe
npemnapaTta Bonubpuc y manueHToB ¢ TsHKEIbIM HapylieHneM (DyHKIUY IeYeH! WU KIHHHYECKU
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3HAYUMBIM IIOBBINICHHUECM AKTHBHOCTH IICUYCHOWHBIX Tpl&léhaﬂgél%ﬁgm:ﬁ:-g‘_b%gjl]lﬂ]ﬂe

BepxHel rpanuiibl HopMbl (> 3 X BI'H) He pexomenmoBano (cM. pa3zaens «[IpoTuBonoka3zanus,
«Oco0bie ykazaHus» u «DapMakoIOrniaecKue CBOMCTBAY ).

INOBOYHOE JIEMCTBUE
Kparkuii 0630p npoguis 6e3onacHocTu

be3omacHocTh aMOpu3eHTaHa OIICHUBAIM ITPU TPUMEHECHUH B BUJIC MOHOTEPAITUN H/HITH B COCTaBE
KOMOMHHPOBAHHOW TEpanmui B KIMHWYCCKUX HCCICIOBAHUSAX C ydYacTHEeM Oojee ueM
1200 nanmentoB ¢ JIAI'. HexenaTenbHbIC peaklliy, BBISBICHHBIC MO JaHHBIM |2-HEACIHLHOTO
1a1e00-KOHTPOIMPYEMOT0  KIIMHUYECKOTO HCCIICIOBAHUS, MPEICTABICHBI HIDKE IO KJIaccam
CHUCTEM OpTraHOB M 4YacTOTe BCTpeuaeMocTu. MHdopmarus w3 J0JroCpOvHBIX, HE Ianedo-
koHTponupyembix uccineaoBanuii (ARIES-E u AMBITION (B couetanuu ¢ taganaduiaom)) Takxke
npejAcTaBieHa Hwke. He ObLIO BBISIBICHO paHee HEU3BECTHBIX HEXKEIATENbHBIX PEaKIUi Mpu
JUTUTEIILHOM JICYCHUH WM TIPU MPUMEHEHHH aMOpu3eHTaHa B coueTtaHuu ¢ Taganadumom. [Tpu
JUTUTEIIbHOM HAOJIFOICHUH B HEKOHTPOJIMPYEMBIX UCCIIEOBAHUAX (CPEIHUN MEpUO] HAOTIOACHUS
79 Henens) mpodriib OE30MACHOCTH OBUT AHAJOTWYCH TOMY, KOTOPBIA HAOMIOIaICS B
KpaTKOCPOYHBIX MCCIICIOBAHUAX. TakKe MpeaCTaBlIeHbl JaHHBIE PYTUHHOTO (hapMaKoHaA30pa.

[lepudepuyeckne oTeku, 3aaepiKKa KUIKOCTH U T'OJOBHAsl 00Jb (BKJIOYas TOJOBHYIO 0OJb B
o0JIaCTH TPHUAATOYHBIX TMa3yX, MHIPEHb) SBISUIMCH HaWOOJee YacTO BCTPEUABIIMMUCS
HEeXXeJaTeIbHBIMHA PEaKIUsIMHU TIpY NMPUMEHEHUH aMOpu3eHTaHa. bonee Bbicokue 10361 (10 mr)
ObLTH CBsI3aHBI C OOsiee BBHICOKOW YAaCTOTOW BCTPEUAEMOCTH ITHX HEKENATEIBHBIX PEaKIUid, U
nepudepryeckue 0TeKH, KaK MpaBmiIo, Obun Oojee TSHKEIBIMH y MAIMEHTOB B BO3pacTte > 65 et
B KPAaTKOCPOUHBIX KIIMHUYECKUX HCCICAOBAHUSAX.

YacTora BCTPEYaeMOCTH OIMPEACIACTCS CACAyIomuM o0pa3oM: ouens wacmo (> 1/10); uacmo
(> 1/100 u < 1/10); neuacmo (> 1/1 000 u < 1/100); peoxo (> 1/10 000 u < 1/1 000); ouens peoko
(< 1/10 000) u Heuzsecmmno (HEBO3BMOKHO OIECHHTh Ha OCHOBAaHHHM MMEIOIIUXCS MaHHBIX). J{iist
JI0303aBUCUMBIX HEXKEIATEIBHBIX PEAKIMA KAaTeTOPHsI YaCTOThI BCTPEYAEMOCTH OTpPa)KCHA IS
OoJiee BBICOKOW J103bI aMOpu3eHTaHa. KaTeropuu 4acTOThl HE YUYUTHIBAIOT APYrHe (aKTOPHI,
BKIIIOYAsT PA3IMYHYIO MPOJOJDKUTEILHOCTh HCCIICNOBaHUs, (DOHOBBIC YCIOBUS M HCXOJHBIC
XapaKTePUCTUKH TalMeHTa. Kareropum 4YacTOThl BCTPEUACMOCTH HEKENATEIBHBIX PEaKIIHH,
MIPUCBOCHHBIC Ha OCHOBAHWU OIBITA MPUMCHEHUS B KIMHUYECKUX HMCCIICOBAHUSX, MOTYT HE
OTpaXKaTh YaCTOTY HEXKEJIATSIbHBIX SIBJICHUI, BOSHUKAIONIMX B OOBIYHON KJIMHUYECKOM NIPaKTHKE.
B npenenax kaxioi rpymibl 4aCTOThl BCTPEYAEMOCTH HEXKENIATeIIbHbIC PEAKI[UH MTEPSUUCIICHBI B
MOPSIIKE YMEHBIICHHS CEPhE3HOCTH.

AMOpu3eHTaH AmOpu3zentan  |KomOunamusi ¢
(ARIES-C u (AMBITION u  |raganaduiaom
nocrperucrpanuonnoe  |ARIES-E) (AMBITION)
NpHUMEHeHHe)

Hapywenus co cmoponuvl kpogu u tumgpamuueckoi cucmembl

Anemus (cHuskenue yposHs [Uacto! OueHb yacTo OueHb yacTo
reMorjio01Ha, CHIKEHHE
reMaTOKpHUTA)
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AMOpH3eHTaH : Wﬂm@ﬁ%‘mﬁﬁ?“tﬂwﬁhgﬁﬂ' C
(ARIES-C u (AMBITION 1 |ramanaduiaom
NMOCTPErucTPALMOHHOE ARIES-E) (AMBITION)
NpUMeHeHHe)

Hapywenus co cmoponvl ummynHou cucmemvl

Peaknuu runepuys- Heuacto Yacro Yacro
CTBUTENBLHOCTH (HAMP.,
AHIMOHEBPOTUYECKHUN OTEK,

ChIIlb, 3Y1)

Hapywenus co cmoponul nepenoii cucmemvl

TonoBHast 6016 (BKTIOYass — |OUeHb 4acTo> Ouensb yacTo Ouensp 9acTo
TOJIOBHYIO 00JIb B 00JIacTH

MPUAATOYHBIX M1a3yX HOCA,

MUTPEHB)

['onoBoKpykEHUE Yacro® OueHb 4acTo OueHb 4acTo
Hapywenus co cmoponul opeana 3penus

HeuetkocTs 3peHns, HeussectHo? Yacro Yacro

HapylIeHHEe 3pEeHus

Hapywenus co cmoponul opeana cnyxa u 1iabupunmuule HapyuleHus:

