KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHUA INTPOAYKT
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Excabnok 60 mg (]JunMH[iaHH TabJIETKH
Exablok 60 mg film-coated tablets

2. KAYECTBEH U KOJITHMYECTBEH CbCTAB

Excabnok 15 mg duamupanu tabnetku

Besika hunmupana tabnetka cbabpika eaokcaban To3unat MoHoxuapar (edoxaban tosilate monohydrate),
eKBHUBaJIeHTeH Ha 15 mg enokcaban (edoxaban).

ITomowHo eujecmso ¢ u3ecmHo Oelucmeue:
Beska ¢unmupana tabnerka cbabpxa 63,69 mg nakro3a (KaTo MOHOXHApPAT)

Excabnok 30 mg duamMupanu tabieTKu
Besika ¢puiimupana Tabnetka cbabpxka ejokcadban Tozunar MoHoxuapat (edoxaban tosilate monohydrate),
ekBuBasieHTeH Ha 30 mg enokcadaHn (edoxaban).

[lomowno eewyecmaeo ¢ u3BeCmHo Oeucmaue.
Besika ¢punmupana tabnetka cbabpxka 127,39 mg nakrosa (KaTto MOHOXHApAT)

Excabnok 60 mg ¢puimMupanu tabieTku
Besika punMupana Tabnetka cbabpika eaokcadan Tozunat MoHoxuapar (edoxaban tosilate monohydrate),
ekBuBasieHTeH Ha 60 mg eaokcadbaH (edoxaban).

[Tomowgno sewgecmao ¢ u3zgecmuo Oeucmaue.
Beska punmupana tabsetka cpabpka 254,77 mg nakro3a (KaTo MOHOXHpAT)

3a NbJIHUA CIIUCHK HA MMOMOLIHUTE BElLIECTBA BUKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana radbnetka

Excabnok 15 mg duamupanu TabaeTku
CBeTJIOOpaHKeBH, KPbrian GUIMHPaHU TaONETKH (¢ AHaMeTBp NpubH3uTenHo 6,4 mm) ¢ BUTbOHATO
penedHo oznauenue "TV" ot eaqnara ctpana v " 15" ot Apyrara cTpaHa.

Excabnok 30 mg duaMupaHu TabaeTku
Po30BH, Kpbriin GuaMupaHu TabneTku (¢ AnaMeTbp Npuoan3uTeaHo 8,5 mm) ¢
o3HaueHue “TV™ ot eqHara ctpana v “30” oT aApyrara cTpaHa.
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Excabnok 60 mg ¢unmupanu Tabnetky
YKbnTH, kpbrau duamupany TabaeTku (¢ anameTsp npubausutenso 10,5 mm) ¢ BanbOHaTO penedno
o3HayeHHue “TV" oT eaHaTa cTpana u 60" oT ApyraTa cTpaHa.

4. KIAHUYHU JAHHH

4.1 TepaneBTHUYHH HOKA3AHHS

Excabnox e nokazaH 3a npoHIAKTHKA HA HHCYAT U CUCTEMHA eMOO0/IHA NPH Bb3PACTHH MALHEHTH C
neraanHo npeachpano MmkaeHe (HKIIM), ¢ eaun nnn noseve pHckoBH GakToOpH KaTo 3acTofiHa
CbPACYHA HENOCTATHYHOCT, XHNEPTOHUS. Bb3pacT > 75 rOAUHH, 3axapeH AnadeT, npeAecTBall HHCYT
HJIH TPAH3UTOPHA HCXeMHUHa aTaka { THA).

Excabnok e nokasaH 3a NeueHne Ha Abi0oka BeHo3Ha Tpombo3a (JIBT), 6enoapobHa emGonus (BE) 1 3a
npodnakTika Ha peunausupalln JIBT v BE npu Bb3pacTHH (BX. Touka 4.4 33 XeMOJHHAMHYHO
HecTaOHITHH NauneHTH ¢ bE).

4.2 Mo3MpoBKa H HAYHH HA MPHJIOKEHHE

Ho3upoBka

Ipourakmura na uncyam u cucmemud emMo0.aus
[lpenoprunTtenHara no3a ¢ 60 mg enokcaban Be/INbK JHEBHO.
Jleyenunero ¢ epokcadan npn naudeHTn ¢ HKIIM TpsibBa na 6bae npoabaxuTeHO.

Sevenue na BT, aevenue na BE w npodhuwraxmuxa na peyuousupawgu /IBT u bBE (8enosna
mposmboemooinus, BTE)

[Mpenopbuntenuara go3a e 60 mg enokcabaH BeAHBXK AHEBHO ClEA MbPBOHAYAIHA yNnoTpeda Ha
napeHTepaneH aHTHKOAryJiaHT 3a noHe 5 AHH (BXK. Touka 5.1). EnokcabaH H nbpBOHAYaNHHAT
NnapeHTepaAIEeH aBTHKOArynaHT He TpadBa na ¢e NpHnarat e JHOBPEMEHHO.

[TpoabnkUTENHOCTTaA Ha TepanuiaTa 3a neuenne Ha ABT v BE (BTE) u 3a npodunaktrka Ha
peunauBupaia BTE, Tpabea aa 6bae onpeseneHa HHAMBHAYANTHO Cile]l BHYMAaTENHA NPEUCHKA Ha
Non3ara OT NEeYEHHETO CIPAMO PHUCKA OT KbpBeHe (BX. Touka 4.4). Kparkara rnpoaAbnXHTENHOCT Ha
TepanugaTa (Haii-manko 3 Meceua) TpaOBa a ce OCHOBaBa Ha NPexXo/HH pUCKOBH akTopu (Hamp.
CKOpOLLHA XUPYPruuHa Hameca, TpaBMa, UMOOKIHINpaHe), a No-roasamMaTa NnpoAbKUTENHOCT TpAOBa Aa
C€ OCHOBABA HA MOCTOAHHMY PHCKOBU (hakTOopH UnK wanonaTuudy JIBT wnu bE.

3a HKITIM u BTE npenopwuntennarta ao3a € 30 mg eaokcabaH BeAHDLXK AHEBHO NPH NALHEHTH C €HH
HJIH MOBeYe 0T CACAHUTE KNHHUUYHH PaKTOPH:

. yMEpeHa WM TEKKa CTeneH Ha ObOpedHo yBpexaaHe (KpeaTHHHHOB KnHupbHC (CrCL)
15-50 ml/min)
. HUCKO TenecHo Tero < 60 kg
. eqHOBpeMeHHa ynoTpeba Ha cieJHHTe HHXHOMTOPH Ha P-rnlikonporenH (P-gp): uMKI0CNOpHH.

APOHENapOH, CPHTPOMHUHH HIH KETOKOHA30/1.
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Ta6anna 1: O606menue Ha go3upoBkata npu HKIIM u BTE (IBT u BE)

O06001IeHH HACOKH 32 1I03HpaHe

[ IpenopbunTEIHA 1034

60 mg eokcabaH BeIHbXK JIHEBHO

ﬂpenopbka 34 1034aTa 3a NauueHTH C €1HH HJIH NMOBEYE OT CJICJAHHTE KJIHHHYHH d)al{TU]JHZ

bbOpeuHOo yBpekaaHe

Vmepeno meacko wiu medxncko
(CrCL 15-50 ml/min)

Hucko TenecHo Terjio

< 60 kg 30 mg enokcabaH BE€JIHbK JHEBHO

Muxubutopu Ha P-gp

L{uxrocnopun, oponeoapon,
lepumpomMuyuH, KeMoKoHa3oJl

IIponycnama oo3za

AKO ce nponycHe a03a efnokcabdaH, 1o3ara TpsOBa jaa ce npueme He3abaBHO M Clle/l TOBA Ha Clle/iBallMs
JIEH J1a Ce MPOABL/IKH C €IHOKPATEH IHEBEH NpHEM, KaKTo ce npenopbusa. [launeHTsbT He TpsaOBa na
npMeMa JBoiiHa Ha NpeanKHcaHaTa 103a B €1HH U Cblll IEH, 3a Ja HaBaKca MpornycHara /103a.

[Ipemunasane kvM u om eo0oKkcadam
[IpoabikaBaHeTO HA aHTHKOAryJiaHTHaTa Tepanus € BaxHo npu nauveHTd ¢ HKIIM u BTE. Moxe na
HMa CJlyyau, KOWTO Hajarat npoMsHa Ha aHTHKoaryJjaHTHara tepanus (tabiuua 2).

Tab6auna 2: lIpomsina Ha anTHKoaryJanTHATa TepanusaTa npu HKIIM u BTE (/IBT u bE)

IIpemuHaBaHe KbM e10Kca0aH

=

Ot Ha IIpenopbka
AHTaroOHUCT Ha Enokcaban Jla ce cnpe ABK u aa ce 3anoune enokcaban, korato
BuTaMHH K (ABK) MEX/1YHApPOAHOTO HOPMAJIM3UPAHO CHOTHOLLIEHHE
(INR) e <2,5.

[lepopanuu
AHTUKOArYyJIaHTH,
pa3inyHy oT ABK
* naburarpax

* puBapokcadaH

* anuKcabaH L

Jla ce cnpe naburarpaH, puBapokcabaH win anukcabaH
Enokcaban W J1a ce 3ano4He eaokcabaH no BpeMeTo 3a cjieBallara
7103a OT NepopaJIHUsA aHTHKOAryJiaHT (BXK. To4Yka 3.1).

[lapenTepanuu
AHTUKOAryJIaHTH

Te3un nekapcTBeHH NPOAYKTH He TpsAOBa j1a ce npujarar
€/IHOBPEMEHHO.

[loakoxeH aHTHKOAryJIaHT (Hanp. XenapuH ¢ HUCKO
mosekyasipHo Tersio (HMTX), ¢ponaanapuHykc):
EnokcabaH Jla ce cnpe NOAKOXKHHUAT aHTHKOAryJIaHT M Ja ce
3ano4yHe eaokcabdaH 1o BpeMeTo 3a clieaBallara
[JIAHKPaHa /103a M0JIKOXKEH aHTHKOAlyJIaHT.
MuTpaBeHo3eH HedpakunoHupaH xenapus (HOX):

Jla ce cnipe HH(y3HUATA U J1a Ce 3ano4yHe e oKkcabaH

4 yaca no-KbCHO.

Hpemuﬂanaﬂe OT e10Kca0aH

Or

Ha [Ipenopnb

C'I:UJ,ECTB}’BEI Bb3MOXKHOCT 34 H
dHTHKOAryJjalus 1o BpeME Ha
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Enoxcaban

AHTAroHUCT HA
BuTaMHH K (ABK)

enokcaban Ha ABK. TpabBa na ce ocurypu
NPOABKUTENHA a/IckBaTHA aHTUKOAry1anus no
BpeMe Ha KakBOTO H A € [IPEMHUHABAaHE KbM
ANTEPHATUBEH AHTUKOAryJIaHT.

Bvivoxcnocm 3a nepopatio Aeverue. 3a nauHeHTHTe
noHacToaleM ¢ no3a ot 60 myg, aa ce npunara a03a
enokcadaH 30 mg BeAHDbK JHEBHO 3a€4HO C
noaxoasia no3a ABK.

3a naudeHTU NoHacTosLEeM Ha 1032 oT 30 mg (3a
€IHH HNH TIOBEUE OT CNEeAHUTE KJIHHUYHH (PAKTODH:
ymepeHo Ao Texko 0bOpeuHo yepexaane (CrCL

15 - 50 ml/min), HHCKO TeleCHO TErN0 HAH ynoTpeda
Ha onpeaeacHU HHXNOUTOPH Ha P-gp), Aa ce npunara
enokcadaH B no3a |5 mg BeAHbX AHEBHO, 3a€JHO C
noaxoaswa aosa ABK.

[TauuenTHTe He TpabBa Aa npreMar HaTOBapBaila
no3a ot ABK, 3a 1a ce nocturie nesabagHo cTabuiHO
INR Mexcay 2 v 3. [IpenopbuBa ce aa ce Uma apeaBua
noaabspkaiuata 1o03a ABK v ganu nauneHTsT e
npueMan ABK npeay unu aa ce usnonsea BanuieH
anropuTbM 3a nederune ¢ ABK, obycnosen ot INR, B
CbOTBETCTBUE C MECTHATA NPaKTHKA.

Cnen xato ce nocturie [INR > 2.0 eroxcaban tpabsa
aa ce cnpe. [Noeeuero naunesTH (85%) TpadBa na ca B
cbeToAHHe Aa nocTurHat INR > 2,0 B paMkuTe Ha

14 nvu OT €THOBPEMEHHOTO NPHJIOKEHHE Ha
enoxcabad u ABK. Cnea 14 anu ce npenopbysa
enokcabaHn aa ce cnpe, a THTpUpaHeto Ha ABK na ce
NpOABIIKH, 3a Aa ce nocTurne INR mexay 2 u 3.

[Tpenopbusa ce npe3 nbpBuTe 14 AHU OT
e/HOBpEeMeHHOTO NnedeHune, INR aa ce uiMepBa none
3 NbTH HENOCPEACTBEHO NpeaH IPHEMaHe Ha
exceHEeBHAaTa 7103a OT eaokcadaH, 3a Aa ce CBeAC A0
MHHHMYM BIIHAHHETO Ha eokcabaH BbpXy
n3MepeHuTe cToitHoCTH Ha INR. EaHoBpemMenHo
npunaraHuTe eaokcadad H ABK morart aa ysennyar
INR cnen pozara enokcaban 1o 46%.

Buvisoxcnocm 3a napenmepairo aevenue. Jla ce cnpe
enokcabaH M aa ce npuaarat napeHTepaneH
anThkoaryiaaiHT 1 ABK no BpemeTo 3a cneapamara
nJlaHMpaHa Jo3a eaokcadan. Cnes KaTo ce MOCTHTHE
ctabunuo INR ot > 2,0, napeHTepanHuaT aHTHKOAryaHT

Enokcaban

[lepopanny
AHTHKOATYTAHTH,

pa3id4Hyu OT
ABK
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Te3n nekapcTBEHW NPOAYKTH He TPpAOBa Aa ce nmpujarar
EnoxcabaH [lapeHTepantu e/IHOBpeMeHHO. [la ce cnpe enokcaban W aa ce 3anovHe
aHTHKOArylaHTH | mapeHTepalicH aHTHKOArYNaHT No BPEMETO 33
cleABallaTa NJaHHpaHa 103a 0T e10KCadaH.

Cneyuaitiy nonyaayu
IHonyvaayus e cmapyecka gb3pacm
He e Heo6X0aQMMO MOHWX<ABAHE Ha [03aTa (BX. Touka 5.2).

bvopeuno yepeacoane:

bn6peunaTa pyHKUHA TpadBa na ce OLUEHH NPH BCHUYKH MALHEHTH, KaTO C& H3HUCIIH KPEaTHHHHOBHA
kaupbHe (CrCL) npeaun 3ano4Bane Ha eueHHETO ¢ eA0KcadaH, 3a Aa ce U3KIUAT NAalUEeHTUTE ¢
TepMuHanHa Ob6peuna weaoctarbuHocT (1.e. CrCL < 15 ml/min), Aa ce u3non3sa npaBuaHaTa 034
enokcaban npu naunenTy ¢ CrCL 15-50 ml/min (30 mg sBeanBx AHEBHO), Npu nauueHTH ¢ CrCL

> 50 ml/min (60 mg BeAHBX AHEBHO) U KOraTo Ce€ B3EMa PELUEHHE 3a HINONIIBAHETO Ha ea0KcabaH npu
NAUHEHTH C NOBULtIEH KpEaTHHUHOB KNUPBHC (BXK. Touka 4.4).

brOpeynaTa (pyHKUHA TPAOBa A4 Ce OLEHHU W KOraTo ce MoA031upa npoMaHa B 0nOpeuHata pyHkuus no
BpeMe Ha Je4eHHEeTO (Hanp. XMNOBONEMHS, AeXHApaTalHs H B CyYal Ha €JHOBPEMEHHO H3NOI3BaHE HA

HAKOM JIeKApCTBEHH NPOAYKTH).

MeToabT, H3ON3BaH 32 OllcHKa Ha ObOpeunata ¢yHkuua (CrCL B ml/min) no sBpeMe Ha KIMHUYHOTO
pa3paboTBaHe Ha efokcaban, e MetoasT Ha Cockeroft-Gault. @opmynara € cneaHara:

. 3a kpeatHHHH B umol/l:
1,23 x (140-b3pacT [roanHu]) x Terno [kg] (X 0,85 3a weHu)
cepyMes KpeaTHHUH [pumol/l]

. 3a kpeaTHHuH B mg/dl:
(140-pb3pact [rogunn]) x Terno [kg] (x0,85 3a xkeHu)
72 x cepyMeH KpeaTHHHH [mg/dl]

MeToabT ce npenopbuBa. korato ce oueHssa CrCL Ha mauneHTUTE Npen U MO BpeME Ha NEYEHHETO C
enokcabaH. |

Mpu nauuenTy ¢ eka crened Ha 6u0peuHo yspexaane (CrCL > 50-80 ml/min) npenopbunTeiHaTa 1032
e 60 mg enokcabaH BEAHDBK JAHEBHO.

[Tpu nauMenTH ¢ YMEPEHO TeXKa NN TexKa cTenex Ha 6x6peyHo yspexaane (CrCL 15-30 ml/min)
npenopbuHTenHaTa n103a € 30 mg exokcaban BeHbK AHEBHO (BX. TO4YKA 3.2).

[Mpu nauresTs ¢ TepMuHanHa 6u6peuna HeaoctarburocT (TBH) (CrCL < 15 ml/min) nnu Ha ananusa ve
ce npenopb4Ba ynorpedara Ha efnokcaban (Bx. Toukd 4.4 1 3.2).

Yepnodpobno yepexcoane |
EnokcabaH e npoTHBONOKa3aH MpU NAaUWEeHTH ¢ 4epHoapobHO 3a001aBaHe, CBbP3aHO ¢ KoarylonaTHa H
PUCK OT KIIHHHYHO 3HAYUMO KbpBeHe (Bx. Touka 4.3).

Enokcaban He ce npenopbyBa NPH MalLHEHTH € TEXKA CTENEH Ha YePHOAPOOHO yBPEeXAAHE (BXK. TOHKH 4.4
u5.2).
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[Tpu mauneHTH ¢ NeKka A0 YMEPEHO TEXKKa CTeNeH Ha HEPHOAPOOHO YBpekKaaHe, NPeNopbYHTENHATA 103 €
60 mg enokcaban BeAHBK AHEBHO (Bx. TouKa 5.2). Enoxcaban Tpsabra na ce npunara ¢ NOBHLIEHO
BHHMaHWE NPH NALHEHTH C JIeKa 10 YMEpEeHa cTeneH Ha YepHoApoDHo yBpexaaHe (Bxk. Touka 4.4).

[MauMeHTHTE ¢ MOBHILUEHH YEPHOAPOOHH eH3HMH (anaHHH aMiHoTpakcdepasa (ALT) unn acnaprar
amuHoTpaHcepasa (AST) >2 x I'TH (ropnara rpanuiua Ha HopmaTa)) Hay oo Ounupyoun 21,5 x I'T'H ca
W3KITIOMEHH B KIHHUYHHUTE W3nuTBaHuA. CregoBateiHo enokcabaH TpadBa aa ce H3NoA3Ba ¢ NOBHIIEHO
BHMUMAaHKeE NpH Ta3n nonynauns (Bx. Toukd 4.4 u 5.2). [Ipean na ce 3anoute enokcadau, Tpsadea aa ce

H3BBPLIAT H3CACABAHHA HA YepHOApOoOHATa PYHKUMS.

Terecno mecio
3a nauneHTH ¢ TenecHo Terno < 60 kg npenopbunTenHara a03a ¢ 30 mg eaokcabaH BeAHBXK AHEBHO (BXK.

TOYKa 3.2).

fion
He e HeoDxoaumMo NOHMXKaBaHe HA Ao03aTa (B, TO4YKa J.2).

Eonospemenna ynompebda na Excabnox ¢ unxubumopu na P-cruxonpomeuna (P-gp)

[TpH nauHeHTH, KOWTO MpUEMAT eJHOBPEMEHHO eA0KCca0aH H CleHHTe HHXHOMTOPH Ha P-gp:
LHHKJIOCMOPHHE, APOHEAAPOH, EPUTPOMHLIMH HIH KETOKOHA30J1, NpenopbuuTenHara ao3a e 30 mg
efokcadaH BeaHb* AHEBHO (BX. To4ka 4.5). He e He0oOX0AWMO NMOHUXKaBaHe HA A03aTa 38 €AHOBPEMEHHA
ynoTpeda Ha aMH0/1apOH, XMHUAWH UAW BepanaMui (BXK. TO4Ka 4.5).

