COOTBETCTBYET 3KCMNEPTHOMY OTUETY
ot 22.10.2024 Ne 23176

(NOCNEOQCBATENBEHOCTL 0001)

OBHIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

AITMKCABAH, 2,5 mr, TabneTKu, TOKPHITHIE TUIEHOYHOH 000I0UKOM.

AITMKCABAH, 5 mr, TabneTKu, MOKPBITHIE INIEHOYHOW 000JI0YKOM.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIA COCTAB

JleficTBy1OIIIeE BEIIECTBO: alMKcabaH.

AIIUKCAFBAH, 2.5 mr, TabJeTKHU, ITOKPLITHIE INIEHOYHOU 000JIOYKOM

Kaxxnas Tabnerka, MOKphITask INICHOYHON 000JIOUKOM, CONEPKUT 2,5 MT anmkcabaHa.

AITIUKCAFBAH, 5 Mr, TabieTKHU, ITOKPBITHIE TNIEHOYHOU 000JIOUKOU

Kaxxnast Tabnerka, mOKpbITast IJICHOYHOW 000JIOUKO#, COEPIKUT 5 MI anukcabaHa.
BcrnomorarenbHbie BEIIECTBa, HAJTHMYUE KOTOPBIX HAJ0 YYUTHIBATh B COCTAaBE JICKAPCTBEHHOTO
npemnapara: jakrosa (cm. paszuaen 4.4).

[TomHbIi TepedeHb BCIIOMOTaTEIBHBIX BEIIECTB MTPUBECH B pasene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE MIIEHOYHON 000JI0UKOH.

AIIMKCAFBAH, 2,5 Mr, TabJIeTKH, OKPLITHIE INIEHOYHON 000JI0YKOM

prrJ’IHe, ABOSKOBBIITYKIJIBIC TaGHCTKI/I, IMMOKPBITBIC IJICHOYHOH 000JOYKOM KEITOr0 nBera. Ha
TMOIIEPCUIHOM Pa3pe3€ AAPO TaOJIETKU OCJIOr0 MIIA ITOYTH OEIJIOr0 C JKEIITOBAThIM OTTEHKOM OBCTA.

AIMMKCAFBAH, 5 mMr, TaOJIETKH, ITIOKPBITHIE INIEHOYHON 000JI0UYKOMI

prrJ’IHC, ABOSIKOBBIITYKIIBIC TaGHCTKI/I, IMOKPBITBIC IJICHOYHOH 000JI0YKOM PO30BOTO IIBETA. Ha

TMOMECPCUHOM pa3pe3¢ AAPO Ta0JIeTKU 0€JI0r0 MIIM ITOYTH OEJI0r0 C )KEITOBATHIM OTTEHKOM OBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxka3zaHusi K NPUMEHEHUIO

[Tpenapat AIIMKCABAH noka3aH k IpUMEHEHHUIO y B3POCIIbIX B Bo3pacTe OT 18 Jer.

—  IIpodumnaktuka BeHO3HOW TPOMOOIMOOIMM Yy TALMEHTOB TIOCJIE IUIAHOBOTO JH-
JOMPOTE3UPOBAHUS Ta300€IPEHHOT0 UM KOJIEHHOTO CYCTaBa.

— [IpodpunakTuka HMHCYIBTa M CUCTEMHOW TpPOMOOSMOOIMM Y B3POCIBIX MAIEHTOB C

HEeKJIanaHHoW (QuOpHUIALUEe mpeacepAnid, UMEIOMMX OAWH WM HECKOJIbKO (HaKTOpOB
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pHCKa [TaKuX KaK MHCYJIbT WM TPAaH3UTOPHAS UIIIEMUYECKas aTaka B aHaMHEe3e, BO3pacT 75
JeT W CcTaplie, apTepuaibHas TUIEPTEH3Us, CaxapHbId AuabeT, COMPOBOXKIAOIIASCS
CUMITOMaMHU XpOHHYECKasl cepieuHas HeJ0CTaTOYHOCTh ((pyHKuMOHaIbHBIN Kiacc |l u
BBIIIE 10 Kiaccupukamuu Helo-Mopkekoit kapamomnormueckoii accormanuu (NYHA)].
HckimoueHne COCTaBISIFOT MAIMEHTHI ¢ TSDKEIBIM U YMEPEHHO BBIPAXKEHHBIM MUTPATBLHBIM
CTEHO30M WJIM UCKYCCTBEHHBIMH KJIallaHAMU Cep/lia.

— Jleuenne Tpombo3a riryookux BeH (TI'B), pom6osMOommu nerounoit aprepuu (TOJIA), a

Taroke npodunaktuka peuuauos TI'B u TOJIA.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!

Pexxum 103upoBaHus

1. V nayuemmoe nocne nnanosoco s3noonpomezupoganusi mazo0e0peHHo20 UlU KOJIEeHHO20
cycmasa

2,5 Mr 2 pa3a B cyTKkH (TIepBBIi pueM yepe3 12—24 4 mociie onepaTHBHOTO BMEIIATEIbCTBA).
[Ipu npuHATHM pelieHrs 0 BpEMEHHM Hadalla Tepalluy Bpayam cieayeT NPUHATh BO BHUMAHUE
NOTEHIHAJIbHBIA IOJIOKUTENbHBIH 3((EeKT OT paHHEH aHTUKOArYJSHTHOM Tepanmuu B
npopUIaKTUKEe BEHO3HOM TpoMO03MOOIMM HapaBHE C PUCKOM Pa3BUTHS MOCTOINEPALMOHHOTO
KpOBOTEUEHHs. Y MalUEHTOB, MNEPEHECIINX SHAONPOTE3UPOBAHUE Ta300€APEHHOr0 CyCTaBa,
peKoMeHIyeMast JUTUTEITHbHOCTh TePAINNU COCTaBIseT OT 32 10 38 mHEH, KOJIEHHOTO CyCcTaBa — OT
10 no 14 nuei.

2. YV nayuenmos c ¢hubpunnayueri npeocepouii

ITo 5 Mr nBa pasza B cyTku. Y ManueHTOB ¢ GUOPMWILTALIMEH Tpeicep Al 103y pernapara CHIKAIOT

n0 2,5 Mr nBa pa3a B CyTKM INpU HaJUYMM COYETaHUS ABYX MM Oojiee M3 CIEAYIOLIUX

XapakTepucTHK: Bo3pacT 80 yer u crapme, Macca Tena 60 Kr U MEHee WIH KOHILECHTpalus

KpeaTuHUHa B Iu1a3me KpoBu > 1,5 mr/mn (133 mxmons/i). Tepanuto cieayer MpoAoDKaTh

JUTUTETTLHOE BPEMSI.

3. Jleuenue mpombosa enyboxux een, mpomoosmooruu necounou apmepuu (TIJIA)

ITo 10 mr nBa pa3a B CyTKM B T€UE€HHUE 7 AHEH, 3aTeM 5 MT 2 pa3a B CyTKH. [Ipo10IKUTENBHOCTD

JICUEHUs] ONpENeNsieTcsd UHAWBUYyabHO C YYE€TOM COOTHOIICHMS OKUAAEMOM MOJIb3bl U PHUCKa

BO3HHUKHOBEHUS KJIMHUYECKH 3HAYUMBIX KPOBOTEUEHUN. PellieHne o AMMTeNbHOCTH Tepanuy (Kak

MHUHHMYM 3 Mecslla) TOJHDKHO OCHOBBIBATHCS Ha OLIGHKE HAIWYMs U 00paTUMOCTH (PaKTOpOB,

npeapacroiaraloumx K  peluJAuBUPOBaHUIO  (T. €.  MPEAIIECTBYIOIIEE XUPYpPrHuecKoe

BMEIIATEILCTBO, TPaBMa, MEPUO UMMOOMIM3AIMK U T. 1.), a Takxke nposisieHuid TI'B w/umm

TOJIA.
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4. Ilpoguraxmuxa peyuousog mpomobosza 2iyooKux 8eH, mpomooIMO0IUU 1e20UHOU apmepuu
(TOJIA)

[To 2,5 Mr 1Ba pa3a B CyTKH MMOCJE KaK MUHHUMYM 6 MECSIICB JICUCHHs TPOMO03a IITyOOKHUX BEH

win TOJIA anmkcabaHoM B /03¢ 5 MTI JiBa pa3a B CYTKH WM JAPYTUM aHTHKOATYJISIHTOM, Kak

yKazaHo B Tabnuue 1.

Tabmua 1.
Jlo3upOoBKH MaxkcumanbpHas
CYTOYHAas 7032
Jleuenue mpombosa enyboxkux 10 mr Ba pa3a B CyTKH B 20 mr
eern, TOJIA TEUYCHUE TIEPBBIX / THEH
Hanee 5 mr nBa paza B cytku |10 mr
Ipopunaxmuxa peyuousos 2,5 Mr 1Ba pa3a B CyTKH 5 Mr
mpomb03a 2nyooKux 6eH,
TOJIA nocne 6 mecayes
Jleuenuss mpomoosa
enybokux een unu TOJIA

O6H_[y1-0 AJIUTCIIBHOCTD TEpANU CIICAYCT HOH6I/IpaTB HHAUBUAYAJIBHO IMOCJIC TIIATEILHOMN OIIEHKHU

COOTHOILICHUS MOJIB3bI OT MPHUEMa Mperapara U prUcKa pa3BUTHs KPOBOTeUeHUs (cM. paszen 4.4).
Ipexpawenue mepanuu

[Ipn BpeMeHHOM IiepepbIBE€ B JIEYEHHM IpenapaToM (CIy4allHOM WM MpeIHaMepeHHOM)
BO3pacTaeT puck Tpomo6o3a. ITareHTs! 10MKHbBI ObITh TPOMHCTPYKTUPOBAHBI O HEOOXOJUMOCTH
n30eraTh NepephIBOB B JIeueHUH npenapaToM. [Ipyu BpeMeHHOM IpeKpalnieHuH aHTUKOAryJITHTHON
TepanuH 1o JoO0bIM IPUUYMHAM OHA JIOJDKHA OBITh BO30OHOBJIEHA KaK MOYKHO CKOpEe.

Ilepexo0 ¢ unu na mepanuio napeHmeparbHbIMU AHMUKOA2YIAHMAMU

[lepeBon ¢ napenTepanbHbIX aHTUKOAryIssHTOB Ha npenapat AIIMKCABAH u Hao60poT MOXHO
MIPOBOAUTH B MOMEHT CJIEIYIOIIETO 3allJIJaHMPOBAHHOIO MpUeMa OTMEHSIeMOro npemnapara (Ipu
3TOM OYepe/iHas /1032 OTMEHAEMOro Mpernapara He IPUHUMAETCs).

Ilepexoo ¢ unu na eapghapun unru opyeue anmazonucmol gumamuna K

IlepeBon mamueHToOB ¢ Tepanmuu BaphapuHOM WIM JPYTMMH aHTaroHucTamu ButamuHa K Ha
tepanuio npenaparom AIIMKCABAH cnenyer mpoBoAuTh NpU 3HAYEHUM MEXIyHApOJHOTO

HopMaiu3oBaHHoro otHomenus (MHO) y mauuenra Hioke 2,0.

ITpu nepeBone mauueHtoB c¢ tepanuu npenapatom AIIMKCABAH na Bapdapun wnmm apyrue

aHtaroHuctsl BUTamuHa K cienyer npoaomxates Tepanuio npenapatom AIITMKCABAH B Teuenue
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48 4 mocIe mpuema nepBoit 10361 BapdapuHa Win Apyrux aHtaroHuctoB BuramuHa K. Yepes 48 u
cienyer npokoHtposrpoBate MHO mepen mnpuemom  cienyromieil 03kl Ipenapara
AIIMKCABAH. CoBMecTHblli npueM BapdapuHa (MW Ipyroro aHTaroHucra ButamuHa K) u
npenapara AIIMKCABAH crneayet npoaonxats A0 noctwkenus MHO > 2,0. TIpu noctuxenun
MHO > 2,0 npuem npenapara AIIMKCABAH cienyer npekparuTs.

Oco0ble rpynIibl MaUEeHTOB

Iayuenmoi ¢ Hapywenuem yHKyuu nouex

JlJis manueHToB ¢ HapyluleHHeM (YHKIMH TOYEeK JIETKOW WM CpelHeW CTEeNneHH MPUMEHHMBI

CIIeyIOIINe PEKOMEH AN

— He TpebyeTcss KOpPEKIMU 03Bl TPU MPUMEHEHHH anukcadaHa st mpo(uiIakTHKe TpoMO03a
riTyOOKMX BEH y MAlMEHTOB TIOCIE IUIAHOBOTO SHAOIPOTE3MPOBAHUS Ta300€qpEHHOr0 WU
KOJICHHOTO CyCTaBa, HJsl JieueHuss TpomOo3a TiyOOKux BeH, g JedeHus TOJIA u
npoHIaKTHKY PEIUIMBOB TpoMOo3a rinyookux BeH, TOJIA (cm. pasaen 5.2);

— TIpH NPUMEHEHUH anvKcabaHa y MalueHTOB ¢ GUOPMILISAIMEH MTpeacepAnid U KOHLIEHTpAIHen
KpeatuHuHa > 1,5 mr/mn (133 MKMOIB/TT) B IJ1a3Me KPOBU B COUETAHHUU € BO3pacToM > 80 set
i Maccoi tena < 60 kr TpedyeTcs CHKEHHE 03Bl Ipernapara, Kak onvcaHo Boie. [Ipu
OTCYTCTBHH COOTBETCTBHUS APYTMM KPUTEPHSIM JUIsl CHIDKEHHUS J03bI (BO3pacT, Macca Tena)
KOPPEKIMH Teparuu He Tpedyerces (cM. pasen 5.2).

