COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 09.10.2023 N2 19917

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1003

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI' O IIPEITAPATA
AnwukcabaH, 2,5 M, TaOJIETKH, TTOKPHITHIC TNICHOYHOU 000JIOUKOM

AnwukcabaH, 5 Mr, TaOJIETKH, MOKPHITHIC TIJICHOYHON 000JI0UKOH

2. KAUECTBEHHbBINA U KOJTUYECTBEHHBIN COCTAB
JlelicTBy1o11I€€ BEIIECTBO: aluKcabaH.

Anukcadad, 2.5 Mr, Ta0JIEeTKH, HOKPBITHIE [JIEHOYHONH 000JI0UYKOMI

Kaxxnas Tabnerka comepxur 2,50 Mr anukcabana.

BcnomoratenbHbie BeliecTBa, HaJTUYUE KOTOPBIX HAJO YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpernapara: JJakTo3sl MoHoruapaT-38,00 mr, Hatpus naypuicynbsdar 2,00 Mr, KpacuTenb xene3a
okeun xentoiid (E172) — 0,135 mr (cm. pasnen 4.4).

Anukcabad, 5 Mr, TabJIETKU, HOKPHITHIE IVICHOYHOM 000J10YKON

Kaxxnas rabnerka comepxur 5,00 mr anukcabana.

BcnomoratenbHble BelecTBa, HaJM4Ue KOTOPBIX HAAO YUYHUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
mpernapara: JaKTo3sl MoHOTHIpaT-76,00 Mr, HaTpus naypuincyibdat — 4,00 Mr KpacuTens xese3a
okcug KpacHbii — 0,0225 mr (cm. pasznen 4.4).

[TonHbBIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBENET B pazeie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIEC TNIEHOYHOU 000TOUKOM.

Anukca0an, 2.5 Mr, Ta0JIETKH, ITIOKPBITEIE INIEHOYHO 000JIOYKOMI

Kpyriibie 1BOSKOBBITYKJIbIE TaOJIETKH, OKPBITHIE MJICHOYHOM 000JI0YKOM, OT CBETIO-)KENTOrO J10
JKEJITOTO 1IBETa ¢ pesibe(HON HaIMUChIO «Al» Ha OJTHOM CTOpOHE.

Anwukcaba” 5 mr, Ta0JETKHU, HOKPBITHIE INIEHOYHOW 000JI0UYKOM

OBajnbHbIC ABOSIKOBBIITYKJIBIC Ta6HeTKI/I, IMOKPBITBIC IUICHOYHOM 060.]'10‘{1(0171, CBCTJIO-PO30BOI0

[BeTa ¢ penbedHOM HaAMUChIO «A3» Ha OIHOM CTOpOHE.

4. KIIMHUYECKUE JAHHBIE
4.1.Tloxkazanusi K NpUMEHEHUI0
[Tpenapat AnukcabaH mokasaH K MIPUMEHEHHIO Y B3POCIIBIX.
e [IIpodpunaktuka BeHO3HOW TpPOMOOAMOOIMM y TAIMEHTOB TIOCIE  IJIAHOBOTO

SHAOIIPOTC3UPOBAHUA Ta306e;[peHHor O WM KOJICHHOI'O CyCTaBa.
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HEKJIalaHHOW (pUOpMILTAIMel TpeacepInii, UMEIOIIUX OJUH WA HECKOJIBKO (PaKTOpOB
pucka (Takux, KaKk UHCYJbT WIA TPAH3UTOPHAS UIIEMUYECKas aTaka B aHaAMHE3€, BO3PacT
75 ner u crapiie, apTepuaibHasi THUIICPTCH3MUS, CaXapHbBIH AHa0eT, COMPOBOXKIAFOIIASCS
CHUMIITOMAaMHU XPOHHYECKasl Cep/ieyHass HeJJOCTAaTOYHOCTh ((DyHKIMOHANBHBINA Kiace I u
BhINIe 110 Kiaccudukarmu Hpro-Hopkcekoit kapaumonorudeckoii accomuaruu (NYHA)).
Hckimouenne CoCTaBISAIOT MAIIUSHTHI C TSDKEIBIM M YMEPEHHO BBIPAKCHHBIM MUTPATBHBIM
CTCHO30M WJIM UCKYCCTBEHHBIMHU KJIalIaHAMHM CEp/IIa.

e Jleuenue Tpom6o3a riryookux BeH (TI'B), pomOosmOonuu nerounoit aprepun (TDJIA), a

Takxe npoguirakruka peuuanoB TT'B u TOJIA.

4.2 .PexxuM 103UPOBAHUS M CIIOCO0 MPUMEHEHHs

PexxuM 103upoBanus

1. Y nayuenmoe nocne nnanoeozo 3ndonpome3uposanus mazo0eo0penHo20 uiu KOaeHHO20
cycmasa:
2,5 mr 2 pa3a B cyTku (mepBblii mpueM 12-24 4 mocne onepaTMBHOrO BMemaTenscTBa). [lpu
IOPUHIATUM DPELIEHUS O BPEMEHM Hayaja Tepalud BpadaMm CieayeT MPUHATh BO BHUMaHUE
NOTEHIMATBHBI  MOJMOXKHUTEIbHBI A(P(EeKT OT paHHEH aHTHKOATYJSIHTHOW Tepamud B
npopUIaKTUKE BEHO3HOH TpOoMOOIMOOIIMM HapaBHE C PUCKOM Pa3BUTHs MOCTONEPALIHIOHHOTO
KPOBOTEUCHMsI. Y TMAlMEHTOB, IMEPEHECIINX HHJONPOTE3UPOBAHHE Ta300€IPEeHHOr0 CyCTaBa,
pexkomMeHayemasi JUIMTEIbHOCTh Teparnuy cocTaBisieT oT 32 1o 38 qHei, KOJIEHHOro cycTaBa — OT
10 o 14 nueti.
2. Y nayuenmos ¢ pubpunnayueii npedcepouii:
I[To 5 mMr 1Ba pa3a B CyTKHU. Y NManeHToB ¢ puoOpuiIisuei npeacepauil 103y npenapara CHUXaroT
710 2,5 MT J1Ba pa3za B CyTKH IPH HAJIMYUM COYETAHUS IBYX U 00JIee U3 CIEAYIOUINX XapaKTePUCTUK
- Bo3pact 80 JsieT u crapiie, Macc Tena 60 Kr 1 MeHee WM KOHLIEHTpalus KpeaTHHHUHA B TUIa3Me
kpoBu > 1,5 mr/m (133 mxmons/n). Tepanuio cieayeT mpoaoKUTh JJTUTEIFHOE BPEMS.
3. Jleuenue mpombo3a enyboxux eet, mpomoosamoonuu necoynou apmepuu (TIJIA):
ITo 10 mr nBa pa3a B CyTKM B T€4€HHE 7 AHEH, 3aTeM 5 Mr 2 pa3a B CyTkH. [IpogomkuTensHOCTh
JICUEHUsl ONpeJeNsieTcss UHANBUIYabHO C YYETOM COOTHOIICHUS OXUAAEMOM MOJb3bl U PUCKa
BO3HUKHOBEHHUS KIMHUYECKH 3HAUYMMBIX KpOBOTE€UeHHH. PemeHue o IMTENbHOCTH Tepanuu
JIOJDKHO OCHOBBIBATBHCSI HA OLEHKE HAIWYMS U 00paTUMOCTH (PaKTOPOB, MPEAPACIIONATAIONINX K
pPEeLUIMBUPOBAHUIO (T.€. MPEIIIECTBYIONIEe XUPYPrHUECKOE BMEIIATENbCTBO, TPaBMa, MEPUOJ
UMMOOUIM3auu U T.7.), a Takke nposieieHuid TI'B n/unu TOJIA cocraBnsis Kak MUHUMYM 3

MecsIa.
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4, Ilpogpunakmuxa peyuousoe mpomobo3su 2ﬂy6(5w;c':::-g§{;':' 7'9‘0%5}12%'}1&? Bdodnoii

apmepuu (TOJIA):
[To 2,5 mr n1Ba pa3za B CyTKH MOCJIe, KAK MUHUMYM, 6 MeCAIIeB JICYCHHs] TPOMOO3a TITyOOKHUX BEH
nmn TOJIA anukcabGaHoM B 03¢ 5 Mr JiBa paza B CYTKH WJIM JPYTHM aHTHKOATyJISTHTOM, Kak
yKa3zaHo B Tabmuie 1.

Tabauua 1

,HOSHpOBKH MakcuManbsHas CyTOYHasa

J03a

Jleuenue mpombosa enyookux | 10 Mmr nBa pasa B cyTkd B | 20 mr

een, TOJIA TE€YEHUE NEPBBIX 7 AHEU

JHanee 5 mr nBa paza B cytku | 10 mr

Ilpopunaxmuxa  peyuougos | 2,5 Mr aBa pasza B CyTKU S5 wmr

T3JI4

OO011y10 ATUTETBHOCTD TEPANMHU CIIEAYET NOJ0UPAaTh MHIUBUIYaAIBHO I1OCIIE TIIATEIbHOM OLIEHKN
COOTHOIUICHUS MOJIb3bI OT MPHEMa Mpernapara i pucka pa3BUTHs KpoBoTeueHus (cM. pasnen 4.4).

Oco0Bble IPVIIILI MAIKEHTOB

Tayuenmsi nodcunozo eospacma

Koppekuuu m03bl mpenapara y MalMEeHTOB IMOXKHIOTO BO3pacTa He Tpedyercs (UCKIIOUEHUE
COCTaBJISIIOT NAI[MEHTHI, YKa3aHHbIE B 1.2 — IPUMEHEHHE MTPU PUOPHILISALNY PEACEPAUi).
llayuenmul ¢ napywenuem ynkyuu novex

JUis manueHToB ¢ HapylleHHeM (YHKLIMU MOYeK JIETKOW WM CpeIHed CTeneHM NMPUMEHUMBI
CJIEYIOIINE PEKOMEH AU N:

e He TpeOyeTcsl KOPpPEKUUH J[103bl MpU NPUMEHEHUWU anukcabaHa Uil NpOQUIAKTHKU
TpoMOO3a TIIyOOKMX BEH Yy TMalUEHTOB I[OCIe IIJIAHOBOTO 3HJONPOTE3UPOBAHUS
Ta300eIpeHHOr0 MJIM KOJEHHOTO CyCTaBa, JUIsl JiedeHHs TpomOo3a IiTyOOKHUX BEH, JUIS
nederust TOJIA v mpopMIakTUKH PEIUANBOB TpoMO03a TiTyookux BeH, TOJIA (cM. pazaen
5.2.).

e [pu MpUMEHEHMM anukcabaHa Yy TNanMeHToB ¢ ¢GuOpWUIIIMER Tnpeacepauil U
KOHIIeHTpanuel kpeatnauHa > 1,5 mr/mn (133 MxMoIb/n) B m1a3Me KPOBH, B COYETAHUU C
BO3pacToM > 80 jieT miu Maccoil Tena < 60 Kr TpedyeTcs CHIDKEHUE 103bI IpenapaTa, Kak
onucaHo BhIIe. [Ipyu OTCYTCTBUU COOTBETCTBUS APYTHM KPUTEPHUSAM AJI CHUKEHHUS 103bI
(Bo3pacT, Macca Teja) KOppPeKIMH Tepanuu He Tpedyercs (cM. pasaen 5.2.)

VY mnauuMeHToB ¢ HapyumeHHMeM (YHKIMHM IOYeK TSDKEIOM CTerneHH (C KIMPEeHCOM
KpeaTnuHuHa 15-29 Mr/MuH) NpUMEHHMBI CIEIYIONNe PeKOMEeHaK (cM. paszens! 4.4.,

5.2.):
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e anukcabaH ciegyeT NPUHUMATh C O TopoNHOLTEIO | i “Hibod Hakrimcr 1pombosa

rIIyOOKMX BEH Yy MalMEeHTOB IOCJ€ IUIAHOBOTO 3HJONPOTE3UPOBAHUS Ta300€IpPEHHOrO
CyCTaBa WJIM KOJICHHOTO CyCTaBa, JJIs JieueHHs] TpomOo3a riTyOOKHX BEH, JUIA JICYCHUS
TOJIA u npodunakTUka peuauBOB TpoMOO03a ryookux BeH, TOJIA;
e y NalUEeHTOB ¢ GpuOpMILIALMEN npeacepaAnii clieayeT NPUMEHATh 103y anukcabaHa 2,5 Mr
JIBa pa3a B CyTKH.
He naHHBIX O MpUMEHEHUM anukcabaHa y NAalMEHTOB C KIMPEHCOM KpeaTHHHHa <15
MI/MHH, a TaKKe y MaIlMeHTOB, HAXOJAIINXCS Ha AUanu3e. B cBs3M ¢ 3TUM IpUMEHEHHE
npemnapara AnukcadaH y TaKuX MalMeHTOB MPOTHUBOIIOKa3aHo (cM. pasaen 4.4., 5.2.).
Ilayuenmel ¢ napywienuem @ynKyuu nevenu
[Ipenapata AmnukcabaH MNpPOTUBONOKa3aH y MAIUEHTOB ¢ 3a00JeBaHUSMU  II€UYCHH,
COIIPOBOKIAIOIIMMCS HapyIIEHUSIMU B CUCTEME CBEPThIBAHUS KPOBU M KIMHMYECKH 3HAYUMBIM
pHCKOM pa3BuTHs KpoBoTeueHuidd (cM. paszen 4.3.). [Ipumenenue mpenapara y MalHeHTOB C
TSOKEJIOW TMEYEHOYHOW HEIO0CTaTOYHOCThIO MpOTHBOMOKa3aHo (cMm. pasgen 4.3.). Cuemyer
coOJIr0/IaTh OCTOPOXKHOCTh MM IpHeMe Ipenapata Anukca0aH NalUeHTaMH C [E€YEHOYHOU
HE/I0CTaTOYHOCTBIO JIETKOM M cpeiHel cTeneHu TsbkecTH (kiacc A win B no kimaccuduxanuum
Yaiinna-ITpi0), mpu 3TOM KOPpPEKIMU 103kl He TpeOyercs (cMm. pasmenst 4.4. u 5.2.). U3
KJIMHUYECKUX HCCIICAOBAHUI OBUTM MCKIIOUEHBI MAIUEHTHI, Y KOTOPBIX OTMEYaJId MOBBIIICHUE
AKTUBHOCTH MEYEHOYHBIX (bepMeHTOB aJlaHMHaMUHOTpaHchepasbl
(AJIT)/acnapraramunoTtpancdepasbl (ACT) B 1Ba pa3a Bblllle BEpXHEW I'paHUIBI HOPMBI WU
obmero OmnupyOuHa B TOJATOpa M OoJiee pa3 BhIIIE BEpXHEH T'paHUIIBI HOPMBIL. B CBsi3HM ¢ 3TUM
CJIETyeT C OCTOPOKHOCTBIO IPUMEHSITH alMKcadaH y MalMeHTOB 3ToM rpynimsl (cM. paszaens! 4.4.,
5.2.). Crnenyet olleHUTh (PYHKLMIO IIEUEHH O Hayaia Tepanuu npenaparoM AnukcadaH.
Macca mena
Koppekmun 10361 B 3aBHUCHMOCTH OT MacChl Teja MalueHTta He Tpedyercs (MCKIIOYSHHE
COCTaBJISIIOT NAI[MEHTHI, YKa3aHHbBIE B 1.2 — IPUMEHEHHE NTPU PUOPHILISALUH PEACEPAUi).
Ilon
Koppek1uu 10361 penapara B 3aBUCUMOCTH OT T10J1a MAI[MeHTa He TpeOyeTcs.
Paca u smuuueckoe npoucxoogicoenue
Koppekmuu 10361 mpemapara B 3aBUCHMOCTH OT Pachl WM STHHYECKOTO MPOUCXOKICHUS
MalyeHTa He TpedyeTcsl.
Ilepexoo ¢ unu na mepanuio napeHmeparbHLIMU AHMUKOA2YIAHMAMU
[TepeBon ¢ mapeHTepaJbHBIX AHTHUKOATYJSHTOB Ha mpenapar AmnukcabaH M Ha00OpOT MOKHO
IIPOBOJUTh B MOMEHT CIIEAYIOMIETO 3aIlJIAHMPOBAHHOTO MPHEMa OTMEHSEMOro Ipernapara (Tpu

