COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 10.042024 N=7115
OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEHAOGFO TIPEAAPATA "00T)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Anukcaban ®apmacunres, 2,5 Mr, TaOJIETKH, TOKPHITHIE MIICHOYHOU 000JI0UKON

Amnukcaban ®apmacuHTe3, 5 MT, TaOJIETKH, TOKPHITHIE TNIEHOYHON 000JI0UKOM

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JleficTBy1olIIE€ BEUIECTBO: allMKCa0aH.

Annkcaban @apmacunres, 2.5 Mr, TAOJIETKHA, NOKPHITHIE NIEHOYHOM 000JI09YKOMI

Kaxxmas TabieTka cogepxuT 2,5 Mr anukcadaHa.
BcnomoratenbHble BelecTBa, HATUYUE KOTOPBIX HAJIO0 YUYUTHIBATH B COCTABE JIGKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHApAT, HaTpuil (cM. pazaen 4.4.).

Annkcaban @apmacunres, 5 Mr, TaOJIETKH, ITIOKPBITHIE TNIECHOYHOU 000JI0YKOM

Kaxxmas TabneTka cogepxut 5,0 Mr anukcadaHa.
BcnomoratenbHble BelecTBa, HATUYUE KOTOPBIX HANO0 YUYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTHApAT, HaTpuil (cM. pazaen 4.4.).

[TonHbIi IEpedYeHb BCIOMOTATENIBHBIX BEIIECTB MIPUBEICH B pazene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Tabnerku, MOKPHITHIE MIIEHOYHOH 000I0UKOH.

Anukcaban @apmacunres, 2.5 Mr, TabJIETKH, MOKPLITHIE INIEHOYHON 000J04YKOU

Kpyrabie 1BOSIKOBBINYKIIbIE TAOIETKU, TOKPHITHIE TUIEHOYHON 000JI0UKON OT CBETIIO-KENTOrO J0
JKEJITOro I[BETa, Ha MONEPEYHOM pa3pese sipo OeI0ro MM Mouty 0enoro 1Bera.

Anukcaban dapMacuHTE3, S MT, Ta6J'ICTKI/I, IMOKPBITHIEC TIJIEHOYHOM 000JI0YKOU

Kpyribie ABOSKOBBITYKITbIE TaOJIETKH, TTOKPBITHIE ITICHOYHOH 000JI0YKOM OT CBETIIO-PO30BOTO JI0

TEMHO-PO30BOTO IIBETA, HA MMOIICPEUYHOM pPa3pe3€ sAapo 0eJI0oro Wy MOYTH 0EI0TO OBCTA.

4. KIMHUYECKHUE JAHHBIE
4.1. Tloka3aHusi K NPUMeHEHUI0
[Ipenapat Anukcaban ®apmacuHTe3 MOKa3aH K MPUMEHEHHUIO y B3POCIbIX.
— Ilpodunaktuka BEHO3HOM TpPOoMOOSMOONIMM Yy MAIUEHTOB IOCJIE IUIAHOBOTO
HHIONPOTE3UPOBAHUS Ta300€JPEHHOT0 UM KOJIEHHOTO CyCTaBa.
— IlpodunakTuka WHCYJIbTa U CHCTEMHOH TPOMOOIMOOIUHU Yy B3POCIBIX MAIMEHTOB C
HEeKJIallaHHON (uOpUIUISIUE npeacepanii, UMEIOINX OJUH WM HECKOJbKO (haKTOpOB

pHUCKa (TaKI/IX, KaK UHCYJIbT WJIX TPAH3UTOPHAA HIICMHUYCCKA aTaKa B aHAMHE3€C, BO3PpacCT
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CHMIITOMaMHU XPOHUYECKAs CeplIeUHasi HeIOCTaTOYHOCTh ((QyHKIIMOHambHbBIN Kiacce |l u
BBIIIIE MO Kiaccudukanuu HLIO-ﬁOpKCKOIZ kapauosoruyeckoi accormaruu (NYHA)).
HcknrodueHrne COCTABISIOT TAIlUEHTBI C TOKEIBIM W YMEPEHHO BBIPAKCHHBIM
MUTPAIBHBIM CTEHO30M HJIM HCKYCCTBEHHBIMH KJIAITAHAMH CEP/IIIa.

— Jleuenne TpomOo3a rimy6okux BeH (TT'B), rpomGoamboum terounoi aprepun (TIJIA),

a Taoke npodunaktuka peunausos TI'B u TOJIA.

4.2. Pe:xuM 103MPOBAHUA U CIIOCO0 NPUMEHEHHA

PexxnM o3upoBanms

1. ¥V nayuenmog nocne nnanogozo snoonpomesuposanus mazo6eo0penHozo Ui KOieHHO20
cycmasa
2,5 mr 2 pasa B CyTKH (1IepBbIii mpueM depe3 12—24 4 mocie onepaTUBHOTO BMemaTeabcTBa). [Ipu
OPUHATUM DPEIIEHUS O BPEeMEHM Hayajla Tepanmud BpadaMm CJeayeT MNPUHATh BO BHUMaHUE
MOTCHUUATBHBIA TOJOXKUTENbHBIN 2()PEeKT OT paHHEH AaHTUKOAryJISHTHOW Tepanmuu B
npo(UIaKTUKEe BEHO3HOH TPOMOOIMOOIMHM HApaBHE C PUCKOM PA3BUTHUS MOCTONEPALMOHHOTO
KpOBOTEUEHHMsI. Y MAlUEHTOB, MEPEHECHIMX 3HJONPOTE3UPOBAHUE Ta300€IpPEHHOI0 CYCTaBa,
pPEKOMEHIyeMasi JUTUTENbHOCTh TEPANNK COCTABIISIET OT 32 10 38 1HEW, KOJIEHHOIO CycTaBa — OT
10 no 14 nueii.
2. VYV nayuenmos ¢ pubpunnsayueil npedcepouti
ITo 5 mMr aBa pasa B CyTKHU. Y NAIMEHTOB ¢ GHOpMILISAIIMEH peacepanii 103y IpernapaTa CHUXKAIOT
oo 2,5 Mr gaBa pa3a B CyTKM MpPU HAUYUHM COYETAHUS JBYX WM 0Oojee U3 CIEIyIONINX
XapakTepucTuk — Bo3pacT 80 et u crapiie, macca Tena 60 Kr U MEHee WM KOHIIEHTpalus
KpeaTMHHHAa B Tuiazme kpoBu > 1,5 mr/mn (133 mxmounb/n). Tepamuio cienyer NpoaosKaTh
JUTUTETILHOE BPEMSI.
3. Jleuenue mpombo3sa enybokux een, mpomoosmoonuu neeourou apmepuu (TIJIA)
ITo 10 mr nBa pa3a B CyTKM B Te€UE€HHE 7 JHEMH, 3aTeM S5 Mr 2 pa3a B CyTKH. [Ipo10TKUTETBHOCTh
JICYCHUS OMPENeIAeTCS WHANBUIYAIBHO C YUY€TOM COOTHOIIEHHUS OXKHIAEMOU TMOJIb3bl U PUCKA
BO3HUKHOBEHHUSI KIMHUYECKH 3HAYMMBIX KpOBOTeUeHUH. PemieHue o JIUTEIBHOCTH Teparuu
JOJI’KHO OCHOBBIBAThCSI HA OLIEHKE HaJIM4YUs U 00paTUMOCTH (HhaKTOPOB, MPEapacloiararoimx K
peUUIMBUPOBAHUIO (T. €. MPEIIECTBYIONIEC XUPYyPruuecKoe BMEIIATEIbCTBO, TPaBMa, MEPUO]]
UMMOOUIIM3aUH U T. 11.), a Takke nposiieHuit TI'B w/mnu TOJIA, coctapnsis, Kak MUHUMYM,
3 mecsrza.
4.  Ipogunaxmuxa peyuousos mpomobo3a e1yb60Kux 6eH, mpomooIMO0.1UU 1e204HOU apmepuu
(TDJIA)

[To 2,5 mr aBa pasza B CyTKH NOcJe, KaK MUHUMYM, 6 MecsIeB JieueHus: TpoM0o03a IiTyO0OKHUX BEH
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umn TOJIA anukcabaHoMm B J03€ 5 Mr ABa papa B cyT@:iﬁrﬂEm%%mT%%a%%Mﬂ Kak

yKa3aHo B Tabnure 1.

Taobmuua 1

J103UpOBKH MaxkcumanbHas
CyTOYHas 103a

10 mr nBa pa3a B CyTKH B
Jlewenue mpomb6o3sa 2ny6oKux 20 mr

TE€UYEHUE NEPBBIX 7 THEU
een, TOJIA

[anee 5 Mr 1Ba pa3a B CyTKH 10 mr

Ipoghunaxmuxa peyuousos

5wmr
19JIA 2,5 Mr 1iBa pasa B CyTKH

O6H_Iy10 JJIATCIIBHOCTD TCpAIllU CIICAYCT HOI[6I/IpaTL HHAWBUYAJIBHO I1IOCJIC TIIATEILHOM OLCHKHU

COOTHOLLIEHUS MOJIb3bl OT IPUEMA Ipernapara u pucka pa3BUTHA KpoBOTeUeHU (CM. pasznen 4.4.).

Oco0ble IPYIIILI TAIMEHTOB

Tlayuenmul noscunoeo 6ospacma

Koppekuu 10361 npenapara y HAlMEHTOB MOXHIJIOTO Bo3pacTa He Tpedyercs (UCKIIOYCHHE
COCTaBJIAIOT MAIIMEHTHI, YKa3aHHBIC B 1.2 — IPUMEHEHHUE NPH (PUOPUIIIALIUH TTPEICEPIHiA).
Iayuenmsi ¢ Hapywenuem QyHKyuyu novex

Jlis manueHToB ¢ HapylleHHeM (QYHKIMM MOYeK JEeTKOW WM CpeJHeil CTeNeHH NMPUMEHUMBI

CII/TyIOIUE PEKOMEHIALIUH:

— He TpeOyercss KOPPEKUMH J03bl MPHU MPUMEHEHMH amnukcabaHa Uis NpOoQHIAKTUKA
TpoMOo3a TIIyOOKMX BEH Yy MAlUEHTOB IIOCJ€ IUIAHOBOTO 3HIONPOTE3UPOBAHUS
Ta300€ApEHHOI0 WM KOJEHHOIO CyCTaBa, AJs JIeYeHUs TpoMOo3a IIyOOKUX BEH, JUIs
aeuenuss TOJIA W TOpOPUIAKTUKM PpPEUUANBOB TpoM0Oo3a riyOokux BeH, TOJIA
(cMm. pasaen 5.2.);

— TIpU TNpPUMEHEHUM anukcabaHa y NanueHToB c¢ QuOpwusnuel mnpenacepauil u
KOHIICHTpanuen kpeatnauaa > 1,5 mr/mr (133 MKMOIIB/T) B I1a3Me KPOBH, B COUETAHHH C
BO3pacToM > 80 jeT miu Maccoit Tena < 60 kr TpedyeTcs CHIKEHUE 036l IIpenaparta, Kak
onucaHo BbIle. [Ipu 0TCYyTCTBUM COOTBETCTBUS JPYTMM KPUTEPHSIM Ui CHUKEHUS J103bI

(Bo3pacT, Macca Tenia) KOppeKIuu Teparnuu He TpedyeTcs (cM. pasaen 5.2.).

VY nmanueHToB ¢ HapylieHHeM (YHKIIUHU MOYEK TSHKENO CTerneHu (¢ KIMPEeHCOM KpeaTuHuHa 15-

29 Mr/MuH) IpUMEHHUMBI CIeIyIoIIue peKOMEeHJauu (cM. pasaenst 4.4., 5.2.):

— anmkcabaH cleayeT MPUMEHSATh C OCTOPOXKHOCTBIO JUIsi MPO(UIAKTHKH TpoMOO3a
IyOOKHX BEH y MallMEeHTOB MOCIIE MIAHOBOTO YHI0NPOTE3NPOBAHUS Ta300€JPEHHOTO UITU
KOJICHHOTO CyCTaBa, AJs JieueHuss TpomOo3a TiIyOOKux BeH, i JiedeHus TOJIA u

npodUIaKkTUKa PeuIMBOB TpoM0O03a IrryOokux BeH, TOJIA;
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— Yy NanueHToB ¢ GUOpHIITALUEN Npeacep i crteAyT mpbeHE Mosy atinkcaBata2,5 mr

JIBa pa3a B CYTKHU.

Her AAaHHBIX O MPUMCHCHUU anukcabaHa Y NaUCHTOB C KJIIMPCHCOM KpPCATHUHUHA <15 MF/MI/IH, a
TAKXKXC Yy MNAIUCHTOB, HAXOAAIIHUXCA Ha JUAJIN3C. B cBsa3u ¢ atuMm OpUMCHCHUC IIpCliapaTa

Anukcaban @apMacuHTE3 y TaKUX MAIIMEHTOB MPOTUBOMIOKAa3aHo (cM. pazaen 4.4., 5.2.).

Tlayuenmsi ¢ HapyweHuem QyuKyuy neveHu

[Ipenapar Anukcaban ®apmacuHTe3 NPOTUBONOKA3aH y MAIMEHTOB ¢ 3a00J€BaHUAMHU IIEUCHH,
COIPOBOKAAOIIMMHUCS HAPYIIEHUSIMU B CUCTEME CBEPTHIBAHUS KPOBU U KIIMHUYECKU 3HAYMMbBIM
pUCKOM pa3BuUTHUSl KpoBoTeueHuil (cMm. pasnen 4.3.). IIpumeHeHue npemnapara y HallEHTOB C
TSDKEJIONW TIEYCHOYHON HEIOCTaTOYHOCTBIO TMpoTHBOMOKazaHo (cMm. paszen 4.3.). Cnemyer
co0uI0IaTh OCTOPOXKHOCTh NpHU Npueme npenapata Anukcadan dapmacuHTe3 NalMEHTaMU C
[IEYCHOYHOM HEJOCTAaTOYHOCTHIO JIETKOW M CpeaHel creneHu TsbkecTu (kimacca A mim B mo
knaccudukanuu Yaitna-I1s10), mpu 3ToM KOppeKInH 10361 He TpeOyeTcs (cM. pasaenst 4.4., 5.2.).
W3 xIMHUYECKHUX HCCieI0BaHui ObLTH UCKITIOUEHBI MAIIUEHTHI, Y KOTOPBIX OTMEYaJIy MOBHIIICHHE
AKTUBHOCTH [IEYEHOYHBIX (bepMeHTOB aJlaHMHaMUHOTpaHchepasbl (AJIT)/
acmapraramuHoTpancdepasbl (ACT) B 1Ba pasa Bblllle BEpXHEW TPaHUIBI HOPMBI MM OOIEro
OunnpyOuHa B oaTopa u 0osiee pa3 BbIllIe BEpXHEH rpaHULIbl HOPMBL. B CBsI3u ¢ 3TUM ciiefyer ¢
OCTOPO’KHOCTBIO TIPUMEHSATH alMKcabaH y IMalMeHTOB 3TOW Tpymmbl (cM. pazaensl 4.4., 5.2.).
Crnenyet oueHUTh GYHKIIUIO TIEUEHH J0 Hadaja Tepanuu npenaparom Anukcadban @apMacuHTeE3.
Macca mena

Koppekuun 110361 B 3aBHCHUMOCTH OT MacChl Tejla INAlUeHTa He Tpedyercs (MCKIIOYEHHe
COCTaBJISIIOT MAIUEHTHI, YKa3aHHbIE B 1.2 — IPUMEHEHHE MTPU PUOPIILISIUHN peACEepAmil).

