COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N2 10472

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHUE JTEKAPCTBEHHOI'O IIPEITAPATA
ArnukcabaH, 2,5 Mr, Ta0JIETKH, TOKPHITHIC TUICHOYHON 000JIOUKOH.
AnmkcabaH, 5 Mr, TaOJIETKH, TOKPHITHIE INIEHOYHOW 000TI0YKOM.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JleticTByro1IIe€ BEIIECTBO: alluKcabaH.
Anukcabad, 2.5 Mr, Ta0JIEeTKH, HOKPBITEIE [JIEHOYHONH 000JI0YKOMI

Kaxxnas tabnerka conepxut 2,5 mr anukcabaHa.

BcmoMorarenbHbIe BEIIeCcTBa, HATMYHE KOTOPBIX HA/IO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npemnapara: jakros3a (cMm. paszgen 4.4.).

AnnkcabaH, 5 Mr, TabJIETKU, TOKPHITHIE TNIEHOYHOW 000T0YKOM

Kaxnas Tabierka cCogep XUt 5 Mr anukcadaHa.

BcrnomorarenbHbie BEIIECTBa, HAJTHMYME KOTOPBIX HAJIO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
npenapara: Jlaktosa (cm. pasuen 4.4.).

[TonHbIH MepeueHb BCIIOMOTAaTENIbHBIX BEIIECTB MPUBENICH B pa3zeie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH.
Anukcaban, 2.5 mr, TabJIETKH, IIOKPBITHIE INIEHOYHON 000JI0YKOM

prrJ'IBIe ABOSIKOBBIITYKJIBIC Ta6HeTKI/I, IIOKPBITHIC IUIEHOYHOM 000JI0YKOH JKENTOTO OBCTAa, HA
IMOIICPCUYHOM pa3pe3€ AApPO OT 6eoro J0 IMOYTHU 6eoro OBCTA.
AHI/IKCEI6aH, 5 mr, Ta6J'IeTKI/I, MOKPLIThIC NICHOYHOM 000J10YKOH

OBayibHBIE ABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPBITBIC IUIEHOYHOM 000J0YKOH PO30BOI0 IIBCTA, HA
IMOIICPCUYHOM pa3pe3€ AAPO OT 6eoro J0 IMOYTHU oeoro OBECTA.

4. KIMHUYECKUE JAHHBIE

4.1. IlokazaHusl K IPUMEHEHHUIO

[Ipenapar AnukcabaH mMoKa3aH K MPUMEHEHHUIO Y B3POCIBIX.

— IIpodpunaktuka BeHO3HOW TpomOo3MOomuu (BTD) y mamueHToB moOCie IJIaHOBOTO
SH/I0IPOTE3NPOBAHUSI TA300€IPEHHOIO WM KOJIEHHOI'O CYCTaBa.

— IlpoduiakTuka HMHCyJIbTA M CHCTEMHOH TpOMOOAMOOIMH Yy B3pOCIBIX NAIMEHTOB C
HeKJanaHHoW (uopuiuiALred npeacepauil, UMEIOINUX OJUH WM HECKOJIbKO (DAaKTOpPOB pHUCKa
(TakMX, KaK MHCYJIbT WIM TpPaH3UTOpHas MILIEMUYEcKas aTaka B aHaMHe3€, BO3pacT 75 JeT H
cTapuie, apTepuajlbHas TUIEPTEH3Us, CaxapHbIil auabeT, CONMPOBOXKIAIOLIASCS CHUMITOMaMHU
XpOHHUYECKasl cepleyHas HeJOCTaTOYHOCTh ((pyHKUMOHaNbHbIM kiacc Il u  Bbime 1o
knaccupukanun NYHA)). HckioyeHne COCTaBiSIOT HAlMEHTHl C TSOKEIbIM U YMEPEHHO
BBIPAXEHHBIM MUTPAJIbHBIM CTEHO30M MJIM UCKYCCTBEHHBIMHU KJIallaHAMM CEPALA.

— Jleuenue tpom6o3a riaybokux BeH (TI'B), TpomGosmOonuu nerounoit aprepuu (TOJIA), a
Takxe npoguinakruka peuuausoB TT'B u TOJIA.

4.2. PesxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!
Pexxum nozupoBanus
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9HOONPOME3UPOBAHUA MA300e0PEHHO20 UNU KOJIEHHO20 C)YCmasa

ITo 2,5 mr 2 pa3a B cyTku (nepBbli IpreM uepe3 12—24 gaca nocie onepaTuBHOIO BMELIATENIbCTBA.
[Ipy mnpuHATHH peuieHuss O BPEMEHM Hayalla Tepaluu CIeAyeT MNPUHATh BO BHUMAaHUE
NOTEHIMAJIBHBI  MOJMOXKHUTEIbHBIH 3((GEeKT OT paHHEH aHTHUKOArYJSIHTHOW Tepamuu B
npodUIaKTUKE BEHO3HOH TpoMOOAIMOONIMHM HapaBHE C PUCKOM Pa3BUTHs MOCTONEPALMOHHOTO
KPOBOTEUYEHHS.

VY MmanuMeHToB, MEpPEeHeCIIuX SHAOMPOTE3UPOBAHUE Ta300€IPEHHOI0 CyCTaBa, PEKOMEHayemas
JUTUTEIIbHOCTh TEPAUU COCTABIIAET OT 32 10 38 AHeH, KoJeHHoro cycraBa — oT 10 no 14 qHei.

2. Ilpoghunaxmuka uncyiema u cucmemHon mpomooIMO0IuU y nayueHmos ¢ Guopuiiayuetl
npeocepoutl

ITo 5 mr 2 pa3a B CyTKH.

VY narnueHToB ¢ GUOpHWILISIIEEH peacepanid 103y Mpenapara CHIKAIOT 10 2,5 Mr 2 pas3a B CyTKH
pU HAJIMYMM COYETAHUS JIBYX WM OoJiee W3 CIEAYIOIIUX XapaKTepUCTUK — Bo3pacT 80 yer u
cTapuie, macca Tena 60 Kr ¥ MeHee UM KOHIEHTpaIusl KpeaTHHUHA B IJIa3Me KpoBU > 1,5 Mr/an
(133 MKMOIIB/ ).

Tepamnuto ciaenyeT NpoIoJKaTh ITUTEIbHOE BpEMS.

3. Jleuenue mpomb6o3sa enyboKux 6eH, mpomooIMOOIUU N1e20UHOU apmepun

ITo 10 Mr 2 pa3a B cyTKu B TeueHue 7 JHEM, 3aTeM 10 5 MT 2 pa3a B CyTKH.

[TponOMmKUTENBPHOCT JIEUEHUSI OIpPEAEseTCs] HHAUBUAYAIbHO C YYETOM COOTHOIIEHUS
0’KHMJa€MOM OJIb3bl U PUCKA BO3SHUKHOBEHUS KIIMHUYECKU 3HAYMMbIX KpoBOTeueHu. Pelenue o
JUTUTETILHOCTU TEPaluy JTOJKHO OCHOBBIBATHCS HA OLICHKE HAJIM4YUs U 00paTUMOCTU (HaKTOPOB,
IpeIpacrnoiaralonmx K  peUuANBHPOBAHUIO  (T.e.  MPEIIIECTBYIOLIEE XUPYpPrHUECcKOe
BMEIIATEeNbCTBO, TpaBMa, MEpUOJ UMMOOWIM3ALMU U T.1.), a Takxke nposeieHuil TI'B u/unu
TOJIA, cocraBisis, KaAK MUHUMYM, 3 MecALa.

4. Ilpogpunaxmuxa peyuousos mpombo3a enyboKux 6ex, mpomooImMoOoIuU 1e204HOl apmepuu

ITo 2,5 mr 2 pa3a B CyTKH 11OCJIE, KAK MUHUMYM, 6 Mecs1eB JieueHUs] TpoMO03a rTyOOKHX BEH WU
TOJIA anukcabanom B 103€ 5 MT 2 pa3a B CyTKH WU IPYTUM aHTHKOATYJISTHTOM, KaK YKa3aHO B

tabmuue 1.
Tabmuna 1
MaxkcumanbHas
Iloka3anue Jo3upoBka
CYTO4YHAasl 1032
Jleuenune Tpombo3a | 10 Mr 2 pasa B CyTKH B TeueHHUe 7 20 mr
rryookux BeH, TOJIA JTHEe
Hanee 5 mr 2 pa3a B cyTKH 10 mr
[Ipodpunaktuka peuuauBoB | 2,5 Mr 2 pas3a B CyTKU Swmr

TpomOO3a TIyOOKUX BEH,
TOJIA mocne 6 wmecsIes
nedeHus Tpom003a rry0oKux
BeH i TOJIA

OO0111y10 IIUTENBHOCTD TEPAIluu cleAyeT MoAOHUpaTh MHANBUAYAIBHO MOCIIE TIATEIbHON OLEHKU
COOTHOILEHUS TOJIb3bI OT MpUeMa Mpernapara u pucka pa3BUTHs KpoBoTeueHHs (CM. pasnen 4.4.).
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Oco0nie I'pynIibl TaMEHTOB

Tlayuenmui nodcunozo eospacma

Koppekmuu 10361 npenapaTa y HalMEHTOB MOXKHIIOTO BO3pacTa He TpeOyercs: (MCKIIOUeHHE
COCTABJISAIOT NAIIMEHTHI, YKa3aHHBIE B IyHKTE 2 — MPUMEHEHUE NPH (PUOPHILISIIUH TPEICePIHiA).
Tayuenmoi ¢ HapyweHuem hyHKyuu novex

Jis manveHToB ¢ HapylleHHeM (QYHKIMHM MOYeK JEeTKOW WM CpedHEH CTEeNeHU MPUMEHHMBbI
CIIEyIOIINE PEKOMEH IAlUU:

— He TpedyeTcsi KOPPEKIUHU 1035l IPU MPUMEHEHUHU anukcabaHa ajs mpoQHIaKTUKU TpoMOo3a
MIyOOKHX BEH Y MAllMeHTOB IOCJE IJIAHOBOTO JHAONPOTE3UPOBAHUS Ta300€IPEHHOr0 WU
KOJICHHOT'O CyCTaBa, JJis JIedeHUs] TpoMOo03a rIyOoKuX BeH, A jiedeHus TOJIA u npodunaktuku
penuauBoB TpoMOo3a rimyookux BeH, TOJIA (cm. paznmen 5.2.);

— IpU IPUMEHEHUU arrKcabaHa y HalleHToB ¢ GUuOpmIsuueil mpencepanii 1 KOHLEHTpauen
kpeatruHuHa > 1,5 mr/mn (133 MKMOJIB/JT) B TJIa3Me KPOBH, B COUYETAHUH C BO3pacToM > 80 JIeT Win
Maccoi Tena < 60 Kr TpedyeTcsi CHUKEHHE A03bl ITpernapaTa, Kak onucano Boiie. [Ipu otcyrecTBun
COOTBETCTBUSl JIPYTHUM KPUTEPUSM MJI CHIDKEHHUS J103bI (BO3pacT, Macca Teja) KOPPEKIUU
Tepanuu He Tpebyercs (cM. pazaen 5.2.).

VY nmanueHToB ¢ HapylIeHHeM (YHKIUU MOYEK TSHKEIOH CTEreHH (C KIMPEeHCOM KpeaTuHHHA 15—
29 Mi1/MUH) TPUMEHHUMEI CIIeyIoIne peKkoMeHaanuu (cM. pasaenst 4.3, 4.4 u 5.2.):

e anukcabaH CIEAYyeT MNPUMEHATh C OCTOPOXHOCTBIO ISl TMPOQPHIAKTHKH TpomOo3a
rIIyOOKUX BEH y NAIIMEHTOB TOCIIE TNIAHOBOTO YHIOTPOTE3UPOBAHUS Ta300€APEHHOTO UITH
KOJICHHOTO CyCTaBa, IS JICUEHHUs TpoMOo3a TIIyOOKMX BeH, it JyiedeHust TOJIA u
MPOPUIAKTUKH PEUIUBOB TpoMO03a riryOokux BeH, TOJIA;

® y IAIMCHTOB ¢ GUOPMILIAIKEH TIPECEPIUi ClIeyeT PUMEHSTh 103y annkcabaHa 2,5 mMr
2 pa3a B CyTKH.

Het nanHbIX 0 MpuMeHEHNH anMKkcabaHa y MalueHToB ¢ KIMPEHCOM KpeaTnHuHa <15 mi/MuH, a
TaK)Ke y MalMeHTOB, HaXOAAIUXCsl Ha Juaiin3e. B cBsi3u ¢ 3TUM NpuMeHeHHe anukcadaHa y Takux
MAalMEeHTOB MPOTUBOIOKa3aHo (cM. pasnen 4.4. u 5.2.).

Tayuenmsi ¢ HapyweHnuem gyukyuu nevexu

AnukcabaH IMPOTHBOIOKA3aH y MAaIlMEHTOB C 3a00JI€BaHMSIMU IE€YEHHU, COMPOBOKAAOIIUMHUCS
HapylIEHUsIMU B CHUCTEME CBEpPTBHIBAHUS KPOBU U KIMHUYECKU 3HAUYUMBIM PHUCKOM pa3BUTHS
KpoBOTeueHMH (cM. paznen 4.3.). [Ipumenenue npenapaTa y NaueHTOB ¢ TSHKETION MeYeHOYHOU
HEJI0OCTAaTOYHOCTHIO MTPOTUBOIIOKA3aHO (cM. paznen 4.3.).

Cnenyer coOnrofaTh OCTOPOXXHOCTh IpPHU IMpUEME anukcabaHa MalUueHTaMH C IEeYEHOYHOU
HEJ0CTAaTOYHOCTBIO JIETKOW U CpeqHell creneHu Tshkectu (Kiaacca A mwiu B mo knaccudukanuu
Yaitnn-I1p10), mpu TOM KOppEKIMH 10361 HE TpeOyeTcs (cM. pasnens 4.4. u 5.2.).

