COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 15.07.2025 N2 17563

(NOCNEOOBATENBLHOCTE 0002)

WHCTPYKIIAS
110 MEJULIMHCKOMY ITPUMEHEHHWIO JIEKAPCTBEHHOT O ITPEITAPATA

JOITEJET®

PerncrpanuoHHbIii HOMep:

Toprosoe HauMeHOBaHuUe: I{onTeneT®

MeskayHapoaHoe HeMATEHTOBAHHOE HAaMMeHOBaHue: ABaTpoMobornar
JlexkapcTrBeHHasi popma: TabIETKH, OKPHITHIE IUIEHOYHOU 0007104K0i, 20 M

Cocras Ha 1 Ta0JeTKy:

Jleticmeyrowee sewecmeo: aBaTpoMmbOomnara majneat - 23,6 Mr (B mepecyeTe Ha aBaTpomoOorar
ocHoBanue - 20,0 mr).

Bcnomocamenvhvie 6ewjecmea: naKTO3bl MOHOTHUIpAT, KPEMHHS JIMOKCHUIl KOJUIOWIHBIM,
KpPOCTIOBUJIOH, THN B, MarHus creapar, 1eU1i0J103a MUKPOKpUCTaITNYeCKasl.

IInenounas obonouxa: Onampait® 11 85F42244 xenTelii [MOJMMBUHUIOBBIA CIHPT, TalbK,

makporoi 3350, THTaHa AMOKCHI, KPACUTENh JKeJe3a okcu xkentoiil (E172)].

Onucanune
Kpyribie 1BOSIKOBBITYKIIbIC TA0IETKH, MTOKPHITHIC TIIICHOYHON 000JI0YKOM, CBETII0-)KEITOTO IIBETA,

¢ rpaBupoBkoil "TAVA" Ha ogHO#1 cTopoHe u "20" Ha Ipyroi CTOpOHE.

dapmakoTepaneBTHYECKAs IPyNIa:
I'emocraTnueckue cpeactBa; BuUTaMMH K M JIpyrne TeMOCTaTHYECKHE CpEeACTBa; Apyrue

reéMOCTaTUYECKHUE CPEICTBA CUCTEMHOIO ACUCTBHS.
Kox ATX: B02BX08

®APMAKOJIOTUYECKHUE CBOMCTBA
dapMakoAUHAMHUKA

MexaHu3M IeUCTBUS

ABarpomoOormar mpeacTaBiIseT co00il NepopaibHbIA, HU3KOMOJICKYJSAPHBIH aroHUCT PEIENTOPOB
tpombomosTuHa (TIID), koTOphIi crumynupyetr mnponudepanuio u  auddepeHITUPOBKY

MCTAaKapruoOnUTOB U3 KIICTOK-NIPCAIMICCTBCHHUKOB KOCTHOI'O MO3ra, 4TO MPUBOJAUT K IMOBBIIICHUIO
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MPOAYKIIMK TPOMOOITMTOB. ABaTpoMOomnar He KO]-IKVDI/IDV@IEI:;F ';%ﬁ&_z%@;ﬁ;'c%u%bOM

TIID u oka3eiBaeT agnutuBHOE ¢ TIID neiicTBre HAa MPOIYKIIHIO TPOMOOITUTOB.

Kimmanueckas 3 dhekTUBHOCTE ¥ 0€30I1aCHOCTD

XpoHuueckue 3abo01e6anus nevenu

OddexkTuBHOCTF M 0€30MacCHOCTh aBaTpoMOorara i JICUCHHUS B3POCIBIX TAI[UEHTOB
C XpOHHYECKUMH 3a00J1€BAHUAMY TIEYEHH U KOJMYECTBOM TpoMbomuToB < 50 x 10°/1, KOoTOphIM
OBbUIO 3aIJIAHUPOBAHO MPOBEACHUE MHBA3MBHOM MPOIEAYPHI, OLIEHUBAIN B JIBYX HIEHTHYHBIX I10
nu3aiiHy kiauHudecknx wuccnenoBanmsx (KM) 3 ¢asel. B kaxaom KU manuwenTtsr Obumn
pacrpezielieHbl B TPYMINbl 3aBUCHMOCTH OT MCXOIHOTO YKCiia TPOMOOIIMTOB: B TPYIIY HHU3KOTO
MCXOJHOTO KOJHYecTBa TpoMOoruToB (<40 x 10°/1) Wam B KOTOPTY BBICOKOTO HCXOIHOTO
KonuyecTBa TpoMboruToB (>40<50 x 10°/m). 3aTeM mamueHTHl ObLIM PaHAOMM3MPOBAHbI
B COOTHOILIEHUU 2:1 B TpymIy JIe4eHUs aBaTpOMOOIaroM Uiy rpymniy mnianeoo.

[TarueHTH! U3 TPYNIBl HU3KOTO MCXOJHOTO KOJMYECTBAa TPOMOOIIMTOB MOJy4yalHd aBaTpomoOomar
Wi iane6o B 103e 60 Mr OIMH pa3 B CYTKH B TeUEHHUE 5 THEMH, a MAIlMeHThI U3 KOTOPTHI BHICOKOTO
MCXO/IHOTO KOJIMYECTBA TPOMOOIIMTOB MOJIydalld aBaTpoMbonar uiy rmiamnedo B 1o3e 40 Mr onuH
pa3 B cyTku B TeueHue 5 nHei. IlammeHtam, COOTBETCTBYIOIIMM 3a/laHHBIM KPHUTEPHUSM, ObLIO
3allJJAaHUPOBAHO TPOBEACHUE WHBA3UBHOM MpOLEAyphl [Mpoueayphl C HHU3KUM PHCKOM
KPOBOTECUEHHsI, TaKW€ KaK OHHIOCKONMUS U KosoHockomus (60,8%); yMEepeHHBIM pPHUCKOM
KPOBOTECUCHHSI, HalpUMep OWONCHUS TEYEHW W XUMHOAMOONHM3AIMs TenaToLeIUTIONIIPHON
kapuuHoMbl (17,2%); WM BBICOKUM PHCKOM KPOBOTEUEHHUS, HAIpPHUMEP CTOMATOJOTHYECKUE
MpoLeaypsl U panuodacToTHast abmsauus (22,1%)] yepe3 5 — 8 mHelt mociie mocienHero npuema
npenapara. [lomynauuu nanueHToB OBUIM CXOXKMMHU B TPYIIAX HU3KOTO M BBHICOKOTO MCXOTHOTO
KOJINYEeCTBA TPOMOOLIUTOB.

Bcero B 06oux KU 06110 pangomusupoBaHo 435 nmanueHToB: 277 MAMEHTOB B TPYMNY JICUCHUS
aBarpombonarom u 158 manuenTa B rpymiry 1miameoo.

OTBeTHBUIMX HAa TEpanMio MALMEHTOB ONPEACSUTM KaK IMalMeHTOB, KOTOPhIM HE TPeOOBaIHChH
TpaHc(hy3uH TPOMOOLMTAPHOM MAacChl WM HWHBIE HEOTJIOXHBIE NPOLEAYPHl Ui OCTaHOBKU
KpOBOTEUYEHHS] B MEpPUOJ OT pPaHIOMH3alUMU W [0 HCTeUeHUs 7 JHEeW mocje BHINOJHEHUS
3alJIaHUPOBAaHHOW Tmpouenypsl. OTYETIMBOE YBEIUYEHHE KOJMYECTBA TPOMOOLMTOB OBLIO
OTMEUYEHO B 00EUX TpyIIax JeUueHHUs aBaTpoOMOONaroM B IepuoJ, HAYMHAA ¢ 4 JHA MOcie npuemMa
Ipenapara, KOTopoe J0CTUII0 MakcumyMa Ha 10 — 13 neHb ¥ 3aTeM BEpHYJIOCH K ITOYTH UCXOIHBIM
3HaYEHUSIM K 35 [HIO; cpellHee KOJIMYECTBO TPOMOOIMTOB OCTaBAJIOCh HA YPOBHE PAaBHOM HWIIU
> 50 x 10°/1 Ha 17 nenb HabmoneHus. DPDeKTUBHOCTH aBaTpoMOoara 6bIIa CX0kKeH B Pa3THUHBIX

noArpynnax oObeAMHEHHON MOMYJSAIUN TMAalUeHTOB 000MX HuccieaoBaHUi. [lois manueHToB,
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KOTOPHIM He TpeOOBATNCh TPAHC(Y3HH TPO GorITAPHOR ~ At = phiir. e~ heoT oskbe

npoucaypsl 4jis1 OCTAHOBKH KPOBOTCYCHH, B LICJIOM, ObLIa CXOXKEH B Pa3HBIX NOArPYyHIIax.

XponuquKaﬂ UMMYHHAA mp0M60L;um0neHuﬂ

® onennBamn B xoxe KU 3 ¢a3el y 49 B3pOCIBIX MALUEHTOB

DddexTuBHOCTH MIpenapaTa JJonreneT
C XpoHHWYecKo MMMYHHOU TpomborutTonenuedt (XUT). [lamueHTsl panee moiydand OJAMH WIIH
HECKOJIbKO BapHMaHTOB MpemriecTByomiero jgeueHus XUT, a cpeaHee KOJIMIeCTBO TPOMOOIIUTOB,
W3MEPEHHBIX BO BpEMSI CKPUHUHIA U MCXOJHOM OIEHKH, COCTaBisuIo < 30 X 10°/n. TlarenTsl
MOJIydaId Mpenapar B HadalbHOM 703€ 20 MI OIMH pa3 B CYTKU C IOCIEAYIOUIUM TUTPOBAaHUEM
71031 B 3aBHCHUMOCTH OT CTENICHH U3MEHEHHsI KOJIMYECTBAa TPOMOOIIUTOB.

Menuana npOJOJKATEIBHOCTH 3KCHO3ULNN COCTABISUIA 26 HENeNnb Yy MAalUUEHTOB, MOJyYaBIIAX
aBarpomoOornar, ¥ 6 HeJeNb y MalMeHTOB, MOJyJaBmKX 1uiane6o. [lepBuyHON KOHEYHON TOYKOM
s dexruBHOCTH B 3ToM KU OBLITO 00IIEe KOIUYECTBO HEMENb, B TEUEHHE KOTOPHIX KOJTUYECTBO
TpoMGonuTOB 6BUI0 > 50 X 10°/1 B TeueHHE 6-MECSYHOTO MEPHMOAA JIEYEHHS HPU OTCYTCTBHH
HEOTJIOKHOM Tepanuu. Y MalMeHTOB, MOJy4YaBUIMX aBaTpoMOomnar, JIUTENbHOCTh MOAIEpKaHUSI
KOJIMYecTBa TPOMOOIIUTOB HAa YPOBHE paBHOM miH 6onee 50 x 10%/11 mpu OTCYTCTBUM HEOTIOKHOM
Tepanuu Obula 00JIbIle, YeM y MAlMeHTOB, NOTy4aBIIHX mianeb6o. Kpome Toro, y Gomnbiueil yactu
NALMEHTOB B TPYIIE JIeYeHUs aBaTpOMOONAaroM KOJHYECTBO TPOMOOIHUTOB ObLto > 50 x 10°/1

Ha 8 JIeHb 10 CPABHEHHUIO C TUIAe00 TPYIIIONM.