He e npoyusana ynotpebara Ha eaokcabdan ¢ apyrn nuxubuTopu Ha P-gp, sxnrovutento HIV nporeashu
HHXUOHUTOPH.

THayuenmu, npu koumo ce npednpueMa KApouogepCus

[TpueMbT Ha enokcabaH MoOXe 1a 3anoyHe WIH A2 NPOABLDKH MPH NMaUHEHTH, MPH KOHTO MOXeE 13 HMa
Hy»Jla OT kapanoBepcus. [Ipu kapanoepcus, HacouBaHa oT TpaHcesogareanta exokapavorpagus (TEE)
[PH NaiHEHTH, KOHTO [PEAH TOBA HE Ca JIEKYBaHWN ¢ AHTUKOAryJaHTH, 1€HEHHETO ¢ e0Kkcaban Tpadea 1a
ce 3arovHe Hal-Manko 2 4aca npeaHd KapAHOBEPCHATA, 3a A4 C€ rapaHTHpa MnoAxoaalla aHTukoaryaauus
(BX. ToukH 5.1 w 5.2). Kapanoeepcusata TpadBa aa ce W38bPLUIN HE NO-KbCHO OT 12 yaca cnea nos3ara
enokcabaH B A€HR HA npoLesypara.

3a BCHYKH HALHEHTH, TPH KOHTO Ce npeanpHema kapauosepcuns: [Ipean kapanosepcusTa TpsOBa 1a
ce MOHCKa NOTBbPXK/AEHUE, e NALKEHTHLT € IipHen eaokcadan cnopel npeanucadueTe. Pewenusta 3a
3aM0YBaHE M NPOABAKHUTENHOCT HA NCUEHHETO TpAOBa Ja CeABAT YCTAHOBEHHUTE YKa3aHHA 3a
AHTHKOATYJIAHTHO JICHCHUE MPH MALUECHTH, MPHU KOUTO CE NpeaAnpHemMa KapHoBEepCHA.

[eouampuuna nonyiayus

Enokcaban He ce npenopbuBa 3a ynorpeda npu Aeua ¥ IOHOWH OT paskaaHeTo A0 |8-roaninHa sb3pacr ¢
norebpaeHa BTE (I1E u/nnu JIBT), Toii kaTo epnkacHOCTTa He € ycTaHoBeHa. HannuuuTe panHu nppy
nauvedTH ¢ BTE ca onucanu B Touku 4.8, 5.1 1 5.2.

HaynH Ha npunoxeHune
3a nepopankio NPUIOKEHHUE.
Enoxcaban Moxe aa ce npuemMa ¢be unn 0€3 xpaHa (BXK. To4ka 5.2),

3a NaLUHeHTHTE, KOWTO HE MOraT Aa rbATaT LefH TabneTku, TadAeTKUTE e0okcadaH MOXKe aa ce pasTpoluart
H CMECAT ¢ BoAa UK AOBAKOBO MOpe M He3aDaBHO Aa ce MPHIXKAT NEePOPaANTHO (BXK. TOUYKA J5.2).

JIpyra Bb3MoxkHocT e Tabnetknte Exkcabnok aa ce pa3TpoluaT ¥ CyCNEHANPAT B MAJIKO K FEL-RO/1a M
713 ¢€ Npuioxar He3adaBHO NOCPEACTBOM HA3OracTpalHa COHAA WK CTOMALLIHA COH
TpabBa Aa ce mpoMHe ¢ BoJa (Bx. To4ka 5.2). PazrpoweHuTe Tabnerku Excabiok ¢
20bNKOBO NKOPE A0 4 Haca.
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4.3 IlporuBonokazaHus

CBPBbXUYBCTBUTEIHOCT KbM aKTHBHOTO BELLECTBO HIIH HAKOE OT MOMOLIHHTE BELLECTRA, H30pOEHH B
Toyka 6.1.

KAHHHUYHO 3HAYHMO AKTHBHO KbpBEHE.
YeproapoOHo 3a00ssBaHE, CBLP3aHO ¢ KOAryJonaria U pHCK OT KJIMHWYHO 3HAYHMO KbpPBEHE.

Jle3usa HAH ChCTORHNE, aKO ObAE CUETEHO, Ye NPEeACTaBNABA 3HAYUM PHCK OT rolfaMO KbpBeHe. ToBa MOXE
14 BKJIOYBA HACTOALLA HIH CKOPOLLHA raCTPOHHTECTHHAIHA 7383, HATHYKHE HA 3JIOKAYECTBEHH HEOMNJIa3MH
C BHCOK PHCK OT KbPBEHE, CKOPOLUIHO HapaHABAHE Ha [T1aBHHA HJIH rPbOHAYHHA MO3bK, CKOPOLUHA
onepalus Ha rMaBHHA MO3bK, PbOHAYHHA MOIBK HAH OUYNTE, CKOPOLIHA BBTPEUEPENHA XeMOparus,
H3BECTHW HJIH CYCMEKTHH e3odareaiHy BapuL{, apTEPHOBEHO3HH Man(opMalni, ChJIOBY aHEBPHIMH NITH
rojieMH HHTPACNMHAIHW WY HHTpauepeOpanHi CbA0BH AaHOMAJIHMH.

HekoHTpoaHpaHa TeXKa XHNEPTOHHA.

EnHOBpEMEHHO NeYeHHe ¢ ApYrH aHTHKOArynaHTH, Hanp. Hedpakuuonnupa xenapud (HOX),
HUCKOMOJIEKYJIHHA XernapHHH (€HOKcanapvH, AANTENAPHH H Ap.), MPOHU3BOAHH HAa XENnapHHa
(hOHAANAPUHYKC U Ap.), NEPOPAIHH aHTHKOArynaHTH (Bapdapuu, naburaTpaH eTEKCHIAT, piBapokcadaH.,
anukcabaH M Ap.), OCBEH MpH cnelPU4HH 00CTOATENCTBA 3a CMAHA Ha NIE4YEHUETO € MEPOPANEH
aHTUKOArynaHr (Bx. Touka 4.2) unu korato HOX ce npunara B 1031, HEOOXOAHMH 33 NOANBPHKAHETO HA
NPOXOAMM LIEHTPAIEH BEHO3EH HIIH apTEPHAIEH KaTETbp (BX. TOUKa 4.3).

BpeMeHHOCT M KbpMeHe (BXK. ToUYKa 4.0).

4.4 CrneuHaJHH nNpeAyNpeKIeHHA H NPeANA3HAE MEPKH NPH ynorpeda

Enokcaban 15 mg He e noka3aH KaTo MOHOTEparHs, Thit KaTo MOXeE Jia AoBele A0 HaMaeHa eHKacHOCT.
Toii e noka3aH camMo B Npoiieca Ha NpeMHHaBaHe OT eaokcadban 30 mg (NauMeHTH ¢ eAHH HIH NoBeye
KAMHMYHK BAKTOPH 3a NOBHIIEHA eKcno3nums, Bx. Tabnuua 1) Ha ABK, 3aeano ¢ noaxoaswa noza ABK

(Bx. Tabnuua 2, Touka 4.2}).

PHCK OT xeMoparus

EnoxcabaH MoBHLLIAaBa PUCKA OT KbPBEHE M MOXE 12 NPHYHHH CEPHO3HO, NOTEHUHANHO ¢aTanHo KbpBEHE.
[TpenopbuBa ce egokcadbaH, NOACOHO HA APYrid AaHTHKOArynaHTH, Ja Ce H3M0A3Ba C NOBUIIEHO BHUMAHHUE
[pH NaiMEHTH C MIOBHILIEH PHCK OT KbpBeHe. [TpruoxkenneTo Ha enokcaban TpsadBa 1a ce npeycTaHoBH
NpH NOABA Ha TEKKa Xxemoparus (Bx. Toukn 4.8 1 4.9).

B KAMHMYHHTE NPOYUBAHUA, JIMFABUYHO KbPBEHE (Hanp. eNHCTAKCHC, CTOMAIHO-YPEBHO HJIH
YyPOreHHTATHO) H aHEMUA ce HabNIo1aBaT NO-4eCTo MPH NPOAB/DKHTENHO JIeYyeHHE ¢ en0KcadaH B
cpaBHeHHe ¢ nedenrero ¢ ABK. T1o ra3u npuyrHa, B 10NBbAHEHUE KbM AACKBATHOTO KIIMHNYHO
Habt0AeHHE, 1aDOpaTOPHO M3CTEIBAHE HA XeMOTTIoONHa/xemaTokpuTa 61 Morno Ja Obae OT NOM3a 3a
OTKPHBaHE Ha OKYJITHO KbPBEHE, aKo Ce NpeUeHH ue € NOAXOAALIO.

HskonKo NoArpyny MauHeHTH, ONUCaHH NoApoOHO 110-A07Y, €A C NOBHILUEH PHCK OT KbpBeHe. Teau- .
NalUeHTH cleiBa Aa ObAAaT BHUMATEIHO HaDN0AaBaHH 32 NPU3HALK H CHMNTOMH Ha CBLD3SHN GyiTkPy
YCNIOXKHEHNS N aHEMHA CNe 3aMoYBaHe Ha NeueHHeTo (Bx. Touka 4.8). Beekn HeobscH / '
XeMOrn00HHa WK KPbBHOTO Hasisrane Tpsbea aa BOAH 10 ThpCeEHe Ha MACTO Ha K’bpﬂe§

. -
»
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AHTHKOAryN1aHTHUAT edeKT Ha eqokcabaHn He MOXe Aa Ce NpoCiienaBa HaAEXIHO CbC CTaHAapTHH
nabopaTopHyn HicneasaHns. Hama cneunanHo cpeACcTBO 3@ aHTArOHH3UPAHE HA aHTUKOAry1aHTHOTO

neicTeye Ha eaokcaban (BxX. Touka 4.9).

Xemoananuiara He AOTIPHHACA B 3HAYHMa CTENEeH 3a KJIHPbHCa Ha eAokcabaH (BX. Touka 5.2).

Crapuyecka Bb3pacT
EAHOBPEMEHHOTO NpUNOKEHHe Ha eAokcabaH U aueTuncanvunioBa kucennna (ACK) npu nauveHTH B

cTapyecka Bb3pacT TpabBa Ja cTaBa NpeaAnasnuBo Mopaan MOTEHUHATHO NOBHILEHHS PHCK OT KbPBCHE
(BX. TO4YKa 4.3).

brOpeyHO YBpEXKAAHE
[lnowrra noa kpuBata nna3MeHa koHueuTpauus/speme (AUC) npn naumentu ¢ neka (CrCL >

50-80 ml/min), ymepeno texka (CrCL 30-50 mi/min) u texxa crenex (CrCL < 30 ml/min, Ho He Ha
AHanH3a) Ha OBOPEeUHO YBPEXK/IAHE € MOBHILEHA CbC chOTBETHO 32%. 74% n 72%, cnpaMo nuuac
HopMa/iHa ObOpeuHa pyHkLUg (BX. TOUKa 4.2 3a NOHHKECHHE HA A03aTa).

Excabiok He ce npenopbuBa MPH NAUHEHTH ¢ TEPMHHANHA OhOPEUHa HENOCTATBMHOCT MITH HA iWanu3sa
(Bx. Touka 4.2 1 5.2).

bvopeuna yuryus npu HKITM

Ha6GnronaBa ce TeHAEHHA KbM HaMangBaHe Ha eHKaCHOCTTA ¢ YBEJIWYARAHETO Ha KPEATHHUHOBHS
KAUPBHC 3a €JoKcadaH B CpaBHeRHE ¢ 100pe KOHTPOAMPaH Bap(dapHH (BXK. TOUKa J.1 3a MPOy4YBaHETO
ENGAGE AF-TIMI 48 u nonbanuTenny 4aHsu ot npoyusaHetro E314 u ETNA-AF).

Enokcabau TpabBa aa ce winon3sa npu nauneHTi ¢ HKTIM # BHCOK KpeaTHHHHOB KITHPBHC CaMo clel
BHUMATENHA OLIEHKA HA HHANWBHAYAIHUS PHCK 3a TpoMOOeMOONIHA H KbpBeHe.

Ouenka Ha 6b6peunara ¢pyHxuusa: CrCL Tpabpa ga ce HabnoAaBa B HAHANOTO HA ICUEHHETO MPH BCHYKH
NauHeHTH U cllen TOBA, KOraTo € KIMHHYHO NoKa3zaHo (BX. Touka 4.2).

YepHoapoOHO yBpexaaHe

Enokcaban He ce mpenopbyBa Npu NaHEeHTH € TEXKKa CTENEH Ha YepHOAPOOHO yBpexaaHe (BX. To4kH 4.2
u5.2).

EnokcabaHn TpabBa ja ce H3N0J3Ba C NOBHLIEHO BHHMAHHE MPH MALHEHTH C JICKA HIH YMEPEHA CTEMEH Ha
4epHOAPOOHO yBpexXaaHe (BX. Touka 4.2).

IMauuentnte ¢ nosuuwienu YepHoapobuu ensumu (ALT/AST >2 x TH) unn obw dunupyouu >1.5 x I'T'H
Ca M3KJIOYEHH B KIMHUYHUTE H3nuTBaHUA. 1o Tazu npuynHa eaokcaban Tpabea aa ce H3NOA3Ba C
MOBWLIECHO BHHUMAHHE NPH Ta3H nonynauus (Bx. Toukd 4.2 n 5.2). [Ipeaun aa ce 3anoune eaokcadaH,
TpabBa Aa ce W3BLPLUAT U3CNEABAHUS 38 YEPHOAPOOHATA (PYHKLHS.

3a NALMEHTHUTE HA JieueHHe ¢ enokcaban noseye oT | FoAHHA Ce NpenopbyuBa NEPHOANYHO HAbNoAEHHE
Ha YyepHoapoOHaTa (yHKLUNS.

CnupaHe nopajgu XxUpyYpPru4yHa Hameca H ApYrd MHTEPBEH KM
AKO aHTHKOAaryJaHTHaTa Tepanusa TpabBa Ja ce MpeKparTH, 3a 1a ¢€ NOHKKH PUCKAa OT KbpPBEHE MpH
XHPYPri4¥HH HIIM JAPYTH NpoUeAYPH, enokcabad TpsdBa 1a ce cnpe Bb3MOXHO HAH-CKOPO H 3a

npeaAnoYHTane node 24 yaca npejam npoueaypara.

[1pH B3eMaHe Ha pelleHWe AalH npoueaypaTa Tpadsa Aa ce OTIOKH A0 24 vaca cnen
Ha enokcadbaH, TpabGBa Aa ce NpPeUeHH ChOTHOLUEHUETO Ha MOBHIUEHHAT PHCK OT Kb
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crielHOCTTA Ha HHTepBeHUHATA. [IpnemMbT Ha enokcabaH TpsbBa na ce BL30OHOBH Clie]l XHPYPrU4YHHTE
HIH APYCHK NPOLEAYPH BeAHAra cliell KaTo e NOCTHrHaTa aeKBaTHA X€MOCTa3a, KaTo Ce HMa NpeaBui, ue
BPEMETO /10 HAYAIOTO HA AHTHKOAryJaHTHUA TepaneBTHUYEH edekT Ha eaokcabaH e 1-2 vaca. Ako no
BpEME Ha HIIH CNEA XHUPYPru4HaTa HHTEPBEHLHA He MOraT ia ¢ce€ NpHeMarT MepopasiHH IeKapCTBEHH
NPOAYKTH, TPpAOBA Aa ce B3eME NPeABUA NPUITOKEHHUETO HA RAPEHTEPAJIEH aHTHKOArynaiT U C/I€A ToBa Aa
ce NpeMHHE Ha nepopaieH npuem Ha elokcabaH BeIHbX AHEBHO (BX. To4ka 4.2).

B3auMoaelcTBYA ¢ APYTH JI€KAPCTBEHU NPOAYKTH, 3acaraliid XeMocralzara

EnHoBpemeHHaTa ynotpeda Ha N1€KapcTBa, NOBIKMABALLA XEMOCTA3aTa, MOXE 14 MOBHILK PUCKA OT
kepBeHe. Te BkmouBatT aleTuacannuunosa kncennna (ACK), P2Y 2 TpoMOOUNTHH HHXHOHTOPH, ApYyTH
aHTHTPOMOOTHUHH CpeACTRa, (PUOPHHONMTHYHA TEPANKA H XPOHHYHA YNOTpeda Ha HECTEPOHZIHH
npotusosb3nanutenuu cpeactsa (HCTIBC) (sx. Touka 4.5).

C'bpﬂELIHH KJAMHUH NpOTE3d H YMEPCHA 10 TEKKE MHTPATHA CTEHO34

Enokcaban He e npoyyBaH NpU NAUUEHTH CbC ChPACHHH KIAMHH APOTE3H, NPH NALHEHTH Npe3 MbPBUTE
3 Mecella cliel MMIUIAHTHPaHe Ha CbhpJedHa KinanHa OuonpoTesa, che niau 6€3 npeacbpaxa Gpubdpunauns,
WIH TIPH NALMEHTH C YMEPEHa N0 Texka MUTpanHa cTeno3a. [Topaan Toea ynotpedara Ha €10kcabaH He
ce npenopbyBa NPH TEIH MAUHEHTH.

XeMoanHaMHUYHO HECTAOUAHM naurenTH ¢ BE uan nauueHTH, npyu KOUTO € HeobXxoarMMa TPOMOONH3a UK
Oenoapobna eMBoIeKTOMHS '

Enokcaban ne ce mpenopbuBa KaTo alTepHATHBA Ha He(pPaKLMOHUPAH XETTapHUH NP NALUEHTH C
6enoapoOHa eMOONHA, KOKTO ca XeMOJHHAMHYHO HECTAOWIHHK MM MOraT na nosyuaT TpoMOOK3a HilH
OenoapobHa embonexkToMus, Thil kKaTo 6€30MacHOCTTa M €PUKACHOCTTA HA €10KCadaH He ca yCTaHOBEHH

NPpH TE3H KAHHHYHH CHTYAlLlHH.

[TalMeHTH ¢ aKTHBEH pak

Edukacroctra v 6e3onacHocTTa Ha enokcabaH 3a neueHneTo W/unH npopunaktukara Ha BTE npw
NalHEeHTH C AaKTUBEH PaK He Ca YCTAHOBEHH,

[TauuenTH ¢ aHTHhOCHOTUNHAEH CHHAPOM

HupekTHH nepopantu aHTukoaryaanHTH (JAIA), Bkaountento eaokcadaH, He ce npenopbysar MpH
NAUMEHTH ¢ aHaMHe3a 3a TpoMb03a, KOMTO ¢a AHArHOCTHUHPAHH ¢ aHTHGOCHONNHAEH CHHAPOM. []o-
crnelHanHo 3a NaLHeHTH, KOMTO ca TPOMHO NOJOXKHTENHH (3a NYNYCEH aHTHKOAry NaHT,
AHTHKAP/HOMHIHHOBH aHTUTENA U aHTHTeNa cpewly Oera-2-rankonpoTenH |). newenueto ¢ 1A mMoxe na
ObAe CBBP3aHO ¢ MOBHLLIEHA Y€CTOTa HA PeUMAHBHPALIH TPOMOOTHYHH CHOHTHS B CpaBHEHHE ¢ TEPANHATA

C aHTaroHUcCT Ha BuTaMHH K.

JlabopatopHu koaryjaunoHHH napaMeTpu

Bbnpexkyn ue nevyeHUeTo ¢ eaoxkcadaH He ¥3HCKBA PYTHHHO MOHHTOPHpPAHE, €EKTHT BbPXY
aHTHKOAryJauxaTa MOXe Ja ce Onpeleid NOCPEACTBOM KalHOpHpaH TECT 3a KONHUECTBEHO onpeaesHe
Ha aHTH(akTop Xa, KOeTO MOXE Ja NOMOrHe 3a B3¢MaHe Ha HHPOPMUPAHH KJIHHHUHH PELLIEHNS B
onpeaeneHy CHTYAlHH KaTO HanpuMep NPEAO3MpPaHe H CNELHa XUPYpriudHa Hameca (BX. CblLo
Touka 5.2).

EnokcabaH ybMKapa CTAHAAPTHHTE MOKA3aTeNH HAa KPbBOCHCHPBAHETO KAaTo NPOTPO
(PT), INR 4 akTHBHpaHo napuuanto tpombonnactusoso speme (aPTT), B pesyirar
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daxTop Xa (FXa). [IpoMeHuTe, HabniogaBanyn NpH TE3H NOKA3ATENH 32 KPbBOCHCHPBAHE PN O4aKBaHATa
TepanesTHYHA 1034, 00aue ¢a Majku | 10 roiaMa CTeNeH Bapupat. U He Ca MONe3HU 3a NpocIeasBaHe Ha

anTHKOAryNaHTHHA edeKT Ha enokcadaH.

