COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 24 .04 2025 N= 10948

OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHIFOFO TIPEITAPATA 1004

1. HAUMEHOBAHUE JJEKAPCTBEHHOI' O IIPEITIAPATA
Amnukcaban-AMEJIAPT, 2,5 mr, TaGneTKH, TOKPBITHIE TUICHOYHOW 000JIOUKOA.

Anukcaban-AMEJIAPT, 5 mr, TabneTku, MOKPHITHIC TIICHOYHON 000I0YKOH.

2. KAUECTBEHHbBIN U KOJIUMYECTBEHHBIN COCTAB
JleficTBylOIIIEE BEIIECTBO: aluKcabaH.

Anukcadbau-AMEIAPT. 2.5 mr, TabJIETKH, IOKPLITHIE INIEHOYHOH 000J0YKON

Kaxxnast Tabnerka conepkur 2,5 Mr anukcabaHa.
BcnomoratenbHbIe BelecTBa, HATMYUE KOTOPBIX HAJIO YUYUTHIBATh B COCTaBE JICKAPCTBEHHOTO
npemnapara: Jaktosa (cM. paszaen 4.4).

Anukcabau-AMEIAPT. 5 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnas tabnerka conep uT 5 Mr anukcabaHa.
BcmomorarenbHbIE BelIecTBa, HAUTUMYNE KOTOPBIX HAJ0 YUYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

ITomubIi MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPBIThIE TNIEHOYHOI 000I0YKOM.

Anukcabau-AMEIAPT. 2.5 mr, TabJIETKU, HOKPHITHIE ILIEHOYHOM 000JI0YKON

Kpyrible OBOSIKOBBITYKJIbIE TAaOJIETKH, MOKPBITHIE TUIEHOYHON 000JI04KOW O€l0ro Miu MOYTH
OeJIoro 1BeTa.

Anukcabau-AMEIAPT. 5 mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0YKON

prTHHC ABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IIOKPBITLIC IJICHOYHOH O0O0O0JIOUKOM OEJIOro WIIM IMOYTH

OeJIoro 1BeTa.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO

[Tpenapat Anukcaban-AMEJIAPT noka3an Kk MpUMEHEHHUIO Y B3POCIBIX:

o [Ipopumnaktuka BEHO3HOW TpPoMOOAIMOONIMM Yy MAIUEHTOB IMOCIE€  IUIAHOBOTO
9H/IONPOTE3UPOBAHUS Ta300€IPEHHOTO WM KOJIEHHOT'O CYCTaBa.

. [IpodunakTuka MHCYIBTA M CUCTEMHONH TpPOMOOAMOONHMH y B3POCIBIX IAlUEHTOB C
HeKJanaHHoW (uOpuiUIALred npencepanii, UMEIOIIUX OJUH WM HECKOJIbKO (DaKTOPOB pHCKa

(TakMX, KaK MHCYJIbT WIM TPaH3UTOpHAs MILEMUYEcKas araka B aHaMHe3e, BO3pacT 75 JeT H
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XpOHMYECKast CcepAeyHas HeIOCTaTOYHOCTh ((pyHKUMOHanbHBIM kiacc Il w Beme 1o
knaccudukarmn  Hpro-Mopkckoiit  kapamomnorndeckoit accommarmn (NYHA)). Hckmodenne
COCTaBJISIIOT MAIUEHTBI C TSXKEIBIM M YMEPEHHO BBIPRKEHHBIM MUTPAIbHBIM CTEHO30M HIIU
MCKYCCTBEHHBIMU KJIallaHaMU CEp/Ia.

o Jleuenue Tpomb0o3a rirydbokux BeH (TI'B), pomO603MOomuu erounoit aprepuu (TOJIA), a

takxe npoguirakruka peuuansoB TI'B u TOJIA.

4.2. Pe:kuM 103MPOBAaHNS M CIOCO0 NPUMeEHEeHUs!

PexxuM o3upoBaHus

1. YV nayuenmos nocie nianoozco 3HOONpome3UpPoOSanUsi maz0oe0peHH020 UIU KOAEHHO20
cycmasa:

2,5 mr 2 pa3a B cyTku (nepBblii npueMm 12-24 4 mocie onepaTUBHOrO BMellaTenbcTBa). [lpu
OPUHIATUMA PEIIEHUS O BPEMEHM Hayaja Tepanud BpadaMm CjeayeT MNPUHATh BO BHUMaHUE
MOTCHLUATBHBIA TOJOXKUTENbHBIN 3()PEeKT OT paHHEH AaHTUKOAryJISHTHOM Tepanmuu B
npo(UIaKTUKE BEHO3HOH TpOMOOSMOOJIMHM HapaBHE C PUCKOM DPA3BUTHUS MOCTONEPALMOHHOTO
KpOBOTEUYEHMsI. Y MAalUMEHTOB, NEPEHECHIMX 3HJONPOTE3UPOBAHUE Ta300€IPEHHOI0 CYCTaBa,
pexkoMeHayemas JUIMTEIbHOCTh Tepauy cocTaBisieT oT 32 1o 38 nHel, KOJIEHHOro CycTaBa — OT
10 no 14 nueii.

2. Y nayuenmos ¢ pubpunnsyueii npedcepouii:

[To 5 mr aBa pa3a B CyTKH. Y TalMEHTOB ¢ puOpHIUISIINEi TpecepInii 103y Mpernapara CHUKAIOT
710 2,5 Mr iBa pa3a B CyTKH IIPU HATMYMU COYETAHUS ABYX U 00Jiee U3 CIEIYIOIMINX XapaKTePUCTHK
- Bo3pact 80 5eT u crapiue, Macc Tena 60 Kr 1 MeHee WK KOHLIEHTpaIMs KpeaTHHUHA B IJ1a3Me
kpoBHu > 1,5 mr/m (133 mxmons/i). Tepanuto cieayer NpoaoJKUTh JUINTEIbHOE BPEeMs.

3. Jleuenue mpombo3za enybokux e, mpomoosmboruu necounoi apmepuu (TIJIA):

ITo 10 mr nBa pasa B CyTKM B T€U€HHUE 7 AHEH, 3aTeM 5 Mr 2 pasa B CyTKH. [IpogomkuTeabHOCTh
JIEYEHUS] ONPENENsIeTCd UHANBUYaIbHO C YYETOM COOTHOIIECHHS OXHAAEMOM IOJB3bl U PUCKA
BO3HUKHOBEHUSI KJIMHUYECKH 3HAUYMMBIX KpOBOTEUEHM. PeleHue o JIMTENbHOCTH Tepanuu
JIOJI’KHO OCHOBBIBAThCSI Ha OLIEHKE HaJIM4Yus U 00paTUMOCTH (HaKTOPOB, Mpeapacloyiaraloimnx K
PEeUINBUPOBAHUIO (T.€. MPEAIIECTBYIONIEE XUPYPTrUUECKOEe BMEIIATENIbCTBO, TPaBMa, MEPUOJ
UMMOOUIIM3aIH U T.1.), a Takxke nposieineHuid TI'B n/unu TOJIA coctaBnsis Kak MHHHUMYM 3
Mecsna.

4, Ipoghunaxmuxa peyuousos mpombo3a 2nyooKux 6eH, mpomooIMO0IUU Ie20YHOU apmepuul

(TJTA):
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wi TDJIA anmkcabaHoM B 03¢ 5 Mr JBa paza B CyTKHM HJIM JPYTUM aHTHKOATYJISHTOM, Kak

yKkazaHo B Tabnure 1.

Tabmuma 1
J03UpOBKH MakcumanbHas CyTo4Has
J03a
10 Mr nBa pa3a B CYTKH B 20
MT
Jleuenue mpombosa 2nyboxux Tederue 7 el
eer, TIJIA Hanee 5 mr 1Ba pa3a B CyTKU 10 mr
IIpogpunaxmuxa peyuousos 2,5 Mr /IBa pasa B CyTKH 5 M
TOJIA

OO011yr0 UM TEIBHOCTD TEPANKUH CIAEAYET MoA0upaTh MHAUBUAYAIBHO MTOCIE THIATSIIbHONW OILICHKU
COOTHOIIIEHUS TOJIb3bI OT MpUeMa Mpernapara u pucka pa3BUTHs KpOBOTEeUCHHS (CM. paznen 4.4).

Oco0nIe T'pYIIIBI ITAIIMCHTOB

THayuenmsr nodxcunozo 6ospacma

Koppekmuu 10361 TpenapaTa y HalMEHTOB MOXHIIOTO BO3pacTa He TpedyeTcs (MCKIIOYeHHE
COCTaBIISIIOT MAI[UEHTHI, YKa3aHHbIE B 1.2 — IPUMEHEHHE MTPH PUOPHILISINH PEACEPAHA).
Tayuenmsi ¢ HapyweHuem QyuKyuy novex

JUis manMeHToB ¢ HapylIeHWeM (YHKIMU MOYeK JIETKOW WM CpeIHEed CTENeHH MPUMEHUMBI
CIIEyIOIINEe PEKOMEHJAINH:

. He TpeOyeTcs KOPPEeKLHMHM [03bl NpU NPUMEHEHUH anukcabaHa ais NpOPHIAKTUKU
TpoMO03a IIyOOKUX BEH Yy MalMEHTOB MOCIE MIAHOBOI'O SHAONPOTE3UPOBAHUS Ta300€JpEHHOT0
WM KOJEHHOTO CyCTaBa, I JiedeHHs TpomOo3a riayOokux BeH, g JedeHus TOJIA u
MPOPUIAKTUKH PEIUIUBOB TpoMO03a riry0okux BeH, TOJIA (cm. paznen 5.2);

. Opu MNpUMEHEHMM anukcabaHa Yy TNanueHToB ¢ ¢GuOpwsinued npeacepauit u
KOHIIeHTpauueil kpearunuHa > 1,5 mr/mn (133 MKMOnB/1T) B IUIa3Me€ KpOBH, B COUYETAHUU C
Bo3pacToM > 80 sieT mim Maccoii Tena < 60 Kr TpeGyeTcsi CHIKEHHE J103bI Tpernapara, Kak OlucaHo
Bhimie. [Ipy OTCYTCTBHM COOTBETCTBHUS JPYTUM KPUTEPHSIM TSI CHUYKEHUS 10361 (BO3pacT, Macca
TeJa) KOPPEKIIUHU Tepanuu He TpedyeTcs (cM. pasaen 5.2).

VY manueHToB ¢ HapyleHHeM (PYHKIIMH MOYeK TSDKEIOH CTeneHu (C KIMPeHCOM KpeaTuHuHa 15-
29 Mr/MUH) IPUMEHUMBI CIIEYIOIINE peKOMEHIanu (CM. paszaens 4.4, 5.2):

. anmuKcabaH clenyeT MPHHUMATh C OCTOPOXKHOCTBIO Ui TMPOQWIAKTHKHA TpomOo3a
IyOOKHMX BEH y HAIlMEHTOB IOCJE IJIAHOBOTI'O 3HIONMPOTE3UPOBAHUS Ta300€IpEHHOr0 CycTaBa
WIA KOJIGHHOTO CycTaBa, JUId JieueHUs TpomOo3a TiyOOKuX BeH, ans yedeHuss TOJIA u

npodUIaKTUKA PEUIMBOB TpoMO03a TTyOokux BeH, TOJIA;
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JIBa pa3a B CYTKHU.

Het nanHpIX 0 MpUMEHEHUH anMKcabaHa y MAlMEeHTOB C KIMPEHCOM KpeaTHHHHA <15 Mr/mMuH, a
TaK)Ke y NAIMeHTOB, HAaXOJSAIIMXCA Ha Juanu3e. B CBSI3uM ¢ STUM MpHUMEHEHHE Ipenapara
Annkcaban-AMEJIAPT y Takux manueHTOB MPOTHUBOMOKAa3aHo (cM. pazaen 4.4, 5.2).
THayuenmoi ¢ HapywieHuem QyHKyuu neveHu

[Tpemapara Anukcaban-AMEJIAPT mpotuBOIiOKa3aH y HaIlMeHTOB C 3a00JICBaHUSMH TICYCHU,
COTPOBOXKAAIOIIMMCS HAPYUICHUSIMH B CHCTEME CBEPTHIBAHUSI KPOBH U KIMHUYECKH 3HAYUMBIM
PUCKOM pa3BUTHUsI KpoBoTeueHui (cMm. pazzen 4.3). Ilpumenenue npemnapara y MalUEHTOB C
TSOKETION TEUYEHOYHOW HEIO0CTaTOYHOCTBIO MpoTHBOMOKa3zaHo (cMm. pasnmen 4.3). Cuemyet
coOroaTh OCTOPOXKHOCTH TpH mpHeme mpemnapata Ammkcaban-AMEJIAPT mnanuentamu ¢
MEYCHOYHON HEIOCTAaTOYHOCTHIO JIETKOW M CpefHel cremeHu Tsbkectu (kmace A wiu B mo
kiaccudukaruu Yaitna-I1p10), pu 3TOM KOPPEKIMHU 10361 HE TpebyeTces (cM. pasaeinst 4.4 u 5.2).
W3 kiMHUYECKUX UCCIIeI0BAHM ObUIN UCKITFOUEHBI MAIIMEHTHI, Y KOTOPBIX OTMEYaJIu MOBBIIIEHUE
AKTUBHOCTH MEYECHOYHBIX dbepMeHTOB aJlaHUHaMHUHOTpaHchepassl
(AJIT)/aciapraramunotpancdepassl (ACT) B nBa pa3a Bblllle BEpXHEW I'PAHULIBI HOPMBI WJIH
oOmiero OunupyOrHa B MoOATOpa U Oosee pa3 BhILIE BEpPXHEH rpaHUIlbl HOPMBIL. B cBsI3U ¢ 3TUM
CJIeyeT C OCTOPOKHOCTHIO MPUMEHATh alMKCca0aH y MallMEeHTOB 3TOU TrpymIibl (CM. pa3aens 4.4,
5.2.). Cnenyer oneHWUTh (QYHKIMIO TIEYCHH JO Hadajga Tepamuu mpenaparoM AmnukcalOaH-
AMEJIAPT.

