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OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTFO TIPEITAPATA "4

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEIIAPATA
Buanukce, 2,5 Mr, TabaeTKH, TOKPHITHIC TIIICHOYHOH 000JI0YKOH

Buanuke, 5 Mr, TabJIeTKH, MOKPHITHIC INIEHOYHOW 000JI0UKOM

2. KAUECTBEHHBII M KOJIMYECTBEHHBIN COCTAB
JleiicTByro1IIeE BEIIECTBO: alTuKcadaH.

Buanukc, 2.5 Mr, Ta0JIETKH, ITIOKPBITHIE INIEHOYHON 000JIOYKOH

Kaxxnas Tabnerka comep uT 2,5 Mr anukcadaHa.
BcnomoratenbHbie BelecTBa, HaJTUYUE KOTOPBIX HAJAO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: jakrosa (cM. pazzaen 4.4.).

Buanukc, 5 mr, Ta6J'IeTKI/I, MMOKPBITEIC INICHOYHOM 000JI0YKOH

Kaxnas Tabierka coaep ut 5 Mr anukcadaHa.
BcnomorareiabpHble BCIICCTBA, HAJIMYMUC KOTOPBIX HAJA0 YUYHUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npenapara: jlaktosa (cM. pasuen 4.4.).

ITonubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHASI ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOU 000TI0UYKOM.

Buamukc, 2.5 Mmr, TabJIEeTKH, OKPBITHIE INIEHOYHONM 000JI0UYKOH

Kpyribie ABOSIKOBBITYyKJIbIE TaOMETKH CO CKOLIEHHBIMU KpasMH, TOKPBIThIE TUICHOYHOMN
000JI04YKOI KOPHUYHEBOTO IIBETa; HA OJHON CTOPOHE BBIJABICHA HAINUCh «X2», Ha Opyrou
CTOpOHE - «M».

Buammkc, 5 Mr, Ta0JIETKH, TOKPBITHIE TUNIEHOYHON 000JI0UYKOH

OBaJIbHBIE IBOSKOBBINMYKJIbIE TAONETKH CO CKOIIEHHBIMH KpasMH, MOKPBIThIE IUIEHOYHOU
000JI0YKOM KOPUYHEBOTO 1IBETa; Ha OJHOW CTOPOHE BBIJABJIEHA HAAMMUCh «X5», Ha Jpyroi

CTOpOHE - «M».

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

IIpenapar Buanukc nokasaH K IpUMEHEHHUIO y B3POCIIBIX.

— IIpo¢unakruka BeHO3HOW  TpOoMOOASMOOJIMM y  HAIMEHTOB  IOCIE  IIAHOBOTO

SHAOIIPOTC3UPOBAHUA T3306eﬂpeHHOF0 HJIX KOJICHHOI'O CyCTaBa.
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HEKJIamaHHOW (GUOpWIUIALIMEH TIpencepanuid, UMEIOIIMX OJUH HJIM HECKOJBKO (DaKTOpPOB pHCKa
(TakMX, KaK MHCYJIbT WIM TPaH3UTOpHas MILEMUYECKas araka B aHAMHE3€, BO3pacT 75 JIeT U
cTapuie, apTepuajibHas THUIEPTEH3Us, caxapHbIil auaber, CONMPOBOXKIAIOLIASCS CHUMITOMaMU
XpOHHUYECKasl cepledyHas HeJoCTaTOYHOCTh ((pyHKuMOHANbHBIM kiacc Il w  Beme 1O
kraccudukarmn Hero-Mopkekoit kapauonormueckoii acconuarmu (NYHA)).

HckimroueHne COCTAaBISAIOT MALMEHTBI C TSOHKEIBIM M YMEPEHHO BBIPRKEHHBIM MUTPAJIBHBIM
CTEHO30M WJIM UCKYCCTBEHHBIMHU KJIallaHAMM Cep/Lia.

— Jleuenune Tpom603a rimy6okux BeH (TI'B), rpom6osmOommu terounoit aprepuu (TDJIA), a Takke
npodmiaktuka peruansoB TI'B u TOJIA.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

Pexxum 103upoBaHus

1. 'V nayuenmoe nocne nnano6o2o 3HOONpOME3UPOSAHUS MA300EOPEHHO20 UNU KOAEHHO20
cycmasa:

2,5 Mr 2 paza B cyTKH (T1epBblil mpueM uepe3 12—-24 4 nociie onepatuBHOro BMemarenbersa). [lpu
OPUHATUM DPEUICHHs O BPEMEHHM Haudaja Tepaluu BpayaMm cCleqyeT NPHHATh BO BHUMAaHUE
HNOTEHIMAJBHBI MOJOXKUTENbHBIH 3((deKT OT paHHEH aHTHKOAryJsIHTHOW Tepanmuu B
npoMIaKTUKE BEHO3HOH TPOMOOSMOOIMM HapaBHE C PUCKOM Pa3BUTHS IOCTONEPAIIIOHHOTO
KpOBOTEUYEHMsI. Y MAalUMEHTOB, NEPEHECHIMX 3HJONPOTE3UPOBAHUE Ta300€IPEHHOI0 CYCTaBa,
peKoMeHiyeMas JUIMTEIbHOCTh TepaNuu cocTaBisgeT oT 32 10 38 nHeil, KOJIEHHOro CycTaBa — OT
10 no 14 nuei.

2.V nayuenmos ¢ pubpuninsayueti npeocepouii:

[To 5 mr aBa pasa B CyTKH. Y MAlMEHTOB ¢ GUOpHIUISIINEH Tpecepinii 103y penapara CHUKAIOT
0 2,5 Mr 1Ba pa3za B CYTKM NIpU HaJIMYUM COYETAaHUS JBYX WIM Ooyiee U3 CIEAYIOLINX
XapaKkTepucTUK — Bo3pacT 80 yieT m crapue, macca Tena 60 Kr U MeHee WM KOHLEHTpauus
KpeaTMHHHa B Tuiazme kpoBu > 1,5 mr/an (133 mxmons/n). Tepanuio cieayeT MpoaosKaTh
JUTUTETILHOE BPEMSI.

3. Jleuenue mpombo3za enyboxux een, mpomooambonuu necounou apmepuu (TIJIA):

ITo 10 mr nBa pa3a B CyTKM B T€4€HHE 7 AHEW, 3aTeM 5 Mr 2 pa3a B cyTkH. lIpogomkurenbHOCTD
JICUEHUsl ONpeeNsieTcss UHANBUIYAbHO C YYETOM COOTHOIICHUS OXUAAeMOM MOJb3bl U PUCKa
BO3HUKHOBEHHUS KIMHUYECKH 3HAUMMBIX KpOBOTEUeHUH. PelieHne o IIMTENBHOCTH TEparuu
JIOJDKHO OCHOBBIBATHCSI HA OLIEHKE HAIWYHUS U OOpaTUMOCTH (haKTOpPOB, MpeApacloaraomux K
PELUIMBUPOBAHUIO (T. €. MPEALIECTBYIOIIEE XUPYPIUUECKOE BMEUIATEIbCTBO, TPAaBMa, MEPUOJL
MMMOOWIHM3AIUU | T. 1.), a Takxke nmpossiennii TI'B n/mm TOJIA, cocTaBmsis, Kak MUHAMYM, 3

MecsIa.
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(TOJIA):

[To 2,5 mr n1Ba pa3za B CyTKH IOCJIe, KAK MUHUMYM, 6 MECAIIEB JICYCHHs TPOMO03a TITyOOKUX BEH
nmn TOJIA anukcabGaHoM B 03¢ 5 Mr JiBa paza B CYTKH WJIM JPYTHM aHTHKOATyJISTHTOM, Kak
yKa3zaHo B Tabmuie 1.

Tab6muna 1.

Z[OSI/IpOBKI/I MakcuManbsHas CyTOYHasa

o3a

Jleuenne Tpom603a ry6okux | 10 mMr nBa pasa B cyTku B | 20 mr

BeH, TOJIA TEUEHHE NEPBBIX 7 JHEU

Hanee 5 mr nBa pa3a B cytku | 10 mr

[Mpodunaktuka penuauBOB | 2,5 MT J1Ba pa3a B CyTKU Swmr

TOJIA

OO0111y10 ATUTETBHOCTD TEPAIMHU CIIEAYET NOJ0UPATh MHIUBUAYAJIBHO MOCIIE THIATEIbHOMN OLIEHKU
COOTHOLLIEHUS TOJIb3bI OT MpUEMa Mpernapara u pucka pa3BUTHs KpoBOTeUeHU (CM. pasnen 4.4.).

Oco0ble IPVIIILI TAIKEHTOB

Tlayuenmui nodicunozo eospacma

Koppekuuu 1036l npenapaTa y HalMEHTOB MOXHIIOTO Bo3pacTa He Tpedyercs (MCKIIOYEHHE
COCTABIISIIOT MAIIMEHTHI, YKa3aHHBIC B 1.2 — IPUMEHEHHUE PU PUOPUIUIALIUY TIPEICEPIHiA).
llayuenmul ¢ napywenuem ynKyuu novex

JUis malMeHToB ¢ HapylleHHeM (QYHKLIMU MOYeK JIETKOW MM cpellHell CTeneHH NPUMEHHUMBI
CJIEYIOIINE PEKOMEH AU N:

— He TpeOyeTcsi KOPPEeKIMHU JI03bI MPU MPUMEHEHUH anukcabaHa Juisd NpopMIakTUKU TpombOo3a
MIyOOKMX BEH Y MAalMeHTOB IOCJ€ IJIaHOBOIO JHJONPOTE3MPOBAHMSI Ta300€IPEHHOr0 WU
KOJIEHHOTO CYCTaBa, JiJIs JIeUeHUsI TpoM003a TIIyOOKuX BeH, 1yist jJedenus TIJIA u npoduiakTiuku
peunauBoB TpomMOo3a riryookux BeH, TOJIA (cm. paznmen 5.2.).

— NpY IPUMEHEHUH amnuKcabaHa y MalMeHToB ¢ (Gubpuianuen npeacepanii 1 KOHIEHTpauei
KkpeaTuHuHA > 1,5 mr/m (133 MKMoJIb/1T) B TU1a3Me KPOBH, B COYETaHUHU C Bo3pacToM > 80 jieT uiu
Maccol Tena < 60 kr TpedyeTcsi CHUKEeHHE J03bl IIpenapaTa, Kak onucano Boie. [Ipu otcyreTBun
COOTBETCTBHUS JPYyTUM KPHUTEPHUSAM s CHIDKEHHUsS J03bl (BO3pacT, macca Tejla) KOPPEKIHU
Tepanuu He Tpedyerces (cM. pazaen 5.2.).

VY manueHToB ¢ HapymieHneM (yHKIIMHA TIOYeK TSHKEJION CTeNeHH (C KIMPEHCOM KpeaTuHuHa 15—

29 MIr/MUH) TPUMEHUMBI CIIETyIONHE peKoMeHaauu (cM. pasnenst 4.4., 5.2.):
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y TAIMEHTOB IOCJIE IJIAHOBOTO SHAONPOTE3UPOBAHNUS Ta300€JPEHHOT0 WM KOJIEHHOTO CyCTaBa,
JUIsE JedeHuss Tpombo3a TayOokuxX BeH, s jedeHus TOJIA u mpoduiiakThKa peruanBOB
Tpomb03a riayookux BeH, TOJIA;

— y nauueHToB ¢ GuOpHUIAIMel npencepauil cieayeT NpUMEHTh 103y anukcabana 2,5 Mr aBa
pa3a B CyTKH.

Her naHHBIX 0 IpUMeHEHWH anuKkcabaHa y MAIlMeHTOB ¢ KIIMPEHCOM KpeaTuHHHA <15 Mr/mMuH, a
TaK)Ke y MalueHTOB, HaXOAAIuXcs Ha Juanuse. B cBs3u ¢ aTuM npumeHeHue npenapara Buanuke
y TaKUX MAIMEHTOB MPOTHUBOIIOKa3aHo (cM. pasnen 4.4., 5.2.).

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

[Ipemapar Buanukc NPOTHUBOIMOKAa3aH y  MAIMEHTOB C  3a0OJICBAaHUSMU  TICYCHU,
COTPOBOKAAIOIIMMHUCS HAPYIICHUSIMU B CUCTEME CBEPTHIBAHUS KPOBU U KJIMHUYECKHU 3HAUUMBIM
PUCKOM pa3BUTHSI KpoBoTeueHuil (cM. pasnen 4.3.). IlpumeHenue mpemnaparta y HaIMEHTOB C
TSOKETION TEYEHOYHOM HENOCTaTOYHOCTBHIO MpOTUBOMOKazaHo (cMm. pazgen 4.3.). Cnemyer
coOiroaaTh OCTOPOXKHOCTh IpU IpHEME npenapara Buanukc mnanueHTamMu ¢ I[EYEHOYHOU
HEJOCTAaTOYHOCTHIO JIETKOW U CpeqHell creneHu TshkecTd (kiaacca A win B mo knaccudukanuu
Yaiina-I1p10), mpu 5TOM KOppeKLHu 10361 He TpedyeTcs (cM. pa3aensi 4.4., 5.2.). V3 KiMHUYeCKuX
MCCJICIOBAHUM OBUTM HMCKJIIOYEHBI MAIMEHTHI, Y KOTOPHIX OTMEYaJIW TMOBBIIICHUE AKTUBHOCTHU
MEYCHOYHBIX (epMEeHTOB anmanmHamuHOTpaHchepassl  (AJIT)/acnapraramuHOTpaHChEpas3sl
(ACT) B n1Ba pa3a BblllIe BEpXHEW IpaHUIIbI HOPMBI WU 00IIero OuInMpyorHa B moiaropa u dosee
pa3 BbIIIE BEPXHEH I'paHUIBl HOPMBI. B CBSI3U C 3TUM CIIEyeT ¢ OCTOPOKHOCTHIO MPUMEHSTH
anukcabaH y MalyeHToOB 3Tou rpymmbl (cMm. pasznensl 4.4., 5.2.). Cnegyer oneHUTh (DYHKIHIO
MeYEHU JI0 Havyajia Tepanuu npenaparoM Buanukc.