W3 KNMMHUYECKUX UCCIIeT0BaHUM ObUTH HCKITIOUYEHBI MTALIMEHTHI, Y KOTOPbIX OTMEYay MOBBIILICHUE
AKTUBHOCTH MEYEHOYHBIX (bepMeHTOB allaHMHaMUHOTpaHchepassl
(AJIT)/acnapraramunotpancdepassl (ACT) B 2 pa3a Bbllle BepXHEH T'paHHUIBI HOPMbI HIIU
oOmiero Ounupy6una B 1,5 u 6osee pa3 Bblllle BEpXHEH rpaHUIbl HOPMBL. B CBsI3U ¢ 3TUM cienyer
C OCTOPOKHOCTBIO MPUMEHSTh aluKkcadaH y MalUeHTOoB 3TOM rpynnsl (cM. pasnens! 4.4. u 5.2.).
Crnenyet oueHUTh GYHKIMIO IEUEHU J0 Hadaja Tepanuy anukcabaHoMm.

Macca mena
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COCTABJIAIOT NAIIMEHTHI, YKa3aHHBIC B IIYHKTE 2 — IpUMEHEeHHE Tpu GUOPHIUIALIUY PEICEPIuii).
Ilon
Koppekmuu 10361 penapara B 3aBUCUMOCTH OT T10J1a MAI[eHTa He TpeOyeTcs.
Paca u smuuueckoe npoucxosicoetue
Koppeknuu 103bl npemnapara B 3aBUCUMOCTH OT pPachl WM 3THUYECKOIO HPOMCXOXKAECHUS
nalueHTa He TpedyeTcs.
Ilepexoo ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU
[TepeBon ¢ mapeHTepalbHBIX aHTUKOATYJISIHTOB Ha aluKcabaH U HA00OPOT MOXKHO ITPOBOJUTH B
MOMEHT CJICAYIONIETO 3alJIAaHMPOBAHHOTO IIPUEMa OTMEHSIEMOT0 Tpernapara (Ipu 3TOM O4epeiHast
71032 OTMEHSIEMOT'0 Tpernapara He IPUHUMACTCS).
Ilepexoo ¢ unu na eapgapun unu opy2ue anmazonucmel sumamuna K
[lepeBon MaIMEHTOB C Tepanuu BappapuHOM WIM JPYTMMHU aHTAaroHUCTamu BuTamuHa K Ha
TEpPaIUIO allMKCabaHOM ClielyeT IPOBOAMUTH IIPH 3HAYEHUHU MEXTyHApOAHOTO HOPMAIIM30BAHHOTO
otnomenust (MHO) y manuenta ke 2,0.
[Ipu mepeBose MalMEHTOB C Tepanuu anukcabaHOM Ha Bap(apuH WM JAPYrHe aHTarOHUCTHI
ButamuHa K cienyer mpopoikaTh Tepanuio anukcabaHoM B TeueHHe 48 yacoB mocie mnpuema
nepBoil 1036l BapdapuHa WM Apyrux antaroHuctoB BuramumHa K. YUepes 48 uacoB ciemyer
npokoHTpoiupoats MHO nepes mprueMoM clieayromei 10361 anuKkcadana.
CoBmecTHBIN IpueM BapdapuHa (WK Apyroro anraronucra BuramuHa K) u anukcabana cinemyer
npogokarhk A0 poctkenus MHO > 2.0. IIpu goctuxennn MHO > 2,0 npuem anukcabana
ClleflyeT NMPEeKPaTUTh.
Kapouosepcus
[TaumenTtsl ¢ GuOpwLIILMEH NpeAcepaui, KOTOPbIM TpedyeTcs IMpOBEJEHHUE KapIUOBEPCHH,
MOTYT HayaTh WIM IPOAOJDKUTH IPUMEHEHHE aluKcabaHa.
[TauuenTam, He IPOXOAUBIIMM JIEYCHUE aHTUKOATYJITHTaAMHU, TepeJl IPOBEICHUEM KapInOBEPCHH
HeoOX0JMMO Ha3HAYUTh, 110 KpaitHel Mepe, 5 103 anukcabaHa o 5 mr 2 pasa B CyTkH (110 2,5 mMr
2 pa3a B CyTKH /IS TAIIHEHTOB, KOTOPHIM TPEOyeTCsl yMEHBIIIEHHE JI03bI, CM. ITYHKT 2 TMOJIpa3iena
«Pexxum 1o3MpoBaHsD BBIIIE) JUTS JOCTHKEHUS aIeKBaTHON aHTUKOATYJISIIHH.
B cmywae ecnu mpoBeneHue KapauoBepcHH TpeOyeTcs M0 Ha3HaYeHHs S5 103 amukcabaHa,
HE00XO0IMMO MPUHATH Harpy304YHYO 103y B 10 MTI' ¢ MOC/IEAYIOLUIMM IPUEMOM 5 MT 2 pa3a B CyTKH.
Crnenyer yMEHBIINTh HAarpy304HYIO 03y JI0 5 M ¢ MOCIeIyIoIUM ImpueMoM 2,5 mr 2 pasza B
CYTKH, €CJIM MAalUEHT MOAXOIUT MOJ KATErOPHUIO JJISl CHIDKEHUS J103bI (CM. IyHKT 2 MoJpa3ena
«Pexum no3upoBanus» Bbilie). HeoOXoauMo NpuHATH Harpy304HYyIO 703y, [0 KpaitHel Mepe, 3a
2 yaca 710 IPOBEACHUS KapIUOBEPCHH.
[lepen mpoBeneHHEM KapAMOBEPCHU HEOOXOIUMO IOJYYUTh TOIATBEPIKIECHUE O HaJIeKaIleM
npueme anukcabana. [Ipy IpUHATHN pemieHus 0 Ha3HAUYEHUH WM MPOJODKUTEIEHOCTH JICUSHHS
HEOOXOIMMO OIUPATHCS HA YCTaHOBIICHHBIE PEKOMEH/IAIINH [T0 IPUMEHEHUIO aHTUKOATYJISTHTOB Y
NaIMEeHTOB, KOTOPBIM TpeOyeTCsl MPOBECHNE KapIUOBEPCHH.
Cunopom ommensi
[Ipu BpeMeHHOM TMepephiBe B JICUEHUM IpernaparoM (CilydyailHOM WM HpeIHAMEPEHHOM)
BO3pacTaeT puck TpoMOo3a. [lanMeHTs! JOMKHBI OBITh TPOMH(POPMHUPOBAHEI 0 HEOOXOIUMOCTH
n30eraTh NepephIBOB B JICUCHNUH MTperapaTtoM. [Ipi BpeMeHHOM MpeKpaIieHny aHTHKOATYJITHTHON
Tepanuu 1o J0O0bIM IPUYMHAM OHA JOJHKHA OBITh BO30OHOBJIEHA KaK MOYKHO CKOpee.

4



COOTBETCTEYET 3K
o1 18.04 20

(NOCNEAOBATENEHOCTL 0002)

CTHu
BezonacHocth u 3 PeKTUBHOCTD MpUMEeHEeHUsT AnrkcabaHa y neTeil B Bo3pacte 10 18 et He
YCTaHOBJICHBI. /[aHHBIE OTCYTCTBYIOT.

Croco0 ImpuMeHeHus

[Ipenapat Anukcaban TPUHUMAIOT BHYTPb HE3aBUCUMO OT IpHEMa MUIIH.

B cnyuae npomnycka npuema mpemnapar clieAyeT NPHHITh KaKk MOXKHO CKOpee, a B JalibHeHIeM
MPOJOKUTH MIPHEM 2 paza B CyTKH B COOTBETCTBHH C UCXOJAHON CXEMOIA.

JUi manueHToB, KOTOphIE HE MOTYT TMPOTJIOTHTH TaOJNETKy LETHMKOM, TaOJeTKy IMpernapara
AnrkcabaH MOXXHO U3MEIIbYUTh U PA3BECTH B BOJIE WK 5 % pacTBOPE ACKCTPO3bI UIIH SIOTTOUHOM
COKE WJIM CMEIAaTh ¢ A0J0YHBIM MIOPE U HE3aMEeUTUTENIbHO MPUHATH BHYTPH (CM. pa3aen 5.2.). B
Ka4yecTBEe aJlbTepHATHUBHI TaONETKy mpernapata AnukcabaH MOXKHO M3MEIbUUTh U pa3BecTd B 60
MJI BOJbI WK 5 % pacTBOpe NEKCTPO3bl U HE3aMEIUIUTENIbHO BBECTH MOJYUYEHHYIO CYCIIEH3HIO
Yyepe3 Ha30racTpallbHbI 30H] (cM. pazaen 5.2.).

4.3. [IpoTuBONOKA3aAHNS

— TUIEPYYBCTBUTEIBHOCTh K amnukcabaHy WiIu J0O0OMYy M3 BCIIOMOTaTelbHBIX BEIIECTB,
MepeUYUCIICHHBIX B pazjeine 6.1.;

— aKTHBHOE KIIMHHUYECKH 3HAYUMOE KPOBOTECUCHHE;

— 3abosieBaHUs MTEYECHH, COMPOBOKAAIOIINECS HAPYIICHUSAMU B CUCTEME CBEPTHIBAHUSI KPOBU U
KJIMHUYECKH 3HAYMMbIM PUCKOM Pa3BUTHS KPOBOTEUEHUI;

— 3a0oJIeBaHMS WM COCTOSIHUS, XapaKTEpU3YIOMIMECS 3HAYMMBIM PHCKOM  OOJIBIIOTO
KPOBOTECUCHHS: CYIIECTBYIOIIEE B HACTOAIIEE BpeMsi WM HelaBHEE OOOCTPEHHE S3BEHHOU
00JIE3HN JKEITYJOYHO-KHUILIEYHOI'O TPaKTa; HAJIWYUE 3JI0KAYECTBEHHOI'O HOBOOOpa3oBaHUS C
BBICOKMM PHCKOM KpOBOTEUEHMS; HEJIaBHEE MOBPEXKJIEHUE TOJIOBHOTO WM CIIMHHOTO MO3ra;
HEJaBHO NEPEHECEHHOE OTNIEPaTUBHOE BMEIIATEILCTBO Ha TOJIOBHOM MJIM CTMHHOM MO3T€, a TAaKXKe
Ha OpraHe 3pEHHs; HEJAaBHO IIEPEHECEHHBI IeMOPPAaru4eCKUil MHCYJbT, YCTAHOBJICHHOE WU
[0JI03pEBAaEMOE BAPHKO3HOE paCIIMpEHUE BEH MHUIIEBOAA; apTEPUOBEHO3HAs Majb(popMalus;
AQHEBpPHU3Ma COCYJIOB WJIM BBIPAKEHHBIE BHYTPUCIIMHAIbHBIE WJIA BHYTPUMO3TOBBIE M3MEHEHUS
COCY/ZI0B;

— HapylleHue (QYHKIMM TO0YEeK C KJIMPEHCOM KpeaTMHHMHA MeHee 15 Mi/MuH, a Takxke
IIPUMEHEHHE y NallUEHTOB, HAXOJAIIMXCS Ha TUAJIN3E;

— OepeMeHHOCTb (cM. paznen 4.6.);

— MepuoJ IPyJHOr0 BCKapMiIMBaHusA (cM. pazaen 4.6.);

— OJHOBPEMEHHOE INPHUMEHEHHE C JIOBIMH JAPYTMMH aHTHKOATYJSHTHBIMU IIperapaTaMi,
BKJItOUasi HeppakuuoHupoBaHHbIM remapud (HOI'), Huzkomonekynspuele renapunsl (HMI)
(oHOKcamapuH, JaiNTenapuH M Jip.), NPOU3BOJAHBIE renmapuHa (QoHOamapuHykc H J1p.),
nepopagbHbIe AHTHUKOATYJISHTHI (BapdapuH, puBapokcadaH, Jadburatpas u Jp.), 3a UCKIIOUEHUEM
TeX CUTyallui, KOTJa MalueHT MEepeBOAUTCS HAa TEPANHUIO WM C Tepalluy anukcabaHOM, Koraa
He(paKIMOHUPOBAHHBIN TeMapyuH Ha3HA4yaeTcsl B J03aX, HEOOXOAMMBIX Jsl MOAJEp:KaHus
IPOXOJUMOCTH LEHTPAJIbHOIO BEHO3HOTO WM AapTEpUAbHOTO KaTeTepa WIM Korzaa
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npencepauit (cMm. paszaensl 4.4. u 4.5.).

4.4. Oco0ble yka3aHHusl U Mepbl NPeI0CTOPOKHOCTH IPH NPUMEHEHUH
Puck xpoBoTeueHu

Kak u B ciiydae JApyrux aHTHKOAryJISTHTOB, MAI[MCHTOB, MOJYYaIONMX armuKkcadaH, HEOOXOAMMO
TIIATEILHO HAOJIOaTh HAa MPEAMET MPU3HAKOB KPOBOTEUCHHUS. [IpH COCTOSHUSAX C BBICOKUM
PUCKOM pPa3BUTHSA KPOBOTCUCHHUH Ipenapar PEeKOMEHAYETCS MPUMEHSATh C OCTOPOKHOCTBIO.
[IpumeHeHne anukcabaHa ClIeAyeT MPEKPaTUTh MPH Pa3BUTHH THKEIOTO KPOBOTCUCHHUS (CM.
paznenst 4.8. n 4.9.).