Ilon

Koppexkmuu 10361 mpenapata B 3aBUCUMOCTH OT I10J1a MalMeHTa He TpedyeTcs.

Paca u smnuueckoe npoucxoorcoenue

Koppekuuu o3l mpemapata B 3aBUCHUMOCTH OT pachl WM ITHUYECKOTO MPOUCXOKIECHUS
naiyeHTa He Tpedyercs.

Ilepexo0 ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[lepeBox ¢ mapeHTepaIbHBIX AHTUKOATYJITHTOB Ha mpenapar Anukcaban @apmacuHTe3 U Ha000-
pPOT MOXXHO NPOBOJAUTH B MOMEHT CIEAYIOLIEr0 3alUIaHUPOBAHHOTO MpPHEMa OTMEHSIEMOro
npemnaparta (IIpu STOM OYepeHas 103a OTMEHSIEMOro Mpenapara He IPUHUMAETCs).

Ilepexoo ¢ unu na sapgapun unu opyaue anmaconucmol gumamuna K

[lepeBox mamueHTOB ¢ Tepanmuu BappapuHOM WIM IPYTMMHU aHTaroHUcTamMu BuTammuHa K Ha

Tepanuio mpemapatoM Anukcaban @dapmacuHTE3 CIEAyeT NPOBOAUTH TIPH 3HAUYCHHUH
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NAllMEHTOB € Tepanuu mpenaparoM Anukcaban ®apmacuHTe3 Ha BaphapuH WIM Jpyrue
aHTaroHUCTHl BuTamMuHa K ciiegyeT nponomkars Tepanuto npenaparom Anukcadban @apmacunres
B TeueHue 48 4 rmociue npuema nepBoii 10351 BappapuHa WiK Jpyrux aHTaroHUCToB BuTamuHa K.
Uepes 48 u cnegyer npokonTpoiaupoBath MHO mepen mpuemom crieayromieid 1036l mpenapara
Anukcaban @apmacunre3. CoBMeCTHBIN ITpUeM BapapuHa (WM Ipyroro aHTaroHMCTa BUTaAMHHA
K) n mpenapara Anukcaban @apmacunTes cieayeT npoaokars 10 noctmwxenus MHO >2.0. [Tpu
noctkenn MHO > 2,0 npuem npenapara Annkcaban @apmMacuHTe3 ClIeAyeT MPEKPATHTb.
Kapouosepcus
[TanmenTsl ¢ GuOpwLIALKEN npeacepauii, KOTOPbIM TpedyeTcs MPOBENEHHE KapAUOBEPCHH,
MOTYT HauyaTh WIM MPOJOJDKUTH IPUMEHEHHE npenapaTta Anukcaban dapmMacuHTes.
[TanmenTam, He MPOXOAMBILNM JIEUEHUE aHTUKOATYJISIHTAMHU, TIEpE]] IPOBEIEHUEM KapIUOBEPCUN
HEoOXO0JMMO Ha3HAYUTh, 10 KpailHeil mepe, 5 103 npenapara Anukcaban dapmacunres no 5 mr
JIBa pa3a B CyTKH (110 2,5 MI ABa pa3a B CyTKH Ul NAlIUEHTOB, KOTOPbIM TPeOYyeTCsl yMEHbILICHHE
7036l (CM. MyHKT 2 mnojapasaena «Pexum no3upoBanHus» pasgena 4.2.)) A JOCTHKEHUS
aJIcKBaTHOM aHTUKoOAaryysiiMu. B ciywyae ecinu mnpoBeaeHHE KapAUOBEPCHUM TpedyeTcss 110
Ha3HadYeHHs S5 103 mpenapara Anmukcaban dapmacuHTe3, HEOOXOIUMO MPUHATH HATPY30UHYIO
no3y B 10 mMr C mocnenyrooummM mnpuemMoM S5 Mr jaBa pa3a B cyTku. Crenyer yMEHbLIMTH
Harpy304HyIo J03y JI0 5 MI' C OCJeIyIOIUM IIPUEMOM 2,5 MT JIBa pa3a B CyTKH, €CJIU MAIl[UEHT
HOJXO/UT MOJ1 KATETOPHIO [T CHUXKEHHS A03bI (CM. IyHKT 2 nojpasaena «Pexum 103upoBaHus»
pasaena 4.2.). HeoOXoauMo NPUHATH HArpy304HYyIO 103y, IO KpaiiHeW mepe, 3a 2 daca J0
npoBeleHusl KapauoBepcuu. llepen mpoBeneHHMEM KapIUOBEpPCUHM HEOOXOAMMO MOJIYYUTh
HOJTBEPXKJIEHHE O HaJuIeXkalleM npueMe npenapata Anukcaban Papmacunres. [lpu npunstun
pelieHrss O Ha3HAYeHMM M MPOJOJDKMTEIBHOCTH JICYEHUS HEOOXOAMMO ONMpaTbcs Ha
YCTAaHOBJICHHbIE PEKOMEHJALMU O NPUMEHEHUI0 AHTHUKOAryJIsiHTOB y MAallMEHTOB, KOTOPBIM
TpeOyeTcs MpoBeieHNne KapInOBEPCHH.
Cunopom ommerwl
[Ipn BpeMeHHOM mepepblBE B JICYEHHM IpenapaToM (CIy4ailHOM WM HPEeJHAMEPEHHOM)
BO3pacTaeT puck Tpom0o3a. [lanueHTs! 10JIKHBI OBITH TPOMHCTPYKTUPOBAHBI O HEOOXOUMOCTHU
u30erathb nepepbIBOB B JIeueHUH IpenapaToM. [Ipu BpeMeHHOM NpeKpalieHn aHTUKOAryJITHTHON
TEpaIuM 1o JObIM IPUUMHAM OHA JO0JKHA ObITh BO30OHOBJIEHA KaK MOYKHO CKOpEe.

eTn
BbezonacHocTh M 3¢ (EeKTUBHOCTH MPUMEHEHHs anukcabaHa y nereid B Bo3zpacte 1o 18 jer He
YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.

Cooco0 OPUMCHCHUA
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Ipenapar Amukcaban apMacHHTe3 NPUHHMAOT BHY 5 HesaBICIMb O iptteNia T, B

cIydyae TMpoIMycKa IMpueMa Ipenapar ClenyeT MPUHATh KaK MOXKHO CKOpee, a B JajbHEHIeM
MPOJOKUTH MIPHEM 2 pa3a B CyTKH B COOTBETCTBHH C UCXOIHON CXEMOM.

Jlis manueHToB, KOTOpble HE MOTYT MPOMVIOTHTH TaONETKy IENHKOM, TaOIeTKy mpernapara
Anukcaban dapMacuHTe3 MOXHO MU3MEIBUYUTh M Pa3BECTH B BojE WM 5% BOJHON JEKCTPO3E
(5/1B) nnu 16;109HOM COKE WIIM CMENIaTh ¢ I0JIOYHBIM IIOPE U HE3aMEeIITUTEIFHO IPUHATH BHYTPb
(cm. pasmen 5.2.). B kadecTBe anbpTepHATHBBI TaOJeTKy mpernapara Anukcaban DapMacuHTE3
MO>KHO U3MEJIbYUTH U pa3BecTd B 60 My Boabl win 5/IB 1 He3amMenmuTenbHO BBECTH MOTYUYEHHYIO
CYCIIEH3HIO Yepe3 Ha30TracTpaIbHbIN 30H] (CM. pa3zaern 5.2.).

JlekapcTBeHHOE BEIIECTBO B HM3MEILUYCHHBIX TalJeTKax mpemnaparta Amnukcaban dapmacuHTE3

COXpaHsieT CTaOUIBLHOCTH B Boze, 5/IB, 10:109HOM coke u 107109HOM MEope 110 4 4acoB.

4.3. IlpoTruBonokazanus

— T'unmepuyBCTBUTENBHOCTH K anuKcabaHy WU K JIOOOMY U3 BCIIOMOTATENbHBIX BEIIECTB,
IIEPEUYUCIICHHBIX B paszaene 6.1.

— AKTHUBHOE KJIMHMYECKHU 3HAYUMOE KPOBOTECUEHHUE.

— 3alosieBaHUs TE€YEHU, CONPOBOXKJAIOLIMECS HApPYIIEHUSMU B CUCTEME CBEpPTHIBAHUS
KPOBH U KIIMHUYECKU 3HAUHMbIM PUCKOM Pa3BUTHUS KPOBOTCUECHUH.

— 3aloyieBaHMS WU COCTOSHUS, XapaKTEpU3YIOUIMECS 3HAYUMBIM PHUCKOM OOJBIIOTO
KPOBOTEUECHHMS: CYLIIECTBYIOIIEE B HACTOSAIIEE BPEeMs HJIM HEJlaBHEE 000CTpEHUE SI3BEHHOM
00JIE3HU JKEITYJOYHO-KHIIEUHOTO TPAKTa; HAMYKE 3JI0KAY€CTBEHHOTO HOBOOOPA30BaHHUS
C BBICOKMM PHUCKOM KPOBOTEUEHHS; HE/JIaBHEE MOBPEXKJACHHUE TOJIOBHOTO WM CIIUHHOTO
MO3ra; HeJJaBHO MEPEHECEHHOE OMEPATUBHOE BMENIATEIHCTBO HA TOJIOBHOM UJIM CIIMHHOM
MO3re, a TaK)K€ Ha OpraHe 3pEHUs; HEJAABHO MEPEHECEHHBIN TeMOPPAaruyecKuil HHCYIIbT;
YCTAaHOBJIEHHOE WJIM II0J03PEBAEMOE BApUKO3HOE PpACLUIMPEHHE BEH MHIIEBOJA;
apTepHUOBEHO3Has  MajbpopMalusi;  aHeBpU3Ma  COCYJIOB  WJIM  BBIPAKCHHBIE
BHYTPUCIUHAIBHBIE UM BHYTPUMO3TOBbIE H3MEHEHUS COCY/IOB.

— Hapymenue ¢yHKIMH MOYEK C KIMPEHCOM KpeaTWHUHA MeHee 15 Mi/MHH, a Takxke
IPUMEHEHNE Y NMAallMEHTOB, HAXOSAIINXCS Ha TUAIIN3E.

— bepemennocts (cMm. paznen 4.6.).

— Tlepuon rpynHOTO BCKapMiIMBaHus (CM. paszzen. 4.6.).

— OpnHOBpeMEeHHOE NMPUMEHEHHUE € JTIOOBIMU APYTUMH aHTHUKOATYJISTHTHBIMU IperapaTamH,
BKJItoUasi HeppakuuoHupoBaHHbIM remapuH (H®I), HU3KOMONEKYJspHBIE TeNapHHbI
(HMT') (sHOKCanapuH, JanTenapuH U Jip.), IPOM3BOJHbIE renaprHa ((hoHIanapuHyKC U

JIp.), TIEpOpalIbHbIE aHTUKOATYJISIHTHI (BapdapuH, puBapokcabaH, maburatpan u ap.), 3a

6



COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 1'].:-'-} 2024 “-14_7_11'5 N
HCKJIIOYEHHEM TEX CUTYyalllid, KOTJla MalMEeHT négéébnlﬁ\‘;ﬁ-@é;{w&:thF'éle':'[JanH

anukcabaHOM, Korja He(paKIMOHUPOBAHHBIM TIeNapuH Ha3HadaeTcs B J103aX,
HEOOXOIUMBIX Uil TMOAJEPKaHUs HPOXOJUMOCTH LEHTPAIbHOTO BEHO3HOTO WM
apTepUaIbHOTO KaTeTepa WK Kor/ia He(paKIIMOHUPOBAHHBIN T'eTIapUH MPUMEHSETCS MIPH

KaTeTepHOH abnaruu GuOpIISIUN npeacepauii (cM. pasnensl 4.4., 4.5.).

4.4. OcoOble yka3aHus ¥ Mepbl NPeJ0CTOPOKHOCTH NPH IPUMEHEHUH

Puck kpoBoTeueHU

Kak u B ciywyae npyrux aHTHKOAryJsiHTOB, HAllMEHTOB, MOJYYalOUIUX IpernapaT anukcadbaHa,
HEOOXOIMMO TINATEIbHO HAOIIOAATh HA MPEAMET MPU3HAKOB KpoBOTeUeHUs. [Ipu coCcTOsSHUSIX
BBICOKMM PHCKOM pa3BUTUS KPOBOTEUYCHHUU Tpernapar pPEKOMEHIyeTcs MPUMEHSTh C
OCTOpOXKHOCTBIO. [IpuMeHeHue mpenapara amukcabaHa clieyeT NPEeKpaTUTh MPH Pa3BUTHU
TSDKETIOT0 KpoBoTeueHus (cM. paznensl 4.8., 4.9.).

XoTs Teparnus anuKkcabaHoM He TpeOyeT MOCTOSHHOTO MOHUTOPUHTA €r0 KOHIICHTPAIIUH B KPOBH,
MHOTa MOXET OBITh 1IeNIeCO00pa3HbIM POBEJCHIE KATMOPOBAHHOTO KOJIMYECTBEHHOTO aHAIH3a
aHTH-Xa-q)aKTOpHOﬁ AKTUBHOCTH B TCX UCKITIOUYUTCIIbHBIX CJIYyYasaX, Koraa JaHHBIC O BO3II€I>'ICTBI/IPI
anukcabaHa MOTYyT CHOCOOCTBOBAaTh MPUHATUIO KIMHUYECKUX pEHICHUH, Hampumep, Mpu
Nepe03UPOBKE U SKCTPEHHOM OTIEPAaTHBHOM BMENIATENbCTBE (CM. paszen 5.2.).