Macca mena

Koppekuuu 10361 B 3aBUCHMMOCTH OT MAaccChl Tella TAaIMeHTa He TpedyeTcs (MCKIIYeHHe
COCTaBJISIIOT NAI[MEHTHI, YKa3aHHbIE B 1.2 — IPUMEHEHHE MTPH PUOPHILISLUHN TPECepauil).

Llon

Koppekuuu 10361 penapara B 3aBUCHMOCTH OT T10J1a MAallMeHTa He TpedyeTcs.

Paca u smuuueckoe npoucxooicoenue

Koppeknuu 10361 mpemapata B 3aBHCHMOCTH OT Pachl WJIM JTHHYECKOTO TPOUCXOXKICHUS
ManyeHTa He TpedyeTcs.

Ilepexoo ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[lepeBon ¢ mapeHTepalbHBIX AHTUKOATYJISHTOB Ha Tpenapar Buanukc u HAa00OpPOT MOXKHO
MIPOBOAMTH B MOMEHT CJIEAYIOIIEro 3alUIaHUPOBAHHOIO MpHEMa OTMEHSAEMOro Ipenapata (npu

ATOM OuepeiHas 1032 OTMEHIEMOro IpenapaTa He IPUHUMAETCS).
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[lepeBon ManMeHTOB C Tepanuu BappapuHOM WIM IPYTMMH aHTaroHUcTamMu BuTamuHa K Ha
Tepanuio ImpenaparoM Buanukc ciaeayeT NpOBOAWTH IPU  3HAYEHUU MEXIyHApOAHOIO
HopMmanin3oBanHoro otHomeHus (MHO) y manuenta Hmke 2,0. [Ipu mepeBojie ManueHTOB C
Tepanuu npenaparoM Buanukc Ha BapdapuH WK Ipyrue aHTaroHUCTsl BUTamuHa K criemyer
IPOJOJDKATh TEpanuio npenaparoM Buanukc B TedyeHue 48 41 mociie mpueMa NEpBOH J03bl
Bap(dapuHa uiaM Ipyrux aHtaroHuctoB Butamuua K. Uepes 48 u cienyeT mpOKOHTPOIMPOBATH
MHO nepen npuemom cieayroiei 103bl npenapata Buanukc. CoBMecTHBIN nTpreM Bapdapuna
(umu gpyroro anraronucra ButamuHa K) u mpemapata Buanukc ciemyeT mpojoinKath 10
noctmxenuss MHO > 2.0. Ilpu noctuxenun MHO > 2,0 npuem npenapara Buanukc cnenyer
IIPEKPATUTD.
Kapouosepcus
[TaruenTsl ¢ GuOpUIUISILIMEN NpeacepAnii, KOTOPbIM TpeOyeTcss MpOBEIEHUE KapAHOBEPCHH,
MOTYT HayaThb UJIU MPOJIOJKUTH IPUMEHEHUe npenapara Buamnukce.
[TaruenTam, He MPOXOAMBIIUM JIEYEHHE aHTUKOATyJISHTaMU, IIepe] IPOBEICHUEM KapIMOBEPCUN
HE0OX0IMMO Ha3HAUUTh, MO KpalHel Mepe, 5 103 mpenapaTta Buanuke mo 5 Mr Ba pasa B CyTKU
(mo 2,5 Mr 1Ba pasza B CyTKH ISl TALIUEHTOB, KOTOPHIM TpeOYyeTCsl yMEHbIIIEHUE 035! (CM. TyHKT
2 pazgena 4.2.)) nis TOCTMDKCHUS aJCKBATHOW aHTUKOAryJSIud. B ciiydae ecim mpoBeneHUE
KapauoBepcuu TpeOyercs 10 Ha3HaYeHHs 5 103 mpemnapara Buanmmkc, HEOOXOIUMO NPHUHSTH
Harpy3ouHy a03y B 10 Mr c mocienyromum MOpueMoM 5 Mr aBa pa3a B cyTku. Cremyer
YMEHBIINUTH HATPY304YHYIO J03Y 10 5 MT € IMOCIEIYOIIUM IPUEMOM 2,5 MT JiBa pa3a B CyTKH, €CIIH
MAIUEHT MOIXO0IUT MO KAaTETOPHIO JIJIsi CHIKEHUS 10361 (CM. MYHKT 2 pazfena 4.2.). HeoOxoaumo
IPUHSTH Harpy304HYIO 7103y, IO KpaiiHel Mepe, 3a 2 yaca /10 IpoBeAeHUs kapauosepeun. [lepen
IPOBEIEHUEM KapJIMOBEPCHHM HEOOXOJUMO IMOJIYYUTh MOJITBEPXKACHUE O HaJUIeXKallleM MpHeMe
npenapara Buanukc. [Ipu npuHATHM pemieHus O Ha3HAYEHUU U MPOAOKUTEIBHOCTH JIEUECHUS
HE00X0JUMO ONHUPATHCS HAa YCTAHOBJIEHHBIE PEKOMEHJAINH 110 TPUMEHEHUIO aHTUKOAryJISHTOB Y
MAIUEHTOB, KOTOPBIM TpeOyeTcs MPOBEACHUE KapIMOBEPCUH.
Cunopom ommeHul
[Ipu BpemMeHHOM TepephiBE B JICUEHUU NpernapaToM (CIydalHOM WU TpeJHAMEPEHHOM)
BO3pacTaer puck Tpom0o3a. [lanueHThl NOIKHBI OBITH TPOMHCTPYKTUPOBAHBI O HEOOXOIUMOCTH
n30erarhb nepepbIBOB B JIeueHUH IpenapaToM. [Ipu BpeMeHHOM MpeKpalieHny aHTUKOAryJITHTHON
TEpanuu 1o JObIM IPUUMHAM OHA JO0JKHA OBITH BO30OHOBJIEHA KaK MOYKHO CKOpEe.

eTH
be3zonacHocTh u 3 pexTuBHOCTH MpUMEHeHHUs penapara Buanukce y neteit B Bozpacre g0 18 net

HE YCTaHOBJICHBI. HaHHBIe OTCYTCTBYIOT.
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Cnoco0 rIpuMeHeHus

IIpenapar Buanukc IpuHUMAKOT BHYTPb HE3aBHUCHMO OT IIpMeMa numu. B ciydae mpomycka
npueMa rnpemnapar cjieayeT NPUHITh Kak MOXKHO CKOpee, a B JIajibHEUIIEeM MPOJAOJIKUTh PUeM 2
pa3a B CyTKH B COOTBETCTBHUM C HCXOAHOW cxemMou. [[ns mamueHToB, KOTOpbIE HE MOTYT
MPOTJIOTUTH TaOJIETKY LIETUKOM, TabJIeTKy npernapara Buanukc MoXHO U3MENbUUTh U PA3BECTU B
Bojie WK 5% BoHOM aekcTpo3e (5/IB) unm s6109HOM COKe UM CMENIATh C SIOJIOYHBIM ITIOpE U
HEe3aMeJUITMTENbHO NPHUHATH BHYTPH (CM. pa3zen 5.2.). B kauecTBe anbTepHAaTHUBBI TalOJETKY
npenapara Buanukc MoKHO U3MeNnbuUUTh U pazBecT B 60 Mi1 Boabl win 5/IB 1 HE3aMe I TENIBHO
BBECTH MOJYUYEHHYIO CYCIIEH3HUIO Yepe3 Ha30racTpalibHbIN 30H] (cM. pa3zaen 5.2.).
JlekapCTBEeHHOE BEIIECTBO B H3MEJIbUCHHBIX TableTKax mpenapata Buamnukc coxpaHser
CTaObUIBHOCTH B Boze, 5/IB, s10104HOM COKe U I0JI0YHOM TIOpE 10 4 JacoB.

4.3. [IpoTuBONOKA3aHUS

— I'umepuyBCTBUTENBHOCTh K aluKca0aHy W/WIW JIOO0OMY M3 BCIIOMOTAaTENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

— AKTHBHOE KJIMHUYECKH 3HAUMMOE KPOBOTECUCHHUE.

— 3a0oieBaHus MEYEHH, COMPOBOXKIAIOIINECS HAPYIICHUSIMU B CUCTEME CBEPTHIBAHMS KPOBU U
KJIMHUYECKHU 3HAYMMBIM PUCKOM Pa3BUTHUSL KPOBOTCUEHUM.

— 3a0osieBaHUsl WIM COCTOSIHUS, XapaKTEpU3YIOIIMECS 3HAYUMbIM PHUCKOM  OOJIBIIOrO
KPOBOTECUCHHS: CYIIECTBYIOIIEE B HACTOSAIIEC BpeMs WIM HelaBHee 00OCTpeHHE S3BEHHOMN
00JIe3HN JKETYJOYHO-KHUILIEYHOTO TPaKTa; HAJIUYUE 3JI0KAYECTBEHHOTO HOBOOOpa3oBaHUS C
BBICOKMM PHCKOM KpPOBOTEUEHHMsI; HEAaBHEE MOBPEKIEHUE TOJOBHOTO WM CIHHHOIO MO3ra;
HEAaBHO NEPEHECEHHOE OTIEPaTUBHOE BMEIIATEILCTBO Ha TOJIOBHOM WJIM CTMHHOM MO3T€, a TAaKXKe
Ha OpraHe 3peHHs; HEJJaBHO IEPEHECEHHBIH IeMOpparudyecKUil MHCYJbT;, YCTAHOBJIEHHOE WIIU
MOJI03peBacMOe BapHUKO3HOE pPACHIMPEHHE BEH MHILEBO/A; apTePHUOBEHO3HAs Maib(popMalius;
aHEBpU3Ma COCYJOB WJIM BBIPaKEHHbIE BHYTPUCHHHAIbHBIE WU BHYTPUMO3IOBbIE M3MEHEHUS
COCY/IOB.

— Hapymenue QyHKIuu novyex ¢ KIMPEHCOM KpeaTHHUHA MeHee 15 Mi/MuH, a TakKe MPUMEHEHUE
y HalMEHTOB, HAXOAAIINXCS HA TUATU3e.

— bepemeHHOCTH (cM. pazzen 4.6.).

— Ilepuon rpyaHOTO BCKapMiMBaHus (cM. pasnen 4.6.).

— OnaHOBpEMEHHOE TPHUMEHEHHE C JIFOOBIMH JAPYTMMH aHTUKOATYJSIHTHBIMH IIperapaTaMH,
BKJIII04as HedpakuuonupoBaHHblil remnapun (HOI'), nuskomonekynspubelie renapunsl (HMI)
(oHOKcamapuH, MJanTemapuH M Jp.), NPOW3BOAHBIE remapuHa (poHmamapuHykc H J1p.),
nepopaabHble AHTHKOATYJISTHTHI (BapdapuH, puBapokcadaH, Jadburatpad  JIp.), 3a UCKIIOUYCHUEM

TEX chyauHﬁ, Koraa ManmueHT MEPEBOAUTCA Ha TCpallUuio UM C TCpalrun aHI/IKca6aHOM, Koraga
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IPOXOJAUMOCTH ILIEHTPAJIBHOTO BEHO3HOI'O WM apTePHaJbHOrO KaTreTepa MM Korja
He(PPaKIMOHUPOBAHHBIA TeMapyuH NPUMEHSETCSs IpH KaTreTepHoW almanuu (GuOpMILIAIIN
npeacepauii (cMm. pazaensl 4.4., 4.5.).

4.4. OcoOble yka3aHus U MepPbI NPETOCTOPOKHOCTH NIPH MPUMEHEHHU U

C 0CTOPOKHOCTBLIO

Puck pazeumus kpoeomeuenuii

He pexoMenayercs npuMeHeHHe Npenapara npu 3a00JIeBaHUSAX MEYEHH, COIMPOBOMKAAIOLINXCS
HapyLIEHUSIMU B CHUCTEME CBEPTHIBAHUS KPOBM M KIMHUYECKH 3HAYUMBIM PHCKOM Ppa3BUTHUS
KpoBoTeueHHH. Heo0XonumMo mpekpaTuTh NMPUMEHEHHUE Mpernapara MpH IMOSBICHUU TSHKEIOro
KPOBOTEYEHHS.

[Tpr BO3HHMKHOBEHMH OCIIO)KHEHMsI B BUJE KPOBOTEUEHUs, TEpalus IpernapaToM JI0JDKHA ObITh
OCTaHOBJICHA; TaK)K€ HEO0OXOAMMO YCTAaHOBUTh HUCTOYHMK KpoBOTeueHMsA. Cpean BO3MOXKHBIX
BapHaHTOB OCTAHOBKH KPOBOTEUYEHUSI MOTYT OBITb PACCMOTPEHbI XUPYPrUYECKUN reMocTas Uiu
TpaHCQy3Hsl CBEKE3aMOPOKEHHOM IUIAa3Mbl, MPH KU3HEYIPOXKAIOIIUX COCTOSHUSAX, KOTOpBIE
HEBO3MOKHO KOHTPOJUPOBATh C IOMOIIIBIO BBIIENIEPEUNCIEHHBIX METOA0B, MOKHO PACCMOTPETh
BO3MOXHOCTb  BBEJICHMsA  KOHLEHTpaTa npoTrpoMOuHoBoro kommiekca (KIIK) win
peKOMOMHAHTHOTO (hakTopa cBepThiBaHUs KpoBH V1la. ¥V 310poBBIX 10OpOBOIBIIEB 00PATHMOCTH
dapmakonmHammueckux 3(dexkToB anmkcabaHa Mo pe3yibTaTaM TecTa T'eHEepalud TpPoMOWHA
Habmronanack nocne nHPy3uu KIIK, coneprkaiero 4 ¢pakropa cBepTbiBaHUs KpOBU. OTHAKO OIBIT
kauHnyeckoro npumenenus KIIK, copepkamero 4 ¢akropa cBepThIBaHUS KPOBH, C LENBIO
OCTaHOBKM KPOBOTEUEHUS y MAIlMEHTOB, OJydarolux npenapatr Buanuke, orcytcrByer. OnbiTa
NpUMEHEeHUs pekoMOumHaHTHoro ¢akropa VIla y mnamueHToB, NOIyYarOMMX TEpPANUIO

aHI/IKCaGaHOM, Ha JaHHBIA MOMEHT HET.