JlakTo3a
[TauHEeHTH ¢ pelKH HACNeACTBEHH NpobneMH HA HENMOHOCHMOCT KbM ralakTo3a. MbJ/ICH IaKTa3eH aepHUUT

WU TIOKO30-ralakTo3Ha Manadcopdbuuns He TpaOBa Ja npHeMaT TOBa J1eKapCTBo.

Hatpuii
To31 nexapcTBEH NPOAYKT CBAbPKA No-Masiko oT 1| mmol HaTpHid (23 mg) Ha 2034, T.€. MOXKE J1a C¢ KaKe,
ye NMPAKTHYECKH HEe ChAbPXKA HATPHH.

4.5 BsanmoaeiicTBHE ¢ APYryd J€KAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMOAEHCTBHE
Enokcabau ce abcopOupa npegHMHO B FOpHHTE OTAeNH Ha racTpouHTecTHHanHuA (['H) Tpakr. [1o Tasm

NMPHYHHA IEKApCTBA UMK 3a00/19BaAHHA, KOUTO YCKOPABAT H3MPA3BaHETO HA CTOMAxa W YpeBHUA
MOTHAMTET, UMAT NOTEHLHA Ja HAMAIAT pa3TBapsHeTo H abcopbumuaTta Ha enokcadan.

Muxnbutopu Ha P-gp

Enokcaban e cybcTpat Ha eduiykcHus Tpancniopted 6entbk P-gp. [1pu dapmakokuteTnunu (PK)
NPOYYBAHUA €HOBPEMEHHOTO NMPUIOKEHHE HA eaoKcabaH ¢ HHXHOWTOpHTE Ha P-gp unkiocnopuH,
APOHENAPOH, EPUTPOMHILIMH, KETOKOHA301, XHHHIHH HJIH BEpanamMHui, BOAH A0 NOBHILUEHH NNA3MEHH
KOHLEHTpaLHH Ha eAokcadaH. EnHoBpeMeHHOTO NpunokeHne Ha eaokcaba ¢ UMKIOCTOPHH,
APOHEAAPOH, EPHTPOMHLHH MK KETOKOHA30/1 Hanara NoHH>XXaBaHe Ha Jlo3ara 40 30 mg BEAHDBK
AHeBHO. ENHOBpeMEHHOTO NPUIOKEHHNE HA €A0KCcaDaH ¢ XHHH/HH, BEpanaMHl HJIH aMHOJApPOH HE
HaJlara MOHWXKaBaHe Ha 103aTa Bb3 OCHOBA HA KJIHHHYHHTE JaHHM (BX. TOuKa 4.2).

He e npoyuBaHO NpHIOKEHHETO Ha efokcabaH ¢ Apyru MHXHOUTOpH Ha P-gp, Bkmouurenno HIV
npoTea3Hd HHXHOUTOPM.

Enokcaban 30 mg selHbX JHEBHO TpaOBa Aa ce mpujiara eJHOBPEMEHHO CbC CNEAHUTE HHXHOHTOPH HA

P-gp:

¢ Hurxrocnopun: € THOBPEMEHHOTO MPHJI0KEHNE HA eAHHUYHA A03a LHKAocnopuH 300 mg ¢
eAHHHUYHA J03a efokcabaH 60 mg nosHwara AUC 1 MakcumanHara niasmMeHa KOHUEHTpaLHs
(Cmax) Ha e10KcabaH cbOTBETHO ¢bC 73% 1 74%.

e  [Iponeoapon. npoHenapoH 400 mg aBa mbT JAHEBHO 3a 7 IHH C €AMHHYHA CBITTCTBALLA 1032
enokcabaH 60 mg Ha aeH 5 noBuinara AUC H Cpax Ha €10KcabaH cbe cbOTBETHO 85% 1 46%.

. Epumposuyun: epuTpoMHUHH 500 mg yeTHpH NbTH IHEBHO 32 8 AHM ¢ €IMHHYHA CHNBLTCTBALIA
no3a eaokcaban 60 mg va nen 7 nosuwasa AUC n Chax Ha eokcaban cboTBeTHO € 85% 1 68%.
. Kemoronazoa: xetokodason 400 mg BeHb AHEBHO 3a 7 AHU ¢ €JHHHYHA CBIIBTCTBALLA 1034

enokcaban 60 mg Ha aeH 4 nosuitaBa AUC H Chax Ha eaoKkcabaH cboTBETHO ¢ 87% n 89%.

Enokcaban 60 mg BeaAHBXK AHEBHO CE MpenopbYBa 3a ynorpeda 3aeAHO ChC CIEAHHTE HHXHOHTOPH

Ha P-gp:

o Xunuoun: xuuuand 300 mg BeIHDLX AHEBHO HA AeH 1 U 4 W TPH NBTH AHEBHO HA AeH 2 H 3 ¢
eAMHHYHA CBHITBTCTBALIA A03a eqokcadaH 60 mg Ha gaeH 3 noeuwaea AUC Ha enokcaban 3a
24 yaca ¢be CbOTBETHO 77% M Cuax € 85%.

. Bepanayvur: sepanamun 240 mg BeaHBK AHEBHO 3a 11 AHH ¢ €AHHHYHa ChNBTCTBALLA 034
eaokcaban 60 mg Ha aeH 10 noBuwasa AUC u Cpsx Ha enokcaban ¢ npubdan3uTenHo 33%.

. Amuooupon.: eNIHOBPEMEHHOTO MpunoxeHHe Ha amkoaapoH 400 mg BeaHbx NHEBUGR-T #?i ;-
60 mg sBeaHbkK AHeBHO moBuaBa AUC ¢ 40% n C,uax € 66%. Tosa He ce CuUnTg / W10
sHauyumo. [1pn npoyuBaneto ENGAGE AF-TIMI 48 npu HKIIM egukacnocyrad

%,
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° Krapumpomuyun: xnapntpoMuunH (500 mg n18a nbTH AHEBHO) B NpoabikeHue Ha 10 aHNn ©
eJIMHHYHA CbNbTCTBaUA 034 eaokcaban 60 mg Ha aeH 9 nosuwara AUC u Cmax Ha enokcadban
CHOTBETHO ¢ npudbnuzutento 33% un 27%.

Uuayktopu Ha P-gp

EAHOBpEMEHHOTO NPHIOXKEHHE Ha elokcabaH ¢ HHAyKTOpa Ha P-gp pudaMnuuuy BOAK [0 NOHNXKABaHE
na cpegqHata AUC M cbKpaTeH NOMYXKHBOT 3a ea0KcabaH, ¢ Bb3MOXHO oTcnabBaHe Ha
dapmakoanHaMu4HiuTe My edexT. EnnospeMennata ynorpeba Ha eokcadbaH ¢ ApyrH HHAYKTOPH Ha
P- gp (nanp. peunTonH, kapdamaszenuH, gpeHodApOUTAN HITH XKBJIT KAHTAPHOH) MOXE Aa NOBEAE N0
HaMaJIeHH MIa3Melit KOHUEHTpaunu Ha enokcadban. Egokcaban TpadBa Ja ce H3noa3Ba ¢ MOBUIISHO
BHHMAHHE, KOraTo e npuiara € JHOBPEMEHHO ¢ P-gp HHAYKTOPH.

CybceTpatu Ha P-gp

Hucorxcun: Enoxcadan 60 mg BeIHbXK AHEBHO HAa AHH | 10 14 ¢ eAHOBPEMEHHO NPHNOKEHHE HA
MHOTOKPATHK AHEBHH 1034 ANTOKCHH (0,2 mg ABa NbTH AHeBHO (AHH 8 H 9) n 0,25 mg BeHDBXK JTHEBHO
(anu 10 no 14) noeuinaBat Cpax Ha enokcabaH cbe 17% 6e3 3naunM egrekt BbpXy AUC nnn 6b0peyHns
KJHPBHC B CTaMHOHAPHO cbeTosHHe. Koraro ca uicaeaBady cbilo edexkTnte Ha eaokcadbau sbpxy OK
Ha AMTOKCHH, Cmax Ha AHTOKCHH €€ NOBHILABa ¢ MpHonu3nuTendo 28%, a AUC ¢be 7%. ToBa He ce
npueMa 3a KIHHHYHO 3Ha4umMo. He ca HeoOxoaHMn npoMeHH Ha J03aTa, Korato eaokcaban ce npunara ¢

AHTOKCHH.

AHTHKOArynauTd, antutpomboruunn cpeacrea, HCIIBC n SSRIs/SNRIs

Anmuxoacyranmu; EXAHOBPEMEHHOTO NPHIOKEHUE HA eloKcabaH ¢ PYyTrH aHTHKOATY TaHTH €
NPOTHBOMNOKA3aHO MOPaAH MOBHUICHHS PUCK OT KbPBEHE (BXK. TOUKa 4.3).

Ayemuncaauyurosa xuceiaunda (ACK): EnnoBpeMmennoTo npunoskeHne Ha ACK (100 mg unm 325 mg)
enokcabaH yabKaBa BpEMETO Ha KbPBEHE B CPAaBHEHHE C [IBETE JIEKAPCTBA NOOTAENHO.
EAHOBpeMEHHOTO npunokeHHe Ha Bucoka 1o3a ACK (325 mg) nosuwapa Cnax 1 AUC Ha enokcabaH B
CTALHOHAPHO CHCTOAHHE ChC CHOTBETHO 35% H 32%. EAHOBPEMEHHOTO NPOABLIIKUTETHO NPUIIOKEHHUE
Ha Bucoka 103a ACK (325 mg) ¢ enokcaban He ce npenopbuBa. EAHOBPEMEHHOTO MPHJIOKEHHE HA J03H
ACK nan 100 mg tpsabBa Aa ce W3BbpLIBA €AHHCTBEHO NOA MEAHLIMHCKO HabIOAEHHE.

B KAWHWYHK U3NHTBAHHA € pa3peLleHo eAHOBPEeMEHHOTO npunoxeHHe Ha ACK (Hucka no3a

< 100 mg/neH). APYrd aHTUTPOMOOTHUYHH CPEeACTBA U THEHOMTHPUAHHU, H BORH A0 NMPUONHIHTENHO
2- KpaTHO MOBHIUEHHE HA FOIEMHTE KPBBONIHBH B CPABHEHHE ChC CyuanTe 0e3 CbMbTCTBaLLA
ynotpeba, BbNpeky ue B rpynuTe Ha egokcabaH W BapgapHH CTENEHTa € CX0Ha (BXK. Touka 4.4).
EnHoBpeMenHoTO npunoxende Ha Hucka Ao3a ACK (< 100 mg) He nosnHaBa MakCUMallHaTa WK
o0L1aTa eKCno3HUKS Ha €10KcadaH HUTO Clel €IMHNYHA 103a, HUTO B CTALMOHAPHO ChCTOAHME.
Enokcaban Moxe aa ce npunara saeano ¢ Hucka 103a ACK (= 100 mg/aen).

Huxubumopu na mpomboyumnama acpecayusi: [1pn npoyuBasero ENGAGE AF-TIMI 48 ¢
pa3peileHo €AHOBPEMEHHOTO MPUAOKEHHE HA MOHOTEPANHSA ¢ THEHOMHPHAWHH (Hanp.
KJIOMHAOTPEN) U BOAH A0 NOBHIUEHHE HA KIIHHHYHO 3HAYHMOTO KbPBEHE, HO C NO-HUCHK PHUCK

OT KbPBEHE MpH JeyeHHe ¢ eaokcadan B cpaBHeHHe ¢ BapdapiH (BX. Touka 4.4).

MMa MHOrO OrpaHH4eH OfIHT C NPHNOKEHHETO Ha eloKcaban ¢ ABOHHA aHTHTPOMOOTHYHA Tepants
MIH GUOPHHONMTHYHH CPEICTBA. " —

HCIIBC: EnHOBpEeMEHHOTO NPHIOKEHNE HA HANPOKCEH U eAoKcabaH yrb/KaBa BpeM
cpaBHeHHe ¢ ABeTe AekapcTBa nootaenHo. Hanpokcen HAMa ePekT BbpXy Cmax ¥ AU
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[Tpy KAMHUYHUTE NPOYUBaHUg €aH0BpeMeHHOTO npunoxedre ¢ HCIIBC Boan 10 NOBH1IEHO KINHHWYHO
3Ha4uMO KbpeeHe. He ce npenopbusa xpoHnuHoTo npunoxende Ha HCTIBC ¢ exokcadan.

SSRIs/SNRIs: KakTo npu ApyruTe aHTUKOAryJaHTH, MOXe Ja ChLIECTBYBA Bb3MOXHOCT NALMCHTUTE Ja
ca UIIOXKEHHU HA MOBULIEH PHCK OT KbPBEHE NpPH eAHOBpeMeHHa ynotpeba che SSRIs unu SNRIs

NopaaH A0K1aABaHNA UM edieKT BLpXy TpOMOOUNTHTE (BXK. TOUKA 4.4).

EdekT Ha eaokcabaH BbPXY APYrH NeKapcTBa

Enokcaban noBuwmasa Cnax Ha IPHAATAHKHA CHBMECTHO ¢ Hero ANrokcHH ¢ 28%, Ho AUC He ce
noeanasa. Enokcaban HaMa ehekT BbPXY Cmax © AUC Ha XHHHAHUH.

Enokcatan noumxkaba Cmax H AUC Ha npunaraHua e1HOBPEMEHHO € HErO BepanaMHil ChOTBETHO ¢ 14%
H 16%.

4.6 @eprTHaAnTeT, OPEeMEHHOCT H KbPMEHNe

JeHu ¢ neTepoaeH noTeHuHal

Xenu ¢ nereponeH noreHuuan Tpsbea aa n30Arear sabpeMeHaBane No BpeME Ha Jie4eHHE ¢ ¢10KkcadaH.

BpeMeHHOCT

BesonacHocTTa H epHKacCHOCTTa Ha egokcabaH npH OpeMEeHHH KEeHHU He ca yCTaHoBeHH. [1poyuBaHuaTa
BbpXY »KHBOTHH MNOKa3BaT PEIPOAYKTHBHA TOKCHUHOCT (BXK. TOUKA 5.3). Excabnok € npoTHBONOKa3aH 3a
ynotpeba no Bpeme Ha OpeMEHHOCT NOPasK NOTEHUHATHATA PENPOAYKTHBHA TOKCHYHOCT, NPHCHILNA
PMCK OT KbpBEHE H JaHHHUTE, MOKa3Balliy, Ye e/jokcaban npeMHHaBa npes nuauenTaTa (Bxk. Touka 4.3).

KbpMeHe

be3onacHoCTTa M e)MKACHOCTTA Ha €A0KcabaH He ¢a YCTaHOBEHH MPH KbpMauKH. JJaHHUTE NpH KHBOTHY
nokKazpar, uye egokcabaH ce ekckpeTHpa B KbpMata. [1o Ta3n npuurHa Ekcabnok e npoTHBonokasaH B 3a
ynotpeba no Bpeme Ha KbpMeHe (Bx. Touka 4.3). Tpabpa na ce B3eMe pellleHHe JaH a Ce HPeyCTaHOBH
KbPMEHETO HJIH /12 Ce NMPEYCTAHOBH/1a HE C€ NPHUNOKH TEPANHNATA.

depTUAUTET
He ca npoBexaaHn cneundaiHi Npoy4BaHUs ¢ eA0KcadaH NpH Xopa 3a OL€HKA HAa Bb3A€HCTBUETO BbPXY

deprunnteta. B eaHo npoyyBaHe Ha MBKKHSA H KEHCKHA QEPTHIIMTET NPH IUIBXOBE HE ¢a HAl/I01aBaHN
eexTH (BXK. TOUKa 35.3).

4.7 EdexT BLpXy cnocobHocTTa 32 WodHpane n paboTa ¢ MalIHHH
Ekcabnok He noBaHABa AW MOBIHABA NpeHeOpeKHMO CNOCOOHOCTTA 3a WodHpaHe # paboTa ¢ MAlIHHH,
4.8 Hexenanu ieKapcTBeHH peaKIHH

O60611eHne Ha npoduia Ha De30NacHoCT

[Mpoduabt Ha Oe30onacHocT Ha enokcadaH ce Basupa Bbpxy ABE npoy4BaHus Gaza 3 (21 105 naueHTy ¢
HKTIM u 8 292 naunedtd ¢ BTE (/IBT n BE)) ¥ Ha nocTMApKETHHIOBUA OMMUT.
Haii-uecTo cbobuaBaHHTE HEXENAHH PeaKLHH, CBbP3aHH ¢ JJIeUEHHETO ¢ eAoKcadaH, ca enuCTaKCHC

(7.7%), xematypHa (6,9%) 1 anemns (5,3%).

KbpBeHe MOXe 1a Bb3HKKHE HAa BCAKO MACTO H MOXeE 11a ObJe TEXKKO U A0PH (aTanHo
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TabnuyeH CrNUCBK HA HEXKEJIaHUTE peaKliuH

Tabnuua 3 npejcTaBs ClUCbKa Ha HEXETAaHUTE PeakLUu OT ABe OCHOBHH (a3a 3 npoyy4BaHHs MpH
nauredTd ¢ BTE u HKITM, koMOnHupaHu 3a ABEeTe HHAMKALMK W HEXKEJIaHH peakUHH, HIEHTH(PHLUpaHH
o BPeME Ha MOCTMAapKeTHHIOBHS ONUT. HexenaHuTe peakuuu ca K1acH(pHULUHUPaHH 10 CHCTEMO-OpPraHeH
kjaac v yecrtora no MedDRA., kato e u3nosn3saHa clie/lHata KOHBEHLMA: MHOTO 4ecTH (= 1/10), yectH
(>1/100 no < 1/10), Heuectu (= 1/1 000 go < 1/100), peaxu (= 1/10 000 no < 1/1 000), MmHOrO penxkH
(<1/10 000), ¢c Hen3BecTHA YecTOTa (OT HAJIMYHUTE JaHHH He MOKe Jla Objle HalnpaBeHa OLEeHKa).

Tab6aunna 3: Cnuebk Ha HexkeaanuTe peakunn 3a HKIIM u BTE

CHCeTeMO-OpraHeH KJac YecToTa

Hapymienns Ha KpbBTA H JIHM@HaATA CHCTEMA

AHEeMUA YecTH

TpomOoumTONEHUs HeuecTu

Hapymiennss Ha HMYHHATa CHCTEMA

CBpPbXYYBCTBHTEIHOCT HeuecTu
AHa(unaKkTH4YHA peakuus Penku
AnepruyeH OTOK Peaku

HapyuieHHss HAa HEPBHATA CHCTEMA

CBETOBBPTEK Yectn
[‘naBobonue YectH
BbTpeuepenen kpbBon3ins (BUK) HeuectH
CybapaxHonaajieH KpbBOH3JIHB Penku

Hapymenns Ha ouHTe

KOHIOHKTHBAJIHH/CKJIEPAJIHH KPbBOU3JIMBH HeuectH

T

BbTpeoyHH KpbBOH3JIHBH HeuecTH

ChbpaeyHu HAPYLIEHHS

[lepukapaHH KPpbOH3JIHBH Peaku

CbaoBH HApYLIEHHH

Jlpyru xemoparuu HeuecTH

PecnupaTopHH, rpbJAHH H ME€ITHACTHHAJIHH HAPYIUCHHS

Enucrakcuc YecTH

XeMornTH3a HeuecTH

CToMalIHO-YpPEeBHH HAPYIICHHHA

Kopemna 6onka

KpbBou3nus ot gonuute otaesun Ha ['U Tpakr

KpbBon3nus ot ropuute otaenu Ha ['U Tpakr

Opanen/apuHreasieH KPbBOU3JIHB

[‘aneHe

PETPDHEPHTDHEMEH KPbBOH3JIHB

XenaToOHJIHAPHH HAPYILIEHHA
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[loBHlLEeH OHNMPYOUH B KPBLBTA HecTH

TosuweHa raMarnyTaMunTpadcdepasa YecTH
ToBnuiena ankanHa pocdarasa 8 KpbBTa HeuecT
'TOBHUIEHW TpAHCAMHHA3M HeuecTu

HapymieHAS Ha KOXAaTa H NOAKO0KHATA THKAH

KoxHH MeKOTbKaHHH XeMOparui YecTn
O6pus Yectn
[IpypuTyc YecrH
YpTukapus HeuecTn
HapyuwieHHS Ha MYCKYJ/IHO-CKEJIETHATA CHCTEMA H CHEAHHHTEIHATA

ThKAaH

UuTpaMyckyTHH XxeMoparuy (6e3 KoMnapTMeHTEH CHHAPOM) Penku
BbTpecTaBHH XeMOparuH Peaku

Hapymenna Ha 6p6penHTe H MHKOYHHTE HBTHILA

MakpocKoncka XxemaTy pust/ypeTpajiHi XeMoparuu YecTH
Cebp3aHa ¢ AHTHKOAryJiaHT HeEdponaTus C HensBecTHa
YECTOTA

Hapymenna Ha BL3APOH3BOIHTEIHATA CHCTEMa H MPAATA

Barnnanen kpbBOH3NHB' YecTw

OO61uH HApYLIEHHA H ¢PEKTH HA MACTOTO HA NMPHJIOKEHHE

XeMOparui Ha MACTOTO HA MYHKUHATA Yecti
HicaeaBanusn |
OrknOHEeHHs B YepHoAPOoOHUTE QYHRKLHOHANTHH NOKa3areny Yectu

Hapaussanus, OTpaBsiHKA H YCJIOKHEHHA, Bh3HHKHAJIH B Pe3yJ/iTaT HA

HHTEPBEHIHH
Xemopariy Ha MACTOTO Ha XHPYprdyHata Hameca | HeuecTn
CybnypaneH KpbnBOH3NHE Peaku
KpbBOW3AKHB. CBBP3aH € npoueaypa Peaku

' CpobuiaBaHuTe YECTOTH CE OCHOBABAT Ha KEHCKATa Nonylaiuud B KIMHHYHWTE W3nuTBanua. Cnyyau
Ha BACMHAIHO KbpBeHe € ¢b0oOLAaBaT YeCTo MPH XKEeHH HA Bb3pacT Mol 50 roAHHH, HO HE €A YECTH NpH
EHH Ha Bb3pacT Haa S0 roanHu.

