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1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPETTAPATA

AmnukcaHnra, 2,5 Mr, Ta0JIeTKH, MTOKPHITHIC TUICHOYHON 000JIOYKOH.

ArmnukcaHTa, 5 Mr, TabJIETKH, MMOKPHITHIC TIJICHOYHON 000JI0YKOM.

2. KAUYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTBytO1IEE BEIIECTBO: allMKCabaH

Anmkcadra, 2.5 Mr, Ta0JETKH, HOKPBITEHIE IIIIEHOYHONH 000JI0YKOI

Kaxknas TabieTka, mOKphITast INIEHOYHOU 000JIOUKOM, COACPKUT 2,5 MI anukcadaHa.

BcnomorarensHbIie BCIICCTBA, HAJIMYUC KOTOPBIX

npenapara: Jiakrosa (cm. pazuen 4.4).

HagO YYUTBIBATHL B COCTAaBC JICKAPCTBCHHOI'O

AnmkcaHTa, 5 mr, Ta6J'IeTKI/I, MNOKPLIThIC MIICHOYHOMN 000JI0YKOH

Kaxknast TabiaeTka, MOKphITas INICHOYHOM 000JIOUKOM, COACPKUT 5 MT' alMKcabaHa.

BcnomorarensHbIie BCIICCTBA, HAJIMYUC KOTOPBIX

npenapara: Jiakrosa (cm. pazaen 4.4).

HagO0 YYUTBIBATHL B COCTABC JICKAPCTBCHHOI'O

ITonubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JIJEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHIThIE MJICHOYHOW 000IOUKOM.

AnmkcaHTa, 2,5 Mmr, Ta6J'ICTKI/I, MOKPBITHIE TNIEHOYHOMN 000JI0YKOM

prr JIbIC NTBOSAKOBBIITYKIJIBIC Ta6J'IeTKI/I, ITOKPBITHIC IUICHOYHOM O6OHO‘{KOI>'I, KEJITOro OBCTA.

Anukcanra, 5 mr, Ta0JIE€TKHA, HOKPBITHIE IIJIEHOYHONW 000JI0YKOH

OBasbHbBIE IBOSKOBBITYKIIbIE TA0JIETKH, OKPBITHIE IJIEHOYHOW 000JI0YKOM, PO30BOTO IIBETA.

4. KIMHUYECKUE JAHHBIE

4.1. ITokazaHusl K NPUMEHEHHIO

[IpenapaT AnukcaHTa oKa3aH K IPUMEHEHHIO Y B3pOCIBIX B Bo3pacTte oT 18 JerT.

- HpO(I)I/IJ]aKTI/IKa BEHO3HOI TpOM603M6OHI/II/I Y HalMCHTOB IIOCJIC IJIAHOBOTO JHAOMPOTE3IUPOBAHUA

Ta306CIlpeHHOFO HJIM KOJICHHOI'O CyCTaBa.

— IlpodunakTuka UHCYJIbTa U CUCTEMHOW TPOMOOAIMOOINH y B3POCIBIX MAIMEHTOB C HEKJIalaHHOMN

bubpmIAIMel peacepInid, UMEIONINX OJIUH MIJIH HECKOJBKO (haKTOPOB pUCKa (TaKUX, KAK HHCYJIBT

HJIM TPAH3UTOPHAA HIICMUYCCKAass aTakKka B aHAMHE3C, BO3PacCT 75 ner u crapuie, aprepualibHad

TUIICPTCH3UA, caxapHLIﬁ ,Z[I/Ia6eT, CONMpOBOKAAOIIAACA CHMIITOMaMH XpPOHHUYCCKAd CCplAcUHasd

HEeI0CTaTOYHOCTh ((dyHKUMOHANBHBIN Kiacc Il m Bbime mo kiaccudpukanun Hero-HMopkckoii
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YMEPEHHO BBIPAKEHHBIM MUTPAIBHBIM CTEHO30M HMJIU HCKYCCTBEHHBIMH KJIAlTaHAMU CEepIIa.

— Jleuenune Tpombo3a riay6okux BeH (TI'B), tpomboambonuu serounoii aprepun (TDJIA), a Takxke
npodunaktuka penuauoB TI'B u TOJIA.

4.2. Pe:xuM 103MPOBAaHUSA U CIIOCO0 MPUMEHEHM I

PexxuM no3upoBaHus

1. Ilayuenmoi nocne niano08020 SHOONPOMEIUPOBAHUS MA300EOPEHHO20 UNU KOJIEHHO20 C)YCMasa

2,5 mr 2 pa3a B cyTkd (TepBbIid mipueM uyepe3 12—24 49 mocie onepaTUBHOIO BMemaTenbcTBa). [Ipu
NPUHATUM pEUIeHHs] O BPEMEHM Hayala Tepalmuud BpayaM CleAyeT MPUHATh BO BHHUMAaHUE
MOTEHIMAJIbHBIN TOJOXKHUTENbHBIA 3(p(PEKT OT paHHEH aHTUKOAryJISHTHON Tepamuy B MPOQHIAKTHKE
BEHO3HOH TpoMO03MOOJIMM HapaBHE C PUCKOM PA3BHTHUS IOCTONEPANMOHHOTO KPOBOTCUCHHS. Y
MAlMEeHTOB, TEPEHECHINX DJHJOMPOTE3UPOBAHUE Ta300€APEHHOr0 CycTaBa, pEeKOMEHIyemas
JUIMTENIBHOCTh T€paluu cOoCTaBigeT OT 32 10 38 nHel, KojaeHHoro cycrasa — oT 10 1o 14 nueit.

2. Ilayuenmul ¢ pubpuiiayueti npedcepoutl

ITo 5 mr aBa pa3a B cyTKU. Y ManueHToB ¢ GUOpHIUISIMEH Tpecep il 103y Mmpenapara CHUXKAIOT 10
2,5 Mr ABa pa3a B CyTKH IPH HAJIUYUU COYETAHMS JBYX WM OOJiee U3 CICAYIOUMX XapaKTePUCTUK —
Bo3pact 80 set u crapiie, Mmacca Tena 60 Kr U MeHee WM KOHIICHTpAIUs KpeaTHHUHA B IJ1a3Me KPOBH
> 1,5 mr/mn (133 mxmone/m). Tepanuto ciemyer mpoaoiiKaTh JUTHTEILHOE BPEMSL.

3. Jleuenue mpombo3a enyookux eH, mpomoosmobonuu recounou apmepuu (13J14)

[To 10 Mr nBa pa3a B CyTKHU B TeueHUe 7 IHEH, 3aTeM 5 MT 2 pa3a B CyTKH. [ [po10KUTETbHOCTD JICUeHUS
onpeNeseTcss UHANBUIYAIBHO C YY€TOM COOTHOIICHHS 0KUAAEMOU MOJIb3bl U PUCKAa BO3HUKHOBEHHMS
KJIMHUYECKH 3HAYMMBIX KPOBOTE€UEHUN. Pellienne o JUIMTeNbHOCTH Tepanuu JOJIKHO OCHOBBIBATHCS Ha
OIICHKE HAJIUYUsA M OOpaTUMOCTH (PAKTOPOB, MpeapacloiaraloluX K pPeHuJAUBUPOBAHUIO (T.€.
MIPEIIIECTBYIONIEE XUPYPTUUECKOE BMEIIATENLCTBO, TPaBMa, IEPUO UMMOOUITU3AIINY | T. [1.), @ TAKKe
npossrienuit TT'B u/umu TOJIA, cocTaBnss, Kak MUHUMYM, 3 MecsIa.

4. Ilpogpunakmuxa peyuoueos mpomoosa enyboKux eer, mpomooamoonuu necournou apmepuu (TIJIA)
ITo 2,5 Mr aBa pa3za B CyTKH IOCJE, KAK MUHUMYM, 6 MECAIEB JIeYeHUsI TpoMO03a TITyOOKHX BEH WITH
TOJIA anukcabaHoMm B 03¢ 5 Mr JBa pa3a B CYTKH WIH JIPYTUM aHTHKOAryJIsIHTOM, KaK YKa3aHO B
Tabnure 1.

Ta6auna 1. Koppekuus 103s! npu npodunaktuke peuuausos TI'B, TOJIA

Jo3upoBku MakcumaJjibHasi CyTOYHAas1 1032
Jleuenue mpombosa 2nyb6oxkux 10 mr nBa pasa B CyTKHU B 20 mr
een, TOJIA TE€YEHHE NIEPBBIX 7 THEH.
Janee 5 Mr 1Ba pasza B CyTKH. 10 mr
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Jlo3upoBKH U -MaknManbhds cyTodhas 103a

Ipopunaxmuxa peyuousosg | 2,5 Mr 11Ba pa3a B CyTKU 5 wr
mpomb6o3a enyboxux een, TOJIA
nocie 6 mecayeg  JleweHus
mpombo3za enyooKux 6eH uiu
TOJIA

OO0mIyro UIMTEIBHOCTh TEPAlMU CIEeAyeT MOJAOMpaTh WHIMBHIYAIbHO ITIOCIE TINATEIBHON OLCHKH
COOTHOLIEHUS MOJIb3bI OT IPUEMA Mpenapara u pucka pa3BUTUs KpoBOoTeUeHHUsI (CM. pazaen 4.4.).

QOco0ble rpynisel MalueHToB

Tlayuenmol nodxxcunozo 6o3pacma

Koppekuuu 10361 mpernapara y naideHToB MOKUIOr0 Bo3pacTa He TpeOyeTcs (MCKIIF0UEHUE COCTABIISIOT

MAIUEHTHI, YKa3aHHBIC B 11.2 — MPUMEHEHHE NTPH PHOPHILISIINY IPEACEePIAHiA).

Iayuenmoi ¢ Hapywenuem yHKYyuU nodex

J1J1g mManeHToB ¢ HapyIIeHHeM (PyHKIIMU MOYEK JIETKOM WM CpeHEH CTeNeHU TPUMEHHUMBI CIIETYIOIINe

pPEKOMEH1aluu:

— He TpeOyeTcs KOPPEeKIMH J03bl MPU TPUMEHEHUH amukcabaHa s NpodUIaKkTHKA Tpombo3a
rIyOOKMX BEH Yy MAalMeHTOB IIOCNe IUIAHOBOTO SHIOMPOTE3UPOBAHUS Ta300eIPEHHOTO WU
KOJICHHOTO CYCTaBa, JUIsl JICYCHHUS TPOMOO3a MIyOOKHX BeH, Juist JedeHus TOJIA u npoduiIakTHKU
penuauBoB TpomMO03a riayookux BeH, TOJIA (cm. pazaen 5.2);

— M[pU NPUMEHEHUHW alnuKkcabaHa y MalMeHTOB ¢ (GuOpmUIsAIued mpeacepauil U KOHIIEHTpaIue
KkpeaTuHuHa > 1,5 Mr/an (133 MxkMoub/1T) B 1a3Me KPOBU, B COYETAHUH C BO3pacToM > 80 JieT uimm
Maccoii Tena < 60 Kr TpeOyeTcsi CHUKEHHE 035l MpernapaTa, Kak onucano Boie. [Ipu oTcyTcTBUN
COOTBETCTBUS JIPYTUM KPUTEPHSIM ISl CHUKEHHUSA 10361 (BO3pacT, Macca Tella) KOPPEKIUU Teparuu
He Tpebyercs (cM. pazzaen 5.2).

VY manueHToB ¢ HapylieHHeM (YHKIMH MOYeK TSHKENOW cTeneHH (C KJIMpEeHcoM KpeaTuHuHa 15-29

MI/MUH) IPUMEHUMBI CIIEAYIONINE peKOMeHaauu (cM. pasaenst 4.4, 5.2):

— amukcalaH cleAyeT MPUMEHSATh C OCTOPOKHOCTBIO A MPO(MUIAKTUKU TPoMOO3a TIIyOOKHX BEH Y
MAIMEHTOB MOCIe MIAHOBOTO YHIOMPOTE3NPOBAHUS Ta300€PEHHOT0 U KOJIEHHOTO CycTaBa, Il
nedeHus: TpomOo3a rayOokux BeH, s JedeHuss TOJIA u mporIakTHKU penuaIuBOB TpoMOo3a
rryookux BeH, TOJIA;

— y MalueHToB ¢ GUOpUILIALIUEH IpecepIuil clieayeT MPUMEHSTH 103y annkcabaHa 2,5 MT JBa pasa B
CYTKH.

Her nanHbIX 0 mpuMeHeHNH anukcabaHa y MalMeHTOB ¢ KIMPEHCOM KpeaTHHUHA <15 MI/MUH, a Takxke

y MAIMEeHTOB, HAXOSIIUXCS Ha Tuanu3e. B CBA3M ¢ 3TUM NMpUMEHEHHE Mpenapara AMUKCAaHTa Y TaKUX

MaIMEeHTOB MPOTHBOIMOKa3aHo (cM. pasnen 4.4, 5.2).
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Ilayuenmol ¢ Hapywenuem Qyukyuu nevenu

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

[Ipenapat AnukcaHnTa NPOTUBOIIOKA3aH y MMAallMEHTOB C 3a00JIEBaHUSMHU I1€YEHH, COTTPOBOKAAIOIUMUCS
HapyUIEHUsIMM B CHCTEME CBEPTHIBAaHUS KPOBU M KIMHUYECKM 3HAUYMMBIM PHCKOM pa3BUTHUS
KpoBoTeueHHi (cM. pasnen 4.3). IIpumeHeHue mpemapara y MAaMEHTOB C TSHKEJIOW NMEYSCHOYHOM
HEJO0CTaTOYHOCThIO MPOTHUBOINOKa3aHo (cM. pazzen 4.3). Crienyer cobiogaTh OCTOPOXHOCTH MpHU
IpueMe npenapara AINMKCAHTa MMAallMEHTaMU C NEYEHOYHOH HEIOCTaTOYHOCTBIO JIETKOW U CpeaHen
creneHu TsokectH (knacca A wiu B mo knaccudukanum Yaiina-I1s10), mpu 3TOM KOPPEKIUU 0361 HE
Tpedyercs (cMm. pasnensl 4.4, 5.2). 3 KIMHUYECKUX UCCIIEIOBAHUNA OBLIM WCKIIFOYCHBI MAI[UCHTHI, Y
KOTOpBIX OTMEYalld MOBBIIICHHE AKTHUBHOCTH MEUYEHOYHBIX (EPMEHTOB allaHMHAMUHOTpaHChEpasbl
(AJIT)/acnapraramunoTrpancdepasbl (ACT) B 1Ba pasa Bbillle BEpXHEH I'PaHHUIIBI HOPMBI HJIM OOIIETO
OunmpyOuHa B moaTopa U OoJiee pa3 BBIINIE BEPXHEW I'paHHIBI HOPMBL. B CBSI3M ¢ 3TUM ciemyer ¢
OCTOPOKHOCTBIO MIPUMEHSTH alMKca0aH y MalMeHTOB 3Toi rpynnsl (cM. pasaensl 4.4, 5.2). Crnegyer
OLICHUTH (DYHKIUIO IEYCHHU JI0 Havaja Tepanuy npenaparomMm AmnUKcaHTa.