BzanmoeiicTBHE ¢ IPYTHMMH JICKAPCTBEHHBIMH IIpeHapaTaMy, BIUSIONIMMY Ha TeMOCTa3

B cBs3u ¢ BBICOKMM PHUCKOM BO3HHMKHOBEHMSI KPOBOTEUEHHS OIHOBPEMEHHOE NPHMEHEHHE C
JTFOOBIMH JIPYTUMH aHTUKOATYJITHTaMU MPOTHUBOTIOKA3aHo (cM. paszzen 4.9.).

OnmHOBpeMeHHOE TpPHMEHEHHE TpernapaTra amukcadaHa C aHTHAarperaHTaMH TIOBBIMIAET PHUCK
KpoBOTeUeHHS (CM. pasnen 4.5.).

HeoGxonuMo coOmoaTh OCTOPOXKHOCTh TPU  OJHOBPEMEHHOM IPUMEHEHUH IIperapara
anukcabaHa ¢ CEJIEeKTUBHBIMUA MHTHOUTOPaMU OOpaTHOTO 3aXBaTa CEPOTOHMHA W MHTHOUTOpAMU
o0paTHOro 3axBaTa CEpOTOHMHA WU HOpANHHEe(pUHA (HOpaApEeHATMHA) WU HECTEPOUIHBIMU
npoTUBOBOCTIANUTENbHBIMU Tpenapatamu (HIIBII), Bxmrouas auneTWICAIMIMIOBYIO KHUCIOTY
(ACK).

[locne XWpyprudeckoro BMENIATEIbCTBA HE PEKOMEHIYETCS IMPHUMEHSATh OJHOBPEMEHHO C
mpenapaToM anvkcabaHa Ipyrue MHrHOMTOPHI arperaiuy TpOMOOIIUTOB (CM. pazzaen 4.5.).

B kiuHMuYeCKOM HCCEOBaHMM Yy MAIMEeHTOB ¢ (GuOpwIAnuel mnpencepauil ¢ ocTpeIM
kopoHapHbIM cuHApoMoM (OKC) u/unu nepeHecmux 4YpeckoKHOEe KOPOHAPHOE BMEIIATENECTBO
(4KB) ¢ 3arutaHupoBaHHBIM MEpHOAOM JieueHus: HHruouTopoM P2Y 12 ¢ ACK unu 6e3 Hee, ObU10
U3y4eHO NPUMEHEHHE TIEPOPATEHBIX aHTHKOATYJISTHTOB (anuKcabaHa Wi aHTarOHUCTa BUTAMHIHA

K — ABK) B Teuenue 6 mecsiieB. Puck 00JgbInx KpOBOTEUEHUH 1O KPUTEPHUAM MeEXTyHAPOTHOTO
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ISTH) mnu knuHWUYECKH 3HAYUMBIX HeOombpiux kpoBoTedueHuil (K3HDB) Obur cratucThdecku
3HaYMMO HIDKE NpU NPUMEHEHMH mpemnapara anukcabana (24,7% B roa) mo CpaBHEHHIO C
npumenenueM ABK (35,8% B rox). ComyrctBytomee npumenenne ACK mnoBbimano puck
pasButus 6oabpmux KpoBoTeueHuit o kputepusam [STH unu K3HB xpoBoteuennii ¢ 21,0% B roa
no 40,5% B rox mpu goOaBieHHM aHTHKoaryisHTa (anukcabana win ABK) k Tepanuu
uHruouropom P2Y12. B wactHoctu, no6asnenne ACK noBsiano puck pa3BUTHS OOJIBIIMX WU
K3Hb xpoBoTedenuii y naiiueHToB, nosrydasmux anukcadad u ABK, coorBerctBenHo ¢ 16,4% no
33,1% Broguc 26,1% B rox no 48,4% B rop.

OTmeuasioch CTaTHUCTUYECKH 3HAYMMOE IOBBILICHWE PUCKAa KPOBOTEUEHMH NpPU HMPUMEHEHUU
TpoitHOi Tepanuu anukcabanom, ACK u kionuaorpeinoM B KIMHHUYECKOM HCCIEIOBAaHUM Y
NAIMEHTOB C OCTPBIM KOPOHAPHBIM CHHAPOMOM 0e3 (UOpPHUIALNU Mpencepauii ¢ BBHICOKUM
pUCKOM TpomM0O3a W HECKOJIBKUMH COMYTCTBYIOUIMMH CEPJACYHBIMA W HECEpACUYHBIMHU
3a0osieBaHusAMU. B JpyroMm KIMHMYECKOM MCCIEIOBAaHMM C yYacTHEM HAlMEHTOB C
¢ubpmwusiuueit npeacepauii ogHoBpeMenHoe npumeHeHne ACK mpuBOAMIO K MOBBIIEHUIO
pHUCKa pa3BUTHA OOJIBIIMX KPOBOTEUEHHWH M Ha (hoHe mpuema anmkcabaHa ¥ Ha (HoHE Mpuema
BapdapuHa. B 5TOM KIMHHYECKOM MCCIICIOBAaHNH COUYCTAHHAS TEPAIUs ABYMS aHTHATPETaHTaMU
IPUMEHSUIACh PEAKO.

[IpuMmeHeHnE TDOM6OJ'II/ITI/I‘ICCKI/IX CpEACTB I JCUYCHHUSA OCTPOro HIMEMHUYCCKOIo MHCYJIbTa

OngIT MMPUMCHCHUA TpOM6OJ'II/ITI/ILIeCKI/IX CpCACTB I JICHCHHA OCTPOr0 HIIEMHUYCCKOI'O UHCYJIbTA
Yy NalUCHTOB, NOJYYaromux aHI/IKca6aH, BC€CbMa OI'paHHUYCH.

HaHI/IeHTBI C UCKYCCTBCHHBIMMU KJIalTaHAMHU CEpAlla

be3zonacHocTh 1 3 EKTUBHOCTH IIperapara y NalieHToB ¢ MCKYCCTBEHHBIMHU KJIallaHAMM Ceplia
¢ QubOpwuAnueit npencepauii u 0e3 Hee He u3ywanach. [IpuMeHeHune npenapata AnukcabaH
®apMacuHTE3 1)1 3TON IPyNIbl HAllUEHTOB HE PEKOMEHYETCSl.

XI/IDVDFI/I‘IQCKI/IG 1 MHBA3HWBHEIC ITPOLICAYPEI

[Tpumenenue npenapata Anukcaban dapmacuHTe3 cienyeT MPeKpaTUTh HE MEHee 4YeM 3a
48 gacoB 10 TUTAHOBOW OTEepaIiK HIIM HHBA3UBHOU MPOIIETYPhI CO CPETHUM HITU BHICOKHMM PUCKOM
kpoBoTeueHus. Cro/la OTHOCSITCS BMEIIATENbCTBA, MPU KOTOPBIX BEPOSITHOCTh KIMHUYECKU
3HAYMMOTO KPOBOTEUEHHS HE UCKITFOUECHA WITH JJISI KOTOPBIX PUCK KPOBOTCUCHHS HETIPUEMIIEM.

[Tpumenenue npenapara Anukcaban dapmacuHTes cienyeT NpeKpaTuTh He MeHee ueM 3a 24 yaca
JI0 TUTAHOBOW ONEpaliy WM MHBA3UBHOM MPOLIEAYPhl C HU3KUM PUCKOM KpoBoTeueHus. Croaa
OTHOCSITCSI BMEIIATENbCTBA, MPU KOTOPBIX OXKUJAETCI MUHUMAIBHOE, HEKPUTUYECKOE IO

JOKaJIU3alMK WIN JIETKO KOHTPOJIMPYEMOE KPOBOTEUEHHE.
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HOBBIIIEHHBIN PUCK KpoBoTedeHus. ClieyeT COOTHECTU PUCK KPOBOTEUEHUS M HEOOXOAUMOCTh
9KCTPEHHOro BMeInaTenscTBa. Ilpn HewsianaHHod (uOpwIAIMM npencepauii OOBIYHO HE
TpeOyeTcsi IPUMEHEHUE «TePali MOCTa» B TeueHUH 24—48 4 1ociie OTMEHBI anukcabana nepes
XUPYpPru4ecKMMH BMEIIAaTEIbCTBAMH.

[Tocne MHBa3MBHOM MpoLeAypbl WK XUPYPru4ecKOro BMeEIIATeIbCTBA IPUMEHEHHUE Mpenapara
Amnukcaban ®apmacuHTe3 ciieyeT BO300OHOBUTh KaK MOKHO CKOpee NpH YCIOBHH, YTO 3TO
JIOMyCKaeT KIMHUYECKas CUTyalllsi U yCTAaHOBWJICS JOCTaTOYHBIM remocta3 (WHbopmamus o
KapJIMOBEPCHUH TMPUBEICHA B pazjaene 4.2.).

VY nanueHtoB ¢ QuOpwuALuMeil npeacepAuii HET HEOOXOJUMOCTH HpPEKpallaTh TEpaIuio
npenapatoM Anukcaban @apMacuHTe3 nepe KaTeTepHOM abnauei.

BDCMCHHOG OpCKpaliCHUC TCparnu

[Ipekpaiienne nprMeHEHUs aHTHKOATYJISIHTOB, BKJIIOYas IpernapaT anukcabaHa Mo MpPUYMHE
AKTUBHOT'O KPOBOTCUCHUS, IJIAHOBOW OIEpallK WM WHBA3MBHOW MPOICAYPHl YBEIUUUBACT JIJIS
nanueHTa puck Tpom0Oo3a. [lepepbiBoB B jeueHUU cleayeT u3beraTh, U, €CIU MO KaKOH-ITnOo
npuYrHe TpeOyeTcss BPEMEHHOE IMPEKpalleHWe AaHTHUKOATyJISHTHOMH Tepamuyd mpenapaToM
anukcabaHa, ee ciaeayeT BO30OHOBUTH KaK MOKHO CKOpEe.

Jleuenne TpoM0O03a riryookux Bed u TOJIA

He pexkomeHnnmyercs 3aMeHATh Tepanuio He(PpPaKLIMOHMPOBAHHBIM TEMAPUHOM Ha Ipernapar
anukcabaHa B MEpHOJ HWHUIMALMK Tepanuu namueHToB ¢ TOJIA ¢ HecTaOmiIbHOM
TreMOJAMHAMHUKOW, BO3MOXKHBIM MPOBEACHUEM TPOMOOJIHM3UCA MM TPOMOIKTOMHUH JIETOYHOM
apTepuy, Tak Kak Oe3omacHOCTh U 3(PPEeKTUBHOCTH amukcabaHa B JaHHBIX KIMHHYECKHX
CUTYyalUsIX HE yCTAHOBJICHBI.

IIarueHThl ¢ OHKOJIOTHYECKUMU 3a00JICBaHUSIMU

OddextuBHOCTF W 0O€30MacHOCTh amukcabana mnpu JedeHnn TI'B, neuenuss TIJIA wu
npodmraktuke peruauBupyommx TIB u TOJIA (@BT3) y mnmanweHToB ¢ aKTUBHO
MIPOrPECCUPYIOLTUM 37T0KaYECTBEHHBIM HOBOOOPA30BaHNEM HE YCTAaHOBIICHBI.

ITamueHThl ¢ NOYeYHON HEAOCTAaTOUYHOCTHIO

OrpaHu4eHHbIE KIIMHUYECKUE JaHHbIE ITOKa3bIBAIOT, UTO Y MAI[UEHTOB C TSHKEIBIM HapylIeHUEM
GyHKIMM moYeK (KIMpeHC KpeaTuHWHa [5-29 MiI/MHMH) YBENIWYMBAIOTCS KOHIIEHTpALUU
anukcabaHa B IJIa3Me, 4YTO MOXKET HOBBILIATh PUCK KpoBoTeueHus. [{ns neyenus TI'B, neyenuns
TOJIA u npodunaktuku peupausupyommx TI'B u TOJIA (n1BTD) anukcabaH y HanueHTOB ¢
TSDKEJIBIM HapyIIeHueM (yHKINU MovYeK (KIupeHc KpeatuHuHa 15-29 mu/mMun) (cM. pa3aenst 4.2.,

5.2.) cnenyet NpUMEHSTh C OCTOPOKHOCTBIO.
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bubpwsuuein npencepanii (HPII), marueHTOB ¢ TsOKEIBIM HapylieHHEM (DYHKIIUU TTOYEK
(knmupeHc KpeatuHuHa 15-29 MII/MHH) U TAIlMEHTOB C YPOBHEM CBHIBOPOTOYHOTO KpEeaTWHWHA
> 1,5 mr/mn (133 MxkMoub/1T) B coueTaHuu ¢ Bo3pactoM > 80 et wim maccoi Tena < 60 Kr mo3a
anukcabaHa oM KHA OBITH CHUKEHA 710 2,5 MT J1Ba pa3a B CyTKHU (cM. paszaen 4.2.).

B cBs3u ¢ OTCyTCTBHEM ONbITa KIMHUYECKOTO NPUMEHEHHUS amnukcabaHa y MAalHueHTOB C
KIIUPEHCOM KpeaTWHUHa <15 MI/MUH WM HaXOJSMIIMXCS Ha AUalli3e MpUeM anukcabaHa B 3TON
rpyIIe NalMeHTOB He peKOMeH ryeTcs (cM. paszenst 4.2., 5.2.).

Tloxuible MalueHThl

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

Takxe ogHOBpeMEHHOE MpUMeHeHHe mpenapara anukcabaHa u ACK y MOXWIIBIX MalMEeHTOB
TpeOyeT OCTOPOIKHOCTH BBHUTY IMOTSHIIMAIBLHO 00JIee BRICOKOTO PUCKA KPOBOTCUCHHUS.

Macca Tena

[Tpu manoii macce Tena (<60 Kr) pucK KpOBOTEUCHHSI MOYKET MOBBIMIATHCS (CM. pasaen 5.2.).

IIamueHThl ¢ NeYeHOYHOM HEJOCTaTOYHOCTHIO

[Ipenapar anmkcabaHa MPOTHBOINOKA3aH MAIlEHTaM C 3a00JE€BaHHMEM II€YCHH, CBSI3aHHBIM C
KOaryJionaTuel M KJIMHUYECKU 3HAYMMbIM PUCKOM Pa3BHUTHs KPOBOTEUEHHUA (CM. pazzen 4.9.).
[IpemapaT He peKOMEHyeTCsl IPUHUMATh MAllMeHTaM C TSKEJIBIM HapylleHueM (PyHKIIUY TIeYeHU
(cm. paznen 5.2.).