Cnenyer coOmoarb OCTOPOKHOCTh IIPH  OJHOBPEMEHHOM IPUMEHEHMM amnukcabaHa ¢
HECTEPOUIHBIMU MpOTHBOBOCHANUTENbHbIMU mpemapaTtamu (HIIBII) (B Tom wumcine c
alleTUJICAIUIIMIOBOM KHUCIOTOM) B CBSI3M C TE€M, YTO JaHHBIE IMpENaparbl YBEJINYMBAIOT PUCK
pa3BUTUS KPOBOTECUECHUH.

OpnHoBpeMeHHOe MpUMeHeHue anukcadbana U aneTwicaauimioBoil kuciaotbl (ACK) y moxumibix
NAIMEHTOB TPeOyeT OCTOPOKHOCTU BBUIY MOTEHLIMATIBHO 00JI€e BHICOKOIO PUCKA KPOBOTEUEHHUSI.

Oco0ble yKazaHus

Puck kxposomeuenuii
Kak m B ciay4ae Opyrux aHTHKOATYJISIHTOB, IAllMEHTOB, MOJYYalOIIUX Ipernapar Buammkc,
HEOOXOIMMO TIATETbHO HAOIIOAATh HA MPEIMET MPU3HAKOB KpoBOTeueHUs. [Ipu cocTosTHUAX ¢

BBICOKMM pPHUCKOM  PA3BUTHUA KpOBOTe‘{eHI/Iﬁ npemnapar peKOMCHAYCTCA IMPUMCHATH C
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TSKENIOro KpoBoTeueHus (cM. pazaensl 4.8., 4.9.).

XoT4 Tepanus anukcabaHoM He TpeOyeT MOCTOSIHHOIO MOHUTOPUHTA €T0 KOHIIEHTPAIMH B KPOBH,
MHOTI'/Ia MOXET OBITh 11eJ1eCO00PA3HBIM MPOBEICHHE KATMOPOBAHHOIO KOJIMYECTBEHHOI'O aHAIN3a
aHTH-Xa-(haKTOPHOM AKTUBHOCTHU B T€X UCKJIFOUMTENbHBIX CIy4asx, KOTAa JaHHbIE O BO3/IeHCTBUN
anukcabaHa MOTYT CHOCOOCTBOBATh MPHHATHIO KIMHUYECKUX PELICHWH, Hampumep, IpH
NePEI03UPOBKE U SKCTPEHHOM OIlEpaTUBHOM BMEUIATENbCTBE (CM. pazzaen 5.2.).
B3aumooeiicmsue ¢ Opyeumu 1eKapcmeeHnbIMU npenapamamil, 6IUAIOWUMY HA 2eMOCma3

B cBsI3u ¢ BBICOKUM PHCKOM BO3HUKHOBEHHS KPOBOTEUEHHS! OJIHOBPEMEHHOE IPUMEHEHHUE C
JTFOOBIMH JJPYTUMHU aHTUKOATYJISIHTAaMH IPOTUBOIIOKAa3aHo (cM. pazzen 4.9.).

OpnHoBpeMEHHOE INpPUMEHEHHE Ipernapara Buamnukc ¢ aHTHarperaHtaMu IOBBIIIAET PHUCK
KpOBOTEYCHHS (CM. paznen 4.5.).

Heo6xo1umo co6utto1aTh OCTOPOKHOCTh IIPU OAHOBPEMEHHOM IIPUMEHEHUH ITpenapara Buanukc
C CENEeKTUBHBIMU MHTHOUTOpaMH OOpaTHOTO 3aXBaTa CEPOTOHMHA W MHTMOMTOpAMH OOpaTHOTO
3axBaTa CEPOTOHMHA W  HopamuHeppuHA (HOpagpeHAIMHA) WM HECTEPOUJIHBIMU
npoTUBOBOCHaIMTENbHBIMU Tpenapatamu (HIIBII), Bxirouas aneTHICaTMIMIOBYIO KHCIIOTY
(ACK).

[Tocne Xupypruyeckoro BMEILIATEIbCTBA HE PEKOMEHAYETCS MPUMEHSATh OJHOBPEMEHHO C
npenapaToM Buanukc npyrue HHruOUTOPHI arperai TpoMOOIMTOB (CM. paszzaen 4.5.).

B kimHMuYecKOM HCClI€JOBaHMM Y NAalMEeHTOB ¢ (ubpwuisAnuei npeacepauid ¢ OCTpPbIM
KopoHapHbIM cuHApoMoM (OKC) u/unm nepeHecnx 4peckokHOe KOPOHApPHOE BMELIATEIbCTBO
(UKB) ¢ 3annanupoBaHHBIM nieproaoM jeueHust uHruouropom P2Y 12 ¢ ACK unu 0e3 Hee, ObL10
M3Y4YEeHO MPUMEHEHUE MepopalbHbIX AaHTUKOATYJISIHTOB (anukcabaHa WM aHTarOHUCTa BUTAMUHA
K — ABK) B Teuenue 6 mecsieB. Puck 60sbIIMX KpOBOTEUEHHM O KpUTEPUAM Mex1yHapOoJHOTO
obmecTBa o Tpombo3y u remocrasy (International Society on Thrombosis and Haemostasis —
ISTH) unu xnuHuyecku 3HauMMbIX HeOosblmx KpoBoreueHuid (K3HB) Obun cratuctuyecku
3HAUMMO HI)KE€ NpU TNpUMEHeHuM npernapara Buamukc (24,7% B roa) mo CpaBHEHUIO C
npumenenueM ABK (35,8% B rom). ComyrctByromee npumeneHne ACK moBbIano puck
pa3BuTHs 60b1MX KpoBoTeueHui no kpurepusm ISTH nnu K3HB kpoBoteuennii ¢ 21,0% B rox
no 40,5% B ron mpu noOaBieHMM aHTHKoaryisHTa (anukcabana win ABK) k Ttepanuu
uaruoutopom P2Y 12. B wactHoctu, no6asnenne ACK moBsImano puck pa3BuTHsi OOJIBIINX WA
K3HB kpoBoTeueHmii y maiueHToB, noiay4asmux anukcadan u ABK, cootBercTBenHo ¢ 16,4% 1o
33,1% Brogu ¢ 26,1% B rox 1o 48,4% B ron.

OtMmeudanoch CTaTUCTHUYECKH 3HAUYMMOE IOBBIINIEHHE PUCKAa KPOBOTEUEHHM NpU NPUMEHEHUU

TpoliHOM Tepanuu anukcabanoM, ACK u kimonujporpenom B KIMHUYECKOM HCCIEAOBAHUU Y
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puckoM Tpom0O3a ¥ HECKOJBKHMH COIYTCTBYIOIIMMHU CEPJACYHBIMA U HECEPACYHBIMU
3a0osieBaHUAMU. B  JpyroM KIMHUYECKOM HCCIEJOBAaHMM C YYacTHEM NAIMEHTOB C
bubpwuanuei npeacepanii omHoBpeMeHHoe npuMmeHeHne ACK mpuBOIWIO K TMOBBIICHUIO
pucKa pa3BUTUs OOJIBIIMX KPOBOTEUCHMH M Ha (OHE mpuema anukcabaHa v Ha (oHe Ipuema
BapdapuHa. B 3TOM KIMHMYECKOM UCCIIEIOBAaHUM COYETAHHAS TepaNus IByMs aHTHArperaHTaMu
IIPUMEHSIIACh PEIKO.

Ilpumenenue mpomborumuueckux cpedcms 015 JIeUeHuss OCMpOo20 UUEMUYECKO20 UHCYIbMA
OnbIT NPUMEHEHUS] TPOMOOIUTHYECKUX CPEICTB JUISl JICUSHHSI OCTPOr0 UIIEMHUYECKOr0 HHCYIIbTA
y MaLMEHTOB, MOJIYYalOIINUX anuKcabaH, BECbMa OIpaHUYEH.

THayuenmovi ¢ uckyccmeeHnviMu Kiananamu cepoya

bezonacHocTh 1 3¢ (eKTUBHOCTH IIperapaTa y NaueHToB ¢ UCKYCCTBEHHBIMU KJIallaHaMM CepLa
¢ GuOpwuanueil npeacepauii u 6e3 Hee He u3ydanach. Ilpumenenue npenapara Buanukc s
3TOM IpyNIbl NAlIUEHTOB HE PEKOMEHIYETCS.

Xupypauueckue u uH8a3UEHbLE NPOYEOYPbL

[Tpumenenue npenapara Buanukc cieayer npekpatuTh He MeHee ueM 3a 48 4acoB 10 IIaHOBOM
olepalyy UM HHBA3UBHOU MPOLIESYPHl CO CPETHUM MIIM BBICOKMM PUCKOM KpoBoTedeHus. Croza
OTHOCSITCSI BMELIATEIbCTBA, IPU KOTOPBIX BEPOATHOCTH KIIMHUYECKU 3HAYMMOI'O KPOBOTEUEHUS
HE MCKJIF0UYEHA WM Ul KOTOPBIX PUCK KPOBOTEUEHUS HEPUEMIIEM.

[Tpumenenue npenapata Buanukc cienyer npekpatuTh HE MEHee YeM 3a 24 yaca /10 MJIaHOBOU
olepanuuy WM WHBAa3MBHOW NPOLENYypbl ¢ HU3KUM PUCKOM KpoBoTeueHus. Croga OTHOCSTCS
BMEUIATEIbCTBA, MPU KOTOPBIX 0XKMJIAETCSI MUHUMAaJIbHOE HEKPUTHUECKOE I10 JIOKATU3ALUU WU
JIETKO KOHTPOJIMPYEMOE KPOBOTEUEHHUE.

Ecin onepanuio wiM MHBa3MBHYIO NPOLELYPY HENb3s OTKJIAAbIBaTh, UX HYKHO IPOBOJIUTH C
HaJJIeXKalled OCTOPOXKHOCTBIO, YYMTHIBAs IIOBBIIIEHHBIM pUCK KpoBoTeueHus. Cremyer
COOTHECTH pHUCK KpPOBOTEUEHHS] M HEOOXOAMMOCTb 3KCTPEHHOro BMelarenbcTa. [Ipu
HEeKJIanaHHOW (pUOPHILISAINY TpeacepAuii 00bIYHO He TpeOyeTCsl IPUMEHEHNE «Teparuyu MOCTa»
B TeueHUH 24—48 4 rociie OTMEHbI anukcabaHa rnepeji Xupypru4eckiMu BMeIaTeIbCTBaMU.
[Tocne MHBa3MBHON MpOLEAYPBl UM XUPYPrHUECKOTO BMENIATENbCTBA IPUMEHEHHE NIpenapara
Buanukc cnegyer BO300HOBUTH KaK MOXKHO CKOpee NpH YCIOBHUH, 4YTO 3TO JOIYCKaeT
KJIMHUYECKasi CUTYyallusl U YCTaHOBWICSA AOCTAaTOYHBIA reMocTa3 (MH(opManus o KapJuOBEpCUU
IIpUBEZIEHA B paszene 4.2.).

VY nanueHtoB ¢ ¢GuOpHUIALMEH MpencepAuii HeT HEeoOXOIUMOCTH MpeKpallaTh Teparuio
npenapatoM Buanukc nepen karerepHoi adbianuei.

BpeM@HHO€ npekpaujeHue mepanuu
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AKTUBHOT'O KPOBOTEUEHUS, IIJTAHOBOW OIEPAllMy WIIM MHBA3HUBHOM MPOIEAyphl YBEIHMUUBACT IS
narnueHTa puck tpomOo3a. IlepepbiBoB B nedueHuu cienyer u3berarb, W, €CIU MO Kakou-1ubo
OpuYMHe TpeOyeTcss BPEMEHHOE IIPEeKpallleHue AHTUKOAryJIsSHTHOM Tepanuu IpenapaTtom
Buanukc, ee cienyetr Bo300HOBUTh Kak MOKHO CKOpee.

Jleuenue mpombo3a enyboxux een u TOJIA

He pexomenayercs 3aMeHATh Tepanuio He()PAKIMOHHUPOBAHHBIM TENApMHOM Ha Iperapar
Buanukc B nmepuoa MHUIMAIIMN Tepanuu manueHToB ¢ TOJIA ¢ HecTaOMIIBHON reMOAMHAMUKOM,
BO3MOXHBIM IPOBEIEHHEM TPOMOOIM3HMCAa WIM TPOMOIKTOMMHU JIETOYHOM apTepuu, TaK Kak
6e3omacHOCTh W 3(h(EeKTUBHOCTh amuKkcabaHa B JAaHHBIX KIMHUYECKUX CHTyalHsX He
YCTaHOBJICHBI.

Tlayuenmoi ¢ onkonocuueckumu 3a601e6aHUAMU

OddextuBHOCT M Oe3omacHOCTh anukcabana mnpu jeueHuun TI'B, newenus TOJIA u
npodmiaktuke peruauBupyommx TIB u TOJIA (@BT3) y mnanueHToB ¢ aKTUBHO
POTPECCUPYIONIMM 3JI0Ka4eCTBEHHBIM HOBOOOPA30BaHUEM HE yCTAHOBIICHBI.

Tayuenmui ¢ noueunoii HedOCMamouHOCmMoio

OrpaHuyeHHble KIMHUYECKUE JTaHHbIC IIOKA3bIBAIOT, YTO Y MALMEHTOB C TSXKEJIbIM HapylLIeHUEM
¢yHKIMM TOYeK (KIMpeHC KpeaTnuHuHa 15-29 MI/MHH) YBEIMUYMBAIOTCS KOHICHTPALIUU
anukcabaHa B IJI1a3Me, YTO MOXET TOBBIIATh pUCK KpoBoTedeHus. [ neuenus TI'B, neuenus
TOJIA n npodunaktuku perunuupyrommx TI'B u TOJIA (n1BTD) anukcabaH y manueHToB ¢
TSDKEJIBIM HapylleHHueM (GYHKINH MoueK (KIUpeHe KpeaTuHuHa 15-29 min/mMun) (cM. pa3aenst 4.2.,
5.2.) cnenyer NpUMEHSTh C OCTOPOKHOCTBIO.