Macca mena

Koppekmuu 10361 B 3aBUCHIMOCTH OT MAacChl Tejla MalueHTa He TpeOyeTcs: (MCKII0YEHUE COCTABISIOT
ManUeHThl, yKa3aHHble B 1.2 mofpasnena «Pexum no3upoBaHus» — npuMeHeHue npu GuOpHLIsIum
npeacepanii).

Ilon

Koppekuuu no3sl npenapara B 3aBUCUMOCTH OT 110J1a MallMeHTa He TpedyeTcs.

Paca u smuuueckoe npoucxooicoenue

Koppekuuu 10361 npenapara B 3aBUCUMOCTH OT Pachl WJIM 3THUYECKOTO MMPOUCXOKICHUS NAllIEHTa HE
TpedyeTcsl.

Ilepexoo ¢ unu na mepanuio napeHmepanrbHbIMU AHMUKOASYISITHMAMU

IlepeBon ¢ mapeHTepaIbHBIX AHTUKOATYJISTHTOB Ha IIpenapaT AMKCaHTa U HA000POT MOKHO MPOBOJUTH
B MOMEHT CJIEIYIOIEro 3aljaHupPOBaHHOIO MPHEMa OTMEHSAEMOro Ipernapara (Ipu 3TOM odepeaHast
71032 OTMEHSEMOTO MpernapaTa He IPUHUMAETCS).

Ilepexoo c unu na eapghapun unu opyaue anmazorucmol sumamuna K

IlepeBon manueHTOB ¢ Tepanuu BaphapuHOM MM APYTUMH aHTaroHUcTaMu BuTamuHa K Ha Tepanuto
npenapaToM ANMKCaHTa CleIyeT IPOBOAWUTH NPU 3HAYEHWU MEKIYHAPOJHOIO HOPMAIM30BaHHOIO
otHomenus (MHO) y manumenta Hmxe 2,0. Ilpu mepeBoje manueHTOB € Tepamuu MpernapaTom
AnukcaHta Ha BaphapuH WM JpYrde aHTAaroHMCThl BUTaMuHa K clieqyer mpoAosmkarh Teparuio
npenaparoM AmNUKcaHTa B TedueHue 48 4 mociie mpueMa MepBoil J03bl BapdapuHa WM APYTHX
anTaronucroB ButamuHa K. UYepez 48 u cienyer mnpokontposupoBate MHO mnepen mnpuemom

cienyroei 103bl mpenapata Anukcanta. COBMECTHBIN npueM BapdaprHa (MU APYyroro aHTaroHUCTa
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noctmxenn MHO > 2,0 npuem npenapara ANMKcaHTa ClIeyeT IPEKPaTUTh.
Kapouosepcus
[ManmenTs! ¢ GuOpwLIAIMEed npeacepAuii, KOTOpbIM TpeOyeTcs NMpoBeleHHUE KapAHOBEPCHH, MOTYT
HayaTh WIHN NPOAOJKUTh IPUMEHEHUE TIpernapaTa AMNMKCAHTA.
[TanmenTam, HE NPOXOJUBIIMM JIEUEHUE AHTHKOAryJISHTaMH, IEpell MPOBEACHUEM KapIuOBEpCUU
HE00X0/IMMO HAa3HAYMTH, 110 KpaifHe# Mepe, 5 103 mpenapata ANMKCaHTa 110 5 MT /iBa pa3a B CyTKH (110
2,5 Mr nBa pa3a B CYTKHM JJI MAllMEHTOB, KOTOPHIM TpeOyeTcs YMEHbIIEHUE J03bl (CM. IyHKT 2
nozpasaena «PexxuM 103upoBaHuUs») A JOCTHIKEHHS aleKBaTHON aHTUKoarysuuu. B ciydae eciu
MPOBE/ICHUE KapIMOBEpCHH TpeOyeTcs M0 Ha3HAa4YeHHs S5 103 mpemnapata ANHMKCaHTa, HEOOXOIUMO
MPUHATh Harpy30u4Hyto 103y B 10 mMr c mocienyromuM OpueMoMm 5 Mr jaBa pas3a B cyTku. Cienyer
YMEHBLIUTh HATPY30UHYIO /103y 10 5 MI € MOCIEAYIOIIHUM IpUeMOM 2,5 Mr J1Ba pa3a B CYTKH, €CIHU
MAlUEeHT MOIXOMUT TMOJ KaTeropuio s CHIDKEHHUS J03bl (CM. MyHKT 2 mnoapasnena «Pexum
n03upoBaHus» ). HeoOxomMo mpuHSITH HArpy304HYIO 103y, IO KpaiHel Mepe, 3a 2 Jaca J10 IPOBEICHHS
kapauosepcuu. llepen mpoBeneHuMEM KapIUOBEPCHUM HEOOXOIUMO IOJIYYUTh IOATBEPKIECHUE O
HaJulexalleM npueme mpenapara Anukcanta. [lpy npuHATHUM pelleHHss O Ha3HAYeHUH U
MPOJOJKUTENIFHOCTA JIEYCHHUs] HEOOXOJUMO OINUPAThCsl HA YCTAaHOBICHHBIE PEKOMEHAALUU TI0
MPUMEHEHHIO aHTHKOATYJISIHTOB Y TIAIMEHTOB, KOTOPBIM TPeOyeTCs MPOBEACHUE KapIHOBEPCHH.
Cunopom ommeHwl
IIpu BpeMeHHOM HepephiBE B JICUEHUHU IMpenapaToM (CiydyailHOM WM NpeHaMEepeHHOM) BO3pacTaeT
puck Tpom6o3a. [lanueHTbl MOJDKHBI OBITH NPOMHCTPYKTHPOBAHBI O HEOOXOAMMOCTH H30erarb
MEpEepHIBOB B JIEUEHUH INpenapaToM. [Ipyn BpeMEHHOM NpeKpalleHUH aHTUKOATryJISIHTHOM Tepanuu 1o
J00BIM TPUYMHAM OHA JIOJKHA OBITH BO30OHOBJIEHA KaK MOYKHO CKOpEe.

eTH
be3zonacHocTs u 3¢pexTuBHOCTL NpenapaTa ANUKcaHTa y JieTei B Bo3pacte oT 0 1o 18 et Ha JaHHBINH
MOMEHT HE YCTAHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Crooco0 nmpuMeHeH st

[Ipenapar Anukcanta NpMHUMAIOT BHYTPb HE3aBUCHUMO OT MpUeMa NMuIlK. B ciydae npomnycka npuema
npenapar cleyeT NPUHATh KaKk MOXHO CKOpee, a B JalbHEHIIEM NPOAOJIKUTh TPUEM 2 pa3a B CYyTKH B
COOTBETCTBHUH C UCXOIHOM CXEMOHM.

JI71st manyeHToB, KOTOPBIE HE MOTYT MPOTJIOTUThH TA0NIETKY IETMKOM, Ta0lIeTKy Mpenapara AMMKCaHTa
MOKHO M3MENBUUTH M Pa3BECTH B BOJIE MK 5% BOJHON JEKCTPO3€ WU SOJIOYHOM COKE MIIH CMEIIaTh ¢
sI0JIOYHBIM MIOpE U HE3aMEIUTENFHO MPUHATH BHYTPh (CM. pazaen 5.2). B kauecTBe anbTepHATHBBI

TaOJEeTKy mpenapara ANUKCaHTa MOXHO M3MEIbYUTh U pa3BecTd B 60 mur Boabl wiu 5% BOHOU
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(cm. pazzen 5.2).

4.3. [IporuBonoOKa3aHus

— I'unepuyBCTBUTENBHOCT K amukcabaHy WM K J0OOMy M3 BCIIOMOTaTENIbHBIX BELIECTB,
MEepPEUYNCIICHHBIX B pazjene 6.1.

— AKTUBHOE KJIMHUYECKH 3HaYMMOE KPOBOTEUEHHE.

— 3aboseBaHUs IEYEHH, COIPOBOKIAIOIIUECS HApyIIEHUSIMH B CHCTEME CBEPTHIBAHMS KpPOBH U
KJIMHUYECKHU 3HAYUMbIM PUCKOM Pa3BUTHUS KPOBOTEUEHUH.

— 3a0osneBaHUs WU COCTOSIHUSA, XapaKTEPU3YIOIIMECS 3HAYMMBIM PHUCKOM pa3BUTHUS OOJIBILIOTO
KPOBOTEUEHHMSI: CYIIECTBYIOIEE B HACTOsAIIEE BpEMs WIN HeAaBHee 000CTpeHUe A3BEHHOM OoJie3Hn
eIy JOUYHO-KUIIEYHOI'0 TPaKTa; HAJM4YKe 3JI0KAYeCTBEHHOTO HOBOOOPA30BaHUS C BBICOKMM PHUCKOM
KpOBOTEUEHMSI; HEJaBHEE MOBPEXKIACHUE MOJOBHOTO MM CIMHHOI'O MO3ra; HEJJABHO IEPEHECEHHOE
OIlepaTUBHOE BMEIIATEILCTBO HA T'OJIOBHOM WJIM CIMHHOM MO3T€, a TaKXe Ha OpraHe 3peHMs;
HE/IaBHO TII€PEHECEHHbI TIeMOpparMyeckhii HHCYJIbT, YCTAaHOBJIEHHOE WM [0JI03pEeBaeMoe
BapUKO3HOE PACLUIMPEHHME BEH MMIIEBOJA; apTEpUOBEHO3HAs Maib(opMaliys; aHeBpU3Ma COCYA0B
WIN BBIPQ)KEHHBIE BHYTPU-CIIMHAIbHbIE WM BHYTPUMO3IOBbIE H3MEHEHHSI COCYI0B.

— Hapymenne ¢pyHKINU MOYEK ¢ KIMPEHCOM KpeaTHHHHA MeHee 15 MiI/MHH, a TakKe IPUMEHEHUE y
MAlUMEHTOB, HAXOASIIMXCS Ha JTUAIIN3E.

— bepemennocts (cMm. paznen 4.6).

— Tlepuon rpynnoro BckapmimBanus (cM. pazaen 4.6).

— OpHOBpeMEHHOE NPUMEHEHHE C JTIOOBIMM JIPYTMMHU aHTHKOArYJSIHTHBIMHU IperapaTtaMH, BKIIOYas
HedpakuroHupoBanHblil renapud (HOI'), Huskomonekynspusie renapunsl (HMI') (sHOKCamapuH,
JaJITeNapyH U JIp. ), IpOU3BOHbIE renaprHa ((hoHIanapuHyKC U JIp.), IEpOpajibHbIe aHTUKOATYJITHTHI
(Bapdapun, puBapokcabaH, gaburatpaH W JIp.), 32 UCKIIOYECHUEM T€X CHUTYyalldd, KOT/a TMalUueHT
NEPEBOJIUTCS Ha Tepamuio WIM C Tepanuu anukcabaHoM, WINM Korjaa He(ppaKIMOHHUPOBAHHBIN
rernapyH Ha3Ha4yaeTcsl B J03aX, HEOOXOAMMBIX Ui MOJAEP)KaHUS MPOXOJUMOCTH LIEHTPAJIbHOIO
BEHO3HOTO UJIM apTepuaIbHOIro KaTeTepa Win Korja HepaKIMOHUPOBAaHHBIN renapyH IPUMEHSIETCS
MpU KaTteTepHou abmanuu Gudpuuisammn npeacepanii (cM. pasaenst 4.4, 4.5).

4.4. OcoOble yka3aHHMsl M1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

He pexkomeHnnmyercs mNpuUMEHEHHE IpenapaTa Npu 3a00JeBaHUAX MEUEHH, COMPOBOMKAAIOLIMXCS
HapylLICHUSIMU B CHCTEME CBEPTBIBAHMS KPOBHM M KIMHMYECKM 3HAYMMBIM PHUCKOM DPa3BUTHS
KPOBOTEYECHUI.

Heo6xonuMo mpekpaTuTh MpUMEHEHHE Mpenapara MpU IMOSBICHUHM TSDKENOro KpoBoTeueHus. [lpu

BO3HUKHOBCHHUH OCJIOKHCHUS B BUJAC KPOBOTCUCHUA TCpAIllH NMMPETIapaTOM JOJIKHA OBITh OCTAaHOBIJICHA,
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TaKk)xe He0OXOAMMO YCTaHOBUTH UCTOUYHUK KPOBOTEUEHMSL. Cﬂ%%&%ﬁﬁ&%&%-g:b&ﬁdwn

KPOBOTEUEHHsSI MOTYT OBITh ~ pPAaCCMOTPEHBI  XHUPYPrHUECKMH remMocTa3 Wid  TpaHchys3us
CBE)KE3aMOPOXKEHHOM IUIa3Mbl, TIPU IKU3HEYTPOXKAIOIIUX COCTOSHUSAX, KOTOpBIE HEBO3MOXKHO
KOHTPOJIMPOBATh C MOMOUIbIO BBIIIEHEPEYUCICHHBIX METOIO0B, MOKHO PAacCMOTPETh BO3MOXHOCTH
BBEJCHHUS KOHIleHTpaTa mpoTrpomOuHoBoro komruiekca (KIIK) wumm pexomOumHaHTHOTO (hakTOpa
cBepthiBanusi kpoBu VIla. Y 310poBBIX J00pOBONBLEB OOPAaTUMOCTh (PapMaKOJMHAMUYECKUX
a¢dekToB anmukcabaHa Mo pe3yJbTaTaM TecTa T'eHepalud TPOMOWHA HAOMIoAaNach mocie WHQy3uu
KIIK, conepxarero 4 ¢pakropa cBepThiBaHH KpoBH. O1HAKO, ONBIT KIuHUYecKoTro npuMmeHeHust KIIK,
conepkamiero 4 Qaxkropa CBEpTHIBaHHS KPOBHU, C IEJNbI0 OCTAHOBKH KPOBOTEUEHHUS Yy MAI[MEHTOB,
MOJyYaroIIuX amnukcabdaH, OTcCyTcTByeT. OmblTa MpuUMeHeHus: pexkoMOuHaHTHOTrO (akropa Vlla y
MAIMEHTOB, NOTYYaIOIINX TEPAINIO alTMKCAa0aHOM, Ha TAaHHBII MOMEHT HeT.

