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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITAPATA
Anmukcaban KanoH, 2,5 mr, Ta0JIeTKH, TOKPHITHIC TUICHOYHOH 000JIOYKOH.

Anwukcaban KanoH, 5 Mr, TaOJIeTKH, TOKPHITHIC TUICHOYHOH 000JIOYKOH.

2. KAUECTBEHHBIN U KOJITMYECTBEHHbBIN COCTAB
JleficTBylOIIIEE BEIIECTBO: aluKcabaH.

Anukcadan Kanon, 2.5 Mr, TabJIeTKH, HOKPBITHIE INIEHOYHOH 000JI0YKOMN.

Kaxxnas Tabierka, MOKphITask INICHOYHON 000JI0YKOM, COACPKUT 2,5 MI arnukcabaHa.
BcmomoratenbHbIE BEIIECTBA, HATMYHE KOTOPBIX HAI0 YYUTHIBATH B COCTABE JIEKAPCTBECHHOTO
npernapara: JJakTo3bl MOHOTHJIPAT, HATPHsI JaypuicylibdaT, Kpockapmeiniosa (cM. pasnen 4.4).

Anukcabad KaHoH, 5 Mr, TaOJIETKH, IOKPBITHIE ILIEHOYHOH 000JI0YKOH.

Kaxnas Tabnerka, MOKpbITast IIICHOYHOW 000JI0UKO#, COMEPKHUT 5 MI anukcabaHa.
BcnomorarenbHble BelecTBa, HaJIU4YUE KOTOPBIX HAJO0 YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
npernapara: JJakTo3bl MOHOTHIpAT, HaTpHsl JaypuicyibdaT, Kpockapmeiniosa (cM. paznen 4.4).

ITomubIi MEPCUCHb BCIIOMOT'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0neTku, NOKPHIThIE MIICHOYHOH 000I0UKOM.
TalneTku Kpyrible ABOSKOBBITYKIIbIE, TOKPBITHIE TNIEHOYHON 0007I04YKON JKEITOTO 11BETA.

Ha nonepeunom paspese 6enoro uin noutu 0eiaoro 1Bera.

4. KIMHUYECKHUE JJAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

[Tpenapat Anukcaban KaHoH noka3aH K MpUMEHEHHUIO y B3POCIbIX B Bo3pacTe oT 18 mnerT.

o [Ipodunaktuka BeHO3HOM TpoMOO3MOOIMM Yy TMAIMEHTOB IIOCiE€  IJIAHOBOTO
SHOIPOTE3UPOBAHUS Ta300€IPEHHOTO UM KOJIEHHOTO CYCTaBa.

. [IpodunakTuka MHCYIBTA M CUCTEMHONH TpPOMOOAMOONHMH y B3POCIBIX IAlUEHTOB C
HEKJTaaHHON (QUOPHUIALNEH Mpencepnii, MMEIOIUX OIUH WM HECKOJIBKO (aKTOPOB pHCKa
(TakMX, KaKk MHCYJbT WJIM TpPaH3UTOpHAs HMIIEMUYEcKas aTaka B aHaMHe3e, BO3pacT 75 JeT u
CTapile, apTepHajbHas THUIEPTEH3Us, CaXxapHbI AMabeT, COMPOBOXAAOLIAsCS CHUMITOMAMU
XpOHMYECKast cepAeyHas HeIOoCTaTOYHOCTh ((pyHKIMOHanbHbIM kimacc Il u  Beime mo
knaccuukanmu NYHA)). HckmroueHne COCTaBIAIOT MAIMEHThl C THKEIbIM W YMEPEHHO

BBIPAKCHHBIM MUTPAJIBHBIM CTCHO30M WJIM UCKYCCTBCHHBIMU KJIallaHAaMHU CE€pala.
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Takke npodunaktuka peuuauos TI'B u TOJIA.
4.2. PesxxuMm 103MPOBaHNS U CTIOCOO MPUMEHEHUsI

PexxuM J103upoBaHus

1. ¥V nayuenmos nocne niano8020 3H00npome3uposanus mazo6edpeHHo20 Uil KOIeHHO20 CYCmasa:
2,5 Mr 2 pa3a B cyTkHu (TIepBbIil ipueM uepe3 12—24 4 mociie onepaTuBHOTO BMEIIATEIHCTBA).
[Tpu npuHATHN pelleHHs O BPEMEHM Hadajla TepallM BpauaM CJIEAYyeT IPHUHITh BO BHUMaHUE
NOTEHIMAJIBHBI  MOJMOXKHUTENbHBI 3((EeKT OT paHHEH aHTHUKOAryJasHTHOH Tepanuu B
npoUIaKTUKE BEHO3HOH TpoMOOAIMOOIMH HapaBHE C PUCKOM Pa3BUTHS IOCTONEPAIMOHHOTO
KPOBOTEYCHHSI.

VY nanueHToB, NMEpeHECIINX 3HIONPOTE3UPOBAHUE Ta300€IPEHHOr0 CyCTaBa, pPEeKOMEHAyeMas
JUIMTEIBHOCTD TEPAIIUU COCTaBIsET OT 32 110 38 nHel, kojneHHoro cycrasa — oT 10 1o 14 nHei.

2. ¥V nayuenmos ¢ ghubpunnayueri npedcepouii: o 5 Mr iBa pa3a B CyTKH.

VY nauueHToB ¢ puOpUIIIALIKEH IpeIcepnii 103y Mpenapara CHIKAIOT 10 2,5 MT iBa pa3a B CyTKH
IpU HAJIMYUM COYETAHUS JIBYX HIIM OoJiee U3 CIEAYIOIUX XapaKTepUCTUK — Bo3pacT 80 yer u
cTapiie, Macca tena 60 Kr ¥ MeHee WM KOHIICHTPAIHs KPEaTHHWHA B TUTa3Me KpoBH >1,5 mr/min
(133 MxmoB/1).

Tepamnuto ciaenyer NpoaoJIKaTh IIUTEIBHOE BpEMSI.

3. Jleyenue mpomb0o3a 2nyooKux 6eH, mpomo0IMOOIUL 1e20UHOU apMePUL:

ITo 10 Mr n1Ba pa3a B CyTKH B TeUeHHE 7 JIHEH, 3aTeM 5 MT 2 pa3a B CyTKH.

[TponOMmKUTENPHOCTD JIEUEHUSI OINpPEAEseTcs] HWHAUBUAYAIbHO C YYE€TOM COOTHOILIEHUS
0’KMJAEMOH TI0JIb3bI M PUCKA BO3HUKHOBEHUS KIMHUYECKU 3HAYMMBIX KpOBOTeueHUH. Pemenue o
JUINTEJIBHOCTH TEPANUHU JTOJDKHO OCHOBBIBATHCS HA OLIEHKE HAJIMYUSA U 00paTUMOCTH (HaKTOpOB,
npeapacroiaraloumx K  peuaAuBUPOBaHUIO  (T.e.  MPEAIIECTBYIOLIEE XUPYpPrHUECcKOe
BMEIIIATEILCTBO, TPaBMa, MEPUOJI UMMOOUIU3AIMKA U T.1.), a Takke nposisaeHudt TI'B w/mmu
TOJIA, coctaBisisi, KaK MUHUMYM, 3 Mecsla.

4. I[Ipoghunaxmura peyuousos mpombo3a 21yo0Kux eH, mpomooIMOOIUU 1e20YHOL apmepuu.
[To 2,5 mr n1Ba pa3a B CyTKH IOCJIe, KAK MUHUMYM, 6 Mecs1EeB JIeYeHUsI TpoMO03a ITyOOKHX BEH
i TOJIA anukcabaHoM B J103€ 5 MI J1Ba paza B CYTKH WJIM JIPYTMM aHTUKOATyJISHTOM, KaK

yKa3zaHo B Tabnwuie 1.

Taoauna 1
[o3npoBku MaxkcumaipHas CyTo4Has 1032
Jleuenue Tpom0O03a riIyooKuX 10 mMr 1Ba pasa B CYTKH B 20
MT
BeH, TOJIA TEUEHHE NEPBBIX 7 THEU
JHanee 5 mr 11Ba paza B CyTKH 10 mr
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(MOCTEO0BATENBHOCTTE U003]

[Mpodunaktuka  peruaUBOB

TpomM0Oo03a TIIyOOKHX  BEH,
TOJIA mnocne 6 Mecsues 2,5 Mr 1Ba pasza B CyTKHU 5wmr
nedeHust Tpom0o03a TITyOOKHX
BeH uiu TOJIA.

OO011yI0 UM TEIIBHOCTD TEPANKMH CIAEAYET MoI0UpaTh HHAUBUAYATBHO MTOCIE TIIATSIIBHOW OIICHKH
COOTHOIIIEHHS TOJIb3BI OT MPHEMa IIperapaTa i PUCKa pa3BUTHSA KpoBoTeueHus (cM. pasaen 4.4).

IlepexoJ1 ¢ MM Ha TEPaHIO MapSHTEPAILHBIMIA aHTHKOATYIASHTaAMHU

[lepeBon ¢ mapeHTEepabHBIX AHTUKOATYJASHTOB Ha mpemnapar Anukcaban KanoH m HaoO0poT
MO’KHO MPOBOJIUTH B MOMEHT CJIEAYIOLIET0 3aIUIAHMPOBAHHOTO ITPUEMa OTMEHSIEMOTrO IIpernapara
(pu 3TOM OuepeaHas 1032 OTMEHSIEMOT0O IIpernapara He IPUHUMAETCS).

Ilepexos ¢ Uiy Ha BaD(baDI/IH WIM JpYTHUe aHTaroHUCTH BUTaMuHa K

[lepeBog manueHTOB C Tepanuu BappapUHOM WIM JAPYrUMH aHTaroHucramu ButamuHa K Ha
Tepanuio npenaparom AmnukcabaH KaHOH cienyeT mpoBOAUTH MPHU 3HAUEHUU MEXAYHApOIHOIO
HopManu3oBanHoro otHomeHuss (MHO) y manuenta mmxe 2,0.

[Tpu nepeBose ManueHToB ¢ Tepanuu npenapatoM Anukcaban KanoH Ha BapdapuH uiu npyrue
aHTaroHuctsl BUTamMuHa K cieayer mpoposmkare Tepanuio npenaparoM Anukcaban Kanon B
TedyeHue 48 4 mocine npreMa mepBoi 1036l BapdapuHa WK IpYTUX aHTaroHWCToB BUTamuHa K.
Yepes 48 u cnenyer npokontpoauposats MHO nepen npueMom ciieqyromen Jo3bl Npenapara
Anukcaban Kanon. CoBMecTHbIN npuem BapdapuHa (WK Jpyroro antaronucra Butamusa K) u
npenapara Anukcaban Kanon crnemyer mnpomomxate a0 npoctwxenus MHO >2.0. Ilpu
noctmxennt MHO >2,0 npuem npenapata Anukcaban KaHOH cinenyeT npekpaTUTh.

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmoi ¢ HapyweHuem QyHKyuy novex

Jlis manMeHToB ¢ HapylIeHWeM (YHKIUU TOYeK JIETKOW WM CpeTHEed CTENeHH MPUMEHUMBI
CIIEeyIOIINEe PEKOMEHJAINH:

- He TpeOyeTcs KOPPEKIMH J03bl MpU MPUMEHEHWU amukcabaHa s MpodHUIaKTHKH
TpoM003a MNIyOOKHUX BEH y MAIlMeHTOB MOCJe IIAHOBOTO SHIONPOTE3UPOBAHUS Ta300€IPEHHOTO
WIA KOJIGHHOTO CycTaBa, JUId JieueHUs TpomOo3a TiyOOKuX BeH, ais yedenuss TOJIA u
npoMIAKTUKU PEIUANBOB TPOMO03a riyookux BeH, TOJIA (cM. pa3aen 5.2).

- Ipy TpPUMEHEHUH anukcabaHa y TNanUMeHToB ¢ QuOpwusAnued mnpeacepauid u
KOHIleHTpanuei kpeatnHuHa >1,5 mr/mn (133 MKMOnb/1T) B TUIa3Me KpPOBH, B COYETAHUU C
Bo3pacToM >80 yieT uiu maccoi Tena <60 Kr TpedyeTcs CHIKEHUE 03Bl TIpenapara, Kak OmucaHo
Bble. [Ipu oTCyTCTBUM COOTBETCTBUS IPYTUM KPUTEPUAM ISl CHHKEHHUS JT03bI (BO3pacT, Macca

Tela) KOPPEKLUH Teparnuu He TpedyeTcs (cM. pazzaen 5.2).
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29 MJI/MUH) TPUMEHUMBI CICIYIOIINne peKoMeHaanuu (cM. pasaeinst 4.4 u 5.2):

— anukcabaH CIeayeT MPUMEHATh C OCTOPOXKHOCTBIO sl NPOQHIAKTUKK TpomOo3a
rIyOOKMX BEH y MAIMEHTOB IMOCJE IUIAHOBOTO SHIOMPOTE3UPOBAHUSA Ta300€IPEHHOTO WU
KOJICHHOT'O CYCTaBa, /Ui JeueHus: Tpom003a rimy0okux BeH, s Jeuenus TOJIA u npodunakTika
penuauBoB TpoMO03a riyookux BeH, TOJIA;

- y MAMEeHTOB ¢ GUOPUILIALIMCH TIPEeICepAUi CIelyeT MPUMEHSITH 103y anukcabana 2,5 mr
JIBa pa3a B CYTKHU.

Het nanHbIX 0 mpuMeHEeHHH anuKcabaHa y MalueHToB ¢ KIMPEHCOM KpeaTnuHuHa <15 mi/MuH, a
TaK)K€ y NAIMEHTOB, HAaXOJAUIMXCA Ha Jauanuse. B cBsA3W ¢ 3TUM NpuMEHEHHe mpernapara
Anwukcaban KaHOH y TakuX MaleHTOB MPOTHUBOIMOKa3aHo (cM. pasnen 4.4. u 5.2).

