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OBILIAS XAPAKTEPHCTHUKA JIEKAPCTBEAHOT OTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

AnnkcabaH, 2,5 Mr, Ta0JIETKH, TOKPHITIC TUICHOYHOH 000JI0UKOH.

AnwukcabaH, 5 Mr, TaOJIETKH, MTOKPHITHIC TJICHOYHON 000JI0YKOH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1OIIIEeE BEIIECTBO: alTMKca0aH.

Anukcabad, 2.5 Mr, Ta0JeTKH, DOKPBITHIE [JIEHOYHOM 000JI0YKOI

Kaxxnast Tabierka, mOKpbITasi TNIEHOYHON 000JI0YKOH, COAEPKUT 2,5 MT annkcabaHa.

BcnomorarennsHble BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUUTBIBATH B COCTABEC JICKAPCTBCHHOTIO

npemnapara: Jakto3a (cm. paszaen 4.4).

Anukcabad, 5 Mr, TaOJIETKH, HOKPHITHIE IJICHOYHOM 000J104YKOI

Kaxxnast Tabnerka, MOKpbITasi INIEHOYHOM 000JI0UKOM, COAEPAKUT 5 MI' antukcadaHa.

BcnomorarennHble BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUUTBIBATH B COCTABEC JICKAPCTBCHHOTIO

npemnapara: Jakto3a (cm. paszaen 4.4).

[TonHbIN IEpevYeHb BCIOMOTATEIBHBIX BEILIECTB MPUBEJIECH B paseie 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.

Kpyribie qBOSIKOBBINTYKIIbIE TaOJIETKU, MOKPBITHIE MJIEHOUYHON 000JI0UKON OT O€I0ro 10 MOYTH

Oenoro uBeta. Ha pas3pese 4apo Ta0JETKH OT O€IIoro A0 ITOYTH Oenoro OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

[Tpenapat AnukcabaH MokazaH K IPUMEHEHUIO y B3pOCIBIX B Bo3pacTe oT 18 jer.

IIpopunaktuka  BEHO3HOM  TpPoMOOAMOOIMM Yy  HAIMEHTOB  IOCIE  IUIAHOBOIO
9HJIONPOTE3UPOBAHUS Ta300€JPEHHOrO WM KOJIEHHOTO CYCTaBa.

[Ipodunaktuka HHCYIBTA M CHUCTEMHOW TPOMOOSMOOIMHM Yy B3pOCIBIX MAIlMEHTOB C
HeKJIanaHHoW (GuopusUIALHen mpecepInii, UMEIOINX ONH UM HECKOJIBKO (PaKTOPOB pUCKa
(TakuXx, KaKk MHCYJIbT WIM TPaH3UTOPHAs UIIEMHUYECKasl aTaka B aHaMHe3€, BO3pacT 75 JeT U
cTapilie, apTeprajibHasi TUIIEPTeH3Hs, CaXapHbIi [uadeT, CONPOBOXKIAIOIIASACS CUMIITOMAMHU
XpOHHMYECKas CepjaedyHas HeI0CTaTOYHOCTh ((pyHKIMOHanbHbIM kimacc Il u Bhlme mo

kinaccudukanun Hero-Mopkckoil kapauonornyeckoit acconnanuu (NYHA)). Hckmouenue
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HCKYCCTBCHHBIMHU KJIallaHaMU CCpaLa.
o Jledenue Tpombo3a TIyOOKHMX BEeH, TpoMOodIMOommu nerounoi aprepuu (TDJIA), a Takxke

npouIakTUKa PeUUuaAUBOB TpoMOo3a riryookux BeH u TOJIA.

4.2. Pe:xuM 103UPOBAHNSI U CIIOCO0 NMPUMEHEHUs

PexxuM J103upoBaHus

1. V nayuenmoe nocre nnanogozo snoonpomesuposanusi mazod0eo0penHoo Uiu KOAEHHO20
cycmasa

ITo 2,5 mr aBa pasa B cyTkH (IIEepBBIi IpueM yepe3 12-24 4 mocie onepaTuBHOTO BMEIIATEIbCTBA).
[Tpu npuUHATHUN pelIeHHs O BPEMEHM Hayajla TepallM BpauaM CJIEAYyeT IPHUHITh BO BHUMaHUE
NOTEHIMAJBHBI  MOJMOXKHUTENbHBI A((EeKT OT paHHEH AaHTUKOAryJasSHTHOH Tepanmuu B
npopUIaKTUKE BEHO3HOH TpoMOOIMOOJIMM HapaBHE C PUCKOM Pa3BUTHs MOCTONEPALIHIOHHOTIO
KPOBOTEUCHMsI. Y MALMEHTOB, IMEPEHECIIUX 3HIONPOTE3UPOBAHUE Ta300€IPEHHOr0 CYCTaBa,
peKoMeHiyeMas JUIMTENbHOCTh Tepanuu cocTaisieT oT 32 10 38 nHeil, KOJIeHHOTo cycTaBa - OT
10 no 14 nuei.

2. YV nayuenmos ¢ pubpunnsiyueti npedcepoutl

ITo 5 mMr 1Ba pa3a B CyTKH. Y NAIMEHTOB ¢ GUOpMIUIALMEN peacepauil 03y mpenapara CHUKAIOT
0 2,5 Mr JBa pa3za B CyTKM NpPU HaJIMYMM COYETAaHUs JBYX WIM Ooyiee U3 CIEAYIOLIMX
XapakTepucTukK - Bo3pact 80 jeT u crapiie, mMacca Tena 60 Kr ¥ MEHee WM KOHIICHTPaILUs
KpeaTMHHHA B Iuia3Me KpoBu > 1,5 mr/mn (133 mxmonb/n). Tepanuio ciieyeT MpoaoIKaTh
JUIUTEIILHOE BpEMSL.

3. Jleuenue mpombo3za enyboxux een, TOJIA

ITo 10 mr nBa pasa B CyTKHM B T€4eHUE 7 AHEH, 3aTeM 5 Mr 2 pasa B cyTKu. [IpogomkurensHOCTh
JICUEHUsl ONpeNeNsieTcss UHAMBUYaIbHO C YYETOM COOTHOIICHUS OXHUJAAEMOM MOJB3bl U PUCKA
BO3HUKHOBEHUS KIIMHUYECKU 3HAUMMBIX KpOBOTeUeHUi. Perienue o 1imMrenbHOCTH Tepanuu (Kak
MUHMMYM 3 Mecsla) JIOJDKHO OCHOBBIBaTbCS Ha OLEHKE HAJIMYUS M 00paTUMOCTH (HaKTOpOB,
npeapacroiaralouMx K peUuJUBUPOBAaHHIO (T. €. MPEeALIECTBYIOIIEE XHUPYypruueckoe
BMEUIATEIbCTBO, TPAaBMa, MEPUOJ UMMOOWIM3ALMK U T. J.), @ TaKKe MPOSIBICHUNH TpomOO3a
riyookux BeH w/umn TOJIA.

4. I[Ipoghunakmura peyuousos mpombo3a 2nyboxux eex, TAJIA

I[To 2,5 mr nBa pa3a B CyTKH IOCJIe, KAK MUHUMYM, 6 MecsLEB JIeYeHHs] TpOoMO03a rI1yOOKHX BEH
i TOJIA anukcabaHoM B J103€ 5 Mr JBa pa3a B CYTKU WIH JPYTUM aHTUKOATYJISTHTOM, Kak

yka3aHo B Tabnuue 1.



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 13.05.2025 N2 12070

(NOCNEQCBATENEHOCTE 0002)

Tabmauma 1
Jo3upoBku MaxkcumanbHas
CyTOuHas J03a
Jleuenne Tpombo3a rimyookux | 10 Mr gBa pasa B CYTKH B 20 mr
BeH, TOJIA TEUEHHE NEPBBIX 7 THEU
[anee 5 mr 1Ba pa3a B CyTKH 10 mMr
[Ipodunaktuka perUAMBOB | 2,5 MI JBa pa3a B CYyTKH 5 wMr

TpoMOO3a TIIyOOKMX  BEH,
TOJIA 1nocne 6 Mecsues
JIeYCHUsT TpoMOO3a IiIyOOKHX

BeH wiu TOJIA

OOMIyro JUTUTEIILHOCTD TEPAITUY CIIETyeT IOAOMPATh MHIMBHIYAIHHO TIOCIIE TIATEILHON OICHKU
COOTHOIIIEHHS TOJIb3bI OT MPUEMa MperapaTa i PUcKa pa3BUTHS KPOBOTEUCHHs (CM. paszen 4.4).

Ipexpawenue mepanuu

[Ipu BpemMeHHOM ImiepepbhlBE B JICUEHUM IpernaparoM (CiaydyalHOM WM HpPeJHAMEPEHHOM)
BO3pacTaeT puck TpomOo3a. IlanuenTsl JOKHBI ObITh IPOUHCTPYKTUPOBAHBI O HEOOXOAUMOCTH
u30eraTh epepbIBOB B JICYEHUH ITpenapaTtoM. [Ipu BpeMeHHOM MpeKpalieHuy aHTUKOAryJISHTHON

TEpanuu 10 JIOOBIM MPUYMHAM OHA JO0JKHA OBITH BO30OHOBJIEHA KaK MOYKHO CKOpEe.

Ilepexoo ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[TepeBonl ¢ mapeHTepaJbHBIX AHTUKOATYISIHTOB Ha Ipenapar AnukcabaH ¥ Ha000pOT MOXKHO
IPOBOAMTH B MOMEHT CIIEAYIOLIEro 3alllIaHMPOBAHHOTO MpHEMa OTMEHSEMOro mpernapara (Ipu
ATOM OuepeiHas 1032 OTMEHSIEMOro IpenapaTa He IPUHUMAETCS).

Ilepexoo c unu na sapghapun unu opyeue anmazonucmot sumamuna K (ABK)

[TepeBon manueHToB ¢ Tepanuu BaphapuHoMm win JpyrumMu ABK Ha Tepanmio mpenapaTom
ArnukcabaH cieayeT MpOBOAUTh NPU 3HAUYEHUU MEXIYHApOJHOIO HOPMAaIM30BaHHOIO
orHomienuss (MHO) y nmanumenTa Huxke 2,0. Ilpu nepeBosie manMeHTOB ¢ Tepanuu IpernapaToM
Anukcaban Ha BapdapuH niam apyrue ABK cienyer mpopomkaTh Tepamuio IpernapaTtom
Arnukcaban B TeueHue 48 4 nocie npuema nepBoit 103s1 Bapdapuna wium apyrux ABK. Uepes 48
4 cienyeT nmpokoHTposaupoBate MHO mepen mpueMom crenyromieid 10361 penapaTta AnmukcadaH.
CoBMmecTHbIi TpueM Bapdapuna (unu jgpyroro ABK) u mpemapata AmnwukcalOaH cremyer
npogokars 1o poctwxkenus MHO > 2,0. Ilpu noctwkennn MHO > 2,0 npuem npenapara

Annkca0aH crefyeT NpeKpaTUTh.
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Oco0ble T'pYHOIBI MAITMEHTOB

Tayuenmur nosxcunozo eo3pacma

Koppekimin 1103pI mpenapata y MalMEHTOB IOXKHJIOrO BO3pacTa He Tpedyercss (MCKITFOUeHHUE

COCTaBIISIIOT MALMEHTHI, YKa3aHHBIE B pazene 4.2 - npruMeHeHue Npyu GUOPWIUIALMN MIPEACepauii).

Tayuenmvi ¢ napyuenuem yHkyuu nouex

Jlns man@eHToB ¢ HapylieHHeM (QYHKIMU TIOYEK JITKOW WM CPEOHEH CTeleHH NPUMEHHMBI

CIIeTYIOIIIE PEKOMEHIAINN:

e He TpeOyeTcss KOPpeKIMU J03bl MPHU NMPUMEHEHHH amnukcabaHa Ui Mpo(uiIakTHKA TpomOo3a
[TyOOKHX BEH Yy MalMeHTOB IOCNIE IUIAHOBOTO SHIIOMPOTE3UPOBAHUS Ta300€IPEHHOTO WU
KOJICHHOT'O CYCTaBa, JUIsl JIeueHus! TpomMO03a NTyOoKuX BeH, Juis jteueHus TOJIA u npodunaktuku
peLMaIuBOB TpoM0O03a riyookux BeH, TOJIA (cMm. paznen 5.2);

® [pH NPUMEHEHWH anuKcabaHa y TMAlMEeHTOB ¢ (UOPWLIAIMEH Mpencepauii M KOHICHTPAIUEeH
kpeatuauHa > 1,5 mr/mr (133 MKMOITB/IT) B TIa3Me KPOBH, B COYETaHHH C Bo3pacToM > 80 j1eT mim
Maccoi Tena < 60 kr TpeOyeTcsi CHUKEHUE JI03bl IIpenapaTa, Kak onucaHo Boie. [Ipu orcyrerBun
COOTBETCTBUS APYTUM KPUTEPHSM ISl CHIKEHUS J03bI (BO3PACT, Macca Telia) KOPPEKIMY Tepariu
He Tpebyercs (cM. paszen 5.2).