9TOM OuYepe/iHas J103a OTMEHSEMOro MpernapaTa He IPUHUMAETCS).
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Ilepexoo c unu na éap@apun unu Opyaue aHmazpHucmol Stk Q8 A TENBHOCTE 0003)

[lepeBon MaIMEHTOB C Tepanuu BappapuHOM WIM JPYTMMHU aHTAaroHUCTamMu BuTamuHa K Ha
TEpanuio MpernaparoM AmnukcabaH CleAyeT NPOBOAMTH MPH 3HAYEHUH MEXKTYHAPOIHOTO
Hopmanu3oBanHoro orHomienus (MHO) y manuenta mmke 2,0. Ilpu mepeBoje MamueHTOB ¢
Tepanuu npemnaparom AnukcabaH Ha Bap(apuH WM Jpyrue aHTaroHucTsl BuTamuHa K ciegyer
MPOJIOJDKATh TEpamuio npenapatoM AnukcabaH B TeueHue 48 4 mocie mpuemMa NepBOil 103bl
Bap(dapuHa uiaM Ipyrux aHtaroHuctoB Butamuua K. Uepes 48 u cienyeT mpOKOHTPOIMPOBATH
MHO nepen npuemoM ciieayronieit 1o3sl mpenapara Anukcadban. CoBMecTHBIN pueM Bapdapuna
(wm mpyroro antaronucra ButamuHa K) u npemapara AnukcabaH cienyeT npoaoinkate MHO
>2.,0. Ipu noctuxernn MHO > 2,0 npuem npenapara AnukcadaH clieayeT IpeKpaTUTh.
Kapouosepcus
[TaruenTsl ¢ ¢uOpUUISILIMEN TMpeacepAnid, KOTOPhIM TpeOyeTcsl MpPOBEACHHE KapIuOBEpPCHUH,
MOTYT HauaTh WM MPOJODKUTH TNpUMEHeHue mpenapara Amnukcaban. Ilamuentam, He
IPOXOJMBIINM JICYCHUE aHTHKOATYJSIHTAMH, TIepe/l MPOBEIECHHEM KapIuOBEPCUU HEOOXOIMMO
Ha3Ha4YMTb, 10 KpaliHEM Mepe, 5 1103 npenapara Anukcadad 1o 5 Mr Ba pa3a B CyTKH (2,5 Mr 1Ba
pa3a B CyTKH JJIsl TAIUEHTOB, KOTOPHIM TpeOyeTcss YMEHBIIICHHE 103bI (CM. IMyHKT 2 Mojpasuena
«PexuMa 103upoBaHusy paszjena 4.2.)) st JOCTHKEHHS aICKBATHOM aHTHKOAryJisiiuy. B cirydae
€CIIM TIPOBEJCHUE KapIMOBEpCHH TpeOyeTcs M0 Ha3HAaYeHHs S5 103 mpemnapara AmnmkcadaH,
HEOOXO0UMO MPHUHATH HArpy304HyIo 703y B 10 Mr ¢ mocieayroomuM IpueMoM 5 MT JBa pasa B
cyTku. CinenyeT yMEHBIINTh HArPy304HYIO 103y 0 5 MT C MOCIEAYIOIUM IIPUEMOM 2,5 MT ABa
pasa B CyTKH, €CIIM HAllMEHT MOJIXOAMT M0/ KAaTETOPHIO JJIsl CHUIKEHUS J103bl (CM. IIYHKT 2 pa3zena
«Pexxuma no3upoBaHus» paszzaena 4.2.). HeodxonuMo NpuHATH Harpy304HYyIO J03Y, 10 KpaiHen
Mepe, 3a 2 yaca 710 IpoBeeHus kapauosepcuu. [lepen npoBeaeHneM KapAuoBEpCHH HEOOXOUMO
MONyYUTh TOATBEPIKICHHE O HaAJeXalleM mnpueme mpenapara Amnwukcabad. [Ipu npunaTtum
pelIeHuss O Ha3HAYeHMH M NPOJOJDKMTEIBHOCTH JIEUEHUs HEeOOXOAMMO OmMpaTbcs Ha
YCTAaHOBJICHHbIE PEKOMEHJAIMU MO NPUMEHEHHIO AaHTHKOAryJISHTOB Yy IAllMEHTOB, KOTOPHIM
TpeOyeTcst MpoBe/IeHNue KapInOBEPCUH.
Cunopom ommensl
[Ipu BpeMeHHOM TmepephiBe B JICUEHUH IpernaparoM (CIy4aiHOM WIM NpeJIHaMEPEeHHOM)
BO3pacTaer puck Tpom0Oo3a. [larueHTs! JOMKHBI OBITh TPOMHCTPYKTUPOBAHBI U HEOOXOIMMOCTH
n30erarhb nepepbIBOB B JIeueHUH IpenapaToM. [Ipu BpeMeHHOM MpeKpalieHny aHTUKOAryJITHTHON
TEpanuu 1o JObIM IPUUMHAM OHA JO0JKHA OBITH BO30OHOBJIEHA KaK MOYKHO CKOpEe.

eTH
be3zonacHocTh 1 3¢ (eKTUBHOCTh MpUMEHEeHHs] AnukcabaHa y aereil B Bo3pacte 10 18 ner He

YCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.
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(NOCNEQCBATENEHOCTE 0003)

Croco0 ImpuMeHeHus

[Tpemapar AnukcabaH MPUHUMAIOT BHYTPh HE3aBUCUMO OT MpHeMa MHINU. B ciydae mpormycka
npreMa mpenapar ciaeayeT IPUHITh KaKk MOXKHO CKOpee, a B JAIBHEUIIEM MPOJOJKUTH TpUeM 2
pa3a B CyTKH B COOTBETCTBUU C UCXOJHOM CXEMO.

Jlis manueHToB, KOTOpble HE MOTYT HPOTJIOTHTH TaOJEeTKy IEJIMKOM, TalJIeTKy Ipernapara
ArnunkcabaH MOXHO HM3MENIbYUTh W pa3BecTd B Bojae wiu 5% BomHOU aekctpose (5/IB) wmmm
SI0JIOYHOM COKE WJIM CMEIIaTh C sIOJJOYHBIM IMIOpE U HE3aMEJIMTEIbHO NMPHUHSTH BHYTPH (CM.
pasnen 5.2.). B xauecTBe aibTepHaTHUBBI TAOJIETKY Npenapara AnMkcabaH MOKHO U3MEIbYUTh U
pazBectu B 60 M Bojbl win 5/IB 1 He3aMeMIUTENIbHO BBECTH MOJYYCHHYIO CYCIIEH3HUIO Yepe3
Ha30racTpalibHbIN 30H] (CM. paszen 5.2.).

JlekapCcTBEeHHOE BEIECTBO B HM3MENbYCHHBIX TalieTkax mpenapata AnukcabaH COXpaHSeT

CTaOMIBHOCTH B Bojie, S/IB, s10;109HOM CcOKe U 07109HOM TTIOpe 10 4-4acoB.

4.3. IIpoTuBONOKA3aHUSA

e [ umepuyBCTBUTENBHOCTH K alMKCa0aHy W/HITH K JIIOOOMY M3 BCIIOMOTATEIIbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pazzaene 6.1.

¢ AKTHMBHOE KJIMHUYECKH 3HAYMMOE KPOBOTEUCHHE.

e 3a0oneBaHMs TEYEHHU, COMPOBOXKIAIOIIMECS HAPYIICHUSIMU B CHCTEME CBEPTHIBAHHSA
KPOBH M KIIMHUYECKU 3HAYNMBIM PUCKOM Pa3BUTHSI KPOBOTEUCHHH.

e 3a0oneBaHMS WM COCTOSIHHS, XapaKTCPU3YIOIIUECS 3HAYUMBIM PHUCKOM OOJIBIIOTO
KPOBOTEUCHHS: CYIIECTBYIOIIEE B HACTOSIIEE BPEMS HIT HEJaBHEE 000CTpEHHUE SI3BEHHOM
00JIE3HH JKEITYOYHO-KHUIIIEYHOTO TPAKTA; HAIMYKE 3JI0KAYeCTBEHHOTO HOBOOOPA30BaHHS
C BBICOKHM PHCKOM KPOBOTEUEHHS; HelaBHEE MOBPEXKJCHHE TOJIOBHOI'O WM CIMHHOTO
MO3ra; HeJJaBHO IEPEHECEHHOE ONEePATUBHOE BMEIIATELCTBO Ha FOJIOBHOM MJIM CIIMHHOM
MO3Te, a TaK)Ke Ha OpraHe 3peHHs; HeIaBHO MEPEHECEHHBI TeMOPParndecKiii HHCYIBT;
YCTaHOBJICHHOE WJIM II0/I03PEBAEMOE BapHWKO3HOE paCIIUPEHUE BEH MHINEBOJIA;
apTepUOBEHO3HAs  Manb(QopMmalusi;  aHEeBpPU3Ma  COCYJOB  HJM  BBIPAKECHHBIC
BHYTPHUCIIMHAIbHBIEC WJIK BHYTPUMO3TOBbIE U3MEHEHHUS COCY/JIOB.

e Hapymenne QyHKIMM MOYEK C KIMPEHCOM KpeaTMHUMHA MeHee 15 Mi/MuH, a Takxke
IpUMEHEHHE Y MAIMEeHTOB, HAXOIAIINXCS Ha IHaJIN3e.

e bepemennocts (cM. pasaen 4.6.).

e [lepuon rpyaHoro BckapmiamBanus (cM. pasaen 4.6.).

e OpaHOBpeMEHHOE MPUMEHEHHUE C JIOOBIMH IPYTMMHU aHTUKOAryJIsSHTHBIMH IIperapaTtamH,

BKIIt04asg HedpakiuuonupoBanHbiii renapun (H®I'), HuzkoMoneKkyisipHble TrenapuHbI
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(HMTI') (HOKCamapuH, JaJTEapyuH U Jp.), HpOf/IEIB;)I-[I;L@ ﬁap-lr/gl‘lé_ll kh’loﬂz{gnaﬁﬂ yf(c u

Ip.), IEpOpaIbHbIC AaHTUKOATYJISIHTHI (BapdapuH, puBapoKkcadaH, gadurarpad u jap.), 3a
HUCKIHOYCHUEM TEX CI/ITyaL[I/Iﬁ KOTraa MalueHT IMEPEBOAUTCA Ha TCpaluio UK C TCPaIluu
anmukcabaHoM, Koraa He(QPaKIMOHUPOBAHHBIA TeMapuH Ha3HA4YaeTcs B 033X,
HEOOXOAMMBIX ISl TOAACPKAHHUS TPOXOAMMOCTH IIEHTPAIBHOIO BEHO3HOTO HJIH
apTepUabHOTO KaTeTepa WK Koraa HepaKIMOHUPOBAHHBIN T'eIapUH IPUMEHSICTCS MIPH

KaTeTepHOM abnanuu GuOpHUIALNY npeacepauit (cm. pasaensl 4.4., 4.5.).

4.4. Ocodble ykazaHHusi 1 Mepbl MPeI0CTOPOKHOCTH NPH MPUMeHEHUHN

Puck kpoBoTeueHui

Kak u B ciy4yae Ipyrux aHTHKOAryJssHTOB, MAIlMEHTOB, IMOJyYAlOIIMX IMpernapar AmnukcadaH,
HEOOXOAMMO THIATENIFHO HAOIIONATh HA MPEIMET MPU3HAKOB KpoBOTeueHuUs. [Ipu cOCTOSHHAX C
BBICOKMM PHCKOM pa3BUTHUS KPOBOTEUEHHUH TIpermapaT pPEeKOMEHAYETCS NPUMEHSTh C
ocTtopokHOCThIO. [IprMeHeHHne mpemapara ammkcabaHa CleAyeT MPEKPaTHTb TPU Pa3BUTHU
TSDKEJIOro KpoBoTeueHus (cM. paszzenst 4.8., 4.9.).