DapMaKOKUHETHKA

BcacsiBanue

[Tpodwmnn 3aBUCUMOCTH KOHIEHTpAIMM Mpernapara B IUIa3Me OT BPEMEHH IOociie Npuema
aBaTpoMOoIiara BHyTpb XapakTepH30BaJINCh KOPOTKUM BpeMeHeM 3anazzsiBanus (0,5 — 0,75 gaca)
M MakKCUMaJbHBIM 3HAUE€HUEM OHKCIO3UIMU 4Yepe3 6 — 8 yacoB mociae mpueMa Ipernapara.
B papmakoknHeTnyeckoM HMCCIEOBAaHMM MHOTOKPATHBIX JI03 TIpernapara y 3J0pPOBBIX
JI0OPOBOJIBIIEB PABHOBECHOE COCTOSIHUE OBLIIO JOCTUTHYTO K 5 IHIO IipreMa npemnapara. OTKphITbIE
pPaHIOMU3HPOBAHHBIE, TEPEKPECTHBIC KIMHUYECKHE WCCIEAOBAHUS TMPOBOJWIA C YYaCTUEM
3I0pPOBBIX JOOPOBOJIBIIEB AJISl OLIEHKU BIUSHUS MUILIK C BBICOKUM U HU3KUM COJIEpKaHUEM KHPOB
Ha OMOJIOCTYIMHOCTh W (hapMaKOKMHETHYECKUE MapaMeTphbl aBaTpomOomara. Ilpwem mpemapata
OJTHOBPEMEHHO C JIFOOBIM TUTIOM ITHIIY HE OKA3bIBAI KIIMHUYECKU 3HAUMMOTO BIIHSIHUS HA BETMUUHY
MakcuManbHOM KOHUEHTpauuu (Cmax) WJIM 3HAYCHUE [IOKA3aTeNlsl IUIOWIAAU I[OJ KpPUBOMU
«xoHneHTparusi-Bpems» (AUC), xapaKTepu3yIOmuUX KCIO3HUIHI0 aBaTpombonara. OmHako ObLUIO

OTMEYEHO 3HAuMTeJIbHOE CHIKeHue (mpumepHo Ha 50%) MeX- W BHYTPUMHIWBUIYaTbHOU
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enbl (cM. pazaen «Crocod MPUMEHEHHSI U JI03BI»).

B3auMoaelicTBrE ¢ IPUEMOM ITUIIHN

IIpuem mnpenapara OJHOBPEMEHHO C MHIIEH C BBICOKUM WIM HHU3KUM COJCpXKAHHUEM >KUPOB
HE MPUBOJWI K KJIMHUYECKH 3HAYMMBIM HU3MEHEHUSM CKOPOCTH MWJM CTeNeHH abcopOuuu
aBarpom6bonara. OqHako HaOII0a7I0Ch 3HAYUTEIbHOE CHUKEHUE (mpuMepHo Ha 50%) BHYTpHU- U
MEXUHANBUIyaIbHOH  BapuaOeIbHOCTH  MapaMeTpoB  (apMaKOKMHETHKH  aBaTpombornara
IIpU IIpUeMe MpernapaTa BMECTE C MUIIEH ¢ BHICOKMM U HU3KUM coJepxkaHueM kupos. [loaromy
peKOMeHAyeTcs NMPUHUMAaTh aBaTpomOonar Bo BpeMs elbl (cM. pasnen «Crnocod mpuMEeHEeHus u
JTO3BI»).

Pacnpenenenue

Pe3ynbTathl uccienoBanuii in vitro Mokas3bIBalOT, YTO CBSI3b aBaTpoMOorara ¢ OelKaMM IJ1a3Mbl
yenoBeka cocTaBisier Oonee 96%. Kaxymuiics o0beMm pacmpeneneHust aBaTpomoOoriara
y MalMeHTOB C TPOMOOIMTONCHUEH M XPOHUYECKMMH 3a00JCBaHUAMHU IIEUYCHH IO pe3ysbTaTraM
MOMYJISAIUOHHOTO (PapMaKOKMHETHYECKOT0 aHajIu3a cocTapiseT npumepHo 180 11, a Kaxymuiics
o0beM pacmpenesieHuss y TaIlMeHTOB C XPOHMYECKOW HWMMYHHOH TPOMOOITMTOTICHUEH paBeH
npuMepHo 235 71, 4TO CBUACTEIHCTBYET 00 HHTCHCUBHOM PACIpeIe]ICHUN aBaTpoMOornara.
MeTtabonu3m

OxucnurtenbHpld MeTaboMu3M aBaTpoMmOomara B OCHOBHOM OINOCpeAyeTcs H30(epMeHTaMH
cuctembl nuroxpoma P450 (CYP): CYP2C9 u CYP3A4/5. ABarpombornar siBisieTcsi cyocTpaTom
JUIsl TpaHCIIOpPTHOTO Oenka, p-rmkonporenHa (P-gp), XoTs mpu COBMECTHOM NPHUMEHEHUU
aBaTpoMOoriara ¢ CWJIbHbBIM MHTUOMTOpOM P-gp He okuIaeTcs KIMHUYECKH 3HAaYMMBbIX pa3iInuuil
B TIOBBIIICHUH KOJIMYEeCTBA TPOMOOIMTOB. Ha OCHOBaHMM pe3ylbTaTOB HCCIECNOBAHUN in Vitro
npeanonaraercs, uro aApyrue tpancrnoptHeie 6enku (OATP1B1, OATP1B3, OCT2, OATI1 u

OAT3) He OyayT uUrpath CylieCTBEHHOM poi B hapMaKOKMHETHKE aBaTpomMoOoriara.

Tab6anna 1: JlekapcTBeHHbIE B3AUMOJEHCTBHUSI: H3MEHEHHUs MapaMeTPoB (GapMaKOKHHETHKH

aBaTpoMOonara npu 0JHOBPeMEHHOM NPUMEHEHHH €O CJeIYIIMMH Npenaparamu

I'eomeTpuueckoe cpeanee coornomenue [90% U]
. napaMeTpoB (papMaKOKHHETHKHU aBaTpoMoOomnara,
OaHOBpEeMEHHO NPHUMeHsIeMbIii
* NMPUHUMAEMOr0 OJTHOBPEMEHHO C MpenapaToM Hiu 0e3
npenapar -
Hero (orcyrcTBue BjausHus = 1,00)
AUCy.ing | Cimax
CuniabHblii tHTHOUTOp N30¢pepmenta CYP3A
Utpakonazon 1,37 1,07
P (1,10; 1,72) (0,86; 1,35)
Ymepennblii uHruoutop nzogpepmentos CYP3A u CYP2C9
DIryKOHA307 2,16 L17
Y (1,71; 2,72) (0,96; 1,42)




ot 15.07.202¢

Ymepennblii ”HAYKTOpP H30¢epmenta CYP2C9 u ciibHBII Hﬁﬁﬁf&ﬁ'ﬁsﬁibﬁﬁﬁg ':f:,‘%{i’st'A"i UUZ]

Pudammmrun 0,57 1,04
(0,47; 0,62) (0,88; 1,23)
Huruourtop P-gp
0,83 0,66
Hpknocropiii (0,65; 1,04) (0,54; 0,82)
Nuarnodutop P-gp n ymepennslii nHruonTop n3ogepmenta CYP3A
Bepanamun 1,61 1,26
(1,21; 2,15) (0,96; 1,66)

* 6 PABHOBECHOM COCMOAHUU, KpOME YUKTIOCNOPUHA, Komopbn? NPpUMEHAIU 00HOKpaI71H0.

Dghexm asampombonaza

ABarpomb6omar He naruoupyer mzopepmentel CYPI1A, CYP2B6, CYP2C8, CYP2C9, CYP2CI19,
CYP2D6, CYP2E1 wm CYP3A; ve unnymupyer uzodepmertsl CYPIA, CYP2B6, CYP2C u
CYP3A u cnabo unayupyet uzopepmentsl CYP2C8 u CYP2C9 in vitro.

ABarpomboniar MHrHOupyeT TpaHcmnoprepbl opranuyeckux aHuoHoB (OAT) 1 m 3 u Oenok
PE3UCTEHTHOCTH paka MojiouHoH xene3bl (BCRP), HO He monmumenTua-TpaHCIopTep OpraHuYeCKUX
aanoHoB (OATP) 1B1 u 1B3, a taxke Tpancnoptep oprannyeckux katuoHoB (OCT) 2 in vitro.
Bruanue mpancnopmuuix 6enxos

ABarpoMbomnar sBisieTcss CyOCTparoM [UIsi TpaHCHOpPTHOro Oenka, P-rmmkomporenna (P-gp)
(cm. Tabnumy 1). ABatpoMOomar He sBisercs cyoOctpatom mius TpancrnopTepoB OATPIBI,
OATPI1B3, OCT2, OATI u OAT3.

BriBeneHnne

ABarpomOomnar BBIETSETCS MPEUMYIIECTBEHHO Yepe3 KHUIIeyHHK. [locne oqHOKpaTHOTO IpreMa
14C-aBanOM6OHaFa B 103¢ 20 Mr 370pOBBIMH JOOPOBOJIBIIAMH MYXKCKOro moja 88 % m03blI
rpenapara BbIISISUIOCh Yepe3 KUIIEeYHUK U 6% - nmoukamu. U3 88 % JiekapCTBEHHOTO BEIIECTBA,
BBIICTIUBIIIETOCS Yepe3 KUIICYHUK, 77 % uaeHTuGUIMpoBaHbl Kak UCXOAHBIN mpemnapar (34 %) u
4 - runpoxkcumerabonut (44 %). MerabonuToB aBarpoMmOomnara B Tuia3Me He 0OHaApYKEHO.
Cpennuii mepuo;] MOTYBBIBEICHUST aBaTpoMOoIiara u3 Iia3Mbl COCTaBIISIET IpuMepHO 19 dacos.
Cpennee 3HaueHHE KJIMpEHCca aBaTpomboIiara coctaBisieT 6,9 n/4ac.

JIMHENHOCTh

ABarpoMbonar JAEMOHCTPHPOBAI J0303aBUCUMYIO0 (PapMaKOKHMHETUKY TIOCIE OJHOKPATHOTO
npuema B no3e ot 10 mr (0,5 paza Beite og00peHHON MUHUMAaIBHOU 7103b1) A0 80 Mr (B 1,3 pasa
BBIIIIE MAKCUMAJIbHOW PEKOMEHIOBAaHHOM J10361).

Oco0ble rpynisl MalueHTOB

Hoorcunvie
[TonmynsauuonHbId (hapMaKOKWHETHUYECKUM aHAM3 TUIa3MEHHBIX KOHIIGHTpAIlMi aBaTpomoOoriara

B paMKaX KJIMHUYECKUX HCCIACAOBAaHUN C Yy4JacTHEM 3J0pPOBBIX JOOPOBOJBIEB M TAIMCHTOB
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o T LB & HOCTS 00027
CTp0M6OHI/IT01'IeHI/IeI/I B pe3yiIbTaTe XPOHUYECKUX 3'4.%0@;5{;{17[ E"HE‘E&UIZHIPU‘III "3;'[1,'0110'1351)(

no6poBosbiieB U nmanueHToB ¢ XUT, koTopsie, cooTBeTCTBeHHO, BKIfoUanu 11 % (84/787) u 4 %
(24/577) yuacTHMKOB B BO3pacte 65 neT W cTapiue, MOKa3zal, 4TO CHUCTEMHas SKCIIO3UIUS
aBaTpomoOoIiara He 3aBUCHUT OT BO3pacTa.

Brusnue pacvl u smuuueckoti npunaonedxchocmu

Pe3ynbTarhl mOMyNSIIHOHHOTO (hapMAKOKHHETHUYECKOTO aHaIHM3a IUTA3MEHHBIX KOHIICHTpAIUil
aBaTpoMmOoriara, TMOJTy4YeHHbIE B KIMHUYECKUX HCCIEAOBAHUAX C YYacTHEM 3J0POBBIX
N0OPOBOJIBLIEB, MALIMEHTOB C TPOMOOLIUTONICHUEN B Pe3yIbTaTe XPOHUUYECKUH 3a00JI€BaHUI TIEYEHU
n manueHToB ¢ XWUT mokazanmm, 9TO TMOKa3aTeNM CHCTEMHOM SKCIO3HWIMSA aBaTpomooriara
MPAKTUYECKH HE OTIUYAIUCH Y IPECTAaBUTENICH PA3IMYHBIX pac.