Jns  npoduIakTHKK WHCYJNbTa W CHCTEMHOHW SMOONHMM Yy TAIMeHTOB C HEKJIAIaHHOU
¢ubpmusiuueit npeacepauit (HOII), mauueHTOB ¢ TsHKENbIM HapylleHHeM (QYHKLIMU MOYeK
(kmpeHc kpeaTHHHHA 15-29 MII/MUH) U MallMEHTOB C YPOBHEM CHIBOPOTOYHOI'O KpEeaTHHHHA >
1,5 mr/on (133 mxMouib/n) B coueTanuu ¢ BozpacToM > 80 jer uinu maccoi Tena < 60 kr go3a
anrkcabaHa TI0JbKHA OBITH CHIDKEHA J10 2,5 MT J1Ba pa3a B CyTKH (cM. pazzaen 4.2.).

B cBA3u c OTCyTCTBHEM OIbITa KIMHMYECKOTO IPHMEHEHHs anukcabaHa y MalueHTOB C
KJIMPEHCOM KpeaTHMHHHA <15 MI/MUH WIM HaXOJAIIMXCS Ha JHau3e MpHeM anukcabaHa B 3TOH
TPYIINE MAllMeHTOB HE peKOMEHIyeTcs (cM. pasznensl 4.2., 5.2.).

Toorcunvie nayuenmaol

C BO3pacTOM PUCK KPOBOTEUEHHSI MOKET MOBBIIIAThCA (CM. pazaen 5.2.).

Taxoke onHOBpeMeHHOE puMeHeHue npenapara Buanuke u ACK y mosxuiibIx naieHToB Tpedyer
OCTOPOYKHOCTH BBHJY IMMOTEHITHAILHO 00JI€e BEICOKOTO PHCKA KPOBOTCUCHHS.

Macca mena
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Tayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCHBIO

[Ipenapat Buanukc NpoOTHUBOMOKAa3aH MAaIMEHTaM C 3a00JI€BaHHMEM II€YEHH, CBS3aHHBIM C
KOaryJonaTueil 1 KIMHUYECKH 3HAaYUMbIM PUCKOM Pa3BUTHS KpoBOoTeueHus (cM. pazzaen 4.9.).
[IpenapaT He peKOMEHyeTcsl MPUHUMATh MAllMEHTaM C TSHKENIbIM HapylleHHeM (QYHKINU [eUYeHU
(cm. pazzen 5.2.).

[Ipenapat ciexyeT NpUMEHSITh C OCTOPOKHOCTHIO Y TTALIMEHTOB C HApyIICHUEM (DYHKITHH MTeYeHU
JIETKOHM M CpelHel cTeneHu TsokecTH (ctaaus A win B o kimaccudukanuu Yaiinaa - [1e10) (cm.
pasznensr 4.2.,5.2.).

[TaneHTHl C MOBBIIEHHBIMU YPOBHSAMH IedeHOuHBIX (pepmentoB AJIT/ACT> 2 x BepxHel
rpanunbl Hopmbl (BI'H) wim obmero Owmmpybuna > 1,5 x BI'H Obutm HCKITIOYEHBI U3
KIIMHUYEeCKNX wuccnaenaoBanuid. [loaToMy B AaHHON momynsiuuu mnpernapaT Buamukce cremyer
MPUMEHSTh C OCTOPOKHOCTBIO (CM. pazzaen 5.2.).

[lepen HauanoM npuMeHeHHUs npenapara Buanukc HEoOXOAMMO NPOBEPUTH OMOXMMHUYECKHE
nokaszareny (pyHKIUH [TeYeHH.

Bzaumooeiicmeue ¢ uneubumopamu yumoxpoma P450 u uneubumopamu P-gp

He pexomenyercs npuMeHeHue nmpenapaTta Buanvkce y manneHToB, HOTy4YarouuX OJHOBPEMEHHO
CHCTEMHOE JieueHHue MOINHBIMU HHrHOMTOpamu m3opepmenta CYP3A4 u P-rimkonporenHa,
TaKUMHM KaK AaHTUMUKOTHMKM TPYMNIbl a30J0B (HampuMep, KETOKOHA30JI, HWTPaKOHA30I,
BOPUKOHA30J1 ¥ MO03aKOHA30Jl) U MHTHOUTOPHI MpOTea3bl BUpyca UMMYHOJCPUILIMTA YelOBEKa
(B1Y) (nanpumep, puTOHABUP). DTHU MpenapaThl MOTYT MOBBICUTh SKCIIO3UIIMIO alluKcabaHa B 1Ba
pa3a (cM. pazaen 4.5.) Wi BBIIIE€ B MPUCYTCTBUU JOMOTHUTENBHBIX (PaKTOPOB, KOTOPBIE TAKKE
YBEITUYHMBAIOT SKCIIO3UIIMIO alMKcabaHa (Hampumep, TSKeI0e HapylieHne (PyHKITUU TTOYeK).
B3zaumooeiicmsue ¢ unoykmopamu usogpepmenma CYP3A4 u P-gp

OnHOBpeMEeHHOE NpUMEHEHHEe Mpenapara Buanmukc ¢ MOUIHBIMM HHIYKTOpaMHU H30(epMeHTa
CYP3A4 wu wunnykropamu P-gp (Hanpumep, pudaMnuuuH, ¢(EHUTOMH, KapOaMasenuH,
dbenobapOuTan W mpenapaTamMu 3BEpo0O0s MPOABIPSBIECHHOTO) MOXKET TaKKe MPUBOJIUTH K
CHIDKEHHIO KOHIIEHTpAllMU anukcabaHa B mu1a3me KpoBu (mpumepHo Ha 50 %). B knuHMueckoM
UCCIICIOBAaHUM C Y4YacTHEM IMalMeHTOB ¢ (GuOpwuianueil mpeacepiuil oTMedanu CHUXKEHHE
3¢ (PEeKTUBHOCTH M TMOBBIIEHHBIH PHUCK KPOBOTEUEHHI INpPU OJHOBPEMEHHOM NPUMEHEHHH
anukcabaHa W MOLIHBIX HHAYKTOpoB wu3opepmenta CYP3A4 u P-gp mo cpaBHeHuio ¢
IpUMEHEHHEM anuKcabaHa B MOHOTEPAIUH.

Crnenyromue peKOMEHJALUN NPUMEHUMBI K IAlIMEHTaM, IOJIyYalOIUM CHCTEMHYIO TEparuio

MomHbIMA HHTHOUTOpamu n3odepmenta CYP3A4 u P-gp (cm. pazaen 4.5.):
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SHJIOTIPOTE3UPOBAHUS Ta300€APEHHOTO WJIM KOJIEHHOTO CYCTaBa, NMPOPHIAKTUKHA HHCYIbTa U
CHUCTEMHOW TpoMOOAMOOIUN TpU HEKJIanaHHOW (GUOpWIISAIMHM Tpencepauii, a Takke s
npodunaktuku penuauBoB TI'B u TOJIA, anukcabaH ciaeayeT IpUMEHATh ¢ OCTOPOKHOCTHIO;

— nust ievenus TI'B u TOJIA, anukcabaH He clieyeT IPUMEHATh, Tak Kak 3)PEKTUBHOCTh MOXKET
OBITH CHIDKEHA.

OnepamugHbie emeuamenbcmed, CeA3aHHble C NepPeloMoM WelKy beopa

OddexTuBHOCTh U 0€30MACHOCTh anuKcabaHa B KIMHUYECKHX HCCIEAOBAHUAX Y MAllMEHTOB
Mocjie ONEpPaTHBHOIO BMEIIATENIbCTBA MO IMOBOJY IepesioMa ek Oeapa HEe OLECHUBAIUCH.
[ToaToMy OH HE pEKOMEHIyeTCs JUIsl JaHHBIX MAllUEHTOB.

Jlabopamopnvie napamempul

Brnusinue Mmexanusma AeiicTBus anvkcabaHa Ha IMOKa3aTeIu CBEPTHIBAEMOCTU KPOBU (HAIIPUMED,
nporpomouHoBoe Bpems (I1B), MHO u akTuBUpOBaHHOE YaCTHUHOE TPOMOOILIACTUHOBOE BPEMSI
(AUTB)) cooTBETCTBOBAJIO OKUAAEMOMY.

HabumronaBuinecss n3MeHEHUs1 3TUX [MOKa3aTesel CBEpThIBAEMOCTH KPOBH P IIPEIoaraeMoi
TEpaneBTUYECKOM 103€ ObLIM HEBEJIUKH M MMENU CYLIECTBEHHYIO BapuaOeNbHOCTh (CM. pa3jien
5.1.).

Buvinonnenue cnunanvhoii, anudypanbHoti anecmesuu Uiy NYHKYull y NAYUueHmos, noayuarouux
npenapam Buanukc

[Tpu BBINONHEHNU CIMHAIBHON WM SMUIYPATbHON aHeCTe3UH JIN0O TMAarHOCTUYECKON MyHKIIUU
JaHHBIX O0JIacTell Yy NAIMEeHTOB, MOJYYalolIMX AaHTHUTPOMOOTHUYECKHE CpPEICTBA C LEJbIO
MPOPUIAKTUKH TPOMOOIMOOINHN, UMEETCS PUCK Pa3BUTHS SMUAYPATbHBIX WA CHHUHAIBHBIX
reMaTroM, KOTOpbI€, B CBOIO OYEpPEb MOTYT SBIATHCA MPUUMHOM CTOMKUX WM HEOOPaTUMBIX
napanuueid. JJaHHbI pUCK MOXKET elle 0ojee Bo3pacTaTh MPH UCIOJIBb30BAHUN YCTAaHOBIEHHOTO
AMUAYPATBLHOTO KaTeTepa B MOCIEONEepalMOHHOM NEPUOJIE WIH MPHU MapasieTbHOM TPUMEHEHUN
JPYTUX JIEKAPCTBEHHBIX CPEJCTB, BIUSIOLUIMX HA T€MOCTa3. Y CTAHOBJIEHHbIE SIUAYpaJIbHbIE WIN
cyOapaxHoM1aIbHbIE KATETEPHhI TOJIKHBI ObITh YJIaJI€Hbl KAK MUHUMYM 32 5 4 710 BBEICHUS IEPBOI
J03bl npenapaTta Buanuke. Puck takke MOXXET BO3pacTaTh IPU TPAaBMATUYHBIX WIJIM MTOBTOPHBIX
ANUAYPATbHBIX WU CHUHAIBHBIX TyHKUIHUSX.

[TarueHTOB HEOOXOIMMO YAcTO TMPOBEPATh HA MPEAMET TMPOSIBICHUH U CHUMITOMOB
HEBPOJIOTHYECKOTO jaeduiuTa (Hampumep, OHEMEHHE WIH CIadoCTh B HOTraxX, MUCHYHKITUS
KHUIIIEYHUKA WM MO4YeBOro My3bips). [Ipu oOHapyeHMM HEBPOIOTUYECKOTO OTKIOHEHHUS OT
HOpPMBI HEOOXOAMMO IMPOBEACHUE CPOUYHOH IMArHOCTHKU W JiedeHus. Jlo HeilpoakcuaabHOro

BMEIIIATEILCTBA Bpady CIEAyeT MPOaHATM3UPOBATH COOTHOIICHHE IMOTEHIIMATHHOW MOJB3bI U
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COOTBETCTBYET SKCTIEPTHOMY OTYETY

JUI TPO(UIIaKTUKU TPoMOO03a.

KnuHuyeckuii onbIT MpUMEHEHHs annkcabaHna y NalueHTOB ¢ YCTAaHOBJICHHBIM HHTPATEKAIbHBIM
WINA SMULYpabHBIM KaTeTepoM OTCYTCTBYyeT. B cilyuae HeoOXOAMMOCTH IaHHOM CUTyaluH,
OCHOBBIBAsICh Ha (PAPMAKOKMHETHUECKUX OCOOCHHOCTAX anukcabaHa, cienyer coOnroaaTh
untepBas B 20-30 u (T. e. 2 mepuoaa MOTYBBIBEIEHH) MEXIYy IOCIEIHEH MPUHATON 10301
anukcabaHa M yJIaJeHHEM KaTeTepa, TaKuM o0pa3oM, Kak MUHMMYM OJHa J03a anukcabaHa
JIOJDKHA OBITh IpOMylIeHa 10 yAajneHus kaTterepa. Cieayromiyro 103y anukcabaHa MOKHO
IPUMEHATh HE paHee YeM uepe3 5 yacoB Iociie u3BjIeueHus karerepa. Kak u B ciryuae co BceMu
HOBBIMH aHTHKOATYJISIHTHBIMU JICKAPCTBEHHBIMH IpETapaTaMH, ONbBIT MPUMEHEHUs anukcabaHa
IpY HEWPOAKCHAIBHOM OJIOKaJ e OTpaHWYeH, U TIO9TOMY B TaKOH CUTYaIluH CIeayeT cOOI0aTh
UCKJTFOUUTENbHYIO OCTOPOKHOCTb.