Macca mena

Koppexkuuu 10361 B 3aBUCHMOCTH OT Macchl Teja NalleHTa He TpeOyercs (MCKIIIoueHue
COCTaBJISIIOT NAIL[MEHTHI, YKa3aHHbIE B 1.2 — IPUMEHEHHE NTPH QUOPHILIALUYN TpeCcepauil).

Ilon

Koppekuuu 10361 penapara B 3aBUCHMOCTH OT T10JIa MAallMeHTa He TpedyeTcs.

Paca u smnuueckoe npoucxorcoenue

Koppekuuu 1o3bl mpemapaTa B 3aBUCHMOCTH OT pachl WM 3THUYECKOTO MPOMCXOXKJIEHUS
naiueHTa He Tpedyercs.

Ilepexoo ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[TepeBoj ¢ mapeHTepaIbHBIX AaHTUKOATYJISIHTOB Ha nipenapat AnukcabaH-AMEJIAPT u nao6opot
MO>KHO MPOBOJIUTH B MOMEHT CJIEAYIOUIET0 3alUIaHMPOBAHHOTO MTpHEMa OTMEHSIEMOro Mpernapara
(TIpu ATOM OYepeIHas 1032 OTMEHSIEMOTO Mperapara He MPUHUMACTCS).

Ilepexoo ¢ unu na eapghapun unu opyaue anmazonucmul gumamuna K

[lepeBoa marnueHTOB ¢ Tepanuu BaphapuHOM WM APYTMMH aHTaroHWcTamMu BuTtamuHa K Ha

tepanuto mpenapatom  AnukcabaH-AMEJIAPT cnegyer mipoBoAWTh TpU  3HAYCHHUH
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MAIUeHTOB ¢ Tepanuu npemapatoM AnukcabaH-AMEJIAPT na Bapdapun wim apyrue
aHTaroHUCTHl BUTamuHa K cienyer mpopoimkars Tepanuio npenapatom Anukcaban-AMEJIAPT
B TeueHue 48 4 rnocie npuema rnepBoil 1036l BapdapuHa Wi Jpyrux aHTaroHUCToB BUTaMuHa K.
Uepes 48 u caenyer npokoHtpoiaupoBate MHO mepen mpueMoM cliienyromnieii 103bl npenapara
Anukcaban-AMEJIAPT. CoBmecTHbIi npueM BapdapuHa (WM Ipyroro aHTaroHMCTa BUTAMHHA
K) u npenapata Anukcaban-AMEJIAPT cnenyer npopomkare MHO >2.0. Ilpu noctuxenun
MHO > 2,0 npuem npenapara Anukcaban-AMEJIAPT crnenyeTr npekpaTuTh.
Kapouosepcus
[TaruenTsl ¢ GUOpHIUTSAIMEN TMPEACepaAnid, KOTOPBIM TPEOYeTCsl TMPOBEACHHUE KapIUOBEPCHH,
MOTYT HayaTh WIH MPOJOJDKUTH NpuMeHeHue npenapara Anukcaban-AMEJIAPT. Ilanuenram,
HE MMPOXO/IMBIIUM JICUEHUE aHTUKOATYJITHTaMU, [Iepe]l MPOBEACHUEM KapInOBEPCUN HEOOXOAUMO
HA3HAa4YMUTh, 10 KpailHeM Mepe, 5 103 npenapaTta Anukcaban-AMEJIAPT o 5 mr 1Ba pasa B CyTKU
(2,5 mr n1Ba pasa B CyTKH JUIsl HALIUEHTOB, KOTOPHIM TpeOyeTcs yMEHbIIEHUE O3Bl (CM. ITYHKT 2
noapaznena «Pexuma go3upoBaHus» paszgena  4.2)) ansg JOCTHDKCHHS  aJeKBAaTHOM
aHTHKoOArymsuuu. B cinydae ecnu mpoBeneHHEe KapJUOBEpCUU TpeOyeTcs 0 Ha3HA4YEeHUS 5 7103
npenapata Anukcaban-AMEJIAPT, HeoOXoaumo MNpHHATH HArpy3o4Hyro 103y B 10 mr c
MOCJIEAYIOLUM IPUEMOM 5 MT J1Ba pa3a B CyTKU. ClielyeT yMEHbIIUTh HArPy304HYIO 103y 10 5 MT
C MOCJIEYIOIIKUM MPUEMOM 2,5 MT JIBa pa3a B CyTKH, €CJI MAllUeHT MOAXOAUT MO KaTeTOpHUIO0 JJIst
CHIDKEHMS /103bl (CM. MyHKT 2 pasfena «Pexuma nosupoBanus» paszaena 4.2). Heob6xoanmo
IIPUHSTH Harpy304HYIO 103y, 10 KpaliHEN Mepe, 3a 2 Jaca 10 IpoBeAcHUs kKapauosepeun. lepen
IPOBEJCHUEM KapAHMOBEPCUH HEOOXOIUMO MOJYUYUTh MOATBEPKACHUE O HAAJIEKAILIEM IMpUEME
npernapata  AnukcabaH-AMEJIAPT. Ilpu npuHATMM  pemieHHs O  Ha3HAYeHUM U
IPOIOJDKUTEIBHOCTH JIEYEHNs HEOOXOIUMO OIUPAThCS HA YCTAHOBJIEHHBbIE PEKOMEHIALUU T10
IPUMEHEHHIO aHTUKOATYJISIHTOB Y MAIMEHTOB, KOTOPBIM TpeOyeTcsi MpoBeIeHNe KapAUOBEPCUH.
Cunopom ommenvl
[Ipu BpemMeHHOM TmiepepbhlBe B JICUEHHWU IpernaparoM (ciayyailHOM WIM IpeIHaMEpPEeHHOM)
BO3pacTaeT puck TpomOo3a. [lanueHTs! JOKHBI OBITH MPOUHCTPYKTUPOBAHBI U HEOOXOAUMOCTH
u30eraTh NepephIBOB B JICYEHUH ITpenapaTtoM. [Ipi BpeMeHHOM MpeKpalieHny aHTUKOAryJITHTHON
Tepanuu 1o J0O0bIM IPUUYMHAM OHA JOJHKHA OBITh BO30OHOBJIEHA KaK MOYKHO CKOpee.

eTH
bezonacHocts u 3¢ pextuBHOCTS prMeHeHust Anukcabana-AMEJIAPT y nereit B Bozpacte 10
18 ner He ycTaHOBNEHBI. JlaHHBIE OTCYTCTBYIOT.

Criocob nmpruMeHeHu s
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MpOITyCKa MpueMa mpenapar ciaeAyeT NPUHATh KaK MOKHO CKOPEE, a B JalbHENIIIEM IPOIOJIKUTh
pueM 2 pasza B CyTKH B COOTBETCTBUU C UCXOAHOM CXEMOIL.

Jlis manueHToB, KOTOpble HE MOTYT HIPOIJIOTHTH TaOJeTKy IeIMKOM, TaOJIeTKy Ipernapara
Anukcaban-AMEJIAPT M0)XHO H3MeNbYUTh U Pa3BECTH B BoJe Win 5% BoiHOI AekcTpose (5/1B)
WK SI0JIOYHOM COKE HUTM CMEIIATh ¢ SOJ0YHBIM MIOPe U He3aMEeTUTEILHO MPUHSATH BHYTPb (CM.
pa3nen 5.2). B kadectBe anbrepHaTHBBI TabneTKy npenapara Anukcadan-AMEIAPT moxHO
U3MENbUNUTh U pa3BecTd B 60 mu Boawl wnu 5/[B M He3aMenauTenbHO BBECTH IMOJIYYEHHYIO

CYCIICH3HIO Yepe3 Ha30raCTpalbHbIH 3001 (CM. paszaen 5.2).

4.3. IIpoTuBONOKA3aHUSA

. ['unepuyBCTBUTENFHOCTD K alMKca0aHy W/HIN K JTF0OOMY M3 BCIIOMOTaTeIbHBIX BEIIECTB,
MepeUYrCIECHHBIX B pazjene 6.1.

. AKTHBHOE KJIMHHYECKHU 3HAYUMOE KPOBOTCUCHHE.

. 3a0oneBaHus TI€YEHHU, COMPOBOXKIAIOUINECS HAPYIICHHSMH B CHUCTEME CBEPTHIBAHUS
KPOBH U KJIINHUYECKU 3HAUUMbIM PUCKOM Pa3BUTHUS KPOBOTEUEHUH.

. 3a0oneBaHusl WU COCTOSIHHUS, XapaKTEpHU3YIOIIUECS 3HAYUMBIM PHUCKOM OOJBIIOTO
KPOBOTEUEHHMsI: CYIIECTBYIOLIEE B HACTOsIIEe BpeMs WM HeJaBHEe OOOCTpeHHE S3BEHHOUN
00JIe3HN JKETYJOYHO-KHUILIEYHOIO TPaKTa; HAJIWYUE 3JI0KAYECTBEHHOIO HOBOOOpa3oBaHUS C
BBICOKMM PHCKOM KpPOBOTEUEHMS; HEJIaBHEE MOBPEXKJIEHUE TOJIOBHOTO WM CIIMHHOTO MO3ra;
HEIABHO NIEPEHECEHHOE OTNIEPAaTUBHOE BMEIATEILCTBO HA TOJIOBHOM MJIM CIUHHOM MO3T€, a TAKKe
Ha OpraHe 3pEHHs; HEJABHO IEPEHECEHHBIH IeMOPPAaru4eCKUil MHCYNBT; YCTAHOBIEHHOE WIIU
M0JI03PEBAEMOE BAapUKO3HOE DPACUIMPEHUE BEH MHUILIEBOJA; apTEPHOBEHO3HAs Maib(popmarius;
aHEBpHM3Ma COCY/IOB WJIHM BBIPaKEHHBIE BHYTPUCIHMHAJIBHBIE WM BHYTPUMO3TOBBIE M3MEHEHUS
COCYZIOB.

. Hapymenne ¢yHKIMM MOYEK ¢ KIMPEHCOM KpeaTMHHHA MeHee 15 MII/MuH, a Takke
IPUMEHEHNE y NAIlUEHTOB, HaXOAIINXCS Ha JUAIIN3E.

. bepemennocts (cM. pazzen 4.6).

. [Teprox rpyaHOTO BcKapMiiuBaHus (M. paszaen 4.6).

OnHOBpeMeHHOE MPUMEHEHHE C TIOOBIMU IPYTUMHU aHTUKOATYJITHTHBIMU TTperapaTamMu, BKIF0Yas
HeppakuuoHupoBaHHbli  remapud  (HOI), HuskomonexkynspHele remapunsl  (HMI)
(PHOKCamapuH,anTenapud W Jp.), TNPOU3BOJAHBIE TemapuHa ((POHIAMAPUHYKC © Ap.),
nepopaibHble aHTUKOATYISIHTHI (BapdapuH, puBapokcabaH, 1adurarpat u J1p.), 3a UCKIIOYEHUEM
TeX CUTyalUH KOrJa MaIMeHT MEePEeBOAMUTCS HA TEpamuio WIM C TepalHuu anukcabaHoM, KOTraa

He(DpaKIIMOHUPOBAHHBIN TeNMapyuH Ha3HA4YaeTCsl B J103aX, HEOOXOMWMBIX IS TOAJEP KaHUS
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He(PpPaKIMOHUPOBAHHBIA TeMaprH MPUMEHSETCS MpH KaTeTepHOW abnanuu  (GUuOPHILIISAIUH

npezcepauii (cM. paszens 4.4, 4.5).

4.4. Ocodble ykazaHHusi 1 Mepbl NPeI0CTOPOKHOCTH NMPH NMPUMeHEHUH

Puck xpoBoTeUeHHUIt

Kak u B ciaydae Ipyrux aHTHUKOAryJISIHTOB, MAIMEHTOB, MOJYYAOIIMX Mpernapar AnukcabaH-
AMEJIAPT, HeoOXx0onuMO TIIATEIHHO HAOIONATh HA MPEIMET MPHU3HAKOB KpoBoTedeHms. [Ipu
COCTOSIHHSIX C BBICOKMM PHCKOM Pa3BUTHS KPOBOTCUCHHUM ITpenapaT peKOMEHIyeTCsl IPUMEHSTh C
OoCTOpOKHOCThIO. [IprMeHeHHe mpenapara anukcabaHa CleayeT MPEKPaTUTh INPU Pa3BUTHUHU
TSKEJIOro KpoBoTeueHUs (cM. pasjeinst 4.8, 4.9).

XoTs Tepanus anukcabaHoM He TPeOyeT MOCTOSIHHOTO MOHUTOPHUHTA €r0 KOHIIEHTPAIUU B KPOBH,
HWHOTIa MOXET OBITh I1eJIeCOO0Opa3HBIM MPOBEACHUE KATMOPOBAHHOTO KOJIMYECTBEHHOTO aHAJIN3a
aHTH-Xa-(haKTOPHON aKTUBHOCTH B T€X UCKIIOYUTEIBHBIX CTy4asiX, KOT/Ia IaHHbIE O BO3IEHCTBUU
anukcabaHa MOTYT CIOCOOCTBOBATh TPUHATHIO KIWHUYECKHX PEIICHHWMA, HANpUMEp, INpU
NepeI03UPOBKE U SKCTPEHHOM OTIEPaTHBHOM BMeIIATEIbCTBE (CM. paszen 5.2).

BzanmoeiicTBHE ¢ IPYTUMH JICKAPCTBEHHBIMHI IIpenapaTaMy, BIMSIONIMMHU Ha TEMOCTa3

B cBsI3M ¢ BBICOKUM PHCKOM BO3HHUKHOBEHHS KPOBOTEUEHHS! OJIHOBPEMEHHOE IPUMEHEHHUE C
JF0OBIMU IPYTUMHU aHTUKOATYJITHTaMH ITPOTHBOIIOKAa3aHo (CM. paszen 4.9).