Iloueunas nedocmamounocms

HccnenoBanus y 4enoBeka MOKa3ald, YTO MOYKU HE SIBISIOTCS OCHOBHBIM ITyTEM BBIBEICHHS
HU JJI1 HEU3MEHEHHOro apaTpombomnara, HM g ero Meradbonuta. lcxons W3 u3BECTHOTO
MeTaboIruecKoro nmpodmis aBarpombonara U Toro (akra, 4yto TOJNBKO 6 % J03BI mpenapara
BBIBOJIUTCSL C MOYOM, BEPOSTHOCTH BIHSHHS MOYCYHONW HEIOCTATOYHOCTH Ha (PapMaKOKUHETUKY
aBaTpomoOoIara CuuTaeTcsi O4eHb HU3KOW. Pe3ynbrarhl onyasuuoHHOro papMakKOKMHETUYECKOTO
aHanM3a apaTpoMOomara y 3J0pPOBBIX JTOOPOBOJIBIIEB M TAIMEHTOB C TPOMOOIIUTONIECHUEH,
OOYCJIOBJICHHOM XPOHMUYECKUMH 3a00JIEBaHUSM TICUCHH, IIOKA3ald CXOIHYI0 CHCTEMHYIO
HKCHO3MIHUIO Y 30POBBIX TOOPOBOJIBIEB U MALMEHTOB ¢ MOYEYHON HEJOCTATOYHOCTHIO JIETKOW U
CpelHe cTenenn TsokecTr (knupeHc kpeatununa, KK, > 30 mu/mun).

dapMaKkOKMHETUKY U (apMaKoJUHAMUKY aBaTpoMOoriara He OLEHUBAIN y MAllMEHTOB C TSHKENIOM
noueyHord  HegocratouHocThio (KK <30 mur/muH), BKIIOYas TAIMEHTOB, HYXIAIOIIUXCS
B F€MOJUAIIN3E.

Ileuenounas neoocmamounocmeo

C mnomouipl0 MOMYNALUOHHOTO (HapMaKOKMHETHYECKOTO aHalu3a OLEHUBAIM CHUCTEMHYIO
AKCITO3UIIMIO aBaTpoOMOOIIara y MaueHTOB C MEYEHOYHOW HEJOCTATOYHOCTHIO JIETKOW U CpeqHei
CTETIEHH TSOKECTH 1o cymme OamioB Monemun TepmunanbHoit Craguy IMEYEHOYHOM
HenocrarouHoctd (MELD) u mo mkane Yaina-Ilero. Pe3ynapTaThl HE TOKa3aid KIMHUYECKH
3HAYUMOT0 Pa3JInYMs oKa3zaTelel CHCTEMHOM SKCIIO3UIMK aBaTpoMbonara y naiueHTOB C CyMMO
6amtoB 5 — 12 no mkane Yaiina- [1sto niam cymmoit 6amsos 4 — 23 no mxane MELD u 310poBbIMH
nobpoBoibiamMu. CucTeMHass SKCHO3MLMSA aBaTpomOomara Oblla CONMOCTaBUMa y MAIMEHTOB
C XpOHUYECKMUMH 3a00JICBAaHUSIMU TICYCHH BCIEACTBHE BHUPYCHOro Tremaruta (n = 242),
HEaJIKOTOJILHOTO cTearorenatuta (n=45) u anmkoroibHOW Oone3Hu medeHu (n=49) B pamkax
OIIOPHBIX HCCIeAOBaHUM 3 (as3bl, a TaKKe COMOCTaBHMAa C TaKOBOM Yy 370POBBIX JOOPOBOJIBIICB

(n=391). BcnencTeue OrpaHUYEHHOCTH JTOCTYMHOW HHQOpMAIMHM aBaTpoMOorar HeoOX0IuMo
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MPUMEHATH y TAIMEHTOB C TIEYCHOYHOW HEHOCT aTOquéﬂlr_(l)::ralEa g E(TE%%?H/'II;I,%[-}—E;}IAJI‘IC):J{LKO

B CITydae, €CJIM OXKUJaeMas 1oJib3a MPEBBIIIACT MPEI0JIaraeMblil pUCK.
JoxInHN4YecKHe JaHHbIE M0 0€30IaCHOCTH

PenponykrusHas u sMOprodeTanbHasi TOKCHYHOCTh

ABaTpomOomnar He OKa3blBall BIUSHUS Ha (QEPTHUIBHOCTb WM paHHEE SMOPHMOHAIBHOE Pa3BUTHE
y CaMIIOB KpBIC IIPY YPOBHE 3KCIO3ULIMHU B 22 pa3a WIN y CaMOK KpBIC IIPH YPOBHE IKCIIO3ULIUU
B 114 pa3 Beime, yem AUC y nanueHToB IIpU NpUeMeE Mpenapara B peKoMeHyemMon no3e 60 Mr
OJIH pa3 B CYTKH.

BrLaenenne B MOJIOKO

ABatpomOomnar MpUCYTCTBOBAI B MOJIOKE JIAKTHUPYIOIIUX KpBIC MOCJE MEPOpaIbHOrO BBEACHUS
aBaTpoMOoriara, Me4eHHOro wuszorornoM. dapMakOKWHETHUYECKHE TMapamMeTpsl aBaTpomOorara
B MOJIOKE€ OBUIM aHAJOTMYHBl IIapaMeTpaM B IUIa3Me, NPU 3TOM OTHOUIEHHE HKCHO3MLUI

PaINOaKTUBHOCTH, CBA3AHHOM C aBaTpoMOomnaroM (MoJioko/masma), coctasisiio 0,94.

INIOKA3AHUA K IPUMEHEHUWIO

JleueHne TPOMOOIIMTONIEHUH Y B3POCIIbIX NAIIMEHTOB:

- C XpPOHMYECKHMMH 3a00JI€BAHUSAMHU I€YEHU, KOTOPBIM IIAHUPYETCsSl MPOBEAECHUE HWHBA3UBHOM
IPOLENYPBI;

- C IEPBUYHON XPOHMUYECKOW HMMYHHOU TPOMOOIIMTONICHUEH U HEYAOBIETBOPUTEILHBIM OTBETOM

Ha [IPEABIAYIIYIO TEPAIUIO.

IMPOTUBOIIOKA3AHUSA
- I'unmepuyBCTBUTENIBHOCTB K aBAaTPOMOOIIATY UM JIIOOOMY U3 BCIIOMOTaTEIbHBIX BELIECTB;
- TpomOonuToneHus y malueHToOB ¢ Muenoauciuiactuaeckum cuaapomom (MJIC), cMm. paznen
«Oco0ble yKka3aHus»;
- Bo3spacr no 18 ner;

- HenepeHocuMOCTb J1aKTO3BI, AEUIINAT JAKTA3bI, TIFOKO30-TaJIaKTO3HAS MaTbaOCOPOITHSI.

C OCTOPOXHOCTBIO
- Y manueHToB ¢ XpOHUYECKUMU 3a00JICBAaHUSIMU TICYCHH; Y TIAIIMEHTOB, HMEIOIINX H3BECTHBIC
(dbakTophl pHCKa TPOMOOSMOOJMI W Yy MAIMEHTOB, paHee MPUHUMABIIUX aBaTpomoOoIar
(cm. pazgen «OcobOble yKa3zaHUs»);
- Ilpy OOHOBPEMEHHOM NIPUMEHEHUUM C YMEPEHHBIMU WU CWIbHBIMA JIBOWHBIMU
naruouTopamu n3opepmenToB CYP2C9 u CYP3A4/5 unu tonpko nzodepmenta CYP2C9

(manpumep, (iyKoHA30J7) y MANMEHTOB C XPOHUYECKUMH 3a00JICBaHMSIMU TICYCHU U
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XPOHUYECKOW HWMMYHHOH TpOMOOIMTOIICHUEH (éﬂ.':"{55&%@%ﬁ%&%@8ﬂ§'%&3§%ﬁ%§§> u

«B3anmopelicTBie ¢ APYTUMH JICKAPCTBEHHBIMH CPEICTBAMUY);

- Ilpu opHOBpeMeHHOM NpHMEHEHMHM aBaTpomOomara ¢ TMpernaparaMd HUHTeppeEpoHa,
TIIIOKOKOPTUKOCTEPOHIaMH, TaHA30JI0M, JariCOHOM, BHYTPUBEHHBIM UMMYHOIJIOOYJIMHOM U
C YMEpPEHHBIMH WJIM CHJIBHBIMHA JBOWHBIMH HWHAYKTOpamu wu3zopepmentoB CYP2C9 u
CYP3A4/5 unu tonbko uzodepmenta CYP2CY (manpumep, pudaMnunmH, 3H3aIyTaMuL),
(M. pasgensl «OcoOble ykazaHus» U «B3aumMmopelcTBHE € JIPYTMMHU JIeKapCTBEHHBIMU
CPEIICTBAMMY);

- Ecnm neuenue aBarpomOomarom mpekpaiaercss Ha (oHe MpuemMa aHTHUKOAryJIsHTOB WU

aHTUTPOMOOIMTAPHBIX TpenapaToB (cM. pazaen «Ocolble yKazaHHUsD).

NPUMEHEHUE @[PU BEPEMEHHOCTH W B [HEPHUOJA TIPYIHOI'O
BCKAPMJINBAHUSA

bepeMeHHOCTD

JlaHHBIE O IPUMEHEHUH aBaTpoMOoriara y 0epeMeHHbIX JKEHIIUH OTPaHUYCHbI WIH OTCYTCTBYIOT.

PGBYJIBTaTOB I/ICCJIG,Z[OBaHI/Iﬁ Ha KHBOTHBIX HCAOCTATOYHO MOJId OLCHKHU pGHpOI[yKTHBHOﬁ

TOKCUYHOCTH (CM. pazzien «JlokamHUYecKkne JaHHble 1o Oe3omacHocThy). [Ipenapar I[onTeneT®

HC PCKOMCHAYCTCA HNPUMCHATL BO BPCM: 6€peM€HHOCTI/I U JKCHINMHaM C PpPCIIPOAYKTUBHBIM

MNOTCHIMAJIOM, HC UCITOJIB3YIOIIUM HAACKHYIO KOHTPALCIIIHUIO.

Ilepmroa rpyaAHOr0 BCKApMIMBAHUS

OTCyTCTBYIOT HaHHBIE O TIOCTYIUIGHHHM aBaTpomOorara B MaTEpUHCKOE MOJOKO, O BIIHSHUHU
Ha pe6eHKa, Haxo4dg1merocsa Ha rpyAHOM BCKapMJIMBAHWUHW, WA O BJIMSIHWUU Ha BblpaGOTKy MOJIOKaA.
HGI/I?)BGCTHO, BBIACIACTCA JIU aBanOM6OHaF nim €ro MeTa6OJII/ITBI B TpPYyAHOC MOIJIOKO.
ABaTpomOorar 0OHapyKHBAJICSI B MOJIOKE KOPMSIINX KPBIC (CM. pa3nen «J{oKInHu4YecKne TaHHbIe
no Oe3omacHOCTHY»). Hemb3si MCKIIOUUTH PUCK ISl TpyaHOro pedeHka. Heobxommmo MpUHSATH
pelieHre O TPEKpalleHUH TPYJHOTO BCKAPMIIMBAHUS WM O MPEKpalleHUN/BO3IepKaHuN
oT Tepanuu mpenaparom Jlonrener® ¢ Y4eToM IMOJb3bI TPYIHOTO BCKAPMITMBAHHS JUISl PeOCHKA 1

MOJIB3bI TCPpAININU IOJId MATCPH.

DepTHIbHOCTD

Bnusinue aBarpom6bomnara Ha (GepTHIBHOCTh YEJIOBEKa HE YCTAHOBJIEHO, U PUCK HE MOXKET ObITh
UCKJTIOUeH. B nccnenoBaHusx Ha )KMBOTHBIX aBaTpOMOOIIar He BT HA epTUILHOCTh CaMIIOB U
CaMOK WJIM paHHUK dSMOpworeHe3 y Kpbic (cM. pasgen «J{OKIMHUYEeCKHe JaHHBIC

o 0€30MacHOCTHY).
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CIIOCOB NPUMEHEHUS U 103bI (NOCNEOCBATENEHOCTE 0002)

BuyTps.
[IpumeHenue mnpemnapara HEOOXOAMMO HAUYWHATh M TPOJOJDKATH IMOJ HAOIIOJCHHWEM Bpaua,

UMEIOIIETO OMBIT JICYCHHUS TeMaToJIoTW4YecKuX 3aboneBanuii. [Ipemapar ILonTeJIeT® clenyer

NPUHUMATh C MUIIEH B OJHO M TO XK€ BpeMs AHA (YTpOM WJIM BEYEpOM), B TOM YHUCIIE TPH
IIPUMEHEHHUHU IpernapaTa peke OJHOIo pa3a B CyTKH (cM. pa3aen «DapMaKOKHHETHKA).

