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1. HAUMEHOBAHHUE JIEKAPCTBEHHOI O ITPEITIAPATA
AKcHOpeKc, 2,5 MT', TaOJETKH, MOKPBITHIE TIJIEHOYHOW 000JI0UKOM

AKcHopekc, 5 M, TabJIeTKH, MOKPHITHIE MIICHOYHOU 000I0YKOMA

2. KAYECTBEHHBIA U KOJIMYECTBEHHBIN COCTAB
JleiicTBy1O011IE€E BEIIECTBO: alTUKCa0aH.

Axcuopekc, 2,5 Mr, TabJIETKU, MOKPHITHIE INIEHOYHOW 000JI0OYKOM

Kaxxmas Tabnerka coaepxut 2,50 mr anukcabana.

BcnomorarenpHble BeliecTBa, HAIMYHWE KOTOPHIX HAJ0 YYUTHIBATH B COCTaBe
JICKapCTBEHHOI'O MperapaTta: Jakro3sl MoHormapaT — 0,84 mr, Hatpus
naypwicyibdar — 2,00 mr, kpockapmerutosa Hatpus — 2,00 mr (cm. pazaen 4.4.).

AxcHopekc, 5 Mr, TaOJIETKH, MMOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxmas Tabnerka coaepxut 5,00 mr anrkcabaHa.

BcnomMorarenbHple BemecTBa, HAIWYKWE KOTOPHIX HAJ0 YYUTHIBATH B COCTaBe
JICKapCTBEHHOI'O TperapaTta: JIaKTo3bl MOHOTHapaT — 1,68 mr, HaTpus
naypwicyibdar — 4,00 mr, kpockapmesuiosa Hatpus — 4,00 mr (cm. paszaen 4.4.).

[TonHbIii epeueHb BCIOMOTraTeNbHBIX BEIIECTB MIPUBEACH B pa3zaene 6.1.

3. JIEKAPCTBEHHASA ®OPMA
TabneTku, MOKPHITHIE TIICHOYHOU 000JI0UKOH.

Axcuopekc, 2,5 Mr, TabJIETKH, MOKPHITHIE INIEHOYHOW 000JI0OYKOM

Kpyrible, ABOSIKOBBITYKJIbIe TAOJIETKH, MOKPBITHIE TUIEHOYHON 000JI0UYKOM CBETIIO-
xentoro 1pera. Ha monepeunom paspese sipo TabieTku 0e10ro Wik o4t Oesoro
LBETA.

Axcuopekc, 5 Mr, TabJIeTKH, MMOKPBITHIE INIEHOYHON 000JI0YKON
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[Ipogoarosarsie, ABOSKOBBINYKIIbIE TaOJIETKH, MOKPLITHIE ILIeHOYHON 00010dKOi

po3oBoro 11BeTa. Ha monepeunom paspese sa1po TabJaeTKu 0eI0T0 Uik oUTH OeJI0ro

IIBETA

4. KIUHUYECKUE JAHHBIE

4.1. Iloka3aHHuA K IPUMEHEHUIO

[Ipenapat AKCHOpPEKC MOKa3aH K IPUMEHEHUIO Y B3POCIIbIX.

—  Ilpo¢unaktuka BEHO3HON TPOMOOAIMOOIMH Yy MAalMEHTOB MOCJE MJIAHOBOTO
SHONPOTE3UPOBAHUS TA300€APEHHOTO UM KOJICHHOTO CyCTaBa.

—  Ilpodpunaktuka uWHCYIbTA W CHUCTEMHOM TPOMOOIMOOIMU Y B3POCIBIX
MAIMEHTOB C HEKJIAAaHHOW GUOPUIUISIIEH mpecepanii, UMEIOIINX OJUH UITH
HECKOJIbKO (DaKTOpOB pHCKa (TaKUX, KaK HHCYJbT WJIM TpaH3UTOpHAs
UIIEMHAYECKasl aTaka B aHaMHeE3€, BO3pacT /5 JIET U cTaplie, apTepuaibHas
TUMNEpPTEH3Usl, caxapHbli AualdeT, COMPOBOXKIAIOLIASCS CHUMITOMaMHU
XpPOHMYECKas cepiedHasi HEA0CTaTOYHOCTh ((PyHKIMOHAIbHBIN Kiacc Il u
BBIIIE 110 KJIACCU(HUKAIIUH HL}O-IZOpKCKOﬁ KapAUOJOTUHUECKON aCcCOIAIUN
(NYHA)). HckarodeHHe COCTaBJISIOT MAIMEHTBI C TSOKEIBIM M YMEPSHHO
BBIPDQKEHHBIM MUTPAJIbHBIM CTEHO30M WJIM HMCKYCCTBEHHBIMHU KJIallaHAMU
cepaua.

—  Jleuenue Tpombo3a riyookux BeH (TI'B), TpomOG03MO0mMK 1eroyHoi aprepun

(TDJIA), a Taxke mpodrtaktuka peruansoB TIT'B u TOJIA.

4.2. PeskuM 103MPOBaHUS U CIIOCO0 MPUMEHEHUsI

Pexum no3npoBaHus

1. V nayuenmos nocne naanogozo sndonpomesuposanusi mazobe0peHHo20 uiu
KOJIEHHO20 CYCmasa:

2,5Mr 2 pasa B cyTku (mepBblii mpueM uepe3 12-24 41 mocie onepaTuBHOTO

BMenIarenbcTBa). [Ipy npuHATHM pelieHus 0 BPEMEHU Hadaja Tepallud BpadaM

ClelyeT NPUHATh BO BHUMAHUE IMOTCHIMAIBHBIA MOJOXKUTENIbHBIN 3(p(deKT ot
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paHHEN aHTUKOAryJIIHTHOM Tepanuu B
HapaBHE C PUCKOM PAa3BUTHSI MOCTONEPALMOHHOTO KPOBOTEUEHUsS. Y MAlMEHTOB,
MEePEHECIINX DSHIOTPOTE3UPOBAHNE Ta300€PEHHOTO0 CYyCTaBa, PEKOMEHIyeMas
JJIATEIIBHOCTh TEPANUK COCTaBIsieT oT 32 10 38 JHEH, KOJEHHOro cycTaBa — oT 10
1o 14 nueit.
2. YV nayuenmos c pubpunnayueii npedcepouti:
[lo 5wMr aBa pa3a B CyTKd. Y MalMeHTOB ¢ (GUOpUIUIAIIUEH TpeacepAauit a03y
npenapaTta CHUXKaT J0 2,5 MT JBa pa3a B CyTKU IPU HAUIMYUH COYETAHUS JBYX WU
OoJiee U3 CIAeaYIONINX XapaKTEpUCTUK — Bo3pacT 80 JieT u cTapiie, Macca Tesia 60 kr
M MEHee WM KOHIEHTpalMs KpeaTMHWHa B IUIa3Me KpoBu > 1.5 mr/man
(133 mxmodb/m). Tepanuio cienyer npoonKaTh JITUTEIBHOE BpEeMs.
3. Jleuenue mpomboza enyboOKUX 6eH, MPOMOOIMOOIUU Jle20UHOU apmepuu
(TOJIA):
ITo 10 Mr nBa pa3za B CyTKH B TeyeHue 7 IHEH, 3aTeM 5 MI 2 pa3a B CYTKH.
[IpoIOIKUTENLHOCTh ~ JICYEHUSI  ONPENENseTCs MHAUBUAYAIBHO C  YYETOM
COOTHOIIICHUS 05KH]1a€MOMH TOJTh3bI U PUCKA BOSHUKHOBEHUSI KITMHUYECKU 3HAYMMBIX
KpoBOTeueHMil. PelieHne o JUIMTENTbHOCTH TEpamnuu JOHKHO OCHOBBIBATHCS Ha
OllCHKE Hanuuusi W  oOpatuMocTH  (aKTOpoB, Mpelapacnoiaralomux K
pEeLUIUBUPOBAHUIO (T. €. MPEIUIECTBYIONICE XHPYPrHUYECKOE BMEIIATENbCTBO,
TpaBMa, EpHOJl UMMOOUITM3AIMH U T. 11.), a Takxke npossieHuit TI'B u/unu TOJIA,
COCTAaBJISAsl, KAK MUHUMYM, 3 Mecslia.
4. Ilpogunaxmuxa peyuousod mpomobo3a 21yO00Kux 6eH, mpomoo3ImMoboIUU
necounou apmepuu (TOJIA):
[To 2,5 Mr aBa pasza B CYyTKH MOCJE, KAK MUHUMYM, 6 MECSIIeB JIeueHUs TpoMO03a
riyookux BeH win TOJIA anukcabaHoM B 103€ 5 MT J1Ba paza B CyTKHU WJIM APYTUM
aHTUKOATyJISTHTOM, KaK yKa3aHo B Ta0miuie 1.

Tabmuma 1

Jo3upoBku MakcumanbHas

CyTOYHas J03a
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Jleuenue mpombosa 2nyboKux 10 mr 184 pasa B YK B ——— |20 Mr ' :
een, TOJIA TE€YEHHE NEPBBIX 7 AHEU

Hanee 5 mr nBa paza B cytku |10 mr

Ipopuraxmuxa peyuousos 2,5 Mr 1Ba pa3a B CyTKH SwMr
TDJIA

OOmyt0 IIUTENHHOCTh TEparuu CIeAyeT MOAOMpaTh WHAWBUAYAJIHHO TIOCIE
TIIATETTLHOM OIIEHKH COOTHOINEHHUS TOJIb3bl OT MpHeMa IMpermapaTta W pUcKa
pa3BHUTHS KpOBOTEeUCHHUS (CM. pasznen 4.4.).

OcoObl€e TPYIIIBLI HAIIMEHTOB

Tayuenmwi nodxcunoco 6o3pacma

Koppekuuu 103pl mpemapara y MalMeHTOB MOXWIJIOIO Bo3pacTa He Tpelyercs

(MCKJIIOUEHUE COCTaBIISIIOT MAllMEeHThI, YKa3aHHble B 1.2 — MPUMEHEHHE IpHU

buOpHIIAIIMY Ipecepauit).

Iayuenmul ¢ Hapywenuem QyuKkyuy novex

JlJis manueHToB ¢ HapylieHneM (YHKIMU MOYeK JISTKOW WMIIM CpeIHEH CTemneHu

MPUMEHUMBI CIEAYIOIINE PEKOMEH AN :

— He Tpeldyercs KOPpPEKUMH [103bI TpHU TNPUMEHEHUHU amukcabaHa Jyis
npoUIaKTUKA TpomMO03a TIyOOKMX BEH y MAalMEeHTOB IIOCIE TUIAHOBOTO
SHIONPOTE3NPOBAHUS Ta300€APEHHOTO UM KOJICHHOTO CyCTaBa, JUIsl JICUCHHUSI
TpoMOo3a TiyOoKux BeH, Juist jiedeHus TOJIA u npodunakTuku penyInBOB
TpoMOo03a riyookux BeH, TOJIA (cm. pasaen 5.2.).

—~  Tpu OIPUMEHEHUU anukcabaHa y ManueHTOB ¢ GuOpHWIUIALMEN Tpeacepauil u
KOHIIEHTparuen kpearuauHa > 1,5 mr/nn (133 MkMoJib/1) B 11a3Me KPOBH, B
codyetannn ¢ Bo3pactoM >80 yer mwnm Maccod Tema < 60 Kr Tpedyercs
CHIDKCHHE JI03bl IIpemapaTa, Kak onucaHo Bbimie. Ilpu orcyTcTBHM
COOTBETCTBUS APYTUM KPUTEPHSIM JIJISl CHIDKEHUS T03bI (BO3pacT, Macca Tela)
KOPPEKIINH TEparuu He TpedyeTcs (cM. pazaen 5.2.).

VY manueHToB ¢ HapylieHueM (DYHKIIUHU MMOYEK TSHKEION CTeneHH (C KITMPEHCOM
KpeatuHuHa 15-29 MI/MHUH) TPUMEHUMBI CIICIYIOIMINE PEKOMEHIAUu (CM.

pasnensi 4.4.,5.2.):
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—  anukcabaH ClefyeT NPUMEHSTh C ocmnnomno SOMInL| rmm’p%makﬁmn

TpoM003a TITyOOKMX BEH y MAIMEHTOB MOCIE MIIAHOBOTO 3HI0NPOTE3UPOBAHMUS
Ta300€IPeHHOT0 WJIM KOJIEHHOTO CYCTaBa, JJii JIeYeHUs TpomOo3a IIIyOOKHUX
BeH, mis sedeHus TOJIA u mpodunakTuka penuanBoB TpoMO03a TIIyOOKHX
BeH, TOJIA;
—~ Yy mauuMeHToB ¢ GuOpWUIALMEN Mpencepauid ciaeayeT NPUMEHATb 03y
anukcabaHa 2,5 MT JiBa paza B CyTKH.
Her naHHBIX O MNpUMEHEHMHM amnuKcabaHa y NAalMeHTOB C KIUPEHCOM
KpeaTuHuHa <15 MI/MHH, a TaKXKe y MalMEHTOB, HAXOAAIIUXCS Ha Auanuse. B
CBS3M C JTUM I[PUMEHEHHUE MpernapaTta AKCHOPEKC y TaKUX MaIMEHTOB
IpOTHBOMNOKa3aHo (cM. pasnen 4.4., 5.2.).
llayuenmul ¢ Hapywenuem gyHKyuu nevenu
[IpemapaT AKCHOpPEKC MPOTHBOINOKA3aH y MAIMEHTOB C 3a00JIEBAaHUSIMH TECUYCHH,
COMPOBOXAAIOIIMMHUCSA HapyLICHUSIMH B CHUCTEME CBEPTHIBAaHUS KpPOBU U
KJIMHUYECKM 3HAYUMBIM PHCKOM pPa3BUTHS KpoBoTeueHui (cM. pasmen 4.3.).
[IpuMenenue npemnapara y NaueHTOB C TAKEIO0N IEYEHOYHOU HEJOCTaTOYHOCTBIO
npoTuBonokazano (cMm. pasuen 4.3.). Crnemyer coOiroAaTh OCTOPOKHOCTH IMPHU
npueme npenapata AKCHOPEKC MalMEHTaMU C MEYEHOYHOM HEIO0CTATOYHOCTHIO
JIETKOW M CpeHel cTeneHu TshkecTu (kiacca A win B mo knaccudukamum Yaiina-
[1pt0), MpHU ATOM KOPPEKIMH J103bI HE Tpedyercs (cm. pazaensl 4.4., 5.2.). U3
KJIMHUYECKUX UCCIIEOBaHUM ObUIM UCKIIIOYEHBI MAI[MeHTHI, Y KOTOPHIX OTMEYaIN
MOBBIIICHHE aKTUBHOCTHU MEYEHOYHBIX (bepMeHTOB
ananuHamuHoTpanchepassl (AJIT)/aciapraramunotpancdepassl (ACT) B 1Ba paza
BBIIIIE BEPXHEW TPaHUIIBI HOPMBI HIIM O0IIero OmiupyorHa B mojTopa u 6ojee pas
BBIILIC BEPXHEU TI'PaHUIbl HOPMBL. B CBfA3M C OTUM CIIEAYET C OCTOPOKHOCTBIO
IPUMEHATH anukcabaH y MalueHTOB ATOM rpynmsl (cM. pasaens 4.4., 5.2.). Cnenyer
OLICHUTH (HYHKIHMIO MTEYSHH IO HavaJla Teparuu npernapaTtoM AKCHOPEKC.

