KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1 UME HA JEKAPCTBEHMUWS ITPOAYKT

Excabnok 15 mg ¢puamupann tabneTku
Exablok 15 mg film-coated tablets

Excabnok 30 mg dpunmupann tabnetku B . M}JQIQ}L QZ/(?&?/G)(‘Q ;

Exablok 30 mg film-coated tablets

rE 1.k’ = = " s
= : W = s t;l ll'l o P i : -
c A ATEHLHRS DO NFKAPC TR

Excabyok 60 mg ¢duamupanu TabieTku :(_{_Q_iﬂ - (2 , [ 3-04 2026
Exablok 60 mg film-coated tablets |

2.  KAYECTBEH M KOJIMMECTBEH CbCTAB

Excabnok 15 mg duamupanu radaerku
Beska punmupana rabaerka cbabpika eokcaban To3unar MoHoxuapar (edoxaban tosilate monohydrate),

ekBHBasieHTeH Ha 15 mg enokcadan (edoxaban).

[lomowHo eewgecmaeo ¢ u3eecmuo oeucmaeue.,
Besika puamupana tabnerka cbabpika 63,69 mg nakro3a (Kato MOHOXHApPAT)

Ekcabnok 30 mg duamupanu TabjieTKH
Besika punmupana tabnetka cbabpika eokcadbad rozunar MoHoxuapat (edoxaban tosilate monohydrate),
ekBuBajeHTeH Ha 30 mg enokcadan (edoxaban).

HHomowno ewgecmeso ¢ uzBeCMmHo Oeucmeue:
Besika punamupana tadbnerka ebabpxa 127,39 mg nakrosa (KaTo MOHOXHAPAT)

Excadbnok 60 mg duamupanu tabaeTku
Besika hunmupana tabnerka cbabpika egokcadan to3unat moHoxuapart (edoxaban tosilate monohydrate),

ekBuBaJieHTeH Ha 60 mg enokcadban (edoxaban).

[Homowno sewgecmso ¢ U3BECMHO Oeucmeue:
Besika ¢punmupana tabnetka ecbabpika 254,77 mg nakro3a (Kato MOHOXHApPAT)

3a NbJIHUA CMTHCHK HA MOMOLIIHUTE BellleCTBa BHXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

®unmupana tabnerka

Excabaok 15 mg duamupanu TabieTku
CBeTioOpaHkeBH, KpbriH GUIMHpaHH TabneTkH (¢ AMaMeTbp Npudau3uTenHo 6,4 mm) ¢ BAILOHATO
penedHo o3znauenne "TV" or eanara crpana u "15" ot apyrara crpaHa.

Excabdaok 30 mg ¢puamupanu TabiaeTku
Po30BH, Kpbrian GuamMupadu TabieTku (¢ AMaMeTbp NpuoOIU3UTENHO 8,5 mm) ¢ BAABO

o3Hauenue “TV™ ot eanara crpana v 30 or apyrara cTpaHa.
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Excabaok 60 mg ¢punMupanm tabnetku
XKuaty, kperau puaMupany Tabnetku (¢ anamersp npubansurentno 10,5 mm) ¢ BanuOHaTO penegHo
o3HaudeHue “TV” or eaHaTa cTpaHa ¥ “60” ot Apyrara cTpaHa.

4. KJIHHUYHHA JAHHH

4.1 TepaneBTHYHH NOKA3aHHA

Excabnok e noka3aH 3a npo¢hHIaKTHKA Ha HHCYJIT H CHCTeMHa eMOOoNNA NpH Bb3pacTHH NaUMEHTH C
HeKnanHo npeacbpaHo MbxaeHe (HKIIM), ¢ eanH Wau noBede puckoBU JakTOPH KaTo 3acTOiHA
CbpAeHHA HEAOCTATLHHOCT, XANEPTOHUA, Bb3pacT > 75 roAHHM, 3axXapeH a4Haber, npealecTBall HHCYAT

WJIN TPaH3HTOpHA UcxemuuHa araka (THUA).

Excabnok e nokasas 3a jieyeHne Ha Bba0oKa BeHo3Ha TpomMbo3a ([ABT), Oenonpodbua embonus (bE) 1 3a
npodunakTika Ha peuuausupaiiv JIBT u BE npu Bb3pacTHH (BXK. TouKka 4.4 32 XeMOAWHaAMUYHO
HecTaDHWNHH nauueHTH ¢ bE).

4.2 JIO3HPOBKA H HAYHH HA NPUJIOKEHHE

Hoaupoeka

Ipopunakmuxa Ha uncyarm u cucmemua emMoeonun

[IpenopbuuTentata n1o3a ¢ 60 mg exokcabaH BeAHDBK AHEBHO.
JleyeHnueTo ¢ enokcadban npu nauueHTd ¢ HKIIM tpadea aa Obje npoAbiaAKHTENHO.

Jevenue na [IBT, revenue na BE u npoghunrakmuxa na peyuousupawyu BT u bE (eenozua
mpomboembonus, BTE)

[TpenopbunTenHata ao3a e 60 mg eaoxcadan BeAHbK AHEBHO C¢/ MbpBOHAYaiHa ynoTpeba Ha
napeHTepaneH aHTUKOATYJIAHT 3a noHe 5 aHM (Bxk. Touka 5.1). EnokcabaH n nbpeoHavyaaHHUAT
NnapeHTEepAIeH aHTUKOATryNaHT He TpaOBa lla ce Mpuiarat eAHOBPEMEHHO.

[MpoawmxHTenHOCTTA Ha Tepanuata 3a neyenne Ha JIBT u BE (BTE) u 3a npodunakTitka Ha
peunaupupawa BTE, Tpa0Ba aa 6bae onpeaenenHa HHAMBUAYAHO CJIeR BHUMAaTE/HA NpelieHKa Ha
MoJ3aTa oT JIeYeHHEeTO CAPIMO PHCKA OT KbpBeHe (BX. Touka 4.4). KpaTkaTa npoaAb/KHTENHOCT Ha
TepanuaTta (Haii-manko 3 meceua) TpadBa Aa ce OCHOBaBa Ha NPEXOAHH PHCKOBH $akTopH (Hanp.
CKOpOLIHA XHPYpruyHa HaMeca, TpaBMa, UMODHNIN3HPaHe), a No-roaamMata Npoab/IKUTENHOCT TpADOBa na
c€ OCHOBABa Ha NMOCTOAHHH pUCKOBH dakTopu uny uawonatuunu JIBT unu BE.

3a HKIIM u BTE npenopwuntennara no3a e 30 mg eaoxkcadan BeAHBK JHEBHO NPH NALMEHTH C €IHH
WJTH NOBeYe OT CNeAHUTE KIMHUYHH (PAKTOPH:

. yMepeHa WM TeXKa cTencH Ha 0bOpeyuHo yBpexaane (kpeaTHHHHOB KnHpbHC (CrCL)
15-50 ml/min) |
. HUCKO TeJIeCHO Terno < 60 kg
. eIHOBpeMEHHA ynoTpeda Ha cneanuTe HHXHOUTOPHU HA P-raukonpoTrenH (P-gp): UMKIOCNOPHH,

ApPOHENAPOH, EPHTPOMHLIWH HIIH KETOKOHA30I.
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Ta6aunua 1: O6o6mmenne na noznposkara npu HKIIM u BTE (IBT u BE)

[ OGoGumenn HACOKH 33 03HPANE |

[MpenopbunTenHa f03a IEO mg enokcadak BeIHbXK JHEBHO
—_——

‘ [penopbKa 3a 103aTa 32 NAUMEHTH ¢ €IHH MK NTOBEYE OT CNERHNTE KIHHHYHH daKTOpH: |
bbOpeuHo yBpexaAaHe Vmepeno mexcko unt medxcko

l( CrCL 15-50 mil/min)
HucKo TENECHO TErno < 60 kg PO mg enokcabaH BEAHDK AHEBHO
-H};xuﬁr;”ropu Ha P-gp [{uxnocnopun, Oponedapon,

lepuUmpOMUYUH, KeMOKOHAZ0N L

lponycrhama 0a3a

AKO ce nponycHe A03a eAoKkcabaH, fo3aTa TpsOBa na ce npueMe He3abaBHO M €€ TOBA HA CNEABALIUS
JeH Aa € NPOABKHK C €AHOKPATEH AHEBEH NMPHEM, KAaKTO ¢¢ npenopb4ba. [lanueHTsT HE TPAdBa na
pyuema ABOHHA Ha NpeAnycaHaTa 103a B €/1HH U ChLL JEH, 3a 1a HaBakca NnponycHara J03a.

IIpemunasane kvm u om edokcabau
[TpoabaxaBaHETO HA AHTHKOAryJaHTHATa Tepanus € BaxHO NpH nauvedTd ¢ HKIIM »n BTE. Moxe na

HMa CJTy4yau, KOWTO HanaraT NpoMsHa Ha aHTHKOarylaHTHaTa tepanus (tabnvua 2),

TaGanua 2: Ilpomana Ha anTHKoaryaaHTHaTa Tepanuata npa HKIIM u BTE (IBT u BE)

!
Hpemuanasane KxpM egoxcaban \
Or Ha Ipenopuka
AHTaroHHUCT Ha EnokcabaHn Ja ce cnpe ABK u na ce 3anouHe enokcabas, korato
BuTaMHH K (ABK) MEXAYHAPOJHOTO HOPMAIH3INPAHO CHOTHOLIEHHE
| (INR)e <£2,5.
[Mepopanuu
AHTHKOAryNaHTH, Hla ce cnpe naburarpan, puBapoxcabaH wny anukcadaH
painuinn oT ABK | Enoxcaban M J1a ce 3anoyHe eaokcabaH no BpemMeTo 3a cieaBallaTa
» jaburatpaH 1034 OT NEPOopalIHAg aHTUKOAryaaHT (BXK. To4Ka 5.1).

* puBapokcabaH
» anukcaban

|

Te3u nexapcTBEeHUW NPOAYKTU He TpAOBa Aa ce npuiarart

€/1HOBPEMEHHO.

[loakoxeH aHTUKOAryNaHT (Hanp. XenapHuH ¢ HUCKO
[TapeHTepainu monekynapro terno (HMTX), donganapunykc):
AHTHUKOArynaHTH Eaoxkcaban Ja ce cnpe nOAKOXHHUAT AHTHKOATy/JIaHT H 213 CE

3AMOMHE enokcadaH no BpeMETOo 3a clieqBallara
IaHHPaHa 1033 MOAKOXKEH AHTHKOATYJIAHT.
HUHTpaBeHO3eH HedpakuHoHHpaH xenapuH (HDX):
Ha ce cnipe nHgy3uATa ¥ J1a ce 3anouHe efokcadaH
4 yaca no-KbCHO.

I JIlpemunasane oT egoxkcaban oy
OT Ha [IpenoptKa )

C'hLI.lECTByBﬂ Bbh3MOKHOCT 34 HCARCKBATH .-/
_ HHTHH’D&EXH&HHH 110 BPeME Ha [IPCMHHaBg @) 5

..‘.:.' iy
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EnokcabaH

AHTaAroHMCT Ha
BHTaMuH K (ABK)

enoxcaban Ha ABK. TpaOea na ce ocurypu
NpOIBLIKHTENHA alecKBaTHA aHTHKOArylanus no
BpPEME Ha KAaKBOTO U Aa € NPEMHUHABAHE KbM
anTepHaTHBEH aHTUKOAryJaHT,

Buvamooicnocm 3a nepopanno Aeyenue. 3a naluenTuTe
noHacToaueM ¢ po3a ot 60 mg, na ce npunara n03a
enokcadad 30 mg BeaHbK AHEBHO 3a€JHO C
noaxojsuia no3a ABK.

3a nailkeHTH NoHacToAlleM Ha fo3a oT 30 mg (3a
elMH HIH NOBEYE OT CIEAHUTE KIHHHYHH (PAKTOPH:
yMepeHo ao Texko 6u06peuno yepexaane (CrCL

15 — 50 ml/min), HHCKO TENECHO TEMIO WK ynoTpeda
Ha onpeAeneHy HHXUOUTOpH Ha P-gp), aa ce npunara
enokcaban B 1033 15 mg BeAHDBK AHEBHO, 3a€QHO C
noaxoasa xo3a ABK.

[launenTnTe HE TPAOBA Aa NPUEMAT HATOBApPBaLUA
no3a ot ABK, 3a na ce nocTurHe He3a0aBHO ¢TaOUAHO
INR mexpny 2 u 3. [Ipenopsusa ce 1a ce iMa npeaBua
noaabpxawara no3a ABK u ganu nauueHTosT €
npreman ABK npeau wiu aa ce u3nonssa BanuaeH
anropuThHM 3a neueHue ¢ ABK, 00ycnosen ot INR, B
CHOTBETCTBHE C MECTHATA NpaKTHKa.

Cnen xato ce nocturae INR > 2.0 enoxcaban tpabsa
na ce cnpe. [Topeyero nauuenTH (85%) TpsabBa naca B
cbeTogHue aa nocrurHart INR > 2.0 B pamkute Ha

14 nHH OT €JHOBPEMEHHOTO NPHNOKEHHE Ha
enoxkcaban v ABK. Cnea 14 gun ce npenopbyga
enokcaban 1a ce cnpe, a THTpHpaneTo Ha ABK na ce
NpoABIKH, 3a Aa ce nocTurHe INR Mexay 2 1 3.

[lpenopbuBa ce npe3 nbpBHTE 14 AHM OT
CAHOBPEMEHHOTO JieveHue, INR aa ce n3MepBa noHe
3 NbTH HENOCPEACTBEHO NpEean NpueMaHe Ha

- eXXeAHeBHaTa 4034 OT e0KcabaH, 3a Ja ce CBeJie A0
MHHHMYM BIHSHHETO HA e0KkcabaH BbpXY
niMepeHuTe cToiiHocTy Ha INR. EnqHOBpeMeHHO
npunaraiute enokcaban n ABK morar na ysenuuar
INR cnen nosara ejiokcadan 10 46%.

Bvamoocnocm 3a napenmepanno aevenue: Jla ce cnpe
enokcabaH ¥ /1a ce Npuaarat napeHTepaieH |
aHTHKoarynaHT 4 ABK no BpemMeTto 3a cieaBawnara
nnaHWpaHa 103a eaoxkcaban. Cnea KaTo ce NOCTHIHe
ctabunno INR ot > 2,0, napeHTEpaNHHAT aHTHKOAryJIaHT
| Tpabsa na ce cnipe W ga ce npoabiku ABK.

Enoxcaban

[lepopanuu
aHTHKOAry/1aHTH,

pasJH4HH OT
ABK

Jla ce cnpe eaokcabaH ¥ na ce 3anouHe aHTHKOArys
KOATO He € aHTAarOHKCT Ha BUTaMHH K, no Bpem§
cnejBalllaTta miaHupaHa ao3a ot eaokcaban.
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Te3n nekapcTBeHH NMPOAYKTH He TpAOBaA Aa ce MpHIArar
Enokcaban [NapeHTepaiiu efiHoBpeMeHHO. [la ce cnipe enokcaban ¥ Aa ce 3anouHe
AHTHKOAryJaHTH | napeHTepaseH aHTHKOAryJaHT Mo BPEMETO 3a
| cneBaillaTa nnaHKpaHa 1034 OT eAoKcabaH.