Crnenyet cobm0aTh OCTOPOKHOCTD IIPU OJTHOBPEMEHHOM MIPUMEHEHHUHU anukcadaHa ¢ HeCTePOUTHBIMU
npotuBoBocanuTenbHbME Mipenapatamu (HIIBIT) (B Tom ymclie ¢ aneTuicaauiuioBoOil KHCIOTOMN) B
CBSI3U C T€M, YTO JIaHHBIE TpENapaThl YBEIMYMBAIOT PHCK Pa3BUTHS KPOBOTEUCHUIA.

OnHOBpeMEHHOE TNpUMEHEHHe anukcabana u aneTmiacanuimioBoi KUcHoTel (ACK) y mHOXHIBIX
MAUEHTOB TPeOyeT OCTOPOKHOCTU B BUY MOTEHIIUATIBHO 00JIee BHICOKOTO PUCKA KPOBOTECUECHHUS.

VY nanueHToB ¢ GuUOpUILIALKEH TIpelcepaAuid U COCTOSHUSIMH, TPEOYIOIMMHI TPUMEHEHUS MOHO HIIU
JIBOWHOI aHTHArpEeTaHTHOM Teparuu, HE0OXOIMMO IMPOBECTH TIIATEIFHYIO OLEHKY PHUCKA U MOJIB3bI IIPU
Ha3HAYeHHUH anukcabaHa.

Oco0ble yKa3zaHusg

Puck kposomeuenuti

Kak u B cioyuyae Ipyrux aHTUKOAryJsiHTOB, MAllMEHTOB, MOJyYarolIMX anukcadaH, HE0OX0IuMO
TIIATCIIBHO Ha6JHOI[aTI: Ha NMpeaAMCET IMPU3HAKOB KPOBOTCUCHUS. HpI/I COCTOAHUAX C BBICOKUM PHCKOM
pa3BUTHA KPOBOTEUCHH IMpemapaT pPEeKOMEHAYETCS MPUMEHSATh C OCTOPOKHOCThIO. [IpumeHeHHe
anukcabaHa cienyeT MPEeKPaTUTh MPH PA3BUTUHU TSHKEIOT0 KpoBOTeueHus (cM. pazaens 4.8, 4.9).

Xotsa TCpaIunia annkcabaHoM He Tpe6yeT IMOCTOAHHOI'0O MOHMTOPHHI'A €TI0 KOHLCHTPAIlMK B KPOBH,
WHOT/Ia MOXET OBITh IeJIecO00pa3HbIM TPOBEACHHE KaTHMOPOBAHHOTO KOJHMYECTBEHHOTO aHAIM3a
aHTH-Xa-(aKTOPHON aKTUBHOCTH B T€X HMCKIIOUUTENBHBIX CIIydasx, KOTJa JaHHBIE O BO3JCHUCTBUU
anmkcabaHa MOTYT CIOCOOCTBOBAThH MPUHATHIO KIMHUYECKUX PEIICHHA, HAPUMED TMPHU MEPEI03UPOBKE
1 DKCTPEHHOM OIEPaTHBHOM BMENIATENbCTBE (CM. pa3ien 5.2).

B3zaumooeticmsue ¢ Opyeumu 1eKapcmeeHHbIMU NPenapamamil, SIUSIOWUMY HA 2eMOCA3

B cBsI31 ¢ BBICOKUM PHUCKOM BO3HHKHOBEHHsSI KPOBOTEUECHHSI OJTHOBPEMEHHOE NMPUMEHEHHE C TIOOBIMU
JIPYTMMH aHTUKOATyJISTHTaMU TTPOTUBOMOKa3aHo (cM. pazzaen 4.9).

O)IHOBpeMeHHoe IIPUMCHCHUC annkcabaHa ¢ AHTHArperanTaMu IIOBBIIIACT PUCK KPOBOTCUCHUA

(cm. paznen 4.5).



COOTBETCTBYET 3K(
5 N2 13795

ot 30.05 .

HeoO6xomumo coOmrogaTh  OCTOPOKHOCTH TIPH O HOBpeﬁ%:éﬂE%%éL%W ':%{:;Iﬁﬁd%g&é c

“MEPTHOMY OTYETY

CEeNIEKTUBHBIMU MHIMOUTOpPaMHU OOpAaTHOTO 3aXBaTa CEPOTOHMHA U MHTHOMTOpPaMU OOpaTHOTO 3axBaTa
CEepOTOHMHA W HOp3NMMHEPpUHA (HOpaApeHaTuHa) WM HECTEPOUIHBIMH MPOTUBOBOCHAIUTEILHBIMU
npenaparamu (HIIBIT), Bxirovas anermicanunuioByro kuciaoty (ACK).

[Tocne Xxupypruueckoro BMEIaTeIbcTBa HE PEKOMEHIYETCsl IPUMEHSATh OJJHOBPEMEHHO C IIpernapaToM
anukcabaHa Jpyrue MHrHOUTOPHI arperanuyd TpoMOouuToB (cM. pasnen 4.5).

B kIMHHYECKOM MCCIIEJOBaHUH Y MAIIMEHTOB ¢ (pUOpHMIIIAIMEN Mpencepauii ¢ OCTPHIM KOPOHAPHBIM
cuagpomMoM (OKC) w/unm mepeHecHmx 4YpecKoKHOe KopoHapHoe BMmemareabcTBo (UKB) ¢
3aIlUIAaHMPOBAHHBIM TIepuoaoM JiedeHus: nHruoutTopom P2Y12 ¢ ACK unm 6e3 Hee, ObUIO HM3y4eHO
PUMEHEHHE NEPOPAIbHBIX aHTUKOAryJsTHTOB (annkcabana win aHntaronucra Butamuna K — ABK) B
Te4eHHue 6 MecsI1EeB.

Puck 601b1mIKX KPOBOTEUCHUH 110 KPUTEPUAM MexXAyHapOJHOTO O0IIeCcTBa 0 TPOMOO3Yy U reMOCTasy
(International Society on Thrombosis and Haemostasis — ISTH) wunum kIMHHYECKH 3HAYUMBIX
Hebonpmmx kpoBoreuennii (K3HB) Obu1 cTaTrcTHYECKH 3HAYMMO HIDKE NPH MPUMEHEHUH aruKkcadbaHa
(24,7% B ron) no cpasuenuto ¢ npumenenneM ABK (35,8% B rox). ConytcTBytomee npumenenue ACK
MOBBIIIAIO PUCK pa3BUTHsI 00IbIIUX KpoBoTeueHHi mo kputepusMm ISTH unu K3HB xpoBoTeuenutii ¢
21,0% B rox o 40,5% B ron npu goOaBieHur aHTHKoaryisHra (anukcabana unu ABK) k tepanuu
uaruouropom P2Y 12. B wactHocTH, no6asnenne ACK noBsimano puck pa3sutus oonbmmx wim K3HB
KPOBOTEUYCHHH y MalUeHTOB, moiydaBmux anukcadan u ABK, coorserctBenno ¢ 16,4% n0 33,1% B rox
uc 26,1% B rox no 48,4% B rox.

OTmeuanoch CTaTUCTUYECKH 3HAUMMOE MOBBIIIEHNE PUCKAa KPOBOTEUCHUN TIPU MPUMEHEHUU TPOMHOMN
Tepanuu anukcabanoM, ACK 1 KJIONUI0TpenoM B KIMHUYECKOM UCCIIEJOBAHUH Y AIIUEHTOB C OCTPHIM
KOpPOHapHBIM CHUHApPOMOM 0e3 (QUOpWIUIALMK TpencepaAuid ¢ BBICOKUM pPHCKOM Tpombo3a u
HECKOJIbKUMH COMYTCTBYIOIIMMH CEpJCYHBIMH U HecepACUHbIMH 3a0oleBaHusIMU. B apyrom
KJIMHUYECKOM HCCIIEIOBAaHUM C y4acTHEM MalMeHTOB ¢ GuOpmusnueil npencepauii oAHOBpeMeHHOe
npumenenne ACK npuBOAmiIo K MOBBIIICHUIO PUCKA Pa3BUTHs OONBIIMX KPOBOTEUEHHH M Ha (oHE
npuema anvkcabaHa u Ha ¢poHe npuema BapdaprHa. B 3ToM KIMHMYECKOM HCCIE€0BAHUN COUYETaHHAs
Tepanus IByMs aHTUArperaHTaMy MPUMEHSIIACh PEIIKO.

IIpumenenue mpomborumu4ecKux cpeocms Os eueHus 0CMpo20 UUEMUYECKO20 UHCYIbma

OnpIT IpUMEHEHHUsI TPOMOOIMTUYECKUX CPEACTB JUIsl JICYEHUS OCTPOro HUIIEMHYECKOr0 MHCYJbTa Y
MalUMEeHTOB, MOJyYalolUX anKcadaH, BeCbMa OrpaHUYEH.

Tayuenmsi ¢ uckyccmeeHHbIMU KIANAHAMU CepoYa

besonacHocTh U 3(pekTHBHOCTH Mpemnapara y MalUeHTOB ¢ MCKYCCTBEHHBIMH KIIallaHAMH CepJIa ¢
bubpmanmei npeacepauii U 6e3 Hee He WM3ydanach. l[IpuMmeHeHue amukcabaHa sl TOW TPYIIIBI

MAaIMCHTOB HE PCKOMCHAYCTCH.
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Xupypeuueckue u uHeasugHvie npoyeodypul

[Tpumenenue anukcabaHa cieayeT MPEeKPaTUTh HE MEHee YeM 3a 48 4acoB /10 MIIaHOBOW ONepanuu uiu
WHBA3WBHOW TPOLEAYPHl CO CPEAHMM WJIHM BBICOKUM pPHCKOM KpoBoTeueHHs. Croga OTHOCSATCS
BMEIIIATEJIbCTBA, IIPU KOTOPBIX BEPOSITHOCTh KIIMHUYECKH 3HAUUMOI'0 KPOBOTEUEHHS HE UCKITFOUEHa WIIH
JU11 KOTOPBIX PUCK KPOBOTEUCHUSI HEIIPUEMIIEM.

[Tpumenenue anukcabana cieayeT IPEeKpaTuTh HE MEHee YeM 3a 24 Jaca 10 IIAaHOBOM ONepauy Hiu
WHBA3WBHOW MPOIENyphl ¢ HU3KHUM PUCKOM KpoBoTeueHHs. Crofia OTHOCATCS BMEIIATENIbCTBA, MPH
KOTOPBIX OXKHUJAETCS MHUHHMMAJIbHOE, HEKPUTUYECKOE 10 JIOKAIM3ALUU WIN JIETKO KOHTPOJIUPYyEMOe
KpPOBOTEUECHHE.

Ecnu omepanuio WiIM WHBa3WBHYIO TNPOLEAYPY HENb3s OTKIAAbIBATh, MX HYXHO IPOBOJAUTH C
Ha/IJIeKAIIeH OCTOPOKHOCTBIO, YUUTHIBAS MOBBIIICHHBINA PUCK KpoBOTeUeHHS. CIielyeT COOTHECTH PUCK
KpPOBOTEUEHHMs] U HEOOXOAMMOCTb 3KCTPEHHOIro BMemllarenbcTBa. [Ipu HeknamaHHOW (GuOpHILIALUN
npeacepani 00bIYHO He TpeOyeTcsl NPUMEHEHHE «Tepanuu MOCTay B TeueHUH 24—48 4 nociie OTMEHBI
anukcabaHa nepes; XUpypruyecKUMHA BMEIIATEIbCTBAMH.

[locne WHBa3MBHOHM MpOLEAYpHl WM XUPYPrHYECKOro BMEIIATENIBCTBA NPUMEHEHHE anukcadbaHa
cllelyeT BO30OHOBUThH KaK MOXKHO CKOpEe MPH YCIOBUH, YTO 3TO JOIYCKAeT KIMHUYECKask CUTYyalus U
YCTAHOBMJICSI JOCTATOYHBIN reMocTas (MHpOpMaLus 0 KapAMOBEpCUH IIpUBEIeHA B pazaene 4.2).

VY manuenToB ¢ GUOpHILUIALKEH Mpenceparii HeT He0OXOIMMOCTH MPEKPaIIaTh TEPANUI0 penapaToMm
anukcabaHa repe;j| KaTeTepHou adaruei.

Bpemennoe npexpawenue mepanuu

[IpekpaiieHne NPUMEHEHUS AaHTUKOAryJsHTOB, BKJIKOYas amnukcabaH, MO MpPUYMHE AKTUBHOIO
KpPOBOTEUEHHSI, IJIAHOBOW OTIepaIliy WM MHBAa3MBHOM MPOLEAYPHl YBEITMUMBACT JUIsl TAMEHTA PUCK
Tpombo3a. IlepepbIiBOB B JieueHUU cleayeT u30erarb, M, €CJIM MO KaKOW-TMOO MpuunHE Tpedyercs
BPEMEHHOE IIPEKpallleHue AaHTUKOAaryJsHTHOM Tepamuu [pernaparoM anukcabaHa, ee cleayer
BO300HOBHTH KaK MOKHO CKOpEe.

Jleuenue mpombosza enyborux een u TIAJIA

He pexomenmyeTcst 3aMeHATh TEpanuio HeQpaKIMOHUPOBAHHBIM T'eIIAPHHOM Ha annKcadaH B TIEPUOT
VMHUIMALUH Tepanuu naueHToB ¢ TOJIA ¢ HecTabmIbHOM reMOMHAMUKOM, BOZMOKHBIM ITPOBEICHUEM
TpoMOoJIM3Kca UM TPOMOIKTOMMHU JIETOYHOH apTepuH, Tak Kak 0e30macHOCTh M 3((EeKTUBHOCTH
anukcabaHa B JAHHBIX KIMHUYECKAX CUTYAIUSIX HE yCTaHOBIICHBI.

Tayuenmvi ¢ onkonocuweckuMu 3a601€6aHUAMU

D¢ dexTuBHOCTH U Oe30mMacHOCTh anukcabana npu Jeuenuu TI'B, neuenus TOJIA u npodunakTrke
pemuauBupytrommx TI'B wum TOJIA (nBTD) y nanueHToB ¢ akTUBHO MPOTPECCHPYIOIIUM

3JIOKQYCCTBCHHBIM HOBOO6pa30BaHI/IeM HC YCTaHOBJICHBI.
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Hauuenmbz C NOYeYHOoU HedoCMamo4HoOCbIO

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

OrpaHu4eHHbIE KIMHUYECKHE JIaHHBIE IOKAa3bIBAlOT, YTO y MALMEHTOB C TSDKEJIbIM HapylIEHHEM
¢GbyHKIMHU 1oYeK (KIUpeHC KpeaTuHUHA 15-29 MiI/MUH) yBETMYMBAIOTCS KOHIICHTPALMH anuKkcadaHa B
IjiasMe, 4YTO MOJKET TOBBIMIATh pUCK KpoBoTeueHus. Jua nedenuss TI'B, nedenus TOIJIA wu
npodunaktuku pernuauBupyronmx TI'B u TOJIA (nBTD) anumkcabaH y NalUEHTOB C TSHKEIBIM
HapymeHneM (yHKIMU TOoYeK (KIupeHc KpeatnHuHa 15-29 mi/mun) (cM. paszaenst 4.2, 5.2) ciaenyer
IIPUMEHSTH C OCTOPOKHOCTBIO.