Macca mena
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(MOCTNENOBATEINE
Koppeknuu 710361 B 3aBUCUMOCTH  OTL_MAacChl _TEa qTaIineHTa

DCTE 01 3)
HE  TpeOyeTcs

(MCKJIIOYEHUE COCTAaBJISIOT MAlMEHThI, YKa3aHHble B 1.2 — NPUMEHEHHUE IMpHU
GubpuIALMY TIpeacepauit).

Ilon

Koppekuuu 10361 pernapara B 3aBUCUMOCTH OT 110J1a MallMeHTa He TpedyeTcsl.
Paca u smuuueckoe npoucxoorcoenue

Koppekiuun 103l mpemnapara B 3aBUCHUMOCTH OT Pachl WM 3THUYECKOIO
IIPOUCXOXKICHUS NAIUEHTa He TpeOyeTcs.

Ilepexoo c unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[lepeBol ¢ mapeHTepaldbHBIX AHTUKOATYJSHTOB Ha TMpernapar AKCHOPEKC U
HA000pPOT MOXKHO MPOBOJUTH B MOMEHT CIEAYIOIIETO 3allJIAaHUPOBAHHOTO MpHeMa
OTMEHSIEMOT0 Tpenapara (Ipy 3TOM ouepeaHas A03a OTMEHSIEMOro Mpernapara He
PUHUMAETCH).

Ilepexoo ¢ unu na eapghapun unu opyaue anmazonucmsol sumamuna K

[lepeBo manMEHTOB C Tepanuu BaphapuHOM WM JPYTUMH aHTAaroOHHUCTaMU
BuTamMuHa K Ha Tepanuio mnpemnapatoM AKCHOPEKC CJEAyeT NPOBOAUTH MpH
3HAYCHUHM MEXKIyHApOJHOTO HopManu3oBaHHOro otHomeHus (MHO) y naruenrta
Hwke 2,0. [lpu mepeBoje ManMEeHTOB € TEpaluH MpernaparoM AKCHOPEKC Ha
Bap(hapuH WM IpyTUe aHTaroHUCTHI BUTamMuHa K ciemxyer mpoioinKaTh Tepanuio
npenapaToM AKCHOPEKC B TeueHue 48 4 rocje nmpuemMa rnepBou 103bl BapdaprHa
WM Ipyrux antaroHuctoB ButamuHa K. Uepes 48 u cienyer npOKOHTPOIUPOBATH
MHO nepen npuemoM cruenayromiei Ao3bl npenapara Axkcuopekc. COBMECTHBIN
npueM BapdapuHa (wid aApyroro aHrtaronucra BuTamumHa K) u mpemapara
AKcHOpEKC cienyer npoaoikarh 10 goctuxenus MHO > 2.0. [Ipu noctuxeHun
MHO > 2,0 npuem npenapara AKCHUOPEKC CIAEAYET MPEKPATUTD.

Kapouosepcus

[Taniuentsr ¢ QuOpuLIIIMEN Tpeacepauil, KOTOPbIM TpedyeTcs MPOBEICHUE
KapJIMOBEpCUHM, MOTYT HauyaTh WIM TPOJODKUTh TPUMEHEHUE Ipernapara

AKcCHOpEKC.



i T A B .I.-.

oT U U U0 0N

(QCHENOBATENEHOL
[TanrenTaM, HEe IPOXOAUBIINUM JICUECHUE aHTnmarynsm”‘r]an'r nEpEr[ I

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

KapJIMOBEpCUM HEOOXOAMMO Ha3HA4YMTh, MO KpalWHEeW Mmepe, 5 103 mpemnapara
AKCHOpEKC MO0 5 MI JIBa pa3a B CyTKH (110 2,5 MT JiBa pa3za B CyTKH JJisl TAIIUEHTOB,
KOTOPbIM TpeOyeTcsi yMEHbILIEHHE N03bl (CM. MYHKT 2 monpasnena «Pexum
JO3UpOBaHUs» paznena 4.2.)) misl MOCTHKEHUS aJeKBaTHOW aHTUKoaryJsnuud. B
cllydae €CJM TMPOBEACHHE KapAuOBEpCHH TpeOyeTcs 10 Ha3Ha4YeHus S5 103
npenapata AKCHOpPEKC, HEOOXOAMMO IPHUHATh HArpy304Hyr 103y B 10 Mr C
NOCHEAYIONIMM TpUeMoM S Mr JABa pa3a B CyTkud. Creayer yMEHBIIUTH
Harpy304Hyl0 03y A0 5 MI' € MOCJIEAYIOMNUM IPUEMOM 2,5 MT JIBa pa3a B CyTKH,
€CJIM TMAIMEHT TMOJIXOJUT TOJ KaTEropuio JJIsl CHMXKEHHUS J03bI (CM. MYHKT 2
noapasnena «Pexum mosupoBaHus» pasnena 4.2.). Heobxomumo mNpuHSATH
Harpy304Hyl 103y, 10 KpailHel Mepe, 3a 2 4yaca JI0 MPOBEJCHUS KapIUOBEPCUH.
[lepen mpoBeneHHMEM KapIUOBEPCHUH HEOOXOIWMO TMOJYYHTH MOJATBEPKICHHE O
HaJJexaneM npueme npenapara Akxcuopekc. [lpu nOpuHATAM pelieHust o
Ha3HAYEHUHW U TMPOJOJDKUTEIBHOCTH JIEYEHUS HEOOXOJUMO ONupaThCs Ha
YCTaHOBJICHHbIE PEKOMEHAAIMU M0 NIPUMEHEHHIO aHTUKOATYyJISIHTOB Yy MAllUEHTOB,
KOTOPBIM TpeOyeTcs MPOBEICHUE KapuOBEPCHUHU.
Cunopom ommeHwvl
[Ipy BpeMEHHOM MepepblBE B JICUCHUM IMpenaparoM (cily4ailHOM WIIU
MpeHaMEPEHHOM) BoO3pacTaer pucKk TpomOo3a. IlanueHTsl JOJKHBI  OBITH
MPOUHCTPYKTUPOBAHBI O HEOOXOAUMOCTH U30€raTh TEPEphIBOB B JICUCHUU
npenapatoM. [lpy BpeMEHHOM MpEKpaIleHUW AHTHUKOATYJISIHTHOM Tepamuu 1o
JI0OBIM MPUYUHAM OHA JIOJKHA OBITh BO30OHOBJIEHA KaK MOKHO CKOpEE.

eTH
bezonacHocTh U 3(PPeKTUBHOCTh TPUMEHEHUS anMKcabaHa y JieTeld B Bo3pacTe 10
18 net He ycTaHOBIICHHI. J|aHHBIE OTCYTCTBYIOT.

Cnoco0 mpuMeEHEHUS
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IIpenapatr AkcHOpeKC NPUHUMAIOT BHY TPh-HE3ABUCUMO o LPUEMA TIUI

MPOITyCKa MpUeMa Mpernapar clieyeT MPUHATh KaK MOXKHO CKOpee, a B TajibHEHIIeM
IIPOJIOJKUTH MTPUEM 2 pa3a B CYTKH B COOTBETCTBHUH C UCXOJTHOM CXEMOM.

JIsi ManuMeHToB, KOTOpPbIE HE MOTYT MPOTJIOTUTH TaOJIETKY IEIMKOM, TaOJIETKY
npenapata AKCHOPEKC MOXKHO HM3MENIbYUTh U Pa3BeCTH B Boje Wi 5% BOJTHOMU
nexkcrpo3e (5/IB) mnm s67109YHOM COKE WM CMENIaTh C SO0JOYHBIM TOpe U
He3aMeJIUTEILHO MPUHITh BHYTPh (CM. paszen 5.2.). B kauecTBe ajabTepHATHBBI
TabJIeTKy npenapara AKCHOPEKC MOKHO U3MEIBUYUTh U pa3BecTd B 60 MJT BOJIbI MU
5S/1B 1 He3aMeIUTENIbHO BBECTH MOJYUEHHYIO CYCIIEH3UIO YEPE3 HA30TACTPAIIbHBIN
3001 (cM. pasnen 5.2.).

JlekapCTBEHHOE BEIIECTBO B H3MEJIbUYCHHBIX TalOJeTKax mpernapara AKCHOpPEKC
COXpaHsieT CTabUIBLHOCTh B Boje, S/IB, si010uyHOM coke u s16104yHOM MIope 10 4

qacCoB.

4.3. IlpoTuBoNnOKA3aHUA

—  I'umepuyBCTBUTENBHOCTH K anuKcabaHy W/WIK JH000MY U3 BCIIOMOTaTEIbHbBIX
BEILIECTB, IEPEUYMCIIEHHBIX B paszzaeine 6.1,

—  AKTUBHOE KJIMHUYECKU 3HAYMMOE KPOBOTEUCHHE.

—  3a0onieBaHusl TE€YEHH, COIMPOBOXKIAIOIIMECS HAPYUICHUSIMH B CHUCTEME
CBEPTHIBAHUS KPOBM M KIMHUYECKH 3HAYUMBIM PHUCKOM  Pa3BUTHS
KPOBOTEUYEHHM.

—  3a0oneBaHWs WJIH COCTOSHHS, XapaKTePU3YIOIIHECS 3HAYUMBIM PHCKOM
00JBIIIOTO KPOBOTEUCHHUS: CYIIECTBYIOIIEE B HACTOAIIEE BPEMsI HJIM HEJaBHEE
o0OCTpeHHE SI3BEHHOM OOJIe3HH >KENyJI0YHO-KUIIEUHOTO TpaKTa; HaIuyue
37I0KQY€CTBEHHOTO HOBOOOPA30BaHUSI C BBICOKHMM PHUCKOM KpPOBOTCUCHWS,
HEJaBHEE TMOBPEXKJEHUE TOJOBHOIO WJIM CIMHHOTO MO3Ta; HEIAaBHO
NEPEHECEHHOE OINEpPaTUBHOE BMENIATEIHCTBO HA TOJIOBHOM WM CIIMHHOM
MO3re, a TAK)KE Ha OpraHe 3peHUs; HeJJaBHO MTEPEHECEHHBIN reMopparundecKuil

HHCYJIbT, YCTAHOBJIICHHOC HJIM ITOAO3PCBACMOC BAPUKO3HOC PACHIMPCHUC BCH
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BBIPKEHHbBIEC BHYTPUCIIMHAJIbHBIE I BHYTPUMO3TOBBIE U3MEHEHHUSI COCYIOB.

—  Hapymenue ¢QyHKIME TOYEK ¢ KIUPEHCOM KpeaTWHHWHA MeHee 15 mi/MuH, a
TaK)Ke MPUMEHEHHUE y MAIMEeHTOB, HAXOAAIIMXCS Ha UAIIU3E.

—  bepemennocts (cM. pazjgen 4.6.).

—  Ilepuox rpyaHoro BckapminBanus (cM. paszen 4.6.).

—  OJHOBpeMEHHOE NPUMEHEHUE C JIIOOBIMU JIPYTMMU aHTHUKOATyJISHTHBIMU
npernapaTamMi, — BKJIOYas — HeppakIMOHUpoBaHHBIM  remapun  (HOI),
HU3KOMOJIeKyJisipHble Tenapunbl (HMI') (sHOKcanapuH, gaiatenapuH u Aap.),
NpPOU3BOJIHBIE  remapuHa  ((oHIAMapuHyKC W JIp.), TepopajibHbIC
aHTHKOATyJISIHThl  (BapdapuH, puBapokcabaH, npaburarpan u Jp.), 3a
UCKJTIOYCHUEM TEX CUTYAIlMii, KOT/1a AI[MeHT MePEBOIUTCS Ha TEPAITHIO HIH C
Tepanuu anukcabanoM, Korja HepaKIMOHUPOBAHHBIN reNapyuH Ha3HAYaeTCs
B J103aX, HEOOXOAMMBIX I MOJACPKAHUS MPOXOAUMOCTH LEHTPAIBLHOTO
BEHO3HOTO WJIM apTePUANBHOTO KaTeTepa WM KOoraa HepaKIIMOHUPOBAHHBIHN
renapuH MPUMEHSETCS MPU KaTeTepHOW adnaruu GuOpUIUISIIUN MPeaCepaAnii

(cm. pasnensi 4.4.,4.5.).

4.4. Oco0ble yka3aHUS1 M1 MepbI IPEAOCTOPOKHOCTH NPU NPUMEHEHUH

Puck kpoBoTeueHuim

Kak u B ciyuyae Apyrux aHTUKOATyJSHTOB, MAIMEHTOB, MOMYYAIOMUX anmukcadaH,
HEOOXOMMO TIIATEIFHO HAOMIOAATh HA TPEIMET MPU3HAKOB KpoBOTeueHus. [lpu
COCTOSTHUSIX C BEICOKMM PHCKOM Pa3BUTHS KPOBOTECUCHHM IIperapaT peKOMEHyeTCs
IPUMEHSTH C OCTOPOKHOCTRIO. [[pnMeHenne anukcabana cieayeT mpeKpaTUuTh Ipu
Pa3BHUTHH TSKEIIOr0 KpoBoTeueHus (cM. paszaeinsi 4.8., 4.9.).

XoTs Tepanus anukcabaHOM HE TpeOyeT TOCTOSHHOTO MOHHTOPUHTA €ro
KOHIICGHTpAIlMd B KPOBHU, WHOTJIA MOXET OBITh I€J€CO00pa3HBIM TPOBEICHUE
KaTMOpOBAaHHOTO KOJUYECTBEHHOTO aHajim3a aHTH-Xa-()aKTOPHOW aKTHMBHOCTH B

TCX HCKIIOYHUTCIIbHBIX CIIydasaX, KOrJa JaHHBIC O BOSI[GﬁCTBHH anukcabana MOT'YT
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| (NOCNEOOBATENBHOC T 0013)
CHOCOOCTBOBATh  MPHUHATUIO  KIMHMHMECKUX  “PEITCHUIA, — HAIPAMEP — ~[pu

IePeI03UPOBKE U SKCTPEHHOM OIEpaTHBHOM BMeEIIATeIbCTBE (CM. pa3aen 5.2.).