[Ipenapat crneayer NpUMEHATh C OCTOPOKHOCTBIO Y MAIMEHTOB € HapyIIeHHeM (DYHKIUU TIeYeHU
JIETKOW | cpemHel creneHu TspkecTd (ctaaus A win B mo knmaccudukanuu Yaitna-I1ei0) (cm.
paznmensi 4.2.,5.2.).

[TaniMeHTHI ¢ TMOBBIIEHHBIMH yYPOBHSAMH TeueHOUHBIX (depmeHToB AJIT/ACT > 2 x BepxHeu
rpanunbl HopMmbl (BI'H) umm obmero OummmpyOumna > 1,5 X BI'H Obun uCKIIIOYEHBI U3
KJIIMHUYECKUX ucchenoBaHuil. [loaToMy B JaHHOW MOMyssiMy IMpenapar anukcabaHa cieayer
MPUMEHSTH C OCTOPOKHOCTBIO (CM. paznen 5.2.).

[lepen HavamoMm MpUMEHEHHU IpernapaTa anukcabaHa HEOOXOJUMO MPOBEPUTH OMOXUMUYECKUE
nokasatenu QyHKIIUU TIEUYCHU.

Bsaumoneiicteue ¢ marnouropamu rmroxpoma P450 u naruburopamu P-gp

He pexomenmyercs mNpuUMEHEHHE Tperapara amnukcabaHa Yy IalUeHTOB, TOJTYYarOIIiX
OJITHOBPEMEHHO CHUCTEMHOE JIeueHHWe MOIIHBIMH WHrHOMTOpamMu uzopepmenta CYP3A4 u P-
TJIMKOMIPOTEMHA, TAKUMH KaK aHTUMUKOTHUKM TPYNIbl a30JI0B (HampuMmep, KETOKOHA30I,
UTPAKOHA30J1, BOPHKOHA30JI ¥ I03aKOHA30JT) U MHTUOUTOPHI TPOTEa3bl BUPyca HIMMYHO1e(hUIInTa
yenopeka (BUY) (mampumep, puTOHaBHp). DTH MpenapaThl MOTYT TOBBICUTH SKCIIO3UIUIO

anukcabaHa B J1Ba pa3a (CM. pazzen 4.5.) WK BbIllie B TPUCYTCTBUU JTONOTHUTENBHBIX ()aKTOPOB,
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GYHKIMH TTOYEK).

Bsaumonericteue ¢ uagykropamu nzodhepmenta CYP3A4 u P-gp

OnHOBpeMEHHOE IPUMEHEHHE TMperapara anukcabana ¢ MOIIHBIMU HHAYKTOpaMH U30(epMeHTa
CYP3A4 wu wunpykropamu P-gp (mampumep, pudamnunmH, ¢(EeHUTONH, KapOamasemnuH,
dbenobapbuTan W mpenapaTamMu 3Bepo0O0s MPOABIPABICHHOTO) MOXKET TakKKe NPUBOJIUTH K
CHIDKEHHIO KOHIIGHTpAllMyU anukcabaHa B 1uia3me KpoBu (mpumepHo Ha 50 %). B knuHnuyeckom
UCCIICIOBAaHUM C YYacTHEM TMAalUeHTOB C (GUOpHWUIIIMEH NpeAcepAnii OTMEYall CHHKCHHE
3G (EKTUBHOCTH W TOBBIIICHHBIM PHUCK KPOBOTCUCHHWH TIPU OJHOBPEMEHHOM IPHMEHEHHUH
ankcabana W MoOMIHBIX HHIYyKTOpoB wu3odepmenta CYP3A4 u P-gp mo cpaBHeHHIO C
IpUMEHEHHUEM anuKcabaHa B MOHOTEpAIUU.

Crnenyromue peKOMEHJaluy NPUMEHHMBI K TalKMeHTaM, IMOJyYalolIUM CHUCTEMHYIO TEpaIuio
mMouHbpIME nHrHOUTOpaMu m3odepmenta CYP3A4 u P-gp (cm. paznmen 4.5.):

— ¢ uenbio NpodUIAKTUKKA BEHO3HOM TpPoMO03MOOJIMH y MAlMEHTOB IOCIE IUIaHOBOTO
HHJIONIPOTE3UPOBAHMS TA300€IPEHHOT0 UM KOJICHHOTO CYCTaBa, MPO(UIaKTUKA HHCYIIbTa
¥ CUCTEMHOU TpOMO0IMOOINH MPU HEKJIATaHHON (GUOPHILISIIIUY TTPEICEPAMiA, 8 TAKKE JUIS
npodmwraktuku peruauBoB TI'B u TOJIA, anukcaban cieayeT NPUMEHITh C
OCTOPOXKHOCTBIO;

— nns nedenuss TI'B u TOJIA, anukcaban He cienyeT MPUMEHATh, TaK Kak () PEeKTUBHOCTH
MOJKET OBITh CHHXKEHA.

OrneparvBHbBIE BMELIATEIBCTBA, CBA3AaHHBIE C HEPEIOMOM IIEHKHA Oenpa

D¢ heKTUBHOCT M 0€30MaCHOCTh anmukcabaHa B KIMHHUYECKUX HCCIEIOBAHUSAX Y TAIMEHTOB
noclie OMEepaTHBHOTO BMEIIATEIbCTBA IO IMOBOMY IepeliomMa Mieiiku Oepa He OIEHHBAIUCH.
[TosTOMy OH HE peKOMeHAyeTCs JUIsl TaHHBIX MAllUEHTOB.

JlabopaTopHbIe TapaMeTPhI

BrusiHue MexaHu3Ma JeHCTBHS anmMKkcadaHa Ha TIOKa3aTelId CBEPTHIBAEMOCTH KPOBH (HAIIPUMED,
nporpomouHoBoe Bpems (I1B), MHO u akTuBUpOBaHHOE YaCTUYHOE TPOMOOIIACTUHOBOE BPEMS
(AUTB)) cOOTBETCTBOBAJIO 0KHUIAAEMOMY.

HabmronaBuivecss 13MeHEHUsI 3THX TMOKa3aTesIeil CBEPTHIBAEMOCTH KPOBU MPH MPEANoaracMoi
TEpaneBTHUECKONW /103 OBLIM HEBEIMKH W MMENN CYHIECTBEHHYIO BapHaOebHOCTh (CM. pa3ien
5.1.).

BrinonHeHre cCOMHAIBLHON, SIUAYPAIbHON aHECTEe3UH WIM OYHKIMK YV MAIMEHTOB, HOJIYYaIOIIUX

apernapar anukcabana

[Ipu BBINONMHEHNN CIIMHATBHON WM 3MUIYpPATbHON aHECTE3UH JIMOO TUarHOCTUYECKON MyHKINN

JaHHBIX obnacreit Y MNaOUCHTOB, II0JIYYarOoIIuX aHTI/ITpOM6OTI/I‘{CCKI/Ie cpeacrtea € IMOCJIbIO
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reMaToM, KOTOpble, B CBOIO OYEPEIb MOTYT SBIATHCA MPUUMHON CTOMKUX WM HEOOPAaTHMBIX
napanu4ueid. J[aHHBIM pUCK MOXET erle 0ojiee BO3pacTaTh MPHU UCIIOJIB30BAHUM YCTaHOBICHHOTO
MUY PATBHOTO KaTeTepa B MOCIEONEPAlMOHHOM IIEPUOJIE WIN IIPH MapajlIeIbHOM IPUMEHEHNUN
JPYTHUX JIEKAPCTBEHHBIX CPEJCTB, BIMSIONIMX Ha F€éMOCTa3. Y CTaHOBJIEHHbIE AUy PaJIbHbIE WU
cybOapaxHoH1aJIbHbIE KATETEPHhI TOJKHBI ObITh y/1aJeHbl KAK MUHUMYM 32 5 4 10 BBEJICHUS IEPBOU
7103bI IpenapaTta anvkcadana. Puck takxke MOXeT BO3pacTaTh IPH TPAaBMAaTUYHBIX UIIH IIOBTOPHBIX
SMUAYPATBHBIX WM CIHMHAIBHBIX MYHKUIMAX. [lalieHToB HEOOXOOUMO YacTo MPOBEPSTH Ha
IpeIMeT MPOSBICHUN U CUMIITOMOB HEBPOJOTHYECKOro aeduuura (Hampumep, OHEMEHHE WU
c1abocTh B HOTax, NUCOYHKUMS KHUIIEYHHKA WM MoueBOro mysbips). [lpu obnHapyxeHuun
HEBPOJIOTUYECKOTO OTKJIOHEHUS] OT HOPMBI HEOOXOIMMO MPOBEACHUE CPOUHOW TUArHOCTUKU U
nedyeHus. Jlo HeHpOaKCHaIbHOIO BMEIIATEIbCTBA Bpauy CIEAYeT IPOAaHAIU3UPOBAThH
COOTHOILLIEHHE TOTEHIMAIbHOM TMOJIb3bl M pHUCKAa JJIi NAlUEHTOB, KOTOPblE MOJIy4aroT
AQHTUKOATyJISHTHYIO TEPANUIO WIK OYIyT MOJIy4aTh €€ AJs NpopUIaKTHKU TpoMOo3a.
Knunuueckuil onsIT NpUMEHEHUs anvkcadaHa y MaleHToB ¢ yCTaHOBJICHHBIM UHTPATEKAIbHBIM
WIM SNUAYPAIbHBIM KaTeTepoM OTCYTCTBYET. B ciydae HEoOXOIMMOCTH JaHHOW CHUTyaluH,
OCHOBBIBasICh Ha (hapMaKOKMHETHYECKHX OCOOCHHOCTSX anukcabaHa, cienyeT co0JoaaTh
uaTepBaid B 20-30 u (T. €. 2 mepuoAa MOJYBBIBEIACHUS) MEXAY IMOCICAHEH MPHUHIATOW 1030
anukcabaHa W yJalieHHeM KaTerepa, TakuM 00pa3oM, Kak MUHUMYM OJIHA J103a anukcabaHa
JIOJDKHA OBITH HpOMyIIeHAa 0 yAajdeHus katerepa. Creayromlylo 103y amukcabaHa MOKHO
IPUMEHATh HE paHee YeM depe3 5 yacoB Iocie u3BleueHus KaTeTepa. Kak u B ciydae co BceMu
HOBBIMU aHTUKOAryJISIHTHBIMH JIEKAPCTBEHHBIMHU IperapaTamMy, ONbIT MPUMEHEHUs anukcabaHa
pu HelpoakcuaabHON OJI0Kaje OrpaHUuYeH, U TIOSTOMY B TaKOW CHUTyalluu CIeAyeT cOO0IaTh
UCKJIIOYMTEIBbHY0 OCTOPOKHOCTD.

ITaruenTs! ¢ aHTUHOCHOTUITUIHBIM CHHIPOMOM

[IpsimMble mepopanbHble aHTHUKOATYJISHTHI anukcabaHa, HE PEKOMEHAYIOTCS AJi NPUMEHEHUs y
NalMEHTOB C JUarHOCTUPOBAHHBIM aHTU(ochomunuaHbM cuHapoMoM (ADC) u Tpombo3amu B
aHaMHe3e, OCOOEHHO IpM HAJIMYUHM BCEX TpEX IMOJOKUTENbHBIX TECTOB (Ha BBISBICHUE
BOJ'YAHOYHOTO AHTUKOATyJISTHTA, aHTUTEN MPOTHB KapAWOIWIMHA M aHTUTEN NMPOTUB OeTa-2-
rukornporenHa l). YV stux nanuentoB npumeHenne [IOAK mMoxeT mpuUBOAUTH K MOBBIIIEHUIO
Y4acTOThI PEIMIMBOB TPOMOOTHUECKUX SBJICHUN MO CPABHEHUIO C aHTaroHucramu ButamuHa K.
D¢ dexTuBHOCT M Ge30MacHOCTh anukcabana y nanueHToB ¢ ADOC He yCTaHOBJICHBI.

I/IHd)ODMaHI/ISI O BCIOMOTaTCJIbHBIX BEICCTBAX

12
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Ipenapar Anukcaban OapMaCUHTE3 COMEPKH] HaKTOSW 'Ffan%ﬁ’:c]_%g 'ﬁ(':TEE‘q'Ar&'J}éﬁCﬂ

HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TaaKTO3bl, AS(PHUIIMTOM JIaKTa3bl JOMApPEil WK TIII0KO030-
raJlakTO3HOM ManbabcopOLmeli He clieyeT IPUHUMATh 3TOT Mpernapar.
[Ipenapat Anukcaban @apmacuHTe3 couep XUt MeHee 1 MMonb (Win 23 MT) HaTpuUs Ha TaOIEeTKY

2,5 mr, 5 MT, TO €CTh, IO CYTH, HE COJAEPIKUT HATPUSI.

4.5. B3auMmojeiicTBMe ¢ JAPYrMMH JIeKAPCTBEHHBbIMH TMpenapaTaMd W JApPyrue BHJbI
B3aNMOJEHCTBUSA

Bimstaue APYTUX IMperiapaTtoB Ha d)aDMaKOKI/IHCTI/IKV anukKcadaHa

Uneubumopuot uzoghepmenma CYP3A4L u P-enukonpomeuna

KomOunanus anukcabana ¢ kerokoHa3onoMm (B mo3e 400 mr, 1 pa3 B CyTKH), SBISIOIIUMCS
MOIIHBIM MHTHOUTOpoM Kak m3opepmenta CYP3A4, tak u P-rmukxonporenHa, mpuBoamia K
NOBBIIICHUIO CPEJHEr0 3HA4YCHUsl IUIOMAIu 1oJ KpuBod KoHueHTpauus-spems (AUC)
anukcabaHa B 2 pa3a M CpeJHEro 3HauCHMs MaKCUMaibHOH KoHIeHTpauu (Cmax) — B 1,6 pasa. He
peKOMeHIyeTcs IpUMEeHeHue npenapara Anukcaban dapmMacuHTe3 y MalUeHTOB, NOTYYaroIuX
OJTHOBPEMEHHO CHUCTEMHOE JIeYeHHE MOIIHBIMU HHrHOuTOpamu m3opepmenta CYP3A4 u P-
TJIMKOTIPOTEMHA, TAaKUMH KaK AaHTUMHKOTHUKH TPYIIBI a30JI0B (HAmpuMmep, KETOKOHA30I,
UTPAaKOHA30J, BOPMKOHA30J M I[103aKOHA30JI) M HMHruburopsl mnpoteassl BUY (Hampumep,
putoHaBup) (cM. pazzaen 4.4.).