VY nanMeHToB ¢ HapymieHueM (DYHKIUH IMOYEeK TSHKEIOW CTEreHr (¢ KIMPEHCOM KpearuHuHa 15-29

MI/MUH) IPIMEHUMBI CIIETYIOIIE peKOMeHamu (cM. pasaeisl 4.4, 5.2):

e anmkcabaH cleAyeT MPUMEHATh C OCTOPOXKHOCTBIO T PO(MIIaKTUKK TPoMO03a TTyOOKHX BEH Y
MAIEHTOB TTOCIIE TUIAHOBOTO SHIOMPOTE3NPOBAHKS Ta300€IPEHHOTO MITH KOJIEHHOTO CYCTaBa, JJIst
neyeHust TpoMOo3a TIyOoKHxX BeH, s jedeHus TOJIA u mpodunakTika peruaIuBoB Tpom0Oo3a
rmyookux BeH, TOJIA;

® Y MaIMEHTOB ¢ (PUOPMILISIIIMEN TIpeACep/IHii ClIeAyeT MPUMEHSTH 03y arrKcadaHa 2,5 Mr J1Ba paza
B CYTKHU.

Her naHHBIX 0 MPUMEHEHNHN anuKkcabaHa y MAIMeHTOB ¢ KIIMPEHCOM KpeaTHHUHA < 15 Mr/mMuH, a

TaKkKe y TAIMCHTOB, HAXOJANIMXCS HA Juanu3e. B CBsI3W ¢ OTUM NPUMEHCHHE Ipernapara

AnukcabaH y TakKuX MAIlMEHTOB MPOTHBOMOKa3aHo (CM. paszensl 4.4, 5.2).

Tayuenmsi ¢ Hapywenuem QyuKyuu neveHu

[Ipemapar AmnukcabaH MPOTHBOINOKA3aH Yy IMAllMEHTOB C  3a00JICBaHUSIMH  TICYCHU,

COIPOBOKIAFOIIMMHUCS HAPYIICHUSIMHU B CHCTEME CBEPTHIBAHUSA KPOBU U KJIMHUYCCKH 3HAYUMBIM

PUCKOM pa3BUTHUsI KpoBoTeueHui (cM. pasnen 4.3). IlpumeHeHue mpemnapara y MalMEHTOB C

TSKETION TEYEHOYHOM HEeJOCTaTOYHOCTBhIO MpoTHBOMOKa3zaHo (cMm. pasnen 4.3). Cuenyer

coOJTI0aTh OCTOPOKHOCTH TPU TPHEME Ipemnapara AmNWkcadaH TalUeHTaAMH C TMEYCHOIHOU

HEJI0OCTAaTOYHOCTHIO JIETKOW M CpeHel cTeneHu TshkecTu (kimacca A wiu B mo kmaccudukanum

Yaitna-I1p10), Ipu 3TOM KOppeKLUH 1036l He TpeOyeTcs (cM. pazaensl 4.4, 5.2). U3 KimHUYeCKuX

4
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MEYCHOYHBIX (GepMeHTOB amaHmHamuHoTpanchepassl (AJIT)/acnapraramuHOoTpaHCchepassl
(ACT) B nBa pasa Beiiie BepxHel rpanuibl Hopmbl (BI'H) nim obiero 6unupyouHa B mojiaropa u
6onee pa3 Beimie BI'H. B cBsi3u ¢ 3TuM cielyer ¢ OCTOPOKHOCTBIO NMPUMEHATh AlMKCaOaH y
MAaIMEeHTOB 3TOM Tpynmsl (cM. pasznenst 4.4, 5.2). Ciaenyer oneHUTh (PYHKITUIO MIEUYCHH JI0 Havaia
TEpanuy npenaparom Anukcabdas.

Macca mena

Koppekiuu 10361 B 3aBUCMMOCTH OT MaccChl Tela MalueHTta He TpelOyercs (MCKIOYeHue
COCTaBJIAIOT MALIUEHTHI, YKa3aHHbIE B pa3jien 4.2 - npuMeHeHue npu GuOpMIISLIUY Ipeacepauit).
Ilon

Koppekmuu 10361 penapara B 3aBUCUMOCTH OT T10J1a MAlMeHTa He TpeOyeTcsl.

Paca u smnuueckoe npoucxodrcoenue

Koppekuuu 103b1 npemapara B 3aBUCUMOCTH OT pPachl WM 3THUYECKOTO HPOMCXOXKAECHUS
nayeHTa He Tpedyercs.

Kapouosepcus

[TaumenTsl ¢ GuOpHLIILMEH TpeAcepaui, KOTOPbIM TpedyeTcs IMpOBEIEHHE KapIUOBEPCHH,
MOTYT HayaTh WM IPOAOJDKUTH IPUMEHEHHE IpenapaTa AnukcadaH.

[TaruenTam, He MPOXOAMBIIUM JIEYEHHE aHTUKOATyJIIHTaMU, II€pe/] IPOBEIEHUEM KapIMOBEPCUU
HE00X0IMMO Ha3HAYHTh, IO KpalHeH Mepe, 5 103 mpenaparta AnukcadaH 1Mo 5 MT J1Ba pas3a B CyTKH
(o 2,5 Mr 1Ba pa3a B CyTKHU JJIs TALIUEHTOB, KOTOPHIM TPeOYeTCsl YMEHbILIEHHE JJ03bI (CM. ITYHKT
2 mnonpaznena «Pexum nosupoBaHMs» pasgena  4.2)) Ul JOCTH)KEHUS  a/leKBaTHOM
aHTHKoaryasiuuu. B cinydae ecnu npoBeneHue KapauoBepcuu TpeOyeTcs 10 Ha3HauyeHus S5 /103
npenapata AnukcabaH, HEOOXOAMMO NPUHATH HAarpy30uHyr 103y B 10 Mr c mocieayroumm
IpueMoM 5 Mr JBa pa3a B CyTkH. CieayeT yMEHbUIMTb HArpy304HyK 103y A0 5 ML C
MOCJIEAYIOIUM IPUEMOM 2,5 MT [1Ba pa3a B CYTKH, €CJIM MAUEHT MOAXOAMT MO KaTETOPHIO IS
CHI)KEHHMS J103bl (CM. yHKT 2 noapasnena «Pexum nozupoBanus» paszaena 4.2). Heooxoaumo
NPUHSTH Harpy304HYIO 103y, [0 KpaiiHel Mepe, 3a 2 yaca J10 IpoBeAeHUs kapauosepeun. [lepen
IPOBEIEHUEM KapIMOBEPCHH HEOOXOIUMO MOJIYYUTh MOJTBEPXKACHUE O HaJUIeXkKalleM MpHeMe
npenapata Anukcabas. [lpu npuHATHM peleHus 0 Ha3HaYeHUU U POJOKUTENIEHOCTH JICUEHUS
HE00XO0IMMO ONUPATHCS HA YCTAaHOBJIEHHbIE pEKOMEHAAIMH IO TPUMEHEHHUIO aHTUKOATyJITHTOB Y
MAIMEHTOB, KOTOPBIM TpeOyeTcs MPOBeACHNE KapIMOBEPCUH.

[lepen mpoBeneHHeM KapAMOBEPCHU HEOOXOIMMO IOJIYYUTh MOJATBEPXKIEHHE O HaJJIeXalleM
npueme npenapata Anukcabas. [Ipu npUHATHH pelIeHust 0 Ha3HAUYEHUH U MPOIOJKUTEIBHOCTH
JieYeHusT HEoOXOIMMO OMUpaThbCsl Ha YCTAHOBJIEHHbIE PEKOMEHJALMU IO MPHUMEHEHUIO

AHTHUKOAI'yJIAHTOB Y INAIITMCHTOB, KOTOPBIM Tpe6yeTC51 IMMPOBEACHUEC KapAUOBCPCHUH.
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BezonacHocth U 3¢ (eKTUBHOCTh NMPUMEHEHHs anukcabaHa y JeTeil B Bo3pacTe a0 18 ner He
yCTaHOBJICHBI. [laHHbBIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

[Tpenapat AnukcabaH NPUHUMAIOT BHYTPh HE3aBUCHMO OT IpHeMa nuinu. B cioydae npomycka
IpreMa Mpenapar ciaeayeT IPUHITh KaK MOYXKHO CKOpee, a B JaJIbHEUIIEM IIPOJOJKUTH IpUEM 2
pasa B CyTKH B COOTBETCTBUU C UCXOJHOM CXEMOM JICUEHUS.

JUis nmanueHToB, KOTOpble HE MOTYT MPOIVIOTHTH TaOJIETKy LEIMKOM, TabJeTKy Ipernapara
AnukcabaH MOKHO U3MENbYUTh U Pa3BECTH B BOJE, 5 % BOIHON JEKCTPO3€ WU SIOJOYHOM COKE
WIA  CcMemarh ¢ A0JOYHBIM  MIOpe M HE3aMEUIMTENIbHO  TNPHHATH  BHYTPh
(cM. paznen 5.2). B kauecTBe anbTepHAaTUBBI TA0JIETKY Npenapara AnMKcadaH MOXKHO U3MENbUUTh
u pazBectd B 60 M1 BOJbI WK 5 % BOAHOM J1eKCTpO3€ U He3aMeUIUTEIbHO BBECTH MOJTyYECHHYIO

CYCIIEH3HUIO Yepe3 Ha30racTpalibHbIi 30H1 (CM. pasmen 5.2).

4.3. IlpoTuBONOKA3aAHUS

e [unepuyyBCTBUTEIBHOCTh K amMKcabaHy WIM K JIOOOMY M3 BCIIOMOTaTENIbHBIX BEIECTB,
IIEPEYUCIICHHBIX B pa3zene 6.1.

e AKTHUBHOE KIIMHMYECKH 3HAYUMOE KPOBOTEUEHUE.

e 3aboneBaHus TIEUYEHHU, COPOBOKAAIOIINECS HAPYLUICHUSIMH B CUCTEME CBEPThIBAHUS KPOBH U
KIIMHUYECKH 3HAYMMBIM PUCKOM Pa3BUTHUSI KPOBOTCUCHUM.

e 3aboneBaHHs] WU COCTOSIHHS, XapaKTePU3YIOIIMECS 3HAUYUMBIM PHUCKOM OOJBIIOTO
KpOBOTEUEHHMSI: CYIIECTBYIOLIEE B HACTOSIIEE BpeMsl WM HelaBHEEe O0OCTPEHHUE SI3BEHHOMU
00JIe3HU JKETYJOYHO-KHUIIIEYHOTO TPAKTa; HAMYHME 3JI0KAYECTBEHHOTO HOBOOOpa30BaHUS C
BBICOKUM PUCKOM KPOBOTEUEHHUSI; HETABHEE MOBPEKICHUE TOJIOBHOTO MM CIIMHHOTO MO3Ta;
HEJaBHO MEPEHECEHHOE ONEePaTUBHOE BMEIIATEILCTBO HAa TOJIOBHOM WJIM CIIMHHOM MO3TE, a
TaK)kK€ Ha OpraHe »3peHus; HEeAaBHO IEPEHECEHHBbI TreMOopparudeckuii HMHCYIbT;
YCTaHOBJIEHHOE WM II0J03PEBAEMOE BAapUKO3HOE DPACIIMPEHHE BEH  IHUIIEBOJA;
apTepUOBEHO3HAs ManbpopMaIus; aHeBpU3Ma COCYJIOB W BBIPAKEHHbIE
BHYTPHUCIUHAIBHBIC HJIM BHYTPUMO3TOBBIE U3MEHEHHUS COCYIOB.

e Hapymenue (QyHKIIMA TIOYEK C KIUPEHCOM KpeaTWHWHa MeHee 15 mu/MuH, a Takke
MPUMEHEHHE Y MAMEHTOB, HAXOAIINXCS Ha TUATH3E.

e bepemennocts (cM. pazzen 4.6).

e [lepuon rpyaHoro BckapMiauBaHus (cM. pasaen 4.6).

e OJHOBpEMEHHOE MPUMEHEHHE C JIIOOBIMH JPYTMMH aHTUKOATYJISIHTHBIMH Ipenaparamu,
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(PHOKCamapuH, JalTenapuH W Jp.), NMPOU3BOJAHBIC TenapuHa ((POHTAMapUHYKC U Jp.),
nepopalibHbIE AHTHKOATYJISHTHI (BapdapuH, puBapokcabaH, madurarpad W Ap.), 3a
UCKIIIOUYEHUEM TEX CUTyalu#, KOIZJa NAlUeHT IEPEBOAMTCA Ha TEPANHI0O WM C TEparuu
anukcabaHoMm, korga HOI' Ha3Hawaercs B /103aX, HEOOXOOUMBIX JUIsl HOJAEp)KaHUS
IIPOXOAUMOCTH LEHTPAJIBHOIO BEHO3HOI'O WJIM apTepHalbHOro Karerepa wiu korga HOI'

MPUMEHSETCS IPU KaTETePHOH abimanuu GUOpHIUIAIIUY npeacepauii (cM. pazaeisl 4.4, 4.5).

4.4. OcoOble ykazaHHMsl M Mepbl NIPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Puck xpoBoTeueHHUIt

Kak u B citydae Ipyrux aHTHKOAryJISHTOB, IMAI[MEHTOB, IMOJYYarOIIMX allMKcabaH, HEOOXO0IMMO
TIIATEIBHO HAOJIONaTh HA IPEJAMET MMPHU3HAKOB KPOBOTEUYEHHUsS. IIpH COCTOSHHSX C BBICOKHM
PHCKOM pa3BUTHs KPOBOTEUEHHH Mperapar PEeKOMEHIYETCS MPHUMEHSTH C OCTOPOKHOCTBIO.
[IprmMenenue anukcabaHa ClieqyeT MPEKPaTHUTh NMPU PA3BUTHH TSHKEIOTO KPOBOTEUCHHUS (CM.
paznensl 4.8, 4.9).