BSaHMOHeﬁCTBHe C JAPYIruMH JICKAPCTBCHHBIMHU IIpCIIapaTaMM, BJIHUAIOINIKMMHU Ha

remMocTas

B CBs3M C BBICOKMM pPHUCKOM BO3HUKHOBEHHSI KPOBOTEUEHHUS OJHOBPEMEHHOE
OPUMEHEHHE C JIOOBIMU APYTMMH aHTUKOAryJSIHTAaMU TPOTHBONOKA3aHO (CM.
pasnen 4.9.).

OnHOBpeMEHHOE MPUMEHEHHE anukcabaHa ¢ aHTHArperaHTaMM IOBBIIIAET PUCK
KpoBoTedeHus (cM. pasznuen 4.5.).

Heobxoaumo cobmogaTh OCTOPOKHOCTh IPU  OJHOBPEMEHHOM IPUMEHEHUU
anukcabaHa ¢ CEJIEKTMBHBIMU MHTHOMTOpaMHU OOpaTHOTO 3axBaTa CEPOTOHHHA U
UHruOuTOopamMu  oOpaTHOro  3axBaTa  CEPOTOHMHA W HOpINMHHEDpHHA
(HOpaJpeHanMHa) WM HECTEPOUIHBIMU MPOTUBOBOCIAIUTEILHBIMU IpenapaTaMu
(HITBII), Bxitouas anetuicanuiuioByo kucioty (ACK).

[locne XuUpypru4yeckoro BMeEIIATEIbCTBA HE PEKOMEHIYETCS MPUMEHSTH
OJTHOBPEMEHHO C alMKCcabaHOM JIpyrue MHTUOUTOPHI arperaluu TpOMOOLUTOB (CM.
pasnen 4.5.).

B xnmHWYeckoM HCCeNnoBaHMM y TAIMEHTOB ¢ (uOpmuiAnmei mnpeacepauii ¢
ocTpbIM KopoHapHbiM cuHapoMoM (OKC) w/unmm mnepeHecmuX YpecKOKHOE
kopoHapHoe BMemarenbcTBO (UKB) ¢ 3ammaHupoBaHHBIM MEPUOJIOM JICUEHUS
uaruoutopom P2Y12 ¢ ACK wunu 6e3 Hee, ObUIO HM3Y4YEHO MPUMEHEHHUE
nepopaibHbIX AaHTUKOATYJSHTOB (amukcabaHa WJIM aHTaroHucra ButamuHa K —
ABK) B Teuenue 6 wmecsaueB. Puck OOJbIIMX KPOBOTEUEHUN MO KPUTEPUAM
MexayHapomHoro obmiectBa mo Tpom6o3y u remoctasy (International Society on
Thrombosis and Haemostasis — 1STH) win KIMHUYECKH 3HAYUMBIX HEOOJBIINX
kpoBoTeuennit (K3HB) Obinm cratucThueckw 3HAUYMMO HIDKE TPH MPUMEHEHUU
anukcabana (24,7% B ron) mo cpaBHenuto ¢ npumeHenueM ABK (35,8% B ron).
ConyrctBytoniee mnpumeHeHne ACK mMOBBIIATIO PUCK pPa3BUTUS  OOJIBIIHUX

kpoBoteueHnit o kputepusm ISTH unmu K3HB kpoBoteuenuii ¢ 21,0% B rog ao
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40,5% B TOJ 1PU T0OABICHUH aHTHKOATYISHTA ( A EROBATRIBRSE TR TepAIUU

uaruoutopom P2Y12. B yactHoctH, no6aienrne ACK moBBIIIAN0 pUCK pa3BUTHUS
oonbmmx nian K3HB kpoBoTeuenwuii y nanmeHToB, noayyaBiux anukcadban u ABK,
cooTBeTCcTBEHHO ¢ 16,4% 10 33,1% Brogu ¢ 26,1% B rox no 48,4% B rox.
OTMe4aloch CTaTHCTHYECKH 3HAYMMOE IOBBIIIEHHWE PHUCKA KPOBOTEYEHUH IpHU
OpUMEHEHUU TpoWHON Tepanuu anukcabanom, ACK wu xmommumorpenom B
KJIMHAYECKOM UCCJIEI0BAHUH Y MAIIUEHTOB C OCTPBIM KOPOHAPHBIM CUHJIPOMOM 0€3
GUOPWIIAIIMKY  TIPEICepANii ¢ BBICOKMM PHUCKOM TpoM0OO3a W HECKOJIBKUMU
COMYTCTBYIOIIMMH CEpPACYHBIMA M HECEPACUHbIMHU 3a0oJieBaHUsIMU. B apyrom
KJIMHWUYECKOM HMCCIIEIOBAHUH C y4aCTHEM MAIlMEHTOB ¢ PUOPUILISIIIUEH TpeacepInid
onHoBpeMeHHoe npuMmeHeHne ACK mpHBOIMIIO K IMOBBIIMICHUIO PUCKA pPa3BUTHUSA
OONBIIMX KPOBOTEUEHWH M Ha ¢oHEe mpuema anukcabaHa v Ha (oHE Mpuema
BappapruHa. B 3TOM KIMHHYECKOM HCCIIEOBAaHUM COYETAaHHAs TEpamnus JByMs
aHTUarperaHTaMu NPUMEHSUIACh PEIKO.

[IpuMeHEeHHuE TDOM6OJ'II/ITI/I‘{CCKI/IX CPCACTB A JCUYCHHUA OCTPOIO MIMEMHYCCKOTO

HHCYJIbTA

OnplT NOpUMEHEHUS TPOMOOJMTUYECKHX CPEACTB ISl JICUEHHUS] OCTPOTO
UIIEMUYECKOTO WMHCYJbTAa Yy TAIMEHTOB, TMOJMydYalonX anukcabaH, BechMa
OTPAHUYEH.

[TalMeHTHI ¢ MCKYCCTBEHHBIMM KJIallAaHAMM CEpLa

besomacHocth M 3¢ (EKTUBHOCTH MpemapaTa y MAalMEHTOB C HCKYCCTBEHHBIMU
KJanaHamMmu cepaua ¢ GuOpwsiuMed npeacepauid U 0e3 Hee He H3ydaliach.
[Ipumenenue anukcabana sl 3TON TPYIIIBI MAIIMEHTOB HE PEKOMEHYETCs.

XI/IDVDFI/I‘-IGCKI/IC W MHBA3KWBHBIC ITPOLICAYPbI

[Ipumenenue anukcabaHa cienyeT MPEeKpaTUTh HE MeHee yeM 3a 48 4JacoB 70
IUIAHOBOW ONEpanuy WIM WHBAa3HMBHOM NPOLEAYpPbl CO CPEIHUM WM BBICOKUM
puckoM KpoBoTeueHHs. Crola OTHOCSTCS BMEIIATEIbCTBA, IPU KOTOPBIX
BEPOSATHOCTh KJIMHUYECKH 3HAYMMOTO KPOBOTEUCHHS HE HCKIIOYEHA WIH IS

KOTOPBIX PUCK KPOBOTEUEHUS HETPUEMIIEM.
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(MOCNEOOBATENBHOGTE 0013
[Ipumenenue anukcabaHa cienyeT MpeKpaTUTh HE et LelbRP Ol 447 bif)

IUIAHOBOW ~ OMepaluu WIM MHBAa3UBHOM TPOLEAYypbl C HU3KUM PHUCKOM
KpoBoTeueHHs. Croga OTHOCATCS BMEIIATENbCTBA, MPU KOTOPBIX OKHUIAETCS
MUHUMAJIbHOE, HEKPUTHUYECKOE MO JIOKAJTM3AIMU WIH JIETKO KOHTPOJIHUPYEMOE
KPOBOTEYEHHE.

Ecnu onepauuio wid MHBa3HBHYIO MPOLEIYPY HEIb3sl OTKJIAJbIBATh, UX HY>KHO
IPOBOJUTh C HAAJEXKalle OCTOPOKHOCTHIO, YUMTHIBAs MOBBIIMICHHBIA PHUCK
KpoBoTedeHusi. CleayeT COOTHECTH PHCK KPOBOTEUEHHS U HEOOXOJUMOCTH
AKCTPEHHOTO BMemarenabcTBa. [lpu HeknananHoW GUOPWILIAUMU Tpecepanid
00BIYHO HE TpeOyeTcs MPUMEHEHHE «Teparuu MOCTa» B TeueHuu 24—48 4 mociie
OTMEHBI anukcabaHa nepes] XupyprudyeCKuMU BMEIIaTeIbCTBAMH.

[Tocne nHBa3MBHOM MPOLIEAYPhl WIIM XUPYPTUYECKOI0 BMELIATEIbCTBA IPUMEHEHUE
anukcabaHa cieayeT BO300HOBUTh KaK MOXHO CKOpee IMpHU YCIOBHH, YTO 3TO
JOIMYCKAeT KIMHUYECKasd CHUTyalus M YCTAHOBWJICA JOCTATOYHBIA TIe€MOCTa3
(uH(OpMarIKs 0 KapAUOBEPCHH IIPUBEICHA B pazjaeie 4.2.).

VY nammentoB ¢ QuOpwLIAIUE npeacepArii HET HEOOXOAMMOCTH MpeKpaliaTh
Teparuio anMkcadaHoM Iepe]] KaTeTepHOU adaluei.

BpemeHHoe npekpalieHue Tepanuu

[Ipekparmienne MpUMEHEHUSI aHTUKOATYJISTHTOB, BKJIOUas anmukca0aH 1Mo MPUYHUHE
aAKTUBHOTO KPOBOTEUEHHs, IJIAHOBOW OINEpaluyd WM WHBA3UBHOM MPOLETYpbI
YBEIUYHMBACT JIJIs MarMeHTa pUCK TpomOo3a. [lepephiBOB B JeYCHUHM CIEAyET
u30eraTh, 4, €CIU MO KaKoM-IMOO0 MpuurHe TpeOyeTcss BpeMEHHOE MpeKpalleHue
AHTUKOATYJISTHTHOM Tepamnuu anukcabaHoM, €€ ClelyeT BO30OHOBUTH KaK MOKHO
cKopee.

Jleyenue TpomM0O03a riryookux BeH u TOJIA

He pexomenayercsi 3amMeHSTh Tepanuio He(paKIMOHMPOBAHHBIM TE€MapUHOM Ha
anukcabaH B MEpPHOJ] MHUIMAIMHN Tepanuu manuueHToB ¢ TOJIA ¢ HecTaOuiIbHON

FCMOHHH&MHKOﬁ, BO3MOKHBIM ITPOBCACHUCM TpOM6OJII/IBI/Ica NN TpOM63KTOMI/II/I
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. (OCNEDD ENEHOCTL 0013
JISTOYHOM apTepHH, TaK Kak 0€30MacHOCTh U ’a(’p(’pgmnnm‘)jcn ANAKCAGAHA B AR HBIX

KIIMHUYCCKUX CUTYallHUsAX HC YCTAHOBJICHBI.

HaI_II/IeHTBI C OHKOJIOTHYECKMMH 3a00JIEBAHUSIMHU

D¢ dexTUBHOCTL U 0€30MacHOCTh anukcadbana npu geueHuu TIT'B, neuenus TOJIA
u npodunaktuke peruauBupyomux TI'B u TOJIA (n1BTD) y nanueHToB ¢ akTUBHO
IPOrPECCUPYIOLINM 3I0KaUYECTBEHHBIM HOBOOOpPA30BaHHUEM HE YCTAaHOBJICHBI.

[TalMeHTHI ¢ TOYEYHOM HEAOCTATOYHOCThIO

OrpaHn4eHHbIe KIIMHUYECKUE JaHHBIE MOKa3bIBAIOT, UTO Y MAlMEHTOB C TAXKEIBIM
HapylmieHueM  (QyHKIMM  modek  (KiaupeHc — KpeaTuHuHa  15-29 mi/MuH)
YBEJIMYMBAIOTCA KOHIICHTPAIIUU allMKcabaHa B MJIa3Me, YTO MOKET MOBBIIIATH PUCK
kpoBoteuenus. Jlng neuenus TI'B, neuenus TOJIA u npodunaktuku
peunnuBupytonmx TI'B u TOJIA (nBTD) anukcabaH y MalMeHTOB C TSKEIbIM
HapymeHneM (PyHKITMU ToueK (KIHpeHe kpeatnauHa 15-29 mur/MuH) (cM. pa3iess
4.2.,5.2.) cnegyer NIpUMEHSATh C OCTOPOKHOCTBIO.

Jlnst npodUIakTUKU MHCYJIbTA U CUCTEMHOM SMO0JIMY Yy TAIlUEHTOB C HEKJIAMaHHOU
¢ubpmusimueit  npencepamii  (HOII), manmueHTOB ¢  TSOKENBIM — HapyIICHHEM
byHKIMU To4eK (KIupeHc KpeaTuHuHa 15-29 Mul/MUH) ¥ TAIMEHTOB C YPOBHEM
CBIBOPOTOYHOTO KpeaTuHuHa > 1,5 mr/mi (133 MKMOJIB/1T) B cCOUeTaHUH C BO3PACTOM
> 80 net wim maccoit Tena < 60 kr go3a anukcabaHa J0JKHA OBITH CHIKEHA 0
2,5 Mr ABa pasa B CyTKH (cM. paznen 4.2.).

B cBsa3u ¢ OTCyTCTBHEM OMbITa KIMHUYECKOTO NpPHUMEHEHHs arnukcabaHa y
NAIMEHTOB C KJIMPEHCOM KpeaTWHHUHA <15 MI/MUH WM HaXOJAUIUXCS Ha TUAIN3e
npueM anukcabaHa B 3TOM IrpyIine MaiueHToB He peKOMeHayeTcs (CM. pazaensl 4.2.,
5.2.).

[1oXuJiple MaLMEHTHI

C BO3pacTOM PHUCK KPOBOTCUEHUS MOXKET MOBBIIIATHCS (CM. pa3zel 5.2.).
Taxke omHOBpeMeHHOEe TpuMeHeHne anukcabana u ACK y OXHWITBIX MalMeHTOB
TpeOyeT OCTOPOXXHOCTH BBHUIY IMOTCHIIMATBLHO 0OoJiee BBICOKOTO pHCKa

KpOBOTCUHCHUA.
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Macca tena

[Tpu manoii Macce Tena (<60 Kr) pUCK KPOBOTEUYCHHS MOXKET IMOBBIIIATHCS (CM.
paszzaen 5.2.).