XOTSI TepaHI/IH aHHKcaGaHOM HEC Tpe6yeT IIOCTOAHHOT' O MOHI/ITOpI/IHI‘a ero KOHL[CHTpaLII/II/I B KpOBI/I,
WHOTJ]a MOXET OBITH 11eJIECO00pa3HBIM MTPOBECHUE KATHOPOBAHHOTO KOJIMYECTBEHHOTO aHATN3a
aHTI/I-Xa-(baKTOpHOf/'I AKTHUBHOCTHU B TCX UCKJIIFOUUTCJIBbHBIX cnyqaﬁx, Koraga 1aHHBbIC O BO3I[€ﬁCTBHI/I
anukcabaHa MOTYT CIOCOOCTBOBAaTh NPHHATHIO KIMHHYECKUX PEHICHWH, HampuMep IpU
MepeI03UPOBKE M SKCTPEHHOM OIepaTHBHOM BMeIIAaTeIbCTBE (CM. pasjaen 5.2.).
B3anmoieiicTBHE ¢ APYTUMH JIEKAPCTBEHHBIMU IIPENapaTaMy, BIUSIOIIMMY Ha T€MOCTAa3

B cBs3M C BBICOKMM PHCKOM BO3HHKHOBEHHS KPOBOTCUCHHUS OIHOBPEMCHHOE NMPUMEHEHHE C

JTHOOBIMU APYTUMH aHTHUKOATYJITHTAMH TIPOTHBOIIOKa3aHo (cM. pazaen 4.3.).
OpnHOBpEeMEHHOE NPUMEHEHHE anuKcabaHa C aHTHArperaHTaMH IOBBIIIAET PUCK KPOBOTCUCHHS
(cm. paznmen 4.5.).
Heo6xomuMo co0r01aTh OCTOPOKHOCTH IPH OJHOBPEMEHHOM IPHUMEHEHUH anukcabaHa C
CEJICKTUBHBIMU HMHIMOMTOpaMU OOpaTHOro 3axBaTa CEPOTOHMHA M MHTHOUTOpAaMU OOpaTHOro
3axBaTa CEpOTOHMHA W  HopanuHedpuHa  (HOpAagpEeHAIMHA) WM  HECTEPOUIAHBIMU
npoTUBOBOCHAIMTENbHBIMU Tpenapatamu (HIIBII), Bkirouas auneTwyICalMLIUIOBYIO KHCIIOTY
(ACK).
[Tocne Xupypru4eckoro BMEIIATEIbCTBA HE PEKOMEHIYETCsl HMPUMEHSTh OJIHOBPEMEHHO C
anukcabaHOM Apyrue UHrHOUTOPHI arperai TpoMOOUTOB (cM. pa3zaen 4.5.).
B xnuHMuYecKOM HCClENOBaHMM Yy MAlMEHTOB C (UOpWUISIIMEN TpeacepAuil C OCTPBIM
kopoHapHbIM cuHapoMoM (OKC) u/mnn nepeHecmnx YpeckoKHOEe KOPOHAPHOE BMELIATENIbCTBO
(UKB) c 3amianupoBaHHbIM niepuoioM JiedeHust uaruouropom P2Y 12 ¢ ACK unu 6e3 Hee, Obu10
U3y4€HO PUMEHEHHE MePOPaAbHBIX aHTUKOATYJISIHTOB (anuKcabaHa WM aHTarOHUCTa BUTAMHHA
K — ABK) B Teuenue 6 mecsueB. Puck 601b111X KpOBOTEUEHUH 110 KpUTEpHsIM MeX1yHapoIHOTO
obmiecTBa o TpomOo3y U remocrasy (International Society on Thrombosis and Haemostasis —
ISTH) wnu knuHudeckn 3HauuMbIX HeOonbmux kpoBoredenuit (K3HB) Obun cratuctuyecku
3HAUYMMO HM>KE IPU IPUMEHEHuN anrkcabana (24,7 % B roxa) no cpaBHeHHIO ¢ ipuMeHeHneM ABK
(35,8% B TON).
Conyrcrytomiee npumeHenne ACK moBblmano pucK pa3BUTHS OOJBIIMX KPOBOTEUEHUH IO
kputepusm ISTH umun K3HbB kpoBoteuenuii ¢ 21,0 % B rox o 40,5 % B rox npu nobaBiieHun
aHTukoarynsnrta (anukcabana win ABK) k Ttepanum unrubutopom P2Y12. B uacTtHOCTH,
no6asnenne ACK noBsimano puck pa3zsuts 6oipmux uin K3HbB kpoBoTeueHmit y manueHTos,
nonydaBinux anvukcaban u ABK, coorBerctBenHo ¢ 16,4 % no 33,1 % B ron u ¢ 26,1 % B rox 10
48.4 % B TOJ.
OTmeudanoch CTaTUCTHUYECKH 3HAUYMMOE IOBBIIIEHHE PUCKAa KPOBOTEUEHHM NMpU MPUMEHEHUU
TpoliHOM Tepanuu anukcabanoM, ACK u kimonuporpenom B KIMHMYECKOM HCCIEAOBAHUU Y
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pPUCKOM TpoM0O3a ¥ HECKOJIBKHMH COIyTCTBYIOIIUMHU CEPJICYHBIMU U HECEPACYHBIMU
3a0oseBaHUsIMU. B JIpyrom KIWHUYECKOM HCCIEJOBAaHUM C YYacTHEM [AllUEHTOB C
bubpuusnuei npencepauii ogHoBpeMeHHoe npuMeHeHne ACK TpuBOAMIO K TMOBBIIICHUIO
pHUCKa pa3BUTHs OOJBIIMX KPOBOTCUCHHWH M Ha (OHE MpHema anukcabaHa W Ha (OHE IpHeMa
BapdapuHa. B 3TOM KIMHHYECKOM HCCIIEIOBAaHUH COYETaHHAs TEepanusl IByMsl aHTHArperanTaMu
MIPUMEHSIIACH PENIKO.

[TprMeHeHre TPOMOOIUTHYECKUX CPEACTB JUIs JICYCHHS OCTPOT0 HIIEMUYECKOT0 MHCYIbTA

OmnbIT IPUMEHEHHS TPOMOOJIMTHYESCKUX CPEACTB JUIS JICYCHHUS] OCTPOTO UIIIEMHYECKOTO HHCYJIbTA
Yy NAalUMCHTOB, NOJTYYaronux aHHKcaGaH, BECbMa OIrpaHUYCH.

HaL[I/IeHTLI C UICKYCCTBCHHBIMMU KJIallaHAMMU CEpAlla

BezonacHocTh U 3¢ (heKTUBHOCTH Mpernapara y MalueHTOB C HCKYCCTBEHHBIMH KJIallaHaMH cepiia
¢ ¢ubpwusiuel npeacepaunii u 06e3 Hee He M3ydanach. [IpumeHeHHWe anmmkcabaHa IS ATOU

TpyHIibl IAHUEHTOB HE PEKOMCHAYCTCH.
XUPYpPrudeckrue U MHBA3UBHbBIC MPOLICTYPhI
HpI/IMeHeHI/IC anukcabaHa CJICAYCT IIPEKPATUTh HE MCHEC UCM 34 48 yacoB JI0 TIJIAaHOBOM OoIcpanuunu

WJIM MHBA3UBHOM NPOIIEyphl CO CPEJHUM HIIM BHICOKUM PUCKOM KpoBoTeueHus. Cro/1a OTHOCITCA
BMEIIIATENIbCTBA, IPH KOTOPBIX BEPOSTHOCTh KIMHUYECKH 3HAYMMOTO KpPOBOTEUYEHHUS HE
UCKIJTFOUEHA WJIH JUIs1 KOTOPBIX PUCK KPOBOTEUCHHS HENIPUEMIIEM.

[TpumeneHne anukcabaHa ciIeIyeT MPEKPaTUuTh He MEHee 4eM 3a 24 Jaca JIo TUTAaHOBOU omnepanuu
WA WHBA3WBHOM MPOLIEAYPHI C HU3KUM PHCKOM KpoBoTeueHHs. CIoa OTHOCSTCS BMEIIATEIbCTBA,
OpU  KOTOPBIX OXHJIAETCS MHMHUMAJIbHOE, HEKPUTUYECKOe II0 JIOKAJNU3alMM WU JIETKO
KOHTPOJHMPYEMOE KPOBOTEUCHHE.

Ecnu onepanuio MiaM MHBAa3UBHYIO MPOLEAYPY HEJb3s OTKJIAJbIBaTh, UX HY)KHO MPOBOJIUTH C
Ha/JIeKallel OCTOPOYKHOCTBbIO, YYMTBIBas IOBBIIEHHBIM puCK KpoBoTeueHus. Cruenyer
COOTHECTH PUCK KPOBOTEUEHUS U HEOOXOAMMOCTb SKCTPEHHOI'O BMEILATEIbCTBA.

[Tpu HexyananHOM GUOPMILIAIUHN TpeacepAuil 0ObIYHO HE TpeOyeTcsl MPUMEHEHUE «Tepanuu
MocTa» B TedeHHe 24-48 uyacoB Imocie OTMEHBl amnukcabaHa TMepel] XUPYpPruuecKUMU
BMEIIATEeILCTBAMH.

[Tocne MHBa3MBHOM MPOIEYPHl WIIH XUPYPTHUECKOTO BMEIIATEIhCTBA MPUMEHEHHE arnnKcadana
clieflyeT BO300OHOBUTH KaK MOYKHO CKOpee HpH YCIOBHMM, YTO 3TO JOMYCKaeT KIMHUYECKas
CUTYyallMsl U YCTAaHOBWJICA JOCTaTOYHBIM remMoctas (MHpOpMalus O KapAMOBEPCUU MPUBEJCHA B
pazznene 4.2.).

VY nanueHtoB ¢ ¢GuOpWIUIILMEN TNpencepauil HeT HeoO0XOAMMOCTH MpeKpaliaTh Teparnuio
anrkcabaHoM Tepe] KaTeTepHou abmaruei.

BpemeHnHoe mpekpalieHue Tepanuu

[TpekpameHre MPUMEHEHHUS aHTUKOATYJISHTOB, BKIIIOYas amMKCaOaH M0 MPUYMHE aKTHBHOTO
KPOBOTEUCHHMSI, TUNITAHOBOW ONEpalliy WJIM WHBA3WBHOHM MPOIEAYPHI YBEIMUNBACT IS IMAIIHEHTA
puck TpoM6Oo3a. IlepepriBoB B NedeHnn cieayeT u3beratb, U €cliu MO KaKOH-IHOO MpUYHHE
TpeOyeTcsi BpeMEHHOE TpEeKpalleHne aHTHKOAryJSHTHOW Tepamuu amuKkca0aHOM, €€ CIEIyeT
BO300HOBUTH KaK MOXHO CKOpee.

Jleuenue TpoM003a rayookux Bed u TOJIA

He pexomeHayeTcs 3aMeHSATH TEpalvio HEPPaKIMOHUPOBAHHBIM TEMAPHHOM Ha anukcabaH B

MePUO,T MHUITMAIINN Teparuy ManueHToB ¢ TOJIA ¢ HecTaOUIbHOM reMOAMHAMUKON, BO3MOYKHBIM
7
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3P PEKTUBHOCTH anuKcabaHa B TaHHBIX KIMHUYECKUX CUTYAIUSIX HE YCTAaHOBJICHBI.

[TanMeHThl C OHKOJIOTUYECKUMU 3200JIeBaHUSIMH

OddextuBHOCTF W Oe3omacHoCcTh anmkcabana mnpu sedeHun TI'B, neuenun TOJIA wu
npodmiaktuke peuuauBupyomux TI'B u TOJIA y manueHToB ¢ aKTHBHO MPOTPECCUPYIOLINM

3JIOKQYCCTBCHHBIM HOBOO6pa3OBaHI/IeM HE YCTAaHOBJICHBEI.
IlanMeHTHl ¢ MOYSYHOM HEJOCTATOYHOCTRIO
Ol"paHI/I“IeHHble KIIMHUYCCKUEC JaHHBIC ITOKA3bIBAIOT, YTO Y IMAIIMCHTOB C TSAXCJIBIM HAPYHICHUEM

byHKIMM noYeKk (KIMpeHC KpeaTMHMHA 15-29 MIiI/MHH) yBEJIWYUBAIOTCS KOHLEHTPALUU
anukcabaHa B IJIa3Me, YTO MOXKET TMOBBIIIATh PUCK KpoBoTeuenus. /s neyenus TI'B, neyenus
TOJIA u npodwmnakruku perunuBupymux TI'B u TOJIA anukcabaH y MaMeHTOB C TSHKEIBIM
HapymeHneM (YHKIMU MoYeK (KIUpeHc kpeaTuHuHa 15-29 mu/muH) (cM. pasnpens 4.2. u 5.2.)
CJIEIyeT IPUMEHSTh C OCTOPOKHOCTBIO.

Jns npodunakTuku UWHCYJIbTa M CUCTEMHOM »5SMOOJIMM Yy TAIlMeHTOB C HEKJIAlaHHOM
bubpumauueit npencepauit (HOII), manueHTOB ¢ TKENIBIM HapylIeHHEM (QYHKIMH MOYeK
(knmupeHc KpeaTuHuHa 15-29 MII/MUH) U MallMEHTOB C YPOBHEM CHIBOPOTOUHOTO KpeaTHMHHUHA >
1,5 mr/mn (133 MxmoIb/i1) B coueTanuu ¢ BozpactoMm > 80 et niau Maccoit tena < 60 kr mo3a
anukcabaHa JIOJKHA OBITH CHIDKEHA 110 2,5 MT 2 pa3a B CyTKH (cM. pazaen 4.2.).

B cBsI3M C OTCYTCTBHEM OMBITa KJIMHUYECKOTO TPUMEHEHHUS anukcadaHa y MaIMEeHTOB C
KJIMPEHCOM KpeaTuHuHA < 15 MII/MUH WM HAXOAAIINXCS HA AUAIH3€ MPUEM aluKcadaHa B 3TOM
TpYIINE MallMeHTOB HE peKOMEHIyeTcs (cM. pasznensl 4.2. u 5.2.).

[Toxusbie TaIMeHThI

C BO3pacToM pHUCK KPOBOTEUEHHUSI MOKET MOBBIIIATHCS (CM. pazaen 5.2.).

Takxe onHoBpeMeHHOe HpuMmeHeHue amukcabaHa U ACK y MOXHIBIX MallMeHTOB Tpelyer

OCTOPOKHOCTH BBH]ly OTEHLIMAIILHO 00JI€€ BEICOKOTO PUCKA KPOBOTEUEHHUS.

Macca tena

[Tpu manoii macce Tena (< 60 Kr) puck KpOBOTEUEHHUSI MOXKET MOBBIIIATLCA (CM. pa3zaen 5.2.).
ITarmedTsl ¢ IEYEHOYHON HETOCTATOYHOCTRIO

Arnurkca0aH IPOTUBONOKA3aH MallMeHTaM C 3a00J€BaHUEM MIE€UEHH, CBA3AHHBIM C KOaryJjonaTtuen
Y KJIMHUYECKU 3HAYMMBIM PUCKOM Pa3BUTHUS KpOBOTEUEHHUs (CM. paznen 4.3.).

[Ipemapat He peKOMeHAyeTCsl MPUHUMATh MAIIMeHTaM C TSHKENbIM HapylleHneM (PyHKIUY TIeYeHn
(cM. pazzmen 5.2.).