Jlia npoduIakTUKU WHCYJIbTa U CUCTEMHOM SMOOJIMH y MAIlMeHTOB ¢ HEKJIamaHHON (Gulpuiuisiuen
npencepauit (HOII), manveHToB ¢ TSKENbIM HapylleHHeM (QYHKIMH Mo4YeK (KJIMPEeHC KpeaTWHHHA
15-29 mi/MUH) U TIAIIUEHTOB C YPOBHEM CBIBOPOTOUYHOTO KpeatuHuHa > 1,5 mr/mn (133 Mkmoiw/in) B
codeTaHuu ¢ Bo3pactoM > 80 set miu Maccoi Tena < 60 Kr 103a anukcabaHa 10JKHA ObITh CHIDKEHA 10
2,5 mr 1Ba pasa B cyTKH (cM. pazzaen 4.2).

B cBs3u ¢ oTCcyTCTBHEM OMbITa KIMHUYECKOTO MPUMEHEHHS anukcabaHa y MAIlMEeHTOB C KIMPEHCOM
KpeatnHuHa <15 MI/MHH WIH HAXOJSAIIMXCS HA AUAIH3E MPHEM anukcabaHa B 9TOW TPyIIIe MalieHTOB
He pekoMeHayeTcs (cM. pa3zaensl 4.2, 5.2).

Toocunvie nayuenmuol

C BO3pacToM pHCK KPOBOTEUEHHSI MOKET MOBBIIIATHCS (CM. pazaen 5.2).

Taxxe omgHOBpeMeHHOe mpuMeHeHue anukcabana w ACK y mMmOXWIBIX ManueHToB Tpedyer
OCTOPOKHOCTH BBUJY TOTEHIIMATIBHO 00JIE€€ BHICOKOTO PUCKA KPOBOTECUEHHMS.

Macca mena

ITpu manoii Macce Tena (<60 Kr) prucKk KpOBOTE€UEHHUS MOXKET MOBBIIAThCA (CM. pazaen 5.2).
llayuenmul ¢ neuenouHou HeOOCMAaAMOYHOCMbIO

ArnukcabaH MpPOTHBOIIOKA3aH MalMe€HTaM ¢ 3a00JIeBaHWEM IE€YEHHU, CBA3AHHBIM C Koaryjomatueud u
KIIMHUYECKHU 3HAYMMBIM PUCKOM Pa3BUTHUS KpOBOTeUeHHUS (cM. pazzen 4.9).

[IpemapaT He pekOMeHAyeTcCs MPUHUMATh MallMeHTaM C TsDKEIbIM HapylleHHeM (QYHKIMH TEYeHU
(cm. pazmen 5.2).

[IpenapaT cienyer mpUMEHATH C OCTOPOXHOCTHIO y TAIlMEHTOB C HapylIeHHEeM (QYHKIUHM NE4YEeHU
JIETKOU ¥ cpeHel cTeneHu TshkecTu (ctaaus A unu B mo knaccudukaruu Yaiinaa - [Tsto) (cM. pa3aenst
4.2,5.2).

[TarmeHTH! ¢ MOBBIIEHHBIMH YPOBHAMHU NedeHOUHbIX (hepmeHToB AJIT/ACT> 2 x BepXHel rpaHUIIbI
Hopmbl (BI'H) wmm obOmero Ommupybmna > 1,5 x BI'H Oblmm HCKIIOYEHBI W3 KIMHUYECKUX
uccnenoBanuii. [losToMy B naHHON momyssiuuu anukcabaH cielyeT NPUMEHSTh ¢ OCTOPO’KHOCTBIO
(cm. pazzen 5.2).

[lepen HauamoMm mnpuMeHEHHs anukcabaHa HEOOXOJMMO IPOBEPUTh OMOXMMHYECKHE IOKa3aTeln

(GyHKIUY TIEeYEHU.
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Bszaumooeticmesue ¢ uneubumopamu yumoxpoma P450. u uﬂzudu%éz;}%—@ﬁ TENBHOCTE 0004)

He pexomenayeTcs mpruMeHeHHE anuKca0aHa y MalMeHTOB, MOIYYalOUINX OJHOBPEMEHHO CHCTEMHOE

JedeHre MOIIHbIMU uHruouropamu wu3opepmenta CYP3A4 u P-rimmkonporenHa, TakMMH Kak

AHTHMUKOTHUKH I'PYMIIbI a30J10B (HalpuMep, KETOKOHA30J1, HTPAKOHA30J1I, BOPUKOHA30J1 U II03aKOHA30J1)

W MHTHOUTOPHI MpOTeasbl BUpyca uMMyHo ehunuTa dyenoseka (BUY) (mampumep, putoHaBHp). DTH

Ipernaparsl MOTYT TOBBICUTH SKCIIO3MIIMIO anukcabaHa B JBa pas3a (cMm. paszen 4.5) uiu BbIE B

MPUCYTCTBUU JIOTIOJIHUTEIBHBIX (DAaKTOPOB, KOTOPHIE TaKKe yBEIMYMBAIOT 3KCIIO3UIMIO anuKcabaHa

(HanpuMep, TSHKEI0e HapyIIeHHe (PYHKITUU TTOYEK).

Bszaumooeticmesue ¢ unoykmopamu uzogpepmenma CYP3A4 u P-gp

OnHOBpeMEHHOE TpUMEHEHHE amukcabaHa ¢ MoOIIHBIMH HHAyKTOpamu uzopepmenta CYP3A4 u

uHaykropamu P-gp (Hanpumep, pudamnunuH, QEHHTOMH, KapOamaszenuH, QeHodapouTanr u

npernaparamu 3Bepo00si MPOJBIPSIBIEHHOI0) MOXKET TAK)KE MPUBOJIUTH K CHUKEHHUIO KOHIIEHTPALUU

anukcabaHa B IuiazMe KpoBH (mpumepHo Ha 50%). B KiIMHMYECKOM HMCCIEOBAaHUU C Yy4YacTHEM

MAIMEeHTOB ¢ GUOPMIIIAIMEH Tpecepanii OTMEYalu CHIDKEHHE () ()eKTUBHOCTH ¥ TIOBBIIICHHBIA PUCK

pa3BUTHsL KPOBOTEYEHUH MpPHU OJHOBPEMEHHOM IPUMEHEHMH amnukcabaHa M MOIIHBIX MHIYKTOPOB

nzopepmerta CYP3A4 u P-gp o cpaBHEHUIO ¢ IpUMEHEHHEM anmiKcabaHa B MOHOTEPAITUH.

Crenyromue peKOMEeH IAIH IPIMEHUMBI K ITALMEHTaM, TIOJTYYarOIUM CHCTEMHYIO TePAITUI0 MOIITHBIMHU

unruduropamu nzopepmenta CYP3A4 u P-gp (cm. pazzgen 4.5):

— C Lenbl0 MNpoQWIAKTUKM BEHO3HOM TpoMOOSMOOIMM y MAIMEHTOB IIOCJiE IUIAHOBOTO
SHJIONPOTE3UPOBAHUS Ta300€APEHHOr0 WM KOJIEHHOIO CycTaBa, MPO(UIAKTUKM HHCYJIbTa WU
CHUCTeMHOH TpoMOOSMOONINK TpU HEKJIAnaHHOM (QUOPHIIAIUKM TpelcepAuid, a Takke Ul
npodunaktuku peruanBoB TI'B u TOJIA, anukcabaH ciieyeT IpUMEHATh C OCTOPOKHOCTBIO;

— quist tedenust TT'B u TOJIA, anukcabaH He ciiefyeT IPUMEHSTh, TaK Kak 3 (EeKTUBHOCTh MOKET OBITh
CHIDKEHA.

OnepamusHbie emewamenvcmea, CeA3aHHbLE C NePeoMoM ulelKku beopa

D¢ dexTuBHOCT, U 0€30MACHOCTH anMKcabaHa B KIMHMYECKMX HCCIEIOBAaHMAX Y MAlMEHTOB MOCie

OIEpPaTUBHOIO BMEIIATENbCTBA MO TIOBOAY IepesoMa LIelku Oenpa He olleHuBanuch. [loaTroMy oH He

PEKOMEHAYETCS JUIsl JAHHBIX TTallieHTOB.

Jlabopamophuvie napamempul

BnusHue mexaHu3ma JeHCTBHs amnMkcabaHa Ha TOKa3aTeld CBEPTHIBAEMOCTH KPOBU (Hampumep,

nporpomOuHoBoe Bpems (IIB), MHO u akTMBMpOBaHHOE YacCTUYHOE TPOMOOILIACTUHOBOE BpeMs

(AUTB)) cootBercTBOBaio oxkujpaemomy. HaOmriomaBiivecss H3MEHEHUS JTHX —IoKa3aTesen

CBEPTHIBAEMOCTH KPOBH TIPH TPEANOIAraeéMOi TeparneBTUIECKOH J03e¢ OBLIM HEBEIHKH W UMEITH

CYIIIECTBEHHYIO BapuabenbHOCTh (CM. pazaen 5.1).
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. . TIOCTNIEOOBLA HOCTR 0004
Buvinonnenue cnunaivhol, enudypaﬂbHou anecmesuu_ Uiy "B/HK'I:;JE"]'i‘/’ Eha];I;MIG,'ZUhII/lqa}%'mux

anuxcabau

[Ipu BBHINOJHEHHWM CHOUHAJIBHOM WIM SHUAYPATbHON aHECTE3WH MO0 IUArHOCTUYECKOH IYHKIUU
JAHHBIX 00JacTell y MalMeHToB, MOy YatoIUX aHTUTPOMOOTHYECKHE CPEJCTBA C LIETbI0 IPOPHIAKTUKI
TpOMO03MOOJINH, UMEETCS] PUCK Pa3BUTHSI MUAYPATbHBIX I CIIUHAJIBHBIX T€MaTOM, KOTOPBIE, B CBOIO
ouepelb MOTYT SIBJISTHCS IPUUMHOM CTOMKUX MM HEOOpaTUMBIX Napaaudel. JJaHHbIM pUCK MOXKET ellie
Oomee BO3pacTaTh IpPHU  KCIOJB30BAaHMHM  YCTAaHOBJIEHHOTO  OJMHUIYPaJbHOIO  Karerepa B
IIOCJICONEPALMOHHOM IIEPUOJIEC WIH IIPH NApAJUIEIbHOM IPUMEHEHNUHN APYTUX JIEKAPCTBEHHBIX CPEICTB,
BIIMSIIOILMX HA FEMOCTa3. Y CTaHOBJICHHBIE MU IypalIbHbIE MU CyOapaxHOUAalbHbIE KaTETEePhl 1OJIKHbI
OBITh y/AaJeHbl KaK MHHAMYM 3a 5 4 JI0 BBEJEHHs NEpBOH J03bl anmukcabaHa. Puck Takxke MOXET
BO3pacTarbh IMPH TPABMATHYHBIX WJIA IOBTOPHBIX JIUIYPAIBHBIX WIM CIMHAIBHBIX ITyHKLHUAX.
[TaneHTOB HEOOXOMMO YaCTO MPOBEPSATH HA MPEIMET MPOSABICHUN U CUMIITOMOB HEBPOJIOTHYECKOTO
neuuuTta (HampuMep, OHEMEHHE MM claboCTh B HOTax, JUCQYHKLUS KUIIEYHHKA WIM MOYEBOIO
my3sipst). [Ipu oOHapyXeHUM HEBPOJOTHYECKOTO OTKJIOHEHHS OT HOPMBI HEOOXOIUMO IMPOBEACHUE
CPOYHOM JMArHOCTUKM M JedeHus. Jl0o HeMpOaKCHMAJIbHOIO BMELIATENICTBA Bpady CIELYET
IIPOAHAIIM3UPOBATh COOTHOLIEHUE IIOTEHUUAJIBHOM IIOJAB3bl M PHUCKA JUIS NAIMEHTOB, KOTOpBIE
[OJIyYarOT aHTUKOATYJISIHTHYIO TE€PAIUIo WK OyayT MoJyyaTh ee JUlsl po(pUIaKTUKU TpoMOo3a.
KinHanyeckuil onbIT NpuMEHEHHs anrkcadaHa y MalueHTOB C YCTAaHOBJIEHHBIM MHTPATEKAJIbHBIM WIIN
SNUAYpaATbHBIM KaTeTepoM OTCYTCTBYET. B cilyyae HeoOX0auMOCTH JaHHOM CUTyallud, OCHOBBIBAsICh
Ha (apMaKOKMHETUYECKHX 0COOEHHOCTSX anmukcabaHa, ciuenyer coOmronats natepBai B 20-30 4 (T. e.
2 mepuoja NOIyBbIBEIEHHS) MEX1y MocaeIHeH NpuHATON 0301 anukcabaHa U yJaJleHueM KaTeTepa,
TakuM 0O0pa3oM, KaKk MHUHHMYM OJiHA Ji03a anukcabaHa JOJDKHA OBITh MpOIyIIEHA 10 yAaJCHUS
karerepa. Cienyooilyo 103y anvkcabaHa MOKHO NPHUMEHSATh HE paHee 4YeM 4Yepe3 5 4acoB mocie
u3BieueHs karerepa. Kak m B cilydae cO BCEMH HOBBIMM aHTHKOATYJSSHTHBIMH JIEKAPCTBEHHBIMU
Ipernaparamu, ONbIT IPUMEHEHUS anuKkcabaHa MpU HelpoakCHaabHOM OJI0Ka e OrpaHUueH, U TOITOMY
B TAKOH CUTYyaIlH cleayeT cO0JIt01aTh UCKIOYUTEIbHYIO OCTOPOKHOCTD.

THayuenmur ¢ aumughocorunuouvim cunopomom

[Ipsimbie nepopanbHble anTukoaryisHTel (IIOAK), Bkmtouas anmmkca®aH, HE PEKOMEHAYIOTCS IS
NPUMEHEHHUs y NalMEeHTOB C JUarHOCTUPOBAHHBIM aHTH(ochomunmuIHbIM cuniapomoM (ADC) u
TpoMOO3aMH B aHaAMHe3€, OCOOCHHO MPU HATMYUU BCEX TPEX IMOJIOKUTEIbHBIX TECTOB (Ha BBISBICHHE
BOJTYAHOYHOIO  AHTUKOAryJIIHTA, AHTHTEN NPOTHB  KApAWOJIWIIMHA W aHTUTEN  IPOTHUB
6era-2-rnmukonpotenna ). ¥V stux nanuentos npumeHenne [IOAK mMoxer npuBOIUTH K HMOBBIIICHHIO
YacTOThl PELUIUBOB TPOMOOTHYECKHX SBJIEHUI IO CPaBHEHUIO C aHTaroHucrtamMu BuTamuHa K.