Xors Tepanus anukcabaHoM He TpeOyeT MOCTOSHHOIO MOHUTOPUHTA €r0 KOHIIEHTPALUH B KPOBH,
MHOT/]a MOKET OBITh LIEJIECOO0Pa3HBIM MPOBE/ICHHE KATHOPOBAHHOTO KOJIMYECTBEHHOTO aHAIH3a
aHTH-Xa-()aKTOPHOI AKTUBHOCTH B T€X UCKIIIOYMTEIBHBIX CIyYasx, KOTAa TaHHBIE O BO3ICHCTBUN
anukcabaHa MOTYT CIHOCOOCTBOBaTh MPHUHATHIO KIMHHYECKHX pEIICHUH, HampuMmep Tpu
HIepe03UPOBKE M IKCTPESHHOM OIEPaTHBHOM BMeIIaTeNbcTBe (CM. paszaen 5.2.).

BzauMoeiicTBrE ¢ IpYTUMH I€KapCTBEHHBIMHU IIpenapaTaMy, BIUSIONIMMU Ha TeMOCTa3

B cBs3u ¢ BBHICOKMM PHUCKOM BO3HHKHOBEHHS KPOBOTEYEHHUS OJHOBPEMEHHOE MPUMEHEHHE C
JFOOBIMU IPYTUMH aHTUKOATYJITHTAMH MPOTHBOMOKa3aHo (cM. paszzen 4.9.).

OnHOBpeMEHHOE NpHUMEHEHHE IIpernapara anukcadaH C aHTHArperaHTaMy IOBBIIIAET PUCK
KpoBoTeueHus (cM. paszaen 4.5.).

HeoOxomnMo co0nroaTh OCTOPOKHOCTH TpPHU  OJHOBPEMEHHOM NPUMEHEHHWH TIIpernapara
anukcabaHa ¢ CEeJIeKTUBHBIMM MHTMOMTOpaMU 0OpaTHOTO 3axBaTa CEPOTOHMHA M MHTHOUTOpaMu
0o0paTHOro 3axBaTa CEpPOTOHMHA M HOpINMUHeppUHA (HOpaJpeHaluHa) WM HECTEPOUIHBIMU
npoTUBOBOCTIANUTENbHBIMU TipeniapaTtamu (HIIBII), Bkiodash aneTHIICAIHIUIOBYIO KHCIOTY
(ACK).

[Tocne XuUpypruveckoro BMEIIATENECTBA HE PEKOMEHIYETCsl MPHUMEHSTh OJHOBPEMEHHO C
npernapaTroM anvkcadbaHa Jpyriue HHrHOUTOPHI arperauui TpoMOoIUTOB (cM. paszaen 4.5.).

B kiIMHMYeCKOM HCCIEOBAaHMU Yy TMAIMEHTOB C (QUOpPWIUIALUEH mpencepauii ¢ OCTphIM
kopoHapHbiM cuHIpoMoM (OKC) n/uim nepeHecmx YpecKoKHOe KOPOHAPHOE BMEIIATEIhCTBO

(UKB) c 3amianupoBaHHbIM niepuoioM JiedeHust uaruoutopom P2Y 12 ¢ ACK wunm Ge3 Hee, ObLI1O
7
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K - ABK) B Teuenue 6 mecsien. Puck 001X KPOBOTEUECHUM 110 KpUTEPHUSIM MexX1yHaApOIHOTO
obmectBa Mo TpoM0O03y u remocrasy (International Society on Thrombosis and Haemostasis —
1STH) wnu ximHMYeckW 3HaYMMbIX HeOonbimx kKpoBoreueHuid (K3HB) Obut cratuctuuecku
3HAYUMO HHUXE IpU NpUMEHEHUH mnpenapara Anukcaban (24,7 % B roi) mo CpaBHEHUIO C
npumenenuem ABK (35,8% B rox). ComnyrctBytomee npumeHeHue ACK mnoBsbimano puck
pasBuTHs 001bUX KpoBoTeueHuit no kpurepusm ISTH nnu K3HB kpoBoreuenntii ¢ 21,0% B rox
no 40,5% B ron mpu goOaBieHHHM aHTHKoaryisHTa (anukcabana win ABK) k Tepanuun
uaruouTopom P2Y12. B wactroctu, no6asinenne ACK moBsImmano puck pa3BUTHs OOJIBIITNX HIIN
K3HB kpoBoTeueHwmii y manueHToB, noiay4asmux anukcadan u ABK, cootBercTBenHo ¢ 16,4% no
33,1% Broguc 26,1% B rox 1o 48,4% B rox.

OTmedanoch CTaTUCTHUYECKH 3HAYMMOE TOBBIIICHHE PUCKAa KPOBOTEUCHHM MPU NMPUMEHEHUU
TpoliHOM Tepamuu anukcabanoM, ACK u kimomugorpenomM B KIMHUYECKOM HCCIEIOBAaHUHU Y
MAIUEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM 0e3 (GHOPHILIAIMKM Tpencepauid ¢ BBICOKUM
pUCKOM TpoMOO3a W HECKOJBKUMH COIYTCTBYIOIIMMH CEPACYHBIMA M HECEPACUHBIMU
3a0oneBaHusMU. B JOpyrom KIMHUYECKOM UCCIEJOBAHMM C Yy4YacTUEM TAIMeHTOB C
bubpumsauueit npencepauit onHoBpemenHoe npuMeHeHne ACK mpuBoauio K MOBBIIICHUIO
pHUCKa pa3BUTHsI OOJBIINX KPOBOTCUCHUH U HA QoHE mprueMa BaphapuHa. B 3TOM KIMHUYECKOM
WCCJICIOBAaHUH COYCTAaHHAs TepaIus JBYMs aHTHATPETaHTaMHU TIPUMEHSIIACh PEIKO.

[IpuMmeHeHMnE TDOMGOHI/ITI/I‘-ICCKI/IX CpC€ACTB JJIA JCYCHHUA OCTPOro HIMEMHUYCCKOIro MHCYJIbTA

OmngIT IMPUMCHCHU TpOM6OJ'II/ITI/I‘{eCKI/IX CpeACTB I JICHCHHUA OCTPOr0 UIIEMHUYCCKOI'0O NHCYJIbTA
Yy NalMEHTOB, MOJTYYaronux anm<ca6aH, BE€CbMa OIrpaHHUYCH.

HaHI/IeHTI)I C UCKYCCTBCHHBIMH KJIalTaHaMH Cepalia

be3zonacHocTh 1 3¢ (eKTUBHOCTH ITpernapara y NaieHToB ¢ UCKYCCTBEHHBIMHU KJIallaHaMM CepAlia
¢ pubpuuanueit npencepauii u 6e3 Hee He U3ydanack. [lpumeHeHune npenapara AnukcabaH s
3TON TpyNIbl NAllUEHTOB HE PEKOMEHIYETCS.

XUpypruyecKue U UHBa3UBHEIE IPOIIENYPEI

[Tpumenenue npenapara AnukcadaH cieayeT NpeKpaTUTh He MeHee ueM 3a 48 yacoB J10 MJIaHOBOM
orepanuy Ui UHBa3UBHOM MIPOLEAYPBI CO CPETHUM MIIM BBICOKUM PUCKOM KpoBoTeueHus. Crona
OTHOCSITCSI BMEIIATEIbCTBA, MPU KOTOPBIX BEPOATHOCTH KIIMHUYECKU 3HAYMMOI'O KPOBOTEUEHUS
HE MCKJIIOUYEHA WM JUI KOTOPBIX PUCK KPOBOTEUEHUSI HEMPUEMIIEM.

[Tpumenenue npenaparta AnukcabaH cielyeT IpeKpaTuTh He MeHee ueM 3a 24 Jaca J10 TUIaHOBOM
ornepanuy WM WHBAa3MBHOW MPOLENYypbl ¢ HU3KUM PUCKOM KpoBoTeueHus. Croga OTHOCSTCS
BMEIIATEIbCTBA, IPU KOTOPBIX 0’KUJAETCSI MUHUMAIIbHOE, HEKPUTHUECKOE IO JIOKATU3aLUN UITU

JIETKO KOHTPOJIUPYEMOE KPOBOTCUCHHE.
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Ha/JIeKAIIEed OCTOPOKHOCTBIO, YYHTHIBAas TOBBIIICHHBIM pHUCK KpoBoTeueHus. Cremyer
COOTHECTH PHCK KpPOBOTEUYEHHS M HEOOXOAMMOCTh OSKCTPEHHOTO BMemarenbcTBa. llpu
HEKJIaNaHHON (GPMOPWILISAIMHY MIPEICEPIUii OOBIYHO HE TPeOyeTCs MPUMEHEHUE «TEPAITUU MOCTa
B TeueHHH 24-48 4 1ociie OTMEHBI anmkcadaHa rmepeji XupypruaiecKkiMu BMenaTeIbCTBaMu.
[Tocne MHBa3MBHOM MPOLEAYPHl WIM XUPYPIrHYECKOTO BMEIIATEIbCTBA IPUMEHEHHE anuKcadaHa
ClieflyeT BO30OHOBUTH KaK MOXKHO CKOpee NIpU YCIOBHH, YTO 3TO JIOMYCKAeT KIMHHYECKAs
CUTYyaIlMsi U YCTAaHOBWJICS JOCTaTOYHBIA reMocTa3 (MH(popMaIus o KapIuoBEpCUU TPUBEICHA B
paznuene 4.2.).

Y mnamuentoB ¢ QuOpwIsAIMedl npeacepanii HET HEOOXOAMMOCTH IMPEKpaIlaTh TEPAIUIo
npenapatoM Anukca0aH mepe KaTeTepHOi admanuei.

BpeMeHHoOe npekpallieHuE Tepalnuu

[Tpekpaiienye NpUMEHEHHMs] aHTHKOATyJISHTOB, BKJIIOYas IpenapaTr anukcabaHa Mo HpUYHHE
AKTUBHOI'O KPOBOTEUEHUS, IJIAHOBOW OIepalyy WIM MHBA3UBHOM MPOLIETYpPhl YBEIUYUBACT IS
nanueHTa puck Tpomo6o3a. IlepeprlBoB B JieueHHH cieayeT u30erath, W, €CIU IO Kako-InOo
npu4yrHe TpeOyeTcss BPEMEHHOE IPEKpallleHue AHTUKOAryJsSHTHOM Tepanuu InpenapaTom
anukca0aHa, ee cielyeT BO30OHOBUTh KaK MOXHO CKOpEe.

Jleuenue Tpom003a riyookux BeH u TOJIA

He pexomenayercst 3ameHsATH Tepanuio HedpaKIMOHHPOBAHHBIM TeMapHHOM Ha IIpemnapar
anukcabaHa B TEpHOJ] WHULMANWU Tepanuu mnanueHToB ¢ TOJIA ¢ HecTaOWIbHON
TeMOJUHAMHUKOM, BO3MOXKHBIM TPOBEACHHEM TpPOMOONM3UCA WIM TPOMOIKTOMHH JIETOYHOU
apTepun, Tak Kak Oe3omacHOCTh W 3(P(EKTUBHOCTH amukcabaHa B JIAHHBIX KIMHUYECKHUX
CUTyaIUsX HE YCTAaHOBJICHBI.

[TanMeHThl ¢ OHKOJIOTHYSCKUMHM 3a00JIeBaHUSIMU

OddextuBHOCTF U Oe3omacHOCTh amnukcabana mnpu JedeHun TI'B, neuenus TOJIA u
npodmiaktuke peruauBupyommx TIB u TOJIA (@BT3) y mnmanweHTOB ¢ aKTUBHO
MIPOTPECCUPYIONIMM 3JI0Ka4eCTBEHHBIM HOBOOOPA30BaHHEM HE yCTAHOBIICHBI.

[TanMeHTHl ¢ MOYEYHOM HEAOCTAaTOYHOCThLIO

OrpaHuyeHHble KIMHUYECKUE JaHHbIE TTOKA3bIBAIOT, YTO Y MALMEHTOB C TSXKEIbIM HapyIIEeHUEM
GyHKIMM ToueKk (KJIMpeHC KpeaTuHuHa 15-29 Mi/MUH) YBETMYMBAIOTCS KOHLEHTpPALUU
anukcabaHa B IJIa3Me, UTO MOKET MOBBIIIATh pUcK KpoBoTedueHus. Jns neuenus TI'B, neuenus
TOJIA u npodwmnaktuku peupausupyommx TI'B u TOJIA (1BTD) anukcabaH y manueHToOB ¢
TSDKEJIBIM HapylleHueM (QyHKIMM ovek (KIupeHe kpeaTuHuHa 15-29 mn/mMuH) (cM. pasnens 4.2.,

5.2.) cnemyet NpUMEHSTH C OCTOPOKHOCTBIO.
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budpmusinueit npeacepauit (HOII), nmanmueHToB ¢ TSHKEIBIM HapyIICHHEM (GYHKIMHA MOYCK
(kupeHc kpeaTHHUHA 15-29 MII/MUH) ¥ IAIIMEHTOB C YPOBHEM CHIBOPOTOYHOTO KpeaTHHUHA >1,5
mi/mn (133 MKMOab/1) B codeTaHuu ¢ Bo3pacToMm >80 yeT miam macco tenma <60 kr mo3a
anuKcabaHa JOKHA OBITH CHIDKEHA 10 2,5 MT 1Ba pa3a B CyTKH (cM. paszen 4.2.).

B cBs3M C OTCYTCTBHEM OMNbBITa KIMHUYECKOTO NPUMEHEHHUs amnukcabaHa y MAIMEHTOB C
KJIMPEHCOM KpeaTHHUHA <15 MJI/MHH WM HaXOISIIMXCS HA TUAIM3e MPHEM aruKcadaHa B 3TON
rpyIiIe HanueHToB He pekoMeHayeTcs (cM. pasaensi 4.2., 5.2.).

[loxxnJible TAITUEHTHI

C BO3pacTOM PUCK KPOBOTCUCHHSI MOXKET MOBBIIIATHCS (CM. pasen 5.2.).

Taxke omHOBpeMeHHOEe NpuMeHeHue npenapata Anmkcabad M ACK y HOXHIBIX HalMeHTOB
TpeOyeT OCTOPOKHOCTHU BBUY IOTEHIMAIBHO 00Jie€ BHICOKOTO PUCKA KPOBOTEUEHHUSI.