Cneyuannu nonyrayuu
lonyaayus 6 cmapuecxa eb3pacm
He e HeoOxoaMMo noHHxKaRaHe Ha N03aTa (BX. TO4YKa 3.2).

bvbpeuno yspexcoane:
BrOpeunara dpyHkuua TpabBa aa ce OUEHH NPH BCUMKH NALIMHEHTH, KaTO CE€ H3YHUCIH KPEAaTHHHHOBYUS

kndpbie (CrCL) npenu 3anovBaHe Ha JE€YEHHETO C €10KCabaH, 3a Aa ¢e H3KNIOYAT NALHEHTHTE C
TepMuHanHa 6b0peuna HexocTaTbuHoCT (T.e. CrCL < 15 ml/min), aa ce u3non3ea npasunHara no3a
enokcaban npu nanuenT ¢ CrCL 15-50 ml/min (30 mg BeaHnx AHEBHO), NpH nauueHTH ¢ CrCL

> 50 ml/min (60 mg BeaHBbX AHEBHO) M KOraTo CE€ B3eMa peLUCHHE 3a H3NOJI3BaHETO Ha ¢AoKcaban npw
NaLUEeHTH ¢ MOBHLIEH KPEATHHUHOB KAKWPLHC (BXK. TOUKa 4.4).

bropeunaTa pyHKuusa Tpa6Ba 2a ce OLEHU U KOoraTo ce nojo3upa npomMsHa B 6b0peuHara pyHkuua no
BpeMe Ha JISYEHHETO (HATIP. XMITOBONEMHSA, AeXuapaTalys H B CJiy4aid Ha €1HOBPEMEHHO H3NO0JI3BaHe Ha

HAKOH JIEKAPCTBEHU TIPOAYKTH ).

MetoabT, H3N0N3BaH 3a oueHkKa Ha 6pOpeunaTa dyHikuns (CrCL B ml/min) no BpeMe Ha KNTHHHYHOTO
pa3paborBaHe Ha eqokcabaH, € MmeroasT Ha Cockcroft-Gault. @opmynara e ciaeanara:

. 3a kpeaTHHHH B umol/l:
1,23 x (140-Bb3pact [roaunu ]} X Terno [kg] (x (.85 3a skeHH)
cepyMeH kpeaTHHHH {umol/l]

. 3a xpeaTUHUH B mg/di: |
(140-b3pacT [rogunu]) x terno [kg] (x0,85 3a xkeHu)
72 x cepyMeH KkpeaTUHUH [mg/dl]

MeToasT ce npenopbuBa, korato ce oueHsBa CrCL Ha naUHEHTHTE MPEAH W N0 BPEME Ha JICUCHHETO ¢
eJokcabaH.

[pu naLpuenTs ¢ neka crened Ha 6b0peuHo yBpexaaHe (CrCL > 50-80 ml/min) npenopbunTenHara no3a
e 60 mg enokcaban BeIHbXK JHEBHO.

[TpH naumeHTH ¢ yMEPEHO TeXKa HITK TexKa creneH Ha 6p6peyno yBpexaane (CrCL 15-50 ml/min)
npenopbukTenHara Jo3a € 30 mg egokcaban BeAHBK AHEBHO (BX. TOYKa 3.2).

[Mpu nauuenTH ¢ TepmuHanHa 6b0peyna HepoctatbuHOCT (TBH) (CrCL < 15 ml/min) nnu Ha auanwusa He
ce npenopbuBa ynorpedara Ha eaokcadan (Bx. Touku 4.4 1 3.2).

Hepnoodpobro yepexcoane ‘
Enokcaban e npoTHBONOKa3aH Npu NaLKMeHTH ¢ 4epHOoApoOHO 3abonisBaHe, CBbP3aHO ¢ KOArynonaTHs 1

PHCK OT KJIMHHYHO 3HAYHMO KbpBeHe (BXK. Touka 4.3).

EnokcabaH He ce npenopbyBa NPH NALHEHTH ¢ TEXKa CTENEH HAa YePHOAPOOHO yBpexaHe (BXK. TOUKH 4.4
ui2) -

SE/H/2522/001-003/18/002




[Tpy nauMeHTH C NeKa A0 YMEPEHO TeXKa CTENEH Ha YEPHOAPOOHO YBPEKAAHE, NPENOPBYHTENHATA 1032 €
60 mg enokcabaH BeIHbX JHEBHO (BXK. To4ka 5.2). Enokcabdan tpadsa aa ce npunara ¢ NOBHIEHO
BHMMaHHeE MPH NALMEHTH ¢ JIeKa 10 YMEpPEHa CTENeH Ha 4epHOoApoOHOo yBpexaaHe (BX. Touka 4.4).

[NaunedTHTE C NOBHLIEHH YepHOAPOoOHH eH3HWMHU (anaHWH aMHHoTpaHcdepasa (ALT) nunu acnaprar
amunoTrpancepasa (AST) >2 x 'TH (ropuara rpanuna Ha Hopmata)) uian obu ounupybun >1,5 x I'TH ca
W3KJIKOUEHH B KIHHUYHUTE H3nuTBaKnsa. ChegopartenHo eaokcadan TpaOBa a ce W3non3Ba ¢ NOBULLEHO
BHUMAaHHE NpH Ta3u nonynauus (Bx. Toukyn 4.4 u 5.2). [Ipean na ce 3anoyHe eaokcaba, Tpadsa na ce

H3BBPLIAT U3CNEABAHNA HA YyepHoapoOHaTa dyHKLMA.

Tenrecro meaono
3a mauneHTy ¢ TenecHo teriao < 60 kg npenopbuuTenHaTta fo3a € 30 mg eaokcabaH BEAHBK AHEBHO (BK.

TOYKA 3.2).

[lon
He e HeoOXx0AMMO NMOHKHKABAHE Ha 103aTa (BX. To4kKa 5.2).

Eonoepemenna ynompeba na Excabaox ¢ unxubumopu na P-cruxonpomeuna (P-gp)

[Ipy nauveHTH, KOUTO NPHEMAT EAHOBPEMEHHO €A0KCabaH v CIIEAHHTE HRXHOHTOPH Ha P-gp:
LUKJIOCTIOPHH, APOHEAPOH, EPHTPOMHLIMH KU KETOKOHA301, NpenopbYnTentara ao3a € 30 mg
enoxkcaban BeHBX AHEBHO (BX. Touka 4.5). He e HeoOx0oanMoO nonnxkasane Ha A03aTa 3a €THOBPEMEHHA
ynotpeba Ha aMHOAApOH, XHHHIWH HNY BepanaMui (BxX. Touka 4.5).

He e npoyusana ynotpebarta Ha enokcabaH ¢ Apyry UHXubuTopH Ha P-gp, skmounTtenHo HIV npoTtea3nn

MHXHOUTOPH.

IHayuenmu, npu koumo ce npeonpuema KapouoeepCun

[TpueMbT Ha eoKkcabaH MOXKE Na 3aMOUHE WKW A3 MPOABIXKH MPH NAUHEHTH, NIPH KOWTO MOXeE Aa WMa
Hy»Ja oT kapauoBepcus. [Tpu kapauoBepcHs, HacouBaHa OT TpaHce3zogareanHa exokapanorpagus (TEE)
NPH NaLHEHTH, KOUTO NPeaM TOBA HE Ca JEKYBAHH C AHTHKOAryJIaHTH, IEYEHHETO ¢ eAoKcadaH TpadBa aa
ce 3anoyHe Hail-Manko 2 yaca npeaM KapAMOBEPCHATA, 3a Aa C€ rapaHTHpa MoaXoalla aHTHKoarynaiHs
(Bxk. Touku 5.1 1 5.2). Kapanosepcuara TpadBa 1a ce H3BBPILM HE N0-KbCHO OT 12 yaca ciel no3arta
eaokcabaH B J€HA Ha Mpoueaypara.

3a BCHYKH NAILlHEHTH, NIPH KOKTO ce npexnpHema KapaHosepcua: [lpeau kapanosepcuata TpadBa na
ce MMOMCKa NOTBbPXAEHHNE, e NALUEHTHT € Npyen eaokcadaH crnopel npeanucadneTo. Pemennara 3a
3aMO4YBaHe H NPOIBIKHTEIHOCT Ha edeHHeTo TpaOBa Aa CNeABAT YCTAHOBEHHTE YKa3aHHA 3a
AHTHKOAry1aHTHO NEUCHHE NPHU NALKEHTH, P KOUTO Ce NPEANpHEMA KaPAHOBEPCHS.

[leduampuuna nonyrayus

Enokcaban He ce npenopbusa 3a ynorpeda npy Aeua u KOHOLWWH OT paxaaHeTo 10 18-roaminna Bb3pacr ¢
notebpaeHa BTE (I1E u/unn IBT), it xaTo edrkacHocTTa HE € ycTaHOoBeHa. HannuHKTE NaHHHU MpH
nauxHeHTH ¢ BTE ca onmucanu B Touku 4.8, 5.1 n 3.2

Hauyun Ha npunoxeHue
3a NepopaHO MPUIIOKEHHE.
EnokcabaH Moxe aa ce npuema ¢be UM 6€3 xpaHa (BX. TouKa 3.2).

3a mauMenTHTE, KOMTO HE MOTraT Aa I'bJITaT Ueny t1abnetky, tabneTtknre eaokcaban moxe aa ce pasrpoulat
M CMECAT ¢ BoJa MK A0BAKOBO Nope U HezabaBHO Aa ce NPUNoXKaT nepopalHo (BX. Touka 5.2).

Jdpyra sb3MoxHocT € TabnieTkute Excabnok na ce pa3rpowiat H CyCneHAHpar B MaNnKo KOJAHHYE

s0BNKOBO mope Ao 4 vaca.
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4.3 IlporrBONOKa3aHHA

CBpPBXHYBCTBUTENHOCT KbM aKTUBHOTO BELLECTBO MM HAKOE OT MOMOLUHHUTE BELLIECTBA, U30POCHHU B
TOYKa 6.1.

KJAWHUYHO 3HAYUMO AKTUBHO KbLPBEHE.
YepHoapobuo 3abonsiBaHe, CBbP3aHO C KOArya0naTHd H PUCK OT KJIHHUYHO 3HAYUMO KbPBEHE,

Jle3us unu CbCTOsTHHUE, aKO Obae cHETEHO, Ye NPEACTABIABA 3HAMUM PUCK OT rOJIIMO KbpBEHE. TOBa MOXE
Na BKJIIOYBA HACTOALLA WJIH CKOPOLIHA FACTPOMHTECTHHAJIHA %3Ba, HAIHUHE HA 3JIOKAYECTBEHH HEOM/1a3MK
C BUCOK PHCK OT KbPBEHE, CKOPOILLHO HApaHABAHE Ha MNaBHUA UK rPpbOHAYHHMA MO3BK, CKOPOLIHA
OnepauUys Ha TMasHUA MO3BK, rPbOHAYHHA MOIBK HIIH OUHTE, CKOPOLIIHA BETPEYEpENHa XeMoparu,
H3BECTHH MM CYCTNEKTHHN e30darcaiHu BapHLH, apTEPHOBEHO3HH MandopMaliy, CbJOBH AaHEBPU3MH H/IN
rojieM1 MHTPAcCNHHAIHH UM HHTpaLepeOpanHi CbAOBH AHOMANIHM.

HekoHTponnpaHa Texka XHNepTOHHA.

EaHOBpeMeHHO JieueHUE ¢ pyrd aHTHKOAryJlaHTH, Hanp. Hedppakurnonupan xenapit (HDX),
HACKOMOJIEKY/THH XE€MapUHU (€HOKCcanapuH, AanTenapud 1 Ap.), IPOU3BOAHH HA XENapHHa
(poHAanmapUHYKC U Ap.), NEPOPANHN aHTHKOAryNaHTH (BapdapuH, gaburaTpad eTeKCHnaT, pyBapokKcadaH,
anukcabaH u Ip.), 0CBEH NpH cneurPUIHU 0OCTOATENCTBA 3a CMAHA HA JICYEHUETO C nepopaeH
aHTHKOArynaaTt (BX. Touka 4.2) nnu korato HOX ce npunara B 1031, HEOOX0AHMH 3a NOAALPKAHETO HA
NPOXOAHM LEHTPAIECH BEHO3€H WK apTepHalen KaTeTbp {(Bx. Touka 4.5).

bpeMeHHOCT U KbpMEHE (BX. Touka 4.6).
4.4 CnenHajJHH NpeaynpexXIAeHHA H NpeANa3HH MePKH NpH ynoTpeba

EnokcabaH 15 mg He e noka3saH KaTO MOHOTEPANuA, Thil KATO MOXE Aa JOBeJAE A0 HamaleHa e(PHKACHOCT.
Tol e noka3aH camo B Ipolleca Ha NpeMHHaBaHe oT eRokcadaH 30 mg (nauHeHTH ¢ €HH HIIH TOBEYE
KJAUHHYHH (PaKTOpK 3a NOBULLEHA eKCIO3KUUA, BX. Tabanua 1) na ABK, 3aenHo ¢ noaxonsawa noza ABK
(Bx. Tabnuua 2, Touka 4.2).

PHCK OT xeMoparus

Enokcaban nopHiLaBa pHCKa OT KbpBEHE H MOXeE /1a NPHYHHH CEPHO3HO, NOTEHIHANHO (aTaiHO KbPBEHE.
[TpenopbuBa ce enokcaban, moaobHO Ha JpYrH aHTHKOAryJIaHTH, Ja C€ W3I0/13Ba C MOBULIEHO BHUMAaHHE
MPH NAUHEHTH C NOBHLUEH PUCK OT KbpBeHe. [Ipunoxernuero Ha eqokcadbaH TpsaOBa Jia ce npeyCcTaHOBH
MpU MOABA Ha TEKKaA xemoparus (B, Touku 4.8 1 4.9),

B KIMHUYHHTE IPOYYBAHUSA, TUrABHHHO KbPBEHE (HANp. €NUCTAKCUC, CTOMALLHO-YPEBHO UJTH
YPOIr€HHUTATHO) H AHEMHA ce HabNAABAT MO-4YECTO NPH NPOAbLIKHTENHO JIEYeHHE C eJokcabaH B
cpaBaeHHe ¢ neueHUeTo ¢ ABK. [1o tazun npuuuna, 8 1onbaHeHNe KbM AAEKBATHOTO KJIHHUYHO
Habnioaenue, nabopatopHo uscneasaHe Ha xemornobuua/xemarokpura Ou Morsio aa 6bae o1 nonsa 3a

OTKPHBAHEC Hd OKYJITHO KbPBCHE, AK0 CC [IPCUCHH HC € NOAXO0LMALLO.

Hakonko noarpynu nauMedTH, OMHCAHKH NOAPOOHO NO-101Yy, €a ¢ NOBHLUEH PUCK OT KbpBeHE. Te3u
NauHeHTH cnejsa Aa ObaaT BHUMaTenHo HabnlogaBaHy 3a NPU3HALY U CUHMIITOMU Ha CBBP3aHH ¢ KbpBEHe

SEM/2522/001-003/1B/002




AHTHKOArynaHTHUAT eekT Ha eaokcabaH He MOXKe Ja ce NpocaeaaBa HaNeXAHO CbC CTaHAAPTHH
nabopatopHu u3cneaBaHus. Hama crieunanio CpeacTBo 3a aHTAroHW3WpaHe Ha aHTHKOArynaHTHOTO
aeiicTeye Ha eaokcadan (Bx. Touka 4.9).