[Tpenapart cienyeT NpUMEHSITh C OCTOPOKHOCTBIO Y MALIUEHTOB C HapyILIEeHHEM (DyHKIIUH MTeYeHU
JIETKOW U cpenHel cTemeHu TshkecTH (ctaaus A wiu B mo knaccudukanuu Yainna-I1si0) (oM.
paznensr 4.2. 1 5.2.).

[TarueHTsl ¢ MOBBILIEHHBIMU YPOBHSIMM neueHouHbIX (pepmenToB AJIT/ACT > 2 x BepxHei
rpanuibl HopMmbl (BI'H) wnm obmero OmmmpyOuna > 1,5 x BI'H Obuin HCKIIOYEHBI U3
KJIMHUYECKHUX HccienoBanuid. [loaToMy B JaHHOM MOmysinuu anukcabaH cleayeT MPUMEHSTH ¢
OCTOpPOXKHOCTBIO (cM. pazzmen 5.2.). Ilepen HauanoM NpuUMEHEHHUs anmukcabaHa HEOOXOIUMO
POBEPUTH OMOXUMHYECKHE MTOKa3aTeIH (PyHKIIH MTEYEHH.

BsaumoneiicTBue ¢ unrnéburopamu mmmroxpoma P450 u unrubutopamu P-ravkonporenHa

He pexomenayercs mnpumeHeHue amukcabaHa y NalMEHTOB, IOJYYalOMIUX OJIHOBPEMEHHO

CHUCTEMHOE JiedeHHe MOIIHbIMH uHruouropamu uzopepmenta CYP3A4 u P-rmukomporenna,
TaKUMH KaK AaHTUMUKOTHKM TPYMIbl a30J0B (HampuUMep, KETOKOHA30JI, HUTPaKOHA30I,
8
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npenapaThl MOTYT MOBBICUTH 3KCIIO3UIIMIO anMKcabaHa B JiBa pasa (cM. pasaen 4.5.) win BbIIIe B
IPUCYTCTBUHM  JIOTIOJIHUTENBHBIX (PAKTOPOB, KOTOpBIE TAaKKE YBEIUYMBAIOT HKCIO3ULIUIO
anukcabaHa (Hampumep, TsHKeloe HapyleHHe (PyHKIMH OYeK).

Bsaumopeiicteue ¢ naaykropamu nzodepmenta CYP3A4 u P-roukonporenHa

OnHOBpeMEHHOE IPUMEHEHHUE anMKcabaHa ¢ MOIHBIMUA HHAYKTOpamu nzopepmenta CYP3A4 u
uHAYKTOpamMu P-rmukonporenna (Hampumep, pudamnuuuH, (eHuTouH, KapOaMasenuH,
dbenobapOuTan W mpenapaTamMu 3BEpo0O0s MPOABIPSBICHHOTO) MOXKET TaKKe NPHUBOJIUTH K
CHI)KCHMIO KOHLIEHTpallMu anukcabaHa B miia3me KpoBH (mpumepHo Ha 50 %). B knmuHHMueckom
UCCJICIOBAHUH C Y4YacCTHEM NAIlMeHTOB ¢ (QUOPWLISAIUEH Tpencepauii OTMedaln CHIDKCHUE
3¢ (HEeKTUBHOCTH H TIOBBIIICHHBIH PUCK KPOBOTEUCHHM IPH OJHOBPEMEHHOM MPHUMEHECHUHU
anukcabaHa ¥ MOITHBIX HHAYKTOPOB n3opepmenta CYP3A4 u P-rnmukonporenHa no cpaBHEHUIO
C IpUMEHEHUEM anrKcabaHa B MOHOTEpaIuu.
Crnenyrolue peKOMEHAALMU MPUMEHUMBI K IMallMEHTaM, IMOJIyYalolUM CHCTEMHYIO TEparuio
MoIHbIMH UHIYKTOpamu uzodpepmenta CYP3 A4 u P-rnmukonporenna (cm. pasaen 4.5.):
—c wnenpio npodunaktuku BTD y manueHTOB mocie IJIAHOBOTO SHAOMPOTE3UPOBAHUS
Ta300€IPEHHOT0 WJIM KOJEHHOTO CyCTaBa, NPOMOUIAKTHUKA WHCYJIbTAa M CHUCTEMHOU
TpOoMOOIMOOJIMK TP HEKJIAMTAHHOW (PMOPHIUIALIMK TIPEACEpIUi, a TAaKKe I MPOPHITAKTUKH
petuauBoB TI'B u TOJIA, anukcaban ciieyeT IpUMEHSTh C OCTOPOKHOCTHIO;
—nns nedenuss TI'B u TOJIA, anukcaban He cieayeT MPUMEHsTh, Tak Kak 3()(eKTUBHOCTH
MO>KET OBITh CHHKEHA.
OnepaTrBHbBIC BMEIIATENbCTBA, CBA3AHHbIE C MEPEIOMOM HICHKHU Oesipa
O¢ddexTuBHOCTh U 0€30MACHOCTh anmMKcabaHa B KIMHUYECKMX HCCIEIOBAHUAX Y MAIMEHTOB
Mociie ONEpPaTHBHOTO BMEIIATENbCTBA MO IMOBOAY IepesioMa MIeiiku Oeapa HEe OLEHUBAIKCH.

ITo3TOMY OH HE pPEKOMEHIyeTCsl ISl TaHHBIX ITAlIUEHTOB.
JlabopaTopHbIe mapaMeTpPhl

BiusHue Mexanu3Mma JeiicTBUs anukcabaHa Ha MOKAa3aTeNld CBEPTHIBAEMOCTH KpOBU (HampuMep,
nporpomouHoBoe Bpems (I1B), MHO u akTuBHpOBaHHOE YaCTUYHOE TPOMOOIIACTUHOBOE BpEMS
(AUTB)) cootBercTBOBasio OXHaaeMoMmy. HaOmiomaBiimecs W3MEHEHHUs JTHX IOKa3aTenei
CBEPTHIBAEMOCTH KPOBH MPHU MPEIIoaraeMoil TeparneBTUUECKOi 03¢ ObLIIM HEBETUKU U UMENN
CYLIECTBEHHYIO BapHabelbHOCTh (CM. pa3zaen 5.2.).

BhinonHeHne COMHAIBHOMN, SMUAYPAIbHOW AHECTE3UU WU MYHKIMHN Y NAIMEHTOB, HOJYyYAOIINX
anukcabaH

[Tpu BBINONHEHNN CIMHAIBHON WM 3MUIYpaTbHON aHECTe3UH MO0 AMarHOCTUYECKON MMyHKINU
JAHHBIX O0JIaCTeH Yy NALMEHTOB, MOIYYaIOUIMX AHTUTPOMOOTHYECKHE CpPEACTBA C LEIBIO
npoUIaKTUKA TPOMOO3MOONIUHN, UMEETCSI PUCK Pa3BUTHS AMUAYPATbHBIX WIM CHHUHAIBHBIX
reMaTtoM, KOTOpbI€, B CBOIO OYEPEIb MOTYT SBIATHCA MPUUMHOM CTOMKUX WM HEOOPaTUMBIX
napanuyeil. JJaHHBIN pUCK MOXKET erle Oosiee BO3pacTarh MPU UCIOIb30BaHUU YCTAHOBJIEHHOTO
AMUAYPAIBHOTO KaTeTrepa B IOCIEONEPAlMOHHOM IIEPUOE WIH IIPU MTapaJUIEIbHOM IIPUMEHEHUN
JIPYTUX JIEKapCTBEHHBIX CPEICTB, BIUAIOIIMUX HA TE€MOCTa3. Y CTAHOBJICHHBIE SIIUAYPaAJIbHBIE WIN
UHTpaTeKaJbHbIE KaTeTephbl JOJDKHBI ObITh yAaJeHbl KaK MUHUMYM 3a 5 4acoB J0 BBEJCHUSA
nepBoi 1036l anrkcabaHa. PUck Takke MOXET BO3pacTaTh MPHU TPAaBMATUYHBIX MM MOBTOPHBIX
SNUAYPAIbHBIX WM CHUHAJIBHBIX MyHKUUAX. [lalineHTOB HEOOXOAMMO YacTo MpOBEPSATh Ha

IpeIMeT MPOSBIEHUN U CUMIITOMOB HEBPOJOTHYECKOro aeduuura (HampuMmep, OHEMEHHUE WU
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HEBPOJIOTUYECKOTO OTKIOHEHHUSI OT HOPMBI HEOOXOIUMO TPOBEACHHE CPOYHON JUArHOCTUKH U
nedeHus. Jlo HeHpOaKCHaIbHOIO BMEIIATENbCTBA Bpauy CIEQYeT IPOAHAIU3UPOBATH
COOTHOUIICHUE TOTCHIMAIBHOW TMOJb3bl M pPHUCKA I MAalMEHTOB, KOTOPBIE IOJY4YaroT
AHTUKOATYJITHTHYIO TEPANUIO WIH OyIyT MOJIy4aTh €€ IS MPpOPUIaKTHKU TpoMOo3a.
Knunuueckuii onpIT mpyMeHEHUs anukcabaHa y MaleHTOB ¢ YCTaHOBJICHHBIM UHTPATEKaIbHbIM
WIM SMUAYPAIbHBIM KaTeTepoM OTCYTCTBYeT. B ciyyae HeoOXOIMMOCTH JaHHOW CHUTYalluH,
OCHOBBIBasICh Ha (hapMaKOKMHETHYECKUX OCOOCHHOCTSX amukcabaHa, cleqyeT coOIoaaTh
uHtepBai B 20-30 yacoB (T.e. 2 mepro/ia MOJyBBIBEACHHS) MEXKY IMOCICIHEH MPUHATON 10301
anukcabaHa M yJnaJeHHEM KaTeTepa, TaKuM o0pa3oM, KaKk MUHHMYM OJHa J03a anukcabaHa
JOJDKHA OBITH MpPOMyIIeHAa M0 yAaleHus karterepa. Creayromyro 103y amukcabaHa MOKHO
IPUMEHSTh HE paHee YeM 4epe3 S5 yacoB Mocie u3BieueHus kaTerepa. Kak u B ciyyae co BceMu
HOBBIMU aHTUKOATYJISTHTHBIMH JICKAPCTBEHHBIMH TpPENapaTaMu, OIBIT MPUMEHEHHs anuKcabaHa
pyu HelpoakcHuaabHOU OJI0KaJe OrpaHUYeH, U MOITOMY B TaKOM CUTYyallH CJlelyeT cOOI0aTh
UCKITIOYUTENbHYI0 OCTOPOKHOCTD.

[MarmenTs! ¢ aHTU(OCHOIUIUAHBIM CHHAPOMOM

[Ipsimble TIepoOpanbHBIE AHTUKOATYJISIHTBI, BKJIIOYas anukcabaH, HE PEKOMEHAYIOTCS IS

NPUMEHEHHS Yy MalMeHTOB C JUarHOCTUPOBAHHBIM aHTU(oCchomumuaabM cuaIpoMoM (ADC) u
TpoMOO3aMH B aHaMHE3e, OCOOCHHO IMPH HAJMYUU BCEX TPEX MOJOKHUTEIHHBIX TECTOB (Ha
BBISIBJICHHE BOJYAHOYHOI'O aHTUKOATYJIIHTA, aHTUTEJ IIPOTUB KapAUOJIUIIMHA U aHTUTEN IPOTUB
Oera-2-rnukonporenHa I). ¥V 3TUX NalMEHTOB NMPUMEHEHHUE IMEPOPAbHBIX AHTUKOATYJISTHTOB
MOYKET IPUBOIUTH K MOBBIILIEHUIO YACTOTHI PELIUIMBOB TPOMOOTHYECKUX SBJICHUMN 110 CPABHEHUIO
¢ antaronucramu ButamuHa K. DddextuBHOCTS M Ge30macHOCTh anukcabaHa y MalMEHTOB C
A®C He yCTaHOBJICHBI.

BcnomorarenbHbie BemecTBa

[Ipenapatr coxepxur Jsakro3y. [lamueHtam ¢ penko BCTpedarouleics HaclieACTBEHHOU

HENIEPEHOCHUMOCTBIO  TaJlaKTO3bl,  JMEUIIUTOM  JIAaKTa3bl WM  TJIFOKO30-TaJaKTO3HOU
MajbabcopOIuelt He ciielyeT MPUHUMATh 3TOT IIperapar.