[Iym B ymrax HewussectHo HewussectHo Yacro

Bnesannas noreps cnyxa  |HeusBecTHo HewussectHo Heuacto

Hapywenus co cmoponwvl cepoya

Cepneunas Yacro® Yacto Yacto
HEJIOCTATOYHOCTD

Omymenune cepaneobuenns [Yacto OueHp yacTo OueHp yacTo
Hapywenus co cmoponwl cocyoos

BreipaxxenHoe cHUXeHUE Yacro® Yacro Yacrto
apTepUaIbHOIO JaBJICHUS

[TpunuBeI (BKIHOYAIOT Yacro Yacro Ouensp yacto
[IPHUJIMBEI JKapa)

O6MOpoK Hewacto® Yacro Yacro

Hapywenus co cmoponul ovixamenvhotl cucmemsl, op2anos epyOHOU KIemKU U Cpe0oCmenUs

HocoBoe kpoBoTeuenue Yacro® Yacro Yacro

OplInka Yacro®® OueHb 4acTo OueHb 4acTo
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AMOpH3eHTaH : Wﬂm@ﬁ%‘mﬁ%ﬁ“ i ﬂbﬁﬁhguﬂ;l e
(ARIES-C u (AMBITION 1 |ramanaduiaom
NMOCTPErucTPALMOHHOE ARIES-E) (AMBITION)
NpUMeHeHHe)

3a10)KEHHOCTh BEPXHHUX Yacro'

JIBIXaTENbHBIX MyTeH
(manpumep, Hoca,
IIPUIATOYHBIX NA3yX),
CHHYCHT, Ha30(hapuHTHT,

PUHHAT

Hazogapunrur

QueHp 4acTo

QueHsp 4acTo

CuHycHUT, pUHUT

Yacto

Yacto

3a10KEHHOCTh HOCA

QueHp 4acTo

QueHsp 4acTo

HapyweHuﬂ CO CMOpPOHbL ofceﬂy()mmo-xume%oeo mpaxkma

TomHoTa, pBOTa, MMapes  |Yacto®

TommuoTa Ouenp yacTo OueHp yacTo
PBota Yacro OueHp yacTo
Huapes OueHb 4acTo OueHb 4acTo
bons B )xuBOTE Yacto Yacro Yacto

3amnop Yacro Yacto Yacro
Hapywenus co cmoponvl neuenu u scenueswvigoosuux nymet

Hapymienne ¢yHkimm HenssectHo>® HewussectHo HewussectHo
MICYCHHU

AyTtoumMyHHEIH renatut  |Hemnssectao>® HewussectHo HewussectHo
IloBBIICHNE aKTUBHOCTH Yacro® HewnspectHo HewnspectHo
MEYCHOYHBIX TPaHCAMHUHA3

Hapywenus co cmopoHul Kodtcu u NOOKOINCHBIX MKAHeL

Criltb HewussectHo Yacro® Yacro®

Obwue paccmpoticmea u HapyuieHus 8 Mecme 86e0eHUs

Ilepudepuueckue oTeku,
3aJIepIKKA KUIKOCTU

OueHb 4acTo

OueHn yacTo

QOueHn yacTo

bonb B rpynu/auckomdopt |Hacto Yacro Odenb yacTo
Actenus Yacro® Yacro Yacro
YTomiseMocThb Yacro® Odenb yacTo Odenb yacTo

! Cwm. noapa3aci «Onucanue omoenbHblix H€9fC€ﬂam€ﬂbelXp€aK14u11».
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2 YacToTa BCTPEYaeMOCTH TOJOBHOM OGomu Oplia Gohbl :BJ%%'%WFMQJ&QHLqO MI

amMOpH3eHTaHa.

% Jlannbie, TIoy4eHHbIE IO PE3YIbTATaM IIAHOBOTO (papMaKOHaI30pa, M MOKa3aTe/ i YacTOTh Ha

OCHOBAHUH OIIBITa MPUMEHECHHUSI B IJ1aIIe00-KOHTPOIMPYEMBIX KIMHUYECKUX UCCIICIOBAHMSIX.
4 JlanHsle, MOMyYeHHBIE TI0 Pe3y/IbTaTaM IUIAHOBOTO (apMaKOHAA30pa.

® BOJIBIIMHCTBO 3apErMCTPUPOBAHHBIX CIydaeB CepAedHOH HEIOCTATOYHOCTH OBLIO CBS3aHO C
3aJIep)KKON >KUAKOCTH. JlaHHBIE, MONydeHHBIE MO pe3yibTaTaM IUIaHOBOTO (papmMakoHaa30pa,
[IOKa3aTelIM 4YacTOThl HAa OCHOBAaHMM CTAaTUCTMYECKOTO MOJEJIMPOBAHMS JaHHBIX IU1anebo-

KOHTPOJIMPYEMBIX KIMHUYECKUX UCCIICTOBAHUM.

® Crtyyan HapacTaHms OBINIKH HEACHOH ATHOJOTHH OBLTH 3aperHCTPHPOBAHBI BCKOPE MOCTE
Hayaja Tepanuu aMOpU3EHTaHOM.

"YacToTa BCTpEYaeMOCTH 3aJ0KEHHOCTH HOCA SABIANACH JI0303aBHCUMON IpM JIeYeHHH
aMOpHU3EHTAHOM.

8 Bo Bpems Tepanuu aMOpHU3eHTaHOM OBLITH 3apErHCTPUPOBAHKI CITyYal Ay TOMMMYHHOTO IellaTUTa,
BKJIOYasi ciy4ad OOOCTpEHHUsI ayTOMMMYHHOI'O T€laTuTa M IOPAXKEHUS IMEeUYEeHU HEesSCHOU
3THOJIOTHH.

% ChImb BKJTIOUAET CHITIb 3PHTEMATO3HYIO, CHIITb TEHEPAM30BAHHYIO, CHIITb TAMYJIE3HYIO U CHIITh
3YISIIYIO.

Onucanue oTAeJbLHBIX HEXKeEJIATEIbHbIX peaKkuui

B mocrtpeructpaiiioHHoM mepuoje ObIIM 3aperMCTPUPOBAHBI CIy4yal aHEMHUH, TpeOyromiei
TeperBaHus KpoBU. YacToTa BCTPEUaeMOCTH CHUKEHUS YPOBHS reMorjioonHa (aHeMun) Oblia
BBIIIIE B TPYIIE MMAalMEHTOB, mojydaromux 10 Mr amOpuseHtaHa. Bo Bcex 12-HemenbHBIX
MIa1e00-KOHTPOJIUPYEMBIX  KIMHUYEeCKuX uccaenoBanmsax Il ga3el  cHwkeHue cpemHei
KOHIEHTPALlMK TeMOrIo0MHa y MAIleHTOB B TpyMiax aMOpu3eHTaHa ObLIO BBHISBICHO YK€ Ha
4 uenene (cawkenue Ha 0,83 r/m1); cpeqHee M3MEHEHHE OTHOCUTEIBHO UCXOTHOTO YPOBHS, KaK
MIPEJICTaBIsIIOCh, CTA0MIIM3UPOBAIIOCH B TE€UCHHE MOCIeAYIONINX 8 Henenb. B o0uieil cnoxHocTy,
y 17 yenoBek (6,5 %) B rpymnmax jeuyeHUss aMOPU3EHTAHOM OTMEYaJOCh CHMXKEHUE YPOBHS
reMorioonHa Ha > 15 % OTHOCHTENTBHO HMCXOJHOTO YpPOBHS, CO 3HAUEHHWEM MEHbBIIE HUXKHEH
I'PaHULIBI HOPMBI.