Onucanne Ha N30paHH HexeNaHH peakuuu
Xevopacuuna anemist

[Topaau dapMakonorHuHua My MEXaHH3bM Ha AeHCTBHe, ynoTpebara Ha enokcabaH Moxe Ja Obae
CBbP3aHa C MOBULIEH PHCK OT OKY/ITHO HIH ABHO KbPBEHE OT BCAKA TbKaH HIH Oprau, Koeto OH Morso aa
noBeae A0 MocTXeMoparuiuHa aHeMus. [lpu3naunre, CHMITOMHTE H TEXECTTa { BKIIOYHTENHO aTaneH
M3X04) Llie BapHpaT B 3aBHCHMOCT OT JIOKANH3ALUHATA H CTENEHTa HNH 00eMa Ha KbPBEHETO H/HJIH
aHeMHsATa (BkK. Touka 4.9). B knuuyu4uaUTE NpOyYBaHHA NMIaBUYHO KbPBEHE (Hanp. €NUCTaKCHC,
racTPOHHTECTHHAIHO, TEHHTOYPETPAIHO) M aHEMHA ¢e HabMI0AABAT NO-YECTO MPH NPOABIKHTENHO
neveHue ¢ eJoxkcadbaH B cpaBHeHHe ¢ neueHneTo ¢ ABK. 1o Ta3u npnunHa, B 10NBIHEHHE —~
a/1eKBaTHOTO KIMHHYHO HabnloaeH e, nabopaTopHO H3CIEABaAHE Ha XeMornodbuHa/xe
Morno aa Obae oT nonia 3a OTKPUBAHE HA OKYJITHO KbpPBEHE, aKO € NPELEHH Ye € Mo
€ PHCKDBT OT KbpBeHe a ObA¢ MOBULICH MPH ONPEAEIEHH I'PYTIH MALHWEHTH, HANPH
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HEKOHTPOJNHpaHa TeXKa apTepHanHa XMNepToHHa W/HIM HAa CbTBTCTBALLA TEPANHs, KOATO NOBAHABA
XeMocTaszaTa (Bk. Touka 4.4). BLb3MoXHO € MEHCTPYaATHOTO KbpPBEHE a € MO-CHIHO H/KJH N0-
NPOALIKUTENHO, XeMOparHuHUTe YCI0KHEHHS MOTAT Aa ce€ NPOKBAT KaTo ¢naboct, OaeaHoCT,
3aMasHOCT, MaBOOONHE HIIH HEQOACHNMU OTOLH, AUCTTHES W HEODACHKUM UIOK. |

Uma chobLIEHHSA 3a H3BECTHH YCIIOKHEHHS B PE3YNTAT HAa TEXKKO KbpPBEHE, KaTO KOMNAPTHMEHTEH
CHHAPOM K OBOpeuHa HeAOCTATBLYHOCT B PE3YNITAT HA XHNONEpdy3us HIH CBbp3aHa C aHTHKOAryaaHT
HedponaTus MpH U3NON3BaHe Ha enokcaban. [To Ta3u npuunHa BEPOATHOCTTA OT KbPBEHE TPsAOBA J1a ce
HMa NpeaBHA NPH NPELEHKATa Ha ChbCTOSHUETO Ha BCEKH NMALHEHT, KOHTO € MOAM0XKEH Ha

AHTHKOArYNaHTHO JeuYeHHeE,

[legnaTpuyHa nonyiaauud

BesonacHocTTa Ha enokcabaH e oleHeHa B aApe npoyusaHus ¢asa 3 (Hokusai VTE PEDIATRICS n
ENNOBLE-ATE) npy neAHaTpHuYHH NaUMEHTH OT paxkJaHeTo A0 noa 18-roavuuna sb3pact ¢ BTE

(286 nauMeHTH, 145 NnauHeHTH, NeKyBaHU ¢ eJokcadaH) H ChpAeYHH 3aD0IABAHHA C PHCK OT
TpoMBOTHUHH cbOKTHA (167 naunenTy, 109 nauHeHTH, NekyBaHH ¢ eaokcaban). Karo uano npopunsT Ha
6e30MacHOCT NMpPH Aeua € noAodeH Ha TO3M NPH NONyJauusTa Bb3PacTHH MAaLHEHTH (Bx. Tabnuua 3).
061110 16,6% OF MeaHaTPUUHHTE NALMEHTH, JieKyBaHH ¢ eaokcabal 3a BTE, ca nonyunnn wexenanu

pEeaKlHH.

CrobulasaHe Ha MOAO3HPAHH HEXENAHH PEAKLHH

CH06LABAHETO HA NOAO3HPAHN HEXENAHN PEaKLMHK CNEll pa3peLiaBaHe 3a ynotpeda Ha JeKapcTBeHUs
MPOAYKT € BaxcHO. ToBa NO3BONABA Ja MPOAbIKH HAONIOAEHHETO HA CHOTHOUIEHHETO NONI3a/PUCK 34
NIEKapCTBEHUA NPOAYKT. OT MEAHUMHCKUTE CNEMAJINCTH €€ H3HCKBA 1A Cb0OO1UABAT BCAKA MOAO3NpaHa
HexenaHa peakuda upez U3nbaHnuTenHa areHuua no nekapersata, yia. Jamau ['pyes”™ Ne 8. 1303 Codua,

Ten.: 02 8903417, yebcaiit: www.bda.bg.

4.9 Ilpeaosupane

[Tpeno3upaneTo ¢ eaokcadan Moxe Aa A0Beae A0 Xemoparua. ONUTHT CbC C/1yYaH Ha NpeAo3HpaHe ¢
MHOI0 OrpaHH4€H.

He cbizecTByBa aHTHAOT cpelly drapMakoAHHAMUYHNA edekT Ha eaokcabaH.

B cnyuait Ha npepo3upase Ha enokcaban MoXe 1a ce HMa NpeBUA PAHHO NPUIOKEHHWE HA AKTHBCH
BbIJIEH 3a HaMansaBane Ha abcopOuuaTa. Ta3zyu npenopbka c€ OCHOBABA Ha CTAHAApPTHO JEYEHHNE Ha
Mpeso3NPAHETO H HANHYHKUTE JAaHHH 3a NOJ00HHN ChbeAHHEHHA, Thil KaTo ynoTpebarta Ha aKTHBEH BbIJICH

3a HaMangBaHe Ha abcopbunaTa Ha egokcabaH He e NpoyyBaHa ClIeUHalIHO B KIMHHYHATa Nnporpama 3a
enokcabas,

OsnansBaHe Ha KbpPBEHE

AKO NPH NaUHEHT Ha JIeYeHHe ¢ €10KkcabaH Bb3HHKHE YCI0XHEHHE, CBbP3aHO C KbPBEHE, CICABALLMAT
npuem Ha eaokcabaH TpAOBa Aa ce OTAOKH WIIH eueHHEeTo TpADBa Na ce NPEKpatH, ako € HeoOX0aHMO.
Enokcaban uma nonyxusot okono 10 1o 14 yaca (Bx. Touka 5.2). JleyeHnero tpsadpa aa €

MHAWBHIY &JN3UPAHO B 3aBHCUMOCT OT TEXECTTa U JTOKAJIN3alHaTa Ha KpbBOH3IHBA. [Ipn HeobxoanmMocT
MOXE 112 ¢ H3N0A3BA NOAXOASIIN0 CHMITOMATHYHO JIEUCHHE, KaTO MEXaHWYHA KOMNpecHs (Harp. npu
TEXbK EMMHCTAKCHC), XHPYPrHYHA XEMOCTa3a ¢ MpoLUeaypH 3a KOHTPOJ Hall KbPBEHETO, 3aMECTBAHE Ha
obeMa M MepK# 3a NOAAbPIKAHE HA XeMOAHHAMMKATA, NPETHBAHE HA KPbBHH NPOAYKTH (EPHTPOLNTEH
KOHLIEHTPaT WK MPACHO 3aMpa3eHa 1ia3ma B 3aBUCHMOCT OT aCOLMUPAHATa aHEMHA HIIH MaTHA)
HIIH TPOMOOUMTH.

[Tpy KHBOTO3ACTpAILABALLO KbPBEHE, KOETO HE MOXKe Ja Oble OBNaJIfHO ¢ MEPK
XEMOCTA3a, HMA AAHHH, Y€ NPHIOKEHHETO Ha 4-(aKTOPEH KOHLEHTpAT Ha MpoT
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(KIK) npn 50 1U/kg obpbiua epextrTe Ha eqokcaban 30 MHHYTH ciiell 3aBbpLIBaHe Ha HHQY3udTa.

Moxe na ce uMa npeasu cblllo pekoMbuHanTHuAT daktop Vila (r-FVlla). Mma obaye orpaHuueH
KIHHHYEH ONUT C ynoTpedarta Ha TO3H NpoAYyKT ApU HLA, Noay4asalll efokcadbaH.

B 3aBUCHMOCT OT Bb3MOXKHOCTTA HA MACTO, B C/IyHaH Ha rofaMo XbpBeHe, TpaOBa aa ce oOMHUCIH
KOHCYJITAlMA ChC CRELUANMCT N0 KOaryJalvOHHH HapyLIeHHA.

He ce ouakBa npoTaMuH cyagaTr U BUTaMHH K 12 [MoBNHAAT aHTHKOAry/JaHTHaTa akTUBHOCT Ha
eJoKcabaH.

Hama onut ¢ aHTHPNOPNHONHTHYHH CpeaACTBa (TpaHeKcaMoBa KHCeIHHA, AMHHOKANPOHOBa KUCENHHA)
NpH HHAHBHAH, oNy4asalu egokcaban. Hama HUTO HayuHH n0ka3aTencTsa 3a 61aronpHATHO

NOBAHUABAHE, HUTO ONHUT OT H3MOJI3BAHETO HA CHCTEMHH X€MOCTATULH (Ae3MONPECHH, aiPOTHHHH) NPH
MauueHTH, nony4vapamu egokcadan. [lopaan BHcokaTa CTeneH Ha CBbP3BAKE € NJA3IMEHUTE NPOTEHHH HE

ce oyakBa egokcabaH aa Moxe Jla Obae oTAeNeH Ypes Adannsia.

5. ®APMAKOJOIHYHU CBOHCTBA

5.1 dapmMakoaHHAMHYHH CBOKCTBA

dapmakoTepaneBTHYHA IPyna: AHTHTPOMOOTHYHH CpeaCTBa, AMPEKTHH HHXUOHTOPH Ha dakTop Xa;
ATC koa: BO1AFO3

MexaHH3bM Ha J1eHCTBUE

EnokcabaH e BUCOKOCENEKTHBEH, AHPEKTEH W 00paTHM HHXHOUTOP Ha (akTop Xa, CEpHHIPOTEa3aTa,
KOATO y4acTea B kpaiHua obul BT HA KoarynalloHHara kackana. Enokcaban nHxnOupa cBoboaHuUA
dpakTop Xa U akTHBHOCTTA Ha TpoTpoMOHHa3HuA xoMnaekc. MHxubHpaHeTo Ha dakTop Xa B
KOAryJauyoHHAaTa Kackana noHuxaea o0pa3yBaHeTO Ha TPOMOMH, yIb/KaBa BPEMETO HA ChCHPBAHE U
NOHNXkaBa pucka ot obpasysaHe Ha TpoMD.

dapmakoaHHAMHUYHH ePEeKTH

Enokcaban nma Obp30 Haqano Ha papMakoAMHAMHUYHHTE €(EKTH B paMKHTE Ha 1-2 vaca, KoeTo
CBLOTBETCTBA HA MAKCUMAJIHA eKcno3nuua Ha elokcabaH (Cmax). PapMakoaANHAMHYHHUTE €EKTH,
onpeaeneHH upes TecT 3a aHTHdakTop Xa. ca NnpelicKalyeMH H KOPelinpat ¢ 103aTa H KOHUCHTPALUWATA Ha
efokcabaH. B pesynTar Ha nixubupaneto Ha FXa, enokcadaH Cblllo yAb/KaBa BpEMETO HA ChbCHPBaHE
NpH TECTOBE KaTo MpoTpoMOuHOBO BpeMe (PT) 1 axTHBHpaHO napuHanto TpOMOONNACTHHOBO BpeMe
(aPTT). [IpomMennTe, HaOMONABAHN NTPH TE3H TECTOBE 3a ChCHPBAHE, CE OYAKBA Jia ce HabnoaasaT npH
TepaneBTHYHATA /1033, HO TE3H IPOMEHH Ca HE3HAYUTEIIHH, PH TONAMa CTENEH Ha BAapHAOMNHOCT, H He
ca MOJIE3HH 3a NpocielsBaHe HAa aHTUKOATyJIaUHOHHUA edeKT Ha enokcadaH.

Egexmu gvpxy KoaeyIdyuonnume MAaprepu npu NpEMuRAeane on 1edenue ¢ pusapoxcaodn, ddtucampan
WU URUKCADUR HU Jedenue ¢ eookcaban

[TpH KAKHHYHO-PAPMAKOIOTHYHHTE NPOYYBAHUA, 3APABH JIHLA Ca NIOAY4aBany pHeapokcabaH 20 mg
BC/IHLK JHEBHO, AaburaTtpaH 150 mg s1Ba MbTH AHEBHO HIIH ankikcaban 5 mg ABa MbTH /IHEBHO,
nocJieBaHN OT €AHOKpaTHa 103a eaokcabaH 60 mg Ha aeH 4. OnpeaeneH € €QeKTLT BbPXY
npoTpomdnrosoTo Bpeme (PT) u apyru koarynauvoHHu OHomapkepu (Hamp. anti-FXa, a
Cnen npeMHHaBaHETO Ha JeveHHe ¢ enoxcabaH Ha aeH 4, PT e ekBHBaNeHTHO Ha feH 3
u anuxcaban. 3a naburaTtpau ce HabnoaBa Nno-BHcoka akTHBHOCT Ha aPTT cnen np
egokcaban ¢ npeALSCTRAILO AeYeHUe ¢ aaburaTpaH, B CpaBHEHHE C Ta3H Clel eye gzg )
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enokcabaH. [Ipnema ce, ue ToBa € NOPaaH edexTa HA MPEHACTHE OT EYEHHETO ¢ AadMraTpaH, HO TOBA He

BOJH JO YAbNXKABAHE HA BPEMETO HA KbpPBEHE.
Bb3 ocHOBA Ha Te3K JaHHH, KOraTo ce NPeMHHaBa OT JICYEHHE ¢ T€3W aHTUKOATyJIaHTH Ha JIEYEHHE ¢

enoxcabaH, nbpBaTa N103a Ha ea0kcaban MOXe 4a Ce 3aMmoYHe N0 BPEMETO 3a Cle€ABallaTa iaHupaHa
N03a OT NPEAECTBALLHS aHTHKOAryNaHT (BXK. Touka 4.2).

KauHnuua edukacHoCT U Oe30nacHoCT

IIpodniiakmurda Ha UHCY.IM U CUCMEMHA eMOOUS

Knunvynara nporpama 3a ejokcabas 3a npeAchpAHO MBX/ACHE € NlaHWpaHa, 3a ia ce NOKaxe
edHKkacHOCT M 6e30MaCHOCT Ha ABE A030BH TPYNH Ha eaokcabaH B cpaBHeHue ¢ BapdapiH 3a
npodpUIAKTHKE HA MHCYNT H CHCTEMHA eMDONHA NpPH NaLUKMEHTH C HEKANHO NPEACbPAHO MBXKIECHE H B
yMepeH /0 BHCOK PHCK OT HHCY/IT M ChOUTUA Ha cucTeMHa emOonus (systemic embolic events, SEE).

[1pu raasioto ENGAGE AF-TIMI 48 npoyusaHe (HanpaBaaBaHO OT CbOMTHATE, (ha3a 3, MHOTOLIEHTPOBO,
PaHAOMH3HPAHO, ABOMHOCIANOD, ABOHHOMACcKHPaHO, napanenHo-rpynoso npoyusade) 21 105 nauueHTu
CbC cpeieH CKOp 3a 3aCTOMHA ChbPASYHA HEJOCTATLYHOCT, XHNEPTOHHUSA, Bb3PacT 2 75 roaNHH, 3axapen
aunabder. uncynt (CHADS2) ot 2,8 ca paHAOMU3HPaHN WK B nevebHa rpyna Ha eaokcaban 30 mg seasbk
NHEBHO, UK B neuebHa rpyna Ha enokcaban 60 mg BeHbX AHEBHO, WIIM Ha BapdapuH. JlozaTa Ha
YYACTHMLINTE U B iBeTe ne4ebHU rpyni Ha efokcabaH e HaMaieHa HanonoBKHa NpH HAIHYHE HA €AHH HAH
MoBeYe OT CJASAHMTE KIMHHYHYU (PaKTOPH: yMEPEHO TexKa cTeneH Ha Obbpeuno yspexaane (Crll

30-50 ml/min), uucko TenecHo Terno (< 60 Kg) HaH ChNBTCTBALLO NPHAGKEHHE HA CNEURPUUHH
HHXHOUTOpH Ha P-gp (BepanaMul, XMHUAWH, APOHEAAPOH ).

[IbpBHYHATA KpaiiHa TOUYKA 3a eUKACHOCT € CbeTaBHaTa OT HHCYNT M SEE. BropruyHuTe KpaiHK
TOYKH 33 ePMKACHOCT BKJIIOYBAT; ChcTaBHa oT MHCYNT, SEE u copaeynocsaosa (CC) CMBPTHOCT;,
roNsMo HEKeNaHo ChpAeuHOChA0BO cbOUTHE (Mmajor adverse cardiovascular event, MACL), koeto ¢
cbeTaBeHo oT HedaTtaneH MU, HedaTanen nucynt, HedgatanHa SEE u cMbpT o1 CC npuunHa Unu
KbpBeHe; ChCTaBHa OT HHCYAT, SEE M ¢MBPT OT BCHYKH MPHHHHN.

MeauaHaTa Ha eKCIIO3ULMATA HA 1IEKAPCTROTO NPH NPOYYBAHETO € 2.5 rOAWHHM W 32 ABETE IEHEOHH
rpynu Ha eqokcaban 60 mg n 30 mg. MeanaHaTta Ha NpocieasBale NpH NpoyysaHeTo € 2,8 roAUHH 3a
aAseTe nevyeOHH rpynu Ha eaokcaban 60 mg u 30 mg. MeanaHata Ha €KCNO3MUUATA B MALHWEHTOTOANWHY €
15471 u 15 840 cvoTsBeTHO 3a rpynuTe HA NeyeHde ¢ 60 mg v 30 mg, a MEeANaHaTa Ha NPoCieasBaHETO
g nayHeHToroavHu € 19 191 1 19 216 cLoTBeTHO 3a rpynuTe Ha neveHue ¢ 60 mg v 30 mg,

B rpynata sa BapdapHH, MelMaHaTa Ha BpeMe B TEPanNeBTHHHHTE rpaHylM (time in therapeutic range,
TTR; INR 2.0 no 3.0) ¢ 68.4%.