Ilayuenmoi ¢ Hapywenue QynKyuu neveHu

[Ipenapar Anukcaban KaHOH mNpOTHBONOKa3aH y TAIMEHTOB C 3a00JICBAHHSIMHU II€YEHHU,
COITPOBOKIAIOIIMMHUCS HAPYIICHUSIMU B CUCTEME CBEPTHIBAHUS KPOBU U KIMHUYECKH 3HAYUMBIM
PUCKOM pa3BUTHUsI KpoBoTeueHui (cMm. pasgen 4.3). IlpumeHenue npemnaparta y MalUEHTOB C
TSDKEJION MEUYCHOYHON HEJ0CTATOYHOCTRIO MPOTHBOIOKA3aHo (cM. pasaen 4.3).

Crnenyer coOuonaTh OCTOPOKHOCTh NIpU IpueMe mnpernapara Anukcaban KaHoH nmanmeHTamu ¢
MEYEHOYHON HEIO0CTaTOYHOCThIO JIETKOM M CpeqHeil cremeHu TskecTd (kiacca A win B mo
wiaccudukamun Yaitna-I1pro), mpu 7TOM KOPPEKIHH 1036l He TpeOyercst (cM. paszensl 4.4 u 5.2).
W3 KNMHUYECKUX UCCIe0BaHUM ObUTH HCKITIOUYEHBI MTALIMEHTHI, Y KOTOPhIX OTMEYaly MOBBIIIIEHUE
AKTUBHOCTH MEYECHOYHBIX dbepmMeHTOB aJlaHMHAMUHOTpaHC(epasb (AJIT)/
acnapratamuHoTpaHcdepasbl (ACT) B 1Ba pa3a Bblllle BEpXHEH I'paHUII HOPMBI UM OOLIETO
OounupyOuHa B montopa 1 0oJiee pa3 BbIlle BEpXHEH IpaHUIIBI HOPMBI. B cBsI3U ¢ 3TUM cienyer ¢
OCTOPOXKHOCTBIO TIPHMEHSTh alnuKcadaH y MalUeHTOB 3TOW rpymmbl (cM. pasaernst 4.4 u 5.2).
Crnenyet oueHUTh QYHKIIMIO TIEUEHHU J0 Hayajia Tepanuu npenapatom AnvkcabaH KaHoH.
Tayuenmul nodxcunoco 6o3pacma

Koppekuuu 103b1 npenapara y MalMEHTOB IMOXHIOTO BO3pacTa He Tpedyercs (UCKIIOUEHUE
COCTAaBJISIFOT MAIMEHTHI, YKa3aHHbIC B IYHKTE 2 pazena 2.4).

Macca mena

Koppexkuuu 1036l B 3aBUCHMOCTH OT Macchl Tejla NaleHTa He TpeOyercs (MCKIIIoueHue
COCTAaBJISIFOT MAIMEHTHI, YKa3aHHbIC B MYHKTE 2 pasaena 2.4).

Ilon

Koppekiuu 10361 penapara B 3aBUCUMOCTH OT T10J1a MAI[MeHTa He TpeOyeTcs.

Paca u smuuueckoe npoucxoofcdeﬂue
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naueHTa He Tpedyercs.
Kapouosepcus
[TaruenTsl ¢ ¢ubpULISIIMEN MpeacepAnil, KOTOPhIM TpeOyeTcsl MpOBEACHHE KapIuOBEpCHUH,
MOTYT Ha4yaTh WU MPOJOJDKUTH MpUMEHeHue npenapara Anukcadan Kanon.
[TaniuenTam, He TPOXOAUBIIUM JICUCHUE AaHTUKOATYJISTHTaMU, MIepe]l IPOBEICHUEM KapIMOBEPCUU
Heo0X0IMMO Ha3HAYHTh, IO KpaltHe# Mepe, 5 103 nmpemapaTta Anrukcaban Kanon no 5 mr aBa pasza
B CYTKH (110 2,5 MT /iBa pa3a B CyTKH JJis HAllM€HTOB, KOTOPHIM TPeOyeTCs yMEHbIIIEHUE JJO3BI (CM.
NYHKT 2 pazzaena 4.2)) 1js JOCTHKEHUS aJICKBAaTHON aHTHUKOATYJISIUH.
B cnydae ecnu mpoBeneHue KapavoBepcHM TpeOyeTcs 10 Ha3Ha4deHWs 5 103 Impernapara
Arnmkcaban KanoH, HE0OX0IMMO MPUHATH HATPY30YHYIO 103y B 10 MI' ¢ IOCIETYIOIIMM TPHEMOM
5 mr aBa pasza B cyTku. CreAyeT yMEHBIIUTh HArpy304HYIO0 103y 10 5 MI C MOCHEIYIOIINM
pUEMOM 2,5 MT JIBa pa3a B CYTKH, €CITU MAIMEHT MOIXOIUT MO KAaTeTOPHUIO AJI CHIYKEHUS 03Bl
(cM. myHKT 2 paznena 4.2). Heo6XxoauMo NMpHHATH Harpy304HyO 103y, 1O KpaifHed mepe, 3a 2
yaca J10 IPOBEJICHUsI KapAHUOBEPCHH.
[lepen mpoBeneHueM KapIUOBEPCUU HEOOXOJUMO MOJIYYUTh MOJITBEPKICHHE O HAAJIEKaIeM
npueme npenapara Anukcaban Kanon. Ilpu mnpuHATHM pemieHHss O Ha3HAYEHUH U
MPOJOKUTEILHOCTH JICUEHHUs] HEOOXOAMMO ONMUPAThCS HA YCTAaHOBJIEHHBIE PEKOMEHIAIMH T10
MIPUMEHEHHUIO AHTHKOATYJITHTOB y MAIIUEHTOB, KOTOPBIM TPeOyeTCsl MPOBEACHUE KapAUOBEPCHH.
[Ipu BpemMeHHOM TiepephiBE B JICUCHHWU NIpernaparoM (CIydyallHOM WU TNpeJHaMEPEHHOM)
BO3pacTaeT puck Tpom6o3a. [lanueHTsl 1OKHBI OBITH TPOMHCTPYKTUPOBAHBI O HEOOXOIMMOCTH
n30eraTh MepephIBOB B JIeueHUHU MpenapaTtom. [Ipu BpeMeHHOM MpeKpalieHn aHTUKOAryISTHTHON
Tepanuu o J0bIM IPUUMHAM OHA JOJKHA OBITh BO30OHOBJIEHA KaK MOKHO CKOpee.

eTH
bezonacHocTh u 3(pPexkTUBHOCTL MPUMEHEHHs Tpenapara y JeTeil B Bo3pacte qo0 18 ner He
yCTaHOBJICHBI. JlaHHBIE OTCYTCTBYIOT.

Crrocob nnpruMeHeHus

[Tpenapat Anukcaban KaHOH NpUHUMAIOT BHYTPh HE3aBUCUMO OT IIpUeMa MUIIIH.

B cnyuae npomnycka npuemMa npenapaT CleQyeT NPUHATh KaK MOYKHO CKOpEE, a B JaJbHEHIIEM
IIPOJIOJIKUTH NPUEM 2 pa3a B CYyTKH B COOTBETCTBUU C UCXOJHOM CXEMOM.

Jlnsg manueHToB, KOTOpble HE MOTYT HIPOIJIOTHTH TaOJeTKy IIeIMKOM, TaOJIeTKy Ipernapara
Anukcaban KaHOH MOXHO H3MENbUUTh M pa3BecTH B BojAe WM 5 % pacTBOpe IEKCTPO3bI
(TJIIOKO3B1), UM SIOJIOYHOM COKE, HJIM CMELIaTh C S0JIOUYHBIM MIOpEe ¥ He3aMEeATUTENbHO MIPUHATh
BHYTph (cM. paznen 5.2). B kadectBe anbrepHaTHBBI TaOJIeTKy mpenapara Anukcaban Kanon

MOKHO H3MEIBYMTh U pazBecTd B 60 M Boabl Wi 5 % pacTBOpa NEKCTPO3bl (TJIIOKO3bI) U
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5.2).

4.3. IIpoTUBONOKA3AHUS

. ['unepuyBCTBUTENBHOCT K anukcabaHy WU K JII0OOMY W3 BCIOMOTATEIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pazjene 6.1.

. AKTUBHOE KJIIMHUYECKH 3HAUUMOE KPOBOTCUYECHHUE.

. 3a0osieBaHUs TI€YEHH, COMPOBOXKIAIOLIUECS HAPYIICHUSAMU B CHCTEME CBEPTHIBAHUSA
KPOBH M KJIIMHUYECKHA 3HAYMMbBIM PUCKOM Pa3BUTUA KPOBOTEUEHUN.

. 3a0osieBaHUS WM COCTOSIHUS, XapaKTEPHU3YIOIIHUECSs 3HAUMMBIM PHUCKOM OOJBIIOrO
KPOBOTEYEHHMsI: CYIIECTBYIOLIEE B HACTOsINEEe BpeMs WIM HeJaBHEe OOOCTpPEHHE SI3BEHHOU
00JIe3HN KENMyJOYHO-KUIIEYHOTO0 TpaKTa; HalWYHe 3JI0KAYECTBEHHOI0 HOBOOOpPA30BaHUS C
BBICOKMM PHUCKOM KPOBOTEYEHHS; HEJABHEE MOBPEXKJAECHUE TOJIOBHOTO WJIM CIIMHHOTO MO3ra;
HEJIaBHO MTEPEHECEHHOE ONEPAaTUBHOE BMEIIATEIbCTBO HA TOJIOBHOM MJIM CHMHHOM MO3I€, a TAKXKE
Ha OpraHe 3peHHs; HEJAaBHO MEPEHECEHHBI INeMOpparuyecKuil MUHCYJbT; YCTAHOBIEHHOE WIIU
M0JI03peBacMOE BapHUKO3HOE pPACHIMPEHHE BEH MHUIIEBOJA; apTEPHOBEHO3HAs Malb(opMarlus;
aHEBpU3Ma COCYJOB WJIM BBIPAKEHHbIE BHYTPUCIHHAIbHBIE WU BHYTPUMO3TOBBIE M3MEHEHUS
COCY/JIOB.

. Hapymenne QyHkImu modek ¢ KIMPEHCOM KpeaTWHWHA MeHee 15 Mul/MuH, a Takxke

MPUMCHCHHUC Y MAIMCHTOB, HAXOJAIINUXCA HAa TUATTU3C.

. bepemeHHOCTH (JaHHBIE O TPUMEHEHUH TIpernapara OTCYTCTBYIOT).
. [lepuon rpyqHOro BcKapMIMBaHUS (JJaHHBIE O IPUMEHEHHH IIpernapaTa OTCyTCTBYIOT).
o OpHOBpeMEHHOE MPUMEHEHHE C JTHOOBIMU JPYTMMU aHTUKOATYJISIHTHBIMHU IperapaTaMu,

BKJItouasi HeppakuuoHupoBaHHbli remapud (H®I'), Huszkomonekymnspubie remapunsl (HMI)
(PHOKcamapuH, JanTenapuH U Jp.), NPOU3BOJAHBIE remapuHa (poHIamapuHykCc | [1p.),
nepopasbHble AaHTUKOATYJISAHTHI (BapdapuH, puBapokcabaH, faburatpat U p.), 32 UCKIIOUYCHUEM
TeX CUTYaIUi, Korja MalleHT NepeBOJUTCS Ha TEPaIuIo WIM ¢ TEparuy anukcabaHoM, KOorjaa
He(paKIMOHUPOBAHHBIN TeMapuH Ha3HA4YaeTcsl B [J03aX, HEOOXOJMMBIX ISl MOJAJEp>KaHUs
MPOXOJUMOCTH IEHTPAJIbHOIO BEHO3HOTO WJIM apTEepUaJbHOrO Karerepa WM Korja
He(QPaKLMOHUPOBAHHBIN TeMapuH TNPUMEHSETCS IpH KaTeTepHoH abnanuu GUOPHILIALNN
npeacepauii (cMm. paznen 4.4 u 4.5).

4.4. Ocobble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NMPHU NPUMEHEeHHUH

C 0CTOPOKHOCTBIO

Puck pazsumus kposomeuenuti
He pexomeHnayercss mpuMeHeHHE Tpernapara npu 3a00JIeBaHUSAX MEYCHH, COMPOBOKIAOIIUXCS

HAapymCcHUAMU B CUCTCMC CBCPTBIBAHUA KPOBU W KIIMHUYCCKU 3HAYUMBLIM PHCKOM PA3BUTHUA
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KPOBOTCUYCHHUS.
[Ipr BO3HMKHOBEHHMH OCIIO)KHEHHS B BUJE KPOBOTEUEHHS, TEpalus MpernapaToM TOJDKHA OBITh
OCTaHOBJICHA; TaK)K€ HEOOXOAMMO YCTAaHOBUTh MCTOYHHMK KpoBOTeueHMsA. Cpeau BO3MOXKHBIX
BapUaHTOB OCTAHOBKHM KPOBOTEUEHMS MOTYT OBbITh PACCMOTPEHBI XUPYPrUUECKUM reMocTas uiu
TpaHChy3HsI CBEXKE3aMOPOKEHHOW IUIa3Mbl, MPH KU3HEYTPOXKAIOIIUX COCTOSHUAX, KOTOPHIE
HEBO3MO’XHO KOHTPOJIUPOBATH C TOMOIIBIO BBIIIETIEPEUUCICHHBIX METOI0B, MOKHO PACCMOTPETh
BO3MOXHOCTb  BBEJIEHMA  KOHLEHTpaTa npoTpoMOuHoBoro kommiekca (KIIK) wim
pekoMOMHaHTHOTO (hakTOpa cBepThIBaHUs KpoBH Vlla. Y 310poBBIX 10OPOBOJIBIIEB OOPATUMOCTh
dapmakonmHamuueckux 3(dekToB anmkcabaHa Mo pe3ylbTaTaM TecTa T'eHEpalud TPOMOWHA
Habmromanack nocne nHy3uu KIIK, coneprxarniero 4 ¢pakropa cBepTsiBaHUs KpoBU. OTHAKO OTIBIT
kianHuyeckoro npumenenus KIIK, comepkamero 4 ¢akropa cBepThIBaHUS KPOBH, C LIEJIbIO
OCTQHOBKM KpOBOTEUYEHMs Y MAIMEHTOB, IMOJy4YalOUIMX anukcabaH, oTcyrcTByer. OmbiTa
npUMeHeHHs pekoMOunHaHTHOro ¢akropa Vlla y mDanueHToB, NOMYYalOUIMX —TEPAaIuio
anuKcabaHOM, Ha JaHHBIA MOMEHT HeT.