Macca Tena

I[Tpu manoit macce Tena (<60 Kr) puck KpPOBOTEUYCHHUSI MOKET MOBBIMIATHCS (CM. paszaen 5.2.).

ITaredThl ¢ IEYEHOYHON HETOCTATOYHOCTEIO

[Ipenapar anukca®aHa MPOTHUBOMOKA3aH MAallMEHTaM C 3a00JeBaHHEM IE€YEHH, CBSI3aHHBIM C
KOAryJomnaTuel ¥ KIMHUYECKU 3HAYMMbIM PUCKOM Pa3BUTHs KpoBOTeueHus (cM. pazaen 4.9.).
[IpenapaT HEe peKOMEHyeTCsl IPUHUMATh MAIIMEHTaM C TSDKEJIBIM HapylIeHHeM (PYHKIUH ITeYeHU
(cMm. pasaen 5.2.).

[Tpenapart cienyeT NpUMEHSTh C OCTOPOKHOCTHIO Y MALIMEHTOB C HapyIIeHUEeM (DyHKITMH MeYeHU
JIETKOW U cpenHel cTemeHu TshkecTH (ctaaust A unu B mo knaccuduxanuun Yaitnga-ITsio0) (oM.
pasaenst 4.2., 5.2.).

[TarueHTHl C MOBBIIEHHBIMU YpOBHSAMHU TedyeHOuHbIX (epmentoB AJIT/ACT> 2 X BepxHei
rpanunbl HopMbel (BI'H) wnm obmero OwnupyOuna > 1,5 X BI'H ObuiM HCKITIOYEHBI W3
KJIMHUYECKHX HccaenoBaHui. [loaToMy B AaHHOW MOMyINSALUM Ipernapar anukcabaHa clieayer
MIPUMEHSATH C OCTOPOKHOCTBIO (CM. pazaen 5.2.).

[Tepen HauamoMm mpuUMEHEHHS Tpemapara anMkcabana HEOOXOIUMO MPOBEPUTh OUOXUMHUYECKHE
nokasaresst pyHKIUH [TeYeHH.

Bsaumonericteue ¢ uHrnOuTopamu muroxpoma P450 u uarnouropamu P-gp

He pexomenmyercss mnpuMeHEHHE TIpenapara anukcabaHa Yy MAlUEHTOB, MOJIYYarolIuX
OJTHOBPEMEHHO CHUCTEMHOE JIeYeHHEe MOINHBIMH wHruOuTopamu m3odepmenra CYP3A4 u P-
[JIMKONPOTEMHA, TAaKUMH KaK AaHTUMHKOTHUKM TPYIIBl a30J0B (Hampumep, KETOKOHA30I,
UTPAKOHA30J1, BOPUKOHA30J] U TI03aKOHA30J1) U MHTUOUTOPHI TPOTea3bl BUPyca UMMYHOIE(UIIUTA
yenoBeka (BUY) (mampumep, puTOHABHp). DTH TMpemapaTbl MOTYT IMOBBICHTH SKCIIO3HIIHIO

anukcabaHa B J1Ba pa3a (CM. paszen 4.5.) WK BbIllIe B TPUCYTCTBUU JTONOTHUTENbHBIX (PaKTOPOB,
10



COOTBETCTBYET 3K(
ot 09.10.2023 }

3917
%Tﬁab I:!éHHe

KOTOpPBIE TaKXe YBEIMYHUBAIOT SKCIO3HUIUIO amkcaBana' (ﬁgﬂo J bl

OMY OTYETY

(YHKINHU TIOYEK).

Bsaumonericteue ¢ unaykropamu nzodepmenra CYP3A4 u P-gp

OpnHoBpeMeHHOE MPUMEHEHHE MpernapaTa anukcabaHa ¢ MOIIHBIME UHAYKTOpaMU H30(pepMeHTa

CYP3A4 wu wunaykropamu P-gp (mampumep, pudamnuuuH, QeHUTOMH, KapOamas3eruH,

¢denobapbutan u mpemnapatamMu 3Bepo0O0sI MPOJBIPSBICHHOTO) MOXET TaKXKe NPUBOIUTH K

CHW)KCHHIO KOHIIEHTpAallMU anukcabaHa B miasme Kposu (mpumepHo Ha 50 %). B kimHUYeckom

UCCJIEIOBAaHUM C Y4YacTHEeM MAalMeHTOB ¢ (QUOpHILIAIMEl mpencepauid OTMeudanu CHIKEHUE

3¢ (PeKTUBHOCTH U TMOBBIIIEHHBIA PHUCK KPOBOTEUEHUH IPU OJHOBPEMEHHOM MPUMEHEHUU

anukcabaHa W MOIIHBIX HHIYKTOpoB wu3odepmenta CYP3A4 u P-gp mo cpaBHeHuo c

NpPUMEHEHHEM annKcabaHna B MOHOTEPAITUH.

Crnenyromue peKOMEHAAlMK MPUMEHUMBI K TMAlMEHTaM, IMOJIyYalolUM CHCTEMHYIO TEparuio

MoIHbIME HHIrHOUTOpaMu u3odhepmenta CYP3A4 u P-gp (cm. pasmen 4.5.):

. C UEeIbI0 MPOQUIAKTUKH BEHO3HOW TPOMOOAIMOOJIMU Y TAIMEHTOB IIOCJE IUIAHOBOTO
SHOIPOTE3UPOBAHUS Ta300€IPEHHOT0 UM KOJIEHHOTO CyCcTaBa, MPOMUIAKTHKU HHCYIIbTA
U CUCTEMHOH TPOMOOIMOOIHH MPU HEKJIAMTAHHON GUOPHILIALINN IPEICEPIUH, a TAKKE IS
npodunaktukn pernuauBoB TI'B  u  TOJIA, anmkcaban cleayeT NPHUMEHSTH C
OCTOPOKHOCTBIO;

. s nedenus TT'B u TOJIA, anukcabaH He ciefyeT NPUMEHSTh, TaK Kak 3(PEKTUBHOCTD
MO>KET OBITh CHIKEHA.

OnepaTHBHBIE BMENIATEILCTBA, CBSI3AHHBIE C TIEPEJTOMOM IIEHKH Oenrpa

D¢ heKTUBHOCT, M 0€30MaCHOCTh anukcabaHa B KIMHUYECKUX MCCIEIOBAHUSAX Y TAIMEHTOB
MocJie OMEpPaTHBHOTO BMEIIATENbCTBA MO TMOBOJAY IepeliomMa MIeiKu Oeapa HEe OIEHHBAIKCH.
[ToaToMy OH HE pEeKOMEHIyeTCs JUIsl JaHHBIX MAIlMeHTOB.

JlabopaTopHbIe TapaMeTPhl

BnusHue MexanusMma JeiicTBus anukcabaHa Ha MOKa3aTelld CBEPThIBAEMOCTH KPOBH (Harpumep,
nporpom6OuHoBoe Bpems (I1B), MHO u akTuBHpOBaHHOE YaCTUYHOE TPOMOOILIACTHHOBOE BpeMs
(AUTB)) cOOTBETCTBOBAJIO OKUAAEMOMY.

HabmogaBumecs u3MeHEHUs 3TUX IMOKa3aTeNeil cBepThIBAEMOCTH KPOBH IPH MpearojaraeMoi
TEpaneBTUYECKOl /103€ ObLIM HEBEJMKH M MMENHU CYLIECTBEHHYIO BapuaOelbHOCTh (CM. pa3aen
5.1).

BrinonHeHre COMHAILHON, SIUAYPAIbHON aHECTEe3UU MM IYHKIUN V MAIIMEHTOB, IOJYYaIOIINX

openapar anuKcadaHa

[Tpu BBINOIHEHUY CIIMHAIBHON WM SMUAYpaJIbHOM aHECTe3UH JINOO THAarHOCTUYECKOW IMyHKIHUU

JAHHBIX O00JIaCTe y TAIMEeHTOB, TOJYYAIOIINX AHTUTPOMOOTHYECKHE CPEACTBA C IIENBIO
11
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reMaToM, KOTOPBIE, B CBOIO OYE€Peb MOTYT SBJISTHCS MPUUYMHON CTOMKUX WIIM HEOOpaTUMBIX
napanuieid. J[aHHBII pUCK MOKET ele 00Jee BO3pacTaTh IPH HCIIOIB30BAHUH YCTAHOBICHHOTO
SMUAYPAIbHOTO KaTeTepa B MOCIEONEPAIMIOHHOM IIepUO/Ie WIH NP MapaieIbHOM MPUMEHEHUN
JIPYTUX JIEKAPCTBEHHBIX CPEJCTB, BIUSIOUIMX HA T€MOCTa3. Y CTAHOBJICHHbBIE SMUAYpaJIbHbIE WIN
cybapaxHOH1aTbHBIC KATETEPHI TOJKHBI OBITh YIATCHBI KAK MUHUMYM 32 5 9 710 BBEICHUS TICPBOI
JI03BI IIpernapara anukcadana. PUCK Takyke MOKET BO3pacTaTh MPU TPABMATHUYHBIX UJIH ITOBTOPHBIX
SNUAYPAIbHBIX WM CHUHAIBHBIX MyHKIUAX. [lalineHTOB HEOOXOAMMO YacTo MpOBEPSATh Ha
IpeIMeT MPOSBIEHUN U CUMIITOMOB HEBPOJOTHMYECKOro neduuura (HampuMmep, OHEMEHUEe HIIn
cabocTh B HOrax, MUCHYHKIUS KHIIEYHHKA WU MOYEBOro my3bips). Ilpu oOHapykeHUU
HEBPOJIOTUYECKOTO OTKIOHCHHSI OT HOPMBI HEOOXOJIUMO TIPOBEJACHHUE CPOYHON JUATHOCTHKH U
nedenus. Jlo HeWpoakCHaNbHOTO BMEMIATEIbCTBA Bpauy ClEAyeT MPOAaHaIU3UPOBATH
COOTHOIIIEHUE MOTEHIMALHOM MOJIb3bI U PUCKA JIJIS MAIIUEHTOB, KOTOpHIE MOJTy4aroT
AHTUKOATYJITHTHYIO TEPANUIO WIH OYyIyT MOJIYYaTh €€ sl IPOUIaKTHKH TPoMO03a.
Knuanueckuil onpIT IpUMEHEHUs aluKkcabana y MalMeHTOB ¢ YCTAaHOBJICHHBIM UHTPATEKAIbHBIM
WIH SMUAYPAIbHBIM KaTeTepoM OTCYTCTBYeT. B ciyyae HeoOXOIMMOCTH JaHHOW CHUTYalluH,
OCHOBBIBasICh Ha (hapMaKOKMHETHYECKUX OCOOCHHOCTSX amukcabaHa, cleayeT coOmoaaTh
uaTepBan B 20-30 u (T.e. 2 mepuoma TOMYBBIBEACHUS) MEXKIY IMOCICIHEH MPUHSATOW 030
anukcabaHa U yJaJleHMEM KaTerepa, TaKuM 00pa3oM, KaKk MHUHUMYM OJiHa J103a amnukcabaHa
JOJKHA OBITH MPOMYIIeHa A0 yAaleHus karterepa. Creayronryro 103y amukcabaHa MOMXKHO
MPUMEHATH HE paHee YeM Yepe3 S5 4acoB Iocie u3BieueHus karerepa. Kak u B ciydae co BceMu
HOBBIMH aHTUKOATyJISHTHBIMU JIEKAPCTBEHHBIMU TIperiapaTaMu, OMBIT MPUMEHEHUs anmukcadaHa
pU HelpoakcHuaabHOU OJI0Kaae OrpaHUYeH, U MOITOMY B TAaKOM CUTyallMH CJlelyeT COOI0aaTh
HCKIIFOUUTENIbHYIO0 OCTOPOKHOCTb.

ITamueHTsI ¢ aHTI/I(bOCd)OJ'II/IHI/IHHLIM CHHAPOMOM

[Tpsimble mepopanbhble aHTHKOAryissHThl (IITIIOAK), Bkitowass mpemapar anukcabaHa, He
PEKOMEHIYIOTCS JJIl IPUMEHEHHs] Y MallMeHTOB C TMAarHOCTUPOBAHHBIM aHTU(OCHOIUTUIHBIM
cuapomoM (ADC) u Tpombo3amMu B aHaMHe3e, OCOOCHHO NpUW HAJIWYMHM BCEX Tpex
MOJIOKHUTEIBHBIX TECTOB (HA BBIBJICHHE  BOJYAHOYHOTO AHTHKOATYJISIHTA, AHTUTEN IPOTUB
KapIMOJIUIMHA W aHTUTEIl MPOTUB OeTa-2-rmuKonporenHa [). YV 3THX ManueHToB MpUMEHEHHE
[TOAK MOeT mpUBOJIUTH K TOBBIIIEHUIO YaCTOTHl PELMIMBOB TPOMOOTHYECKUX SIBICHUM MO
CpaBHEHHMIO ¢ aHTaroHucrtamu BuTamuHa K. O¢dexktuBHOCTH M 0e€30mMacHOCTh Ipemnapara
anukcabaHa y nanueHToB ¢ ADC He yCTaHOBJICHBI.

I/IHd)ODMaHI/ISI O BCIIOMOTATCJIBbHBIX BEIICCTBAX
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[Ipenapar AmnukcabaH COIEPKHUT JIAKTO3Y. Haunégfgf::-—g%ﬁ%m t‘ﬁ%ﬂe—&e&;g%ﬂmn

HapyIICHUSIMH, TAKUMH KaK HEIIEPEHOCHMOCTh TaJlaKTO3bl, JJaKTa3Hasi HeJOCTaToYHOCTh Jlamma
WIA  TJIIOKO30TaJaKTO3Hasi MalibabcopOLIMs HEe TOJDKHBI MPUHUMATH IpenapaT Anukcaban (CM.
paznmen 4.3.).

[Ipenapar AnukcabaH conepxuT MeHee 1 Mmoub (23 Mr) HaTpus Ha TabieTKy 2,5 Mr, 5 mr, To

€CTbh, 110 CYTH, HE COJICPKUT HATPUS.

