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OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHEOFO TIPEHAPATA "004)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
ABAKABMUP, 150 mr, TabieTku, MOKPHITHIEC INIEHOYHONH 000JI0UKOM
ABAKABMUP, 300 mr, Tabs1eTKH, MOKPHITHIEC INIEHOYHOU 000JI0YKOM

ABAKABUP, 600 mr, TabneTKH, TOKPHITHIE TNIEHOYHOW 000JI0YKOM

2. KAYECTBEHHBIW 1 KOJIMYECTBEHHBIA COCTAB
JelicTByto111€€ BEIIECTBO: a0aKaBUP

ABAKABMHP, 150 mr, TabJIETKH, MOKPBITHIE INIEHOYHON 000J04YKOU

Kaxxgast tabiieTka, MOKpHITasl TUICHOYHOW 000J0ukod comepkutT 150 mr aGakaBupa (B BHIE
cynbgara).

BcnoMorarenbHbie BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: KpacuTelb KenThi conHeunbid 3akat (E110) (cMm. pazgen 4.4).

ABAKABMHP, 300 mr, TabJIeTKH, MOKPBITHIE INIEHOYHON 000J04YKOU

Kaxxnass Tabnerka, MOKpbITas IUICHOYHOH 00o0soukoit comepkut 300 mr abakaBupa (B BUIE
cynbdara).

BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HA/l0 YUYMTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npernapara: KpacuTenb KenTbli conHeunslil 3akaT (E110) (cm. pasznen 4.4).

ABAKABHP, 600 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKONU

Kaxxgast tabnerka, MOKpbITas TJIEHOYHOH oOonoukoit comepxkut 600 mr abakaBupa (B BUIE
cynbdara).
BcnomorarenbHnie BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUYUTBIBATH B COCTABE JICKAPCTBCHHOI'O

npernapara: KpacuTenb KenThii conHeunslii 3akat (E110) (cm. pasznen 4.4).

[TonHbIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPBIThIE MIICHOYHOIH 000I0YKOM.

ABAKABMHP, 150 mr, TabJIeTKH, MOKPHITHIE INIEHOYHOU 000JI0UYKON

TabyeTku, MOKPHITHIEC TUNIEHOYHOW 000JI0UKOM JKEITOTO IBETA, KPYTJIbIe, IBOSKOBBITYKJIIBIC.
Ha nonepednom paspese sapo 6e10ro uiu mo4YTH OeNoro IBeTa.

ABAKABMHP, 300 mr, TaOJIETKH, MOKPLITHIE INIEHOYHON 000JI0YKOHU

TabneTku, MOKPHITHIC TUICHOYHOW O00OJOYKOM JKEJITOTO I[BETA, OBAJIBHBIC, TBOSKOBBIMYKIIBIE, C
PHUCKOM, C OTHOM CTOPOHBI.

Ha MOMEPCUHOM pa3pe3C AApO 0€JI0ro MM MO4YTH OEJIoro OBCTA.
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(MOCNENOBATENLHOCTE 0004)

TabneTKy MOKHO pa3euTh Ha paBHBIE JJO3BI.

ABAKABMHP, 600 mr, TabJIETKH, MOKPBITHIE INIEHOYHON 000J0YKOU

TabneTku, MOKPBITHIE TUICHOYHON OOOJOYKOW KEITOro I[BETa, OBAIbHBIC, TBOSKOBBITYKIIBIC, C
PHUCKOM, C OTHOM CTOPOHBI.
Ha nomnepeunom paspese sapo 6e10ro uiu mo4YTu 0esoro BeTa.

TabneTKy MOKHO pa3IeuTh Ha PAaBHBIC O3B

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHUIO

ABAKABUP nokaszaH Kk IpUMEHEHHUIO Y B3pOCIBIX U JETEN ¢ Maccoi Tena oT 14 Kr aJis Je4eHus
BUY-undexnuu (B coctaBe KOMOMHUPOBAHHOW aHTHPETPOBUPYCHOW TEPAITUH).

4.2. Pe:xuM 103UPOBAHMSI H CIIOCO0 MPUMeEHEHHUsI

[Tpenapat 10/KeH Ha3HAYATHCsl BpauOM, UMEIOIUM ONbIT JiedeHuss BUY-undexumu.

PexxuM 103upoBaHus

Bspocnvie
Pexomenayemas cytounas go3a ajs B3pocibix coctaBisger 600 mr. [Ipenapar Ha3HauaroT B 103€
300 mr nBa pa3a B cytku uin 600 Mr oJiuH pa3 B CyTKHU.

Oco0ble IPVIIILI TAIUEHTOB

Tlayuenmor nodxcunozo 6ospacma
dapmakoKkMHETHKa abakaBupa y NALMEHTOB cTaplie 65 JieT He n3y4yanach.
Tayuenmoi ¢ napywenuem ynkyuu novex
VYV nanueHToB C HapylieHueM (YHKUMU IOYEK KOPPEKLUUHU J03bl INpernapata He Tpedyercs.
[Tpumenenue npenapara ABAKABUP He pekomenayeTcs y NalueHTOB C TEPMUHAIBHON CTaiueit
MIOYEYHON HETOCTATOYHOCTH.
Iayuenmoi ¢ napywienuem yHKyuu neveHu
AbakaBup MeTaOONIM3UpPYETCs] NMPEUMYLIECTBEHHO B TeueHu. [l JeueHus NanueHToB ¢
HapylleHneM (QYHKIHMM MeueHu Jerkoi creneHu (5-6 6amnos no mkane Yaina-Ilsio) cregyer
IpUMEHSATH adakaBUp B APYro JeKapCTBEHHOH (hopMe, KOTOpasi MOKET 00ECTIEeYUTh YMEHbIIICHHE
no3bl. JlaHHBIE MO (hapMaKOKMHETHKE U 0€30MacCHOCTH MPUMEHEHUs1 abakaBUpa y MalMEeHTOB C
HapylieHneM (QYHKUMU NEYEeHU CpelHEed U TSDKEIOW CTeNeHH OTCYTCTBYIOT. Takum oOpasom,
IpUMEHeHHe abakaBupa y MalMeHTOB C HapylleHueM (YHKIUU NEYEeHU CpelHEed U TAKeNoi
CTETNIEHU HE PEKOMEHYETCHI.

eTH
Jlemu ¢ maccoti mena om 14 0o 20 ke

Pexomennyemas cyrounas no3a cocrasisier 300 mr B cytku: 150 mr nBa pasza B cytku wim 300 mr
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OJIMH pa3 B CYTKHU.

BezonacHocTh n 3 PekTUBHOCTH abakaBHpa y AeTeil ¢ Maccoil Tena 10 14 Kr Ha JaHHBIH MOMEHT
HE yCTaHOBJIEHBI. MIMeromuecs Ha CeroJHAIIHUN JeHb JaHHbIE IPUBEJCHBI B pa3/eine 5.2, 0HaKo
HEBO3MOJKHO JIaTh PEKOMEHAINH 110 PeXUMY JO3UPOBAHUS.

Jlemu ¢ maccout mena om 20 0o 25 ke

Pexomennyemas nosza cocrasisier 450 mr B cytku: 150 mr yrpom u 300 mr Beuepom unu 450 mr
1 pa3 B CyTKH.

Ilemu ¢ maccoti mena b6onee 25 ke

Pexxum no3upoBaHus y AeTelt ¢ Maccoi Tena 6osee 25 KT COOTBETCTBYET PEKUMY JTI03UPOBAHUS Y
B3pOCJIBIX.

Cnooco0 npuMeHeHus

[Ipenapatr ABAKABUP npunumaeTcsi BHyTpb, HE3aBUCUMO OT MPUEMA MHILH.

Jns oOecrieyeHHss TOYHOCTH JO3MPOBAHHS IMpemapaTa TaOleTKy(-u) peKOMEeHIyeTcs
MIPOTJIaThIBaTh MOJHOCTHIO, HE U3MEIbYasl.

[TaniuenTam, y KOTOPBIX MPOTIaThIBaHUE TAOJIETOK BBHI3BIBAECT TPYAHOCTH, a0aKaBUp Ha3HAYAIOT B
JIpYro# JekapcTBeHHOM Gopme. B kauecTBe anbTepHATHBBI JOIMYCKAETCS U3MENbYCHHE TaOIeTOK
¢ nobGaBrmeHHEM HMX K HEOONBIIOMY KOJHWYECTBY MONYTBEPJOW MUIIM WIH KUAKOCTU. Bcee
KOJIMYECTBO MOJYyUYEHHON CMECH HEOOXOAMMO MPUHATH BHYTPh HE3aMEIJTUTEIHHO.

[Ipu nmepexone oT pexxrma rpueMa Jipa paza B CyTKH K PeKUMY IpHUEMa OJIUH Pa3 B CYTKH CIEIYyeT
IPUHITH MEPBYI0 PEKOMEHIYyeMYyIO /103y (KaK OMHCAHO BBIIIE) MpUMEpHO yepe3 12 u mocie
MOCJIETHEW TPUHATON J03bI MO PEKUMY JBYKPATHOTO MpHUEMa, a 3aTEM MPOJIOJIKATh TPUHUMATh
PEKOMEHIYEMYIO OJIHOKPAaTHYIO 703y (KaKk ONMHCAHO BBIIIE) MPUMEpPHO Kaxiawsie 24 4. [lpum
BO3BpATE K PEKUMY MMPUEMa JBa pa3a B CYTKHU CIEAYeT MPHUHSATH MEPBYI0 PEKOMEHIYEMYIO 103y
0 pEeXUMY JBYKPaTHOTO IpuUeMa IPUMEpPHO dYepe3 24 9 1mocie NOoCIeqHEH NPUHATON
OJIHOKPATHOM JO3BI.

4.3. TIpoTuBONOKa3aHUSs

['unepuyBCTBUTENBFHOCT, K abakaBUpPy WM K JIOOOMY W3 BCIIOMOTATEIbHBIX BEIIECTB,
MEpPEUNCIIEHHBIX B paszzene 6.1.

4.4. OcoOble ykazaHusl U MepPbI NPEI0CTOPOKHOCTH NMPH NPUMEHEHUH

FHHGD‘IVBCTBI/ITCJ'II)HOCTB

ITpumenenne npenapata ABAKABHWP  cBsizaHo ¢ pUCKOM  pa3BUTHUsS  peakuuil
runepuyBcTBUTeNbHOCTH (PTH), XapakTepu3yrommxcsi MOsSBICHUEM JIMXOPAJAKH W/WIN CHIIH C
JpYTMMH CUMIITOMaMH, yKa3bIBAaIOUIMMH Ha MoyiMopraHHoe nopaxkenue. PI'Y moryr yrpoxars
JKU3HU U B PEAKUX CIIydyasx MPUBOJUTH K JIETAJILHOMY MCXOJY MPHU OTCYTCTBHH HaJJIEKAaLIETro

nedenus. Puck pazsutust PI'Y npu npumenenun npenapata ABAKABHWP 3HaunTenbHO NOBBIIEH
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y TALIUEHTOB C TOJ0KUTEILHBIM PE3YJIbTaTOM TECTA HA ﬁ%ﬁqﬁ@ﬁn&ﬁ -FII?I_WB'*F)?UE Biédre ¢

teM, PI'Y k abakaBupy HaOIIOAATUCH ¢ O0Jee HU3KOW YacTOTON y MAIIMEHTOB, HE SBIISIOIINXCS

HOCHUTCIIAMU DTOI'O aJlJICIA.

CJICZ[VCT OPUACPKUBATHCA CICAVYIONNX ITpaBHJI

— Craryc B otHomenuu amienss HLA-B*5701 ngomkeH ObITh YyCTaHOBJICH B 00sS3aTEIIBHOM
nopsiake 10 Havana tepanuu npenapatom ABAKABUP.

—  Hwu npu kakux o6cTosATENHCTBAX HE CIICyeT HAUMHATH JieueHue npenaparom ABAKABHUP y
MAlMeHTOB C TOJIOKHUTEIbHBIM cTaTrycoM B oTHomeHun amiens HLA-B*5701 wmu y
MAIMEHTOB C OTPHIIATEIIBHBIM cTaTycoM B oTHoImeHnu HLA-B*5701, y koTophixX paHee Oblia
samogo3pena PI'U k abakaBupy BO BpeMs NPHUMEHEHHUS abaKaBUP-COJCPIKAIIECTO
JIEKapCTBEHHOTI'O TIpernapara.