Xorts Tepanus anukcabaHoM He TpeOyeT MOCTOSHHOIO MOHUTOPHHTA €r0 KOHIIEHTPAIIMH B KPOBH,
MHOT/Ia MOKET OBITh IIEIECO00PA3HBIM MPOBEICHNE KaTHOPOBAHHOTO KOJIMYECTBCHHOTO aHAIIH3a
aHTH-Xa-(aKTOPHOM aKTHBHOCTHU B T€X MCKIIIOYHUTEIBHBIX CITydasX, KOT/Ia JaHHbIE O BO3IEHCTBIM
annkcabaHa MOTYT CIIOCOOCTBOBATh NPHHATHIO KIMHHYECKUX pEIICHHWH, HampuMmep, Ipu
HIepPeI03UPOBKE M SKCTPCHHOM OTIEPaTHBHOM BMEIIATENILCTBE (CM. pasen 5.2).

BSaHMOILGﬁCTBﬂe C APYIUMH JICKAPCTBEHHBIMHU ITpCIiapaTaMi, BJIUAIOINIMMHU HAa r€MOCTa3

B cBs3M C BBICOKMM PHCKOM BO3HUKHOBEHHUS KPOBOTEUEHHUS OJHOBPEMEHHOE NPUMEHEHHE C
JTFOOBIMHU IPYTHMH aHTUKOATYJISTHTAMH MTPOTUBOMOKa3aHo (cM. paszaen 4.9).

OpnHoBpeMeHHOE NMPUMEHEHHE anuKcabaHa ¢ aHTHArperaHTaMu MOBBIIIAET PUCK KPOBOTEUEHUS
(cM. paznen 4.5).

HeobxonumMo co0moaTh OCTOPOXKHOCTh TP OAHOBPEMEHHOM TNPUMEHEHHUH IIpernapara
anukca0aHa ¢ CEJIEKTUBHBIMU MHIMOUTOpPaMU O0OpaTHOTO 3axBaTa CEPOTOHWHA U MHTMOUTOpaMuU
o0paTHOro 3axBaTa CEpOTOHHMHA M HOpAMHMHE(pUHA (HOpAApPEHANIMHA) WM HECTEPOUIHBIMU
npotuBoBocnanuTenbHbiMu nipenapatamu (HIIBII), Bkitouas aneTuncanuuuioByl0 KHCIOTY
(ACK).

[Tocne XMpypruyeckoro BMEIIATENBCTBA HE PEKOMEHAYETCS NPUMEHATh OJHOBPEMEHHO C
anMrKcabaHOM JIpyTMe WHTUOUTOPBI arperau TpoMOOIUTOB (cM. paszzen 4.5).

VY namueHToB ¢ GUOPMILTALNIMEH TIpeACepauidl U COCTOSHHUSAMHU, TPEOYIOIUMH aHTHArpEraHTHON
Tepanuu OJHMM WM JBYMS IpernapaTamMH, HEOOXOIMMO MPOBECTH TIIATEIbHYIO OLIEHKY

COOTHOHICHUS TMMOTCHUUAJIBHBIX TIOJB3bI W PHUCKA OO Hadalla O,Z[HOBpCMCHHOfI TCpanuun ¢
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annkcab0aHOM.

B xiIMHHYECKOM WCCIENOBaHWM C YyYacTHEeM TMalueHTOB ¢ (uoOpwusinuei mnpeacepani
onHoBpemeHHoe mnpuMeHeHne ACK NpuBOAMIO K TOBBIIIEHUIO PUCKA PA3BUTHS OOJBIIMX
KpOBOTEUYCHH M Ha (oHE mpuema anmkcabaHa, U Ha ¢oHe mpuema Bapdapuna. B stom
KJIMHUYECKOM HCCIICIOBAHUHU COUETAHHAs Tepanus AByMsl aHTUArperaHTaMy MPUMEHSIach PEIKo.

HDI/IMGHCHI/IC TDOM6OJII/ITI/I‘ICCKI/IX CPpCACTB JJId JICUCHHUA OCTPOro MMM EMHYCCKOI'O MHCYJIbTAa

OmngIT IMPUMCHCHU A TpOM6OHI/ITI/I‘-I€CKI/IX CpCACTB IJIA JICHCHHA OCTPOro HNIICMHUYCCKOI'0 NHCYJIbTA
Yy NaMeHTOB, IIOJIYyYaromiux anHKca6aH, BE€CbMa OI'paHHUYCH.

IlanmeHTHl ¢ HICKYCCTBEHHBIMHU KJIAITIaHAMU CepAlia

BezonacHocTh U 3¢ (heKTUBHOCTH Mpenapara y NalueHTOB ¢ HCKYCCTBEHHBIMHU KJIariaHaMH cepJiia
¢ ¢ubpwusimel npeacepaunii u 06e3 Hee He M3ydyanach. [IpumeHeHHWe amukcabaHa IS ATOU
IPYIIIBI MAIHEHTOB HE PEKOMEHyeTCsI.

XUPYPrudecKrue U MHBA3MBHBIC MPOLIEAYPHI

[TpumeneHue anukcabaHa caeayeT NPeKpaTUTh HE MEHEE YueM 3a 48 yacoB 0 IJIAHOBOW ONepaluu
WJIM UHBA3UBHOW MIPOLIETYPHI CO CPEIHUM HIIM BHICOKUM PUCKOM KpoBOoTedeHHs. CI0/1a OTHOCSITCS
BMEIIATENLCTBA, IPU KOTOPHIX BEPOSTHOCTh KIWHUYECKH 3HAYMMOIO KPOBOTCUCHHUS HE
MCKJTIOYEHA UJTU JIJIS1 KOTOPBIX PUCK KPOBOTECUCHHS HETIPUEMIIEM.

[TpumeneHne anukcabaHa ciaeayeT MPEeKPaTHTh He MeHee YeM 3a 24 Jaca JI0 TUTAaHOBOU onepanuu
WJIM MHBA3WBHOM MPONEAYPHI C HU3KUM pUCKOM KpoBoTeueHus. Cro1a OTHOCATCS BMEIIATEIHCTBA,
OpU  KOTOPBIX OXKUJACTCSI MUHUMAIbHOE, HEKPUTHUECKOE IO JIOKANU3alMh WIH JIETKO
KOHTPOJIUPYEMOE KPOBOTECUEHHE.

Ecnu omepanuio wivM WHBAa3WBHYIO MPOIEAYPY HENb3sl OTKIAAbIBaTh, UX HYKHO MPOBOJUTH C
HaJUIeKAIEd OCTOPOXKHOCTBIO, YUYUTHIBas TOBBIIICHHBIM pPHUCK KpoBoTeueHus. Cremyer
COOTHECTH PHUCK KpPOBOTEUEHHS M HEOOXOAMMOCTh OJKCTPEHHOTO BMemIarenscTBa. llpu
HEKJIanaHHOW (pUOPHIIISAINK Tpeacepanuii 0OBIYHO He TpeOyeTCsl MPUMEHEHUE «Teparuu MOCTay
B TeueHuU 24-48 4 mociie OTMEHBI aruKcabaHa nepes; XupyprudeCKUMH BMEIaTeIbCTBAMH.
[Tocne MHBAa3MBHOM MPOIEAYPH MM XUPYPTUUECKOTO BMENIATEILCTBA TPUMEHEHNE anukcabana
cleayeT BO30OHOBHTH KaK MOXHO CKOpee MpU YCIOBUH, YTO ATO JOMYCKaeT KIWHUYeCKas
CUTYyallusl U YCTAaHOBHIJICA JOCTATOUYHBIM remocrtas (MHGOpMaIus 0 KapJMOBEPCUU MPHUBEICHA B
paznene 4.2).

VY mnanuentoB ¢ (GUOpWUIALMEH Mpeacepanii HEeT HEOOXOAMMOCTH TPEKpaliaTth Teparnuio
anuKcabaHoOM mepes KaTeTepHon abnaruei.

BpemenHoe npekpalnieHue Tepamnuu

HperameHHe OPUMCHCHUS AHTUKOAryJIdHTOB, BKIIIOYas anmukcabaH 1o MNPUYIUHE AKTHUBHOI'O

KpPOBOTCUYCHUA, MJIaHOBOU onepaur UJin HHBA3UBHOU nmpoucaypsl YBECIUUYMUBACT AJIA MAIlUCHTA
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TpeOyeTcss BpeMEHHOE TPEKpaIIeHHe aHTHKOATyJISHTHOW Tepamuyd amuKkcadaHOM, €€ CIeIyeT
BO300HOBUTH KaK MOXHO CKOpee.

Jleuenne TpoM0O03a riryookux sed u TOJIA

He pexomenayercs 3amensth Tepanuto HOI' Ha anukcabaH B mepuoj MHUIUALMHM TEparuu
narueHToB ¢ TOJIA ¢ HecTaOUIBbHON reMOIMHAMUKOHN, BO3MOKHBIM MTPOBEICHUEM TPOMOOITH3HCa
WIA TPOMOIKTOMHH JIETOYHOM apTepuH, Tak Kak 0e30macHOCTh U 3((HEeKTUBHOCTH anukcabaHa B
JAHHBIX KIMHUYECKUX CUTYalUsIX HE YCTAHOBIICHBI.

IlannmeHTHl ¢ OHKOJIOTHYSCKHUMHM 3a00JIEBAHUSIMU

O¢ddexTrBHOCTH M 6€30MaCHOCTD anuKcabaHa MpH JICYCHUH TPoMOO03a TITYOOKHUX BEH, JICUCHHS
TOJIA n npoduIakTuKe peluIuBUPYIOIUX TpoMO03a rirydbokux BeH u TDJIA (JeueHne BeHO3HOM
TpoM0O03MOonuu (1BTD)) y HAalMEHTOB C aKTHBHO MHPOIPECCHPYIOIIMM 3J0KaueCTBEHHBIM
HOBOOOPA30BaHUEM HE YCTAHOBJICHBI.

ITarmedTsl ¢ MOYeYHOM HEJIOCTATOYHOCTHIO

OrpaHu4eHHbIE KIIMHUYECKUE JAHHbBIE TOKA3bIBAIOT, YTO Y MALUEHTOB C TSXKEJIBIM HapYLICHUEM
byHKIIMM ToYeK (KIUpeHC KpeaTuHWHA 15-29 MII/MUH) YBETMYMBAIOTCS KOHIEHTpPALUU
anukcabaHa B IUIa3Me, YTO MOJKET TMOBBIIIATH PHUCK KpoBOTeueHus. s nmedeHus TpombOO3a
riryOokux BeH, JieueHus: TOJIA u npopHIaKTHKH PEUUIUBHPYIONMX TPOoMO03a TITyOOKHX BEH H
TOJIA (nBTD) anukcabaH y NanueHTOB € TSHKEIbIM HapyLIEHHEM (PYHKIMH MOYeK (KIUMpPEHC
KkpeaTuHuHa 15-29 Mmu/mMuH) (cM. pazaenst 4.2, 5.2) ciaenyeT NpUMEHSITh C OCTOPOKHOCTHIO.

Jns npodunaakTHMKM HMHCYJIbTa M CHCTEMHOM »SMOOJIMM Yy NAIlMEeHTOB C HEKJIAmaHHOM
bubpmwusauuenn npencepaunit (HOPII), marueHTOB ¢ TsSKenbIM HapylieHHEM (DYHKIIUU TMOYEK
(xnupeHc kpeaTHHUHA 15-29 MJI/MUH) ¥ TALTMEHTOB C YPOBHEM CHIBOPOTOYHOI'O KpeaTnHHHA > 1,5
mr/nn (133 MkMmonb/m) B codetaHuu ¢ BozpactoM > 80 meT miu Maccoil Tena < 60 kr mosa
anukcabaHa JOKHA OBITh CHH)KEHA J10 2,5 MT [1Ba pa3a B CyTKH (cM. paszaen 4.2).

B cBs3u c orcyrcTBHEM ONBITa KIMHUYECKOTO NPHUMEHEHHUs anukcabaHa y MAalUeHTOB C
KIIMPEHCOM KpeaTHHHHA < 15 MI/MUH WM HaXOJAIIMXCS Ha Tuanu3e npueM anukcabaHa B 3TOH
rpyIIIe MAlMeHTOB He peKoMeHayercs (cM. pazaensl 4.2, 5.2).

[ToxkuIible MaMEHThI

C BO3pacToM PUCK KPOBOTECUYCHHUS MOXKET MOBBIMIATHCS (CM. pasaen 5.2).

Taxxke omHoBpemMeHHOe mNpuMeHeHne anukcabaHa m ACK y MOXHWIBIX TaIlMeHTOB TpeOyeT
OCTOPOKHOCTH BBy TOTEHIIHAILHO 00JIee BBICOKOTO PUCKA KPOBOTECUCHMS.

Macca tena

[Tpu mamoit macce Tena (< 60 Kr) puCK KPOBOTCUEHHSI MOKET IMOBBIIIATHCS (CM. pasien 5.2).

ITaredTrl ¢ IEYEHOYHON HETOCTATOYHOCTEIO
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Y KIIMHMYECKU 3HAYMMBIM PUCKOM pa3BUTHS KpoBOTeueHHs (cM. paszen 4.9).