Xponuuecmte 3a001e6anUs neyenu

ClieyeT ONpeseInTh KOIMIECTBO TPOMBOLMTOB 10 Hadyana Tepamun npernapatom Jlomrener® u

B JICHb TPOBEICHUS MPOLEAYPHI, YTOOBI 00ECHEYNUTh HEOOXOIMMOE YBEIMYCHHE KOJIMYECTBA
TPOMOOIIMTOB M M30€XaTh HEOXHIAHHO YPE3MEPHOTO MOBBIIMICHUS KOJHMYECTBA TPOMOOIIMTOB
B MOMYJISUAX MAIMEHTOB, yKa3aHHbIX B pasnenax «OcoOble ykazaHus» U «B3aumopeiictBue
C ApYIrvuMHU JICKAPCTBCHHBIMU CPCACTBAMU ).

PexomeHnmyemasi cyrodHas [o03a aBaTpoMOomara ONpeAesieTcs COTJIaCHO — KOJHMYECTBY
TpombOonuToB manuenTta (cm. Tabmuiy 2). [Ipuem mpenapara cieayer HaunmHaTh 3a 10 — 13 nHei
710 3aITaHUPOBaHHOW mpouenypsl. [Iporeaypy HeoOxomuMo mpoBecTH yepe3 5 — 8 mHel mocie
MOCIIEAHETO MpueMa aparpombonara.

Tabanna 2. PekomeHnayembie CyTOYHBIE 10361 aBaTpoM0onara

Hcxoanoe yncao tpombouutos (X 10°%1) | Cyrounas g03a JuTenbHOCTh Tepanun
<40 60 mr (3 x 20 mr) 5 nHen
>40 o <50 40 mr (2 x 20 mr) 5 nHen

ﬂﬂumeﬂbHOCﬂ’lb mepanuu

B cBs3u ¢ orpannuenHoi nHdopmalueit aBarpomOonar He clieyeT MpUHUMAaTh 0oJiee 5 THEH.

IIponyck npuema npenapama

Ecnu ouepennoii mpuem mpemnapara MpomylieH, TO PEKOMEHOBaHHYIO 103y Mpenapara ciaeayeT
MPUHATH, KaK TOJbKO 00 3ToM BcnoMHMiu. He cienyer mpuHuMaTh JABE 03Bl Ipernapara
OJIHOBPEMEHHO, YTOOBI BOCIIOJHUTH MPOIMYIIEHHbIN npueM. Cleayomyto 103y CleAyeT IPUHSTD

B OOBIYHOE BpEMsI Ha CIIEIYIONIU ICHb.

XponuquKaﬂ UMMYHHAA mp0M60L;um0neHuﬂ

ClielyeT NPHMEHATH CaMyl0 HH3KYI0 103y mpemapara JlonTener, peKOMEHIYeMYO

JUISE TOCTYDKEHUST W TOJAJEPIKAaHUSA KOJIMYEeCTBa TPOMOOIMTOB Ha ypoBHE > 50X 10%/n,
o0ecrieunBarIIeM CHIDKEHHE pHUCKa KpoBOoTeueHus. He crnemyeT mpuHUMATh aBaTpoMOoImar

AJId HOpMaJIu3allu KOJUYCCTBa TpOM6OI_[I/ITOB. B xmuaMYeckux HUCCICOOBAHUAX KOJIMYECTBO
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TPOMOOIIUTOB OOBIYHO TOBBIMIATIOCH B TeUeHUE 1 |[Heaenu %‘E&E%E‘ﬁgﬁ&ﬁ@éhg&%ﬁﬁﬁa il

CHIKAJIOCH B TeueHue | — 2 HENEIBb OCIE €0 OTMEHHEI.

Hauanvnoui pesrcum mepanuu

®

PexoMenyemas HauanbHas no3a npenapara Jlonrener cocrasisier 20 mr (1 Tabnerka) oquH pa3

B ICHb BO BpCMs CbI.

Monumopune u Koppexyus 003bl

[Tocne Hayana Tepanuu CIeAyeT eKEHEEIBHO OLEHNBATh KOJMYECTBO TPOMOOIIMTOB, TIOKa OHO
He crabumusupyercss Ha ypoBHe >50x 10%1 m <150 x 10°/n1. PexoMeHayeTcs IPOBOAUTE
MOJICYET TPOMOOILIUTOB 2 pa3a B HEAENIO B TEUCHWE IMEPBLIX HENETb TEpaHH y MAIUEHTOB,
MPUHUMAIOIINX aBaTpoMOomar Tojdbko 1 —2 pa3a B Hemento. /[Ba paza B HeAemo ciemyer
OLIEHUBATh KOJIMYECTBO TPOMOOITUTOB U ITOCIIE KOPPEKIIUH JT03BI IIperapaTa B X0JI¢ JICUCHHSL.

B TedeHue nepBhIX Heleb ICUCHUS CIIEYET TIIATEIHHO KOHTPOIUPOBATH COCTOSIHHIE TTAI[ICHTOB
B OTHOIICHWU TPU3HAKOB WM CHMIITOMOB TPOMOOIIMTO33a, KOTOPHIA MOXET Pa3BUTHCS BBUIY
MMOTEHIIMATBLHOTO PHUCKA TIOBBIIICHUSI KoJW4yecTBa TpomboruToB Oosnee 400 x 10°/n1. Tloce
CTa0MIIN3alUU KOJIMYECTBA TPOMOOIIMTOB KOHTPOJIb MPOBOIAT KaK MHHUMYM €KEMECSIIHO.
Heo0xo1uMo 1oICYUTHIBATH KOJTUYECTBO TPOMOOIIUTOB €KEHENECTHHO B TCUCHHE KAaK MUHIMYM
4 HeneNb MoCIe MPEeKpalleHus MprueMa aBaTpomMoorara.

Pexum nosupoBanus npenapara (cMm. Tabmuiy 3 u Tabnuity 4) cneayer KOppeKTHPOBATh, UCXOAS

13 KoyimuecTBa TpoMOonuToB. He cnenyeT npeBsimatk cyTounyio 103y 40 mr (2 TabaeTkn).

Taoauna 3: PekoMeHaanum o KOppeKI U 103bl AaBATPOMOONATra y NAIMEHTOB C ePBUYHOM

XPOHUYECKOi MMMYHHOH TPOMOOIMTONCHH el

Kosmuecrso TpomoouuTos (x10° /n) | Moaupukanus 10361 HJIH IeiicTBHE

<50 mociie MUHUMYM 2 HEZlENb - T1oBBICUTB 003y Ha 0OUH YPOGEHb COTIIACHO
Tepanuu aBaTpomMOonarom Tabnuue 4.

- Tlomoknmate 2 Hepenu Jyist olleHKH 3¢ dexTa
JAHHOTO PEXKUMA TIEPe]T JIFOOBIMU TOCIETYIOIIUMHE
MO (DUKAIISIME JTO3BI

Mexnay 150 u 250 - CHUBHUTH 003y HA 00UH YPOBeHb COTIIACHO
Tabnune 4

- Tomoxxnmate 2 Henenu AJis OleHKH 3 dexTa
JAHHOTO PEXUMa Tepe JIFOOBIMU TTOCIEAYIOIIMMHA
MOTU(PUKAIISIMA TO3bI

>250 - Ilpekparuts npuem aBaTpombonara
- TloBBICUTH YaCTOTYy MOHUTOPHHTA KOJMYECTBA
TPOMOOIIUTOB JI0 2 pa3 B HEACIIO.

10
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- Ecmu I<|0m/meCT1§(|)I lI“DOM ou'nfBB =g 166' e '()b 7J ijiliry

CHUBHTH 003y HA 00UH Yyposers coriacHo Tadnwuie 4
1 BO30OHOBUTH TEPATTHIO

<50 nocne 4 Henenp TEPANUU 3aBeplIUTh TEPAMUIO aBAaTPOMOOIIaromMm
aBaTpomOormarom B o3e 40 mr, 1 pa3
B CYTKH

> 250 nocne 2 Heaenb Tepanuu 3aBepUINTh TEpaNHio aBaTpoMOonarom
aBarpombormarom B no3e 20 mr, 1 pa3
B HEJIEIIIO

Tadauna 4: YpoBHHM 10361 aBaTpomMOonara B mnpomecce THUTPOBAHHMSI y MAaIlHEHTOB

¢ IePpBUYHON XPOHNYECKOH MMMYHHOI TPOMOOLMTONECHH el

Jo3a” YposeHnb
03B

40 mr, 1 pa3 B cyTKu

40 mr, 3 pa3a B Henemto M 20 Mr B 4 ocTaBIIMXCS JHS KaKI0M Helenu

20 mr, 3 pa3a B HEJEIIO

6
5
20 mr, 1 pa3 B cyTKH* 4
3
2

20 wmr, 2 pa3a B Heaento MJIH 40 wmr, 1 pa3 B Henemnto

20 mr, 1 pa3 B HEAeNO 1

*HavasnbHas 103a Y BCEX MALUCHTOB, 3d UCKIIOYEHUEM TIONYUAIOIINX YMepeHHble Uil CUTbHbIE
080lIHble UHOYKMOPbL UNU YMePeHHble UIU CUTbHble O080UHble UHSUOUMOpPbI U30(PEPMEHTOB
CYP2C9 u CYP3A4/5 wim tonbko nzopepmenta CYP2CO.

iHaI_II/IeHTaM, MPpUHHUMAOMuUM aBanOM6OHaF PECKE OAHOTO pa3a B ICHb, CJIICAYCT OCYIICCTBIIATH
MpHUeM TIpernapaTa Mo eAHHO00Pa3HOM CXeMe KXyt HEIeIro.

VYpoBeHb 70361 3: TpU HEMOCIENOBATENbHBIX HS HENEIN, HApUMEDP, MOHEACIbHUK, Cpela U
MATHUIIA;

ypOBCHB J03bI 2: ABa HCIIOCJICAOBATCIIbHBIX JHS HCACIIN, HAITPUMCP, IOHCACIIbHUK U ITSATHULIA,

ypOBeHI: J03bI 1: OIWH 1 TOT KC ACHb HCICIN, HAITPUMCEP, IOHCACIIbHUK.

Ecim nponymeH mnpuem mnpenapaTta, MAlMEHT JOJDKEH NPHUHATh MPONYIIEHHYI 103y
aBaTpombornara cpa3y e, Kak BCHOMHUT. He ciemyer mpuHUMaTh IBOMHYIO 03y Ipenapara,
9YTOObI KOMIIEHCHPOBATh TMPOMYIIEHHYIO a03y. Clenymromyio 103y PEKOMEHIYeTCs MpPUHSTH

COIJIaCHO PEKOMEHIOBAHHOMY PEKUMY TEPAIUH.

ABarpoM0Oomnar MOXXHO Ha3HayaTh B JOMNOJHEHHUE K JPYIMM JIEKAPCTBEHHBIM Ipenaparam
st teuenuss XUT. [pu couerannu aBarpomboriara ¢ IpyruMu JeKapCTBEHHBIMU TIperapaTaMu

st neyenus nepsuyHor XUT crenyer KOHTPOIMPOBATH KOJIMYECTBO TPOMOOLIUTOB, YTOOBI OHO

11
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HE BBIXOJIMJIO 3a TMpeaeiabl PEKOMEHIOBAHHOTQ /:[Hanﬁgl)';ll:z;;_l%J';@%EEJHF#G[- Eé'zi%;lre'ﬁﬁ;{

HEOO0XOAMMOCTH CHUKEHHUS JI03bI JII0OO0T0 U3 MpenapaTos.

IIpexpawenue mepanuu
HeoOxomuMo mpekpatuth NpUMEHEHHE aBaTpoMOomara, €cid KOJMYECTBO TPOMOOIIMTOB

HE yBeJIMuMBaercs 10 > 50 x 10°/71 moce 4 Henenb npueMa B MakCUMallbHOHM 103¢ 40 Mr ouH

®

pa3 B cyTku. Crenyer npeKkpaTuTh IpHeM npemnapara JlonreneT, eciiv KOJIN4ecTBO TPOMOOIIUTOB

npeBbilaeT 3Hayenue 250 x 10/ mocite 2 Hemennb Tepanuu B 03¢ 20 MI OJIUH pa3 B HENEIIO.