OpnHoBpeMeHHOE TNpPUMEHEHHE Ipernapara anukcabaH ¢ aHTHArperaHTaMy IOBBIIIAET PHUCK
KpoBOTe4eHHs (CM. paszen 4.5).

Heo6xonumMo co0moaTh  OCTOPOXKHOCTh TP OAHOBPEMEHHOM TNPUMEHEHHUH IIpernapara
anukcabaHa ¢ CEeJIeKTUBHBIMM MHIMOUTOpaMHU 0OpaTHOrO 3axBaTa CEPOTOHMHA M MHTMOMTOpaMuU
o0paTHOro 3axBaTa CEpOTOHHMHA U HOpANHMHE(pUHA (HOpAApPEHANIMHA) WM HECTEPOUIHBIMU
npoTHBOBOCTIAIMTENbHBIMU mpenapatamu (HIIBII), Bxmrouas aneTHJICAIUIUIOBYIO KHUCIOTY
(ACK).

[Tocne Xupypruyeckoro BMEILIATEIbCTBA HE PEKOMEHAYETCSl NMPUMEHSATh OJHOBPEMEHHO C
npenapaToM anukcabaHa Jpyrue HHrHOUTOPHI arperaun TpoMOOKUTOB (CM. pasaen 4.5).

B KiIMHHYECKOM HCCIEOBAHMU Yy TMAIUEHTOB ¢ (GUOpWUIILIKMEH TpeAcepIuil ¢ OCTPhIM
KopoHapHbIM cuHApoMoM (OKC) n/unm nepeHecmnx 4peckoKHOe KOPOHAPHOE BMENIATEIbCTBO
(UKB) c 3amianupoBaHHbIM niepuoioM JiedeHust uaruouropom P2Y 12 ¢ ACK wunm Ge3 Hee, ObL1O
M3YYEHO MPUMEHEHHUE NMepOpaIbHbIX aHTUKOATYJISHTOB (anukcabaHa Wik aHTarOHUCTa BUTAMUHA
K - ABK) B Teuenue 6 mecsieB. Puck 601b1uX KpOBOTEUESHUH 110 KpUTEPUAM MexKTyHapOIHOTO
oOmiecTBa 1Mo Tpom003y u remocrasy (International Society on Thrombosis and Haemostasis —
ISTH) unu xnuHuYecku 3HauuMbIX HeOonblmx kpoBoTeueHui (K3HB) Obut cratuctuyecku

3HAaYUMO HWXKE Npu npuMeHeHuu npenapara Anukcaban-AMEJAPT (24,7 % B ron) mno
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cpaBuenuto ¢ npumeHeHnem ABK (35,8% B ron). Conwé&m&%@nb@iﬂgg% A€T<'HOBBI ajno

pucK pa3BuTHs Oonbiux kpoBoTeueHuil nmo kpurepusm ISTH unu K3HB kpoBoteuenwmii ¢ 21,0%
B roa 10 40,5% B rog npu nobOaBneHuM aHTUKoaryssHrta (anukcabana win ABK) x tepanuun
uaruouTopom P2Y 12. B wactHoctu, no6asinenne ACK moBsImano puck pa3BuTHs OOIBIINX WA
K3Hb kpoBoTeuenuii y nanueHnToB, noinyyaniiux anukcadban u ABK, coorserctBenHo ¢ 16,4% 1o
33,1% Bromu ¢ 26,1% B rox no 48,4% B rof.

OTMeuanoch CTaTUCTHUYECKH 3HAYMMOE TOBBIIICHUE PHUCKAa KPOBOTEUEHUW MPU MPUMEHEHUU
TpoiiHOW Tepanuu anukcabanoM, ACK u ximonuaorpesoM B KIMHUYECKOM HCCIEAOBAHUHU Y
MNAIMEHTOB C OCTPbIM KOPOHAPHBIM CHUHAPOMOM 0e3 GuOpmisuuu mnpeacepAauii ¢ BBICOKUM
pUCKOM TpomM0O3a W HECKOJIBKUMH COMYTCTBYIOIIMMHU CEPJCYHBIMA U HECEPACYHBIMH
3a0osieBaHUsAMU. B JIpyroM KIMHUYECKOM HCCIEIOBAaHMM C Y4acTUEM NAIUEHTOB C
bubpumauueit npencepauit onHoBpemenHoe npuMeHeHne ACK mpuBoauiao K MOBBIIICHUIO
pHUCKa pa3BUTHA OOJBIIUX KPOBOTEUEHHH U Ha ¢oHe mpueMa BaphapuHa. B 3ToM KIMHUYECKOM
UCCJIEJOBAaHUM COUETAaHHAs Tepanus ABYMsl aHTUArperaHTaMu IPUMEHSJIach PEAKO.

HDI/IMGHGHI/Ie TDOM6OJII/ITI/I‘-ICCKI/IX CPCACTB JJId JICUCHHUSA OCTPOro MM EMHYCCKOI'O MHCYJIbTAa

OmnpIT IMPUMCHCHUA TpOMGOHPITI/I‘ICCKI/IX CpeACTB IJIs JICUCHU OCTPOro HIICMUYCCKOI'O MHCYJIbTA
Yy NallUCHTOB, NOJYyYar0mux anHKca6aH, B€CbMa OI'paHHUYCH.

HaIII/IeHTI)I C UICKYCCTBCHHBIMH KJIallTaHaMH CCpAlla

be3zonacHocTh U 3pPexTUBHOCTD Mpernapara y NalMeHTOB C HCKYCCTBEHHBIMHU KJIallaHAMHU cepaua
¢ ¢ubpwmsanuen npencepauii u 6e3 Hee He u3yuanack. [IpumeHenue npemnapara AnukcaOaH-
AMEJIAPT nuis aT0M rpynnsl NalMEHTOB HE PEKOMEHAYETCS.

XUpYprudecKrue U HHBA3UBHBIE NPOIEAYPEI

[Tpumenenue npenapara Anukcaban-AMEJIAPT cnenyer npekpatuTh He MeHee 4eM 3a 48 yacoB
JI0 TUIAHOBOW OIlepaliiy WJIM MHBA3UBHOM IPOLELYPHl CO CPEAHMM WJIM BBICOKHM PHCKOM
KkpoBoTeueHMs. Crofja OTHOCATCS BMELIATENbCTBA, IPU KOTOPBIX BEPOATHOCTb KIMHUYECKU
3HAYMMOT0 KPOBOTEUEHUS HE UCKIIIOUEHA WIIN JJI1 KOTOPBIX PUCK KPOBOTEUEHHS HETIPUEMIIEM.
[Tpumenenue npenapata Anukcaban-AMEJIAPT crnenyer npekpatuth He MeHee 4eM 3a 24 yaca
JI0 TIJIAHOBOW ONEpaly WIA WHBAa3UBHOW NMPOLEAYPBl ¢ HU3KUM PUCKOM KpoBoTeueHus. Crona
OTHOCSITCS BMEUIATENbCTBA, IPU KOTOPBIX OKUAAETCI MHMHHMMAJIBHOE, HEKPUTHUYECKOE 10
JIOKAJIM3alMK WIN JIETKO KOHTPOJIMPYEMOE KPOBOTEUCHHE.

Ecnu onepanuio miM MHBa3MBHYIO MPOLENYPY HEIb3s OTKIAAbIBaTh, UX HY)KHO MPOBOJUTH C
HaJJIeXkKalled OCTOPOXXHOCTBIO, YYMTHIBAs IMOBBIIIEHHBIM pUCK KpoBoTeueHus. Cuepyer
COOTHECTH PHCK KpOBOTEUYEHHS M HEOOXOAMMOCTh OSKCTPEHHOTO BMemllarenbcTBa. [lpu
HeKJIanaHHON (pUOPHILISAINY Tpeacepauil 0ObIYHO He TpeOyeTcsl IPUMEHEHHE «Tepariud MOCTa

B TeueHuH 24-48 4 mociie OTMEHBI aluKcabaHa nepes XupyprudeCKUMH BMEIaTeIbCTBAMH.
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[Tocne nHBAa3MBHOM MPOLEAYPHI WIIH XUPYPTrUUECKOTO B&EB&ZIQEE%%:&'ﬁEﬁUé}lfg;ﬁeTafhpllKH%aHa

ClelyeT BO30OHOBHUTH KaK MOXHO CKOpee TpU YCIOBUH, YTO OTO JONMYCKAEeT KIMHHYECKas
CUTYyalllsl U YCTAHOBHWJICS JOCTATOYHBIM remocrta3 (MH(pOpMaIUs O KapJIuOBEPCUU TIPUBEICHA B
pazneie 4.2).

Y mnauueHtoB ¢ GuOpwUILMEed mpencepauid HET HeoOXOIUMOCTH MpeKpalaTh Teparuio
npernapatoM Anmkcaban-AMEJIAPT nepen karerepHoii abnaueii.

BDeMeHHOG OpCKpaliCHUEC TCpaIrnmu

[Ipekpaiienne MpUMEHEHHUsT AHTMKOAryJIsSHTOB, BKJIIOYas IpenapaT anukcabaHa M0 NpUYMHE
AKTUBHOI'O KPOBOTEYEHUS, INIAHOBOW OIE€pally WIA WHBAa3UBHOM NPOLIETYPHl YBEINYUBACT VIS
nanueHTa puck Tpomo6o3a. IlepeprlBoB B JieueHHM cieayeT u30eratb, M, €ClIU 10 Kako-Inbo
npuunHe TpeOyeTcs BpPEMEHHOE IMPEKpallleHue AaHTUKOAryJsHTHOM Tepanuu [penaparom
anukca0aHa, ee cieyeT BO30OHOBUTh KaK MOKHO CKOpee.

Jleuenne TpoM0O03a riryookux BeH u TOJIA

He pexomenmyercss 3aMeHITh Tepanuio HePPAKIMOHUPOBAHHBIM T'eMApUHOM Ha TIpernapar
anukcabaHa B TIEPHOJ WHUIMANUU Tepanuu mnanueHToB ¢ TOJIA ¢  HecTaOWIBHON
FeMOJUHAMHUKOM, BO3MOXKHBIM TMPOBEACHHEM TpPOMOOIM3UCA WIM TPOMOIKTOMHH JIETOYHOU
apTepuy, TaKk Kak Oe30macHOCTh U 3(PPEKTUBHOCTH amukcabaHa B JaHHBIX KIMHUYECKHX
CUTYaIUsX HE YCTAHOBJICHBI.

HaHI/IeHTI)I C OHKOJOTHYECKUMM 3200JICBAHUAMU

OddextuBHOCTF M Oe3omacHOCTh amnukcabana mnpu jeueHuun TI'B, newenus TOJIA u
npodunaktuke peuuauBupyrommx TIB u TOJIA (a1BTD) y mnamueHTOoB C aKTUBHO
IIPOTPECCUPYIOIINM 3710Ka4eCTBEHHBIM HOBOOOPA30BaHUEM HE YCTAHOBIICHBI.

ITarmedTsl ¢ MOYeYHOH HEJIOCTATOYHOCTHIO

OrpaHu4eHHbIE KIIMHUYECKUE JAHHBIE NTOKA3bIBAIOT, YTO Y MALUEHTOB C TSKEJIBIM HApYLUICHUEM
GyHKIMM TOYeK (KJIMpEeHC KpeaTuHUHa 15-29 MII/MUH) YBeIWYMBAIOTCA KOHIEHTpalUU
anukcabaHa B IJIa3Me, YTO MOKET MOBBIINIATh pUCK KpoBoTedueHus. s neuenus TI'B, neuenus
TOJIA n npodunaktuku peuunupupyomux TI'B u TOJIA (1BTD) anukcaban y maiueHTOB C
TSDKEJIBIM HapyIIeHneM (YHKIUH Modek (KIMpeHe KpeatuHuHa 15-29 mn/mun) (cM. pa3aenst 4.2,
5.2) cnenyet NpUMEHSTh C OCTOPOKHOCTBIO.

Jnst mpouIakTHKY WHCYJIBTAa ¢ CHCTEMHOW AMOOJIMN Y TAIIMEHTOB C HEKJIarmaHHOM
bubpmwusanuenn npencepanii (HDII), manueHTOB C TSOXKENbIM HapyHIeHHEM (DYHKIIMH TTOYEK
(knupeHc KpeaTuHUHa 15-29 MII/MHH) M MalMEHTOB C YPOBHEM CBHIBOPOTOYHOTO KpEaTHHHHA
>1,5 m/mn (133 MKMoOIB/) B codeTaHuu ¢ BozpactoM >80 neT wim maccoil Tena <60 kr mosa

amukcabaHa JJOJDKHA ObITh CHHXKEHA 110 2,5 MT JiBa pa3a B CyTKH (cM. pasaen 4.2).
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B cBs3u ¢ OTCyTCTBHEM OIbITa KIMHHUYECKQLO npnﬂggle;{ﬂgﬂé;ﬁfc-%%H 's; ':rIa_'r'[fz;le:I'{-"r%'B c

KIIMPEHCOM KpeaTHHUHA <15 MIJI/MHUH WM HaXOMSIIUXCS Ha JUaIn3e MpUeM anukcadaHa B 3TON
rpyIie NanueHTOB He peKoMeHayeTcs (cM. paszaensl 4.2, 5.2).

[loxnJible TAIUEHTHI

C BO3pacToM PUCK KPOBOTCUCHHUS MOXKET MOBBIMIATHCA (CM. pasaen 5.2).

Takxe ogHoBpeMeHHOe npumeHeHue npenapara AnukcadanH-AMEJIAPT u ACK y nmoxuibix
HaIMEeHTOB TPeOYeT OCTOPOKHOCTH BBUAY MOTEHLIUAIBHO 00JIe€ BEICOKOTO PUCKA KPOBOTCUCHHUS.
Macca Tena

[Tpu maoii macce Tena (<60 Kr) pucK KpOBOTCUEHHUS MOKET HOBBIMIATHCS (CM. paszen 5.2).
ITarmeHTEI ¢ IEYEHOUYHON HETOCTATOYHOCTEIO

[Ipenapar annkcabaHa NPOTHBOIOKA3aH MAIMEHTaM C 3a00JIEBaHWMEM II€YCHHU, CBS3aHHBIM C
KOAryJionaTiHel ¥ KIMHAYECKU 3HAYMMbIM PUCKOM Pa3BUTHS KPOBOTeUeHHUs (cM. pasnen 4.9).
[Ipenapat He peKOMEeHyeTcsl MPUHUMATh MAlUEeHTaM C TsDKEIIbIM HapylieHHneM (G YHKIIUY TIeYeHU
(cM. pasnen 5.2).