OCHOBHHAT aHaIk3 Ha eHKACHOCTTA MMA 32 LN 14 NOKAXKE HE NO-MalKaTa e(JuUKaCHOCT Ha eaokcadaH
cnpsaMo BapdhapHH NpyH NbPBH HHCYANT UAN SEE, BB3HUKBALILN MO BPEME HA N€UEHNETO 1M B PAMKHTE
Ha 3 IHH clied nocheatara 1034, nipveTa B rpynara ¢ Moau@uuupaHo HamepeHHe 3a neueHune (modified
intention-to-treat, mITT). Exokcabax 60 mg e ¢ He no-Masika eMKacHOCT OT BapdapHH 3a NbpBHYHATA
KpaiiHa TouKa 3a ePHKACHOCT NPH HHCYNT WK cbONTHE Ha cucTemHa emBoaus (Systemic Embolic
Event, SEE) (ropxara rpansua Ha 97.5% nosepurenen untepsan (/1) na koedpuumnent Ha pucka (KP)
crpaMo Bap(apHH e 1o/l Npe1BapUTENHO ONpeaeeHaTa rPpaHuLa 3a HE TIo-Manlka epHKacHOCT oT 1,38)
(tabnnua 4).
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Tab6auna 4: UucyaTn 1 cbOnTHS HA cHcTeMHa eMOoaus B npoyuyBaneto ENGAGE AF-TIMI 48
(mITT, B nepnoaa Ha JieYeHHETO)

Enoxkcabaun 60 mg Bapdapun
[IbpBHYHA KpaHHA TOYKA (30 mg noHHKeHa 1032) (N =7012)
(N=7012)
NepBu uacyar/SEE®
n 182 232
YectoTa Ha cbOuTHaTa (Y%/ron)’ 1,18 1,50
KP (97,5% JIN) 0,79 (0,63, 0,99)
P-CTOMHOCT 3a HE M0-MaJiKa <(,0001
eukacHOCT"
[IopBH HCXeMHYEH HHCYAT
n 33 144
YecToTa Ha chOuTHATa (Yo/ron)’ 0.87 0,93
KP (95% J1N) 0,94 (0,75, 1,19)
[IbpBH XeMOparu4eH HHCYJIT
n 40 76
YecToTa Ha chOuTHsaTa (%/ron)’ 0,26 0.49
KP (95% JIN) 0,53 (0,36, 0,78)
i [IspBa SEE
n (%/ron)? 8 (0,05) 13 (0,08)
KP (95% J1N) 0,62 (0,26, 1,50)

Cokpauenus: KP = KoeduunenT Ha pucka cnpsmo Bappapun, JIU = JloBepurenen uurepsan, n = Opoii
Ha ceOuTuaTa, mITT = MmoauduumpHo HamepeHue 3a nevenne, N = Opoii Ha naunenTure B rpynata miTT,
SEE = IlposBa Ha cucTeMHa eMOous, rojl = roauHa.

“ [TauMeHTBT MOJKE J1a € NMPEeACTaBEH B HAKOJIKO peja.

b Yecrorara Ha crOuTHATA (%/ro1) € n3uncieHa kato Opost Ha CbOUTHATA/MAUHEHTOTrOJIMHH €KCITO3HLIUS.
¢ JIBycTpaHHaTa p-CTOMHOCT C€ OCHOBaBa Ha rpaHULA 3a He no-Maika epukacHoct ot 1,38.

[To Bpeme Ha uenus nepuoi Ha nevyerunero B rpynata I'TT (Habop 3a aHanu3 3a IEMOHCTPHpaHe Ha
MpeBb3X0ACTBO), olleHeHH HHCYAT Wan SEE HacTbnear npu 296 nauuenTH B jieyeOHaTa rpyna Ha
enokcadban 60 mg (1.57% roanwiHo) u npu 337 naunmeHTH B rpynara Ha Bapgaput (1,80% roauiuino). B
cpaBHEHHe ¢ JieKyBaHuTe ¢ Bapgaput naunentn, KP B rpynata na enokcaban 60 mg e 0,87 (99% JIH:
0,71, 1,07, p = 0,08 3a npeAUMCTBO).

[Tpu noarpynoBuTe aHaaM3M 3a NalMeHTHTE B leyeOHaTta rpyna Ha 60 mg, KOUTO ca HMAJIH MOHHXKEHHE
Ha noszara 10 30 mg npu npoyuBanero ENGAGE AF-TIMI 48 (nopaau Tenecho terno < 60 kg,
yMepeHO TeXKa cTerneH Ha ObOpeyHO yBpekJaHe WK CbITbTCTBALA yNnoTpeda Ha HHXHOUTOPH Ha
P-gp), yectoTtaTa Ha cbOUTHsATA € 2,29% roauiuHO 3a NbpBHYHATA KpalHA TOYKA B CPAaBHEHHE C
yecToTa Ha cbOUuTHATA OT 2,66% roANLIHO 32 CbOTBETHUTE NMAaLUHEHTH B rpynara Ha Bapdapuu [KP
(95% J11): 0,86 (0,66, 1,13)].

PesyntatuTe 3a ehukacHOCT 3a NpeABAPUTEIHO ONpeaeIeHHTE OCHOBHH MOArPYIH (C NOHHIKEHHE Ha

7103aTa NP HY*/1a), BKJIIOYHUTETHO Bb3PacT, TEJIECHO TErJ10, 1oJl, CbCTosHHE Ha ObOpevHarTa '
npeawecTsail MHCYAT HiaH TUA, anabet nan nHXuOuTOpH Ha P-gp, no NpHHLKI CbOTBET
pe3yJITaTHTE 3a NbPBHYHATA KpaiHa ToYKa 3a e()UMKaCHOCT 3a Lgsara rpyna, u3cie/iBaHa
[POYy4YBaHETO.
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KoeduuuenTsT Ha pucka (eaokcaban 60 mg cnp. BappaprH) 3a nbpBHYHATa KpalHa TOYKa B LIEHTPOBETE
¢ no-HucKko cpeano Bpeme Ha INR B uenesus auanason (INR TTR) 3a Bapdapun e 0,73-0,80 3a Haii-
uuckute 3 kpaptuiaa (INR TTR < 57,7% no < 73,9%). Toii e 1,07 B ueHTpoBeTe ¢ Haii-100bp KOHTPOJ Ha
tepanuaTa ¢ Bapdapun (4™ kaptua > 73,9% ot INR croiiHocTHTE B TepaneBTHYHHS 1HANA30H).

MMa cTaTHCTHYECKH 3HaYMMO B3aumojelicTBue Mexay edekra Ha elokcabaH cnpsMo Bap(papHH BbpXY
pesynTaTa OT 0CHOBHOTO npoyusaHe (HHcynT/SEE) n 6u6peunara dyHkuus (p-croitHoct 0,0042;

mlITT, uenus nepuoa Ha NPOy4YBAHETO).

Tabnuua 5 nokassa ucxeMuuun HHCYATH/SEE no kateropus KpeaTHHHHOB KJIHPBHC MPH MAaLHEHTH C
HKIIM B ENGAGE AF-TIMI 48. Hanuie e HamansBalla 4ectora Ha cbOMTHATA NPH yBEJIMYaBalll ce

CrCL wu B aABeTE IpyInH 3a JieHeHHe.

Ta6auua 5: Bpoii nexemuunn uucyaTH/SEE no kareropus kpeatnannos Kaupsie B ENGAGE
AF-TIMI 48, mITT naGop 3a anaau3 npes3 ueJaHs NepHoO HA NPOYYBAHETO

CrCL Enokcaban 60 mg Bapdapun
moarpyna (N =7012) (N = 7012)
(mI/min)
n | bpoii na |Yectoranma| n | bpoii Ha | Yecrora na | KP (95% AH)
CHLOMTHATA | o1, GuTHATA CHOMTHATA | cy.GuTHATA
(Yo/ronuna) (%o/roaunua)
> 30 1o <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
> 50 no <70 2093 835 1,51 2106 95 1,70 0,88 (0,66, 1,18)
> 70 no <90 1661 45 0,99 1703 50 - 1,08 0,92 (0,61, 1,37)
> 00 no< 110 927 27 1,08 960 26 0,98 1,10 (0,64, 1,89)
> 110 1o <130 | 497 14 1,01 469 10 0,78 1.27 (057, 2,85)
> 130 462 10 0,78 418 3 0,25 | -

Cokpauenus: CrCl = kpeatnHHHOB KiupbHC; N = Opoii Ha nauvenTite B mlTT nonynauunsaTa npes
uenus nepuoa Ha npoyusanero; mlTT = MmoanduunpaHo HaMepeHHe 3a JedeHue; n = Opoii Ha
nagueHTute B noarpyna; KP = koeduunent Ha puck cnpsamo saphapun; JIM = nosepuresieH HHTEpBall.
*KP He ce u3uucisBa, ako OposT Ha cbOMTHATA < 5 B €/1HA I'pyna Ha JieyeHHue.

B noarpynute 3a 6b0peunara yHKIHs, pe3yITaTHTe 3a BTOPHYHUTE KpaiiHW TOYKH 3a e(PMKACHOCT Ca B
ChbOTBETCTBHE C TE€3H 3a N'bPBHYHATA KpaiHa TOYKA.

U3cnenBaHeTo 3a npeBb3X0ACTBO € u3BbpuieHo BbpXy I'T1 nonynauusTa 3a ueans nepHoa Ha
[IpOY4BaHETO.

Uncynt u SEE HacTbnBaT npu no-Majiko nauMeHTH B ieyebHaTa rpyna Ha eaokcadban 60 mg, 0TKOJIKOTO
B rpynara Ha BapdapuH (cvotBeTHO 1,57% 1 1,80% roaunno), ¢ KP ot 0,87 (99% J1H: 0,71, 1,07, p=
0,0807 3a npeaAUMCTBO).

[IpeaBapUTENHO ONpeEeieHHTe ChbCTAaBHU KPaiiHH TOYKH 3a CPABHEHHETO Ha JieyeDHara rpyna Ha
enokcaban 60 mg ¢ Bapdapun 3a uncyar, SEE n KP 3a CC embprHOCT (99% JIH) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uncynt, SEE u cmbpTHOCT 0T Benuku npuurnn — 0,90 (0,80, 1,01).

Pe3yntaTire 3a CMbPTHOCT OT BCHUKH NPHYHHH (OLEHEHH CMBPTHH ciiydan) npu npoyysaHeto ENGAGE
AF-TIMI 48 ca 769 (3,99% roauiiHo) 3a y4yaCTHHLHTE, NpuemMallu eaokcadad 60 mg (MoHMxKeHa j103a Ha
30 mg), B cpaBHenue ¢ 836 (4,35% roanino) 3a Bapdapun [KP (95% JIN): 0,91 (0,83, 1,01)].

Pe3yntati 3a CMBPTHOCT OT BCHYKH NPHYHHH (OLIEHEHH CMb
(enokcaban cnpsmo Bapdapun): CrCL 30 no < 50 ml/min [K
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1,40)].

Enokcatan 60 mg (nonuxkeHa ao3a 30 mg) BOAW 10 NMO-HHUCKA YECTOTA HA CbP/AEHHOCHA0BA CMbPTHOCT
B cpaBHeHHe ¢ Baphapun [KP (95% JIN): 0,86 (0,77, 0,97)].

OueHeHnTe AaHHM 3a e(PUKACHOCT M0 OTHOLLEHHE HA ChPAEYHOCH0BA CMBPTHOCT MPH OBOpeuHHTE
noarpynu (eaokcadban cnpsimo Bapdaput): CrCL 30 g0 < 50 ml/min [KP (95% [AH): 0,80 (0,65, 0,99)];
CrCL > 50 no < 80 ml/min [KP (95% J1A): 0,75 (0,62, 0,90)]; CrCL > 80 ml/min [KP (95% JIA): 1,16
(0,92, 1,46)].

[TepBHyYHaTa KpaiiHa TOYKa 3a 6€30MacHOCT € roJiiMO KbpBEHE.

Mma 3HaunMo noHWKEeHHe Ha pUCKa B 110J13a Ha JeyeOHara rpyna Ha ejokcaban 60 mg B cpaBHEHHE C

rpynara Ha Bap(apHiH Mo OTHOLIEHHE Ha rojiiMo KbpBeHe (CbOoTBETHO 2,75% u 3,43% roauiuno) [KP

(95% JIN): 0,80 (0,71, 0,91): p = 0,0009], BUK (cvorBeTHO 0,39% 1 0,85% roauwno) [KP (95% J1N):
0,47 (0,34, 0,63): p <0,0001] n apyru BuaoBe kbpBeHe (Tabauua 6).

[TonukeHneTo Ha (paTajlHUTE Cllyyal Ha KbpPBEHE CbIIO € 3HaYuMO 3a JieyeOHarta rpyna Ha ejljokcabaH
60 mg B cpaBHeHHe ¢ rpynara Ha Bapdapus (0,21% u 0,38%) [KP (95% JAH): 0,55 (0,36, 0,84);

p = 0,0059 3a npeAMMCTBO|, OCHOBHO MOPaAH NMOHHUKEHHETO Ha Opos Ha (paTaiHK ciyyau Ha
pbTpedependu kpbBousdiueu (BUK) [KP (95% JAN): 0.58 (0,35, 0,95); p=0.0312].

Tabauna 6: CoOuTHA HAa KbpBeHe npH npoyuBaHeTo ENGAGE AF-TIMI 48 — Anasin3 Ha
0e30NnacHOCTTA HA NAUHEHTHTE HA JIeYeHHe

Enokcatan 60 mg Bapdapun
(mnonmnsKkeHa 103a Ha 30 mg) (N=7012)
(N=7012)
ConsiMo KbpBeHe
n 418 524
Yectora Ha cuOuTHsATa (%/TON)? 2,75 343
KP (95% JIN) 0,80 (0,71, 0,91)
[P-CTOMHOCT 0,0009
BYK®
n 61 132
YectoTra Ha chOuTusaTa (%/ron)? 0,39 0,85
KP (95% JIN) 0,47 (0,34, 0,63)
DaTaJIHH CJIYYaH HA KbpPBeHe
n 32 59
Yecrora Ha ceOuTHATA (Y%/TON)* 0,21 0,38
KP (95% JIN) 0,55 (0,36, 0,84)
ICRNM kbpBeHe
n 1214 1 396
YecToTa Ha ceOuTHATa (%/TOon)" 8,67 10,15
KP (95% JIN) 0,86 (0,80, 0,93)
BcsikO NOTBBPAEHO KbpBeHe"
1 865
YectoTa Ha chOuTHaTa (%/roa)" 14,15
KP (95% J1IN) 0,87 (0,82, 0,92)
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JloBeputenen uutepsai, CRNM = KJIHHHYHO 3HAYMMO HEro/1sMo, N = OpOii Ha NALMEHTHTE CbC CLONTHS,
N = Opoii Ha MaMeHTHTe B rpynaTa 3a aHaju3 Ha 0e30MacHOCTTa, roJ = roJuHa.

* YecToTaTa Ha chOMTHATA (%/r0j1) € H34HCIIeHa KaTo OposAT Ha CbOMTUATA/ MALIMEHTOrO/IHHA
€KCMO3MLIHA.

b BYK BkI10OYBA MbPBHYEH XEMOpAaruyeH HHCYNT, cyOapXHOHJa/leH KpbBOU3IIHNB, enu-/cydaypaieH
KPbBOM3/IMB H HCXEMHYEH MHCYJIT € rojisiMa xemoparuyia kousepcus. Beuuku BUK, cvolOuienn B
OueHEeHHTE eJIEKTPOHHHN KapTH Ha MalUeHTUTE 32 MO3bYHO-CH/I0BO U HEBBTPEUYEPENHO KbPBEHE,
NOTBBLP/IEHH OT OLIEHUTENIHTE, ca BKIOUeHH B Opos Ha BUK.

¢ . BCAKO NOTBLPAEHO KbpBeHe™ BKJIKOYBA TE3H CilyyaH, KOMTO ca Je(PHHHUPAHHN OT OLECHHUTEN KaTo
KJIMHHYHO U3SIBEHH.

3abenexka: EAMH nauneHT Moske /1a ObJie BKJIKOUYEH B HAKOJIKO NMOJAKATEropHH, ako TOH/Ts ca uMallu
cHLOUTHE OT Te3W KaTeropuu. [IbpBOTO CHOUTHE OT BCAKA KATErOpHs € BKJIOYEHO B aHAJIH3a.
Tabauun 7, 8 1 9 nokassaTt pecrneKTHBHO rojsiMo, (paTajHO U BbTPEUYEPENHO KbPBEHE 110 KaTEropHs
kpearnHHOB Ki1HpbHC npy nauuenTn ¢ HKIMM B ENGAGE AF-TIMI 48. Hanuue e HamansBalua
yecToTa Ha chOMTHATA NpH yBeanyasall ce CrCL u B ABeTe rpynu 3a JevyeHHe.

Ta6anna 7: Bpoii enu30aH HA roJIIMO KbpPBeHe M0 KaTeropusi KpearHHHHOB KAHpbHC B ENGAGE
AF-TIMI 48, ana;in3 Ha 6e30NacHOCTTA B NePHOAA HA JIeYEeHHETO"

CrCL Enokca6an 60 mg Bapdapunn
noarpyna (N =7012) (N=7012)
(ml/min)
n | bpoiiHa |Yecrorama| n | bpoii Ha | Yecrora KP (95% JIN)
CHOMTHATA | oy GHTHSITA CHOMTHATA HA
(%o/roanna) CHONTHATA
(%Yo/roauna)

> 30 no <50 | 1302 96 3,91 1305 128 323 0,75 (0,58, 0,98)
> 50 10<70 | 2093 148 3,31 2106 171 3,77 0,88 (0,71, 1,10)
> 70 10 <90 | 1661 108 2,88 1703 19 3,08 0,93 (0,72, 1,21)
>90 no<110| 927 29 1,33 960 56 248 0,54 (0,34, 0,84)
> 110 no < 497 20 1,70 469 24 2,14 0,79 (0,44, 1,42)
130
> 130 462 13 1,18 418 21 2,08 0,58 (0,29, 1,15)

Tab6auna 8: Bpoii enu3oan Ha ¢paTa/IHO KbpPBeHE N0 KATEropHs KPeaTHHHHOB KJIHPBHC B
ENGAGE AF-TIMI 48, anajin3 Ha 6e30nacHOCTTA B IEPHOJA HA JIEYEHHETO"

CrCL Enokcaban 60 mg Bapdapun
noaArpymna (N=7012) (N=7012)
(ml/min) 5
n bpoii Ha | YecToTa Ha n bpoii Ha |YectoTrana | KP (95% /INH)
CHLOMTHATA | oy GHTHATA CHOMTHATA | oy GHTHSTA
(%/roanna) (%/roanna)
> 30 10 <50 | 1302 9 0,36 1305 18 0,72 0,51 (0,23, 1,14)
> 50 1o <70 | 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
> 70 1o <90 | 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
> 90 no <110 927 2 0,09 960 3 0,13 -
> 110 no 497 1 0,08 469 5 0,44 -
< 130
> 130 462 2 0,18 418 0 0,00
21
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Ta6auua 9: Bpoii ¢cbONTHSA HA BbTPeYepenHo KbpPBeHe N0 KATeropHsi KPeaTHHHHOB KJIHPBHC B
ENGAGE AF-TIMI 48, anaan3 na 6e30nmacHOCTTA B NEPHOAA HA JIeYeHHETO"

CrCL Enokcaban 60 mg Bapdapun
noarpyna | (N=7012) (N=7012)
(mVmin) ™ T i wa | Yectotama | n LBpnﬁ ma |UYecrora na | KP (95% CI)
CLOMTHATA | CHLOHTHSATA bOHTHATA | CHLOMTHATA
(%/roauna) (%/roanna)
>30 no <50 | 1302 16 0,64 1305 35 1.40 0,45 (0,25, 0,81)
>5010<70 | 2093 19 0,42 2106 51 1,10 0,38 (0,22, 0,64)
> 70 no <90 1661 17 0,44 1703 35 0,89 0,50 (0,28, 0,89)
>00n0<110| 927 S 0,23 960 6 0,26 0,87 (0,27, 2,86)
> 110 no < 130] 497 2 0,17 469 3 0,26 -
> 130 462 | 0,09 418 1 0,10 --"

Cokpauienus: N = Opoit Ha naunentute B mITT nonynauusita npe3s Leans nepHo/i Ha Npoy4BaHeTo;
mITT = MoaudHLHpaHO HaMepeHHe 3a JeyeHne; n = Opoii nauuenTu B noarpyna; KP = koepuiueHT Ha
puck cripamo Bapdapun; AU = nosepurenen uuTepsai.

*KP e ce u3uucnspa, ako OposaT Ha cbOMTHATA < 5 B €/1HA rpyna 3a JieueHHe.