4.5. B3anMmojeilicTBMe C JAPYrHMH JIEKAPCTBEHHBIMHM TMpenapaTramMu W JApyrue BH/bI
B3aUMOAEHCTBUA
Bausgaue npyrux openaparoB Ha GapMaKOKHMHETHKY amMKcadaHa

Hneubumopwr usogpepmenma CYP3A4 u P-enukonpomeuna
KombOunanust anmkcabana ¢ kerokoHazoinoMm (B mo3e 400 mr, 1 pa3 B CyTKH), SBISIOIIUMCS
MOIIIHBIM UHTHOuTOpoM Kak u3zopepmenta CYP3A4, tak um P-rmmxonporenHa, mpuBOIMiIa K
MOBBIIICHUIO CPEJHETr0 3HAYEHUs TIUIONIAJAM TOJ KpuBod KoHIeHTpauus-Bpems (AUC)
anrkcabaHa B 2 pa3a U CpeIHEero 3HaYeHUs1 MakCcUMallbHOU KoHleHTpaiuu (Cmax) — B 1,6 pasa.
He pexomennyercss mpuMeHeHHE amnuKkcabaHa y NAIMEeHTOB, IOJIYyYalollUX OJHOBPEMEHHO
CHCTEMHOE JileueHHue MOIIHBIMU HHruoutopamu musodepmenra CYP3A4 u P-rimkonporenHa,
TaKUMHM KaK AaHTUMUKOTHMKM TpYNIbl a30J0B (HampUMep, KETOKOHA30Jl, HWTPAKOHA30I1,
BOPUKOHA30J]1 M 03aKOHA30.1) U UHTUOUTOPHI MpoTea3sl BUY (Hanpumep, puToHaBHp) (CM. pazjen
4.4.).
[Ipemapatsl, He oOTHOcAlIMECS K MOLIHBIM uHruouropam wuszopepmenta CYP3A4 u P-
[JIMKONIPOTEnHA (HallpuMep, AUITHAa3eM, HAllPOKCEeH, KIAPUTPOMUIIMH, aMHOJIapOH, BeparaMu,
10
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XWHUJWH ), DO-BUAUMOMY, IIPUBEAYT K ITOBBIIIEHUIO KOHﬂlE%am%ﬁﬂ&%m%[haasﬁg%OBI/I
) Y, IPUBEIY

B MeHbIIel cremenu. Koppekmus m03bl anukcabaHa Mpu €ro KOMOWHAIMM C JAPYyTUMHU
npenapaTtamMi, He SBISIOIMIMMUCS MOIIHBIMH uHruouropamu uszodpepmenta CYP3A4 u P-
TJIMKOTIPOTEnHA, He Tpedyercs. Hampumep, nunrtuazem (ymMepeHHBI MHTUOUTOP mM3odepMeHTa
CYP3A4 u cnaberit uarudurop P-riamkomnporenna) B no3e 360 mMr 1 pa3 B CyTKH, NPUBOIMI K
noBbIIeHuIo cpenaux 3HaueHnit AUC anukcabana B 1,4 pa3a u cpequux 3HadyeHuit Cmax — B 1,3
paza. Hammpokcen (siBisieTcst uHTHOUTOpOM P-rimmkonporenHa, Ho He uzodepmenta CYP3A4) npu
npuMeHeHuu B 03¢ 500 mr BeI3bIBai noBeimeHne cpeaaux 3HadyeHnidi AUC u Cmax anukcabana
B 1,5 u 1,6 paza, coorBercTBeHHO. KiaputpoMutina (MHTHOUTOp P-rimkonpoTenHa W MOIIHBIN
uaruoutop m3odepmenta CYP3A4) B no3ze 500 mr 2 paza B CyTKH MPUBOAMI K MOBBIIICHUIO
cpenuux 3HaueHn AUC u Cmax anukcabana B 1,6 u 1,3 pasza, COOTBETCTBEHHO.

Hnoyxmopwt uzopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabana ¢ pupaMIUIMHOM (MOIIHBIM HHAYKTOpOM n3opepmenta CYP3A4 u P-
JIMKONIPOTEMHA) TPUBOAWIO K CHIbkeHHIo cpenHux 3HadeHnid AUC m Cmax amnukcabana
npubnu3utenbHo Ha 54 % u 42 %, coorBeTcTBeHHO. [lo-BuauMoMy, coueTanue anukcabaHa c
IpYTrUMH MOIIHBIMH UHAYyKTOpamu u3odpepmenta CYP3A4 u P-rmukonpoTenHa (B 4YaCTHOCTH,
dbenutonnom,  kapbamazenuHoM,  (eHoOapOWTAIOM  WIM  TIpemaparaMu  3BEpo0Os
MPOBIPSBICHHOT0) MOXKET TAK)KE TIPUBOANTH K CHIKCHUIO KOHIICHTPAIIMH altiKkcadaHa B I1a3Me
kpoBHu (mpumepHo Ha 50 %). Koppekuuu 103bl anumkcabaHa Hpu €ro KOMOMHHPOBAHUHM CO
CpeICTBAaMU JaHHOW TPYIIBI HE TpeOyeTcs Mpu Ha3HAYCHHWH IO TOKa3aHUsAM: MpOodUIaKTHKA
TPOMOOIMOOIINH TIOCIIE SHIOPOTE3UPOBAHUS CYCTaBOB, MPOPUIAKTHKA HHCYJIBTA U CUCTEMHOM
TpOMOOSMOONUYU TPH HEKJIanmaHHOW (GUOPHWILIAIMKN Tpeacepauid U NpoduIakTHKa PEIUANBOB
TpoM0Oo03a IIyOOKHX BeH, TPOMOOIMOOIHNH JIETOYHOW apTepHH, OJHAKO KOMOMHHPOBAThH JaHHBIC
CpEICTBA CIEAYyEeT C OCTOPOKHOCTHIO. BO BpeMsi mpuMeHeHus [Isl iedueHus: TpoM0o03a rIyOoKHuxX
BeH U TOJIA coBMmecTHOEe MpUMEHEHHE amnukcabaHa W MOIIHBIX HHIYKTOPOB H30(hepMeHTa
CYP3A4 u P-rnuxonporenHa He peKOMEHAYETCs, TaK Kak Mpu 3TOM 3 (HEKTUBHOCTH MOXKET OBITh
cHmKeHa (cm. pasznen 4.4.).

Anmukoazynaumol, uneubumopwl azpezayuu mpomooyumos u HITBIT

B cBsi3u ¢ BBICOKMM PHUCKOM BO3HMKHOBEHHS KPOBOTEUEHHUS OJHOBPEMEHHOE MPHUMEHEHUE C
TOOBIMU JIPYTUMU aHTUKOATYJISIHTaMU TTPOTHUBOIIOKa3aHo (cM. pasnen 4.3.) [locne coBMecTHOTO
BBEJICHUS SHOKcanapuHa (OJHOKpaTHO, B A03e 40 Mr) u anukcabaHa (OJTHOKPATHO, B J103€ 5 MT)
oTMevascs aaAuTUBHBIA 3(P(GEKT MaHHBIX JIGKAPCTBEHHBIX CPEJICTB HA aKTUBHOCTH (PakTopa
cBepteiBanus Xa (FXa).

[Tpu3HakoB papMaKOKMHETUYECKOTO WK (PapMaKoAUHAMUYECKOTO B3aUMOJICHCTBHS annKkcadaHa
C aleTWICATTMIUIOBOM KHCIIOTOM (B J03€ 325 Mmr, 1 pa3 B CyTKH) Yy 3J0POBBIX JIIOEH OTMEUEHO He
OBLITO.

KomMmOuHupoBanue anvkcabana ¢ KJIOMUA0rpesom (B 103€ 75 mr, 1 pa3 B CyTKH) WIH COYETAaHUEM
kionuaorpesna (75 Mr) u aneTUJICATUIIIIOBON KUCIOTHI (162 Mr, 1 pa3 B CyTKH) WM pacyTpes
(60 Mr ¢ mocnenytomieit 1o30ii 10 Mr oguH pas B cyTkH) B | aze KITMHUYECKOTO HCCIeA0BaHUs HE
MPUBOJIMIO K YBEITHYCHHUIO BPEMEHU KPOBOTEUCHUS WIH 0oJiee BBIPAKEHHOMY YTHETEHHIO
arperanuu TPOMOOIIMTOB MO CPABHEHHUIO C MPUMEHEHUEM ITUX aHTHArPETaHTOB B MOHOTEPAIIUU.
[ToBbIlIeHNE TTOKA3aTee CUCTEMBI CBEPTHIBaHUS KPOBH (IIpoTpoMOuHOBOTO BpeMenu, MHO u
AUYTB) cooTBercTBOBaNIO 3P deKTaM anrkcadaHa mpu NPUMEHEHHUH B MOHOTEPAIHH.
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VYV mamnueHToB ¢ HEKJIamaHHOW (GuOpHILIAIIeH npenceﬁgl%i:a%ﬁ%z%m;ﬂ: I&b'g;:{gt;i'{blM

cugapomoM (OKC) w/mnm mepeHecmuM YpecKoKHOEe KopoHapHoe BwmemaTenbcTBo (UKB)
Tepanuio anuKkcabaHOM MOXKHO Ha3HA4aTh B COYETAHUU C aHTHArperanTamu (cm. pasuen 4.4.).
Hanpoxcen (500 Mr), KOTOpBIH SIBIISICTCSI ”HTUOMTOPOM P-riMKOIpOTerHa, yBEIMYUBACT CPETHIE
3HaueHuss AUC u Cmax anukcabana B 1,5 u 1,6 pa3a coorBeTcTBeHHO. [Ipu npueme anukcadbana
HAOJI0/IAIOCh  COOTBETCTBYIOIIEE IIOBBIIICHHE TIOKa3aTelield CBEepThIBAEMOCTH KpoBH. He
HAOJIO/IaIOCh HUKAKMX HW3MEHEHUN BIUSHUS HANpOKCEHAa Ha arperamuio TPOMOOIMTOB,
WHAYLUUPOBAHHYIO apaxuIOHOBOM KHUCJIOTOW, a Tak)Ke€ HE OTMEUEHO KIMHUYECKH 3HAYUMOTO
YBEJIMYEHUS JUIUTELHOCTH KPOBOTEUYEHMS IOCIIE COBMECTHOTO IMPUMEHEHHs anukcabaHa u
HanpokceHa. HecMOTpsi Ha 3TH JaHHBIC, Y OTAEIBHBIX MAMEHTOB MOXET HaOmonaThCs Ooee
BBIpOKEHHBIN (hapMaKOJAMHAMUYECKUH OTBET IOCJIE COBMECTHOTO NMPHUMEHEHHs anukcabaHa ¢
JPYTUMHU aHTUATPETAHTAMU.

AnmkcabaH cienyer ¢ OCTOPOXHOCThIO mpuMeHsATh onxHoBpemenHo c¢ HIIBII, ACK wmm
uHruouTopamu P2Y12, Tak kKak 3TH JIEKQpCTBEHHBIC TMperapaThl OOBIYHO TMOBBIMIAIOT PHCK
KPOBOTEUYCHHSI.

He pexomeHiyeTcsi 0JHOBPEMEHHO MPUMEHATH PYTHe Mpernaparhl, ACHCTBUE KOTOPBIX MOXKET
OBITh CBSI3AHO C PAa3BUTHUEM CEPHE3HBIX KPOBOTECUCHHH, TaKUX KakK: TPOMOOJIUTHYECKHE
JIEKapCTBEHHBIE CPEJICTBA, AaHTATOHUCTHI PelenTopoB K raukonporenHam [Ib/Illa, munmupumgamon,
JEKCTpaH U CyIb(PUHITAPA30H.

Kombunupoeanue ¢ opy2umu nekapcmeeHHbiMU cpeocmeamu

He OBLITO BBISIBJIEHO KJIMHUYECKU 3HaYMMOr0 (apMaKOKHMHETUYECKOT O WIH
dbapMakoIUHAMUYECKOTO B3aUMOACHMCTBUS amukcabaHa C aTeHOJIOJIOM WM (PaMOTHAMHOM.
KomOunupoBanue anukcabana (B 1o3e 10 Mr) ¢ arenosnonom (B poze 100 Mr) He mpUBOIUIIO K
pPa3BUTHIO KIMHUYECKH 3HAYMMbBIX W3MEHEHUU NapaMeTpoB (papMaKOKHMHETUKH amukcabaHa,
OJIHAKO OHO COTIPOBOXAAIOCH CHIKeHHEM cpeanux 3HaueHnid AUC u Cmax anukcabana Ha 15 %
u 18 %, cOOTBETCTBEHHO, M0 CPABHEHUIO C PSKUMOM MoHOTepanuu. HazHnauenue anukcabana (B
no3e 10 mr) ¢ pamotunuaom (B 1o3e 40 mr) He okazpiBasio BiausiHus Ha 3HadeHuss AUC nnu Cmax
anukcabaHa.

Biusnue annkcabana Ha GapMaKOKHHETUKY IPYTUX JIEKAPCTBEHHBIX CPEJICTB

B uccnenoBanusix in vitro anukcabaH He MHIHMOMpoBal akTUBHOCTH m3opepmeHToB CYP1A2,

CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2D6 nnu CYP3A4 (uHrubupyromas KOHIEHTpaIus

(IC50) > 45 mMxMomB/T) U B TO ke BpeMs cllabo MoJaBisul akTUBHOCTH u3odepmenta CYP2C19

(IC50 > 20 MKMOnB/1) B KOHLEHTpALMM, 3HAYMTEIBHO IPEBBIMIAIONIEH MaKCHUMaIbHYIO

KOHIEHTPALMIO IIpenapaTa B IJ1a3Me KPOBH IPU €70 KIIMHUYECKOM NPUMEHEHHH.

Arnukcaban He sBisercss uHaykropom wuszogpepmentoB CYP1A2, CYP2B6, CYP3A4/5 B

KOHIEHTpauusax 10 20 MKMouIb/1. B cBsI3u ¢ 3TUM OXUAAETCS, UTO IPU COBMECTHOM IPUMEHEHUN

OH He Oy/aeT oKa3blBaTh BIUSHUS Ha KIHMPEHC MpernapaTroB, META0OJIM3UPYIOUIMXCS 3TUMU

nzodepmentamu. Kpome Toro, anmkcaban He MHTHOMPYET B 3HAYUMOM CTETICHH aKTUBHOCTH P-

[JIMKOIIPOTENHA.

B uccnenoBaHusx y 370pOBBIX J00pPOBOJIBLIEB alMKCA0aH HE WM3MEHSUI B 3HAYMMOM CTENEHH

(apMaKOKMHETHKY TUTOKCHHA, HAIIPOKCEHA MJIM aT€HOJI0IA.

Jueokcun

[Tpu onHOBpeMeHHOM Ipreme anukcadana (B 1o3e 20 mr 1 pa3 B cyTku) u aurokcusa (B nose 0,25

Mmr 1 pa3 B cyTku), sBistonierocst cyocrpatom P-rimukonporenna, nokasatenu AUC i Cmax
12
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IUTOKCHHA HE U3MEHIHCh. TakuM oOpas3oM, arl HKca6aﬁ: EQ AMEJ E—&E'E%ﬂ E'V%:;:I”}ISE.IJ.TOB
p

P-rnukonporenHa.

Hanpoxcen

OpnHOBpeMEeHHOE NMPUMEHEHHE OJHOKpPATHBIX 103 amukcabana (10 mr) u Hampokcena (500 wmr),
mpoxo npumensiemoro HIIBII, e Bausuio Ha nokazarenn AUC u Cmax HanpoKceHa.
Amenonon

OnHOBpEeMEHHOE TPUMEHEHUE OJHOKPATHOM 1103kl anukcabana (10 mr) u arenonona (100 mr),
HIMPOKO MPUMEHSIEMOT0 OeTa-aJpeHo0I0KaTOpa, HE U3MEHSIIO (JapMaKOKHMHETHUKY aTeHOJI0Ia.
Axmueuposanmwsiil yeoib

[Tprem akTMBMPOBAHHOTO YTJIA YMEHBIIAET AeiCcTBHE anrkcabaHa (cM. pazzaen 4.9.).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD W JIAKTALMS

bepemeHHOCTB

JlaHHBIX O MpUMEHEHUU anukcabaHa y OepeMEHHBIX >KCHIUH HeT. Bo BpeMs HOKIMHMYECKHX
UCCIIEIOBAaHUM HE OOHApY>KEHO TMPSAMBIX WM KOCBEHHBIX OTPHULATEIbHBIX J(PQPEKTOB B
OTHONIIEHMH penpoAykTuBHOW ¢(yukuuu. I[Ipumenenue amukcabana npu OepeMEHHOCTH
MIPOTUBOMOKA3aHO.