[Ipenapat cinenyer NpUMEHSTh C OCTOPOKHOCTHIO Y MALIMEHTOB C HapyIIeHuEeM (DYHKINH MTeYeHU
JIETKOW U cpenHel cTemeHu TsokecTH (ctaaus A unu B no knaccuduxanuu Yainna-I1sio0) (cm.
paznaens 4.2, 5.2).

[TaneHTHI C MOBBIMIEHHBIMU YPOBHSMH Ie4eHOUHBIX (pepmenTtoB AJIT/ACT> 2 x BepxHei
rpanuibl HopMmbl (BI'H) wim obmero OmnmmpyOumna > 1,5 x BI'H ObuM uckirodeHbl U3
KJIMHUYECKHX HccaenoBaHui. [loaToMy B JaHHOW MOMYJSIMM Mpenapar anukcabaHa cieayeT
IPUMEHSTH C OCTOPOXKHOCTBIO (CM. paszen 5.2).

[lepen HauamoMm mpuUMEHEHHs Tpemnapara anMkcabaHa HEOOXOIUMO MPOBEPUTh OUOXUMHUYECKHE
nokasarensi pyHKIUY NeYEHH.

BsaumoneiictBue ¢ uaruounropaMu muroxpoma P450 u narnouropamu P-gp

He pexkomeHnayercs npuUMEHEHHME IIperapara amnukcabaHa Yy MAIMEHTOB, IOJIYYaIOIIUX
OJIHOBPEMEHHO CHCTEMHOE€ JieueHHue MOUIHbIMU HHrubutopamu uszopepmenta CYP3A4 u P-
TJIMKOTIPOTENHA, TAaKUMH KaK AaHTUMHKOTHKH TPYIIBI a30J0B (HAampuMmep, KETOKOHA30JI,
UTPAKOHA30J1, BOPUKOHA30J U II03aKOHA30J1) U MHTUOUTOPHI IPOTEa3bl BUPyca UMMYHOIe(HUIINTA
yenoBeka (BUY) (mampumep, puTOHaBHp). DTH IpenapaTtbhl MOTYT MOBBICUTH 3KCIIO3UIIUIO
anukcabaHa B /1Ba pasa (cM. paszzaen 4.5) Wi Bbllle B IPUCYTCTBUU JIOTOJHUTENBHBIX (DaKTOPOB,
KOTOpBIE TaK)K€ YBEIMUYMBAIOT S3KCIO3MIMIO amnukcabaHa (Hampumep, TSHKENoe HapylleHue
(YHKLUU TTOYEK).

Bsaumoneiicteue ¢ uaaykropamu uzodhepmernra CYP3A4 u P-gp

OpnHoBpeMeHHOe MpUMEHEHHE MpenapaTa anukcabaHa ¢ MOIIHBIMU MHAYKTOpaMU H30(epMeHTa

CYP3A4 wu wunnykrtopamu P-gp (manpumep, pudamnuuuH, ¢(EHUTOMH, KapOaMasenuH,
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dbenobapOuTan W mpenapaTramu 3BEpPOOOs npozxmp%ﬁ%&%%‘ié}_E%gcg ':%ﬁél(;ﬂii‘ﬂb K

CHW)KCHHIO KOHIICHTpAllMU anukcabaHa B miazme KpoBH (mpumepHo Ha 50 %). B knmuHIYeckoM
UCCIICIOBAaHUM C YYacTHEM IMAIMEeHTOB ¢ (GUOpWUIALMEdl mpeacepauil oTMEYanu CHUKEHUE
3¢ (PeKTUBHOCTH U TMOBBIIIEHHBIH PHUCK KPOBOTEUEHUH MpPU OJHOBPEMEHHOM MPUMEHEHUU
ankcabana W MOMIHBIX HHIYKTOpoB wu3opepmenta CYP3A4 u P-gp mo cpaBHeHHio ¢
MPUMEHEHHUEM anuKkcadaHa B MOHOTEPAITHH.

Crnenyrone peKOMEHIAlMK MPUMEHUMBI K MalleHTaM, MOJYy4alolldM CHUCTEMHYIO TEeparuio
MoIHbIMH HHIHOUTOpaMu u3odhepmenta CYP3A4 u P-gp (cm. pazaen 4.5):

. C 1eNbl0 NpOodUIAKTUKUA BEHO3HOM TpoMO03MOOJIMK y TAIMeHTOB MOCIEe IIaHOBOTO
SHJIOTPOTE3UPOBAHMS Ta300€APEHHOTO WJIM KOJIEHHOTO CYCTaBa, MPOQHMIAKTHKHA HWHCYIbTa U
CHUCTEMHOW TpOMOOAMOOIUN TpW HEKIanaHHOW (QUOPWILIAIMM TIpeNCcepanii, a TakkKe s
npodunaktuku peuuauBoB TI'B u TOJIA, anukcaban cieayeT NPUMEHSITH C OCTOPOKHOCTHIO;

. s nedennst TI'B u TOJIA, anukcabaH He cleayeT NPUMEHATh, Tak Kak () PeKTUBHOCTD
MOJKET OBITh CHIDKEHA.

OnepaTHBHBIE BMENIATEILCTBA, CBSI3AHHBIE C IIEPEJTOMOM IIEHKH Oennpa

O¢ddexkTnBHOCT, M 6€30MACHOCTh amnMKcabaHa B KIMHUYECKHUX HCCIIEAOBAaHMIX Y IMalMEHTOB
[I0CJI€ OINEPAaTUBHOIO BMEIIATEIbCTBA IO MOBOJAY IepenoMma HIeWKH Oeapa He OLEHHBAIUCH.
ITo3TOMY OH HE PEKOMEHIYETCS Il JaHHBIX ITallUEHTOB.

JlabopaTopHbIe TapaMeTphl

BausiHue Mexanu3ma JeiicTBus anukcabaHa Ha IMOKa3aTesld CBEPTHIBAEMOCTH KPOBH (HampuMmep,
npotpombuHoBoe Bpems (I1B), MHO u akTuBHpOBaHHOE YaCTHYHOE TPOMOOIIACTUHOBOE BpeMs
(AUTB)) coOTBETCTBOBAJIO OKUAAEMOMY.

HabGmronaBmmecss n3MeHEHHsI 3THX TMMOKa3aTeseil CBePThIBAEMOCTH KPOBU TIPH IIPEArNoIaraeMoun
TepaneBTHUECKON J103€ ObLIM HEBEIMKH U UMENU CYIIECTBEHHYIO BapHaOeIbHOCTh (CM. pasjen
5.1).

BrinonHenne conHaJIbHON, SIUAYPAILHON aHEeCTE3UH WK NYHKIUKN V MAlHEHTOB, HOJIYYAIONINX

apernapar anukcadbana

[Tpy BBIMONHEHUH CIMHAIBHOW MM SMUAYPATBHOM aHEeCTe3UH MO0 AUAarHOCTUYECKON MyHKIIUU
JAHHBIX O0JIacTel y NAalMeHTOB, MOJYYAIOIIMX AHTUTPOMOOTHYECKHE CpEACTBA C IIENbIO
npoUIaKTUKA TPOMOO3IMOONIUHN, UMEETCSI PUCK Pa3BUTHS AMHUAYPATbHBIX WM CIHHAIbHBIX
reMaToM, KOTOpbI€, B CBOIO OYEpPEIb MOTYT SBIATHCA MPUUYMHOM CTOMKMX MM HEOOPaTUMBIX
napanuyeil. J[aHHbIN pUCK MOXeT ellle 0oJiee BO3pacTaTh MNP MCIOJIb30BAaHUH YCTAHOBJIECHHOTO

AMUAYPAIBHOIO KaTeTepa B MOCIECONEPAMOHHOM IIEPUOE WIH IIPU NapajlIeIbHOM IPUMEHEHUN
JIPYTUX JEKapCTBEHHBIX CPEJICTB, BIUSAIOIINX HA T€MOCTa3. Y CTAHOBJICHHBIE SMIMAYPAIBbHbBIC WIIN

CY6aanHOH)IaIH)HI)Ie KaT€TCPhbl JOJIPKHBI OLITH YAQAJICHBI KaK MUHHUMYM 3a 54 J0 BBCIICHUA HepBOfI
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(10 DB
JI03bI TIpenapara anukcadaHa. Puck Takke Moxer BOSDaCTElFB n%aé‘w

AMUAYPATbHBIX WIM CIHHAJIBHBIX NYHKIHIX. [larueHTOB HEOOXOAMMO YacTO TPOBEPITH HA
MpEeIMET MPOSIBIICHUH U CHUMIITOMOB HEBPOJIOTHYECKOro neduuura (Hampumep, OHEMEHUE HITU
cnabocTh B HOrax, MUCQYHKIUS KHUIIEUYHHKA WJIM MOYeBOro Iy3bips). [lpm oOHapyxeHuun
HEBPOJIOTHYECKOTO OTKJIOHEHHUS OT HOPMbI HEOOXOAMMO IPOBEACHHE CPOYHOW TUATHOCTHUKH U
neyenus. Jlo HeHpoakCHMaNIbHOTO BMEIIATEILCTBA Bpaudy CIEAyeT MPOaHaIU3UpPOBATH
COOTHOUIICHUE TOTCHIMAIBHOW TOJb3bl M pUCKA JJs MAalHEHTOB, KOTOPBIE MOJIY4aroT
AHTUKOATYJISTHTHYIO T€PaIUIO WK OyIyT MOJIydaTh ee Uil MpoUIaKTHKA TpoMO03a.
Kinanueckuii onpIT pUMEHEHUs aliKkcabaHa y MalieHTOB ¢ YCTAHOBICHHBIM HHTPATEKAIbHBIM
WIH SIUAYPATLHBIM KaTeTepoM OTCYTCTBYeT. B ciydae HEOOXOIMMOCTH JTAaHHOW CHUTYAIlWH,
OCHOBBIBAsICh Ha (PapMaKOKMHETHYECKMX OCOOCHHOCTSAX anukcabaHa, cleayer coOiroaaTh
untepBan B 20-30 u (T.e. 2 mepuona MOJYBBIBEACHUS) MEXKAY IMOCIEIHEH MNPUHATONU J030H
anukcabaHa W yJaJeHHEeM KaTeTepa, TakuM 00pa3oM, Kak MUHHUMYM OJiHA J103a amnukcabaHa
JOJDKHA OBITh TPOIYIICHA JO yaaleHus karerepa. Cremyroniyro 103y ammkcabaHa MOMXHO
MPUMEHATH HE paHee YeM Yepe3 S5 4acoB IMOCIe U3BJIeUeHus katerepa. Kak u B ciaydae co BceMu
HOBBIMU aHTUKOAryJISIHTHBIMH JIEKAPCTBEHHBIMU IperapaTamMu, ONbIT MPUMEHEHUS anukcadaHa
pu HelpoakcHuaabHOU OOKaZe OTpaHHueH, U TIO3TOMY B TaKOW CHUTYAIlMU CIEAYyeT COOM0IaTh
UCKIIFOUUTEIIbHYIO OCTOPOXKHOCTb.

ITarnenTs!l ¢ aHTH(OCHOIUIUIHLIM CHHIPOMOM

[Tpsimble mepopanbhbie aHTHKOArynsHTel (ITIIOAK), Bkmtowas npemapar anukcabaHa, He
PEKOMEHAYIOTCS JUIsl IPUMEHEHUS Y MAllMeHTOB ¢ JUarHOCTUPOBAHHBIM aHTU(OCHOIUITUAHBIM
cuangpomoM (ADC) m TpombO3amMuM B aHaMHE3€, OCOOCHHO TMpU HAIUYUU BCEX Tpex
MOJIO)KUTEIBHBIX TECTOB (HAa BBISIBICHHWE BOJIYAHOUYHOTO AHTHKOAryJsSHTA, AHTUTEN IPOTHUB
KapJMOJUIHMHA U aHTUTEN MPOTUB Oera-2-rmukonporenHa I). ¥V 3THX ManueHToB NMpUMEHEHHUe
[TOAK MoxeT NMpUBOJIUTH K IMOBBIIMIEHUIO YAaCTOThl PELUANBOB TPOMOOTHUECKUX SIBJICHUHN IO
CpaBHEHMIO ¢ aHTaroHucramu BuTamuHa K. O¢dexTuBHOCTH M 0€30macHOCTH Ipemnapara
anrkcabana y manueHToB ¢ ADC He yCTaHOBJICHBI.

BcnomorarenbpHbI€ BelllecTBa

[Tpenapatr Anukcaban-AMEJIAPT conepxur nakro3y. Ilanmentam ¢ peako BeTpedarouiencs
HACJIEICTBEHHOW HEMEpPEeHOCHUMOCThIO TaJllaKTO3bl, Je(UUIUTOM JIaKTa3bl Jiomaped Win

[IIFOKO30TaJIaKTO3HOW MasibabcopOIiel He cielyeT IpUHUMATh 3TO Mpenapar.

4.5. B3amMmojeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH MpenapaTtaMM W JApyrue BHJbI
B3auUMOAeliCTBUSA

Binsanane JAPYTUX IIperapaTroB Ha (baDMaKOKI/IHeTI/IKV anukcabaHa

Hneubumopuor uzogpepmenma CYP3A4 u P-enukonpomeuna
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24 .04 2025 N= 10948

KomOunanmsa anmkcabaHa ¢ KETOKOHA30JI0M (B I103€e 466" 1§4§'E11'5§é“§ %ﬁ;';&ﬁﬂ'}oﬁl "Mc;l
(

MOIIHBIM HMHTHONTOpOoM Kak m3opepmenta CYP3A4, tak um P-rmukonporenHa, nmpuBoauia K
MOBBIINICHUIO CPEJHEr0 3HAYEHUs IUIOMIAJAM T1OJ KpuBOM KoHueHTpauus-spems (AUC)
anukcabaHa B 2 pa3a U CpEIHEro 3HaYCHUsT MaKCUMalbHOM KoHIeHTparmu (Cmax) — 1,6 pasa.