Y psaga mauuentoB (19 %) ObuU10 MPOAEMOHCTPUPOBAHO TMOBBIIICHHE AKTUBHOCTH TraMMa-
rnytamuiarpancoepassl (> 3 x BI'H). Knunnueckas 3HauuMOCTh HEU3BECTHA.

IIpoumne ocoObie momyJsiun
Hab;ueHl’l’lbl NOoMCUIoco 603pacma

B xnuHMYeckux ucciaenoBaHUsSX ¢ MpUMEHEHHeM npernapara Bonubpuc B kauecTBE MOHOTEpATUI
nepudeprudeckie OTeKd OBLITU 3apPETUCTPUPOBAHBI KaK 0303aBUCUMbBIC, TaKXkKe Oblla OTMEUYEHA
TEHJCHIIUS K UX 0oJiee 4acTOMY BO3HHKHOBEHHUIO U 0oJiee TsDKEJIOMY TEUEHHUIO y TMAIlMeHTOB B
Bo3pacTe 65 net u crapie. B nocnenyromem kinandeckoM uccneaoBanuu (AMBITION) wactora
BO3HMKHOBEHHUS OTEKOB y MAIIMEHTOB, MOTYYaBIIMX MOHOTEPAMUIO aMOPU3EHTAaHOM, COCTaBIIsIa
19 % y mamueHToB B Bo3pacte < 55 net u 28 % y manueHToB B Bo3pacTe > 55 neT. B aTom xe
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HCCIICIOBAHUN YacTOTa BO3HHWKHOBEHHS OTCK(B Y Haﬁgé%;oy%ﬁgg_@gy;g&@ %';I-éT u

crapmie) cocraBmsuia 44 % (44/101), 37 % (18/49) u 29% (16/56) B rpymnmax
Bonubpuc + taganadui, MoHOTepanuu npenapatoMm BonuOpuc u MoHoTepanuu TaganaduioMm
COOTBETCTBEHHO 1O cpaBHeHuto ¢ 45 % (91/201), 39 % (40/103) u 28 % (27/95) y nanueHToB
0osee Mosoforo Bo3pacta (< 65 mer).

NEPEJ1O3UPOBKA
CuMOTOMBI

VY 310pOBBIX JOOPOBOJIBIIEB MPUMEHEHHE OHOKpaTHBIX 103 50 1 100 Mr nmpenapara (B 5-10 pa3
MPEBBIIAIONINX MAKCHMAaJIbHYI0 PEKOMEHJOBAHHYIO JI03Y) COMPOBOXAAIOCH BOSHUKHOBECHHEM
TOJIOBHOM 0OJIM, TMPUIUBOB, T'OJIOBOKPYKEHHS, TOIIHOTHI M 3aJI0)KEHHOCTH HOCA. YUHUTHIBas
MEXaHM3M JIeHCTBUS aMOpU3EHTaHa, ero Mepe103upOBKa MOKET IPUBECTH TAKKE K BHIPAKEHHOMY

CHIDKEHUIO apTepuaibHOro aasieHus (All).
Jleuenue

Cumnromarnueckoe. B ciayyae BeipakeHHOTO CHIDKEHUS AJl MOXeT moTpeGoBaThCsl MPOBEICHHE
aKTUBHBIX MepoNpusATUN (YJIOKHUTHh TAalMeHTa, MPUMNOAHITh HOTH, BOCHOJIHUTH OObEM
HUPKYIUPYIOIIEeH KPOBH BBEACHHEM KPHUCTAJIOTHAPATOB), HAMpPABIEHHBIX Ha MOIJIEPKKY
aprepuanbHOTO AaBieHus. Crenu(uaeckoro aHTUA0Ta HET.

B3AMMOJIEVICTBHUE C JIPYTUMHU JEKAPCTBEHHBIMU ITPEITAPATAMM

AMOpHU3EHTaH MOABEPTaeTCsi METaboIM3My MTPEUMYIIECTBEHHO B TIPOIIecCe TIIOKYPOHHU AN H,
B MCHBIICH CTENCHH, 3a CYET OKHUCIUTEIHHOro MeTadojM3Ma, B OCHOBHOM TIOCPEICTBOM
m3odepmenta CYP3A u, B enie mensIneit crenenu, mocpeactsom uzopepmenta CYP2CI19.

[lo pesynpTaTam JOKIMHUYECKMX HCCIENIOBaHMI aMOpU3EHTaH B  TEpaleBTHYECKHUX
KOHIIEHTpalUsAX He yrueraer W He wuHayuupyer ¢epmentsl | umu Il gaser merabonuszma
JIEKapCTBEHHBIX CPEJICTB, YTO CBUAETEILCTBYET B MOJIb3Y €r0 HU3KOTO MOTEHI[MAIa BO3ICHCTBUS
Ha IpouiIb MpenapaToB, METa0O0IU3M KOTOPBIX OCYIIECTBISETCS TaHHBIM ITyTEM.

CriocoOHOCTh aMOpH3EHTaHa TMOBBIMIATH aKTHBHOCTh u3odpepmeHTa CYP3A4 wusywamace B
UCCJIEIOBAaHUH C yYaCTHUEM 3JI0pPOBBIX JOOpPOBOJIBIEB, PE3yJIbTAaThl HCCIEAOBAHUS MO3BOJISIOT
MIPEANOI0KUTH OTCYTCTBHUE HHIYIIMPYIOIIETo BIUSHUS amMmOpu3eHTaHa Ha n3odepmeHT CYP3A4.