VY nmanueHToB ¢ HapyieHueM (QYHKITH TTOYEK TSHKEIIOH CTeTIeHH (C KIMpEeHCOM KpeaTuHuHA 15-29

MI/MUH) TIPUMEHUMBI CIIEAYIOIINE peKoMeHaanuu (cM. pasaensi 4.4, 5.2):

— anukcabaH cieayeT MPUMEHSTh ¢ OCTOPOKHOCTBIO Ui MPO(QMIAKTUKHA TpomMO03a TiyOOKHX
BEH Yy NAIlMEHTOB MOCJ€ IJIaHOBOTO 3HJONPOTE3UPOBAHUS Ta300€APEHHOrO MU KOJIEHHOTO
cycTaBa, JUisl JICYCHHsS TpombOo3a TIIyOOKHX BeH, i Jjedenus TOJIA u mpodunakTuku
peruanBoB TpoMOo3a riyookux BeH, TOJIA;

— Yy HaMeHToB ¢ GudpusuIALKen mpeacepauil cieryeT NpUMEeHTh 103y anukcabaHa 2,5 Mr JaBa
pasa B CyTKH.

Hert nanHBIX 0 IpUMEHEHUH anuKcabaHa y MalUeHTOB C KIMPEHCOM KpeaTuHHHA < 15 mr/muH, a

TaK)Ke y TMAalMeHTOB, HAXOSIIMXCS Ha Juanu3e. B cBA3M ¢ 3TUM IpUMEHEHHue Ipemnapara

ATTMKCABAH y Takux maiieHToB MpoTHBOMOKa3aHo (M. paszensl 4.4, 5.2).

Tayuenmul ¢ napywenuem yHKyuu nevenu

[Ipenapar AIIMKCABAH mnpoTuBomoka3aH y TAIMEHTOB ¢ 3a00JICBaHUSIMU II€UEHHU,

CONMPOBOXKAAIOIIUMUCS HAPYIICHUSIMU B CUCTEME CBEPTHIBAHUS KPOBU U KIMHUYECKH 3HAYMMbIM

PUCKOM pa3BUTHs KpoBoTeueHu# (cM. pasgen 4.3). [IpumeHeHue npemnapara y MalUEHTOB C
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TSDKEIOW TEUYEHOYHOM HEIOCTaTOYHOCThIO NPOTUBOMOKa3aHo (cM. pasngen 4.3). Craemyer
cobmonate ocropoxHocTh nipu npueme npernapara AIIMKCABAH manuenTamu ¢ ie4eHOYHOM
HEJOCTAaTOYHOCTBIO JIETKOM U cpeaHell creneHu Tshkectd (kiacca A win B mo kiaccudukanumn
Yaitnna — [1p10), mpu 3TOM KOPPEKITUH 10361 HE TpedyeTcs (cM. pasznenst 4.4, 5.2). 13 KIMHUYECKUX
UCCIIEeIOBaHUN OBLIIM MCKIIIOYEHBI MAIMEHTHl, Y KOTOPBIX OTMEYAIM TOBBIIICHUE AKTUBHOCTH
NeYEeHOYHBIX (hepMeHTOB anannHamuHoTpanchepassl (AJIT)/acnapraramunotpancdepassl (ACT)
B JIBa pa3a BhIIIE BEPXHEH I'paHUIIbl HOPMBI HITK 001eT0 OMnpyOrHa B oaTopa u 6ojiee pa3 BhIle
BEpXHEH rpaHULIbl HOPMBL. B CBSI3U C 3THM cJelyeT ¢ OCTOPOXKHOCTHIO MPUMEHSTH alluKcadaH y
MAIUEHTOB 3TOW rpynnsl (cM. paszaensl 4.4, 5.2). Cnenyer oueHUTh (QYHKIUIO [IEYEHU 10 Hadasa

tepanuu npenapatom AIIMKCABAH.

Ilayuenmur nodcuno2o 6ospacma
Koppekuun m03bl mpenapaTa y MalMEeHTOB IMOXKWIOTO BO3pacTa He TpeOyercs (MCKIIOUCHHE
COCTaBJISIFOT MAI[MEHTHI, YKa3aHHbIC B pazjeie 4.2, npuMeHeHHe npu GUOPHIIIAILMN TPEICCPANi).

Macca mena

Koppekmuu 10361 B 3aBUCHMOCTH OT MAacChl Tejla IMalueHTa He Tpedyercs (MCKIIOYCHHE
COCTABIISIIOT MAIMEHTBHI, yKa3aHHbIC B pa3zerne 4.2, npuMeHeHUe py GUOPUIIISILUK IPEICEPIH).
Ilon

Koppexkiuu 10361 penapara B 3aBUCUMOCTH OT I10J1a MallieHTa He TpeOyeTcsl.

Paca u smnuueckoe npoucxoorcoenue

Koppexmuu 10361 mpenapaTa B 3aBHCUMOCTH OT PAChI WJIH STHHYECKOTO MTPOUCXOKICHHUS MAI[EHTa
He Tpedyercs.

Kapouosepcus

[ManmenTsl ¢ QuOpuIIALMENd Tpeacepaui, KOTOpbIM TpedyeTcsi MpOBEIEHHE KapIuOBEpCHUH,

MOTYT Ha4aTh WIKM Npoao/DKUTh npumeHenue npenapata AIIMKCABAH.

[TanmenTam, He MPOXOAMBILNM JIEUEHUE AHTUKOATYJISTHTAMM, IEPE]] IPOBEACHUEM KapAHUOBEPCUU
Heo0X0uMO Ha3HAa4YUTh Mo KpaitHeil mepe 5 no3 npenapara AIIMKCABAH no 5 mr aBa pa3a B
CyTKH [mo 2,5 Mr [1Ba pa3a B CyTKH JJIs TAIIMCHTOB, KOTOPBIM TPEOyeTCsl YMEHBIIIEHHE JI03bI (CM.
OYHKT 2 moxpasznena «Pexxum no3upoBaHus» pasaena 4.2)] ans AOCTHKEHUS aJeKBAaTHOM
aHTHUKOAryJIsiLuu. B ciydae ecnu mpoBesneHHe KapIuoBepcuu TpeOyeTcs 10 Ha3HaYeHHUs S5 103
npenapara AIIMKCABAH, HeoO6XxoaumMo MpUHATE HATPY304HYIO 103y B 10 MT ¢ mocieayronmm
nmpueMoM S5 Mr JBa pa3a B CyTkH. CllelyeT YMEHBIIWTh HArpy304Hyr 103y J0 5 Mr C
MOCJIEAYIOIUM ITPUEMOM 2,5 M iBa pa3a B CyTKH, €CJIM MalUEHT NOAXOIUT IOl KATErOPHUIO IS

CHIDKEHUS JTO3BI (CM. MyHKT 2 moapasnena «Pexum mo3upoBanus» pazaena 4.2). Heobxomumo
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MPUHATH HATPY304YHYIO 103y M0 KpailHeil Mepe 3a 2 yaca 10 nmpoBeneHus kapauoBepcuu. [lepen
MPOBEACHUEM KapJAHOBEPCUM HEOOXOAMMO IMOIYUYUTh MOATBEPKIACHUE O HAJICKAILIEM IpHEME
npenapara AIIMKCABAH. Ilpu nipuHsATUM pemieHus] O Ha3HAYEHUUW U MPOJOKUTEILHOCTU
JIeYeHUs HEOOXOJMMO ONUpaThbCsl HA YCTAHOBJICHHBbIE PEKOMEHAALUU [0 MPUMEHEHHUIO

AHTHKOATyJITHTOB y TIAIIIEHTOB, KOTOPBIM TpeOyeTCsl MPOBEACHHIE KapIHOBEPCHH.

[lepen mpoBeaeHueM KapAMOBEPCHU HEOOXOAMMO MOMYYUTh MOATBEPKICHUE O HaAJIEkKAIIeM
npueme npenapata AIIMKCABAH. Ilpu npuHsTHM peumieHuss O Ha3HAYCHUU U
MPOJOJKUTENFHOCTH JICUEHUSI HEOOXOAMMO ONMUPAThCSl HAa YCTAHOBJICHHBIE PEKOMEHAALUU IO
MIPUMEHEHUIO AaHTUKOATYJITHTOB y MAIIMEHTOB, KOTOPBIM TPEOYeTCs MPOBEIECHNE KapIUOBEPCHH.

CTH

besonacnocts u 3¢ pexkruBHocTs npumenenus AIIMKCABAH y nereit B Bo3pacte 1o 18 ner He

YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.

Cnocob IIPUMCHCHU A

[Ipenapatr AIIMKCABAH npuHumaroT BHYTpb HE3aBUCHMO OT IpHueMa nuiu. B cioyuae
IIPOIyCKa IpueMa Mpenapar clieyeT NPUHATh KaK MOXHO CKOpee, a B JaJIbHEHIIIeM MPOIOJKUTh

IpueMm 2 pa3a B CYTKH B COOTBCTCTBHUU C HCXOTHOM CXEeMOH JICUCHHS.

JUis manueHToB, KOTOpbIe HE MOTYT MpPOIVIOTUTHh TaONEeTKy LEeIMKOM, TaOJeTKy IpernapaTa
AITMKCABAH MOXHO M3MENbUUTh W Pa3BECTH B BOjE, 5 % BoaHoU aekctpose (5/IB) mmm
s0JIOYHOM COKE€ WJIM CMEHIaTh C sA0JIOYHBIM IIOpEe W He3aMEIJIUTEIbHO MPUHATH BHYTPb
(cMm. pazgen 5.2). B kauectBe anbrepHatuBbl Tabnetky mnpenapata AIIMKCABAH moxHO
M3MENBYUTh U pa3BecTd B 60 mi Boabl wiu 5/IB, 3aTemM He3aMeIUTENIbHO BBECTU TOJIYYCHHYIO

CYCIICH3HIO uepe3 Ha30racTpalibHbIH 30H] (CM. pasaen 5.2).
4.3. IlpoTuBONOKAa3aHUSA

—  I'umepuyBCTBUTENHFHOCTH K anMKcabaHy WM K JIFOOOMY M3 BCTIOMOTATEIbHBIX BEIIECTB,
MePEYHCICHHBIX B pa3zaene 6.1.

—  AKXTHBHOE KJIMHUYECKH 3HAYNMOE KPOBOTCUCHHE.

—  3aboneBaHHs MIEYECHH, COTIPOBOXKIAIOIINECS HAPYIICHUSIMU B CHCTEME CBEPTHIBAHHSI KPOBU U
KIIMHUYECKH 3HAYMMBIM PUCKOM Pa3BUTHUSI KPOBOTEUECHUH.

—  3a0oneBaHMsS WM COCTOSHUS, XapaKTePH3YIOIIHEeCcs 3HAYUMBIM DPHCKOM OOJBIIOTO
KPOBOTEUEHHS: CYIIECTBYIOIIEE B HACTOAIIEE BPEMs WIIM HElaBHEE 0OOCTPEHHE SI3BEHHOU
00JIe3HU KeNyJOYHO-KUIIEYHOTO TPAKTa; HAJIMUME 37I0KaYeCTBEHHOIO HOBOOOPA30BaHUS C

BBICOKHMM PUCKOM KPOBOTCUCHUS; HCAABHCC ITOBPCIKACHNUEC TOJIOBHOT'O UJIM CITMHHOI'O MO3ra,
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HEJaBHO [IEPEHECEHHOE ONIEPATUBHOE BMEIIATENBCTBO HA T'OJIOBHOM MJIU CIIMHHOM MO3T€, a
TAaKK€ Ha OpraHe 3peHus; HEJaBHO IIEPEHECEHHBbIH TIE€MOpPpParuyecKuil HHCYIbT;
YCTaHOBJICHHOE MM IIOJ0O3PEBAEMOE BAPUKO3HOE DPACIIMPEHHE BEH IHILEBOAA;
apTepuOBEHO3Has  Malb(popMmalys;  aHeBpU3Ma  COCYAOB  WJIH  BbIp@KEHHBIE
BHYTPUCIIMHAJIbHBIE UJIM BHYTPUMO3TOBbIE U3MEHEHUSI COCY/IOB.

— Hapymenne ¢yHKIMM TMOYEK ¢ KIMPEHCOM KpeaTMHHMHA MeHee 15 mi/MuH, a TaKke
IIPUMEHEHHE y TALMEHTOB, HAXOASIINXCS Ha JUAIIN3E.

— Bospacr 10 18 et (1aHHbIE O IPUMEHEHUH NIpenapaTa OTCYTCTBYIOT).

— bepemenHOCTh (HaHHBIC O MPUMEHEHUH Tpenapara OTCYTCTBYIOT).

—  Ilepuon rpynHOro BCKapMiIMBaHUs (IaHHBIC O IPUMEHEHHH TIpernapara OTCYTCTBYIOT).

— OpHOoBpeMEHHOE MPUMEHEHHE C JIIOOBIMH APYTMMU AaHTUKOATYJISHTHBIMHU IperapaTami,
BKITI04ast HeppakmonupoBanublii renapud (HOI'), Huskomonekynsipasie renapunabsl (HMID)
(PHOKcamapuH, JalTeNapuH W Jp.), MPOU3BOJAHBIE remapuHa ((poHamapuHykc u Ap.),
nepopajibHble AaHTUKOATyJISHTH (BapdapuH, puBapokcabaH, madurarpaH ©u J1p.), 3a
UCKJTIOYEHUEM TeX CUTYaIlMil, KOTJa MalueHT MEePeBOJUTCS Ha TEPANUIO0 WM C Teparuu
anukcabaHOM, KOT/1a He)paKIIMOHUPOBAHHBIHN TeNapuH HA3HAYACTCA B 103aX, HEOOXOIUMBIX
JUIS TIOAIeP>KaHUS IPOXOIUMOCTH IIEHTPAIILHOTO BEHO3HOTO MIIM apTePUAIBHOTO KaTeTepa

(cm. pazzmen 4.5).