—  IIpu nopo3penun Ha PI'Y Tepanus npenaparom ABAKABUP noskHa ObITH HeMeIJIEHHO
npekpaimieHa naxe B ciydae orcyrcrBus amrens HLA-B*5701. 3amepkka mpekparneHus
tepanuu nipenapatoM ABAKABUWP mnocne Bo3nukHoBeHusi PI'U Moker npuBecTH K
Pa3BUTHUIO YTPOXKAIOIIECH KU3HU PEaKIUH.

— Tlocne npexpauenus neyenus npenaparom AbBAKABUP no npuunne nogo3penus Ha PI'Y
HM NPH KAKHX O00CTOSITEIbCTBAX HeJIb3sl BO300HOBJSATH NpPHUMEHEHUE Npenapara
ABAKABUP wnam a100bIX APYrHX JIeKAPCTBEHHBIX IPeNaparoB, COAEPKaIIUX
abakaBup.

— Bo300HOBJIEHNE NPUMEHEHHUs MPENapaToB, coJepKalux adakaBup, MOCIe M0103peBaeMon
PI'Y Ha aGakaBUp MOXKET MPHUBECTH K OBICTPOMY BO3BPAILLEHHIO CHUMIITOMOB B TEUYEHUE
HeckoJbKuX yacoB. [TosropHas PI'Y, kak npaBuiio, mpoTekaer B 6osee Tsokenoi popme, uem
IIPU IEPBUYHOM IIPOSIBICHUH, U MOXKET COMPOBOKIATHCS yTPOXKAIOIIEH )KU3HU apTepUATbHON
TUIOTEH3UEN U JIETAIBbHBIM HCXO/I0M.

— Ilanumentos, y koTopbix pa3zBuiack PI'Y, cienyer mpoMHCTPYKTUPOBATh O HEOOXOAUMOCTH
nepegaun  ocratkoB mnpenapata ABAKABUP neuvamemy Bpady BO u30ekaHue
BO300HOBJICHUS ITpHeMa abakaBupa.

Kinuanueckas kaptuna PI'Y k abakaBupy

PI'Y x aGakaBupy OB XOPOLIO OXapaKTEPHU30BaHbI B paMKax KIMHUYECKUX UCCIIEI0BAaHUN U BO
BpeMsI TOCTPErUCTPAIIMIOHHOTO Ha0t01eHUsl. CUMIITOMBI OOBIYHO TOSIBIISITUCH B TEUEHUE MTEPBBIX
6 Henmenp (MeaMaHa BpEeMEHM Hayala 3ToW peakuuu - 11 CyTok) mocie Hayana Tepanuu
abakaBUpOM, OJHAKO 3TH PeaKIHH MOIYT Pa3BHBAThCsl B JiI00O MOMEHT NpoBeAeHUsl
Tepanuu.

[TpakTuecku Bce PI'Y k abakaBupy BKIIOYAIOT JUXOPAIKy W/WIM ChIIIb KaK 4acTh CHHJIPOMA.
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Jpyrue mpu3HAKH W CUMIITOMBI, KOTOpPbIE Ha

bopanicy- i PR 4! B6aRAEpY, ekt aror

CHUMIITOMBI CO CTOPOHBI OPraHOB ABIXaHHUA W KEITYJOYHO-KUIIECYHOI'O TpaKTa, KOTOPbIC MOI'YyT

NMpUBECTH K OIIMO0YHOM JAHATrHOCTHKE

PI'Y kak pecnupaTtopHoro 3a0osieBaHus

(mHeBMOHMM, OPOHXUTA, (PAPUHIUTA) UJIM FACTPOIHTEPHUTA.

HpI/I IMPOAOJIKEHUHN JICUCHUSA TAXKECTh CUMIITOMOB, CBA3aHHBIX C PFI‘I, HapacTacT, ¥ OHU MOI'yT

IPUHUMATh YIpOXKAIOIIUKA KM3HU XapakTep. Kak mpaBuiio, 3TM CUMOTOMBI HCYE3AIOT IOCIE

npeKpaleHus nprueMa adbakaBupa.

B PEAKUX ClIydasaX y HAaOUCHTOB, IMPCKPATUBIINX IIPHUEM a6aI<aBHpa 10 MHBIM IpUYHUHaAM, YEM

CHUMIITOMBI PFI‘I, TAKXEC pa3BUBAJIUCH YI'POKAIOIINEC )KU3HHU PCAaKIUU B TCUCHHUEC HECKOJIBKHUX YaCOB

1ocJie BO30OOHOBIICHUSI Tepanuu abaKkaBHPOM.
[AIMEHTOB CJIEJYeT MPOBOJIUTH TOJIBKO IIPU

IIOMOIIIH.

Bo3oOHoBneHne neueHust abakaBUPOM Yy TaKUX

HaJIMYUU OBICTPOro JOCTYNa K MEIULIUHCKOMN

JIakTOoalKM103 M BEIpAXKECHHAS I'e€IaTOMEraans CO CTEaTO30M

HNmerorcs COO6III€HI/I$[ O PA3BUTHHU JIAKTOALIUM 034 U BI)Ipa)KCHHOﬁ renmaToMerajinm Co CT€aTto30M, B

TOM 4YHUCJE C JETAIBHBIM MCXOJOM, BCJIEACTBHE AHTUPETPOBUPYCHOW TEpPANMM aHAJIOraMu

HYKJICO3U 0B, BKJIIrO4Yasd a6aKaBHp, IIPUHHUMACMbIMHU KaK I10 OTACIIBHOCTHU, TdK U B KOM6I/IHaI_[I/II/I. B

OOIBIINHCTBE CJIY4acB 5TH OCJIOKHCHUS BO3HUKAIOT Y KCHIIIUH.

KnuanyecknMu TpU3HAKaMU Pa3BUBAIOMIETOCS JIAKTOALWAO3a SBIAIOTCS 00mas ciaadocTs,

MoTeps almncTuTa, CTPEMHUTCIIbHAA HEOOBICHUMAS IOTEps MACChI TCJId, HAPYIICHHUA CO CTOPOHBI

KCITYJOYHO-KHIICYHOI'O TpaKTa (TOH_IHOTa, PBOTa, 00156 B )KI/IBOTC), HapymeHust CO CTOPOHBI

JBIXaTeJIbHOM CHCTEMBI (O)IBIIJ_IKa n TaXI/IHHOB) HJIM HEBPOJIOTHYCCKUC CHMIITOMBI (BKJHO‘{aSI

MOTOPHYIO C1a00CTh).

JlakToanu03 XapakTepu3yeTcsi BBICOKOM CMEPTHOCTBIO M MOXET pa3BUThCS Ha (QoHe

IMaHKpeaTuTa, IIEYCHOYHON HEJOCTATOYHOCTH HJIM HOYEYHON HEJOCTaTOYHOCTH. HaKTOBJ_[I/L[[O3,

KaK IpaBUIJIO, PA3BUBAJICA UYCPE3 HECKOJIBKO

MCCALICB TCpaIinu. H606XOJII/IMO MMPEKpPATUTDH

TCPpAIIMIO aHaJloraMu HYKJIICO3UAO0B B CIIy4a€ CUMIITOMATHYCCKUX HpOS[BJ'IeHI/Iﬁ TUICPJIAKTaTEMHUN

U MeTabO0JIMYECKOr0 alu03a/IakToali103a, IPOrPeCCUPOBaHUS renaTOMErajlui Wik ObICTPOro

MOBBIIICHUA aKTUBHOCTH aMI/IHOTpaHC(I)epa&

Crnenyer colOmoaTh OCTOPOXHOCTh Npu npumeHeHuu npenapata ABAKABUP y mo06bix

MalUeHTOB (B OCOOEHHOCTH - JKEHIIWH C OXHPEHHEM) C TenaTOMETaliuel, TernaTuTOM WU

JIPYTMMH W3BECTHBIMHU (paKTOpaMHU pUCKA MOPAKEHHUS MEUEHU M CTeaTo30M Ie4YeHH (BKItouas

MPUMCHCHUC HCKOTOPBIX JICKAPCTBCHHBIX MPCHAapaTOB U y1'IOTpC6J'IeHI/Ie aJIKOTOJlH). ITamueHTsl ©

KonH(pekuueir Bupycom renaruta C, KOTOpBIE IMONYYAIOT JiedeHHe HHTepdepoHOM anbda u

pubaBUPUHOM, MOTYT TIPEACTABIATH COOO0M TpymITy ocoboro pucka. [larueHTsl ¢ MOBBITIEHHBIM

PHUCKOM TPeOYIOT TIIATEIBHOTO HAOIIOEHUSI.
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[Tpu mosiBIEHUM KIMHUYECKUX WM JTaOOpaTOpHbIX npn'sjﬂhkog Giakrbduabia e
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06e3 Hero (B TOM YHMCIIE TEMaTOMETajJMM M CTearo3a, Jake B OTCYTCTBHE 3HAUYUTEIHHOTO
NOBBIIICHUS] AaKTUBHOCTH TpaHcamMuHa3) Jedenue mnpemnapatom ABAKABUP neobxonumo
IPUOCTAHOBUTb.

MuToXOHIpHUAILHAS I[I/IC(bVHKHI/ISI B PC3VYJIbTATC BHVTDI/IVTDO6HOFO BO3ACHUCTBUS

AHaJOru HYKIJICO3U OB M HYKJICOTH]IOB CIIOCOOHBI BBI3BIBAThH PA3IMYHYIO CTEIICHD MTOBPEKICHUS
MUTOXOHJIDHI, YTO HamOOJee BBIPAKECHHO TPOSBISICTCS TMPU NPUMEHEHUH CTaBY/IMHA,
TUIAHO3WHA WM 3WJIOBYAMHA. BbUIM 3aMKCHUpOBAaHBI CIydaW PAa3BUTHS MHUTOXOHIPHAIBHON
muchynknun  y  BUY-oTpunarenbHbIX €T, TMOIBEPraBIIMXCS BO3JICHCTBHIO aHAJIOTOB
HYKJICO3UJIOB BHYTPUYTpOOHO wu/mimm mocne poxacHus. OCHOBHBIMH HEXKEIATEIbHBIMU
peakUUsIMU SBJSUTUCh T€MATOJIOTHYECKUE HapyIlIeHUs (aHEMHUs, HEUTPOIECHMs) U HapyLICHUs
oOMeHa BelecTB (TUIepIaKTaTeMusl, THIepiaunasemus ). JlaHHbIe HeKellaTeIbHbIE PEaKIIMKA 9acTO
OBLIN TPaH3UTOPHBIMU. BbUTH 3aperucTpupoBaHbl peAKUE CIydan HEBPOJIOTHYECKUX PACCTPONCTB
C MO3JHUM Ha4yajoM (TIOBBIIIEHHBIN TOHYC MBIIII, CYI0POTH, HAPYIICHUS MOBEICHUS ). SBIAIOTCS
T JaHHBIE HEBPOJIOTHYECKUE PACCTPOMCTBA TPAH3UTOPHBIMH HJIM MMOCTOSTHHBIMH, B HACTOSIIEE
BpeMsI HEHM3BECTHO. BepOATHOCT, MUTOXOHJIPHANILHON AMCPYHKIHUU CIEAYyeT paccMaTpuBaTh y
m06oro pebeHka, MoIBEpPraBIIErocsi BHyTPUYTPOOHOMY BO3ICHCTBHIO aHAJIOTaMU HYKJIICO3UI0B
U HYKJICOTHUJIOB, C BBIPAKCHHBIMH KIMHUYECKUMU CUMIITOMAaMH HESCHOW HJTHOJIOTHUH, B
OCOOEHHOCTH HEBPOJIOTHYECKMMHU paccTpoiicTBaMu. [IpencraBieHHbIE AaHHBIE HE BIUSIOT Ha
TEKyIIHe HalMOHAJIbHbIE PEKOMEHIAIMH 10 WCIOJIB30BAHUIO AHTUPETPOBUPYCHOW Tepamuu y
OepeMEeHHBIX JKSHITUH ISl MPOPUIAKTUKH BepTUKaIbHOU nepenaun BUYU-undexnun.

Macca Tena 1 METa00IUIECKHE nmapaMETphbl

Bo BpeMs aHTHPETpOBUPYCHOW TEpanmMu MOXKET MPOUCXOJUTh YBEJIWYECHHE MACChl Tela,
MOBBIIIEHHE KOHLEHTPAlMU CBHIBOPOTOYHBIX JIMIIHUJIOB M TIIIOKO3bl B KpoBH. KOHTpoIb
3a005IeBaHNS M W3MEHEHHE 00pa3a KM3HU Tak)Ke MOTYT BHOCUTH BKJIAJ B ATOT mporecc. B
HEKOTOPBIX CiIy4asX ObUIM TOJYYEeHBl JTaHHBIC, CBUACTEIBCTBYIOIIME O CBS3M IOBBIIICHUS
KOHIIEHTpAllUH JIMIUIOB C MPOBOJUMON TEpamnuen, OJJHAKO HET BECKUX JOKAa3aTEIbCTB CBS3U
YBEIMUEHUS MacCchl Tela C Kakoi-mubo KOHKpeTHoW Tepamnmeil. CreayeT paccMOTpeTh
HEOOXOJUMOCTh OMpPENENeHNUs KOHIIEHTPAIMH CHIBOPOTOYHBIX JTUMHUAOB U TIIOKO3bI B KPOBH.
Hapymienust tunuiHoro ooMeHa He00X0IMMO KOPPEKTHUPOBATh B COOTBETCTBUH C KIIMHUYECKUMU
MPOSIBIICHUSIMH.