Luxnocnopun A: B WCCIENOBAaHUM C y4acTHEM 3[0POBBIX JOOPOBOJIBLIEB M3Y4YaJIOCh BIUSHUE
MOBTOPHBIX 103 I1ukiocopuHa A (100-150 Mr 2 pasa B CyTKM) Ha PaBHOBECHYIO
(dbapmakokHETUKY amOpu3eHTana (5 mr 1 pa3 B CyTKM) U BIMSHUE TOBTOPHBIX 7103 aMOpH3eHTaHa
(5 mr 1 pa3 B cyTKH) Ha paBHOBECHYIO (hapMakOKHHETHKY nukiocnopura A (100-150 mr 2 pasa
B cyTku). 3HaueHUs Cmax U AUCy (mmomanps mnoa (apMakOKMHETHUECKON KpHUBOU
«KOHIIEHTpalHsI-BpeMsD» OT BpeMeHu 0 10 ompeAeNIeHHOro TPOMEeXyTKa BpeMEHH cOopa TaHHBIX )
Ui amOpu3eHTana ypenuuuBanuch (Ha 48 % u 121 % cooTBeTcTBEHHO) Ha (HOHE MHOTOKPATHOT'O
npuema IukiIocnopuHa A. Ha ocHOBaHMU 3TUX M3MEHEHHH 7032 aMOpHU3eHTaHa JIOJKHA OBITh
CHIDKEHa 710 5 Mr 1 pa3 B CyTKM IIPH COBMECTHOM MPUMEHEHHH C HUKIOcopuHOM A. OmHAKO
MHOTOKpaTHBIN MpreM aMOpu3eHTaHa He UMeeT KIIMHUYECKU 3HAYUMOTO BIIMSIHHS Ha DKCTIO3HUIIHIO
[UKIIOCTIOPHHA A U HEe TpeOyeT KOPPEKINH 1035l IUKIOCTIOPHHA A.
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MOBTOPHBIX 7103 KeTokoHazona (400 mr 1 pa3 B cyTku) Ha (apMakOKMHETHKY aMOpHU3CHTaHa
(10 mr 1 pa3 B cyTku). [IpomomkuTenbHOCTh 3Kcno3uiu amOpu3enTana mo aaHHbiM AUC o inf)
(mmomane moA (hapMaKOKMHETUYECKOH KPHUBOM «KOHLEHTPAIMSI-BPEMs», SKCTparoaupyemas K
0eckoneqHOCTH) U Cmax BIpocn Ha 35 % u 20 % cooTBeTCTBEHHO. MaJIOBEpPOSTHO, YTOOBI 3TH
M3MEHEHUS UMENU Kakoe-TM00 KIMHUYECKOE 3HaueHue, TakuM o0pa3oM, aMOpU3EHTaH MOXKHO
MIPUMEHSATh C KETOKOHa30J0M. Ha OcHOBaHMM pe3ylbTaTOB 3TOr0 MCCIEAOBAaHUSA HE TpedyeTcs

KOPPEKIMH 1036 aMOpU3EHTaHa TP COBMECTHOM NPUMEHEHUU C MHTHOUTOpaMH M30(pepMeHTa
CYP3A.

Pughamnuyun: BnusHuE BBICOKMX M MOBTOPHBIX J103 pudamnuuuHa (600 mr 1 pa3 B cyTku) Ha
paBHOBECHYIO (papMakoOKHHETUKY amOpu3eHTtaHa (10 mr 1 pa3 B cyTKM) M3y4yanoch y 370POBbIX
J0OPOBOJIBIIEB.

C npuemMoM HayalbHBIX /03 pudamMnuimHa MOSABIsIOCH BpemMeHHoe yBenmuueHne AUC(-
amOpuzeHtana (Ha 87 % u 79 % mocie MepBUYHOIO W BTOPUYHOrO Ipuema pudaMmnuuyHa
COOTBETCTBEHHO). OJHAKO K 8 MHIO KIMHUYECKHM 3HAYAMOTO BIHMSHHS Ha JKCIIO3UIUIO
aMOpu3eHTaHa MpPU COBMECTHOM MHOTOKPaTHOM HIPHMEHEHHU C PHPaAMIUIMHOM HE ObLIO.
Koppekuuu 10361 amOpu3eHTaHa Py COBMECTHOM MPHUMEHEHUH ¢ pUPaMIUIIMHOM He TpeOyeTcs.
[TanueHTHl, MOTyYaroIKe TEPanuio aMOPU3EHTAHOM, JOJDKHBI HaXOIUTHCS IMOJ HaOII0JeHHEM
rocJie Hayvasa JiedeHHs pudaMIuIuTHOM.

Cunoenaghun: B UCCIENOBAHUH C ydacTueM 19 310pOBBIX TOOPOBOIBIEB OBLIO U3YUEHO BIIHSHUE
npueMa cuiaeHadwia B TeueHue 7 mHerd (20 Mr 3 paza B CcyTku) Ha (apMaKOKWUHETHUKY
amOpu3eHTaHa (pa3oBOH J103b1), a TAKXKE BIMSHUE ITpreMa aMOpu3eHTana B Teuenue 7 puei (10 mr
lpa3 B cyrku) Ha (apMakOKWHETUKY cuiiaeHaduina (pa3oBOd 03bI). 3a HCKIIOYCHHEM
noBbleHUs! Cmax cuiaeHaduna Ha 13 % npu COBMECTHOM NPUMEHEHHH C aMOpH3EHTaHOM,
HUKAKUX JPYTUX U3MEHEHUull (papMaKkOKMHETHYECKHUX MapameTpoB cuiaeHaduia, N-gecMerui-
cuigeHadgmwia U aMOpu3eHTaHa BbIsBIEHO He Obwio. Takoe HeOosblioe moBbimieHuE Cmax
cuiiieHa(uIa He CUUTACTCS KIMHUYECKH 3HAYUMBIM.

Taoanagun: npuem tananadpuna (40 mr 1 pa3 B CyTKH) B COYETaHHH C OJHOKPATHBIM MPHUEMOM
amOpm3entana (10 Mr) y 370poBBIX JTOOPOBOJIBIICB HE BBI3BIBAT KIMHHYECKH 3HAYHMMOTO
W3MEHEHMsI TIoKaszaresned (apMaKOKMHETHMKM HH aMmOpH3eHTaHa, HH e€ro MeraboiuTa
A-TUIPOKCUMETUI-aMOpU3EHTaHa. AHAJOIMYHO MHOTOKPATHOE TPUMEHEHHE aMOpU3eHTaHa
(10 mr 1 pa3 B cyTkH) He BIUSUIIO Ha (hapMaKOKHHETHKY Taganaduia (40 Mr OTHOKPATHO B CYTKH).

Ilepopanvrvle kOoHMpayenmuesl: B UCCIECTOBAHUH C YYaCTUEM 3/10POBBIX 1I00POBOJIBIEB-)KECHIITUH
u3ydanoch BhusiHHE 12-gHEBHOro Kypca mpuema amOpusentana (10 mr 1 pa3 B cyTku) Ha
(hapMaKOKHMHETUKY MEPOPaTbHOTO KOHTPAIIENITHBA, COJAEpPKAIIEro | Mr HOPATUHIPOHA U 35 MKT
ATUHUIIICTPATNOIA, TPUHATOTO OJHOKPATHO. 3HAYeHUS Cmax 1 AUC(0-w) VTSI STUHUIIICTPAANOIIA
HECKOJIbKO cHUkanuch (Ha 8 % u 4 % COOTBETCTBEHHO), a JJIsi HOPAITHHIPOHA — HE3HAYUTEIHHO
yBenmuuuBaimuch (Ha 13 % u 14 % cOOTBETCTBEHHO). DTH W3MEHEHHs MPOJOIKHUTEILHOCTU
JNEUCTBUS YTUHUINCTPAAUONIA U HOPITUHPOHA ObUTM HE3HAUUTEIbHBIMUA U MAJIOBEPOSITHO OYIyT
MMETh  CYIIECTBEHHOE  KIMHUYECKOE  3HAYCHHE. Ha  ocHOBaHuMM  pe3ylbTaToOB
(hapMaKOKMHETHUYECKUX HCCIIEJIOBAHUI HE OXHUIAETCsA, YTO aMOpH3eHTaH MOXET BIHUATh Ha
AKCIIO3UIIUIO 3CTPOreH- WM MPOTe€CTAreHCOACPKAINX KOHTPALIETITUBOB.
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amOpuzenrtana (10 mr 1 pa3 B cyTku) Ha apMaKOKMHETUKY U (papMaKOJUHAMUKY B PABHOBECHOM
COCTOSIHMM OJJTHOKPATHO# /103bI Bap(apuHa (25 mr), uamepsumch nporpomounoBoe Bpems (I1TB)
U MeXAyHapoaHoe Hopmanmu3oBaHHoe oTHomeHnne (MHO). AmOpu3zeHTaH HE OKa3bIBaI
KJIMHAYECKH 3HAYMMOT O BIMSHUS HA (hapMaKOKUHETUKY U (papmakoauHaMuKy Bapdapuna. Taxxke

IIPU COBMECTHOM NPUMEHEHUH C Bap(papruHOM HE MEHsIeTCsl (papMaKOKHHETHKA aMOpH3eHTaHa.