[Ipenapat He peKOMEHIyeTCsl IPUHUMATh MAIMEHTaM C TSHKEJIBIM HapylIeHHeM (QyHKIIUU TIeYSHH
(cMm. pasgen 5.2).

[Ipenapat cneayeT NPUMEHSTH C OCTOPOKHOCTBIO Y TAIIUEHTOB ¢ HapylieHueM GyHKIUHU eYeHU
JeTKOM W cpefaHel crenmeHu TspkecTH (craaus A winn B mo kmaccuduxammu Yaiina-ITsro)
(cM. pazgaens 4.2, 5.2).

[TaniueHTHI C MOBBIICHHBIMH YpOBHsIMHU medeHOouHbIX (pepmenToB AJIT/ACT > 2 x BI'H wim
obmero ounupyouna > 1,5 X BI'H 6butn UCKITFOYEHBI U3 KIIMHUYECKUX HcceqoBaHuil. [ToaTomy
B JIAaHHOW MOMYJISAI[MK alTuKcabaH ClieayeT MPUMEHATh C OCTOPOIKHOCTBIO (CM. paszen 5.2).
[lepen HayamoM nMpuUMeHEHHs anuKcabaHa He0OXOAUMO MPOBEPUTH OMOXMMUYECKHE ITOKA3aTeNn
GyHKIMY TeYeHH.

BzanmoeiicTBre ¢ I/IHFI/IGI/ITODaMI/I nutoxpoma P450 u I/IHFI/I6I/ITOD8.MI/I P-roukonporenHa

He pexkomenayercs mnpumMeHeHHe amukcabaHa y TAlMEHTOB, MOJNYYarOIIUX OJHOBPEMEHHO
CHUCTEMHOE Je4eHue MOIIHBIMH MHTHOUTOpaMu u3opepMeHTa CYP3A4 u
P-raukonpoTrenHa, TakMMH Kak AHTHUMUKOTMKHM TPYIIbl a30J0B (HampUMep, KETOKOHa30I,
UTPAKOHA30J]1, BOPUKOHA30J1 U II03aKOHA30J1) U MHTUOUTOPBI IPOTEa3bl BUPYCa UMMYHOIE(UIIUTA
yenoeka (BUY) (mampumep, puTOoHaBUp). DTH MpenapaTbl MOTYT IOBBICUTH SKCIO3UIUIO
anrkcabaHa B J1Ba pasa (cM. pa3zen 4.5) Wid BbIIIE B IPUCYTCTBUU JOTOTHUTEIBHBIX (PaKTOPOB,
KOTOpbIE TaK)K€ YBEIMYMBAIOT JKCIO3MLUIO anukcabaHa (HampuMep, TSOKEIoe HapylleHHe
(YHKLUU TOYEK).

Bsaunmonuerictue ¢ manykropamu nzodepmenrta CYP3A4 u P-rimmkonporenHa

OpnHoBpeMeHHOE TPUMEHEHHE anruKcadaHa ¢ MOIHBIMU UHAYKTOpaMu nzopepmenta CYP3A4 u
UHAYKTOpaMu P-rmukonporenHa (Hampumep, pudamnuuuH, (QEHUTOUH, KapOamas3enuH,
denobapbuTan M mpenaparaMu 3Bepo0O0sl MPOJBIPSABICHHOI0) MOXKET TaKKe NPUBOIUTH K
CHI)KEHMIO KOHLIEHTpaluu anukcadbaHa B mia3Me Kposu (mpumepHo Ha 50 %). B kinHnuyeckom
UCCJIEJOBAaHUM C Yy4YacTHEM NAalMeHTOB ¢ (QUOpWIIAUel npeacepauil OoTMedYalu CHHUXKEHUE
3(Q(GEKTUBHOCTH U TMOBBIIIEHHBIH PUCK KPOBOTEUEHUH IpPH OJHOBPEMEHHOM MPUMEHEHHU
anukcabaHa ¥ MOITHBIX UHAYKTOpoB H3opepmenta CYP3A4 u P-rnmukonporenHa no cpaBHEHUIO
C MpUMEHEHUeM anukcabaHa B MOHOTEPAIUH.
Crnenyrone peKOMEHJAlMU MPUMEHUMBI K TallMEHTaM, IMOJIyYalolUM CHCTEMHYIO TEparuio
MoIHbIMU HHTHOHTOpaMu m3opepmenta CYP3 A4 u P-rimkonporenHa (cMm. pa3zaen 4.5):
e C 1enpl0 NPOQWIAKTUKMA BEHO3HOH TpoMOOSMOOIMM Yy MAIMEHTOB II0CNE IUIAHOBOTO
SHJIONPOTE3UPOBAHUS Ta300€APEHHOTO WIIM KOJIEHHOTO CYCTaBa, NPO(UIaKTUKH UHCYIIBTA U

CHCTEMHON TpOMOOAMOONINH MpH HEKJIarnaHHOW (GUOPWIIIAIUM MpeAcepIuil, a Takke s
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C OCTOPO’KHOCTHIO;
e IS ieueHus: TpoMmOo3a rryookux BeH U TDJIA, annkcabaH He cleayeT MPUMEHSTh, TaK KaK
3¢ (HEKTHBHOCTH MOXKET OBITh CHIYKEHA.

OnepaTUBHBIC BMEIIATEIILCTBA, CBI3AHHEIC C IEPEIOMOM IICHKH 66,[['03

O¢ddexkTnBHOCTE M 0€30NMAaCHOCTh anMKcabaHa B KIMHUYECKHUX HCCIEAOBAaHMIX Y IMalMEHTOB
[I0CJIE€ ONEPAaTUBHOIO BMELIATEIbCTBA IO IOBOJY IepesiomMa IIeHKH Oelpa HE OLECHHUBAIINCH.
IToaTOMY OH HE PEKOMEHYETCS Ui JaHHBIX ITAlIMEHTOB.

.Ha6ODaTODHBIe nmapaMeETphbl

Bnusinue Mexanusma feiicTBus anukcaOaHa Ha IOKa3aTesld CBEPThIBAEMOCTH KPOBH (Hampumep,
nporpoMOuHOBOoe BpeMs, MHO u akTHMBHpPOBAaHHOE YaCTHYHOE TPOMOOIIIIACTUHOBOE BpEeMs
(AUTB)) coOTBETCTBOBAJIO OKUAAEMOMY.

HaOnronaBimecs n3aMEHEHMsI 3TUX IOKa3aTeel CBEpPThIBAEMOCTH KPOBH IIPH IpenoaraeMoi
TepaneBTUUECKON J103€¢ ObLIM HEBEIMKH U UMEIU CYIIECTBEHHYI BapHaOebHOCTh (CM. pa3en
5.1).

BrinonHenne conHaIbHOM, SOIUAYPAJILHON aHEeCTE3UH WM NYHKINKY YV NallMEHTOB, MOJYYAIOIINX

anukcabaH

[Tpy BBINONHEHUH CIMHAIBHOM MIIM 3MUAYPAIbHON aHeCTe3UuH JIMO0 AMArHOCTUYECKON MyHKIIUU
JAHHBIX O0JIacTel y NAalMEHTOB, IOJIYYAIOUIMX AaHTUTPOMOOTHYECKHE CpPEICTBAa C LENbIO
npOopMIAKTUKA TPOMOOIMOOIMH, UMEETCS PHUCK PA3BUTHUS SIHIYPATBHBIX HIIM CHHHAIBHBIX
reMaToM, KOTOpbIe, B CBOIO OYEpEIb MOTYT SBIISTHCS NMPUYMHON CTOMKHX WM HEOOpAaTHMBIX
napanuyeid. JlaHHBIN pUCK MOKeT erle Oosiee BO3pacTaTh NMPH UCHOIb30BAHUU YCTaHOBIEHHOTO
SMUIypPaAILHOTO KaTeTepa B MOCIEONEePalliOHHOM MEPUO/IEe WIK IPU NapayljielbHOM IPUMEHEHUH
JIPYTUX JIEKAPCTBEHHBIX CPEJCTB, BIMSIOUIMX HA F€éMOCTa3. Y CTAHOBJIEHHbIE SIUAYPAIbHBIE WIN
cyOapaxHOHMIATBHBIE KATeTEPhI JIOJDKHBI OBITh yIAIEHBI KAK MUHIMYM 32 5 1 10 BBEACHUS MTEPBOI
7036l anmukcabaHa. Puck Takke MOXXET BO3pacTaTh IpPH TPaBMaTUYHBIX WM TOBTOPHBIX
SMUYpPAbHBIX WM CIHMHAIBHBIX NYHKUUAX. IlalMeHTOB HEOOXOJMMO 4YacTo MpPOBEpATh Ha
IpeIMET MPOSBIEHUN U CUMIITOMOB HEBPOJIOTMYECKOro Jneduuura (HampuMep, OHEMEHUE WU
cnabocTh B HOrax, AUCQYHKIUS KHUIIEYHHKA WM MoYeBOro mysbips). Ilpu oOHapyxkeHUH
HEBPOJIOTUYECKOTO OTKJIOHEHUS OT HOPMbI HEOOXOJMMO MPOBEACHUE CPOUYHOW TUArHOCTUKU U
neuenus. Jlo HelpoakcHanbHOTO BMeLIATEIbCTBA Bpauyy ClEAyeT MpOaHaIU3UpOBATh
COOTHOILLIEHUE TOTEHIMAIbHON TMONb3bl M pHUCKAa JI NAIMEeHTOB, KOTOpbIE TMOJIy4aroT
AQHTUKOAryJISIHTHYIO Tepanuio Wik OyayT MOJIydaTh ee s NpoduIakTUKU TpoMOo3a.
KnuHuyeckuii onbIT MpUMeHEeHHs anukcabaHa y HalueHTOB ¢ YCTAHOBJIEHHBIM HHTPATeKaIbHBIM

WK SMUAYPAJIIbHBIM KAaTCTCPOM OTCYTCTBYCT. B ciIy4dac HCO6XO,Z[I/IMOCTI/I JTaHHOU CUTYyalluu,
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untepBaid B 20-30 u (T. e. 2 mepuoja MOJTYBBIBEICHUS) MEXY IMOCIEIHEH MPUHATOW 10301
anukcabaHa M yJaJieHHeM KaTeTepa, TakuM o0pa3oM, Kak MUHMMYM OJHa J03a anukcabaHa
JOJKHAa OBITH MpOIYIIeHa a0 yaajdeHus karerepa. Cremyrouryro A03y amnukcabaHa MOXHO
NPUMEHSTh HE paHee YeM Yepe3 S5 4acoB mocie u3BjeueHus karerepa. Kak u B ciayyae co BceMu
HOBBIMU aHTUKOATYJISTHTHBIMH JICKAPCTBEHHBIMH IIpETapaTaMy, OIBIT IPUMEHEHHSI anmukcabaHa
pY HEWPOAKCHAIBHOW OJIOKaJle OTpaHUYeH, M TIOITOMY B TaKOH CHUTYaIlMH CIeayeT coOII0aTh
UCKITIOYUTENIbHYIO OCTOPOXKHOCTb.

IlanmeHTsI ¢ aHTI/I(bOCd)OJ'II/IHI/IHHBIM CHHIPOMOM

[Tpsimble nepopanbuble anTUKOAryisiHTHl (IIIIOAK), Briatouas anukcabaH, HE pEKOMEHAYIOTCS
JUIS IPUMEHEHUS! Y TAIIMEHTOB C TMarHOCTUPOBAHHBIM aHTU(OoCPomUnuaHBIM cuHApoMoM (ADC)
U TpomOO3aMM B aHaMHe3€, OCOOCHHO NPHU HAJIUYUU BCEX TPEX MOJIOKUTENIbHBIX TECTOB (Ha
BBISIBJICHHE BOJYAHOYHOI'O AHTUKOArYJISIHTA, AHTUTEJ IIPOTUB KapIUOJIMIINHA U aHTUTEN IIPOTUB
Oera-2-rnukomnporenHa ). YV stux mamuentoB npumeHenune [ITIOAK moxer mpuBoauTh K
MOBBIIIEHUIO YacTOTHl PEIHUIUBOB TPOMOOTHYECKHX sBIeHHA 1O cpaBHeHnio ¢ ABK.
O dexTuBHOCTL U Ge30macHOCTh anrkcadana y nanueHToB ¢ ADC He yCTaHOBJIECHBI.

BcnomorarenbHbIe BEIIECTBA

[Ipenapar Anukcaban coAepKuUT JakTo3y. [larmenTaM ¢ peiko BCTpEUaroIIeiicsl HaCIeICTBEHHOM
HENEPEHOCUMOCTBIO TaJlaKTO3bl, ACPUIMTOM JIAKTa3bl JIOMApedl WM IUIIOKO30-TalaKTO3HOU

ManbaOCcopOIMell He cielyeT MPUHUMATh 3TOT Ipernapar.