Tayuenmwi ¢ anmughocgonunuouvim cuHOpoOMoMm

[Tpsimble  mepopanbhble  aHtukoaryisHTel (IITIOAK), Bxkimrouas mnpenapar Buanuke, He
PEKOMEHAYIOTCS /i1l IPUMEHEHHUS y MAllUeHTOB C TUArHOCTUPOBAHHBIM aHTU(OCHOIHUITHIHBIM
cuapomoM (ADC) u Tpombo3amMu B aHaMHe3e, OCOOCHHO IpU HAJIMYMHM BCEX Tpex
HOJIOKUTEIBHBIX TECTOB (HA BBISBIEHHE BOJIYAHOYHOI'O AHTHUKOATYJISIHTA, AHTUTEN INPOTUB
KapIMOJUIMHA U aHTUTEIl MPOTUB OeTa-2-rmuKkonporerHa I). ¥V 3THX ManueHToB MpUMEHEHHE
[TOAK MoOXeT mpHBOJUTH K MOBBIIIEHUIO YaCTOThl PELIMIAMBOB TPOMOOTHYECKHUX SIBJICHHUH 110
CpaBHEHMIO ¢ aHTaroHucTamu Butamuna K. D¢ dextuBHOCTh 1 6€30nacCHOCTD Npenapara Buanukc
y nauueHToB ¢ ADC He yCTaHOBIIECHBI.

BcrnoMmorarensHble BellecTBa

[Ipenapar Buanukc comepxut nakto3y. llanuentam ¢ peako BCTpedaroniencsi HaciaeACTBEHHOM
HEMEPEHOCHUMOCTBIO TalaKTO3bl, ACPHUIMTOM JaKTa3bl JOMapell WM TIIOKO30-TalaKTO3HOU
ManbaOCcopOIMel He cieyeT MPUHUMATh STOT Ipernapar.

4.5. B3anMojeilicTBMe C JAPYrHMH JIEKAPCTBEHHbIMHM TMpenaparamMu W JApyrue BH/bI
B3auMMo/1eiicTBUS

BiausHue Ipyrux npenapaTtoB Ha d)aDMaKOKI/IHeTI/IKV anukcabaHa

Hneubumopwr usogpepmenma CYP3A4 u P-enukonpomeuna

KombOunanus anukcabana ¢ kerokoHazojoMm (B no3e 400 mr, 1 pa3 B cyTKu), SBISIOLIUMCS
MOIIHBIM UHTHOUTOpoM Kak u3zodpepmenta CYP3A4, tak u P-rmuxonporenHa, mpuBoauiIa K
NOBBIIIEHUIO CPEIHEro 3HaueHWs IUIOIAAu TMoJ KpuBoM KkoHueHTpauus-Bpems (AUC)
anukcabaHa B 2 pa3a U CpeJHEro 3Ha4eHUs] MaKCUMaJIbHON KoHIeHTpauuu (Cmax) — B 1,6 pasa.
He pexomentyercs npuMeHeHue npenaparta Buanukce y maineHToB, NOIy4YaronX OJHOBPEMEHHO

CUCTEMHOE JiedeHHe MOIIHbIMU uHruoutropamu uszopepmenta CYP3A4 u P-rmukomporeunHa,
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BOPHUKOHA30J1, ¥ I03aKOHA30JI) ¥ WHTHOUTOpHI TipoTeazsl BUY (Hampumep, putoHaBHp) (CM.
paznen 4.4.).

[Ipenaparpl, He OTHOCAmMHKECS K MOIMHBIM uHruoutopam uzodpepmenta CYP3A4 u P-
[JIMKONIPOTENHA (HalpuUMep, IAUITHA3eM, HAlIPOKCEH, KJIApUTPOMHULIMH, aMHOJapOH, BepanamHul,
XUHUJIUH), TO-BUIUMOMY, IPUBEAYT K MOBBIIICHUIO KOHIIEHTpAIMU anuKkcadaHa B TIa3Me KpOBU
B MeHbIIeH crenmenu. Koppekius 103bl anukcabaHa Mpu €ro KOMOWHAIMM C JAPYyTUMHU
npenaparamMu, He SIBISIOMMMUCS MOIIHBIMH HHTHOMTOpamMu wu3opepmenta CYP3A4 u P-
[JIMKONIpOTenHa, He Tpedyetcs. Hanpumep, nuntuazem (yMepeHHbIH MHTHOUTOpP M30(pepMeHTa
CYP3A4 u cnaberit uarudburop P-raukomnporenna) B go3e 360 mr 1 pa3 B CyTKH, NPUBOJHI K
noBbIeHNI0 cpeannx 3Hauennii AUC anukcabana B 1,4 paza u cpennux 3HaueHuit Cmax — B 1,3
pa3za. Hampokcen (siBisieTcst unruburopom P-riukomnporenna, Ho He uzodepmenta CYP3A4) npu
npuMeHeHuu B 103¢ S00 Mr BbI3bIBa NoBhIIeHHE cpeaaux 3HadyeHnid AUC n Cmax anukcabaHa
B 1,5 u 1,6 paza, coorBercTBeHHO. KnaputpoMuus (MHruourop P-rimkornporenHa U MOLTHBIN
unruourop m3opepmenta CYP3A4) B noze 500 mr 2 paza B CyTKH MPUBOJIWI K MOBBIIICHUIO
cpennnx 3HaueHnit AUC n Cmax anukcabana B 1,6 u 1,3 pa3za, COOTBETCTBEHHO.

Hnoyxmopwt uzsopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabana ¢ puaMIUIMHOM (MOIIHBIM HHIYyKTOpoM n3opepmenta CYP3A4 u P-
TJIMKOIPOTEMHA) TPUBOAWIO K cHkeHuto cpeanux 3HadeHnid AUC m Cmax anmkcabana
npubnu3utenbHo Ha 54 % u 42 %, coorBercTBeHHO. [lo-BuauMoMy, coueTaHue anukcadbaHa c
IpYrUMH MOIIHBIMH UHAYyKTOpamMu n3odepmenta CYP3A4 u P-rmukonpoTenHa (B 4YaCTHOCTH,
dbenutonnom,  kapOamazenuHoM,  (eHoOapOWTATIOM WM~ TpemaparaMu  3Bepo0os
MIPOJIBIPSIBJICHHOT0) MOXET TaKKe MPUBOJIUTH K CHIDKEHHUIO KOHIIEHTPAIMH anrKkcadaHa B Tuia3Me
kpoBHu (mpumepHo Ha 50 %). Koppekuuu no3sl anukcabaHa Mpu €ro KOMOMHUPOBAHUHU CO
CpeICTBAaMHU JAHHOW TPYMIBI He TpeOyeTcs Mpu Ha3HAYCHHWH M0 MOKa3aHHSAM: MPOoQUIaKTHKA
TPOMO03MOOJINY MOCIIE HHAONPOTE3NPOBAHUS CYCTaBOB, MPOPUIAKTHKA UHCYJIBTOB U CUCTEMHON
TpOMOO03MOOINY NPH HEKJIanaHHONW (QUOPHWILIAIUN TpencepaAuid U NpoUIaKTHKA PEIUINBOB
TpoMOo03a IIyOOKHX BEH, TPOMOOIMOOIHNH JIETOYHOW apTepHH, OJHAKO KOMOMHHPOBAThH JaHHBIE
CpeZCTBa CIelyeT C OCTOPOXKHOCTBIO. BO BpeMsi mpuMeHeHus 1isl JieueHust Tpom0o03a riry0oKux
BeH u TOJIA coBMecTHOE MpUMEHEHHE anmuKcadaHa W MOIIHBIX HWHIYKTOPOB H30(epMeHTa
CYP3A4 u P-rnuxonporenHa He peKOMEHAYETCs, TaK Kak IpU 3ToM 3 (HEKTUBHOCTb MOXKET OBITh
cHIKeHa (cm. pazzaen 4.4.).

Aunmuxoaeynaumel, uneubumopwl azpecayuu mpomoboyumos u HIIBIT

B cBsi3u C BBICOKMM PHCKOM BO3HHUKHOBEHHS KPOBOTECUEHHS OJHOBPEMEHHOE MPUMEHEHHE C

TOOBIMU JPYTUMHU aHTUKOATyJITHTAMH TIPOTHUBOIIOKa3aHo (cM. pasnen 4.3.). [locine coBMecTHOTO
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OTMEYaJCs aJAUTUBHBIA 3(PQEKT NaHHBIX JEKAPCTBEHHBIX CPEACTB Ha aKTHBHOCTH (pakTopa
cBepThiBanus Xa (FXa).

[Tpu3HakoB papMaKOKMHETUYECKOTO WK (PapMaKOoIMHAMUYECKOTO B3aUMOJICHCTBHS annKkcabaHa
C aleTIIICATUIIUIIOBOM KMCIIOTOH (B 03¢ 325 Mr, 1 pa3 B CyTKH) y 3A0POBBIX JIFOACH OTMEUEHO HE
obut0. KoMOMHMpOBaHue anukcabana ¢ kionuaorpenoMm (B go3e 75 mr, 1 pa3 B CyTKH) WU
coueTaHueM kionuaorpena (75 Mr) u aneruiacalauuuiaoBoi Kuciotsl (162 mr, 1 pa3 B cyTkn) win
npacyrpens (60 Mr ¢ mociemyromei 1030 10 Mr onuH pa3 B JeHb) B | (a3e KIMHUYECKOTO
UCCJIEIOBAHMS HE MIPUBOIWIIO K YBEJIMYCHUIO BPEMEHH KPOBOTEUEHHUS WM 00Jiee BBIPAKEHHOMY
YTHETEHUIO arperamuyd TPOMOOLMTOB MO CPAaBHEHHIO C NMPHUMEHEHHEM ITHUX aHTHArPEraHTOB B
MoHoTepanuu. [loBbllIeHHEe TOKa3aTeneld CHUCTEeMbl CBEPTHIBAHUSA KpPOBH (TMPOTPOMOMHOBOTO
Bpemen, MHO u AUTB) coorBercTBOBasnio 3(ddextam anukcabaHa MOpU MPUMEHEHUU B
MOHOTEpanuu. Y MalHueHTOB ¢ HekiananHo ¢ubpumuauuen npeacepauii (H®II) ¢ octpeim
kopoHapHbIM cuHIpoMoM (OKC) n/nnm nepeHecmmM 4pecKoKHOEe KOPOHAPHOE BMEIIATeIbCTBO
(UKB) tepanuto npenapatoM Buanukc MOKHO Ha3HayaTh B COYETAHUU C aHTUArperaHTaMu (CM.
paznen 4.4.).

Hanpoxkcen (500 Mr), KOTOpBIi SIBIAsIETCSI MHTUOUTOPOM P- rmukonpoTenHa, yBeInunBaeT CpeiHre
3nHaueHuss AUC u Cmax anmkcabana B 1,5 u 1,6 paza coorBercTBeHHO. [Ipu mpueme annkcabana
HA0JII0JIaIOCh  COOTBETCTBYIOLIEE IIOBBIIIEHHE IOKa3aTelied CBEpThIBAEMOCTH KpoBH. He
HAOMIOIAIOCh HUKAKMX HW3MEHEHUH BIUSHUS HANpPOKCEHAa Ha arperamuio TPOMOOIIMTOB,
WHAYLUPOBAHHYIO apaxHJIOHOBOW KHCJIOTOM, a TAaKK€ HE OTMEYEHO KIMHUYECKH 3HAYMMOIO
YBEJIMYEHUS JUTMTEIbHOCTH KPOBOTEUYEHMsSI IOCIIE COBMECTHOIO IMPUMEHEHMs anukcabaHa u
HaIPOKCEHa.

HecMmoTpst Ha 3TH J1aHHBIE, y OT/AENbHBIX NAllMEHTOB MOXKET HaO0aThesl Oosee BhIpakeHHBIN
(dapMakoIMHAMUYECKUII OTBET IOCIE€ COBMECTHOIO NPUMEHEHHUs anukcabaHa ¢ JpyruMHU
aHTHarperaHTamu.

[Ipenapar Buanukc cienyer ¢ ocTOpoKHOCTHIO puMeHaTh ogHoBpeMenHo ¢ HIIBII, ACK unu
uHruOuTopamu P2Y12, Tak kak 9TH JEKapCTBEHHBIE MpenapaTbhl OOBIYHO MOBBIIIAIOT PHUCK
KPOBOTEYEHHSI.

He pexomeHtyeTcsi 0THOBPEMEHHO MPUMEHATH JpYrHe Ipernaparbl, AHCTBUE KOTOPBIX MOXKET
OBITh CBSI3AHO C PAa3BUTHUEM CEPHE3HBIX KPOBOTEUEHMH, TaKUX Kak: TPOMOOIUTHYECKUE
JIeKapCTBEHHbIE CPEJCTBA, AaHTATOHUCTHI PELENTOPOB K riaukonporernHaM IIb/I1la, nunupunamonn,
JIEKCTpaH U CyJIb(GUHINPA30H.

Kombunuposanue ¢ opy2umu nekapcmeeHubiMu cpedcmeamu
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(dhapMaKoIMHAMUYECKOTO B3aMMO/ICHCTBHS anmuKkcabaHa ¢ aTeHOJIONIOM WM (haMOTHIUHOM.
KomOunupoBanue anukcabana (B 1o3e 10 Mr) ¢ arenosnonom (B go3e 100 mMr) He mpuBOJIUIIO K
Pa3BUTHIO KIMHUYECKH 3HAYMMbBIX H3MEHEHUH MapameTpoB (papMaKOKMHETHUKU amnukcabaHa,
OJIHAKO OHO CONPOBOXKIAIOCH CHIKeHHEM cpeux 3HaueHn AUC n Cmax anukcabana Ha 15 %
u 18 %, COOTBETCTBEHHO, IO CPABHEHUIO C PEXKUMOM MOHOTepanuu. Haznauenue anukcabana (B
no3e 10 mr) ¢ pamoruauuaoM (B 1o3e 40 Mr) He okasbiBaio BiusHus Ha 3HaYeHuss AUC mmun Cmax
anukcabana.