4.4. OcoOble yKka3aHusl U1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

Puck kpoBoTeueHH

Kak u B ciayyae mnpuema Jpyrux AaHTHUKOAryJsHTOB, MAallMEHTOB, IOJIyYalOUIUX IpernapaT
AITMKCABAH, Heo6xo1uMo TIaTeabHO HAOMI0AaTh Ha IPEeIMET PU3HAKOB KpoBoTeueHus. [1pu
COCTOSIHUSIX C BBICOKMM PUCKOM Pa3BUTHsI KPOBOTEUEHUH IPENapaT peKOMEHYETCsl IPUMEHSTD C
octopoxxHocThio. [Ipumenenne npenapara AIIMKCABAH cnenyer npekpaTuth npu pa3BUTHH
TSOKEIIOro KpoBoTeueHus (cM. pasenst 4.8, 4.9).

XoT4 Tepanus anukcabaHoOM He TpeOyeT MOCTOSHHOIO MOHUTOPUHTA ero KOHIIEHTPALuH B KPOBH,
MHOT'/Ia MOKET OBITh 11€J1ec000pa3HbIM MPOBEACHUE KATUOPOBAaHHOTO KOJMYECTBEHHOTO aHaIn3a
aHTH-Xa-(haKTOPHON aKTUBHOCTH B T€X UCKIIOUYUTENbHBIX CIy4asX, KOTJa JaHHbIE O BO3ACHCTBUU
anukcabaHa MOTYT CIOCOOCTBOBaTh MPHUHATHIO KIMHUYECKUX pEIICHWH, Hampumep, MpH
nepeI03UPOBKE U IKCTPEHHOM OTIEPaTUBHOM BMEIIATENbCTBE (CM. paszen 5.2).

BSaHMOHeﬁCTBHe C APYIuMH JICKAPCTBCHHBIMH IIpCIIapaTaMi, BIUAIOININMHY Ha TréMOCTa3

B cBsa3m ¢ BBICOKHM PUCKOM BO3HHMKHOBCHHA KPOBOTCUYCHHA OAHOBPEMCHHOC NPHUMCHCHHE C

JFOOBIMH IPYTHMH aHTHKOATYJITHTAMHU MIPOTHBOIOKa3aHo (cM. pasnen 4.9).
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Opnnospemennoe npumeHenue npenapata AIIMKCABAH c anTuarperantaMu MOBBIILIAET PUCK
KpoBoTeueHus (cM. paznen 4.5).

Tepanuto y manueHToB, ofHOBpeMeHHO nonydatoumx HIIBII, sximouas ACK, HeoOxoaumo
IIPOBOJIUTH C OCTOPOKHOCTBIO.

[Tocne omnepanuu HE peKOMEHIYETCsl MPUMEHATh oJiHOBpeMeHHO ¢ npenaparoM AIIMKCABAH
JIPYTUe HHTHOUTOPHI arperanuyd TpoMOOHuToB (cM. pasnen 4.5).

VY nanueHToB ¢ GuOpWUISIIUEH TPEACepaNii U COCTOSHUSIME, TPEOYIOIIMMH aHTHATPETaHTHOM
TEepanM¥ OJHUM WM JBYMS [penapaTamy, HEOOXOJUMO MPOBECTH TIIATEIBHYIO OICHKY
COOTHOIICHHUS TOTEHIMAJIbHBIX TOJb3bl M PHUCKA JO Hayala OJHOBPEMEHHOW Tepamuu C

npenaparom AIITMKCABAH.

B KJIMHMYECKOM WCCIENOBAaHMM C YYacTHEM TMAalUeHTOB C (QUOpWUISIHENd mpenacepanii
omHoBpemeHHoe npuMeHeHne ACK mnpuBOAMIO K TOBBIIICHUIO PHCKA PAa3BUTHS OOJBIINX
KpOBOT€UeHHH M Ha (oHe mpuema amukcabaHa, u Ha (oHe npuema BapdapunHa. B stom
KJIIMHUYECKOM MCCIIEIOBAaHUM COUYETaHHAs Tepamus IByMs aHTHAarperaHTaMu IPUMEHSIIACh PELKO.

HDI/IMGHGHI/IG TDOM6OJII/ITI/I‘~I€CKI/IX CPpCACTB JJId JICYCHUA OCTPOro HIMEMHUYCCKOro MHCYJIbTa

OngpIT IIPpUMCHCHUA TpOM6OJ’II/ITI/I‘ICCKI/IX CpCACTB JIA JICHECHUA OCTPOr'0 NIIEMUYCCKOI'O UHCYJIbTA
Yy MallUCHTOB, MOJYYAaOIMINX aHI/IKca6aH, BECbMa OI'PAHUYCH.

HaHI/IeHTBI C NCKYCCTBCHHBIMH KJIAITaAHAMH CCpIia

be3zonacHocTh 1 3(pPEeKTUBHOCTD Mpenapara y NalMeHTOB C UCKYCCTBEHHBIMHU KJIallaHAMU Cepla,
¢ pubpmwusiuuelt npeacepauit u 6e3 Hee He u3yvanack. [Ipumenenue npenapata AIIMKCABAH

JIJISL ATOM I'pYIIIbI MTaIUEHTOB HE PCKOMCHAYCTCA.

XI/IDVDFH‘IGCKI/I@ W MHBA3UBHBIC ITPOLICAYPHI

IIpumenenne npenapata AIIMKCABAH cnenyer nmpekpatuts He MeHee ueM 3a 48 4acoB 10
IUIAHOBOM ONEpallMyd WM WHBAa3MBHOW MPOLEAYypbl CO CPEIHUM WM BBICOKUM PHCKOM
kpoBoTeueHHs. Croja OTHOCSATCS BMEILIATENIbCTBA, HMPHU KOTOPBIX BEPOSTHOCTh KIMHUYECKH
3HAYUMOT0 KPOBOTEUEHUS HE UCKIIIOUEHA WIIN JJI1 KOTOPBIX PUCK KPOBOTEUEHUSI HEMPUEMIIEM.

[Mpumenenne npenapata AIIMKCABAH cnemxyer mpekpatuth He MeHee YeM 3a 24 daca a0
IUIAHOBOM ONEpaluy WIM MHBa3WBHOM IpOLELYpHl ¢ HU3KUM PHUCKOM KpoBoTeueHusd. Crona
OTHOCSITCS BMEIATENbCTBA, IPU KOTOPBIX OKUIAETCS MHUHHUMAJIbHOE, HEKPUTHUECKOE 110

JIOKAJIM3alMH WU JIETKOE KOHTPOIUPYEMOE KPOBOTEUECHHE.

Ecnu onepanyio miav MHBa3WBHYIO NMPOLEAYPY HENb3s OTKIAIbIBaTh, UX HYXKHO NMPOBOAUTH C
HaJJIeXkallel OCTOPO)KHOCTBIO, yUUThIBAsI TOBBIILIEHHBIM PUCK KpOBOTEUEeHHUs. ClIeyeT COOTHECTH

PUCK KPOBOTCUCHUA U HGO6XOI[I/IMOCTB OKCTPCHHOI'0 BMCIIATCIILCTBA. HpI/I HEKJIalmaHHOM
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GubprLIsIIMY IpencepAuii 00bIYHO HEe TPeOyeTCs MPUMEHEHHE «TePAIuy MOCTa» B TEUCHUH 24—
48 4 mocie oTMeHBI anuKcabaHa rnepe XupyprauecKuMi BMEIIaTeIbCTBAMHU.

[Tocne wHBa3MBHOW MPOLEAYPH MM XMPYPTUUYECKOTO BMEUIATENbCTBA MPUMEHEHHE ITpernapara
AIIMKCABAH cnenyer BO300HOBUTH KaK MOXXHO CKOpEE IMPHU YCIOBUU, YTO 3TO JOIYCKAET
KIMHUYECKasi CUTYaIMsl U YCTaHOBHJICS JOCTAaTOYHBIM reMocTtas (MH(popMalyst O KapAHOBEPCUU
npuBeacHa B pasjene 4.2).

BpeMmeHHOE IpekpallleHue Tepanuu

[Ipexpamienne npuMeHeHus1 aHTUKoAryasiHToB, Bkitouas npenapat AIIMKCABAH, o npuunne
aKTUBHOTO KPOBOTEUEHUS, IJIAHOBOW OIMepaIiyl Wi WHBA3UBHOM MPOLEAYPhl YBETUUUBACT IS
naryenTa puck tpombosa. IlepepriBoB B JiedeHUHU crlenyeT u30eraThb, M, €ClM M0 KaKOH-In0o
npuurHe TpeOyeTcs BpPEMEHHOE MPEKpalleHUe AaHTUKOAryJIsSHTHOW Tepanuu IpenapaTom

AIIMKCABAH, ee cneayer BO300HOBUTH Kak MO>KHO CKOpee.

Jleuenue Tpom0Oo03a rinyOokux Bed u TOJIA

He pexkomenayercs 3aMeHATh Tepanuioo HeQpakIMOHUPOBAHHBIM TE€NApMHOM Ha Ipernapar
AIIMKCABAH B mnepuon uHunuanuu Ttepanuu nanueHToB ¢ TOJIA ¢ HecraOuibHON
IeMOJIMHAMHUKOW, BO3MOXHBIM IPOBEIEHUEM TPOMOOIM3UCA MU TPOMOIKTOMHUHU JIETOYHOMH
apTepuu, Tak Kak Oe3omacHOCTh U 3(()EKTUBHOCTh anmukcabaHa B JAHHBIX KIMHUYECKHUX

CUTyalusaX HC YCTaHOBJICHBI.

HaIII/IeHTI)I C OHKOJIOTHYECKHUMM 3200JICBAHUIMU

OddextuBHOCT M Oe3omacHocTh anukcabana mpu nedenunn TI'B, neuenun TOJIA u
npodunaktuke peuuguBupytomux TI'B u TOJIA (nBT3) y mnamueHToB ¢ aKTUBHO

MMpOrpeCcCUpPyromuM 3JI0KAa9€CTBECHHBIM HOB006pa3OBaHI/IeM HC YCTAaHOBJICHBI.

TTareHTEI ¢ TOYeYHOH HEJOCTATOYHOCTELIO

OrpaHu4eHHble KIMHUYECKHUE JTaHHBIE MOKA3bIBAIOT, YTO y MAIIMEHTOB C TSDKEJIBIM HapyIIEHUEM
¢GyHKIMHM TIOYeK (KJIUpEHC KpeaTMHHHAa 15-29 MII/MUH) yBENIWYMBAIOTCS KOHIIEHTPALUU
anukcabaHa B TUIa3Me, YTO MOXET MOBBIIIATh PUCK KpoBoTeueHusd. Jns neuenus TI'B, neuenus
TOJIA n npodunaktuku peruauupyromux TI'B u TOJIA (1BTO) anukcaban y manueHTOB C
TSDKEJIBIM HapylIeHneM (QYHKLIUH MMoYeK (KIMpeHe KpeaTuHuHa 15-29 mi/mMuH) (cM. pas3aenst 4.2,
5.2) cieayeT NpUMEHSTh C OCTOPOIKHOCTBIO.

Jiisg npoduIakTUKM MHCYJIbTAa U CUCTEMHOM 5SMOOJIMM Yy TNAlUEHTOB C HEKJIAlaHHOM
¢ubpumsiuuent npeacepauit (HOII), manueHTOB ¢ TsKENbIM HapylleHHEeM (QYHKIMH IMOYeK
(xnupeHc kpeatuHUHAa 15-29 Mi/MUH) UM MAalMEHTOB C YPOBHEM CHIBOPOTOYHOTIO KpEaTHHHUHA

> 1,5 mr/mn (133 MKMOITB/TT) B coueTaHuu ¢ Bo3pacToM > 80 net mim maccoii Tena < 60 Kr go3a
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anukcabaHa JIOJDKHA ObITh CHMIKEHA JI0 2,5 MT JIBa pa3a B CyTKH (cM. paszen 4.2).

B cBs3M C OTCYTCTBHEM OINbBITa KIMHUYECKOTO NPUMEHEHMs anukcabaHa y TMalueHTOB C
KJIMPEHCOM KpeaTuHUHA < 15 MI/MUH WM HaXOJSIIMXCS HA JIUajn3e MpUeM anukcadaHa B 3TON
TpyIIIie MalMeHTOB HEe PEKOMEHyeTcs (CM. pasnensl 4.2, 5.2).

Tloskmiiple DalMeHThl

C BO3pacTOM PUCK KPOBOTEUCHHUS MOXKET MOBBIIATHCS (CM. pasaen 5.2).

Taxxe onnoBpemenHoe npuMmeHnenue npenapara AIIMKCABAH u ACK y nokuisIx MalueHTOB
TpeOyeT OCTOPO)KHOCTH BBUAY MOTEHIUAIBHO 00JIee BEICOKOTO PHCKAa KPOBOTEUEHHUS.

Macca rena

ITpu manoii macce tena (< 60 Kr) pucK KPOBOTEUCHHSI MOKET HOBBIIIATHCS (CM. pasaen 5.2).

IlanueHTHl ¢ TIeYeHOYHON HEIOCTATOYHOCThIO

[Ipenmapat AIIMKCABAH mnpotuBonoka3aH nanueHTaMm ¢ 3a00JieBaHUEM TEYEHHU, CBA3AHHBIM C

KOAaryJornaTuei ¥ KIMHUIECKH 3HAYMMbIM PUCKOM pa3BUTHsI KpoBoTeueHHs (cM. paszen 4.9).