Crnenyer cobOmojarb OCTOPOXKHOCTh IPU  OJHOBPEMEHHOM IPUMEHEHHM anukcabaHa ¢
HECTEPOUAHBIMU IPOTHBOBOCHANMTENbHBIMU mpenaparamu (HIIBII) (B ToM umcie c
AIeTUJICATMIIMIIOBOM KHUCIIOTOM) B CBSI3M C TE€M, YTO JAaHHBIC IPEMaparhl YBEIHMYHBAIOT PUCK
pa3BUTHUS KPOBOTEUYECHMI.

OnHOBpeMeHHOE NMpUMEHEeHHe anukcabaHa U aneTuiacanuiuioBoil kuciaotsl (ACK) y moxuisix
HalMEeHTOB TPeOyeT OCTOPOKHOCTH BBUAY NMOTEHLIUAIBHO 00JIee BEICOKOTO PUCKA KPOBOTEUCHHUS.

Oco0ble yKa3aHus

Puck kposomeuenuii

Kak u B ciaydae Ipyrux aHTHKOAryJsiHTOB, MAallMEHTOB, MOJy4aroIUMX MpenapaT AnukcabaH
KanoH, HeoOXoIuMoO TIIATeNbHO HAOMIOJaTh Ha MpeAMET NPU3HAKOB KpoBoTedeHus. llpu
COCTOSTHUSIX C BRICOKHM PHUCKOM Pa3BUTHS KPOBOTECUCHHUH Mperapar peKOMEHIyeTCsl TPUMEHSITh C
ocTtopokHOCTHIO. [IpuMeHenne penapara Anmkcaban KaHoH cieyeT npekpaTuTh Py pa3BUTHA
TSDKEJIOTO KpoBoTeueHHs (cM. paszzenst 4.8 u 4.9).

XoT4 Tepanus anukcabaHoM He TpeOyeT MOCTOSIHHOIO MOHUTOPUHTA €r0 KOHIIEHTPAIUK B KPOBH,
MHOT]a MOKET OBITH 11eJIeCO00Pa3HBIM NMPOBEACHNE KATHOPOBAHHOTO KOJMYECTBEHHOTO aHAIN3a
aHTH-Xa-(hakTOPHOI aKTUBHOCTH B T€X UCKIIIOYNTEIBHBIX CIyYasx, KOTAa TaHHBIE O BO3ICHCTBUN
anukcabaHa MOTYT CIOCOOCTBOBaTh MNPHUHATHIO KIMHUYECKHX pEIICHUH, Hampumep IMpu
nepeI03upPOBKE M SKCTPEHHOM OIEPaTHBHOM BMEIIATENBCTBE (CM. pasjen 5.2).

Bzaumooericmesue ¢ ()pyzuMu JleKapcmeeHHbIMU npenapamamul, AUArIWmUMU Ha cemocmas
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TO0BIMU IPYTUMU AHTHUKOATYJISTHTAMH TMPOTHBOMNOKa3aHo (cMm. pasgen 4.3). OgHOBpeMeHHOE
NpUMEHCHHE anMKcabaHa ¢ aHTHArperaHTaMu MOBBIIIACT PUCK KpoBOTeueHMs (cM. pasnen 4.5).
HeoOxonumo cobmoiaTh  OCTOPOXKHOCTH IPU  OJHOBPEMEHHOM TMPUMEHEHHH Ipemnapara
Anukcaban KaHOH ¢ celeKTMBHBIMH HMHTUOMTOpaMH OOpaTHOrO 3axBaTa CEpOTOHWHA U
MHTUOUTOpaMH 0OPaTHOTO 3aXBaTa CEPOTOHMHA U HOpanuHepprHa (HopaapeHanuna) uiau HITBII,
Biurovast ACK.

[Tocne XUPYpruyeckoro BMELIATENIbCTBA HE PEKOMEHAYETCS MPUMEHSATh OJHOBPEMEHHO C
anrKcabaHOM JPYyrHe HHTHOMTOPHI arperaiuid TPOMOOIMTOB (cM. paszaen 4.5).

B KIMHUYECKOM HCCIEOBaHWU Yy MAIMEHTOB C (QUOpWUIAIMEH TNpeacepauil ¢ OCTPhIM
kopoHapHbiM cuHIpoMoM (OKC) n/wim nepeHecmx 4peckoKHOE KOPOHAPHOE BMEIIATEIHCTBO
(UKB) ¢ 3amanupoBaHHbBIM niepruoioM Jiedenust uuruoutopom P2Y 12 ¢ ACK unu 6e3 Hee, Obu10
M3YYEHO MPUMEHEHUE MEePOPATbHBIX aHTUKOATYJIAHTOB (anukcabaHa WM aHTarOHUCTa BUTAMUHA
K — ABK) B Teuenue 6 mecsieB. Puck 00ybmmx KpoBOTEUEHUM MO KpUTEPUSIM MexXTyHapOIHOTO
obmiectBa mo TpoM0O03y u remocrasy (International Society on Thrombosis and Haemostasis —
ISTH) wnu knuHuvecku 3HauuMbIX HeOosbmux kKpoBoredenuit (K3HB) Obul cTaTrcTHuecKu
3HaYUMO HIDKE ITPU MpUMEHeHNH anrkcabana (24,7 % B roj) o cpaBHeHHIO ¢ puMenenneM ABK
(35,8% B rom). ComyrcrByromiee npumeHeHne ACK MOBBIIAIO PUCK pPa3sBUTHSA OOJIBIINX
kpoBoteueHuit mo kputepusim ISTH nnu K3HB kpoBoteuenwnii ¢ 21,0 % B rox no 40,5 % B rox
npu 100aBIeHUM aHTUKoaryiasHTa (anukcabana i ABK) x tepanuu unruburopom P2Y12. B
yacTHocTH, fo6aBneHre ACK moBeimano puck passutus Oonpmmx win K3HB kpoBoTteuenmii y
MalyeHToB, noiaydaBmux anukcadan u ABK, coorBerctBenno ¢ 16,4 % no 33,1 % B rox u ¢
26,1 % B rox o 48,4 % B rox.

OTMmeyanoch CTaTHUCTUYECKH 3HAYMMOE IOBBIIIEHHWE PUCKA KPOBOTEUEHHUH NpU HpPUMEHEHUHU
TpoliHOM Tepamuu anukcabanoM, ACK u kmommporpenom B KIMHHYECKOM HCCIEAOBAHUU Y
MAIMEHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM 0e3 (HOPHIUIAINU TpeacepAnid ¢ BHICOKUM
puckoM TpomM0O3a ¥ HECKOJBKHMH COIYTCTBYIOIIUMH CEpPACYHBIMH ¥ HECepIeUYHBIMU
3200JIeBaHUSIMH.

B npyrom kiIMHHYECKOM HCCIEIOBAaHUU C y4acTHEM MalMeHTOB ¢ (UOPHILIALMEN Mpencepauii
omHoBpeMeHHOe mpuMeHeHHne ACK mpuBOAMIO K TOBBIIIEHHIO PUCKA Pa3BUTHS OOJBIIMX
KpOBOTEUYCHH W Ha ¢oHE mpuema amnmkcabaHa W Ha ¢oHe mpuema BapdapuHa. B sToM
KIIMHUYECKOM HCCIIEIOBAHUHY COUYETaHHAs Teparusi ABYMsl aHTUArperaHTaMy IPUMEHSIIACh PEJIKO.
Ipumenenue mpomborumuueckux cpedcms 015 1eYeHuss OCMpo20 UEeMUYeCcKo20 UHCYIbMA
OnbIT IPUMEHEHUS TPOMOOIUTHUECKUX CPEACTB ISl IEYEHUS OCTPOTO MIIEMHUYECKOTO HHCYIIbTA

Yy NayEHTOB, MOJTYyYaromiux al'II/IKC36aH, BE€CbMa OIrpaHHUYCH.
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TOC B A
llayuenmul ¢ uckyccmeeHHviMU KIanauamu cepoya (MOCNEOCEA

BezonacHocTh U 3¢ (heKTUBHOCTH Mpenapara y MaueHToB ¢ HCKYCCTBEHHBIMHU KJIallaHAMM CepALa
¢ ¢ubpwmanued npencepauil u 0e3 Hee He M3ydanachk. [IpuMeHeHue mpemnapara AnukcadaH
KaHoH 17151 3T0# rpynmnel nalueHTOB He PEKOMEHTyeTCsl.

Xupypeuueckue u uHeasueHvie npoyeodypul

[Tpumenenue npenapara Anvukcaban KaHoH cienyeT mpekpaTHUTh He MeHee 4yeM 3a 48 JacoB /10
IUIAHOBOM OIEpalid WIM WHBAa3MBHOM TPOLEAYPHl CO CPEIHUM WM BBICOKHM PHCKOM
kpoBoTeueHus. Ciofja OTHOCATCS BMELIATENbCTBA, MPU KOTOPBIX BEPOATHOCTh KIMHUYECKU
3HAYUMOT0 KPOBOTEUEHHS HE HCKIIFOUEHA HIIK JJIs1 KOTOPBIX PUCK KPOBOTECUCHHS HETIPHEMIIEM.
[Tpumenenne npenapata Anukcadan KaHoH cienyeT mpekpaTtuTh HE MeHee 4eM 3a 24 Jaca 10
IUIAHOBOM ONepalyy WIM WHBAa3UBHOM MPOLEAYpbl C HU3KUM pUCKOM KpoBoTeueHus. Crona
OTHOCSITCS BMEUIATENbCTBA, MPH KOTOPBIX OXKUJACTCS MHHHMAlIbHOE, HEKPUTUYECKOE IO
JIOKAJIM3alUU WIH JIETKO KOHTPOJIUPYEMOE KPOBOTEUCHHE.

Ecnu onepanuio uiay WHBAa3WBHYIO MPOIENYpPY HENb3sl OTKJIAIBIBATh, UX HYXHO MPOBOIHUTH C
Ha/IJIeKAIIEH OCTOPOKHOCTHIO, YUYUTHIBAS MIOBBIIICHHBIH PHCK KPOBOTEUYCHUS.

CrnenyeT COOTHECTH PUCK KPOBOTEUEHUS U HEOOXOJMMOCTh SKCTPEHHOTO BMeIiarenabcTa. [Ipu
HEeKJIanaHHOW (puOpHIUIAINY Tpeacepauil 0ObIYHO He TpeOyeTcs MPUMEHEHUE «Tepariui MOCTa»
B TeueHuu 24—48 4 mocie OTMEHBI aruKcabaHa rnepej; XupyprudecKiMH BMEIIaTeIbCTBaMHU.
[Tocne mHBa3MBHOMN MpOLEAYPHl UM XUPYPrHUECKOro BMEIIATENbCTBA IPUMEHEHHE Mpernapara
Anukcaban KaHoH cienyeT BO30OHOBUTH Kak MOXHO CKOpEe IMPH YCIOBHHM, YTO 3TO JOMYCKAET
KJIMHUYECKasi CUTyallusl U YCTaHOBHJICS JIOCTATOYHBIN remMoctas (MHpOpMaIus 0 KapAHOBEpCUU
npuBescHa B paszene 4.2).

VYV mnanuentoB ¢ GuOpwuIIAIMed mnpeacepauii HET HEOOXOIMMOCTH MPEKpallaTh TEParuio
npenapatoM Anukcaban KaHoH nepen kaTeTepHoOil abnaruei.

Bpemennoe npexpawenue mepanuu

[IpexpaiieHne NpUMEHEHUs aHTUKOAryJIsSHTOB, BKIouas mpemnapaT Anukcadan KanoH, mno
NPUYNHE aKTUBHOTO KPOBOTECUCHHMsSI, IUTAHOBOW OINEpaldy WM WHBA3UBHOH TMPOIETYPHI
YBEJIMYMBACT JUI NAllMeHTa pUCK TpoMOo3a. [lepepbIBOB B JI€UeHUHU ClIEAYyeT n30eraTh, U €Ciau Mo
Kakoi-mnbo mnpuunHe TpedyeTcs BpPEMEHHOE NpeKpalleHHe AaHTHUKOATYJISIHTHOM Tepanuu
npenapatoM Anukcaban KaHoH, ee cienyeT BO30OHOBUTH KaK MOKHO CKOpEe.

Jleuenue mpombo3za 2nybokux eex u mpomoodIMO0aUU N1e20UHOL apmepuu

He pexomenayercs 3aMeHATh Tepanuio He(QPaKIMOHHUPOBAHHBIM TE€NAapMHOM Ha Iperapar
Anukcaban KaHoH B mepuoa uHHIMAMKM Tepanuu mnamueHtoB ¢ TOJIA ¢ HectabuibHOU

reMOJUHAMHUKOM, BO3MOXKHBIM TMPOBEACHHEM TpOMOOJIM3UCAa WM TPOMOIKTOMHMH JIETOYHOMN
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CUTYallUsIX HE YCTAHOBJICHBI.
Tayuenmoi ¢ onkonocudeckuMu 3a601e8aHUAMU

DddekTuBHOCT, U 0Oe3omacHOCTh amnukcabana mnpu JedeHun TI'B, neuenun TOJIA wu
npodunaktuke peruauBupyrommx TI'B u TOJIA (nBTD) y mnanweHTOB ¢ aKTUBHO
IIPOrPECCUPYIOLINM 3J10KaYECTBEHHBIM HOBOOOPA30BaHUEM HE YCTAHOBJICHBI.