“Tlepuoa Ha nevyeHHeTo: BpemeTo oT mbpBaTa 103a OT NPOYYBaHHs JIEKAPCTBEH NPOYKT A0 NocjieiHaTa

71034 NJIC 3 AHH

[Tpu noarpynoBHTe aHAJIN3H 3a NalMeHTUTe B iededHara rpyna Ha 60 mg, 4uATO /103a € MOHHKEHA Ha

30 mg npu npoyuBaHeTo ENGAGE AF-TIMI 48 nopaau tenecHo terso < 60 kg, yMEPeHO TexkKa CTeneH
Ha OLOpeYHO yBpeKaaHe WM ChbIbTCTBALA ynoTpeda Ha uHXHOuTOpH Ha P-gp, 104 (3,05% roauuso) ot
nauMEHTHTE C MOHMXkKEHA 103a efokcabad Ha 30 mg u 166 (4,85% roauiHO) OT NALMEHTHTE C MOHHKEHA
n03a Ha Bapdhapun umar cayuyaii Ha ronsmo kbpsene [KP (95% JIW): 0,63 (0,50, 0,81)].

[Tpu npoyuBaneto ENGAGE AF-TIMI 48 uma 3Hauumo noaoOpeHe Ha HETHHS KJIHHHYEH pe3yJiTaT
(mbpBH HHCYAT, SEE, ronsimo kbpBeHe WiH CMbPTHOCT NMOPai BCHYKH NpHurHH; nonynauus mlTT,
LieJIs IepPHOJ1 HAa MPOY4BaHeTo) B noia3a Ha enokcadan: KP (95% JIN): 0,89 (0,83, 0,96); p = 0,0024,
koraro siedeOHaTa rpyna Ha ejlokcaban 60 mg e cpaBHeHa ¢ BapdapHH. |

Jevenue na [IBT, reuenue na BE u npoghunraxmuxa na peyuousupawy /[BT u BE (BTE)

KnuanyHarta nporpama 3a enokcabaH 3a BeHo3Ha Tpomboembonus (BTE) e nnanupana, 3a na ce
neMoHcTpHUpa epukacHocTTa H 6e30macHoCTTa Ha eflokcadban npu nevenue Ha JIBT u BE u npodunaktuka
Ha peunauBupaiiu /IBT u bE.

[Tpu ocHoBHOTO NpoyuBane Hokusai-VTE 8 292 nauneHTH ca paH/IoOMH3HpaHH /1a 1oJy4yaBaT Ha4yajlHa
Tepanus ¢ XenapuH (eHokcanapuH win He)pakLIHOHMPAH XenapHH), nocjeasaHa ot ejokcaban 60 mg
BEJIHBXK JIHEBHO MWW CPABHUTEHOTO JieueHHe. B paMoTO Ha CPaBHHUTEHOTO JIeYeHHE NALHEHTHTE
MmoJlyyaBaT HayaJlHa Tepanus ¢ XenapHuH 3aeaHo ¢ Bapdaput, Tutpupan 10 tapretHo INR ot 2,0 1o 3,0,
[OCJe/IBaHO OT JiedeHHe camo ¢ BapdapuH. [1poabIKHTEIHOCTTA HA JIEYEHHETO € OT 3 Mecella J10

12 mecena, onpezaesieHa OT U3cie10BaTels. Bb3 OCHOBA Ha KJIHHUYHUTE XapaKTepUCTHKH Ha MalHEeHTa.

MHO3HHCTBOTO OT JIEKYBaHHUTE ¢ eokcabaH nauueHTH ca ot Osnara (69,6%) u asmatckara paca (21,0%),
3,8% ca yepHOKOXkH, 5,3% ca kareropu3MpaHu KaTo ,,Apyra paca .

[TpoabikuTEeNHOCTTA HA TepanusTa e noHe 3 meceua 3a 3 718 (91,6%) naunenTn Ha
3727 (91,4%) naumenTH Ha BapdapuH, noHe 6 meceua 3a 3 495 (86.1%) nauueHTty
3491 (85,6%) naunenTu Ha Baphapun n 12 meceua 3a |1 643 (40,5%) nauMeHTH H
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1 659 (40,4%) nauMeHTH Ha BapdapuH.

[TbpBHYHATA KpaliHa TouKa 3a eUKACHOCT € MOBTOpPHATa npossa Ha cumnromatuyed BTE, nepununpan
KaTo ChCTaBHA OT cuMnTomaTtHyHa peuuausupaiia JIBT, cumnromatuuna Hedaranna bE u daranna bE
NpH NaLKHEHTHTE MO BpeMe Ha 12-MeceuHHs Nepuoa Ha Npoy4YBaHeTo. BTOpHUHHTE pe3yJiTaTH 3a

e(PMKACHOCT BKJIKOYBAT ChCTaBHUS KJIMHHYEH pe3ynTat oT peuuausupaiia BTE n ¢cMbPTHOCT OT BCHUKH

MPUYHHH.

Enokcaban 30 mg BeIHbXk IHEBHO CE€ U3I10J13BA NPH MALMEHTH C €IMH HJIH NOBEYE OT CACAHUTE
KJIMHUYHH (aKTOpH: yMepeHo Texka creneH Ha ObOpeuno yspexaane (CrCL 30 — 50 ml/min), Tenecho
terno < 60 kg, ChbbTCTBalNA yrnoTpeda Ha cneunpruyHn HHXHOUTOPH Ha P-gp.

[1pu npoyusaneto Hokusai-VTE (tabauua 10) e 10ka3zaHo, 4ye e10kcabaH € ¢ He No-MaJjika e(puKacHOCT
oT Bap(apuH Mo OTHOLLIEHHE Ha MbPBUYHHUSA pe3yTaT 3a eukacHocT, peunanBipaul BTE, koiTo
nactbnBa npu 130 ot 4 118 nauuenty (3,2%) B rpynara Ha efokcaban cnpsamo 146 ot 4 122 nauneHTH
(3,5%) B rpynara Ha Bapdaput [KP (95% J1H1): 0,89 (0,70, 1,13): p <0,0001 3a He no- maska
edukacnoct]. B rpynara na sapdapun meaunanata Ha TTR (Bpeme B TepanesTuynu rpanuu, INR 2,0 no
3,0) e 65,6%. 3a nauuentute ¢ BE (¢be nnu 6e3 JIBT), 47 (2,8%) na enokcadan n 65 (3,9%)

OT nauueHTuTe Ha Bapdpapun umat peunausupauy BTE [KP (95% JIN): 0,73 (0,50, 1,06)].

Tab6anna 10: Pesyaratn 3a epuxkacuoct or npoyuBaneTro Hokusai-VTE — rpyna mITT, neauns
NepPHO/] HA JIEYEHHETO

[IbpBHYHA KpaiiHa TOYKA" Enoxkcaban 60 mg | | Enoucaﬁa{cnpﬂmo
(monuxkena n03a 30 mg)|Bapdapun Bapdapun
(N =4118) (N =4122) KP (95% JAN)"
p-CTOHHOCT"
BeukH NaHEHTH Che | 130 (3,2) 146 3,5 | 0,89 (0,70, 1,13)
ICUMIITOMATHYHA peLrIHBHpalLLla p-ctoiiHocT < 0,0001 (He
BTE., n (%) no-majka e()uKacHoOCT)
BE ¢ nin Ge3 JIBT 73 (1,8) 83 (2,0) |
ibatanua BE nnu cmbpT, korato bE 24 (0,6) 24 (0,6)
HE MOYKe J1a C€ H3KJIIOYH
Hedaranna BE 49 (1,2) 59 (1.4)
iCamo /IBT 57 (1,4) 63(1,3)
Cokpautenns: JIU = Jlosepurtenen unreppan; JIBT = nbndoka BeHoszna tpombosa; mITT =

moauduuHpano Hameperne 3a sedenne; KP = KoeduuueHT Ha pucka cnpsamo Bapdaput; n = Opoii Ha
nauueHTuTe cbe chouTusa; N = 6poii Ha nauuenTute B mITT rpynara; BE = 6enoapoodna emdoaus; BTE =
cJly4an Ha BEHO3Ha TpoMOoeMOous.

* [IbpBuYHATa KpaiiHa TOYKa 3a ehUKAaCHOCT € OlleHeH cuMnTomaTiyHa peunansupaiina BTE (T.e.
cbeTaBHaTa Kpaiina touka ot [IBT, Hedaranua BE u ¢aranna bE)

> KP, nayctpannust JIU ce 6a3upar Ha perpecuonHus Mozes Ha Cox 3a mponopLHOHAIHHTE PHCKOBE,
BKJIFOYBALLL JIeYEHHE U clieiHuTe (hakTopH 3a cTpaTH(UUMpaHe NPH paHA0MH3aLlHsg KaTO KOBapHaTH:
npeactassauy auarnosa (BE ¢ win 6e3 JIBT, camo JIBT), H3x0aHH pHCKOBH (haKTOPH (BPEMEHHH
dakTopu, BcHUKH OcTaHaln) U Hyxkata oT 30 mg enokcaban/enokcadan niaiedo npu paHaomMH3alUsATa
(na/ue).

° p- CTOHHOCTTA € 3a MPeABApPUTE/IHO ONpe/ieieHa rpaHuiia 3a He no-Majka epUKacHoCT oT 1,5

BTE [KP (95% JIN): 0,69 (0,36, 1,34)].

| 23
SE/H/2522/001-003/DC



BropuuHaTa cbeTaBHa KpaliHa Touka oT peuuauBupaula BTE 1 cMbpTHOCT OT BCHYKH NPUYHHH HACTbIBA
npu 138 naumnentn (3,4%) B rpynara Ha enokcabat u 158 naunentu (3.9%) B rpynara Ha sapgaput [KP
(95% JIA): 0,87 (0,70, 1,10)].

PesynraTiTte 3a CMbPTHOCTTA OT BCHYKH NMPUYUHH (OLEHEHH CMBPTHH CJIyYaH ) NpH Npoy4YBaHETO
Hokusai-VTE ca 136 (3,3%) 3a nauueHTHTe, npueMaily eaokcaban 60 mg (nonuxena no3a 30 mg),
cnipamo 130 (3,2%) 3a BapdapuH.

[Tpu npeaBapuTesIHO ONpeaeaeHns noaArpynos anaan3 Ha nauneHTuTe ¢ bE 447 (30,6%) u 483 (32,2%)
OT JIEKYBaHHTE CbOTBETHO C €0KcabaH 1 BapapuH NalMeHTH ca onpeaejeHl karo umaiiu bE n NT-
proBNP > 500 pg/ml. [TepBuunusT pesyarar 3a epukacHocT HacTbnBa npu 14 (3,1%) n 30 (6,2%) ot
NnaLMeHTUTE, JIEKYBaHH CbOTBETHO ¢ enokcadan u Bapdpapu [KP (95% JIW): 0,50 (0,26, 0,94)].

PesynratuTe 3a euKacCHOCT Ha NMpeABAPHUTEIHO ONPEAE/IEHUTE OCHOBHH NOArpyNH (¢ NOHHKEHHE Ha
1103aTa NpH HYK/1a), BKJIKOYBALIH Bb3PacT, TEJIECHO TErj0, N0J U CbCTOsTHUE Ha ObOpeuHaTa ¢yHKLHS,

CbOTBETCTBAT HA MbPBHYHHTE PE3YJITATH 34 eq]HI{ElCH{)CT 3a usJjiata rpyna, HiCcjcBaHa IpH MNnNpoy4BaHCTO.

[TbpBuuHaTa kpaiiHa Touka 3a 0€30NacHOCT € KIHHHYHO 3HAaYHMO KbpPBEHE (roJIiMO HJIH KIIMHHYHO
3HAYUMO HEroJisimMo).

Tabsmua 11 0b60011aBa OLIEHEHUTE C/ly4Yau Ha KbpBEHE 3a Irpynara 3a aHajli3 Ha 0e30MmacHOCTTa B repHoa
Ha JIeYeHHE.

ChbllecTBYBa 3HAYMTEIIHO HaMaJleHHe Ha PUCKa B 110J13a Ha elokcabaH B cpaBHEHHE ¢ Bap(dapHH 3a
MbpBHYHATA KpaiiHa Touka 3a 0€30MacHOCT 3a KIMHHYHO 3HAYUMO KbPBEHE, CbCTaBHATA OT r'OJIAMO
KbpPBEHE HJIH KIMHHYHO 3HaunMo HeronsMo kbpBeHe (CRNM), koeto HactbnBa npu 349 or 4 118
nauneHTH (8,5%) B rpynara Ha enokcadad v npu 423 ot 4 122 naunentn (10,3%) B rpynara Ha BapgpapuH
[KP (95% JIA): 0.81 (0.71, 0,94); p = 0,004 3a npeauMcTBO].

Ta6auna 11: Cayuyan Ha kbpBeHe npu npoyuyBaHeTo Hokusai-VTE — Anasin3 na 0e3onacHocTra
npes3 nepHoAAa Ha JieyeHHe"

Enokcaban 60 mg Bapdapun
(namaJieHa ao3a 30 mg) (N=4122)
(N=4118)
KJAHMHHYHO 3HAYHMO KbpBeHe
(roasimo 1 CRNM),” n (%)
n 349 (8,5) 423 (10,3)
KP (95% /M) 0,81 (0,71, 0,94) |
-CTOMHOCT | 0,004 (3a npeAMMCTBO)
Iossimo kbpBeHe n (%) |
n 56 (1,4) 66 (1,6)
KP (95% J1H) 0,84 (0,59, 1,21)
BYK ¢aranna 0 6 (0,1)
BUK nedaranna 5(0,1) 12 (0,3)
ICRNM knbpBene '
n _ 298 (7,2) _ 368 (8,9)
KP (95% JIH) 0,80 (0,68, 0,93)
BcHYKH BH/10B€ KbpBeHe
n 895 (21,7)
KP (95% JIN) 0,82 (0,75, 0,90)
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Covkpauenue: BUK = Bbrpeuepenen kpbBousnus, KP = Koebuuuent Ha pucka cnpsamo sapdapun; JIM =
noseputeneH uutepean; N = 6poii Ha nauMeHTHTE B rpynara 3a OLeHKa Ha 6e30macHoCTTa; n = Opoii Ha
cHONTHATA; CRNM = KIMHHYHO 3HAYHUMO HETONAMO

Tepuon Ha neveHue: BpeMeTo oT nbpBaTta A03a OT AEKapCTBOTO NO MPOYYBAHETO A0 NOCJICAHATA 103
NAKC 3 AHM. |

"[TLpBHURa kpaiiHa Touka 3a 6e3omacHocT: KNHHWYHO 3HAYMMO KbPBEHE (CbCTABHA OT IMOJIAMO M
KJIMHUYHO 3HAUHUMO HETONAMO KbpBEHe).

[pH noArpynoBUTE aHAN3H 3a NALMEHTHUTE, KOUTO €a HMAJHW MOHHKEHKe Ha fo3aTa a0 30 mg e
npoyusaHeTo Hokusai-VTE nopaau TenecHo terno < 60 Kr, yMepeHo Texka crenes Ha ObbpeuHo
yBpeXAaHe HIN ChITbTCTBaA ynoTpeda Ha HHXHONTOpH Ha P-gp, 58 (7,9%) OT nauHeHTHTE C NOHUXKEHA
n03a Ha egokcaban ot 30 mg n 92 (12,8%) or nauMeHTHTE Ha BapdapHH ¢a UMAH MONSIMO KbpBEHE HIH
CRNM cuouthe [KP {(95%): 0.62 (0,44, 0.86)].

[Tpu npoyusanetro Hokusai-VTE HeTHusaT xnuHuueH pesynrar (peunansnpaia BTE, ronsiMo kbpBeHe
HJIH CMBPTHOCT OT BCHYKH npuuHHK; nonynauna mITT, uenus nepuoa Ha npoy4saneto) KP (95% JIW) e
1,00 (0,85, 1.18). xoraTo enokcadbaH e cpaBHeH ¢ BapdapHH.

Ipodurakmura na uncyam u cucmemua emooaus npu nayuermu ¢ HKIIM ¢ sucor CrCl

(CrCI=> 100 mi/min)

[TpoBeneHO € crieuralHo, paHAOMU3HpaHo, ABofiHocaano uinuteade (E314) npu 607 naunentu ¢ HKIIM
¢ Bucok CrCl (CrCl > 100 ml/min. usmepen no ¢opmyaara Ha Cockeroft-Gault) ¢ ocHoBRaTa uen aa ce
onenn OK/DJ1 na esokcaban 60 mg BeaAHBLK JHEBHO Cp. cxeMara 75 mg BeAHBXK AHEBHO. OCBEH
nbpBHYHATA Kpaiika To4ka 3a @K/DJ] n3nuTBaHETO BKAKOYBA OLIEHKA HA KIHHHYHHTE KPAHHH TOYKH
HHCYJIT M KbpBEHE B PAMKHTE Ha | 2-meceueH NepHol Ha IEHYEHHE,

Hosara epokcaban 75 mg e aHbx AneeHo B noarpynara ¢ Bucok CrCl (> 100 ml/min) soau oo ~25%
NOBHLLEHHE HA EKCMO3KUHATA B CPaBHEHHE ¢ A03aTa ¢aokcabaH 60 mg BeAHbXK AHEBHO, KAKTO €
NPOrHO3UpaHo.

BposT Ha yMacTHHULMTE, JOCTHIALLK YTBbPAEHATa ChCTaBHA KpaliHa TOYKa Ha CbOMTHATA 3a €PHKACHOCT
HHCYAT/TpaH3HTOpHA HeXeMHnyHa ataka (THA)/cnbutue Ha cucteMHa embonus (SEE). € orpaHuuen H
BKJIHOUYBA 2 ¢bOMTHA HA MHCYAT B rpynara Ha eaokcaban 60 mg (0,7%: 95% AU: 0.1% 10 2.4%) u

3 ¢bOMTHA HA MHCYAT B rpynara Ha eaokcaban 75 mg (1%: 95% [1H1: 0,2% no 2,9%).

[loTebpacHO CHOMTHE HA rONAMO KbpBEHE Bb3HHUKBaA npit 2-Ma (0,7%; 95% U 0,1% no 2.4%) ot
YyUacTHHLHTE B rpynara s#a ejokcaban 60 mg B cpaBHenue ¢ 3-Ma (1.0%:; 95% IN: 0,2% no 2,9%)
yuacTHHLM B rpynara Ha eaokcaban 75 mg. Ot 2-Ta clyyas Ha roasMo KbpBeHe B rpynata Ha eaokcadaH
60 mg eAUHHUAT € B KPUTUUHA 30HA/OpraH (BbTPEOYHO), @ APYTOTO roNAMO KbpBEHE € BhTPEMYCKYNHO. OT
3-Te cnyyvasl Ha roIIMO KbPBEHE B rpynara Ha egokcaban 75 mg 2 cnyuas Bb3HHKBAT B KPHTHYHA
30Ha/OpraH (BbTpeMO3bYHO/ 1 ¢ neTanen Hixoa), a | npeacTaBniBa KbPBEHE B ropHaTa 4acT Ha
cTomaluno-ypesHnsa (CY) TpakT ()kuBoTO3acTpawasaino). MMa covo u 9 (3%) cayuas Ha KNHHBYHO
3HauHMO Heronamo kbpeeHe (CRNM) B rpynara Ha eaokcaban 60 mg v 7 (2,3%) cnyyas na CRNM
KbpBEHE B rpynara Ha egokcadaH 75 mg.

OceeH KIHHHYHOTO W3nuTBaHe E314 B 10 eBponeiicky cTpaHU € NPOBEXEHO €1HO NTPOCNEKTHBHO,

MHOIOHALHOHAIHO, MHOTOLEHTPOBO, 00CepBaLlHOHHO NOCTMApKeTHHIOBO npoyusaHe (ETNA-AL), koeTo
BrI0uBa 13 980 yuacTHHuH. B pamkuTe Ha Tasu nonynauus 1 826 umar CrCl > 100 ml/min n nonyuaear
epokcaban 60 mg B CbOTBETCTBHE C KPHTEPHHTE 3a npunaratde, npeacraseHy B KX ['oaHuHuT

ronsMO KbpBeHe Bb3HukBaT npH 0.73%/roa.

Mmaiiku npeasua obwo nanuute ot ENGAGE AF, E314 u ETNA-AF, ce o4aksa na
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n Bucok CrCl, nekysanu ¢ enokcaban 60 mg. fa UMaT roJHILHA YEeCTOTA HA UCXEMHYEH HHCYNT/CHCTEMHA
eMboansa < 1%. He ce o4aksa noBHinaBaHeTo Ha nosata Haa 60 mg npu nauueHTH ¢ HKTIM ¢ Bucok Cr(Cl
(> 100 ml/min) aa ocurypu no-a00pa 3au1MTa CPeLly HHCYAT H MOXKE 1a C€ aCOLIMHPA C MOBEYE HEXKENAHH
chOuTHA. [Topaan ToBa cxemara eaokcadan 60 mg BeAHBK AHEBHO C€ NpenopbyBa NPH TAKHBA MAKKHEHTH
cnel BHUMATEHA OLEHKA HA NHAHBHAYAJIHHSA PUCK OT TpOMOOEMOOIHYHN CHOHTHA W KbpBEHE (BX.
TouKka 4.4).