D¢ddexTuBHOCTH U 6e30MacCHOCTH anrkcadaHa y naiueHToB ¢ ADC He yCTaHOBIIEHBI.
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COOTBETCTBYET 3KC __ EFTHOMY OTYETY

ot 30.05.2025 N= 13735

(NOCNENOBATENBHOCTE 0004)

BcnomMorarenpHBIE BEISCTBA

[Ipenapar AnukcaHTa COACPKUT JIaKTO3y. [lalMeHThl ¢ peIKUMHU HAClIeICTBEHHBIMUA HapyIICHUSIMU,
TAaKUMH KaK HEMEPEHOCHMOCTh TalaKTO3bl, JS(UIUT JIaKTa3bl JIOMApEd WM TIFOKO30-TalaKTO3HAas
ManbabcopOIus, HE JOJHKHBI IPUHUMATH Mpenapar AMUKCAHTA.

4.5. B3aumojeiicTBue ¢ JAPYrMMH JIeKAPCTBeHHBIMM MpenaparaMM W Jpyrue BHAbI
B3aMMO/1eliCTBUA

Binsgane APYIrux mnperaparoB Ha d)aDMaKOKI/IHeTI/IKV anuMkcabaHa

Uneubumopuot usopepmenma CYP3A4 u P-enukonpomeuna

KomOunanus anukcabana ¢ keTrokoHazojoM (B mo3e 400 mr, 1 pa3 B CyTKH), SBISIOMIMUMCS MOIIHBIM
uHruouropom kak m3opepmenta CYP3A4, tak u P-rmmkonpoTenHa, NmpuBOAWMIA K IOBBIIICHUIO
CpEHEro 3Ha4yeHUs IUlouiaaud noja KpuBoi koHueHTpauus-spems (AUC) amukcabana B 2 pasza u
CpeAHEro 3HauyeHMs MakcHUMajbHOM KoHueHTpauuu (Cmax) — B 1,6 pasa. He pexomennyercs
IIpUMEHEHHE TpenapaTa AMUKCAHTA y MAMEHTOB, MOJIYYalOIUX OJHOBPEMEHHO CUCTEMHOE JIeUEHHE
MourHbIMU UHTHOHTOpamMu u3odepmenta CYP3A4 u P-rimkonporenHa, TakKUMH Kak aHTUMHUKOTHUKU
IpyNIbl a30J10B (HalpuMep, KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA30JI U [103aKOHA30J1) U HHIMOUTOPBI
npotea3sl BUY (Hanpumep, putoHaBup) (cM. pazaen 4.4).

[Ipenapatsl, He OTHOCsIUECS K MOIIHBIM nHruouropam usopepmenta CYP3A4 u P-rmukonporenHa
(Hampumep, OWITHA3EM, HAIMPOKCEH, KIAPUTPOMMIIMH, aMHUOJAPOH, BepanamMmuwil, XUHWAWH), IMO-
BUJIUMOMY, IPUBEAYT K MOBBIIIEHUIO KOHIIEHTPALMH alliKcadaHa B IJIa3Me KPOBU B MEHBIIEH CTETIEHHU.
Koppexkmust 103b1 anukcabaHa NMpU €ro KOMOMHAIMM C APYTUMM NpenapaTaMmiu, He SBISIOIIMMUCS
MolHbIMU UHruouropamu uzopepmenta CYP3A4 u P-rmukonporenna, He Tpebyercs. Hampumep,
mitrazeM (ymepeHHblt uaruoutop nzopepmenta CYP3A4 u cnalwiif uHrnéuTop P-rimkonporenHa)
B 103¢e 360 Mr 1 pa3 B cyTkH, IpUBOAMII K MOBBIIIEHUIO cpenHux 3HaueHnit AUC anukcabana B 1,4 paza
u cpenHuX 3HaueHuit Cmax — B 1,3 pa3a. HanpoxkceH (sBiseTcst ”HTUOUTOpOM P-riukonporenHa, HO He
nzopepmenta CYP3A4) npu npumenenun B 03¢ 500 Mr BbI3bIBaJI MOBBIIIEHUE CPEIHUX 3HAYEHUH
AUC u Cmax anukcabana B 1,5 u 1,6 pasa, coorBerctBeHHO. Kiaputpomunun (uarudurop P-
[JIMKOIPOTENHA U MOIHBIM HHrnouTop nzopepmenta CYP3A4) B noze 500 mr 2 pasza B CyTKH IPUBOIUI
K noBeinieHuto cpenuux 3HaueHuit AUC u Cmax anukcabana B 1,6 u 1,3 pa3a, COOTBETCTBEHHO.
Hnoyxmopwt uzopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue amnukcabaHa ¢ pudaMnuuuHoM (MOUIHBIM HHIyKTOpoMm u3zodepmenta CYP3A4 u P-
[JIMKOMIPOTENHA) MPUBOAWIO K CcHIbKeHHto cpenHux 3HadeHud AUC u Cmax anukcabaHa
npubnusutensHo Ha 54% u 42%, cootBeTcTBeHHO. [lo-BUaMMOMY, coueTanue anukcabaHa ¢ IpyruMu
MoOITHBIMU HHIyKTOpamMu u3opepmenta CYP3A4 u P-rmukonporenHa (B 4acTHOCTH, (PEHUTOMHOM,
kapOamMazenuHoM, GpeHoOapOuTaIOM WM TperapaTaMy 3BEpPO00sT TPOIBIPSIBICHHOT0) MOXET TakkKe

MIPUBOJIUTH K CHIYKEHUIO KOHIIEHTpAIK anukcabaHa B Tuia3mMe KpoBH (mpumepHo Ha 50%). Koppekuun
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KCMNEPTHOMY OTYETY

HA3HAYEHUH 10 TOKA3aHUsAM: MPOo(PUIaKTHKA TPOMOOIMOOINH TIOCIIE SHIONPOTE3UPOBAHUS CYCTABOB,
npopMIakTUKa MHCYJIBTOB M CHUCTEMHOW TpoMOO3MOOIMM TIpU HEKJIANaHHOW (GUOpHILIIALUN
npeacepauid ¥ MpopUIaKTHKA PEIUAMBOB TPoMO03a TIyOOKHMX BEH, TPOMOOAMOOJWHU JIETOYHOMN
apTepuu, OJHAKO KOMOMHHUpPOBaTh JaHHBIE CpEACTBA CJIEIyeT C OCTOPOKHOCThIO. Bo Bpems
NMPUMEHEHHS IS JeueHus TpomOo3a rimy0okux BeH u TOJIA coBMecTHOE MpUMEeHeHue anukcabaHa u
MOITHBIX UHIYKTOPOB n3odpepmenta CYP3A4 u P-raukonpoTenHa HE pEeKOMEHAYeTCs, TaK Kak Ipu
3TOM 3P (HEKTUBHOCTh MOKET OBITh CHIDKEHA (CM. pazzein 4.4).

Anmukoaeynaumol, uneubumopwi azpecayuu mpomooyumos u HIIBI1

B cBs13u ¢ BBICOKMM PHUCKOM BO3HHMKHOBEHUSI KPOBOTEUEHHS OJTHOBPEMEHHOE PUMEHEHHE C JIF0OOBIMU
JPYTMMH aHTHUKOAryJsHTaMHM HpOTHBOINOKa3aHo (cM. paszzaen 4.3). Ilociae coBMeCTHOro BBEIEHUS
SHOKcanapuHa (0JHOKpaTHO, B ao3e 40 mr) u anukcabaHa (OJHOKPATHO, B J03€ 5 MI) OTMedalics
aaUTUBHBIM 3 (EKT NaHHBIX JIEKAPCTBEHHBIX CPEACTB HAa AKTUBHOCTh (aKTOpa CBEpThIBAHUA Xa
(FXa).

[Tpu3HakoB (apMaKOKMHETUYECKOTO WM (DapMaKOAMHAMUYECKOTO B3aMMOJCHCTBHS amukcabaHa C
alleTWICATMIIUIIOBOM KUCIO0TOH (B 103e 325 mr, 1 pa3 B CyTKH) Yy 37J0POBBIX JIFOJI€l OTMEUEHO HE ObLIO.
KomOunupoBanue anukcabaHa ¢ kiaonuaorpenoMm (B no3e 75 Mmr, 1 pa3 B CyTKH) WM COYETaHHEM
kjonuaorpena (75 Mr) u aueTuicaauuuiIoBoil kuciaotsl (162 mr, 1 pa3 B cyTku) unu npacyrpens (60 mr
¢ mocneayroiei no3oi 10 mr oguH pa3 B 1eHb) B | paze kIMHUUECKOro Hccae0BaHus HE PUBOJIUIIO K
YBEJIMYEHHUIO BPEMEHU KPOBOTEUEHUS UM O0jiee BBIPAXKEHHOMY YTHETEHHUIO arperaluu TpOMOOLUTOB
[0 CPAaBHEHMIO C NMPHUMEHEHHMEM STHX aHTHAarperaHToB B MoHoTepanuu. lloBbllieHHe mokasareneit
CUCTEMBI CBEpThIBaHUA KpoBH (mporpomOuHoBoro BpemeHn, MHO u AYTB) coorBercTBOBaNO
s dexram anrkcabaHa Mpu MPUMEHEHUH B MOHOTEpAIUU. Y MAaIMeHTOB C HeKJIanmaHHOW GuOprLIsiiuen
npencepauit (HOII) ¢ octpeim kopoHapHbIM cuHApoMoM (OKC) w/mmm mepeHeclnM 4YpecKOXKHOe
KopoHapHoe BMemartenbcTBo (UKB) Tepanuto npenapatrom AnuKcaHTa MO>KHO Ha3HA4aTh B COUETAHUU
c anTHarperanTamu (cm. paszzaen 4.4).

Hanpokcen (500 mr), KOTOphIil sIBIsieTcs MHTMOMTOpPOM P- rimMkonpoTenHa, yBEIWYUBAET CpEIHHE
3HayeHuss AUC u Cmax anukcabana B 1,5 u 1,6 paza coorBerctBeHHo. Ilpu npueme anumkcabana
Ha0JII0AaJI0Ch COOTBETCTBYIOIIEE MTOBBIIICHUE TIOKa3aTeNnel cBepThiBaeMocTH KpoBu. He Habmoaanocs
HUKAKUX W3MEHEHUH BIMSHUS HANpOKCEHAa Ha arperanui TPOMOOIMUTOB, WHIYLHPOBAHHYIO
apaxuJI0HOBOW KHCJIOTOH, a TakKe HE OTMEUEHO KIMHUYECKH 3HAYMMOI'0 YBEJIMYEHUS TUTEIbHOCTU
KpPOBOTEUEHHsI IOCJIE COBMECTHOT'O TPUMEHEHHs anrkcabaHa U HanpokceHa. HecMoTpst Ha 9TH 1aHHBIe,
y OT/AEIbHBIX MAIMEHTOB MOXKET HaOromaThcsi Oosiee BhIpaXKEHHBINH (hapMaKOJAMHAMHYECKUH OTBET

MIOCJIe COBMECTHOT'O MMPUMEHEHHS anuKkcabaHa ¢ IpyruMU aHTHarperaHTaMH.
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 30.05.2025 N= 13735

[Ipenmapar AnukcaHTa CIEAYET C OCTOPOKHOCTHIO IDHMCHH{‘D 'gz}MﬁJggtﬁﬁﬁjAdﬁhnH

uHruOuTopamMu P2Y12, Tak Kak 3TH JIGKApCTBEHHBIC IIpernaparhl OOBIYHO TOBBIIIAIOT PHUCK
KpOBOTEUEHHUSI.

He pexomenyercs oJHOBpEMEHHO MPUMEHSTH APyTUe Mpenapathl, JeHCTBHE KOTOPBHIX MOXKET OBITh
CBSI3aHO C DPAa3BUTHEM CEpPbE3HBIX KPOBOTCUEHUH, TAKUX KaK: TPOMOOJIUTHYECKHE JIEKApCTBEHHbBIC
CpeACTBa, AHTArOHHUCTHI penentopoB K raukonporemHam IIb/Illa, munupmmamon, AeKCTpaH u
CyIb(QHUHITUPA30H.

Kombunuposanue c opy2umu nekapcmeeHHbiMU cpeodcmeamu

He Obu10 BBISIBIEHO KIMHUYECKH 3HAYUMOTrO (hapMaKOKMHETHYECKOro Wid (apMaKoIMHAMUYECKOTO
B3aMMOJICHCTBHS annKcabaHa ¢ aTeHoJI0JIOM Wil pamoTuanHoM. KomOuHupoBanue anukcadana (B 103e
10 mr) ¢ atrenososnoM (B go3e 100 Mr) He MPUBOIUIIO K PA3BUTHIO KIIMHUYECKHU 3HAYUMBIX U3MEHEHUN
napameTpoB (apMaKOKMHETHKH anmukcabaHa, OJHAKO OHO COMPOBOKIAIOCH CHUKEHHEM CPEIHHX
3HaueHuit AUC u Cmax anukcabana Ha 15% u 18%, cOOTBETCTBEHHO, MO CPABHEHUIO C PEKHUMOM
MoHoTepanuu. Haznauenue anukcadbana (B 1o3e 10 mr) ¢ pamotuamaoM (B 03¢ 40 MT) HE OKa3bIBAJIO
BiusHus Ha 3HadeHuss AUC miu Cmax anukcabaHa.

Brusnue anuxcabana Ha papmaxokunemuxy opy2ux 1eKapcmeeHHblx CpeoCcma

B uccnenoBanusix in vitro anukcaban He ”HruOUpoBai akTuBHOCTH n3odepmenToB CYP1A2, CYP2AG,
CYP2B6, CYP2CS8, CYP2C9, CYP2D6 umn CYP3A4 (unarubupytomas konmentpamus (IC50) > 45
MKMOJIB/JI) U B TO ke Bpemsi cinabo momaBisul akTuBHOCTH m3odepmenta CYP2C19 (IC50 > 20
MKMOJIb/JT) B KOHIIEHTPAIMH, 3HAUUTEIHHO MPEBBIIAIONICH MaKCUMATbHYIO KOHIICHTPAIIUIO Tperapara
B IJJa3M€ KPOBH TMPH €ro KIWHUYECKOM MpPUMEHEHUU. AmnukcabaH He SBISIETCS HHIYKTOPOM
modepmerntoB CYP1A2, CYP2B6, CYP3A4/5 B konuentpanusx 1m0 20 MKkMouib/i1. B ¢Bsizu ¢ atm
OXKUJAeTcs, 4YTO IpPU COBMECTHOM INPHMEHEHUU OH He OyAeT OKa3blBaTh BIIMSHUA Ha KIMPEHC
IpernapaToB, METa0OIU3UPYIOLIMXCS STUMH U30depmenTamu. Kpome Toro, anukcaban He HHTUOUPYET
B 3HAUMMOM CTETIEHH aKTUBHOCTH P- riMkonpoTenHa.