Tayuenmoi ¢ noueunol HedOCMamouHOCMuio

OrpaHu4eHHbIE KIIMHUYECKHE JaHHbIE MTOKA3bIBAIOT, YTO Y MAIIMEHTOB C TSXKEIbIM HapylIeHHEM
byHKIMM MOoYeK (KIMpeHC KpeaTWHWHa 15-29 wMiI/MHH) yBENIWYHBAIOTCS KOHIUEHTPALUU
anukcabaHa B IJIa3Me, YTO MOXET MOBBIIATh pUCK KpoBoTedeHus. s neuenus TI'B, neuenus
TOJIA u npodwmnaktuku peunausupyonmx TI'B u TOJIA (n1BTD) anukcabaHn y mamueHTOB ¢
TSDKEJIBIM HapylieHueM GyHKIHU MoYeK (KIupeHc kpeatuHuHa 15-29 mui/mMun) (cM. pasaens 4.2
u 5.2) cienyer NpUMEHSTh C OCTOPOKHOCTHIO.

Jlist mpoWIIaKTHKN WHCYJIBTa W CHUCTEMHOW SMOonuu y manueHtoB ¢ H®II, mamueHTOB €
TSDKETIBIM HapylmeHneM (YHKIUU NOYeK (KIMPEeHC KpeaTWHUHA 15-29 Mi/MHH) M MalueHToB C
YPOBHEM CBIBOPOTOYHOTO KpeaTuHuHa >1,5 mr/mn (133 MKMOIb/11) B COYETaHHUU C BO3PACTOM
>80 sret mim Maccol Tena <60 kr qo3a anrkcabaHa T0KHA OBITH CHIDKEHA JI0 2,5 MT JIBa pasa B
CyTKH (cM. paszen 4.2).

B cBs3u c orcyrcTBHEM OIBITa KIMHUYECKOTO NPUMEHEHHUs anukcabaHa y MalMeHTOB C
KJIMPEHCOM KpeaTMHUHA <15 MJI/MHH WM HaXOISIIUXCS Ha TUan3e MpHeM alnukcabaHa B 3TON
rpyIIIe MalueHToB He pekoMeHayercs (cM. paszenst 4.2 u 5.2).

Toorcunvie nayuenmaol

C BO3pacToM pUCK KPOBOTECUYCHHUSI MOXKET MOBBIMIATHCS (CM. pasaen 5.2).

Taxxke onHOBpeMeHHOe mnpuMeHeHHe mpenapara AnukcabaH Kanon u ACK y mHOXHIBIX
HalMEeHTOB TPeOyeT OCTOPOXKHOCTH BBUAY MOTEHLIUAIBHO 00JI€e BEICOKOTO PUCKA KPOBOTEUCHHUS.
Macca mena

[Mpu manoit macce Tena (<60 Kr) puck KpOBOTEUCHHUS] MOXKET MOBBIIIATHCS (CM. paszen 5.2).
Tlayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCIBIO

[Tpenapat Anukcaban KaHoH npoTuBonoKa3zaH nalyueHTaM ¢ 3a00J1€BaHNUEM IEYeHHU, CBS3aHHBIM
C KoaryJjonatuei u KIMHUYECKA 3HAaYUMbIM PUCKOM pa3BUTHS KpoBoTeueHHs (cM. pasnen 4.3).
[IpenapaT He peKOMeHAyeTcsl MPUHUMATh MAllMEHTaM C TSDKENIbIM HapylleHHeM QYHKIUU [e4YeHU
(cM. paznen 5.2).

[Ipenapart cienyeT NpUMEHSTh C OCTOPOKHOCTHIO Y MALIMEHTOB C HapyIIeHHEeM (DYHKIMH NTeYeHU
JIETKOM W cpeaHel cTeneHu TshkecTu (ctaaus A wnn B mo knaccudukanuu Yaitnaa — [1er0) (cm.

paznenst 4.2 u 5.2).
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obmero ommupyouna >1,5xBI'H ObLr MCKITIOYEHBI U3 KIMHUYECKUX HcchenoBanuid. [loatomy B
JAHHOM momyssiuu npenapar Anukcaban KaHOH cieyeT MpUMEHSTh C OCTOPOKHOCTBIO (CM.
pasnen 5.2). [lepen Hauanom npuMeHeHUs npenapata Anukcadan KaHoH He0OX0a1MMO TPOBEPUTH
OMOXMMHYECKHE MTOKa3aTenu PyHKINN NEUYEHH.

Bzaumoodeiicmeue ¢ uneubumopamu yumoxpoma P450 u uneubumopamu P-gp

He pexomenayercs mpumeHeHue mnpenapara Anukcaban KaHOH y ManmueHToB, MOTYYarolIuX
OJIHOBPEMEHHO CHUCTEMHOE JIeYeHHUE MOINHBIMH uHTHOMTOpamu u3zopepmenta CYP3A4 u P-
[JIMKONPOTEMHA, TAKUMH KakK aHTUMUKOTHKM TPYIIbI a30JI0B (Hampumep, KETOKOHA30Jl,
WUTPaKOHA30J. BOPUKOHA30JI M I[I03aKOHA30J) W WHrHOWTOpHl mpoTeazsl BUY (mampumep,
PUTOHABUP). DTH MpemnapaTbl MOT'YT OBBICHTB SKCIIO3UIIMIO arniKcabaHa B J1Ba pas3a (CM. paszien
4.5) unu BbIIE B MPHUCYTCTBUHU JIOTOJHUTENBHBIX (PAKTOPOB, KOTOPHIE TaKKE YBEIUUYHBAIOT
9KCIIO3UIIMIO anuKkcabaHa (HampuMep, TsHKeIoe HapyleHue GyHKIMH MOYeK).

Bzaumooeiicmeue ¢ unoykmopamu uzopepmenma CYP3A4 u P-gp

OpHOBpeMeHHOE TpUMEHEeHHe Tnpenapata Amnukcaban KaHOH ¢ MOIIHBIMH HHIYKTOpaMu
uzopepmenta CYP3A4 wu wungykropamu P-gp (Hampumep, pudamnunus, (HEHUTOHH,
kapOamasenuH, (eHoOapOUTam W TIpemnaparamMu 3BEpOO0Osi MPOJBIPSIBICHHOTO) MOXKET TaKKe
MPUBOANTH K CHIDKEHUIO KOHIIEHTPAIMK anmukcadaHa B miazme KpoBu (mpumepno Ha 50 %). B
KJIMHAYECKOM HCCIICIOBAaHUH C YYaCTHEM IallMeHTOB ¢ (GUOPMILIISAIHMEH Tpeacepanii oTMedaln
CHIKeHHE HS(PQPEKTUBHOCTH ¥ TOBBIIICHHBIH PUCK KPOBOTEUEHUH TMPH OJHOBPEMEHHOM
MPUMEHEHUU anuKcabaHa v MOIIHBIX HHAYKTOpoB uzopepmernta CYP3A4 u P-gp no cpaBHeHUIO
C IPUMEHEHUEM anuKkcabaHa B MOHOTEPAITHH.

Crnenyromue peKOMEHIAIMN NPUMEHUMBI K TalMeHTaM, MOJyYarollliM CHUCTEMHYIO Tepanuio
MoIIHbIMU HHTHOUTOpamu n3odepmenta CYP3A4 u P-gp (cm. paznen 4.5):

- C LEIbI0 NPOPHUIAKTUKH BEHO3HOH TPOMOOAMOOJIMM y MAIMEHTOB IOCIE IUIAHOBOTO
SHIOMPOTE3UPOBAHUS Ta300€PEHHOTO WJIM KOJEHHOTO CycTaBa, MPOQWIAKTHKUA WHCYIbTA W.
CUCTEeMHOH TpoMOOOMOOIMK TpU HEKIAmaHHOW (QUOPWILIAIMU TpeAcepaAuid, a TakxkKe Iis
npodunaktuku peuuauBoB TI'B u TOJIA, anukcabaH cieayeT NpUMEHSTh C OCTOPOKHOCTbIO;

- g nedenust TI'B u TOJIA, anukcabaH He cielyeT NpUMEHsTh, Tak Kak 3 (PeKTUBHOCTH
MOET OBITh CHUKEHA.

OnepamugHnbie emeuiamensCmed, Ces3aHHble ¢ NepelomMom welku beopa

OddexTuBHOCTh U 0€30MACHOCTh anmuKcabaHa B KIMHUYECKHX HCCIEAOBAHMIX y TAI[MCHTOB
[OCJI€ OINEPAaTUBHOIO BMENIATENIbCTBA MO IOBOJY Iepesnoma IIeHkH Oelpa HE OICHUBAJIHCH.
[ToaToMy OH HEe peKOMEHIyeTCs Ui JaHHBIX MAallueHTOB.

Jlabopamopnvie napamempuol
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npotpombunoBoe Bpems (I1B), MHO u akTuBHpOBaHHOE YaCTHYHOE TPOMOOIIIIACTUHOBOE BPEMSs
(AUTB)) coorBeTcTBOBaiO OXHIaeMoMmy. HaOmromaBmmecs W3MEHEHHUS JTHX IIOKas3aremnei
CBEPTHIBAEMOCTH KPOBH IPU IMpEIIoIaraeMoil TepaneBTUUECKON 103€ ObUIM HEBEIMKH U UMEIU
CYIIIECTBEHHYIO BapraOeIbHOCTh (CM. pasaen 5.2).

Bvinonnenue cnunanbHoU, 3NUOYPANIbHOU aHeCmesuy Uiy NYHKYul y Nayuenmos, noaydaruux
npenapam Anuxcaban Kanon

[Tpy BBINONHEHUH CIMHAIBHOM MIIM SMUAYPAIBbHOM aHecTe3Uu JINO0 JUArHOCTUUECKONW MyHKIUU
JAHHBIX O0JIaCTe Yy MAlMEHTOB, IOJIyYalOIIUX AaHTUTPOMOOTHYECKHUE CpEICTBA C IEJIbI0
npoUIaKTUKU TPOMOO3MOOIUN, UMEETCSI PUCK Pa3BUTHUS AMUAYPAIbHBIX WIM CIHMHAIbHBIX
reMaToM, KOTOpbIe, B CBOIO OYEpEIb MOTYT SBIISATHCS NMPUYMHOW CTOHKHX WM HEOOPAaTUMBIX
napanuyeil. JJaHHBIN pUCK MOKeT erle Oosiee Bo3pacTaTh MPH UCIHOIb30BAHUU YCTaHOBIECHHOIO
SMUAYPAILHOTO KaTeTepa B MOCJICONEPALMOHHOM NIEPUOE WIH IPU NapajieIbHOM IPUMEHEHUN
JIPYTUX JIEKAPCTBEHHBIX CPEJCTB, BIMSIONIMX Ha T€MOCTa3. Y CTAaHOBJIEHHbIE SIUAYpaJIbHbIE WIH
cyOapaxHOHMIAIbHBIE KATETEPhI TOJDKHBI OBITh yAJIEHBI KAK MUHIUMYM 32 5 9 10 BBEACHUS MTEPBOI
1036l mpenapara Anukcaban KanoH. Puck Takxke MoOXeT BO3pacTarh NpH TPaBMaTHUHBIX WIIH
HOBTOPHBIX 3MUAYPATbHBIX WIM CHOUHAJIBHBIX NYHKUMAX. [lanueHToB HEOOXOOMMO YacTo
IPOBEPATh Ha MPEAMET MPOSBIEHUI M CHMIITOMOB HEBPOJOTMYECKOro aeduuuta (Hampumep,
OHEMEHHE WU c1a0oCTh B HOTax, AMCQYHKIMS KHUIIEYHUKA WM MO4YeBOro myseips). I[lpu
OOHapy>KeHUH HEBPOJOTMUYECKOTO OTKJIOHEHHS OT HOPMbI HEOOXOJMMO HpPOBEIEHHE CPOYHOM
JUArHOCTUKM W JedeHud. Jlo HelpoakcHalbHOIO BMEIIATENBCTBA  Bpady  CIEHYeET
IIPOAHAIU3UPOBATh COOTHOIIEHHE MOTEHLMAIbHON MOJB3bl U PUCKA JJIS MAllMEHTOB, KOTOPbIE
MOJIyYalOT aHTUKOATyJISHTHYIO TEPANUIo WK OyayT MOJIydaTh ee s NPOPUIaKTHKN TpoMOo3a.
Knuanyeckuii onbIT MpUMeHEeHHs anukcabaHa y NaleHTOB ¢ YCTaHOBJICHHBIM HHTPATEKAIbHBIM
WINA SMULYPaTIbHBIM KaTeTepoM OTCYTCTBYyeT. B ciiyuae HeoOXOJMMOCTH IaHHOM CHUTYyalluH,
OCHOBBIBasICh Ha (hapMaKOKMHETHYECKUX OCOOEHHOCTSX amukcabaHa, cleqyeT coOIoaaTh
uHTepBan B 20-30 u (T.e. 2 mepuoja MONYBBIBEACHUS) MEXKIY MOCIEAHEW MPUHATON H030M
anukcabaHa M yJaJleHHeM KaTeTepa, TakuM o0pa3oM, Kak MUHMMYM OJiHa J03a anukcabaHa
JIOJDKHA OBITH MpOMyIIeHa 0 yAajdeHus karerepa. Creayromlyro 103y amukcabaHa MOKHO
IIPUMEHSTh HE paHee YeM Yepe3 S5 yacoB 1ocie u3BjiedeHus kaTerepa. Kak u B ciyyae co BceMu
HOBBIMU aHTHUKOATYJSHTHBIMU JIEKAPCTBEHHBIMU IMpenapaTaMu OIBIT MPUMEHEHUs anukcabaHa
IpY HEWPOaKCHAIBHOM OJI0Kae OrpaHUYeH, U TIOITOMY B TaKOH CUTYaIlH cleqyeT coOIr01aTh
UCKJIIOYUTEIBHYIO OCTOPO’KHOCTb.