He pexomenayercs npumeHeHue npemnapata Annkcaban-AMEJIAPT y nmanueHToB, OTy4aroniux
OJIHOBPEMEHHO CHUCTEMHOE JIeYeHHUE MOIINHBbIMU uHTHOMTOpamu u3zopepmenta CYP3A4 u P-
[JIMKONPOTENHA, TaKUMM KaK AHTUMHKOTUKU TPYIIbl a30J0B (Hampumep, KETOKOHA30Il,
UTPaKOHA30J, BOPUKOHA30JI M I[I03aKOHA30J) W HWHruouTopel mnporeassl BUY (mampumep,
putoHaBup) (cM. pazuen 4.4).

[Ipenapatbel, He OTHOcAUIMECSs K MOIIHBIM uHruoburopam wuszopepmenta CYP3A4 u P-
[JIMKONPOTENHa (HalpuMep, AUITHA3eM, HAIIPOKCEH, KIAapUTPOMULIMH, aMHOAPOH, BeparnaMul,
XUHUJIMH), T0-BUIUMOMY, IPUBEYT K MOBBIIIEHUIO KOHLIEHTpALlUY alnKcadaHa B IU1a3Me KpOBU
B MeHbluell creneHu. Koppekuust n03bl anukcabaHa Ipu €ro KOMOMHALMU C JIPYTHMMH
npenapaTtamMi, He SBISIOIUMMCS MOIIHBIMH uHruouropamu usopepmenta CYP3A4 u P-
[NIMKONpoTenHa), He TpeOyercs. Hampumep, nuntuasem (yMepeHHBbIH MHTHOUTOpP M30(pepMeHTa
CYP3A4 u cnaOwiii uarnOUTOp P-Tnmmporenna) B mo3e 360 mr 1 pa3 B CyTKH, MPHBOIMI K
noBbIIeHuI0 cpeaanx 3HaueHnii AUC anukcabana B 1,4 pa3a u cpequux 3HaueHUd Cmax — B 1,3
pasa. HanpokceHn (sBnsieTcs uHru6uropom P-riukomnporenna, Ho He n3opepmenta CYP3A4) npu
npuMmeneHud B 103e 500 mr Boi3biBan noBsiieHre cpenHux 3HaueHud AUC u Cpax anuikcabana B
1,5 u 1,6 pa3za, coorBercTBeHHO. KiaputpoMuiud (MHruOUTOp P-TIMKONPOTEHMHAa M MOIIHBIN
uHruourop nzopepmenta CYP3A4) B noze 500 mr 2 paza B CyTKHM NPUBOJIWI K MOBBIIICHUIO
cpenuux 3HaueHUH AUC u Cpyx anmukcabana B 1,6 u 1,3 pasza, COOTBETCTBEHHO.

Hnoyxkmopwt usogpepmenma CYP3A4 u P-enukonpomeuna

Coueranue anukcabana ¢ puamMnuIrHOM (MOIIHBIM HHAYKTOpoM u3opepmenta CYP3A4 u P-
[JIMKONPOTENHA) MPUBOAWIO K cHUKeHuto cpenHux 3HaueHMH AUC u Cmax anmkcabaHa
npubimsutensHo Ha 54% u 42%, coorBeTcTBeHHO. [lo-BUIMMOMY, coueTaHue ammkcabaHa ¢
JIpyrMMH MOIIHBIMH MHAYKTOopamu uzodepmenta CYP3A4 u P-rmukonporenHa (B 4aCTHOCTH,
dbenutonnom,  kapOamazenuHoM,  (eHoOapOWTATIOM WM TpemaparaMu  3BEpo0Os
IPOBIPSBICHHOT0) MOXET TaK)Ke MPUBOJINUTh K CHUKEHUIO KOHLIEHTPAIMK anuKkcabaHa B IU1a3Me
kpoBu (mpumepHo Ha 50%). Koppekuuu n03bl anukcabaHa NpH €ro KOMOMHUPOBAHHM CO
CpeICTBAaMHU JAHHOM TPYMNIbI He TpeOyeTcsl Mpu Ha3HAYEHHMM M0 MOKa3aHUSAM: NpOoUIaKTHKA
TPOMO03MOOJINY MOCIIE FHAONPOTEZNPOBAHUS CYCTABOB, MPOPHIAKTHKA UHCYJIBTOB U CUCTEMHOMN
TPOMOOSMOOINH TpU HEKJIanaHHOW (GUOpMIIIAIMM TpeAcepIuil 1 NpopHIAKTHKA PELUIUBOB

TpOM6038. FJ'Iy6OKI/IX BCH, TpOM603M6OHI/II/I JIETOYHOM apTepuu, OJJHAKO KOM6I/IHI/IpOBaTB JaHHBIC
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COOTBETCTEYET 3KCMNEPTHOMY OTYETY
ot 24.04. 2025 Nz 10948

CPEJICTBA CIIEAYET C OCTOPOKHOCTHIO. Bo Bpems HDHMG%XEQE&?&W]&@&E& rlmlr&)'mx

BeH 1 TOJIA coBMecTHOE NMpHMEHEHHE anmukcabaHa M MOIIHBIX HHIYKTOPOB H30(epMeHTa
CYP3A4 u P-riiukonporenHa He peKOMEHIYeTCs, TaK Kak MpH 3TOM 3(PPEKTUBHOCTb MOXKET OBITH
cHiKeHa (cM. paszen 4.4).

Anmuxoaeynaumol, uneubumopsl acpecayuu mpomooyumos u HIIBIT

B cBs3M ¢ BBICOKMM PUCKOM BO3HHMKHOBEHHS KPOBOTEUEHHUS OJHOBPEMEHHOE IPUMEHEHHUE C
THO0BIMU IPYTHMH aHTHKOATYJITHTAMU MPOTUBOIIOKAa3aHo (cM. pasznaen 4.3). Ilocne coBMECTHOTO
BBEJICHHS SHOKcamapuHa (0JHOKpaTHO, B 03¢ 40 Mr) u anukcabaHa (OJHOKPATHO, B J103€ 5 MT)
OoTMevaJIcs aJINTUBHBIN 2P PEKT JaHHBIX JEKAPCTBEHHBIX CPEJICTB Ha akTUBHOCTH Xa (FXa).
[Tpu3HaKoB (papMaKOKHHETHIECKOTO WK (hapMaKOIMHAMHYECKOTO B3aUMOJICHCTBUS anuKkcabana
C aLeTUJICATTMIUIOBOM KUCIOTOM (B 03€ 325 mr, 1 pa3 B CyTKM) y 3/J0pOBBIX JIFOJIEH OTMEUEHO HE
obu10. KoMOuHMpoBaHue anukcabaHa ¢ kjaonugorpenom (B mo3e 75 mr, 1 pa3 B CyTKH) WU
coueTaHueM kionuaorpena (75 Mr) u aneTuiacanuuuiaoBoi KuciaoTel (162 mr, 1 pa3 B cyTku) uinu
npacyrpens (60 Mr ¢ mocienyromeid no30it 10 Mr oaus pa3 B 1eHb) B | (aze KIMHUYECKOTO
MCCJIEIOBaHMSI HE IPUBOJWIIO K YBEJIMUYEHUIO BPEMEHU KPOBOTEUEHUS UM 00JIE€ BBIPAKEHHOMY
YTHETEHUIO arperainud TPOMOOIIMTOB IO CPaBHEHHUIO C MPUMEHEHHEM ITHX aHTUArpEeraHTOB B
MoHOTepanuu. [loBbIlIeHHEe MOKa3aTeneil CUCTEMBbl CBEPTHIBAHUS KPOBU (IIPOTPOMOMHOBOIO
Bpemenu, MHO u AUYTB) coorBercTBoBano s¢¢dekram anmkcabaHa NpuU NPUMEHEHHH B
MOHOTEpanuu. Y MalMeHTOB ¢ HekJanaHHoW ¢uoOpmuisauued npencepauid (H®II) ¢ octpeim
KopoHapHbIM cuHIpoMoM (OKC) n/unu nepeHecnM 4peckoKHOEe KOPOHApPHOE BMEUIATEIbCTBO
(UKB) Ttepanuto mnpenapatoM Amnukcaban-AMEJIAPT MoxHO Ha3HayaTh B COYETaHHM C
aHTHarperanTamu (cM. pasuen 4.4).

Hamnpokcen (500 mr), KoTopbwlid sIBIsieTCS WHTHOMTOpOM P - ramkompoTenHa, yBEIWYHBAET
cpennne 3HaueHUsT AUC u Cpax anmkcabana B 1,5 u 1,6 pa3a coorBerctBeHHo. [Ipu mpueme
anukcabaHa HabJ10/1a710Ch COOTBETCTBYIOIIEE MOBBIIIEHUE MOKa3aTeNel CBEPThIBAEMOCTH KPOBH.
He HaGmiomanoch HMKakMX W3MEHEHUM BIMSHUS HAlPOKCEHA Ha arperamuio TPOMOOIUTOB,
MHIYLIUPOBAHHYIO apaxHJIOHOBOW KHUCIIOTOHM, a Takke HE OTMEYEHO KIMHHYECKH 3HAUYUMOTO
YBEIMYEHUS JUIUTEIBHOCTH KPOBOTEUEHHUS IIOCIE COBMECTHOI'O NPUMEHEHHUs anukcabaHa u
HanpokceHa. HecMoTpsi Ha 3Tu NaHHBIE, Y OTIEIbHBIX MAIMEHTOB MOXET HabmoaaThes Oolee
BbIpaXEHHBIH (DapMaKOAMHAMUYECKUN OTBET IOCJIE COBMECTHOTO IpPHUMEHEHHUs anukcabaHa C
JPYTUMH aHTHArperaHTaMHu.

[Tpenapatr Anukcaban-AMEJIAPT crnenyer ¢ OCTOPOKHOCTBIO HMPUMEHSTH OJHOBPEMEHHO C
HIIBII, ACK wnmu unruouropamu P2Y12, Tak kak 3Tu JieKapCTBEHHBIE Mpenaparbl OOBIYHO

IMOBBIIITAKOT PUCK KPOBOTCUCHUS.
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He pexoMmeHmyeTcsi OHOBPEMEHHO TTPUMEHSTH z[pyrﬂe'zgﬁ_e'i:f%@pﬁg %{%&gﬂgﬁy Q(I):-Tgﬁlng: II—\I/I%I>KGT

OBITh CBSI3aHO C pa3BUTHEM CEPHE3HBIX KPOBOTCUCHM, TAaKUX Kak: TPOMOOIUTHYECKUE
JIEKapCTBEHHbIE CPEJCTBA, AaHTATOHUCTHI PEENTOpPOB K riaukonporernHaM IIb/I1la, nunupugamon,
JEKCTPaH U CyIb(UHIUPA30OH.

Kombunuposanue ¢ opyaumu nekapcmeeHubiMU cpeocmeamu

He  Obuto  BBIBIGHO  KIMHUYECKH ~ 3HAYUMOro  (papMaKOKMHETUYECKOTO WM
(apMaKoIMHAMHYECKOTO B3aUMOJCHCTBUS anmuKcabaHa C aTEHONONOM WA (aMOTHIUHOM.
KomOunupoBanue anukcabana (B q1o3e 10 mr) ¢ arenosonoM (B go3e 100 Mr) HE IPUBOAMIO K
Pa3BUTHIO KIMHUYECKH 3HAYMMbBIX H3MEHEHUH MapameTpoB (papMaKOKMHETHKU amnukcabaHa,
OJTHAKO OHO COIPOBOXKIAIOCH CHIDKeHUeM cpeannx 3HaueHnid AUC u Cmax anmkcabana Ha 15%
u 18%, COOTBETCTBEHHO, [0 CPABHEHHIO C PEKUMOM MOHOTepanuu. Haznauenue anukcabaHna (B
no3e 10 mr) ¢ pamotununom (B go3e 40 mr) He okaszbiBano BiusiHus Ha 3HaueHus AUC u Cmax
anukcabaHa.

Bnusaue annkcabana Ha papMaKOKMHETUKY JPYTUX JICKAPCTBEHHBIX CPEJICTB

B uccnenoBanmsx in vitro anmukcabaH He MHTHOMpPOBaNl akKTHBHOCTH M30¢epdentoB CYPIA2,
CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 unu CYP3 A4 (uHrubupyromas KOHIEHTpaus
(IC50)> 45 mMxMonb/) U B TO k€ BpeMs clabo mojaBisil akTuBHOCTH uzodepmenta CYP2C19
(IC50> 20 wmKMOnB/T) B KOHIEHTPALWH, 3HAYUTEIHHO NPEBBIMIAIOIICH MaKCHUMAIBHYIO
KOHIEHTPALUIO Mpenapara B Mjia3Me KPOBU MPU €ro KIMHUYECKOM NIPUMEHEHUHU. AniukcabaH He
apnsiercd MHIyKTopoM u3odpepmeHToB CYP1A2, CYP2B6, CYP3A4/5 B KOHUEHTpanusx 0
20 MKMONB/T. B CBSI3M ¢ 3THUM OXHJAeTCs, YTO INPU COBMECTHOM IMPHUMEHEHHM OH He OyneT
OKa3bIBaTh BIIMSHUS Ha KIUMPEHC MPENnapaTroB, METAOOIU3UPYIOLIUXCS ATUMH HM30(EepPMEHTAMHU.
Kpowme Toro, annkcaban He MHTUOMPYET B 3HAUMMOW CTENIEHN aKTUBHOCTh P-riinkornporenHa.

B uccnenoBanusix y 310poBbIX 1OOpOBOJIBIEB anmvKcabaH HE M3MEHsUI B 3HAYMMOM CTENEHU
(apMaKOKUHETHKY TUTOKCUHA, HAIIPOKCEHA MIIM aT€HOJI0a.