B wuccnenoBanusix y 310pOBBIX JOOPOBOJBIIEB amuKca0aH HE HW3MEHSJI B 3HAYMMOW CTETICHH
(hapMaKOKMHETHKY TUTOKCHHA, HAIIPOKCEHA WU aT€HOJIONA.

Jueoxcun

ITpu omHOBpeMeHHOM IpueMe anukcadana (B 1o3e 20 mr 1 pa3 B cyTku) u aurokcusa (B goze 0,25 mr 1
pa3 B CYTKH), siBIsifo1ierocs cyocrparom P-gp, mokazarenn AUC unun Cmax JUTOKCHHA HE N3MEHSUTHCH.
Taxum o6pa3om, annkcabaH He UHTHOUPYET TpaHCHOPT cyOcTpaToB P- rimkonporenHa.

Hanpoxcen

OnHOBpEeMEHHOE TPUMEHEHUE OJJTHOKPATHBIX 103 anukcabana (10 mr) u Hanpokcena (500 mr), mUpoko

npumensiemoro HIIBII, ne Bnusio Ha nokazarenun AUC u Cmax HamnpokceHa.
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 30.05.2025 N= 13735

(NMOCNEOCBATENEHOCTE 0004)

Amenonon

OnHOBpEMEHHOE IPUMEHEHHE OJTHOKPATHOH 103bI annkcabana (10 mr) u areHonona (100 mr), mupoko
pUMEHsIeMOro OeTa-aapeHo0I0KaTOpa, He U3MEHSUIIO (papMaKOKHHETUKY aTeHOJIOA.
Axmueuposannwlil y2oib

[Tpuem akTHBHPOBAHHOTO YIJIsl yMEHBIIACT JICUCTBHE annKkcabaHa (cM. pazaen 4.9).

4.6. DepTWIBHOCTD, 0€PEMEHHOCTb U JIAKTALUS

bepemeHnHocTh

JlaHHBIX O TpPUMEHEHUU amnukcabaHa y OEpeMEHHBIX >XEHIIMH HeT. Bo BpeMsl MOKIMHHUYECKHX
UCCIICIOBAaHN HE OOHApPY>KEHO NPAMBIX WJIM KOCBEHHBIX OTPHIATENBHBIX 3(P(PEKTOB B OTHOLICHUU
penpoaykTuBHO# pyHKIMH. [IpuMeHeHne anukcabana npyu 6EPEeMEHHOCTH MPOTUBOIIOKA3aHO.
Jlakranus

Her cBenenuii o BbIBeieHMH anmuKcabaHa WM €ro MeTabONMTOB C TPYAHBIM MOJOKOM Y 4eJIOBEKa.
COrjacHO WMMEIOMIMMCSl JIaHHBIM HCCIIEIOBAaHUN Ha YKMBOTHBIX alHMKca0aH BBLICISIETCS B TPYIHOE
MOJIOKO. B nccienoBaHusix Ha Kpbpicax KOHIIGHTpAIMs Mpenapara B TPyJIHOM MOJIOKE Obliia BO MHOTO
pa3 BbIllIe TaKOBOH B 1u1a3me kpoBu (Cmax npumepHo B 8 pa3 Boiiie, AUC npumepno B 30 pa3 Bbliie),
YTO MOXKET CBUAETEIhCTBOBATh 00 aKTHBHOM TPAHCHOPTE Ipemnapara B rpydHOE MOJOKo. Puck s
MJIQJICHIIEB, HAXOMAAIIMXCS HA TPYIHOM BCKapMIIMBaHUHM, HE MOXET OBITh HUCKIO4eH. [lpu
HEO0OXOIMMOCTH TTPUMEHEHHUS anukcadaHa CIeayeT MPUHATh pelieHne 00 OTMEHEe IpueMa Iperapara
WA TIPEKPAIEHUH IPyIHOTO BCKaPMIIUBAHHSL.

DdepTHIbHOCTD

Anukca0aH He BT Ha (PePTUIIBHOCTD B UCCIIEIOBAaHUAX HA )KUBOTHBIX.

4.7. Biusiaue Ha CcNOCOOHOCTH YNPaBJATH TPAHCHOPTHBIMH CpeacTBAMH M padorath ¢
MeXaHUu3MaMH

ArnkcabaH He OKa3bIBaeT WM OKa3bIBaET HCCYHICCTBCHHOC BJIMSAHHEC Ha CIIOCOOHOCTD YHOpaBJIATb
TPAHCHOPTHBIMH CPEICTBAMHU U pabOTaTh C MEXaHU3MaMHU.

4.8. HexkesiaTesIbHbIC peaknnu

Pesrome nmpodming 0e30macHoCTH

YacTeIMH HEXKelTaTeIbHBIMU pCaknusaMun ObLIH KPOBOTCYCHUEC, KPOBOIMOATEK, HOCOBOC KPOBOTCUYCHUE U
réMmaroma.

Tabnuunoe pe3roMe HeXKellaTelIbHbIX peaKIIni

HexenatenbHBIE peakuy TEPEYHCICHBI HIDKE B COOTBETCTBHM C KJIacCU(UKAIMEH 1O OCHOBHBIM
CHUCTEeMaM M OpraHaM W 4YacTOTe BCTPEYAEMOCTH, KOTOpas ObLIa ONpeJeiieHa CISAYIOMUM 00pa3oM:
oudeHb vacto (>1/10), gacto (>1/100, Ho <1/10), Hewacto (>1/1 000, vHo <1/100), peaxo (>1/10 000, Ho
<1/1 000), ouens peaxo (<1/10 000), vacroTa Hen3BeCTHA (HA OCHOBAHUHU UMEIOIINXCS TAHHBIX OIICHUTh

HEBO3MOKHO).
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CucremMHO-OpraHHblii Kjace HpoduiaakTrka \ hbbd@rilc_ﬁ[k'ij BT Jreyénue TIB u
BT3 y B3pocibIx HHCYJbTA U TIJA n
MAlMEHTOB MOCJie | CUCTEeMHOH 3M00/ UM | MPOPUIAKTHKA
IVIAHOBOI'0 Y B3pOCJIBIX peuuIUBUPY 0L
3HAONMPOTE3UPO- nanueHToB ¢ HK®II | ux TT'B u TOJIA
BaHusl ¢ OJJHUM WJIH OoJiee (1BT9)
Ta300epPEeHHOro (akTopamu pucka
HJIM KOJIEHHOT 0 (HK®II)
cycraa (nBTJ)
Hapywenus co cmoponwl cucmemsi Kpogu u iumgpamuyeckoli cucmemol
AHemus Yacro - -
TpomOGouuToneHus Heuwacro - -
Hapywenus co cmoponvl ummynnou cucmemul
['uniepuyBCTBUTENBHOCTD, Penko Heuacro -
AJUIEPrUYECKUN OTEK U
aHa(pUITAKCHS
KoxHnblil 3y1 Heuwacro Heuacro Heuacro*
Hapywenus co cmoponul nepsHnoti cucmembi
BuyTtpuuepennsie - Heuacro Penko
KPOBOUBIIUSHUS
Hapywenus co cmoponwl opeana 3penus
KpoBounsnusanus B TKaHH Penko Yacto Heuacto
IJIa3HOTO S0JI0Ka (B TOM YHUCIIE
KPOBOM3JIUSHNE B KOHBIOHKTHBY)
Hapywenus co cmoponwt cocyoos
KpoBoreuenus, remaroMbl Yacto Yacto Yacro
ApTrepuasibHasi THIIOTEH3HS Heuacto - -
(BKJTIOYAS TUTIOTEH3UIO BO BPEMsI
MPOLIEAYPHI)
BryTpubpromHoe KkpoBoTeueHue | - Heuacto -

Hapywenus co cmopoHul OvixamenvHoul cucmemsl, 0peanos 2pyOHOU KIemKU U Cpe0oCmenUs

HocoBoe kpoBoTeueHune Heuacto Yacto Yacro
KpoBoxapkanse Penko Heuacto Heuacto
KpoBoTeueHue U3 IbIXaTeNbHbIX | - Penxo Penxo
yTen

Kenyoouno-kuweunvle napywenus

TomHoTa Yacro - -
Kenynouno-kunieqnoe Heuacto Yacto Yacro
KpOBOTEUYEHHE

I'emoppounansHoe - Heuacro -
KPOBOTEUYEHHE, KPOBOTEUEHHE B

POTOBOM IOJIOCTH

Hannuune nemsmenenHou kposu B | Hewacto Heuacto Heuacto

KaJie
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ot 30.05.2025 N= 13735
CucremMHO-OpraHHblii Kjace Hpopuaakrka u hbbd@rilc_ﬁ[k'ij BT Jreyénue TIB u
BT3 y B3pocibIx HHCYJbTA U TIJA n
MAlMEHTOB MOCJie | CUCTEeMHOH 3M00/ UM | MPOPUIAKTHKA
IVIAHOBOI'0 Y B3pOCJIBIX peuuIMBUPY 0L
3HAONMPOTE3UPO- nanueHToB ¢ HK®II | ux TT'B u TOJIA
BaHusl ¢ OJJHUM WJIH OoJiee (1BT9)
Ta300eIpeHHOr o (akTopamu pucka
HJIM KOJIEHHOT 0 (HK®II)
cycraa (nBTJ)
PexranbHOE KpOBOTEUEHHE, Penxo Yacto Yacto
KPOBOTEYEHHUE U3 JECEH
3a0prOIMHHOE KPOBOTECUCHUE - Penxo -
Hapywenus co cmoponul neuenu u scenuesbi8o0auux nymeti
[ToBbllIEHNE AKTUBHOCTH Heuacto - -
TpaHCaMUHa3, TOBBIILICHUE
AKTUBHOCTH
acmapraTaMHHOTpaHc(epassbl,
MOBBIIIEHUE AKTUBHOCTHU
ramMmmarylyTaMUJITpaHCIeNTUAA3bl,
MATOJIOTUYECKUE U3MEHEHUS
(YHKITMOHATBHBIX TIPOO TIEYCHH,
MTOBBIIICHUE AKTUBHOCTHU
IeI09HOM Gocdarassl B KPOBH,
MOBBIIICHUE KOHIIEHTPALIMU
OounupyOnHa B KpOBU
Hapywenus co cmoponul xodtcu u noOKodCHbIX mKaHell
Kosxnas ceinb ‘ - ‘ Heuacto | -
Hapywenus co cmoponul mbluieyHotl, ckeiemHuou U COeOUHUMENbHOU MKAHU
MpIieuHOe KPOBOU3IUSHUE ‘ Penxo ‘ - ‘ -
Hapywenus co cmoponul nouexk u mMouesvig00sauux nymet
I'ematypus ‘ Heuacro ‘ Yacto ’ Yacro
Hapywenus co cmoponsl penpodykmusHou cucmemsl U MOTOYHBIX JCele3
MexMeHcTpyallbHbIE - Heuacto Heuacto
BarvHaJbHbBIE KPOBOTECUCHUS,
ypOr€HUTaIbHbIE KPOBOTEUEHUS
Obwue HapyuwieHus U peakyuu 8 mecme 66e0eHUs
KpoBoTteueHnue B MecTe BBEJEHUS | - Heuacto -
Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble
[TonoxurenpHas peakuus npu - Heuacto Heuacto
aHaJIM3e KaJia Ha CKPBITYIO KPOBb
Tpaemvl, unmokcuKayuu u OCIOHCHEHUs NPoyeoyp
3akpbITas TpaBMa Yacro Yacto Yacro
KpoBounsnusanaus u kpoBoreuenus | Hewacto - -

II0CJI€ BBIITOJIHEHN I NHBA3UBHBIX
npoueayp (B TOM 4ucie remaroma
1ocJje Npoueaypbl, KPOBOTEUEHHE
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 30.05.2025 N= 13735

CucremMHO-OpraHHblii Kjace HpoduiaakTrka \ hbbd@rilc_ﬁ[k'ij BT Jreyénue TIB u

BT3 y B3pocibIx HHCYJbTA U TIJA n
MAlMEHTOB MOCJie | CUCTEeMHOH 3M00/ UM | MPOPUIAKTHKA
IVIAHOBOI'0 Y B3pOCJIBIX peuuIUBUPY 0L
3HAONMPOTE3UPO- nanueHToB ¢ HK®II | ux TI'B u TOJIA

BaHusl ¢ OJJHUM WJIH OoJiee (1BT9)

Ta300eIpeHHOr o (akTopamu pucka
HJIM KOJIEHHOT 0 (HK®II)
cycraa (nBTJ)

U3 TIOCIICONIePAIIHIOHHON paHBbl,
reMaToMa B 00JIACTH ITyHKIIHU
COCyJla ¥ B MECTE YCTAaHOBKH
KareTepa), HaJTM4ue OTACIISIEMOTO
W3 PaHbl, KPOBOU3JIUIHUE B
obactu pa3pesa (B TOM YHCIEe
remaToma B 00JIacTH pa3pesa),
KPOBOTCYCHHEC BO BPCMs
OIIEPaTUBHOTO BMEIIATEIIbCTBA

TpaBMaTnyeckoe KpOBOTECUEHUE, - Heuacto Heuacto
KPOBOTEUEHHE MOCIIE TPOBEIACHUS
MPOUEIYPbl, KPOBOU3JIUSIHUE B
obiactu pa3pesa

*He OTMEYalu CIy4aeB reHEpaIM30BaHHOTO KOXKHOTO 3yna B uccienoBanuu CV185057 (nnurenbHas
npodminaktuka BTD).

IIpumeHenue amukcabaHa MOXeET OBITh CBA3aHO C TOBBIIICHHBIM PUCKOM pa3BUTHsSI KPOBOTEUECHUIH
(B TOM 4HCIIE CKPBITBIX) U3 JIOOOT0 OpraHa MM TKaHU, YTO B CBOIO OYE€pelb MOXKET MPUBOAMUTH K
pa3BUTHIO MTOCTreMopparndyeckoil anemMuu. CUMIITOMBI, IPU3HAKKU U TSDKECTh OyAyT BapbUpOBaThCS B
3aBUCUMOCTH OT HCTOYHMKA KPOBOTEYEHUS U CTENIEHU WA PACIIPOCTPAHEHHOCTH KPOBOTEUEHHS.