[Ipenapat HE peKOMEH TyeTCsl IPUHUMATh MAIUEHTaM C TSHKEJIBIM HapyIIeHneM (pyHKIIUH MTeYeHN
(cMm. pasgen 5.2).

[Ipenapar cieayeT NpUMEHATh C OCTOPOXKHOCTBIO y MAIMEHTOB C HAapyIIeHHEeM (DYHKIUH MeYeHN
JerKol U cpenHed cremeHH TspkecTu (ctagus A win B mo kmaccuduxanuu Yaitnga — I1ero)
(cMm. pasnenst 4.2, 5.2).

[TarmeHTH! ¢ MOBBIIEHHBIMH YpOBHSIMH TNedeHOuHbIX GepmeHToB AJIT/ACT > 2 X BepxHel
rpanunel HopMmbl (BI'H) wnm obmero Oumupybmna > 1,5 x BI'H Obuin ucKiIIOUEHBI W3
KJIMHU4ecKuX uccnenosanuil. [loatomy B nannoi nonyssiuuu npenapat AIIMKCABAH crenyer
MIPUMEHSTH C OCTOPOXKHOCTBIO (CM. pazien 5.2).

Ilepen Hawamom mnpumenenuss npenapata AIIMKCABAH Heob6xoaumo  mpoBepuTh

OMOXUMHUYECKHUE ITOKA3aTEIIN (IJYHKI_II/II/I TICYCHU.

Bsaumonericteue ¢ uaruouropamu ruroxpoma P450 u uaruburopamu P-gp

He pexkomennyercs npumenenue mnpenapara AIIMKCABAH y nanueHTOB, MNOMyYaroIuX
OJTHOBPEMEHHO CHCTEMHOE JICYeHHE MOIIHBIMH WHTHOMTOpamu m3opepmenta CYP3A4 u P-
TJIMKOTNPOTEMHA, TAaKUMH KaK aHTUMHMKOTHKM TPYIIBl a30J0B (Hampumep, KETOKOHA30II,
UTPAaKOHA30J, BOPUKOHA30JI M I03aKOHA30JI) W MHTHOMTOpHI mpoteassl BUY  (mampumep,
PUTOHABHp). DTU MpenapaThl MOTYT MOBBICUTH SKCIO3UIINIO allkcabaHa B 1Ba pa3a (CM. pas3jen
4.5) wiu GoJbllie B MPUCYTCTBUU TOTOJHHUTENIBHBIX (PAKTOPOB, KOTOPHIC TAKKE YBEIUYHBAIOT

AKCIIO3UIIUIO anrKcabaHa (HarpuMep, TsHKeIoe HapylieHue (yHKIIUU TTOYeK).

Bsaumoneticteue ¢ naaykropamu nzobepmenra CYP3A4 u P-gp
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OpnoBpemenHoe npumMeHeHnue npenapata AIIMKCABAH ¢ MoOmHBIMEU HMHIYKTOpamu
mzopepmenta CYP3A4 u wunnykropamu P-gp (Hampumep, pudamMmuugHOM, (QEHUTOWHOM,
kapOamMazenuHoM, peHoOapOuTaIOM U TIpenapaTaMu 3Bepo00s TPOIBIPSIBICHHOTO) MOXKET TaKKe
MIPUBOJIUTH K CHUKCHHIO KOHIIGHTpAIMK anukcabaHa B Iuia3me kpoBu (mpumepHo Ha 50 %). B
KIIMHUYECKOM HCCIIEIOBAHUU C YYacTHEM MAIMEeHTOB ¢ (puOpHLIALUel npeacepanii oTMedain

CHIDKCHHE dS(PQPEKTUBHOCTH ¥ TIOBBIIICHHBIA PHUCK KPOBOTCUEHUH TIPH OJHOBPEMEHHOM

MPUMEHEHUHU anukcabaHa U MOUTHBIX HHAYKTOpOB u3odepmenta CYP3A4 u P-gp no cpaBHeHHIO

C MpUMEHEHHUEM anukcabaHa B MOHOTEpaUH.

Crnenyrone peKOMEHJAIMM MPUMEHUMBI K MalUeHTaM, MOJIYYarollMM CHCTEMHYIO Teparuio

MouHbIMU HHrHOUTOpamu m3opepmenta CYP3A4 u P-gp (cm. paznen 4.5):

— C ILENbl0 MPOPHIAKTUKH BEHO3HOW TPOMOOSMOOIMH Yy MAlMEHTOB IOCJE IJIaHOBOTO
SHAOIMPOTE3UPOBAHMS Ta300€JPEHHOT0 UM KOJICHHOTO CyCTaBa, NPO(UIAKTUKH UHCYJIbTa
¥ CHCTEMHOH TpOMOO03MOOJIMH MPU HEKJIAMTAHHOW (UOPUIUIALNY TPEACEPANIA, a TAKKE JIS
npodunaktuku peruauBoB TI'B uw  TOJIA anmkcaban cleayeT MPUMEHSITh C
OCTOPOKHOCTHIO;

- g nedenust TIT'B u TOJIA anukcaban He cieqyeT NPUMEHSTh, TaK Kak 3()pPEeKTUBHOCTD
MOXET OBITh CHIDKEHA.

OnepaTUBHBIC BMEIIATSILCTBA, CBI3aHHBIC C IIEPEIOMOM IIEHKHU 66,[[]3&

D¢ dexTuBHOCTH U 6€30M1ACHOCTH alMKcadaHa B KIMHUYECKUX UCCIIEI0BaHUAX Y MAIIUEHTOB MOCe
OIIEPATUBHOI'O BMEIIATENILCTBA 10 OBOLY IEepeoMa ek Oeapa He oleHuBaIuCh. [loatomy oH
HE PEKOMEHIYETCS JIsl JAHHBIX AIUEHTOB.

Ha6ODaTODHBIe napaMcCTphbl

Brusiare Mexanu3Ma JieiicTBUs annkcabaHa Ha MOKA3aTeNId CBEPTHIBAEMOCTH KPOBH [Hampumep,
nporpom6buHoBoe Bpems (I1B), MHO u aktuBupoBaHHOE YacTUYHOE TPOMOOIIACTUHOBOE BPEMsI
(AYTB)] cOOTBETCTBOBAJIO 0KUIAEMOMY.

HabmtonaBmmecs U3MeHEHHs 3TUX TMOKa3aTellell CBEepTHIBAEMOCTH KPOBU IMPHU IpenojaraeMoi
TEpaneBTUYECKOW J103€ OBLIM HEBEJIMKH M HMMEIM CYIIECTBEHHYI BapHaOelbHOCTh
(cMm. pasgen 5.1).

BrinonHeHne conHaIbHON, DHIUAYPAILHON aHEeCTE3UH WIHM OYHKINKN V HallMEHTOB, MOTYYaIOIINX

aopenapar anukcabaH

[Tpu BBIMOJIHEHUW CIMHAIBHON WM STTUAYPAIBHON aHeCTe3UH MO0 TUAarHOCTHYECKON MyHKITUN
JAHHBIX OOJacTel y TMAIMEeHTOB, IMOJYYAIOIMIUX AHTHTPOMOOTHUYECKHE CPEACTBA C IIENbIO

npoQUIAKTUKA TPOMOOAIMOONIHMH, MMEETCS PUCK Pa3BUTUS AMHUAYPATbHBIX WU CIIHUHAIBHBIX
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remMaToM, KOTOpbIE, B CBOK OY€peb, MOTYT SABJIATHCA NPUUYMHOW CTOMKHMX WJIM HEOOPAaTUMBIX
napanuyei. J[aHHBIH PUCK MOXeT erie 0ojiee BO3pacTaTh MPU UCIOIb30BAHUU YCTAaHOBIECHHOTO
SMUAYPAIbHOTO KaTeTepa B MOCICONEPALMOHHOM EPUOIEC UITH TIPU MapaIeIbHOM TPUMEHEHUU
JIPYTHUX JIEKapCTBEHHBIX CPE/ICTB, BIUSIOLUIMX HA T€MOCTa3. Y CTAHOBIIEHHBIE SMUTypaibHbIEe WIN
cy0apaxHOHIAIbHBIE KAT€TEPhI TOJDKHBI OBITh yTAJIEHBI KAK MUHIMYM 32 5 4 J10 BBEACHUS ITEPBOI
no3el npenapara AIIMKCABAH. Puck taxke MOXET BO3pacTarh IpPU TpPaBMaTHUUHBIX WIIU
MOBTOPHBIX DSMUIYPATbHBIX WU CHUHAIBHBIX NYHKIUSAX. [lallMeHTOB HEOOXOAMMO YacTo
MPOBEPATh Ha MPEAMET MPOSBICHUI U CUMITOMOB HEBpOJOrMyeckoro nedunura (Hampumep,
OHEMEHHME WM CJAabOoCTh B HOTax, NUCQYHKIMS KHUIIEYHWKA WIM MOYEBOro Iy3bips). llpum
0oOHapy’>KEHUH HEBPOJOTHYECKOTO OTKJIOHEHHS OT HOPMBI HEOOXOIMMO MPOBEIEHHE CPOYHOMN
TUATHOCTHKUM W  JedeHus. J[o HelpoakCHalbHOrO BMEIIATENbCTBA Bpadyy  CledyeT
MPOAHAIU3UPOBATh COOTHOIICHHE MOTEHLUAIBHONW TMOJB3bl U PUCKA JAJISl MAIlMEHTOB, KOTOPHIE
MOJTy4al0T aHTUKOATYJISHTHYIO TEPANuio WK OyIyT MOJIy4aTh ee A7 NpopUIaKTHKU TpoMOo3a.
KiuHnyeckuil onpIT npuMeHeHusl anukcabaHa y MalueHTOB C YCTAaHOBJIEHHBIM HHTPATEKAIbHBIM
WIK 3NUIYpalbHBIM KaTETEpPOM OTCYTCTBYeT. B cilyyae HeEoOXOOUMOCTH JNaHHOW CUTYallWH,
OCHOBBIBasICh Ha (hapMaKOKMHETHUYECKUX OCOOCHHOCTSX amukcabaHa, cleayeT coOIroaarh
untepBan B 20-30 9 (T. e. 2 mepuoja MONYBBIBEACHUS) MEXKAY MOCIEIHENH MPUHATON J030i
anukcabaHa M yJalleHHEeM KaTeTepa, TakKMM 00pa3oM, Kak MHHHMMYM OJHa J103a amukcabaHa
JOJbKHA OBITh TPOMYyIIeHa 10 yAaleHus katerepa. Cledyrollyr 103y amnukcabaHa MOXKHO
IIPUMEHSTh HE paHee YeM 4epe3 5 4acoB Iociie u3BieueHus karerepa. Kak u B cimydae co BceMu
HOBBIMU aHTUKOATYJISTHTHBIMH JICKQPCTBEHHBIMH MpeEnapaTaMu, OMbIT MPUMEHEHUsl anukcadaHa
IIpU HEHpOoaKCcUaIbHOW OJI0OKaZie OTpaHUYEH, M IMO3TOMY B TaKOH CUTyallMM CleAyeT cOOJ01aTh
UCKITIOYUTENIbHYIO0 OCTOPOKHOCTD.

BcrnoMmorarennHble BellecTBa

[Ipenmapar AIIMKCABAH conepxxutr nakro3y. IlanmeHtamMm ¢ peako BceTpevaromieics
HACJIe/ICTBEHHON HEeNEepeHOCUMOCThIO TalaKTO3bl, AE()UIIUTOM JIaKTa3bl JIOMAPEeH MM TIIIOKO030-

rajIakTO3HOM MaHBaGCOPGLII/Ieﬁ HC CJICAYCT IPUHUMATh 3TOT IIperiapar.

4.5. B3aumopeiicTBHe ¢ [JPYrMMH JIeKADCTBeHHbIMHM IIpenapataMd W Jpyrue BH/bI
B3aMMO/AEHCTBUA
BausHue 1pyrux npenaparoB Ha papMakOKMHETUKY anukcabaHa

Hneubumopuot uzopepmenma CYP3A4 u P-enuxonpomeuna

KombOunanms anukcabana ¢ kerokoHazoinoMm (B moze 400 mr 1 pa3 B CyTKH), SBISIOIIUMCS
MOITHBIM HHTHOUTOpOM Kak m3opepmenta CYP3A4, tak u P-rmukonporenHa, mpuBOaMiIa K
MOBBIIICHUIO CPEIHEr0 3HAYCHUS IUIOMIAAM IO KPUBOW «KoOHIEeHTpaius — Bpems» (AUC)
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anrkcabaHa B 2 pa3a M CpeJHEro 3Ha4eHUsI MaKcUMaibHO KoHIeHTpalmu (Cmax) — B 1,6 pasa.

He pexomennyercs npumenenue npemnapara AIIMKCABAH y nauueHTOB, MNOMydYarOnux
OJIHOBPEMEHHO CHCTEMHOE JIeYeHHE MOIINHBbIMU uHTHOMTOpamu u3zopepmenta CYP3A4 u P-
TJIUKOTIPOTEMHA, TAaKUMH KaK aHTHUMUKOTHKH TPYIIBl a30J0B (HAampuUMep, KETOKOHA30I,
WUTPAKOHA30JI, BOPUKOHA30Jl W T03aKOHA30J) W HMHruOuTOphl mporeassli BUY (Hampumep,
putoHaBup) (cm. paszen 4.4).