ITankpeaTut

beutn 3adukcupoBaHbl cliydad pa3BUTHUS MAHKPEATUTA, XOTS MPUYMHHO-CIECICTBEHHAs! CBSI3b C
pUMEeHEeHHEeM a0akaBUpa TOYHO HE YCTAHOBJICHA.

Tepanus, comepkamas TPU HYKJICO3WIHbIE MHTHONTOPEI 00paTHo# TparckpunTtassl (HUOT)
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COOTBETCTEYET : -'I'I NEPFTHOMY OTYETY

TPEXKOMITOHEHTHON KOMOWHAIIMH, COJepKalleil abakaBup, JJAMUBYAWH W 3UIOBYAHH, TpeOyeT
0Cc000ro pacCMOTPEHHUSI.

Bbutn mosryueHsl COOOIICHHUs O BBICOKOW YaCTOTE BUPYCOJIOTHYECKOM HEYJauu U BOSHUKHOBCHUHT
PE3UCTEHTHOCTH HA PaHHHMX CTaJMsIX, KOTJIa B KAa4eCTBE PEKHUMa TEpallMHd OJUH pa3 B CYTKH
MPUMEHSITH KOMOMHAIIMIO abakaBupa ¢ TeHO(GOBHUpa AU30MPOKCHIT (hyMapaTOM U JIAMUBYIHHOM.

3aboneBanus IIEUYEHH

DddekTuBHOCT, M 0Oe30macHOCTh abakaBupa HE OBUIM YCTAaHOBJIICHBI Yy TMIAlIMEHTOB C
BBIDOKCHHBIMA ~ COITYTCTBYIOIIMMHU  3a0osieBaHusiMu  niedeHn. lIpemapar ABAKABUP
POTHBOIOKA3aH MAIlMEHTaM ¢ HapyleHneM (yHKIIMY TIeUYCHH CPEeTHEH U TSHKENIOH CTEIeHN.

VY nanueHTOB ¢ W3HAYAIBHO NPUCYTCTBYIONIMM HapylleHHeM (YHKIUHM T€YeHH, BKIOYaAs
aKTUBHYIO (OpPMY XPOHHUYECKOTO remaTuTa, OTMEYAeTCs YBEIWYEHHE YacTOThl HapYUICHHH CO
CTOPOHBI (PYHKIIMH MEYEHU BO BpeMs KOMOMHUPOBAHHOW aHTUPETPOBUPYCHOU Tepamuu. Takue
NAlMEeHTHl JTOJDKHBI HAXOIUTHCS TI07 HAOIIOJAEHWEM B COOTBETCTBHHM CO CTaHIAPTHOU
KJIMHUYECKOH TpakTHKoW. HeoOXoammMo paccMOTpeTh BO3MOKHOCTh TPHUOCTAHOBJICHUS WA
MPEeKpalIeHUs] JICUCHUs MpU HATIWYUKM TPU3HAKOB YXYALICHUS 3a00JeBaHUS IMEYCHH y TaKUX
MAIUEHTOB.

HaIII/IeHTI)I C CONYTCTBYIOIIMNM XPOHHUYCCKUM I'CIIATUTOM B nnu C

[TarueHTsl €  COMYTCTBYIOLIMM XpoHMYeckuM rematutoM B wmm  C, nomywarouiue
KOMOUMHUPOBAaHHYIO aHTUPETPOBUPYCHYIO TEpaluio, IOJBEPKEHbl IOBBIIIEHHOMY DPHUCKY
Pa3BUTHSA TSKEIBIX U MOTCHIUAIBHO JIETAIBHBIX HEXKEJIATEIbHBIX PEAKLUNA CO CTOPOHBI IICUECHH.
B cnydae npoBeneHust conyTCcTBYIOIIEH NPOTUBOBUPYCHOM Tepanuu renatuta B unu C crnenyer
0o0paTUTbCSI K COOTBETCTBYIOLIMM HMHCTPYKIMSAM MO NPUMEHEHUIO JaHHBIX JIEKAPCTBEHHBIX
[Ipenaparos.

3aboJieBaHUs MIOYEK

[Tpemapar ABAKABUWP He nomkeH Ha3HauaThCs MalMEHTaM C TEPMHUHAJIBHOW cTaguei
XPOHHUUYECKOW ITOYEYHON HEOCTATOYHOCTH.

CHHAPOM BOCCTaHOBIICHUS UMMYHHUTETA

Y BUY-uHQUUMPOBAHHBIX NAlMEHTOB C TSKEIBIM HMMYHOAE(MUIIMTOM Ha MOMEHT Havaia
KOMOMHHMPOBAaHHOW aHTUPETPOBUPYCHOM TEPANUN BO3MOXKHO Pa3BUTHE BOCHAIIUTEIBHON peaKiuu
Ha (oHE OECCUMNTOMHBIX ONMMOPTYHUCTHUECKUX MHPEKUUN MM UX OCTATOYHBIX SBJICHHM, YTO
MOXET CTaTh NMPUYMHON CEPhE3HOT0 YXYILICHUs COCTOSHUS WM yCYTryOJeHHs CUMITOMATUKH.
OOBIYHO 3TH peakMM BO3HUKAIOT B TEUEHHUE NMEPBBIX HECKOJBKUX HEJENb WM MECSIEB MOcie
Hayaja KOMOMHUPOBAHHON aHTUPETPOBUPYCHOM Tepanmuu. TUNMYHBIMU MPUMEPAMHU SBISIOTCS

III/ITOMeFaJIOBI/Ip}ICHI)II\/’I PETHUHUT, T'CHCPAIN30BaHHAA A/WIM  o4arosast I/IH(beKIII/ISI, BbI3BaHHAas1
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nHeBMonucTtHas nHeBMoHusi (I1I1)). [losiBneHue MOOBIX CHMITOMOB BOCHANICHHS TpeOyeT
HEMEJJIEHHOTO 00CIIeIOBaHUS U, IPU HEOOXOIUMOCTH, JICUCHHUSI.

AyronmmyHHBIE 3a00jeBaHus (Takue Kak Oone3nb I'peiiBca) Taxke Habmomanuch Ha (oHe
BOCCTAHOBJICHMSI HMMMYHHUTETa, OJHAKO BpEMs TMEPBUYHBIX TPOSBICHUI BapbUPOBAJIO, U
3a00JIeBaHNE MOTJIO BO3HUKATh Y€pe3 MHOTO MECSIIEB MTOCIIE Hayaja Teparuu.

OcTteoHekpo3

HecmoTps Ha TO, YTO STHONOTUS JAHHOTO 3a00JIEBaHUS SBISETCS MHOTO(MAKTOPHOHN (BKIIOUYas
IpUEM TIIOKOKOPTHUKOCTEPOUIOB, YIOTPEOJIEHHE aJKOToJsl, TSDKEIYI0 HMMYHOCYIPECCHIO,
BBICOKMH MHJIEKC MAcCChl TeJa), Clydal OCTEOHEKPO3a Yalle BCEro BCTPEUAINCH Y MAllMEHTOB Ha
npoaBuHyTOM cragun BUY-undekunn n/mnu JUIMTENbHO NPUHUMAIONIMX KOMOMHUPOBAHHYIO
AHTUPETPOBUPYCHYIO Tepanuio. [lanrientam cienyet oOpaTuThes K Bpady, €CJIM OHU UCIBITHIBAIOT
00JIM ¥ CKOBAaHHOCTb B CyCTaBaX WJIHM TPYJHOCTH IIPU JBUKCHHUH.

OnnopryHucTHYECKHE HHPEKIINU

[Tpumenenne npenapara ABAKABUP wimu mo0bIX ApYrux aHTHPETPOBUPYCHBIX MpPENapaToB HE
UCKJIFOYAeT BO3MOXHOCTb PAa3BUTHS ONIOPTYHUCTUYECKUX MHPEKIUH WIN IPYTUX OCIOXKHEHUMN
BUY-undexuun, mo3ToMy ManueHThl JOJDKHBI OCTaBaThCs MO CTPOrMM HAOJIIOJIEHUEM Bpaya,
uMeroIero omneIT JieueHus BUY-accorumnpoBaHHbix 3a0071€BaHUN.

[epenaua BUY-undexmun

XoTs ObUTO JOKa3aHO, 4TO 3(h(HEeKTUBHOE MOJaBICHUE BUPYCa C TIOMOIIbIO aHTUPETPOBUPYCHOM
TEepanuu CyIIECTBEHHO CHUXaeT puck nepegaun BUY monoBbIM myTeM, UCKIIOYAaTh 3TOT PUCK
MOJIHOCTBIO Henb3s. Crnenyer coOnroAaTh COOTBETCTBYIOLIUME MEpPHI MPEIOCTOPOKHOCTU IS

npenoTBpanieHus nepeaaur BUY B cOOTBETCTBUM C HATMOHAIBHBIMA PEKOMEHIALIMSIMU.

Huadapkr Muokapia

B Heckonbkux HaOMIONATENBHBIX SMUAEMHUOJOTHUECKUX HCCIENIOBAaHUAX COOOIIAIoCh O
B3aMMOCBS3M MEX/y IpUMEHEHNEM abakaBupa U PUCKOM pa3BUTHs MH(apKTa MUOKapaa. Mera-
aHaJIU3 JAaHHBIX, IIOJIYYEHHBIX B PaHAOMM3UPOBAHHBIX KOHTPOIMPYEMBIX KIMHUYECKHUX
UCCIIEIOBaHMSX, HE TT0Ka3aJl MOBBIIIEHUE PUCKa Pa3BUTUS HH(pAapKTa MUOKapAa IpU IPUMEHEHUU
abakaBupa. Jlo HACTOSIIEro MOMEHTA HE YCTAaHOBJICH OMOJIOTHUECKUI MEXaHU3M, MO3BOJISIOMINI
O0O0BSACHUTH MOTEHLIMATIbHOE TOBBIIIEHNE PUCKA. B 11e0M, 10CTyIHbIE JaHHbBIE, OTyYEHHbIE B
HAOJIIO/IaTENIbHBIX HCCIEAOBAHUAX M B KOHTPOJUPYEMBIX KIMHUYECKUX HCCIIEIOBAHUSX,
HECKOJIbKO NPOTUBOPEUMBBI, U TaKUM 00pa3oM, HE MO3BOJISIOT ClENaTh BBIBOA O HMPUYMHHO-
CJIEZICTBEHHOU CBS3M MEXIY Tepanueil abakaBUpOM M PUCKOM pa3BUTHs MH(ApKTa MHOKapJa.
[Tpu naznauenun mnpenapata ABAKABUP cnenyer mpuHATH Mepbl Aji MUHHUMH3AIUM BCEX

MONJAIONINXCS W3MEHEHHI0 (akTOpoB (HampuMep, KypeHue, apTepuaibHas THUIOEPTEH3Us U
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Bcnomozamenvuvie sewjecmsa
JlexapctBennsbiii ipenapat ABAKABUP conepxut kpacurens xKenTelid coaHeunsblil 3akar (E110),
KOTOPBIIl MOXKET BBI3bIBATh AJJIEPIrMUECKUE PEAKIIUH.

C€THu
OTCYTCTBYIOT JOCTAaTOYHBIC JaHHBIC I10 0e30macHOCTH AJiL pCKOMCHAAIMM TTPUMCHCHUA

abakaBupa y neTei miajie 3 MecsIeB.