[Ipenapatel, He oOTHOcsALMECS K MOLIHBIM uHruoutopam wusodepmenra CYP3A4 u P-
TJIMKOTIPOTENHA (HampuMep, TUITHA3eM, HAIPOKCEH, KIAPUTPOMUIIMH, aMHOAAPOH, BepanaMmul,
XUHUJIMH), TI0-BUIUMOMY, TIPHBEIYT K MOBBIIICHUIO KOHIICHTPAIIMH alMKcadaHa B IIa3Me KPOBH
B MeHblueill crtenenu. Koppekuust m03b1 anukcabaHa Npu €ro KOMOMHAIMM C JAPYTUMH
npenapaTtamMi, He SBISIOIMIMMUCS MOIIHBIMH HHruouropamu usopepmenta CYP3A4 u P-
TJIMKONIPOTenHa, He Tpebyercs. Hampumep, muntnazem (yMepeHHBIH MHTUOMTOP M30(QEpMEHTa
CYP3A4 u cnaberii maTHONTOp P-rimkonporenHa) B mo3e 360 mMr 1 pa3 B CyTKH, IPUBOIMI K
noBeIeHuI0 cpeauux 3HadeHuit AUC anmkcabana B 1,4 paza u cpenHux 3HadyeHUH Cmax — B
1,3 pa3a. HanpokceH (siBisiercst uHTHOMTOpPOM P-rimmkonporenna, Ho He n3odepmenta CYP3A4)
npu npumeHeHud B go3e 500 mr BembBan nobimieHne cpeaHux 3HaueHHd AUC m Cmax
anukcabana B 1,5 u 1,6 pa3za, coorBercTBeHHO. Knapurpomuiiva (MHTHOUTOp P-TukonpoTenHa u
MomHbIH uHrHONTOp M3odepmenta CYP3A4) B moze 500 mMr 2 paza B CYTKHM THPHUBOJIUT K
nosbieHnto cpeanx 3HadeHnit AUC u Cmax anukcabana B 1,6 u 1,3 pasza, COOTBETCTBEHHO.
Hnoyxmopwt uzopepmenma CYP3A4 u P-eruxonpomeuna

Coueranne anmkcabana ¢ pudaMIUIIHOM (MOIIHBIM HHIYKTOpoM u3odepmernta CYP3A4 u P-

TJIMKOMIPOTENHA) MpHUBOAWIO K cHkeHuto cpeanux 3HaueHHUd AUC u Cmax ammkcabana

13



COOTBETCTBYET 3KCNEPTHOMY OTYETY
~ or 10042024 N2 7115
npubnusuTensHo Ha 54 % u 42 %, COOTBETCTBEHHO. - Birttvony chaéiaite -armkcddatia

JIpyruMu MoIHbIMU HHAYKTOpamMu u3odepmenta CYP3A4 u P-rimkonporenHa (B YaCTHOCTH,
denutonnom,  kapbamaszenuHoMm,  ¢eHoOapOUTanOM  WIM  TpemapaTamMu  3BepoOOs
IPOJBIPSBICHHOT0) MOXET TaK)Xe MPUBOJIUTH K CHI)KEHHUIO KOHLIEHTPAIMK anuKcadaHa B TU1a3Me
kpoBu (mpumepHo Ha 50 %). Koppekuum mo3sl anmkcabaHa MpH €ro KOMOMHHPOBAHWUHU CO
CpeICTBaMU JIaHHOW IpyIIbl He TpeOyeTcs NpU HAa3HAYCHMM IO MOKa3aHMAM: NMPOQUIAKTHUKA
TPOMO03MOOIINH MTOCTIEe FHIONPOTE3UPOBAHUS CyCTaBOB, MPOPMIAKTUKA HHCYJIBTOB U CUCTEMHOM
TPOMOOIMOONUYU TIpH HEKJIAMaHHON (GUOPHWLISIMKE Tpeacepauii U MpOoPUIAKTHKA PEIUINBOB
TpoM003a IIyOOKHUX BEH, TPOMO0IMOOINHY JIETOYHOW apTepUH, OJHAKO KOMOMHUPOBATh JaHHbIE
CpEeZCTBa CIIeyeT C OCTOPOXKHOCTBIO. BO BpeMs npuMeHeHus Ui JieueHus: Tpom0o3a riryO0oKux
BeH U TOJIA coBMecTHOE NpHMEHEHHE anuKcabaHa U MOIIHBIX HHIYKTOPOB H30(epMEeHTa
CYP3A4 u P-rnukonpoTenHa He peKOMEHIYEeTCs, TaK Kak Ipu 3TOM 3(h(heKTUBHOCTH MOXKET OBITh
cHmKeHa (cM. pazaen 4.4.).

Aumuxoazynaumsi, uneubumopwl azpecayuu mpomoboyumos u HIIBIT

B cBsA3M C BBICOKMM PHUCKOM BO3HHUKHOBEHHS KPOBOTEYEHHS OJHOBPEMEHHOE IPUMEHEHHUE C
JTHOOBIMU IPYTHMH aHTUKOATYJISTHTAMH MPOTUBOIIOKAa3aHo (cM. pazzaen 4.3.). [Tociie coBMecTHOTO
BBEJICHHS SHOKCArapuHa (0JHOKpaTHO, B 103¢ 40 Mr) u anukcabaHa (OJHOKPATHO, B J103€ 5 MT)
OTMEYaJICSl aJAUTUBHBIA >PPEKT NaHHBIX JEKApCTBEHHBIX CPEJCTB Ha aKTHUBHOCTb (hakTopa
cBepreiBanus Xa (FXa).

[Ipu3HakoB papMaKOKMHETHYECKOTO WK (PapMaKOANHAMHUECKOT0 B3aUMOJICICTBUS anuKkcabaHa
C alleTWICAIMIMIIOBOM KUCIOTOH (B 103€ 325 Mr, 1 pa3 B CyTKM) Y 3/J0pPOBBIX JIIOJEHl OTMEUEHO HE
obu10. KoMOMHMpoBaHue anukcabaHa ¢ Kiomujaorpesnom (B gosze 75 wmr, 1 pa3 B CyTKH) WU
codeTaHueM Kionuaorpena (75 Mr) u aneTuiICaIMIIIOBON KUcaoThl (162 mr, 1 pa3 B CyTKH) WiIn
npacyrpenst (60 Mr ¢ nocneaytomeid 1o3oi 10 Mr onuH pa3 B AeHb) B | daze xkiamHudyeckoro
UCCIIEIOBAaHMS HE TIPUBOJIIIIO K YBEMUYEHUIO BPEMEHN KPOBOTEUEHHSI TN 00JIee BHIPAKCHHOMY
YTHETEHUIO arperainud TPOMOOIMTOB MO CPaBHEHHUIO C MPUMEHEHHEM ITHX aHTHAarperaHTOB B
MoHoTepanuu. IloBbllieHHe moOKa3aTeneld CHUCTEMbl CBEPThIBAHHUA KpPOBU (IPOTPOMOMHOBOIO
Bpemenu, MHO u AUYTB) coorBercTBoBano 3¢¢exram anukcabaHa Hpu NPUMEHEHUH B
MOHOTepanuu. Y TalMeHTOB ¢ HekianaHHoi ¢ubpmunsimueit npencepanii (HOIT) ¢ octpeim
kopoHapHbIM cuHApoMoM (OKC) n/nnm nepeHecunm 4peckokHOe KOPOHAPHOE BMEIIATENbCTBO
(UKB) Tepanuto mpemaparom Anukcaban dapmacHHTE3 MOXXKHO Ha3Ha4yaTh B COYECTAHHH C
aHTHarperantamu (cM. pazzaen 4.4.).

Hampoxkcen (500 mr), KOTOpBIi ABISETCS UHTMOUTOPOM P-TIIMKONIPOTENHA, yBEIUYUBAET CPEIHNE
sHageHuss AUC n Cmax anmkcabana B 1,5 u 1,6 pa3a coorBercTBeHHO. [Ipn npreMe anukcabaHa

Ha6J'IIOI[aJ'IOCI> COOTBCTCTBYIOIICC IIOBLIIICHUC ToKa3aTejiei CBCPTBIBACMOCTH KpPOBH. He
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UHIyLIUPOBAHHYIO apaxuJIOHOBOW KHUCIIOTOHM, a Takke He OTMEUYEHO KJIMHUYECKU 3HAUYUMOIO
YBEJIMYEHUS JUIMTEIBHOCTH KPOBOTEUEHHUS IIOCJIE COBMECTHOTO NPUMEHEHHUs anukcabaHa H
HanpokceHa. HecMOTpsi Ha 3TH JaHHBIE, Y OTAEIBHBIX MAalMEHTOB MOXKET HaOironaThest Oonee
BBIPOKEHHBIN (hapMaKOJAMHAMHYECKUI OTBET TOCJIE COBMECTHOTO NMPHMEHEHHs anukcabaHa ¢
JPYTUMH aHTHArperaHTaMu.

[Ipenapar Anukcaban dapmacuHTe3 CleyeT ¢ OCTOPOXKHOCTBIO MPUMEHATh OJHOBPEMEHHO C
HHBII, ACK wnu maruburopamu P2Y12, Tak Kak 3TH JEKapCTBEHHbIE MpemnapaTsl OObIYHO
MOBBILIAIOT PUCK KPOBOTEUEHUSI.

He pexkomeHyercss 0HOBPEMEHHO INPUMEHSATH JIpyrHe Mpenaparthl, JeHCTBUE KOTOPBIX MOXKET
ObITh CBSI3aHO C pa3BUTHEM CEpPhE3HBIX KPOBOTEUEHHH, TaKMX KakK: TPOMOOIUTHYECKUE
JICKapCTBEHHBIC CPEJICTBA, AaHTAarOHKUCTHI perenTopoB K rimkonporenHam Hb/111a, nunupunamon,
JIEKCTPaH U CYJIb(UHIUPA3OH.

Kombunuposanue c opy2umu nekapcmeenHvlMu cpedcmeamu

He Obuto BBISBICHO KIMHUYECKM 3HAYMMOro  (PapMaKkOKHMHETHYECKOro Wiau  (Qapma-
KOJIMHAMHYECKOTO  B3aUMOJICHCTBUS  anmukcabaHa C  aTEHOJIONIOM WM (PaMOTHUAMHOM.
KombunnpoBanue anukcabana (B mo3e 10 mr) ¢ atenosnonom (B mo3e 100 Mr) HE MPUBOIUIO K
Pa3sBUTHIO KIMHUYECKM 3HAUYMMBIX H3MEHEHHMH NapaMeTpoB (hapMaKOKMHETHKM amnukcabaHa,
OJIHAKO OHO COMPOBOXAAIOCH CHIDKeHHEeM cpenuux 3HaueHnid AUC u Cmax antukcabana Ha 15 %
u 18 %, COOTBETCTBEHHO, IO CPABHEHUIO C peKMMOM MOHOTepanuu. HasHauenue anukcabaHa (B
no3e 10 mr) ¢ pamoTuauaOoM (B 103€ 40 Mr) He okasbiBano BausHUA Ha 3HaYeHUSI AUC mimi Cmax
anukcabaHa.

BaugHue anukcabaHa Ha d)aDMaKOKI/IHeTI/IKV APYTUX JICKAPCTBCHHBIX CPCIACTB

B uccnenoBanmsx in Vitro anmkca®aH He MHruOMpoBan akTUBHOCTH m3o(pepmentoB CYPLA2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 nnmu CYP3A4 (uHrubupyromas KOHIEHTPALUs
(ICs0) >45 MKkMOIIB/TT) M B TO ke Bpemsl ¢1a00 MOIABIsT akTHBHOCTH M3o(pepmenta CYP2C19
(IC50>20 MKMONB/I) B KOHIEHTPALUH, 3HAYUTEIBHO IPEBBIIAIONIECH MaKCHMAIbHYIO
KOHIIEHTpALMIO MIperapara B Ila3Me KPOBU IPHU €ro KIMHUYECKOM NMPUMEHEHUH. ANMKcabaH He
sBisiercs uHAYKTopoM u3odepmentoB CYP1A2, CYP2B6, CYP3A4/5 B KOHIEHTpalusx 10
20 MKMONTB/T. B CBSI3M € ATHM OXHIAETCS, YTO NPU COBMECTHOM IPHMEHEHWH OH He OyneT
OKa3bIBaTh BIIHMSHUS Ha KIMPEHC MpEnaparoB, METaOOIM3HPYIOMIUXCA STUMHU H30(epMeHTaMu.
Kpowme Toro, anukcaban He UHTMOUPYET B 3HAUUMOM CTENIEHU aKTUBHOCTD P-TJIMKONPOTEHHA.

B wmccienoBaHusX y 370pOBBIX JTOOPOBOJIBLIEB anmuKkcabaH HE WU3MEHSUI B 3HAUUMOW CTENICHU
(apMaKOKUHETHKY TUTOKCHHA, HAIIPOKCEHA WIIM aTEHOJIONA.

Jueokcun
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IIpn omHOBpEMEHHOM npueMe anukcabana (B gosze 20 ﬂﬂ'-f—plgg'-é%%ﬁgﬂtﬂﬁr&gﬁﬁé--(ﬂ n03e

0,25 mr 1 pa3 B cyTkn), sBisitonierocs cyocrpatom P-gp, mokazarenn AUC mimn Cmax TUTOKCHHA
HE M3MeHsuMCh. Takum o0OpaszoMm, amukcabaH He WHTHOUMpYeT TpaHCHOpT cyocTtpaToB P-
TJIMKOTPOTENHA.

Hanpoxkcen

OnHOBpeMEHHOE TPUMEHEHUE OAHOKPATHBIX 103 anukcabana (10 mr) m HanpokceHa (500 mr),
mupoko npumensemoro HIIBII, ne Biausio Ha nokazatenu AUC u Cmax HallpoKceHa.

Amenonon

OpnHoBpeMeHHOE NMPUMEHEHHE OJHOKpaTHOM 1103kl anukcabana (10 mr) u arenosona (100 mr),
IIMPOKO MPUMEHAEMOro OeTa-aipeHo0I0KaTOpa, HE U3MEHSIIO (PapMAKOKUHETHKY aTeHOJIOa.
Axmusuposannbwiii y20ib

[Ipuem akTUBUPOBAHHOIO YIJIsl YMEHbILIAET eHCTBUE anuKkcabaHa (cM. pasaen 4.9.).

4.6. ®epTUIBLHOCTb, 0€PEeMEHHOCTDb M JIAKTALMA

bepemeHHOCTD

JlaHHBIX O MPUMEHEHHMH anuKcabaHa y OCpeMEHHBIX KEHIIWH HEeT. Bo BpeMs TOKIMHHUYECKUX
UCCIIEIOBAaHUM HE OOHAPYKEHO MPSAMBIX WIM KOCBEHHBIX OTPULIATEIbHBIX 3(PPEKTOB B
OTHOLICHUM pPENnpoayKTUBHOW (yHKuuu. [IpuMeHeHue amukcabaHa npu OepeMEHHOCTU
IIPOTUBOIIOKA3aHO.