Pexomenoyemviti pestcum 003uposanusi npu 00OHOBPEMEHHOM NPUMEHEHUU C YMEPEHHbIMU UTU
CUTbHBIMU OBOUHBIMU UHOYKMOpamu uiu uneuoumopamu uzogepmernmos CYP2C9 u CYP3A4/5
unu  moavko  uzogpepmenma CYP2C9 y nayuenmos ¢  XpOHUUECKOU  UMMYHHOU
mpomboyumonenuetl

PexomeHiyeMble HadalbHbBIC 103l aBaTpoMmOorara i MalUeHTOB ¢ XPOHHUECKOW UMMYHHOU

TPOMOOIIUTONICHHUEH, MTOJTyYarOIIUX COMMYTCTBYIOIINE IpenapaThl, ykazansl B Ta0mnmuie 5.

Taoauna S: PekomenayeMasi HauaJbHasi 103a aBaTPOMOONAara y nmaiueHToB ¢ MepBUYHOM

XPOHUYECKO! MMMYHHOH TPOMOOIUTONEHHEH C Y4€TOM CONMYTCTBYIOIIMX NMpPenaparon

ConyTcTBYOIIHE NPENapaThl PexomeHayemasi HavajJbHasi /1032
aBaTpoMoOonara
YMepeHHbIH WIH CUIIbHBIN TBOWHOW HHTHOUTOP 20 mr (1 TabieTka) Tpu pasza

nzopepmerntoB CYP2C9 u CYP3A4/5 wnu Tobko | B HEJIETIO
m3odepmenta CYP2C9 (manmpumep, QirykoHazomn)

YMepeHHBIH WM CUITbHBIN TBOWHONU WHIYKTOP 40 wmr (2 TabneTKn) OJIUH pa3
uzopepmerToB CYP2C9 u CYP3A4/5 unu TONbKO | B CyTKH

m3odepmenta CYP2C9 (manpumep, pudaMmnuimH,
SH3ATyTaMU/)

IIpumeHeHHe y 0COOBIX T'pVYIIII ITannMCHTOB

Iayuenmul nodxcunozo eospacma

[Tanimentam B Bo3pacte 65 neT W crapiie HEe TpeOyeTcss KOPPEKTHPOBaTh 103y TMperapara
(cM. paznen «PapMaKOKUHETHKA).

Ilayuenmoi ¢ Hapywenuem yHKYyuU noex

ABarpoM0bomnar He BBIBOAMTCS IOYKaMH, MO3TOMY He TpedyeTcss KOpPpPEeKTHPOBATH €ro A03Y
y MAllMEHTOB C MOYEYHOM HEIOCTATOYHOCTHIO JIETKOW WM YMEPEHHOW CTENEeHU TSHKECTH.
VY manueHToB ¢ MOYEUHOW HEJOCTATOYHOCTHIO TSDKEJIOW CTENEHH MpPUMEHEHHE aBaTpomMOoriara

HE OlLIeHHBAH (CM. pasnen «DPapMaKOKHHETHUKAY).

12
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(NOCNEQCBATENEHOCTE 0002)

Ilayuenmul ¢ Hapywenuem Qyukyuu nevenu

VY nanueHToB ¢ NEYEHOUHON HEJ0CTAaTOYHOCThIO JieTKor (kitacc A no Yanna-I1s10) unm cpenneit
(xmacc B o Yaitna-I1p10) crenenu TsHKeCTH He TPEOYETCs KOPPEKTUPOBATH J03Y Mpernapara.

B cBa3u ¢ HamuumeM orpaHuueHHOM wuHQpopManuu Oe3omacHOCTh M A((HEKTHBHOCTH
aBarpomOoriara y malydeHTOB € TSKEJIOW MEeYEHOYHON HeaocTaTouHoCThio (Kinace C mo Yaitm-
[Ieto, ungexc MELD> 24) He ycraHoBieHa. Y JTUX MalM€HTOB HE MPEANOJIaraeTcs
KOPPEKTHPOBATh 103y Mpenapara. Tepamuio aBaTpoMOOIaroM cielyeT HaYuHaTh Y TAIllMeHTOB
C TSDKEJIOM II€YEHOYHOW HEIOCTaTOYHOCTBIO TOJBKO B CiIy4yae, €CIM OXHAaemas I0Jib3a

MpEBBILIAET MpeanonaraeMblid puck (cM. pazaensl «Ocobble ykazaHus» u «DapMaKOKHHETHKAY).

Iayuenmsi ¢ conymemayowumu 3a601e6aHUAMU

B cBa3u ¢ HaimumeM orpaHuueHHOW wuHpopManuu, Oe3omacHOCTb U 3((HEeKTUBHOCTH
aBarpomOorniara y B3pOCHBIX TanueHToB ¢ xpoHmueckoil XWUT wm Bupycom mmmyHonedwuimra
yesnoBeka, BUpycoM rematuta C WM y MAMEHTOB C CUCTEMHOM KPAaCHOW BOJIYAHKOM, OCTPBIM
TemaTUuTOM, aKTUBHBIM XPOHUYECKUM TeaTHTOM, IUPPO30M MeUYeHH, TUMQOrpoaudepaTuBHEIMU
U MmuenonpoiudepaTuBHBIMA  3a00JeBaHUAMH, Jeiikemuel, wmuenomucmiasueit  (MJIC),
COMYTCTBYIOIIMMHU  3JIOKQUECTBEHHBIMM HOBOOOPa30BaHUSIMH M  CEPbE3HBIMU  CEPJEHHO-
COCYIUCTHIMH 3a00JeBaHUAMH (3acTOiHAs ceplcdHas HEAOCTaTOYHOCTh 3 —4 CTemneHw,
GUOpUILTSIIINS TIPEICEPAN, COCTOSIHUE TTOCIIE A0PTO-KOPOHAPHOTO IIYHTUPOBAHUS UM YCTAHOBKH
CTEHTA) HE YCTaHOBJICHBI.

Jlemu

be3onacHocth u 3¢ (deKTUBHOCTH, aBarpomOoriara y JnaeTed B Bo3pacTe Miaame 18 jer
HE YCTaHOBIICHKI. JlaHHBIE OTCYTCTBYIOT.

Ilomeps ¢ynukyuonanvrozo norumopghusma uzopepmenma CYP2C9

DKCMo3uIMs aBaTpoMOonara MOXeT ObITh MOBBIIIEHA Y MAIIUEHTOB C OoTepei (YHKIIMOHATIBLHOTO
nonmumopdusma m3odpepmenToB CYP2C9*2 u CYP2C9*3. ¥V 310poBBIX CYOBEKTOB (n =2),
TOMO3UTOTHBIX B OTHOIICHUH JaHHON MyTaluu («MEIJIEHHBIC» METab0IH3aTOPhI), IKCIO3UIIHS

Obu1a B 2 pasa BeIlIe, 4YeM y cyObekToB 0e3 mytanuu u3opepmenta CYP2C9.

MMOBOYHOE JIEICTBUE

00630p npodmia 6e30MacHOCTH

Xponuueckue 3a001e6aHUS NEeYEeHU

Bbe3zonacHocts aBarpoMbomnara oreHnBaiu B 1Byx KU, B kotopsix 430 manneHTOB ¢ XpOHUYECKUMHU
3a00J1€BaHUSAMH TICYCHH U TPOMOOIIMTOTICHUEH ToTydayin aBaTpoMoOomnar (n = 274) unu miaredo

(n=156), u umenu pe3yabTaThl OJJHOKPATHOM OIEHKH 0€30IMacCHOCTH TOCIIE MpHUeMa Ipemnapara.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 15.07.2025 N= 17563

(NOCNEQCBATENEHOCTE 0002)

Xponuueckas umMmyHHAs mp0M60uum0neHuﬂ

bezonacHocts aBarpomOomara oneHuBaaM y 161 mammeHta ¢ XpOHMYECKOM HMMYHHOMR
Tpombonuronenueid. OO0bennHeHHbIE NaHHble 1Mo Oe3omacHocT KU BrmowaroT 128 manueHToB,
KOTOpbIC TPUHUMAJIM aBaTpombOorar B TeueHuWe 29 Henmenb (MeauaHa MPOJODKUTEIBHOCTH

TEpanuH).

TabauyHbBIN CIIMCOK HEXKEIATENbHBIX PEaKIUi

Hexenarenbubie peakinu (HP) kiaccuduiupoBaiyn mo mpeanoyTUTEILHOMY TEPMHUHY U KJIacCy
CHCTEM OpPTaHOB M 110 YacToTe pa3BuTus. Yactory pazsutus HP onenuBanm ciemyromum o0pa3om:
oueHb yacto (>1/10); gacro (>1/100, <1/10); newacto (>1/1,000, <1/100); penxo (>1/10,000,
<1/1,000); ouens peaxo (<1/10,000), HensBecTHO (MCXOAS U3 HMMEIOIIUXCS JAHHBIX YaCTOTY

BO3HHUKHOBCHUSA OIIPCACINTD HGBOSMO}KHO).

Ta6anna 6. ITonmyasinus NAMEHTOB ¢ XPOHUYECKUMH 3a00JIeBAHUSIMH NeYCHH

Kuace cucrem opranos

(TepMuHOIOTHS Yacro Heuacro HensBecTHO
MedDRA¥)
Hapymenus co ctopoHbl Anemus

KpOBU U TUM(paTUIECKON

CUCTEMBbI

Hapymenust co cTopoHbl Peakiuun

HMMyHHOﬁ CUCTEMBbI TUnCpYyBCTBUTCIBHOCTHU
Hapymenust co cTopoHsI Tpom603

COCyl0B BOPOTHOM BEHBI

Hapymenust co cTopoHbl Bosb B KOCTSIX

MBIIIICYHOM, CKEJICTHON 1 Muanrus

COCIMHUTEILHON TKAaHU

OO6mmue HapyIIeHUsS 1 Yromisiemocts | JImxopanka
pCaku B MCCTC BBCACHU A

Meouyunckuii cnpagouHuk 0is pe2yisamopHo-npasosoul desmenvrocmu (MedDRA)

Tabmmpa 7. IlomynsiuMs NanmMeHTOB ¢ NEPBHYHON  XPOHMYECKOH  HMMMYHHOMH

TPOMOOUHMTONCHH el
Kanacc cucrem opranos Yacrora He:xkenarenbHas peakuust
Tepmunosorus MedDRA
Wndexuun u nHBa3uu Heuwacro @ypyHKYJ, cCeNTHYECKUI TpoMOodieduT,
MHQEKIUS BEPXHUX JbIXATEIbHbBIX IyTeH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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ot 1507 2025 M= 175

A P o R N i

OCHERCBATENBROCTE 0002)

Kuacc cucrem opranos YacrTora He

Tepmunoaorus MedDRA

JloObpokayecTBEHHEIE, Heuacto Muenodpubpos

3JI0KQYE€CTBEHHbBIE U

HEYTOYHEHHBIE

HOBOOOpa3oBaHUs (BKIIOYAs

KHUCTBI 1 TIOJIUITHI)

Hapymenus co croponsl kpou 1 | Hacto TpomboruTonenus, aHemMusl, CTIICHOMET alTus

auMaTHIECKON CUCTEMBbI Heyacto JleiikonuTo3

Hapymenust co cTopoHbl HeusBectHo | Peakuuu runepuyBCTBUTEIbHOCTH

UMMYHHOH CHUCTEMBI

Hapymenus merabonusma u Yacro ['unepnunuaemus, CHUKEHHUE anleTuTa

THTaH Heuacto Jleruparanus, TUTIePTPUTIHIIEPHAEMHS,
YCHUIICHUE aNleTuTa, TeQUINT Keneza