VY mamuentoB ¢ JIAI, momydarommx BapgapuH, OJHOBPEMEHHOE IPHMEHEHHE Iperapara
Bomubpuc He mpHBOIWIO K KIMHWYECKH 3HaunMoMy m3MmeHeHuio [ITB, MHO wmu 10361

AHTHUKOAryJIsIHTa.

Jlueokcun: B WCCIENOBaHMM C ydacTheM 15 30pOBBIX JOOpPOBOJIBLIEB H3Y4aJOCh BIMSHHE
MOBTOPHBIX /103 amOpu3eHTaHa (10 Mr) Ha QapMakOKMHETUKY OAHOKpPATHOW J03bl JUTOKCHHA.
MHorokpatHbelii npueM amOpu3eHTaHa MnpuBoaAwil K HeOosbmioMy yBenudeHHto AUCo-jast
(utomane moJ (hapMaKOKMHETHUECKON KPUBOM «KOHILEHTpauus-BpeMs» oT BpemeHu 0 10
MOCJIEJHETO TPOMEXKYTKa BpeMEHU cOOpa J[aHHBIX) JAMFOKCMHA M €ro MHHHMAaJIbHBIX
KOHIIGHTpalluid, a Takke K yBenudeHuto Cmax Ha 29 %. YBenuueHue mTpOIOIDKUTEIBHOCTH
BO3JICHCTBUSL JUTOKCHMHA B YCJIOBUSIX MHOTOKpPaTHOIO NpueMa aMOpu3eHTaHa ObLIO COYTEHO

KIIMHUYECKH HE3HAYUTEIHHBIM, KOPPEKIIUU 036l aMOpU3eHTaHa HE TpeOyeTcs.

AmOpu3eHTaH in Vitro He Oka3bIBaeT WHTHOMPYIONIETO BO3JeHCTBUS Ha P-gp omocpenoBaHHOE
BBIBEJICHHE JUTOKCHHA U SBIIsIeTCA cyOcTpaToM s P-gp omocpemoBanHoro BeiBeAeHUs. Kpome
TOrO, B JIOMOJHUTEIBHBIX HMCCIIEMAOBAHUAX IN VILIO ¢ KyJIbTYypaMu KPBICHHBIX M YEIOBEUCCKHX
renaTonuTOB He OBLJIO MPOAEMOHCTPUPOBAHO JI0KA3aTENbCTB TOTO, UTO aMOpHU3EHTaH HHTUOUPYET
NTCP, OATP, BSEP u MRP2. CornacHo pe3yJibTaTaM HCCIEIOBAaHMS, B HW30JUPOBAHHBIX
renaronuTax C HCIOJb30BAaHUEM TPAHCPUIIMPOBAHHBIX KJIETOYHBIX JHUHHUM C YEIOBEYECKUM
TPAHCIIOPTEPOM T'€HOB OBLIO MOKa3aHo, YTO amOpu3eHTaH He mHruompyer P-gp, BCRP, MRP2
wm BSEP B xonmentpamusx g0 100 MkM. B wucciaemoBanmsx inVitro amOpusenTtan
nemoHcTpupyet cinaboe narudupopanue OATPIB1, OATP1B3 u NTCP npu IC50 3nauenusx
47 MxM, 45 MxM u npubnusuteasHo 100 MKM COOTBETCTBEHHO.

WccnenoBanus INVItr0 ¢ KyJbTypaMH KpPBICHHBIX TCMATOIMTOB TaKKe IOKa3ald, 4YTO
aMOpH3eHTaH He MHIYIHPYET dKcnpeccuo mporenHos P-gp, BSEP wim MRP2.

[Ipumenenne amOpr3eHTaHa Y 3J0POBBIX JOOPOBOJIBILIEB B TOCTOSHHOMN J03€ HE COMPOBOXKIANIOCH
KIIMHUYECKH 3HAYMMBIM BIIMSHUEM Ha (hapMaKOKMHETHKY TUTOKcHHa (cybctpara P-gp) mpu ero
OJTHOKPATHOM IPUMEHEHUHU.

Omenpazon: B KIMHUYECKUX HCCIEAOBAHUAX OJHOBPEMEHHOE MpPHMEHEHHWE aMOpU3EeHTaHa C
omenpazonoM (uHruburop uzodepmenta CYP2C19) He compoBOKIanoCh CYIIECTBEHHBIMU
W3MEHEeHUSIMHU (papMaKOKMHETHKU aMOpu3eHTaHa y naueHToB ¢ JIATL.

pyaue npenapamuvr Onsa Hanpasnennozo aeuvenus JIAI >PpPekTHBHOCTD M 0E30MaCHOCTD
amMOpHM3eHTaHa NpU COBMECTHOM NPUMEHEHUHU C JpyrMMU npenapatamu i jedeHus JIATL
(HarmpuMep, MPOCTAaHOMJAMHM U CTUMYJISTOpPAaMH pacTBOPUMOM TI'yaHWJIATLMKIIAa3bl) HE ObUIM
CMELUAIbHO N3YUYEHbl B KOHTPOJIMPYEMBIX KIMHUUECKUX MCCIIeJOBaHUAX Y manueHToB ¢ JIAT. He
NPEINoNaralioch  KOHKPETHBIX  JIGKAPCTBEHHBIX  B3aUMOJECHUCTBUI CO  CTUMYJSATOpaMu
pacTBOPUMOM TyaHMJATLUMKIA3bl WM IMPOCTAHOMJIAMH HA OCHOBE H3BECTHBIX JAaHHBIX I10
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JIEKapCTBEHHBIX B3aUMOJICUCTBUN C MPUMEHEHHUEM 3THUX IpenaparoB. [[03ToMy peKOMEHI0BaHO
COOJIFOIaTh OCTOPOXKHOCTh IIPH COBMECTHOM MPUMEHEHUH.

OCOBBIE YKA3AHUA

AMOpH3eHTaH He OBUT M3ydYeH y JOCTAaTOYHOI'O0 KOJUYECTBA IMAIIMCHTOB JUIS YCTAHOBIICHUS
COOTHOIIEHUS oJb3bl/prcka 1pu JIAT I ¢hyHkImmonansHoOro kiacca mo BO3.

OddexTrnBHOCTE aMOpHW3eHTaHA B KadecTBE MOHoOTepamuu y mnamueHtoB ¢ JIAT
IV ¢ynkmumonansHoro xmacca mo BO3 He Obiia yctaHoBieHa. B ciaydae yXyamieHus
KIMHMYECKOT'O COCTOSTHUS CIIEAYET PACCMATPUBATh TEPAITUIO, KOTOPAst PEKOMEHIOBaHA B TSHKEIION
cTaauu 3a0o0JieBaHus (HapUMep, STOMPOCTEHOII).