4.5. B3aumojeiicTBue ¢ JAPYrUMH JIEKAPDCTBEHHBIMH MNpenapataMu W JApyrue BH/bI
B3aUMO/1eCTBUA

Bausnue Ipyrux npenapaTtoB Ha (baDMaKOI(I/IHCTI/IKV anMKcabaHa

Hneubumopwr usogpepmenma CYP3A4 u P-enukonpomeuna

KomOunanus anukcabana ¢ ketokoHazojoMm (B moze 400 mr, 1 pa3 B CyTKu), SBISIOUIUMCS
MOIIIHBIM UHTHOuUTOpoM Kak u3zopepmenta CYP3A4, tak um P-rmuxomnporenHa, mpuBoOauiIa K
HOBBIILICHAIO CPEJHEr0 3HAUeHWs IUIOIAIM IOJ] KPHBOH «koHUeHTparwmsi-Bpems» (AUC)
anukcabaHa B 2 pa3a M CpeJJHEro 3HauCHUs] MakcuMasbHOU KoHIeHTpaluH (Cmax) - B 1,6 pasa. He
PEKOMEHIyeTCsl IPUMEHEHUe anrKcadaHa y NalMeHToB, MOTY4aloluX 0JJHOBPEMEHHO CUCTEMHOE
jedyeHue MolHbIMH HHTHOUTOpaMu u3zodpepmenta CYP3A4 u P-riukonporerHa, TakKUMHU Kak
QHTUMHUKOTHKM TpPYNIbl a30JI0B (HampUMep, KETOKOHA30Jl, WTPAKOHA30Jl, BOPUKOHA30] U
NI03aKOHA30J1) U HHTHOUTOPHI TpoTea3bl BUY (Hanpumep, putoHnaBup) (cM. paszaen 4.4).
[Ipemapatsl, He oOTHOcALIMECS K MOLIHBIM uHruouropam wuszodpepmenta CYP3A4 u P-

TJIMKOIIPOTCHUHA (HaHpI/IMep, JUITHA3EM, HAITPOKCCH, KIAPUTPOMUILIMH, aMUOJapOH, BEpallaMuil,
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XUHUJIUH ), TIO-BUIUMOMY, IPUBEAYT K TOBBIIICHHUIO KOH%Q%&M%@ﬁ]Ié%‘&H%%ERSI%DI;BOBH

B MeHblueil creneHu. Koppekmus m03pl anukcabaHa NpU e€ro KOMOMHALUUU C JIPYTUMHU
npenapaTtamMi, He SBISIOIMIMMUCS MOILIHBIMH HHruouropamu usodepmenta CYP3A4 u P-
[JIMKOTNIpOTenHa, He Tpedyetcs. Hanpumep, nuntuazem (yMepeHHbIH MHTUOUTOp H3odepMeHTa
CYP3A4 u cnabprit uaruoutop P-rimmkonporenna) B po3e 360 Mr 1 pa3 B CyTKH, IPUBOAMI K
noBbineHnio cpenaux 3HaueHnit AUC anumkcabana B 1,4 pasa u cpennux 3HaueHUH Cmax - B
1,3 pa3a. Hampokcen (sBiisieTcst HHTHOUTOpPOM P-rimkornporenHa, Ho He u3opepmenta CYP3A4)
npu npuMeHeHnr B 1o3¢ 500 mr BeBbBan mnoBbImieHHE cpeaHux 3HadyeHUH AUC u Cmax
anukcabana B 1,5 u 1,6 pasa, coorBerctBeHHO. Kitaputpomunue (MHruouTOp P-TiinkonpoTenHa u
MourHb uHruOuTop M3odepmenta CYP3A4) B noze 500 mr 2 pasa B CyTKM NPUBOIMI K
noBeieHnto cpeaanx 3HadeHnii AUC u Cmax anukcabana B 1,6 u 1,3 pasza, COOTBETCTBEHHO.
Hnoyxmopwt uzopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabana ¢ pupamMIuIMHOM (MOIIHBIM UHIYyKTOpoM u3zodepmenta CYP3A4 u P-
[JIMKOTPOTEMHA) NPpUBOIMIO K cHukeHuto cpenHux 3HadeHMH AUC u Cmax anmkcabaHa
npubimsutensHo Ha 54 % u 42 %, coorBercTBeHHO. [lo-BuaMMOMYy, codeTaHue anukcadaHa ¢
IpyruMH MOIIHBIMH UHAYKTOpamu u3odepmenta CYP3A4 u P-rmukonpoTenHa (B 4aCTHOCTH,
dbenutonHom,  kapbamazenuHoM,  (eHoOapOWTANIOM  WIM  TIpenaparamMu  3Bepo0os
IPOJBIPSBICHHOI0) MOXKET TAK)K€ IMPUBOJAUTH K CHUKEHUIO KOHIIEHTPAIUK anuKkcadaHa B Ia3Me
kpoBHu (mpumepHo Ha 50 %). Koppexkuun no3bl anumkcabaHa mnpu €ro KOMOMHMpPOBaAHHM CO
CpeICTBAaMHU JAHHOW TPYMIBI HE TpeOyeTcsl Mpu Ha3HAYCHHH M0 MOKa3aHWSIM: MpOoUIaKTHKA
TPOMO03MOOIINH MTOCTIE YHAONPOTE3UPOBAHUS CYCTABOB, MPOPMIAKTUKA HHCYJIBTOB M CUCTEMHOM
TpOMOO3MOONIUYU TMPH HEKJIanaHHON (GUOPHILIAIMKN Tpeacepanid U NpouIakTHKa PEeIUINBOB
TpomMb03a TiayOokux BeH, TOJIA, omHako KOMOWMHUPOBATH JAaHHBIE CPEACTBA CIEAYET C
OCTOpPOKHOCThIO. Bo Bpems mnpumeHeHus i JiedeHus Tpomboza riyookux BeH u TOJIA
COBMECTHOE IpHMEHEHHE anukcabaHa M MOUIHBIX MHIYKTOpoB u3zopepmenta CYP3A4 u P-
[JIMKONIPOTENHA HE PEKOMEHTyeTCs, TaK Kak pU 3TOM 3P (PEKTUBHOCTh MOKET OBITh CHUYKEHA (CM.
paszaen 4.4).

Aumuxoazynaumei, uneubumopwl azpezayuu mpomoboyumos u HIIBIT

B cBs3M C BBICOKMM PHCKOM BO3HUKHOBEHUS KPOBOTEUEHHUS OIHOBPEMEHHOE NPUMEHEHHE C
TOOBIMU JIPYTUMHU aHTHUKOATYJITHTAMU TTPOTHUBOIIOKa3aHo (cM. pasnen 4.3). [locne coBMecTHOTO
BBEJICHHS DHOKcarmapuHa (0HOKpaTHO, B 03¢ 40 MT) u anukcabaHa (OJHOKPATHO, B J103€ 5 MT)
OTMeYaJCs aJAUTUBHBIA 3(PQPEKT NaHHBIX JEKAapCTBEHHBIX CPEACTB HA AaKTHBHOCTH (hakTopa
ceepteiBanus Xa (FXa).

[Tpu3HakoB papMaKOKMHETUYECKOTO WM (papMaKoIMHAMUYECKOTO B3aUMOJICHCTBHS annKcabaHa

¢ ACK (B no3e 325 mr, 1 pa3 B cyTKH) y 37J0pPOBBIX JItOJIel oTMedeHo He O0bi10. KoMOnHUpOoBaHue
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anukcabana ¢ kionugorpenom (B moze 75 wmr, |L_pa3 B 'tg/'"r'xq/rsl If;rﬁ;lﬂr EB‘HE%@M [1<J-|'1_61'1'r/|1:1:1'c;1'||'5ena

(75 mr) u ACK (162 wr, 1 pa3 B cytkn) win npacyrpens (60 mr ¢ mocnenyromeit 1030 10 mr
OJIUH pa3 B JIeHb) B | (a3e KIMHUYECKOTO UCCIIETOBAaHHS HE IPUBOAMIIO K YBEIIMUECHUIO BPEMEHHU
KPOBOTEUCHMSI MU 00Jjiee BBIPAKEHHOMY YTHETEHMIO arperalyd TPOMOOILUTOB 110 CPAaBHEHUIO C
IPUMEHEHHEM JTHX aHTHarperaHToB B MoHoTepanuu. lloBbllieHHe Moka3aTeneil cucTeMsl
CBEpThIBaHUS KpoBH (mpoTpomMOuHOBOro Bpemenu, MHO u AUTB) cooTrBercTBOBano 3hdexram
anukcabaHa MpU MPUMEHEHUH B MOHOTEpANuu. Y MalMEHTOB ¢ HEKJIanaHHOW (puOpmsiuen
npeacepaAnil ¢ OCTPbIM KOPOHAPHBIM CHHJPOMOM H/WJIM NEPEHECIINM YPECKOKHOE KOPOHAPHOE
BMEILIATEJILCTBO TEPAIMIO ATMKCA0AHOM MOKHO Ha3HAuyaTh B COUYETAHUU C aHTHArPEraHTaMH (CM.
paznen 4.4).

Hamnpoxkcen (500 Mr), KOTOpbIH SBIsIETCS UHTUMOUTOPOM P-rimmkonpoTenHa, yBeJInuruBaeT CpeIHue
3naueHusi AUC u Cmax aniukcabana B 1,5 u 1,6 paza coorBercTBeHHO. [Ipu npueme anukcabana
HaOJI01aJI0Ch  COOTBETCTBYIOILEE IIOBBIIIEHHE II0Ka3arenell cBepThiBaeMocTH KpoBu. He
HAOJI0/IaIOCh HUKAKMX HW3MEHEHUH BIMSHUS HAIPOKCEHAa Ha arperanvi TpOMOOIUTOB,
MHAYLUUMPOBAHHYIO apaxHJI0OHOBOW KHCJIOTOM, a TaKK€ HE OTMEYEHO KIMHUYECKH 3HAYUMOIO
YBEJIMYEHUS JUIUTEIBHOCTH KPOBOTEUEHHUS I10CJIE COBMECTHOI'O NPUMEHEHUs anukcabaHa U
HanpokceHa. HecMOTpsi Ha 3TH JaHHBIE, y OT/AENbHBIX MAllMEHTOB MOXET HalmonaThes Oolee
BBIPOKEHHBIN (hapMaKOJAMHAMUYECKUN OTBET IOCJIE€ COBMECTHOTO NMPHMEHEHHs anukcadaHa c
JNPYTUMH aHTHATPETaHTaMH.

[Ipenapat AnukcabaH cienyeT ¢ 0OCTOPOKHOCTHIO TpuMeHsATh ogHoBpemeHHo ¢ HIIBIT, ACK unu
uHruouropamu P2Y12, Tak Kak 3TH JIEKapCTBEHHBIE Mpenaparbl OOBIYHO TMOBBIIAIOT PUCK
KPOBOTEUYEHHS.

Otmeudanoch CTaTUCTUYECKH 3HAYMMOE IMOBBIIEHHWE pHUCKa OONBIIMX KPOBOTEYEHUH 110
KputepusiM MexayHapoHoro ofmiectBa 1mo Tpom0o3y u remoctady (International Society on
Thrombosis and Haemostasis— ISTH) mpu nprMeHeHHH TpPOWHOH Tepamnuu amukcabaHoM,
anetwicanuuuioBoid kucnorord (ACK) u xnonuporpenoM B KIMHMYECKOM HCCIIEJOBAHUU Y
NAIMEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM C BBICOKMM PHUCKOM TPOMOO3a U HECKOJIbKUMU
COITYTCTBYIOIIMMH CEpJICYHBIMU U HecepJeuHbIMU 3a0oseBaHusMu. He pexkomeHnayercs
OJTHOBPEMEHHO TPHMEHATh JApYrHe NIpenapaThl, JEHCTBHE KOTOPBIX MOXKET OBbITh CBS3aHO C
pa3BUTHEM CEPbE3HBIX KPOBOTEUEHUH, TaKHe KaK: TPOMOOIUTHUYECKHE JIEKapCTBEHHBIE CPE/ICTBA,
aHTaroHHUCTHI perenTopoB raukonpotenHos IIb/I1la, TneHOMMpUIMHEI (HapUMep, KIOMUIOTPEN),
JTUMHUPHUIAMOJI, IEKCTPaH U CyIb(QUHITNPA30H.

Kombunuposanue c opyzumu nexapcmeeHHviMu cpeocmeamu

He  Obuto  BBIIBIEHO  KJIMHUYECKH  3HAYUMOTO  (papMaKOKMHETHMYECKOTO  WJIU

dhapMakoIMHAMHUYECKOTO B3aWMOJCHCTBUS amukcabaHa C aTeHOJIOJIOM WM (PaMOTHIUHOM.
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KomOunupoBanue anukcabana (B qo3e 10 mr) ¢ aTeHoﬁ%ﬁ?E‘H&%'TBE%VEe'Jp_'l'/mlo}:['n'ﬁo K

Pa3BUTHIO KIMHUYECKH 3HAYMMBIX W3MEHEHUU MapamMeTpoB (apMaKOKMHETHKH arukcadaHa,
OJTHAKO OHO COIPOBOKIaN0Ch cHIbKeHUeM cpenHux 3HaueHni AUC u Cmax anukcabana Ha 15 %
u 18 %, COOTBETCTBEHHO, 10 CPABHEHUIO C PEXKMUMOM MOHOTepanuu. Ha3zHaueHue anmkcabaHa
(B mo3e 10 mr) ¢ dhamotuauHom (B mo3e 40 mr) He okaspiBaio BiusHUSA Ha 3HaYeHHs AUC nim
Cmax antukcabana.