[Icuxnueckue HapylIeHUs Heuacro Konebanus nacrpoeHus

Hapymenust co cTOpoHbl HEPBHOM

OueHn 4acTo

T'osoBHAs O0JIb

CUCTEMBI YacTto I'onoBokpyskeHue, TMcKoMGOpT B TOJIOBE,
MUTPEHB, NAPECTE3US
Heyacto NHCYnbT, KOTHUTUBHOE PACCTPOMCTBO,
JUCTEB3UsI, TUIIECTE3US], HAPYIICHUE
YYBCTBUTEIBHOCTH, TPAH3UTOPHAS
MIIEMUYECKas araKka
Hapymienuns co croponst oprana | Heuacro AHOMaJbHOE OIIYIICHHE B TJ1a3y,
3peHUs pazzpaxkxeHue rias3, 3yJ B Iia3ax,
MIPUITYXJIOCTb IJ1a3, YCUJICHHUE CIE30TCUEHUE,
aruckoM(opT B rinasax, potopodus,
OKKJIFO3UsI apTEPHl CETYAaTKH, IOMYTHEHUE
3pEHHUsI, HAPYILIEHUE OCTPOTHI 3PEHUS
Hapymenust co croponsl oprana | Hewacto Bosib B yxe, MOBBILIEHHE OCTPOTHI CIIyXa
ciyxa 1 JabupHuHTa
Hapymenus co croponsl cepana | Hewacro NudapxT muokapaa
Hapymenust co croponsl cocyqoB | Hacto ['unepronus
Heuwacro Tpom603 riybokux BeH, TpOMOO03 IPEeMHOM
BEHBI, CY’KEHHE COCY/I0B
Hapymenust co cTopoHbl Yacro HocoBoe kpoBoTeueHue, oAbIIKa
ABIXATCTILHON CHCTEMBL, OPTAHOB | Heyacro KpoBoxapkaHbe, 3aJI0’)KEHHOCTh HOCA,
TPYAHON KICTKH M CPCIOCTCHUA 5MOO0JIUSA JIETOUHON apTepUn
KenynouHo-kuiieunbie Yacto TomHoTa, TUapesi, ppoTa, 00JIH B BEpXHEH
HapyILIEHUs YacTH )KMBOTA, METEOPHU3M
Heuacto JuckoMdopT B )KUBOTE, B3yTHE KUBOTA,

00J1b B HIDKHEH YacTH )KMBOTA, BAPUKO3HOE
paciivpeHe BeH MpsSMOM KHILIKH, 3a1op,
OTPBDKKA, TacTpod3odareanbHas
pedurokcHas 001e3Hb, TTIOCCOAUHUSA,
TeMOPPOM, MapecTe3usi POTOBOM MOJIOCTH,
OTEK sI3bIKa, 3a00JIeBaHUE S3bIKA
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

LT

ot 15.07.2025 N2 175

A P o R N i

OCHERCBATENBROCTE 0002)

PEeNpOTYKTUBHOM CUCTEMBI U
MOJIOYHBIX JKEIIE3

Kuacc cucrem opranos YacrTora He

Tepmunoaorus MedDRA

Hapymienust co croponsl edenn | Hewacto Tpom603 BOPOTHOI BEHbI

U KEJTUEBBIBOSIINX ITyTEH

Hapymenus co croponsl koxku u | Hacto Celnib, akHe, ETEXUH, 3y

TIOAAKOKHBIX TKAHCH Heuacto AJoTenus, CyXocTh KOXKH, KPOBOMOTEK,
TUIIEPTUJIPO3, HAPYIICHUE TTUTMEHTAIIUH,
3yJsilIas Chillb, KOXKHAsI TeMOpparus,
pazzipakxeHue KOxKHu

Hapy1ieHust co CTOpOHBI Yacto Aprtpanrus, 601 B criuHe, 00JIb

MBIIIIEYHOM, CKEJIETHOU U B KOHEUHOCTSIX, MUAJITHS, MBIIIICYHO-

COCTMHUTEIIBHON TKaH! CKeJeTHast 00Ib

Heuacto ApTtpomnarusi, TMCKOM(POPT B KOHEUHOCTSIX,

MBIIIEYHBIE CTIA3MBbI, MBIIIEYHAS CI1a00CTh,
MBIIIEYHO-CKEIETHAS 0OJb B TPYIU

Hapymenust co croponsl nouek u | Hewacro I'emaTypus

MOYEBBIBOJIAIIUX TyTEH

Hapymenust co cTopoHbl Heuacto Menopparusi, 60J1b B COCKax

OO01re HapylIeHUs U PeaKIiH B
MECTE BBEICHUS

OueHp 4acTo

YTOoMIIeMOCTE

Yacto

Acrtenus

Heuacto

JuckomdopT B rpyau, royioj, 60Ib,
nepudepruyecKuil 0TeK

JlaGopaTopHsble
WHCTPYMCHTAJIbHBIC JIAHHbIC

Yacto

[ToBbIIEHNE KOHLIEHTPALUU TIIIOKO3bI B
KpPOBH, ITOBBIIIEHUE KOJIMYECTBA
TPOMOOITUTOB, CHUKEHNE KOHLIEHTPAIH
[JIFOKO3BI B KPOBH, ITOBBILLIEHHUE
KOHILICHTPALUX TPUTIIULEPUIOB B KPOBH,
MOBBIIIEHUE AKTUBHOCTU
JIAKTATAETUAPOreHa3bl B KPOBU, CHUKECHUE
KOJINYEeCTBA TPOMOOLIUTOB, IIOBBIILICHHE
aKTUBHOCTH aJJaHWHAMHHOTpaHC(epassbl,
MOBBIIICHUE KOHIEHTPALMHY IaCTpUHA

B KPOBH

Heuacto

IToBBIlIEHNE AKTUBHOCTH
acmapraTaMHHOTpaHc(epasbl, MOBHIIICHNE
apTepUaAIBLHOIO IABJICHUSA, APUTMHUS,
MOBBIIICHUE aKTUBHOCTH (DEPMEHTOB TICYCHU

Meouyunckuii cnpagouHuk 0iis pe2yisamopHo-npasosoul desmenvrocmu (MedDRA)

OnucaHue OTACIBHBIX HEXKEIATCIbHBIX PEAKIIMH

TpombosmboUU

B KN y manueHToB ¢ TPOMOOIMTONECHHEH W XPOHWYECKUMH 3a00JICBAaHMSAMHU II€UEHU OBLI

3aperucTpupoBat 1 ciaydait TpomO03a BOpoTHOIM BeHBI (n = 1/274) uepe3 14 nHel mocie OKOHYaHUS

JICYEHHUS TTpenapaTom I[onTeneT®. Ota HP Obuia paciieHeHa kak Hecephe3Hasl.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.07.2025 N= 17563

VY nmanueHToB ¢ XpOHUYECKOW UMMYHHOH TPOMOO! I/ITOl'IeH(IEg% ;MGCEME-BEM&E: EE'J]%))I'(‘EC'HM

Habmonam y 7 % (9/128) nanuentoB. EQUHCTBEHHBIM TPOMOOIMOOIHUYECKUM OCIOKHEHUEM,
3aperuCTPUPOBAaHHBIM Ooyiee 4yeM y | mamweHta, ObUIO OCTPOE HApyIIEHHE MO3TOBOTO
KpoBooOpatienusi, pazsusiieecs y 1,6 % (2/128) nanueHToB.

Tpomboyumonenuss nocie npekpawjeHuss mepanuu y HAYUeHmos ¢ XPOHUYUECKOU UMMYHHOLU
mpomboyumonenuet

VY ManueHToB ¢ XpOHUUYECKOW MMMYHHOH TPOMOOIIMTONICHUEH BPEMEHHOE CHIDKEHHE KOJIMYEeCTBA
TPOMOOIIMUTOB JI0 YPOBHEHM HMKE MCXOTHBIX HAOIIOAAIOCH TIOCIIe TIPEeKpalieHus jJedeHus y 8,6 %

(11/128) marmeHTOB, MOMYyYaBIIUX aBaTPOMOOIIAr.

Peam;uu cunepdyecmeumelbHocmu
PeaKI_II/II/I TUNICPYYBCTBUTCIIBHOCTHU BKJIIHOYaJIN KOXKHBIH 3y, KOKHYIO CbIllb, OTCK JIMIA U OTCK

S3bIKa.

INEPEJJO3UPOBKA
Crenuduueckoro aHTUI0TA MIPH MEPEIO3UPOBKE aBaTPOMOONIAroM HeT. B cirydae mepeao3upoBKu
WM TIOO3PEHHsS Ha TEpeNO3MPOBKY CIEAyeT MpeKpaTHTh mpueM mperapara Jlonrener® u

TIIATCIIBHO KOHTPOJUPOBATH KOJIUYCCTBO TpOMGOI_II/ITOB, IMMOCKOJIBKY aBanOM6OHaF YBCINYNBACT

KOJINYECCTBO TpOMGOI_II/ITOB B 3aBUCUMOCTH OT HO3BI.

B3AUMOJIEMCTBHUE C IPYTUMHU JEKAPCTBEHHBIMU CPEJICTBAMH

Uneubumopwr P-2nuxonpomeuna (P-gp)

OnHoBpeMEHHOE NMPUMEHEHUE aBaTpomOornara ¢ UHruouTopamu P-gp nmpuBoauiIo K U3MEHEHUSIM
HKCIO3MIINHU, KOTOpbIE HE OBLIM KIMHHYECKH 3HaYMMbIMH. He pekoMeHayeTcss KOppeKTHPOBaTh
no3y npemnapara (cM. pazzaen «©@apMakOKMHETHKAY).

Nuruburopsl nzobepmentos CYP3A4/5 u CYP2C9

OpHoBpeMEeHHOE MpPHUMEHEHHE aBaTpoMOornara C YMEPEHHbIMH W CHJIBHBIMU JBOWHBIMHU
unaruburopamu uzopepmentoB CYP3A4/5 u CYP2CY9 (manpumep, ¢rykoHa30I51) MOBBIIIACT
IKCIO3UIIMI0 aBaTpombonara. OJHOBpeMEHHOE TMPUMEHEHHE aBaTpoMOoriara ¢ yMEpEeHHBIMH U
cubHBIMH HHTHOUTOpaMu n3odepmerTa CYP2C9 npeamnonoxuTenbHO MOBBIIIAET 3KCIMO3UIIHIO
aBarpomborara.

Xponuueckue 3ab0one6anus neyeHu

[Ipenmonaraercs, 4To yBeNWYCHHE SKCIIO3UIIMU aBaTpombOomnara B pe3ylbTaTe €ro MPUMEHEHUS
B TEUEHHE 5 JHEH HEe OKaKeT KIMHUYECKH 3HAYMMOIO BJIMSHHUS Ha KOJUYECTBO TPOMOOIMTOB;

KOppeKIus 103kl HE pekoMeHayeTcs. OMHako B JIGHb MPOBEACHHS MPOIEAYPhl HEOOXOIMMO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.07.2025 N= 17563

00cIIen0BaTh 3TUX MAIMEHTOB I BBISBICHUS B)SMOX(H(SHJ%J%%&EJ %ﬂb&IO—II‘OTV_'EelJHlII‘TIeIHI/IH

KOJIMYECTBA TPOMOOIUTOB (CM. paznensl «Crocod MpuMeHeHHsI U J03bI» U «DapMaKOKUHETUKAY).

Xponuuecmﬂ UMMYHHAA mp0M6014um0neHuﬂ

Crnemyer CHH3UTh HavajdbHYIO 03y aBaTpoMOornara TpH OJHOBPEMEHHOM TNPUMEHEHUH
C YMEpPEHHBIM WJIN CHJIBHBIM JBOMHBIM HHruoutropom wuszopepmentoB CYP2C9 u CYP3A4/5
(cm. Tabmuny 5 u pasgen «Crnoco0 mpuMeHeHHs U 103b1»). CHIKEHUE HadaabHOU JTO3bI MOXKET
OBITh II€TIECOOOPa3HBIM TaK)Ke Yy TMAIMEHTOB, NPUHUMAIONINX YMEPCHHBIC WM CUJIbHBIC
narunouTopsl nzopepmenta CYP2C9.

VY nmanueHToB, KOTOpPbIE HAYMHAIOT IPUMEHEHNE YMEPEHHBIX WM CUIIbHBIX ABOWHBIX HHTHOUTOPOB
nzopepmentoB CYP2C9 u CYP3A4/5, a Takke yMEpeHHBIX WIM CHIBHBIX WHTHOHTOPOB
m3odepmernta CYP2C9 na done nmpuema aBarpomOomnara, cieayeT KOHTPOIUPOBATH KOJIHYECTBO
TPOMOOILIUTOB U TPU HEOOXOJAMMOCTH KOPPEKTHUPOBaTh J03y aBarpomoOomara (cm. Tabmuiy 3,
Tabmuiy 4 u pazaen «Crocod MpUMEHEHHSI U JO3BI»).