Hapywenue ¢pynxyuu nevenu

[loBpIlIEHHE AaKTHUBHOCTM TEUEHOYHBIX TpaHCaMHMHa3 HaOMIofaeTcs NpU NPUMEHEHUU
AQHTAarOHMCTOB PEIENTOPOB IHAOTENUHA (CM. pasnen «DapmMakogoruueckue cBocTay). Ciaemyer
MIPOBOJUTh MOHHMTOPUHI PE3YJIbTaTOB (YHKIMOHAJIBHBIX MPOO IMEYEHH B COOTBETCTBUM C
KIMHUYeCKUMH noka3zanusMu. Ecnu aktuBHOCTh Tpancamuuasz AJIT nmn ACT npessimmaer BI'H
6osee yem B 3 pa3a, TO HAUMHATh Tepanuio npenaparom Bonnbpuc He peKoMeHTyeTcs.

VY nanueHToB ¢ KIMHAYECKU 3HAYMMOW MPABOKETYTIOYKOBOW CEPACUHON HEJOCTATOYHOCTBIO, YIKE
MMEIOIIMMCSL 3a00JIEBaHMEM TI€YCHU WM BO3HHUKIIUM paHEe TMOBBIIIEHUEM AaKTUBHOCTH
TpaHCaMHHA3, CBA3aHHBIM C IPUMEHEHHUEM JIEKaPCTBEHHBIX MPENapaToB JJIs JEYEHUS] OCHOBHOIO
3a0osieBaHus 100 MPUMEHEHUEM COITYTCTBYIOIIUX JIEKaPCTBEHHBIX IPENapaToB, KOTOPbIE MOTYT
MOBBIIIATh AKTUBHOCTH TPaHCAMUHA3 JTUOO yBEIMYUBATH PUCK UX MOBBIIICHUS TPU TPUMEHEHUU
npernapata Bonubpuc, criegyer NpoBOAWTH MOHUTOPUHT aKTUBHOCTH TpaHCaMHWHA3 B
COOTBETCTBUU C KIMHUYECKUMHU IMOKA3aHUSAMH.

B cnydae, ecnu y manuMeHTOB B Ipoliecce MPOBOAMMON TEparnuy BBISIBIAETCS KIMHUYECKU
3HAYUMOE T[IOBBIIICHUE AKTHMBHOCTH II€YEHOYHBIX TpAaHCAMHHA3, WM €CJIU IIOBBIIICHUE
AKTUBHOCTH TEYEHOYHBIX TPaHCAMUHA3 COIMPOBOXKAAETCS CHUMITOMaMHU HapylleHUs (QpyHKUUU
Me4yeHu (HampuMmep, KeITyXoi), To JeueHue npenaparoM BonubOpuc HeoOX0uMO PEKPaTUTh.

[Ipu OTCYTCTBUY KENTYXH UM KIMHUYECKUX CUMIITOMOB HApyILIeHUs! (PYHKIIMH NIEYECHHU B ClTydae
HOpMaJM3allMd AaKTHUBHOCTU T[E€YECHOYHBIX TpaHCAMHMHA3 MOXKHO PAacCMOTPETh BOIMPOC O
BO300OHOBIICHUH MPUMEHEHHUs npenapaTta Bonubpuc.

W3BectHO, uto y manueHToB ¢ JIAD' BeTpeuarorcss HapyulieHHs] (YHKIMH TEYEHH W pa3BUTHE
ayTOMMMYHHOTO TenaTuTa, y NalueHToB ¢ uauonatudeckod JIAIT wacto oOHapyXHBaioT
ayroanturena. I[lpu Ttepanum mnpemnapatom BonuOpuc ObUTH 3aperucTpUpOBaHBl  CIIydau
ayTOUMMYHHOTO Te€laTuTa, B TOM 4YHCIE BO3MOXKHBIE OOOCTpEHMs CYIIECTBYIOIIErO
ayTOMMMYHHOT'O TeTlaTUTa U HapylIeHHs] PYHKIIMH MTEYSHH, XOTS CBSA3b PA3BUTUS ITUX CIIy4aeB C
npemnaparoM Bonubpuc octaercss HEsICHOM.

Takum o6pa30M, MalUCHTBI JOJIZKHBI TPOXOAUTD O6CJ'I€,[[OBaHI/Ie Ha HAJIMYWEC HAPYIICHUA (I)YHKI_II/II/I
INCYCHU H CO6JHOI[3.TB OCTOPOKHOCTH BO BpEMdA IIPUMCHCHUSA TIpCrapara BOJ'II/I6pI/IC B
MOHOTCpANMKu HWJIM B COUCTAHHUU C JPYTrUMHU JICKAPCTBCHHBIMU IIpCliapaTaMu, NPHUMCHCHUC
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KOTOPBIX BBI3BIBACT HapylleHHWEe (QYyHKIMH T¢UEHH, I gaqgggxﬁg&gﬁh'%;&ﬁ{g;ggﬁhme

3¢ EeKTH IpU COBMECTHOM NMPUMEHEHHUH Tpenapara Bonubpuc ¢ sTuMu mpenaparamu.

JleyeHne ayTOMMMYHHOTO rematuta y nanueHtoB ¢ JIAIT 1omkHO OBITH ONTHMHU3HMPOBAHO 10
HayaJia IPUMEHEHHUs U BO BpeMsl JiedeHus npenapatom. Ecinu y nanuenTa pasBUBaOTCA IPU3HAKU
WM CUMIITOMBI T€TIaTUTAa, UJIM 000CTPEHNE UMEIOLIET0Cs] ay TOMMMYHHOTI'O I'eaTuTa, IpUMEHEHUE

npernapara He0OXOAMMO TPEKPATUTD.

[Ipy nmpuMeHeHHMH APYTHX AHTarOHWCTOB PELENTOPOB JHIOTENWHA OBLIM 3apETHCTPUPOBAHBI
Clly4au MoBbIlIeHUs1 akTUBHOCTH TpaHcamuHas (ACT, AJIT), nposiBieHus renaToTOKCUYHOCTH U
cllydad pa3BUTUSL IEUEHOYHOM HepoctaTtoyHocTu (cM. pasznen «IlobGouyHoe nelicTBHER).
[TanmeHTOB, y KOTOPBIX MOCJE Hayayia jedyeHus npenapatoM BoiaubOpuc pasBuiaoch HapylleHHE
GyHKIMU T€YeHH, CleQyeT TIlaTenbHo obcnenoBaTh. Jledenune mnpenapatom Bonubpuc
HE00X0JMMO IPEKPATUTh, €CJIM aKTUBHOCTD [IEUEHOYHBIX TpaHCaMHUHa3 cocTasister > 5 BI'H, win
€CJIi TIOBBIIIEHHE JIaHHOTO II0KAa3aTelsl COMPOBOXKIAETCS YBEJIWYEHHUEM KOHLEHTpAluu
OounmpyOuna > 2 BI'H, unm npu3HakaMu WIM CHMOTOMaMH HapylieHHs (YHKIUH TeUYeHH TpU