JlakTanus

Her cBenenuii 0 BeIBeIeHNY anMKcabaHa WU €ro METa0O0JIMTOB C TPYTHBIM MOJIOKOM y YEJIOBEKA.
CoriacHO UMEIOIIMMCS TaHHBIM UCCIIEIOBAHMI Ha )KUBOTHBIX allMKCaOaH BBIJEISETCS B TPYAHOE
MOJIOKO. B mccnenoBaHusax Ha KpbIcaX, KOHIEHTpAIMs MperapaTa B TPYJJHOM MOJIOKE ObLiia BO
MHOT0 pa3 BbIIlIe TAKOBOH B Tu1a3me kpoBu (Cmax nmpumepHo B 8 pa3 Boie, AUC npumepHo B 30
pa3 BBIIIE), YTO MOXKET CBHUAETEIHCTBOBATH 00 AKTUBHOM TpPAHCIOpPTE IpermapaTa B IpyAHOE
MOJIOKO. PUCK /Ui MiazeHieB, HaXOIAUIMXCA Ha TPYJHOM BCKapMIIMBAaHUU, HE MOXET ObITh
uckitoyeH. [Ipu Heo6xoIMMOCTH MpUMEHEHUS arMKcadaHa cleyeT MPUHATh pellieHrne 00 OTMEHe
npremMa mpernapaTa Uiu IpeKpalieHuy IPyAHOrO BCKApMIIMBAHHUSL.

DepTUIIEHOCTD

AnvkcabaH He BT HA PEPTUITEHOCTD B UCCIIEIOBAHMIX HA )KUBOTHBIX.

4.7. BausiHue HA CIOCOOHOCThH YHupaBJidiTb TPAHCHOPTHBIMHU CpEACTBaAMHU H paﬁDTaTb C
MEXaHU3MaMHU

AnukcabaH HE OKa3bIBACT WA OKA3bIBAECT HECYHICCTBCHHOC BJIIMAHUC HA CIIOCOOHOCTH YHOpaBJIATb
TPAHCIIOPTHBIMU CPCACTBAMU U pa60TaTB C MCXaHU3MaMU.

4.8. HexxenaresibHbIe peaKuMu
Pesrome npoduirst 0esonacHoCcTH

YacTeIMH  HEKEIATEIbHBIMA ~ PEaKUsIMH OBUTH  KPOBOTEUYEHHE, KPOBOIOJATEK, HOCOBOEC
KPOBOTEUCHHE ¥ TeMaToMa (CM. PO HITb HEXKEATSIbHBIX PEAKIIMH M UX YaCTOTY IO MOKa3aHMIM
HIDKE).

TabauuHOE pe3roMe HeKEeTaTeAbHbIX PeaKIIHA

YacToTa BO3HUKHOBEHUS TOOOYHBIX 3(p(PEeKTOB onpenensiach B COOTBETCTBUH C KJaccu(puKauen
Bceemupnoit Opranuzanum 31paBooxpaHeHus: o4eHp yacto (= 1/10), sacto (= 1/100, < 1/10),
Hevacto (> 1/1000, < 1/100), peaxo (= 1/10000, < 1/1000), ouens penko (< 1/10000), gactoTta
Hen3BecTHa (He MOXKET OBITh OIleHEeHa Ha OCHOBAHUH UMEIONINXCS TAHHBIX ).
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(NOCNEQCBATENEHOCTE 0002)

IpoduaakTuka HHCYJIbTA
Tpoguaaxritia BT y P M CUCTeMHOM ! Jleuenne TT'B
BIPOCIBIN HALHCHTOR TPOoMO0IMO0/IHH Yy u TIJIA,
CI/ICTeMHO-OpFaHH])Iﬁ KJIacC MOCIE MIAAHOBOTO B3POCJIbIX MAIIHEHTOB C HpO(l)l/IJIaKTl/IKa
3HI0NPOTE3NPOBAHUS
Ta306ePEHHOT0 HIH HK®II, nmeomux oquH peunauBoB
wim 0oJiee (hakTOpPOB TI'B u TOJIA
KOJICHHOI'0 CyCTaBa pHcKka
Hapywenus co cmoponvl kposu u numgamuueckou cucmemul
Anemust Yacto - -
TpomOGouunToneHus Heuwacro - -
Hapywenus co cmoponvl ummynnou cucmemul
['unepuyBCTBUTENBHOCTD, Penxo Heuacto -
aJUIEPTUYECKUI OTEK U
aHa(pUITaKCHs
KosxxHblit 3yz1 Heuacto Heuacto Heuacro*
Hapywenus co cmoponul nepenoii cucmemul
BuyTtpuuepennsie - Heuwacro Penko
KPOBOU3BJIUSHUS
Hapywenus co cmoponwl opeana 3penus
KpoBousnusanus B TKaHH Penko Yacto Heuacto
[JIa3HOTO 510JI0Ka (B TOM
YHUCIIE KPOBOU3JIUSHUE B
KOHBIOHKTUBY)
Hapywenus co cmoponul cocyoos
KpoBoTeuenus, remaroMbl Hacro Hacro Hacro
ApTepualibHasi TUIIOTEH3US Heuacro - -
(BKJTIOYAsi TUTIOTEH3HIO BO
BpeMsI IPOLEAYPbI)
BuyTtpubpromnoe — Heuacro —
KpPOBOTEUECHUE
Hapywenus co cmopoHul dvixamenvHotll cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPe0oCmeHUs
HocoBoe kpoBoteuenue Heuacro Yacro Yacro
KpoBoxapKambe Penxo Heuacto Heuacto
KpoBoteuenue u3 — Penko Penko
JbIXaTEIbHbIX MyTEH
Kenyoouno-kuweunvie HapyuieHus
TomHoTa Yacto - -
Kenynouno-kumieunoe Heuacro Yacto Yacto
KpPOBOTEUECHHUE
I'emoppounansHoe - Heuacro -
KpPOBOTEYECHUE,
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KpOBOTEYEHHUE B POTOBOM
IIOJIOCTH

JCREQOBATENE

HpH

LW

D UouZ]

Hanuuue HenzmeneHHON
KpOBH B Kajie

Heuacto

Heuacto

Heuacto

PexTanpHoe
KpOBOTEUYCHHUE,
KPOBOTEUYCHHE U3 JECCH

Penxo

Yacto

Yacto

3abprommHHOe
KPOBOTCUCHHE

Penxo

Hapywenus co cmoponuvl neuenu u scenyesvi800auux nymet

[ToBbIlIeHNE aKTUBHOCTH
TpaHCAMHHA3, TOBBIIICHUE
AKTUBHOCTH

ACT, nospllieHuE
aKTUBHOCTH raMma-

[Ty TAMIJITPAHCIICTI TUAA3BI,
MATOJIOTUICCKUE
W3MCHECHHSI
(GyHKIIMOHATBHBIX P00
MIEYCHU, TOBBIIIICHUE
AKTUBHOCTH IIEJIOYHON
docdarassl B KpOBH,
MTOBBIIICHHUE
KOHIICHTPAIUN
OmMpyOnHa B KPOBU

Heuacto

fﬂﬂnﬂueHﬂﬂCO(ﬂﬂQpOHblKOJCMZ!HO@KOWTHMX’nKaHeﬁ

KoxHas ceinb

Heuacto

}ﬂqnaueHuﬂco(ﬂnquHbLMbuueQHoﬁ,CKeﬂennunZucveduHunumbHoﬁinKaHu

Mpziieysoe
KpOBOH3HHﬂHHe

Penko

Hapywenus co cmoponul nouek u Mouesbigo0sauux nymei

I'ematypus

Heuacto

Yacto

Yacrto

Hapywenus co cmopoHvl penpo0yKmusHou cucmembl U MOJIOYHBIX HCele3

MexMeHcTpyallbHbIE
BArMHAJIbHBIE
KpOBOTEYEHMS,
YPOT€HUTAJIbHbIE
KpOBOTEYECHUS

Heuacto

Heuacto

Obwue napywenus u peakyuu 8 mecme 66e0eHuUsl

KpoBoteuenue B Mecte
BBCICHUA

Heuacto

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble
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[TonoxxurenpHas peakuus - - Hedacro = BT Hedacto

IIpY aHaJIU3€ Kaja Ha
CKPBITYIO KPOBb

Tpasmsl, unmoxcukayuu u 0CI10HCHEeHUsL NPOYeoyp

3akpbITas TpaBMa Yacto Yacto Yacto

Kpoousnusauus u Heuacto - -
KPOBOTEUECHHS MTOCTIE
BBITOJIHEHUS] HHBAa3UBHBIX
npouenyp (B TOM uucie
remaroma 1nocie
MpOIEeTyphl, KPOBOTEUCHHE
W3 NIOCJIEONEPAMOHHOM
paHbl, reMaToMa B 00JIaCTH
MYHKIIMU COCYJIa U B MECTE
YCTaHOBKHM KaTerepa),
HaJIMYMEe OTJEIIIEMOro U3
paHbl, KPOBOU3JIMSIHUE B
obyacTtu pazpesa (B TOM
qucie reMaromMa B 001acTu
paspesa), KpOBOTE€UEHHUE BO
BpeMs OIEpPaTUBHOTO
BMEIIIATEJIbCTBA
TpaBmatnueckoe - Heuwacro Heuacrto
KpPOBOTEUEHHE,
KpOBOTEUEHHE 0CIe
IIPOBE/ICHUS POLIEAYPBI,
KpPOBOU3JIMSIHUE B 00J1aCTH
paspesa

*He oOTMeualu CllyyaeB TIeHEpaJIM30BaHHOIO KOXKHOTO 3yaa B wucciegoBanun CV185057

(mmurenbHas npodunaktaka BTD).

[Tpumenenue anukcabaHa MOXKET ObITh CBA3aHO C MOBBIIIEHHBIM PUCKOM Pa3BUTHSI KDOBOTEUEHUIN
(B TOM 4McCII€ CKPBITHIX) U3 JIFOOOT0 OpraHa WM TKaHU, YTO B CBOIO OUYEPE]b MOXKET IPUBOIUTH K
pasBUTHIO TMOCTreMopparuyeckod aHemMuu. CHMITOMBI, TpPHU3HAKKM M TSHKECTh OyIyT
BapbUpOBaTbCS B  3aBUCHUMOCTM OT HWCTOYHMKA KpPOBOTEUEHMS W  CTENEHU WU
pacpoCTpaHEHHOCTH KPOBOTEUEHUS.

Coo0111eHne 0 MoI03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIMIX
BaxxHOo cooOmare 0 MMOA03peBaeMbIX HEXKEIATeNbHBIX pEaKIHsIX Ha JIeKapcTBa IOCIe

perucTpanum JeKapCTBEHHOr0 Iperapara ¢ 1eJibl0 00ecrieueHus: HEMPEPhIBHOTO MOHUTOPUHTA
COOTHOILIEHUS «IO0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MeIUIMHCKUM pabOTHUKaM
pEeKOMeHIyeTcs COO0IIATh O JTFOOBIX M0103PEBAEMBIX HEXKENIATENIBHBIX PEAKIIHUAX JIEKAPCTBEHHOTO
npernapara yepe3 HallMOHAJIbHBIE CHCTEMbI COOOIIEHHS O HeXeIaTeIbHBIX PEaKIHUsIX rocy1apcTB
— wIeHOB EBpa3uiickoro 5KOHOMUYECKOIO COH03a.

Poccuiickaa ®@eoepayus
®denepanpHas cmyx0a 1Mo Haa30py B chepe 31paBoOOXpaHEHUS
Anpec: 109012, r. MockBa, CnaBstHCKas IIOIIa b, 1. 4, cTpoeHue 1
Tenedon: 8 (800) 550-99-03
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DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

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

Pecnybnuxa benapyco

VII «lleHTp 3KCHEPTU3 U UCIBITAHUN B 3ApPaBOOXPAHEHUM» MUHHCTEPCTBA 31paBOOXPAHEHUS
Pecny6onuku benapych

Anpec: 220037, Munck, ToBapuilleCKuii epeyJsiok, 2a

Tenedon: +375-17-299-55-14

®akc: +375-17-299-53-58

OnexTponHas noyra: rceth@rceth.by

Caiit: http://www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HaumonaneHbiii L{eHTp 3KCHEpPTU3BI JEKAPCTBEHHBIX CPEACTB U MEIUIIMHCKUX
u3nenuin» Komurera MEIUIMHCKOTO W (apMameBTHYECKOTO KOHTpoJisi MUHHCTEPCTBA
3npaBooxpaneHus Pecyonuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonslp, yi. A. manosa, 1. 13

Tenedon: +7 (7172) 78-98-28

OnextponHas noyra: pdlc@dari.kz

Caiit: http://www.ndda.kz

Keipevizckasn Pecnybnuka

JlemapTaMeHT JIEKQpCTBEHHBIX CPEACTB M MEAULMHCKUX U3JIeNui npu MHHHCTEpCTBE
3npaBooxpaneHust Keiproizckoii PecriyOmmku

Anpec: 720044, r. buiukek, yi. 3-nmuHus, 1. 25

Tenedon: 0800-800-26-26, + 996 (312) 21-92-88

OnekrponHas nouta: dlomt@pharm.kg

Caitt: http://www.pharm.kg

4.9. Ilepeno3upoBka
CumMnromsl
ITpu nepeno3npoBKe BO3PACTAET PUCK KPOBOTEUEHUI.
B pamkax KOHTpOJIMPYEMbIX KIMHUYECKUX MCCIEIOBaHUN anuKkcabaH MPUHUMAJICS MepopaTbHO
3I0pOBBIMH J100pOBOJIBLIAMH B J103aX 710 S0 Mr/cyTku B TeueHue oT 3 1o 7 anew (25 mr, 2 pa3a B
CyTKH, B TeueHue 7 qHeil mwiu 50 mr, 1 pa3 B cyTku, B TeueHHE 3 J1HEM); KIMHUYECKH 3HAUYMMBbIX
He)KeNaTeNIbHbIX 3(()EKTOB IPU 3TOM HE OTMEYAIIOCH.
Jleuenune
AHTUIOT He u3BecTeH. He oxkumaercs, yTo NMPUMEHEHHE IeMOJualii3a IMpHU Mepeo3UpPOBKE
anukcabaHa 0yaeT 3¢ (eKTUBHON MEepOii.
B cnyuae nepeno3upoBKH MOKHO pacCMOTPETH BOIIPOC O MPUMEHEHUH aKTUBUPOBAHHOTO YIJIS.
[Ipu BBeneHHM 3A0POBBIM TOOPOBOJBIAM AKTHMBHPOBAHHOTO YIJIS 4Yepe3 2 M 6 4YacoB Iocie
npuema anukcabana B go3ze 20 mr, AUC nna anukcabana ymensinanack Ha 50 % u 27 %
cooTBeTcTBeHHO (Cmax He u3MeHsioch). Ilepruon momyBbiBeaeHHs anukcabaHa yMEHbBIIAJCS C
13,4 1o 5,3 u 4,9 gaca COOTBETCTBEHHO.
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5. DPAPMAKOJIOTMYECKHE CBOVMCTBA

5.1. ®apmakoauHAMHYeCKHe CBOICTBA

®dapMakoTepaneBTUYECKas TPYIIa: AHTUTPOMOOTHYECKHE CPEIICTBA; MPSMbIE HHTHOUTOPHI
dakropa Xa.