4.5. BzaumojaeiicTBue ¢ JAPYrMMH JIEKAPCTBEHHbIMHM IIpenapaTtaMd W JApyrue BH/IbI
B3aUMO/JeHCTBHUSA

BausHMe npyrux nmpenapaToB Ha (baDMaKOKI/IHeTI/IKV anmukcabaHa

Hneubumopuot usogpepmenma CYP3A4 u P-enuxonpomeuna

KomOunanus anukcabana ¢ ketokoHazonoMm (B moze 400 mr, 1 pa3 B CyTKu), SBISIOIIUMCS
MOIIHBIM MHTHOHTOpOoM Kak m3opepmenta CYP3A4, tak m P-rmukomporenHa, mpuBoamia K
HOBBIILICHAIO CpPEIHEr0 3HAUCHUS IUIOLIAAM TMOJ KpuBOM KoHIeHTpauus-spems (AUC)
anrkcabaHa B 2 pa3a M CPEHEro 3HaYeHUs] MaKCUMaJIbHOM KoHIeHTpauu (Cmax) — 1,6 pasa.

He pexomenayercs mnpuMeHEHHE Impenapara AMNWKcadaH Yy TMAalUeHTOB, MOJYYaroIInuX
OJTHOBPEMEHHO CHCTEMHOE JIEYeHHWE MOIIHBIMU HHruOuTopamu m3opepmenrta CYP3A4 u P-
[JIMKONIPOTENHA, TAKUMHM KaK aHTUMUKOTHKM TpYyNNbl a30JI0B (Hampumep, KETOKOHA30ll,
UTPAKOHA30J, BOPUKOHA30J1 W TI03aKOHa307) M HHruOMTOpHl mnpoteassl BUY (Hanpumep,
putoHaBup) (cM. pazaen 4.4.).

[Ipenapatel, He OTHOCAIIMECS K MOIIHBIM uHruOuTopam m3opepmenta CYP3A4 u P-
[JIMKONIPOTENHA (HapUMep, TUITHA3eM, HAlpPOKCEH, KIApUTPOMHIIMH, aMHOJPOH, BepanamMul,
XUHUJMH), TO-BUUMOMY, IPUBEIYT K MOBBIIICHNIO KOHIIEHTPALIUH alliKcabaHa B I1a3Me KpOBU
B MeHblleil crenmenu. Koppekius no3pl anukcabaHa NpU €ro KOMOMHAIMM C JPYTUMHU
npernapaTamMy, HE SIBISIOIIMMCA MOIIHBIMU uHruOutopamu uszopepmenta CYP3A4 u P-
[JIMKOINIpOTenHa), He TpeOyercs. Hampumep, auntuazem (yMepeHHbIH MHTHOUTOP M30(pepMeHTa
CYP3A4 u cnaGwiii uaruburop P-rmumnporenna) B no3e 360 mr 1 pa3 B CyTKH, MPUBOIAMI K
noBbIeHNI0 cpenHux 3HaueHuit AUC anukcabana B 1,4 pa3a u cpeanux 3Hayennii Cmax — 8 1,3
pasa. HampokceH (siBnsieTcss uHTHOMTOpOM P-riimkomnpoTtenHa, HO He n3odepmenta CYP3A4) mpu
npuMeHeHnHd B 103¢ 500 mr BoI3bIBas oBbimeHue cpeaanx 3HaueHnin AUC 1 Cmax ankcabaHa B
1,5 u 1,6 pa3za, coorBercTBeHHO. KiaputpoMuiiud (MHruOUTOp P-TIMKONPOTEeHMHAa M MOIIHBINA
unruourop nzopepmenta CYP3A4) B noze 500 mr 2 paza B CyTKM NPUBOJMI K IMOBBIIICHUIO
cpenuux 3HaueHnd AUC n Cmax anmmkcabana B 1,6 u 1,3 pasza, COOTBETCTBEHHO.

Hnoyxmopwt uzopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabaHa ¢ pupaMIUIMHOM (MOIIHBIM HHIYKTOpoM u3zodpepmenta CYP3A4 u P-
13
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IIMKONPOTENHA) TPUBOAMIO K CHIDKEHHIO dpeHuX aelai VARG R EGL T aidd6ana

npubimsutensHo Ha 54% u 42%, coorBeTcTBeHHO. [l0o-BHIMMOMY, coueTaHue amukcabaHa ¢
IpyruMu MOIHBIMU HMHIyKTOpamu n3opepmenta CYP3A4 u P-riukonporenHa (B 4acTHOCTH,
dbenutonHom,  kapOamazenuHoM,  (eHOOapOWTATIOM WM~ TIpemaparaMu  3BEpo0Os
IPOABIPSABICHHOT0) MOXET TaK)Ke IPUBOIUTh K CHU)KEHUIO KOHLIEHTpAIMK anuKkcabaHa B I1a3Me
kpoBu (mpumepHo Ha 50%). Koppekuuu no3bpl anukcabaHa mpu €ro KOMOWHUPOBAaHUH CO
CpeACTBaMU JIaHHOW TPYIIBI HE TpeOyeTcs Npu HAa3HAYCHHUH IO MOKa3aHWSIM: MPOQHIAKTHKA
TPOMO03MOOIINH [TOCTIE YHIONPOTE3NPOBAHUS CYyCTABOB, IPOPHIAKTUKA UHCYJIBTOB M CUCTEMHON
TPpOMOOAIMOOJIMKA TIPH HEKJIANTaHHOW (GUOPUIUISAIMN TpeACcepanii U MpodUIaKTUKA PEIUIUBOB
TpomMO03a IIyOOKUX BEH, TPOMOOIMOOJINYU JIETOYHON apTepHH, OAHAKO KOMOMHHUPOBAThH JAHHBIC
CpEeZICTBa CIENYET C OCTOPOKHOCTHIO. BO BpeMsi MpuMeHEHUs [is JieueHus TpomOo3a TiryOoKHIX
BeH U TOJIA coBMecTHOE NMpHMEHEHHE anuKcabaHa U MOIIHBIX HHAYKTOPOB H30(epMEeHTa
CYP3A4 u P-rnukoriporenHa He peKOMEHIYETCs, TaK KakK Mpu 3T0M 3G (HEKTUBHOCTh MOXKET OBITh
CHIKEHa (cM. paszen 4.4.).

Anmuxoaeynaumel, uneubumopwl azpezayuu mpomooyumos u HIIBIT

B cBsi3u ¢ BBICOKUM PHCKOM BO3HUKHOBEHHS KPOBOTEUEHHS! OJIHOBPEMEHHOE IPUMEHEHHUE C
JTr0OBIMM IPYTHMH aHTUKOAryJssHTaMU IIPOTHBOIIOKa3aHo (cM. paznen 4.3.). ITocie coBmecTHOTO
BBEJICHUS dHOKcanapuHa (OJAHOKpaTHO, B 03€ 40 Mr) u anukcabaHa (0JTHOKPATHO, B J103€ 5 MI)
OTMeUaJICsl aJTMTUBHBIN 3()(EKT TaHHBIX JICKAPCTBEHHBIX CPEIICTB HA aKTUBHOCTH Xa (FXa).
[Tpu3HakoB papMaKOKMHETHYECKOTO WM (hapMaKOIMHAMHUYECKOTO B3aUMOJICHCTBHUS anuKkcabaHa
C aleTUJICATTUIIMIIOBOM KMCIO0TOM (B J03€ 325 mr, 1 pa3 B CyTKH) y 3I0pOBBIX JItOJIeil OTMEYEHO He
obu10. KomOMHMpOBaHue ~ amukcabaHa cC KJIonuaorpenaoMm (B gose 75 mr, 1 pa3 B CyTKuM) WK
coueTaHueM kionuaorpena (75 Mr) u anetTuiacaltuuniaoBoi Kuciotel (162 mr, 1 pa3 B cyTkn) uiun
npacyrpenst (60 Mr ¢ nocneaytomeit 1o3oi 10 Mr onuH pa3 B JeHb) B | (aze xnmHHYecKoro
UCCIIEIOBaHMsI HE IPUBOMIIO K YBEJIMUEHUIO BPEMEHU KPOBOTEUEHHS MIIM 00Jiee BHIPaKEHHOMY
YTHETEHUIO arperaluuyd TPOMOOIMTOB IO CPaBHEHUIO C NMPUMEHEHHEM ITHX aHTHAarperaHTOB B
MoHOTepanuu. [loBblllIeHHEe MOKa3aTeneil CUCTEMBbl CBEPTHIBaHHS KpPOBH (IIPOTPOMOMHOBOTO
Bpemenu, MHO u AUTB) coorBerctBoBano s¢¢dexram anukcabaHa HpuU NPUMEHEHHH B
MOHOTepanuu. Y TNalMeHTOB ¢ HekianaHHoi ¢uoOpwurauueit npeacepauit (HPII) ¢ octpbim
kopoHapHbIM cuHApoMoM (OKC) u/unu nepeHecnM YpeckoKHOe KOpOHApPHOE BMEIIATEIbCTBO
(UKB) tepanuto npenapatoMm AnukcabaH MOKHO Ha3HayaThb B COYETAHUU C aHTHAarperaHTamMu
(cM. pasaen 4.4.).

Hanpoxcen (500 mr), KOTOpBIi siBI€TCS MHTHOUTOpOM P - TIMKOMpOTEenHa, YBEIMYUBAET
cpennue 3HaueHUd AUC u Cmax anukcabana B 1,5 u 1,6 pasza coorBercTBeHHO. [Ipu mpueme

anmukcabaHa Ha6n}021anocr> COOTBETCTBYIOIICEC IMTOBBIIICHUEC MoKa3aTelei CBEPTBIBACMOCTH KPOBH.
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WHAYIUPOBAHHYIO apaxWJIOHOBOW KHCJIOTOW, a Tak)Ke HE OTMEUEHO KIMHUYECKH 3HAYUMOTO
YBEJIMUEHUS JITUTSILHOCTH KPOBOTEUYCHHSI IOCIIE COBMECTHOTO MPUMEHEHHs anukcabaHa u
HanpokceHa. HecMoTpsi Ha 3TU JaHHBIE, Y OTAEIbHBIX MallMEHTOB MOXKET HaOonaThecs Oolee
BbIpQXCHHBIH (DapMaKOAMHAMUYECKUN OTBET IOCJIE€ COBMECTHOTO IpPHUMEHEHHUs anukcadaHa C
JPYTHMH aHTHATPETaHTaMHU.

[Tpemapat AnimkcabaH cieIyeT C OCTOPOKHOCTHIO TpUMeHATh oqHoBpeMeHHo ¢ HITBIT, ACK wim
uHruouTopamu P2Y12, Tak kak 3TH JIEKapCTBEHHBIC TMperapaTbl OOBIYHO TMOBBIMIAIOT PHUCK
KPOBOTEUYEHHS.

He pexomenmyeTcsi OTHOBPEMEHHO MPUMEHSTh JAPYTUe MpemapaTsl, JEHCTBUE KOTOPBIX MOXKET
OBITh CBSI3AHO C PAa3BUTHEM CEPHE3HBIX KPOBOTEUYCHHI, TAKUX KaK: TPOMOOIHTHYCCKUE
JIEKapCTBEHHBIE CPEACTBA, AHTATOHUCTHI perenTopoB K riukonporennaM IIb/Illa, gunupugamon,
JEKCTPaH U CyIb(OUHITUPA30H.

Kombunuposanue ¢ opy2umu nekapcmeeHubiMu cpeocmeamu

He  Obuto  BBISIBJIGHO ~— KJIMHWYECKH  3HAYMUMOTO  (hapMaKOKHMHETHYECKOTO WIH
dbapMakoIMHAMUYECKOTO B3aUMOACHCTBHS amukcabaHa C AaTeHONONIOM MM (aMOTHUIMHOM.
KomOunupoBanue anukcabana (B 1o3e 10 Mr) ¢ arenosnonom (B moze 100 mMr) He mpUBOIUIIO K
Pa3BUTHIO KIMHUYECKH 3HAYUMBIX WM3MCHCHHU TapaMeTpoB (apMaKOKMHETHKH anukcadaHa,
OJIHAKO OHO COMPOBOXKIAI0Ch cHIKeHueM cpenuux 3HadeHnii AUC u Cmax anmmkcabana Ha 15%
u 18%, COOTBETCTBEHHO, MO CPAaBHEHHUIO C PEKUMOM MOHOTepanuu. Haznauenue anmkcabana (B
no3e 10 mr) ¢ pamotuanaoMm (B 1o3e 40 mr) He okasbiBaio BnusHUsA Ha 3HaUYeHUS AUC 1 Cmax
anukcabaHa.

Bausuune anukcabana Ha (baDMaKOKI/IHeTI/IKV APYIux JCKAPCTBECHHBIX CPEJIACTB

B wuccnenoBanusx in Vitro anukcaban He WHrHOMpoBan akTHBHOCTH u3odepdentor CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 unu CYP3A4 (uHrubupyroias KOHIIEHTpaIus
(IC50)> 45 MxkMoOIIB/T) U B TO K€ BpeMs €J1ab0 MOaBIIsl akTUBHOCTH u3odepmenta CYP2C19
(IC50> 20 wMKMOJB/JT) B KOHIIEHTpPAIlMH, 3HAYUTEIHHO TPEBBIIIAMONICH MaKCHMAIbHYIO
KOHIIEHTPAIMIO Mpernapara B Miia3Me KPOBH MPHU €ro KIMHUYECKOM MPUMEHEeHUH. ATinkcabaH He
apnsierca uHaykTopoM n3opepmentoB CYP1A2, CYP2B6, CYP3A4/5 B xoHuenTpanusax ao 20
MKMOJIb/J1. B CBS3M € 3TUM OKUAAETCA, YTO P COBMECTHOM IMPUMEHEHHUH OH HE Oy/1eT OKa3bIBaTh
BJIMSTHUS HA KIIMPEHC MpenapaToB, METa00IN3UPYIOIIMXCS STUMH u3odepmentamu. Kpome toro,
anukcabaH He MHTHOMPYET B 3HAYMMOM CTETIEHU aKTUBHOCTH P-rimkonporenHa.

B uccnenoBaHusx y 370pOBBIX J100OpPOBOJIBLIEB anmuKcabaH HE M3MEHSUI B 3HAUUMOW CTENEHU
(bapMaKOKMHETHKY JUTOKCHHA, HAIPOKCEHA UJIM aT€HOJIONA.