Nunykrops! nzodbepmentoB CYP3A4/5 u CYP2C9

OnHOBpeMEHHOE NMPUMEHEHHE YMEPEHHBIX WM CHIIBHBIX JBOMHBIX MHIYKTOPOB M30()epMEHTOB
CYP3A4/5 u CYP2C9 (nmampumep, pudaMIUIUH, SH3UTYTaMHUI) CHUXKACT IKCIIO3HUIIHIO
aBaTpoMOoIiara ¥ MO>KeT MPUBECTH K YMEHBIICHUIO KOJINYeCTBAa TPOMOOLUTOB. OTHOBpEMEHHOE
PUMEHEHHE YMEPEHHBIX MM CHIIBHBIX HHIYKTOPOB n3odepmenta CYP2CY, npennonoxuTensHo,
CHMJKAeT HKCIO3MLIMIO aBaTpoMoborara.

Xponuueckue 3a001e6aHUs NeYeHU

He OXKNOacTCsad KIMHHUYECKHU 3HA4YUMMOI'O BJIIUAHUA CHHUXCHHSA JSKCIIO3UIHUU aBanOM6OHaFa
B pC3YyJIbTAaTC €ro NpuMCHCHNA B TCUCHUC 5 I[H€I>'I Ha KOJINYECTBO TpOM6OI_II/ITOB; KOppCKUUA JO3bL
HEe pekoMeHayeTcs (cM. pasnen «DapMakOKHHETHKAY).

Xponuueckas ummynnas mp0M60uum0neHuﬂ

Cleiyer  TOBBICHTH  DCKOMEHLYEMYI0  HadalbHyl0 103y  npemapara  Jlomrener”

IIPY OHOBPEMEHHOM NPUMEHEHHH C yYMEPEHHBIMH WM CHJIBHBIMH JIBOWHBIMH HHIYKTOPaMH
m3odepmerToB CYP2C9 u CYP3A4/5 (cm. Tabnuiry 5 u pazaen «Crocod IpuUMEHEHUS U T03b1»).
B03M0OXXHOCTB yBENMYEHHUsI HAYAJIbHOW J103bI TpenapaTa ClIeAyeT pacCMOTPETh U Ul MalueHTOB,
MPUHUMAIOIINX YMEPEHHbIE WM CHIIbHBIE HHAYKTOPHI H3odepmenta CYP2C9.

VY manmeHToB, KOTOpbIe HAYMHAIOT IPUMEHEHHE YMEPEHHBIX MJIM CHIBHBIX JIBOMHBIX HHIYKTOPOB
modepmertoB CYP2C9 um CYP3A4/5, a Taxke yMEpPEeHHBIX WIH CHIBHBIX HWHIYKTOPOB
nzodpepmenta CYP2C9 Ha ¢one npuema aBarpombonara, ciaenyeT KOHTPOIUPOBATh KOJIMYECTBO
TPOMOOIIUTOB U NPH HEOOXOIMMOCTH KOPPEKTHpOBATh J103y aBarpombomnara (cm. Tabmumy 3,

Tabmuiy 4 u paznen «Crnoco® MPUMEHEHHUSI U JTO361»).
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COOTBETCTBYET 2K
ot 15.07.2025 N2 175

(NOCNEQCBATENEHOCTE 0002)

JlekapcTBeHHBIE OpenapaThl Juist Jeuenust XUT

B xiaMHMYECKMX HMCCIEIOBAHUAX Ipenaparhl, TpuMeHseMble as jgedeHuss XUT B komOMHaum
¢ aBaTpoMOOoMaroM, BKIIOYAJIH TITIOKOKOPTUKOCTEPOUBI, aHA30Jl, JAllCOH U MMMYHOTJIOOYIHH
IUIl BHYTPUBEHHOro BBeJeHMsA. [Ipu coderaHHOM IpUMEHEHMM aBaTpoMbomnara ¢ JpyruMHU
npenaparamu i gedeHust XUT cinenyer KOHTpOIUpoBaTh KOJIMYECTBO TPOMOOLIUTOB, YTOOBI OHO

HC BBIXOJUJIO 3a PCACIIbI PCKOMCHIOBAHHOTO JHUAlIa30HA HOPMBI.

OCOBBIE YKA3ZAHUA

TpoM0603/TpoMO0IMOOINYECKHE OCIO0KHEHS

W3BecTHO, YTO MALUEHTHI C XPOHUYECKUMHU 3a00JI€BaHUSIMH MEYEHU TOBEPKEHBI TOBBIIIIEHHOMY
PUCKY TpPOMOOIMOOIMYECKUX OCIOKHEHUIH. Y TMalMeHTOB C XPOHUYECKUMHU 3a00JIEBAaHUSIMU
TeYeHH M KOJMYECTBOM TpoMbomutoB > 200 x 10°/1, MOMy4aBIIMX AarOHHCT pPELENTOPOB
TPOMOOIMOATHHA, OTMEYAId YBEJIWYEHHE YacTOThl pa3BUTHUA TpomO03a BOPOTHOM BEHBI.
VY manueHToB ¢ XpOHUYECKOH MMMYHHOH TPOMOOITUTOIICHUEH TPOMOO0IMOOTHMYECKUE OCITIOKHEHUS
(apTepuanbHbIC WM BEHO3HBIC) BOHUKAIU Y 7 % (9/128) manueHToB, MOIy4YaBIIMX aBaTpoMOomar

(cm. pazgen «IlobouHOE HECTBHEY).

®

[Mpemapar [donrener He M3y4alld y MAIMEHTOB C MPEIIICCTBYIOIIMMH TPOMOOIMOOINIECKIMU

ocioxHeHussMU. ClleyeT YUUThIBaTh MOTEHIMAIbHBIN MOBBIIICHHBIN PUCK PAa3BUTHUS TPOMOO30B
Ha (OHe IpuMeHeHHs npenapara JlonTener® y MALMCHTOB ¢ M3BECTHHIMH (PAKTOPAMH pHCKa
TpoMO03MOONUH, BKJIIOYAsi, TOMUMO IPOYETro, T€HETHYECKUE MPOTPOMOOTHYECKHUE HAPYIICHUS
(rakue kak Mmyrtauusi ¢akropa V Jleiinena, momumopdusm 20210 G->A rena mpoTpomOuHa,
nebunut aHTUTpoMOMHA, Aehunut npotemHa C wmm S), U mpuoOpeTeHHbIe (aKTOPhl PHCKa
(manpumep, aHTUGOCPOTUNIUIHBIA CHHAPOM), a TakKe TMOXWIOW BO3PACT, JIUTEIHHYIO
MMMOOMIIN3AINIO, 3JIOKAaYeCTBEHHbIE HOBOOOpAa30BaHUs, INPUMEHEHHWE KOHTPALENTHBOB U

3aMECTHUTEIbHON FOPMOHAIBHOW Tepanuu, XUpPypruuyeckiue BMEIIaTeIbCTBA/TPAaBMBbL, OXKHPEHHE U

Kypenue. Ilpenapar Jlonrenrer®  me ClelyeT Ha3HadaTh IIallMEHTaM C XPOHUYECKUMU

3a00J€BaHUAMU TI€YEHU WIM XPOHMYECKOW HMMYHHOM TPOMOOLMTONEHHEH B IOMBITKE
HOpPMAaJIM30BaTh KOJIUYECTBO TPOMOOITUTOB.

Yummgenue narepBaia QTc Ipu oJHOBpEMEHHOM IIPUMEHECHNH IPENApaATOB

IIpu skcno3unuu npenapara Jlorrrener®

, CPAaBHUMOM ¢ 3KCHo3uLueil npu npueme n03s1 40 Mr u
60 Mr, HE MPOUCXOIUT yIIuHeHUs nHTepBaia QT 10 KIMHWYECKH 3HAYMMBIX 3HaUueHUH. DPPEeKThI
ymmaeHus naTepBaia QTc B cpenrem 6onee 20 Mc HE 0XKUAAIOTCS TPU IPUMEHEHUH TIpernapara B
MaKCUMaJIbHOW PEKOMEH/IOBAaHHOM TEpaneBTUYECKOM [03€ COracHO aHanmuzy HH(pOpMauu

oobenuHeHHbIX KM y mamueHToB ¢ XpOHWYECKMMHU 3a0ojeBaHUAMHU redyeHu. OHaKo ciemayeT
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COONIOAATh  OCTOPOKHOCTH TMPHU  OAHOBPEMEHHOM... [IPUMCEHEHUM . TIperapaTa 'fTonTeneT

C YMEPEHHBIMHU WJIM CUJIBHBIMH JBOWHBIMU MHTHOUTOpamu nzodepmentoB CYP3A4/5 u CYP2C9
WU YMEPEHHBIMH WM CHIbHBIMH HHTHOUTOpamu n3odepmenta CYP2C9, mockoyibKy NaHHbBIC
mpemapaThl CIIOCOOHBI TOBBIMIATH SKCIO3UIIMI0 aBarpombomnara. Takxke ciemyer coOI0IaTh
OCTOPO’XKHOCTh TIPM HA3HAYCHWM Tpernapara NalueHTaM ¢ MoTepedl  (yHKIIMOHAIBLHOTO
nonmumoppusma m3odepmenta CYP2C9, BBuay dYero -SKCHO3UIMSA aBaTpoMOorara MOXKET
MOBBILIATHCS.

Penmmaus TDOM6OHI/ITOHGHI/II/I U KPOBOTCUCHHUC IIOCJIC TIPCKPAIICHUA TCpAIllMM Yy TAalUMCHTOB

C XPOHUYECKOU UMMVHHOU TPOMOOIIUTOIEHUEN

[Tocne npekparnienus gedeHus aaTpoMoOonaroM y narueHToB ¢ XMUT MoXeT BOZHUKHYTh PEIIUINB
Tpombouutonenuu. Ilocie mpekpareHus mpuemMa aBarpomOoriara KOJHMYECTBO TPOMOOIIUTOB
BO3BpAIllaeTCs K HCXOJAHOMY YPOBHIO B TEUCHHE 2 Heleldb y OONBIIMHCTBA MAIMEHTOB, YTO
YBEJIMYMBAET PUCK KPOBOTEUEHHUSI U B HEKOTOPBIX CIIy4asiX MOKET MPUBECTH K KPOBOTEUEHUIO. Puck
KpOBOTEUYEHHS IOBBIILIACTCS, €CJIM JIeYeHHEe aBaTpoMOoraroM mpekpamiaercs Ha (oHe npuema
AHTUKOAryJSTHTOB WJIM aHTUTPOMOOIMTAPHBIX MpenapaToB. Cienyer TIaTeIbHO KOHTPOIUPOBATh
KOJMYECTBO TPOMOOIIMTOB W MPHHUMATH MEpbl MO MNPOQPHUIAKTHKE KPOBOTCUCHUH TOCTE
MpEeKpalleHus JieueHus aBarpombonarom. B crmydae mpekpaiieHus mpuMeHEHHUsT aBaTpoMOoriara
pexomenayeTcst B0300HOBUTH JiedeHre XM T B cOOTBETCTBUU € JEHCTBYIOMUMU PEKOMEHIAITUSIMU
M0 Je4YeHHIO. [lOmOJHUTENbHBIE TEPANEBTUYECKUE MEPONPHUATHS MOIYT BKJIIOUYAaTh OTMEHY
AQHTUKOAryJAsSsHTHOM W/WIM  aHTHArperaHTHOM Tepalvy, BOCCTAHOBIIEHHWE KOATyJISHTHOTO
MOTEHIIMAJa WU TOJACPKKY TPOMOOIIMTAPHOTO TeMOCTa3a.

IloBbIIIEHHOE 06pa303aHHe PETUKYJIMHA B KOCTHOM MO3TC

VYBenuueHue peTUKyIMHAa B KOCTHOM MO3T€ MPOUCXOIUT B PE3YNbTaTe CTUMYJISIUU PELENTOPOB
TIID, 4To MPUBOIUT K YBEIUYEHHUIO KOJIMYECTBA METaKapUOIIMTOB B KOCTHOM MO3Te M, Kak
CIICZICTBUE, BO3MOXXHOMY IIOBBIIICHHOMY BBIIEJICHUIO LIMTOKHMHOB. YBEIUYEHUE DPETUKYIUHA
MO>KHO MPEAIONIOKUTh, UCXOASI H3 MOP(POJIOTHUECKUX U3MEHEHHH KIETOK epu(eprudeckoii KpoBH,
C OCIEAYIOLTUM MOATBEPKICHUEM C TOMOIIBI0 OMONICUM KOCTHOTO Mo3ra. [Toatomy 110 1 Bo Bpemst
JICYEHUs aBaTpoOMOOINaroM /sl BBIABICHUS MOPQOJIOTUYECKUX HW3MEHEHUH pPEeKOMEHIYeTCs
UCCIIeIOBaHNE Ma3Ka mepudeprueckoil KpoBU W OOIIEro KIMHUYECKOTO aHajiu3a KpOBHU
C MO/ICYETOM JICUKOIIUTAPHON (POPMYIIBI.