Bnusnue anukcabaHa Ha (baDMaKOKI/IHeTI/IKV APYTuXx JCKAPpCTBCHHBIX CPCJACTB

B uccaemoBanusx in Vitro anmkcaban He MHrHOMpOBal akTHMBHOCTH u3odepmeHToB CYP1A2,
CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2D6 wiu CYP3 A4 (uarubupyromnias KOHIIEHTpAIUs
(ICs0) > 45 MkMOIIB/1) U B TO e BpeMs ciiabo MoAaBisul akTuBHOCTH m3odpepmenta CYP2C19
(ICs0 > 20 MKMOJIB/JT) B KOHIIEHTPAIIMH, 3HAYUTEIBHO MpeBbiatoiieii Cmax Mpemnapara B mia3me
KPOBH IIPH €r0 KIMHUYECKOM MTPUMEHEHUU. AniMKcaOaH He SBISETCS MHIYKTOPOM H30(EpPMEHTOB
CYP1A2, CYP2B6, CYP3A4/5 B koHneHTpanusax 10 20 MKMOJIb/I1. B CBS3M ¢ 3TUM OXKUJaeTcs,
YTO MPU COBMECTHOM TPUMEHEHUU OH HE OyJIET OKa3bIBaTh BIUSHUS HA KIUPEHC IPEIapaTosB,
MeTabomm3upyronmxces 3tuMu m3odepmentamu. Kpome Toro, ammkcabaH HE HHTUOWPYET B
3HAYUMOM CTENEHH aKTUBHOCTh P-TmuKkonpoTenHa.

B uccnenoBaHusax y 310pOBBIX JOOPOBOJIBIEB amuKca0aH HE M3MEHSJ B 3HAYMMOW CTENEHU
(apMaKOKUHETHUKY TUTOKCHHA, HAIIPOKCEHA WJIM aT€HOJIONIA.

Jlueoxcun

[Tpu ogHOBpeMeHHOM MpreMe anukcadana (B 1o3e 20 mr 1 pa3 B CyTKM) U AMTOKCUHA (B 103€
0,25 mr 1 pa3 B cyTkn), siBistromierocst cyocrparom P-rimukonporenna, mokazatenu AUC win Cmax
JTUTOKCUHA HE U3MEHSUTHCh. TakuMm o0pazoM, anukcadaH He MHTHOUPYET TPAHCTIOPT CyOCTpaToB
P- rimmkxonporenHa.

Hanpoxkcen

OnHoBpeMeHHOE MPUMEHEHHE OJHOKpPATHBIX A03 anukcabana (10 mr) u Hampokcena (500 wmr),
mmpoko npumensemoro HIIBII, ne Biuso Ha nmokazatenu AUC n Cmax HallpoKceHa.

Amenonon

OpnHoBpeMeHHOE MPUMEHEHHE OJHOKpaTHOW 03kl anukcabana (10 mr) u arenonona (100 mr),
HIMPOKO MPUMEHSIEMOT0 OeTa-apeHobI0KaTopa, He U3MEHSITO (papMaKOKUHETHUKY aT€HOJIONA.
Axmueuposannwiil yeonb

[Tpuem aKTHBUPOBAHHOTO YIJIsl YMEHBIIIAST JACHCTBHE anukcabaHa (cM. paszaen 4.9).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALUS

bepemeHHOCTD

JlaHHBIX O MpUMEHEHUHU anukcabaHa y OepeMEeHHBIX KEHIIMH HeT. Bo BpeMs JHOKIMHUYECKHX
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OTHOIIECHUM pPeNpoayKTUBHOW (yHKiuu. [IpuMeHeHue anukcabaHa mnpu OepeMEHHOCTH
IIPOTUBOMNOKA3aHO.

Jlakranus

Her cBenenuii o BoIBeZIeHUH alinkcadaHa Uik €ro MeTabOoJIMTOB € TPYIHBIM MOJIOKOM Y YeJIOBEKa.
CornacHo UMEIOIIMMCS TaHHBIM UCCIIEIOBAaHUI Ha )KUBOTHBIX allMKCA0aH BBIACISACTCS B TPYJHOE
MOJIOKO. B mnccnenoBaHusx Ha KpblcaX KOHILIEHTpalMs Ipernapara B IPYJIHOM MOJIOKE Oblia BO
MHOTO pa3 BBbIIIE TaKOoBOW B IutazMe KpoBH (Cmax TpuMepHO B 8 pa3 Bbime, AUC npumepHO B
30 pa3 BbllIE), YTO MOXKET CBUAETEIHCTBOBATH 00 aKTUBHOM TpPAHCIIOPTE Mpernapara B IpyaHOE
MOJIOKO. PHCK uId MilafieH1IeB, HaXOAAIMXCA Ha TPYAHOM BCKapMJIMBAaHUU, HE MOXET ObITh
uckimoueH. Ilpy HeoOXOAMMOCTM IPUMEHEHHs amnuKcabaHa CcleqyeT IPUHATh pEIIEHUE O
MPEeKpaLEHUH TPYAHOTO BCKAPMITHBAHHUSL.

DepTHabHOCTD

AmnukcabaH He BIUSUI Ha q)epTI/IJ'II)HOCTI) B UCCJICAOBAHUAX HA ) KUBOTHBIX.

4.7. BiusiHde Ha CMOCOOHOCTH YNPABJSTH TPAHCIOPTHBLIMHM CpeICTBAaMU M padoTarh ¢
MeXaHU3MaMH
ArnrkcabaH He OKa3bIBACT WM OKA3bIBACT HECYIIIECTBEHHOE BIMSHUE HA CIOCOOHOCTh YIIPABIIATH

TPAHCIIOPTHBIMU CPEACTBAMU U pabOTaTh C MEXaHU3MAMH.

4.8. Hexkenare/jibHbIE peakKUUU

Pesrome nnpoduiast 0e30macHoCTH

YacTeIMH  HEXENATCIIbHBIMU  PEAKIUSIMU  OBUTH  KPOBOTEYCHHE, KPOBOIIOATEK, HOCOBOE
KpOBOTEUYEHHE U remMaroMa (cM. mpoduis MOOOYHBIX PEAKIMH M WX YaCTOTy IO TMOKa3aHUSIM
HUXKeE).

TabnuuHoe PE3I0OME HEXKENATCIILHBIX PEaAKINN

[Tox yacToTOM MOOOYHBIX pEaKIM MOHUMAETC: oueHb wacmo (> 1/10); yacmo (= 1/100, HO
< 1/10); wewacmo (> 1/1000, Ho < 1/100); peoxo (= 1/10 000, Ho < 1/1000); ouenv peoxo

(< 1/10 000); uacmoma neuzsecmuna (Ha OCHOBAaHUH UMEIOIIUXCS TAHHBIX OIIEHUTH HEBO3MOKHO).

Tabmuma 2
CucTeMHO-OpraHHbIN [Ipodunaktuka [Ipodunaktrka Jleuenue TpomOO3a
KJ1acc BEHO3HOMH MHCYJIbTA U | TIyOOKHX BEH H
TpOMO0IMOOITUHU CUCTEeMHOM TOJIA u
(mBT3) y B3pocnbix | a3mMO0nun y | npoduIakTHKa
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TUTAHOBOT'O MAIHECHTOB ¢ | TpoM0b03a riTry0oKuX
SHJIONPOTE3UPOBAHUS | HEKJIAlTaHHOU BEH u TOJIA
Ta300€PEHHOT0 WM | (GUOPHILIALIHCH (nBTD)
KOJICHHOT'O CyCTaBa npeacepauin c
OJIHUM WiIn Ooliee
dbakTopamu prcka
Hapywenus co cmoponvl kposu u numgamuieckou cucmemvl
Anemust Yacro - -
TpomMOomuTOTICHUS Heuacto - -
Hapywenus co cmoponvl ummynnou cucmemul
I'unepuyBcTBHTENBHOCT, | Penko Heuacto -
AJUIEPTUYECKU  OTEK H
aHaduIaKcus
KoxHbiit 3y1 Heuacto Heuacto Heuacro*
Hapywenus co cmoponul nepenoii cucmemvl
Bnyrpuuepennsie - Heuacro Penko
KPOBOU3BJIUSHUS
Hapywenus co cmoponvl opeana 3penus
KpoBomsnusauuss B Tkanu | Pegko Yacro Heuacto
IJIa3HOTO s00Ka (B TOM
YUCJI€ KPOBOM3JIUSHUE B
KOHBIOHKTHBY)
Hapywenus co cmoponwt cocyoos
KpoBoteuenus, remarombl | Hacto Yacro Yacro
AprepuanbHas runotensus | Hewacro - -
(BKJIIOYasl THUIIOTEH3UIO BO
BpeMs MPOLEAYPHI)
Buytpubpromnoe - Heuacto -
KPOBOTEUYCHHE
Hapywenus co cmopoHul OvixamenvHoll cucmemsl, 0peanos pyOHOU KIemKU U cpedoCmeH s,
HocoBoe kpoBoteueHue Heuacrto Yacro Yacro
KpoBoxapkaHnbe Penko Heuacto Heuacto
KpoBorteuenue u3 - Penko Penko
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1y ey

AbIXaTCIIbHBIX HYTGI\/JI

(OCAEQOBATENEROCTE O

JKenyoouno-kuweunvie Hapy

UWIEHUA

TomHoTa

Yacto

Kenynouno-kuiieuynoe

KPOBOTCYCHHC

Heuacto

Yacto

Yacrto

I'emoppounanbHOE
KpOBOTEYEHHUE,
KpPOBOTEYEHUE B POTOBOU

II0JIOCTH

Heuacto

Hannune  HensMeHeHHOU

KpPOBH B KaJi€

Heuacto

Heuacto

Heuacto

PexTanbHOE KpOBOTEUEHME,

KPOBOTCYCHHEC U3 JCCCH

Penko

Yacto

Yacrto

3a0prommHHOe

KpOBOTEUYEHHE

Penxo

Hapywenus co cmoponul neuenu u scenuesvi800awmux nymet

IloBhIllIECHHME AKTHMBHOCTU

TpaHCaMHWHAa3, IMOBLIIICHUC

AKTUBHOCTH ACT,
MOBBIIIEHUE  AKTUBHOCTU
ramma-

TIIYTaMUJIITPAHCIICTITUAA3bI,

IMaTOJIOTHYECKUE
H3MEHEHUS
(YHKIIMOHATBHBIX P00
IICYCHH, MOBBIIICHHUE
AKTUBHOCTH IIEIOYHOM
dbocdarazpl B KpOBH,
MIOBBIIICHHE
KOHIIEHTPAIIUU

OmpyOnHa B KPOBH

Heuacto

HapymeHuﬂ CO CMOPOHbL KOIMHCU U NOOKONCHBIX MKAHEl

Koxuas ceinb

Heuacto

Hapywenus co cmoponul mbluieunotl, ckeiemHou u cOeOUHUMeNbHOU MKAHU
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MEIIearoo Penko ANOCHEQOBATENBROCTE 0002)
KpOBOU3JINSHUE

Hapywenus co cmoponul nouex u Mo4esvigo0sauux nymei

I'emarypus Heuacto Yacto Yacto
Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHBIX HCele3
MexxMeHCTpyalibHbIE - Heuacrto Heuacto
BarMHaJIbHbIE

KpOBOTEUYEHMS],

YpOT€HUTAJIbHbIE

KPOBOTEUYECHHS

Obwue HapyweHus u peakyuu 8 mecme 68e0eHUs

KpoBoreuenne B Mecre | - Heuacto -
BBEJICHUS

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

[lonoxurenpHasgs peakuus | - Heuacto Heuacro
IIpyU aHalIM3€ Kaja Ha

CKPBITYIO KPOBb

Tpasmsl, unmoxcukayuu u 0CI10NHCHeHUsL NPOYeoyp

3akpbITas TpaBMa Yacro Yacto Yacto
Kposousnusanus u | Hewacro - -
KPOBOTEUYECHUS nocie

BBITIOJIHEHUS! HMHBA3UBHBIX
nporeayp (B TOM dHCIE
reMaToma nocie
IpOLeIyphl, KPOBOTEUECHUE
W3  TOCJIEONEePAMOHHON
paHbl, remaToMa B 00J1acTH
MYHKIIMU COCYyZla U B MECTe
YCTaHOBKH KareTepa),
HAIMYHE OTACISIEMOTO U3
paHbl, KpPOBOMBIHUSHHE B
obmactu paspe3a (B TOM
qucie rematoma B o01acTu

paspesa), KpOBOTEUEHHE BO
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BpeMst OTIEPATHBHOTO (HOCHEQUEATENEROCTE 0002)
BMeEILIATEIbCTBA

TpaBmaTuyeckoe - Heuacrto Heuacto
KpOBOTEUYECHHE,

KpOBOTEUYEHHE 10CIE

IIPOBEACHUS  NPOLENYPHI,
KpPOBOU3JIMSIHUE B 00JacTu

paspesa

*HEe OTMeuald CiIy4aeB TeHEpaIM30BaHHOTO KOXXHOro 3yaa B wuccienoBanun CV185057
(mmuTenpHas TPOoQUIAKTHKA BEHO3ZHON TPOMOOIMOOIHH).

[Ipumenenne anukcabana MOXKET OBITh CBS3aHO C IMTOBBIILICHHBIM PHCKOM Pa3BUTHS KPOBOTEUECHUH
(B TOM YHMCIIe CKPBITBHIX) U3 JFOOOT0 OpraHa WK TKaHH, YTO, B CBOIO OYepe/lb, MOXKET TPUBOIUTH
K pPa3BUTUIO HOCTFGMOppaFI/I‘ICCKOﬁ aHCMMUMU. CI/IMHTOMI)I, INPpU3HAKK U TAXKECTH 6YIIYT
BAapbUPOBATHCA B 3aBUCUMOCTHU oT HCTOYHUKA KPOBOTCUYCHUA u CTCIICHU HJIN

pacpoCTpaHCHHOCTH KPOBOTCUCHM .