YCJIOBUM UCKJIIOYEHUS APYTUX MPUYUH YKa3aHHBIX HAPYIIECHUM.
I'emamonoeuueckue HapyuieHus

[Ipy npuMeHEeHUU aHTArOHHCTOB PELENTOPOB HHAOTENNHA, BKIoyas mpernapar Bonubpuc,
OTMEUEHO CHIKEHHE TIOKa3aTellell TeMaTOKpUTa M KOHLEHTPAllUM TeMOIVIOOMHA, MpHYeM
HUMEIOTCS TaKKe COOOIIEHHS O TOM, YTO B psAJE CIydaeB 3TO NPUBOIWIO K Pa3BUTHIO aHEMUH,
MHOTra TpeboBaBIIeH MepenrBaHus KpoBU. B KIIMHMYECKUX MCCIEIOBAHUAX B TEUCHHUE MEPBBIX
HECKOJIbKMX HEJIeNIb Tepanuu Ha0JI01a10Ch CHUKEHHIE TT0Ka3aTels TeMaTOKPUTA U KOHLIEHTpaluu
reMorjio0nHa, KOTOpble BIIOCIEACTBHM BO3Bpallaiuch K HopMme. B miare0o-KoHTpoIupyeMbixX
UCCIIEIOBAHUAX MPOJOJKUTENLHOCThIO 12 Helenb  cpefiHee CHIDKEHHE  KOHLEHTpaluu

reMOrJIOOMHAa K KOHIy Kypca JICYCHHS B CPaBHECHHUH C HMCXOJHBIMH 3HAYCHHUSMHU COCTaBHJIO
0,8 r/m.

[Io pe3ympraTaM JOJATOCPOYHBIX OTKPBITBIX PACHIMPEHHBIX MHJIOTHBIX  KIMHUYECKHX
uccnenoBanuii 3 ¢as3pl cpenHee CHUKEHHE KOHLIEHTPALMM TIeMOrJo0MHA IO CpPaBHEHUIO C
UCXOJHBIM 3HayeHueM (B auanazone ot 0,9 o 1,2 r/am) coxpaHsuioch 10 YEThIpEX JIeT JeUeHUs
npernapatoM BonubOpuc. B moctpeructpaiiioHHOM mepuojie ObUTH 3aperUCTPUPOBAHbI Cllydau
aHeMuH, TpeOyIoIIei epenBaHus KPOBH.

KoHIleHTpanuo reMorio0nHa peKOMEHIYEeTCsl KOHTPOJIMPOBATh MEpe HAYalloM TPUMEHCHUS
npernapata BonuOpuc, yepe3 mecsil, 3 Mecslia U B JaJIbHEHIIeM — nepuoandecku. [lamuentam ¢
KIMHUYECKH 3HAYMMBIMH MPH3HAKaMH aHEMHH HAuyWHATh Tepamluio mnpenaparom BoiauOpuc He
pekoMenayercs. Ecim B mporiecce JICYCHHsT NPU UCKIIOUEHHHM WHBIX TPUYMH HaOJIOIaeTCs
KIIMHUYECKH 3HAYUMOE CHIDKEHHE KOHIIEHTPAIUK TeMOTJI00MHA, TO CIIEyeT paCCMOTPETH BOIIPOC
00 yMEHBIIEHUH [03bl WM OTMEHEe mpemnapara BomuOpuc. YactoTa BCTpedaeMOCTH aHEMUU
yBEIMYUBAJIach MPU MPUMEHEHHH aMOpH3eHTaHa B KOMOWHAIUU ¢ TaaanaduioM (dacTtoTa
BCTPEUAEMOCTH HEXENaTeNbHbIX sSBIEHUN 15 %) Mo cpaBHEHHIO C YacTOTOW BCTPEUAEMOCTHU
aHeMHH MPHU MPUMEHEHUH aMOpu3eHTaHa U Tajanaduna B kauectBe MoHotepanuu (7 % u 11 %
COOTBETCTBEHHO).
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3adeparcka ncuokocmu

[Ipu neyeHMM aHTAaroHHCTAMH PELENTOPOB PHIOTENMHA, BKItOYas mpernapat Bommubpuc, Obiio
OTMEYEHO BO3HMKHOBEHHE Nepupeprudeckux oTekoB. [lepudeprueckue 0Tekn Takke MOTYT OBbITh
kauHnYeckuM  ciencteueM JIAI. B OonpliMHCTBE ciy4aeB HpHM HPUMEHEHUHW IIperapara
Bommbpuc B KIMHHYECKUX HCCIENOBAHUAX TIepudepuyeckne OTEKW HOCHIIM JIETKHH WIn
YMEpPEHHO BBIPAKEHHBIHN XapakTep, XOTsS OHU MOTYT BO3HHKATB C OOJIBIIEH YAaCTOTOH U TSHKECTHIO
y TalMeHTOB B Bo3pacte > 65 ner. llepudepuueckne OTEKHM dYalle pPErHCTPUPOBAIM TIPH
npuMeHeHnH amOpu3eHTana 10 Mr B KpaTKOCPOYHBIX KIMHHYECKHX HCCIETOBAHUSX.

B mocTpeructpaninoHHbI TIEpUo]] OBUIA 3apPETHCTPUPOBAHBI COOOIICHUS O CIyYasx 3alepiKKU
KUJKOCTU B OpraHU3Me, pa3BUBLICICS B TE€UEHUE HECKOJIbKMX HEJNEeNb MOCcie Hayalla JIEYEHUS
npenapatoM BonnOpuc, moTpeOoBaBIIMX B HEKOTOPBIX CIIydasX JIEUEHUS NUYypEeTUKaMU WU
rOCINUTANM3AMK  JUId  TOPOBEACHMS]  JETWAPATAallMOHHOM  Tepamuu  WIM  Teparuu
JEKOMIIEHCUPOBAHHOM CEpJICYHON HEOCTATOYHOCTH. [Ipy yxke nmeromencs 3a1epxxKe )KUIKOCTH
CJIelyeT IPOBECTHU TEPAIUIO B COOTBETCTBUU C €€ KIMHUYECKUMHU IPOSBICHUSIMU Mepe] HayaaoM

Kypca JieueHus npenapatom Bomubpuc.

B xozne tepanuu npenapatom BonuOpuc npu BO3HUKHOBEHUHU KIMHUYECKH 3HAYUMON 3a/1€PKKU
YKUJIKOCTH C TIPUPOCTOM MACCHI TeJla Wi 06€3 Hero Heo0X0IMMO MmpoBecTr AU depeHITHATHHYIO
JTUATHOCTUKY, SIBIIICTCS JIU JaHHBIA CUMIITOM IPU3HAKOM CEpPJICYHON HEIOCTATOYHOCTH, JIMOO
MpOsIBIIEHUEM JeHCTBUS Tpemnapara BomuOpuc, U Ha3HaYUTh CreUU(PUUYECKYIO TEparnuio WU
OoTMEHUTH npenapat Bonubpuc. Yactora BecTpedaeMocTu nepudepruueckux OTEKOB MOBbIIIANACh
Mpyu TPUMEHEHUH aMOpu3eHTaHa B KOMOHMHAIMK C TaganaduiaoM (YacToTa BCTPEYACMOCTH
HeXeJlaTeNbHbIX sBIEHUI 45 %) MO CpaBHEHHIO C YAaCTOTOM BCTpeuaeMOCTU NepudepruyecKux
OTEKOB MpU MpPUMEHEHUN aMOpu3eHTaHa U Tajanaduia B kauectBe MoHoTepanuu (38 % u 28 %
COOTBETCTBEHHO). YacTtoTa BCTpedaeMoCTH TepudepruvIecKuX OTEKOB ObLla MaKCHMAaJbHOW B
TEYEeHHE MEePBOro Mecsia Mocie Havasa JICYCHHUS.