TTayuenmu, npu Koumo ce npeonpuema KapouosepCus

[MposeacHO € MHOMOUEHTPORO, MPOCIEKTUBHO, PAHAOMU3IUPAHO, OTKPUTO MPOYUBaAHE ChC 3AC/IENEHO
oueHsaBane uHa kpaituute Touku (ENSURE-AF), B koeTo ca pangomusupann 2 199 yyacTHWUH (KOHTO He
ca NpHeMaNu nepopajHy aHTHKOAryJJaHTH Aocera U TakHBa, nekyBadud npeaun tosa) ¢ HKIIM, naannpann
3a KapAMOBEPCHS, 3@ Ja ce CpaBHM enokcadbaH 60 mg BeAHDbK AHEBHO ¢ €HOKcanapHH/sapgapHH, Taka ye
na ce noaaspxa TepaneBrHuHo INR ot 2,0-3,0 (paHaomusupanu 1:1), cpeanoro TTR 3a Bapgaput e
70.8%. O6wo 2 149 yyacTHHUM ca JeKyBaHH WK ¢ eaokcaban (N = 1067), uian ¢
eHokcanapn/sapdapid (N = 1 082). YyacTtHnuute B rpynara 3a nedeHHe ¢ eaokcaban nonayuasar 30 mg
BEAHDX JHEBHO, aKO Ca HANKIIE €AHH HNHK NOBEYE OT CNEAHUTE KIHHHUHU dakTopH: yMepeHo ObOpeuHo
yapexaaHe (CrCl 30 — 50 ml/min), Hucko tenecHo terno (< 60 kg) unu cbbTcTBalaTa ynoTpeda Ha
cneHduuHH nuxHouTopu Ha P-gp. IpH MHO3HHCTBOTO OT y4acTHHUHTE B IPYNHUTE HA €A10KCA0aH H
sapdapHii e H3BbplleHa KapaHoBepcHa (CbOTBEeTHO 83.7% 1 78,9%) HiIH Te ca IpeTbpheNH CNOHTaHHA
KoHBepcHA (cbOoTBETHO 6,6% U 8,6%). U3non3eana e kapaunoeepcus, HacodBaHa oT TEE (B pamxuTe Ha

3 AHK OT HA4ANOTO) HJIH KOHBCHUUIMOHANIHA kKapaAHoBepcUa (Hal-manko 21 cnea npeaBapHTEAHOTO
nededue). YUacTHHLUKTE ca NPOABIDKUIM Ja NPHEeMaT NeUeHHeTO 3a 28 AHH cliea KapAHoBepeUsTa,

[TbpPBUYHHAT Pe3ynTarT 3a EPHKACHOCT NPEACTABIABA CheTaBHa oT HHeyAT, CE, MU u CC cMbpTHOCT.
O6wo 5 (0,5%, 95% JU 0,15%-1,06%) cbOUTHA BL3HUKBAT NPU YYACTHULM B Fpynata Ha eaokcadaH
(N=1095)n 11 (1,0%, 95% AH 0,50%-1,78%) cvOnTHa B rpynaTta na Bappapns (N = |1 104);
¢boTHOWeHHe Ha waHcoseTe (Odds Ratio, OR) 0,46 (95% AN 0,12 - 1,43); ITT nabop 3a aHann3 npes
LleTUA FIEPHO HA MPOYUYBAHETO CbhC CpeAHa MPOABILKUTENHOCT 66 1HM.

[TbpBHUHUAT pe3ynTaT 3a 6€30NacHOCT € ChCTaBHA OT 3HAYHUTEHO M KJIHHHYHO 3HAYHMO HETONAMO
kbpBeHe (K3HK). Obwo 16 (1,5%, 95% 1IN 0.86% - 2,42%) cbOUTHSA BL3HUKBAT NPH YYACTHHLUH B
rpynata Ha eaokcaban (N = 1067) u 11 (1,0%. 95% /I 0.51% - 1.81%) cuOuTHA B rpynarta na sapgapHH
(N = 1082); choTHowekHHe Ha WaHcoBeTe 1,48 (95% [N 0.64 - 3.535); nabop 32 aHanu3 3a 6€30NacHOCT
Npe3 Neproaa Ha NeveHHue.,

ToBa eKcnI0paTOPHO NPOYHBAHE NOKA3BA HICKH 4eCTOTH Ha ronaMo kbpeeHe H K3HK u
tpomOoemMOONKg B ABeTE IPYNH 3a NCHECHHE NPH YCAOBHATA HA KapAHOBEPCHS.

l'le,uua'rpu HYHAa MMorynaini

be3zonacHocTTa, edrkacHocTTa, papMakokHHeTHKaTa M apMakoJAHMHaMHKaTa Ha efokcadaH npu
neJHaTpUYHH YYaCTHHUH OT paxaaHeTo Ao |18-roanwna Bw3pacT ¢ BTE # ¢chpaeuHn 3abongBaHua ¢ puck
OT TpPOMOOTHYHH CHOUTHA ca oueHeHW B ABe npoy4ysaHus dasa 3, Hokusal VTE PEDIATRICS n
ENNOBLE-ATE (Bx. Touka 4.2). Oc#OBHOTO e AuaTpH4Ho npoyusane, Hokusai VTE

PEDIATRICS. e onucado no-aony.

OcHoBHOTO npoyusane (Hokusai VTE PEDIATRICS) e oTkpuTO, paHNOMH3NPAHO, MHOTOLEHTPOBO,
KOHTpoAWpaHo ¢as3a 3 npoy4BaHe 3a OUeHKA HA (apMaKOKHHETHKATA H (pPapMaKOAHHAMHKATA HA

enoxcabaH H 3a cpaBHeHUE Ha epHkacHOCTTa H He30MacHOCTTA HA €A0KcabaH Che CTAaHAAPTH
(KOHTpONHA rpyna) aHTHKOArylaluMoHHa Tepanus NpH NeAHaTPHUYHH YUYACTHHLH OT paxk
18-roaninHa BL3pacT ¢ NOTBbPAEHA BeHO3Ha Tpomboembonns (BTE).

[TbpBHYHATA KpaiiHa TOUKa 33 €PUKACHOCT € CbCTAaBHATA KpalHa TOYKa — CHMIITOMAT
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PELHAMBHPAINO BEHO3HO TpoMOoeMGonnuHo 3abonspane, cMBPT B pesyarar oT BTE 1 6e3 npomsHa UK
yBesiuasaHe Ha TPOMOOTHHHNA TOBap 10 BpEME Ha NbPBUA 3-MeceUeH Nepuoa (nyiaHyBaHaTa
NPOXbLINKHUTENHOCT HA JIe4eHUETO € oT 6 10 |2 ceaAMHLM 32 NEAUATPHYHH NALHUEHTH OT PAXKAAHETO 10 MO

6b-MeceyHa BL3IpacT).

Jlozute enoxcaban, u3nursaHu B npoyusaneTo Hokusai VTE PEDIATRICS, ca onpeaeneny cnopea
Bb3pacTTa  Ternoto. [lonnkaBane Ha JO3NTE ce NpenopbyBa Ha Oa3ara Ha KIMHHYHKY PAaKTOPH,
BKJIFOMHTENHO ObOpeuta hyHKuUKa # chbibTcTBaLa ynoTpeba Ha HHxnOuTopy Ha P-gp (tabanua 12).

Ta6auna 12: Hinureaun no3n eaokcaban B npoyusaneto Hokusai VTE PEDIATRICS

ceaAMHUH) 10 <28 nHH

BnipacT KbM naTaTa TenecHo Terno Ho3a lo3a (cycmen3unn)" | IloHuKaBaHe HA
Ha chrjacHe (TabaeTka)® nosara”
12 po <18 rog. >60 kg 60 mg NA 45 mg
>30 n <60 kg 45 mg NA 30 mg
<5-H nepceHTNN 34 30 mg NA NA
Bb3pacT
6 1o <12 roga. <60 kg; nosara ¢ NA 1,2 mg/kg 0,8 mg/kg
onpeaeneHa Ha vasa (MakcHMYM 45 mg) | (MakcuMyMm 45 mg)
mg/kg
2 10 <6 rog. Ho3zara e onpenenena | NA 1,4 mg/kg 0,7 mg/kg
Ha Daza mg/kg (MakcuMyM 45 mg) | (MakcuMyM 24 mg)
6 mecena ao <2 roa. Ho3ara e onpeneneHa | NA 1,5 mg/kg 0,75 mg/kg
Ha Dasa mg/kg (MakciMyM 45 mg) | (MakcHMyM 24 mg)
>28 nHu Jo <6 meceua | Jlosata e onpeaeneHa | NA 0.8 mg/kg (0,4 mg/kg
Ha b6a3za mp/kg (MakcumMyM 12 mg) | (MakcumyMm 6 mg)
OT paxkaaHeTo Jlo3zaTta e onpeaeneHa | NA 0.4 mg/kg 0,4 mg/kg
(38 recTaluOHHH Ha Oa3a mg/kg (MakCHMYM 6 mg) | (MakCUMyM 6 mg)

NA = HeNnpUNOKHMO; roA. = NAHHH
2 YyacTHHIINTE ca HHCTPYKTHPaH#H Ja npHeMart eokcabaH (TabNeTKN HIH rpaHyJin) NepopanHo BEAHDBXK
JHEBHO, M0 €AHO H CHLLO BPEME BCEKH JeH, ¢bC Un Oe3 xpaHa. TabneTkuTe Tpabdea aa ce noribLAT ¢

Yallla BO/JA.

5 Ha 6a3aTta Ha KAMHHYHH (GAKTOPH, BKAIOUHTENHO ObOpeyHa QyHKIHSA (YyMEPEHO-TEXKO ObOpeUHo
YBpEXAAHE ¢ H3YHC/IeHa ckopocT Ha rnoMepynna dguntpauns (eGFR) 10-20, 20-35,
30-50 mi/min/1,73 m? 3a y4acTHHUH Ha Bb3pact >4 n <8 ceaMuum. >8 ceamuun 1 <2 roinHu, >2 u

<12 roaunu: eGFR 35-55 ml/min/1,73 m? 3a Momueta >12 u <18 roannn; u eGFR 30-50 ml/min/1,73 m’
33 MOMHUeTa > 12 1 <18 roauHn) v cbnbTCTBaLla ynoTpedba Ha vxubutopu Ha P-gp (nanp.
LHKIOCMOPHH, APOHEAAPOH, EPHTPOMHLIMH, KETOKOHA301).

0610 290 yyacTHHLM ca paHAoMHU3MpaHu B npoyusaneTo: 147 B rpynara Ha ¢nokcabad u 143 B
KOHTPOJIHATA rpyna Ha CTaHAapTHO IeUeHUE, OT KOHTO 286 yYaCTHHLH NpHeMar Hail-Malko €Ha 1033 OT
nekapetBoTo no npoy4ysaneto (MITT); 145 yyacTHHus B rpynara Ha €aokcaban W 141 yyactHuuu B
KoHTpoaHaTa rpyna. IpubH3NTeNHo NosoBHHATa OT BCHYKH YYACTHHiH ca Mbxe (52,4 %) n
MHO3UHCTBOTO JIEKYBAHH YUYacTHHUM ca oT Oanata paca (177 [61,9 %] yuacthnum ). Cpennoto terno ¢
45,35 kg, a CpeHUAT HHIEKC HA TenecHaTa mMaca (BMI) e 20,4 kg/m’. O6wo 167 (58,4 %) yuacThuLH ca
B koxopTaTta ot 12 no <18 roannsu, 44 (15.4 %) yyacTHHLM ca B KOXopTaTa oT 6 10 <12 roanum,

31 (10,8 %) nauMeHTH ca B KoxopraTta oT 2 A0 <6 roamMHu, 28 (9.8 %) yyacTHitum ca B Koxoprara oT

6 Meceua a0 <2 roanHu u 16 (5,6 %) ydyacTHUuM ca B koxopTarta oT 0 1o <6 meceua. Ob
Jeua B rpynarta Ha egokcaban 1 31 (22,0 %) nena B KOHTpoOJIHATa rpyna HMaT aHaMHe
BuabT Ha nuaekcHoTo cbOuTHe e JIBT cbe unu 6e3 bE npu 125 (86,2 %) or 145 ne
epokcabad 1 121 (85,8 %) o1 14] gena B KOHTpOAHATA rpyna, AOKaToO NPH OCTaHAN
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(13.8%) B rpynara Ha egokcaban 1 20 (14,2 %) B konTponunara rpyna — e bE 6e3 [IBT. Cayvante na JIBT
Haff-4ecTO ca JoKaNu3kpaku B aonHuTe kpaiiHdUK (50 (34,5%) v 44 (31,2%) cnyuas B rpynure
CbOTBETHO Ha enokcabaH W KOHTPOJIHATA rpyna), ropHuTe Kpafinuum (22(15,2%) cnpamo 24 (17,0%)) u
uepebpanHug BeHoseH cuHyc (27 (18,6%) cnpamo 21 (14,9%)).

KP 3a rpynara na enokcabaH cnpaMO KOHTpOJiHATA rpyna Ha cTaHaaprtHo jeuenue € 1,01 (95 % J1H: 0,59
a0 1.72). 'opnata rpannua Ha 95 %-ua J1U (1,72) HaneximaBa npeasapuTeiHo onpeesieHaTa rpaHHLa 3a
He no-Manka epukacHocT OT 1,5, cneaoBaTeNHO He MO-MaJikaTa €PUKACHOCT Ha €10KcabaH cnpamMo
CTAHJAPTHO JIeYeHHe He € NOoTBbpAeHa (Bx. Tabnuua 13).

Tabauna 13: IIpenesena koMOHHHPAHA NTbPBHYHA Kpaiina Touka 3a epukacHocT — OcHOBeH
nepuoa HA jeyeHue (Habop 3a anaans Ha mITT)

Enoxkcabamn CranaapTHa rpuxa
(N = 145) (N =141)
YyacTHHUH cbe ¢bOUTHA (N, %) 26 (17,9) 31(22,0)
CumnromartdyHa peunansdpauia BTE (n, %) 5 (3,4) 2(1,4)
BE cne unu 6e3 JIBT (n, %) 0 1 (0,7)
Jleranua bE (n, %) 0 0
Henetanna BE (n, %) ( 1(0,7)
Camo JABT (n, %) 5(3,4) 1 {0,7)
Jleranua IBT (n, %) 0 0
Heneranna JIBT (n, %) 4 (2,8) 0
HeobscHnMa CMBPT, NPU KOATO HE MOXE Ja i(0,7) 1 (0,7)
ce H3knodu BTE (n, %)
be3 npoMsaHa UNH YBENHYABAHE HA 21 (14.5) 29 (20,6)
TpoMOOTHUHHA TOBAp Ha 0aszaTa Ha
obpa3zHu wicnensanud (n, %)
Koedunuuenr na puck® 1,01 -
2-ctpaned 95% JIH 3a koeduureHTa HA pHCKa (0,59, 1,72) -

JIU = noseputeneu nHTepBan; BT = awvnboka seHo3ua TpomOo3a; mlITT = moandnuupana ITT
nonynauuna; BE = Genoapobna embonus; BTE = seHosua Tpomboembonus.

" KoedHuHeHT Ha pHck eaoKcadaH cnpsaiMo CTRHAAPTHO JIEUEHHE.

benexka: Ouenexara chCcTaBHA NbpPBUYHA KpaitHa TOYKa 3a ePHKACHOCT BKNOYBA CHMNTOMATHYHA
peunausupawa BTE, cmbpT B pezynrar ot BTE u 6e3 npomsaHa niu ysennuasaHe Ha TPOMOOTHYHHA
ToBap Ha Oa3zaTta Ha 0Opa3HK H3CNEABAHHA,

benexka: OCHOBEH MEPHOA HA NeueHHe ce aepHHHUpa KaTO NEPHOAA OT paHaoMHU3auuaTa 10 BuinTaTa na
Meceu 3 + 3 aHh.

[TbpBiyHaTa KpaiiHa Touka 3a OezonacHOCT e koMOrHAuUMA OT roaamMo kbpeeHe 1 CRNM chOHTHA Ha
KbPBCHE, Bb3HUKBALLH NO BPEME HA OCHOBHUA MepHo/ Ha Jedenne (3 meceua + 3 nHn).

PesynTtatuTe 3a 6€30NaCHOCT Ca CPABHUMH MEXY MPYNHTE HA e10KcadaH v Ha CTaHAapPTHO JieYEHHeE.
O6wo 3 (2,1 %) yuacTHHUM B rpynarta Ha eaokcadaH H 5 (3.5 %) yyacTHHUM B rpyrata Ha CTaHAapTHO
nevyeHHe noayyapar Hai-Manko | oueHeH NOTBbP/ACH €NH304 Ha rofiiMo Kbpsere H CRNM cwbduTHe no
BpeMe Ha OCHOBHHSA NEPHOA Ha JieYeHHe H B xo/a Ha neueruero [KP (95 % [AN): 0,60 (0,139; 2,597)].

5.2 dapMaKOKHHETHYHH CBOficTBa

Abcopbuus
EnokcabaH ce abcopOupa ¢ MAaKCUMaNIHK NNa3MERy KOHLUEHTPALHH B paMKHTe Ha |-2 4

IepoOPaJIHO NPHUNoXKeHHE Ha enokcabaH TabneTku. AGconoTHaTa OHOHANHYHOCT € Mp
XpaHara yBeqH4yaBa MaKCHUMaNlHATa eKCNO3HLUs B pa3lHYHa CTEMEH, HO HMa MHHHM
obwarta excnosuuna. Enokcaban ¢ npunarad cbhe WaM 6e3 XxpaHa npm npoyy4BaHHATa
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48 n Hokusai-VTE, kakTo 4 B neAHaTPHYHHTE NpOYyUYBaHHUAT 3a epuKkacHoCT H Be3onacHocT. Enokcabau e
¢ HUCKa pasrBopuMocT nipu pH ot 6,0 niu no-eucoko. EAHOBPEMEHHOTO MPHIIOKEHHE C HHXHOHTOPH Ha
MPOTOHHATA fOMIAa HAMA 3HAYHUMO BIWAHHE BbPXY EKCIIOIHULIMATA Ha e10KcadaH.

B eano npoyusane ¢ 30 3apaBu 1oOpoBoiLu cToliHOcTHTE U Ha cpeaHata AUC, u na Cmax npw
nepopanHo npunoxerue Ha 60 mg enokcaban noa ¢popmara Ha pasTpolleHa TabneTka, CMECeH ¢

20BJIKOBO NIOPE, KU MOCPEACTBOM Ha3zoracTpanHa COHAa, CyCneHaupaH BbB BOAA, MOKa3BaT
OHMOEeKBHBAJIGHTHOCT ¢ HHTAaKTHaTa TabneTka. UMaiiku npeaABUA NpeaByHaAUMUA, NPONMOPLUHOHANEH Ha

no3aTta dapmakokuHeTHYeH npodna Ha eaokcabaH, pe3ynTaTHTe 3a OHOHAIHYHOCT OT TOBA MPOYUBaHe
BEPOATHO LUE ¢a MPHIIOKNUMH H NPH NO-HACKH 103N e10KcadaH.

PasnpeneneHue

Pasnpeaenenuero e apydaszoso. OdeMbT Ha pasnpeaenenre € 107 (19,9) | [cpeano (cTanaapTHo
oTknoHesHe, CO)]. Cebp3BaHETO ¢ NNAIMEHUTE NPOTEHHH 11 Vitro € npubansurenHo 35%. Hama HukakBo
KAWHHYHO 3HAYMMO KyMYaHpaHe Ha egokcaban (oTHOWEHNe Ha KyMynupaHe 1,14) npu npuioxeHue
BeaHbK AHEeBHO. KOHLIEHTPALUHHTE B CTALlHOHAPHO CHCTORHHUE C€ JOCTHIAT B pAMKHTE Ha 3 IHH.

buoTtpancdopmauus

HenpoMenenunsat enokcabad e ocHoBHaTa opMa B nna3mara. Enoxcadad ce Mmetabonuinpa upes
XHAponu3a (MeguupaHa ot kapbokcunecrepasa 1), koHtorupatde Hnn okncnenre ot CYP3A4/5 (< 10%).
Enoxcaban nma TpH akTHBHU MeTabonuTa, OCHOBHUAT MeTtabonnT (M-4), obpasysan upe3 xuaposnunsa, €
aKTHBEH U JocTHra no-manko ot 10% oT excno3nuuata Ha W3X0AHOTO BELLECTBO NPH 34paBH NHLA.
Exkcrno3nuuaTta Ha octaHannte MeTabonuTH € no-Manko ot 5%. Enokcaban e cybcTpat 3a edpaykcHus
TpaHcnopTeH bentbk P-rnnkonporent (P-gp), HO He e ¢ydcTpaT 3a 3axBallaliuTe TPAHCNOPTHH NPOTEHHH
KaTo TPAHCMOPTHHA MONUNENTHA 3a opraunydd annoHd OATPIB]1, TpancnoprepuTte 3a OpraHnyHH
aHnoHH OAT! unn OAT3 unu TpaHcnopTtepa 3a opraHn4Hu kaTHoHU OCT2, HeroBuaT akTHBeH

MeTaboauT e cybcTpar 3a OATPIBI.