Tayuenmul ¢ aumughochorunuonvim cuHOpomom

C.12u3 27



COOTBETCTBYET 3KCMEPTHQ

ot 22.09. 3=k

[Tpsimbie mepopanbhbie anTUKOoAryassHThl (ITTIOAK), BK%&QE&%&&J %ﬁé&’é&?l@aﬁbﬁ, HE

MY OTHETY

|__|'|__

PEKOMEHIYIOTCS JJIsi IPUMEHEHHSI Y TAIMEHTOB C TUAarHOCTUPOBAHHBIM aHTU()OCHOIUTHIHBIM
cugapomoM (ADPC) u TpomOo3aMu B aHaMHE3e, OCOOCHHO TMpPU HAJIMYUU BCEX TpPeEX
MOJIOKUTEIBHBIX TECTOB (Ha BBISIBICHHWE BOJYAHOUYHOIO AHTUKOAryJsHTa, AHTUTEN MPOTUB
KapAHOJIUIMHA ¥ aHTUTENl MPOTUB OeTa-2-riauKonpoTrenHa I). ¥ 3TUX manueHTOB MpUMEHEHUE
[TOAK MOXeT mpHBOJUTH K TOBBIIICHUIO YaCTOTHI PEIMANBOB TPOMOOTHYECKHX SBICHUH IO
CpPaBHCHHMIO C aHTaroHuctamu ButamuHa K. DQQexkTuBHOCTH UM 0Oe30MacHOCTh anmkcabaHa y
nanueHToB ¢ ADC He yCTaHOBJICHBI.

BcnoMorareabpHEIC BEIECTBA

[Ipenapar Anukcaban KanoH coapepxur mnakro3y. llamuentam ¢ peako BcTpedaromencs
HACJIC/ICTBEHHON HETIEPEeHOCHMOCTBIO TaJIaKTO3bI, Ne(DUIIUTOM JIAKTa3bl JIOTIAPEH WM TIIOKO030-
rajJjakTo3HOM MaibabcopOLuelt He clieAyeT pUHUMATh 3TOT Ipenapar.

JlanHblil ipenapaT coaepkHUT MeHee 1 MMoib (23 Mr) HaTpus Ha TabJEeTKy, TO €CTh 110 CYTH HE
COZEPIKUT HATPHUS.

4.5. B3amMmopeiicTBHMe ¢ JPYTMMH JIEKAPCTBEHHBIMH IpenaparaMM M JApyrue BHABI
B3aNMOJAEHCTBUSA

Bnusaue Ipyrux npenapaTtoB Ha (baDMaKOKI/IHeTI/IKV anukcabaHa

Hneubumopuot uzogpepmenma CYP3A4 u P-enukonpomeuna

KomOunanus anukcabana ¢ ketokoHazonoMm (B moze 400 mr, 1 pa3 B CyTKH), SBISIOIIUMCS
MOIIIHBIM UHTHOUTOpOM Kak u3zodepmenta CYP3A4, tak u P-rmmkonporenHa, mpuBoaMiIa K
MOBBIIICHUIO CPEIHETr0 3HAYEHHWs IUIONIAAM O] KPUBOW «KoHIeHTpamus-Bpems» (AUC)
anrkcabaHa B 2 pa3a U CpeIHETr0 3HAYCHUST MAKCUMAaJIbHON KOHIICHTpAUH B T1a3Me KPOBH (Crmax)
—B 1,6 paza.

He pekomennyercss mpuMeHEHHe amnukcabaHa Yy TMalMeHTOB, MOJYYaroUX OJHOBPEMEHHO
CHUCTEeMHOE JIedeHHe MOIIHbIMH uHruoutropamu uszodpepmenta CYP3A4 u P-rmukomporenHa,
TaKAMH KaK aHTHMHUKOTHKH TPYIIBl a30J0B (HampuMep, KETOKOHA30J, HWTPAKOHA30M,
BOPHUKOHA30J ¥ IT03aKOHA30JT) U HHTUOUTOPHI TipoTeassl BUY (Hanpumep, putoHaBup) (CM. pa3ien
4.4). IlpenapaTbl, He OTHOCAILIMECS K MOLIHBIM HHruobutopam unzodpepmenta CYP3A4 u P-
TJIMKOTNIPOTENHA (HAIpUMep, IUIATHA3eM, HAlIPOKCEH, KIApUTPOMHUIIMH, aMHOJApOH, Bepanamul,
XUHUJIAH), TI0-BUJMMOMY, IIPUBEIYT K IMOBBIIICHUIO KOHIICHTPAINY alTikcabaHa B TUIa3Me KPOBH
B MeHblneil creneHn. Koppekmus mo3el anmukcabaHa TpU e€ro KOMOWHAIMU C JIPYTUMHU
npernapaTamMu, He SBISIONIMMECS MOIIHBIME uHTHOUTOpamu uszopepmenta CYP3A4 u P-
TJIMKOTIPpOTenHA, He TpebyeTcs. Hanpumep, munrtuazem (YyMEpeHHBIH MHTHOUTOpP M30(pEepMeHTa
CYP3A4 u cnabeiit uarn6utop P-rmukomnporenna) B go3e 360 Mr 1 pa3 B CyTKH, IPUBOAMII K

noBbIieHnio cpeanux 3HadeHuit AUC anukcabana B 1,4 pa3a u cpeqaux 3Ha4eHUA Cmax — B 1,3
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npuMeHeHnd B 103¢ 500 mr Bo3biBasl noBbimeHne cpeauux 3HaueHuit AUC u Cmax ankcabaHa B
1,5 u 1,6 pa3za, coorBeTcTBeHHO. KiaputpoMuiud (MHruOMTOp P-TIMKONpOTEHMHAa M MOIIHBINA
uaruoutop m3odpepmenta CYP3A4) B no3e 500 mr 2 paza B CyTKH MPUBOJWI K IOBBIIIICHUIO
cpenanx 3HaYeHHH AUC 1 Cmax animkcabana B 1,6 u 1,3 pa3a, COOTBETCTBEHHO.

Hnoyxmopwt uzopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabana ¢ pupaMIUIMHOM (MOIIHBIM HHIYKTOpoM u3odepmenta CYP3A4 u P-
JIMKONIPOTENHA) TPUBOAWIO K cHwKeHuto cpeaHux 3HadeHnd AUC u Cmax amukcabana
npubnau3utenbHo Ha 54 % u 42 %, coorBercTBeHHO. [lo-BuauMoMy, coueTaHue anukcadaHa c
OpyrumMu MoiHbIME uHIyKTOpamu n3opepmenta CYP3A4 u P-rimkonporenHa (B 4acTHOCTH,
denuTonHoMm,  kapbamaszenmuHOM,  ¢QeHoOapOMTaNIOM WM TpernaparaMd  3Bepo0os
MPOJBIPSABICHHOI0) MOXKET TAaK)K€ MPUBOAUTH K CHUKEHHUIO KOHIIEHTPAIMK anuKcadaHa B Ijia3mMe
kpoBHu (mpumepHo Ha 50 %). Koppekuun no3wl anumkcabaHa mpu €ro KOMOMHHMPOBAHHH CO
CpeACTBaMH JIaHHOW TPYIIBI HE TPeOyeTcs MpU HAa3HAYCHHWH MO MOKAa3aHHUAM: NMPOQHIAKTHKA
TPOMOOIMOOIINH MTOCTIE YHIOTPOTE3UPOBAHUS CYCTABOB, MPOPIIAKTHKA HHCYIBTOB M CHCTEMHOM
TPOMOOSMOONMU MPH HEKJIanaHHOW (GUOPHILISIUN Tpencepauid U NpodUIakTHKa PEIUIUBOB
TpoM0Oo03a IIyOOKHUX BeH, TPOMOOIMOOINH JIETOYHOW apTepHH, OJHAKO KOMOMHHPOBAThH JaHHbIE
CpelCcTBa CIeAyeT C OCTOPOKHOCThIO. Bo Bpemsi mpuMeHeHuUs s JieueHUs TpoMO03a riyOoKux
BeH u TOJIA coBMecTHOE MpUMEHEHHE anuKcadaHa W MOIIHBIX HMHIYKTOPOB H30(epMeHTa
CYP3A4 u P-rnuxonporenHa He peKOMEHAYETCS, TaK Kak Mpu 3TOM 3 (HEKTHBHOCTh MOXKET OBITh
cHMKeHa (cM. paszen 4.4).

Anmukoazynaumol, uneuoumopwl azpezayuu mpomooyumos u HIIBI1

B cBs3M ¢ BBICOKMM PUCKOM BO3HHMKHOBEHHS KPOBOTEUEHHUS OJHOBPEMEHHOE NPHUMEHEHHUE C
JTF0OBIMM IPYTMMHU aHTHKOATYJISIHTaMHU MPOTHBOIOKa3aHo (cM. paszaen 4.3). Ilocne coBmMecTHOro
BBEJICHUS SHOKcanapuHa (OAHOKpaTHO, B 1o3e 40 mr) u anukcabaHa (OMHOKPATHO, B J03€ 5 MT)
oTMevascs aaAuTHBHBIA 3((EKT NaHHBIX JEKapCTBEHHBIX CpEACTB Ha akTHBHOCTh FXa.
[Tpu3HakoB papMaKOKMHETUYECKOTO WK (papMaKoIMHAMUYECKOTO B3aUMOJICHCTBHS annKkcabaHa
C aleTHIICATTUIIIIOBON KHCIOTOM (B 103€ 325 mr, 1 pa3 B CyTKH) Y 3/I0pOBBIX JIIO/IEH OTMEUEHO HE
ObLI0.

KomOuHupoBanue anvkcabana ¢ KJIOMUIOTpesoM (B 103€ 75 mr, 1 pa3 B CYyTKH) WIH COYETAaHUEM
kionuorpena (75 Mr) u aneTUICATHIIIIOBON KUCIOTHI (162 Mr, 1 pa3 B CyTKH) WM pacyrpest
(60 mr ¢ mocnenyroreit 10301 10 Mr onuH pa3 B AeHb) B | paze KIMHUYIECKOTO HCCIEA0BAHUS HE
IOPUBOAMIIO K YBEJIWYCHHIO BPEMEHH KpPOBOTEUEHHUS WM 0ojee BBIPA)KEHHOMY YTHETEHUIO

arperanuy TpoMOOIIMTOB MO CPAaBHEHHUIO C MPUMEHEHUEM 3TUX aHTHArperaHTOB B MOHOTEPAIUU.
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AYTB) cootBeTcTBOBaANO 3(h(Ppekram annkcabaHa mpyu NIPUMEHEHUN B MOHOTEPATTHH.

VY nanmenToB ¢ HeknanaHHou ¢ubpmusimueit npeacepauii (HOIT) ¢ OKC u/unu nepenecmum
YKB Tepamnuio anukcabaHoM MOXKHO Ha3HayaTh B COUYETAHWU C aHTHUArperaHtaMmu (CM. paszen
4.4).

Hampokcen (500 mr), KOTOPBIH SBISIETCS HHTHOUTOPOM P-riHKONpoTenHA, YBETHUNBACT CPETHHE
3HaueHuss AUC u Cmax anukcabana B 1,5 u 1,6 pa3a coorBerctBeHHO. [Ipu nmpueme anukcabana
HaAOJII0/IAIOCh  COOTBETCTBYIOIIEE IIOBBIIIEHHE TIIOKa3aTelied CBEepThIBAEMOCTH KpoBH. He
HAOJIO/IAIOCh HUKAKMX W3MEHEHWH BIMSHUS HANpPOKCEHAa Ha arperamnudi TpPoMOOIUTOB,
WHAYIIUPOBAHHYIO apaxHJIOHOBOW KHCJIOTOW, a TaK)Ke HE OTMEUCHO KIMHUYECCKH 3HAYUMOTO
YBEJIMUCHUS JUTUTCILHOCTH KPOBOTEUYCHHSI IOCIE COBMECTHOTO INMPUMEHCHHS anukcadaHa u
HampokceHa. HecMoTpsi Ha 3TU JaHHBIE, Y OTHIEIBHBIX MAllMEHTOB MOXKET HaOmoaatbes Oolee
BBIpQXCHHBIH (DapMaKOAMHAMUYECKUN OTBET IOCJIE COBMECTHOTO IMpPHUMEHEHHUs anukcadaHa C
JIPYTHMH aHTUATPETaHTaMHU.

[Ipenapar Anukcaban KaHoH ciemyeT ¢ 0OCTOpPOKHOCTBIO MPUMEHATh ogHoBpemerHo ¢ HIIBII,
ACK wunu uarubutopamu P2Y12, Tak kak 3TH JieKapCTBEHHBIE MpenapaTbl OOBIYHO MOBBIIIAIOT
PHUCK KPOBOTEUYEHHSI.

He pexomenmyercsi 0THOBPEMEHHO MPHUMEHSTH JPYTHe Mperaparsl, ASHCTBHE KOTOPBIX MOMKET
OBITh CBSI3AHO C PAa3BUTHEM CEPHE3HBIX KPOBOTEUYCHH, TAKUX KaK: TPOMOOIHTHYCCKUE
JIEKapCTBEHHBIE CPE/ICTBA, AHTATOHKMCTHI PEIenTOpoB K rimkonporernam 1b/Ila, tunupumamon,
JEKCTPaH U CyIb(UHIUPA30H.

Kombunuposanue ¢ opyaumu nekapcmeeHubiMu cpeocmeamu

He  Obuto  BBISIBJIGHO  KJIMHWYECKH  3HAYMMOTO  (hapMAKOKMHETHUYECKOTO WU
dbapMakoIMHAMUYECKOTO B3aUMOACHCTBHs amukcabaHa C aTeHOJIONIOM MM  (aMOTHUIUHOM.
Komb6unupoBanue anukcabana (B 1o3e 10 mr) ¢ arenononom (B qo3e 100 Mr) He mMpUBOAMIO K
Pa3BUTHIO KIMHUYCCKH 3HAYMMBIX W3MEHEHUH IMapamMeTpoB (papMaKOKMHETHUKH amuKcadaHa,
OJIHAKO OHO COTPOBOXKIAIOCH CHIKeHHEeM cpenHnX 3HadeHnid AUC 1 Cmax ankcabana Ha 15 %
u 18 %, COOTBETCTBEHHO, IO CPAaBHEHUIO C PEKMMOM MOHOTepanuu. HaznaueHue anukcabaHa (B
no3e 10 mr) ¢ pamoruauHOoM (B 1o3e 40 mr) He okasbiBano BnusiHus Ha 3Ha4eHUS AUC min Cmax
anukcabaHa.