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxHo coo0mare O TMOAO03pEBACMBIX HEXKENATSNbHBIX PEAKIHUAX IIOCIE PETUCTPAINH
JIEKapCTBEHHOT'O Tperapara ¢ 1elbio 00ecrnedeHrs HeMPEePbIBHOIO MOHUTOPUHTA COOTHOILICHUS
«I0Jb3a — PHUCK» JICKAPCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHUKaM pPEeKOMEHIYEeTCs
coo0maTe 0 JOOBIX MOJ03PEBAEMBIX HEKENNATENBbHBIX PEAKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HaIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXKENATENbHBIX PEaKIUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHeHUs

109012, r. MockBa, CrnaBstHCKas TUIOIIA b, 1. 4, CTp. 1

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

OnekTpoHHas novra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAITMOHHO-TEIEKOMMYHHUKAI[IOHHOM ceTn «HTEpHETY:!

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka
CuMIOTOMBI
[Tpu nepeo3upoBKe BO3PACTAET PUCK KPOBOTCUCHHIA.

B paMKax KOHTPOJUPYCMBIX KIIMHUYCCKUX HCCIIeIOBaHUM anmuKcabaH INpUHUMAJICA IICPOPAJILHO
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3I0POBBIMH JTOOPOBOJIBIIAMU B J103aX 10 50 MI/¢YTKH B TQ{QI;H—\J-:%'—[L 3%{0%5‘ ('25 i;lla:ajf)asa

B CYTKM, B TeueHue 7 aHed miau 50 Mr, oiuMH pa3 B CYTKH, B T€UEHHME 3 JHEHN); KIMHUYECKU
3HAYMMBIX HEXKENaTeNbHBIX 3(PQEKTOB Mpu 3TOM HE OTMEYAIIOCh.

Jleuenue

AHTUIOT He u3BecTeH. B ciyuyae mepeo3upoBKHM JaHHOIO Ipernapara MOXXKHO PacCMOTPETh
BONPOC O MPUMEHEHMH aKTHUBUPOBAaHHOTO yris. Ilpu BBeAeHHMH 370pOBBIM J0OpPOBOJIBIIAM
AKTUBUPOBAHHOTO YIJIs 4epe3 2 u 6 4acoB mocie mpuema anukcabana B qo3e 20 mr AUC s
anukcabana ymenbinanach Ha 50 % u 27 % coorBercTBeHHO (Cmax HEe m3MeHsoch). [lepuon
MOJTyBBIBe/IeHUsT anmukcabana ymenbmasics ¢ 13,4 no 5,3 u 4,9 ywaca coorBercTBeHHO. He
0’KU/IaeTCsl, YTO MPUMEHEHUE TeMOIaIN3a IIPH Iepe1o3UpOBKe annkcadana Oynet 3¢ heKTHBHON

MEPOH.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoauHaMHuYeCKHe CBOMCTBA

®dapMakoTepaneBTUYECKas TpyNna: aHTUTPOMOOTHYECKUE CPEICTBA; MPSMbIE HHTUOUTOPHI
¢daktopa Xa.

Kox ATX: BO1AF02

Mexanusm ageiicTBus

AnukcabaH mpeJacTaBisieT co00i MOLIHBINA MpsiMol mHruourop FXa, o6paTuMo U CeIeKTUBHO
OoKMpyIOIMIl aKTUBHBIA LeHTp ¢epMmeHTa. [Ipemapar npeaHa3HadeH A I[EPOPATIbHOTO
npuMeHeHud. s peanuzanuu aHTUTPOMOOTHMYECKON AaKTHMBHOCTH anukcabaHa He TpeOyercs
Hanuuus antutpoM6ObuHa III. Anukcaban mHruOupyer cBOOOHBIM M cBA3aHHBIM FXa, a Takxke
aKTUBHOCTbH MPOTPOMOMHA3bl. ANTMKCa0aH HE OKa3bIBAE€T HEMOCPEICTBEHHOTO MPSIMOTO BIMSHUSA
Ha arperauuio TPOMOOIMTOB, HO ONOCPEIOBAHHO MHIMOMpPYET arperamui TPOMOOLUTOB,
WHAYLUUPOBAHHYIO TpOMOMHOM. 3a cueT uHruOupoBaHus axkTuBHOocTH FXa amnumkcaban
IpeoTBpaliaeT 0opa3oBaHue TPOMOMHA U TPOMOOB.

dapmakogngamMuyeckue 3P HeKToI

B pesynbprate nonasneHus FXa uM3MeHAIOTCS 3HAY€HUs IOKa3aTelell CUCTEMBI CBEPTHIBAHUS
KpPOBH: YAJUHSETCS MPOTPOMOMHOBOE BpEMsl, aKTUBUPOBAHHOE YaCTUYHOE TPOMOOIIIACTUHOBOE
Bpemss (AUYTB) wu mnpoucxoaut ysenmyenue MHO. HW3MeHeHuss 3TuxX mokaszareneil mpu
NPUMEHEHUU Tpernapara B TEpareBTHUYECKOM 03¢ HEe3HAYUTEIbHBI M B OOJBIION CTEeNeHU
BapuabenbHbl. [lo3TOMy HCIONB30BaHME UX C IEJIbI0 OLEHKH (papMakoJUHAMUYECKOH
aKTHBHOCTH alMkcabaHa He peKkoMeHayeTcs. B Tecte renepanuu TpoMOMHA anmukcabaH CHUXKa
SHJIOTEHHBIN TPOMOWHOBBIN MOTEHIIMAT - TIOKa3aTellb 00pa3oBaHUs TPOMOWHA B IUIa3Me KPOBHU

YCJI0BCKaA. I/IHFI/I6I/IpOBaHI/IC annkcabaHoM akTuBHOCTH FXa AOKAa3aHO C MOMOIIBIO XPOMOT'CHHOI'O
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TeCTa C HCIOJb30BaHHEM TemapuHa Rotachrgm. HsM&éﬁgE%ﬁF%ﬂkﬂéﬁHBEﬁ ';'1-1')"51M0

MPOMOPIMOHAILHO TOBBIMICHUIO KOHIICHTpAIlMU anukcabaHa B IUIa3Me KPOBH, MPU ITOM
MaKCHMaJbHbIC 3HAUEHHUS AKTHMBHOCTU HaONomaroTcs npu goctuxkeHnr Cmax anmkcabaHa B
miasMe KpoBu. JIMHeWHass 3aBUCMMOCTbh MEXK]Yy KOHIEHTpanued u aHTu-FXa akTHBHOCTBHIO
anMkcabaHa pErucTpUpPYIOTCS B IIMPOKOM JIMANa30HE TEpaneBTUUECKHX J03 IIperapara.
N3menenus antu-FXa akTHBHOCTM MpU M3MEHEHHH 103l U KOHIIGHTpalWu anukcabaHa Ooiee
BBIPQXXCHBI U MCHEE BapUaOEIbHBI, YeM IMOKA3aTeIU CBEPTHIBAHHS KPOBH.

Kinuanueckas 3¢ dekTHBHOCTE U O€30I1aCHOCTE

B tabnuue 3 nmokaszaHsl mpeanoiaraeMble paBHOBECHBIE KOHIIEHTpaluu U anTu-FXa akTuBHOCTH
Npu NPUMEHEHHM arukcabaHa IO KaXJAOMy M3 IMOKa3aHUW. Y NalMEHTOB, MOJYYaroIIux
anukcabaH Mocie MIAHOBOTO 3HJONPOTE3UPOBAHMS Ta300€APEHHOIO WM KOJEHHOTO CYCTaBa,
OTHOILLIEHWE MaKCHMAJIbHOIO M MHUHUMAJIBHOTO ypoBHS aHTU-FXa akTMBHOCTM B HMHTepBalie
MEXy IPUEMOM J103 IpernapaTa He npeBbiiaet 1,6. Y manueHToB, NodyJyarouux anukcadbaH mno
MOBOJy TNPOPUIAKTUKA HMHCYJIbTA W CHCTEMHOH TPOMOOAMOOTMHM TIpH HEKIANaHHOW
GuOpIMILUISIIAN  TIpeNICepINii, JaHHOE OTHOIIEHHE COCTaBisgeT MeHee 1,7, a y NalMeHTOB,
MOJTyYalolMX anukcabaH MO IMOBOAY JiedeHHs TpomOo3a TIyOOKHX BEH M MPOPUIAKTHKU
PELUIUBOB TPOMOO30B INIyOOKHUX BEH - MeHee 2,2.

Tabmuna 3. [Ipexamonaraempie paBHOBECHBIE KOHIIEHTpanuu (HT/mi) ¥ aHTH-FXa akTHBHOCTH

(TU/m)

Anvkcaban AnukcabaH AnTH-Xa AnTH-Xa
Crmax Chin aKTUBHOCTD aKTUBHOCTH

anmkcabana max | ammkcadana min

Menuana [Sth, 95th TTepcenTrin]

[MpodunakTuka  BEHO3HOH  TPOMOOIMOOJMM y  MAIMEHTOB  TIOCIE  IUIAHOBOTO
SHJIONIPOTE3UPOBAHHUS TA300€APSHHOTO WITH KOJIEHHOTO CyCTaBa
2,5 mr 2 pasza B 77 [41, 146] 51 [23, 109] 1.3[0.67, 2.4] 0.84[0.37, 1.8]

JI€HD

[IpodunakTuka MHCYIBTOB U CHUCTEMHOM TpoMOOIMOOIMH y MAlUEHTOB ¢ (QUOpHIsIueit
npeacepaui

2,5 Mr 2 pasa B| 123 [69, 221] 79 [34, 162] 18[10,33] | 12[051,24]

eHp*

5 mr 2 pasa B| 171[91,321] | 103[41, 230] 26[14,48] | 15[0.61,3.4]

JI€Hb
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(OCAEQOBATENEROCTE 0002

Jleuenue TpomMO0oIMOOITHH

2,5 mr 2 pasa B| 67 [30, 153] 32[11, 90] 1.1[0.47,2.4] | 051[0.17, 1.4]
JIEHb

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

JICHb

10 mr 2 pasa B| 251[111,572] | 120 [41, 335] 401891 | 1.9[0.65,5.3]

JIEHb

* KoppeKTHpoBKa JI03bI COTIACHO KPUTEPUSIM CHUKEHUs 103kl B uccinenoBannu ARISTOTLE.
Ha ¢one Tepanum ammkcabanom He TpeOyeTcsi MPOBEACHUS PYTUHHOIO MOHHTOPWHIA €ro
AHTUKOAryJIsuOHHOT0 3¢ (deKTa, 0OJHAKO BBITOJIHEHUE KATUOPOBAHHOTO KOJTMYECTBEHHOTO TECTa
anTH-FXa akTMBHOCTH MOXET OBITh IOJIE3HBIM B CHUTYaIUsX, Korjna uHbopManus O HAIMYUU
anukcabaHa B KPOBH MOXET OBITh TOJIC3HA JJIsI PUHATHS PEIICHUS O MPOIOJDKESHUH Tepanuu. B
cpaBHeHHH ¢ BapdapuHOM Ha (oHEe NpHMEHEHHs anukcabaHa OTMEYAeTCsl MEHBIIeE YHCIIO
KPOBOTEUYECHHI, BKJIIOUAsi BHYTPUUEPEITHOE KPOBOU3IUSIHUE.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

AOGcopouus

AbcomoTHas OMOAOCTYIHOCTh anukcabana gocturaet 50 % mpu ero mMpuMEHEHUH B J103aX 10
10 mr. AnrkcabaH ObICTPO BCACBHIBACTCS U3 KETYI0UHO-KUIIIEYHOTO TPAKTA, €r0 Cmax JOCTHUTaeTCs
B TeueHue 3-4 4 mocye nepopanbHoro npuema. [Ipuem nuim He Oka3bIBaeT BIUSHUS HA 3HAUCHUS
nokazareneir AUC nmn Cmax anmkcabana. @apMakoKHHETHKA antkcabana it 103 10 10 mr umeer
nuHeNHbIN XapakTep. [lpu npueme anmkcabaHa B 703aX BbIlIe 25 MI' OTMEYAETCsl OTpaHUYEHUE
BCACBIBaHMsI TMpemnapara, YTo COMPOBOXKIACTCS CHUXKEHHEM ero OmomoctymHocTH. [lokazarenu
MeTabonu3mMa  anukcabaHa  XapakTEepPU3yIOTCS  HU3KOW UM yYMEPEHHOM  MexX- U
BHYTPUUHAUBUAYAIbHON BapuaOeNbHOCTHIO (COOTBETCTBYIOIME 3HAdYeHHs Koddduimenrta
Bapuainuu coctaBisitor ~20 % u ~30 %, coorBercTBeHHO). [locnme mepopanbHOro mnpuema
anukcabana B 03¢ 10 Mr B Bujie 2 U3MENBUYEHHBIX TA0JIETOK 10 5 MT, pa3BeieHHBIX B 30 MT BOJIBI,
HKCIMO3UIMUS Mpenapara Obljla COMOCTaBUMa C TaKOBOM MOCIE MEepOpPalbHOTO MpuemMa 2 HEelblX
Tabnerok anukcabana o 5 mr. [locie nmepopanbHOro nmpuema anukcabana B 1o3e 10 Mr B Buze 2
M3MEITBYCHHBIX Ta0IeToK 10 5 Mr ¢ 30 T s61049HOTrO0 Mrope 3HaueHUsT Cmax 1 AUC 0bimr Ha 21 %
1 16 % COOTBETCTBEHHO HIDKE, YeM IOCie Tprema 2 1enbIx Tadnetok o 5 mr. [locie BBeneHus
Yyepe3 Ha30racTpabHbBIN 30H H3MEIbUEeHHON Ta0JIeTKH anukcabaHa B J103€ 5 MT, pa3BeIeHHOU B
60 Mr 5 % BOJIHOTO pacTBOpa AEKCTPO3bI, IKCIO3UIHS anuKkcabaHa Obljia COTIOCTaBUMA C TAKOBOH,
HaOJI0/IaBIICHCS B IPYTUX KIMHUYECKUX MCCIEAOBAHUAX C YUaCTUEM 3/I0pPOBBIX I0OPOBOJIBIIEB,
MOJIYYMBIIUX OJHOKPATHYIO 103y anukcabaHa 5 MI BHYTpb B BU/JIE TaOJIETKH.