Xemoananusarta He JONpPHHACA B 3HA4YHMa CTEMNEH 3a KIMPbHCA HA eaoKcabaH (B. Touka 5.2).

Crapuecka Bb3pacT
EnnoBpeMeHHOTO NputoxeHue Ha enokcabaH u auetuncannunnosa kucennHa (ACK) npu nauueHTy B
cTapyecka Bb3pacT TpabBa Aa cTasa npeana3nuBo Nopaad NOTEHLUHANHO NOBHLIEHHI PHCK OT KbPBEHE

(Bx. TouKka 4.3).

bnOpeuHo yBpexaaHe

[nowra nox kpyBara nna3zmeHa koHueHtpauus/speme (AUC) npu naunenty ¢ neka (CrCL >

50-80 ml/min), ymepeno Texxka (CrCL 30-50 ml/min) u Texka cteneH (CrCL < 30 ml/min, Ho He Ha
NHaK3a) Ha ObOpeyHo yBpeXaaHe € NOBHILEHA CbC CLOTBETHO 32%, 74% n 72%, cnipsamo nHua ¢

HopManHa ObOpeuHa pyHKUMs (BXK. To4ka 4.2 33 NOHWKEHHE HA K03AaTa).

Ekcalnok He ce npenopbysa Npu NALMEHTH ¢ TepMHUHANHa ObOpeyHa HeAOCTaTLUHOCT HITH HA AHaNN3a
(Bx. TOuka 4.2 v 5.2).

bvbpeuna yuxyus npu HKITM

HaGnionasa ce TEHAEHIIHA KbM HaManaBaHe Ha €HKACHOCTTA ¢ YREJHYaBAHETO HA KpeaTHHHHOBHS
KJTHPBHC 33 €J0KcabaH B cpaBHeHHE C 100pe KOHTpoaHpaH BapgapuH (BX. Touka 5.1 3a npoyuBaHeTo
ENGAGE AF-TIMI 48 u nonbnuuTenHu aadHu ot npoyuBaHetro E314 u ETNA-AF).

Enokcaban TpabBa aa ce n3noasea npy naueHTH ¢ HKIIM ¥ BUCOK KpeaTHHHHOB KNHPBHC CaMo cleq
BHMMATENHA OLEHKa Ha HHAHBKHAYATHUSA PHCK 32 TPOMOOEeMOO0IHA U KbpBEHE.

Ouexka Ha 6bOpeunaTa ¢pynkuusa: CrCL tpsabsa aa ce HabmofaBa B HaUaI0TO HA IEHEHUETO NPH BCHYKH
NalKMEeHTY K Cliel TOBa, KOraTo € KJIHHHYHO MoKa3aHo (BX. Touka 4.2),

YepHoapoOHO yBpEKAAHE

EnokcabaH He ce npenopbysa Npy NauMHEHTH ¢ TeXKa CTENEH Ha 4epHOAPOOHO yBpexkaaHe (BX. TOUKH 4.2
H 5.2).

Enokcaban TpsOBa aa ce U3M038a ¢ HOBHILEHO BHHMaHHE TPH NMaUHUEHTH C JIEKA WK YMEPEHa CTeNeH Ha
yepHOAPOOHO yBpexaaHe (Bx. Touka 4.2).

[TauneHnTnTe ¢ nosuieHH yepHonpobHu eH3umMu (ALT/AST >2 x 'TH) unu obui 6unupydoun 21,5 x I'TH
ca U3KJIIOYEHHU B KIIMHHYHHTE H3nuTBaHux. [1o Tazu npuynHa egokcabad TpsadBa 1a ce U3MnoJi3Ba ¢
NOBHIIEHO BHHMaHHe NpH Ta3u nonynauuns (Bx. To4kH 4.2 u 5.2). [lpean aa ce 3anovHe eaokcadan,
TpaOBa la ce M3BLPILAT H3CeABaHHA 3a YepHOApoOHaTa QyHKLHA.

3a nauMeHTHTE Ha JleyeHHe ¢ enokcaban noeeue o1 | roanHa ce npenopbysa NepHoaAHYHO HabntoaeHHe
Ha yepHOApoOHaTa (YyHKLIHA.

CnupaHe nopajiy XMpypru4Ha HaMeca W ApYrd HHTEPBEHLIUY
AKO aHTHKOAryJaHTHaTa Tepanusa TpsaOBa 1a ce NpeKpaTH, 3a Aa ce NOHUXH PHCKA OT KbpPBEHE NpPH

XHPYpPryuuHH WK APYTrU NpoUeaAYpH, eaokcaban TpsdOBa na ce cnpe Bh3MOXHO Hali-CKOpo H 32
npeAno4YMTaHe NoHe 24 yaca npeay npoueaypara.

[Ipn B3eMaHe Ha pelUeHKEe Jany npoueaypara TpaOBa na ce OTHOXH A0 24 vaca cneft
Ha enoxcadaH, TpaOBa 1a ce NpelleHH CbOTHOLWEHHETO HA NOBUILECHHUAT PHCK OT Kbp
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CMEWIHOCTTA Ha HHTepBeHUKATa. [IpHeMbT Ha enokcabaH TpsbBa na ce BL30OHOBH Cell XMPYPrHuHUTE
HJIX ApYrH NPOLEAYPH BEAHAra cnel KaTo € IOCTHIHATa aeKBaTHa XeMOCTasa, KaTo ¢e MMa NpeaBu, 4e
BPEMETO A0 HAYaNOTO HA AHTUKOArYJAaHTHUA TepaneBTHUYEH edeKT Ha eaokcabaH e [-2 vaca. Axko mo
BpEME Ha WK cNej XHPYPruuHaTa HHTEPBEHLUA HE MOraT J1a ce MPHEMAT MEepOPAIHK JICKAPCTBEHH
NPOAYKTH, TpAOBa Aa ce B3eMe npeaBi ] NPHNOKEHHETO Ha NIapeHTepaiNeH aHTUKOAryJ/ianT K CNej TOBa J1a
ce IPEMHHE Ha NepopajieH MpueM Ha eaokcabaH BEAHDBXK AHEBHO (BX. Touka 4.2).

BianmoaeficTBUS ¢ IPYTH JIEKAPCTBEHHU MPOAYKTH, 3aCATALUHN XEMOCTA3aTa

EnHoBpeMenHaTa ynotpeba Ha nekapcTBa, [HOBIMABALLM XEMOCTa3aTa, MOXKE [1a MOBHILHK PHCKa OT
kbpseHe. Te BKmouBar aueruacanuuunosa kucendna (ACK), P2Y \: rpomMOouHTHH HHXHOHTOpPH, ApYTH
aHTHTPOMOOTHYHH cpeacTBa, PUOPMHONUTHYHA TEPAnUsA M XPOHHYHA YNIOTPEeOa HAa HECTEPOHAHH
npotHBobb3nanuteady cpeacrsa (HCIBC) (Bx. Touka 4.5).

ChpaeyHy KianHiu NpoTe3x U yMepeHa A0 TéXka MUTpalHa CTeHO3a

EnokcabaH He e NpOy4BaH NpH NAUHEHTH CbC ChPACUKH KJIAMHU MPOTE3H, NPH NALIMEHTH NPE3 [TbPBHTE
3 Mecena clea MMIJaHTHPaHe Ha CbhpJevHa KnanHa Ouonporesa, cbe Hiau O6e3 npeacbhpaHa pubpunauus,
HJIN TIPK NALMEHTH C YMEPEHA 10 TeXKa MUTpaiHa cTeHo3a. [lopaan Tosa ynorpebara Ha enokcadbaH He
ce MpPenopbyuBa NPH TE3N NMaLHEHTH.

XeMoaHHaAMHYHO HeCTaOUAHY natueHT! ¢ BE nau nauueHTH, NPU KOUTO € HeobxoanMa TpomMbonunia uiu
benoapobnHa embonekromud

ExoxcabaH He ce npenopbuBa KaTo alNTepHaTHBA HA HeQpaKLIHOHUPAH XeNapuH APH NAUUEHTH C
OenoapobHa eMOOIHA, KOUTO ca XeMOJAHHAMHUYHO HECTADHIIHM WM MOTraT Aa oay4aT TpoMOOoaH3a HH
OenoapobHa emOoneKkToMud, Thii KaTo 0e30MacHOCTTa M ePUKACHOCTTA HA €10KkcabaH He ¢a YCTaHOBEHH
MPH T€3M KJIHMHHYHH CHTYaLHH.

[laleHTH ¢ AKTHBEH paK

EdukacHocTTa ¥ 0e30nacHOCTTa Ha eiokcaban 3a nedenueTo H/unu npopunaktikara Ha BTE npn
NalLHEHTH C AKTUBEH PAK HE Ca YCTAHOREHH.

[Manuenty ¢ anTnGocPoNUnUIeH CHHAPOM

JMpekTHu nepopanHu aHTHkoaryaaHTu ([I1A), BilounTenHo eaokcadaH, He ce MpenopbYBaT NpH
MAaUMEHTH ¢ aHaMHesa 3a TpomM003a, KOKTO ¢a AMArHOCTHLHPAaHH ¢ aHTHochoTUNKHAEH CUHAPOM. [lo-
CMELKANHO 32 NAUKEHTH, KOUTO Ca TPOHHO MOJIOKHUTENHH (3a JYINYCEH aHTHKOArynaHT,
AHTHKAPAHOIHNHHOBH aHTHTENA U aHTUTENa cpewty bera-2-riukonpoTeuH 1), neuenuero ¢ JIITA Moxe na
Oble CBbp3aHO C MOBHLLEHA YECTOTA HA pelUINBHpALLH TPOMDOTHYHH CHONTHSA B CpaBHEHHE C TepannsTa
C AHTAaroHWCT Ha BUTaMuH K.

JlabopaTopHy KoaryJalMOHHU NapaMEeTpH

Bnnpeku ue neueHNeTo ¢ e1okcabaH He M3UCKBa PyTHHHO MOHUTOPHpaHE, eGeXThT BbpXY
AHTHKOAryJialMATa MOXE Aa Ce ONpeaen NoCcpeCTBOM KanubpHpaH TEeCT 3a KOJUYECTBEHO ONpeaesHe
Ha aHTH(AKTOP Xa, KOETO MOXKE Aa NOMOTHE 3a B3eMaHe Ha HH(POPMHPaHH KIIHHHYHH PELIEHUS B
ONpeAe/EHH CHTYaUHH KaTo HaNnpUMep Npeao3HpaHe H CNICUIHA XHPYPrUuYHa HaMeca (BXK. ChLLo

TOUKa 5.2).

Enokcabad yab/nkaBa CTAHAAPTHUTE NOKA3aTENH HAa KPbBOCHCHPBAHETO KaTo NpoTpoMbuHo
(PT), INR u aktuBupaHo napuvanHo TpoMbonaacTHHOBO BpeMe (aPTT), B pesynarar Ha HH
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haxTop Xa (FXa). [Ipomenure, HabnrofaBaHy NpH TE3H NOKA3aTEIN 33 KPLBOCBCHPBAHE NPH OMaKBaHaTa
TepaneBTH4HA J03a, 00ave ca MajiKi ¥ /10 rofsgMa CTENEH BapHpaT, H He Ca MOJIe3HH 3a NpocheAsBaHe Ha

aHTHKOAryJ1aHTHHA epeKT Ha eJoKcadbaH.

JlakTo3a
[lanueHTH ¢ peJIKH HacNeACTBEHH NPo0AeMHN Ha HEMOHOCHMOCT KbM alakTo3a, MbJIEH NaKTa3eH REPHLUMT

UM TJIKKO30-ranakTo3sHa Mmanabcopbuus ve Tpabea aa npyeMar ToBa JI€KapCTBO.

Hartpuii
To3H ReKapcTBEH NPOAYKT ChABLPXKA Mo-Manko oT | mmol narpuii (23 mg) Ha 103a, T.€. MOXe Na Ce Kaxe,

Yye NMPaKTHYECKH HE CHABPXHA HATPHIA,
4.5 BsauMopaelcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrR OpMH Ha B3aHMoAelicTBHE
Enokcabau ce abcopOupa npeAHMHO B FOpPHHTE OTAe/N HA racTpouHTecTHHaNHUA (I' 1) Tpakr. 1o Tazn

NMPHYUHA JIEKAPCTBA WK 3a00NABAHUA, KOUTO YCKOPABAT U3NpPa3BAHETO HA CTOMAXA H UPEBHHUA
MOTHIIUTET, HMAT NOTEHIIMaN Ja HaManAT pa3TBapaHeTo W abcopbumnsaTa Ha eaokcabaH.

HMuaxubnropn Ha P-gp

Enokcaban e cyOctpar Ha egnykcHua tpaHcnopteH 6entsk P-gp. [1pn ¢papmakokuneTuunn (PK)
Npoy4BaHyud €IHOBPEMEHHOTO NPHAOKEHUE Ha eokcabad ¢ nHxubuTopuTe Ha P-gp UUKIOCNOPIH,
APOHEIAPOH, €PUTPOMHLIMH, KETOKOHA30J, XHHUIWH HJIH BEpanaMHJl, BOAH A0 NOBHUIEHH NNa3MEHH
KOHLEHTpauKH Ha eaokcabaH. ENHOBpEMEHHOTO NPUNOKEHYE HA efoKcabaH ¢ LIHKIIOCIOPHH,
APOHEAAapOH, EPHTPOMHLIMH UM KETOKOHA30) Hanara MoHW»kaBaHe Ha jo3ara A0 30 mg BeAHbX
aHeBHo. EAHOBPEMEHHOTO NpHJioXkeHHe HA eAokcabaH ¢ XMHHAMH, BEpanaMMull HIH aMHOJAPOH He
Hanara NOHMXaBaHE Ha JI03aTa Bb3 OCHOBA HA KIMHUYHUTE JaHHH (BX. Touka 4.2).

He e npoyuyBaHo npunoxeHneTo Ha eaokcaban ¢ apyru HHxubuTopu Ha P-gp, BkmountenHo HIV
npOTea3HH HHXHOHUTOPH.

Enokcaban 30 mg BeaHbk AHEBHO TpsAOBa fa ce npu/jara eAHOBPEMEHHO CbC CIEAHNTE HHXHOUTOPH Ha

P-gp:

. Luxrocnopur. €AHOBPEMEHHOTO NIPHIIOXKEHHE HA eAMHUYHA Q032 uMKuiocnopuH 500 mg ¢
eqnHHAYHA N03a egokcadban 60 mg nopmasa AUC 1 MakcHMATHaTa Nia3sMeHa KOHUEHTpauus
(Cmex) Ha egokcabaH ¢boTBeTHO ¢bC 73% U 74%.

° Hpornedapon: aponeaapon 400 mg nsa nbTH AHEBHO 33 7 AHKW ¢ €WHHUYHA CBITBTCTBALLA 1034
enokcaban 60 mg Ha aeH 5 nopuimasa AUC u Cpax Ha enokcabaH cbe cboTBeTHO 85% U 46%.