COO6H_ICHI/IC 0 MOA03PE€BACMBIX HEXKCIATCIIbHBIX PCAKITHMAX

BaxxHo coo01martek 0 mo03peBaeMbIX HeKeIaTeNbHbIX PEeaKIUIX MMOCIe PerUCTPAlliU JIEKapCTBEHHOTO
mpenapara ¢ Leiabl0 00ecreueHrss HEMPEePhIBHOIO MOHHUTOPHHTA COOTHOIICHHS «IIOJIb3a — PHUCK»
JIEKapCTBEHHOI0 Mpenapara. MeAuIMHCKUM paOOTHHKAM pPEKOMEHJyeTcs coollarb O JHOObIX
MOJ03PEBAEMBIX HEKEIATENbHBIX PEAKIIMX JIEKAPCTBEHHOTO MTPenapara uepe3 HallMOHAIIbHbBIE CUCTEMBI

COO6H.[CHI/I$I 0 HCXKCJIATCIIbHBIX PCAKIHUAX T'OCYyAaPCTB — YJIICHOB EBpaBHﬁCKOFO OKOHOMHYCCKOT'O COrO3a.

Poccniickas @enepanns

109012, r. Mocksa, CrnaBsiHCKas miIomaap, 1. 4, ctp. 1

®denepanpHas cayx0a o Haa3opy B chepe 3apaBooxpaneHus (PoczapaBHanazop)
Tenedon: +7 800 550 99 03

On.nmouta: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru/
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COOTBETCTBYET 3KC __ EFTHOMY OTYETY

ot 30.05.2025 N= 13735

(NMOCNEOCBATENEHOCTE 0004)

4.9. Ilepeno3upoBka

CuMITOMBI

[Ipu nepeno3upoBKe BO3pacTaeT pUcK KPOBOTCUCHUH.

B pamkax KOHTpOMMPYEMBIX KIMHUYECKUX HCCIEAOBAHUN amnukcabaH NpPUHUMANCA MepopaIbHO
3I0pOBBIMH JTOOPOBOJIBIIAMHE B J103aX 10 50 MT/CyTKH B TedeHue ot 3 1o 7 qHel (25 wmr, 2 paza B CyTKH,
B Teuenue 7 aueut uiu 50 mr, 1 pa3 B cyTkH, B TeueHUe 3 THEN ); KIMHUYECKH 3HAUMMBbIX HEXeJlaTeIbHbIX
peaxkuuii Ipyu STOM HE OTMEYaJIOCh.

Jleuenue

B cinydae mnepeno3upoBKHM JAHHOTO TIperapaTra MOXKHO pPacCMOTPETh BOIPOC O MPUMEHEHUH
aKTUBUPOBAHHOTO yTis. [Ipy BBeIeHUU 3I0POBBIM JOOPOBOJIBIIAM AKTUBUPOBAHHOTO YIJIS uepe3 2 u 6
4acoB MocJie npuemMa anukcadana B go3e 20 Mr, 1uiomniaib noj kpuBoit konueHtpanusi-spems (AUC) mis
anukcabana ymenbmanace Ha 50% u 27% coorBerctBeHHO (Cmax He u3MeHsuoch). llepuon
MOJTYBBIBEJICHUS annKkcadaHa ymenbinaics ¢ 13,4 1o 5,3 u 4,9 yaca cCOOTBETCTBEHHO.

AHTHIOT HE u3BecTeH. He oxxumaercs, 9To MpuMEHEHHE TeMOIHalIn3a IIPH TIEPeI03UPOBKE anTuKcabana

Oyznet 3 PpexTUBHOM MEpOH.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHu4ecKHne CBOCTBA

dapMakoTeparneBTUYecKasi Tpymma: aHTUTPOMOOTUYECKUE CPEJCTBA; MPSAMbIE HHTUOUTOPHI (hakTopa
Xa.

Kon ATX: BO1AF02

MexaHu3M OeicTBUs

AnukcabaH mnpencrasisier coboil MouHbll npsmol uHruOurop FXa, oOpatuMo M CEIeKTHBHO
OJOKHMpYIOIIUIT aKTUBHBIN LIeHTp pepMmenTa. [Ipenapar npeaHazHaveH JUisi HepOpaIbHOTO IPUMEHEHH .
Jliig peanu3any aHTUTPOMOOTHYECKOM aKTUBHOCTH allKcabaHa He TpeOyeTcsl HalIuuus aHTUTPOMOMHA
[II. Anukcaban uHruOupyeT cBoOOIHBIM U cBsizaHHBIM FXa, a Takke akTUBHOCTH MPOTPOMOMHA3BI.
AnukcabaH He OKa3bIBaeT HEMOCPEICTBEHHOIO MPSMOrO BIMSHHUS Ha arperamur TPOMOOLUTOB, HO
OIOCPEIOBAaHHO HMHTUOMPYET arperanuio TPOMOOLUTOB, WHAYIMPOBAHHYIO TPOMOMHOM. 3a cueT
WHTrUOMpoBaHus akTuBHOCTH FXa anukcaban mpenoTBpaiiaer o0opazoBaHue TpoMOMHA U TPOMOOB.

dapmakonuHamMmueckue YO HeKTol

B pesynprate nonasneHus FXa u3MeHSIOTCS 3HAUYEHUs MOKA3aTeNIed CUCTEMBI CBEPTHIBAHUS KPOBHU:
YIUIMHAETCS TPOTPOMOMHOBOE BpeMs, aKTUBUPOBAHHOE YAaCTMYHOE TPOMOOIUIACTHHOBOE BpeMs
(AYTB) u npoucxoAuT yBeIHMYEHHE MEXIYHapOAHOro Hopmaiau3zoBaHHoro ortHomeHus (MHO).
W3meHeHus 3TuX mokazaTesiell Mpu NPUMEHEHUH IpernapaTa B TeparneBTUYECKOl 103€ HE3HAUUTEIbHbI

U B OOJBIIONH CTEIEHH BapI/Ia6eJ'ILHLI. HOZ—)TOMy HUCIIOJB30BAHHUE HX C ICIBIO OICHKH
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(hapMakoIMHAMUYECKOW aKTUBHOCTH amuKkcabaHa He DeKOMeII-:l]H{;Ie:’EC—JII.E%l%éTEEIQEgg;MH:'%BR&%HHa

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

anukcabaH CHMKAJl SHAOTEHHBIH TPOMOWHOBBIN MOTEHIMAN — MOKa3aTesib 00pa3oBaHusi TpoMOUHA B
I1a3Me KpoBM 4esoBeka. MHrmbupoBanue amukcabanoMm aktuBHOcTH FXa mokazaHo ¢ mOMOIIbIO
XPOMOT€HHOI'0 TeCTa ¢ HCIHoJb30BaHMeM renapuHa Rotachrom. M3menenune antu-FXa aktuBHOCTH
IPSIMO IIPONOPLIMOHAIBHO IOBBIIEHUIO KOHLEHTPALMM anukcabaHa B IJIa3Me KPOBH, NPH 3TOM
MaKCUMaJIbHbIC 3HAUEHHS aKTUBHOCTU HAOIIONAIOTCS NP JOCTHYKEHUN MaKCUMAIIbHOM KOHIICHTPALUU
anukcabaHa B Tula3Me KpoBW. JIMHeHHas 3aBUCMMOCTh MEXAy KOHIEHTpammed u aHTtu-FXa
aKTUBHOCTBIO allMKCabaHa perucTpupyercs B IIMPOKOM JHMAINla30HE TepaleBTUYECKUX J103 Mpernapara.
W3menenuss antu-FXa akTUBHOCTM NIpU M3MEHEHHMH J03bl M KOHLEHTpalMuu anukcabaHa Ooiee
BBIPAKEHBI U MEHEE BapUAOEIIbHBI, YEM I10KA3aTEIU CBEPTHIBAHUS KPOBH.

Kimmanueckas 3bdhekTUBHOCTE U 0€30IIaCHOCTD

B tabnuie 2 mokaszaHbl mpeAnoigaraéMble paBHOBECHBIE KOHIIGHTpAIMK U aHTH-FXa akTUBHOCTH IpH
MPUMEHEHUU aluKca0aH Mo KaKIOMY U3 MOKa3aHW. Y MAlUeHTOB, MOJyYaloluX anukcabaH mocie
IUIAHOBOTO  BHJIONPOTE3UPOBAHUSL  Ta300€PEHHOr0 WM  KOJEHHOrO0 CyCTaBa, OTHOILIEHHUE
MaKCUMaJIbHOTO U MUHUMAJILHOTO YPOBHS aHTH-FXa akKTUBHOCTH B MHTEPBAJIE MEXAY MPUEMOM 03
mpemnapaTa He MpeBblaeT 1,6. Y MalMeHToB, MOMYyYarolMX anmukcabaH Mo MOBOAY MPOGUIAKTHKU
WHCYJIbTa U CUCTEMHOH TpOoMOOSMOOIMU MpU HEKJIaNaHHOW (GUOpWLIIALMM Tpeacepaui, TaHHOe
OTHOIIIEHHWE COCTaBJII€T MeHee 1,7, a y MalMeHTOB, MOJYyYaroUIMX anukcadaH IO MOBOAY JIEUYEHUs
Tpom003a ri1yOOKHX BEH U MPOPUITAKTUKH PEIUIUBOB TPOMOO30B ITyOOKUX BEH — MeHee 2,2.

Tabdauua 2. IlpennonaraemMble paBHOBeCHbIe KOHIeHTpauuu (Hr/mur) U antu-FXa akTuBHOCTH

(IU/m)

Anmukcadan AnuKcadan Anti-Xa Anti-Xa
Cmax Cmin AKTHBHOCTH AKTHBHOCTH
anukKcadaHna Anukcadana
Max Min

Menuana [5th, 95th IlepcenTums |

[IpodunakTuka BEHO3HOM TPOMOOAMOOINM y MAIMEHTOB IOCIE MJIAHOBOTO SHJONPOTE3UPOBAHUS
Ta300€PEHHOT0 WJIM KOJICHHOTO CyCTaBa

2,5 mr2 pasas nens | 77 [41, 146] | 51[23,109] | 1.3[0.67,24] [ 0.84[0.37, 1.8]
[Ipodunaktuka HHCYJIBTOB M CHCTEMHOH TpoMO0dMOOIMKM Yy MalMeHTOB cC QuOpmsnueit
npeacepaun

2,5 mr 2 paza B| 123 [69, 221] 79 [34, 162] 1.8 [1.0, 3.3] 1.2 [0.51,2.4]
IeHp*

S5wmr2pazaBaens | 171 [91,321] 103 [41, 230] 2.6 [1.4,4.8] 1.5[0.61, 3.4]
Jleuenne TpomMO0IMOOTHH

2,5mr 2 pa3aBaens | 67 [30, 153] 3211, 90] 1.1[0.47,2.4] 0.5110.17, 1.4]
5wmr2pazasaens | 132 [59,302] 63 [22, 177] 2.1[0.93, 4.8] 1.0 [0.35, 2.8]
10 mr 2 paza B aens | 251 [111, 572] 120 [41, 335] 4.0[1.8,9.1] 1.910.65, 5.3]

* KoppekTupoBKa J103bI COTJIACHO KPUTEPHUSIM CHIDKEHUS 10361 B uccienoBanun ARISTOTLE.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
5 N2 137595

ot 30.05 .

Ha ¢one tepanum amnukcabanom He TpeOyercs HDOBeHQ}IH/I:;iJ %’;FHEIII'-_I'JIJ%H I:I\J[_J)IIZIII/ITBBI/II’}HI‘EH lero

AHTHKOATyJIIIMOHHOTO 3 eKTa, 0THAKO BHIMOJIHEHUE KATMOPOBAHHOTO KOJIMYECTBEHHOT'O TECTA AaHTH-
FXa akTUBHOCTH MOXET OBITh MOJIC3HBIM B CUTYAIUAX, KOT/1a HH(pOpMAaIHs 0 HAIMYNK auKcadaHa B
KPOBU MOXET OBbITh MOJe3Ha IS MPUHATHS pelleHus O NPOAODKeHHUH Tepanuu. B cpaBHeHHH C
BapdapuHOM Ha (oHE MPUMEHEHHUS alluKcabaHa OTMEYaeTCs MEHbIIee YUCIO KPOBOTEUCHUI, BKITIOUAst
BHYTPUYEPEITHOE KPOBOUBIHUSIHUE.

5.2. apmakoknHeTHYECKHE CBOIICTBA

Abcopbuus

AOcoiroTHas OMOIOCTYIMHOCTh anukcadaHa gocturaet 50% mpu ero mpuMeHeHur B 1o03ax g0 10 mr.
ArnmkcabaH OBICTPO BCACKIBACTCS U3 KEITyT0YHO-KUIIEYHOTO TPAKTA, MAKCUMAITbHASI €0 KOHIICHTPAIIHS
(Cmax) nocturaercss B TeueHue 3—4 4 mociie nepopajipbHoro npuema. Ilpuem numu He okas3bIBaeT
BIIUSIHUS HA 3HAYCHUS MOKa3aTelell rionanau moj KpuBoi «xonuentpauus-speMs» (AUC) unu Cmax
anukcabana. dapmakokuHeTHKa anukcabana st 103 A0 10 mMr umeer JuHeWHbI Xapaktep. [lpu
npueMe anvkcadaHa B J03aX BBIINIE 25 MI OTMEUAeTCs OrpaHUYECHHE BCACBHIBAHHS Ipernapara, 4To
COMPOBOXKAACTCS CHUXKEHUEM ero OuonoctynmHoctu. [lokasarenm wmerabonu3ma amukcabaHa
XapaKkTepU3yIOTCS HU3KOM WM yMEPEHHOM MeX- U BHYTPHUHHIMBUIYaJbHOW BapHaOeIbHOCTHIO
(cooTBeTcTBYIOIIME 3HAUCHUS KO3 uIenTa Bapuanuu coctaBisitoT ~20% u ~30%, COOTBETCTBEHHO).
[Tocne nepopansHOro mpuema anukcadana B o3¢ 10 Mr B Bujae 2 U3MEIbUYEHHBIX TA0JIETOK 1O 5 MT,
pa3BeeHHBIX B 30 MI BOJIbI, SKCTIO3UIIMS MperapaTa Obljia COOCTaBUMa C TAKOBOM MOCIIE MEPOPATLHOTO
npuema 2 1ensix Tabnerok amukcabana mo 5 mr. Ilocne mepopanpHOro mpuema amukcabaHa B J03€
10 mr B Buje 2 uaMenbueHHbIX TabieTok o 5 Mr ¢ 30 1 s61oyHoro mope 3HadeHuss Cmax u AUC ObutH
Ha 21% u 16% COOTBETCTBEHHO HIKE, YEM TIOCIIE TTpUeMa 2 MEJbIX Ta0JIeTOK M0 5 MT.