Jueoxcun
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IIpu oHOBpEMEHHOM TIpueMe anukcabana (B gose 20 Mr':[li;%i;-ﬂ It::y—]f;(ﬁ‘)‘ o] %k&%; EB';IB';fé 0,25

Mmr 1 pa3 B cyTkm), asistouerocsi cyocrparom P-gp, nokazarenn AUC unu Cmax AUTOKCUHA HE
u3MeHsunch. Takum o0pa3oM, amukcabaH HE HHrHOMpyeT TpaHcmopT cyOctpatoB P-
[JIMKOIIPOTEHHA.

Hanpokcen

OnHOBpeMeHHOE NMPUMEHEHHE OJHOKPATHBIX 103 armukcabana (10 mr) u Hampokcena (500 wmr),
mpoko npumensiemoro HIIBII, ne Biausuio Ha nokazarenn AUC u Cmax HanpoKceHa.
Amenonon

OnHOBpeMEHHOE TPUMEHEHUE OJHOKPATHOM 1103bI anukcabana (10 mr) u atenosona (100 mr),
IMPOKO MPUMEHIEMOro OeTa-aipeHo0I0KaTopa, He U3MEHITO (PapMAaKOKUHETHKY aTeHOJIONA.
Axmusuposantwlii y2o.ib

[Ipuem aKTHBUPOBAHHOTO YTJISi YMCHBIIIAET CHCTBHE anukcadbana (cM. paszaen 4.9.).

4.6.@epTUIBLHOCTH, 0ePeMEHHOCTb M JIAKTAMSA
bepemennocTh
JlaHHBIX O MpUMEHeHHe anukcabaHa y OepeMEeHHBIX KEHUIMH HeT. Bo Bpems NOKIMHHYECKUX
UCCIICIOBAaHUIM HE OOHapyKEHO MpSMBIX WM KOCBEHHBIX OTpULATEIbHBIX 3(P(HEKTOB B
OTHOIICHUH pPEeNpOayKTUBHOW (yHKImu. [IpuMeHeHne anukcabana mnpu OEpeMEHHOCTH
MPOTHBOIIOKA3aHO.
Jlakranus
Her cBenenuii o BeIBeIeHNH anMKcabaHa MM €ro METab0JINTOB C IPyIHBIM MOJIOKOM Yy Y€JIOBEKa.
CoriacHO UMEIOIIMMCS TaHHBIM HCCIIEIOBAHNH HA )KUBOTHBIX allMKCa0aH BBIJIENSETCS B TPYTHOE
MOJIOKO. B mccienoBaHnsx Ha KpbicaX, KOHIIEHTpAIMS Tpernapara B TPYIHOM MOJIOKe Oblia BO
MHOTI'0 pa3 BblIlIe TaKOBOM B mia3me KpoBH (Cmax puMepHO B § pa3 Bbiie, AUC npumepHo B 30
pa3 BBILIE), YTO MOXET CBHUJETEIbCTBOBATH 00 aKTUBHOM TpPAHCIOPTE Ipernapara B IPyAHOE
MOJIOKO. PHUCK ansi MulafieHIeB, HaXOIIIUXCS Ha TPYIHOM BCKaPMIIMBAHUH, HE MOXET OBITh
uckiroueH. [Ipn HeoOXoauMOoCTH MpUMEHEeH s ipenapaTa AnrkcabaH ciieyeT MPUHATh pelIeHIe
00 OTMEHe IpueMa npenapara Wwid IpeKpamieH|uH IpyIHOTO BCKapMIUBAHMSL.

DepTUabHOCTD

AnwvkcabaH He BAUST Ha PEPTUITEHOCTH B UCCIICIOBAHMIX HA JKUBOTHBIX.

4.7.BausiHMe HA COCOOHOCTH YNPABJAATH TPAHCHOPTHBIMHU CPeICTBAMM M padoTaTh
MeXaHM3MaMH
[Ipenapatr AnukcaOaH HE BJIMSET WIM BIUSET HECYIIECTBEHHO Ha CIIOCOOHOCTh K MPaBICHUIO

TPAHCIIOPTHBIMU CPEACTBAMH U pabOTe C MEXaHU3MaMH.
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4.8.He:xesaTeJIbHbIE peaKIIuH

PesroMe HexxenaTeabHbBIX PeaKIi

YacTeIMH  HEXeJIaTeIIbHBIMU pE€aKknusaMunu ObLIH KPOBOTCYCHHUCE,

KpOBOIIOATEK,

HOCOBOC

KpOBOTEUYEHHE U remMaroma (cM. mpoduiab MOOOYHBIX PEaKIHMi U WX YaCTOTy IO IMOKa3aHUSM

HUXE).

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIINA

[Tox wacToTON MOOOYHBIX pEaKIUi MOHMUMAETCS: YacTO

<1/100, pexnko - > 1/10000, <1/1000.

- > 1/100, <1/10,

HeyacTo - >1/1000,

CucremHo-oprannsiii kjaacc | [lpopunaktuka BT | llpopunakruka | Jleuenne TI'B m
y B3pPOCJIBbIX | MHCYJ/IbTA u | TIJA
NMalnueHToB 1nocJjie | CHUCTeMHOM NpopUIAKTHKA
IIAHOBOI'O MO0 IMH y | peuuANBHPYIOIIHNX
HIONPOTE3UPOBAHUSA | B3POCJIBIX TI'B wu TIJA
Ta300ePEeHHOr0 WU | NAIUEHTOB ¢ | (1BTI)
KoJieHHOro cycrasa | HK®II ¢ ognum
(nBT9J) WU 0oJiee

paxropamn
pucka (HK®II)

Hapywenus co cmopoHbl cucmemsl Kposu U IUMPAmMu4ecKkol cucmembol

AHemus Yacto - -

TpomboruToneHUs Heuyacrto - -

Hapywienus co cmopoHvl UMMYHHOU CUCTEMbL

I'unepuyBCTBUTEIBHOCTD, Penko Heuacto -

AUIEPTUYEeCKUA  OTEeK |

aHa(uITaKCHs

Koxnsl1it 3yn Heuacto Heuacto Hewacro*

Hapywenus co cmoponul nepgHoul cucmembyl

BayTpuuepenHsie - Heuacto Penko

KpPOBOU3IUSHUS

Hapywenus co cmoponul opeana 3penus

KpoBomznustHust B TKaHu | Penko Yacto Heuacto

rnasHoro siojoka (B TOM

YHUClIE  KPOBOM3IUSHUE B

KOHBIOHKTHBY)

Hapywenus co cmoponul cocy0os

KpoBoreuenust, remaTombl Yacro Yacto Yacto

AptepuanbHas runepreHsus | Hewacto - -

(BKiIOUask TUIOTEH3HWIO BO

BpEMsI MPOIIETYPHI)

BryTtpubpromHoe - Heuacto -

KpOBOTEYEHHE

Hapyuwienusi co cmopoHul 0bIXamenvbHol CUCTEMbL, 0P2aH08 2PYOHOU KIEMKU U CPeOOCmeHUs
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MOCOEOOBATENMRHOC TS 0003
Hocoroe kpoBoTeUcHIE Heuacto -V EA TE]TELs- e UUUS]
KpoBoxapkanbe Penxo Hewacto Hewacto
KpoBoteuenue u3 | - Penxo Penxo

JBbIXaTCIIBHBIX nyTeﬁ

Hapymeﬂu}z CO CMOPOHbL che/zydotzHo-Kumeqﬂoeo mpaxkma

TowmHoTa Yacto - -
KenynouHo-KuILIEYHOE Heuacto Yacto YacTto
KpOBOTEYEHHE

T'emoppounanbHoe - Heuacto -

KPOBOTEUCHHUE, KPOBOTCUCHHE
B POTOBO TIOJIOCTH

Hanmane Hen3MeHeHHol | HedacTto Heuacto Heuacto
KpOBH B Kalie

PexransHoe  kpoBoTeueHue, | Peakxo Yacto Yacto
KPOBOTEUYCHHUE U3 JECEH

3a0prOIIMHHOE KPOBOTEUEHUE | - Penxo -

Hapymenuﬂ CO CMOPOHbL neveHu u 9iC€JZlI€6bl60()}lu4ux nymeﬁ

TloBeIIIeHNE aktuBHOCTH | HedacTto - -
TpchaMI/IHa3, ITIOBBIIIICHUEC
AKTUBHOCTU
acmapraTaMHHOTpaHC(epasFl,
IIOBBIIILICHUC AKTUBHOCTHU
raMma-

[Ty TaMIJITPAHCIETITHA3BI,
MaTOJIOTUYECKHE HM3MEHEHHMS

(hyHKITMOHATBHBIX poo
MIeYeHH, MOBBIIIICHHE
AKTHBHOCTH IIEJIOYHOM
thocdarazs B KpOBH,

TIOBBIIICHHE  KOHIIEHTPAIUH
OmIMpyOrHAa B KPOBH

Hapymemm CO CNMOPOHbL KOJHCU U NOOKOINCHBIX MKAHEL

KosxHag chllnb ‘ - ‘ Heuacto -

Hapymeuuﬂ CO CMOpPOHbL CKeNlemHO-MbIUEYHOU CUCTEMbL U COCOUHUMEIbHOT MKAHU

Mpbl11e4HOE KPOBOUBIUSHUE ‘ Penxo ‘ - -

Hapywenus co cmoponwvl nouex u Mouegbl800aux nymeti

T'ematypus ‘ Heuacto ‘ Yacto Yacto

Hapywenus co cmopoHul penpooyKmusHOl cucmembl U MOTOUHBIX Jicee3

MexMeHCTpyaabHbIe - Heuacto Heuacto
BarMHAJIbHBIE KPOBOTEUEHMUS,
YPOT€HUTAJIbHBIE
KpPOBOTEUYEHUS

Obwue paccmpoiicmea u HapyweHus 6 Mecme 68e0eHUs

KposoTeuenue MecTe | - Heuacto -
BBEIECHUA

JlabopamopHuvie u uncmpymeHmanvHvle OaHHble

IMOJIOXKUTCIIbHAA peaKlus npu | - Heugacto Heugacro

aHaJM3€ Kaja Ha CKPBITYIO
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
__GTZE1ZLJLZEL19517

(MOCTEQOUBATENEHOCTE 0003)

KpPOBB
Tpaemovl, UHMOKCUKAYUU U OCTIONHCHEHUSL NPOYEOYD

3akpeITas TpaBMa Yacrto Yacro Yacro
KpoBouznugauus u | Hewacto - -
KPOBOTECUCHHUSI rnociue

BBINIOJIHEHNSI ~ HMHBAa3HBHBIX
npouenyp (B ToM ducie
reMaTroMa Tocie Ipoueaypbl,
KPOBOTECUYCHHUE u3
MOCIIEOTIEPALIMOHHON  paHsl,
reMaToma B 00JIaCTH IMyHKIIUK
COCyZla M B MECTE YCTaHOBKH
KaTerepa), HaJu4ue
OTAENAEMOT0 W3  DaHbl,
KpOBOM3IIUSIHHE B 00JIacTh
paspesa (B TOM  UHCIe
remaromMa B o0macTtu
paspesa), KpPOBOTCUCHHUE BO
BpeMs OIIePaTHBHOTO
BMEIIATENBCTBA

TpaBmaTuyeckoe - Heuacro Heuacro
KPOBOTEUYCHHUE, KPOBOTEUCHHE
nocie MIPOBECHUS
NPOLENYPbI, KPOBOHM3IUSHHE

B 00acTu pazpesa

*He 0TMeuasu CIy4aeB reHepaan30BaHHOIO KOKHOIO 3yja B uccneaopanuu CV185057 (anurensHas npoduiakTuka
BTD).

[Ipumenenne npenapata AnukcabaH MOXKET OBITh CBSI3aHO C IOBBIIIEHHBIM PUCKOM Pa3BUTHS
I(pOBOTe"IeHI/Iﬁ (B TOM YHUCJIC CKprTLIX) 13 J11000T0 OpraHa W TKaHH, 4TO B CBOKO OUCPCAb MOKCT
MMPpUBOAUTH K PA3BUTHUTIO HOCTFCMOppaFquCKOﬁ AHCMMHU. CI/IMHTOMLI, MIPpHU3HAKU U TAKCCTb 6YHYT
BappUpOBAaTbCA B  3aBUCHMOCTH OT HCTOYHHMKA KPOBOTCUCHMS W  CTICIICHU  HWIIH
pacupoCTpaHEHHOCTH KPOBOTECUCHUS.

COO6H.ICHI/I$I 0 TOA03PEBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IOClie pPEeTUCTpalluu
JIEKAapCTBEHHOTO TIpernapara ¢ 1ebl0 00eCTICUeHHs] HEPEPHIBHOTO MOHUTOPUHTA COOTHOIIICHHUS
"monp3a — puCK" JEKAPCTBEHHOTrO TMpernapata. MeIuIMHCKAM paOOTHHUKAM PEKOMEHIYETCS
co00IaTe O JIIOOBIX TOJ03PEBACMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
Yyepe3 HallMOHABHBIE CUCTEMBI COOOIIECHUS O HEeXKENAaTeIbHBIX PEaKIMsIX TOCYIapCTB — WICHOB
EBpazniickoro 3K0OHOMHUYECKOT0 CO03a.