Koxg ATX: BOIAFO02.

MexaHu3M J1eHCTBUS

AnwukcabaH TpencTaBiIseT COOOW MONIHBIA MpsMOW WHTHOMTOP dakTopa Xa, oOpaTUMO H
CCJIGKTUBHO OJIOKMPYIOUIMI aKTUBHBIM 1eHTp (epmenTa. Ilpemapar mnpemHazHaueH ams

NEePOPANLHOTO MpUMEHEHH. J{J1s peanu3aniy aHTATPOMOOTHYECKOM aKTUBHOCTH armkcabaHna He
Tpebyercs Hanmuuus anTurpom6OuHa 1. Annkcaban HHrUOUpyeT CBOOOJHBIN U CBSI3aHHBIHN (haKTOp
Xa, a TakKe aKTUBHOCTb NPOTPOMOMHA3bl. AnHKcabaH HE OKa3bIBaeT HEMOCPEJACTBEHHOTO
OpSAMOTO BJIMSHUS HA arperanuio TPOMOOLMTOB, HO ONOCPEIOBAHHO MHTUOHMPYET arperamuio
TPOMOOIIMTOB, HHAYITUPOBAHHYIO TPOMOMHOM. 3a cYeT MHTMOMPOBaHUs aKTUBHOCTH (pakTopa Xa
anukcabaH MmpeaoTBpaliaeT 0opa3oBaHue TPOMOUHA U TPOMOOB.

DapmakoanHamuueckue 3 HeKTh

B pesynbrare momaBnenus (akropa Xa M3MEHSIOTCS 3HAUCHHUS IIOKa3aTeliel CHCTEMbI

CBEPTHIBAHUS KPOBU: YJIUHSIETCS MpoTpomMOuHOBOe Bpemsi, AUTB u mpoucxoaut yBenndeHue
MHO. H3MeHnenus 3TUX IMOKa3arejaed Mpu NPUMEHEHUHW Ipenapara B TEpPareBTUYECKON 103€
HE3HAaYUTeNbHbl U B OOJIbIION cTeneHu BapualenbHbl. [103TOMy MCHOIB30BaHUE MX C LENbIO
OLIEHKH (papMaKOJMHAMUYECKON aKTUBHOCTH anukcabaHa He peKoMeHayeTcs. B Tecte renepanum
TpOMOUHA anMKcabaH CHUYKAJ SHIOT€HHBIN TPOMOWHOBBIIN MOTEHITHAI — TOKa3aTeNb 00pa30BaHUS
TpOMOUMHA B IJIa3M€ KPOBH UEIOBEKA.

WurubupoBanue anukcabaHOM aKTUBHOCTU (akTopa Xa JOKa3aHO C MOMOIIbI0 XPOMOTE€HHOIO
TecTa ¢ MCHojb30BaHUEM remapuHa Rotachrom. M3menenune antu-Xa (hakTOpHONW aKTUBHOCTH
IPsIMO TIPOMOPIIMOHATILHO MOBBIIICHUIO KOHIIEHTPAIMK anuKkcabaHa B I1a3Me KpOBH, MPU 3TOM
MaKCUMaJIbHbI€ 3HAYEHUS AaKTUBHOCTU HAONIONAIOTCS TIPU JOCTIDKEHUM MaKCHUMaJIbHOU
KOHIIEHTpalluu anukcabaHa B 1ia3Me KpoBH. JIMHelHas 3aBUCUMOCTh MEX/ly KOHLEHTpaluen u
aHTH-Xa (AKTOPHON aKTHBHOCTBIO amnukKcabaHa perucTpupyercss B IIMPOKOM JHAala3oHe
TepaneBTUYECKUX /103 Npenapata. M3smeHeHus aHTu-Xa (GpakTopHONU aKTUBHOCTH IIPU U3MEHEHUU
03Bl U KOHIIEHTpAllMK anukcabaHa Ooyiee BBHIpa)KEHBI U MEHee BapraOeIbHbI, UeM MOKa3aTelu
CBEpTHIBAHUS KPOBH.

Knunuueckas 53pQexTUBHOCTE U 6€30MacHOCTh

B tabnune 1 mokaszaHbl mpeanonaraeMbie paBHOBECHBIC KOHIIGHTPAIMKM M aHTH-Xa (akTopHas

AaKTUBHOCTH NIPH NMPUMEHEHHUH TIpernapaTa annkcadaH 1mo KaKAoMy U3 TIOKa3aHUK. Y TalueHTOB,
HOJTydYaloIuX anukcabaH TOoCie IUTAHOBOTO 3HAOMPOTE3UPOBAHUS Ta300€IPEHHOTO HIIH
KOJIGHHOTO CyCTaBa, OTHOIIEHNE MAKCUMAaIbHOTO 1 MHHUMAJIBHOTO YPOBHS aHTH-Xa (PaKTOPHOM
AKTMBHOCTH B MHTEpBAJIC MEXJy INPHEMOM 103 Ipernapara He mnpesbimaer 1,6. Y manueHTos,
MOJTYYaroIUX arnuKcabaH Mo MmoBoty Npo(pUIaKTUKH HHCYJIbTa K CHCTEMHOM TpoMO0IMO0INHY TpU
HEKJIanaHHON (PUuOpWIIAMKY TpeJcepAnid, JaHHOE OTHOIIEHHE COCTaBiseT MeHee 1,7, a y
NAalMEeHTOB, TOJYYalolUIMX anukcabaH MO TMOBOJNYy JeYeHHs TpomOo3a TIIIyOOKMX BEH U
npopHIAKTUKU PELUINBOB TPOMOO30B IITyOOKHX BEH — MeHee 2,2.
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Ta6mana 1. TIpeamonaraeMeie PABHOBECHbIE KOHICHTIAMIH | ML) HOET B IR0S) o
P P bt | AERG AR ARTep

akTuBHOCTH (ME/MiT)

AnukcabdaH AnukcadaH AnTH-Xa AnTH-Xa
Cmax Cmin (akTopHasn (paxkTopnas
AKTHBHOCThH AKTHBHOCTh
anukKcadaHna anukcabaHa
Max Min

Menuana [5, 95 nporeHTHIIb |

[Ipodpunaktuka BTD y manueHTOB MOCIE MIAHOBOTO SHIONMPOTE3UPOBAHMS Ta300€APEHHOTO
HJIM KOJICHHOT'O CyCTaBa

2,5 mr2 pasa B cyrku | 77 [41, 146] [ 51[23,109] | 1,3[0,67,24] [ 0,84[0,37, 18]
[IpodpumnakTuka HHCYIBTa M CHCTEMHOH TpoMOOSMOONIMM Yy MAIMEHTOB C (GUOpHILIALUECH
npeacepaui

2,5 mr 2 paza B 123169, 221] | 79 [34, 162] 1,8 [1,0, 3,3] 1,2 0,51, 2,4]
CyTKH*

S5wmr2pazaBcyrkn | 171[91,321] | 103 [41,230] |2,6[1,4,4,8] 1,50,61, 3,4]
Jleuenue TpomMO03IMO0IIHH

2,5 Mr 2 pazaB 67 [30, 153] 32[11,90] 1,110,47,2,4] 0,51[0,17, 1,4]
CYTKH

5wmr2pazaBcyrku | 132[59,302] | 63[22,177] 2,1[0,93, 4,8] 1,0 [0,35, 2,8]
10 mr 2 paza B cytku | 251 [111,572] | 120 [41, 335] | 4,0[1,8,9,1] 1,9 [0,65, 5,3]

*KoppekTupoBka A03bl COTTIACHO KPUTEPHSIM CHIDKEHUS 10361 B ccnenoBanud ARISTOTLE.

Ha ¢one Tepanmm ammkcabanom He TpeOyeTcsi MPOBEACHUS PYTHHHOIO MOHHTOPHHTA €ro
AQHTHKOATYJISTHTHOTO 3(PQEeKTa, 0JJHAKO BBHINOJHEHHE KATHOPOBAHHOTO KOJMYECTBEHHOTO TECTa
aHTH-Xa (aKTOPHON aKTUBHOCTH MOXET OBITh IOJIE3HBIM B CHTYyallUsX, KOrjaa WHpOpMaus O
HAJIMYMM anukcabaHa B KPOBU MOJKET OBITh IMOJIE3HA /ISl MPUHATUS PELIeHUs O MPOJOJIKEHUU
Tepanuu. B cpaBHeHuM ¢ BapdaprHOM Ha (oHE MPUMEHEHHs anuKcabaHa OTMEYaeTCsl MeHblee
YHCII0O KPOBOTEUEHUH, BKIIFOYAsl BHYTPUUYEPEITHOE KPOBOU3IIUSHHUE.

5.2. ®apmakokuHeTHYECKHE CBOHCTBA

AOcopOuus

AGcomoTHas 6MOI0CTYHOCTh anukcabana aocturaer 50 % mpu ero NpUMEHEHUH B /033X 0

10 mr. AnukcabaH ObICTPO BCACBIBAETCS U3 JKEITYJOYHO-KHUILIEYHOI'O TPAaKTa, MaKCUMaJIbHAs €ro

KoHIeHTpauus (Cmax) qocturaercs B TeyeHue 3—4 4acoB 1ociie nepopanbHoro npuema. [puem

IUIIM HE OKa3bIBaeT BIMAHUS Ha 3HaueHus nokasaresned AUC nian Cmax anukca0OaHa.

[Tocne nepopanbHOro npueMa anuvkcabana B go3e 10 Mr B Buje 2 U3MeIb4eHHBIX TaOJIETOK MO

5 mr, pa3BeieHHBIX B 30 MJT BOJIbI, 3KCIIO3UIMS IpenapaTa Obljla COOCTaBUMA C TAKOBOM IOcie

NEepOpPAILHOrO MpueMa 2 1eibix TabieTok anukcabana no 5 mr. [locne mepopaipHOro mpueMa

ankcabana B j03e 10 Mr B Buae 2 W3MEIbYEHHBIX Ta0JeTOK 1o 5 Mr ¢ 30 T sI0JI09HOTO MIOpe

3HayeHnst Cmax u AUC 6butn Ha 21 % 1 16 % cOOTBETCTBEHHO HUXKeE, UEM I10CIIe TpueMa 2 1eJbIX

TabJIETOK MO 5 M.

[Toce BBeneHMsI 4epe3 Ha30racTPAIbHBIN 30H] U3MEJIbUeHHOMN Ta0IeTKH anmrKcadaHa B 03¢ 5 MT,

pasBezneHHoON B 60 M 5 % pacTBOpa 1€KCTPO3bI, IKCIO3UIMS anrKkcabaHa ObUIa COMOCTaBUMA C
19



COOTBETCTEYET 3K
o1 18.04 20

o
y LA

TaKOBOM, HAOIIOJABIIEHCS B JIPYTUX KIMHUYECKUX ﬁEUEéﬂEEQ&EX“TcE%Aé&}ie&: 3TOPOBBIX

JOOPOBOJIBIIEB, MOTYUYHBIIUX OJHOKPATHYIO 103y allMKcabaHa 5 Mr BHYTPb B BUJIE TAOJIETKH.
Pacnopenenenne

Cs13b anukcabana ¢ GesIkaMu T1a3Mbl KPOBHU YEJIOBEKA COCTABIISET MPUOIM3UTENHHO 87 %, 00BeM
pacupenenenus (Vss) — npudau3uTenpao 21 1.
buorpancdopmanus

[Tokazarenn Mmerabonu3ma anukcabaHa XapaKTEPU3YIOTCS HHU3KOW WM YMEPEHHOH Mex- U
BHYTPUUHIUBUAYAIbHON BapuaOENbHOCTHIO (COOTBETCTBYIOLIME 3HAuYeHUS KoddduumenTa
Bapuanuu coctaBisoT ~20% u ~30 %, COOTBETCTBEHHO).