Bnugnue anukcabaHa Ha (baDMaKOKI/IHeTI/IKV APYIUX JCKAPCTBCHHBIX CPCACTB

B uccnenoBanmsx in vitro anukcabaH He MHTHOMpOBasl akTMBHOCTH u30(epmeHnToB CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 unun CYP3A4 (uarubupyromasi KOHIEHTpauus
(IC50) > 45 MxMOmB/1) U B TO ke BpeMs cllabo MoJaBisl akTUBHOCTH u3odepmenta CYP2C19
(IC50 > 20 MKMOnB/T) B KOHLEHTPALMH, 3HAYUTENBHO MPEBBIMIAIONICH MaKCHMaIbHYIO
KOHIICHTPALMIO Mperapara B IIa3Me KPOBH IPU €ro KIMHHYECKOM NMPUMEHEHHH. ATTUKcabaH He
sBisiercs nHIykTopoM mopepmentoB CYP1A2, CYP2B6, CYP3A4/5 B xonuenTpanusax a0 20
MKMOJIb/JI.

B cBsi3u ¢ 3TUM 0XMJaeTCs, UTO IIPU COBMECTHOM IPUMEHEHUH OH He OyJIeT OKa3bIBaTh BIUSHUS
Ha KJIHMPEHC IMpernaparoB, MeTabonu3upyroummxcs 53TuMu  u3odepmentamu. Kpome Toro,
anurkca0aH He MHTUOMPYET B 3HAYMMOM CTENIEHH aKTUBHOCTH P-riimkonporenHa.

B uccnenoBanHusix y 310poBbIX OOPOBOJIBLEB anmMKcabaH HE M3MEHsUI B 3HAYUMOM CTENEHU
(apMaKOKUHETHKY TUTOKCHHA, HAIIPOKCEHA WJIM aT€HOJI0Ia.

Jlueoxcun

[Tpu onHOBpeMeHHOM IpreMe anukcadana (B 1o3e 20 mr 1 pa3 B cyTku) u aurokcusa (B nose 0,25
Mr 1 pa3 B cyTku), sBistomerocs cyocrparom P-gp, nokazarenn AUC unu Cmax JUTOKCHHA HE
u3MeHsuinch. TakuMm o0pa3oM, amnMkcabaH He MHrUOMpyeT TpaHcnmopT cyOctpaToB P-
TJIMKOTIPOTEHHA.

Hanpoxcen

OpnHoBpeMeHHOE MPUMEHEHHE OJHOKpPATHBIX A03 anukcabana (10 mr) u Hampokcena (500 wmr),
mpoko npumensemoro HIIBII, e Bnusuto Ha nokazarenn AUC u Cmax HanpokceHa.
Amenonon

OpnHoBpeMeHHOE NMPUMEHEHHE OJHOKpaTHOW 1103kl anukcabana (10 mr) u arenosnona (100 mr),
IIMPOKO MPUMEHIEeMOro OeTa-aipeHo0I0KaTopa, He U3MEHIO (PapMaKOKUHETHKY aTeHOJIONA.
Axmusuposannbwiii y20ib

[TpriemM akTUBHPOBAHHOTO YTJIsl YMEHbLIAET JeiicTBHUe anukcabaHa (cM. pazzaen 4.9.).

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTH U JIAKTALMS
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bepemeHHOCTD

JlaHHBIX O MPUMEHEHHH anuKcabaHa y OCpeMEHHBIX KEHIIUH HEeT. Bo Bpems NOKIMHHYECKUX
UCCIICIOBAaHUN HE OOHApYKEHO TMPSAMBIX WM KOCBEHHBIX OTPHIATENBHBIX 3(P(EeKToB B
OTHOILIEHUM penpoayKTUBHOM (yHKuuu. I[IpuMeHeHue anukcabaHa npu OepeMEHHOCTH
IPOTHBOIIOKA3aHO.

Jlakranus

Her cBenenuii o BoIBeieHUH anikcabaHa WK ero METabOIMTOB C TPYAHBIM MOJIOKOM y YeJIOBEKa.
CoriacHo UMEIOIIMMCS JTaHHBIM UCCIIEJOBAaHUI Ha )KUBOTHBIX allMKCA0aH BBIJEISAETCS B TPYJHOE
MOJIOKO. B ncciieoBanusax Ha KpbicaX KOHLEHTpalus Ipernapara B IpyJHOM MOJIOKE Obula BO
MHOT'0 pa3 BbIIIE TAKOBOM B Iu1a3me kpoBu (Cmax npumepHo B 8 pa3 Boiiie, AUC npumepHo B 30
pa3 BBIIIE), YTO MOXET CBHJCTEIHCTBOBATH 00 AaKTUBHOM TPAHCIOPTE Iperapara B IPyAHOE
MOJIOKO. PUCK a1 MilafieHlLeB, HaxXOJAIIMXCS Ha IPYJTHOM BCKAPMIIMBAHMM, HE MOXET OBITh
uckimoueH. [Ipu Heo6XxoaMMoOCTH pUMEHEHUs npenapara Buanukc cienyer NpuHATh pelieHue
00 OTMEHe IprueMa Mpenapara Wid IpeKpameH!uH IPyIHOTO BCKAPMITUBAHHSL.

DdepTUabHOCTD

Anukca0aH He BIUAT Ha (PEPTHIIBHOCTD B HCCIIEOBAHUSAX HA KUBOTHBIX.

4.7. Bunsinde Ha CNHOCOOHOCTH YHPABJATH TPAHCIOPTHBIMHM CpPeICTBAMH WU padorarh ¢
MeXaHU3MaMu

AHI/IKC216aH HEC OKa3bIBACT UJIM OKA3bIBACT HCCYNICCTBCHHOC BJIMAHNEC HA CHOCO6HOCTI> YHOPaBJIATH
TPAHCIIOPTHBIMU CPEACTBAMH U PabOTaTh C MEXaHU3MaMH.

4.8. He:xesnaTesibHbIEC peaKIUU

Pesrome nnpoduias 0e30macHOCTH

YacTeIMH  HEXeEIaTeIbHLIMHI pCaknusaMun ObLIH KPOBOTCYCHUC, KPOBOIIOATCK, HOCOBOC
KpPOBOTCYCHUC U I'EMaTOMaA.

Tabauunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

[Tox yacToTOM MOOOYHBIX peaKIMii MOHUMAaeTCs: o4eHb yacto (>1/10), wacto (>1/100, Ho <1/10),
Hevacto (=1/1 000, o <1/100), peako (=1/10 000, Ho <1/1 000), ouens peaxo (<1/10 000),

4aCcTOTa HCU3BCCTHA (Ha OCHOBAHHWHU UMCHOIIUXCA NJAaHHBIX OICHUTDH HCB03MO)KHO).

CucreMHO-OpraHHbIN Kilacc [Tpodunaktuka BTD | [Ipopunakruk | Jlewenue TI'B u
y B3pOCIBIX | @ MHCYJIbTa M | TOJIA u
MMalHeHTOB  MOCJE | CHCTEMHOM npodunakTuka
IIJIAHOBOT'O aMO0IUHU y | PeLUAUBUPYIOLLH
SHJONPOTE3UPOBAHU | B3POCIIBIX x TI'B u TOJIA
s Ta3zo0enpeHHoro | manueHtoB ¢ | (MBTD)
HK®II c




-
L

L

OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 27.04 2026 N= 8523
WIn K OJICHHOIij)_i :'é:ﬁ_rjlﬁ g EI';I./I-'B-IEH BHOC TS G004
cycraBa (nBTD) Oonee

(bakTopamu

pHCcKa

(HK®IT)
Hapymienust co cTOpoHbI CUCTEMBI KPOBH U JIMM(ATHUECKOW CUCTEMBI
AHemus Yacto - -
TpomOGounToneHus Heuacro - -
Hapy1ienust co cTopoHbl HIMMYHHOU CHCTEMBI
['unepuyBCTBUTENBHOCTD, Penxo Heuacrto -
aJIepruyecKuii OTeK U
aHa(pUITAKCHS
KosxHblit 3yx Heuacto Heuacto Heuacro*
Hapymienust co cTopoHbl HEPBHOM CUCTEMBbI
Brytpuuepenssie - Heuacto Penko
KpOBOM3JIUSHUSA
Hapyenust co cTopoHsl opraHa 3peHus
KpoBousnusanaus B TKaHu | Penko Yacto Heuacro
rJIa3HOTO 5I0JI0Ka (B TOM YHCIe
KPOBOU3JIMSHUE B KOHBIOHKTHBY)
Hapymienust co cTOpoHBI cOCY10B
KpoBoreuenus, remaroMbl Yacto Yacto Yacto
AprepuanbHas runorensus | Hewacro - -
(BKJIIOUYAs TUTIOTEH3UIO BO BpeMs
MIPOLIEAYPHI)
BuyTpuOpromHoe KpoBoTeueHue | - Heuacto -

HapymeHI/I;I CO CTOPOHBI JbIXaTeIIbHOM CUCTCMBI, OPraHOB l"py,[[HOfI KJICTKU U CPEHOCTCHUSA

HocoBoe kpoBoteuenue Heuacro Yacro Yacro
KpoBoxapkanbe Penko Heuacto Heuacro
KpoBoTeueHne U3 AbIXaTEIbHBIX | - Penko Penko

yTen

KenynouHo-KuIIeuHbIE HAPYLIEHUS

TomHuoTta

YacTto
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KenmyaouHo-KuIIEUHbIE Heuacto

KPOBOTEYECHUS

I'emoppounanbHOE - Heuacrto -
KpOBOTEUYEHHE, KPOBOTECUYCHUE B

POTOBOM IOJOCTH

Hanuuue wusmenenHoit kpoBu B | Hewacto Heuacro Heuacro
Kaje
PexranbsHOe KpoBoTeyenue, | Penko Yacto Yacto

KPOBOTCYCHHUC U3 JCCCH

3a0pIOIMMHHOE KPOBOTECUYCHUE - Penxo -

HapymeHI/I;I CO CTOPOHBI IICYCHU H KCITUYCBBIBOAAINX HYTeﬁ

IToBeIIIEHHE aktuBHOCTH | Hewacrto - -
dbepMeHTOB MIeYCHU

(TpaHcamuHa3, MMOBBIIICHHUE

AKTUBHOCTH

acrapraTaMHHOTpaHC(epassl,

MIOBBIIIICHUE AKTUBHOCTH
raMMariayTaMUITPaHCIEeNTUAA3bI
), TMaTOJOTMYECKUue HU3MEHEHUs
(GYHKIMOHATBHBIX TPOO TeYeHH,
TIOBBIIIICHUE AKTUBHOCTH
bepmenTa 1meno4Hoi pocdarasbr
B KPOBH, MOBBIIIICHUE
KOHIEHTpauuu OuinpyOuHa B

KpOBH

HapymeHI/I;I CO CTOPOHBI KOXHU U MMOAKOKHBIX TKaHeu

KosxHas ceib - Heuacto -

Hapymenunst co cTOpoHBI CKEJIETHO-MBIIIEYHONW CUCTEMBI M COEIMHUTEIIBHON TKaHH

Mpble4yHOE KPOBOU3IUSIHUE Penxo - -

HapyHIeHI/ISI CO CTOPOHBI IMOYEK U MOYCBBIBOJAIINX HYTeﬁ

I'ematypus Heuacto Yacto Yacro

Hapyu_ICHI/ISI CO CTOPOHBI pCHpOHyKTHBHOﬁ CHUCTEMBI U MOJIOYHBIX XKCJIC3
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MexMeHCTpyaubHbIE - " MHetacro = T Hedaete

BarvHaJIbHBIC KpOBOTCUYCHUA,

YPOIr€HUTAJIBHBIC KPOBOTCUCHU A

OO6mmue paccTpoiicTBa B MECTE BBEICHHUS

KpoBoTredyenus B MecTe BBEICHHUS | - Heuacro -

JIaGopaTopHble U HHCTPYMEHTAJIbHBIE JaHHBIC

[TonoxxuTenpHast peakuus 0pH | - Heuacrto Heuacto

aHaJIM3€ KaJla Ha CKPBITYIO KPOBb

TpaBMbl, UHTOKCUKAILIMU U OCIIOKHEHUS TPOLIETYP

3akpbITas TpaBMa Yacto Yacto Yacto

KpoBousnusanaus u kpooreuenus | Hewacro - -
II0CJIE€ BBIIIOJHEHUS! MHBA3UBHBIX
mpouenyp (B TOM  4ucie
remMaroma Ioci€ IPOLEAYpHI,
KpOBOTEUYEHHE u3
IIOCJIEOIIEPAMOHHON paHBbl,
reMatoMa B OOJAaCTH ITyHKIMU
cocyla M B MECT€ YCTaHOBKH
Karerepa), HaJIM4Kue OTIENIIEMOT0
U3 paHbl, KpOBOM3JIMSHHE B
obnactu paspe3a (B TOM HHCIE
reMaToMa B O0JIaCTH paspesa),
KpOBOTEUYEHHE BO BpeMsl

OIICPAaTUBHOI'O BMCHIATCIILCTBA

TpaBmarndyeckoe KpOBOTEUYEHHUE, | - Heuacto HeuacTto
KpPOBOTEUECHHUE nocie
MPOBEICHUS MPOLEAYPHI,

KpOBOM3JIUSIHUE B 00JacTH

pa3pesa

He oTmeuanu cirydaeB reHepau30BaHHOTO 3yaa B uccieqopannu CV 185057 (murensHas
npodmiaktuka BTD).
[Ipumenenwne npenapata Buanukc MokeT OBITh CBSI3aHO C MOBBIIIEHHBIM PUCKOM Pa3BUTHS

KPOBOTEUYEHHH (B TOM YHCJIE CKPBITHIX) U3 JIF0OOT0 OpraHa Wil TKaHU, YTO B CBOIO OUYEpEab MOKET
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BAPBUPOBATHCA B  3aBUCUMOCTHM OT MCTOYHHMKA KPOBOTEUEHUS W  CTENEHU  WIIHU
pacIpoCTPaHEHHOCTH KPOBOTECUCHHUS.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmiatb 0 MOJ03pEBAaEMbIX HEXKETATENbHBIX PEaKIUsAX IOCIE PErucTpaluu
mpernapara ¢ IeJIbl0 00eCTieYeHUs HeMPEPHIBHOTO MOHUTOPHHTA COOTHOIIEHUS «II0Jh3a—PHUCK)
JICKapCTBEHHOTO Tpenapara. MeIuIMHCKIM pa0OTHUKAM PEKOMEHAYeTCs COOOIIaTh O JIHOOBIX
M0JI03PEBAEMbBIX HEXKENAaTeIbHBIX PEaKlUIX JICKAPCTBEHHOrO Ipernapara uyepe3 HalMOHAIbHbIE
CUCTEMBbl COOOIICHHUS O HEXKeNaTeIbHBIX pPEaKIUsIX TrocyJapcTB - wWieHoB EBpasuiickoro

9KOHOMHUYECCKOI'o COro3a.