[Ipenapatpl, He OTHOCSIHMECS K MOIIHBIM wHHTHOUTOpamM wu3opepmenta CYP3A4 u P-
[JIMKONPOTENHA (HallpuMep, AUITHA3eM, HaPOKCEH, KIAPUTPOMUIIMH, aMUO/IapOH, BeparnaMull,
XUHUMH), TI0-BUIUMOMY, IIPUBEIYT K MOBBIIICHNIO KOHIICHTPALIMHU allMKca0aHa B IJIa3Me KPOBH
B MeHbllel creneHu. Koppekiusi 103l anukcabaHa MpH €ro KOMOMHAIIMM C JIPYTUMU
npenaparamM, He SBJISIOMIMMUCS MOIIHBIMU MHTHOUTOpamu wu3opepmenta CYP3A4 u P-
TJIMKOTIPOTenHa, He TpeOyercs. Hanpumep, auntuazem (yMepeHHBIH MHTHOUTOp M30(epMeHTa
CYP3A4 u cnaObiii uaruburop P-rmuxonporenHa) B no3e 360 mMr 1 pa3 B CyTKH NPUBOAMI K
noBeleHUIO cpennux 3HaueHud AUC anmkcabana B 1,4 paza u cpenHux 3HadyeHHH Cmax —
B 1,3 paza. Hampokcen (sBinsiercs HMHruOMTOpoM P-rimmkomporenHa, HO He wu30¢pepMeHTa
CYP3A4) npu npumenenuu B 103e 500 mr Boi3biBasl nobleHne cpeqHux 3HadeHu AUC 1 Cmax
anukcabana B 1,5 u 1,6 paza coorBercTBeHHO. Kitaputpomuiiya (MHruouTop P-rimkonporenHa u
MouHbl MHrHOuTOp M3odpepmenta CYP3A4) B noze 500 mMr 2 pasa B CyTKHM NPHUBOIMI K

noBeieHuto cpeqaux 3HadyeHnit AUC u Cmax anukcabana B 1,6 u 1,3 pa3za COOTBETCTBEHHO.

Hnoyxmopwt usopepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabaHa ¢ pudaMnuHOM (MOUIHBIM UHAYKTOpoM m3odepmenta CYP3A4 u P-
TJIUKOTIPOTENHA) TpUBOAWIO K cHKeHHto cpenanx 3HadeHHH AUC u Cnax ammkcabana
npubau3uTenbHo Ha 54 % u 42 % coorBercTBeHHO. [lo-BuaMMOMy, coueTaHue amukcabaHa c
JApyruMH MOILTHBIMU HHIyKTOpamu u3opepmenta CYP3A4 u P-riukomnpoTenHa (B 4acTHOCTH,
¢denuronHom,  kapOamazenuHoM,  ¢eHoOapOHWTarIoM MM [pernaparaMud  3Bepo0ost
MIPOBIPSBICHHOT0) MOXKET TAK)Ke IPUBOINUTH K CHIDKEHHIO KOHIIEHTPAIMK anuKcabaHa B Iia3me
kpoBu (mpumepHo Ha 50 %). Koppekuuu no3pl anukcabaHa mpu ero KOMOMHMPOBAHHH CO
CpeACTBaMH JIaHHOW TPYMIBI HE TpeOyeTcs NMpU Ha3HAUYEHUH M0 MOKa3aHMSAM: MPO(UIAKTHKA
TPOMO03MOOIIHH MOCIIE SHAOIPOTE3UPOBAHUS CYCTABOB, MPO(PUIAKTHKA UHCYIBTOB U CHCTEMHON
TpoMOO3MOOIMK TIpU HEKJIAaMaHHON (QUOPWIIIAIUN TpeacepAuid U npoduiIaKkTHKa perUInBOB
TpoM0O03a ri1y0oKuX BeH, TPOMO0IMOOINY JIETOYHON apTepu, OJTHAKO KOMOMHUPOBATh JaHHbBIE
CpeZCTBa cIelyeT ¢ OCTOPOKHOCTHIO. BO Bpemst mpuMeHeHus JUIsl JIeYeHUsT TPOMO03a TITyOOKHUX

BeH U TOJIA coBMecTHOE NMPUMEHEHHE anuKcabaHa M MOIIHBIX HHIYKTOPOB H30(epMeHTa
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CYP3A4 u P-rnukonpoTenHa He peKOMEHYEeTCs, TaK KaK P 3TOM 3PPEKTUBHOCTh MOXKET OBbITH
cHMXKeHa (cM. paszaen 4.4).

Anmukoaeynaumol, uneubumopul acpecayuu mpomooyumos u HITBI1

B cBs3u ¢ BBHICOKMM PHUCKOM BO3HHMKHOBEHHS KPOBOTEUCHHS OIHOBPEMEHHOE NMPHMEHEHHE C
M0OBIMU JIPYTUMH aHTUKOATYJITHTAMH MPOTUBOINOKa3aHo (cM. pasnen 4.3). [lociie coBmecTHOTO
BBEJICHUS dHOKcanapuHa (OAHOKpaTHO, B qo3e 40 mr) u anukcabana (0JHOKPATHO, B J103€ 5 MT)
oTMeyvalics aJAUTUBHBIA 3 (EKT NaHHBIX JIEKAPCTBEHHBIX CPEACTB HAa aKTHBHOCTH (hakTopa

cBepThiBaHus FXa.

[Tpu3HaKOB (hapMaKOKMHETUIECKOTO HITH (DapMaKOJMHAMUYECKOTO B3aNMOACHCTBUS antnkcabana
C alleTUJICATMIIUIOBOM KUCIOTOM (B 103€ 325 mr 1 pa3 B CyTKH) y 3JOPOBBIX JIIOJCi1 OTMEUEHO HE
obuto. KomOmHMpOBaHue ammkcabana ¢ kionuaorpeioMm (B moze 75 mr 1 pa3 B CyTKH) HIH
coueTaHue kjonuaorpena (75 Mr) v aneTuicaauuuioBoil kuciaotsl (162 mMr 1 pa3 B cyTku) wiun
npacyrpena (60 Mr ¢ mocienyromei 1030t 10 mr oaun pa3 B neHs) B | dase kimHUYECKOTO
UCCIIEIOBaHMS HE MPUBOJMIIO K YBEIMYEHUIO BPEMEHU KPOBOTEUEHUS WM O0Jiee BBIPAXKEHHOMY
YTHETCHHIO arperany TPOMOOLMTOB IO CPABHEHHUIO C MPUMEHEHHEM 3THUX aHTHUArPEraHToB B
MoHoTepanuu. lloBbllieHHe MoOKa3aTeslell CHCTEMbl CBEPTBHIBAHHSA KPOBH (IPOTPOMOMHOBOTO
Bpemenu, MHO u AYTB) coorBercTBOBanio 3(dexkraM amnmkcabaHa Npu MPUMEHEHHH B

MOHOTCpAIInH.

Hanpoxcen (500 Mr), KOTOpBIH SIBJISIETCSI HHTHOUTOPOM P-TIHMKONpOTEHHA, YBEINYMBAET CPEIHUE
3HayeHuss AUC u Cmax anukcabana B 1,5 u 1,6 pa3a cootBercTBeHHO. [Ipn npueme anukcabaHa
Ha0JIl0/1aJI0Ch  COOTBETCTBYIOLLEE IOBBILIEHUE IOKa3aTenaeil cBepThiBaeMocTH KpoBH. He
HaOJIl0/1a7loCh HUKAKUX W3MEHEHMHM BIIMSHUS HAlPOKCEHAa Ha arperamui TpOMOOLUTOB,
UHIYLHUPOBAHHYIO apaxUJIOHOBOW KHCIOTOH, a TakXe HE€ OTMEUYEHO KIMHUYECKH 3HA4MMOIO
YBEITUYEHUS JUIUTENBHOCTH KPOBOTEUEHHUS IIOCIE COBMECTHOTO NPUMEHEHHs anukcabaHa |
HanpokceHa. HecMOTps Ha 3TU JaHHbIE, Y OTJENbHBIX MAIlMEHTOB MOXeT HaOuojaaTbes Oolee
BBIpKEHHBIH (papMakoAMHAMHUYECKUN OTBET IOCJIE COBMECTHOI'O NMPUMEHEHHUs anukcabaHa C
JpYTUMU aHTHArperaHTaMu.

[Ipenapar AIIMKCABAH cnexyer ¢ oCTOpOXKHOCThIO MpUMEHATH onHoBpemeHHo ¢ HIIBII
(BKJIIOYAsl aleTUJICATIMIMIOBYIO KHUCJIOTY), TaK KaK 3TH JIEKapCTBEHHbIE IMpenaparbl OOBIYHO
MOBBIIAIOT PUCK KpoBoTedeHHs. OTMeyanoch CTaTUCTHUECKU 3HAYMMOE MOBBIIICHHE pHCKa
OO0JIBIINX KPOBOTEUEHHH 10 KpUTEepHsIM MexXTyHapOoAHOTo o0IIecTBa Mo TpoMO03y U reMocTasy
(International Society on Thrombosis and Haemostasis— ISTH) npu npuMeHEHUH TpPOWHOM
Tepanuu anmuKcadaHoM, areTuIcaTUIIOBON KucIoTo# (ACK) 1 K1omuIorpenoM B KIIMHUIECKOM
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WCCIICIOBAaHHUH y MAIIIEHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM C BHICOKUM PUCKOM TpoM0O03a U
HECKOJIbBKUMHU  COMYTCTBYIOIIMMH CEpJICYHBIMH M HECepJeUHbIMH 3aboyieBaHusmMu. He
PEKOMEHIYETCSI OJJHOBPEMEHHO MPUMEHSTH APYTUE Mpenaparthl, 1eHCTBUE KOTOPHIX MOXKET ObITh
CBSI3aHO C Pa3BUTHEM CEPhE3HBIX KPOBOTEUCHUI, TAKME KaK: TPOMOOJIUTUYECKUE JIEKAPCTBEHHBIE
CpPEICTBa, aHTaroHUCTHI penentopoB riukonporenHos lIb/I1la, TueHonupumuHel (Hampumep,
KJIIOMIUAOTPENT), TUMUPHUIAMOI, JEKCTPaH U CyIb(PHHITUPA30H.

Kombunuposanue c opyeumu nexapcmeenHviMu cpeocmeamu

He  Obutlo  BBISIBICHO ~ KIMHWYECKH  3HAYUMOTO (apMaKOKMHETUYECKOTO  WJIH
(hapMakoIMHAMUYECKOTO B3aMMOJACHCTBHS amuKcabaHa C aTeHOJIONOM WIN (aMOTHIWHOM.
KomOunupoBanue anukcabana (B mo3e 10 mr) ¢ areHononom (B go3e 100 Mr) He MpUBOIUIIO K
Pa3BUTHUIO KIMHUYECKH 3HAYUMBIX HM3MEHEHHMH MapaMeTpoB (papMaKOKHHETUKH amukcabaHa,
OJIHAKO OHO COMPOBOXKAANOCH CHIKeHHEM cpenHux 3HaueHU AUC u Cmax annkcabana Ha 15 %
u 18 % COOTBETCTBEHHO, 10 CPAaBHEHHUIO C PEXMMOM MOHOTepanuu. HasHauenue anmumkcabaHa
(B mo3e 10 mr) ¢ pamoruauaom (B mo3e 40 mr) He okasbiBasio BiusHus Ha 3HaueHuss AUC wim
Cmax anukcabaHa.

Bausnue anukcabana Ha d)a‘[)MaKOKI/IHeTI/IKV APYIuX JCKAPCTBCHHBIX CPCACTB

B wuccrnenoBanusx in Vitro ammkcabaH He MHrHOMpoBan akTHBHOCTH u3opepmeHToB CYPLA2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 unu CYP3A4 [MHrHOUpPYIOIIas KOHIIEHTPAIUs
(IC50) > 45 MxMoOB/JT] ¥ B TO e BpeMs Ci1ab0 MoAaBisul akTUBHOCTh n3odpepmenta CYP2C19
(IC50 > 20 ™MKMOJB/NT) B KOHICHTPAIlMH, 3HAYUTEIHHO IMPEBBIMAOIIEH MaKCHMAIbHYIO
KOHIICHTPAIUIO MperapaTta B IIa3Me KPOBU NPHU €ro KIMHUYECKOM MpUMEHeHH!. AniKcabaH He
apnsercss uHaykropom uzopepmentoB CYP1A2, CYP2B6, CYP3A4/5 B koHUEHTpauusx 10
20 MKkMONB/11. B cBsI3M ¢ 3TUM OXMJaeTcs, YTO MpPH COBMECTHOM INpPUMEHEHMHM OH He OyJeT
OKa3bIBaTh BIMSAHMS Ha KIMPEHC MpenapaToB, METAOOIU3UPYIOMIUXCS 3TUMH HU30(pEepMEHTaMU.
Kpome toro, anmkcaban He MHTHOMPYET B 3HAYMMOM CTETICHN aKTHBHOCTH P-rimkonpoTenHa.

B uccnenoBanusx y 3M0pOBBIX TOOpPOBOJIBIIEB aMMKca0aH HE W3MEHSUT B 3HAYUMOM CTETICHU
(hapMaKOKMHETHKY TUTOKCHUHA, HAIIPOKCEHA MITH aT€HOJI0A.

Jueoxcun

IIpu onHOBpeMeHHOM mpHeMe anukcabana (B go3e 20 mr 1 pa3 B CyTKH) M JUTOKCHHA (B 103€
0,25 mr 1 pa3 B cyTkm), apmnstomierocs cyoctpatom P-gp, mokazarenn AUC unu Cmax AUTOKCHHA
HE M3MEHsUIMCh. TakuM oOpa3oMm, anukcabaH He HWHTHOWpYyeT TpaHCHOpT cyocTtpaToB P-
TJTIUKOTIPOTEHHA.

Hanpoxcen

OnHOBpeMEHHOE TIPUMEHEHUE OJHOKPATHBIX 103 anukcadbana (10 mr) u Hampokcena (500 mr),
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mmpoko npumensiemoro HIIBII, we Biusino Ha mokazatenu AUC u Cmax HammpokceHa.