[TaMEeHTEI ¢ TEYEHOYHOM HEAOCTATOYHOCThIO

Arnukca0aH MPOTHBONOKA3aH MAallMeHTaM ¢ 3a00JIeBaHUEM IE€UYEHH, CBA3AHHBIM C
KOaryJjonaTie u KJIMHUYECKH 3HAaYUMBIM PUCKOM DPa3BUTHS KPOBOTEUEHUS (CM.
pasnen 4.9.).

[IpenapaT He peKOMEHAyEeTCs] MPUHUMAThH MAlMEHTaM C TSKEJIBIM HapylICHHEM
dbyHKIMu ieyeHu (cM. pasuen 5.2.).

[Ipenapar cienyeT NPUMEHSTH C OCTOPOXKHOCTHIO Yy MAIIMEHTOB C HapyLIEHUEM
(GYHKIMM TeYeHU JIETKOM M cpeiHed creneHu TsbkecTd (ctagus A win B mo
knaccudukanuu Yainaa - [1e0) (cm. pasaensi 4.2., 5.2.).

[TarueHTH! ¢ TOBBIIIEHHBIMU YPOBHAMHU NeueHOUHbIX ¢pepmeHToB AJIT/ACT> 2 x
BepxHe# rpanuibl HopMbl (BI'H) wnu ob6mero Omnupy6una > 1,5 X BI'H Oblin
UCKJTIOYCHBl M3 KIMHWYECKUX HCCenoBaHuid. [loaToMy B JaHHOW TOMyJISIIIAA
anukcabaH ciaeIyeT IPUMEHSITh C OCTOPOKHOCTHIO (CM. pasaen 5.2.).

[lepen  HayajoM  MNpUMEHEHUsS  anWKkcabaHa  HEOOXOJAMMO  IMPOBEPHUTH
OMOXUMHUYECKUE TTOKa3aTeNd (PYHKITMH MICUCHHU.

Bi3aumonericteue ¢ uHrnouropamu nuroxpoma P450 u muarnounropamu P-gp

He pexkoMenayercs mnpuMeHeHUE anukcabaHa Yy NAUEHTOB, IOJYYaroUIuX
OJTHOBPEMEHHO CHCTEMHOE JIEYCHHE MOIIHBIMU HHTHOUTOpamMu H30(epMeHTa
CYP3A4 wu P-rnmukonpoTerMHa, TakKMMHM KaK aHTUMUKOTHUKH TpYMIIbl a30JI0B
(HampuMmep, KETOKOHA30J, HWTPAaKOHA30J], BOPUKOHA30] U I03aKOHA30J) U
MHTUOUTOPHI TpOTea3bl BUpyca mMMyHoaedunuTta denoBeka (BUY) (mampumep,
PUTOHABHP). DTU MpenapaTbl MOI'YT MOBBICUTH IKCIIO3ULUIO anlMKcabaHa B J1Ba pa3a
(cMm. pa3zen 4.5.) uiu Bblllie B IPUCYTCTBUU JOMOJHUTEIBHBIX (PAKTOPOB, KOTOPHIE
TaK)K€ YBETUYMBAIOT SKCIIO3UIMIO anmuKcabaHa (Hampumep, TSHKENoe HapylleHHe
(GYHKITUH TTOYEK).

Bizaumonericrteue ¢ uaaykropamu nzobepmenra CYP3A4 u P-gp
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nocn E%’.] BATENBHOCTG 001.3)
C~ MONIHLIMW __ UHIYKTOPAMU

|
OnHOBpeMEHHOE TNPUMEHEHHE  anukcabaHa

nzodepmenta CYP3A4 u unnykropamu P-gp (manpumep, pudammnunnt, GEeHUTONH,

kapOamasenuH, (GeHoOapOuTal M MpernapaTaMud 3BEpPO0O0S TPOIBIPSIBICHHOTO)

MO>KET TaK)K€ MPUBOJIUTH K CHUKEHUIO KOHIIEHTpAI[MU anrKcabaHa B IJIa3Me KpOBU

(mpumepHo Ha 50 %). B KIMHHUYECKOM HMCCIEAOBAHUU C YYaCTUEM IMAIIMEHTOB C

bubprIsIIMel mpeacepanii OTMeYaln CHIDKeHHE A(h(DEKTUBHOCTHU U TTOBBIIIICHHBIN

PUCK KPOBOTEUEHUH NpPH OJHOBPEMEHHOM MPUMEHEHHM amnukcadaHa M MOIIHBIX

uHaykTopoB uszopepmenta CYP3A4 u P-gp mo cpaBHEHHIO ¢ NPUMEHEHHEM

anukcabaHa B MOHOTEpAITUH.

Crenyromye peKOMEHIalMY TPUMEHUMBI K MTAIIMeHTaM, TIOTyYarolIiM CUCTEMHYTO

Tepanuio MOIIHbBIMU uHruouropamu uzopepmenta CYP3A4 u P-gp (cMm. paznen

4.5)):

—  C LeJbl0 NpOPUIAKTHKY BEHO3HOM TpoMOOAMOOIMM Yy NAIMeHTOB IOCTe
IUTAHOBOTO 3HJONPOTE3UPOBAHUS Ta300€APEHHOTO WM KOJIEHHOTO CyCTaBa,
NpO(QHUIAKTUKA HMHCYJIBTAa U CUCTEMHOW TPOMOO3MOOJIMHU MpPU HEKJIAMAHHOU
GbubpUIIAIIMY IpeACcepaInid, a Takke s npoduinaktuku perunauBoB TIT'B u
TOJIA, ankcabaH cieryeT NIPUMEHSITh C OCTOPOKHOCTBIO;

— g nedenuss TIT'B u TOJIA, anmukcabaH He cieayeT NPUMEHSTh, TaK Kak
3 PEKTUBHOCTH MOXKET OBITH CHUKEHA.

OnepaTuBHBIC BMEIIATEIBCTBA, CBSI3AHHBIC C TIEPSIOMOM IISHKH 66,[[])3

D¢ddexTuBHOCTh U 0E30MACHOCTH aMMKCa0aHa B KIMHUYECKUX HMCCICTOBAHUSAX Y
MAIMeHTOB TIOCIE ONEPAaTHBHOTO BMENIATEIHCTBA IO TMOBOJAY IEpeoMa IeHKH
Oempa He omnleHUBaIUCH. [I0ATOMY OH HE peKOMEHIYETCs IJIsl JAHHBIX MAIUeHTOB.

JlabopaTopHbIE ITapamMeTphl

BnusiHue Mexanu3ma JeicTBUS anmKkcadaHa Ha [T0Ka3aTeIl CBEPTHIBAEMOCTH KPOBU
(nanpumep, nporpomOunoBoe Bpems (I1B), MHO u akTuBUpOBaHHOE 4aCTUYHOE

TpombortactuHOBOE BpeMs (AUTB)) cooTBeTCTBOBAIO 0KHIaEMOMY .
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(NOCHEAOBATENRHOCT S 0013)
HaOnromaBmmecss M3MEHEHHUS ATHX NoKazaTelnen CREPThIRAEMOCTU “KPORU ~[IpU

IperoIaracMoi TeparneBTUYCCKOM 03¢ ObUTM HEBEJIMKHA U UMEITU CYIIIECTBEHHYIO
BapuabdeabHOCTh (CM. paszaern 5.1.).

BrinoJIHeHHE COUHAIBLHOM, STUAYPAIbHON aHECTE3UM WM MYHKIWM YV TTAlIMEHTOB,

MOJIYYAONINX anukcadaH

[Ipy BBIMOJIHEHWHM CHOUHAJIBHON WM  SOUAYPAIbHOM  aHecTe3uu  JIbo
JUArHOCTMYECKON MyHKIMHM JaHHBIX o00JlacTell y NAlUEHTOB, IOJyYaroluX
AHTUTPOMOOTHYECKHE CPEJICTBA C LIETbI0 MPO(PHUIAKTUKH TPOMOOIMOOTINH, UMEETCA
PUCK Ppa3BUTHS SOUAYPAIBHBIX WM CIHWHAJIBHBIX I'E€MaTOM, KOTOpBIE, B CBOIO
ouepellb MOTYT SIBJIATHCA IHMPUYMHOM CTOMKUMX WM HEOOPAaTUMBIX NapajIuyei.
JlaHHBIN pUCK MOXKET ele 0osiee BO3pacTarh MPH UCIOIb30BAaHUH YCTAHOBIEHHOTO
AIUAYPATBHOTO KaTeTepa B IIOCJIEONEPALlMOHHOM  IEpUOAEe WIM  IpHU
napajuieTbHOM NPUMEHEHUHM JAPYTUX JIEKAPCTBEHHBIX CPEJICTB, BIHUSIOUIMX Ha
reMocTa3. Y CTaHOBJICGHHBIE JMHIypajbHble WM cyOapaxHOHIaJIbHbIE KaTeTephl
JOJDKHBI OBITh yAaleHbl KaKk MMHMMYM 3a 5 4 10 BBEACHHS NEPBOH 03Bl
anukcabaHa. Puck Takyke MOXET BO3pacTaTh NMPU TPABMATUYHBIX WU MOBTOPHBIX
AOUAYPAIBHBIX WJIM CHUHAJIBHBIX HyHKUMsX. [lanMeHToB HEOOXOAMMO YacTo
MPOBEPATH HA MpPEIMET MPOSBICHUN U CUMITOMOB HEBPOJOTUYECKOTO JAePUIINTA
(HarpuMep, OHEMEHHE WU CcJaboCTh B HOTax, MUCQHYHKIMS KHUIICYHUKA WU
MOU€BOTO Iy3bIps). [Ipu 0OHapy’KeHUU HEBPOJIOTMYECKOTO OTKIOHEHUSI OT HOPMBI
HEOOXOIUMO  MPOBEIEHHWE  CPOYHOM  JuWarHocTuku W JjedeHus.  [o
HEHpOaKCUaJIbHOIO  BMEIATENbCTBA  Bpaudy  CIEAyeT  I[POAHAIU3UPOBATH
COOTHOIIIEHUE TOTEHIIMAILHON TMOJB3bl W PHCKA s TAI[MEHTOB, KOTOPHIC
NOJyyaloT AaHTHKOATyJISHTHYIO Tepanmui wWid OyAdyT Tojdy4yaTb ee A
npoduIIakTUKK TpOMOO3a.

Knunudeckuil onbIT mpuMeHEHUsl anukcabaHa y TMAIMEeHTOB C YCTaHOBJIECHHBIM
UHTpAaTEeKaJbHbIM WM OJNHIypajJbHBIM KaTeTepoM OTCYTCTBYyeT. B ciyudae
HEOOXOJMMOCTH JaHHOW CHUTyallud, OCHOBBIBAasACh Ha (PapMaKOKMHETUYECKUX

0COOEHHOCTSX amukcabaHa, cieayer coomonars untepBan B 20-30 9 (1. e. 2
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S (NOCNEOQBATENEHOCTE 0813)
nepuojaa IOJYBBIBECHUS) MEXIY MOCHeaHen Hrrpm?ﬁ%‘u 0300 anuKca0ada u

ylajJeHueM KareTepa, TakKuM 00pa3oM, KaKk MHUHHMYM OJHA J03a amnukKcabaHa
J0JDKHA OBITH MPOMYIIEHA 10 yaaieHus katetepa. Craeayromnyto 103y anukcabana
MOJKHO TIPUMEHSTh HE paHee YyeM depe3 5 yacoB Mociie W3BJIeUeHHs karerepa. Kak
U B CIOydae CO BCEMHU HOBBIMH aHTHUKOATYJSHTHBIMH JIEKAPCTBEHHBIMU
npernaparaMu, OMBIT NMPUMEHEHHUs anvkcabaHa TpHU HEWMpOoaKCHATIbHOW Oyokane
OTpPaHUYEH, U TIO3TOMY B TaKOW CHUTYallUW CJIEAYET COOIIOAATh MCKIIOUYUTEIEHYIO
OCTOPO>KHOCTb.

I1arueHTEI ¢ aHTI/IdJOCd)OJII/IHI/II[HBIM CHHIPOMOM

[Ipsimbie mepopanbHbie aHTHKOAryJsHTH (IIIIOAK), Bkimtouas anukcabaH, He
PEKOMEHIYIOTCS JUIi TNPUMEHEHUS Yy TMalWeHTOB C JUAarHOCTHPOBAHHBIM
aatudochommnuaabiM cuaapoMoM (ADPC) u TpoMO03amMu B aHaAMHE3€, OCOOCHHO
IpU HAJIWYUHU BCEX TPEX MOJOKUTENBHBIX TECTOB (Ha BBISIBICHHE BOJYAHOYHOTO
AHTUKOATYJISTHTA, AHTUTEJ MPOTHB KAPAWOJIUIIMHA W AHTUTEN NPOTUB Oera-2-
rinukonpotenHa I). ¥V stux nanuentoB npumenenue [IOAK moxxer nmpuBoIUTh K
MOBBIIICHUIO YaCTOTHl PELUIUBOB TPOMOOTHYECKHX SIBICHHI IO CPaBHEHUIO C
antaronucramMmu BuTamuHa K. DddexkTuBHOCT, U 0€30MacHOCTh amnukcadaHa y
nanueHToB ¢ ADPC He yCTaHOBJICHBI.

HHd)ODMaHI/IH O BCIIOMOTI'aTCJIbHBIX BCIIICCTBAX

[Ipenapar  AKCHOpEKC  COAEpKUT  JakTo3y. [lanmMeHTsl Cc  peaKumu
HACJICJICTBEHHBIMU HapPYILICHUSIMU, TAKUMH KaK HEMEPEHOCHUMOCTh TajaKTO3bl,
JaKTa3Has HeIOCTaTOYHOCTh Jlarma win rIIoKo30rajlakTo3Hasi MaibabcopOLus He
JOJKHBI TIPUHAMATH Tpernapar AKCHopekc (cM. pazaen 4.3.).

[Ipenapar AkcuOpekc comepXuT meHee | MMoib (23 mr) HaTpusi Ha TaOJIETKY

2,5 Mr, 5 Mr, TO €CTh, IO CYTH, HE COJICPKUT HATPHSI.