Jlueoxcun

[Tpu ogHOBpeMeHHOM MpreMe anukcabaHa (B 1o3e 20 mr 1 pa3 B CyTKHM) U JUTOKCHHA (B /103€
0,25 mr 1 pa3 B cyTkn), sBistomerocs cyocrparom P-gp, mokazatenn AUC mmn Cpax JUTOKCHHA
HE U3MEHSUIHCh. Takum oOpa3oM, amukcabaH HE WHTHOMpPYET TpaHCIOpT cyocTpatoB P-
[JIMKOMIPOTENHA.

Hanpoxcen

OpnHOBpeMeHHOE MPUMEHEHHE OJHOKpPATHBIX 103 anukcabana (10 mr) u Hampokcena (500 wmr),
mpoko npumensemoro HIIBII, ne Bnusuto Ha nokazarenu AUC u Cpax HallpOKCEHa.

Amenonon
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O/HOBpEMEHHOE NPUMEHEHHE OJTHOKPATHOH JQ3bI annﬁwaa-'ﬂlE(% giﬂqujfééfc—)ﬁoﬁé' (Il'(w' Mr).

MIMPOKO MPUMEHAEMOro OeTa-aipeHo0I0KaTopa, He U3MEHSIIO (PapMaKOKUHETHKY aT€HOJIONA.
Axmusuposannwiii y2oib

[Ipuem aKTHBUPOBAHHOTO YIJIsl YMEHBIIIACT JACHCTBHE anukcabaHa (cM. paszaen 4.9).

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JIAKTALMS

bepemenHoCTh

JlaHHBIX O MpHUMEHEHHE anukcabaHa y OepeMEHHBIX KCHIIMH HeT. Bo Bpems JOKIMHHYECKUX
UCCIICIOBAaHUM HE OOHApYKEHO TMPSAMBIX WM KOCBEHHBIX OTPHULIATEIbHBIX 3(PQPEKTOB B
OTHOIIEHUU penpoAyKTuBHOW ¢(yHkuuu. I[Ipumenenue amnukcabana mnpu OepeMEeHHOCTH
IIPOTUBOMNOKA3aHO.

JlakTanus

Her cBenenuii o BoIBeZIeHUH annkcadaHa Wik €ro MeTaboJIUTOB C TPYIHBIM MOJIOKOM y YeJIOBEKa.
CornacHo UMEIOLTUMCS TaHHBIM UCCIIEIOBAaHHUI Ha )KUBOTHBIX anmMKcabaH BbIIEISIETCS B TPYAHOE
MOJIOKO. B mccienoBaHusx Ha KpbicaX, KOHIIGHTPAIUS TpernapaTa B TPyJIHOM MOJIOKe Oblia BO
MHOTO pa3 BbIlIEe TaKOBOH B azMe KpoBH (Cpax puMepHo B 8 pa3 Boiie, AUC npumepso B 30
pa3 BBILIE), YTO MOXKET CBUAETEILCTBOBATh 00 AaKTHBHOM TpPAHCIIOPTE Ipenapara B IPyIHOE
MOJIOKO. PUCK Ui MilafieH1leB, HaXOAAIUXCSd HAa TPYJHOM BCKapMJIMBAHHUU, HE MOXKET OBITh
uckimoueH. [Ipm HeoOxomumocTu mnpumeHeHus mnpenapara Anukcaban-AMEJIAPT cnenyer
MPUHSTH pelieHrne 00 OTMEHe MpreMa Mpernapara Wil MpeKpaiieHuy TPy IHOTO BCKapMIUBaHUSI.

DepTUabHOCTD

AnukcabaHn-AMEJIAPT He Bnusia Ha GepTHIIBHOCTD B UCCIIEIOBAaHUSAX HA KUBOTHBIX.

4.7. BausiHde Ha CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHM3MaMH
[Tpenapar Anukcaban-AMEJIAPT He BiusieT win BIMSET HECYHIECTBEHHO Ha CIMOCOOHOCThH K

MMPaBJICHHUIO TPAHCIIOPTHBIMU CPEACTBAMHU U pa60Te C MEXaHHU3MaMHU.

4.8. HexkesaTeibHbIe peakiuu

Pesrome nipoduiist Oe3onacHoCTH

YacTeiMH HEXKETATeNbHBIMH pPEaKIHUsIMH ObUIM  KPOBOTEUEHHE, KPOBOIMOJATEK, HOCOBOE
KPOBOTEUYCHHE U reMaToMa (CM. PO IITb HeKeTaTSIbHBIX PeaKIMi U UX 9aCTOTY 10 TIOKa3aHUsAM
HUKE).

Tabauunoe pE3IOME HEXKENaTeIbHBIX PEaKIINI

HesxxenarenbHble peakliiu MPUBEIEHBI B COOTBETCTBUH C CUCTEMHO-OPTaHHON Ki1acCUpUKaIen 1
C pacmpelielieHHeM II0 4acTOTe BO3HUKHOBEHHsS. B Kakqoil 4acToTHOW Tpymnime noOouYHbIe

,I[GﬁCTBHH MMPEACTABJICHEI B ITOPAAKE YMCHBIICHUS UX CEPHE3HOCTH.
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YacToTra HeXenaTeIbHBIX PEeaKIfil onpeeeHa cnenyfoﬂagll%mi%;@a lf‘lz-li;”if)B:'Hbgli/'l 0),

Heyacto (>1/1 000, Ho <1/100), peako (>1/10 000, no <1/1 000).

CucremHo-opranunblii kiaace | [lpopunakruxa HpopunakTuka | Jleuenue TI'B mu
BTD y B3pocibIX | HHCYJIbTA u | TOJIA
NMANUEeHTOB IO0CJe | CHCTEeMHOM npopuiaakTuka
IJIAHOBOI' 0 IMO0 MU y | peHUAUBHPYIOLIH
JHAONMPOTE3UPOBA | B3POCJIBIX x TI'B u TIJIA
HHUSA NanueHToB ¢ | (1BTI)
Ta300ePEeHHOr0 HK®II ¢ onHum
WIA  KOJIEHHOTO | WM OoJiee
cycrasa (nBTJ) dpakTopamu
pucka (HK®II)
Hapywenus co cmoponwl cucmemst Kpogu u iumpamuyeckoli cucmemol
AHemus Yacro Yacrora Yacrora
HEW3BECTHA HEU3BECTHA
TpomOGouuToneHus Heuacro Yacrora Yacrora
HEW3BECTHA HEU3BECTHA
Hapywenue co cmoponvl ummynnou cucmemol
['uniepuyBCTBUTENBHOCTD, Penxo Heuacro Yacrora
QUIEPrUYEeCKU  OTeK U HEW3BECTHA
aHa(pUITAKCHS Heuacro Heuacro Heuacto*
Hapywenus co cmoponul nepenoii cucmemvl
Buyrpuyepennsie Yacrora Heuacro Penko
KPOBOUBIIUSHUS HEN3BECTHA
Hapywenus co cmoponwl opeana 3penus
KpoBomsmusanuss B Tkanu | Penko Yacto Heuacto
rJa3Horo si6ysoka (B TOM
YUCJ€  KPOBOMBJIMSHHE B
KOHBIOHKTHUBY)
Hapywenus co cmoponwl cocyoos
KpoBoTeuenus, remaroMbl Yacro Yacro Yacro
AprepuanibHas runeprensus | Hegacto Yacrora Yacrora
(BKJIIOUAsT TUIMEPTEH3UIO BO HEW3BECTHA HEU3BECTHA
BpeMS IIPOLEAYPHI)
BuyTtpubpromnoe Yacrora Heuacro Yacrora
KPOBOTEUYEHHUE HEW3BECTHA HEW3BECTHA
Hapywenus co cmopoHbl ObixamenvHoul cucmemsl, 0peanos 2pyOHOU KIemKU U cpeooCmenus
HocoBoe kpoBoTeueHue Heuacro Yacto Yacro
KpoBoxapkaHnbe Penko Heuacto Heuacto
KpoBoteuenue n3 | Yacrora Penxo Penxo
JBIXaTEIbHBIX MyTeH HEW3BECTHA
Kenyoouno-kuweunvle napyuenus
TomHoTa Yacro Yacrora Yacrora
HEW3BECTHA HEU3BECTHA
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XKenymouHo-KuIeuHoe Heuacto Yhero! [EHEERTH

KpOBOTEUYEHHE

I'emoppounansHoe Yacrora Heuacro Yacrora

KPOBOTEUYEHHUE, KPOBOTEUEHUE | HEU3BECTHA HEN3BECTHA

B POTOBOM IOJIOCTH

Hanuuue Henzmennoi kpoBu | Hewacro Heuacrto Heuacto

B Kaje

PexranbHoe  kpoBoTeueHue, | Penko Yacto Yacro

KpOBOTEUYEHHE U3 JIECEH

3abprommHHOE KpoBoTedeHue | YacroTa Penxo Yacrora
HEN3BECTHA HEN3BECTHA

Hapywenus co cmoponul neuenu u srcenyesbi8o0auux nymeti

[ToBbiIeHNE aktuBHOCTH | Hewacto Yacrora Yacrora

TpaHCAaMMHA3,  IOBBILICHHUE HEU3BECTHA HEU3BECTHA

AKTUBHOCTH

acrapTaTaMHHOTpaHC(epassbl,

MTOBBIIIICHHE AKTUBHOCTH

ramma-

[IyTaMUJITPAHCIENTUAA3I,

MaTOJIOTUYECKUE HN3MEHEHUS

(G YHKIIMOHATIBHBIX mpo0

TIEYCHH, MOBBIIICHUE

AKTUBHOCTH LIEJTIOYHOM

dhocdarazs B KpOBH,

MOBBIIICHUE  KOHIEHTpAIU!

OunpyOrHa B KPOBU

Hapywenus co cmoponul xkodtcu u noOKoHCHbIX MKaHell

KosxHas cbinb Yacrora Heuacro Yacrora
HEU3BECTHA HEU3BECTHA

Hapywenue co cmoponwl mbiuieunoul, CKeiemHol U cOeOUHUMeNbHOU MKAHU

Mpeiueunoe kpoBousnusinue | Penko Yacrora Yacrora

HEU3BECTHA HEU3BECTHA

Hapywenus co cmoponul nouex u mMouesvig00suux nymet

I'ematypus Heuacto Yacto Yacro

Hapywenus co cmoponbl penpodykmusHoU cucmemsl 4 MOTOYHBIX JiCelle3

MexMeHcTpyallbHbIE Yacrora Heuacto Heuacto

BAarvHaJbHbIE KPOBOTEUYEHUS, | HEU3BECTHA

YpOTr€HUTAIIbHbIE

KPOBOTEUYEHUS

Obwue napywenus u peakyuu 8 mecme 66e0eHuUsl

KpoBoreuenuss B mecrte | Hacrora Heuacto Heuacto

BBEJICHUS HEU3BECTHA

Jlabopamopnvie u uncmpymenmanbHvle OaHHblE
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 24 042025 N= 103

[MonoxurensHas peakiums npu | Yacrora Heqacrd=--"=" "5 fiédacro = Y-

AHAJIM3C Kajla Ha CKPBITYIO | HCU3BCCTHA

KpPOBb
Tpasmvl, unmoxcuxkayuu u 0CI10N*CHeHUsL NPOYeoyp

3akpbITas TpaBMa Yacto Yacto Yacto
KpoBouznusinus u | Hewacro YacroTa YacroTa
KPOBOTEUECHUS rnocJe HEU3BECTHA HEU3BECTHA

BBIMIOJIHEHUSI ~ WHBA3UBHBIX
npouenyp (B TOM 4ucIie
reMaToMa Iocje MpOoLEeaypbl,
KPOBOTEUCHHE u3
MIOCJICOTIEPAIHOHHON  paHBbI,
reMaToma B 00JIaCTH ITyHKIIUH
COCyZla U B MECTE YCTaHOBKH
Karerepa), Hajau4yue
OTAENSEMOTO W3  PaHbl,
KpOBOM3JIMAHUE B o0nactu
paspe3a (B TOM  YHUCIE
remMaroma B 00JIaCTH pa3pesa),
KPOBOTEYEHHE BO  BpeMs
OIIEPaTHBHOTO
BMEIIATEIbCTBA

TpaBmaTndeckoe Yacrora Heuacto Heuacto
KpOBOTEUYEHHE, KPOBOTEUEHNE | HEU3BECTHA
nocie [IPOBEJICHUS
NpOLEAYpPHI, KPOBOU3IUAHUE

B 00nacTu pa3pesa

*He OTMEYaJIH Clly4aeB reHepaJIu30BaHHOTO KOXHOTO 3y/a B uccienoBanun CV185057 (niaurenbHas npopuiakTuka

BTD).

[Tpumenenue npenapara Anukcaban-AMEJIAPT moseT ObITh CBS3aHO C MOBBIILIEHHBIM PUCKOM
pa3sBUTHsI KPOBOTEUEHUH (B TOM YUCIIE CKPBITHIX) W3 JIFOOOTO OpraHa WJIM TKaHH, YTO B CBOIO
ouepeslb MOXKET IIPUBOJUTD K Pa3BUTHIO TOCTTEMOPpAarun4eckoi aneMunu. CUMITOMBI, TPU3HAKU
U TSOKECTh OyIyT BapbUpPOBATHhCS B 3aBUCHMOCTH OT MCTOYHUKA KPOBOTEUEHHS M CTETIEHU WIIU
pacupoCTPaHEHHOCTH KPOBOTEUYEHHSI.