Amenonon

OnHOBpEMEHHOE MPUMEHEHHE OJHOKpATHOM 1036l anmkcabana (10 mr) m areHosona(100 mr),
HIMPOKO MPUMEHSEMOro 0eTa-apeHo0I0KaTopa, He U3MEHUIO (papMaKOKHMHETUKY aTeHOJIO0a.
Axmueuposannwiil y2oib

[Tprem akTHBUPOBAHHOTI'O YIJIs yMEHBIIIAET JAeicTBIE anrkcabana (cM. paszen 4.9).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTAUMS

bepemenHocTh

JIaHHBIX O NMPUMEHEHUM anuKcabaHa y OepeMEHHBIX KEHIIMH HeT. Bo Bpems JOKIMHMYECKUX
HCClIeIOBaHUI He OOHAPY>KEHO MPSIMBIX UM KOCBEHHBIX OTPULIATENIbHBIX 3()()EKTOB B OTHOLIEHUN
penpoaykTuBHOM QyHKIMH. [IprMenenne anukcabana mpu 6epeMeHHOCTH MPOTHUBOIIOKA3aHO.
Jlakranus

Her cBesnenuii o BoIBeieHNY anukcabaHa WK ero MeTaboJIUTOB C IPYTHBIM MOJIOKOM Yy Y€JI0BEKa.
CornacHo UMEIOIIMMCS JTaHHBIM UCCIIEIOBAaHUI Ha )KUBOTHBIX alMKca0aH BBIIEISETCS B IPYAHOE
MOJIOKO. B mccnenoBaHusax Ha KpbicaX KOHLEHTpalMs Mpernapara B IPyAHOM MOJIOKE ObL1a BO
MHOT'0O pa3 Bblllie TakoBO# B 1uiazme KpoBH (Cmax mpuMepHO B 8 pa3 Bbiie, AUC npumepHO B
30 pa3 BbIIIE), 9TO MOKET CBHJIETEIHCTBOBATH 00 aKTMBHOM TPAHCIOPTE Mperapara B TPyAHOE
MOJIOKO. PUCK A5 MilaJieH1IeB, HaXOJSAILIMXCSl Ha TPYJAHOM BCKapMJIMBAHHUHU, HE MOXXET OBITH
uckimoueH. [Ipu Heobxomumoctu npumenenus npenapata AIIMKCABAH cnenyer mpuHATH

pelieHre 06 OTMEHE Irpy/IHOro BCKapMJIMBaHUS.

DdepTHabHOCTD

Anukcaban He BIHSII HA q)epTI/IJ'II)HOCTI) B UCCJICAOBAaHHUAX HA ) XUBOTHBbIX.

4.7. BausinMe HA CIOCOOHOCThH YIpPaBJIATh TPAHCIOPTHBIMH CpeEACTBAMHA MU paﬁoTaTb C
MEXaHU3MaMHU
AnvkcabaH He OKa3bIBAET WM OKA3hIBAET HECYHICCTBCHHOC BJIMAHUC HA CIIOCOOHOCTH YOpaBJIATh

TPAHCIIOPTHBIMU CPEJICTBAMH U PaOOTATh C MEXaHHU3MaMH.

4.8. HexkesaTeibHbIe peakuuu

Pesrome mpodwmisa 6e30macHoCTH

YacTeiMM HEXENAaTeNbHBIMA PEAKIUAMH OBLUTM  KPOBOTEUECHHE, KPOBOIOATEK, HOCOBOE
KpPOBOTEYCHHE M TemaroMa (CM. Mpo@uib MOOOYHBIX PEAKIIUNA U WX YaCTOTy IO MOKa3aHUSIM

HIKE).
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TabnuaHoe pE3rOMe HEXKENIaTSIbHbBIX peaKIIUi

[To1 9acTOTOM MOOOYHBIX PEAKIMA HOHUMAETCs: 0YeHb yacTo (> 1/10), gacto (> 1/100, no < 1/10),

HeuacTo (> 1/1000, vHo < 1/100), peako (= 1/10000, Ho < 1/1000), ouens peako (< 1/10000), gactota

HCHU3BCCTHA (Ha OCHOBAaHWHU UMCIOIINXCA JaHHBIX OLICHUTDH HCBO3M0)KHO).

CucTeMHO-OpPraHHbII
KJiace

IIpopuiakruka
BTD y B3pociabix
NALKMEHTOB I0CJIe
IJIAHOBOT'O
IHAONPOTE3UPO-
BaHUs
Ta300€eIpeHHOr o
WIH  KOJIEHHOIO
cycraBa (nBTJ)

IIpoduinakruka
HHCYJbTA U
CHCTEMHOM

IMO0J UM y
B3POCJIBIX
nanueHToB c
HK®II ¢ oauum
WA 0oJ1ee

(paxTopamu pucka
(HK®II)

Jleuenne TI'B wu
TIJIA "
NpoPUIAKTHKA
penHAMBUPYIOLINAX
TI'B n TIJA
(n1BT?I)

Hapywenus co cmoponul cucmemvl Kposu u iuMpamuieckor cucmemsol

Aunemus

Yacto

YacToTa HEU3BECTHA

YacToTa HEU3BECTHA

TpombonuToneHus

Heuacto

YacToTa HEU3BECTHA

YacToTa HEU3BECTHA

Hapywenus co cmoponvl ummynHou cucmemul

(BKJ'IIOLIEUI THUIIOTCH3UIO

BO BpeMs IPOLIEAYPHI)

['uniepuyBcTBUTENBHOCTD, | Penko Heuacto Yacrora Heu3BeCcTHA
aJUIEPTUYECKUH OTEK U

aHaduIakcus

KoxHnslii 3y1 Heuacro Heuacro Heuacto*
Hapywenus co cmoponsl neperoti cucmembi

Bnytpuyepennsie Yacrora HeussectHa | Hewacto Penko
KPOBOU3IIUSAHUS

Hapywenus co cmoponel opeana 3penus

KpoBomsnusanus B TKaHu| Peako Yacto Heuacto

IJIa3HOTO 510JI0Ka (B TOM

YHUCIIE KPOBOU3JIUSHUE B

KOHBIOHKTHBY)

Hapywenus co cmoponul cocyoos

KpoBoreuenus, remaromblr| HYacto Yacto Yacro
AprepuasibHast Heuacto Yacrora HensBectHa | YacrtoTa HEM3BECTHA
TUIIOTEH3US

BuyTtpubpromnoe
KPOBOTEUCHHE

YacroTa HEM3BECTHA

Heuacto

YactoTa HEM3BECTHA

Hapywenus co cmopoHbl ObixamenbHOU cucmemyl, 0p2aHos epyOHO KIemKuU U CpedoCmeHus

HocoBoe kpoBoTeueHue

Heuacto

Yacto

Yacto
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KpoBoxapkanbe Penko Heuacto Heuyacto
KpoBoreuenue u3 Yacrora HenssectHa | Penko Penko
JIbIXaTEJIbHBIX ITyTeH

Hapywenus co cmopoHbl Jiceny00uHo-KuueuHo2o mpakma

TomHoTa

Yacto

YacToTa HEM3BECTHA

YacroTa HEM3BEeCTHA

Kenynouno-kunieynoe
KPOBOTEUYCHHE

Heuacto

Yacrto

Yacto

I'emoppounanbHoe
KpOBOTEYEHHUE,
KpOBOTEYEHHE B

POTOBOM MOJIOCTH

YacroTa HeM3BeCTHA

Heuacto

YacroTa HEM3BECTHA

Hanuuue HensMeHeHHOM
KpOBH B KaJie

Heuacto

Heuacto

Heuacto

PexranbHoe
KpPOBOTEYECHUE,
KpPOBOTEUECHHE U3 JIECEH

Penxo

Yacrto

Yacto

3a0prommHHOe
KPOBOTCUCHHE

YacToTa HEM3BECTHA

Penxo

YacToTa HEU3BECTHA

Hapywenus co cmoponvl neuenu u scenuegoleo0saujux nymetl

IToBeIlIEHUE
aKTUBHOCTH
TpaHCaMUHa3,
TOBBIIIICHHE
aKTUBHOCTH
acrapraTaMUHOTpaHC-
depas3pl, TOBBIIICHHUE
aKTUBHOCTH ramMma-
Iy TaMUJITPaHC-
MENTUI3EI,
MaTOJOTHYSCKHE

HU3MCHCHUA

(GYyHKIMOHATBHBIX P00
NIeYEeHH, MIOBBIIIIEHHUE
AKTUBHOCTH  IIEJIOYHOM
¢docarazpl B KpOBH,
MOBBIIIICHUE
KOHIICHTPALUU

OmMpyOrHa B KPOBHU

Heuacto

YacTtoTa HEM3BECTHA

YactoTa HEM3BECTHA
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HapyweHuﬂ CO CMOPOHbL KOJHCU U NOOKOJICHBIX MKAHEll

KosxHas ceinb

YacToTa HEU3BECTHA

Heuacto YacToTa HEU3BECTHA

Hapywenus co cmoponvl ¢

KeAeMHO-MbIUUEYHOU CUCTEMbL U COCOUHUMETbHOL MKAHU

MpeitieyHoe
KPOBOUBJIUSHUE

Penxo

YacToTa HEM3BECTHA YacroTa HEM3BEeCTHA

Hapywenus co cmoponul nouek u Mouesbigo0auux nymeti

I'ematypus

Heuacto

Yacrto Yacto

Hapywenus co cmoponvl penpodykmugHou cucmemvl U MOJIOYHBIX JHcele3

MexMmeHCcTpyalibHbIE
BarMHaJbHbIE
KpPOBOTEUCHMUS,
YPOI€HUTAJIbHBIE
KPOBOTEYECHUS

YacToTa HEM3BECTHA

Heuacto Heuacto

Obwue paccmpoticmea u HapyueHus 8 mecme 68e0eHUs

KpoBoreuenue B mecte Yacrora HeusBectHa | Hewacro Yacrora HensBecTHa
BBCIACHUA

Jlabopamopuvie u uHcmpymeHmanvHovle OaHHble

[TonoxurenpHas peakuus | Yacrora HeusBectHa | Hewacro Heuacto

IIPY aHaJIU3e Kajla Ha

CKPBITYIO KPOBb

Tpasmsl, unmoxcukayuu u 0CLOHCHEeHUs NPoyeoyp

3akpbITas TpaBMa Yacto Yacto Yacro
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Kposousnusauus u | Hewacro Yacrora HensBectHa | Yacrtora HEM3BECTHA
KpOBOTEUEHHUS]  IOCIE
BBITIOJTHEHUS
WHBa3UBHBIX MPOLEIYP
(B TOM umcIiie TeMaToMa
nociie IpOIEypHI,
KpOBOTEUYECHHE u3
MOCIIeONepalluOHHON
paHbl, TemMaromMa B
obacTu MyHKIAA
cocyia U B MecTe
YCTaHOBKH  KaTeTepa),
HaJIM4ue OTAEIAEMOro
u3 paHsl,
KPOBOM3JIUSHUE B
obmnacTtu pa3pesa (B TOM
yycie TreMaroMa B
obnactu paspesa),
KPOBOTEUYECHHE

BO BpPEMs OIEPAaTUBHOIO
BMEILIATEIbCTBA

TpaBmarnyeckoe Yacrora HensBectHa | Hewacto Heuwacro
KpOBOTEUEHHE,
KpOBOTEUEHHE  I0CIe
IIPOBEJICHUS
IIPOLENYPHI,

KpPOBOU3JIUAHUC B

o0sacTH pazpesa

*He oTMeuanu Cliy4aeB reHepaIn30BaHHOIO KOKHOTO 3y/a B uccienosanuu CV185057 (niaurenbHas

npodunaktika BTI).

[Ipumenenue npenapara AIIMKCABAH mMoxeT ObITh CBS3aHO C TIOBBIIIIEHHBIM PUCKOM Pa3BUTHS
KPOBOTEUEHHH (B TOM YHUCIIE CKPBITHIX ) M3 JIFOOOI0 OpraHa Ui TKaHU, YTO, B CBOIO OYepe/ib, MOXKET
MPUBOJIUTH K Pa3BUTHIO MOCTreMopparnyeckoil aneMuu. CUMIITOMBI, IPU3HAKHU U TSKECTh OyayT

BapbUPOBATHECA B 3aBUCUMOCTHU OT HCTOYHHUKA KPOBOTCUYCHH A U CTCIICHU UJIN PaCIIPOCTPAHECHHOCTH
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KpOBOTEUEHHUSI.

COO6H_I€HI/IC O MOJA03PEBACMBIX HEKEJIATCIbHBIX PCAKIIUAX

Baxxno cooOmiate 0 1ogo3peBacMbIX HEXKENATEIbHBIX PEAKIUIX MOCIe PETUCTPALIMU IIpernaparta ¢
Lenbl0 OOECHeueHUsT HENPEephIBHOTO MOHHTOPHHIA COOTHOUICHHSI «IOJIb3a —  PHUCK»
JIEKapCTBEHHOTO Tpenapara. MeIuuHCKIM pabOTHUKaM PEeKOMEHAYETCs COOOIMIaTh O JHOOBIX
MOJIO3PEBAEMBIX HEXKEIATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO IpernapaTa depe3 HalMOHAJIbHBIC
CUCTEMBbl COOOIIEHUS O HEeXKeNaTeNIbHBIX peakIusiX TrocydapcTB—uieHoB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccutickas ®@eoepayus

denepanbHas ciryk0a 1Mo Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. MockBa, CnaBstHCKasi T1011a/1b, 10M 4, cTp. 1

Tenedon: +7 800 550-99-03

OnextpoHHas noyra: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

4.9. llepeno3upoBka

CumMnromsl

IIpu nepeno3upoBKe BO3pPACTAET PUCK KPOBOTEUEHUH.