45 B3aumoneiicTBHe ¢ [PYIrMMH JIEKAPCTBEHHBIMH TNpenapaTaMu M JApyrue BHIBI
B3aNMOJAEHCTBUSA

B3aumoseiicTBie abakaBupa ¢ JAPYrMMHU TpernapaTaMd MajioBeposiTHO. McciemoBanus in Vitro
nokKasajii, 4to abakaBup CriocooeH MHruoOnpoBaTh n3odepment nutoxpoma P450 1A1 (CYP1AL).
AbakaBUp XapaKTEpU3YeTCs OTPAHMYCHHOHN CIOCOOHOCTHIO K MHIMOMPOBAHHIO METa0OJM3Ma C
yuactuem uzodpepmenta CYP3A4. B ucciienoBanusx in Vitro takxe mokasaHo, 4to abakaBup He
BCTYIIAeT BO B3aUMOJCWCTBHUS C IperaparaMi, KOTOPhIE METa0OIM3UPYIOTCS M30(pepMEHTaMU
CYP2C9 nwmu CYP2D6. KimHudeckue McclieOBaHUS HE BBIIBIWIIM MHIYKIUH MeTaboim3Ma B
nedeHu. TakuMm 00pa3oM, B3aMMOJICHCTBHE a0aKaBUpa ¢ aHTUPETPOBUPYCHBIMH HHTHOUTOpAMHU
NpoTeas3bl U JPYIMMHU JICKAPCTBEHHBIMHU IperaparaMu, MeTab0JIM3M KOTOPBIX MPOUCXOAMUT MPU
Y4aCTHH OCHOBHBIX M30()epMEHTOB cuUCTeMbI IuToxpoma P450, manoBepositHo. KimHuueckue
UCCIICIOBAaHHUS TIOKA3aJM OTCYTCTBHE KIMHUYECKH 3HAYUMBIX B3aUMOJICHCTBUH MEXKIY
abakaBUPOM, 3UIOBYJJTHOM H JJAMUBYIHHOM.

Morsble HHAYKTOPBI (PEPMEHTOB, TaKue Kak pudaMIuLnH, peHodapOuTan 1 GEeHUTOUH, IPU UX
Bo3aelcTBUM  Ha Y /ID-rmokypoHHNATpaHcepady MOTYT  HE3HAUMTEJIbHO  YMEHBUIATh
KOHIICHTpaInio abakaBupa B TUIa3Me KPOBH.

Bausaue a6aKaBHpa Ha d)aDMaKOKI/IHeTI/IKV APYIuX BECIICCTB

In vitro abakaBup JEMOHCTPUPYET OTCYTCTBHE WIIM CIa0yH0 CIOCOOHOCTh K MHTHOMPOBaHHIO
0EIKOB-TIEPEHOCYNKOB JIEKAPCTBEHHBIX MPENapaToB: TPAHCIIOPTEpa OpraHUYecKUX aHMOHOB 1B1
(OATPIB1), OATPI1B3, Oenka pe3ucTeHTHOCTH paka Mojounoi skene3sl (BCRP) wmm
P-rnukonporenna (P-gp); ¥ MUHHMalbHOE WHTHOMPOBAHUE TPAHCIOPTEpa OPraHHMYECKUX
katuoHoB 1 (OCT1), OCT2 u Oenka DKCTPY3HMH JICKAPCTBEHHBIX IPEMapaToB M TOKCHHOB
2-K (MATE2-K). Takum 06pa3zom, He 0’)KHUAAETCS, UTO abakaBup Oy/IeT BIUATH HAa KOHIIEHTPALUU
B IJIa3Me KPOBH JIEKaPCTBEHHBIX NPENapaToB, KOTOPBIE SBISIOTCS CyOCTpaTaMy 3THUX OEIKOB-
HIEePEHOCYHKOB.

AbakaBup sBisiercss uHrHOMTOpoM Oenka MATEL in vitro, omHako oOmamgaer cimaboi
CHOCOOHOCTBIO BIIMATH Ha KOHLEHTpanuu cyoctpatoB Oenka MATEI] B mua3sme KpoBu NpHu

TepaneBTUUECKUX YPOBHSIX IKCIO3UITNH Tpenapara (10 600 mr).
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BusiHpe Ipyrux Beiects Ha dapmakokunetuy abaxahpd - | EHOBATENLHOCTE 0004)

In vitro abakaBup He sBisercs cyocrparom OATPIB1, OATP1B3, OCT1, OCT2, OATI,
MATEI1, MATE2-K, acconuupoBaHHOTO ¢ MHOXKECTBEHHOMW JICKAPCTBEHHON PE3UCTEHTHOCTHIO
oenka 2 (MRP2) nin MRP4, osToMy He 0KHIAETCs, YTO JIEKapCTBEHHBIE MIPEMapaThbl, KOTOPHIE
BJIUSIIOT HAa aKTUBHOCTH JAHHBIX MEPEHOCYMKOB, OYAYT BIUATh HAa KOHIEHTpAluu abakaBupa B
1a3Me KPOBH.

Hecmotpst Ha TO, uto IN Vitro abakaBup siBisiercsi cyocrparom BCRP u P-gp, knuHHueckue
MCCJIEIOBAHMSI IOKA3aJId OTCYTCTBHE KIIMHUYECKH 3HAYUMBIX HW3MEHEHUH (PapMaKOKUHETUKU
abakaBupa MpH OJHOBPEMEHHOM IMPUMEHEHHH C JIOMUHABUPOM/PUTOHABUPOM (MHTHOUTOpaMU
P-gp u BCRP).

JlekapcTBEeHHBIE B3aUMOACUCTBUS, CBI3aHHBIE ¢ A0aKABUPOM

Omanon

[Tpu coBMECTHOM MPUMEHEHUU YTAaHOJ OKa3bIBAET BIMSIHUE Ha MeTabomn3M abakaBupa, IPUBOISL
k yBenmmuennro AUC abakaBupa mpumepno Ha 41 %. YuuteiBasg mpoduis Oe30macHOCTH
abakaBupa, STH Pe3yJabTAThl HE CUUTAIOTCS KIMHUYECKW 3HAYMMBIMU. Ha MeTta®onmu3Mm sTaHona
abakaBup HE BIHSET.

Memaodon

[To naHHBIM apMaKOKHHETHYECKOTO MCCIICAOBAHUS IPU TPUMEHEHNHU abakaBupa B 03¢ 600 Mr
JIBa paza B CyTKH COBMECTHO C METAJOHOM OTMeYaIoch CHIKeHHE Cmax abakaBupa Ha 35 % u
3amepxkKa Tmax HA 1 4, oqHako AUC He m3meHsack. 3mMeHeHus hapMakOKMHETHKHA abakaBHpa
HE CYUTAIOTCS KIMHUYECKU 3HAUMMBIMU. B 1aHHOM HccrieoBaHum abakaBup MOBBILIAT CPEAHUIN
CUCTEMHBIN KIMpEHC MeTaZioHa Ha 22 %. DTO U3MEHEHUE HE CUNTAETCS KIIMHUYECKU 3HAUUMBbIM Y
OOJIBITMHCTBA TMAIMEHTOB, OJHAKO B HEKOTOPHIX CIIydasX MOXKET BO3HUKATh HEOOXOIMMOCTH B
KOPPEKIMH 1036l MeTa/I0Ha. BeeacTBre 3Toro maueHTsl, MoTydarolye JeueHne METa0HOM U
abakaBUPOM, JIOJDKHBI HAXOJUThCA MMOJI HAONIOJEHHUEM B CBA3M C BO3MOXHOCTBIO Pa3BUTHUS
CHHJIPOMa OTMEHBI, TPOSBIISIFOIETOCS TIPH CHUYKEHUH JTIO3UPOBKH.

Pemunouowi

PetuHoMnHblE  COeAMHEHMs, TakMe KaK  H30TPETHMHOMH, BBIBOAATCS C  y4acTHEM
aJIKOroJbJieruporeHassl. Bzanmoneiicteie ¢ abakaBUpoM BO3MOXKHO, OJTHAKO J0 HACTOSIIErO
BPEMEHU HE U3y4aJIOCh.

Puoyuecyam

AbakaBup unruoupyer CYPLAL in vitro. V nammentoB ¢ BUY-undexiueii, momydyaronmx
KOMOMHAIMIO  (UKCUPOBAaHHBIX /103  abakaBup +  JOJyTerpaBup +  JIAMUBYIUH
(600 mr + 50 mr + 300 mr, oauH pa3 B CYTKH), IPU OJJHOBPEMEHHOM OJJTHOKPAaTHOM MPUMEHEHUHN

puonmryata (0,5 mr) 3Hauenne AUC o-) proruryaTa npuMepHO B TPH pa3a MPEBHIIIAI0 3HAaYCHUS

10



COOTBETCTEBY ET -'I'I I_EI'—‘TI (OMY OTUYETY

| C

ar 21.12.2022

AUC(0) puOLHMIyaTa, IOIY4CHHBIC HCTOPHYECKH - ngﬁ)'gs&‘“ﬂg@o%nhﬂ& U0Vfoxer

noTpe0OBaTHCS CHIKEHHE JI03bI PHOLIUTYaTa; PEKOMEHIAIIUH 110 TOA00PY 1036l CM. B UHCTPYKIIUU
10 METUIIMHCKOMY ITPUMEHEHHIO PUOLIUTYATA.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JAKTALMS

bepeMeHHOCTB

Kak npaBuiio, mpu NpuHATHN peIeHUs 00 UCTI0Ib30BaHIH aHTUPETPOBUPYCHBIX IPENapaToB s
neuennst BUY-undexknun y OGepeMeHHBIX >KEHIIMH M, KaK CJICJICTBHE, JUIsl CHIDKEHHS PHCKa
BepTUKaIbHON mnepenaun BUY-uHpekuuym HOBOPOXKAEHHOMY CJEIyeT Y4YUTHIBAaTh JlaHHbIE
UCCJICIOBaHMSI Ha AKUBOTHBIX, @ TAKXKE KIIMHUYECKHUH OIBIT IPUMEHEHUs Y O€pEMEHHBIX KEHIIHH.
HccnenoBanusi Mo MpUMEHEHHUIO abakaBUpa y >KMBOTHBIX HPOJAEMOHCTPUPOBAIHA TOKCHUYECKOE
BO3/ICHCTBUE HA Pa3BUBAIOIINNCS AIMOPHUOH M IIJIOA KPBICHI, OJHAKO Y KPOJIMUKOB JAHHBINA 3P PEKT
He Habmroxancs. Kak Obl1o moka3aHo B X0J1€ MCCIIE0BaHUM Ha )KMBOTHBIX, abakaBUp crocoOeH
HpPOSIBJIATh KaHIEpOreHHble cBoiicTBa. KiMHMYeckas 3HAUMMOCTb 3THX JIAHHBIX HEU3BECTHA.
Bbuto ycTaHOBIIEHO, YTO y 4YelOBeKa BO3MOXKHO NPOHMKHOBEHHE a0akaBUpa W/WIH €ro
METa0OJIMTOB Yepes3 IUIALEHTY.

B uccrnepoBaHusAX 1o oOleHKe NpUMEHEHUs abakaBupa y OepeMeHHbIX eHIuH Oonee 800
UCXO0J10B OEpEMEHHOCTH 10CJIe IPUMEHEHUS BO BpeMs repBoro TpuMectpa u 6osiee 1000 ncxonon
OEpeMEHHOCTH TIOCJIE€ TPUMEHEHHsS BO BpeMs BTOpPOTO W TPEThEro  TPHUMECTpa
MPOJEMOHCTPHPOBAIA ~ OTCYTCTBHE  MaJb(POPMATHBHOTO W  (ETATHLHOT0/HEOHATAIBHOTO
B3anMoJieiicTBusa. Ha OCHOBaHMM BBIIIEU3IOKEHHBIX JAHHBIX MOKHO CJI€JIaTh BBIBOJ O TOM, YTO
IpY IpUMEHEHNHU abakaBUpa y YEeJIOBEKA PUCK BPOXKAECHHBIX MMAaTOJIOTHI MaJOBEPOSITEH.
Mumoxonopuanvras oucynkyus

B uccnenoBanusx in Vitro u in vivo ObUIO TPOJEMOHCTPUPOBAHO, YTO aHAJIOTU HYKJICO3HIOB U
HYKJICOTH/IOB CIIOCOOHBI BBI3bIBaTh IMOBPEXKIECHUS MUTOXOHJIPUHN pa3iauyHON creneHu. bbutn
3apEerucTpUPOBAHbl COOOIIEHUSI O MUTOXOHApHaIbHONH auchyHkuuu y BUY-oTpunarenbHbIX
JeTel, TOABEPrHYTHIX BO3ICHCTBUIO aHAJIOTOB HYKJICO3WIOB BHYTPHYTPOOHO W/WIH B
MIOCJIEPOIOBOM TIEPHOJIE.

JlakTanus

AbakaBup M €ro MeraboJUThl MPOHMKAIOT B MOJOKO Y KOPMSIIMX KpbIC. AOGakaBHp Takke
NPOHMKAET B TPYIHOE MOJIOKO y 4enoBeka. J[aHHbie 0 0€30macHOCTH MPUMEHEHUs abakaBupa y
JeTell B BO3pacTe MIIaJlle Tpex MecsieB oTcyTcTBYI0T. BUU-nHduInpoBaHHBIM XKEHIIMHAM HU
OpU KakuX OOCTOSTEIbCTBAX HE PEKOMEHAYeTCs IPOBOAMTH TPYAHOE BCKApMIIMBAHHE BO
u3bexanue nepegaun BUU-ungexuuu pedbeHky.