Jlakranys

Her cBenenuii o BeIBeieHUH anikcabaHa WM ero METabO0JIUTOB C TPYAHBIM MOJIOKOM Y YEJIOBEKa.
CornacHo UMEIOLUMCS TaHHBIM UCCIIeI0BaHUI Ha )KUBOTHBIX allMKCcaOaH BBIIEISETCS B IPYIHOE
MOJIOKO. B nccrnenoBanusax Ha KpblcaX KOHIEHTpalus Ipernapara B IPyJAHOM MOJIOKE ObLia BO
MHOTO pa3 BbIIIE TaKOBOH B mia3me KpoBU (Cmax mpumepHo B 8 pa3 Boeime, AUC nmpumepHO B
30 pa3 BhIIIE), 9TO MOKET CBHUJECTEIHCTBOBATH 00 aKTUBHOM TPAHCIIOPTE TpernapaTa B TpyIHOE
MOJIOKO. PHCK i MIlaZieH1leB, HaXOMAUIMXCA HAa TPYJHOM BCKapMJIMBaHUHU, HE MOXET ObITh
uckmoueH. [Ipn HeoOXoauUMOCTH NMpUMEHeHUs mpenapata Anukcaban dapmacuHTe3 clenyer
NPUHATH pereHre 00 oTMeHe MpreMa npenapaTa Wil IpeKpalleHuH rpyIHOr0 BCKapMIIMBaHUSL.

DepTUIBHOCTE

AnukcabaH He BIUSUT HA PEPTUITLHOCTD B UCCIICOBAHUSIX HA )KUBOTHBIX.

4.7. BausiHMe HA CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMU CpeACTBAMHM M padoTath ¢
MeXaHHU3MaMH
Anurkca0aH He OKa3bIBAaeT UJIM OKA3bIBAET HECYIIECTBEHHOE BIMSHIE HA CIOCOOHOCTH YIPABIIAThH

TPaHCIIOPTHBIMHU CPCACTBAMU U pa60TaTB C MCXaHU3MaMH.
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4.8. HeskesiaTeJIbHbIE peaKIIuu

-

COOTBETCTEBYET 3KCNEPTHOMY OTYETY
ot 10.04_202:

N 7115

(NOCNEQCBATENEHOCTE 0001)

Pesrome nmpoduiag 6e30macHOCTH

YacTeIMH  HEXeJIaTeIbLHBIMU peakuusIMun ObLIH KpPOBOTCYCHHUC,

KpPOBOIIOATCK,

HOCOBOC

KpPOBOTEUCHHE U remaroma (CM. mpouib MOOOYHBIX PEAKIMHA M MX YaCTOTY IO MOKAa3aHUAM

HUXKE).

TabanuHoe pE3IOME HEKENATEILHBIX PEeaKIUN

[Tox yacToToi MOOOYHBIX peaklnii MOHUMaETCs: 0YeHb yacTo (>1/10), gacto (>1/100, no <1/10),

Heuyacto (=1/1 000, vo <1/100), peaxo (=1/10 000, no <1/1 000), ouens peako (<1/10 000),

H4aCTOTa HEN3BCCTHA (Ha OCHOBAaHUHU UMCIOIIMUXCA JaHHBIX OICHUTH HGBO3MO)KHO).

[Tpodunaktuka BTD
y B3POCIIBIX

[Tpodunaktrka
UHCYJIbTA U

Jleuenue TI'B u

HAIlUEHTOB II0CIIE CUCTEMHOI 3MO0INH TOJIA n
CucteMHO-OpraHHbIf MJIAHOBOTO y B3pPOCIIBIX npouIaKTUKa
KJ1acc sHponpoTe3nupoBanu | manueHToB ¢ HK®II | penuauBupyronmx
s Ta300€IPCHHOTO C OJTHUM WIIK OoJee TI'B u TOJIA
WJTU KOJICHHOTO (hakTOpaMu pucka (1BTD2)
cycrasa (nBTDJ) (HK®IT)
Hapywenus co cmoponul cucmemvl Kposu u aumgpamuueckou cucmembl
Anemus Yacto ) )
TpomOouuToneHus Heuwacrto - )
Hapywenus co cmoponvl ummynHou cucmemvl
I'unepuyBcTBUTENBHOCTE, | Penko Heuacto -
aJVIEPrUYEeCKUil  OTeK U
aHadwakcus
KoxHnslii 3y1 Heuacro Heuacro Heuacto*
Hapywenus co cmoponul nepéHoii cucmemul
BnayTpudepennsie Heuacto Penxo
KPOBOU3TUSHUS
Hapywenus co cmoponwl opeana 3penus
KpoBomsnusanus B Tkanu | Penko Yacto Heuacto
IJ1a3HoOro s10JI0Ka (B TOM
YUCJI€ KPOBOMBJIMUSHHUE B
KOHBIOHKTHUBY )
Hapywenus co cmoponwl cocyoos
KpoBoreuenus, Yacto Yacto Yacto
reMaTOMBI
AprepuaiibHas Heuacto - -
TUTIOTCH3US

(BKITIOYAsi TUTIOTEH3HIO BO
BpeMs MPOIIEAYPHI)
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BayTpuOpromHoe - HEdhCro EHWEATEITEAUL TS UUUT)

KPOBOTCYUCHUC

Hapywenus co cmoponbl ObixamenbHOU cucmemsl, Op2aHos8 epyOHOL KIemKU U CPe0OCmeHUs

HocoBoe kpoBoTeueHue Heuacto Yacro Yacro
KpoBoxapkanne Penko Heuacro Heuacro
Kposorteuenue u3 | - Penko Penko

AbIXAaTCIIbHBIX HYTGﬁ

Kenyoouno-Kuuieunvie HapyueHus

TomrxoTa Yacto

KenynouHo-KuIIeyHOE Heuacto Yacro Yacro
KPOBOTEUCHHE

I'emoppounnansHOE - Heuacto -
KpOBOTEUYEHHUE,
KPOBOTEYEHHE B POTOBOU
II0JIOCTH

Hamnune nensmenenHon | Heuacto Heuacto Heuacto
KPOBH B KaJI¢

PexTannpHoe Penxo Yacto Yacto
KpOBOTEUEHHUE, Kpo-
BOTECUCHHE U3 IECEH

3a0prommnHHOE - Penxo -
KPOBOTCUCHHE

Hapywenus co cmoponvl neuenu u dcenyesvi8o0aumux nymet

IToBermenue axktmBHOCTH | Hewacrto - -
TpaHCAMUHA3,

MIOBBINIICHNE AaKTHUBHOCTH
acmapraTaMuHOTpaHcde
pa3ssl, MOBBIIIICHHE
aKTUBHOCTH

raMmarJyTaMIITpaHCIeNn
THJIa3bl, MaTOJIOTHYSCKHUE

WU3MEHEHUs
(YHKIMOHATIBHBIX P00
NEYEHH, MOBBILICHHE

AKTUBHOCTH  IIEJIOYHOU
docharazpl B  KpOBH,
MOBBIIIICHUE
KOHIICHTpPAITUH
OounpyOuHa B KpOBU

HapymeHuﬂ CO CMOPOHBL KOJMHCU U NOOKONCHbIX MKAHEl

Kosxnast celnb - Heuacto -

Hapymeﬂuﬂ CO CNMOPOHDbI MleeHHOﬁ, CKenemHol U COeOUHUMENbHOU MKAHU

Merimeunoe Penxo - -
KPOBOU3IUSHUE
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Hapywenus co cmoponwl nouex u mouegol8004uux ny;“é{i"'"' IEEVBATENBRULTE WVT)

I'emarypus Heuacto Yacro Yacro

Hapywenus co cmoponbl penpo0ykmusHoU cucmemsl 1 MOJTOYHbIX JHcelle3

MexmeHcTpyanbHbIe - Heuacto Heuacto
BarnHaJbHBIC
KpOBOTCYECHMUH,
YPOr€HUTAIbHBIC
KPOBOTCUYCHHUS

Obwue Hapywienus u peakyuu 8 Mmecme 66e0eHUs.

KpoBoreuenue B wmecte | - Heuacto -
BBEJICHUS

Jlabopamophvie u uHcmpymeHmanbHvle OaHHbIE

[TonoxurenpHas peakuus | - Heuacto Heuacto
OpU aHaIW3e Kaja Ha
CKPBITYIO KPOBb

Tpasmsl, unmoxkcukayuu u 0C10M4CHeHUs npoyeoyp

3akpbITasi TpaBMa Yacto Yacto Yacto
Kpoounsnusanus u | Hewacro - -
KPOBOTEUYECHHUS nocie

BBITTOJTHEHHSI HHBa3HBHBIX
npouenyp (B ToM uucie

remMaroma ocJie
IPOLEAYPHI,
KPOBOTEUCHHE u3
MIOCJIEONEPALUOHHOM
PaHbI, remaroma B

00JacTH MyHKIMH COCYy/1a
U B MCECTC YCTAaHOBKH
KareTepa), HAJIUYUe
OTJICISIEMOTO W3  PaHblI,
KPOBOUBIIUSHUE B
obmactu paspesa (B TOM
qpcie — remaromMa B

obnactu paspesa),

KPOBOTEUEHHE BO BpeMs

OIEPATUBHOTO

BMEIIATENILCTBA

TpaBmarnueckoe - Heuacto Heuacto
KPOBOTEUEHHE,

KPOBOTEUYCHHE nocie

HPOBE/IEHUS MPOLEAYPHI,

KPOBOM3JIUAHUC B

obnacTu pa3pesa

*He 0TMEYallu CITyyaeB FeHepaTi30BaHHOT0 KOXKHOTO 3ya B uccienoBannu CV185057 (anmurensHas npodunakTika
BTD).
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Co00IIIeHHEe 0 TI0/I03PEBAEMBIX HEXKEIATeITLHbI peaxunﬁl;cl OCNEAOBATENEHOCT

Baxxno coo0mare 0 MOAO3peBaeMbIX HEXKENATENbHBIX pEaKIUsAX II0Clie PETUCTpaluu
JICKapCTBEHHOT'O Tpernapara ¢ elblo 00ecrevyeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIICHUS
«TI0JIb3a — PHUCK» JIEKapCTBEHHOIrO Mpenapara. MeAUIMHCKUM pPaOOTHUKAM PEKOMEHAYETCS
co001aTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATEIbHBIX PEAKIMIX JIEKApCTBEHHOrO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIICHHS O HEKENaTeNbHBIX PEaKIHMsIX FOCyAapCcTB — YICHOB
EBpa3uiickoro 53KOHOMHUYECKOIO COH3a:

Poccutickas ®@edepayus

Anpec: 109012, r. Mocksa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

®denepanbHas ciayx0a 1o Haa30py B cdepe 3apaBooxpanenus (PocsnpaBuaazop)

Tenedon: +7 800 550 99 03

DnekTponHas nmoura: pharm@roszdravnadzor.gov.ru

Caiit B u”HGOpMaLIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTu «IHTepHET»!

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

Pecnybauxa benrapyco

VII «LIeHTp 3KCIepTU3 U UCIBITAHUMI B 3PABOOXPAHCHUN
Anpec: 220037, r. Munck, ToBapuiieckwii miep., 2a
Tenedon: +375-17-299-55-14

dakc: +375-17-299-53-58

Tenedon oraena Gpapmakonaazopa: +375-17-242-00-29
DnekTponHas noyra: repl@rceth.by

Caiit B nH(MOpPMAIMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTn « HTepHeT»: hitps://www.rceth.by/

Pecnybnuxa Kazaxcman

Anpec: 010000, r. Actana, yn. A. Imanosa, 13

«HanuoHaNbHBI MEHTP SKCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB M MEAUIIMHCKUX W3JIEITHIDY
KomMuTeTa MeIUIIMHCKOTO M (papMaIeBTHIECKOr0 KOHTPOJIS MHHHCTEPCTBA 3paBOOXPaHCHUS
Pecry6onuku Kazaxcran

Tenedon: 8 (7172) 78-98-28

OnexTponnas noura: pdlc@dari.kz

Caiit B nH(OpPMAIMOHHO-TEIEKOMMYHHUKAIMOHHOH cetn « HTepHeT»: https://www.ndda.kz/

Kuipewvizckasn Pecnybauka
Anpec: 720044, r. buiukek, yi. 3-a Jlunus, 25
JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEIUWLMHCKUX U3JAenuid npu MuHucCTepcTBe
3npaBooxpaneHust Keipreizckoit Pecriyonuku
Tenedon: 0800-800-26-26, + 996-312-21-92-88
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Dnexrponnas noura: dlomt@pharm.kg (MOCNEAOBATENBHOCTS 0001)

CaiiT B nH(pOpMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTr « HTepHeT»: hitps://www.pharm.kg/

Pecnybnuxa Apmenus

Anpec: 0051, r. EpeBan, ip. Komuraca, 49/5

«Hay4HbpIii TIEHTp OKCIEPTU3bI JIEKAPCTB W MEIUIIMHCKUX TEXHOJOTHH WM. aKaJeMHKa
D. I'abpuensna» AO3T

Tenedon: (+374 10) 20-05-05, (+374 96) 22-05-05

DrekTpoHHas moyura:_Vigilance@pharm.am

CaiiT B nH(pOpPMAIIMOHHO-TEJICKOMMYHHUKAIIMOHHOM ceTr «HTepHeT»: hitps://www.pharm.am/

4.9. Ilepeno3upoBka

CuMOTOMBI

[Tpu nepeno3upoBKe BO3pacTaeT PUCK KPOBOTEUCHHIA.

B pamkax KOHTpOJIHMPYEMbIX KIMHUYECKHX HCCIEAOBaHUN anmukcabaH MpUHUMAJICS MepOparbHO
3I0pOBBIMH J100pOBOJIBLIAMH B J103aX 710 50 MI/CyTKH B TeueHue oT 3 a0 7 nHeit (25 mr, 2 pa3a B
CyTKH, B TeueHue 7 quet unu 50 mr, 1 pa3 B cyTkH, B TeueHUE 3 JTHEN); KIMHUYECKH 3HAYMMBIX
He)KeNaTeNIbHbIX 3(()EKTOB IPU 3TOM HE OTMEYANIOCh.