- Epumpomuyun: eputpoMuiidH 500 mg 4eTHpH NbTH AHEBHO 3a 8 JIHK C €JHHHYHA CLNBTCTBALLA
no3a enokcaban 60 mg Ha aeH 7 noBuiasa AUC U Crax Ha eaokcadaH ¢boTBeTHO ¢ 85% u 68%.

- Kemoxounazon: keTokoHazon 400 mg BeaAHbK AHEBHO 3a 7 JHHU C €IMHUYHA CHIIBTCTRALNA 033
enokcaban 60 mg Ha neH 4 nosuiaea AUC U Cmax Ha eaokcabaH cboTBETHO € 87% U 89%.

Enokcaban 60 mg BeaHbK IHEBHO Ce MMPENopbYBa 3a yrnoTpeba 3aeAHO CbC CNEIHHTE HHXHOMTOPH

Ha P-gp:

o Xunuoun: XHHUAUH 300 mg BeIHBX AHEBHO Ha aeH | W 4 ¥ TPK IbTH JHEBHO Ha IEH 2 U 3 C
eAHHHYHA ChMBTCTBAlIA A03a enokcaban 60 mg na nen 3 nosnwasa AUC Ha enokcabaH 3a
24 yaca cbe cbOTBETHO 77% U Chnax ¢ 85%.

. Bepanamun: sepanamun 240 mg BeJHbX AHEBHO 3a |11 AHM ¢ €AMHHYHA CBLITBTCTBALIA 103a
eaokcaban 60 mg Ha nex 10 nosuiiaBa AUC u Cuax Ha eaokcaban ¢ npubnauzutenHo 53%

sHauKmo. [1pn npoyusanero ENGAGE AF-TIMI 48 npu HKIIM e¢dukacroctra
ca CXO/IHH 3a NALMEHTH CbC K 0e3 ChIBTCTBALLO NPUIOKEHUE HAa aMHOAAPOH.
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¢ Knapumpomuyun: knaputpomuuuH (500 mg n1Ba mbTH AHEBHO) B poAb/KeHHe Ha 10 aHn ¢
e JHHHYHA CHNBTCTBALlA Bo3a eqokcaban 60 mg Ha aeH 9 nouasa AUC u Cmax na eaokcabad

CHOTBETHO ¢ NpuOAN3UTENHO 53% 1 27%.

HuaykTopu Ha P-gp

EZHOBPEMEHHOTO NPUIIOKEHHE HA eA0KcabaH ¢ HHAYKTOpa Ha P-gp pudamMnuiiuy BOAU A0 NMOHMKABAHE
Ha cpepHaTa AUC 1 cbKpaTeH nonyXuBOT 3a eokcadaH, ¢ Bb3MOXKHO OTCnabBaHe Ha
dbapmakoauHAMHUYHHTE My edekTH. EnHoBpeMeHHaTa ynoTpeba Ha enokcabaH ¢ ApyrH HHAYKTOPH Ha
P- gp (Hanp. dennTonH, xapbamasenun, geHodapOHTaN HIH XBAT KAHTAPHOH) MOXE /12 NOBEAE 10
HaManeHu Naa3MeHH KOHUEHTPpalit Ha eokcabaH. Enokcaban Tpabea na ce u3non3sa ¢ MNOBHUIEHO
BHUMAaHUE, KOraTo C€ NpHJara eqHoBpeMeHHO ¢ P-gp HHAYKTOPH.

CybcTpaTtn Ha P-gp

Tucoxcun: Enokcaban 60 mg seaHbX AHEBHO HA AHU | B0 14 ¢ eAHOBPEMEHHO NMPHAOKEHHE HA
MHOTOKPATHH AAHEBHH 034 AurokchH 0,2 mg nsa nbTH AHEBHO (IHH 8 1 9) n 0,25 mg BeAHBXK AHEBHO
(aHy 10 po 14) noBuiaBaT Chax HA eqoKcabaH cbe | 7% 6e3 3nauum edekt pbpxy AUC wau 6u6peunns
KJIHPBHC B CTaUMOHAPHO cheToARKe. Koraro ca nicneasann cbmo edekTHTe Ha eaokcadad sbpxy OK
Ha AUroKCHH, Crax HA IMTOKCHH Ce MOBHLIABA ¢ npubnuantentHo 28%, a AUC cuc 7%. Tosa He ce
npHeMa 3a KJIHHHYHO 3HaunMo. He ca HeoOXonuMHu mpoMeHH Ha a03aTa, KoraTto eiokcadbaH ce npunara ¢

AHTOKCHH,

AntHkoaryjaanti, antutpomboruunu cpeactea, HCI1BC n SSRIs/SNRIs

Anmuxoazyranwmu: ENHOBpEMEHHOTO NMpHIMKEHHEe Ha elokcabaH ¢ ApYrd aHTHKOAryJIaHTH €
NPOTHBONOKA3aHO NOpaad NOBHUIEHUA PHCK OT KbpBEHE (BX. TouKa 4.3).

Ayemunrcanuyurosa xuceauna (ACK): EnnospemenHoTo npunoxkenue Ha ACK (100 mg niu 325 mg) v
ellokcabaH yabLnKaBa BpeMETO Ha KbPBEHE B CPaBHEHHE ¢ JBETE leKapCTBa NOOTAENHO. -
EanoBpeMeHHOTO npuioxkeHue Ha BUcoka no3a ACK (325 mg) noBuwasa Cupax 1 AUC Ha enokcaban B
CTALUHOHAPHO CBCTOAHHE CbC CbOTBETHO 35% 1 32%. EQHOBpEMEHHOTO NPOABIKUTENHO NPHIOKEHHE
Ha sucoka ao3a ACK (325 mg) ¢ eaokcabaH He ce npenopbuBa. EAHOBPEMEHHOTO MPHI0KEHHE HA 103H
ACK nag 100 mg TpabBa aa ce u3pbpilBa €AUHCTBEHO NOJ MEAUUHHCKO Hab/oAeH e,

B kJIMHHYHH H3NHTBAHUA € Pa3peiLIeHO eAHOBpeMeHHOTO npuioxeHue Ha ACK (Hucka nosa

< 100 mg/neH), ApyrH aHTHTPOMOGOTHUHHU CpeacTBA H THEHOMTHPUAMHH, H BOAK J0 NPUONHIUTENHO
2- KpaTHO MOBHIIEHNE HA FOJIEMHTE KPbBOM3NHMBH B CPABHEHHE CbC CllydaHnTe De3 ChITbTCTBALIA
ynoTtpeba, BBIPEKN Y€ B FPYNUTE Ha efokcabaH ¥ BapdapHH CTENEHTa € CXoAHa (BX. Touka 4.4).
EnnoBpemeHHOTO nprnoxeHue Ha HUcka ao3a ACK (< 100 mg) He noBnHABa MaKCHMaTHaTa UK
obluaTa ekcno3|UnA Ha eaokcabaH HUTO cle eAMHHYHA 0033, HUTO B CTALlYOHAPHO ChCTOSHHE.
Enoxcaban Moxe aa ce npunara 3aeHo ¢ Hucka ao3a ACK (< 100 mg/aen).

Huxubumopu na mpomboyumuama azpezayus.: Tpu npoyusaieto ENGAGE AF-TIMI 48 e
pa3pelleHO eAHOBPEMEHHOTO NPH/IOKEHHE HAa MOHOTEPaNUs ¢ THEHORHPHIVHH (Hanp.
KAONUAOTPEN) U BOAM 0 MOBHIIEHUE HA KITHHHYHO 3HAYHMOTO KbPBEHE, HO C NO-HUCBK PHCK
OT KbpBEHE NpH Je4eHHe ¢ eokcabaH B cpaBHeHHe ¢ BapdapuH (BX. Touka 4.4).

MmMa MHOTO OrpasHy4eH OfHT ¢ NPUI0XKEHHETO HA efokcadaH ¢ ABOHHA AHTHTPOMOOTHYHA TEpaNHs
UM PUOPUHONHMTHYHH CPEACTBA.

HCIIBC: EqHoBpeMeHHOTO NPHIOKEHHE Ha HANPOKCEH M enoKcabaH yab/KaBa BpeM
CpaBHEHME ¢ ABETE JeKapcTBa nootaenHo. Hanpokced HaMa edekT BbpXY Crax 1 AU
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[pH x1HHUYHKHTE NpOy4YBaHHA eaHoBpeMeHHOTO npAnoxeHne ¢ HCIIBC poan o noBHILIEHO KITMHUYHO
3HaYMMO kbpsene. He ce npenopbusa xporuydHoTo npunoxenre Ha HCIIBC ¢ enoxcaban.

SSRIs/SNRIs: KakTo npy ApyruTe aHTHKOAryJNaHTH, MOXE Ja CbiECTBYBA BL3IMOXKHOCT NAaLHEHTHTE A4
ca W3N0XKEHW Ha NOBHUIIEH PHCK OT KbPBEHE NpH eAHOBpeMeHHa ynotpeda cbe SSRIs nin SNRIs

nopaan AOKNaABaHUA UM edeKT BbpXy TpoMOOLUTHTE (BXK. TouYKa 4.4).

EdexTt Ha efokcabaH BbpXY APYTH J€KApCTBA

Enokcaban nosuinasa Cpax HAa MPUIAraH|sa CbBMECTHO C Hero AUrokcuH ¢ 28%, Ho AUC He ce
nosnuasa. Eqokcaban uaMa edekt sbpXy Cmax H AUC Ha XHHHIAHH.

Enokcatan nouukasa Cmax # AUC Ha npunarasug eqHOBPEMEHHO C HErO BepanaMun CboTBETHO ¢ 14%
H 16%.

4.6 QPepTRAHTET, OPEMEHHOCT H KLpMeHe

XeHH ¢ AeTepoaeH NOTEHLHA

JeHH ¢ ,uETeponeH noTeHLan Tpadsa Aa u3tarsat 3adpemMeHsBaHe N0 BPpeMe Ha IeyeHue ¢ efokcadaH.

bpeMeHHOCT

BesonacHocTTa N epnkacHocTTa Ha eaokcaban npy OpeMEHHH XKeHy He ca ycTaHoBeHH. [1poyuBaHiaTa
BbPXY JXHBOTHH NOKAa3BaT PENPoAyKTHBHA TOKCHHHOCT (BX. Touka 5.3). Excabnok € mpoTHBONOKa3aH 3a
ynorpeda no speMe Ha OPeMEHHOCT NOPaJAH NOTEHLUHANIHATA PENPOAYKTHBHA TOKCHYHOCT, TPHCHLHA
PUCK OT KbPBEHE M JaHHUTE, NOKa3BalLH, Ye eaoxcaban npeMuHaBa npes niaueHTara {BxK. Touka 4.3).

KbpmeHe
beszonacHocTTa H ePMKACHOCTTA Ha eaokcabaH He ca yCTAHOBEHH NpH KbpMaukH. JlaHHHTE NpH )XUBOTHH

NOKa3BaT, Ye efokcadaH ce ekckpeTupa B kbpmata. Ilo Tazu npuuuHa Excabnok e mpoTUBOINOKA3aH B 32
ynotpeba no Bpeme Ha KbpMeHe (Bx. Touka 4.3). Tpabsa na ce B3eMe pelueHue Jany Ja ce MpeyCTaHOBH
KbpMEHETO HJTH [1a CE NPEYCTAHOBH/Aa HE C€ NPUNOKH TEPANHATA.

OepTUauTer
He ca npoBexaaHy CNeUHaiHn Npoy4YBaHus ¢ eaokcabaH NpH X0pa 3a OLEHKA Ha Bb3AEACTBHETO BLPXY
deprunuTeTa. B eaHO NpOyYBaHE HA MBXKKHA M MEHCKNA PEPTHIHTET NPH TTBXOBE HE Ca HAbMoKaBaHH

edekTH (BIK. TOUKA 5.3).

4.7 EdexTn BLpxy cnocobnocTTa 32 WodpHpaHe H paboTa ¢ MamInRK
Excabnok He NOBAHABA HIIN NOBNNABA APEeHeOpek MO CnocOBHOCTTA 3a iodupaHe U padoTa ¢ MaLLHHH.
4.8 Hexenanu NeKapcTBeHH peaKLHH

O600uieHue Ha npoduna Ha De30NacHOCT

ITpodunsbT Ha Ge3onacHocT Ha eaokcaban ce 6asnpa BbLpXy ABe npoy4BaHus dasa 3 (21 105 naunenty ¢

HKIIM u 8 292 nauuenty ¢ BTE (JIBT u BE)) v Ha nocTMapKeTHHIOBHA OMNUT,
Haii-uecTo choOLIABAHHTE HEXETAHH peakKUH, CBbP3aHH C JICUEHHUETO ¢ elokcabaH, ca enucTakCcHe

(7,7%), xematypua (6,9%) n anemns (35,3%).

KbpBeHe MOKe /1a Bb3HHKHE HA BCAKO MACTO M MOXeE 1a Obae TeXKO U a0pH daTanHo (
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TabnanyeH cnUCbK Ha HEXKEJTAHUTE peaKlHH

Tabnuua 3 npeacTaBs CNUCbKa HA HEXKENAHUTE peakllny OT J1B€ OCHOBHH (pa3a 3 npoyuBaHHs MpH
nauuentH ¢ BTE 1 HKITM, koMOuHMpaHH 3a BeTe HHMKALMH W HEXellaHH peaklnu, HACHTHHLHPaHH
[0 BpeMe Ha NOCTMAapKeTHHIOBHs onuT. Hexxenanute peakiimu ca KJacH(pHILMPAHH M0 CHCTEMO-OpraHeH
knac v yecrora no MedDRA, kato e u3non3saHa clie/iHata KOHBEHUMs: MHOro yectH (= 1/10), yecty
(>1/100 go < 1/10), neuectu (= 1/1 000 no < 1/100), peakn (= 1/10 000 no < 1/1 000), MHOrO peakH
(<1/10 000). ¢ Hen3BecTHA YecToTa (OT HATHYHHUTE JAHHH HE MOXKe J1a Ob/le HanpaBeHa OLEHKA).