Poccuiickas ®exepanus

109074, r. Mocksa, CraBsiHCKasl miiomaib, 1. 4, crpoenue 1

DdenepanbHas ciry:x0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBnanzop)
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Teneonnt: +7 (495) 698-45-38, +7 (499) 578-02-30  ([MUCIIEAUBATENBHOCTS 0U03)

dakc: +7 (495) 698-15-73
Anpec anekTpoHHOU TouThl: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.ru

4.9.11lepeno3upoBKa
CUMIOTOMBI
AHTHIOT Hen3BecTeH. [Ipu nepeno3upoBke Bo3pacTaeT pUCK KpoBoTeueHHd. He oxkumaercs, 94To
MIpUMEHEHHE TeMOINaJIn3a MPHU NepeI03UPOBKe anukcadbana Oynet 3 PpeKTHBHONU MEpOi.
B pamkax KOHTPOIHPYEMbBIX KIMHUYSCKUX UCCIICIOBAHMNA aMKCca0aH MPUHUMAJICS IEPOPATHHO
3JI0POBBIMH JIOOPOBOJIBIIAMU B J103aX 10 SO MI/CyTKH B TeueHHUe oT 3 a0 7 mHew (25 mr, 2 pas3a B
CyTKH, B TeueHue 7 aHer unu 50 kxr, 1 pa3 B cyTku, B TeueHue 3 qHEi); KIMHUYECKH 3HAYMMbIX
HEeXenaTeJlbHBIX 3PPEKTOB IMPU ATOM HE OTMEYAIIOCH.
Jleuenue
B cinydae mepeno3upoBKHM JAHHOTO Ipernapara MOKHO PacCMOTPETh BOINPOC O MPUMEHEHUU
aKTUBHUPOBaHHOTO yris. [Ipu BBeleHUU 310pOBBIM JOOPOBOJIBIIAM AKTUBUPOBAHHOTO YIJIS Uepe3
2 u 6 yacoB 1ocJIe mpruemMa arnukcadana B 03¢ 20 Mr, IIIOIIaab 1101 KpUBOK KOHIICHTPALIUS - BPEMS
(AUC) mis anmkcabana ymenbimiack Ha 50 % u 27 % cooTBeTcTBEHHO (Cmax HE H3MEHSIIOCH).

[Tepuon nomyBeIBeieHUs anrkcabana ymenbInmics ¢ 13,4 1o 5,3 u 4,9 yaca cOOTBETCTBEHHO.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1.dapmakoanHaMuYecKHe CBOiicTBa
dapmakoTepaneBTHUECKas TPyIa: AaHTUKOATyJISHT TMPSIMOTO JIEHCTBHS — CEJIEKTHBHBIN
UHrHOUTOP (akTopa cBepThiBaHHs KpoBH Xa (FXa).
Kon ATX: BO1AF02

Mexanusm geiicTBus

Arnukca0aH mnpeacTaBisieT co0oil MOIIHBIN NpsiMoN MHruouTop FXa, 0OpaTUMO M CENEeKTUBHO
ONMOKMpYIOIMI aKTUBHBIA LIEHTp ¢epMmenHTa. Ilpemapar mnpeaHasHadeH A TMEPOPATIBLHOTO
npuMeHeHud. [l peanuzanuu aHTUTPOMOOTHYECKOH aKTUBHOCTH amnukcabaHa He Tpebyercs
Hanmuuusi antutpoM6OuHa IlI. Anukcaban mHrHOupyer cBOOOIHBIM M cBA3aHHBIM FXa, a Takxke
AKTUBHOCTH MPOTPOMOMHA3bl. ANIMKCA0aH HE OKa3bIBAET HEMOCPEACTBEHHOIO MPSMOTO BIUSHUS
Ha arperamuio TPOMOOIIMTOB, HO ONOCPEJOBAHHO MHTHOUpPYET arperamuio TPOMOOILUTOB,
UHIYIIMPOBAHHYIO TPOMOMHOM. 3a c4yeT HWHrHOMpoBaHHMs akTHBHOCTH FXa anmkcaban
peloTBpaliaeT 00pa3oBaHue TPOMOMHA U TPOMOOB.

dapmakoagnaammuueckue YO HeKTol
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B pesynbprate monmaBnenus FXa usmenstoTcs SHATCHHA ;IéK-!igajfcrfénTgle&ldﬂ- gBéperBdHHﬂ

KPOBH: YJIMHSETCSI MPOTPOMOMHOBOE BpEeMsi, aKTUBHPOBAHHOE YaCTUYHOE TPOMOOTIIIACTUHOBOE
BpeMsi (AUTB) u npoucxoaut yBeIMYEHHE MEXKIYHAPOAHOTO HOPMAIM30BAHHOTO OTHOIICHUS
(MHO). M3meHeHust 5TUX TMOKa3aTeled Py MPUMEHEHUU TperapaTa B TEPANeBTUYCCKON 103€
HE3HAYUTeNbHbl U B OOJIBLION cTerneHu BapualenbHbl. [103TOMy HCHOIB30BaHUE MX C LENbIO
OIICHKH (papMaKOAMHAMUYECKOW aKTUBHOCTH anMKkcabaHa He peKOMeH IyeTcs. B Tecte renepanuu
TPOMOUWHA anMKCaOaH CHIKAJ 3HIOTEHHBI TPOMOWHOBBINM MOTEHITHA — TOKA3aTeNIb 00pa30BaHUS
TpoMOUHA B IIa3Me KpoBHU YenoBeka. lHrubuposanue anukcabaHoM akTUBHOCTH FXa jqoka3aHo
C TOMOIIBI0 XPOMOT'€HHOI'O TeCTa C UCIOJIb30BaHUeM remnapuHa Rotachrom. M3menenue aHTu-
FXa akTHBHOCTH TIPSIMO TIPOMOPITMOHAILHO MOBBIIICHUIO KOHIICHTPAIIUK anmuKcabaHa B TUIa3Me
KPOBH, TIPU 3TOM MaKCHMaJbHbIC 3HAYCHUS AKTHBHOCTH HAOIIOMAIOTCS TPH JTOCTHIKCHUU
MaKCHMaJbHOW KOHIIEHTpAllMW anmukcabaHa B Iuia3Me KpoBU. JIMHeWHas 3aBUCHMOCTh MEXIY
KOHIIEHTpaluel u auTu- FXa akTUBHOCTHIO anrkcabaHa PETUCTPUPYETCS B ITUPOKOM JIHAIa30He
TepaneBTUYECKHUX 103 npenapara. M3mMenenus: antu- FXa akTUBHOCTH TIPU U3MEHEHHUH O3Bl U
KOHI[CHTpalluu anukcabaHa Oojiee BBIpAXKCHHI M MEHEE BapHaOCIIbHBI, YeM I10Ka3aTelu
CBEPTHIBAHUS KPOBH.

Kinnanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

B tabnuie 1 mokazaHsl mpeoiaraeMble paBHOBECHBIC KOHIICHTPAIMK U aHTH- FXa akTUBHOCTB
MIpU MPUMEHEHHH TIpernapara anukcadaH Mo KakI0My U3 MOKa3aHu. Y TMaIlMeHTOB, MOTyYaroInx
anukcabaH Iocie TUIAaHOBOTO SHIONPOTE3UPOBAHMS Ta300€IPEHHOT0 WM KOJEHHOTO CYCTaBa,
OTHOIIEHHE MaKCUMAJIbHOTO M MHUHUMAJIBHOTO YPOBHS aHTH- FXa akTUBHOCTH B HMHTEpBaJe
MEXIy MPUEMOM JI03 TIpernapara He mpeBbimaet 1,6. Y manueHToB, MOJyqaroNIuX anukcadaH 1mo
MOBOAY TNPODHIAKTUKA MHCYJIbTa W CHCTEMHOM TPOMOOAMOOIMU TpU HEKJIANaHHON
bubpuianuy mpeacepanii, JaHHOE OTHOIIEHHWE COCTaBlseT MeHee 1,7, a y TMAalMeHTOB,
MONTyYaloluX anukcabaH MO TMOBOAY JiedeHHs TpomOo3a TIyOOKMX BEH M MPOPUIAKTHKU
peuuIMBOB TPOMOO30B IITyOOKHX BEH- MeHee 2,2.

Taomuma 3. IIpeamosiaraemMbie paBHOBeCHbIe KOHIEeHTpamuu (Hr/mia) u anTH-FXa

akTuBHOCTH (1U/Mu1)

Anukcadan Anukcadan Anti-Xa Anti-Xa
Cmax Cmin AKTHBHOCTDH AKTHBHOCTDH
anukcadaHa anmuKcadaHa
Max Min

Menuana [5th, 95th ITepcenTrs |

[Ipopunaktuka  BEHO3HOM  TpoMOOSMOOIMM y  HANMEHTOB  IOCIE  IUIAHOBOTO
SH/IONPOTE3UPOBAHUS Ta300€PEHHOT0 MIIM KOJIEHHOTO CyCTaBa

2,5 Mr 2 pasa B | 77 [41, 146] 51 [23, 109] 13[0.67,2.4] |0.84[0.37, 18]
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JieHb e reEdUues TENRRUL T UUU )

[IpodpumnakTuka HMHCYJIBTOB M CHUCTEMHOM TpOoMOOSMOONIMM Yy MAaLMEHTOB ¢ (UOpHILIIIUCH

npeacepaui

2,5 mr 2 pasa B | 123 [69, 221] 79 [34, 162] 1.8 1.0, 3.3] 1.2 [0.51, 2.4]
JIEHb*
5 mr 2 pasa B | 171[91, 321] 103 [41, 230] 2.6 [1.4,4.8] 1.5[0.61, 3.4]

eHp*

Jleuenue TpomMO0IMOOITHH

2,5 mr 2 pasa B | 67 [30, 221] 32 [11, 90] 1.1[0.47,2.4] 0.511[0.17, 1.4]
eHp*

5 mr 2 paza B | 132[59, 302] 63 [22, 177] 2.1[0.93, 4.8] 1.0[0.35, 2.8]
neHnp*

10 mr 2 pasa B | 251 [111,572] |120[41,335] | 4.0[1.8,9.1] 1.9[0.65, 5.3]

JIEHb

*KOPPEKTUPOBKA JI03bI COTJIACHO KPUTEPHSIM CHIDKCHHUS 10361 B uccineaoBannu ARISTOTLE

Ha ¢one Tepamuu ammkcabaHoM He TpeOyeTcss NMPOBEACHUS PYTHHHOIO MOHHUTOpPUHIA €ro
AQHTHKOATYJIIIIMOHHOTO 3 PEeKTa, OTHAKO BHIMOIHEHHE KaTHOPOBAHHOTO KOJMYECTBEHHOTO TECTA
aHTH-FXa akTHBHOCTH MOXXET OBITH MOJIE3HBIM B CUTYalUsAX, KOTAa MHPOPMALHUS O HATUYUU
anrkcabaHa B KPOBH MOXKET OBITh IOJIE3HA ISl TPUHATHS O TPOJODKEHUH O Tepanuu. B
cpaBHEeHMM ¢ BapdapuHOM Ha (hOHEe MpHUMEHEHHs anukcabaHa OTMEYaeTCsl MEHBIIee YHCIIO

I(pOBOTe"IeHI/II\/'I, BKJIFOYasl BHYTPHUYCPCITHOC KPOBOUIJIIUAHHAC.

5.2.dapMakoKHHEeTHYECKHE CBOHCTBA

AGcopbuus

AbcomoTHas 6MOAOCTYIHOCTH anukcabaHna gocturaetr 50% npu ero npuMeHeHUH B J103ax 70 10
Mr. AnukcabaH OBICTPO BCAcChIBa€TCAd M3 JKEIYyJOYHO-KHUILIEYHOIO TPaKTa, MaKCHMajbHas €ro
koHeHTpanus (Cmax) nocturaercs B TeueHue 3 - 4 4 ociie nepopaibHoro npuema. [Ipuem numu
HE OKa3bIBAET BIMSIHMS HA 3HAUEHUS TIOKa3aTelel TUIOIA A M0 KPUBOM «KOHLEHTPALUsA-BPEMS
(AUC) mwmu Cmax ammkcabana. dapMakOoKHMHETHKa amukcabana anst 103 10 10 Mr umeer
nuHeHbIN XapakTep. [lpu npueme anmkcabana B 7j03aX BbIlIE 25 MI' OTMEYaeTCsl OrpaHUYEHNE
BCaChIBaHMsI Ipenapara, YTo COMPOBOXKIAETCS CHUXKEHUEM ero OmonoctynHocTu. [lokazartenu
MeTaboiaM3Ma  anukcabaHa — XapakTepU3yHOTCs  HHU3KOW  WJIM  yYMEPEHHOM  Mex- H
BHYTPHUMHIMBHUyaJbHOH BapuaOeNbHOCTbIO (COOTBETCTBYIOLIME 3HadeHUs Koddduuumenra

Bapuanuu coctaBisoT -20% u -30 %, COOTBETCTBEHHO).
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[Toce mepopanbHOTO TpreMa anukcabana B goge 10 MIJE“;I;I:IIQ% ﬁen-ggahiﬂrx"r;@hér “f10 5

MT, pa3BeJeHHBIX B 30 MJI BOJBI, SKCIIO3HIIMS Mpernapara Oblia COMOCTaBHMa ¢ TAaKOBOHM ToOCTe
NepopabHOTO MprueMa 2 IeNbix TableTok anukcabana mo 5 mr. Ilocne mepopansHOro mpuema
anrkcabana B 03¢ 10 Mr B Buae 2 W3MeIbYEHHBIX Ta0ieTok mo 5 mr ¢ 30 r s61049HOrO Mope
sHadeHust CMax u AUC Ob11u Ha 21% 1 16% COOTBETCTBEHHO HIDKE, YEM ITOCIIE MprueMa 2 MEebIX
tabyetok mo 5 mr. Ilocne BBeneHUs depe3 HA30TacTpajbHBIA 30H] W3MEIBYCHHOU TaOIETKH
anukcabana B o3¢ 5 mr, passereHHoi B 60 mu 5% BoaHoro pactopa nexctpossl (51B),
AKCTIO3UIUs anuKkcabaHa Obla COOCTaBUMA C TAKOBOM, HAOIFOAABIICICS B IPYTUX KITMHUYECKUX
HCCJICIOBAHMAX C YYacTHEM 3JI0POBBIX JOOPOBOJIBIIEB, MOJYYHBIIUX OJHOKPATHYIO 103y
anurkcabaHa 5 M BHYTpb B BHJI€ TaOJIETKH.

Pacnpenenenne

Cas3pb annkcabana ¢ 6eJIKaMu I1a3Mbl KPOBH YeJIOBEKa COCTABIIAET MPUOIM3UTENnsHO 87%, 00beM
pacnpezaenenus (Vss) - npubauzutenabHo 21 .