Jleuenue

AHTUAOT He u3BecTeH. He okupmaercsi, yTo MpUMEHEHHE TIeMOJUalih3a MPU Mepeo3UpPOBKE
anukcabaHa 0yaeT 3¢ (eKTUBHON MEPOH.

B ciydae mepeno3uMpoBKM AHHOTO IpernapaTa MOXKHO PAacCMOTPETh BOIPOC O NPHUMEHEHHUH
AKTUBUPOBAHHOTO yTJIsl. [Ipy BBEIGHUH 3M0POBBIM JJOOPOBOJIBIIAM aKTHBUPOBAHHOTO YTJIS Yepe3
2 u 6 yacoB Mocie npuema anukcadana B 103e 20 Mr, IJI01[a1b 0l KPUBOW KOHIIEHTpAIHsI-BpeMs
(AUC) mis anukcabana ymenbmanach Ha 50 % u 27 % cootrBeTcTBEHHO (Cmax HE U3MEHSIIOCH).

[lepuon nonyBbiBeeHMs anukcabana ymenbmancs ¢ 13,4 1o 5,3 u 4,9 yaca cOOTBETCTBEHHO.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA

5.1. ®apmakoauHaAMHUYeCKHe CBOMCTBA

dapMakoTepaneBTHYeCKas TPYIa: AHTUTPOMOOTHYECKUE CPENICTBA; MPSMbIe WHTUOUTOPHI
daktopa Xa.

Kox ATX: BO1AF02

Mexanusm geficTBus

AmnmkcabaH MpeacTaBisieT coOOOW MOIIHBIA MpsiMON WHTHOMTOp FXa, 00paTMMO M CENEeKTUBHO
OJoKupYyOIUi akTUBHBIA HeHTp ¢epmenTta. llpemapar mnpenHasHauyeH JUIsl MEPOPATBHOTO

MMPUMCHCHH. I[J'IH peajin3annuu aHTHTp0M6OTquCKOﬁ aKTUBHOCTH amukcabaHa He Tpe6yeTc;1
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Hanuuus anturpomOuna I1l. AnukcaGan uHrHuUpyeT hUBonifs4r Cosmatiitit Pl alakoxe

aKTMBHOCTh NPOTPOMOMHA3bI. AnMKkcabaH HE OKa3bIBACT HEMIOCPECTBEHHOTO MPSIMOTO BIHSHUS
Ha arperanyio TPOMOOIIMTOB, HO OIOCPEJIOBAHHO HWHTHOMPYET arperamuio TpPOMOOLHUTOB,
UHIYyIIMPOBAHHYIO TPOMOMHOM. 3a cyeT WHTHMOMpOBaHMA aKTUBHOCTH FXa anukcaban
IpeZoTBpanaeT 00pa3oBaHNe TPOMOUHA B TPOMOOB.

dapmakoguaamuyeckue 3P PeKTel

B pesynpraTe mogaBnenus FXa u3MmeHstOTCS 3HAU€HHMs MOKa3aTeled CHUCTEMbl CBEPTHIBAHUS
KPOBH: YJIMHSETCS] MPOTPOMOMHOBOE BpPEeMsi, aKTHBHPOBAHHOE YaCTUYHOE TPOMOOTIACTHHOBOE
BpeMs (AUTB) u npoucxoauT yBeIHMYEHHE MEXKIyHApOIHOTO HOPMAIM30BAHHOTO OTHOIICHUS
(MHO). M3meHeHust 3TUX TMOKa3aTeled Mpu MPUMEHEHUHU MperapaTa B TEPaneBTHYCCKON 03¢
HE3HAYUTENbHBl U B OONBIION CTeneHW BapualenbHbl. [103TOMYy HCHONB30BaHUE UX C LEIBIO
OIICHKH (hapMaKOIMHAMUYECKON aKTUBHOCTH aluKkcabaHa He peKOMeHIyeTcsl. B Tecte renepanuu
TpoMOMHA anuKca0aH CHIKAJ SHOTEHHBINH TPOMOMHOBBIN MMOTEHITMAT — ITOKA3aTellb 00pa30BaHUS
TpoMOUHA B IUIa3Me KpoBHU YesioBeka. MHruOupoBanue anukcabaHoM akTuBHOCTH FXa nokazaHo
C TIOMOIIBI0 XPOMOTEHHOTO TE€CTa C MCIOJIb30BaHHEeM renapuna Rotachrom. M3meHenue antu-
FXa akTHUBHOCTH MPSMO MPOMOPIIHOHATHHO TOBBIIICHUIO KOHIIGHTPAIMK aluKkcadaHa B IUia3Me
KpOBU, MPU 1TOM MaKCHUMaJIbHBIC 3HAYEHHUS AKTUBHOCTU HAOJIOMAIOTCS TMPU JAOCTHIKEHUU
MaKCHMaJbHOW KOHIEHTpAllMW anmukcabaHa B Iula3Me KpoBU. JIMHEWHHas 3aBUCUMOCTb MEXIY
KOHIIEHTpalue u anTu-FXa akTHBHOCTHIO anuKkcabaHa perucTpUpyrOTCs B IIMPOKOM JHANa30He
TEpaneBTUYECKUX 703 MpemapaTa. M3MeHeHnus aHTu-FXa akTUBHOCTU MPU U3MEHEHHU 03Bl U
KOHIICHTpaluu anukcabaHa Ooyiee BBIpaXEHHI M MEHEE BapwaOeNbHBI, YeM TOKa3aTeln
CBEpTHIBAaHUS KPOBHU.

Kinnanueckas 3¢ deKTUBHOCTE U 0€301aCHOCTD

B Tabnune 2 mokazaHsl npeAnonaracMbie paBHOBECHBIC KOHIIEHTPAIIUMK U aHTU-FX&a akTHBHOCTH
MIpY IPUMEHEHHH TIpernapara anMkcadaH mo KakJ10My U3 MoKa3zaHuid. Y MalueHTOB, MOTyYaroInX
anukcabaH Ioclie IUIaHOBOTO SHAONPOTE3UPOBAHMS Ta300€IPEHHOr0 MJIM KOJEHHOI'O CyCTaBa,
OTHOIICHHE MAaKCHUMallbHOTO M MHUHUMAJIbHOTO YpPOBHS aHTU-FXa akTUBHOCTH B HHTEpBaJe
MEXIy TIPHEMOM 103 TIperapaTa He mpeBbimaet 1,6. Y manueHToB, NOMyJYaroluX anmukcadaH mo
NOBOAY NPOPUIAKTUKMA HWHCYJIbTa W CHUCTEMHOW TpPOMOOAMOOIMH TpU HEKJIarnaHHOU
GbubpwIIAIUNA TIpeCepanii, NaHHOE OTHOIIEHHWE COCTAaBISIET MeHee 1,7, a y TallMeHTOB,
MOJTydYaloluX anukcabaH MO TMOBOAY JIEUYEHHUS TpomMOo3a IIIyOOKHMX BEH W NPO(UIaKTUKU

PEIHIUBOB TPOMOO30B INTyOOKHX BEH — MeHee 2,2.
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Tabmumna 2. [Ipenmnonaraembie paBHOBECHBIE HHGHTﬂQ_{PII:PI'—&EIJM@;J GhthEka adRideTs

(1U/m)

Arnmkcaban Arnnkcaban Anti-Xa Anti-Xa

Crnax Chmin AKTHUBHOCTE AKTHUBHOCTH
anukcabaHa AnukcabaHa
Max Min

Menuana [5th, 95th TlepcenTus |

[lpodunaktuka  BEHO3HOH  TpomOosMOomuM y  MAIMEHTOB  IOCIE  IIJIAHOBOTO

SHAOIIPOTEC3UPOBAHUA T3306621p€HH01"0 HJIM KOJICHHOI'O CyCTaBa

2,5 mr 2 pasa B 77 [41, 146] 51 [23, 109] 1.3[0.67, 2.4] 0.84 [0.37, 1.8]

JICHD

[IpodunakTuka MHCYJIBTOB M CUCTEMHONW TpoMOOOMOONIIMM Yy MALMEHTOB ¢ (QUOpMIsALuen

npeacepaui

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

S5wmr2pasaBaens 17191, 321] 103 [41, 230] 2.6 [1.4,4.8] 1.5[0.61, 3.4]

Jleuenue TpomM60IMO0IHH

2,5 mr 2 pasa B 67 [30, 153] 3211, 90] 11[0.47,2.4] 051[0.17, 1.4]
IeHb
Swmr2pasasaens 132[59,302]  63[22,177] 2.1[0.93,4.8]  1.0[0.35, 2.8]

10 mr 2 pasa B 251[111,572] 120[41,335]  4.0[L8,9.1] 1.9[0.65, 5.3]

JICHD

* KoppekTrupoBKa JJ03bl COTJIACHO KPUTEPUSM CHIDKEHUs /103bI B uccieaoBanun ARISTOTLE.

Ha ¢one tepanuu anukcabanom He TpeOyeTcsi NMPOBEAECHUS PYTUHHOIO MOHHUTOpPUHIA €ro
AHTHUKOATyJIAIMOHHOTO 3¢ (eKTa, 0JHAKO BBHIOJHEHNE KAINOPOBAHHOTO KOJTUYECTBEHHOTO TECTa
aHTH-FXa akTUBHOCTH MOXET OBITh IMOJIE3HBIM B CHUTyalUsAX, Korjaa WHGOpMalvs O HaJU4ud
anukcabaHa B KPOBH MOXET OBITh MOJI€3HA JJIsI IPUHSITHSI PEIICHHSI O MPOIOJHKCHUH Tepanuu. B
cpaBHeHHU ¢ BapdapuHOM Ha (OHE TMPUMEHEHHUs amnuKcabaHa OTMEYAeTCs MEHBIee YHUCIIO

KpOBOTequHﬁ, BKJINOYasl BHYTPUUCPCITIHOC KPOBOU3JIUAHUC.

5.2. ®DapmakoKHUHeTHYECKHE CBOMCTBA

AOGcopouus

AOcomoTHast OMOAOCTYTHOCTh anukcabana pocturaet 50 % mpu ero NMPpUMEHEHHH B J103aX J0
10 mr. AnukcabaH OBICTPO BCACBIBACTCS M3 HKEITYJOYHO-KUIIEYHOTO TPaKTa, MaKCUMaJIbHas ero

koH1eHTpaus (Cmax) TocTUraercs B TedyeHue 3—4 4 rnocine nepopajibHoro npuema. [Ipuem numum
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(AUC) mima Cmax antmkcabana. @apmakoknHeTHKa anrkcadbana 1yist 103 10 10 Mr uMeeT JIMHEHHBIN
xapakrep. IIpu npueme anukcabaHa B 103ax BbIIIE 25 MI' OTMEYAETCS] OIpaHUYEHUE BCACBIBAHUS
npernapara, 4YTo CONpPOBOXKAAETCS CHHKEHHEM ero OmomoctymHocT. [lokazaTenu merabonu3ma
anukcabaHa XapaKTEpU3YIOTCS HU3KOHW WM YMEPEHHOW MEX- M BHYTPUHHIUBUIYAIbHOU
BapHadebHOCTHIO (COOTBETCTBYIOIINE 3HaUCHUS K03 purmenTa Bapuauu coctabisor ~20 % u
~30 %, coorBercTBeHHO). Ilocie mepopanbHOro mpuema ammkcabaHa B no3e 10 mr B Buze
2 U3MENIbYCHHBIX TA0JIETOK MO 5 MT, pa3BefieHHBIX B 30 MI' BOJBI, SKCIIO3UIUS Tpenapara Oblia
COIOCTaBMMa C TAKOBOM IOCIIe MepopaibHOro nprueMa 2 HesbIX TabJeToK anukcadaHa 1o 5 Mmr.
[Tocne nepopanbHOro npueMa anukcabana B go3e 10 Mr B Buje 2 U3MeIbUYEHHBIX TAOJIETOK IO
5 mr ¢ 30 r g60unoro nrope 3HaueHUst Cmax 1 AUC Ob1tu Ha 21 % 1 16 % COOTBETCTBEHHO HUXKE,
4yeM mocie npuema 2 1enbix TadbneTok no 5 mr. Ilocne BBeneHHs Yepe3 Ha30racTpaibHbIN 30H
M3MEJIbUCHHON Ta0JIeTKH anuKcabaHa B J103€ 5 MT, pa3BeaeHHou B 60 mr 5 % BOgHOTO pacTBOpa
nekctposbl (5/IB), skcno3unus anukcabaHa Oblila COMMOCTaBUMA C TaKOBOHM, HAOJIFOAABIICHCS B
JIPyTUX KIMHUYECKUX MCCIENOBAaHUAX C Y4YacTHEM 3/0POBBIX JOOPOBOJIBIEB, MOIYUYHBILUX
OJIHOKPATHYIO 703y anuKcadaHa 5 Mr BHYyTpPb B BUJIE TaOJICTKH.

Pacnopenenenne

CBs13b anMkcabana ¢ OeJIKaMu TIa3Mbl KPOBHU YEJIOBEKA COCTABIISIET MPUOIM3UTENHHO 87 %, 00BbeM
pacnpeaenenust (Vss) — mpubausutensho 21 .

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAIA

[IpubnuzurensHo 25 % NPUHATOW T03bI BHIBOAUTCSA B BUAEC MeTa0OMUTOB. OCHOBHOW MYTh
BBIBEJICHHS — Yepe3 KUIICYHHK. [TouedHas sKCcKperus armkcadaHa COCTaBIISET MPUOIU3UTEITBHO
27 % ot ero o01ero KIMpeHca.

OO0muiit kIupeHc amukcabaHa COCTaBISIET MPUONMM3UTENHHO 3,3 JI/4, MEepHoj MOTyBBIBEICHUS
(T1/2) — oxomo 12 4. O-geMeTHIIMPOBAHUE U THIPOKCHUINPOBAHHUE 1O 3- OKCOMUIIEPUTHHUIIOBOMY
OCTaTKy SIBISIOTCS OCHOBHBIMHM IyTSAMH OuoTpaHchopmanuu anukcabaHa. ArmnukcabaH
MPEUMYIIECTBEHHO MeTabonu3upyercs ¢ ydactuem wm3odpepmenta CYP3A4/5, B meHbmien
crenenn — uzopepmerntoB CYP1A2, 2C8, 2C9, 2C19 u 2J2. HensmeHeHHbIH anukcabaH SBIsSETCS
OCHOBHBIM  BEII[ECTBOM, ITUPKYJUPYIOINIMM B IUIa3Me€ KPOBU  YEJIOBEKa, AKTHBHBIE
[MUPKYJUPYIONTHE B KPOBOTOKE META0OJUTHI OTCYTCTBYIOT. Kpome Toro, amwmkcaOaH sBIIsSETCS
cyOcTpaToM TpaHCIOPTHBIX OenKoB, P-riankonpoTenHa u 6efka pe3uCTEeHTHOCTH paka MOJIOYHOU
xene3bl (BCRP).