4.5. BzaumojeiicTBue ¢ APYrMMH JIEKAPCTBEHHBIMHU MNpenapaTaMu W JApyrue
BH/IbI B3aHMO/IeiICTBUSA

Binustnue apyrux npemnapaToB Ha d)aDMaKOKI/IHeTI/IKV anrKcabaHa
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Hneubumopul uzogpepmenma CYP3A4 u P—?ﬂum)'lqﬂl:o'f):ih-lp?j;'l"r:i: -

KomOunamus anukcabaHa ¢ keTtokoHazosnioMm (B go3e 400 mr, 1 pa3 B CyTKH),
ABJIAIOIIMMCS MOIIHBIM HMHruoutopoM kak uzodepmenta CYP3A4, tak u P-
TJIMKOMPOTENHA, MPUBOJIMIIA K TMOBBIIMICHUIO CPEIHEr0 3HAYEHHUs IUIOIMIAAU TOJ
kpuBol KoHneHTpausi-BpeMsi (AUC) anmkcabaHa B 2 pa3a ¥ CpeIHETO 3HAYCHHUS
MakcuMaabHOU KoHIeHTpaun (Cmax) — B 1,6 paza. He pekoMeHxyeTcst IpuMEHEHHE
npenapara AKCHOPEKC y TMalMEeHTOB, MOJYYalolUX OJAHOBPEMEHHO CHCTEMHOE
JedyeHue MouIHbIMU uHruouropamu uzopepmenta CYP3A4 u P-riukomnporenna,
TaKUMU KaK aHTUMUKOTUKM TpYMNNbl a30Ji0B (Hampumep, KETOKOHA30,
UTPaKOHA30JI, BOPUKOHA30J M I03aKOHA30J1) MU HHrHOUTOpHI mpoteassl BUY
(HarrpuMmep, putoHaBup) (cM. pazuen 4.4.).

[Ipemnapatbl, He OTHOCSIMECS K MOITHBIM HHrHOuTOpam uzodepmenta CYP3A4 u
P-rmukonporenHa  (Hampumep, JAWITHA3E€M, HAIPOKCEH,  KJIAPUTPOMMIIMH,
aMUOJIApOH, BeEpalaMujl, XUHUAWH), NO-BUAMMOMY, IPUBEIYT K IOBBIIICHUIO
KOHLIEHTpaIlMK anvKcabdaHa B IJIa3Me KpOBU B MeHblIeH cTenenu. Koppekius 10361
anukcabaHa MpU ero KOMOMHALIMM C JPYTUMH MpernaparaMmu, HE SBISIOLIUMUCS
MolHbIMU uHTHOUTOpaMu u3odpepmenta CYP3A4 wu P-rmmkompoTewHa, He
TpeOyeTtcs. Hanpumep, nunruazem (ymepeHHsiit unruoutop nuzopepmenta CYP3A4
U crabpiii uHrHOuTOp P-romkonporenna) B g1o3e 360 mr 1 pa3 B CyTKH, IPUBOAMI K
noBbIeHnI0 cpeanux 3HadyeHnid AUC anmkcabana B 1,4 pa3a u cpeHUX 3Ha4YCHUM
Cmax — B 1,3 pa3za. Hampokcen (siBisiercss uHTHOMTOpOM P-rimkornporenHa, HO He
nzodepmenta CYP3A4) npu npumeHeHuu B 03¢ S00 MT BBI3bIBaJ MOBBIIIIEHUE
cpeanux 3HadeHU AUC u Cpax anukcabana B 1,5 u 1,6 pa3za, COOTBETCTBEHHO.
Knaputpomuniua  (uHrubutop P-rawkomporenHa W MOIIHBIM ~ MUHTHOUTOP
nzodepmenta CYP3A4) B noze 500 Mr 2 paza B CyTKH NMPUBOJWI K MOBBIIMICHUIO
cpenuux 3HaueHU AUC n Cyax aniukcabana B 1,6 u 1,3 paza, COOTBETCTBEHHO.
HUnoyxkmopwi uzogpepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabaHa ¢ pudaMIuIMHOM (MOUTHBIM HMHAYKTOPOM H30(epMeHTa

CYP3A4 u P-rnukonpoTrenHa) NpuBOIUIO K CHUKEHUIO cpenHuX 3HaueHud AUC n
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COOTBETCTBYET 3

o1 (7.0

moc TENLHOET
Cmax amukcabaHa mnpuOiau3uTenbHo HA_54 % 4}"; Sl SR RERYE o

BUJIMMOMY, COYETaHWE anukcabaHa ¢ JAPYrUMH MOIIHBIMH HHIYKTOpaMu
mzopepmerntra CYP3A4 wu P-rimmkonmporemHa (B 4YacTHOCTH, (EHUTOMHOM,
KapOaMa3ernuHoM, henobapouTaIoM WIu npernapaTamu 3Bepo0os
MPOJBIPSBICHHOTO) MOXET Tak)Ke TMPUBOAUTh K CHIDKCHHIO KOHIICHTpAIlUW
anukcabana B Tua3me kpoBH (mpumepHo Ha 50 %). Koppekuuun n03b1 anukcabana
npyu ero KOMOMHHUPOBAaHUU CO CPEACTBAMHU JAHHOW TPyNIbl HE TpeOyeTcs mnpu
HAa3HAUYCHWH 10  TIOKa3aHWsM: TpodriakTuka  TpoMOOAIMOOIUH  TIOCIE
SHJONPOTE3UPOBAHUSL CYCTaBOB, MPOPUIAKTHKA MHCYJIBTOB M  CHCTEMHOMU
TPpOMOO03IMOOUY TP HEKJIanaHHOW (GUOPHILIALIMKU Npeacepaui u npoduiakTUKa
pEIUANBOB TPOMOO3a TIIyOOKHX BEH, TPOMOOIMOOIINHY JISTOYHON apTEePHH, OJTHAKO
KOMOMHUPOBaTh JaHHBIE CPEJCTBA CIEAYyeT C OCTOPOKHOCThIO. Bo Bpems
NpUMEHEHUsT I JiedeHus TpomOo3a riaybokux BeH u TOJIA coBmecTHOE
IpUMEHEHHE anukcabaHa U MOIIHBIX UHAYKTOpoB m3odpepmenta CYP3A4 u P-
TJIMKOMPOTENHA HE PEKOMEHIYETCs, TaK KaK Mpu 3TOM 3PHEKTUBHOCTh MOXKET OBITh
cHIbKeHa (cM. pazzuen 4.4.).

Anmurxoazynaumol, uneubumopwl acpezayuu mpomooyumos u HIIBIT

B cBs3M C BBICOKMM PHCKOM BO3HUKHOBEHHSI KPOBOTECUCHHUS OJHOBPEMEHHOE
MpPUMEHEHUE C JIOOBIMU JPYTUMH AHTUKOATyJSHTaMHU TPOTHBOIMOKA3aHO (CM.
pazzaen 4.3.). [locae coBMeCTHOro BBEACHUS PHOKcarapruHa (OJTHOKPATHO, B J103€
40 mr) u anukcabaHa (OJHOKPATHO, B J103€ S5 MT') OTMEUANICs aJAuTUBHBIN dDPeKT
JaHHBIX JICKAPCTBCHHBIX CPEACTB Ha aKTUBHOCTH (pakTopa cBepThiBaHusa Xa (FXa).
[Tpu3HakoB (bhapMaKOKHHETHYECKOTO WITH dapMakoIMHAMIYECKOTO
B3aMMOJICHCTBHS anurKcabaHa ¢ aleTUICATUIIMIOBOM KuciaoTon (B mo3e 325 mr, 1
pa3 B CYTKH) y 3J0pOBBIX JIOJed OTMeueHo He Onuto. KomMOumHHpoBaHME
anukcabaHa ¢ Kionuaorpenom (B mosze 75 Mr, 1 pa3 B CyTKH) WIM COYETaHHUEM
Kionuaorpena (75 Mr) u aneTUICATMIUIOBON KUCIOTHI (162 Mr, 1 pa3 B CyTKH) win
npacyrpens (60 mr ¢ mocnenyromieit mo3oit 10 mr oaun pa3 B neHb) B | (dase

KIIMHUYCCKOI'0  UCCICAOBAHMA HC IPUBOAUIIO K  YBCIMYCHHIO BpPCMCHU
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(MOCNEOCBATENEHOCT L 001.3)
KPOBOTEUEHUs WK 00Jiee BBIPAXKCHHOM) yrﬂeTel;lJﬁm-l?ﬁ%éT_ﬁﬂﬂ_ﬂ ”II:“p()'MﬁO'T[T/ITORI 1o

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

CPaBHEHHUIO C MPUMEHEHUEM 3THX AHTHArPEraHTOB B MOHOTepanuu. [loBwiieHue
noKa3aTesel CUCTeMbI CBEpThIBaHUS KpOBH (TpoTpoMOMHOBOTO BpeMenu, MHO u
AYTB) coorBeTcTBOBaIO AP hekTam anrkcadbaHa mpy IPUMEHEHUU B MOHOTEPAITHH.
VY mnaunuenToB ¢ HekiananHo ¢uOpusinuen npeacepauit (HOII) ¢ octpsim
kopoHapHbiM cuHIpoMoM (OKC) u/mim mepeHecmnuM YpecKoKHOE KOPOHAPHOE
BMmemarenscTtBo (UKB) tepanuio mpenapatom AKCHOPEKC MOXKHO Ha3HayaTh B
COUYCTAaHHH C aHTHArperanTamu (cM. pazuen 4.4.).

Hamnpokcen (500 mr), KOTOpBIN SBIISIETCS WHTUOMTOpOM P- riaumkompoTreuHa,
yBenuunBaeT cpeanue 3HaueHuss AUC u Cpa anukcabana B 1,5 u 1,6 paza
cooTBeTcTBeHHO. Ilpu mnpueme ammkcabaHa HAOIIOAATIOCH COOTBETCTBYIOIIEE
MOBBIIICHUE TOKa3aTeyneld CBepThiBaeMOCTH KpoBU. He Habmomanoch HHUKaKUX
U3MEHEHUH BIMSHUS HAPOKCEHA Ha arperanuio TPOMOOLUTOB, HHAYLUPOBAHHYIO
apaxuJI0HOBOM KHUCIOTOM, a TakKe HE OTMEUYEHO KIMHUYECKH 3HAYUMOTO
YBEJIUYCHHS JUIMTEIBHOCTH KPOBOTEUEHHUS! IOCJIE€ COBMECTHOIO MPUMEHEHUs
anukcabaHa M HampokceHa. HecMoTps Ha 3TH JaHHBIE, Y OTIENIbHBIX MAIlMEHTOB
MOKET HaOJItoAaThesi 0oJiee BBIPAXKEHHBIN (hapMaKOJMHAMUYECKUM OTBET IOCIE
COBMECTHOT'O IPUMEHEHUS antuKkcabaHa ¢ APyruMU aHTHarperanTaMu.

[Ipenapar AKCHOpEKC CleyeT C OCTOPOKXHOCTBIO NPUMEHATH OJHOBPEMEHHO C
HIIBII, ACK unu uaruoutopamu P2Y 12, Tak Kak 3TH JIeKapCTBEHHbIC MpenapaThl
0OBIYHO MOBBIIIAIOT PUCK KPOBOTEUEHUS.

He pexkoMeHayeTcsi OJHOBPEMEHHO MPUMEHSATH JIpyrue Ipenaparsl, JIEHCTBUE
KOTOPBIX MOKET OBITh CBSI3aHO C PA3BUTHUEM CEPHE3HBIX KPOBOTCUCHUM, TAKUX KaK:
TPOMOOJUTHYECKHE JIEKAPCTBEHHBIE CPEACTBA, AHTAarOHUCTBHI PELENTOPOB K
riukonpoTenHam [Ib/Illa, nunupunamorn, 1eKCTpaH U CyIbOUHIHUPA3OH.
Kombunuposanue c opyaumu nekapcmeeHHbiMU cpeocmeamu

He Obuto BBISBICHO KIMHUYECKHM 3HAUYUMOTO (DapMaKOKUHETUUYECKOTO WU
(bapMakOJMHAMUYECKOTO B3aMMOJICEUCTBUS anuKcabaHa C AaTeHOJIOJIOM WIU

damoruauHom. KomOunupoBanue anukcadana (B 03¢ 10 Mr) ¢ ateHo10510M (B 103€
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100 Mr) He mNPUBOAWIO K PaA3BUTHUIQ KN ORI SHAUTIMALC AN CHE

COOTBETCTBYET 3KCTIEPTHOMY OTUETY

napaMeTpoB (apMaKOKWHETHKH amukcabaHa, OIHAKO OHO COIMPOBOXKIAJIOCH
caumxenueM cpenaux 3HaueHUH AUC u Cpax anukcabana Ha 15 % u 18 %,
COOTBETCTBEHHO, II0 CpaBHEHUIO C pPEKUMOM MoOHOTepanuu. Ha3HaueHue
anmkcabana (B go3e 10 mr) ¢ pamotuauuom (B 103e 40 MT) HE OKa3bIBAJIO BIMSHUS
Ha 3HaueHus AUC wmm Cpax anukcabana.

Bausnue anmkcabaHa Ha dJaDMaKOKI/IHCTI/IKV APYTHUX JEKAPCTBCHHBIX CPEACTB

B uccnenoBanusx in vitro anukcabad He THTHOUPOBAT AKTUBHOCTH N30(DEpPMEHTOB
CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 uwmmu CYP3A4
(uaruoupyromias konmnentpanus (IC50) > 45 MxkMomb/11) U B TO ke BpeMs ci1abo
nomaBisul  akTUBHOCTH u3odepmenta CYP2C19 (IC50 > 20 wMxmousb/i) B
KOHLIEHTpAllMi, 3HAUYUTEIHbHO MPEBBIIIAIIEH MaKCUMAIbHYIO KOHIEHTPAIUIO
mpernapara B TuIa3Me KpPOBH TPU €r0 KIIMHWUYECKOM MPUMEHEHUHW. AMHMKcabdaH HE
apigercs uHAyKTOopoM u3zopepmentoB CYP1A2, CYP2B6, CYP3A4/5 B
KOHLIEHTpanusx 10 20 MKMOJIb/J. B CBSI3U € 3TUM 0KUAAETCS, YTO IPU COBMECTHOM
NPUMEHEHUU OH He OyJeT oOKa3blBaTh BIUSHHS Ha KIUPEHC IMPEnaparos,
MeTa0oIM3upyomuxcest dTuMu  u3opepmentamu. Kpome Toro, amukcabaH He
WHTHOMPYET B 3HAYUMOM CTETICHH aKTUBHOCTH P- TiKonpoTenHa.