Ta6anna 3: Cnucebk HA HexxkeaanuTe peakunn 3a HKIIM n BTE

CHcTeMoO-OpraneH KJjac YecroTa
Hapyumienusi Ha KpbBTa H JHMQHATA CHCTEMA

AHEMHS YectH
TpomOouuTonenus HeuecTn
Hapyumiennss HAa HMYHHATA CHCTEMA

CBpBXYYBCTBUTEJIHOCT HeuecTu
AHadunakTHYHA peakius Penku
AJIepruyeH OTOK Peaku
Hapyuiennsi Ha HEPBHATA CHCTEMA

CBETOBBLPTEXK YecTu

[ 'naBobonue YecTH
Bbrpeuepenen kpbBousius (BUK) HeuecTH
CybapaxHoun1ajeH KpbBOH3JIHB Penku
Hapyuienus Ha ounTe

KOHIOHKTHBAIHHW/CKJIEPATHH KPbBOU3JIUBH HeuectH
BbTpeo4yHH KpbBOU3JIHBH HeuecTH
Cobpaedynn HApPYIIEHHS

[lepukapaHn KPpbOU3JIHBH Pe ki
Cb10BH HApYILLIEHHH

Jlpyru xemoparui HeuecTH
PecnupaTopun, rpbAHH H MEAHACTHHAJIHH HAPYIICHHS

Enucrakcuce YectH
XemornTu3a HeuecTH
CroMaluHO-4YpeBHH HAPYILICHHSA

Kopemua Oouika YectH
KpbBon3nue ot gonuute oraenu Ha I’ M Tpakt Yectu
KpbBou3nuB otr ropuute otjaesaun Ha | U tpakt Yectu
Opanen/¢papuHreaneH KpbBOH3IHB Hectu

[ ‘anene YectH
PeTrponepuToHeaneH KpbBOH3JIHB

XenaToOHJIHAPHH HAPYLICHHS
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[ToBrilien OUNMPYOHH B I{p’biiTa T Hectu

[NosuiieHa ramaraytamuntpatvcgepaza Yectu
[ToBHllleHa ankanHa ¢ocdaTasa B KpbBTa Heuectu
[ToBHIIEHH TpaHCAMHHA3H Heuecty

Hapymeunﬂ Ha KOAKATA H NOAKOKHATA ThKAH
| -

il

KOKHM MEKOTbKAHHH xemopamn YecTu

b ——
O6pus - Yecru
[IpypuTtyc Yectu
YpTukapus | Hevecty
Hapyumesng Ha MYCKY/JHO-CKEJIETHATA CHCTEMa H Cbe¢HHHTEIHATA
THKAH
MHTpamyckyHH xeMoparuy (6e3 xOMNapTMEHTEH CHHAPOM) Peaxwu
BbTpecTaBHM XeMoparuu Peaxkn

Hapymennn na 613[34:1[1{1& H NHKOYHHTE NbTHIAA

Maxpocxnncxa xema*rypun/ype'rpanuu XeMOparuu Uectu
3 ———
CE’hpB&H& ¢ aHTHKOArynaHT He(bpona"mﬂ C Hed3BecTHa
4eCTOTa

Hapywenns Ha BL3NPOU3IBOAHTEAHATA CHCTEMA H I'bPAATA

Barysanen KpbBOH3IUB' | YecTtn

O6in napywieHts H ePeKTH Ha MACTOTO Ha NPHJIOKEHHE

XeMoparut Ha MACTOTO Ha MYHKURATA Yectu
lflac:ue,unaunn |
OTK/IOHEHHS B YEPHOAPOOHHTE quHKuHoHanHH nokasareny | Uectu
Hapamlnannﬂ OTPABSHHSA H ymomﬂeunﬂ, BL3HHKHAJH B Pe3YJITAT Ha |
HHTePBEHUHH

Xemopa}nn Ha MACTOTO Ha xupypmqlﬂa?ra HaMeca | Heuecrn
CybaypajieH KpbBOU3IHB [ Penxn
KpbBou3nuB, CBbP3aH ¢ npoueaypa | Peaxn

' CboOlaBaHHTe Y€CTOTH CE€ OCHOBABAT HAa KEHCKATa MONYyNalHsg B KIHHUYHHTE H3NUTBaHus. Cnyyau
Ha BarHHAJIHO KbpPBEHe C€ CbOOLLABAT YECTO MPH KEHN HA Bb3pacT NoA 50 roAHHH, HO HE ¢a YEeCTH NpH
KEHH Ha Bb3pacT HaZ S0 roauHm.

Onuncadue Ha H30paHu HeXenaHy peaklHH
Xemopacuuna avemua

[Topaau dapmakonoryyHis My MEXaHH3bM Ha AeHCTBHE, yrioTpebaTa Ha eaokcadbaH Moke 1a Obae
CBbpP3daHa C NOBULUIEH PUCK OT OKYJATHO WU ABHO KbPBEHE OT BCAKA ThKaH WIH OpraH, KOeTo OM Morno 1a
JOBEAE A0 NOCTXeMoparuuHa aHeMus. [Ipu3HaunTe, CHMIOTOMHTE U TEXECTTA ( BIUIIOYHTENHO (paTaneH
H3X0A) LHE BapHpaT B 3aBHCHMOCT OT IOKATH3ALHUATA U CTENEHTa UK 00eMa Ha KbpPBEHETO H/UIH
aHeMusTa (Bx. Touka 4.9). B knuHH4HKTE NpOyUYBaHH NTHIABHYHO KbpBEHE (Hanp. €NUCTaKCHC,
racCTPOMHTECTHHAIHO, TEHHTOYPETPAIHO) H AHEMHS c€ Hab01aBaT No-4€CTO NP MPOIBIKHTENHO
neyeHue ¢ enokcabax B cpaBHeHHe ¢ neyenreto ¢ ABK. I1o tazn nprHuuna, B 10MbIHEHHE Kb
a/IeKBaTHOTO KJIHHHYHO HaONoAeHHe, nabopaToOpHO H3CNEBaHe Ha XeMOTrIoOHHA/XeMAaToK
MOI0 3 b€ OT M0/13a 3a OTKPHBAHE HA OKYJITHO KbPBEHE, aKo € MPEUEHH Y€ € NOAXO0/A
€ PUCKBT OT KbpBeHe Ja ObAe NOBHILECH NMPH ONPEAENEHH Py U NAUHEHTH, HANPUMEP TI
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HEKOHTPOJIHPAHA TEXKKA apTepUATIHA XHNIEPTOHHA H/WIIK Ha CbNBTCTBALLA TEPANHUA, KOSTO NOBIHABA
xemocTa3aTa (BX. Touka 4.4). Bb3MOKHO € MEHCTPYANHOTO KbpBEHE 1A € MO-CHIIHO H/HIIK NO-
NPOLBUKHUTENHO, XeMOparnuHuTe yCIOXKHEHHS MOraT a Ce NPosBAT Kato cnaboct, daeaHoCT,
3aMasHOCT, rMaeobosine WK HEOOACHHMH OTOLH, AUCMHES U HEOOACHUM LITOK.

Mma cboblieHHs 3a U3BECTHH YCNO0XKHEHUS B Pe3yJ/ITaT HA TEXKO KbPBEHE, KATO KOMNAPTHMEHTEH
CHHAPOM U OBLOpeUHa HEAOCTATBUHOCT B pe3y/TaT Ha XUNonep@ysus Hild CBbP3aHa ¢ aHTHKOAry1aHT
HedponaTha npH U3noa3BaHe Ha eaokcabar. [1o Ta3H NpUuKHA BEPOATHOCTTA OT KbpBeHE TpOBa Aa ce
¥Ma MPEABHJ NPH NpelieHKaTa Ha CbCTOAHHETO Ha BCEKH MALMEHT, KOHTO € MOAJIOKEH Ha

AHTHKOAaryJIaHTHO JICUCHHC.

[leauarpyyHa nonyaaluys |
Be3sonacHocTTa Ha eqokcabaH e oueHeHa B ABe npoyuBaHus ¢aza 3 (Hokusai VTE PEDIATRICS u

ENNOBLE-ATE) npu neaMaTpH4HK NauUeHTH OT paxAaHeTo 10 oA 18-roanuisa ebw3pact ¢ BTE

(286 nauueHTH, 145 nauneHTH, 1€KYBaHH ¢ ea0KcadaH) U ChpAeYHH 3a00NABaAHHA C PHCK OT
TpoMOOTHYHH cbOuTHS (167 naunenTH, 109 navueHTH, NeKyBanH ¢ enokcadban). Kato uano npopunsT Ha
6e30MacHOCT NpH Jela € MoA0DeH Ha TO3H NPH MOMy/alUsTa Bb3pacTHH NaLNEHTH (BXK. Tabinua 3).
O6uo 16,6% OT neawaTpUUHKTE MAUKEHTH, NEKYBaHH ¢ eaokcadaH 3a BTE, ca monyvunu HexenaHu

peakluHu.

CrolinaBane Ha [101031MPaHN HEXKENAHHN PEAKIlHH

CuobinaBaHeTo Ha NOAO3HPAHH HEXKENAHH PeakuMu Clej pa3pellaBale 3a ynoTpeda Ha NeKapCTBEHHA
NpoAYKT € BaxkHO. ToBa No3B0JIARA 1a MPOABIIKK HAOMIOACHNETO HA CLOTHOLUEHHETO NO/I3a/PUCK 32
NeKapcTBeHHs NPOoAYKT. OT MEAUMUMHCKUTE CIEUHAIUCTH Ce H3HCKBA 1a ChoOIuaBaT BCAKa NoA03HpaHa
HeXcenaHa peakuus upes M3mbannTenna areHuus no nexkapersara, yi. ,,AamsaH I'pyes” Ne 8. 1303 Codns,
ten.: 02 8903417, yebceaiit: www.bda.bg.

4.9 Ilpeao3npane

Npeno3upaHeTo c eaokcabaH MoXxe a A0BeAE A0 xemoparua. OnUThT CbC Cy4YaH Ha NMpefo3upaHe e
MHOT'O OTPaHHYEH.

He cbluecTByBa aHTHAOT cpelly papMakoAHHaMHYHHA edeKT Ha eaokcaban.

B cayuaii Ha npeno3upaHe Ha eaokcabaH MoXeE Jla c€ HMa NpeABUA PaHHO NPUNOKEHHE Ha aKTUBEH
BLFNEH 3a HaMansaBaHe Ha abcopbumsaTa. Ta3u npenopbka ce OCHOBaBA HA CTAHJAPTHO NICUEHHE HA
NPeno3uMpPAHETO H HANTMYHHTE AaHHH 32 MOJ00HH ChbeJMHEHHH, Thil KaTo ynoTpebara Ha aKTHBEH BBIVICH

3a HamMaNgBaHe Ha abcopbuusaTa Ha enokcabad He e NpoyyBaHa CnelnanHo B KIHHHYHATA IporpamMa 3a
enokcaban.

OBnajigsBaHe Ha KbpBEHE

AKO MIpH NAUHEHT Ha IeUEHHUE C eokcabaH Bb3HHKHE YCIIOXKHEHHE, CBbP3aHO ¢ KbPBEHE, C/IEABALLIUAT
npueM Ha efnokcabaH TpabBa a ce OTIOXKH WAH JIEYUEHHETO TPAOBA Aa ce NpekpaTy, ako € HEOOXOAMMO.
Enoxcaban nmMa nonyxusot okono 10 ao 14 vaca (ex. Touka 5.2). Jleuennero tpsbsa pa e
MH/MBHYAJH3HPAHO B 3aBHCHMOCT OT TEKECTTA H JIOKANH3a1MATa Ha KpbBOH3NHBa. [Ipu HeoOXxoanmMoCT
MOKE 1a ¢€ H3MON3Ba NOAXOAALLI0 CHMATOMATHYHO JIEHEHUE, KaTO MEXAHHYHA KOMNpeCHA (Hanp. npH
TEXbK EMHCTAKCHC), XHPYPri4Ha XeMOCTa3a ¢ NPOLEAYPH 3a KOHTPON Hat KbPBEHETO, 3aMECTBAHE Ha
o0eMa H MepKH 3a NOJAAbPKaHEe Ha XeMOJWHAMHKATa, MPEHBaHe Ha KPbBHH NPOAYKTH (EPHTPOLINTEH
KOHLEHTpAT HJIH NPACHO 3aMpa3eHa njia3ma B 3aBHCHMOCT OT aCOLMHpAaHaTa aHEMHS WK KoaryJionaTHs)
HH TPOMOOLHTH.

[pH xHBOTO3aCTpaLLaBALIO KbPBEHE, KOETO HE MOKE Ja Obe OBNAJAHO C MEPKH KaTy
XeMOCTa3a, UMa JaHHH, Y€ MPUIOKEHHETO HA 4-(PaKTOPEH KOHUEHTPAT Ha NpOTPOMOH 1ESE
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(KTIK) npu 50 [U/kg 06pbina edexTute Ha eaoKkcabaH 30 MHHYTH clell 3aBbpLIBAHE Ha MHQY3UATA.

Mosxe aa ce iMa npeaBHA Chlilo pekoMOnHanTHHAT paktop Vila (r-FVIla). Hma obaue orpannyex
KNMHHYEH ONUT ¢ ynotpebaTta Ha TO3H NPOAYKT NPH JIHLA, NONyYaBailll e1okcabaH.

B 3aBHCHMOCT OT BbIMOXKHOCTTA Ha MACTO, B C/Iy4aH Ha FONIAMO KbpBeHe, TpabBa ga ce obMucnH
KOHCYNTALMUA CbC CReUuHanrcT Mo KoaryNlauyHOHHH HapyLIEHHS.

He ce oyakBa npoTaMuH cya(aT ¥ BUTAMHH K [a NOBIHAAT aHTHKOAryNnaHTHATa aKkTHBHOCT Ha
enokcabaH.

Hama onHT ¢ aHTUPHOPHHOJMTHYUHH CPEeACTBa (TpaHEKCcaMOBa KHCENUHa, AMHMHOKaNpoOHOBa KHCEHHA)
MpH HHAMBHIH, NoNyyaBaiy eaokcabad. Hama HHTO HayyHH JoKxa3zaTencTsa 3a OJ1arofpHATHO
MOBAMABAHE, HUTO OIMHT OT H3MOA3BAHETO HA CHCTEMHH XEMOCTATHUH (ZIE3MOMNPECHH, anPOTHHHH) NPH
MauHeHTH, Nnoayuaeally eaokcadan. [lopaau BUcOKaTa CTENEH HA CBbP3BaHE C MJIA3ZMEHHUTE NPOTEUHH He
ce O4aKRa eaokcaban na Moxe Ja Objae OTIOSNEH Upes AHaNTn3a.

5. ®APMAKOJIOTHYHH CBOMCTBA

5.1 ddapmMakoAHHAMHYHH CBOHCTBA

dapmMakoTepaneBTHYHA rpyna: AHTUTPOMOOTHYHH CPEACTBA, IUPEKTHH HHXHOHTOPH Ha pakTop Xa;
ATC kon: BO1AFO3

MexaHHu3bM Ha JIeiHCTBHE

EnokcabaH € BUCOKOCENEKTHREH, AMPEKTeH W 00paTHM HHXHOUTOD Ha dakTop Xa, CEpHHITpOTEa3aTa,
KOATO Y4acTBa B KpaliHug o0l MbT Ha KoarynauHoHHaTa kackalga. Eaokcadban naxubupa ceoboanius
¢akTop Xa W aKTHBHOCTTA Ha NpOTpoMOnHa3Hus koMnnekc. Muxundbupanero Ha dakrtop Xa B
KOarynauHOHHATA KAacKajla MOHMXaBa o0pa3yBaHeTo Ha TPOMOUH, yIb/XKaBa BPEMETO HA ChCUPBAHE N
NMOHMWXKABA pyUcka OT 00paszyBaHe Ha TpoMD.