Jlecounasn 6eHOOKKIIO3UOHHAS DOJIE3HDb

Ecau Bo BpEMs Hadajla Tepalluyu Ba3OAUJIATUPYHOINIMMU CPEACTBAMU, TAKUMH KAaK aHTarOHMCTEI
PEUCIITOPOB DJHAOTCIMHA, Y IallMCHTa pa3BHUBACTCA OCTpBIﬁ OTCK JICTKUX, CICAYCT YYCCThb
BO3MOYKHOCTh HAJWYHSI BEHOOKKIIO3HOHHON 00JI€3HHU JIETKHX.

HapymeHue CO CNOPOHbL NOUYEK

HpI/IMeHCHI/Ie npcriapara BOJ'II/I6pI/IC Yy nNauCeHTOB € HAPYUICHUCM (byHKI_[I/II/I IMMOYCK HEC U3Y4YCHO.
HpenapaT BOJ'II/I6pI/IC HE IMOABEPracTcsa MOYCHHOMY MeTa6OHI/ISMy HJIM TIOYCHHOMY KIIMPECHCY
(BLIBCI[CHI/IIO) B 3HAYMMOM CTCIICHU, ITO3TOMY H606XOI[I/IMOCTB KOppCeKIHHN OO3bI IIpCliapara y
MalMEeHTOB C HAPYIICHUCM (1)YHKI_II/II/I ITOYCK ABJIACTCA MaHOBepOHTHOﬁ.

Jlaxmo3sa

IIpenapar BoauOpuc coaepxut nakto3y. IIpy HemepeHOCMMOCTH HEKOTOPBIX CaxapoB
HEOO0XOIMMO O0OpaTUThCS K JiedalleMy Bpady TIepel HpUeMOM JaHHOI'O JIEKapCTBEHHOTO
npernapara.
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Macno coesvix 606086 (coeguiti 1eyumuH)

JlexapcTBeHHBIN npenapat BommOpuc comepKuUT Maciio coeBbiXx 0000B (coeBblit enuTuH). [lpu
QIJIEPTUU Ha apaxycC WIHA CO0 HE MPUHUMAKNTE ATOT JICKAPCTBEHHBIN Mpemnapar.

BJIMAHUE HA CHIOCOBHOCTD YIIPABJIATH TPAHCIIOPTHBIMU CPEJACTBAMMU,
MEXAHU3MAMMU

AmOpu3eHTaH 00s1agaeT HeOOIBIIUM WM YMEPEHHBIM BIIMSHIEM Ha CIIOCOOHOCTH K yIIPaBJICHUIO
TPaHCIOPTHBIMU CpPEACTBAMU M pabore ¢ MmexaHu3mamu. ClieyeT y4uuThIBaTh KIMHHUYECKOE
COCTOSIHME TallMEHTa W TPOQHIb HEXKEIATeIbHBIX peakiuii amMOpu3eHTaHa (TaKUX Kak
BBIPAKEHHOE CHUYKEHUE apTEPUaIbHOTO JIABJICHMSI, TOJIOBOKPYKEHHUE, aCTCHUS, YTOMJIIEMOCTD)
IIPH OLIEHKE CIIOCOOHOCTH IMAallMEHTa K BBIMOJIHEHUIO 33/]a4, TPEOYIOIUX BEIHECEHUS CYXACHUH,
JIBATATEIbHBIX WM KOTHUTHBHBIX HaBBIKOB. I]allMeHThI NOJKHBI IOHMMAaTh, KaK Ha HUX MOJKET
MOBJIMSITH aMOpU3EHTaH NEpe]] TEM, KaK YIPaBJIsATh TPAHCIIOPTHBIMH CPEACTBAMHU WM paboTaTh ¢

MeXaHU3MaMH.

®OPMA BbIITYCKA

TabneTku, MOKPHITHIE TNIEHOYHON 0007109KOM, 5 MT 1 10 Mmr.

ITo 10 TaGnerok B 6mucrepe u3 komouHupoBanHoil mieHku [IBX/TIBJIX/Al ¢onbru.

[To 3 Gmuctepa ¢ MHCTPYKIMEH MO MPUMEHEHHWIO B KAPTOHHOW TAdKe C KOHTPOJEM TEPBOTO

BCKPBITHS.

CPOK I'OAHOCTH

S JeT.

He npumensTs nocine ucteueHus: Cpoka roJHOCTH, YKa3aHHOTO Ha YIaKOBKe.
YCJIOBUS XPAHEHUSA

XpaHUTh B 3aIIMIICHHOM OT cBeTa MecTe mpu temiieparype 15-30 °C.
XpaHUTh B HEAOCTYITHOM JIJIs1 IETEH MECTE.

YCJIOBUSA OTIIYCKA

OTnyck 1o peuenry.

HnNPOU3BOJAUTEJIb

IIpousBoauTe b (BHIMYCKAKNIUIT KOHTPOJIb KA4eCTBA)

«I'nakcoCmutKnaiin Unk.», Kanana / GlaxoSmithKline Inc., Canada
100 Munsepton JlpaiiB, opuc 800, Muccucora, Onrapuo, LS5R 4H1, Kanaga / 100 Milverton
Drive, Suite 800, Mississauga, Ontario, L5R 4H1, Canada

HAUMEHOBAHHE n AJIPEC JAEP/KATEJIA nJjin BJIAJEJIBIIA
PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA JIEKAPCTBEHHOI'O IIPEITAPATA

AO «I'makcoCmutKnsain Tpeiinunr», Poccus
125167, r. Mocksa, Jlenunrpaackuii mpocrekt, 1. 37A, kopmyc 4, stax 3, nomeuieHue XV,
KoMHaTa 1
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Opranu3anusi, NPUHUMAKOIIAS NPETEeH3UH [0 Kaqu§1ﬂ;ﬁﬁggﬂwg[;{[ﬁ%1ﬂa u

COO0IIEHUS 0 HeXKeJIaTeJIbHbIX peaKIusX:
Poccuiickas @edepayus

AO «I'makcoCmutKusaiin Tpeiiauary

Anpec: 125167, r. Mocksa, Jlenunrpanckuii np-t, 1. 37A, xopmyc 4, stax 3, nomemnieHue XV,
KoMHara 1

Temn.: +7 495 777-89-00

daxc: +7 495 777-89-01

XanoOpl Ha KauecTBO JIGKAPCTBEHHOrO TIperapara HEoOXOJUMO HANpaBiIsaTh Ha aJpec
A5eKTpoHHOM nouThl: 0ax81701(@gsk.com

CooOmieHusT 0 HEXENATEIbHBIX PEAKIUAX HEOOXOJMMO HAIPABIATH HA aJpec DIICKTPOHHOM
nmoutsl: ru.safety@gsk.com
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