Poccuiickas ®enepanus

®OenepanbHas ciryx0a 1mo Hax3opy B cdepe 3apaBooxpanenus (Poc3apaBuaazop)
Anpec: 109074, r. Mocksa, CiiaBsiHCKasl IUIOIIaab, 1. 4, cTp. 1

Tenedon: +7 (800) 550-99-03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

WuTepuer-caiit: https://roszdravnadzor.gov.ru

4.9. llepeno3upoBka

CuMOTOMBI

B paMmkax KOHTpOIMpYEMBIX KIMHUUYECKUX HCCICIOBaHUNA amnukcabaH NPUHUMAJICS
nepopaIbHO 3I0POBBIMU TOOPOBOJIBIIAMH B J103ax 70 50 Mr/cyTku B TeueHue ot 3 g0 7 aHei (25
MT, 2 pa3a B CyTKH, B TeueHue 7 gHeit wiun 50 mr, 1 pa3 B cyTKH, B TeueHUe 3 JHEi); KIMHUYECKU
3HAYMMBbIX HE)KENaTeNbHbIX 3()(EKTOB MpU 3TOM HE OTMEYAIIOCh.

Jleyenue

AHTHUIOT He wu3BecTeH. llpu mnepeno3upoBke Bo3pacTaeT pucK KpoBoreueHuil. He
0’KHJAETCsI, UTO MPUMEHEHNE FreMoJualin3a Ipy epeio3upoBKe anrkcadaHa 0yaeT 3 heKTHBHON
MEpPOH.

B cnyuae nepeno3upoBKH JaHHOTO IIpenapaTa MOXKHO PACCMOTPETh BOIPOC O IPUMEHEHUN
aKTUBHUpOBaHHOIO yris. [Ipu BBeeHUU 310pOBBIM JOOPOBOJIbIIAM AKTUBUPOBAHHOTO YIJIS Uepe3
2 u 6 yacoB nocJe npuema anukcadana B 103e 20 Mr, IUI0MIa b O KPUBOM KOHLIEHTPALU-BpeMSs
(AUC) nnst anukcabana ymenbinanack Ha 50 % u 27 % cootBercTBeHHO (Cmax He U3MEHSIIOCH).

[Tepuon nonyBeIBeaeHUs anuKkcabana ymenbaics ¢ 13,4 1o 5,3 u 4,9 4yaca COOTBETCTBEHHO.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHAMHYECKHE CBOICTBA
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dakropa Xa.
Kox ATX: BO1AF02

MexaHu3M IeHCTBUS

AmnukcabaH mpeacTaBiaseT co0OM MONIHBIA mpsiMor uHruourtop FXa, oOpatumo wu
CEJICKTUBHO OJIOKMPYIOIIMKA aKTUBHBIA wLeHTp ¢epmenTa. [lpemapar mnpenHazHadeH st
NEepOPANBHOTO MpUMEHEHH. J{J1s peanu3au aHTUTPOMOOTHYECKOM aKTUBHOCTH anuKcabaHa He
Tpedyercs Hanuuus antutpomOuHa I1l. Aniukcaban nHrHOMpyeT CBOOOIHBIN U cBsi3aHHbIN FXa, a
Tak)Ke€ aKTUBHOCTh MPOTPOMOMHA3BI. ANMKcabaH HE OKa3bIBA€T HEMOCPEACTBEHHOI'O MPSIMOTO
BJIMSIHUS HA arperaruio TpoMOOIUTOB, HO OTIOCPEIOBAaHHO HHTMOUPYET arperariio TPOMOOLIUTOB,
UHIYIMPOBAHHYIO TPOMOMHOM. 3a c4eT WHrHOuMpoBaHHMs akTuBHOCTH FXa amumkcaban
MpeaoTBpaIiaeT oopa3oBaHue TPOMOMHA i TPOMOOB.

dapmakognaamuyeckue 3P HeKTol

B pesynbrare nogasienus FXa n3aMeHsAIOTCS 3HAUCHUS I0KA3aTENEe CHCTEMbI CBEPThIBAaHUS
KPOBH: YUIMHSIETCS TIPOTPOMOMHOBOE BpEMsi, aKTUBUPOBAHHOE YAaCTUYHOE TPOMOOTIIACTHHOBOE
Bpemsi (AUTB) u mpoucxoauT yBelanueHUE MEKIYHApPOJHOTO HOPMAIM30BAHHOTO OTHOILCHUS
(MHO). H3meHeHus 3TuX moka3aTeseld Mpu MPUMEHEHUH IpernapaTa B TEpParneBTHUECKON 103e
HE3HAaYUTENbHbl U B OOJIBIION cTeneHu BapualenbHbl. [103TOMy MCHOIB30BaHUE MX C LENbIO
OLIEHKH (papMaKoJMHAMUYECKON aKTUBHOCTH anukcabaHa He peKoMeHayeTcs. B Tecte renepanmm
TpOMOUHA anMKcabaH CHUKaJ HIOT€HHBIN TPOMOWHOBBIIN MOTEHITHAI — TOKa3aTeNb 00pa30BaHUs
TpoMOMHa B IJIa3Me KpOBHU yesoBeka. MIHrubuposanue annkcabaHoMm akTUBHOCTH FXa okazaHo
C NIOMOUIbI0 XPOMOTE€HHOT'O TECTa C MCIOJb30BaHUEM renapuHa Rotachrom. M3menenue anrtu-
FXa akTuBHOCTH MpsSMO MPONOPIMOHATIBHO MOBBIIIEHUIO KOHIIEHTpAIMK anuKcadaHa B IJIa3Me
KpPOBH, MpPHU STOM MaKCUMaJIbHbIE 3HAUEHHs] AKTHUBHOCTH HAONIOJAIOTCS MpPU JOCTHXKEHUH
MaKCHUMaJIbHON KOHIIEHTpAllMM anukcabaHa B Iula3Me KpoBU. JIMHeHHas 3aBUCUMOCTh MEXAY
KOHIIeHTpaIueil u anTu-FXa akTHBHOCTBIO anmukcadaHa perucTPUPYETCsl B IIUPOKOM JTHATIa30HE
TEpaNneBTUUECKNX 103 Ipenapara. M3Menenus antn-FXa akTMBHOCTH NpU M3MEHEHHMH 03Bl U
KOHIEHTpaluu anukcabaHa Oosiee BbIpaXEHbl M MEHEE BapualelbHbI, YeM I0Ka3aTelu
cBepThiBaHUsl KpoBU. KimHuueckas sddexTuBHOCT, U Oe3omacHOCTh B Tabmuue 1 mokasaHbl
MpeAnojaraéMble PaBHOBECHbIE KOHIIEHTpAallMM M aHTHU-FXa aKTUBHOCTh MpPU NPUMEHEHUU
npenaparta Buanukc no kaxxaoMy U3 nokasaHUi. Y HalMEeHTOB, MOJyYaroluX anukcadaH mocie
IUTAHOBOTO  SHJOMPOTE3UPOBAHUSI Ta300€PEHHOT0 WM KOJIEHHOTO CyCTaBa, OTHOILIEHUE
MaKCUMaJIbHOTO 1 MUHMMAJIBHOTO YPOBHS aHTH-FXa aKTUBHOCTH B MHTEPBAJIE MEXY IPUEMOM
7103 Tpenapata He mpeBblmaer 1,6. Y NanueHToB, MOJIYyYaroIlUX anukcabaH MO TOBOIY

OpopMIAKTUKA HMHCYJIBTA M CHUCTEMHOM TpoMOO3MOOIMM MpHU HEKJIanaHHON (GUOpHILIIALUN
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10 TTOBOJIY JIEYEHHUsI TPOoMO03a IITyOOKHX BeH U MPOPHIAKTUKU PELUANBOB TPOMOO30B TITyOOKHX

BEH — MeHee 2,2.

Tabmuma 2. IlpenmosaraeMble paBHOBECHBIC KOHIGHTpanuu (HT/Mir) u  aHTH-FXa

aktuBHOCTH (1U/MiT)

Anuvkcaban

Cmax

Anuvkcaban

Cmin

Anti-Xa
AKTUBHOCTBb

anukcabana Max

Anti-Xa
AKTHUBHOCTHB

arnkcabana Min

HJIM KOJICHHOT'O CyCTaBa

[Mpodunaktuka BTD 11 manueHTOB MOCIe TIAHOBOTO YHAONMPOTE3UPOBAHUS Ta300€APEHHOTO

2,5 mr 2 pa3a

B 77 [41. 14]

51 [23. 109]

1.3[0.67. 2.4]

0.84 [0.37. 1.8]

[IpodwmnakTuka HWHCYJIBTOB M CHUCTEMHOW TpOMOOSMOONIHMH Yy TMAalMEHTOB ¢ (UOpHILIAIHCH

JIeHb

npeacepaui

2,5 mr 2 pasa B | 123 [69. 221] 79 [34, 162] 1.8 [1.03.3] 1.2 [0.51. 2.4]
eHb*

5 mr 2 pasa B | 171[91.321] 103 [41. 230] 2.6 [1.4.4.8] 1.5[0.61, 3.4]
JICHb

Jleuenne TpoMOOIMOOITHH

2,5 mr 2 pasa B | 67 [30. 153] 32 [11.90] 1.1[0.47.2.4] 0.51[0.17. 1.4]
JICHb

5 mr 2 paza B | 132[59, 302] 63 [22, 177] 2.1[0.93. 4.8] 1.0[0.35. 2.8]
JIeHb

10 mr 2 pasa B | 251[111, 572] 120 [41, 335] 4.0[1,8 9,1] 1,9 0.65, 5.3]

*KoppekTupoBKa 036l COTTIACHO KPUTEPHSIM CHIKEHUS 10361 B ccnenoBanuu ARISTOTLE.

Ha ¢one Tepanum anmukcabanHom He TpeOyeTcsi NMPOBEAECHUS PYTUHHOIO MOHUTOpPUHIA €ro

AHTHKOAryJIAIMOHHOTO 3 (eKTa, OJHAKO BBITOJIHEHNE KAINOPOBAaHHOTO KOJIMYECTBEHHOTO TECTa

aHTH-FXa akKTUBHOCTH MOXKET OBITh IOJIE3HBIM B CUTyalusax, Korjaa I/IH(I)OpMaI_[I/IH O HaJIM4YuHn

annkcabaHa B KpPOBH MOKET OBITH ITOJIC3HA JJIA TIPUHATHUSA PpCHICHUA O TPOJOJIKCHUN TCPAIIUU. B

cpaBHeHMH ¢ BapdapuHOM Ha (OHE NpPUMEHEHHs amnukcabaHa OTMEYaeTcsl MEHbIee YHCIIO

KpOBOTEYEHMH, BKIIFOUasi BHYTPUUEPEITHOE KPOBOU3IIUSHUE.

5.2. ®apmakoknHeTHYECKHE CBOHCTBA

AOGcopbuus

/ OTUETY
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10 Mr. Anmkcaban ObICTPO BCACHIBAETCS U3 HKETYJOYHO-KUIIEYHOTO TPAKTA, MAKCUMAIIbHAS €r0
koHUeHTpauus (Cmax) nocTuraercs B TeueHue 3—4 4 rociie nepopanbHoro npuema. I[lpuem numu
HE OKa3bIBAET BIMSHUS HA 3HAUEHUS TTOKa3aTeliel TIIOIIA I MO KPUBOIM «KOHIICHTPAIU-BPEMS»
(AUC) wm Cmax ammkcabaHa. PapMakOKMHETHKa amukcabaHa mis 103 g0 10 mr umeer
TUHEHHBINH Xapakrtep. Ilpu npueme anukcabaHa B J103aX BbINIE 25 MI' OTMEYAETCS] OTPaHUYCHUE
BCa CBIBAHUs Iperapara, 4To CONPOBOXKAACTCS CHIDKEHHEM ero OmojoctymHocTH. Ilokazarenu
MeTabonu3mMa  anukcabaHa  XapakTepU3yIOTCSl  HU3KOW WM yMEpPEeHHOW  MeX- U
BHYTPUUHIUBUAYAIbHON BapuaOelbHOCTHIO (COOTBETCTBYIOLIME 3HAuYeHHUS Koddduumenta
Bapuauuu cocrtasisitor ~20 % u ~30 %, coorBercTBeHHO). [lociie mepopanbHOro mpuema
anukcabana B 10o3e 10 Mr B Buje 2 U3MEIBYCHHBIX TAOJIETOK M0 5 MT, pa3BeICHHBIX B 30 MT BOJIHI,
9KCIO3UIIMS Tpernapara ObUla COMOCTaBMMAa C TAaKOBOH IOCIHE MEepopaibHOro MprueMa 2 LebIX
Tabserok anukcabana o 5 mr. [locne nepopanbHoro npuema anukcabana B go3e 10 mr B Buge 2
M3MENIbUYCHHBIX Ta0JeToK 1o 5 Mr ¢ 30 r ss6ounoro miope 3HaveHus Cmax u AUC 6bsutn Ha 21 %
u 16 % COOTBETCTBEHHO HIKE, YeM IOcIie mpuema 2 1enbix Tadsetok o 5 mr. [locie BBeneHus
yepe3 Ha30racTpalibHbIN 30H H3MEIbUEHHOW Ta0IeTKH anukcabaHa B 103€ 5 MT, pa3BeICHHOHN B
60 Mr 5 % BoxHOTO pacTBopa AeKcTpo3bl (5/IB), skcno3unus anukcabana Obliia COMOCTaBUMA C
TAaKOBOM, HaOJIoJaBLIEHCS B JPYTUX KIMHUYECKUX HCCIEJOBAHMSIX C Y4YacTHEM 3JI0POBBIX
JTOOPOBOJIBIIEB, MOTYUYHBIINX OJHOKPATHYIO 03y anuKkcabaHa S MT BHYTPb B BUJIE TaOJETKH.