TloyeuHas HEQOCTATOYHOCTD

HapymeHHe (1)YHKI_[I/II/I MMOYEK HE OKa3bIBaCT BJIMAHUA Ha MAKCHUMAJIbHYIO KOHICHTPAIHIO

anukcabaHa. O,Z[HaKO OTMCYAJIOCH ITOBBIMICHUE KOHIICHTPAIlUH anHKca6aHa, KOppCIMpoBaBIICE CO
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CTCTICHBIO CHIDKCHUS (DYHKIIMU MTOYCK, OICHUBABIIICHCSI %%ﬁ;ﬁ%ﬁ%{;@égk&ﬁfﬁﬁﬁka Yy

JIUIT ¢ HApyIIeHHEM (DYHKITMH MTOYEK JIETKOH (KIUpeHC KpeaTuHUHA — OT 51 mr/MuH 10 80 Mr/mMuH),
cpenHelt (kaupeHc kpeaTHHHHA — OT 30 Mr/mMuH 10 50 MI/MUH) U TSDKEJIOW CTeneHU (KIHpPEHC
KpeaTuHuHAa — OT 15 Mmr/muH g0 29 mr/muH), 3Hauenus AUC anmkcabana B maa3Me KpoOBU
Bo3pactanu Ha 16 %, 29 % u 44 %, COOTBETCTBEHHO, 10 CPABHEHHUIO C JHUIAMHU, UMEBIIUMU
HOpMaJIbHBbIE 3HAYCHUs KIMpPEHCa KpeaTnHuHa. [Ipu 3TOM HapymieHHe (QYHKIUU TOYEK He
OKa3bIBaJIO0 OUEBUAHOTO BIMSHUS Ha B3aUMOCBS3b MEX/ly KOHLIEHTpalel anukcabaHa B Iuia3Me
KpOBU M ero aHTu-FXa aktuBHOCcThIO. MccienoBanus anukcabaHa y MAIlMEHTOB C KIUPEHCOM
KpeaTHHUHA MeHee |5 MIr/MUH Wi HaXOASAIINXCS Ha JUaJIH3e HE TPOBOIIIIUCH.

IIeyeHOYHAs HEAOCTATOYHOCTh

HccnenoBanus anukcabana npu TSHKEOW MEYSHOYHON HEIOCTATOYHOCTH U aKTUBHOM MaTOJIOTUH
renaroOmIMapHOd CUCTEMBI HE MPOBOAMINCh. He OBUIO BBISBICHO 3HAYMMBIX H3MEHEHUUN
napamMeTpoB (PapMaKOKWHETUKH U (apMaKOJWHAMUKH MPU OJTHOKPATHOM IMpUeMe anukcabaHa B
J03¢ 5 MI' y MalMeHTOB C II€YEHOYHOW HEJAOCTAaTOYHOCTBIO JIETKOM M CpeJHEH CTENeHH
BbIpakeHHOCTH (Kiacchl A u B o knaccudukanuu Yaitna-11s10, COOTBETCTBEHHO) MO CPAaBHEHUIO
co 370poBbIMU T0OpoBobIlamMu. M3meHeHus anTu-FXa aktuBHoctn m MHO y manmueHTOB ¢
MEYCHOYHON HEIOCTATOYHOCTHIO JIETKOW U CpeTHEN CTETICHH TSHKECTU U 3JI0POBBIX I00POBOJIBIIEB
OBLIN COMOCTABUMBI.

JInIta moKHMII0T0 BO3pacTa

VY mauueHToOB MOXWIIOrO Bo3pacTa (cTapiie 65 jeT) oTMedanauch 0osiee BBICOKHE 3HAYCHMS
KOHIICHTpPALIMH Iperapara B Ii1a3Me KpoBHU, 4eM y 00Jiee MOJIOIbIX MAIIMEHTOB: CpeHee 3HAUYCHHE
AUC 6bu10 mpubim3uTensHo Ha 32 % BIIIE.

Hon

DKcno3ulys anukcadbana y skeHIIKH Obiia Ha 18 % BblIIlIe, YeM Y My XKUUH.

Paca 1 3THHYECKOE TIPOUCXOXKICHUE

Pe3ynbTathl, mosydeHHble B paMKax HcciaenoBaHuil | ¢a3pl, CBUAECTEIBCTBYIOT 00 OTCYTCTBHU
3HAYMMBIX pa3Iuuuil papMaKkOKMHETUKHU anuKcabaHa MEXAy MpeICTaBUTEIIMH €BPOIEOUIHOM,
MOHTOJIOUIHOM W HEerpouaHON pac. Pe3ynpTaThl aHanu3oB (apMaKOKMHETHKH B Pa3IUYHBIX
HOMYJISIUSX, BBIOJHEHHBIX B paMKax MPOrpaMMbl KIMHMYECKHUX MCCIEAOBAaHUN amukcabaHa,
BKJIIOYABUIMX MAIMEHTOB, MOJY4YaBIIMX amukcabaH IOCie IUJIaHOBOTO 3HJONPOTE3UPOBAHUS
Ta300€APEHHOT0 UM KOJIEHHOTO CYCTaBa, B 11€JI0M COOTBETCTBYIOT pe3yJibTaTaM Hccie10BaHuH |

da3sbl.
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Macca Tena

VY mamuenToB ¢ Maccoi Tena 6osee 120 Kr KOHIIEHTpalusl anukcabaHa B IJla3Me KpOBU ObLTa
npuban3uTenbHO Ha 30 % HuKe, 4eM y IAIMeHTOB C MacCoi Tena oT 65 KT 10 85 Kr; y MalMeHToB
¢ Maccoi Tena MmeHee 50 Kr JaHHBIN MOKa3aTelb ObUT MpuOIM3uTeIbHO Ha 30 % BHIIIE.

3aBUCUMOCTD HapaMeTpoB HapMAKOKUHETUKU U (HapMAKOAMHAMUKU

3aBUCHUMOCTb MEX/1y NapaMeTpaMu (papMakOKMHETHKYU U papMakoJIMHAMUKH (B TOM YHCIIE aHTH-
FXa aktusnoctu, MHO, nporpombunoBoro Bpemenn, AUTB) anukcabana u ero KoHIeHTpauuen
B TJIa3Me KPOBH ObLjIa M3y4eHA JJIs IUPOKOTro AManas3oHa 103 npemnapara (ot 0,5 mr go 50 mr).
br110 moka3zaHo, YTO 3aBUCHMMOCTH MEXIy KOHIICHTpallMeW amnkca0aHa M aKTUBHOCThIO FXa
HaWIy4lluM o0pa3oM ONMCHIBAETCS C HUCHOJb30BAaHUEM JIMHEHHOW MoJenu. 3aBHCHMOCTb
napamMeTpoB (papMakOKMHETHMKHM M (apMaKOAMHAMUKM anukcabaHa, OLEHUBABILASCT Y
NAaIMEeHTOB, TMOJIyYaBHIMX amnukcabaH B KiauHWYecknx wucciaenoBanusx |l u 1l ¢as3sr,

COOTBETCTBOBAJIa TAKOBOM y 370POBBIX TOOPOBOJIBIIEB.

6. OAPMAIEBTUYECKHUE CBOHCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Anunkcaban @apmacunres, 2.5 MT, TaOJIETKH, ITOKPHITHIE IUNIEHOYHON 000JIOYKON

JlakTO3BI MOHOTHIPAT

I{emrono3a mukpokpuctandeckas 101
Kpockapmennosa Hatpus

Hatpus naypuicynsgat

Marnus creapar

IInenounoe noxpvimue

l'unpomennosa ES wim D5

Maxporoun (momuyTrieHrmkos) 6000
Turana quokeun (E171)

Komosunon

Tanpk

Kpacurens xenesa okcun xentoiit (E172)

Anunkcaban @apmacurTes, 5 Mr, Ta0JETKHU, HOKPBITHIE IIIEHOYHOW 000JI0UYKOH

JIakTO3bI MOHOTHIPAT

Hemmono3a mukpokpucramngeckas 101
Kpockapmennoza Hatpust

Harpus naypuncynbdar

Maruus cteapat
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Ilnenounoe nokKpsimiue

['unpomennosa ES nnu DS

Makporon (moaudTuiaeHranKos) 6000

Turana nuokcun (E171)

Konosuaon

Tanbk

Kpacurens xene3a okeup kpacHsiit (E172)

Turana auokcun (E171)

6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. Cpox rogHocTH (CPOK XpaHeHHsl)

3 roga.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUH

Xpanutb 1ipu Temneparype He Boime 30 °C.

6.5. Xapakrep u cojep:KaHHe NMEPBUYHOI YTAKOBKH

I[Io 10, 14, 20 TabmeToKk MOMEMAIOT B KOHTYPHYIO SYCHKOBYIO YINAKOBKY M3 IIJICHKH
MNOJMBUHWIXJIOPUAHON WM  MOJMBUHUIXJIOPUAHON/TIOJIMBUHWINACHXJIOPUIHON U (ponbru
QTIOMUHHMEBOM IEYaTHOM JITAKHPOBAHHOM (JIO3UPOBKA 5 MT).

I[To 10, 20 TabneToK TNOMEMIAIOT B KOHTYPHYIO SYEHKOBYIO VYIAKOBKY W3 IUICHKH
MOJMBUHWIXJIOPUAHON WM  MOJMBUHUIXJIOPUAHON/TIONIMBUHUIUACHXJIOPUIHON U (ponbru
AIIOMUHHEBON I1€YaTHOM JIAKMPOBAHHOM (J103UpOBKaA 2,5 MI).

[To 2, 6, 10 KOHTYpHBIX SYEHKOBBIX yNakoBKH Mo 10 TabraeToK Wiu 1Mo 4 KOHTYPHBIX STYEHKOBBIX
YIaKOBKH 10 14 TabyieToK, WK 1o 1, 3 KOHTYPHBIX SYEHKOBBIX yHaKOBKH 1m0 20 TabIeTOK BMECTE
C JTIUCTKOM-BKJIQ/IBIIIEM TTOMEIIAIOT B Ma4YKy U3 KapTOHA AJIs MOTPEOUTETHCKOM Taphl MOATPYIII
XPOMOBBI WJIM XpOM-3p3all WM JIPyroro aHajJOrMYHOro kadectBa. Ha mauky MoxkeT ObITh
HaKJIeeHa caMOKJIesIascs STUKETKa C MapKUPOBKOM 13 OymMaru (103MpoBKa 5 Mr).

ITo 1, 2, 6, 10 KOHTYpHBIX SYEHKOBBIX ymakoBKH 1o 10 Tabmeroxk wim mo 1, 3 KOHTYpPHBIX
STUEHKOBBIX yHMaKoOBKH 1o 20 TaOleTOK BMECTE C JIMCTKOM-BKIIQIBIIIEM TMOMEIIAIOT B MaYKy U3
KapTOHa JJsl MOTPEOUTENbCKOW Tapbl MOAIPYHI XPOMOBBIM WM XpOM-3p3al] WM JPyroro
aHAJIOTMYHOro KadectBa. Ha mauky MokeT OBbITh HakjJ€eHa CaMOKIIESIIAscs ATHKETKa C
MapKHpPOBKOU 13 OyMmaru (J103UpoBKa 2,5 Mr).

6.6. Oco6ble Mepbl NPEIOCTOPOKHOCTH MNPH YHHYTOKEHHM WCHOJbH30BAHHOIO
JIEKAPCTBEHHOT0 MNpenapara MWJIH OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEHUs!
JIEKAPCTBEHHOI'0 NMpenapara u Apyrue MaHUIYJIAIHUHU € MPenapaToM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.
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7. IEPJKATEJb PETUCTPAIIMOHHOTO|YIOCTOBEPERWES | £/ 1EHOCTE 0001)

Poccuiickas @enepanms

00O «®apmacunre3-TrOMEHb»

625059, r. Tromensb, 7-oi kM Benmxanckoro Tpakra, 1. 2
Ten.: +7 (3452) 69-45-10

Anpec 3eKTpoHHOM mouThl: INfo-pst@pharmasyntez.com

7.1. [IpeacTaBUTEb AepPKATEIA PErHCTPANMOHHOIO YA0CTOBEPEH NS

IIperen3un HOTDGGI/ITCJIGP'I CICAYCT HAITPaBJIATH 110 aAPECY:

Poccuiickas ®@edepayus

000 «®apmacuHTe3-TIOMEHb

625059, r. Tromensb, 7-oii kM BenmxaHckoro Tpakra, a. 2
Ten.: 8-800-100-15-50

Anpec anekTpoHHO# mouTkl: INfo-pst@pharmasyntez.com

Pecnybonuxa benapyco

TOO «Adalany

220131, r. Munck, yn. 'amapuuka 30/395
Mo0. Ten. (24 gaca): +3 7529-55-12-510
Anpec 37eKTpoHHOM mouThl: pV@adalan.kz

Pecnybnuxa Kazaxcman

TOO «Adalany

050057, r. Anmarsl, yi. TumupsizeBa, 42, nas. 23, od. 202
Ten: +7 (727) 269-54-59, +7 (727) 269-54-18

Mo6. ten. (24 gaca): +7 (701) 217-24-57

Anpec 31ekTpoHHOM mouThl: pV@adalan.kz; b.satova@adalan.kz

Kuoipevizckas Pecnybauka

TOO «Adalany

720016, r. bumkek, c. Opro-Caii, yin. imananuesa, a. 52
Mo0. Ten. (24 yaca): +996-555-262-680

Anpec aneKTpoHHOM mouThl: PV(@adalan.kz

Pecnyonuxa Apmernus

TOO «Registrarius»

0088, r. EpeBan, coobmiectBo Baaruwu, yi. Pa3nan, 13
Ten: +374-96-30-30-00

Mo0. Ten. (24 gaca): +7-701-746-04-21

Anpec s7ekTpoHHO#M mouThl: INfo@registrarius.org
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8. HOMEP PETMCTPAIIMOHHOI'O Y IOCTOBEPERMSF L CEATENEHOCTE 00071)

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHS PETMCTPAIIVH,
HNEPEPETUCTPALIUN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OO0mas xapakTepUCTUKA JICKAPCTBEHHOTO mpernapata Anukcaban dapmacwHTE3 JOCTyIHA Ha

uHbOpMallMOHHOM TmopTane EBpa3uiickoro SKOHOMHMYECKOTO C€O03a B HH(OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHe™» hitps://eec.eaeunion.org/
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