(dapmMakoAMHAMUYHH edEKTH

Enoxcabay nma 01p3o Hauano Ha ¢papMakOAMHaAMHUHUTE €(peKTH B paMkyTe Ha 1-2 yaca, KoeTo
ChOTBETCTBA HA MAKCUMAaJIHA €KCNO3KUHA Ha €A0KCA0aH (Cmax). PapMakoaHHAMHUHHTE EEKTH,
onpeAeseHHu Ype3s Tect 3a anTudakTop Xa, ca npeAcKasyeMy ¥ KOPEJIHpaT ¢ 103aTa U KOHLEHTPALIUATaA Ha
enokcabaH. B pesynrtar Ha nuxubupaneTo Ha FXa, enokcabaH CbLI0 yAbIXKABA BPEMETO HAa ChCUPBAHE
NPH TECTOBE KATO NpoTpoMOKMHOBO Bpeme (PT) u akTUBHpaHO napUHaJHO TPOMOONIACTHHOBO BpEMeE
(aPTT). lpomenuTe, HabnioaaBaHK TPH TE3H TECTORE 33 ChCHPBaHE, C€ O4YaKBa Aa ce Habni1aBaT NpH
TepaneBTHYHATA 033, HO TE3H MPOMEHH Ca HE3HAUNUTENHM, IPH TONsMA CTENEH Ha BapHAOKIHOCT, H He
ca noJje3HH 3a NpocieisBaHe Ha aHTHKOoArylaudoHHHUA edeKT Ha eaokcadaH.

Edhexmu avpxy xoazyrayuonnume Maprepu npu npemuragane om aevenue ¢ pusapoxcaban, dabuzampan
WU ARUKCaddan Ha reverue ¢ edoxcaban .

[Tpy KIMHHYHO-QApPMAKONOrHYHUTE NMPOYYBAHU, 3APaBH NHLa ca NnoJiy4yasanu pysapokcaban 20 mg
B€JHBX JHEBHO, faburatpan 150 mg nea nbTH AHEBHO MAKW anukcabaH 5 mg ABa MbTH JHEBHO,
nocneJBaHH OT €1HOKpaTHA A03a exokcaban 60 mg Ha aeH 4. OnpeneneH € epekTbT BbpPXY
nporpomMbunoBoTo Bpeme (PT) n apyru koarynaunoHun bnoMapkepH (Hanp. antu-FXa, aPTT).

Cnel npeMHHABAHETO Ha JieueHHe ¢ eaokcaban Ha cH 4, PT e ekBHBA/IEHTHO Ha JCH 3 Ha e DORCaE

1 anukcaban. 3a naburarpaHd ce Habmoaasa no-sucoka akTuBHOCT Ha aPTT cnea npun 7/ e}z
eAokcabaH ¢ npe/lIecTRallO NeUeHHe ¢ Ja0HraTpaH, B CPaBHEHHE C Ta3H Clel NedeHiy givd.c

&

16
SE/M/2622/001-003/1B/002



enokcaban. [puema ce, ve ToBa € nopaau edekra Ha nNpeHacaHe OT N1eYSHHUETO ¢ naburaTpaH, HO TOBA He

BOJH A0 YAbL/DKAaRaHE Ha BPEMETO HA KbPBEHE.
Bb3 0CHOBA Ha Te3H AaHHH, KOTATO CE€ MPEMHHARA OT JICUEHHUE C TE3W AHTHKOAryJIaHTH HA JIEYEHHE C
engokcabaH, m»pBarTa Ao3a Ha enokcabaH Moxe Aa ce 3alo4He Mo BpEMETO 3a cileBalliaTa NniaH1upaHa
1033 OT NPEALIECTBALIHA AHTHKOArYNAHT (BX. TO4Ka 4.2).

KnvuHyyHa edukacHoCT B 6e301acHOCT

Ilpogunaxmuxa na uncyrm u cucmemia emoonus

KnnHnyHaTta nporpama 3a enokcadaH 3a NPEACHPAHO MBXAEHE € NIAHHPaHa, 3a /a ce JoKaxe
ehUKacHOCT U 0€30NacHOCT HA ABE NO30BU IPYMH Ha eokcabaH B cCpaBHEHHE ¢ BapdapHH 3a
npoduNaKTHKa Ha HHCYNIT X CHCTEMHa eMOOUS NIPH NAUMEHTH ¢ HEKNANHO NMPEACLPAHO MBXKIEHE H B
yMEPEH A0 BUCOK PHCK OT MHCYJT H ChOMTHA Ha cucTeMHa eMOonns (systemic embolic events, SEE).

[Tpu rnasHoTo ENGAGE AF-TIMI 48 npoyugaHe (HanpaBiisiBaHO OT CbOHTHATA, pa3a 3, MHOIOLEHTPOBO,
paHAOMH3MPAHO, ABOHOCIANO, ABOHHOMACKHPAHO, NapajieNHo-rpynoso npoyusane) 21 105 nauueHTn
CBHC CpelieH CKOP 3a 3acTofiHa Chp/leyHa HeJIOCTATbYHOCT, XUIIEPTOHKS, Bb3pacT = 75 roJIMHH, 3axapeH
nuaber, uucyar (CHADS2) ot 2,8 ca panaoMu3MpaHu uid B ieuebHa rpyna Ha enokcadbad 30 mg BeaAHbXK
IAHEBHO, UIH B leueOHa rpyna Ha eqokcabad 60 mg BeaAHBXK AHEBHO, HNH Ha BapdapuH. Jlo3ara Ha
YYACTHHLMTE U B A8eTe NeueOHU Fpynu Ha elokcaban e HamManeHa HarnoJoBHHa NPH HalTHYKe Ha €AHH WIH
IOBeYe OT CJIEHHTE KNIHHHYHU GaKTOpH: YMepeHO Texkka creneH Ha Ou0peuno yspexaane (Cr(l

30-50 ml/min), aucko tenecHo Terno (< 60 kg) wnu ChIbTCTBALLO NPHACKEHHE Ha cneynduuHy
HHXHOUTOPH Ha P-gp (BepanaMui, XHHHAHH, APOHEAAPOH ).

[IbpBUuHaTa KpaliHa Touka 3a €PUKACHOCT € ChCTaBHaTa OT HHCYNT U SEE. Bropuunute kpaiuu
TOYKH 32 €PUKACHOCT BKNKOYBAT: ChCTaBHa OT HHCYIT, SEE u cbpaeunocbaoBa (CC) CMBPTHOCT;
rOJISIMO HEXENAaHO ChbpACYHOCHAOBO CHOUTHE (major adverse cardiovascular event, MACE), koeto e
cbeTaBeHo oT Hedataned MU, nedaranen nHeynr, vedaranHa SEE m cmbpt 01 CC nprurHa uiam
KbpPBEHE; CbCTABHA OT MHCYAT, SEE # CMBPT OT BCHUKH PHUMHH.

MeanaHaTa Ha EKCNO3HLMATA Ha IEKAPCTBOTO NPU NPOYYBAHETO € 2,5 FOJUHHU H 3a ABeTe neuebHH
rpynu Ha eaokcabad 60 mg n 30 mg. Meananara Ha npocneisBaHe NpH Npoy4YBaHeTo e 2,8 roauHH 3a
aBete nededHy rpynu Ha eaokcadban 60 mg v 30 mg. Menuanara Ha eKCNO3ULIMATA B NAUHEHTOTOAHHH €

15471 v 15 840 croTBeTHO 32 rpynuTe Ha neyeHue ¢ 60 mg n 30 mg, a Meauanara Ha npocaeaAsBaHeTo
B nauMernroroauuy e 19 191 u 19 216 choTBeTHO 3a rpynHTe Ha AedeHue ¢ 60 mg u 30 mg.

B rpynara Ha BapgapuH, MeABaHATa HA BpeMe B TepaneBTHYHHTE rpaHuLM (time In therapeutic range,
TTR; INR 2,0 00 3,0) e 68,4%.

OCHOBHHAT aHaNW3 Ha €(UKACHOCTTA UMa 32 LieNl 1a NOKaKe He no-mankata epukacHoCT Ha eaokcabaH
cnpsAMoO Bap(apHH NpH NbPBU HHCYNIT WIH SEE, pbh3HUKBaLN N0 BpeMe HA JIEYEHHETO HJIH B PAMKHTE
Ha 3 AHM cliea nocieaHara Ro3a, fpHeTa B rpynata ¢ MoAudHLHpaHO HaMepeHUe 3a nevyeHne (modified
intention-to-treat, mITT). Egokcaban 60 mg e ¢ He no-maska epuKacHOCT OT Bap(apHH 32 MbPBUYHATA
KkpaifHa ToYka 32 epHKACHOCT NP MHCYAT WK CbONTHe Ha cucTeMHa eMbonusg (Systemic Embolic
Event, SEE) (ropuara rpanuuua #a 97,5% noseputenen untepsai (JIM) Ha koepuument Ha pucka (KP)
CrIpaMo BapdapHH € MO NPeABAPHTENRHO ONpele/eHata rpaHHtila 3a He no-Malika epukacHocT oT 1,38)
(Tabnuua 4).
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Tabauna 4: UacyaTH U cbOHTHSA Ha cucTeMHa eMOoaus B npoyuBaneto ENGAGE AF-TIMI 48
(mITT, B nepuoaa Ha Jie4eHHETO)

Enokcaban 60 mg Bappapun

ITspBHYHA KpaliHA TOYKA (30 mg nonHKeHa 103a) (N=7012)
(N=7012) -

[MbpBu nucyar/SEE?
n 182 232
YecToTa Ha chOnTHATa (Yo/roa) 1,18 1,50
KP (97,5% JIN) 0,79 (0,63, 0,99)
P-CTOHHOCT 3a HE MO-MaJiKa <(0,0001
e(pKacHOCT"
IIbpBH HCXEeMHYEH HHCYIT
n 135 144
YecToTa Ha choOuTusaTa (Yo/ron)® 0.87 0,93
KP (95% J1N) 0,94 (0,75, 1,19)
[IopBH XeMOparH4YeH HHCYJT
n 40 76
YecToTa Ha cbOnTHATA (%/roa)® 0,26 0,49
KP (95% J1N) 0,53 (0,36, 0,78)
IIvpBa SEE
n (%/ron) 8 (0,05) 13 (0,08)
KP (95% J1N) 0,62 (0,26, 1,50)

Cokpaiienuns: KP = Koeduunenrt Ha pucka cnpsamo Bapdapun, JIM = JloepureneH nHtepsas, n = Opoii
Ha cbouTuaTa, mITT = moanpuunpno Hamepenue 3a sieuenne, N = Opoii Ha nauneHTurTe B rpynara mlTT,
SEE = Ilposia Ha cucTeMHa eMOO0JIHs, ro/1 = roJnHa.

“ TlauuMeHTbHT MOXKE 1a € NPeACTaBEH B HAKOJIKO pe/ia.

® YecroTtara Ha chOuTHsTa (%/roa) € u3uncieHa kato Opos Ha CbOMTHATA/MAUUEHTOrOAMHH €KCIO3ULIMSL.
¢ JIBycTpaHHaTa p-CTOHHOCT ce OCHOBaBa Ha rpaHuLa 3a He no-manka epukacHocT ot 1.38.

[1o BpeMe Ha uLeauns nepuoa Ha aevyennerto B rpynara I'TT (Habop 3a anaiu3 3a 1eMOHCTPHpPaHe Ha
MPeBb3X0/ICTBO), OlleHeHH HHCyT uian SEE HacTbnBar npu 296 nauuenTH B jeyedHara rpyna Ha
enokcaban 60 mg (1.57% roauiino) v npu 337 naunenTy B rpynara Ha sapgaput (1,80% roanuno). B
cpaBHeHHe ¢ JieKyBaHHuTe ¢ Baphapun naunent, KP B rpynara na epokcadban 60 mg e 0,87 (99% JIN:
0,71, 1,07, p = 0,08 3a npeAMMCTBO).

[Ipu noarpynoBUTe aHaJIM3K 3a NauHeHTUTE B JieyeOHaTa rpyna Ha 60 mg, KOUTO ca HMaJIH NMOHHKEHHE
Ha nozara 10 30 mg npu npoyuBaneto ENGAGE AF-TIMI 48 (nopaau tenecuo reryio < 60 kg,
YMEPEHO TeXKKa cTerneH Ha ObOpeyHo yBpekKaaHe WiH ChITbTCTBALLA Y1oTpeda Ha HHXHONUTOPH Ha
P-gp). yectorara Ha cbOuTHATA € 2,29% roauiIHO 3a NbPBHYHATA KpaiiHa TOYKa B CPAaBHEHHE C
yecToTa Ha chbOnTHATA OT 2,66% roAMILIHO 3a CbOTBETHUTE NaUMEHTH B rpynara Ha Bapgapun [KP

(95% JIA): 0,86 (0,66, 1,13)].

Pesynrature 3a epUKACHOCT 3a NPEABAPUTEIHO ONPEACICHUTE OCHOBHH NOArPYIH (C NOHHKEHHE Ha
n03aTa Mpy Hy/1a), BKIIOYHTEIHO Bb3PacT, TeEeCHO TerJ10, noJ, CbCTosHHe Ha ObOpeuHara GpyHKUHs,
npeawectBaul HHCYAT HiIH THUA, 1uadet nian nHxuburopu Ha P-gp, 1o npuHLUHMN CbOTBETC f*

POy 4YBaHETO.
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KoeduuueHTbT Ha pucka (egokcadan 60 mg cnp. BapdapHH) 3a nbpBHYHATa KpaiiHa TOYKA B LIEHTPOBETE
¢ no-Hucko cpeaHo Bpeme Ha INR B uenesus auanason (INR TTR) 3a sapdapun e 0,73-0,80 3a Haii-
nuckute 3 kBapthia (INR TTR <57.7% no < 73,9%). Toii e 1,07 B uentpoBere ¢ Hail-100bp KOHTPOJI HA
repanusTa ¢ Bappapu (4™ kBaptuia > 73,9% ot INR cToliHOCTHTE B TEpaneBTHYHHSA 1HANa30H).

Mma cTaTHCTHYECKH 3HAaYHMO B3auMojieiicTBue Mexk1y edekTa Ha eokcabaH cnpsMo BappapuH BbpXy
pe3yJiTata OT OCHOBHOTO npoyuBaHe (MHcynT/SEE) n 0b0peunara ¢pyunkuus (p-croinoct 0,0042;
mITT, uenns nepruoa Ha NPOy4BAHETO).

Tadnuua 5 nokas3sa ucxeMHuHu HHCYATH/SEE no kateropus KpeaTHHUHOB KJIMPBHC MTPH MALHEHTH C
HKIIM B ENGAGE AF-TIMI 48. Hanuue e HamansBalla 4ecToTa Ha CbOUTHATA NPH YBEJIHYaBalll ce
CrCL w B aABeTE rpyInH 3a JIeYeHHE.

Tabauna 5: Bpoii ncxemuunn nucyaTn/SEE no kareropusi kpearununoB kianpbHe B ENGAGE
AF-TIMI 48, mITT nabop 3a anHaau3 npe3 neJHsd NEPHO/ HA NPOYYBAHETO

CrCL Enokcadan 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(ml/min)
n | bpoiina [Yecrorama| n | bpoii Ha | Yecrora ma | KP (95% JAH)
CLGHTHﬂTﬂ EBﬁ“THHTﬂ 'C’hﬁﬂTHﬂTﬂ CLﬁHTHﬂTﬂ
(%o/ronnna) (Y%o/roanua)

> 30 no <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
> 50 1o <70 2093 85 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 10<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 (Q,57, 2,85)
> 130 462 10 0,78 418 3 0,25

Cokpauienus: CrCl = kpeatuinnoB kiaupbHe; N = Opoii Ha nauuenture B mITT nonynauusTa npe3s
uenus nepuoa Ha npoyusaveto; mlITT = MoanpuurpaHo HamepeHHe 3a jeueHune; n = Opoil Ha
naipenTuTe B noarpyna; KP = koeduuuenTt Ha puck cnpsamo BapgapuH: JIU = nosepureseH nHTepsal.
*KP He ce n3uucasBa, ako OpoaT Ha cbOUTHATA < 5 B €/1Ha rpyra Ha JieYeHHe.