Ecnm y manueHToB HaOMOMAOTCSA CHIDKCHHE A(D(PEKTUBHOCTH Tepanmuu U MOPGHOIOTHYSCKHE
M3MEHEHHUS KJIETOK nepudepuueckoil KpoBH, CleqyeT NMpeKpaTUuTh NpUMEHEHHEe aBaTpoMoorara,
MIPOBECTH OCMOTP M OOCIIeZIOBaHUE MALMEHTa U PACCMOTPETh BOMPOC O MPOBEIECHUH OMOICUHU
KOCTHOTO MO3Tra C COOTBETCTBYIOIIMM OKpALIMBAaHMEM Ha PETUKYIUH. Eciy BO3MOXHO, ciemnyeT

CPaBHUTb PE3YNbTAThI C MpeabAyIIel Ononcueit koctHoro mosra. Ecinu s pexTuBHOCTD NeueHust
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nepudepruyeckol KpOBH, Bpad JIOJDKEH CIEAOBATh HaJUIekKalled KIMHUYECKOW MPaKTHKE,
BKJIIOUAIOIIEH PAacCMOTPEHHE BOMPOCa O MPOBEACHUM OWMOTICHMH KOCTHOTO MO3Ta M TOBTOPHYIO
OLIGHKY COOTHOIIIEHUS PUCKA M TOJb3bl aBaTpoMOoIara U albTepHATUBHBIX BAPUAHTOB JICUCHUS

XHUT.

IIporpeccupoBanue CYIIECTBYIOLIEro MUueioaucIuiactuueckoro cuaapoma (MJC)

®

OddexkTuBHOCTF M O€30macHOCTh mpernapaTta JlomTeneT  mpH JIEUEHWH TPOMOOIIUTOTICHUH,

obycnonennon MJIC, wHeuwsBecTHa. [Ilpumenenuwe mpemnapara I[onTeneT® I JICYEHUS

TpombonuTonenuu, BeizBaHHOW MJIC, BO3MOXHO TOJIBKO B pamkax KU.

Aronuctel pernennropoB TIID mpeactaBmsitor coOoil (GakTopsl pocTa, KOTOPHIE CIIOCOOCTBYIOT
pasMHOXeHHI0,  TUddEepeHIIMPOBKE  TPOMOOMOAITUYECKUX  KIETOK-TIPEANISCTBEHHUKOB U
npoaykiuu  TpomOoumuToB.  Pemenroper  TIID  akcmpeccupyroTcs — MPEUMYIIECTBEHHO
Ha MTOBEPXHOCTHU KJIETOK MUEIOUIHOIO0 pocTKa. CyIecTByeT OMaceHue, YTO arOHUCTHI PELENTOPOB
TIID w™MoOryr CTUMYJIUpPOBaTh MPOTPECCUPOBAHUE YKE CYIIECTBYIOUIMX 3JI0KAYE€CTBEHHBIX
HOBOOOpa3oBaHuil kpoBH, Takux kak MJIC.

Juarno3 XUT y B3pOCHBIX U MOKUIIBIX MAIlMEHTOB MOXKET OBITH MOJITBEPXKAEH TOJBKO IOCIE
UCKITIOYEHUS]  JPYTUX  KJIMHUYECKUX  COCTOSHUM, MPOSBISIONMXCA  TPOMOOIUTOINECHUEH,
B YACTHOCTH, JOJDKEH ObITh uckmrodeH auarHo3 MJIC. Cremyer paccMOTpeTh BO3MOXKHOCTH
MIPOBE/ICHUS acUpanuyd U OWOICHU KOCTHOTO MO3ra B XOJe JIeueHUs 3a00yeBaHusl, OCOOCHHO
y manueHToB crapiie 60 jeT, y malueHToOB ¢ CUCTEMHBIMU CUMITOMAaMH WJIU MaTOJOTHYECKUMHU
MpU3HAKaMU, TAKUMH KaK yBEJIMYCHHE YUCIia NepupepruyecKux OIacTHBIX KIETOK.

Tsoxenas nedeHOYHAsT HEJIOCTATOYHOCTh

[TomydeHbl orpaHWuYeHHBIC AaHHBIE O MPUMEHEHHH aBaTpoMOomara y MalueHTOB C TSXKEION
MeYeHOYHOH HegocTaTouHocThio (kiacc C mo Yaitnn-ITsio, uagekc MELD> 24). ABatpombornar
cleAyeT Ha3HayaTh TaKUM MalMEHTaM TOJbKO B ClIy4ae, €Clid OKHUJaemasi MOJib3a IMPEBBIIIACT
npeArnoaraeMbIid puck (cM. pazaensl «Crocod MpUMEHEHHS U 1036y U «DapMaKOKHHETHKA).

B cooTBeTcTBUU C KIMHMYECKOH MPAKTUKOW HEOOXOJMMO BHUMATEIHHO HAOMIOIATh 32 pAaHHUMU
MpU3HAKAMU YXYALICHUS WIH Pa3BUTHUS TMEUECHOYHOW SHIE(aNTONaTUu, acllUuTa U CKIOHHOCTH
K TpoM0OO3aM WJIM KPOBOTEUYEHHUSIM Y MAIMEHTOB C TSDKEJIOW MEYCHOYHOH HEIO0CTAaTOYHOCTHIO
C TIOMOIIBI0 OIICHKH PE3YJIbTaTOB (PYHKIMOHAJIBHBIX MPOO TEUYEeHH, aHaJM30B IOKa3zaTene
CBEPTHIBAHUS KPOBH U BU3YATH3AI[UU MOPTATLHON COCYUCTON CUCTEMBI TIPU HEOOXOTUMOCTH.

[TaunentoB ¢ mnedeHoyHOM HexocrarouHocThio kiacca C mo Yaina-Ilbto, mpuHUMAarOmux

aBarpoMOomar 0 HWHBA3WBHOW TMPOIEAYPHI, B JIEHb MPOBEIACHUS MPOIEAYPhl HEOOXOIUMO
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TPOMOOITUTOB.

IlpyMeHEeHNE YV NAaUEHTOB C XPOHHMYESCKUMU 3a00JIEBAHUSIMU INECUYCHH, KOTOPBIM BBITIOJTHAKOTCA

HWHBA3WBHBIC ITPOLICAYPHI

® SABJISICTCS YBCIIMUCHUC KOJIMYCCTBA TpOMGOI_II/ITOB. XoTs

Ienpro Tepanuu npenaparom Jomnrener
npoduib MOJb3bI-PUCKAa MHBA3UBHBIX MPOIEAYp, KOTOpbIE CIEUHUAIbHO HE OBUTM BKJIIOYEHBI
B KJIMHUYECKUE MCCIIEIOBAHUS, BEPOSITHO, OYIET COMOCTAaBUMBIM, 3(PPEKTHBHOCTH M 0€30MMaCHOCTh
aBaTpombOoriara He ObLITH YCTAaHOBJICHBI IIPU TAKUX KPYITHBIX XUPYPTUUECKUX BMEIIATEIILCTBAX, KaK
JTanapoTOMUs, TOPAKOTOMHS, OIEpamus Ha OTKPBITOM CepJIe, KPAaHHUOTOMHUS WM YAaleHUE

OpTaHOB.

IloBTOpHOE JIEUCHHME MAIMEHTOB ¢ XPOHHYCCKHMMH 3a00JICBAHUSIMU INEYCHH, TNECPCHECCIINX

HMHBA3HUBHBIC ITPOLCAYPHI

Wudopmanus o mpuMEHEHMH aBaTpoMOorara y TWalHMeHTOB, paHee MOJNy4YaBIIUX TEPAIUIo
aBaTpoMOoOIIarom, OrpaHMuICHa.

CoBMecCTHOE IMPUMEHEHHE ¢ MpenapaTaMu HHTepdepoHa

XopoIo W3BECTHO, YTO Mpenaparhl WHTEpPEpOHA CHUKAIT KOJUYECTBO TPOMOOIMTOB; 3TO
CIIeAyeT YYUTHIBATh TIPH OJHOBPEMEHHOM MPHMEHEHMHM aBaTpoMOomara ¢ mpernaparamu
uHTEephEepoHa.

JlakTo3a

[TammenTam ¢  peaKko BCTpEUAKOMICHCS HACIEACTBEHHONW HEMEPEHOCUMOCTBIO TajlaKTO3bI,
NeUIIUTOM JIaKTa3bl JIOMAped WM TJIFOKO30-TAlakTO3HOH ManbabcopOuueld He cleayeT

IIPUHUMATB JTOT Ipernapar.

BJIUAHUE HA CIIOCOBHOCTD YIIPABJIATD TPAHCIIOPTHBIMH CPEJACTBAMM,

MEXAHHU3MAMU

®

HpenapaT ﬂOHTGJ’IeT HC OKa3bIBACT WJIM OKA3bIBACT HECYIICCTBCHHOC BJIUAHUC Ha CIIOCOOHOCTH

YIPaBIATH TPAHCIIOPTHBIMU CPEICTBAMU U padOTaTh C MEXaHU3MAMHU.

®OPMA BbIITYCKA

TaGnerku, MOKPHITHIE MIICHOYHOM 0005109K0i1, 20 MT.

ITo 10 mnm 15 TabneTok, MOKPHITHIX MJICHOYHON 00010YKOM B OHcTepe U3 (POJIBIU ATFOMUHUEBOM,
JTAMUHUPOBAHHON moiuamMugoM U mnoiauBuHWwiIxiopuaoM (IIBX) u doasru  amoMuHHEBOM,
JaMUHUPOBaHHOH nonmaTHiIeHTepedTagarom (II1DTD).

1 umm 2 6muctepa (mo 15 TabneTok) ¢ MHCTPYKUUEH MO MPUMEHEHHIO (JTMCTKOM-BKIIAJBIIIEM) B

MaykKe KapTOHHOM ¢ KOHTPOJIEM MEPBOTO BCKPBITHS (2 MPO3PAYHBIX CTUKEPA).
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VCJIOBUSI XPAHEHUS (NOCNEOCBATENEHOCTE 0002)

XpaHuTh Npu TEMIIepaType He Bbiie 25 °C.

XpaHUTH B HENOCTYITHOM JUISL AETEU MECTE.

CPOK I'OJHOCTHA
5 ner.

He IMPUMCHATH IO UCTCUCHUUN CPOKA rOAHOCTH.

YCJI0OBUS OTITYCKA
ITo peuenry.

HanveHoBaHUe IOPHAMYECKOTr0 JHIA, HA MM KOTOPOIr0 BbIIAHO perucTpPalHOHHOEe
yI0CTOBEpeHHe

Ceemum Opdan buosutpym Ab (ma6m)/ Swedish Orphan Biovitrum AB (publ)

SE-112 76 Stockholm, Sweden / SE-112 76 Ctoxroiabem, IlIBernus

Brinyckawmmii KOHTPOJIb KayecTBa
Ceemum Opgan buosutpym Ab (ma6m) / Swedish Orphan Biovitrum AB (publ)
Hoppa Craruoncraran 93, 113 64 Crokronem, IlIBenms / Norra Stationsgatan 93, 113 64

Stockholm, Sweden

Opranusanusi, yNoJHOMOYEHHAasi BJIaJe]blleM  PerucTPAIHOHHOTO  YA0CTOBEPEeHHUs
JIEKAPCTBEHHOI'0 Mpenapara Ajs MeIUIUHCKOr0 NMpUMeHeHHsl, HA MPUHATHE MPeTeH3uil oT
norpeouTest

Poccuiickas ®@enepanust

00O «Cgenum Opdan buoButpym»

119034, Mocksa, yi. [Ipeuncrenka, 1. 40/2, ctp. 1, koM. 12, atax 5

Tem: +7 (495) 748 84 79; +7 (495) 641 37 30

Anpec anexrponHoii moutsl: PV.Russia@sobi.com
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