COO6H.I€HI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmarh 0 TOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUsAX T[OCJIe PEeTUCTpaluu
JIEKapCTBEHHOTO TIpernapara ¢ 1ebl0 00eCTICUeHHs] HETPEPHIBHOTO MOHUTOPUHTA COOTHOIIICHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOIO Mpemnapara. MeauIMHCKUM pabOTHUKAM PpEeKOMEHAYEeTCs
co00IaTe O JIIOOBIX TOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKapCTBEHHOTO IMpemnapara
Yyepe3 HallMOHALHBIE CUCTEMBI COOOIICHUS O HEKEIaTeNbHBIX PEAKIIMIX TOCYIapCTB — YJICHOB

EBpazniickoro 3K0HOMHUYECKOT0 COK03a.
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COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 24.04 2025 N= 10948

T S— (OCREROBATENSHOCTS 0004)
®DenepanbHas ciry:k0a 1o Haa30py B cepe 3ApaBOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKast miiomans, a. 4, ctp. 1

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

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAITUOHHON ceTH «aTepHeT:
http://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMOTOMBI

[Tpu nepeno3upoBKe BO3PACTAET PUCK KPOBOTECUCHHI.

B paMkax KOHTpOJIMPYEMBIX KIMHUYECKUX HCCIICTOBAHUN anmuKcabaH MPUHUMAJICA TEPOPaTbHO
3JI0POBBIMH JIOOPOBOJIBIIAMH B J103aX 10 SO MT/CyTKH B TeueHHEe oT 3 a0 7 mHew (25 mr, 2 pa3a B
CyTKH, B TedeHue 7 aHed unu 50 kr, 1 pa3 B cyTkd, B TeueHUe 3 qHEI); KIMHUYECKH 3HAYNMbBIX
HeKeNaTeNbHbIX 3(()EKTOB P STOM HE OTMEYAIIOCH.

Jleuenue

AHTHIOT Heu3BecTeH. He oxupaercs, 4To NMpUMEHEHHE TeMOIualIn3a MpPH IepPeo3UPOBKE
anukcabana OyneT 3 PpeKTUBHOI MEepOiA.

B cnydae mepeao3upoBKM JAaHHOTO Mpernapara MOXXHO PacCMOTPETh BOIPOC O NPUMEHEHUU
aKTHUBUPOBaHHOTO yriis. [Ipu BBeeHNN 30POBBIM 1I00POBOJIbIIAM aKTUBUPOBAHHOTO YTJIsl Uepe3
2 1 6 yacoB 1ocJie npuema anukcadana B 103e 20 mr, II011a1b M0 KpUBON KOHIEHTPALUs- BpeMs
(AUC) nns anukcabana ymensinmiack Ha 50 % u 27 % coorBercTBeHHO (Cmax He U3MEHSIIOCH).

[Tepuon nonyBeIBeAeHUS anuKkcabaHa ymenbuwics ¢ 13,4 1o 5,3 u 4,9 yaca cOOTBETCTBEHHO.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakonuHaMHuYecKue CBOiicTBa

dapMakoTepaneBTUYECKass TPYINIa: aHTUTPOMOOTHYECKUE CPENCTBA; MPSMbIE HHTUOUTOPHI
daktopa Xa.

Kox ATX: BO1IAF02

Mexanuszm geiicTBus

Anukcaban-AMEJIAPT mnpencrasnsier co6oit MoImHbIi npsmoi uHrubutop FXa, obpatumo u
CEJIGKTUBHO OJIOKMPYIOIIMI akKkTUBHBIM 1eHTp ¢QepmenTa. Ilpemapar mnpenHazHaueH ams
NEPOPATBHOTO MTpUMEHEHHS. J{J1s peanu3alii aHTHTPOMOOTHYECKOM aKTHBHOCTH anmuKcabaHa He
TpebyeTcst Hanuuust anTutpomoOuna IIl. Anukcaban HHrHOUpyeT cBOOOIHBIN U cBsi3aHHBIN FXa, a

TaK)XXC aKTHBHOCTb HpOTpOMGI/IHaSLI. AnunkcabaH He OKa3bIBacT HCMMOCPCACTBCHHOI'O MPAMOIO
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COOTBETCTEYET 3KCMNEPTHOMY OTYETY
ot 24.04. 2025 Nz 10948

BIIMSTHHSI HA arperaiydio TPOMOOITUTOB, HO OTIOCP SHOBaHHM;ﬁW@%ITIJ%%%EFE&VI%BQI%I&OB,

UHAYIUPOBaHHYIO TpPOMOMHOM. 3a c4eT WHTHOMpoBaHHMsS akTHBHOCTH FXa amumkcaban
npeoTBpaaeT 00pa3oBaHue TPOMOUHA U TPOMOOB.

dapmakogngamuyeckue 3P HeKTel

B pesynbrate monaBneHuss FXa u3MeHSIOTCS 3HAaYeHUs IOKa3aTelell CUCTEMbl CBEPTHIBAHUS
KPOBH: Y/JIUHSETCS MPOTPOMOMHOBOE BPEMsl, aKTUBUPOBAHHOE YACTUYHOE TPOMOOILIACTHHOBOE
BpeMsi (AUTB) u npoucxoaut yBeIMUEHHE MEXIYHAPOJAHOTO HOPMAIM30BAHHOTO OTHOIICHUS
(MHO). H3meneHust 5TUX TMOKa3aTeled MpH MPUMEHEHUH IperapaTa B TepareBTHYECKOW 103¢€
HE3HAYUTeNbHbl U B OOJIbLION cTerneHu BapualenbHbl. [103TOMY HCHOIB30BaHUE MX C LENbIO
OIICHKH (hapMaKOJMHAMHUYECKON aKTUBHOCTHU anmkcabaHa He pekoMeHyeTcs. B Tecte renepaiuu
TPOMOUWHA anTMKCa0aH CHIKAJ 3HIOTEHHBI TPOMOWHOBBIN OTCHITHAI — TOKA3aTe)Ib 00pa30BaHUS
TpoMOUMHA B IIa3Me KpoBHU 4enoBeka. lHrubupoBanue anukcabaHoM akTuBHOCTH FXa 1okazaHo
C TIOMOUIBI0 XPOMOTEHHOTO TeCTa C MCIOJb30BaHUEeM renapuHa Rotachrom. M3menenue antu-
FXa akTuBHOCTH TIPSIMO MPOMOPIIMOHATIBFHO MOBBIIIEHUIO KOHIICHTPALMK alMKcabaHa B TUIa3Me
KPOBH, TIPU 3TOM MaKCHMaJbHbIC 3HAYCHUS AKTHBHOCTH HAOIIOMAIOTCS TPH JTOCTHIKCHUU
MaKCHMaJbHOW KOHIIEHTpAllMW anuKcabaHa B IUIa3Me KpoBU. JIMHEWHas 3aBHCHUMOCTh MEXKIY
KOHIIEHTpaluel 1 auTu- FXa akTHBHOCTBIO aniKkcabaHa perucTpupyercs B MIUPOKOM JHAMa30He
TepaneBTUYECKHUX 103 npenapara. M3amMenenus: antu- FXa akTHBHOCTH TIPU M3MEHEHUH O3Bl U
KOHIIGHTpallui amnukcabana OoJyiee BBIpaXEHBI W MEHEE BapualenbHBI, YeM T0Ka3aTelu
CBEPTHIBaHUS KPOBH.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

B ta6nuire 3 moka3zaHsI mpeoiaracMble paBHOBECHBIC KOHIICHTPAIIMH U aHTH- FXa aKTHBHOCTH
MIpU MPUMEHEHUH TIpernapara anukcadaH mo KaX10My U3 MOKa3aHuW. Y MalMeHTOB, MOTyYaroIInX
anukcabaH Iocie TUIAaHOBOTO SHIONPOTE3UPOBAHMS Ta300€IPEHHOT0 WM KOJEHHOTO CYCTaBa,
OTHOILLIEHHE MAaKCHUMaJIbHOTO W MUHUMAJIBHOTO YpOBHS aHTH- FXa akTUBHOCTM B HMHTEpBalie
MEXIy TPUEMOM 103 TIpernapara He mpeBbimaet 1,6. Y maiueHToB, NOJyJarONINX anukcadaH 1mo
MOBOAY TNPOMOUIAKTUKA WHCYJIbTa M CHCTEMHOM TpPOMOOAMOOIMH TpHU HEKIJIATaHHOU
bubpuAUY Tpeacepauii, TaHHOE OTHOIIEHHE COCTaBlseT MeHee 1,7, a y TMAalMeHTOB,
MONTy4YaloluX anukcabaH TO TMOBOAY JiedeHHs] TpomOo3a TIYOOKMX BEH M MPOPHUIAKTUKU
PEIUMINBOB TPOMOO30B ITYOOKHX BEH-MeHee 2,2.

Tadauuna 3. I[IpeanmosiaraeMble paBHOBecHble KOHUeHTpamuu (Hr/mja) u antu-FXa

akTuBHocTh (IU/Mu1)

Anukcadan Anukcadan Anti-Xa Anti-Xa
Cmax Cmin AKTHBHOCTH AKTHBHOCTD
anukKcadana anukcabaHna
Max Min
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COOTBETCTEYET f-_' KCMNEPTHOMY OTYETY
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Menuana [5th, 95th Hepé'e'r'r'rﬁnﬁ“"": BATENGHOL T5 U004)

[Ipopmnaktuka  BEHO3HOM  TpPoMOOSMOOIMM Yy  TAMEHTOB  IOCIE  IUIAHOBOTO
SHJIONPOTE3UPOBAHUS Ta300€JPEHHOT0 WM 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]
JICHb

[IpodunakTika WHCYJIBTOB M CHCTEMHOM TPOMOOAIMOOJIMH y MAMEHTOB ¢ (GuOpuiuIsIuei
npeacepaui

2,5 mr 2 paza B | 123[69, 221] 79 [34, 162] 1.8 1.0, 3.3] 1.2 [0.51, 3.4]
eHp*

5 mr 2 pasa B 171 [91, 321] 103 [41, 230] 2.6 [14,4.8] 1.5[0.61, 2.4]
eHp*

Jleuenne TpoMO0IMO0ITHH
2,5 mMr 2 pasa B 67 [30, 221] 32 [11, 90] 1.1[0.47, 2.4] 0.51[0.17, 1.4]
neHnp*
5 mr 2 pasa B 132 [59, 302 63 [22, 177] 2.1[0.93, 4.8] 1.0 [0.35, 2.8]
eHnp*
10 mr 2 pasza B | 251[111, 572]] 120 [41, 335] 4.0[1.8,9.1] 1.9 [0.65, 5.3]
JICHb

*KOPPEKTUPOBKA J03bI COTJIACHO KPUTEPUSM CHIDKCHUS 10351 B uccieaoBannu ARISTOTLE

Ha ¢one tepanuu anukcabaHoM He TpeOyeTcs MNPOBEICHUS PYTHMHHOTO MOHMTOPHMHIA €ro
AQHTHUKOATyJSIIMOHHOTO 3((eKTa, OJHAKO BBHINOJHEHUE KAIMOPOBAHHOIO KOJMYECTBEHHOI'O TecTa
aHTu-FXa akTMBHOCTM MOXXET OBbITh MOJIE3HBIM B CHUTyalMsAX, Korga HHGOpMauus O HaIUIUU
anukcabaHa B KPOBU MOXKET OBITh MOJI€3HA JUIS IPUHATHUS O MPOJIOKEHNUH O Tepanuu. B cpaBHeHUN ¢
BappapuHoM Ha (OoHE NpPUMEHEHHS amuKcabaHa OTMEYAeTCs MEHBIIee YHCIO KPOBOTECUCHHIA,

BKJIIO4asi BHYyTPpUUCPCITHOC KPOBOUIJIMAHUC.

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

Abcopbrus

AGcomoTHas OMOAOCTYITHOCTh anukcabana gocturaer 50% npu ero NpUMEHEHUH B J103aX 0
10 mr. AnmkcabaH OBICTPO BCACHIBACTCS U3 JKEITYIOYHO-KHIIEYHOTO TPAKTa, MAKCUMAIIbHAS €T0
koHUeHTpauus (Cmax) JOCTUTAETCS B TeUeHUE 3 - 4 4 rocie nepopajibHoro npuema. [puem numum
HE OKa3bIBAET BIMSHMS HA 3HAUEHUS TIOKa3aTeel IIOMAaH M0 KPUBOM «KOHIIEHTPAIUS-BPEMSI»
(AUC) mu Cpgx aniukcabana. @apMakokrHETHKA anrkcabana Juist 703 10 10 Mr uMeeT THHEeHHbII
xapakrep. [Ipu npueme anukcabana B J03aX BBIIIE 25 MT OTMEUAETCsl OTPAHUYCHHUE BCAChIBAaHUS
npernapara, 4YTo CONpPOBOXKAAETCA CHUXKEHHEM ero OuonoctynHoctu. [lokasatenu metabonusma
anukca0aHa XapaKTEpU3YIOTCSI HU3KOH WM YMEpEHHOHW MeX- M BHYTPUHHIMBUAYAJIbHOU
BapradeIbHOCThIO (COOTBETCTBYIONIHME 3HaUEHHs K03 dunmenTa Bapuanuu coctaBisor -20% u
-30 %, COOTBETCTBEHHO).

[Tocne mepopansHOTrO MpHeMa anukcabana B 1o3e 10 Mr B Buae 2 M3MEIbYEHHBIX TA0JIETOK 1O

5 wr, pa3BeneHHBIX B 30 MJI BOABI, SKCIIO3UITUS TIpenapara Oblja COmocTaBuMa ¢ TaKOBOU MOCTIE
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24.04 2025 N= 103948

MepopaIbHOTO MpUeMa 2 IeNbIX Ta0JIeTOK amukcadaHa ':1]11)':"5':1&1':'. I 'ﬁeTﬁgHb[dé;fBJ&c} :-:ﬁ:b%/feMa

anukcabana B o3¢ 10 mr B Buze 2 U3MeNbYeHHBIX Ta0neToK 1mo 5 mr ¢ 30 1 s61049HOTrO MIope
3Ha4YeHUSI Crax 1 AUC Obutt Ha 21% 1 16% COOTBETCTBEHHO HUXKE, YEM ITOCIE TpUeMa 2 MEebIX
tabsetok 1o 5 wmr. Ilocne BBeneHUs 4yepe3 HA30TACTPaIbHBIA 30H] W3MEITBYCHHON TaOleTKU
anukcabana B j03e 5 mr, pasBeaeHHod B 60 mu 5% BomHOro pactBopa aekcTpossl (5/1B),
9KCIO3UIMs anukcabaHa Oblla COMOCTaBUMa C TAKOBOI, HAOIOaBIIeHCS B IPYTUX KIMHUYECKUX
UCCJIEIOBAHMUSIX C YYacTHEM 3/I0POBBIX JI0OPOBOJIBIEB, MOJYYUBIIMX OJHOKPATHYIO 103y
anrkcabaHa 5 M BHYTpb B BHJI€ TaOJIETKH.