Brnusgnue anukcabaHa Ha (ba[)MaKOKI/IHeTI/IKV APYTUuX JCKAPpCTBEHHBIX CPCACTB

B uccnenoBanusx in vitro anukcabaH He MHTMOMpOBasl akKTMBHOCTH M30(pepmeHToB CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 unn CYP3A4 (uarubupyromniasi KOHIEHTpauus
(ICs0) >45 MxMOITB/1T) 1 B TO 3K€ Bpemst ci1abo moaaBiisii ak THBHOCTH m3odepmenta CYP2C19 (ICso

>20 MKMOJIB/JT) B KOHIIEHTPAIIMX, 3HAYUTEIIHHO MPEBBIIIAIONIECH MaKCUMAJIbHYIO KOHIICHTPAITUIO
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unaykropom uzodepmentoB CYP1A2, CYP2B6, CYP3A4/5 B xonuenTpausx 10 20 MKMOJIb/JI.
B cBsI31 ¢ 3TUM 0XKHIAETCsI, YTO PH COBMECTHOM ITPUMEHEHHH OH HE OyJIeT OKa3bIBaTh BIUSHUS
Ha KJIMPEHC I[pernaparoB, MeTaOOJM3UpYIOIIUXCS 3TuMU  u3odepmentamu. Kpome Toro,
anukca0aH He HUHTMOUPYET B 3HAYMMOM CTeNIeHH aKTUBHOCTb P-riinkonporenHa.

B wuccnenoBaHusx y 370pOBBIX JOOpPOBOJBLEB aMUKCa0aH HE W3MEHSUI B 3HAYMMOM CTENEHH
(apMaKOKUHETHKY TUTOKCHHA, HAIIPOKCEHA MJIM aTeHOJIO0A.

Jueoxcun

ITpu oqHOBpEMEHHOM TTpHEeMe anMkcadana (B 103e 20 mr 1 pa3 B CyTkH) 1 AurokcuHa (B go3e 0,25 mr
1 pa3 B cyrtkm), sBustonierocs cyocrpatom P-gp, mokazatenu AUC mimm Cmax IWTOKCHHA HE
u3MeHsuMch. TakuMm o0pa3oM, ammkcabaH HE WHTHOMpYEeT TpaHCHopT cyOcTpaToB P-
[JIMKONPOTEHHA.

Hanpoxkcen

OnHOBpEeMEHHOE PUMEHEHNE OJHOKPATHBIX 103 anukcabana (10 mr) u Hanmpokcena (500 mr),
mpoko npumensiemoro HIIBII, ve Bausuio Ha nokaszarenn AUC u Cmax HalpoKceHa.

Amenonon

OpnHoBpeMeHHOE NMPUMEHEHHE OJHOKpaTHOW 03kl anukcabana (10 mr) u arenonona (100 mr),
IMPOKO TPUMEHSIEMOTO OeTa-aJpeHO0IoOKaTopa, HEe U3MEHSUIO (apMaKOKHHETHUKY aTEHOJOJA.
Axmueuposannwiil y2eonb

[IprieM akTHBHPOBAHHOTO YIJIsl yMEHBIIIACT JeiicTBHE anmukcadbana (cM. paszaen 4.9).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALMSA

bepeMeHHOCTB

JIaHHBIX O MPUMEHEHHH anuKcabaHa y OCpeMEHHBIX JKEHIIWH HeT. Bo BpeMs MOKIMHUYECKUX
UCCIICIOBAaHUIM HE OOHapY)XEHO TMpPSAMBIX WJIM KOCBEHHBIX OTPHLATENBHBIX 3()QeKToB B
OTHOIIEHUM penpoayKTUBHOM (yHkiuu. [IpuMeHeHue anukcabaHa mnpu OepeMEHHOCTH
MPOTHBOIIOKA3aHO.

Jlakranms

Her cBenenuii o BbiBeieHUH anikcabaHa WM €ro METabO0JIUTOB € TPYAHBIM MOJIOKOM Y YeNlOBeKa.
CornacHo UMEIOIIKUMCS TaHHBIM UCCIIEIOBAaHUI Ha )KUBOTHBIX allMKCcAaOaH BBIJEIAETCS B TPYIHOE
MOJIOKO. B mccienoBaHnsx Ha KpbicaX, KOHIIGHTpAIUS Tpernapara B TPyIHOM MOJIOKe Oblia BO
MHOTI'0 pa3 BbIlIE€ TAaKOBOU B mia3zmMe KpoBU (Cmax puMepHO B 8 pa3 Bbime, AUC npumepHo B 30
pa3 BBIIIE), YTO MOXET CBHUICTEIHCTBOBATH 00 aKTUBHOM TpPAHCIOPTE Ipernapara B IPyIHOE
MOJIOKO. PHUCK ans MulafieHIeB, HaXOJMIIMXCS Ha TPYJHOM BCKapMIIMBAaHHH, HE MOXET OBITh
uckmoueH. [Ipu HeoOxonumocTH npuMeHeHus npenapara Anukcaban KaHoH cienyeT npuHsTH

pelieHue o0 0OTMEHe IpreMa Mpernapara Wi NpeKpalieHuy TPyIHOro BCKapMIMBaHUS.
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Anukca0aH He BIUSII Ha d)epTI/IJIBHOCTB B UCCJIICAOBAHUAX HA ) KUBOTHBIX.

4.7. Baiusinue Ha CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMH CpeJCTBaMu U padorarh ¢

MEXaHU3MaMHU

HpenapaT Anukcaban KaHOH He BIMSET WIH BIIHSET HECYIICCTBCHHO Ha CIIOCOOHOCTh K

YIPaBJIEHUIO TPAHCIIOPTHBIMU CPEJICTBAMU U padOTE C MEXaHU3MaMHU.

4.8. Hexkenare/ibHbIE peaKINU

Pesrome nmpoduisg 6esonacHOCTH

YacTeIMH  HEXeJIaTeIIbHBIMU pE€aKknusaMunu ObLTH KPOBOTCUYCHHC,

KPOBOTCYCHUC U IrEMAaTOMaA.

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIUI

KpPOBOIIOATCK,

HOCOBOC

HesxenarenbHble peakluy MpeJCTaBIeHbl B TaOIUIe 2 COOTBETCTBUM C NMOPAKEHUEM OPTaHOB U
CHCTEM OpPIaHOB B IOCIEA0BATEIbHOCTH MEIUIIMHCKOIO CJI0Baps JUIsi HOPMAaTHUBHO-IIPABOBOU
nesitennbHOcTH (MedDRA). Yacrora BO3HMKHOBEHMSI pacHpelesisyiacb B COOTBETCTBUHU CO

cnenyromuMu kateropusimu: 9acto (>1/100, vo <1/10), Hewacto (>1/1000, Ho <1/100), penko

(=1/10000, HO <1/1000).

Taoauna 2.
[Tpodunakruka
UHCYJIbTa U
[Tpodunaktuka BTO y Y .
CUCTEMHOUN Jleuenne TIB n
B3pPOCJIBIX MALMEHTOB
P IMOOIHNH Y TOJIA n
II0CJIE TUIAHOBOTO
. B3POCJIBIX npodHIaKTHKA
CucreMHO-0OpraHHbIi KJIacc | 3HAONPOTE3UPOBAHUS
MALMEHTOB C PELMIMBUP YOI
Ta300eIpeHHOT0 WU
HK®II ¢ onaum ux TI'B u
KOJIEHHOI'O CyCTaBa
4 nim 6osee TOJIA (1BTD)
(nBT2)
¢dakTopamu pucka
(HK®IT)
Hapywenus co cmoponvl kposu u numgamuueckou cucmemul
Anemust Yacro - -
TpomOGounToneHus Heuacro - -
Hapywenus co cmoponvl ummynnou cucmemul
['Mnep4yBCTBUTENBHOCTS,
AJUIEPrUYECKUN OTEK U Penxo Heuacro -
aHadumakcus
KoxHblii 3yz Heuacro Heuacro Heuacro*
Hapywenus co cmoponuvl HepeHoll cucmemul
Buaytpuuepennbie
p — Heuacto Penxo
KPOBOM3JIASHUSA
Hapywenus co cmoponul opeana 3penus
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KpoBousnusHus B TKaHU
[JIa3HOTO 510JI0Ka (B TOM
quclie KPOBOU3IIUSHUE B
KOHBIOHKTHBY)

OCHAEOOBATENR

HOCTE U

Penxo

Yacrto

Heuacto

Hapywenus co cmoponwl cocyoos

KpOBOTeLIeHI/IH, IreéMaTOMBbI

Yacto

Yacto

Yacto

ApTrepuranbHasi TUIIOTEH3US
(BKJItOYAS TUTIOTEH3UIO BO
BpeMS IIPOLIEAYPHI)

Heuacto

Buytpubpromnoe
KpPOBOTEUEHHE

Heuacto

HapymeHu}z CO CNOPOHbL oblxamenbHou cucmemasl, opea

HOB 2PYOHOI KIlemKU

u cpedocmenus

HocoBoe kpoBoTeueHue

Heuacto

Yacrto

Yacrto

KpoBoxapkanbe

Penxo

Heuacto

Heuacto

KpoBoreuenue u3
JBIXaTEJIbHBIX IIyTeN

Penxo

Penxo

Kenyoouno-kuwieunvie HapyueHus

Tommuora

Yacto

Kenynouno-kuiieunoe
KpOBOTEYEHUE

Heuacto

Yacrto

Yacrto

I'emoppounansHOe
KpOBOTEUEHHE,
KpOBOTEYEHHUE B POTOBOM
MIOJIOCTH

Heuacto

Hanunuue HensmeHeHHON
KpOBH B KaJjie

Heuacto

Heuacto

Heuacto

PekranbHOE KpoBOTEUEHUE,
KPOBOTEYCHHE U3 J1€CEH

Penxo

Yacrto

Yacrto

3a0promuHHOe
KpPOBOTEUCHHE

Penxo

HapymeHu}l CO CMOPOHbL neverHu u 9!C€]Z1166bl800}lu/;ux nymeﬁ

IloBEImIEHE AKTUBHOCTH
TpaHCaMHWHAa3, IIOBBIIICHUEC
AKTHUBHOCTHU

acrapraTaMUHOTpaHC(epassl,

MIOBBIIIIEHHE AKTUBHOCTH
ramma-

[Ty TaMHJITPAHCTIENTHIA3bI,
MaTOJIOTUUECKHUE N3MEHEHHUS
(YHKIMOHABHBIX P00
TICYCHU, TIOBBIIIICHHE
aKTHBHOCTH ITEITOYHOMN
¢ocdarasbl B KpoBH,
TIOBBIIIEHHE KOHIIEHTPALIUH
OnnupyOrHa B KpOBU

Heuacto
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HapyweHuﬂ CO CIMOPOHBL KOJHCU U NOOKOMCHBIX]

Tt
mKaHeb?'-I I

JCNEODBATENBHOCTE U003]

KosxHas ceinb |

|

Heuacto

Hapywenus co cmopoHvl mMbluteuHoll, CKel1emHol U COeOUHUMENbHOU MKAHU

MpblieyHOE KPOBOU3IUSIHHUE ‘ Penxo

Hapywenus co cmoponul nouex u mMouesbig00sauux nymet

I'ematypus | Heuacto

|

Yacrto

Yacrto

Hapywenus co cmopoHvl penpoO0yKmusHoU cucmembvl U MOJIOYHBIX HCele3

MexxMeHCTpyalibHbIE
BarvHaJIbHbIE KPOBOTECUEHUS,
ypOTreHUTaJIbHbIE
KPOBOTEUYECHHS

Heuacto

Heuacto

Obwue napywenus u peakyuu 6 mecme 86e0eHus

KpoBoreuenue B mecte
BBE/ICHUS

Heuacto

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

ITonoxxurenpHas peakuus
IIpY aHaJIM3¢€ Kajla Ha
CKPBITYIO KPOBb

Heuacto

Heuacto

Tpaemw, UHMOKCUKayuu U OCJH10HCHEHUA npouedyp

3akpseITas TpaBMa Yacro

Yacrto

Yacrto

KpoBousnusuus u
KPOBOTEUYEHHS MOCIE
BBITIOJTHEHUS] HTHBa3UBHBIX
npouenayp (B TOM 4UCIie
remMaroma 1mocie
IIpOLIEAYPBL, KPOBOTEUEHUE
W3 TOCJIeonepaMOHHON
paHbl, TeMaToMa B 00J1acTU
MYHKIIUU COCYJIa U B MECTE Heuacro
YCTaHOBKH KaTeTepa),
HaJIM4Yue OTIENIEMOTO U3
paHbl, KPOBOUBIHUSHUE B
obmacTu paszpesa (B ToM
YHuCJie reMaTomMa B 00JacTu
paspesa), KpOBOTEUYCHHE BO
BpeMs OIIEPaTUBHOI'O
BMeEIIATeNhCTBA

TpaBmaTuyeckoe
KpOBOTEUEHHE,
KpOBOTEUYEHHE 10CIIE
IIPOBENICHUS IIPOLEAYPHI,
KpOBOM3JIMSHKE B 001acTH
paspesa

Heuacto

Heuacto

*

(mmurenbHas npodunaktika BTO).

— HE OTMEYaJIN CJIy4acB T'€HEPaJM30BaHHOIO KOXKHOIrO 3yaa B ucciaepoBaHun CV185057
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[Ipumenenue anmkcabaHa MOXKET OBITh CBSI3aHO [ noBsHEHABM %%‘M E@Q'ﬁ . '%EGBQ;QI;QHHIZ

(B TOM 4MCIIE CKPBITBIX) U3 JIFOOOT0 OpraHa WM TKaHU, YTO B CBOIO OUYEPEb MOXKET PUBOAUTD K
pPa3sBUTHIO TOCTreMopparndeckoid aHemMuud. CHMIOTOMBI, TpPHU3HAKH M TOKECTb OyayT
BApbUPOBATbCA B  3aBUCUMOCTM  OT MCTOYHHMKA KPOBOTEYEHUS M  CTCNCHU WU
pacIpoCTPaHEHHOCTH KPOBOTECUECHHUS.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo01IaTh 0 mo103peBacMbIX HEeXKENIATEIbHBIX PEAKIUIX MTOCIIE PETHCTPAIINH Ipenapara ¢
HEeNbI0 O0ECleYeHUs] HENPEPHIBHOTO MOHUTOPUHIAa COOTHOILIEHHUS «II0JIb3a — PHUCK»
JIEKapCTBEHHOT'O Mpernapara. MeIuIuHCKUM pa0OTHUKAM PEKOMEHIYETCs COOOLIaTh O JIH0OBIX
MOJI03PEBACMBIX HEKEIATEIBHBIX PEAKIUAX JIKAPCTBEHHOTO IMperapaTa yepe3 HaI[MOHAJIbHBIC
CUCTEMBI COOOINEHUST O HEKEIATeNbHBIX PEAKIMAX TOCYylapcTB — wWiIeHOB EBpa3uiickoro
SKOHOMHYECKOTO COI03a.