B uccnenoBanusx y 310pOBBIX JOOPOBOJIBIIEB alliKcabaH HE U3MEHST B 3HAUMMOMN
cTeneHu papMaKOKMHETHKY IUTOKCHUHA, HAIIPOKCEHa WIIM aTEHOJIONA.

Jlueokcun

[Ipu omHOBpemMeHHOM TmipueMe amnukcabana (B mo3e 20 mr 1 pa3 B CyTkH) U
nurokcuHa (B mosze 0,25 mr 1 pa3 B CyTku), sBjsitoiierocsi cyocrpatom P-gp,
nokazatenu AUC win Cax JUTOKCUHA HE U3MEHSUTHCH. TakuM 00pa3om, anukcadaH
HE UHTHOUPYET TPAHCIIOPT cyOCcTpaToB P- rmukonpoTenHa.

Hanpoxkcen

OnHOBpeMEHHOE TIPUMEHEHHWE OJHOKpPATHBIX 103 amnukcabana (10wmr) wu
Harnpokcena (500 mr), mupoko npumensemoro HIIBII, He Biusio Ha nokazarenu

AUC u Cyax HapOKCeHa.
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COOTBETCTBYET 3KCTEPTHOMY OTYETY

ot 07.04_.2026 K= 7110

AmeHonon

OHOBpEMEHHOE MPUMEHEHHE OTHOKPATHOM /103bI anukcabana (10 Mr) u aTeHosoa
(100 mMr), mUpOKO TPUMEHSIEMOTo OeTa-aipeHoOIoKaTopa, HE H3MEHSJIO
(dhapMaKOKMHETHKY aTEHOJIONA.

Axmueuposannbii y2oio

[Ipuem akTUBUPOBAHHOTO YTIJIsl YMEHbIIACT ACUCTBHE anukcabana (cM. pasnen 4.9.).

4.6. ®epTUIBLHOCTH, 0€PEMEHHOCTH U JIAKTAIUS

bepeMeHHOCTE

JlaHHBIX O MpUMEHEHHWH anukcabaHa y OepeMEeHHBIX JKCHIIMH HeT. Bo Bpems
JTOKIIMHUYECKUX HUCCIICOBaHUN HE OOHApyXEHO TMPSIMBIX WIH KOCBEHHBIX
OTpHUIATENbHBIX 3(PPEKTOB B OTHOIIEHUH PENPOAYKTUBHOMN (hyHKIMH. [[pimeHeHne
anukcabaHa mpu 0EpeMEHHOCTH MPOTUBOMOKA3aHO.

JlakTanms

Her cBenmeHuii 0 BbIBEACHMM amuKkcadaHa WM €r0 METaOOIHMTOB C TPYIHBIM
MOJIOKOM Yy uenoBeka. COrlacHO HMMEIONIMMCS JaHHBIM HCCIIEJOBAaHUNA Ha
KUBOTHBIX amnuKcabOaH BBIIETSETCS B TPYIHOE MOJIOKO. B mccrienoBaHusx Ha
KpbICax KOHIICHTpAIUs MpernapaTa B TPYyJIHOM MOJIOKE Obljla BO MHOTO pa3 BHIIIE
TakoBO# B miiazMe KpoBH (Cmax puMepHo B 8 pa3 Boiie, AUC npumepno B 30 pas
BBIIIIE), YTO MOXKET CBUACTEIHCTBOBATH 00 aKTMBHOM TPAHCIOPTE Mperapara B
TPyAHOE  MOJOKO. PHCK  1ans mMmajgeHIeB, HaxOAUIMXCA HA  TPyJHOM
BCKapMJIMBaHUH, HE MOXET OBITh MCKIIOYeH. [Ipy HeoOX0oIMMOCTH MPUMEHEHHUS
npemnapaTa AKCHOPEKC CIeIyeT MPUHAThH pelieHne 00 OTMEHE mpuema mpernapara
WJIM TIPEKPaIleHNH TPYJIHOTO BCKAPMIITMBAHUSI.

DepTHILHOCTE

ArnnkcabaH He BIHMSII Ha (I)epTI/IJ'IBHOCTB B UCCJICAOBAHUAX HA ) XUBOTHBIX.

4.7. BiusiHue HA CMIOCOOHOCTH YNPABJIATH TPAHCIIOPTHHIMHU CPeICTBAMM U

padoTaTh ¢ MEXaHU3MaMHU
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. OBATEINBHOCTH O
HECYTITECTREHHOE ~RIIMSHU

'IGE! )

COOTBETCTBYET SKCNEPTHOMY OTUYETY

Ha

CITOCOOHOCTH YHPaBJIATh TPAHCIIOPTHBIMHA CPpEACTBAMHA U pa6OTaTI> C MCXaHHU3MaMH.

4.8. HekenaTelbHble peaKIuu

Pesrome mpoduiast 6e301macHOCTH

YacTeIMU HEXKEIaTSIbHBIMU peaKunsAMnu ObLIN KpPOBOTCUYCHHUC, KPOBOIIOATCK,

HOCOBO€ KpOBOTE€UEHHE M remaToma (cM. Mmpoduib MOOOYHBIX pEaKIM U HX

4acTOTY IO IMOKA3aHUSIM HUXKE).

Tabmmunoe PE3IOME HEXKEJIATCIILHBIX PEAKIIUM

[Tox yacToTOM MOOOYHBIX peakuii mMoOHUMaeTcs: yacto - > 1/100, <1/10, HeyacTo

- >1/1000, <1/100, peaxo - > 1/10000, <1/1000.

CucTeMHO-OpPraHHbIi KjIace IpodpuaakTuka IMpoduaa Jleuenne TI'B u
BTD y B3pociabix | K-THKa TIJIA U
NallMeHTOB TOCJe | MHCYJbTa npopuIaKTHKA
IIAHOBOI 0 u peunauBUPYIOLL
HIONPOTE3UPOBAH CHCTEMHO ux TI'B u TIOJIA
uf Ta300eIPpeHHOro | i (1BT9)
WU KOJICHHOT0 | 3M00JIMHu y
cycraBa (nBTJ) B3POCJIbIX
NAUMEeHTO
B ¢ HK®II
C OJHHMM
win 0oJiee
dakropam
U PpHuCKa
(HK®II)
Hapywenus co cmoponul cucmemst Kpogu u iumpamuyeckoli cucmemul
AHemus Yacto - -
TpomOGouuToneHus Heuwacro - -

Hapywenus co cmoponvl ummynHou cucmembl

['unep4yyBCTBUTENBHOCTD,

Penxo

Heuacto
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P —— OTCK " (pCREQOBATEREHOCTE 0013)
aHa(pUITaKCHs

Kox#nsrit 3y Heuacto Heuacto Heuacro*
Hapywenus co cmoponul nepsHoii cucmemul

Brytpuuepenssie - Heuacro Penko
KPOBOM3JIUSHUSA

Hapywenus co cmoponul opeana 3penus

KpoBomsnmusauus B  TkaHu | Peaxo Yacro Heuacro
TJIa3HOTO S0JI0Ka (B TOM YHCIIe

KPOBOU3JIUSHNE B

KOHBIOHKTHBY )

Hapywenus co cmopoHul cocy0og

KpoBoTteuenus, reMaToMbl Yacto Yacro Yacto
AprepuanbHass  runoreHsua | Hewacro - -
(BKJItOYAss TUIMOTEH3UI0  BO

BpEMS IIPOLIEAYPHI)

BayTtpubpromHoe - Heuacto -
KpOBOTEUYEHHE

Hapywenus co cmopoHul ObixamenvHotl cucmemsl, 0peano8 2pyOHOU KIemKU U Cpe0oCmeH sl

HocoBoe kpoBoTeueHue Heuacrto Yacro Yacto
KpoBoxapkanbe Penxo Heuacto Heuacto
KpoBorteuenue u3 | - Penko Penko
JIbIXaTeNbHBIX MyTel

Hapywenus co cmoponul sicenyodouno-kuuieuno2o mpaxkma

TomHoTa Yacto - -
Kenynouno-kuiieqHoe Heuacro Yacro Yacro
KpOBOTEUYECHHE

I'emoppounansHoe - Heuacro -
KpOBOTEUYEHHE, KPOBOTEUEHUE

B POTOBOM MOJIOCTH

Hanuuue Hen3sMeHeHHoN | Hewacto Heuacto Heuacto
KpOBH B Kaje

PexransbHoe  kpoBoreuenue, | Peako Yacro Yacro
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
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ey e e oy

A EOCOBATERERCCTE 0013

KpPOBOTCYCHHC U3 JCCCH

3a0proIMHHOE KPOBOTEUCHUE - Penxo -

Hapymeﬂuﬂ CO CMOpPOHbL ne4erHu u .?lC@JZU@@blGO()ﬂLL;MX nymeu

IloBrIienue AKTUBHOCTH Heuacto - -
TpaHCaMUHA3, MOBBILIEHUE
aKTUBHOCTH

acrnapraTaMHHOTpaHc(epasbl,

MOBBILIICHHE AKTUBHOCTHU
raMMariTyTaMUITPAHCICTITH/T

a3bl, MaTOJIOTUYECKHE
M3MEHEHUs (QYHKIHMOHAIBHBIX
npo0 TIeUeHHW, TOBHIIICHUE
AKTUBHOCTHU LIEJIOYHOU
docdarazs B KpOBH,
MOBBIIIEHUE  KOHIEHTpaluu

OmMpyOrHa B KPOBHU

Hapymele CO CMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHel

KoxxHas celnb - Heuacto -

Hapymeﬂuﬂ CO CMOpPOHbL CKeNemHO-MbIUEYHOU CUCMEMbl U COCOUHUMENbHOU MKAHU

MBI111€4HOE KPOBOU3IUSHUE Penxo - -

Hapywenus co cmoponul nouex u mouegvig00sauux nymei

I'emarypus Heuacrto Yacro Yacto

Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHBIX JHcee3

MexxMeHCTpyalibHbIE - Heuacto Heuacto
BarMHaJIbHbIE KPOBOTEUEHUS,
YpOreHUTAJIbHBIE

KPOBOTEUYECHUS

Obwue paccmpoticmea u HapyueHus 68 mecme 66€0eHUs.

KpoBoteuenue B MecTte | - Heuacto -

BBEJCHUS

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

[TonoxxuTenpHast peakuus npu | - Heuacto Heuacto

aHAIN3e Kajla Ha CKPBITYIO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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A EOCOBATERERCCTE 0013

KpOBb

Tpa@Mbl, UHMOKCUKayuu U OCJH0MHCHEHUA npouedyp

3akpbITas TpaBmMa Yacto Yacto Yacto
KpoBousnusauus n | Hewacro - -
KpOBOTEUYEHUS nocie

BBITIOJTHEHUS MHBA3UBHBIX

nporexyp (B TOM  4YHCIe
remaroma IMOCJI€ IpPOLENYPHI,
KpOBOTEUCHHE u3
MOCJCONEPAUOHHON  PaHBbI,
reMaroma B 00JIaCTU MyHKLIUU
cocyla U B MECTe YCTaHOBKHU
KaTerepa), HaJau4yue
OTIENSAEMOT0 u3 paHsbl,
KpPOBOMBIIMSHUE B 00JIaCTH
paspe3a (B TOM  4YHCIe
reMaroma B 00JacTH paspesa),
KpPOBOTEYCHHE BO  BpeMs
OTIepaTUBHOTO

BMEIIaTCIILCTBA

TpaBmarnueckoe - Heuacro Heuacro
KPOBOTEYECHHUE, KPOBOTCUCHHUE
ociie IIPOBEICHUS
IIPOLEYPBI, KPOBOU3IIUSHUE B

o0acTH pazpesa

*
HE OTMeYald CJy4aeB TIeHEepaJn30BaHHOIO KOXHOro 3yma B uccienoanun CV185057 (anmurenbHas

npodunaktuka BTD).

[Ipumenenue npenapata AKCHOPEKC MOXKET OBITh CBA3AHO C MOBBIIICHHBIM PHUCKOM
Pa3BUTHS KPOBOTEUEHUH (B TOM UHCIIE CKPBITHIX) U3 TI00OT0 OpraHa Wiv TKaHU, YTO
B CBOIO OYEpE/lb MOXKET MPUBOJUTH K PA3BUTHUIO MOCTTEMOPPATrMUECKON aHEMUU.
CuMITOMBI, MPHU3HAKA M TSHKECTh OYAYT BapbUpOBAThCS B 3aBUCUMOCTU OT

HNCTOYHHKA KPOBOTCUYCHHUA U CTCIICHU UJIM PACIIPOCTPAHCHHOCTH KPOBOTCUCHUS.

26



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 07.04 2026 N= 7110

%{” BATENEHOCTE 0013

QCIE
Coo011eHre 0 MOA03PEBAEMBIX HEXKEIATAIBHbIX ek

BaxHO coo0marh O TOJ03pEBAEMbIX HEXKEIATCIbHBIX PEaKIUsIX IOCHe
pEeTUCTpalliy TIperapaTa ¢ IeJbl0 00eCleYeHHs] HENPEPHIBHOTO MOHUTOPHHTA
COOTHOIIICHUSI  «IOJIb3a—PHCK» JIEKAPCTBEHHOTO Tpernapara. MeIuIuHCKIM
paboOTHHUKAM PEKOMEHIYETCSl COOOIIATh O JIFOOBIX MOA03PEBAEMBIX HEKEIATEILHBIX
peaKIusIX JICKapCTBEHHOTO IMpernapaTta 4yepe3 HaIMOHABHBIC CHCTEMBI COOOIICHHS
0 HEXKEJATEIbHBIX PEAKIMIX rOCyAapCTB—UICHOB EBpa3uiickoro 3KOHOMHUYECKOTO

COro3a.

Pecnybnuxa benapyco

VII «LlenTp 2KCniepTH3 U UCHBITAHUM B 3paBOOXpPaHEHNW» MuHucTepcTBa
3npaBooxpanenus Pecriyonuku benapych

Anpec: 220037, Munck, ToBapuilieckuii nep. 2a

Tenedon/dpakc otaena papmakonamzopa: +375 (17) 242 00 29

Anpec anekTpoHHOM mouThL: rceth@rceth.by

Caiit: http://www.rceth.by/

Poccutickas @eoepayus

denepanbpHas Ciy))0a Mo Haa30py B cepe 31paBoOXpaHEHUS
Anpec: 109012, Mocksa, CnaBsiHCcKas miomais, a. 4, ctp. 1.
Tenedon: +7 800 550 99 03

DnekrpoHHas mouta: pharm@roszdravnadzor.gov.ru

Caiit B uHPOPMAIMOHHO-TEICKOMMYHHMKAIMOHHOW  cetu  «lHTepHeT»:

https://roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBKka

CHUMITTOMBI
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(MOCNEOCBATENEHOCTE 0013
AHTHIIOT He m3BecTeH. [Ipu nepeno3upaBke RO”E')HCT-!QE PHCK _KpI:OBﬁTelfeﬁVWI"He

COOTBETCTBYET 3KCTIEPTHOMY OTUETY

OKUJAETCsl, YTO IPUMEHEHUE 'eMOINaIN3a pY NEPe03UpOBKe anukcabaHa Oy et
3¢ HEKTUBHOI MEPOH.