B pamkax KOHTpOJIMpPYEMbIX KIMHUYECKUX MCCIEIOBaHUM annkcabaH MpUHUMAJCS MEepOpalbHO
3I0POBBIMH JOOPOBOJIBIIAMU B J103ax 0 S0 Mr/cyTku B TeueHue ot 3 a0 7 muei (25 mr 2 pasa B
CyTKH B TeueHue 7 nHel win 50 mr 1 pa3 B cyTKu B TeueHue 3 JqHeEi); KIMHUYECKU 3HAYMMBbIX
He)XeJaTeNbHbIX 3P PEKTOB MPU 3TOM HE OTMEYANOCh.

Jleuenue

AHTUIOT HEU3BECTEH. B cilydae nepeno3upoBKy JaHHOTO Ipenapara MOXKHO paCCMOTPETh BOIIPOC
O TPUMEHEHUH aAKTUBUPOBaHHOTO yris. IIpm BBeAeHMHM 37A0pPOBBIM  JTOOPOBOJIBIIAM
aKTUBUPOBAHHOTO YIS yepe3 2 U 6 yacoB mocie npuema anukcadana B 1o03e 20 Mr miomaapb moj
KpuBo# «xoHueHTpauust — Bpems» (AUC) ansa anukcabana ymesbmanach Ha 50 % u 27 %
cooTBeTcTBeHHO (Cmax He M3MeHsT0Ch). [lepro 1 moyBeIBeIeH s annKkcabaHa yMeHbImacs ¢ 13,4
no 5,3 u 4,9 yaca coorBeTcTBeHHO. He okmpaercs, 4To NpUMEHEHHE TreMOAMaIn3a IMpH

nepeao3upoBke anukcadbana 0yaeT 3¢ (heKTUBHON MEpPOH.

5. PAPMAKOJIOTMYECKHUE CBOHCTBA

5.1. ®apmakoauHaMHuYecKue CBOiicTBa

dapmakoTepaneBTHUeCKas rpymnmna: AHTHUTpoMOoTHYeCcKHEe cpeAcTBa. [IpsMble HHTHOUTOPHI
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¢dakropa Xa.
Kon ATX: BO1AFO02.

MexaHu3M JelcTBUSI

ArmnukcabaH MpeacTaBiIseT co00W MOIIHBIA TpsiMoi MHruouTop FXa, 00paTuMo M CEIeKTUBHO
ONOKHMpYIOIUI aKTUBHBIA LEeHTp ¢epmenTa. llpenapar mnpegHasHaueH Ui MEPOPATBHOTO
npuMeHenus. g peanusanuu aHTUTPOMOOTHYECKOW aKTUBHOCTH amukcabaHa He TpedyeTcs
Hanuure antuTpoMOuHa lll. Anukcaban mHrHOUpyeT cBOOOAHBIM M CBsA3aHHBIM FXa, a Takxke
aKTUBHOCTH NMPOTPOMOMHA3bl. ANIMKCa0aH HE OKa3bIBAET HEMOCPEACTBEHHOTO MPSMOTO BIUSHUS
Ha arperamuio TPOMOOIMTOB, HO OIMOCPEIOBAHHO WHTHOMPYET arperamuio TPOMOOIUTOB,
WHIYUHMPOBAHHYIO TpOMOMHOM. 3a cYeT MHruOupoBaHUs akTuBHOCTHM FXa anmkcaban

MpeAoTBpaiaeT oOpa3oBaHKe TPOMOMHA U TPOMOOB.

q)aDMaKOIH/IHaMI/ILIGCKI/IC 3d)d)eKTI)I

B pesynbrate nonaBnenus FXa M3MeHsIOTCS 3HAYeHMs IOKa3aTeled CUCTEMbl CBEPThIBAHUS
KpPOBH: YAJUHSIETCS NPOTPOMOMHOBOE BpeMsi, aKTUBUPOBAHHOE YAaCTHMYHOE TPOMOOIIIACTHHOBOE
BpeMs (AUTB) u npoucxoauT yBeauueHHEe MEXIyHapOJHOIO HOPMAJIM30BAaHHOI'O OTHOLICHHUS
(MHO). U3menenust 3Tux nokasaresieil nmpu NpUMEHEHUH Iperapara B TEpareBTUYECKOH 103e
HE3HAYUTENIbHbI U B OONbIION cTeneHu BapuadenbHbl. [lo3TOMY MCMONb30BaHHE MX C LENbIO
OLIEHKHU (papMaKOJMHAMUYECKOIN aKTUBHOCTH anuKkcabaHa He peKoMeHayeTcs. B Tecte renepanuu
TpoMOMHa anuKcaOaH CHIKAJ SHOT€HHbIA TPOMOMHOBBIN MOTEHIMAJ — IOKa3aTelb 00pa30BaHus
TpoMOUMHa B I1a3Me KpoBH yenoBeka. MHrubuposanue anvkcadanom aktuBHocTH FXa nokaszaHo ¢
MTOMOIIIBIO XPOMOTEHHOTO TeCTa C UCTOJIb30BaHueM remnapuna Rotachrom. M3menenne antu-FXa-
aKTUBHOCTH IPSMO MPOMOPLHUOHAIBHO MOBBIIEHNIO KOHLIEHTPAIMK anuKcabaHa B Ija3Me KpoBH,
IIPU ATOM MaKCUMaJIbHbIE 3HAUEHUS aKTUBHOCTH HAOJIOJAI0TCS MTPU JOCTHKEHUHU MaKCUMaIbHON
KOHIIEHTpalluu anukcabaHa B miazMe KpoBu. JInHeitHas 3aBUCMMOCTh MEXIy KOHIEHTpaluen u
aHTH-FXa-akTHBHOCTBIO anukcabaHa perucTpUpPyeTCs B HIMPOKOM JHara3oHe TeparneBTUYECKUX

7103 Tpenapara.

Hsmenenusa antu-FXa-akTHBHOCTH Ipru U3MCHCHHUH NO3bl U KOHLCHTPAIIUN ankcabaHa Ooiee
BBIPpa’>KCHBI U MCHEC BapI/Ia6eJ'II)HI)I, YEM II0Ka3aTCJIn CBEPTHIBAHUA KPOBU.

Knnanueckas 23 dekTHBHOCTE M 0€30IMaCHOCTD

B tabnune 2 noka3aHsl penojaraéMble paBHOBECHbIE KOHLIEHTPAIMH U aHTU-FXa-akTHBHOCTh
npu npumeHenun npenapata AIIMKCABAH no kaxaoMy H3 Moka3aHuil. Y THalleHTOB,

MOJIyYalOIIMX anukcabaH Tocjie IUIAHOBOTO SHAOMPOTE3UPOBAHUS Ta300€APEHHOr0 WIIU
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KOJIEHHOI'O CyCTaBa, OTHOIIEHHE MAaKCUMaJIbHOIO W MHHHMAJIbHOIO YypOBHs aHTU-FXa-
AKTUBHOCTH B MHTEpPBAJIE MEXAY IPUEMOM J103 Ipenapara He npesblmaer 1,6. YV manueHTos,
MOJIYYAOIIMX alMKcabaH 1o MoBo1y NpoUIaKTUKU UHCYIIbTA U CUCTEMHOM TpoMO03MO0INY TPU
HeKJIanaHHOW (GUOPWIUIALMU Tpeacepauil, NaHHOE OTHOILIEHUE cOocTaBiser MeHee 1,7, a y
MAIMEeHTOB, TMOJYYalOIUX anukcabaH IO MOBOAY JIEYEHUS TpoMOo3a TIyOOKMX BEH U

po(UIAKTUKH PEIIUINBOB TPOMOO30B TITyOOKHX BEH, — MEHee 2,2.

Tabmuma 2. Ilpenmnonaraemple paBHOBECHBIC KOHIIGHTpAlMu (HI/MJ) W aHTH-FXa-akTHBHOCTH

(TU/mm)

Anukcadan Anukcadan AHTH-Xa- AHTH-Xa-

(Cmax) (Cmin) AKTHBHOCTH AKTHBHOCTH
anukcadaHa anukcadana
(Max) (Min)

[TpoduiakTuka BEHO3HOM TPOMOOIMOOIINY Y ALIUEHTOB IOCIE IIAHOBOIO
9H/I0NPOTE3UPOBAHUS Ta300€JPEHHOTO WIIHM KOJIEHHOT'O CyCTaBa

25Mr 2pasa B| 77 [41, 146] 51 [23, 109] 13[0.67,2.4] | 0.84[0.37, 1.8]

JICHb
[TpodunakTrka MHCYJIBTOB U CUCTEMHOM TPOMOOIMOO0IINY Y MALMEHTOB ¢ GUOpHILISLIHEH
npeacepaui

2,5Mr2pasas | 123[69,221] | 79 [34, 162] 1.8[L.0, 3.3] 120,51, 2.4]
JICHb

5T 2 pasa B 171091, 321] | 103[41,230] | 2.6 [L.4, 4.8] 15[0.61, 3.4]
JICHb

Jleuenue TpomboIMOOITHH

2,5Mr2pazas | 67[30, 153] 32 [11, 90] 11[0.47,24] | 051[0.17, 1.4]
JICHb

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

10mr2pasas | 251 [111,572] | 120 [41, 335] 4.0 [1.8, 9.1] 1.9 [0.65, 5.3]
JICHb

* KoppeKTUpOoBKa /10361 COrTIACHO KPUTEPHSM CHIDKEHHs 10361 B uccienosanun ARISTOTLE.

Ha ¢one tepanuu ammkcabanom He TpeOyeTcs NPOBEIACHHS PYTUHHOTO MOHUTOPHHTA €ro
AHTHKOATyJIAIMOHHOTO 3 (deKTa, 0OJHAKO BBITOJHEHNE KaTHOPOBAHHOTO KOJIMYECTBEHHOTO TECTa
aHTH-FXa-akTHBHOCTH MOXET OBbITh MOJE3HBIM B CHUTyaIUsX, KOrja WH(popMamus O HATUYUU
anuKcabaHa B KPOBH MOXET OBITh MOJIE3HA ISl IPUHSATHUS PEIICHUs O TPOJIO0JDKEHUH Tepanuu. B
cpaBHeHUH ¢ BapdapuHOM Ha (OHE MPUMEHEHMs anuKcabaHa OTMEYAETCs MEHBIIEE YHCIIO

KpOBOTEUYEHH, BKIIIOUasi BHYTPUUYEPEITHOE KPOBOU3IIUSHUE.
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5.2. GapMaKOKHHeTHYeCKHUe CBOMCTBA

AOGcopOrus

AOcooTHas 6nogoCcTynHOCTh anukcabana gocturaet 50 % mpu ero npuMEeHEHHH B J103aX 10
10 mr. AnmkcabaH OBICTPO BCACBHIBACTCS M3 HKEIIYJOUYHO-KUIIEYHOTO TPaKTa, MAKCUMAJIbHAS €T0
koHIeHTpanus (Cmax) mocTuraercs B TedeHue 3—4 4 rmocie nepopaibHoro npueMa. [puem mumm
HE OKa3bIBaeT BIIMSHHUS Ha 3HAUEHUS IMOKa3aTelel IJIOMAAu TOJ KPUBOH «KOHIICHTpAIUS —
BpeMs» (AUC) mnn Cmax anmkcabana. ®apMakoKWHETHKA anvKcabaHa s 103 g0 10 mr umeer
JUHEWHBIN xapaktep. [Ipu npueme anmkcabaHa B J03aX BBIINIE 25 MI' OTMEUAETCSl OIpaHUYEHUE

BCaCbIBaHMA IIpEriapara, 4To COIMPOBOKAACTCA CHUKCHUCM €TI0 6I/IOIIOCTYHHOCTI/I.

[Toxazarenu mertabonu3ma anukcabaHa XapaKTEPU3YIOTCS HMU3KOM WM yMEPEHHOW MeX- U
BHYTPUMHMBHYyaJIbHONH BapHaOeJbHOCTBIO (COOTBETCTBYIOIIME 3HAueHUs Kod(p¢uimeHra

Bapuanuu coctaBisaoT ~20 % u ~30 % COOTBETCTBEHHO).

[Tocne mepopanbHOTO MpHieMa anrkcabana B go3e¢ 10 Mr B B 2 H3MEIBUYEHHBIX TaOJIETOK 110 5
MT, pa3BefieHHbIX B 30 MI BOJBI, SKCIIO3UIMS MpernapaTa Obljla COMOCTaBUMa C TaKOBOM TOCIIE
NEPOPAIBHOTO MpHeMa 2 IEeNbIX TalleTok anukcabana mo 5 mr. Ilociie nepopaiabHOro mpueMa
anukcabana B f03e 10 mr B Bue 2 u3MenbyeHHBIX TabneTok mo 5 mr ¢ 30 r 101049HOrO MIOpe
3Ha4eHNs Cmax 1 AUC Ot Ha 21 % 1 16 % cOOTBETCTBEHHO HMKE, UM TIOCIIe TIprueMa 2 [EebIX

TaOJIETOK 1O 5 MT.

[Tocne BBeneHus yepe3 Ha3oracTpajdbHBIN 30H/ M3MEIbUEHHOM TabJeTku amukcabaHa B J103€ 5
Mr, pa3BeneHHON B 60 Mr 5 % BogHOro pactBopa aekctposbl (5/IB), skcnosuius anukcabana
OblJa comocTaBUMa C TaKOBOHM, HaOJIOJaBIIEWCs B JPYTHMX KIMHUYECKUX MCCIETOBAaHUAX C
y4acTUEM 3JI0pPOBBIX JOOPOBOJIBIEB, MOJYUHBIIUX OJHOKPATHYIO 103y anukcabaHa 5 MI BHYTpb

B BHUJIE TA0JIETKU.