DdepTUIbHOCTD

Pe?)y.TILTaTI)I I/ICC.]'IG)IOBaHI/Iﬁ Ha KMBOTHBIX IIOKa3ajIn, 4YTO a6aKaBHp HE OKa3bIBACT BJIMAHHC Ha
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4.7. Baiusinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeICTBAMH H padorarh €
MeXaHU3MaMH

HccnenoBanusi 1O OLEHKE BIMAHUS abakaBUpa Ha CHOCOOHOCTh YIPABIISTh TPAHCIOPTHBIMHU
cpeAcTBaMu M paboTaTh C MEXaHU3MaMH HE IPOBOMIIUCH.

4.8. Hexkes1aTelbHbIE peaKkIUH

Pesrome npoduiist 6e3onacHocT

JIJ11 MHOTHMX 3aperuCTpUPOBAaHHBIX HEXKEIATEIbHBIX PEAKLIUI OCTAETCSl HESICHBIM, CBSA3aHO JIM UX
pasBUTHE C NPUMEHEHUEM abakaBHpa, JMOO0 HIMPOKOrO CIEKTpa JIEKApCTBEHHBIX IPENapaTos,
npuUMeHseMbIX 1is Jiedennss BUY-undexunn, uim jxe OHU SIBISIOTCS TPOSIBICHHEM OCHOBHOTO
3a00J1€BaHHU.

MHorue u3 MNepeyucleHHbIX HUXKE HEXelaTelbHbIX peakluil (TOLIHOTa, pBOTa, AMApes,
JMXO0paJiKa, COHJIMBOCTb, ChIllb) YaCTO Pa3BUBAIOTCS y MAI[UEHTOB C THIEPYYBCTBUTEIBHOCTBIO K
abakaBupy. [loaTomy mnpu mosBIE€HUH JTHOOOr0 M3 3TUX CHUMITOMOB IIOKa3aHO TIIATEIbHOE
o0creoBaHUE MMALIMEHTA HA HAJIMYKUE TUIIEPUYBCTBUTEIBHOCTH.

Bbbutn  3aperucTpupoBaHbl OYEHb pEIKHE Claydal IMOJIUMOPGHON HSKCCYAATUBHOW SPUTEMBI,
cugapoma CrtuBeHca-/[>KOHCOHA MM TOKCHUYECKOIO 3MHUIEPMAIBHOIO HEKPOJIM3a, B KOTOPBIX
Henb3s Obulo uckitounth PI'Y k abakaBupy. B Takux ciayyasx HeoOX0IuMO IPEKPATUTh MPUEM
JIEKapCTBEHHBIX NPEnapaToB, COAEpKaIMX abakaBup, 6€3 BOZMOKHOCTH BO3OOHOBIICHUSI.

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

BonbIIMHCTBO epeYNCIEHHBIX HUKE He)KENaTeIbHBIX PEaKIui He SBISIOTCS OTPaHUYHUBAIOIIUMU
JICUCHHUE.

[IpencraBineHa dYacToTa BO3HHKHOBCHHSI  HEXCJIATEIBHBIX  pPEAKIUW, KOTOpble ObUIH
3apETUCTPUPOBAHBI MIPH HCIIOJIB30BAaHMM a0akaBUpa, B XOJl¢ KIMHMYCCKMX HCIBITAHUNA WIIH
MOCTPETUCTPAIIMOHHOTO HAOIIOICHUS.

YacToTa peakiuii ykazaHa B COOTBETCTBUU C KJIacCUPUKAIMEH: OYECHB 4acTo (> 1/10);
gacto (> 1/100, no < 1/10); mewacto (> 1/1 000, no < 1/100); peaxo (> 1/10 000, no < 1/1 000),
ouenb peako (< 1/10 000); gactora Hen3BeCTHA (HA OCHOBAHWH MMEIOIIUXCS JAHHBIX OICHUTH

HEBO3MOIKHO).

Yacro ‘ Penxo ‘ Ouenb peako

HapymeHu}z Mmemabonuzma u NUMAaHus.

MOTCPA allCTUTAa ‘ ‘ JJaKTOaIua03

Hapywenus co cmoponvl HepeHoti cucmembi:

roJIoBHas OOJIb ‘ ‘

Kenyoouno-kuueunvie HapyueHus:

TOIIHOTA, PBOTA, AApes ‘ MTAaHKPEATUT ‘
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STTOUTTELOBEATENERULTE UU4)

Hapywenus co cmopoHbl Kodicu u nOOKOMCHBIX| MKAHEU:

Chllb  (pU  OTCYTCTBHUH noJuMopQHas

CHCTEMHBIX MPOSIBICHUN) 9KCCYAATUBHAS spuUTeMa,
CHUHJIPOM CruBeHca-
J>xoHCOHA, TOKCUYECKHI

ANUAEPMAIbHBIN HEKPOJIU3

Obwue HapyuwieHus u peakyuu 8 mecme 68€0eHUsL:

JIMXOpaJKa, COHJIUBOCTb,
YTOMIIIEMOCTh

OmnmncaHue OTACIBHBIX HEXKEIATSIbHBIX PeaKIIHi

Peakyuu cunepyyecmeumenbHocmu K abakasupy

[Tpusnaku u cumnToMel PI'Y npuBenens! Huxe. JlanHbIe TPU3HAKK M CHMITTOMBI ObLTH BBISIBIICHBI
BO BpeMs KIMHUYECKUX HCCIENIOBAaHUM WJIM MPU IOCTPETUCTPALMOHHOM HaOJIIOJICHUH.
CuMOTOMBI M NPU3HAKHU, 3aperucTpupoBaHHble He MeHee YeM y 10 % mammenToB c PI'Y,
BBIJICJICHBI TIOJTYKUPHBIM IIPHPTOM.

[TpakTideckn y Bcex mamueHTOB ¢ PI'U pas3BuBaroOTCsS IUXOpajaka W/WIA ChITb (OOBIYHO
MakKyJonanysjae3Has Wi YpTUKapHas) Kak 4acTh CHHAPOMA, OJHAKO PEaKIUU TaKKe MOTYT
OpoTeKaTh 0e3 ChIIM WM JIMXOPaaKu. J[pyrue oCHOBHBbIE CUMIITOMBI BKJIFOUAIOT CUMIITOMBI CO
CTOPOHBI KEITYJOYHO-KHUIIEYHOTO TPAKTA, JBIXaTCIbHOW CUCTEMBI MM CHUCTEMHBIE CUMIITOMBI,
TaKUe KaK COHJIMBOCTb U HEJJOMOT'aHHE.

Kaaccndukanus nmo opranam u cucreMam

Hapywenus co cmoponul kposu u tumgpamuieckoii cucmemyl. TAMPONIECHUS.

Hapywenus co cmoponvl nepénoti cucmemvol. roJ10BHasA 001b, TapECTE3US.

Hapywenus co cmopoHbl ObiXamenbHOU CUCHEMbl, OP2AHO8 2PYOHOU KIeMKU U CPEOOCMEeHU.
OAbIIIKA, KallleJdb, 00JIb B TOpJIe, pECIUPATOPHBIA TUCTPECC-CUHIPOM B3pPOCIbIX, bIXaTeIbHAas
HEJ0CTAaTOYHOCTbD.

Kenyoouno-kuuieunvie Hapyuienus. TOUIHOTA, PBOTa, Auapes, 00J1b B KHBOTE, U3bsI3BICHUE
CIIM3UCTON 00OJIOUKH pTa.

Hapywenus co cmopomnvl neuenu u dHceniuesvigo0aujux nymeii. NOBbIIIEHHE OMOXHMHYECKHX
noxkasareJieil (pyHKIMM NeYeHH, IeIaTUT, IEYCHOYHass HEJOCTATOYHOCTb.

Hapywenus co cmoponwvl Kodcu u noOKOXNCHbIX mKaHeli: chlllb (00BIYHO MaKyJlonamnyJse3Has Win
ypTUKapHas).

Hapywenus co cmoponvl MbluieyHo, cKkelemHou U cOeOUHUMenbHoU mKaHy: MAAJITAS, PEIKO
MUOJIU3, apTPAIITHsl, TOBBIILIEHHE aKTUBHOCTH KpeaTUH()OCPOKUHAZHI.

Hapywenuss co cmopouwvi nouex u mouevleo0awjux nymeti: TOBBIIIEHHE KOHIIEHTPAIUH

Kp€aTHHHWHA, IToYC€UYHasd HEJOCTATOUYHOCTD.
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Obuwyue napywienus u peaxyuu 6 mecme 66e0dnus: TRXOPaika; ¢ (;ﬂ‘.n-;l-EBGHﬁ TaéroMoranue,

OTeKH, JUMQaaeHONaTHs, apTepuaibHas TUIOTEH3Us, KOHBIOHKTHBHT, aHA(PHIAKTHYECKUE
peaxkuu.
CuMnromsl, cBsizaHHble ¢ AaHHOM PI'Y, yXymmaroTcsi mpu NPOAOIKEHUHM TEpanuud U MOTYT
IIPUHUMATH YTPOXKAIOIUHI JKM3HU XapaKTep, B PEAKUX CIydasiX OHU IMPUBOIWIM K JIETaJIbHOMY
UCXOLY.
Bo3zobnosnenne npuema abakasupa nocie PI'Y Ha abakaBup npUBOAUT K OBICTPOMY ITOBTOPHOMY
HOSBJICHUIO CUMIITOMOB B T€UEHHME HECKOJIbKMX 4acoB. IloBropHass PI'U oObIYHO mpoTeKaer B
Oonee Tsxkenol Gopme, YeM MpU NEPBUYHOM IPOSIBIECHUHU, U MOXKET BKIIOUYATh YIPOKAIOIIYIO
KU3HU apTepUAIbHYIO TUIIOTEH3UIO U JIETAIBbHBIM HCX0J. B psane ciiyuaeB monoOHbIE peaknun
TaKKe BO3HUKAIM IPU BO30OHOBJICHHWHU Tepamnuu abakaBUPOM IIOCIIE €r0 OTMEHBI, BBI3BAHHOM
HOSIBJICHUEM OJHOI'0 U3 OCHOBHBIX CUMIITOMOB TMIEPYYBCTBUTEIBHOCTH (CM. BBIIE), U B OYEHb
pPEeIKHUX ClIydasX peaklMu HaOMIoJalIuch IpH BO300OHOBIECHHMM NPUMEHEHUs abakaBHpa
NalUEeHTaMM, y KOTOpBIX JO €ro OTMEHbl HE OTMedanuch Hukakue cumnromsl PI'Y (t.e. y
MAalMEeHTOB, KOTOPHIX paHee CYMUTAIN MEPEHOCIIIIUMHU TEPAMUIO a0aKaBHUPOM ).
Memabonuueckue napamempbi
Macca Tena, KOHLEHTpalMM JIMIIMIOB M TJIIOKO3bl KPOBM MOTYT IIOBBIIIATBCS BO BpPEMs
AHTUPETPOBUPYCHOU TEPAIIUH.
Cunopom eoccmarno61eHUs UMMYHUmMema
Y BUY-uHQUUMPOBAHHBIX NALUEHTOB C TSXKEIbIM HMMYHOAE(DUIIMTOM Ha MOMEHT Havaia
KOMOMHHUPOBaHHOM aHTUpeTpoBHpYycHOU Tepanuu (KAPT) BO3MOXXHO pa3BUTHE BOCTIATUTEIbHON
peakuun Ha (oHe OECCHMMITOMHBIX ONMOPTYHUCTHUECKUX HHQPEKIUH MM MX OCTATOYHBIX
ABJIEHUN. AyTOoUMMYHHbIE 3a0osieBanus (Hanpumep, Oose3ns ['peliBca) Takke HaOMIOAATUCH HA
(oHE BOCCTAaHOBJIEHHUS MMMYHUTETa, OJTHAKO BpeMs MEPBUYHBIX MPOSBICHUN BapbUpOBAIO U
3a00JIeBaHNE MOTIJIO BO3HUKATh Y€pe3 MHOTO MECSIIEB MOCTIe Havala TepanuHm.
Ocmeonexpos
3aperucTpupoBaHbl Cly4dal OCTEOHEKpP03a, OCOOEHHO Yy MAalMEeHTOB C OOLIeNpU3HAHHBIMU
dakTopamu pucka, Ha mNpojABUHYTOW craaun BUY-undexkunun wim npu  ATUTEIHHON
KOMOWHUPOBaHHOM aHTHUPETPOBUPYCHON Tepanuu. YacToTa 3TOro sIBIEHUS HEU3BECTHA.
Hzmenenus nabopamophulx nokazameneu
B koHTponupyeMbIX KIMHUYECKUX UCCIIEI0BAaHUSAX N3MEHEHHUE J1Ta00opaTOPHBIX MOKa3zaTenel npu
JeyeHHH abakaBUPOM HaAOIIOAAIOCh HEYACTO, KaK M B KOHTPOJBHOHM TpyIIe MalMeHTOB, HE
MOJIy4aBLINX MTpenapar.