B noarpynute 3a 0bOpeuHara GpyHKLMS, pe3yiTaTHTE 32 BTOPUYHUTE KPaiiHH TOYKH 3a €()UKACHOCT ca B
CbOTBETCTBHE C T€3H 3a MbPBHYHATA KpaiiHa TOYKa.

M3cnensaneTo 3a NpeBb3X0ACTBO € H3BbplueHo BupXy I'TT nonynauusra 3a ueius nepuoa Ha
MPOYy4YBAHETO.

Uucynt n SEE HacTbnBaT npu no-majiko naiuMeHTH B jeyeOHara rpyna Ha eaokcadan 60 mg, 0TKOJIKOTO
B rpynara Ha BapgapuH (cbotBeTHO 1,57% 1 1,80% roanno), ¢ KP ot 0,87 (99% J1W: 0,71, 1,07, p =
0.0807 3a npeanuMcTBO).

[TpeBapUTEIHO ONpEae/IEHUTE ChbCTABHU KpaifHH TOYKH 3a CpaBHEHHETO Ha jieyeOHaTa rpyrna Ha
enokcaban 60 mg ¢ Bapgapun 3a uucyart, SEE u KP 3a CC embprHocT (99% JIN) e 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uucyat, SEE u cmbpTHOCT OT BCHUYKH npuurHu — 0,90 (0,80, 1,01).

PesyaraTuTte 3a CMbPTHOCT OT BCHYKH TIPHYHHU (OLIEHEHH CMBPTHH ciiyyan) npu npoyysaHeto ENGAGE
AF-TIMI 48 ca 769 (3,99% roauinHo) 3a y4acTHHUMTE, npHeMally ejgokcadbad 60 mg (noHukeHa 103a Ha
30 mg), B cpaBHeHHe ¢ 836 (4,35% roauwno) 3a Bappapux [KP (95% JIN): 0,91 (0,83, 1,01)]. -

PesynraTt 3a CMbPTHOCT OT BCHYKH MPHYMHH (OLLIEHEHH CMBPTHH CilyyaH ) 3a ObOpeuHuTe n

> 50 no < 80 ml/min [KP (95% JIW): 0,87 (0.75, 1,02)]: CrCL = 80 ml/min [KP (95% /1
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1,40)].

Enokcaban 60 mg (noHuxkena no3a 30 mg) BOAH 10 NO-HHCKA YECTOTA HA CbPACYHOCH/10Ba CMBbPTHOCT
B cpaBHeHue ¢ BappapuH [KP (95% JIN): 0,86 (0.77, 0,97)].

OneHeHunTe JIaHHH 3a e)UKACHOCT MO OTHOLIEHHE Ha CbPACYHOCH10Ba CMBPTHOCT MPH OBOpEeUHHTE
noarpynu (eaokcadban cnpsimo Bapgapun): CrCL 30 go < 50 ml/min [KP (95% JIW): 0,80 (0,65, 0,99)];
CrCL > 50 no < 80 ml/min [KP (95% JIH): 0,75 (0,62, 0,90)]: CrCL = 80 ml/min [KP (95% JIN): 1,16
(0,92, 1,46)].

[ITbpBHYHaATa KpaiiHa Touka 3a 0€30MacHOCT € roJIAIMO KbPBEHE.

Mma 3Ha4uuMO NOHWIKEHHE HAa PUCKa B 110J13a Ha JieyeOHara rpyna Ha eaokcadbad 60 mg B cpaBHEHHE C

rpynara Ha Bap(apuH 1o OTHOLUEHHE Ha roJiiMO KbpBeHe (CboTBEeTHO 2,75% u 3,43% roanwno) [KP

(95% J1A): 0,80 (0,71, 0.91); p = 0,0009], BUK (cvorBeTHO 0,39% n 0.85% roauwno) [KP (95% JIN):
0,47 (0,34, 0,63); p < 0,0001] n apyru BuaoBe kbpseHe (tabnnua 6).

[TonuKeHHeTo Ha (paTaIHUTE CyYan Ha KbPBEHE CbIILO € 3HaYMMO 3a JeyedHaTa rpyna Ha ejjokcadan
60 mg B cpaBHeHHe ¢ rpynara Ha BappapuH (0,21% u 0,38%) [KP (95% AN): 0,55 (0,36, 0,84);

p = 0,0059 3a npeaAUMCTBO|, OCHOBHO NOpaAX MOHUKEHHETO Ha Opos Ha (paTajHK cliyyau Ha
pbTpeuepenty kpbBou3aueu (BUYK) [KP (95% JIW): 0,58 (0,35, 0,95); p=0,0312].

Tabannma 6: CnLOuTHS HA KbpBeHe npH npoyuBaHeTo ENGAGE AF-TIMI 48 — Anayiu3 Ha
0€30MaCHOCTTA HA NALHEHTHTE HA JIEYeHHe

Enokcadan 60 mg Bapdapun
(monmnzkeHna ao3a Ha 30 mg) (N=7012)
(N=7012)

['o/19M0 KbpBeHE
n 418 524
Yecrtora Ha ceOuTHATa (%/roa)? 0 343
KP (95% JIN) 0,80 (0,71, 0,91)
P-CTOHHOCT 0,0009
BYKP
n 61 132
YecTora Ha ceOuTnara (%/ron)? 0,39 0,85

KP (95% JIN)

0,47 (0,34, 0,63)

DaTajiHu CJIYYAH HA KbpPBEHe

KP (95% J11)

0,87 (0,82, 0,92)

n 32 59

Yecrora Ha ceOuTusaTa (%/ron)? 0,21 0,38

KP (95% JIN) 0,55 (0,36, 0.84)

CRNM kbpBene

n 1 214 | 396

YectoTa Ha cuoutuara (%/ron)? 8,67 10,15

KP (95% JIN) 0,86 (0,80, 0,93)

Besiko noTBbLPAEHO KbpBeHe*

n 1 865 2114

YecToTa Ha cvOuTusta (%/ron)’ 14,15 16,40 .

Cokpauienmsi: BUK = Bbrpeuepenen kpbBousnus, KP = Koeduuuent Ha pucka cnpsamo
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Jlosepurtenen uureppai, CRNM = KJHHHYHO 3HAYUMO HErosMo, N = Opoii Ha NAUMEHTHTE CbC CHOMTHA,
N = Opoii Ha nauMeHTHTE B rpynara 3a aHajii3 Ha 0e30nacHoCTTa, roJl = rojiMHa.

? YecroraTa Ha cbOuTHATA (%/TO) € H3uHCcIeHa KaTo OposAT Ha CbOMTHATA/MAIIHEHTOrO/IHHA
EKCIO3HLLHSA.

® BYK BxitouBa MbpBUYEH XeMOparuyeH HHCYIIT, cy0apXxHOHAaleH KpbBOH3/INB, enu-/cy0aypaneH
KPbBOW3JIMB H HCXEMHYEH HHCYJIT C rojisma xemoparuyHa kousepcus. Benukun BUYK, cboluienu B
OlleHeHHUTE eJIEKTPOHHH KapTH Ha NMAUHEHTHTE 32 MO3bYHO-Cb/I0BO H HEBBTPEUEPENHO KbPBEHE,
NOTBBLP/JACHH OT OLEHHUTENIUTE, ca BKJIOYeHH B Opos Ha BUK.

¢ _BCAKO NOTBBLPEHO KbpBEeHE BKJIKOYBA TE3H C/lyYyau, KOUTO ca JeUHUpPaHN OT OLIEHHUTEN KaTo
KJIHHUYHO H3SBEHH.

3abenexka: EAUH naumeHT Moxke J1a Ob/ie BKJIKOYEH B HAKOJIKO MOAKATErOpUH, ako TOH/TS ca UMallu
cbOuTHE OT Te3H KaTeropuu. [1bpBoTO CHOMTHE OT BCSIKA KAaTEropus € BKJIIOYEHO B aHaJIU3a.
Tabauum 7, 8 n 9 nokas3BaT pecrneKTHBHO roJisMo, atanHo U BbTPEUEPENHO KbPBEHE M0 KaTeropus
kpeaTHHUHOB KAHpbHC npu nameHT ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e namansBaia
yecTtoTa Ha cbOUTHATA Npu yBeaunyasail ce CrCL u B ABeTE rpynu 3a JieyeHue.,

Tadaunua 7: Bpoii enu3011 HA roJIAMO KbpPBeHe M0 KATeropus KpearTiHHHOB KJHPbHC B ENGAGE
AF-TIMI 48, anajin3 Ha 0e30NaCHOCTTA B NEPHOAA HA JIEYEHHETO"

CrCL Enokcadan 60 mg Bapdapun
noarpyna (N=17012) (N=7012)
(ml/min) 5 3
n bpoii Ha |[Yecrotama | n bpoii Ha | YecToTa KP (95% JIN)
CHLOMTHATA | . GuTHSTA CHLOHTHATA Ha
(%o/roanna) ChLOHTHATA
(%/roanna)

> 30 1o <50 | 1302 06 3,91 1305 28 5,23 0,75 (0,58, 0,98)
> 5010<70 | 2093 148 3,31 2106 71 377 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 2,48 0,54 (0,34, 0,84)
> 110 po < 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)

Tabanua 8: bpoii enu3oan Ha GaTaJIHO KbPBeHE M0 KATErOPHS KPEATHHHHOB KJIHPBLHC B
ENGAGE AF-TIMI 48, anaiin3 Ha 0e30nacHOCTTA B NIEPHOAA HA JIeYeHHeTO"

SE/H/2522/001-003/1B/002

21

CrCL Enoxkcataun 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(ml/min) > i
n | bpoiina |Yecrorama | n | bpoii Ha [Yecrora na | KP (95% JIN)
CHOMTHSATA | cp.GHTHATS CHOMTHATA | op6uTHSTS
(%/ropuna) (%/roauna)
> 30 1o <50 | 1302 9 0,36 1305 |8 0,72 0,51 (0,23, 1,14)
> 50 10<70 | 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
> 70 10 <90 | 1661 10 0,26 1703 9 0,23 1,14 (0,46, 2,82)
> 00 no <110 927 2 0,09 960 3 0,13 -
> 110 no 497 l 0,08 469 5 0.44 =,
< 130
> 130 462 2 0,18 418 0 0,00




Tabaunua 9: bpoii cbONTHA HA BbTPeuepenHo KbPBEHE 110 KATEropHs KPeaTHHHHOB K/IHPBHC B
ENGAGE AF-TIMI 48, anain3 Ha 6e300aCHOCTTA B NEPHO/AA HA JIeYEHHETO"

CrCL Enokcadan 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(ml/min) | .
n Bpoii na | Yecrora Ha n | Bpoiina [Yecrorana | KP (95% CI)
CHLOMTHATA| CHLOHTHATA CHOHTHATA CHOMTHATA
(%/roanna) (Y/roauna)
> 30 no <50 1302 16 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50n0<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)
>90no <110 | 927 5 0,23 960 6 0,26 0,87 (0,27, 2,86)
> 110 no <130, 497 2 0,17 469 3 0,26 -~y
> 130 462 1 0,09 418 1 0,10 ="

Coikpauienuns: N = Opoit Ha naunenTiuTe B mITT nonynauusTa npes ueaus nepuo/i Ha nMpoy4BaHeTo;
mITT = moanpuuKrpaHo HamepeHue 3a jedeHune; n = Opoit nauneHTH B noarpyna; KP = koeduiineHT Ha
pucK cnipsiMo Bapgapu; /1IN = noBepuTeneH HHTEpBAaJ.

*KP He ce u3umncnsBa, ako OposT Ha cbOUTHUATA < 5 B €/1HA rpyna 3a JieuyeHHe.

“Tlepuon Ha neuennero: BpemeTo oT mbpBarta /103a OT NPOYyUBAHHSA JIEKAPCTBEH MPOAYKT J10 MOC/AeHATA
71034 MJIK0C 3 JIHH

[Tpu moArpynoBUTe aHAIM3M 3a NMalUUeHTHTE B JieyeOHaTa rpyna Ha 60 mg, 4uaTOo /103a € NOHHIKEHA Ha

30 mg npu npoyuBaHeto ENGAGE AF-TIMI 48 nopaau tenecHo terno < 60 kg, yMepeHo TexKa CTerneH
Ha ObOpEeYHO yBpekKIaHe WM CbIbTCTBALLA yroTpeda Ha HHXHOUTOPH Ha P-gp, 104 (3,05% roauuHo) oT
NaLMEeHTHUTE C NOHKWKeHa Jl03a eaokcadan Ha 30 mg u 166 (4,85% roAHIHO) OT NALMUEHTHTE C NOHHIKEHA
n103a Ha BaphapuH umar ciyuyaii Ha roasmo kbpsene |[KP (95% J1W): 0,63 (0,50, 0,81)].

[Tpu npoyuBanetro ENGAGE AF-TIMI 48 nma 3HauuMo noaodpeHne Ha HeTHHs KJIHHHYEH pe3yJiTar
(mbpBu HHCYAT, SEE, ronsimo kbpBeHe Wik CMbPTHOCT NOPAJH BCHYKH NPpHYHHMK; nonynaus mITT,
LeJIHs MepHOJ Ha NMpOyYBaHeTo) B noJi3a Ha eaokcadan: KP (95% JIW): 0,89 (0,83, 0,96); p = 0,0024,
koraro jevyedbHara rpyna Ha enokcadban 60 mg e cpaBHeHa ¢ BapphapHH.

Jlevenue na JIBT, nevenue na bBE u npohurakmuxa na peyuousupawy /[B1T u bE (B1E)

KnuunyHara nporpama 3a ejjokcadbaH 3a BeHo3Ha TpomboemOosns (BTE) e ninanupana, 3a na ce
JeMOHCTpHpa epukacHocTTa M Ge3onacHocTTa Ha efokcaban npu nevenne Ha JIBT u BE n npodunaktika
Ha peunauBupaun /IBT u BE.

[Tpu ocHoBHOTO npoyuBane Hokusai-VTE 8 292 naunenTH ca paHioMH3HpaHy Jia rojiy4yaBaT Ha4ajiHa
Tepanus ¢ XenapuH (eHokcanapuH M He)pakLIMOHMPAH XenapuH ), rnocJie/iBaHa ot eaokcaban 60 mg
BEJIHbX JIHEBHO WJIH CPABHUTEIIHOTO JieueHHe. B paMOTO Ha CpaBHUTEIHOTO JIEYEHHE NMALHEHTHTE
noJiyyaBaT HauyajiHa Tepanus ¢ XenapuH 3ae/iHo ¢ Bappapus, Tutpupan 10 tapretHo INR ot 2,0 1o 3,0,
MocaeBaHo OT JeyeHue camo ¢ Bapdaput. [poabLIKHTETHOCTTA Ha JIGYEHHETO € OT 3 Mecela /10

12 Meceua, onpejie/ieHa OT U3cjeaoBaTels Bb3 OCHOBA HA KJIMHHYHHUTE XapaKTEPUCTHKH HA NaLUEHTA.

MHO3HHCTBOTO OT JIEKYBAaHHTE ¢ e/lokcadaH nauneHTH ca ot 0snara (69.6%) u asnarckara paca (21,0%),
3,8% ca uepHOKOXkH, 5,3% ca kaTeropusupaHu Karo ,,aApyra paca .
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1 659 (40.4%) naumeHTH Ha BapdapHH.