O-aeMeTIMPOBAHUE U TUJIPOKCUIIMPOBAHKUE IO 3-OKCOIMUIEPUIUHUIOBOMY OCTATKY SIBJISIFOTCS
OCHOBHBIMHM IyTAMU OuoTpancopmaruu anukcabaHa. AnukcabaH NPEHMYIIECTBEHHO
MeTabommsupyetcs ¢ yuactuem uodepmenta CYP3A4/5, B MeHbIe crerneHn — n30(hepMEHTOB
CYP1A2, 2C8, 2C9, 2C19 u 2J2. Hen3meHeHHbII anuKcabaH SIBISETCS OCHOBHBLIM BEIIECTBOM,
HUPKYJIUPYIOIIMM B IUIa3M€ KpPOBM YEJOBEKAa, AKTUBHbBIC MHUPKYJIUPYIOIIME B KPOBOTOKE
MeTabonmuThl OTCYTCTBYIOT. Kpome TOro, ammkcabaH SIBIsieTCSl CyOCTpaToM TpPaHCHOPTHBIX
OenkoB, P-rmukonpoTtenHa u 6enka pe3uCTEHTHOCTH paka MosiouHoi xkene3bl (BCRP).
DJIMMUHALNS

[Tpubnu3uTenbHo 25 % NPUHATOW 03Bl BHIBOJUTCS B BUAC MeTa00IMTOB. OCHOBHOW MYTh
BBIBE/ICHUS — Yepe3 KUIICYHHK. [logeuHast SKCKperus armkcadaHa COCTaBIISET MPUOIU3UTEITHBHO
27 % ot ero o011ero KJIMpeHca.

OOmmii xkMpeHc anukcabaHa COCTABISICT NPUOIM3HUTENBHO 3,3 /4, TIEPHOA TOITYBBIBEICHHS
(T12) — oxomo 12 yacos.

JInHEHHOCTD (HEMUHEHHOCTB)

dapMakoKMHETHKa anukcabaHa ans 103 A0 10 mr umeer nuHeWHbIH Xxapaktep. [Ipu nmpueme
anukcabaHa B J03aX BbIIIE 25 MI' OTMEYaeTcs OrpaHUYECHHUE BCACBhIBAHMS IMIperapara, 4To
COIPOBOXKAAETCA CHUKEHHEM €r0 OMOJOCTYITHOCTH.
®dapmakokrHETHYECKas-(hapMaKoIMHAMUYECKasi 3aBUCUMOCTD

3aBUCUMOCTh MEKIY NapaMeTrpamu (papMaKOKHHETUKU U papMaKOAMHAMUKY (B TOM YHUCIIE aHTH-
Xa ¢akropnoit akruBHoctd, MHO, nporpomOunoBoro Bpemenu, AUTB) anukcabana u ero
KOHIIEHTpaluel B I1a3Me KpoBH Oblla M3yuyeHa JUIsl IIMPOKOro Auanas3oHa 103 npenapata (ot 0,5
mr 70 50 mr). Beiio mokas3aHo, 4TO 3aBUCUMOCTh MEXAy KOHILIEHTpaluel anukcabaHa 1 aHTU-Xa
(akTOPHON AaKTHBHOCTBIO HAMIYYIIUM OOpa3oM OIHMCBHIBAETCS C MCIIOJIb30BAaHHEM JIHMHEHHOU
MoJenu. 3aBUCHMOCTh MapamMeTpoB (apMaKOKMHETHKH U (papMakoJUHAMHUKM amnukcalaHa,
OLIEHUBABIIASACS Y MAIMEHTOB, MOJTYYaBIINX aluKcabaH B KIMHUYecKux uccienoBanusx II u 111
(a3bl, COOTBETCTBOBAJIA TAKOBOM Y 3I0POBBIX JOOPOBOJIBIIEB.

IloyeyHas HEIOCTATOYHOCTh

Hapymienne QyHKIMKM TOYeK HE OKa3bIBae€T BIUSHUS HAa MaKCUMAIbHYIO KOHIIEHTPAIUIO
anukcabana. OHaAKO OTMEYATIOCH MOBHITIICHUE KOHIICHTPAIIUK altuKkcadaHa, KOppeIMpOBaBIIee CO
CTETICHBIO CHIKCHUS (PYHKIIUU MTOYEK, OIEHUBABIIICHCS 110 3HAYSHUSAM KIMpPEHCa KpeaTuHUHA. Y
JIUI] ¢ HapyIIeHneM (yHKITUH MMOYeK JIETKol (KIupeHc kpeaTuHuHa oT 51 miu/MuH 10 80 Mi/MuH),
cpenueit (xupeHc kpeatuHuHa oT 30 mu/MuH A0 50 MII/MHH) M TSDKEIOW cTeneHW (KIMpEeHC
KpeaTuHHHAa OT 15 Ma/mun g0 29 wmu/mun), 3Hauenus AUC anukcabaHa B TUTa3Me KPOBH
Bo3pactanu Ha 16 %, 29 % u 44 % COOTBETCTBEHHO, TI0O CPABHEHHIO C JIMIIAMH, UMEBITUMHU
HOpMaJIbHBIE 3HA4YeHUs KIUpeHca KpearwuHwHa. [Ipm sToM HapyieHue (QyHKIMKM TIOYEK He
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OKa3bIBAJI0 OYEBHM/IHOIO BIIMSAHMS HA B3aMMOCBSBDL MCXHMH%EHJPFMCBﬁJHﬁ B ITA3Me

KPOBHU U €r0 aHTU-Xa (PaKTOPHOM aKTUBHOCTBIO.

HccnenoBanust anukcabaHa y MAIlMEHTOB C KJIMPEHCOM KpeaTWHUHA MeHee 15 MuI/MuH Wiu
HaxOIALIMXCS HA AUAIU3E HE IIPOBOAWINCS.

IleyeHOoYHAs HEIOCTATOYHOCTD

HccnenoBanus anukcabaHa Mpy TSHKEION EYEHOYHOM HEeI0CTaTOYHOCTH U aKTUBHOM MAaTOJIOTUH
rernaToOMINapHOM CUCTEMBI HE IPOBOMIIUCH.

He 651710 BBISIBIIEHO 3HAYMMBbIX U3MEHEHUI TapaMeTpoB (PapMaKOKUHETHKH U (papMakoJUHAMUKU
OpU OJHOKPAaTHOM IIpueMe amnukcabaHa B J03€ 5 MI Y MalUEHTOB C IEYEHOYHOH
HEJIOCTATOYHOCTBIO JIETKOW U CpeJHEed CTemneHu BbIpakeHHOCTH (kigaccel A u B 1o
kinaccupukanun Yaina-11p10, COOTBETCTBEHHO) 110 CPABHEHUIO CO 30POBBIMU J100POBOJIBLIAMH.
W3menenus aHTtH-Xa QakTopHoi axkTMBHOCTH W MHO y mDanmuMeHToB ¢ ME4YEHOYHOU
HEIOCTaTOYHOCTBIO JIETKOW M CpeIHEHl CTeNeHHM TSDKECTH M 370POBBIX J0OpPOBOJIBLIEB ObLIN
COIIOCTaBUMBI.

JInna noxusIoro Bo3pacra

VY nmanueHTOB MOXWJIOro Bo3pacTa (crapiie 65 jeT) oTMedanuch 0Oosiee BBICOKHE 3HAYECHUs

KOHLIEHTPALIMH TIperapara B IIa3Me KPOBH, 4eM y 00Jiee MOJIOIBIX TTALIMEHTOB: CPEeTHEE 3HAYCHUE
AUC 65110 pubim3uTensHo Ha 32% BhIIIIe.

Ioxn

OKkcno3unusl anukcadaHa y )KeHIUH Obuta Ha 18 % BbIlE, YeM Yy MY>KUUH.

Paca 1 »THHYECKOE TPOUCXOXKIICHUE

Pe3ynbTaThl, MOJTy4YeHHBIE B paMKax uccienoBaHuil I ¢a3pl, cBUIETENBCTBYIOT 00 OTCYTCTBUU
3HAYMMBIX pa3iavuuil (papMaKOKMHETHKH anmukcabaHa MeX1y MPEeICTaBUTEISIMU €BPOIEOUIHOM,
MOHIOJIOMJHOM M HErpouAHOM pac. Pe3ynpTaThl aHanu30B (apMaKOKMHETUKHM B PA3JIMYHBIX
HOIYJIAUAX, BBIIOJHEHHBIX B paMKaX MpPOrpaMMbl KJIMHMYECKUX HCCIEIOBaHMN amnukcabaHa,
BKJIIOYABIIMX NAllMEHTOB, IOJIyYaBUIMX alUKcabaH IOCie IUIAHOBOTO 3HAONPOTE3MPOBAHUSA
Ta300eIpeHHOr0 WJIH KOJIEHHOTO CYCTaBa, B LIEJIOM COOTBETCTBYIOT pe3yJibTaTaM Ucciae10BaHui |
¢dazbl.

Macca tena

VYV maruenToB ¢ maccoi Tena 6ornee 120 Kr KOHIIEHTpalnus anukcadaHa B IJIa3Me KpOBU ObLTa
npubimsnTensHo Ha 30 % Hibke, YeM y IalMeHTOB ¢ Maccoil Tesa oT 65 Kr 10 85 Kr; y HallMeHTOB
¢ Maccoii Tenia MeHee 50 Kr JaHHbIN MOKa3aTenb Obul mpubin3nuTensHo Ha 30 % Bolie.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. Ilepeuenb BcoMoOraTe/ibHbIX BellleCTB
Amnukcaban, 2.5 Mr, TaOJIETKHU, MOKPBITEIE IUNIEHOYHOHN 000JI0UKOM

JlakTo3a Oe3BoHAs
[emmrosio3a Mukpokpuctamumdeckas, tTun 101
Kpockapmemnnosa HaTpus
Harpus naypuncynbdat
Marnus creapat
IInenounas o6onrouka — 20mosas cucmema NIeHOYHO20 NOKPLIMUS HCENMO20 YEema.:
['unpomerniosa 15 (ruapokcunmponuiaIMeTuIeuTon03a 2910)
JlakT03BI MOHOTHIPAT
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Turtana guokcun (E171)

Tpuanerun
Kpacurens xene3a okcu sxentoiit (E172)

Anukcabad, 5 Mr, TabJIETKU, HOKPHITHIE IVICHOYHOM 000JI0YKOM

JlakTo3a 6e3BoHAs

[enmrosio3a Mukpokpuctamumdeckas, Tun 101
Kpockapmemnnosa HaTpus

Hatpus naypuicynbdar

Maruus creapat

IInenounas 06010uKa — 20mosas cucmema NIeHOYHO20 NOKPbIMUSL PO308020 YEema.
I'unpomeriosa 15 (ruapokcunponuiaMeTuiIesuioio3a 2910)
JlakTOo3BI MOHOTHIPAT

Turtana auokcun (E171)

Tpuanernn

Kpacurens xene3a okcu kpacHsiil (E172)

6.2. HecoBMEeCTUMOCTD
He npumennmo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

2 roza.

JlexapcTBeHHOE BEIIECTBO B H3MEIbYCHHBIX TabneTkax mpernapara AmnukcabaH CcoXpaHseT
CTaOUITBHOCTD B BOZE, 5 % pacTBOpE NEKCTPO3BI, IOJIOYHOM COKE U S0JI0YHOM MIOpe 10 4 4acos.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHHUH
[Tpu Temneparype He BoiiIe 25 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIAKOBKHU

ITo 10 TabieTox B KOHTYpHOU siueiikoBoil ynakoBke u3 mieHku [1BX wnmu mnenku [IBX/TIBAX u
ruOKOH yIakoBKH Ha OCHOBE ()OJIbI'Y ATFOMUHUEBOM.

ITo 2 nnym 6 KOHTYPHBIX SIMENKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-BKJIAJIBILIEM B [TAYKy U3 KAPTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TNPH YHUYTOKEHHM  HCIOJb30BAHHOIO
JIeKAPpCTBEHHOr0  Mpenapara WJIH  OTXOJA0B, MOJYYeHHBIX TOCJe NPUMEHEHHUs
JIEKApCTBEHHOI0 Npenapara, u Ipyrue MaHUMyJIsIUM ¢ NpernapaToM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanvs
®denepallbHOE TOCYApPCTBEHHOE YHUTAPHOE MpeAnpusitue « MOCKOBCKUI HIOKPHUHHBIN 3aBOI»
109052, r. Mockga, yi. HoBoxoxnoBckas, A. 25
Ten.: +7 (495) 678-00-50
dakc: +7 (495) 911-42-10
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mez@endopharm.ru

7.1. Hpe}ICTaBI/ITeJH) ACPKATEIA PETUCTPALUOHHOIO YIOCTOBEPEHUSI HA TCPPUTOPUH Coro3a
[IpereH3un HOTD€6I/ITGJICI71 HaIpasJIATH I10 aApECy:

Poccuiickasa ®@eoepayus

®enepalibHOE rOCYJapCTBEHHOE YHUTApHOE MpeAnpusitue « MOCKOBCKUI HIOKPUHHBII 3aBO/I»
109052, r. Mockaa, yi. HoBoxoxiioBckas, 1. 25

Ten.: +7 (495) 678-00-50

®akc: +7 (495) 911-42-10

Anpec 2JIeKTpOHHOU oUThL: pv(@endopharm.ru

Pecnybnuxa benapyco

TOO «Adalany»

050057, r. Anmartsl, yn. Tumupsizesa, 1. 42, nas. 23, od. 202
Ten.: +37529-55-12-510

Anpec 31eKTpoHHOM ouThl: pv(@adalan.kz

Pecnybnuxa Kazaxcman

TOO «Adalany

050057, r. Anmartsl, yn. Tumupsizesa, 1. 42, nas. 23, od. 202
Ten.: +7 (727) 269 54 59, +7 701 217 2457

Anpec anekTpoHHOU ouThl: pv(@adalan.kz

Keipevizckasn Pecnybnuka

TOO «Adalany»

050057, r. Anmartsl, yi. TumupsizeBa, a. 42, nas. 23, od. 202
Ten.: +996 555262680; +996 559 552 566

Anpec aneKTpoHHOU nouThl: pv(@adalan.kz

8. HOMEP PETUCTPAIMOHHOTI'O YOCTOBEPEHUA

9. TATA TIEPBUYHOMN PEI'MCTPAIIMUA (ITOJATBEPKJIEHUSI PETMCTPAIINMA,
HEPEPETUCTPALINN)
Jlata nepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
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OO0m1as xapakTepUCTHKA JIGKAPCTBEHHOTO TIPETa

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10472

ata AnhRCA6alASCR b dop Mattidhon

noprajc EBpaBHﬁCKOFO 9KOHOMHUYECCKOIo COr3a B I/IH(l)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOfI CETHU

«uTepHeT» https://eec.eaeunion.org/.
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