eTH

B uccnenoannu ARROW (COL105677) npunumanu ydactue 1206 BUY-uHbUIIEPOBAHHBIX
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JAMUBYIMH OJIMH WM JBa pa3a B CyTku. He ObLIM BBISBICHBI HHUKAKUE JOTOJHUTEILHBIC
npo0JeMbl B OTHOIIEHHH 0€30MacHOCTH y JIeTel, MPUHUMABIINX abakaBup OAMH WM JIBa pas3a B
CYTKH, 110 CPABHEHUIO CO B3POCIIBIMHU.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

Baxxno cooOmareh 0 TOJ03PEBACMBIX HEXKEIATEIbHBIX PEAKIUAX TIOCJIEe PETUCTPALUU
JICKapCTBEHHOTO TIperapara ¢ meibio 00ecrevYeHrs HeMPEePhIBHOIO MOHUTOPUHTA COOTHOIICHHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO IMperapara. MeIuIuHCKUM PaOOTHUKAM PEKOMEHIYETCs
coo0marek 0 JIOOBIX MOJ03PEBACMBIX HEKEJIATEIIbHBIX PEAKIMIX JICKAPCTBEHHOTO Iperapara
Yyepe3 HAIMOHAILHBIC CUCTEMbl COOOIIEHUN O HEXENATEeIbHBIX PEaKIUsIX TOCYyIapCTB — YWICHOB
EBpa3uiickoro 53KOHOMHUYECKOr0 COK3a:

Poccuiickas ®@enepanus

OenepanbHas ciryx0a mo Haazopy B cdepe 3npaBooxpanenust (POC3JPABHA/JI30P)

109012, r. Mocksa, CnaBsiHCKasl IIIOMAb, 1. 4, cTpoeHHe |

Tenedon: +7 (499) 578-02-63

MHuorokaHanbHbIN TeaehoH: +7 (499) 578-06-70

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

Anpec B uHTepHEeTE: WWW.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CumMnromsl

B kiMHMYecKHX HCCIEeIOBaHMSX MAlMEeHThl NPUHUMAIN OJHOKpATHbIE J03bl abakaBHpa a0
1200 mr u cyrounsle go3bl 10 1800 mr. He Oblio OTMEUYEHO pa3BUTHE HEIPEIBUJIEHHBIX
He)XenaTeNnbHbIX peakuuid. [lefictBue npenapatra ABAKABHUP B 06onee BbICOKMX J103aX [0
HACTOSAIIETO BPEMEHU HE U3YUYEHO.

Jleyenue

B cnyusae mepenosupoBku mnpenapatom ABAKABUP mnanwieHT A0mKeH HaXOIUTHCS TIOJ
HaOJII0JIEHUEM Bpaya C LENbI0 BBISBICHUS MPU3HAKOB TOKCHYECKOTO JAECHCTBMS Ipernapara U
IPOBEIEHUS CTAaHAAPTHON CHMITOMATHYECKON Tepanuu Mo rnokasaHusM. HensBecTHo, MoeT 11

a6aKaBI/Ip OBITh BBIBCJICH TP NPOBCACHUUN IICPUTOHCAIIBHOTO AUAJIN3a UJIK TEMOJUAJIn3a.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOIiCTBA

dapmakoTepaneBTHUECKasi TIpyIIa: MPOTUBOBUPYCHBIE CpEJICTBA CHCTEMHOIO JEHCTBHUSA;
IMPOTHUBOBUPYCHEIC CPCACTBA IIPAMOTO }IeI\/'ICTBI/ISI; HYKJICO3UJIHBIC U HYKJICOTUHBIC I/IHFI/I6I/ITOpI)I

00paTHOM TPaHCKPUNITA3HI.
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Kox ATX: JOSAF06 (MOCNEOOBATENEHOC .TL-- Q004

Mexanuszm geiicTBus

AbakaBup SBISETCS HYKICO3UIAHBIM aHAIOTOM - HHTHOUTOPOM OOpATHOM TPaHCKPHIITa3bl. ITO
MOIIHBIN cesleKTUBHBIN nHrnouTop BUU-1 u BUY-2, Bimrovas mrammbl BUY-1 co cHmkeHHON
YYBCTBUTEJIBHOCTBIO K 3UJOBYAHMHY, JIAMUBYAHHY, 3aILUTA0UHY, AUJIAHO3WHY U HEBHUPAIHUHY.
AbakaBHp MOJBEPraeTcsi BHYTPUKJIETOYHOMY METab0IM3My, MPEBPAIIasiCh B aKTUBHYIO (OpMY
kapOoBup-5’-tpudocdar (kapooup-TdD). Ilo maHHBIM wHccieqOBaHUi N VItro, MexaHu3Mm
nerictBusl abakaBupa B oTHomeHnn BUY 3akimtodaercs B mHrHOMpoBaHuu (hepMeHTa 0O0paTHOH
Tpanckpunrtassl BUY, uTo npuBoAUT K 0OpBIBY IIENU M OCTAHOBKE LIMKJIA PEIUIMKAIIUU BUPYCA.
He nHabumoancs aHTaroHU3M MPOTUBOBUPYCHOM aKTUBHOCTU a0akaBHpa B KYyJIbTYpe KJIETOK IpU
komMOunarmu ¢ HMOT nuaaHo3wHOM, SMTPUIUTAOMHOM, JAMHUBYAWHOM, CTaBYAWHOM,
TEHO(OBHUPOM, 3ANIUTAOMHOM WJIM 3UIOBYAMHOM, HEHYKIICO3UIHBIM HHTHOUTOPOM OOpaTHOMU
tpanckpunrtazsl (HHUOT) neBupanmnom wunu unruOutopom mporeazst BUU (MIT BUY)
aMIIPEHAaBUPOM.

Pe3uncreHTHOCTD

Pezucmenmuocms in Vitro

Pesucrenthoie K abakaBupy usonsathl BUUY-1 Obutn BbiAeNeHBI IN VIO M CBA3aHBI CO
CHeU(PUIHBIMU TCHOTHITMYESCKUMH W3MEHCHUSMHU B KOJIOHAX T€HA OOpaTHOW TPaHCKPHIITA3BI
(OT) (xomonsr M184V, K65R, L74V u Y115F). PesuctenTHOCTD BUpyca K abakaBupy in Vitro
pa3BUBAETCS OTHOCHUTEIBHO MEIJICHHO, JUIS KIMHWYeCKH 3Hauumoro yeenuueHus WKso
(MHrUOUpYyIOIIas KOHIIEHTpaIus B oTHoeHHH 50 % mTaMMOB) OTHOCUTEIBHO «TUKOT0» IITaMMa
BHpYyca TPeOYIOTCS MHOKECTBEHHBIC MYTAITHH.

Pezucmenmnocmo iN VIVO (nayuenmol, panee He noiyuasuiue mepanuio)

VY u3079TOB BUpYCa, MOJYYEHHBIX B 0a30BBIX KIMHUYECKUX HMCCIEAOBAHUAX y OONBIIMHCTBA
MAIMEHTOB C BUPYCOJIOTHYeckoi Hed(hPEeKTUBHOCTHIO PeKUMA TEPATTHH, COAEPIKAIIEro adaKkaBup,
OBLJIO MPOJEMOHCTPUPOBAHO JIMOO OTCYTCTBHE W3MEHEHHH TIOKa3aTelled OTHOCHUTEIBHO
WCXOJIHOTO 3HadeHus, cBs3aHHbIX ¢ npumeHeHuemM HUOT (45 %), nubo cenekius TOIBKO
mytanuu MI84V unu MI841 (45 %). Ob1mias yacrora cenexkimu M184V i MI841 6b11a BeicOKOi
(54 %), pexe mpoucxommna cenekiust L74V (5 %), K65R (1 %) u Y115F (1 %). Beuio
YCTAHOBJICHO, YTO NP BKIIOYCHHUH 3WIOBYIMHA B PEXKHM TEPAITHK CHUKACTCS YacTOTa CEIECKIINN
L74V u K65R B mpucyrcTBum abakasupa (¢ 3umpoByauaom: 0/40, 6e3 sugoByauna: 15/192, 8 %).
Cenexkuus TUMHAUH-aHATOTOBBIX MyTanuii (TAM) MOXeT MpOUCXOOUTh B Clydasx, KOria
AQHAJIOTM TUMHUIMHA COYETAIOTCS ¢ abakaBUpoM. B Mera-aHanw3e pe3ylbTaTOB IIECTH
KJIIMHAYECKUX MCclenoBaHui cenekunas TAM oTcyrcTBOBana IIpu  peXUMax Tepamuu,

comepxamux abakaBup 60e3 3umoByauHa (0/127), HO mpoucxoamia MPU PEKUMaX TEparuu,

16
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coepiKaIX abakaBup 1 aHATOT TUMAIMHA - 3 oBymH (23/86; 26'4). T ENEHOCTE 0004)

Pesucmenmuocms N VIVO (nayuenmul, panee noiyuasuiue mepanuio)

Knuanyeckn 3HauuMOe CHIDKEHUE YyBCTBUTEIIBHOCTH K abakaBUpy ObLIO MPOJEMOHCTPUPOBAHO
B KJIMHUYECKUX H30JISITaX MAlUEHTOB C HEKOHTPOJIMPYEMOM peIIMKalueld BUpyca, paHee
MOJIyYyaBUIMX  TEpaluio JAPYTUMU  HYKJICO3UTHBIMU  HMHTHOUTOpaMH U 0OOJAJAIOIIUX
PE3UCTEHTHOCThIO K HUM. B MeTa-aHanmuse pe3ynbTaToOB MSATH KIMHUYECKHX HMCCIIEOBAHUM, B
KOTOpBIX abakaBup ObUT AOOABIEH B PEKUM Tepamuu IJIs yCHWICHUS ee JeicTBusi, u3 166
nanueHToB y 123 (74 %) Obiia BeisBacHa mytauuss M184V/I, y 50 (30 %) Obuia BbIsBIICHA
T215Y/F, y 45 (27 %) 6bu1a BeisiBiiena M41L, y 30 (18 %) 6buta BeisiBiaeHa K70R u 'y 25 (15 %)
obuta BeisiBaeHa D67N. Myrauus K65R otcyrcrBoBana, myrauuu L74V u Y115F BcTpedanuch
Hevyacto (< 3%). MojenupoBaHue MPOTHOCTUYECKUX 3HAUEHUU NJii T€HOTHNA C IMOMOIIBIO
JIOTUCTHYECKON perpeccuu (¢ yuerom ucxoanoro conepxkanus PHK BHUY-1 B miasme kpoBu
(BPHK), xomuuectBa CD4+ kiieTok, KoiMMuecTBa U MPOJOIKHTEIBHOCTH MPEANISCTBYIOIMINUX
AHTUPETPOBUPYCHBIX TEPAIUii), TOKA3aJI0, YTO HATHYKE 3 WK O00Jee MyTallluid PE3UCTEHTHOCTH K
HUOT 65110 cBsI3aHO C yXyaIIEHHEM OTBeTa Ha Tepamnuto Ha 4 Henene (p = 0,015) wnu pazsutnem
4 wnu 6onee mytauuii Ha 24 Henene (p < 0,012). Kpome Toro, KOMIjaeKkc HHCEPIIMOHHBIX MyTallUN
B KogoHe 69 unu mytanus Q151M, xoTopas, kak mpaBuio, BCTpeyaeTrcs B coueTaHuu ¢ A62V,
V751, F77L u F116Y, npuBOIAT K pa3BUTHIO BBICOKOW PE3UCTEHTHOCTH K abaKaBupy.
Denomunuueckas pe3ucmenmHoCms U NEPEeKPeCcmHas pe3ucmeHmHoCmy

Jns pa3Butus (HEHOTHIIMYECKON PE3UCTEHTHOCTH K abakaBUPY HEOOXOJMMO HAIMYUE MYTAlluU
M184V B couyeranumu, 1o KpaifHeit Mepe, ¢ elle 0OJHON MyTanuell pe3suCTEHTHOCTH K abakaBHpYy,
mi6o wmyramms M184V B coueranmm c HeckoiabkumMu TAM. PasButne (deHoTunmaeckon
nepekpectHoi pesucteHTHOCTH K npyruM HUOT npu Hammywmm tonpko myrtammu M184V nmm
ToNbKO MyTammu M184| orpanuyeHo. 3uIOBYIMH, AWJAHO3UH, CTAaBYAMH U TeHO(OBUP
COXPaHSIOT aHTUPETPOBUPYCHYIO aKTHBHOCTh B OTHOIIEHUH Takux BapuanTtoB BUY-1. Hanmuuue
myrtain M184V ¢ KG65R mnpuBOmMT K pa3BUTHIO TEPEKPECTHOW PE3MCTEHTHOCTH MEXITY
abakaBUpOM, TCHO(DOBHUPOM, JHITAHO3UHOM M JIaMUBYIUHOM. Hamnuwe mytarmuun M184V ¢ L74V
IOPUBOJIUT K PA3BUTHIO MEPEKPECTHOM PE3UCTEHTHOCTH MEXIy abakaBUPOM, TUAAHO3MHOM M
namuByanHoM. Hanmume myrtamum M184V ¢ Y115F nmpuBomuT K pa3BUTUIO NMEPEKPECTHOM
PE3UCTEHTHOCTH MEXAy abakaBUpOM H JIaMUBYyIUHOM. Jlnmsi oOecrieueHHs] HaJIeKalero
npUMeHeHHs abakaBHpa MOXKHO PYKOBOJICTBOBATHCS PEKOMEHIYEMBIMH B HACTOSIIEE BpEMs
METOaMU UHTEPIPETALNU UMEIOLIUXCS MyTalluil pe3UCTEHTHOCTH.