Pacnopenenenne

Cas3pb annkcabana ¢ 6eJIKaMu I1a3Mbl KPOBH YEJIOBEKa COCTABIIAET MpUOIHU3UTEeNnsHO 87%, 00beM
pacnpeznenenus (Vss) - npubauzutenbHo 21 .

EI/IOTDaHCd)ODMaHI/IH U 3JIMMUHAIIUA

[Tpubnu3utensHo 25% TPHHATONH 03Bl BBIBOAUTCS B BHJAC MeTa0oauTOoB. OCHOBHOH ITyTh
BBIBE/ICHUS - Yepe3 KullleuHuk. [loueunas skckpenus anukcabaHa cOCTaBiseT MPUOIU3UTEIBHO
27% oT ero o01ero KIMpeHca.

OOmmii xkMpeHc anukcabaHa COCTABIISIET NMPUONU3UTENBHO 3,3 /4, MEPHOA TONTYBBIBEACHUS
(T1/2) - okono 12 4. O-geMeTUIUpPOBaHNE U THAPOKCHINPOBAHUE 110 3-OKCOMHUIICPUIHHIIIOBOMY
OCTaTKy SIBJISIOTCS OCHOBHBIMH IyTSMHU OuoTpaHchopManuu anukcabana. AmnukcabaH
MPEUMYIIECTBEHHO MeTabonu3upyercs ¢ ydactuem wu3odpepmenta CYP3A4/5, B meHbluei
crenenu - u3opepmentoB CYP1A2, 2C8, 2C9, 2C19 u 2J2. HenzmeHeHHbII anukcabaH sBISETCS
OCHOBHBIM  BEIIECTBOM, LHMPKYJIUPYIOIIUM B TIUIa3M€ KPOBH  4YEJIOBEKA, AaKTHUBHbBIC
HUPKYJIHPYIONME B KPOBOTOKE METa0OJHUTHl OTCYTCTBYIOT. KpoMe Toro, ammkcabaH siBIsETCS
CyOCTpaToOM TPaHCIOPTHBIX OETKOB, P-rauKkonpoTenHa u 6enka pe3uCTEHTHOCTH paka MOJIOYHON
xkene3bl (BCRP).

Oco0ble TPVIIILI TAIMEHTOB

lloueunas neoocmamounocms

Hapymenne ¢yHKkIMM TOoYeKk HE OKa3blBaeT BIMSHHS Ha MaKCUMAIbHYIO KOHIICHTPAIUIO
anukcabana. OJIHaKO OTMEUaIOCh MOBBIIIEHNE KOHIIEHTPAINK anmuKcabaHa, KoppearnpoBaBIIee CO
CTENEHbIO CHIKEHUS (PYHKUIMHU MOYEK, OLICHUBABIINNCS MO 3HAUEHUSAM KIIMpPEHCa KpeaTUHUHA. Y
JIUI] C HapyIIeHHeM (PYHKIIMH MOYeK JIeTKoN (KIMpeHe KpeaTuHuHA - 0T 51 mur/mMuH 10 80 Mi1/MuUH),
cpeaHel (kiaMpeHc kpeaTMHUHA - OT 30 Mu/MuH 10 50 MJI/MUH) U TSKETION CTENeHHU (KJIMPEHC
KpeaTuHHHA - OoT 15 Mu/muH 1o 29 mu/muH), 3HaueHus AUC ammkcabaHa B Tuia3Me KpPOBHU
Bo3pactanu Ha 16%, 29% u 44%, COOTBETCTBEHHO, MO CPABHECHHIO C JIMIIAMH, WMEBITUMHU
HOpMaJlbHbIE 3HAUEHUs KIMpeHca KpeaTMHHHA. [Ipu 3TOoM HapymieHue (YyHKIUU TOYEeK He

OKa3bIBaJI0O OYCBUAHOI'O BJIIMAHUA HAa B3AUMOCBA3b MCIKIAY KOHH@HTpaHHefI anukcabaHa B IJIa3Me
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KpoBU M ero aHTu-FXa aktuBHocThiO. MccneapBanust AH&-C;BE'&%@TIEEM&%J ﬁJrlmlré .ICOM

KpeaTHuHUHA MeHee |5 MII/MUH MM HaXOASIINXCS Ha JUATN3€e HE IPOBOIUIINCE.

Ileuenounas nedocmamounocme

HccnenoBanus anukcabaHa IpH TSHKEIOM IEYEHOUYHOW HEeI0CTaTOYHOCTH M aKTUBHOM NAaTOJIOT MU
rernaroOMJInapHOd CUCTEMbl HE HpPOBOMMWINCh. He ObLIO BBISBIEHO 3HAYMMBIX W3MEHEHWH
napameTpoB (papMaKOKMHETUKH M (hapMaKOJAMHAMHKH MPU OJHOKPATHOM IpueMe anukcabaHa B
03¢ 5 MI' 'y HAIUEHTOB C II€YEHOYHOM HEIOCTaTOYHOCTBIO JIETKOW M CpEeOHEN CTeleHu
BBIpaKeHHOCTH (Kinacchl A u B no knaccudukanum Yaina-11610, COOTBETCTBEHHO) 110 CPAaBHEHHIO
CO 3JI0POBBIMU J100pOBOJbIIaMU. M3MeHenus: antu-FXa aktuBHoctn 1 MHO y mamueHTOB €
[IEYEHOYHOM HEJOCTaTOUYHOCTbIO JIETKON U CPEeHEN CTENEHH TAKECTU U 3I0POBBIX 100POBOJIBLIEB
OBLIIM CONIOCTABUMBI.

Jluya noosicunozo eéozpacma

VY nmanueHTOB MOXHWJIOro Bo3pacTa (crapiie 65 jeT) oTMedanuch 0Oosiee BBICOKHE 3HAYEHUs
KOHIIEHTpAlly [Ipernapara B Iia3Me KpoBH, 4eM y 00Jiee MOJIOJIbIX MALIMEHTOB: CPEIHEE 3HAUECHUE
AUC 6bu10 pubim3uTensHo Ha 32% BhIIIe.

Lion

OKcno3ulys anukcadaHa y skeHIIUH Obl1a Ha 18% Bblllle, UeM Yy MYXKUHUH.

Paca u smnuueckoe npoucxodicoenue

PesynbTathl, monyuyeHHble B pamMkax uccienoBaHuil [ ¢assl, cBUIETENBbCTBYIOT 00 OTCYTCTBUHU
3HAYMMBbIX Pa3IUuuil (papMaKOKMHETHKHU aruKcabaHa MeXAy MpeJCTaBUTEISIMA €BPOIEOUIHOM,
MOHTOJIOMJHOM M HErpouAHOM pac. Pe3ynbTaThl aHaIN30B (apMaKOKUHETUKH B PA3TUYHBIX
MOMYJISIIMSIX, BBIMOJIHEHHBIX B paMKaxX MPOrpaMMbl KJIIMHUYECKUX HCCIEIOBaHUI anukcalaHa,
BKJIIOUABLIMX MAIMEHTOB, MOJYy4YaBUIMX amukcadaH I0CJE€ IUIAHOBOTO 3HIONPOTE3UPOBAHUS
Ta300€APEHHOr0 UM KOJIEHHOTO CYCTaBa, B 11€JI0M COOTBETCTBYIOT pe3yJbTaTaM Hccie10BaHui |
dba3sbl.

Macca mena

VYV mamuenToB ¢ Maccor Tena 6osnee 120 Kr KOHIIEHTpaIus anukcabaHa B TjIa3Me KPOBHU OblLia
npubimsuTensHo Ha 30% HIbKe, YeM y MAIllMeHTOB ¢ Maccol Tena oT 65 Kr 710 85 Kr; y malueHToB
¢ Maccoii Tena MeHee 50 Kr 1aHHBIN MOKa3zaTenb Obul mpubim3nTenbHO Ha 30% BhIIIE.
3asucumocmv napamempoe hapmakoKuHemuKuy u apmaxoOuHamuKy

3aBUCUMOCTh MEXIy apaMmeTrpamu (papMakOKMHETUKH U (papMaKoJUHAMUKH (B TOM YHUCIIE aHTH-
FXa akrusnoctu, MHO, nporpom6unoBoro Bpemenu, AUTB) anukcabana u ero KOHIIEHTpauei
B IJIa3Me KPOBU ObliIa M3y4€Ha JJIs IUPOKOTro Juana3zoHa 703 mnpenapara (ot 0,5 mr 1o 50 mr).
bbulo moka3zaHo, YTO 3aBUCUMOCTh MEXAY KOHLIEHTpaluued amumkcabaHa M akTUBHOCThIO FXa

HanJIy4dIaum 06p330M OIMCBIBAETCS C HCHOJIb30BAaHHUEM JIMHEHHOM MOACIH. 3aBUCHMOCTh
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napamMeTpoB (apMaKOKHHETHUKUA U (bapMaKC,HI/IHaMI/IQI—/lI:I AIMG%I'{‘J Ejglﬁlfg;_{('nga%fllla'ﬂ%ﬁ y

NAIMEeHTOB, TIOJNYyYaBIIMX anukcaban B KiauHMYeckux wuccienoanusax I w I ¢assl,

COOTBETCTBOBAJIa TAKOBOH Yy 3/I0POBBIX JOOPOBOJIBIIEB.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeyeHb BCIOMOTraTeJbLHBIX BellECTB
Anpo

Jlakroza

[emnnrom03a MUKPOKpUCTAIIITNYECKAST
Kpockapmesnosa Hatpus

Harpust naypuicynbdar

Maruus creapar

Obomnouka

Inenounas obonouxa Onadpaﬁ® AMB I 6enviti 884180040:
[TormmBunMoBHIHA criupT (E1203)

Tansk (ES53b)

Tutana auokcun (E171)

['muuepon MoHoKanpuiokanpat (tun 1)

Harpus naypuncynsdar

6.2. HecoBmecTuMOCTH

He npumennmo.

6.3. Cpok roqHocTH (CpoK XpaHeHus )
3 roja.

H3MenbueHHbIE TAOIETKU

JlexapcTBeHHOE BEIIECTBO B H3MEJIbUYEHHBIX TaOnerkax mnpemnapata Anukcaban-AMEJIAPT

COXpaHseT CTa0MIBLHOCTH B Bozie, S/IB, s16;104HOM coke 1 I0JI09HOM TTIOpe 70 4-9acoB.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NPH XPAHEHUH

XpaHuThb Ipu TeMIiepatype He Boime 25 °C.

6.5. XapakTep u cofep:kaHHe NEPBUYHOI YIAKOBKH

[To 30 Tabnerok B 6aHKY U3 MOJIUITUIIEHA BBICOKOM IIIOTHOCTH € 3aBUHYMBAIOIIMMHUCS KPBIIIKaMU
U3 TIOJMIIPOITMIIEHA C OCYILIUTENEM UK Oe3 Hero, ¢ 3allUTOM OT AeTell niK 6e3 3aluThl OT JIeTel,
C KOHTPOJIEM TMIEPBOTO BCKPBITUS MM 0€3 KOHTPOJIS IEPBOT'O BCKPHITHSL.

Ha xaxnyro 6aHKy HaKJIEeUBAIOT ATUKETKY CaMOKJIESIIYIOCS.

[To 1 6anke BMecTe C IMCTKOM-BKJIAABIIIEM [TOMEIIAIOT B MTAYKy U3 KapTOHA.
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ITo 10 mmu 14 Tabnerok B 6muctepe u3 [IBX wh [IBJIX Eﬂéﬁl&?&tg—nﬁbﬂ_ﬁﬁbﬁg%@%ﬁ&n‘m

ITo 1, 2, 3, 4 unu 6 GIUCTEPOB BMECTE C TUCTKOM-BKJIQIBIIIIEM TOMEIIAIOT B TAYKY U3 KapTOHA.

6.6. Oco0ble Mepbl MNPeIOCTOPONKHOCTH NPH YHUYTOKEHUH  WCHOJH30BAHHOTO
JIEKAPCTBEHHOI0 Npenapara MWJH OTXO0JA0B, TMOJYYEHHbIX TOcjde NpPHMEHEeHUus
JIEKAPCTBEHHOI'0 Mpenapara, ¥ Apyrue MaHUIyJIsIUU C NPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMUOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

000 «<-AMEJJIAPT»

109316, r. Mocksa, Bonrorpaackuit mpocrnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495) 741-46-65

®dakc: +7(495) 741-46-65

Anpec snekTponHo# mouthl: info@amedart.ru

7.1. IlpencraBuTeJib AepKaTesisi perucTPAllHOHHOIO YAOCTOBEpPEeHH s

IIpereH3uu HOTDC6HTCJI€I>1 HAaIrpaBJIATH I10 aApECy.

Poccuiickas @enepanus

000 «<AMEZIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Temn.: +7(495) 741-46-65

®axc: +7(495) 741-46-65

Anpec snekTponHo# mouThl: info@amedart.ru

8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

9. IATA TEPBUYHOMN PETMCTPAIIMM (IIOJATBEPXJIEHHSI PETMCTPAIIAMH,
HEPEPEINCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA NEPECMOTPA TEKCTA

OOmast xapakTepHcTUKa JeKapcTBeHHoro mnpenapara AnukcabaH-AMEJIIAPT poctynHa Ha
UHPOPMALIMOHHOM TopTaje EBpa3suiickoro SKOHOMHUYECKOTO coO3a B HH(POpPMAIMOHHO-

KOMMYHUKaIMoHHOU cetn «uTepHeT» https://eec.eacunion.org.
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