[Tocne BBeneHuUs: yepe3 HaA30TacTpaIbHBIN 30H M3MEIHLYCHHOW TaOJeTKHM anmukcabaHa B J103€ 5 MT,
pasBeneHHoit B 60 Mr 5% BogHOro pactBopa nekctposbl (5/IB), skcmosuius anmukcabaHa ObLia
COMOCTaBMMa C TaKOBOM, HAOMIONABIIEICS B JIPYrMX KIMHUYECKHX HCCIEAOBAHUAX C ydacTHEM
3I0POBBIX I0OPOBOJIBIIEB, MOTYUYUBIINX OJTHOKPATHYIO 03y annkcabana 5 Mr BHYTpb B BUJIE TaOJIETKHU.

Pacnopenenenne

CBs3b amukcabaHa ¢ OelKkaMy TUIa3Mbl KPOBHM YEJIOBEKa COCTABISET MpHOIM3UTENbHO 87%, 00BeM
pactipenenenus (Vss) — npuOan3uTensHo 21 .

Buorpancdopmaliis u YIMMHUHALIAS

[TpubnuzurensHo 25% NPUHATON 10361 BHIBOAUTCSA B BUI€ METa00IUTOB. OCHOBHOW MYTh BBIBEICHUS —
yepe3 KuieyHuk. [Toueunas skckpenus anukcabana CoCTaBiIseT MPUOIM3UTENBHO 27% OT ero o0Iero
KJIMpEHCa.

OO6mwmit KIUpeHc anukcabaHa cocTaBisieT Mpubau3uTenbHo 3,3 1/4, nepuoa nmonyseiBeaeHus (T12) —

okoso 12 4. O-meMeTwnMpoBaHUE M TUAPOKCHIMPOBAHHE MO 3-OKCOMUIEPUIUHHIOBOMY OCTATKY
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 30.05.2025 N= 13735

SIBJIAIOTCSI OCHOBHBIMU MYTSIMH OuOTpaHchopMauy anxcdGatta. | ANHkCAG T I:I%IG’I/II'I\;V?HIE!CJ['E HHO

Metabonm3upyercs ¢ ydactuem uzodepmenta CYP3A4/5, B meHsbinelr creneHn — u30(epMEHTOB
CYPI1A2, 2C8, 2C9, 2C19 u 2J2. HeusmeHeHuslii amnukcabaH SBISETCS OCHOBHBIM BEILIECTBOM,
UUPKYJIUPYIOLIUM B IJIa3M€ KPOBHU Y€JIOBEKa, aKTUBHBIC IUPKYJIUPYIOLIHE B KPOBOTOKE METAaOOIUTHI
oTcyTcTBYIOT. Kpome Toro, anukcabaH siBIsieTCs CyOCTpaToM TPaHCIIOPTHBIX O0€IKOB, P-rmukonpoTerHa
1 OeJika pe3uCTEHTHOCTH paka MojouHol xene3sl (BCRP).

TloyeyHas HETOCTATOYHOCTD

Hapymenue ¢byHKIuu novek He OKa3bIBaeT BIUSHUS HA MaKCUMAaJbHYIO KOHIEHTPALMIO anuKcabaHa.
OpHako OTMEYaJIOCh TMOBBIIIEHHWE KOHIIGHTpAIMHM anukcabaHa, KOPpPEIMpPOBABIIEE CO CTEHEHBIO
CHIDKEHHsSI (YHKIMH TI0YEK, OICHHMBABIICHCS MO 3HAYEHUSAM KIHpPEHCa KpeaTHHHHA. Y I C
HapyleHneM (yHKIUHU MOYeK JIETKOW (KIMpeHC KpeaTHHHHA — oT 51 Mr/muH 1o 80 Mr/mMuH), cpeaHen
(xnmupeHc kpeatuHuHA — OT 30 Mr/mMuH 10 50 MI/MUH) U TSHKENON cTeneHu (KIUPEeHC KpeaTHHUHA — OT
15 mr/mMun g0 29 mr/mun), 3Hadenuss AUC anukcabaHa B miia3Me KpoBH BozpacTanu Ha 16%, 29% u
44%, COOTBETCTBEHHO, 10 CPAaBHEHHUIO C JHUIaMH, MMEBUIMMH HOpPMajbHble 3HAYECHMsI KIMpPEHCa
KpearnuHuHa. [Ipm »TOM HapymieHHe (QYHKIMM IOYEK HE OKa3bIBAJI0O OYEBHJIHOTO BIIMSHUS Ha
B3aMMOCBS3b MEXJy KOHIIEHTpalueil anukcabaHa B Ija3Me KpOBU U €ro aHTH-FXa akTUBHOCTBIO.
HccnenoBanus amukcabaHa y TMAlUEHTOB C KIUPEHCOM KpeaTMHHMHA MeHee 15 Mr/mMuH uiu
HaXOJSAIIMXCS Ha TUAIN3€ HE IPOBOMIINCE.

IleueHouHas HEAOCTATOYHOCTH

HccnenoBanus anukcabaHa MpU TsDKENOM MEYEeHOYHOM HEAOCTaTOYHOCTH M aKTUBHOW MAaTOJOTUU
rernaToOMINapHON CUCTEMBI HE TPOBOAMIIHCS.

He 6b110 BBISIBIIEHO 3HAYMMBIX U3MEHEHUN MapamMeTpoB (apMaKOKUHETHKHU U (papMaKOAMHAMUKH TpU
OJIHOKpaTHOM IpueMe anukcadaHa B 103€ 5 MT'y MAIIUEHTOB € IEYEHOYHON HEJ0CTaTOYHOCTBIO JIETKOU
U Cpe/iHel cTelneHH BbhIpaxkeHHOCTH (kinacchl A u B no knaccudukanuu Yaitna-I1s10, COOTBETCTBEHHO)
[0 CPaBHEHHUIO CO 370pOBbIMU A00poBoiblaMu. M3menenus antu-FXa aktuBHoctw u MHO vy
MMAlUEHTOB C IIEYEHOYHOW HEIOCTATOYHOCTBIO JIETKOM M CPEINHEW CTENEHH TSKECTH U 310POBBIX
J0OPOBOJIBIIEB OBLITM COTMIOCTABUMBI.

JInIla moXXKKUIOT0 Bo3pacTa

VY namueHToB MOXHIOrO Bo3pacta (cTapimie 65 JieT) OTMeuyalnuch Oojiee BBICOKHE 3HAUYEHUS
KOHIIEHTPAIlMH Iperapara B IIa3Me KpOBH, 4eM y OoJiee MOJIOIBIX MannueHToB: cpennee 3HadueHne AUC
ObL10 TPUOIM3UTENBHO HA 32% BBhIIIIE.

Hon

DKcno3ulus anukcadaHa y skeHIIUH Obu1a Ha 18% BbIlIe, 4eM Y My»KUHUH.
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Paca u 3 THHYECKOE TPOUCXOKICHHUE

PesynbTaTel, monmydeHHBIE B paMKax HcclieqoBaHuid | ¢a3bl, CBUAECTEIBCTBYIOT 00 OTCYTCTBUU
3HAYUMBIX DPA3MMYUN  (apMAKOKMHETHKH amnuKcabaHa MeXAy IMPEACTABUTEISIMU EBPOICOUTHOM,
MOHTOJIOWTHOW M HErpouJHOW pac. PesynpTaThl aHanmm30B (GapMaKOKUHETUKH B Pa3IMYHBIX
MONYJIAIMAX, BBIIOJHEHHBIX B paMKaxX MPOrpamMMbl KIMHHYECKHX HWCCICAOBaHWHN amuKcabaHa,
BKJIFOUABINIUX TIMAIIMCHTOB, TIOMYYaBIIMX amuKcabaH ToOcCle IUTAHOBOTO DHJIOMPOTE3HPOBAHUS
Ta300€IPCHHOTO MM KOJICHHOTO CYCTaBa, B IIEJIOM COOTBETCTBYIOT pe3yJIbTaTaM HccliefoBaHui | gasbl.
Macca Tena

VY mamumeHToB ¢ Maccoil Tema Oosnee 120 Kr KOHIEHTpalus anukcabaHa B IIa3Me KpOBU Oblia
npubnusurensHo Ha 30% HIDKE, YeM y MAIMeHTOB ¢ MAacCoi Tena oT 65 Kr 10 85 Krj y HalueHTOB C
Maccoii Tea MeHee 50 Kr TaHHBINA MMoKa3aTenb ObuUT IpuOmm3uTensHo Ha 30% BhIIIe.

3aBHCHUMOCTH I1apaMeTPOB d)aDMaKOKI/IHeTI/IKI/I n d)aDMaKOHI/IHaMI/IKI/I

3aBUCUMOCTh MEX]y MapameTpaMmu (papMaKOKMHETUKU U (papMakoJIUHAMUKH (B TOM uucie aHTH-FXa
aktuBHocTH, MHO, nporpom6unoBoro Bpemenu, AUTB) anukcabana u ero KOHIUEHTpaluel B Ia3me
KpOBH ObLJIa M3y4eHa ISl IIMPOKOTo Anana3zona 103 npemapara (ot 0,5 mr 1o 50 mr). beiio mokazaHo,
YTO 3aBUCHUMOCTh MEX]IYy KOHLEHTpalued amukcabaHa M akTuBHOCThIO FXa Hammydmmm oGpazom
OIMCBIBACTCS C MCIIOJIb30BAaHUEM JIMHEHHON Mojienn. 3aBUCUMOCTh TapaMeTpoB (apMaKOKUHETUKH U
(dapMakoMHAMHUKN anukca0aHa, OICHWBABIIASCS Yy TMAlMEHTOB, NOJYYaBIIUX anuKkcabaH B

kimanueckux uccnegopanusx 11 u I ¢assl, cooTBeTCTBOBaIA TAKOBOM Y 3/TOPOBBIX I0OPOBOJIBIIEB.

6. DOAPMAILIEBTHUYECKUE CBONCTBA
6.1. Ilepeuenb BcmoMoraTe/ibHbIX BelECTB
Anmkcadra, 2,5 Mr, TaOJIETKH, HOKPLITEHIE INIEHOYHONH 000I0YKON

Aopo:

JIaKTO3a

LEJUTI0JI03a MUKPOKPUCTAIIIMYECKAs

KPOCKapMeJu103a HaTpUs

HaTpUs JIaypuiICyabpaT

MarHus creapar

IInenounas obonouxa: naKTO3bl MOHOTHUIpPAT, TUIpoMeNo3a, TuTaHa nuokcun (E171), tpuanerun,
xenesa okeus xentoiil (E172)

AnuKcaHTa, 5 MI, TaOJIETKHU, MOKPHIThIE INICHOYHOH 000JI09KOH

Aopo:

JJaKTO3a

LEJUIF0JI03a MUKPOKPHUCTATIITUYCCKAsd
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KpPOCKapMeJu103a HaTpHs

HATpUS JIaypHIICYIbdat

Marausi creapar

IInenounas obonouxa: NaKTO3bl MOHOTUIPAT, THIpoMeNio3a, TuTaHa nuokcuna (E171), tpuanerus,
xKene3a okcug kpacHbli (E172)

6.2. HecoBmecTUMOCTH

He npumenunmo.

6.3. Cpok rogHocTH (CPOK XpaHEeHU)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUH

JlexapcTBEeHHBIN TIpenapat He TPeOyeT CrelraIbHbIX YCIOBUM XpaHEHUSI.

6.5. XapakTep u cojep:kaHMe NEPBUYHON YIIAKOBKH

I[To 10 wm 20 Tabmerok B OymcTepe W3 NPoO3payHo TuieHKH mnonuBuHUWIXIopun (I1BX)/
noymBuHIIHACHXI0pU T (ITB/1X) 1 anromunuesoit ¢poneru. o 2, 3, 6, 18 6auctepos (1o 10 TabneTok);
mo 1, 3, 9 GmucrepoB (mo 20 TabIETOK) BMECTE C KapTOYKOW-TIAMATKOW MAaIlMeHTa W JIMCTKOM-
BKJIQJIBIIIIEM MIOMEIIAIOT B KAPTOHHYIO MUKy .

I[To 10 wm 20 Tabmerok B OymcTepe W3 HENpPO3payHOW IuIeHKW mnonuBuHUIxiopua (IIBX)/
noymBuHUIHACHXI0pU T (ITB/1X) 1 anromunuesoit ¢ponbru. o 2, 3, 6, 18 6auctepos (1o 10 TabneTok);
mo 1, 3, 9 OmuctepoB (mo 20 TabyeTOK) BMECTE C KapTOYKOW-MAMATKOM MAIME€HTa U JIMCTKOM-
BKJIQJIBIIIIEM TIOMEIIAIOT B KAPTOHHYIO MMAYKy.

JlomyckaeTcsi Hamu4yre KOHTPOJIS TIEPBOTO BCKPBITUS HA KAPTOHHOM MayKe.

6.6. OcoObie Mepbl NMPETOCTOPOKHOCTUH NMPU YHUUYTOKEHUHM HCIOJIb30BAHHOIO JEKAPCTBEHHOIO
npenapara ujm 0TX0J10B, MOJTYy4YeHHBIX NMOCJIe MPUMEHEHUsI JTeKAPCTBEHHOT0 Mpenapara u Apyrue
MAHMIYJISIIUH € NPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
N3panib

Tesa ®@apmanesruueckue [Ipennpusatus Jlta.

124 JIsopa A-Hesua Ct., Tenb-ABus 6944020

7.1. IlpencraBureib AepsKaTesisi peruCTPALHOHHOIO YAOCTOBEPEHUS

IIperen3un HOTDC6I/ITCHCI>'I CICAYET HAIIPaBJIATH 11O aApECy:

Poccuiickas @enepanus
000 «TeBa»
115054, Mocksa, yi. Banosas, 35
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Ten. +7 (495) 644 22 34 (NOCNEOOBATENEHOCT 0004)

info@teva.ru

8. HOMEP PETUCTPAIIMOHHOTI'O YJOCTOBEPEHUS
JITI-Ne(010414)-(PT-RU)

9. JATA TNEPBUYHOM PEIMCTPAIIMMA (IIOJATBEPXKIEHHUS PEIHCTPAIIUM,
HNEPEPETUCTPALINN)
JlaTa repBoii perucTpaummu:

03.06.2025

10. JATA IIEPECMOTPA TEKCTA

OOmiast xapakTepUCTHKA JIGKAPCTBEHHOTO Iperapara ANMKCaHTa JOCTyIHAa Ha WH(GOPMAIMOHHOM
noptane EBpa3uiickoro 3KOHOMHYECKOTO C0103a B HH(POPMALMOHHO-KOMMYHHUKALIMOHHOW cCeTH

«MutepHer» https://eec.eaeunion.org/
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