Poccuiickas ®@eoepayus

®depnepanbHas cayx0a o Haa30py B chepe 3npaBooxpanenus (PocsnpaBuanzop)

109012, r. Mocksa, CraBsiHCKasl miiomianb, 1.4, ctp.l

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

OnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

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

4.9. llepeno3npoBka

CumMnromsl

ITpu nepe103npOBKE BO3pacTacT PUCK KPOBOTEUYEHUH. B paMKax KOHTPOJIMPYEMBIX KIMHUYECKUX
UCCJIEIOBaHUM anukcabaH MPUHUMAJICS MEPOpPaIbHO 3J0POBBIMHU J100pOBOJBLIAMHU B 033X A0
50 mr/cyTtku B Teuenue ot 3 1o 7 mHeit (25 mr, 2 pas3a B CyTKH, B TeueHne 7 aaei i 50 mr, 1 pa3
B CYTKM, B T€UEHHUE 3 JHeH); KIMHUYECKH 3HAUMMBIX HEKeJlaTeNlbHbIX 3(P(PEKTOB MpU 3TOM He
OTMEYaJIOCh.

Jleuenune

AHTun0T He u3BecTeH. He okupmaercs, 4yTo NMPUMEHEHHE IeMOJualid3a IMpU Mepeo3HUpPOBKE
anukcabaHa 0ynet 3 peKTUBHON MEepO.

B cnyuyae mepeno3upoBKH AAHHOTO Ipenapara MOKHO PacCMOTPETh BOIPOC O IPUMEHEHUU
AKTHBUPOBAHHOIO YTJISL.

[Ipu BBEOEHUM 30POBBIM J0OPOBOJIbLIAM AKTUBUPOBAHHOTO YISl 4Yepe3 2 M 6 4YacoB Mociie
npuema anukcabana B no3e 20 mr, AUC mia anukcabana ymensinanack Ha 50 % u 27 %,
cooTBeTCTBEHHO (Cmax He M3MeHsI0Ch). [lepros monyBbiBeieHNs anukcabana ymenbIasics ¢ 13,4

10 5,3 u 4,9 gyaca, COOTBETCTBECHHO.

C.20u3 27
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5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA

dapmakoTepaneBTHUECKasi TPYIIa: AHTUTPOMOOTHYECKUE CPEACTBA; IMPSMbIE HHTHOUTOPHI
daktopa Xa.

Kon ATX: BO1AF02

Mexanuszm geiicTBus

ArnmkcabaH MmpeacTaBisieT co00i MOIIHBINA MpsiMoil mHTHOMTOp FXa, 00paTuMo M CEeleKTUBHO
OOKMpyIOIMI aKTUBHBIA LEHTp ¢epMmeHTa. [lpemapar npeaHa3HadeH A [EpPOPaTIbHOTO
npuMeHeHud. g peanuzanuu aHTUTPOMOOTHYECKON aKTUBHOCTH amnMkcabaHa He Tpelyercs
Hanuuus antutpomOuHa IlI. Anukcaban mHruOupyer cBoOOHBIA U cBA3aHHbIM FXa, a Takxke
AKTUBHOCTb ITPOTPOMOMHA3bl. ANIMKCA0aH HE OKa3bIBAET HEMOCPEACTBEHHOI'O MPSMOTO BIUSHUS
Ha arperauuio TPOMOOIMTOB, HO ONOCPEIOBAHHO MHIMOMpPYET arperamuio TPOMOOLUTOB,
UHAYLMPOBAaHHYIO TpPOMOMHOM. 3a cyeT uHrubupoBaHus akTuBHOocTM FXa anmkcaban
npeaoTBpamiaeT oopasoBanue TpoMOrHa U TpoMO0B. B pesynbprate nogasnenus FXa uaMeHsroTcs
3HAYCHUS TIOKa3aTelIell CHCTEMbI CBEPTHIBAHUS KPOBH: YIUTMHSAETCS MPOTPOMOMHOBOE BpeMs,
aKTUBUPOBAaHHOE 4YacTU4YHOE TpoMOorutactTuHoBoe Bpems (AUTB) u mpoucxonuT yBelndeHue
MHO. M3MmeHenus 3THX NoOKa3aTeled NpU NPUMEHEHUHU IIpernapaTa B TEPalleBTUYECKOW [103€
HE3HAaYUTeNbHbl U B OOJIBIION cTeneHu BapualenbHbl. [103TOMY MCHOIB30BaHUE MX C LENbIO
OLICHKH (papMaKOAMHAMUYECKOM aKTUBHOCTH anmkcabaHa He pekoMeH1yeTcs. B Trecte renepanuun
TpoMOMHA anrKcabaH CHUXKAaJl SHI0T€HHBIH TPOMOMHOBBIHM MOTEHIIMAN — TOKa3aTeIb 00pa30BaHUs
TpoMOMHA B IJIa3Me KPOBH YeJIOBEKa.

WNurubupoBanue anukcabaHoM akTUBHOCTH FXa J0Ka3aHO ¢ MOMOIIBI0 XPOMOTE€HHOI'O TECTa C
ucnonp3oBaHueM remapuHa Rotachrom. 3menenume antu-FXa akTtuBHOCTM — mpsiMO
NPONOPLMOHATIBHO TOBBIIIEHUIO KOHIIEHTPALMU anukcabaHa B IIa3Me€ KPOBH, INPU 3TOM
MaKCHUMaJbHble 3HAU€HUs AKTMBHOCTH HAOJIOAAIOTCA TPU JOCTHKEHMH MaKCHUMAaJIbHOM
KOHIEHTpalluu anukcadaHa B Mjia3Me KpoBH. JInHelHas 3aBUCMMOCTh MEXKy KOHIIEHTpaIle u
aHTH-FXa akTUBHOCTBIO anukcabaHa PEruCTPUPYETCsl B MIMPOKOM JHAara3oHe TepaneBTHYECKUX
no3 npenapara. M3menenus antu-FXa akTMBHOCTM NpU M3MEHEHUM J03bl U KOHLEHTpPaLUU
anukcabaHa 0ojiee BbIpakKeHbl U MEHEe BapraOeNbHbI, YeM MOKa3aTeIn CBEPThIBAHUS KPOBH.

dapmakoanaammudeckne YO HeKTol

B tabnwuie 3 mokaszaHsl IpeoaracMbie paBHOBECHBIC KOHIICHTPAIMK B aHTH-FXa akTHBHOCTH
Py IPUMEHEHUH MpenapaTa anukcadaH 1Mo KaxI0My U3 MOKa3aHuid. Y MalMeHTOB, MOTYYar0IINX
anukcabaH IMOCle TUTAaHOBOTO SHIOMPOTE3UPOBAHMS Ta300€IPEHHOT0 WIIM KOJEHHOTO CYCTaBa,
OTHOIIIEHWE MAaKCHMAaJIbHOTO M MHUHHUMAJIBLHOTO YpOBHS aHTU-FXa akTMBHOCTH B HMHTEpBale

MEXIy TIPUEMOM JI03 TIpernapara He mpeBbimaet 1,6. Y manueHToB, MOJyJaroNINX anuKkcadaH 1mo
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MoBOAY NPOMOUIAKTUKA WHCYJIbTa W  CHCTEMHOM ! %%%%@JTI/TIJIEHEM ChékHalttmoit

GubpuIAIUK TpeACcCepnii, JaHHOE OTHOIIEHHE COCTaBlseT MeHee 1,7, a y TAaIMEeHTOB,
NOJYYalOIMX anukcabaH MO TMOBOAY JeYeHHs TpoMOo3a TIyOOKMX BEH W NPOPHIAKTHKU
pPEeLuINBOB TPOMOO30B ITyOOKHX BEH — MeHee 2,2.

Tadoauna 3. [Ipeanonaraempie paBHOBECHBIE KOHIEHTparuu (Hr/Mia) u aHTu-FXa akTuBHOCTB

(IU/mm)

Anti-Xa Anti-Xa
Anukcaban Anukcaban AXTHUBHOCTb AKTUBHOCTB
Crnax Chrin anrckcabaHa anuckcabaHa
Max Min

Menuana [Sth, 95th ITepcenTris|
IIpogunakmuka eno3HOU MpoMOOIMOOIUU Y NAYUEHMOE NOCTIe NIAHOB020
9HOONPOMEIUPOBAHUS MA300E0PEHHO20 UNU KOEHHO20 CYCMAasd

2,5 mr 2 paza B

fleHb 77 [41, 146] 51 [23, 109] 1.3[0.67,2.4] | 0.84[0.37,1.8]

IIpopunaxmuxa uncyrbmos u cucmemHolU mpomoOoIMOOIUU Y nAyueHmos ¢ guopuiiayuer
npeocepouti

2,5 mr 2 pasa B 123 [69, 221] 79 [34, 162] 1.8 [1.0, 3.3] 1.2 [0.51, 2.4]

neHnp*

5 mr 2 pa3za B

- 1711[91,321] | 103 [41, 230] 2.6[1.4,48] | 1.5[0.61,3.4]

Jleuenue mpomb6os2m601UU

i:Hfr 2pasar 67 [30, 153] 32 [11, 90] 1.1[0.47,2.4] | 051[0.17,1.4]

ieﬁiz pasa B 132 [59, 302] 63 [22, 177] 2.1[0.93, 4.8] 1.0 [0.35, 2.8]

10 mr 2 paza B

I 251[111,572] | 12041, 335] 40[1.8,91] | 1.9[0.65,5.3]

* — KoppekTupoBKa J103bl COTJIaCHO KpUTEpUsM CHUkKeHUsI 103kl B uccienoBanu ARISTOTLE.

Ha ¢one Tepanum anmkcabaHoMm He TpeOyeTcsi NMPOBENEHUS PYTMHHOIO MOHUTOPUHIA €ro
AHTHUKOATYJISIIUOHHOTO 3¢ (deKTa, 0OTHAKO BHIMOIHEHHE KaTHOPOBAaHHOI'O KOJMUYECTBEHHOT'O TECTa
aHTu-FXa akTUBHOCTH MOXXET OBbITh MOJIE3HBIM B CUTYaIUsAX, KOTAa MHPOpPMALUS O HATUYUU
anukcabaHa B KPOBH MOXET ObITh MOJI€3Ha AJIsl IPUHSATHSI PELIeHUs] O TPOJOJKeHUH Tepanuu. B
CpaBHeHMH ¢ BapdaprHOM Ha (OHE MpPUMEHEHHUs amuKcabaHa OTMedaeTcsi MEHbBIIEEe YHUCIIO
KpOBOTEUYEHMM, BKJIIOUasi BHYTPUUEPENTHOE KPOBOU3IINSHHUE.

5.2. apmMaKkoKHHeTHYeCKHe CBOHCTBA

AGcopbuus

AbcomoTHas OMOI0CTYNHOCTD anukcadbana gocturaer 50 % mnpu ero npumMeHeHuu B go3ax a0 10
MI. AnukcabaH OBICTPO BCACHIBACTCA U3 HKEITYAOYHO-KUIIEYHOTO TPakTa, Cmax JOCTUTACTCS B

TeucHue 3—4 9 mocie MNEpOopaIbHOTO MMprucMa. HpI/IeM UMY HE OKa3bIBACT BJIUSIHHA HA 3HAUYCHUA
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TuHEHHBIH Xapaktep. [lpu npueme anmkcabaHa B 103aX BbIIIE 25 MI' OTMEYAETCS] OTPaHUYCHHE
BCAChIBAaHMsI Iperapara, YTO COMPOBOXKAAETCS CHM)KEHHEM ero omonoctymnHoctu. [lokazatenu
MeTabonu3mMa  anukcabaHa  XapakTepU3yIOTCS  HU3KOW WM yMEPEeHHOW  MeX- U
BHYTPUUHAMBUAYAIBHON BapuabelbHOCTHIO (COOTBETCTBYIOIIME 3HadeHHs Koddduimenrta
Bapuanuu cocTaBistoT ~20 % u ~30 %, COOTBETCTBEHHO).

[Tocne nepopanbHOro preMa anukcadbana B 103e 10 Mr B Bujie 2 M3MEIbUYCHHBIX TAOJIETOK 110 5 MT,
pa3BeneHHbIX B 30 MJI BOJbI, SKCHO3MIMS IpernapaTa Oblla COMOCTaBHMMa C TaKOBOW IOCIE
NepopasbHOro mprueMa 2 1enbix TabieTok anukcadbana mo 5 mr. Ilocne nmepopanbHOro npuema
anukcabana B o3¢ 10 mr B Buze 2 M3MENbYCHHBIX Ta0neToK 1o 5 mr ¢ 30 1 s061049HOTrO Mope
3HaueHUs Cmax 1 AUC Obuti Ha 21 % 1 16 %, COOTBETCTBEHHO, HUXKE, Y€M ITOCIIE IpreMa 2 TeNTbIX
TabJIETOK 1O 5 M.

[Tocne BBeneHUs yepe3 Ha30racTpaibHbBIN 30H]] M3METILYEHHOM TabeTKy anukcabaHa B 103€ 5 MT,
pa3BeneHHo B 60 Mia 5 % pacTBOopa JIEKCTpO3bl (IJIFOKO3bI), 3KCHO3MLMS anukcadaHa ObLia
COIIOCTaBMMa C TaKOBOM, HAOIIOJABIICIHCS B APYTrUX KIMHHYECKUX UCCIEIOBAHUAX C Y4aCTHEM
3JI0POBBIX JTOOPOBOJIBIEB, MOMYYHBIIUX OJHOKPATHYIO 03y anmukcabaHa 5 M BHYTPb B BUIE
TaOJIeTKU.