Pacrpenenenue
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CBs13b antmkcabaHa ¢ 6ekamMu T1a3Mbl KpOBU Y€JIOBEKA céEll‘aBn}g't]lTbﬁﬁ'JIpEgJEé}lns—H;)%7 '°|/o,'d6'1>eM

pacupenenenus (Vss) - npubauzutensHo 21 .

Buorpancdopmarus

O-1eMeTHIMPOBAHUE W THAPOKCUIUPOBAHKUE 110 3-OKCOIUIIEPUIUHUIOBOMY OCTATKY SIBJISTFOTCS
OCHOBHBIMH TyTAMH OuoTpancpopmanuu anukcabaHa. AmnukcabaH NPEUMYIIECTBEHHO
MeTabomm3upyercs ¢ yuactueMm uzopepmernra CYP3A4/5, B MeHbIIel cTeneHu - n30()epMEHTOB
CYP1A2, 2C8, 2C9, 2C19 u 2J2. HensmeHeHHbIH anuKcabaH SIBIASETCS OCHOBHBIM BEIECTBOM,
HUPKYJIMPYIONIMM B IIJJa3ME€ KPOBH 4YEJIOBEKA, AaKTHUBHBIE IUPKYJIHPYIOIIHE B KPOBOTOKE
METabOJIUThl OTCYTCTBYIOT. Kpome Toro, ammkcabaH SBIsSETCS CyOCTpaTOM TpPaHCIIOPTHBIX
0enkoB, P-rmukonpoTenHa u Oenika pe3uCTEHTHOCTH paka MoJIouHOH skene3bl (BCRP).

D IUMHUHALMS

[TpubnuzutensHo 25 % NpUHATONW 103l BHIBOAUTCS B BHAE MeTaboiauToB. OCHOBHOH MyTh
BBIBEJICHUS - Yyepe3 KUIIeYHUK. [loueunas skckpenus anukcabaHa COCTaBIISCT MPUOIU3UTEIBHO
27 % ot ero o01ero KJIMpeHca.

OOmmii xMpeHc anukcabaHa COCTaBIISICT MPUONM3UTENBHO 3,3 /4, IepHO] TOTYBBIBEACHHS -
0KoJIO 12 4.

Oco0nIe T'pYIIIBI IMAIIMCHTOB

THayuenmoi ¢ Hapywenuem hyHKyuu novex

Hapymenune ¢pyHKknmnm nmovek He oka3biBaeT BIUSHUS Ha Cmax anukcabana. OHAKO OTMEYaIoCh
MOBBILICHHE KOHIIEHTPAIMK anukcabaHa, KOPPEIHPOBABIIEE CO CTENEHbIO CHIKEHUS (PYHKIHUU
MOYEK, OLICHUBABILEHCS TI0 3HAYEHUSIM KJIMpEHCa KpeaTUHUHA. Y JIMIl C HapyleHneM (QpyHKIuu
MOYeK JIerKoW (KiupeHc kKpeaTuHuWHA - OoT 51 mr/mun no 80 Mr/mMuH), cpemHed (KJIMpEHC
KpeatuHuHa - oT 30 Mr/mMuH 10 50 MI/MHH) U TSOHKEIOU cTeNeHu (KIMPEHC KpeaTHHUHA - OT 15
mr/muH 10 29 mr/muH), 3HadeHnss AUC anukcabaHa B Tu1a3Me KpoBH Bo3pacTanu Ha 16 %, 29 %
u 44 %, COOTBETCTBEHHO, [10 CPABHEHUIO C JTU[AMU, UMEBIITMMU HOPMaJIbHbIE 3HAUECHHUS KIIUPEHCA
kpeatuHuHa. [Ipu »ToM HapymieHue (yHKIHUHU MOYEK HE OKA3bIBAIO OYEBUIAHOTO BIIMSHUS Ha
B3aMMOCBSI3b MEXK]1y KOHIICHTpalMeH arnkcabaHa B Tuia3Me KPOBH U €ro aHTH-FXa aKkTHBHOCTHIO.
HccnenoBanus anukcabaHa y MAlMEHTOB C KIMPEHCOM KpeaTWHWHA MeHee 15 Mr/MuH umm
HaxOJAIIMXCS HA AUAIU3€ HE MPOBOAMINCH.

llayuenmul ¢ napywenuem ynkyuu nevenu

UccnenoBanus anmkcabaHa pH TsDKEJION MEYSHOYHOM HETOCTATOYHOCTH U aKTUBHOM IMaTOJIOTHN
renaToOnIMapHoOd CHUCTEMBbl HE MPOBOAMINCH. He OBLIO BBISBICHO 3HAYMMBIX W3MEHEHUMN
napaMeTpoB (apMaKOKHHETHKU U (hapMaKoJIMHAMUKU MIPHU OJTHOKPATHOM IpHEeMe anuKkcabaHa B
03¢ 5 Mr y MalueHTOB C IEUYEHOYHOW HEIOCTATOYHOCTHIO JIETKOM M CpEeAHEH CTeneHu

BbIpakeHHOCTH (KJ1acchl A u B o knaccudukanuu Yaitna-I11s10, COOTBETCTBEHHO) 110 CPAaBHEHUIO
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MIEYCHOYHON HEJJOCTATOYHOCTHIO JIETKOW M CPEeHEN CTENEHU TSKECTH U 3I0POBBIX T0OPOBOIBIIEB
OBLT COTIOCTABUMBI.
Jluya nooicunoco eospacma
Y manMeHToB MOXKWJIOro Bo3pacta (crapiie 65 JeT) oTMedyalnuch Oojiee BBICOKHE 3HAYCHHS
KOHIIGHTPALIMH IIperapara B 1jiasMe KpoBH, 4eM y 00Jiee MOJIO/IbIX TAIIMEHTOB: CpeAHee 3HAUYCHHE
AUC 6bu10 pubim3uTensHo Ha 32 % BhIIIE.
Llon
Dkcno3unus arnvkcadaHa y >keHIUH Obuia Ha 18 % BbllIe, YeM Y MYy>KUHH.
Paca u smuuueckoe npoucxodxcoenue
PesynbTarhl, mosydeHHbIE B paMKax ucciaenoBaHuil [ (asel, cBUIETENBCTBYIOT 00 OTCYTCTBUU
3HAYUMBIX pazNuuuii (hapMaKOKUHETHKHU anmukcabaHa MEXIy MPeICTaBUTEISIMU €BPOIICOUIHOM,
MOHTOJIONIHON M HErpouAHON pac. Pe3ynbrarthl aHanu3oB (apMakOKMHETHKH B PAa3TUYHBIX
MONYJISIUSIX, BBHITIOJIHEHHBIX B PaMKax MpOrpaMMbl KIMHUYECKHX HCCIEAOBaHUMN anmukcadaHa,
BKJIFOYABIIMX TMMAIIMEHTOB, MOJY4YaBIIUX amuKkcadaH MOCJE IUJIAHOBOTO JHAONPOTE3UPOBAHUS
Ta300eIPEHHOT0 WM KOJIEHHOTO CYCTaBa, B IIEJIOM COOTBETCTBYIOT pe3yjIbTaTaM UcCieoBaHuil [
¢hazbl.
Macca mena
VY manueHToB ¢ Maccoi tena Oosnee 120 Kr KOHIGHTpaIus anmukcadaHa B IUIa3Me KpOBU ObLia
npubnau3uTenbHo Ha 30 % HUXKe, 4eM y TAIlMeHTOB C MacCoi Tena oT 65 Kr A0 85 Kr; y naleHToB
¢ Maccoi Tena meHee 50 Kr JaHHBIN MOKa3aTelb ObUT MpubIu3uTenbHo Ha 30 % BhIIIE.
3asucumocms napamempos hapmaxKoKuHemuKu u GapmaxkoOUHAMUKU
3aBUCHUMOCTh MEKIYy IapaMeTpamu (papMakOKMHETUKU U (papMaKOJUHAMHKH (B TOM YHUCIIE€ aHTH-
FXa akrusnoctu, MHO, nporpomOunoBoro Bpemenu, AUTB) anukcabana 1 ero KOHIEHTpaLuen
B MJIa3Me KPOBH ObLjIa M3y4eHa AJsl IIMPOKOTo JuaraszoHa 103 npenapara (ot 0,5 mr go 50 mr).
bbulo moka3zaHo, YTO 3aBUCUMOCTb MEXKIY KOHIEHTpaluel amumkcabaHa M akTUBHOCThIO FXa
HAaWIy4lluM oOpa3oM ONMCHIBAETCS C HCIIOJIB30BAHMEM JIMHEHMHONW Mojenu. 3aBHCUMOCTh
napaMeTpoB (papMakOKMHETUKH M (papMakOAMHAMHUKH amnukcabaHa, OICHUBABIIAsICS Y
MAlMeHTOB, TMOJy4YaBIIMX amukcabaH B kiauHUYeckuX wuccnenoBanusx II u I  dassl,
COOTBETCTBOBAJIa TAKOBOM Y 30POBBIX TOOPOBOJIBIIEB.

eTH

Amnukca0aH He moka3aH JeTsM (cM. pasnenst 4.2, 4.3).
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COOTBETCTBY
oT 1 |
6. PAPMAIEBTHYECKHE CBOMATBA _TV-TEA0E

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
JlakTo3a 6e3BogHas

[emrono3a MUKPOKpUCTAIIIMYECKAs
Kpockapmennosza HaTpust

Marnus creapar

Harpus naypuncynbdar

CocraB 000J104kH: TunIpoMerio3a, Tutana auokcun (E171), makporosn 4000.

6.2. HecoBMecTUMOCTDH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

[Ipenapar AnukcabaH mociie U3MeIbYeHUs U CMEIIMBAHMS C BOJIOH, 5 % pacTBOPOM JIEKCTPO3bI
(TIH0KO3BI1), SI0JI0YHBIM COKOM HJIH SI0JIOYHBIM IIOPE TOCH /10 4 4acoB.

6.4. OcoOble MepbI NPEeJOCTOPOKHOCTH NIPH XPAHEHUH

XpaHuts 1pu Temmneparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIIAKOBKHU

I[To 10, 14 wmm 30 TabneTok B KOHTYPHYIO SYEMKOBYIO VYIAKOBKY U3 IIJIEHKHU
MOJMBUHUJIXJIOPUAHON MO0 TUIGHKH MOJMBUHIIXJIOPUTHOW/ MOMUMBUHIINACHXIOPUAHON U
(bonbru amOMHUHAEBON MEYaTHON JTAKUPOBAHHOM.

1,2,3,4, 6 unu 10 KOHTYPHBIX STYEHKOBBIX YIIAKOBOK BMECTE C HHCTPYKIIUEH IO MEAUITTHCKOMY
MPUMEHEHHUIO (JTUCTOK-BKJIAJIBIIT) TTOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TIAUKY).

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXKEHUH  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0  MNpenapara WJIM OTX0A0B, IMOJYYEHHBbIX IOCJe TNpPUMEHEHUs
JIEKAPCTBEHHOT'0 Mpenapara u Apyrue MaHUMYJISAUMHU C IPenapaToM

OcoOble TpeOoBaHUsl OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUA

Poccusa
000 «ATomn»

445351, Camapckas o0:., r. XKurynesck, yi. ['uapocrpourenei, 1. 6.

7.1. IlpencraBuTe/ib AepaKaTelisi perHCTPALIMOHHOTO YI10CTOBEePeHus

[IpeTen3uu HOTDC6I/ITCJICI‘;I HalpaBJIATH IO aApPECy:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.05.2025 N= 12070

(NOCNEQCBATENEHOCTE 0002)

Poccusa

000 «O308»
445351, Camapckas 0611., T.0. XKurynesck, 1. XKurynesck, yi. ['uapoctpoureneid, i. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOM PEIUCTPALIMUU (IIOATBEPXKIEHUS
PETUCTPALIMMU, IEPEPETUCTPALIUN)

JlaTa nepBoii peructpanmmu:

10. JATA IIEPECMOTPA TEKCTA

OO01mast xapaKTeprUCTUKA JISKAPCTBEHHOTO Mpenapara AnukcadbaH J0CTyIHa Ha WH)OPMAITMOHHOM
noprane EBpa3uiickoro 5KOHOMHYECKOTO COI03a B HH(POPMAIIMOHHO-KOMMYHUKAIIMOHHON CEeTH

«MHTepueT» https://eec.eaeunion.org/.
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