[TepexpecTHast pE3UCTEHTHOCTh MEXAYy a0akaBUPOM U aHTUPETPOBHUPYCHBIMH IpernapaTraMu
npyrux kiaccos (Hanpumep, UIT wnu HHUOT) manoseposiTHa.

5.2. apmakoKUHETHYECKHE CBOHCTBA
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(MOCNEOQOBATENEHOCTE 0004

AOGcopOnus

AbakaBup OBICTPO U XOPOILIO BCACHIBACTCA MPHU NMpHEME BHYTPb. AOCOIIOTHAs OMOAOCTYIHOCTD
abakaBupa Npu IpUEeMe BHYTPb Y B3POCIIBIX COCTABISET 0K0JIO 83 %. CpeHee Bpemsi TOCTHKEHUS
MaKCUMAJIbHOH ChIBOPOTOYHON KOHIEHTpau (Tmax) TPU MpHeMe abakaBupa BHYTPb B BHIC
Ta0JIETOK COCTAaBJIIET OKOJIO 1,5 4.

He BbIsBIEHBI paznuuus B BEIUYMHE IUIOMAAM 10X (PapMaKOKMHETUYSCKOW KPHUBOU
«koHueHtpanus-spems» (AUC) mis abakaBupa B (opme Tabnerok u pactBopa. [Ipu mpueme
abakaBupa BHYTpb B Gopme Tabinerok B no3e 300 Mr 1Ba paza B CyTKH CPEIHsSIs MaKCUMallbHAs
paBHOBECHAas KOHIIEHTpaIus B ma3Me KpoBH (Cmax) coctaBisa 3,00 mxr/mi, a cpennsiss AUC B
TeueHue 12-4acoBOro MHTEpBAIAa MEXIY NMpHEMaMH Npenaparta cocraBisuia 6,02 MKr X u/mi
(cyrounass AUC cocraBuna mpumepro 12,0 mxr x u/mi). 3HaueHue Cmax NPU TPUMEHEHUH
pacTtBopa Uid mpHeMa BHYTPh ObLIO HEMHOTO BHINIE, YeM Mpu npuMeHeHuH Tabnetok. [Tocne
OJIHOKpaTHOTO IpuMeHeHust abakaBupa B opme TadieTok B 7o3e 600 mr cpeausis Cmax abakaBupa
cocrapisiia okouio 4,26 mkr/mi, a cpenass AUC_cocrasmsuna 11,95 Mkr x w/mut.

[Tpriem UM 3aMeIIIeT BCaChbiBaHHE a0akaBUpa M yMEHBIIAEeT Cmax, HO HE BIUSET HAa OOIIYIO
KoHIIeHTparuio B tiazme kpou (AUC). [TosTomy abakaBUp MOXKHO IPUHUMATh BHE 3aBUCHMOCTH
OT MpUeMa MHUIIH.

He oxwupaercs, 4To mpueM M3MeIbUEeHHON TaOJIETKN C HEOOIBIINM KOJIMYECTBOM IOJTyTBEPIOH
MUIIU WK SKAIKOCTH TOBJIHSET Ha (DapMaKoJIOTHIeCKHe CBOMCTBA MpernapaTa u, ClieI0BaTeIbHO,
HAa €ro KJIMHUYECKY 3(PPEeKTUBHOCTb. JTO 3aKIIOUYEHHUE OCHOBAHO Ha (PU3UKO-XHUMHUYECKUX U
(apMaKOKHHETHYECKUX MMapaMeTpax JACeHCTBYIOIIEr0 BEIIECTBA W PACTBOPUMOCTH iN Vitro
TabneTok abakaBupa B BOJIE NMPH YCIOBHHU, YTO MAIMEHT W3MEJIbUACT U N00ABISIET B IMUILY N
*kuakocth 100 % TabneTku U NpUHUMAET HEMEIJICHHO.

Pacnpenenenue

[Tpu BHYTpUBEHHOM BBEJICHUM KaXXYyIIMHCs 00beM paciipeesieHus: abakaBupa COCTaBIIsET OKOJIO
0,8 J1/Kr, 4TO yKa3bIBAET Ha TO, 4TO a0aKkaBHp CBOOOAHO IPOHUKAET B TKAHU OpPraHU3Ma.

Uccnenosanus ¢ yaactuemM BUY-uHQUIIMpOBaHHBIX ALMEHTOB MOKa3aJIM, 4TO abaKaBUp XOPOIIO
MPOHUKAET B COMHHOMO3roBYyIO >kujakocts (CMX), mpu stom otHOomenne AUC abGakaBupa B
CMX k AUC abakaBupa B 1uiazme kpoBu coctaBisieT 3044 %. B ¢dapMakoKnHETHUECKOM
uccienoBanuu ¢asbl [ n3ydanock mpoHUKHOBeHHE abakaBupa B CMK mocie mpumeHeHus B 03¢
300 mr nBa pasza B cytku. Cpennsisi koHIeHTpanus abakasupa B CMIXK mocruranace yepe3 1,5 4
nocie npuema u cocrasisiia 0,14 Mxr/min. B apyrom (hapmMakoOKHHETHUECKOM UCCIIEI0BAaHUH MTPU
npuMeHeHun abakaBupa B 103e 600 Mr aBa pasa B cyTku ero koHueHTpaius B CMXK co Bpemenem
noBssimanack oT npumepHo 0,13 mkr/mia gepes 0,5-1 4 nocne npuema a0 npumepHo 0,74 MKr/mi

yepe3 3—4 9 mocie mpuema. XOTsS MaKCHUMallbHasi KOHIIEHTPAIMS MOXET ObITh HE JOCTUTHYTA
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0,08 Mxr/mia uau 0,26 MKMOJIB/JI.

B uccrienoBaHusx mo OleHKe CBA3bIBAHUS ¢ OCJIKaMHM I1a3Mbl KPOBH IN VItr0 yCTaHOBJICHO, 4TO B
TepaneBTUYECKUX KOHIIEHTPAIUAX a0aKkaBUp HE3HAUYNTEIBLHO WU YMEpEHHO (TpuMepHOo Ha 49 %)
CBS3BIBACTCS ¢ OCNKaMM IUIa3Mbl KPOBH YeJIOBEKa. JTO yKa3blBAaCT HA HU3KYI) BEPOSTHOCTH
JICKapPCTBEHHBIX B3aMMOJICHCTBHIA, CBS3aHHBIX C BHITESCHCHHEM IPEMapaToB U3 CBS3U ¢ OeIKaMu
Ta3MbI KPOBH.

BI/IOTDaHC(bODMaHI/IH

AbakaBup MeTabONMM3UPyeTCsl TJIaBHBIM 00pa3oM B Te4YeHH, MeHee 2 % BBEISCHHOH 03Bl
BBIBOJIUTCS. TIOYKAMH B HEW3MEHEHHOM BHUAC. B opranusme dYeloBeka abakaBUpP
MEeTabOM3UPYETCSI B OCHOBHOM TIOJ JICHCTBHEM AalIKOTOJBACTUAPOTEHA3bl C 00pa3oBaHUEM
5'-kapOOHOBOM KHUCIOTHl U IMYTEM KOHBIOTALIMU C TIIIOKYPOHOBOW KHCIOTOM ¢ 0Opa3zoBaHUEM
5’-TIIIOKYpPOHHU/IA, YTO COCTaBISET OKOJIO 66 % OT BBEAEHHOM [03bl INpemnapara. Y Ka3aHHbIE
METaOOUTHI SKCKPETHPYIOTCS IIOYKAMHU.

DaMMUHALIUA

Cpennuii nmepuo/ moyyBeIBeieHUs1 abakaBupa coctasisieT okono 1,5 4. [locne MHOrOKpaTHOTO
npuema abakaBupa BHYTpb B o3¢ 300 Mr 1Ba pa3za B CyTKH He HAOII0JaeTCst 3HAUNMAst KyMYJTSIIIHS
npenapara. BeiBenenrne abakaBupa OCYHIECTBIISIETCS MOCPEJACTBOM MeTabojIu3Ma B TEYEHH C
MOCJIEIYIOIIEH SKCKpEIuel MeTab0IMTOB MPEUMYIIECTBEHHO moykaMu. Oxoiio 83 % BBeACHHOU
710361 a0aKaBHpa BHIBOJUTCS IMOYKAMH B BUJIC METa0OJIMTOB M abakaBUpa B HECM3MECHEHHOM BHJIC,
OCTaBIIEECs] KOJIMYECTBO BHIBOJUTCS YEPE3 KUILIEUHUK.

Bryrpukinerounas ¢papMakoOKHHETHKA

[To nanHbIM uccnenoBanus ¢ ydactueM 20 BUY-uH(UUIMPOBAHHBIX NAIMEHTOB, MOJy4YaBIIMX
abakasup B 103¢ 300 Mr ABa paza B CyTKH U TOJIBKO 0JHY 103y 300 Mr 3a 24 4 0 B34THS P00 A1
aHaJIN3a, CpEIHEE TEOMETPUUYECKOE 3HAYEHHE KOHEYHOIO BHYTPUKIETOYHOIO IEpHOJa
MoJTyBbIBeZIeHUs KapOoBupa-Td B paBHOBECHOM COCTOSIHHH cocTaBmiio 20,6 4, B TO BpeMs Kak
CpeHEee TNeOMETPUYECKOE 3HAUeHHE IepHoJia TOJYBbIBEJACHHUS a0akaBHpa U3 IUIa3Mbl KPOBHU
coctaBuiio 2,6 4. PaBHOBecHbIE (hapMaKOKMHETHYECKHE MTOKa3aTeI IpU NpUMEHEHNU abakaBupa
B 103¢ 600 Mr 0iMH pa3 B CYTKH CPaBHHUBAIM C TAKOBBIMU NPU NMPUMEHEHUH abakaBHupa B J03€
300 Mr aBa pa3za B CYyTKH B IEPEKPECTHOM KJIMHUYECKOM UCCIENOBAHUH, B KOTOPOM y4aCTBOBAJIU
27 BUY-unduuupoBaHHBIX MalKUeHTOB. BHyTpHKieTouHOe coaepkaHue kapOoBupa-Td B
MOHOHYKJIeapax nepu@epruueckoil KpoBu ObLIO BBIIIE PU MPUMEHEHUH abakaBupa B 103 600 mr
oJuH pa3 B cyTku 1o nokazarensiMm AUC B paBHoBecHOM coctosiHuH 3a 24 4 (AUC24 ss, BBIIIIC Ha
32 %), MakCUMaJIbHOW CYTOYHOM KOHIIEHTPAIIMHA B PAaBHOBECHOM COCTOSHUU 3a 24 9 (Cmax 24,55,

BbIlIe Ha 99 %) U OCTATOYHOW KOHIICHTPAIIMU B PABHOBECHOM COCTOSIHUH 32 24 4 (Cmin 24,55, BBIIIIE
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Ha 18 %) mo cpaBHEHMIO C NMPUMEHEHHEM ad

CBHUJIETEJICTBYET O BOBMOXKHOCTH MpUMEHEHus npenapara y BUU-unduuupoBaHHBIX TallMEHTOB
B 7103¢ 600 Mr onuH pa3 B CyTKH. DPHEKTUBHOCTh M 0€30MaCHOCTH IpernapaTa npu IpUMEHEHUN
OJIMH pa3 B CYTKH ObljIa Tak)Ke IMoKa3zaHa B 0a30BoM kinHu4eckoM uccienoBanuu (CNA30021).