Pacnpenenenne

Cs3p anukcabaHa ¢ OelkaMM IUIa3Mbl KPOBH U€JIOBEKa COCTaBisieT mpubiusurenbHo 87 %,
o0bem pacnpenenenus (Vss) — mpudau3uTenbHo 21 .

BI/IOTDaHCd)ODMaHI/IH H 3JIMMHUHAIINA

[TpubmuzutensHo 25% TPUHATON 03B BBIBOJUTCA B BHUAEC MeTa00iuTOB. OCHOBHOHM MyTh
BBIBEJICHUS — Yepe3 KUllleuyHuK. [loueunas sxckpenus anukcabana COCTaBISIET MTPUOIU3UTEITHHO
27 % oT ero o0IIero KIUpeHca.

OOmuii knupeHc amukcabaHa COCTaBiseT MPUOMM3UTENbHO 3,3 J1/4, Mepuoj MONyBBIBEICHUS
(T12) — okomo 12 4. O-geMeTHINPOBAHKE W THAPOKCUIMPOBAHUE IO 3-OKCOMUITEPHINHIIOBOMY
OCTaTKy SBJSIOTCS OCHOBHBIMH MyTSIMH OuoTpaHchopmanuu anukcabaHa. AmnukcabaH
MPEUMYIIECTBEHHO MeTabonu3upyercs ¢ ydactuem uzopepmenta CYP3A4/5, B meHsblen
crenenn — uzopepmerToB CYP1A2, 2C8, 2C9, 2C19 u 2J2. HensmeHeHHBbIH anukcabaH SBIsSETCS
OCHOBHBIM  BEIIECTBOM, IHMPKYJIUPYIOIIMM B TUIa3M€ KpPOBH  YEJIOBEKA, AaKTHBHBIC
MUPKYJIHPYIONTHE B KPOBOTOKE METa0ONHMTHl OTCYTCTBYIOT. Kpome Toro, amumkcabaH sIBISETCS
CyOCTpaToOM TPaHCIOPTHBIX OETKOB, P-rauKkonpoTenHa u 6enka pe3uCTEHTHOCTH paka MOJIOYHON
)kenesnl (BCRP).

IToueunast HeJOCTATOYHOCTE
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Hapymienne QyHKOMM IOYEK HE OKa3bIBacT sl Hta | ﬁ%@&ﬁ%ﬁﬂlﬁ@ . Eﬁéﬁ‘l"ﬁéhﬂ}o
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anukcabana. OJJHaKO OTMEYAIOCh MOBBIIIICHUE KOHIIEHTPAIMH alnKcabaHna, KOppearupoBaBILee CO
CTETICHBIO CHIDKEHHS (DYHKIIUH TTOYEK, OLIEHUBABIICHCS 110 3HAYCHUSAM KIMPEHCa KpeaTuHUHA. Y
JWI C HapylieHueM (YHKIMM TIOYEeK JIETKOH (KIMpPEHC KpeaTMHWHa — OT 51 Mu/MHH 110
80 mi/mMuH), cpenHeit (kmpeHc kpeatnHuHa — oT 30 Mur/MuH 10 50 MII/MUH) U TSDKEJION CTENeHU
(knupeHc kpeatuHuHa — OoT 15 mur/muH 10 29 Mn/mun), 3Hauenuss AUC anukcabaHa B miiazme
KpoBH Bo3pactanu Ha 16 %, 29 % u 44 %, COOTBETCTBEHHO, TI0 CPABHEHUIO C JIMIIAMH, IMEBIIIUMHU
HOpMaJIbHBbIC 3HAYCHHs KIMPEHCa KpeaTnHuHa. [Ipy 3TOM HapymieHHe (YHKIMU TOYEK HE
OKa3bIBaJI0 OUEBUIHOTO BIIMSHUS HAa B3aMMOCBSI3b MEXy KOHIICHTpAIMeH anrKcadaHa B Iia3me
KpOBH U €ro aHTu-FXa akTUBHOCTBIO.

HccnenoBanust anukcabaHa y MAIMEHTOB C KJIMPEHCOM KpeaTWHUHA MeHee 15 Mu/MuH Wiu
HAXOJIAIIMXCS HA JUATH3€ HE IPOBOIMIHCH.

IleyeHOUHAs HEIOCTATOYHOCTD

UccnenoBanus anukcadbana mpH TSHKETOM MEUEHOYHOM HEIOCTATOYHOCTH U aKTUBHOM MMaTOJIOTHH
renaToOMInapHON CHCTEMBI HE TTPOBOIMIINCH.

He Ob1110 BBISIBIEHO 3HAYMMBIX U3MEHEHUN apaMeTpoB GapMaKOKHMHETHKH U apMaKoIHHAMUKU
Opy OAHOKPATHOM IIpUeMe amukcabaHa B 03¢ S5 Mr y TMalHUEeHTOB C [EYCHOYHOU
HEJOCTAaTOYHOCThIO JIETKOM W CcpelHel CTeneHu BblpakeHHOCTH (kiaccel A um B 1o
knaccupukanuu Yaitna-I11pt0, COOTBETCTBEHHO) 10 CPAaBHEHUIO CO 3/10POBBIMH JOOPOBOJIBIIAMH.
N3menenus antu-FXa aktuBHocth 1 MHO y manueHTOB ¢ MEYEHOYHON HEIOCTATOYHOCTBIO
JIETKOW U CpeJIHeH CTeNeHH TSHKECTH M 3JI0POBBIX JOOPOBOJIBIIEB OBLTH COMTOCTABUMBI.

JInia moKuJioro Bo3pacra

VYV manuMeHToB MOXUJIOro Bo3pacta (crapuie 65 JjieT) oTMedanuch 00Jiee BBICOKHE 3HAYCHUS
KOHIIEHTpALMH IIpernapara B 1ja3Me KpoBH, 4eM y 00Jiee MOJIOIbIX MAIIUEHTOB: CpeHee 3HAYCHHE
AUC 6bu10 npuban3uTenbHo Ha 32 % BblIIe.

Hoxn

DKkcno3unus anrMkcadaHa y )KeHIUH Obuta Ha 18 % BbIlIe, YeM y MY>KUHUH.

Paca 1 aTHHYECKOE TPOUCXOXKICHUE

Pe3ynbraThl, mogy4deHHbIE B paMKax ucciefoBaHuil I ¢as3el, cBUIETENbCTBYIOT 00 OTCYTCTBUU
3HAYUMBIX pazNuuuil (papMaKOKMHETHKHU anukcabaHa MEXIy MPeICTaBUTEISIMU €BPOIIEOUIHOM,
MOHT'OJIONIHOM M HErpouAHON pac. Pe3ynbrarthl aHanmu3oB (apMakOKMHETHKH B Pa3IUYHBIX
HOMYJSAIUAX, BBIIOJHEHHBIX B paMKaxX MpOrpaMMbl KIMHMYECKHX HCCIEIOBaHMN amMukcabaHa,
BKJIIOYABIIMX TAllMEHTOB, IOJIYYaBIIMX anuKcabaH IMOcCie IUIAHOBOTO 3HAOMPOTE3UPOBAHUS
Ta300€APEHHOT0 UJIM KOJIEHHOTO CYCTaBa, B 11€JI0M COOTBETCTBYIOT pe3yJbTaTaM Hcciae10BaHui |

¢dazbl.
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Macca Tena (NMOCNEOOBATENEHOCTE 0003)

VY manueHnToB ¢ mMaccoil Tena Oonee 120 Kr KOHIEHTpanus anukcabaHa B IIa3Me KpOBU ObLIa
npub3uTeNnbHO Ha 30 % HIDKe, 4YeM y MAllMeHTOB ¢ Maccoil Tena oT 65 Kr 10 85 Kr; y NalueHToB
¢ Maccoii Tena Mmenee 50 Kr TaHHBIN TTOKa3aTesb ObUT MPUOIM3UTENbHO HA 30 % BHIIIE.
3asucumocms napamempos gapmaxkokuHemuku u GapmaxooOuHamMuxy

3aBUCHMOCTh MKy TapaMeTpamu (papMaKOKMHETUKU U PapMaKOJMHAMHUKY (B TOM YHCIIC aHTH-
FXa akruBnoctu, MHO, nporpomOunoBoro Bpemenu, AUTB) anukcabana 1 ero KOHIIEHTpaLUeH
B IJIa3M€ KPOBH ObljIa M3y4eHa JJIsl MIMPOKOro Auarna3ona a03 npenapara (ot 0,5 mr go 50 mr).
bbulo moka3zaHo, 4TO 3aBUCUMOCTb MEXKIY KOHIEHTpaluen amukcabaHa M akTUBHOCThIO FXa
HAWJIYYIIUM OOpa30M OMKCHIBACTCS C HCIIOJIB30BAHHEM JIMHCHHONW MOJENIN. 3aBHCUMOCTH
napaMeTpoB (papMakOKHMHETHKH H  (papMakOAWHAMHKH amnuKcabaHa, OICHUBABIIASCS Y
NAlMEHTOB, TMOJy4YaBIIMX amukcabaH B kiuHUYeckuX wuccnenoBanusx II u Il dassl,

COOTBETCTBOBaJIa TAKOBOM Y 340POBBIX ,Z[O6pOBOJIBI_ICB.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcnoMoOraTeibHBIX BelIECTB

S npo TabieTkn

Kpemuust 1MOKCH KOJITTOWAHBIN
Kpockapmenno3a Hatpust

JlakTO3BI MOHOTHAPAT

Marnus creapar

Harpus naypuncynsdar

[{enmrono3a Mukpokpuctanaeckas (tun 102)

[InenouHas 000Ji0YKa TaOJIETKHU

['nnponos3a (ruApOKCUIIPONMIILIEIUTION03a)

['unpomeno3a (rUIpOKCUITPOTHIMETHIILIEIIIION03a)
Tanpk

Turana TMoOKCHUT

Kpacutens xene3a okcuj KpacHbII

Kpacurens XuHOTMHOBBIN KEATHIN

6.2. HecoBMecTHMOCTDH

He npumennmo.

6.3. Cpok roaHocTH (CpoOK XpaHeHus )

2 rona.

[IpuroToBacHHAS CYCIESH3HU IIpenapara
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JlexapcTBeHHOE BEIIECTBO B U3MEIbYEHHBIX TadlieTKax ﬁgéﬁé&%ﬁ;ﬁm@%‘%ﬁéﬁgﬁcﬂ)x'ﬂéﬁ;{eT

CTaOUITBLHOCTB B BOJE, 5 % pacTBOpe AEKCTPO3bI (TIIOKO3bI), SOJOYHOM COKE H SOJIOYHOM IIOpe
110 4 yacos.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

IIpu Temnepatype He Bbitie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOI YNIAKOBKH

ITo 10 unu 14 TabneTok B KOHTYPHYIO SYEMKOBYIO YIIAKOBKY M3 IUIEHKH IOJMBUHUIXJIOPUAHON
wn [IBX/TIBAX u ¢honbru arroMHHHEBON NIEYaTHOW JTAKUPOBAHHOM.

ITo 28, 30, 56, 60, 90 numu 100 TabmeTox B OaHKY MOJUMEPHYIO JIJIs JIGKAPCTBEHHBIX CPEJICTB U3
MOJIMATHUIICHA WK TonudTUIIeHTepedTanara. Kppiika U3 moiusTUIeHa WK MOJUIIPOIUIICHA.

Ha 6aHKy HaKJIEUBAIOT YTHKETKY U3 OyMard Wik CaMOKJICSIIIYIOCS ITHKETKY.

ITo 1, 2, 3, 6,9, 10 KOHTYPHBIX STYCHKOBBIX YIaKOBOK 10 10 TabneTok wim 1o 2, 4 KOHTYPHBIX
SAYEHKOBBIX YIAKOBKHU MO 14 TabneTok, wiu no 1 6aHKe MOJIMMEPHOM AJIs1 JIEKapCTBEHHBIX CPE/ICTB
BMECTE C MHCTPYKLHUEH M0 MEAUIIMHCKOMY MPUMEHEHUIO (JMCTKOM-BKIA/IBIINIEM) TTOMEHIAIOT B
MavyKy U3 KapTOHA JJI MOTPEOUTENHCKOM Taphl.

6.6. Oco0ble Mepbl NPeIOCTOPONKHOCTH NPH YHUYTOKEHHH HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mNpenapara MWJIH OTXO0J0B, TMOJYYEHHbIX TOcJde NPHMEHEeHUs
JIEKApPCTBEHHOI0 Mpenapara, u Apyrue MaHUNyJsiii ¢ penapaTomM

OcoOble TpeOoBaHUsl OTCYTCTBYIOT.

7. AIEP’KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®enepanus

3A0 «KaHnoHpapma MpogaKIIH»

141100, MockoBckas 00u1., T.0. lIl&énkoBo, r. [lé€nkoBo, yu. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

OnekTponHas noyra: safety@canonpharma.ru

7.1 IlpeacraBuTe/ib JepKaTe/sl PerHCTPALMOHHOIO Y10CTOBEPEeHMs

[IpereH3un norpedUTENed HAOPABIATE 110 aIPeCy:

Poccuiickas @enepanus

3A0 «KaHoHdapma MpogaKIiH»

141100, MockoBckast 06011, r.0. lI{&nkoBo, T. [I[énkoBo, yu. 3apeunas, a. 105
Ten.: +7 (495) 797-99-54

DnexTponHas noyra: safety@canonpharma.ru
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9. IATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHSI PETMCTPALIMU,
INEPEPETUCTPALIUN)
JlaTa nepBoi perucTpanuu:

26 centsiops 2023.
10. JATA NEPECMOTPA TEKCTA
OOmas xapakTepUCTHKa JIEKApCTBEHHOro mpemapara Amnukcaban KanoH jgoctymHa Ha

uH(GOpMallMOHHOM TMopTaje EBpasuiickoro SKOHOMHYECKOTO COr03a B HWH(OPMAIMOHHO-

KOMMYHHUKAIMOHHOM ceTn «HTepHeT» http://eec.eaeunion.org/.
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