Pacupenenenue

Cas3b anukcabaHa ¢ OeKaMH I1a3Mbl KPOBH YEJIOBEKa COCTaBISET MpUOIH3uTeNbHO 87 %, 00beM
pactipenenenus (Vss) — mpuOan3uTenso 21 .

EI/IOTDaHCd)ODMaIII/H[ U DJIMMUHAIINA

[TpubnuzurtensHo 25 % NpPUHATOW J03bI BBHIBOJUTCS B BHUAE MeTa00iIMTOB. OCHOBHOW MYTh
BBIBEJICHUSI — uepe3 KullleyHuK. [loueuHas skckpenus anvkcadaHa coCTaBiseT MPUOIU3UTEIHHO
27 % ot ero o01ero KJIMpeHca.

OO6muii knupeHc anukcabaHa COCTaBISIET MPUONU3UTENBHO 3,3 /4, Mepuoj NOJTyBBIBEIECHUS
(T1/2) — okono 12 4. O-nemMeTUINpOBaHNE U THAPOKCUIMPOBAHHUE 10 3- OKCOMUIIEPUTUHUIIOBOMY
OCTaTKy SIBJSIFOTCSI OCHOBHBIMH MyTSIMH OuoTpaHcopmaruu anukcabaHa. Anukca®aH
MPEUMYIIECTBEHHO MeTabonusupyercs ¢ ydactuemM m3odepmenta CYP3A4/5, B menbmei
crenenn — n3odepmentoB CYP1A2, 2C8, 2C9, 2C19 u 2J2. HenzmeHneHHbI# anrkcabaH sIBISETCS
OCHOBHBIM  BELIECTBOM, LUPKYJUPYIOUIMM B IUIa3ME KpPOBM  YEJIOBEKAa, AKTHUBHBIE
UPKYJIHUPYIOLIHE B KPOBOTOKE META0OJIMTHI OTCYTCTBYIOT. Kpome Toro, ammkcabaH sBIseTCS
CcyOCTpaTOM TPAHCIIOPTHBIX OENKOB, P-TMKonpoTenHa 1 Oelika pe3UCTEHTHOCTH paka MOJIOYHON

xkene3bl (BCRP).
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IToueunast HeJOCTATOYHOCTE

Hapymenne ¢(yHKIMM TOYeK HE OKa3bIBaeT BIMSHHS Ha MaKCUMAIbHYIO KOHIICHTPAIUIO
anukcabana. OJIHaKO OTMEUYAIOCh MOBBIIIEHUE KOHIIEHTPAIIUHY aliKcadaHa, KOpPEIUPOBABIIIEE CO
CTENEeHbIO CHI)KEHUS (PYHKIIMU MTOYEK, OLEHUBABIICHCS 110 3HAYCHUSIM KIMpPEHCca KpeaTuHUHA. Y
JIUIT ¢ HApyIIeHUEM (DYHKITUH MTOYEK JIETKOH (KIIMpeHC KpeaTuHUHA — OT 51 Mr/muH 110 80 Mr/mMuH),
cpenuelt (kaupeHc kpeaTuHuHA — OT 30 Mr/mMuH 10 50 MI/MUH) ¥ TSDKENOW CTereHu (KIUPEHC
KpeaTuHHHA — OT 15 Mr/muH mo 29 mr/muH), 3Hadenus AUC anmkcabaHa B Ijia3Me KpOBH
Bo3pacTanu Ha 16 %, 29 % u 44 %, COOTBETCTBEHHO, IO CPABHEHUIO C JIMIAMH, UMEBIIUMU
HOpMaJlbHbIE 3HAUEHHUs KJIHpeHca KpeaTMHHHA. [Ipu 3ToM HapymieHue (GYHKIUH IOYEK He
OKa3bIBAJIO OYEBUTHOTO BIIMSIHHS HA B3aUMOCBSI3b MEXKIY KOHIIEHTpAIlMel arnkcabaHa B Iia3me
KpOBH U ero aHTu-FXa aktuBHOCTBIO. MccnenoBanus anukcabaHa y MAIMEHTOB C KIMPEHCOM
KpeaTHHHHA MeHee 15 MI/MUH WM HaxOJSAIIMXCS Ha TMain3e He MPOBOIMIINCE.

IleyeHOUHAs HEIOCTATOYHOCTh

UccnenoBanus anukcabaHa mpu TSHKEJION MEUEHOYHOM HETOCTATOYHOCTH U aKTUBHOM MaTOJIOTUH
renaroOMIMapHOd CHUCTEMBbl HE MPOBOMMWINCH. He OBLIO BBISBICHO 3HAYMMBIX W3MCHCHHU
napaMeTpoB (hapMaKOKUHETHKU U (apMaKOIMHAMUKY MPU OJHOKPATHOM MpHeMe anukcabaHa B
03¢ 5 MI' y MallMeHTOB C II€YEHOYHOW HEJAOCTATOYHOCTHIO JIETKOM W CpeaHEell CTEeleHU
BbIpaxkeHHOCTH (KJacchl A u B o knaccugukanuu Yaitna-I11s10, COOTBETCTBEHHO) 110 CPaBHEHUIO
CO 3/10pOBBIMU J100poBOJbIIaMu. M3Menenus: antu-FXa aktuBHoctu 1 MHO y marueHToB ¢
MEYCHOYHON HEJJOCTATOUHOCTBIO JIETKOW M CPEeIHEH CTENEHU TSXKECTH U 3[I0POBBIX I00POBOJIBIIEB
ObUIN COMOCTABUMBI.

JInia moyKuJIoro Bo3pacra

VYV manuMeHToB MOXUJIOro Bo3pacta (crapuie 65 JjieT) oTMedanuch 0o0Jiee BBICOKHE 3HAYCHUS
KOHIIEHTpPALMH IIpernapara B 1ja3Me KpoBH, 4eM y 0oJiee MOJIObIX MAllMEHTOB: Cpe/iHee 3HaUeHue
AUC 06bu10 npubnu3utensHo Ha 32 % BHIIIIE.

Hon

Okcno3unus anrMkcadaHa y )KeHIUH Obl1a Ha 18 % BhIle, YeM y My>KUHH.

Paca u 3THHYECKOE MPOUCXOKICHHUE

Pe3ynbraThl, MOTy4YeHHBIE B paMKax uccienoBaHuil | ¢asbl, cBUAETENbCTBYIOT 00 OTCYTCTBUU
3HAYUMBIX pazIuuuidl (papMaKOKMHETHKU anmuKcabaHa MEXy NMPeACTaBUTENSIMU €BPONEOUTHOM,
MOHT'OJIONIHON M HerpougHoW pac. Pe3ynbpTarbl aHanmu3oB (papMaKOKMHETHMKH B Pa3iIMYHBIX
HOMYJISAUAX, BBIOJHEHHBIX B paMKaxX MpPOTrpaMMbl KIMHMUYECKUX HCCIEeIOBaHMUN amnukcabaHa,
BKJIIOYABIIMX MAllMEHTOB, IOJIyYaBIIMX anuKcabaH IOCie IUIAHOBOTO SHAOMPOTE3HMPOBAHUS
Ta300€APEHHOI0 UJIM KOJIEHHOTO CYCTaBa, B 1I€JI0OM COOTBETCTBYIOT pE3yJIbTaTaM HcCie10BaHuM |

¢bazbl.



COOTBETCTBYET ZKCNEPTHOMY OTUETY

g e e ——
~T 27 042026 N= 8523
oOT £/ U8 _ 2Usb - 8023

(NMOCNEOOBATENBHOC Th 0004 )

Macca tena

VY manueHToB ¢ Maccod tena Oonee 120 Kr KOHIEHTpalus anukcabaHa B IUIa3Me KPOBH ObLIa
npubM3uTeNbHO Ha 30 % HMKe, 4eM y MalMeHTOB ¢ Maccou Tena oT 65 Kr 70 85 Kr; y NalueHToB
¢ Maccoii Tena MmeHnee 50 Kr TaHHBIN TTOKaszateb ObuT TpuoOan3uTebHO Ha 30 % BhIIIIE.
3asucumocms napamempos gapmaxkokuHemuKu u GapmaxoouHamMuKu

3aBUCHMOCTh MKy MapaMeTrpamu (papMaKOKUHETUKU U papMaKOIMHAMHUKY (B TOM YHCIIC aHTH-
FXa akruBnoctu, MHO, nporpomOunoBoro Bpemenu, AUTB) anukcabana u ero KOHIIEHTpaLUeH
B IJIa3M€ KPOBH ObLjIa M3y4eHa JJisl IIMPOKOro JuaraszoHa /103 npenapara (ot 0,5 mr go 50 mr).
bbulo moka3zaHo, YTO 3aBUCUMOCTb MEXKIY KOHLIEHTpalued anukcabaHa M akTUBHOCThIO FXa
HAWIyYIIUM O0Opa3oM OMNHCHIBACTCS C HCIIOJIB30BAHHEM JIMHEHHONW MOJENH. 3aBHCHUMOCTH
napaMeTpoB (papMakOKHMHETHKH © (papMaKOJMHAMHKU amnuKcabaHa, OICHUBABIIAACS
NAlMEHTOB, TMOJy4YaBIIMX anukcabaH B kiauHW4Yeckux wuccienoBanusx II u III a3,

COOTBETCTBOBAaJIa TAKOBOM Y 340pPOBBIX ,I[O6pOBOJ'H>I_ICB.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Buanuxkc, 2.5 mMr, TabJIETKH, MOKPLITHIE INIEHOYHON 000J04YKOU

Jlakto3a 6e3BoaHAs

[enmron03a MUKPOKPUCTAITHYECKAS
Hatpus naypuncynbdar
Kpockapmenno3za Hatpust

Marnus creapat

0O0oJ104Ka Ta0JIETKH

[Tnenounoe mokpeitue Instacoat Universal Brown (A05R04319):
I'mnpomennosa

[TonuATUIEHT TMKOITb

Hatpus naypuncynbdar

Tutana quoxcun (E171)

Kpacutens xenesa okcup kpacHblil (E172)

Kpacurens xene3a okcua xentoiil (E172)

Buanukc, 5 Mr, Ta0JIeTKH, ITOKPHITHIE INIEHOYHON 000JIOYKOM

JlaxkTo3a 6e3BoHAs
Ilem0103a MUKPOKPHCTAIUTNIECKAs
Hatpus naypuiicynbdar

Kpockapmennosa narpus



COOTBETCTBY ET SKCTNEPTHOMY OTYETY
o1 27.04.2026 N2 8523

Faa

lﬂl:l:.'I.E;L EIHTEJ'II:HCIZT_ 0004)

Maruus creapat

O06omnoyka TabIEeTKH

[Tnenounoe nmokpeitue Instacoat Universal Brown (A05R04319):

['unpomennosa

[ToMMATHIIEHTIMKOIb

Hatpus naypuiicynsgat

Tutana auokcun (E171)

Kpacurens xene3a okcuy kpacusiil (E172)

Kpacurens xene3a oxcup sxentoiil (E172)

6.2. HecoBMecTUMOCTH

He npumenunmo

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTs 1pu Temmneparype He Boie 25 °C.

6.5. XapakTep u coep:kaHue YIAKOBKHU

10, 14 nam 20 Taby1eToK B OJIUCTEP MOTUBUHUIXJIOPH / TIOTMBUHUIUACHXIOPH - TIOMUHHH.

2, 6 wm 10 6iucrepoB mo 10 tabnerok, 4 Giucrepa mo 14 tabnerok wim 3 Omucrepa mo 20
Ta0JIETOK BMECTE C JINCTKOM-BKJIAIBIIIEM U KAPTOUKOM MaI[UEHTA TOMEIIAIOT B KAPTOHHYIO MAYKYy.
6.6. QOcoOble Mepbl NPEJOCTOPOXKHOCTH MNPH  YTWIN3AIUM  HCHOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJIH OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEHUs
JIEKAPCTBEHHOTI'0 Mpenapara u Apyrue MaHUMyJIALUUHU ¢ IPenapaToM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA
Nuanna

Maiinan Jlabopatopus Jlumuren,

VYyactok Ne 564/A/22, Poyn Ne 92, Jlrxyounu Xusic,
Xaiinapa6an-500096, Tenanrana.

Ten.: +91-40-30866666

DJekTpoHHas moYTa: communications.inem@mylan.com

7.1. IIpeacTaBuTENb AEPKATE/S] PETHCTPAIMOHHOIO YI0CTOBEPEeHHUs!

[Iperen3nn norpedUTENEeH HAOPABIATH 10 aIPECY:

Poccuiickas @enepanus


mailto:communications.inem@mylan.com
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000 «Buarpucy

125315, r. Mocksa, JIeHuHTpaicKuil IpoCcHeKT, 1. 72, K. 4, 3Tax 2, nom. 9, kom. 1
Temn.: +7 (495) 130-05-50
®dakc: +7 (495) 130-05-51

DJNeKTpoHHas 1moyvra: ru.info@viatris.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

JlexapcTBEHHBIN MTpenapaT OTHOCUTCS K KAaTETOPUH OTITYCKA 10 PELIETTY.

OO01mas xapakTepuCTHKa JIEKApCTBEHHOI'O Ipernapata Buamukc 1ocTynHa B €IUHOM peecTpe
3aperuCTPUPOBAaHHBIX JIEKAPCTBEHHBIX CpeACTB EBpasuiickoro 3KOHOMHYECKOI'O COI03a W Ha

OpUIATIEHOM caiite YHIOJIHOMOYEHHOT'O oprana (axcnepTHOI OpraHH3aIliH)

https://Ik.regmed.ru/Reqister/EAEU SmPC.