IloyeyHas HETOCTATOYHOCTh

AbakaBup MeTaboIM3UpyeTCs TIaBHBIM 00pa30M B MEYCHH, OKOJIO 2 % €r0 BBIBOJUTCS MOYKAMU
B HeM3MeHeHHOM BHje. DapMakoknHeTHKa abakaBUpa y MAlMEHTOB ¢ TEPMUHAIBHOU cTaauei
[IOYEYHOW HEJIO0CTaTOYHOCTH CXOJHA C TAKOBOH y MAaLlMEHTOB C HOPMAaIbHOM (pyHKIMEH Mmouek.
CrnenoBarenbHO, y MAMEHTOB C HapylleHHeM (DYHKIMH [TOYEK KOPPEKLUA A03bI He TpedyeTcs.

IIeueHouHas HEAOCTATOYHOCTD

AbakaBup MeTabOIM3UPYyeTCsl TIIaBHBIM oOpa3oM B meueHH. DapMakoKHMHETHKa abakaBupa
M3ydasnach y NalMeHTOB C HapylIeHneM (QyHKIUH [TEYeHHU JIETKOH cTeneHu (5—6 6aioB 1o Imkaie
Yaiina-I1e10). Pesynbratel nccienoBanus cBuaeTeabcTBy0T 00 yBennuennn AUC abakaBupa B
cpenneMm B 1,89 pasza u yBenuueHuu nepuoia noxyBbiBeieHus abakaBupa B 1,58 pasza. Hapymienue
¢ynkuuu neyenn He Biauser Ha 3HaueHne AUC metabonuToB abakaBupa, OJHAKO CKOPOCTh MX
00pa30oBaHUs U BBIBEJICHUS MPU ITOM CHIXKAETCS.

Jns  JOCTMXKEHHsSl OSKCIO3MIIMH, COOTBETCTBYIOLIEH TepameBTHUYECKOMY JHAla3oHy Mpu
NpUMEHEHUH TIpenapaTa HalueHTamu Oe3 3a00JieBaHW MEYeHH, MAlMeHTaM C HapyIICHHEM
(GyHKIMY [IEYEHHU JIETKOM CTENeHH clielyeT IpUuHUMaTh abakaBup B fo3e 200 Mr JBa pasza B CyTKHU.
®dapMakoKHHETHKa abakaBUpa y MAIMEHTOB C HapylIeHueM (DYHKINHU MeYEHHU CPEeTHEN U TSKEIO0N
CTETIEHH HE U3y4yalach, IO3TOMY IpUMEHEHHEe abakaBUpa Yy O5TOH TpyHmbl MalUEHTOB
MPOTHBOIIOKA3aHO.

JInna moKujioro Bo3pacra

dapmakokMHeTHKa abakaBUpa Yy MalMEHTOB cTapuie 65 jer He u3yyanack. Ilpu nedeHuun
NaIMEeHTOB MOXHJIOTO BO3pacTa HEOOXOJIMMO YUYMTHIBaTh OoJiee yacThle HapyLIeHUs (YHKLIUU
IIEYEHH, MOYEK M CepJla B 3TOM BO3pacTe, a TAK)KE COIYTCTBYIOLIME 3a00J€BaHUSA U JIpyrue
MPUHUMAEMbIE JIEKapCTBEHHbIE IIPETIapaThl.
€TH

AbakaBup Xopouio U ObICTPO BCachIBaeTCsl NpU MPUMEHEHHH Yy JeTel B ¢opMme pacTBopa s
npueMa BHYTPh U B ¢opMe TabneTok. beuto mokazaHo, 4To 3KCHO3MIMs abakaBupa B IUIa3Me
KpPOBH OJIMHAKOBA ITPU MPUMEHEHUHU 00EeHX JIEKApCTBEHHBIX (POPM B OJIMHAKOBBIX J03axX. Y JeTeH,
noigyJalomux abakaBup B (QopMe pacTBOopa Ais IpHEeMa BHYTPh B COOTBETCTBHUH C
PEKOMEH/I0BaHHBIM PEKHMOM JJO3MPOBAHUS, SKCIO3UIMS abakaBupa B IJa3Me KPOBH CXOJHA C
TaKOBOH y B3pOoCIbIX. Y JieTeil, monydaromux adakaBup B (hopMe TabIeTOK A IpUeMa BHYTPh B

COOTBETCTBUH C PEKOMCHIOBAHHBIM PCKHMMOM O03WUPOBAHUA, SKCITO3UIHA a6a1<aBHpa B IIJ1a3M¢€
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KPOBHU BBIIIE, YEM y JETEH, MOTydalouXx abaKaBup B @dpﬁ&c‘ﬁbﬁglﬂhﬁ"ﬁﬁi@mé' B,

MOCKOJIBKY B (hopMe TabJIeTOK MPUMEHSIOT O0Jiee BEICOKHE H03bI B MI/KT. DapMaKOKHHETUYECKUE
UCCIICIOBAaHMS C YYacTHEM JeTel MOKa3ald, YTO MPUEM OJWH pa3 B CYTKU SKBHBAJICHTEH II0
nokazarento AUCo.24 mpueMy Takoil ske o01ieil CyTouHOM J103bI penapara, pas3/ieJIeHHON Ha JBa
pa3a B CYTKHU NpU NpUMEHEHUH abakaBupa Kak B (popme pacTBOpa Ui MpHeMa BHYTPh, TaK U B
dbopme TabneToK.

OTCYyTCTBYIOT JOCTaTOYHBIE JaHHBIE MO O€30MacCHOCTH JUIsI PEKOMEHIAIMH TPUMEHEHUS
abakaBupa y aereit muazuie 3 mecsueB. CyliecTBYIOT OrpaHUYCHHbIE JaHHbIE, T0Ka3bIBAIOIINE,
YTO MpU MPUMEHEHUHU Y HOBOPOKJIEHHBIX B Bo3pacTe 10 30 nHel B 103€e 2 MI/Kr HaOIto1aloTcs
cxoanble uim 6osee Boicokue 3HaueHus AUC 1o cpaBHEHUIO ¢ IPUMEHEHHEM JI03bI § MI/KT Yy

JIeTe CTapIIero Bo3pacra.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIeCTB

[ennron03a MUKPOKpUCTAIIIINYECKAS]

Kapb6okcumerunkpaxmain HaTpUs

[Mosuon (K-30)

Maruus creapar

Kpemuus 1MOKCUI KOJIIIOUAHBIN

Inenounas obonouxa:

[ToTMBUHUIOBBIN COUPT, YACTUYHO TUAPOIM30BAHHBIN

Makporoin (Iloau3TUIEHTINKOIIb)

Turana quokcuy

Tanpk

ATIOMUHUEBBIN JTaK HA OCHOBE KPACUTENsI XUHOIMHOBBIN xenThiil (E104)
Kpacurens xene3a okcun xentoiil (E172)

AJFOMUHUEBBIN JIaK HA OCHOBE KPACUTEJIS XKENThIA cotHeuHbI 3akaT (E110)
W roToBoe mieHouHoe nokpsitie Omaapait® 11 85F220151, uimm roToBoE MIEHOYHOE MOKPHITHE
UICHTUYHOTO COCTaBa

6.2. HecoBMecTHMOCTDH

He npumenumo.

6.3. CpoK roaHocTH (CPOK XpaHeHus )

3 rozxa.
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6.4. OcoObie Mepbl NPEIOCTOPOKHOCTH TPH X

Xpanutsb npu remrneparype Huxke 25 °C. XpaHUTb B OpUTHHAIIBHOM yIIaKOBKE (TauKe).

6.5. XapakTep u coiep:kaHie NEPBUYHON YIAKOBKHU

ITo 10, 15, 20 TabyseTok B KOHTYPHYIO SMEHKOBYIO yrakoBKy u3 IuieHku OITA/AJI/TIIBX wunu
mienku [IBX/TIBAX/TIBX u ¢oybru aaroMUHUEBOM IMEYATHOM JIAKUPOBAHHOM.

ITo 30, 60, 90 TabieTok B 6aHKY MOJIMMEPHYIO U3 MOJIMITHIICHA HU3KOTO IaBJICHUS, YKYIIOPCHHYIO
KPBIIIKOW HAaBUHYMBAEMOW M3 MOJMATHIIEHA HU3KOTO JABJICHUS ¢ MEMOpaHON wiu B OaHKY M3
MOJIMATUIICHA BHICOKOU MIIOTHOCTH, YKYITOPEHHYIO KPBIIIKOW HABUHYMBAEMOI U3 OJUIPONHIICHA
C KOHTPOJIEM MEPBOT0 BCKPBITUS CO BCTAaBKOM M3 CHJIMKAreis, Wik B OaHKY MOJMMEPHYIO U3
MOJIMATUIIEHA HU3KOTO JaBJICHUS, YKYNOPEHHYIO KpBIIIKOW HAaBUHYMBAEMOH W3 MOJUATHIIECHA
HU3KOTO JIaBJICHUS C KOHTPOJIEM MEPBOT0 BCKPBITUS JUISl JIEKAPCTBEHHBIX CPEJICTB, WM B OaHKY
MOJIMMEPHYIO C OapbepHOIl TOPJIOBMHON M3 TMOJMATUICHA HU3KOTO JABICHUS, YKYMOPEHHYIO
KPBIIIKON HATATHBAaeMOW M3 MOJMATHIIEHA HU3KOTO JABIICHUS W/WIU TOJIMITUIIEHA BBICOKOTO
JIaBJICHUSI C KOHTPOJIEM IIE€PBOr0 BCKPBITHA, UM B O0AHKY U3 MOJMATUIEHA HU3KOIO JIABJICHMS,
YKYIOPEHHYIO KpPBIIIKOM HaBUHYMBAEMOM W3 IOJMATHIIEHA HU3KOTO JaBJIEHUS U CMECHU U3
MOJIMATUIIEHA BBICOKOTO JABJICHHS M TMOJUATHIIEHA HU3KOIO JIABJICHHS C KOHTPOJIEM IEPBOTO
BCKPBITHS.

JlomyckaeTcsi BKJIaIbIBaTh B 0aHKY MAKET-OCYIIUTENb (CHIIMKArellb) W/HIN BaTy MEIULIUHCKYIO
TUTPOCKOIHUYECKYIO.

Opny Oanky unu 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 KOHTYpHBIX SYEHKOBBIX YIAaKOBOK BMECTE C
WHCTPYKIIMEH MO0 MEAUIIMHCKOMY MPUMEHEHHMIO (JIMCTOK-BKIIAJBINI) TMOMEHIAIOT B MAYKy W3
KapTOHa.

6.6. Oco0ble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCHOJIH30BAHHOTO
JIEKAPCTBEHHOI'0 Mpenapara Wil 0TX0/0B, NMOJYYEHHBIX MOC/Ie NIPUMEHEeHHs Npenapara u
Apyrue MAHUMYJISIIHUU ¢ NpenapaTomM

OcoOble TpeOOBaHUS OTCYTCTBYIOT

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
Poccuiickas @enepanus

000 «ITPOMOMEJ PYC»

129090, r. MockBa, mpocniekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

E-mail: reception@promo-med.ru
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7.1. TlpeacTaBuTe b AepiKaTe sl perucTpanuonHoro Vaoeropepetts | = 1bHOLTE 0004

[Iperen3uun norpedbuTeieil HAOPAaBIAThH 110 AIPECY:

Poccniickas @enepanus

000 «ITPOMOMEJ PYC»

129090, r. MockBa, mpocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640-25-28

E-mail: reception@promo-med.ru

8. HOMEP PETUCTPAHIMOHHOI'O YAOCTOBEPEHUA

9. TATA NMEPBUYHOHN PETMCTPAIIMM (IIOATBEPXKJIEHUA PETHMCTPAIIUH,
NEPEPEI'MCTPALIUN)

JlaTta nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO6mass  xapakrtepuctuka JiekapctBeHHoro npenapata ABAKABUP  nocrynna Ha
UHPOPMALMOHHOM moprane EBpa3uiickoro 3SKOHOMHYECKOTO0 COK3a B HH()OPMALMOHHO-

KOMMYHHKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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