Pacrnpenenenue

Ces3p anukcabana ¢ OenkaMy IUIa3Mbl KPOBH YEJIOBEKA COCTABIsIET mpuOau3utensHo 87 %,

o6bem pactipenenenus (Vss) — npubau3uTeasHo 21 1.

Buorpancdopmarnus

O-neMeTHIINPOBaHKUE U TUAPOKCUIMPOBAHHE MO 3-OKCOMUIEPUTUHIIOBOMY OCTATKY SIBIISIOTCS
OCHOBHBIMHM IyTsIMH OuoTpaHchopmanuu anukcabaHa. AmnukcabaH MPEUMYIIECTBEHHO
MeTtabonusupyercs ¢ yuactueM nzodepmernra CYP3A4/5, B MeHbIIei creneHn — n30(hepMEeHTOB
CYP1A2, 2C8, 2C9, 2C19 u 2J2. HeusMmeHeHHbIil anmukcadaH SIBISIETCS OCHOBHBLIM BEILIECTBOM,

LUPKYJIUPYIOIIMM B IUIa3M€ KPOBM YEJIOBEKA, AKTUBHBIC LUPKYJHUPYIOLIUE B KPOBOTOKE
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MeTa0OJIUThl OTCYTCTBYIOT. Kpome Toro, ammkca®aH SBISETCS CyOCTpaToM TpPaHCIIOPTHBIX

0enkoB, P-rmukonpoTenHa u 6enka pe3ucCTeHTHOCTH paka MoJiouHoH kene3bl (BCRP).

OIMMUHALKSA
[Tpubmm3utensHo 25 % NPUHITONW 03Bl BBIBOAUTCS B BHAEC MeTab0nmuTOB. OCHOBHOM IyTh
BBIBE/ICHUS — Yepe3 KHUIeYHUK. [louednas sKkckpenus anukcabana COCTaBIseT MPUOTU3UTEIHEHO

27 % ot ero o0I1Iero KIUpeHca.

OOmmit KMpeHe anmukcabaHa COCTABISET MPUOIU3UTENHLHO 3,3 J1/4, Epuo] NOTYBBIBEICHUS
(T1/2) — oxomo 12 4.

Oco0ble rpynnbl NalMeHTOB

HaHI/IeHTI)I C HApVIICHUCM d)VHKHI/II/I IIOYCK

Hapymenne ¢yHKIMM TOYeK HE OKas3bIBaeT BIHMSHUA Ha MaKCUMAaJIbHYIO KOHIIGHTPALUIO
anukcabana. OJTHaKO OTMEYaIOoCh MTOBBIIIEHNE KOHIIEHTPALUHU aluKcabaHa, KoppelaupoBaBlIee co
CTEINEHbI0 CHUKEHUS (PYHKLIMU MTOYEK, OLIEHUBABIIEHCS M0 3HAUCHUSIM KIMpPEHca KpeaTUHHUHA. Y
JIMII C HapyIIeHneM (DyHKIIHH ITOYeK JIETKON (KJIMpeHe KpeaTHHUHA — 0T 51 Mr/muH 10 80 Mr/MuH),
cpenneit (kmupeHc kpearnauHa — oT 30 Mr/mMuH 10 50 MIr/MHH) U TSOKEIIOW CTETICHH (KJIMPEHC
KpeaTuHUHa — OT 15 mr/muH no 29 mr/mun) 3Hadenuss AUC amnmkcabaHa B miia3mMe KpPOBH
Bo3pactamu Ha 16 %, 29 % u 44 % COOTBETCTBEHHO IO CPABHEHMIO C JINLIAMHU, UMEBLIMMH
HOpMaJbHbIE 3HAUYEHMs KIMpEeHca KpeaTWHHHA. llpu 3TOM HapyuieHue (QyHKIMM TMOYEK He
OKa3bIBAJIO OYEBUIHOIO BIMSHUS HA B3aUMOCBS3b MEXK/1y KOHIIEHTpaIMell anrkcabaHa B Mia3Me

KpOBH U €ro aHTU-FXa-akTuBHOCTHIO.

HccnenoBanus amnukcabaHa y MHalleHTOB C KJIMPEHCOM KpeaTMHHMHa MeHee 15 mMr/mMuH umm

HaxOoJAIKXCs Ha AUajIn3€ HE IMTPOBOANIINCE.

HaHI/IeHTBI C HApVIICHUEM d)VHKHI/II/I IICYCHU

HccnegoBanus annkcabaHa npu TSKEJIOH IIeYeHOYHOM HEIOCTAaTOYHOCTH U aKTUBHOM MAaTOJIOTHH

FCHaTO6I/IJ'II/IapHOI7I CUCTCMBI HEC TPOBOJUIIUCH.

He 6pb1710 BBISIBIICHO 3HAYMMBIX U3MEHEHUH TapaMeTpoB (apMaKOKMHETHKH U hapMaKOINHAMUKHI
Ipy OJHOKPAaTHOM TMpHeMe amukcabaHa B 03¢ 5 Mr y TMAalUeHTOB C TEYEHOYHOU
HEJ0CTATOYHOCTHIO JIETKOM U Cpe/IHel CTeTNeHH BhIpakeHHOCTH (Kiacchl A 1 B o knaccudukanum
Yaitnna — [1pf0 COOTBETCTBEHHO) MO CPAaBHEHMIO CO 3I0POBBIMHU J0OpOBOJbIIaMH. 3mMeHeHus
anTu-FXa-akrusHoctrt ¥ MHO y manieHTOB ¢ IEYeHOYHOM HEJOCTATOYHOCTHIO JIETKOHM U CpeaHei

CTCIICHU TAXKCECTHU U 3JOPOBBIX I[O6pOBOJ'IBHCB OBLIN COMMOCTAaBUMEL.
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JInna mosKuJioro Bo3pacra

VY nainueHToB MOXKWIOrO Bo3pacTa (cTapiie 65 JieT) oTMe4anuch 0ojiee BBHICOKHE 3HAYCHHS
KOHIIEHTpALlMK Mpernapara B [a3Me KpoBH, 4eM y 60Jiee MOJIOIbIX MAIllMeHTOB: CpeHee 3HAUCHUE

AUC 6bu10 npubnusurensHo Ha 32 % BeIIIe.
Ioxn
Okcno3unus anukcadana y keHIuH Oblia Ha 18 % BeImIe, yeM y My»K4uH.

Paca u 3THHYECKOE IIPOUCXOKJICHHUE

Pe3ynbraThl, nonydeHHble B paMkax uccienoBaHuil | ¢asbl, cBUIETENBCTBYIOT 00 OTCYTCTBUM
3HaYMMBbIX pa3ianuuil (apMaKOKMHETHKH anMkKcabaHa MEXAy MpeICTaBUTEISIMH €BpPOICOUTHOH,
MOHTOJIOWZHON M HETrpouaHON pac. Pesynprarel aHann3oB (hapMaKOKWHETHKH B Pa3IHYHBIX
MOMYJISALUAX, BBIIOJHEHHBIX B paMKax IPOrpaMMbl KIIMHUYECKUX HCCIIEIOBaHUN anukcabaHa,
BKJIFOYABIIUX MAIMEHTOB, IOJIyYaBIIMX anukcabaH IOCie IJIAHOBOTO 3HJONPOTE3UPOBAHMS
Ta300€pEHHOr0 WM KOJIEHHOTO CyCTaBa, B 1IEJIOM COOTBETCTBYIOT pe3ysbTaTaM HccieqoBaHui |

(a3l

Macca tena

VY manueHToB ¢ Maccoii Tena 6onee 120 Kr KOHIEHTpalus anukcabaHa B MJIa3Me€ KPOBHU ObLia
npuomu3uTeNnbHO Ha 30 % HIDKE, YeM y TaIMEHTOB ¢ MacCo# Tea oT 65 Kr 10 85 Kr; y marueHToB
¢ Maccoit Tena meree S0 KT JaHHBIN MOKa3aTellb ObUT mpuOm3uTensHo Ha 30 % BhIMIE.

3aBHCHMOCTh IapaMeTPOB d)aDMaKOKI/IHeTI/IKI/I n d)aDMaKOHI/IHaMI/IKI/I

3aBHCUMOCTh MEXKAy Iapamerpamu (papMakoKuHeTHKH/ (apMakoJUHAMUKA (B TOM 4YHCIIE
antu-FXa- aktuBaocty, MHO, mnporpomOuHoBoro Bpemenu, AUTB) amukcabana u ero
KOHIICHTpalKel B T1a3Me KPOBU ObLIa M3ydeHa JUTsl ITUPOKOTo Auana3ona o3 mpemnapara (ot 0,5
mr o 50 mr). beuto mokasaHo, YTO 3aBHCHMOCTb MEXJY KOHIIEHTpaluel amukcabaHa u
aKTUBHOCTBhIO FXa Haumydmmm oOpa3oM ONMUCHIBAETCS C HMCIIOJIB30BAaHUEM JHMHEHHOW MOJIENH.
3aBHCHMOCTh napaMeTpoB  (apMakOKMHETUKM W (apMakoAMHAMHUKM  amukcabaHa,
OIICHUBABINIASACS y TAIMEHTOB, MOJYYaBIINX anmukca0aH B KauHWYecKux uccienoBanusx Il u 111
(ha3bl, COOTBETCTBOBAJIA TAKOBOM Y 37I0POBBIX JOOPOBOJIBIIEB.
eTH

AITMKCABAH He noka3zaH aetsm (cM. pasaensl 4.2, 4.3).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHbIX BelleCTB

AITMKCABAH, 2.5 mr, TaOJIETKH, MOKPBITHIE ILICHOYHON 000J0YKON
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JlakTo3a 6e3BoiHAs

enmrono3a Mukpokpucramnyeckas tum 101
Kpockapmennosza Hatpust

Hatpus naypuncynbdar

Maruus creapat

I'omosas cmecw 015 nieHOUHOU 00010YKY Jicenmas
I'unpomennosa 15 cps

Jlakro3a

Turtana guokcun (E171)

Tpuanernn

Kpacutens xene3a okcun xentoiii (E172)

AIIUKCAFBAH, 5 mr, TabieTKHU, ITOKPBITHIE INIEHOYHOU 000JIOYKOMU

JlakTo3a 6e3BoHAs

[enmrono3a Mukpokpucramnyeckas tum 101
Kpockapmenno3a Harpus

Hatpus naypuncynbsgat

Marnus creapar

Tomosas cmecv 0151 nieHouHOU 000104KU KPACHAS
I'unpomenosa 15 cps

JlaxTo3a

Turana guokcuna (E171)

Tpuauernn

Kpacutens xxene3a okcun kpacHsiii (E172)
6.2. HecoBMecTHMOCTDH
He npumenumo.

6.3. Cpok roaHocTH (CPpOK XpaHeHus )

2 rona.

JlexapcTBeHHOE BellecTBO B H3MenbueHHbIX TaOnerkax npenapara AIIMKCABAH coxpanser

CTabMIIbHOCTH B BoJE, 5 % nexcrpose (5/IB), s10109HOM COKe H SOT0YHOM IMIOpe 10 4 4acoB.

6.4. Oco0Oblie MepbI MPEAOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTh TIpH Temrneparype He Boie 25 °C.
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6.5. XapakTep u coaep:kaHHe NEPBHYHOI YIIAKOBKHU

ITo 10 TabJIETOK B KOHTYPHYIO STYEUKOBYIO YIIAKOBKY u3
NOJUBUHWIXJIOpUIHOW/onuBHUINAeHXTopuaHoH  (IIBX/TIBAX) tuienkn u  ¢onbru
AJTIOMUHHUEBOM.

ITo 2 uiu 6 KOHTYPHBIX SYEHKOBBIX yMakoOBOK 1O 10 TabJIETOK BMECTE C JIMCTKOM-BKJIAJIBIIIEM

IIOMEIIAOT B KAPTOHHYIO ITAYKY.

6.6. Oco0Oble Mepbl NPeI0CTOPOKHOCTH MPU YHUYTOKEHHUH UCIOJIb30BAHHOI0 JIEKAPCTBEHHOT 0
npenapara WjiH OTXO/0B, MOJYYeHHBIX MOCJe MPUMEHEHHUsI JeKAPCTBEHHOI0 mpenapara, u

Apyrue MaAaHMIYJSIIUHU € NPenapaTomM

Oco0ble TpeOOBaHUs OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA
Poccuiickas @enepanus

AO «AJINYM»

142279, MockoBckas o6u1., T. Cepmyxos, . O6oneHck, Tep. Kpapran A, a. 2.
Tenedon: +7 (495) 646-28-68

OnektponHas mouta: info@binnopharmgroup.ru

7.1. IIpeacTaBuTENb AEPKATE/ISI PETHCTPAIIMOHHOIO YI0OCTOBEPEeHHUS

IIperen3un norpeduTene HanIPaBIATh 110 AAPECY:

Poccuiickas ®Penepanus

AO «AJIMYM»

142279, MockoBckas o6u1., T. Cepmyxos, . O6onenck, Tep. Kpapran A, a. 2.
Tenedon: +7 (495) 646-28-68

DnekTpoHHas mouta: info@binnopharmgroup.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. JATA TIEPBOM PETUCTPAIIMA (MMOATBEPKIEHHUSI PETHMCTPALIUH,
MEPEPETHCTPAILINN)

JlaTa nepBOii perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
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Obmas xapaktepuctuka JekapctBeHHoro mnpemnapara AIIMKCABAH nocrynmna Ha wuH-
dbopMaiimoHHOM  mopTane EBpa3suiickoro HSKOHOMHYECKOTO CO03a B  HH(DOPMAIIMOHHO-

KOMMYHHUKaIMOHHO# cetn MuTepHert: http://eec.eaeunion.org/.
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