EI/IOTDaHCd)ODMaIII/Iﬂ U 3JIMMUHAIIUA

[Tpubnu3uTenpHo 25% TPHHITONH 03Bl BBIBOAUTCS B BHAEC MeTa00muTOB. OCHOBHOW ITyTh
BBIBE/ICHUS - Yepe3 KullieuHuk. [Toueunas skckpenus anukcabaHa cOCTaBiseT MPUOIU3UTEIBHO
27% oT ero o01ero KIMpeHca.

OOmmii xMpeHc anukcabaHa COCTABIISICT MPUOIU3UTENHHO 3,3 J1/4, MEepuoJ MOTYBBIBEICHUS
(T1/2) - okono 12 4. O-gemMeTuInpoBaHue U THAPOKCUIMPOBAHUE 110 3-OKCOMUIEPUIUHUIOBOMY
OCTaTKy SIBJSIFOTCSI OCHOBHBIMH MyTSIMH OuoTpaHcopmaruu anukcabaHa. Anukca®aH
IpeuMyIIeCTBEHHO MeTabonusupyercsi ¢ ywyactueM uzodpepmenta CYP3A4/5, B MeHbluei
crenienu - nzopepmentoB CYP1A2, 2C8, 2C9, 2C19 u 2J2. HensmeHeHHBIH anukcadbaH sIBISETCS
OCHOBHBIM  BELIECTBOM, IUPKYJUPYIOUIMM B IUIa3ME€ KpPOBM  YEJIOBEKa, AKTHUBHbIE
LUPKYJIHUPYIOLIHE B KPOBOTOKE META0OJIMTHI OTCYTCTBYIOT. Kpome Toro, amukcabaH sBiseTCs
cyOCTpaToM TpaHCIOPTHBIX O€NIKOB, P-riukonporenHa u 6efka pe3sucTeHTHOCTH paka MOJIOYHOU
skene3nl (BCRP).

q)aDMaKOKI/IHeTI/I‘-IeCKaﬂ-d)aDMaKO)IHHaMquCKaﬂ 3aBUCHUMOCTH

Ioueunas nedocmamounocmo

Hapymienne ¢yHKIMM TOYEK HE OKa3bIBaeT BIMSHUS Ha MAaKCHUMAJIbHYIO KOHIICHTPALUIO
anukcabana. OJHaKO OTMEYaI0Ch MOBBIIEHUE KOHIIEHTPALUU annKcabaHa, KOppeIupoBaBIIee Co
CTENEeHbIO CHIKEHUS (PYHKLMU MOYEK, OLICHUBABIIUNCS MO 3HAUEHUSIM KIIMpPEeHCa KpeaTUHUHA. Y
JIMII C HapyIIeHueM (yHKIIMHU [TOYeK JIETKOH (KIMpeHe KpeaTuHUHA - oT 51 mui/MuH 10 80 Mi1/MuR),
cpeaHel (kaMpeHc kpeaTMHUHA - OoT 30 Mu/MuH 10 50 MI/MUH) U TSKEION CTENeHHU (KJIMPEHC
KpeaTuHHHa - oT 15 mu/muH 10 29 mi/muH), 3HaueHus AUC anukcabaHa B Iuta3Me KpOBU

Bo3pactanu Ha 16%, 29% u 44%, COOTBETCTBEHHO, IO CPAaBHEHUIO C JIMIIAMH, UMEBITUMHU
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HOpMaJIbHBIE 3HA4YeHUs KIUpeHca KpeaTuHuHQ. [Ipm 'QGMEMT{Eg%M' HOHeR we

OKa3bIBAJI0 OUEBUIHOTO BIMSHUS Ha B3aMMOCBSI3b MEX/Ty KOHIICHTpaIMel anrkcadaHa B 1miiazMe
KpOBH U ero aHTu-FXa aktuBHOCTBIO. MccrmenoBanus anukcabaHa y MAIMEHTOB C KIMPEHCOM
KpeaTHHHHA MeHee 15 MII/MUH WM HaXOJSIIUXCS Ha TMaIn3€e He IPOBOIMIUCE.

Ileyenounas neoocmamounocmo

Hccnenoanus anukcabaHa Mpy TSHKETIOW IEYSHOYHON HEIOCTATOYHOCTH U aKTUBHOM MaTOJIOTUN
renaroOMJIMapHoOd CHCTeMbl HE NPOBOAWINCh. He ObUIO BBISIBICHO 3HAYUMBIX H3MEHEHHMA
napaMeTpoB hapMaKOKUHETHKU U (apMaKOIMHAMUKU MPU OJHOKPATHOM IpHeMe anukcabaHa B
03¢ 5 MI' y MalMeHTOB C I€YEHOYHOW HEIOCTATOYHOCTBIO JIETKOM M CpEAHEHl CTeneHu
BbIpaskeHHOCTH (Kimacchl A 1 B o knaccudukanuu Yaitna-I11p10, COOTBETCTBEHHO) IO CPABHEHUIO
CO 3/10pOBBIMU J100poBOJbIIaMu. M3Menenus: antu-FXa aktuBHoctu 1 MHO y marueHToB ¢
MEYCHOYHON HEJJOCTATOUHOCTBIO JIETKOW M CPEeIHEH CTENEHU TSXKECTH U 3[I0POBBIX I00POBOJIBIIEB
OBLIIM COMOCTABUMBI.

Jluya nooicunoco eospacma

VYV manuMeHToB MOXUJIOro Bo3pacta (crapuie 65 JjieT) oTMedaauch 00Jiee BBICOKHE 3HAYCHUS
KOHIIEHTpAIUU Mpernapara B miia3Me KpoBH, 4eM y 0oJiee MOJIO/IbIX MMallMEeHTOB: CPEeIHEE 3HAUCHUE
AUC 06b110 npubnusurenbHo Ha 32% BhlILe.

Ilon

DKcno3unus anukcadaHa y )KeHIUH Obuta Ha 18% BhIle, YeM y MY>KUHH.

Paca u smuuueckoe npoucxooicoenue

PesynbTarhl, momyueHHble B pamKkax uccienoBaHuil [ ¢aspl, cBUIETENBCTBYIOT 00 OTCYTCTBUU
3HAYMMBIX PA3IHUUid (PApMaKOKWHETHUKH anrKcabaHa MEXIy MPEICTaBUTEISIMU €BPOIEOUTHOM,
MOHTOJIONTHOM W HErpouJHON pac. Pe3ynprarsl aHann3oB (papMaKOKWHETUKH B Pa3TUYHBIX
MOMYJISIIUAX, BBIMOJIHEHHBIX B paMKaxX MPOrpaMMbl KIMHUYECKUX HCCIEeNOBaHUM amukcabaHa,
BKJIIOUABIINX TMAIMEHTOB, MOMYYaBIIMX amuKcabaH IMOCie TUIAHOBOTO SHIOMPOTE3UPOBAHUS
Ta300€IpeHHOI0 WM KOJIEHHOTO CyCTaBa, B 1I€JIOM COOTBETCTBYIOT pe3yJibTaTaM Hccie10BaHuil |
¢bazbl.

Macca mena

VY manueHToB ¢ Maccod tena Oosee 120 Kr KOHIIEHTpalus anvkcabaHa B IJia3Me KpOBU ObLia
npuom3uTeNnbHO Ha 30% HIDKe, YeM y TIAIMEeHTOB C MacCOM Tea OT 65 KT 10 85 Kr; y MalueHToB
¢ Maccoit Tena Mmernee 50 Kr TaHHBIN TTOKa3aTesb ObUT TpuOIM3uTENbHO HA 30% BHIIIE.
3asucumocms napamempos hapmaxokunemuky u QapmaxoOUHaMuKu

3aBUCHMOCTH MEXKIY MapaMmeTrpamu (papMakKOKUHETUKU U (papMaKOJUHAMUKY (B TOM YHUCIIC aHTH-
FXa aktuBnoct, MHO, nporpom6unoBoro Bpemenu, AUTB) anukcabaHa 1 ero KoHIeHTpauuen

B TUTa3Me KPOBU ObLTa M3yueHa JJisl IMMPOKOTo Auana3zoHa 103 mpenapara (ot 0,5 mr go 50 mr).
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BBUIO MOKAa3aHO, YTO 3aBUCUMOCTh MEXIY KO {HCHTpaM%:M%%JEHI:A-ILI’;I/II:BLSCI}E{:(I)E! FXa

HAWIYYIIUM O0Opa3oM OMNHCHIBACTCS C HCIIOJIB30BAHHEM JIMHEHHONW MOJENHU. 3aBHCHMOCTH
napaMeTpoB (papMakoKMHETHKM U (apMaKOJAWMHAMUKH anuKcabaHa. OTIEKHUBABIIAACA Y
MAalMeHTOB, TOJYYaBIIMX anukcabaH B KiIuHU4YeckuXx wucciaeaoBanusax I um I ¢dassi,

COOTBETCTBOBAJIa TAKOBOM Y 340pPOBBIX ,I[O6p0BOJ'IBLIeB.

6. ®APMAIEBTUUYECKHUE CBOMCTBA
6.1.IlepeyeHb BCIOMOraTeJibHbIX BelIECTB

Anukca0ad TalOJIETKH, ITIOKPLITHIE INIEHOYHOH 000JI0YKOH, 2.5 MT

JIAKTO3bl MOHOTUAPAT
MakpoKpucTauinyeckas 1estonosa (tun 101)
MHUKpPOKpHUCTAJUTHYECcKas 1esuttosio3a (tum 102)
KpOCKapMeJui03a HaTpus

HATpHS JIaypHICYIb(ar

nosuoH K30

MarHus creapar

Inenounas obonouxa Onaopaii |l (32K520116) scenmutii
I'mnpomennosa

JlakT03BI MOHOTHIpPAT

Tutana quoxcun (E171)

Tpuanerun

Kpacurens xenesza okenp sxentsiit (E172)

AnunkcabaH Ta0JETKH, HOKPBITHIE IINIEHOYHOU 000JI0UYKOM, 5 MT

JaKTO3b MOHOTHIPAT
MaKpOKpHCTaInuecKas neutosno3a (tum 101)
MUKpOKpHCTauIndeckas 1eitonosa (tum 102)
KpOCKapMeJu103a HaTpus

HATpUs JaypHICyIbdar

nosuaoH K30

MarHusi creapat

Inenounas obonouxa Onaopaui |l (32K540068) pozosuiii
I'mnpomennosa

JIaKTO3bI MOHOTHJIPAT

Twurana quokcug

Tpuauernn
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Kpacutens xeneza OKCUI KpacHBIM

6.2. HecoBMecTUMOCTD

He npumenumo

6.3.Cpok rognocTu

4 rona

6.4.0co0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh 1ipu Temmneparype He Boiie 25°C.

6.5.XapakTep u coaepkaHue NePBUYHOI YTAKOBKHI
[To 10 TabmeTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY, W3 mpo3payHoil ¢omeru m3 [1BX,
namuHupoBaHHyo [IB/IX 1 antomuHueBo (HONBroii, ¢ TEpMOIAKOBBIM MOKPHITHEM — B KAUECTBE
nokpoBHoro marepuana. [lo 2, 3, 6 unu 10 6mucTepoB BMecTe ¢ MHCTPYKLKEH 110 IPUMEHEHHIO
(JIMCTKOM-BKJIa/IbIIlIEM ) TIOMEUIAIOT B KAPTOHHYIO MMAYKY.
[To 60 Tabnerok wim 180 TabneTok MOMEMAOT B OBl WK MMOYTH OEJbI KPYTIIbIA (IIakoH U3
[1OB]] yKynopeHHbIH IUIACTUKOBOM BUHTOBOM KPBIMIKOW ¢ (DYHKIMEH 3alIMThl OT AETeH, C
TEepMO3anaiKoi M LEJIIOIO3HBIM BKIJIAJBIIIEM I10JI MHAYKIMOHHYIO 3aMaiiKy, ¢ MoJu3(pUpPHBIM
KoMmneHcaTopoM. dD1akoH NOMENIAl0T B KAPTOHHYIO MMAYKy.
VYKynopka ¢ 3alUTOH OT JIeTel, U3 IByX KOMIIOHEHTOB: O€JIblii Hapy KHbIN KOPIYC, C pebepHbIM
n300pakeHHeM, M TIpo3payHas BHYTPEHHSS YacTb, C TEPMO3AMACUHBIM IEJUTFOJIO3HBIM

BKJIQJIBIIIICM.

6.6.0co0ble Mepbl TNPEAOCTOPOKHOCTH TPH YHHYTOXKEHHMH HCNOJIb30BAHHOIO
JICKAPCTBEHHOI0 Ipenapara MJIH OTXO0AO0B, MOJYYEHHBIX IIOCJe IPHMEHEHHsA
JICKapPCTBEHHOI'0 NPenaparTa ujiM padoTsbl ¢ HUM.

OcoOble TpeOoBaHUsI OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanvs
000 «ba3zuc-Meturpuncy»
Anpec: 115172, r.MockBa, BH.Tep.r. MyHuUIunaibHbIA Okpyr Taranckuii, yn bonbmiune
Kamenmuku, 1. 21/8, momenr. 3/1
Tenedon: +7 (499) 390-05-51

Anpec snekTpoHHO# mouThl: INfo@basis-metigrins.ru
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7.1.1IpeTren3nu noTpeduTE/Ieil HAMPABJIATH 10 aJpecy:

Poccniickas @enepanys

00O «bazuc-Meturpuncy»

Anpec: 115172, r.MockBa, BH.T€p.r. MyHUIUIAJIbHbIM OKpyr Taranckuii, yn bosbiime
Kamenmuku, 1. 21/8, momem. 3/1

Tenedon: +7 (499) 444-12-56

AJpec 3JeKTpOHHO# mouThl: PV@reglek.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBPEHUA

9. JIATA NEPBUYHOM PETMCTPAIIMMA (IIOATBEPXJIEHWUS PETHMCTPAIIAMH,
INEPEPETUCTPAIIN)

Jara nepBoii perucrpanuu

10. IATA IEPECMOTPA TEKCTA

OO0m1as xapakTepUCTHKA JIEKAPCTBEHHOTO TIpenapara AnnkcabaH J0CTyITHA Ha HTH(GOPMAITMOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO COr03a B MH(GOPMAIMOHHO-KOMMYHHUKAIIMOHHOW CEeTH

«Murepner (https://eec.eaeunion.org).
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