B pamkax KOHTpOJIMPYEMBIX KIIMHUYECKUX UCCIIEN0BAHUI allMKcabaH NpUHUMAIICA
IEPOPATLHO 3I0POBBIMU JOOPOBOJIbLIAMH B J103aX A0 50 Mr/CyTKH B Te€UeHUE OT 3
no 7 nHe# (25 mr, 2 pa3a B cyTKU, B TeueHue 7 nueit unu 50 mr, 1 pa3 B CyTKH, B
TE€YeHHE 3 JHEN); KIMHUYECKU 3HAUYUMBIX HEXKEJATEeNbHbIX 3()(PEKTOB NpU ITOM HE
OTMEYaJoCh.

Jleyenue

B cnyuyae nepeno3upoBKHM JTaHHOrO IMpenapara MOKHO PacCMOTPETh BOIPOC O
NPUMEHEHUN aKTHUBHUPOBaHHOTO yris. [Ipum BBeneHHMH 310pOBBIM J0OpPOBOJIbLIAM
aKTUBUPOBAHHOTO YIJIs yepe3 2 1 6 yacoB mocJe npuema anvkcadasa B 103e 20 wmr,
oAb noJ KpuBoi kKoHIeHTpausa-Bpems (AUC) ans anukcabana yMeHbIIANach
Ha 50 % u 27 % cootrBeTcTBEHHO (Cmax HE M3MeEH:I0CH). [leproa nosryBeIBEAEHUS

anukcabana ymenbmancs ¢ 13,4 no 5,3 u 4,9 yaca COOTBETCTBEHHO.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA

5.1. dapmakoaMHaAMHU4YeCKHe CBOICTBA

dapmakoTepaneBTUyecKas TpyMIa: aHTUTpoMOOTHUecKue cpenctsa. IIpsimbie
UHTUOUTOPHI (pakTOpa Xa.

Koxg ATX: BO1AF02

Mexauusm nencTBus

AnukcabaH npeacTaBiasieT co00M MOIIHBIM MpsiMoit mHruouTOp FXa, odparumo u
CEJICKTHBHO OJIOKHPYIOIIMM aKTUBHBIN 1IeHTp (hepmenTa. [Ipenapar npeanaznauex
JUIs  NEpPOpPaJIbHOTO MNpUMEHeHus. [ peanusanuu  aHTUTPOMOOTHYECKOU
aKTUBHOCTH amnukcabaHa He TpeOyercs Hanuuus antutpomOuna IIl. Anmkcaban
UHTUOUpPYyeT CBOOOAHBIN U cBsA3aHHbIN FXa, a Takske akTUBHOCTh TPOTPOMOMHA3BI.
AnukcabaH HE OKa3blBa€T HEMOCPEICTBEHHOTO IMPSIMOTO BIUSHUS Ha arperaluro

TPOMOOITUTOB, HO OIOCPEAOBAHHO WMHTUOUPYET arperamuid TPOMOOIUTOB,
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(NOCNEAOBATENEHOCTE 0013
WHIYIIUPOBAHHYIO TpPOMOMHOM. 3a CHET nnluﬁaﬁ-lpﬁ'%aﬁhﬂ —AKTURHEOCTH FXa

COOTBETCTBYET 3KCMEPTHOMY OTUYETY

anukcabaH mpeAoTBpaliaeT oopazoBaHue TPOMOMHA U TPOMOOB.

dapmakouHaMuyeckue 3 exTol

B pesynbrare nopasiieHus FXa HM3MEHSIOTCS 3HAYEHHs I10KA3aTENIEW CHUCTEMBI
CBEpTHIBaHUSI KpPOBHU: YJIMHSETCS MPOTPOMOMHOBOE BpEMs, AaKTHBHUPOBAHHOE
gactuyHoe TpomOomactTuHoBoe BpeMmsi (AUTB) u mpoucxoauT yBenudeHue
MEXIyHapOAHOro Hopmanu3zoBaHHOro otHoweHus (MHO). M3meneHus »Tux
IIOKa3aTejJed Ipd NPUMEHEHHM IIpernapara B  TEpPaleBTUYECKOW  J103€
HE3HAYUTEbHBI U B OOJIBIION CTeneHr BapuadenbHbl. [loaToMy ncnonp3oBanue ux
C LEIbl0 OLEHKM (apMakOoJUHAMUYECKONW AaKTUBHOCTH amukcabaHa He
pexomeHyeTcs. B Tecte reHepanuu TpoMOMHA anmuKcabOaH CHUXKaJl 3HIOTEHHBIN
TPOMOMHOBBIN MOTEHIMAN — [T0Ka3aTelb 00pa30BaHus TPOMOMHA B IJIa3Me KPOBU
yenoBeka. MIHrubupoBanue anvkcabaHoMm akTUBHOCTH FXa go0ka3aHo ¢ moMoIbio
XPOMOTEHHOTO TeCTa C MCIoJib30BaHueM renapuHa Rotachrom. U3menenue antu-
FXa akTtuBHOCTM MpsAMO MNPONOPLUUOHAIBHO IIOBBIIIEHUIO KOHIICHTPALUU
anukcabaHa B IJIa3Me€ KPOBH, IPU 3TOM MAaKCHMAaJIbHblE€ 3HAYEHUS aKTHBHOCTHU
HAOJIIOJAIOTCS MPU JOCTHKEHUM MAaKCHUMAJbHOM KOHIIEHTpAlMu anukcabaHa B
mia3Me KpoBH. JIMHEWHas 3aBUCUMOCTb MEXAy KOHIIEHTpauued u aHTh-FXa
aKTUBHOCTBHIO  amukcabaHa  PETUCTpUPYETCSs B IIMPOKOM  JMAara3oHe
TEpaleBTUYECKUX JA03 npenaparta. lM3meHeHnsa aHtu-FXa axkTMBHOCTM mpH
U3MEHEHUU J103bl U KOHIEHTpaluu anukcabaHa Oosee BbIpaKEHbl U MEHEE
BapuaOeIbHbI, YEM [TOKA3aTEIN CBEPThIBAHUS KPOBHU.

Knmanueckas 2dbdekTHBHOCTH U 0€30I1aCHOCThD

B Tabnune 1 mokasansl npeanonaraeMble paBHOBECHBIE KOHIIEHTPAIUHU U aHTH-FXa
AKTUBHOCTb IIpU INPUMEHEHUM amnukcadaHa IO KaXJOMy M3 IOKa3aHUH. Y
NAIMEHTOB, MOJYYAOIIUX anukcabaH TMOcie IUIAHOBOTO JHIAOMPOTE3MPOBAHUSA
Ta300€IPEHHOTO WJU KOJEHHOTO CyCTaBa, OTHOIICHHE MAaKCUMAJIbHOTO U
MUHUMAaJIBHOTO YPOBHsI aHTU-FXa akTUBHOCTH B MHTEPBAJIE MEXKIY IPUEMOM J103

npernapaTa He mpeBbimaet 1,6. Y nanueHToB, MOIy4aronmx anukcadaH mo mOBOAY
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
T 07.04 2026 M= _'I'I"

DR TEOBATENBHOC T 6 [
npo(UIaKTUKA HMHCYJIbTA U CHCTEMHOQIA TT)OM OAMBOR Hpu KII

(V)

1KY
HAAHOU

GuOpmUIsIIUK  TIpecepanii, JaHHOE OTHOILIEHHE CcOCTaBisieT Menee 1,7, a y
NAIMEHTOB, OJYYaIOIUX alMKcadaH Mo MOBOAY JIeYeHUs TPOMO03a riIyOOKUX BEH

U IPO(PUIIAKTUKY PELIUAUBOB TPOMOO30B IITyOOKHX BEH — MeHee 2,2.

Ta6muma 1. IlpeamosiaraemMble paBHOBeCcHble KOHIeEeHTpaumuu (Hr/mu) m anTH-FXa

akTuBHOCTh (IU/M01)

Anukcadan Anukcadan Anti-Xa Anti-Xa
Cmax Cmin AKTHBHOCTh AKTHBHOCTbH
anukcadaHa Anukcabana
Max Min

Menuana [5th, 95th [lepcenTris |

[Ipopumnaktuka  BEHO3HOH  TpPOMOOOMOOIMM Yy  MAIMEHTOB  IOCIE  IUIAHOBOTO
SHJIONIPOTE3NPOBAHUS Ta300€APEHHOTO MM KOJIEHHOTO CyCTaBa

25Mr 2pasa B 77 [41, 146] 51 [23, 109] 13[0.67,24]  0.84[0.37, 1.8]

JICHb

[IpodpunakTuka MHCYJIBTOB U CHUCTEMHOM TpoMOO3MOOIMM y TAlMEHTOB C (HuOpmIIAImen
npeacepaui

25mr 2 pasa B 123[69,221] 79 [34, 162] 1.8 1.0, 3.3] 1.2[0.51, 2.4]

JIEHB™
5mMr 2 paza B 171[91, 321] 103 [41, 230] 2.6 [1.4,4.8] 1.5[0.61, 3.4]

IIEHb

Jleuenue TpoM60IMOOTIHN

25Mr 2 pasa B 67 [30, 153] 32[11, 90] 1.1[0.47,2.4]  051[0.17, 1.4]
JIeHb
S5mr 2 pasa B 132[59,302]  63[22,177] 2.1[0.93,4.8]  1.0[0.35,2.8]
JICHb

10mr 2 pasa B 251[111,572] 120 [41, 335] 4.0[1.8,9.1] 1.9 [0.65, 5.3]

IIEHb

* KoppekTrpoBka 0361 COTTIACHO KPUTEPUSIM CHIDKEHUS 10361 B uccineqoBanun ARISTOTLE.
Ha (I)OHC TCpannuu almMKcabaHOM HeE TpC6yCTCH IIPOBCACHUA PYTHUHHOI'O

MOHHUTOPHHIA €ro aHTHUKOAryJIAIIHOHHOTO 3(1)(1)CKT3, OAHAKO BBIIIOJIHCHHC
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COOTBETCTBYET 3KCMEPTHOMY OTUYETY

ot 07.04_.2026 K= 7110
\TENLHOCTE

(NQCTENDBATE] 5 0013)
KaJIMOPOBAHHOIO KOJIMYECTBEHHOrO Teora adTu-FXa R e Qe Lo OMR e

MOJIE3HBIM B CHUTYyalUsX, Korja WHGOpMalus O HaJIMYMU anukcabaHa B KpPOBU
MOJKET OBITh MOJe3Ha A MPUHATUS pPELIEHUS O MPOJODKEHMH Tepamnuu. B
cpaBHEHUU c Bap(hapruHOM Ha (hoHE MPUMEHEHHUS anuKcabaHa OTMEYaeTCs] MEHbIIIEe

YUCII0 KPOBOTEYEHUH, BKIIKOYAsl BHY TPUUEPEITHOE KPOBOU3IIUSHHUE.

5.2. ®apMaKkOKHHeTH4YeCKHe CBOMCTBA

AOGcopOuus

AOcomoTHast OMOAOCTYTHOCTH anukcadbana nocturaet 50% rpu ero NpUMEHEHU! B
no3ax jo 10 mr. AnukcabaH OBICTPO BCAaChIBACTCS W3 >KEIYAOYHO-KHUIIIEUHOTO
TpakTa, MakcuMmaibHasi ero KoHieHTpauus (Cmax) AOCTUraeTcs B TeueHue 3—4 4
nocJie nepopajgbHoro npuema. [IpueM nuim He OKa3bIBAET BIMSHUS HA 3HAYEHUS
nokaszarenen miomanu noj KpuBod «koHUeHTpauus-BpeMs» (AUC) wmn Cpax
anukcabana. @apMakOKMHETHKA anukcabana st 103 10 10 Mr uMmeeT JTMHEHHBIN
xapaktep. [Ipu npueme anvkcabana B 103ax BBIIIE 25 M OTMEYAETCSl OTPAaHUYECHUE
BCACBIBaHUS TIpemapara, 4To COMPOBOXKIAACTCS CHUKEHUEM €ro OMOJIOCTYITHOCTH.
[TokazaTenu metabonu3Ma anukcabaHa XapaKTepU3yIOTCsl HU3KOM MM yMEPEHHOU
MEX- U BHYTPUUHIUBUIyATbHOU BapraOeIbHOCTHIO (COOTBETCTBYIOMINE 3HAYCHUS
koa¢¢unmenta Bapuanuu coctabisitior ~20 % u ~30 %, coorBercTBeHHO). [locne
nepopalibHOTO Mpuema anukcadana B 103e 10 Mr B Bujie 2 U3MeNIbYEHHBIX Ta0JETOK
1o 5 Mr, pa3BesieHHbIX B 30 MT BOJIbI, 9KCIIO3UIIUS MTpenapaTa Oblia COmocTaBUuMa ¢
TaKOBOMW MOCJE MEePOPaTbHOTO MpHemMa 2 LEeNbIX Ta0JIeTOK anukcabaHa mo 5 Mr.
[Tocne mepopanbHOro npuema anvkcadbana B 03¢ 10 Mr B Bujie 2 U3MEIbYEHHBIX
tabsnetrok mo 5 mr ¢ 30 r s6mounoro mope 3HadeHUst Cmax 1 AUC Obutr Ha 21 % u
16 % cOOTBETCTBEHHO HUXE, YEM MOCIE Mpuema 2 1elibix Tabnetok mo 5 mr. [locre
BBEJICHHS Y€pe3 HA30TaCTPAIbHBINA 30H7 M3MEIbYCHHOW TaOJeTKH amukcabaHa B
no3e 5 mr, pasBeaeHHod B 60 mMr 5 % BogHOro pactBopa nekctpo3bl (5/B),

OKCITIO3UIIHUA anukca0aHa Oblj1a COIMOCTaBUMa C TaKOBOﬁ, Ha6moz[aBmeﬁc;1 B ApYIrux
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iMOCNEDOBATE] OCTE 0013
KIIMHAYECKHUX HUCCICAOBAHUAX C ydacTHEM c:,n,opogr;w ',-lrm%pﬁh(m‘nnlén 0Ty aUBIIIX

OJIHOKPATHYIO 7103y anukcabaHa 5 Mr BHYTpb B BHJI€ TaOJIETKH.