EnvumuHupate
[Mpu 3apaBi NHLA OOLIHAT KNHPBHC ce n3ducasea Ha 22 (+ 3) I/uac kato 50% ce ouncraar npes

O0bOpeunte (11 /uac). Ha 6u6peunns khupbHe ce nanat npuonusutenHo 35% ot npunoxeHara ao3a. Ha
meTaboNH3Ma H OUIHapHATA/HHTECTHHAJIHATA EKCKPELHS C€ Nafa OCTAHAIMAT KIHPBHC. 1; 3a
nepopanHoto npunoxeHue ¢ 10-14 vaca.

JIMHEAHOCT/HENUHEHHOCT
Enoxcaban nokassa npubIH3NTENHO NpoNOpLUHOHANHA Ha Ao3aTa GPapMakOKHHETHKA B 10308 AHAMNA30K

ot 15 mg ao 60 mg npu 3apaBu Hua.

CneuHanHy nonyJauHu

Cmapuecka ew3pacm

Cnepn kaTo ce B3eMart npeAsuja 6n6peuHata PyHKUHA H TENECHOTO TErN0, Bb3PacTra HAMA HUKaKbB
ROMBJHUTENECH KIHHUYHO 3HAYNM €¢(eKT BLpXY dapMaKkOKHMHETHKATa Ha efokcadan npu nonynaunoHeH
(hapMaKkoKHHETHUYEH aHaNH3 Ha ocHOBHOTO ¢iaza 3 npoyusaHe npu HKIMM (ENGAGE AF-TIMI 48).

bwopeuno vapeorcoare
[Tnasmennte AUC 3a yyactHuum ¢ neka (CrCL > 50-80 ml/min), yMepeHo Texka (CrCL 30-50 ml/min)
reskka creneHd (CrCL < 30 ml/min, Ho He Ha AnManv3a) Ha OBOpeUHHO yBpexAaHe ce MOBUILABAT CbC
CHOTBETHO 32%, 74% n 72% cnpamo jivna ¢ HopMmanHa Obbpevna dpysxkuusd. Ipn naunenTH ¢ ObOpEYHO
YBPEXKAaHE META0OMUTHUAT Npoduit ce npomens 1 ce obpasyBa NO-roNsMo KOJUYECTBO aKTHR
METADONHTH.

CbIUIECTBY BA THHEHHO CHOTHOWEHHE MEXAY (JIA3MEHATa KOHLEHTPALUKs HA e1oKcad
AKTHBHOCTTA HE3aBHCHUMO OT OGbOpeyHaTa QpyHKius. :
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[Taunentute ¢ TBH Ha neputoHeanHa nuanuza umat 93% no-Bucoka o011a eKCrno3uL s B CPaBHEHHE ChC

3/IpaBH JIHLA.
[Tonynaunonnoro @K Moaenupane nokaspa, ye eKCno3uLUMATa NpUOJU3UTETHO Ce YIBOSBA NPH
nauueHTH ¢ Texko 0bOpeuno yBpexaane (CrCl 15-29 ml/min) B cpaBHEeHHE € MALMEHTH ¢ HOpPMaJiHa

ObOpeyHa (pyHKILIHS.

Tabauua 14 no-a0iay nokassa aHTH-pakTop Xa akTMHBHOCTTA Ha elokcaban no kareropus CrCL 3a Besko
MnokKa3aHue.

Tabanna 14: AnTH-Xa AKTHBHOCT HAa e10KCa0aH N0 KPEATHHHHOB KJIHPBHC

Jlo3a exokcaban CrCL AHuTH-FXaakTHBHOCT Ha| AHTH-FXa aKkTHBHOCT Ha
(ml/min) efoKkcabaH cae/ A03aTa | eAokcabaH npeau 103aTa
(IU/ml)’ (IU/ml)?
Meanana [aunanazon 2,5 — 97,5%]
IMpodunakTuka Ha HHCYIT H cHcTeMHa embonns: HKITM
30 mg BeaHbk AHEBHO > 30 1o < 50 2,92 0,53
[0,33 — 5,88] [0,11 —2,06]
60 mg BeaHbXK AHEBHO P> 50 10 < 70 4,52 0,83
[0,38 — 7,64] 0,16 - 2,61]
> 70 no <90 4,12 0,68
[0,19 —7,55] [0,05 — 2,33]
> 90 n0<110 3,82 0,60
(0,36 — 7,39] (0,14 — 3,57]
> 110 no <130 3,16 041
[0,28 — 6,71] [0,15—1,51]
> 130 © Rl 0,45
[0,12 - 6,10] [0,00 - 3,10]
Uleuenue na JIBT, neuenue Ha BE u npodunakruka Ha peunausupaiu /IBT u BE (BTE)
30 mg BeaHbxk AHEBHO > 30 10 < 50 2,21 0,22
[0,14 — 4,47] [0,00 — 1,09]
60 mg BeaHb*k JAHEBHO P> 50 10 < 70 3,42 0,34
[0,19 —6,13] (0,00 — 3,10]
> 70 no <90 2,97 0,24
0,24 — 5,82] [0,00 — 1,77]
> 90 10<110 2,82 0,20
[0,14 — 5,31] [0,00 — 2,52]
> 110 1o <130 2,64 0,17
[0,13 — 5,57] [0,00 — 1,86]
> 130 2,39 0,13
[0,10 — 4,92] [0,00 — 2,43]

‘TlonnxkasaHe Ha j03ata 10 30 mg 3a Hucko TesnecHo Terno < 60 kg nau cneundHyHU €IHOBPEMEHHO

npujarain HHXMOUTOpH Ha P-rnukonporeunH (P-gp)

' .Cnen no3ara” e ekBuBasieHTHO Ha Cpax (MpoOuTe 3a ,.clie ao3ara™ ca B3etH | — 3 yaca cnen

MPUJIOKEHHUETO Ha e/loKkcadaH )

2 Jlpeau nosara* e ekBuBasieHTHO Ha C iy
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eKCINO3HUKATA Ha enoKcabaH MoXe 1a NOMOTHE 3a B3eMaHe Ha MHGOPMHUPaHH KTWHHYHHU PELLUEHHS,
HARPUMEP NPeA03UPaAHE U CTIELIHA XUPYPrHYHA HHTEPBEHUHA (BXK. Cbillo TO4KA 4.4).

Enna 4-uacoBa xeMOaHanH3IHa CeCHa NOHMKaBa o0LWHTE €KCNO3IHLHH Ha enokcabaH ¢ no-manko ot 9%.

Heprnoopobno yepeocoare

[TauueHTHTE ¢ TeKa UKW YMEPEHO TeXKa CTelneH Ha 4epHoApoOHO yBpeXaaHe NOKa3BaT CpaBHUMH
¢rapMakoKHHETHKA U hapMaKoJHHAMHKa CbC CbOTBETHATA HM KOHTPOJIHA IPYNa CbC 3PAaBH A00OPOBOILIH.
EnokcabaH He e npoyuBaH MPH NALHEHTH C TeXKa CTENEH Ha YepHoApoOHO yBpexaaHe (Bx. Touka 4.2).

o
Cnen KaTo ce uMa MpeaBuA TENECHOTO TEMNO, MOJbT HAMA JONbIHUTENEH KIHHUYHO 3HaYUM €PEKT BbpPXY
(hapMaKOKHHeTHKATa Ha efokcabaH Npu NonynanHoHeH (papMakOKHHETHYEH aHAH3 Ha (aza 3

npoyusaHeto npy HKITM (ENGAGE AF-TIMI 48).

Emuuuecku npousxod
[Tpu nonynausoHeH papMakoKHHeTHYeH ananns B npoyuBaHeTo ENGAGE AF-TIMI, 48 makcumanHara

1 00L1aTa eKCNO3HLINA NnpH MAUHEHTH OT a3HATCKH H HE-A3HATCKH TNPOH3XO0A Ca CPaBHHUMH.

[Heduampuuna nonyaayus

dapMaKkokHHeTHKaTa Ha ¢lokcabaH e oueHeHa npH 208 neAHaTpHYHH YYaCTHHLM B 3 KITHHHYHH
npoyueanmua (Hokusai VTE PEDIATRICS, ENNOBLE-ATE n ®K/D A npoyusaHe ¢ eAHHHYHA 103a),
KaTo € H3NO0N3BaH nonynaudoHen papmakokuHeTuyeH (PopPK) moaen. @apMakOKHHETHYHUTE AAHHH OT
141 neanarpuuny yvactinuu B Hokusai VTE PEDIATRICS n ENNOBLE-ATE ca Bkntouenu 8 PopPk
ananu3a. ExkcriosunuaTa Ha enokcabdan npH neanaTpH4HUTE YHAaCTHHLM € 00O B3€TO B AHaMa30Ha Ha
eKCNO3ULIMUTE, HA0MIOAABAHH NPH Bb3IPACTHH NAalHeHTH, HO UMa 20-30 % no-HUCKA eKCno3HLNA NPH
IOHOLLM Ha Bb3pacT oT 12 a0 <18 roanHH B cpaBHEHHE C Bb3PAaCTHH, KOMTO NONy4aBaT eAoKcadaH
Tabnetku ot 60 mg. B Hokusai VTE PEDIATRICS 1 ENNOBLE-ATE nabmoaagaHuTe cpeaHO
reOMeTPHYHHK Haif-HUCKH eKCMO3KIUNHU Ha eJokcabaH B neguaTpyyHara nonyaauua ca 7,8 ng/mi npu
y4YacTHHLH Ha Bb3pacT oT 0 10 <6 meceua (N = 9), 8.6 ng/m| npu ysacTHHUHK Ha BB3pacT OT 6 Mecela 10
<2 roauHu (N = 19), 7.4 ng/ml np# yyacTHUUH HA BBL3IpAcT oT 2 A0 <6 roauun (N = 36), 13,7 ng/ml npu
yyaCTHHUM Ha Bb3pacT oT 6 10 <12 roanHu (N = 38) n 10,8 ng/ml npn yuacTHuuu Ha Bb3pacT o7 12 oo
<18 roauun (N = 39).

Terecno meeio
Mpu nonynanuoHeH dhapMakokMHETHYEH anannu3 Ha npoyuBaHeto ENGAGE AF-TIMI 48 npu HKIIM
Ciax H AUC npn nauMeHTHTe ¢ MeAHaHa Ha HUCKO TENECHO TErno (55 Kg) ca NOBHUIEHH CbC CbOTBETHO

40% u 13% B cpaBHEeHHE ¢ NALUEHTHTE ¢ MeIHaHa Ha BUCOKO TenecHo Terno (84 xg). [1pn ¢asa 3
KMTHHUYHHTE npoyuBaHua (kakTo npy nokazanue HKIIM, taka u npu BTE) nauuenTuTe ¢ TENECHO TETNO

< 60 kg nmart 50% nonnxeHHe HA Ao3aTa Ha eaokcadaH H UMAT CXOAHA ePHKACHOCT H NMO-MAJKO Clly4aH
Ha KbPBEHE B CpaBHEHHE C BappapuH.

Bpb3ka(u) papMakokHHeTHKAa-GapMaKoAHHAMKKA
[Toxazarennte PT, INR, aPTT u antu-FXa kopennpart A1HHEHHO ¢ KOHIEHTpAaLHUTE Ha efokcabaH npu
sb3pacTHU. HabnroaaBaha € cbllo AnHelHa kopenauus Mexay auTh-F Xa akTHBHOCTTa H NNa3MEHUTE
KOHUEHTpPaUHH Ha eAoKkcabaH Npy neJHaTpHYHU NAaUHEHTH OT paxaaHeTo a0 |8-rojMilHa Bb3pacT.
Kato usano Bpb3kuTe G@K-DJ] ca nonobHU Mexay neaHaTpHUHHTE NAaLHEHTH OT PaXaaHeTo a0
18-roauuiHa Bb3pacT U Bb3pacTHUTE nauveHtu ¢ BTE. Bapuabunnoctra na ®J] obaue nopaxaa
IHAYNTEIHA HECUTYPHOCT MPH OLEHKATA Ha Ta3H BpPb3Ka.

5.3 IlpeakAHHHYHH JaHHH 32 0€30MACHOCT

HeKkNIHHHYHHWTE JaHHW HE NOKAa3BaT ocobeH PHCK 3a XOpaTa Ha Da3aTa Ha KOHBEHLHO
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(papMaKoIOrHuHH Npoy4YBaHHs 3a 6e30NnacHOCT, TOKCHYHOCT MPH MHOTOKPATHO NPUIOKEHHE,
FEHOTOKCHYHOCT, KAPLHHOICHEH NOTEHUNAN HIH POTOTOKCHYHOCT,

Penpooykmugnd morkCuKo10 U
Enokcabax nokazsa BArHHATHH XeMOPAarvy nNpu mo-BUCOKK A03H NpPH ITbXOBE ¥ 3aHLH, HO HAMA HHKAKBH
eheKTH BbPXY PENPOAYKTHBHHTE CMOCOOHOCTH HA Bb3PACTHHTE MIILXOBE.

[Tpu nabXxoBe He ce HabNOAaBaT HUKAKBH €(PEeKTH BbPXY MBKKHA H KEHCKHUA GEePTHIHTET.

B penpoyKTHBHHTE NPOYYBaHUA BbPXY KHBOTHH, 3aHLHTE NOKA3BaT NOBUIUEHA YECTOTA Ha BapHaLHH Ha
KNBYHUS MeXyp B 103upoBka oT 200 mg/kg, koaTo € NnpHOAU3HTENHO 6O MbTH MaKCHMAasTHATa
npenopbunTenHa Ao3a npy xopa (MIJIX) ot 60 mg/nen Bb3 0OCHOBa Ha 00LLaTa TeNeCHa NOBbPXHOCT B
mg/m’. Habnonaea ce noBHLleHa 4ecToTa Ha NOCTUMNNAHTALHOHHH 3aryOH. CbOTBETHO MPH MIIbXOBE
npu ao3a 300 mg/kg/aex (npubauzutento 49 murn MIJIX) n npy 3aiiun npu aosa 200 mg/kg/aex
(npubnun3zutenHo 65 nbty MITJIX).

Enoxcaban ce ekckpeTnpa B KbpMaTa Ha NnakTHpaLly N1bXOBe.
Ouenka Ha exonorn4Husa puck (OEP)

AKTHBHOTO BellleCTBO efoKcabaH TO3HNAT NePCUCTUPa B OKOJIHATA Cpella (3a YKa3aHHA 332 U3XBbPJIAHE BXK.
Touxa 6.6).

6. OAPMAUEBTHYHHU JAHHH
6.1 Cpnucebk HA TOMOIUHHTE BelllecTBA

Aapo Ha Tabnerkara:
JlakT03a MOHOXHApAT
Kpockapmenosa HaTpHi
XHApOKCHNponuIUenyno3a
Mardesnes creapat
[lpeuncTena Boja

PDHUIMOBO NOKPHTHE:

Ekcabnok 15 mg dunmupany tabretku
Xunpomenosa (E464)

Kanunes kapbonart (E170)

Makporoa (MW 8000) (E1521)

Tank (E553b)

Kbat xkenesen okeua (E172)

Yepsed xeneszed okcua (E172)

Excabnok 30 mg cunmupany Tabnerxy
Xunpomenosa (£E464)

Kanuues kapoonar (E170)

Makporon (MW 8000) (E1521)

Tank (E553b)

YepseH xeneszeH okcua (E172)

Excabnok 60 mp dunmMupanu tabneTku
Xunpomenosa (E464)
Kanuner kapbouat (E17()
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Makporon (MW 8000) (E1521)
Tank (E553b)
XKuar xenezen okcha (E172)

6.2 HechLBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roanocT

2 FOANHU

6.4 CnenHalHH YC/IOBHA HA CLXPAHEHHE

To3n nexapcTBEH MPORYKT HE W3NCKBA CNELUHANHH YCIOBHA HAa ChbXPaHEHHE
6.5 BuauchabpKaHHE HA ONAKOBKATA

Excabnok 15 mg ¢unmupaun tabneTku

- PVC/PVDC anymunn#i unn OPA/anyMuHnii//PVC/anymnuni OIHCTEPH B KAPTOHEHH ONAKOBKH MO

10 dunmupanu tabieTkn.

- PVC/PVDC anymuunii unn OPA/anymunni//PVC/anymMunni nepgoprpaiy 0auCTEpU ¢ €AHHHYHH
1034 B KApTOHEHH KyTHH ¢ 10 x | duaMupann Tabnetkw,

- HDPE 6yTHnk# ¢be 3aimmTeHa ot deua PP kanauka Ha BHHT, chabpxkaula 100 gpunmupann TadneTku.

Excabnok 30 mg dnamupanu Tabnerku
- PVC/PVDC anymunnit uan OPA/anymuunit/PVC/anyMnHHil 6aUcTepH B KApTOHEHH 0NaKoBKH no 10,

28, 30, 100 1 105 dunMuparu Tabnerku.

- PVC/PVDC anymunuii unn OPA/anyMunnii//PVC/anyMunni nepgopupaHi 014cTepH ¢ €AHHHYHH
1034 B kapToHeHH kyTHH ¢ 10 x 1,28 x 1,30 x 1, 98 x 1 duamupann tabneTkm.

- HDPE 6yTtunku cbe 3autnteHa ot aeua PP kanadka Ha BUHT, cbabpxkawa 100 i 120 dpuamupann

TabIEeTKH.

Excabaok 60 mg duamupaHy TabneTku
- PVC/PVDC anymunnii unu OPA/anymununit//PVC/anymunuii O11MCTEPH B KAPTOHEHH ONAKOBKH no 10,

28. 30, 100 u 105 dunmupaHu TabAECTKH.

- PVC/PVDC anymunuii unu OPA/anymunnit//PVC/anymnnuii nepdopipann 611ucTepu ¢ eAMHHYHH
0034 B kapToHeHd KyTnu ¢ 10x 1,28 x 1,30x 1,98 x | bUAMHpaHH TabAeTKH.

- HDPE OyTHikH ¢bC 3auiMTeHa ot aeua PP kanauka Ha BUHT. cbabpkaina 100 u 120 punamupanu

TaONeTKH.

He Bcu4kH BUAOBE ONAKOBKH Morar aa ObLAAT MycHaTH Ha nasapa.
6.6 CneuHaaun npeaAna3HH MEePKH NPH H3XBLPJAAHE H paboTa

Heuinon3sanuaT JieKapcTBEH MPOAYKT WIH OTNaAb4YHHUTE MaTepralli OT Hero TpsdBa 1a ce H3XBbPIAT B
CHOTBETCTBHE C MECTHHTE H3IUCKBAHHUA.

EHTEpanHo xpaHeHe
Excabnok Moxe fa ce HaTpolu M cycnenanpa B 60 ml Boaa v aa ce nNpuUIOKH Npe3s H
WJIH COHAA 3a CTOMALIHO XpaHeHe (CHANKOHOBA, NOJHYPETAHOBA HIIH MOJHBHHHIXS
MUHHMAaneH pa3mep 8Fr). Cnea Toea conaara TpabBea aa ce npoMue Tp# NbTH ¢ 30

33
SE/M/2622/001-003/0C

- -
1-h-' -



1. IMPUTEXATEJ HA PASPEIUEHHUETO 3A YIIOTPEBA
Tesa apma EA/J]

yn. Jhoba Bennuxopa™ Ne 9

1407 Codns,

bbvarapus

8. HOMEP(A) HA PASPEULIEHHUETO 3A YIIOTPEBA
Excabnok 15 mg Per. Ne

Ekcabnok 30 mg Per. Ne
Exkcabnok 60 mg Per. Ne

9. JIATA HA NBPBO PASPEHIABAHE/MNIOJHOBABAHE HA PASPELIEHHETO 3A
YINIOTPEBA

JlaTa Ha MBbPBO pa3pellaBaHe:.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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