Pacnpenenenue

CBs3p amukcabaHa ¢ OenkaMu IUIa3Mbl  KPOBH — YEJIOBEKA  COCTaBIISIET
npubau3uTensHo 87 %, 0obeM pacnpeaeneHus (Vss) — npubmuzutensHo 21 1.

BI/IOTDaHCd)ODMaHI/Iﬂ H 3JIMMHWHAILIUA

[TpubnusutenbHo 25 % mNpUHATON J03bI BBIBOJUTCS B BHJIE METa0OJUTOB.
OCHOBHOW MyTh BBIBEICHUSI — uepe3 KuieuHuK. [louednas sxckpenus anukcabaHa
COCTaBJISIET MPUOAN3UTEIBHO 27 % OT ero 0011ero KiIupeHca.

OOmuit KIMpeHC anukcabaHa COCTABISET NPUONM3UTENbHO 3,3 J1/4, mepuon
nosryBbiBenieHus (T1/2) — okomno 12 4. O-meMeTunupoBaHe U THIPOKCHUINPOBAHNE
N0  3-OKCOMUIEPUAUHUIOBOMY  OCTaTKy SIBJIIFOTCS OCHOBHBIMH  ITyTSMHU
onoTtpanchopmau anukcabaHa. AnmkcabaH IPEUMYIIECTBEHHO
MeTtabonmsupyetcsi ¢ ydactuem uzopepmenta CYP3A4/5, B MeHbIIel CTETICHH —
uzodepmentoB CYPIA2, 2C8, 2C9, 2C19 u 2J2. HeusMeHeHHBIN anukcabaH
SIBJISICTCS OCHOBHBIM BEIIIECTBOM, IMPKYJIUPYIOIMIMM B TUTa3Me KPOBH YEJIOBEKa,
AKTUBHBIC [IUPKYJIUPYIOIIKE B KPOBOTOKE METa0O0JIUTHI OTCYTCTBYIOT. Kpome Toro,
anukcabaH SBISETCS CyOCTpaTOM TpPaHCIOPTHBIX OenkoB, P-rimkomporenHa u
Oenka pe3uCTEHTHOCTH paka MosiouHoM kemne3bl (BCRP).

(DaDMaKOKI/IHCTI/I‘ICCKaH-d)aDMaKOI[I/IHaMI/I‘{eCKa}I 3aBUCHUMOCTD

Iloueunas nedocmamounocms

Hapymienne QyHKIMM TO4eK HE OKa3blBae€T BIUSHUS HAa MaKCUMAaJbHYIO
KOHLIEHTpaluio anukcabaHa. OgHaKo OTMEYaioCh MOBBIIIEHWE KOHIICHTPALUU
anukcabaHa, KOPPEIMPOBABIIEE CO CTENEHbIO CHUXKEHHS (YHKUHUU TIOYEK,
OIICHUBABIIEHCSA IO 3HAYEHUAM KIMPEHCAa KpeaTMHWHA. Y JHUI[ C HapylleHUEM
GYHKIMM MOYeK Jerkod (KiaupeHc KpeaTMHuHA — oT 51 Mr/muH no 80 mr/mun),
cpenneit (knupeHc kpeatuauHa — oT 30 Mr/MuH 70 50 MI/MHH) U TSKEIOU CTETICHU
(kmupeHc KpeaTuHUHA — OT 15 Mr/muH 10 29 Mr/muH), 3Hadyenus AUC anukcabaHa

B IUIa3Me KpoBH Bo3pactanu Ha 16 %, 29% wu 44 %, COOTBETCTBEHHO, IO
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COOTBETCTBYET 3KCTIEPTHOMY OTUYETY

T 07 .04 2026 M

CPaBHEHMIO C JIMI[AMH, UMEBIIUMHU HOPM
[Ipu 3TOM HapyuieHue (QyHKIUMU MOYEK HE OKa3bIBaJO OYEBUIAHOTO BIMSHUS Ha
B3aMMOCBA3b MEX/y KOHIIEHTpalMel arnkcadaHa B Tuia3Me KpOBU U ero aHTu-FXa
aKTUBHOCTHIO. VccnenoBanus anukcabaHa y MalMeHTOB C KIMPEHCOM KpeaTUHUHA
MeHee 15 MIr/MuH WM HaXOASIIUXCS Ha TUAIN3€ HE TPOBOAMIIUCE.

Ileuenounas neoocmamoynocmo

HccnenoBanus amukcabaHa TMpU  TOKEIONW TEUYEHOYHOM HEJOCTaTOYHOCTU U
aKTUBHOM MATOJIOTUM TenaToOMIMapHOM cucTeMbl He mpoBoawiuck. He Obuio
BBISIBICHO  3HAYUMBIX  M3MEHEHUH  mapaMmeTpoB  (apMaKOKMHETUKH U
dbapMakoqUHAMUKK TPU OJHOKPATHOM IMIpUEME anukcabaHa B /103 S Mr Yy
MAIMEHTOB C I[I€YEHOYHOM HEIOCTATOYHOCTBIO JIETKOM W CPEAHEH CTEICHU
BhIpakeHHOCTH (Kiaccel A u B mo knaccudukanun Yaunga-I1st0, COOTBETCTBEHHO)
0 CPABHEHHIO CO 3JI0POBBIMHU J0OpoBoJbliaMu. M3MeHeHust aHTH-FXa akTuBHOCTH
1 MHO y nanmeHToB ¢ N€4eHOYHOM HEAOCTATOYHOCTBIO JIETKOU U CPEAHEN CTENEHN
TSKECTHU U 3[I0POBBIX TOOPOBOJIBLIEB OBLIIM COMOCTABUMBI.

Jluya noorcunozo éozpacma

VY nanueHToB MOXKUJIOTO Bo3pacTta (cTapiie 65 JeT) oTMeUYaauch 00Jiee BBHICOKHE
3HAYCHUs] KOHIIGHTpAIlMM Ipenapara B IIa3Me KPOBH, 4eM Yy OoJiee MOJIOJbIX
nanueHToB: cpeanee 3HaueHne AUC Obuto mpubim3uTenbHo Ha 32 % BHIIIIE.

Tlon

OKcno3uius anukcadaHa y KeHIIMH Obliia Ha 18 % Bblle, 4eM y My >KUHH.

Paca u smuuueckoe npoucxoorcoenue

Pe3ynbTaThl, Moay4yeHHbIE B paMKax uccienoBanui [ ¢asbl, CBUIETENBCTBYIOT 00
OTCYTCTBUM 3HAUUMBIX pa3NIuyuil (papMakOKMHETUKH amukcadaHa Mexay
IIPEICTABUTEIISIMUA €BPOIIEOUTHOW, MOHT'OJIOUTHON U HETPOUIHOU pac. Pe3ynbrarsl
aHaIM30B (apMaKOKMHETHKHU B PA3IMYHBIX MOIYJISIUSAX, BHITOJHEHHBIX B paMKax
IpOorpaMMbl KIIMHUYECKUX HCCIEAOBAHUN anukcabaHa, BKIIOYABIIKX MAllMEHTOB,

NOJYYaBIIUX alMKcadaH MOCje TUIAHOBOTO SHIOIPOTE3UPOBAHUS Ta300€IPEHHOTO
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(OCNENOBATENEHC
WIN KOJICHHOTO CyCTaBa, B IIEJIOM COOTRETICTRYIOT plqs%nﬁamm UCe

dasbl.

Macca mena

VY marueHToB ¢ Maccoi Tena 6ojiee 120 Kr KOHIIEHTpalus anukcabaHa B IjIa3Me
KpoBH ObLa puOan3uTenbHo Ha 30 % HuKe, 4eM y MalueHTOB ¢ MAacCcoi Tejia OT
65 kr 10 85 Kr; y ManueHToB ¢ Maccoil Tema meHee 50 KT JaHHBIA MOKa3aTeh ObLI
npubamsuTensHo Ha 30 % Bolle.

3asucumocms napamempos papmMaKoOKuHemuKy u papmaxoOuHamMuKu
3aBUCUMOCTh MEXIy mnapamerpaMu (apMaKOKUHETHUKA U (papMaKoJWHAMUKH (B
ToM uucie antu-FXa akrusHoctu, MHO, npotpom6unoBoro Bpemenu, AUTB)
anukcabaHa ¥ ero KOHIICHTpAIMEH B TIa3Me KPOBHU Oblla W3ydeHa JUIs ITUPOKOTO
nuara3oHa j03 npemnapara (ot 0,5 mr g0 50 mMr). beuto mokaszaHo, 4TO 3aBUCUMOCTh
MEX1y KOHIIEHTpaiueil anukcabaHa u akTuBHOCThIO FXa Hammyummm oOpasom
ONUCHIBAETCSI C MCIIOJIb30BAHUEM JIMHEHHON MOJIeNd. 3aBUCUMOCTh MapaMeTpOB
dbapMakoKUHETUKH ¢ (apMakOJAMHAMUKHK anuKcabaHa, OLCHUBABIIASCA ¥
MAIMEeHTOB, TIOJyYaBIINX anukcadaH B kKinHu4yeckux uccienoBanusx Il u 1 dazsi,

COOTBETCTBOBAJIAa TAKOBOM Y 3/IOPOBBIX JTOOPOBOJIBIICR.

6. ®APMAIEBTUYECKHUE CBOWCTBA
6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB

AKCHOpPEKC Ta0JIETKH, MOKPHITHIE JIEHOYHOU 000JIOUKOM, 2.5 MT

Mannuron

[{emnr0103a MUKPOKPUCTAIIINYECKAS

Hatpus naypuncynbdat

Kpockapmennosa Hatpus

Marnus creapar

IInenounas obonouxa — 2comogoe nienounoe nokpvimue «Onaopaui 11 scenmuolii»:
['unpomenosa 2910

Turana quokcun (E171)
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JIaKkTO3BI MOHOIuapar

Makporoa MW 3350
Tpuanetun
Kpacurens xene3a okeun xkentoiil (E 172)

AKCHOpPEKC Ta0JIETKH, MOKPHITHIE JIEHOYHOM 000JI0OYKOM, 5 M

Mannuron

[{emnro103a MUKPOKPUCTAIIINYECKAS
Hatpus naypuncynbdat

Kpockapmennosa HaTpust

Marnus creapar

IInenounas obonouka — 2omogoe nieHounoe nokpvimue «Onaopati 11 po3ogwiii»:
['unpomerosa 2910

Turana quokcuyn (E171)

JlakT03BI MOHOTHIPAT

Makporoa MW 3350

Tpuanetun

Kpacurens sxene3a okcun kpacHsiil (E 172)
Kpacutens xene3a okcup xentoiit (E 172)

Kpacurens xene3a okcua uepnbiii (E 172)

6.2. HecoBMeCTHUMOCTH

He mpumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs1)

3 roja.

6.4. OcoObie Mepbl NMPETOCTOPOKHOCTH PH XPAHEHUHU

XpaHuTh pu TeMneparype He Bbiiie 25 °C.
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-II;,.:I.':] BATENEHOCTE 0013)

6.5. Xapaxkrep u coaep:kaHue NMepBUYHOM ym«llugl:;ic
Jlo3upoBka 2,5 mr:

ITo 10 nnu 20 TabneTok B KOHTYPHYIO SIMEUKOBYIO yIAaKOBKY (OmucTep) u3 goasru
amomuHueBor  mieHKkH [IBX/TIBJIX.

[To 2 unu 6 6muctepos no 10 TabneTok, unu o 1 unm 3 Gaucrepa no 20 TabiaeTok
BMECTE C JIUCTKOM-BKJIA]IBIIIEM TOMEIIAIOT B KAPTOHHYIO MAUKy.

Jlo3upoBka 5 mr:

[To 10 TaGneTok B KOHTYpHYIO SUYEHKOBYIO YMAaKOBKYy (Onucrep) U3 (Qojabru
amomuHueBor  mieHKkH [IBX/TIBJIX.

[To 2 wnmu 6 GIUCTEpOB BMECTE C JIMCTKOM-BKJIAIBIIIEM MOMEMIAI0T B KAPTOHHYIO

HauKy.

6.6. OcoOble Mepbl NPEAOCTOPOKHOCTH NMPU YHHUYTOKEHUH HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara Wid 0TX0A0B, IOJYYeHHBIX MOCJIe MPUMEHEHUSs!
JIEKAPCTBEHHOT'0 Npenapara u Apyrue MaHUMyJISIHHU C PenapaTom

OcoObie TpeOOBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA
[Tonbma

®apmaneptuueckuii 3apoj «[ IOJIbOAPMA» AO

yi. [lenpnmunbcka, 19

83—-200 Craporapa I'nanbcku

Tenedon: +48 58 5631600

@axkc: +48 58 5622353

Anpec snekTponHoit moutsr: phv@polpharma.com

7.1. TlpeacTaBuTeJIb AepKATENS PErHCTPAIUOHHOTO YI0CTOBEPEHUSA

[IpereH3un HOTDC6PITCJICﬁ HampaBJIATH 110 aAPECY.

Pecny6nmka benapychb
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00O «Axkpuxun buYaii»

7-409, yn. bextepena, 220026 MuHck
Tenedon/dakc: +375 17 368 59 98

AJpec aneKTpoHHOM TouThl: sergei.levyj@akrikhin.by

Poccus

Ak1noHepHoe 0011ecTBO «XuMuko-papmaneptuaeckuit komouHat « AKPUXIH»
(AO «AKPUXWH»)

142450, MockoBckas o0acTh, T.0. boropoackuit, r. Ctapas Kymasna, yi. Kupoga,
.29

Tenedon/dakc: +7 (495) 702-95-03

Anpec snektponnoit moutsl: info@akrikhin.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUASA

9. JATA TNEPBUYHOI PErUCTPALIMU (IIOJATBEPKIEHUS
PETMCTPALMM, IEPEPETUCTPALIAN)

JlaTa repBoi perucrpauuu:

10. JATA NEPECMOTPA TEKCTA

OOmiasi xapakTEepPUCTHKA JICKAPCTBEHHOTO IMpernapara AKCHOPEKC TOCTyIHAa Ha

MHPOPMAllMOHHOM  nopTane  EBpa3umiickOro  SKOHOMHUYECKOTO  COK03a B

UH(POPMAIIMOHHO-KOMMYHHKAIIMOHHOM cetn « HTepHEe™ http://eec.eaeunion.org/.
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	6.6. Особые меры предосторожности при уничтожении использованного лекарственного препарата или отходов, полученных после применения лекарственного препарата и другие манипуляции с препаратом