[IbpBHYHaTa KpaiiHa To4Ka 3a e(hUKACHOCT € NOBTOpHATa npossa Ha cumnromaruyed BTE, nedpunupan
KaToO CbCTaBHA OT cuMmnTomaTHyHa peunausupauia JIBT, cumnromaruyuna vedaranna bE n ¢paranna bE
[MpH MalHeHTHTE No Bpeme Ha 12-meceyHus nepuoj Ha npoy4saHeTo. Bropuunure pesysnraTu 3a
e()MKaCHOCT BKJIKOYBAT CbCTABHUS KIMHHYEH pe3yaTaT oT peunansupaiia BTE n cMbpTHOCT OT BCHYKH
NPUUYUHH. |

Enokcaban 30 mg BeIHbK JAHEBHO CE€ W3M0JI3Ba MNPH NALMEHTH C €IHH WJIK MOBEYE OT CIICAHUTE
KJIMHHYHH GaKkTOpH: yMepeHo Texkka creneH Ha 0bOpeuno yBpexaave (CrCL 30 — 50 ml/min), TenecHo
tersio < 60 kg, chbnbTCTBala ynorpeda Ha cneunpuyHn HHXHOMTOPH Ha P-gp.

[Tpu npoyuBaneTo Hokusai-VTE (tabauua 10) e nokasano, 4ye eqokcadaH € ¢ He no-Majika epuKacHOCT

oT Bap(apHH Mo OTHOLLIEHHE HA MbPBUYHMA pe3yTaT 3a eukacHocT, peunauBupail BTE, koiiTo
nacTenea npu 130 ot 4 118 nauunenTn (3,2%) B rpynara Ha eiokcadaH cnpsamo 146 ot 4 122 nauneHTH

(3,5%) B rpynara Ha Bapdapuu [KP (95% JIN): 0,89 (0,70, 1.13); p < 0,0001 3a e no- manka
eukacHoct]. B rpynara Ha Bapdapun meananara Ha TTR (Bpeme B TepaneBTH4Hu rpaHuuu, INR 2,0 no
3,0) e 65,6%. 3a naunentute ¢ BE (cbe nin 6e3 JIBT), 47 (2,8%) Ha enokcadban u 65 (3,9%)

oT naureHTute Ha Baphapun umat peunauBupauy BTE [KP (95% JIW): 0,73 (0,50, 1,06)].

Tab6auna 10: Pesyararu 3a epukacnocer or npoyuBanero Hokusai-VTE — rpyna mITT, neaus
ePHO/ HA JICYEHHETO

[IbpBHYHA KpaliHa TOYKa® Enokcaban 60 mg Enxokcadan cnpsimo
(monmzxena no3a 30 mg)|Bapdpapun Bappapuu
(N =4118) (N =4122) KP (95% JIN)"
p-CTOHHOCT®

BCcHYKH NalMeHTH Cbe 130 (3,2) 146 (3.5) 0,89 (0,70, 1,13)
[CUMIITOMaTHYHA pelUnInBHpaLLa p-ctoiiHocT < 0,0001 (He
BTE. n (%) no-majika e)uKacHoCT)
bE ¢ unu 6e3 /IBT 13(1,8) 83 (2,0)
iaranna BE wiu cmbpr, korato BE 24 (0,6) 24 (0,6)
HE MOJKe /1a C€ U3KJIKOYH
Hedaranua bE 49 (1,2) 59 (1,4)
[Camo JIBT 57 (1,4) 63 (1,5)

Cokpauienus: JIN = Jloepurenen uurepsan; /JIBT = npnbdoka BeHo3na tpomdo3a; mlITT =

Mo auduuHpano Hameperue 3a Jevenune; KP = Koeduunenr na pucka cnpsimo Bapgapus; n = 0poii Ha
nauueHTuTe ¢be cbOuTHA; N = Opoii Ha naunentute B mITT rpynara; bE = 6enoapobua embonus: BTE =
cJlydad Ha BEHO3HA TpomMOoeMOous.

* TIbpBuuHaTa KpaiiHa Touka 3a euKacHOCT € OLeHEH cuMnTomaTiyHa peunausupauia BTE (t.e.
cbCTaBHaTa KpaitHa touka ot /IBT, nedaranna bE u ¢paranna bE)

® KP, apycrpannusat /I ce Ga3zupat Ha perpecuonnus Mozen Ha Cox 3a nponopLHOHaIHUTE PUCKOBE,
BKJIKOUBALIL JISYEHHE U cJIeIHNTEe (PaKTOPH 3a cTpaTH(PUUMpaHe NPH paHAOMH3aLHKs KaTO KOBapHaTH:
npeacrassin amarvosa (bE ¢ unm 6e3 JIBT, camo JIBT), u3xoauu puckoBH (pakTopH (BpeMEHHH
dakTopH, BCHYKH ocTaHalu) U Hyxk/aarta ot 30 mg ejokcaban/eiokcadan niaedo Npu paHaoMHU3alUsATa
(na/ue).

“p- CTOHHOCTTA € 3a NPEeABAPHUTENHO OMNpe/eieHa rpaHHLia 3a He no-Majika epukacHocT oT 1.5

OT nauMeHTUTe, KOUTO ca OuIM ¢ noHuxkeHa ao3a 10 30 mg (OCHOBHO MOpaad HUCKO TEJIECHO TErJio
ObOpeuna ¢ynxuns), 15 (2,1%) na enokcaban n 22 (3,1%) nauneHTH Ha BappapuH HMAT peLmj
BTE [KP (95% J1H): 0,69 (0,36, 1,34)]. '
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BropuuHara checTaBHa KpaiiHa Touka o1 peuuauBupaiia BTE v cMbpTHOCT OT BCHUKH IPHYHHH HACTbIIBA
npu 138 naunenTn (3.4%) B rpynara Ha eaokcadan u 158 naumnentu (3,9%) B rpynara Ha Bapgpapus [KP
(95% JIN): 0,87 (0,70, 1,10)].

PesynTature 3a CMbPTHOCTTA OT BCHYKH NPHYNHHU (OLIEHEHH CMBPTHH CJIy4aH) NMpH NpOoyyYBaAHETO
Hokusai-VTE ca 136 (3.3%) 3a nauMeHTuTe, npueMaluu eaokcadan 60 mg (nonuxena jao3a 30 mg),
cnpsamo 130 (3,2%) 3a BapdapuH.

[Tpu npeaBapuTEIHO OnpeaeaeHus noArpynos aHanns Ha nauveHTute ¢ bE 447 (30,6%) n 483 (32,2%)
OT JIEKYBAHHTE CbOTBETHO ¢ e0KcabaH H Bap(apyH NMalMeHTH ca onpeieneHn kato umaiu bE u NT-
proBNP > 500 pg/ml. [TbpBuunusT pesyarar 3a epukacHocT HacTbnBa npu 14 (3,1%) n 30 (6,2%) ot
nalMeHTHTE, JIEKYBaHU CbOTBETHO ¢ enokcadan v Bapgapun [KP (95% JIW): 0,50 (0,26, 0,94)].

PesynraTuTe 3a epMKacHOCT HA NPEIBAPUTENHO ONpPe/Ie/IEHUTE OCHOBHH MOArPYyIH (C MOHWKEHHE Ha
703aTa NpH HYXkK/1a), BKJIKOUYBALIH Bb3PacT, TeJECHO TErjo, MNoj U CbCTOssHHE Ha ObOpeyHaTa QyHKUHS,
ChbOTBETCTBAT HA MbPBHUYHHUTE Pe3yaTaTH 3a €pUKACHOCT 3a LsijaTta rpyna, U3cjieZBaHa MnpH rnpoyyBaHeTo.

[IbpBHuHaTa KpaiiHa Touyka 3a 0€30NacHOCT € KJIMHUYHO 3HAaYHMO KbpPBEHE (roJIiMO MW KIIMHHYHO
3HAYUMO HEroJisiMo).

Tabaunua 11 oboOuasa olleHEHHTE CyYal HA KbpPBEHE 3a rpynara 3a aHajii3 Ha 0e30MnacHoCTTa B repuo/a
Ha JIeYEHHeE.

CblecTByBa 3HAYUTEIHO HAMAJIEHHEe Ha PUCKa B 110/13a Ha e/10kcadaH B CpaBHEHHE C Bap(apHH 3a
MbpBHYHATA KpaiiHa Touka 3a 0€30MacHOCT 3a KJIMHUYHO 3HAYHMO KbPBEHE, CbCTABHATA OT roJIAMO
KbpBEHE HJIH KJIIMHUYHO 3Ha4YuMo Heroissmo kbpBeHe (CRNM), koeto HacTbnsa npu 349 ot 4 118
nauveHTH (8,5%) B rpynara Ha enokcabad v npu 423 ot 4 122 naunentu (10,3%) B rpynara Ha BapgpapuH
[KP (95% JIW): 0.81 (0.71. 0.94); p = 0,004 3a npeanMcTBO].

Tabauna 11: Cayyan Ha KkbpBeHe npH npoyuBanero Hokusai-VTE — Ananns na 0e3onacHocrra
npe3 nepHoa Ha JieueHue"

Enoxkcadan 60 mg Bapdapun
(namauiena po03a 30 mg) (N=4122)
(N=4118)
KJUHHHYHO 3HAYHMO KbpPBeHe
(ronsamo u CRNM).” n (%)
In 349 (8,5) 423 (10,3)
KP (95% JIW) 0,81 (0,71, 0,94)
P-CTOHHOCT 0.004 (3a npeaAuMCTBO)
["onsimo KbpBeHe n (%)
n 56 (1,4) 66 (1,6)
KP (95% JIN) 0,84 (0,59, 1,21)
BUYK ¢aranua 0 6 (0,1)
BYK nedaranna 5(0,1) 12 (0,3)
ICRNM kbpBene '
n 298 (7,2) 368 (8,9)
KP (95% JIN) 0,80 (0,68, 0,93)
BcHYKH BH/10Be KbBpPBEHE e
I 895 (21,7) 1056 (25,67 s\
KP (95% JIN) 0,82 (0,75, 0,90) ;; jf/’f s _
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Crkpawienne: BUK = Borrpeuepenen kpbeousnue, KP = KoeduruneHT Ha pucka cnpamo Bapgapus; AU =
ROBepUTENeH HHTepBai;, N = Opoli Ha NaLlMEHTUTE B rPyIaTa 3a oleHKa Ha Oe3onacHoC¢TTa; n = Opofi Ha
cOuTHsATa; CRNM = KNTHHHYHO 3HAYRMO HEronaMo

*[Teproa Ha neucHue: BpeMeTo oT MbpBaTa 4032 OT JEKAPCTBOTO NO MPOYYBAHETO A0 NMOCAEAHATA 1033
mIoc 3 JHH. |
*ITupeu4Ha KpaiiHa Touka 3a 6e3onacHocT: KNHHUYHO 3HAUHMO KbpBeHE (ChCTABHA OT MOJAMO H
KNHUHHUYHO 3HAYHMO HEroiAMO KbpPBEHE).

[1pn noArpynoBUTE aHANIM3H 334 NALUNEHTUTE, KOMTO Ca HMani NOHWKEHUe Ha Ao3aTa a0 30 mg 8
npoyupaHeTto Hokusai-VTE nopaau tenecho terno < 60 kr, yMepeHo Texka crerneH Ha 6b6peuHo
YBpexJaHe UM CbITbTCTRAlA ynoTpedba Ha nHXuOHTOpH Ha P-gp, 38 (7,9%) OoT nauMeHTHTE ¢ NOHHXKEHA
nosa Ha egokcaban ot 30 mg u 92 (12,8%) or naureHTHTE Ha BapdapHH Ca UMAJIH TONSIMO KbPBEHE WK
CRNM cuonuthe [KP (95%): 0,62 (0,44, 0,86)].

[Mpu npoyusanero Hokusai-VTE HeTHndaT knuHKyeH pe3yaTaT (peurausupawia BTE, ronaMo kbpBeHe
W1 CMBPTHOCT OT BCHUKH NpUHNHK; nonynaudd mlTT, uenud nepuon Ha npoyuBaveTo) KP (95% JIU) e
1,00 (0,85, 1,18), xoraro enokcaban e cpaBHeH ¢ BapdapHH.

Ilpodpunaxmuxa na uncyrm u cucmemua embonusn npu nayuenmu ¢ HKITM ¢ gucox CrCl

(CrCl> 100 mi/min) |

[TpoBeaeHO e cneLHanHo, paHAOMH3NPaHO, ABoHHochaAno uinvureade (E314) npu 607 nauvent ¢ HKIIM
¢ Bucok CrCl (CrCl > 100 ml/min, usmepen no popmynara Ha Cockcroft-Gault) ¢ ocHoBHara uen aa ce
ouneHn OK/D]J] na enokcadban 60 mg BeAHBK AHEBHO CNp. cXxeMara 75 mg BeAHbXK AHEBHO. OcBeH
mbpBHYHATA KpaliHa Touka 3a OK/DJ] uanuTeaHeTo BKNKOUYBA OLEHKA HA KIMHUIHHTE KpaitHu TOYKN
HHCYJIT U KbPBEHE B paMKHTe Ha |2-MeceueH NepHoA Ha JleueHue.

Ho3ara egokcaban 75 mg BeiHbXK AHeBHO B noarpynaTa ¢ sucok CrCl (> 100 ml/min) Boan no ~25%
MOBUILIEHHE Ha EKCMO3MUHATA B CPABHEHHE ¢ A03aTa ea0kcadbad 60 mg BeAHDbXK AHEBHO, KAXTO €

[MPOTHO3HUPAHO.

bBposaT Ha YYacTHALUTE, AOCTUIALLH YTBbPACHATA ChCTAaBHA KpaliHa TOUKa Ha ChOMTHATa 3a ehHKACHOCT
HHCYNT/Tpan3nTopHa HcxeMmHn4Ha ataka (TUA)/ cuburie Ha cuctemHa embonua (SEE), e orpaniyen
BKJIIOYBA 2 CbOHTHA Ha HHCYNT B rpynara Ha eaokcabay 60 mg (0,7%; 95% [AN: 0,1% no 2,4%) u

3 ¢cvbuTHa Ha UHCYAT B rpynata Ha eaokcaban 75 mg (1%; 95% J1HA: 0,2% no 2,9%).

[MoTBbpAEeHO CHOUTHE HA rOJiAMO KbpBeHe Bb3HUKBA NpH 2-Ma (0,7%; 95% JIA: 0,1% no 2,4%) ot
yYyacTHHLUUTE B rpynarta Ha exokcabdax 60 mg B cpasHerue ¢ 3-ma (1,0%; 95% J1H: 0,2% no 2,9%)
YYaCTHHUH B rpynara Ha eaokcabad 75 mg. Ot 2-Ta cnydas Ha roiaMo KbpBEHE B rpynarta Ha enokcabaH
60 mg eAMHHAT € B KPUTHUHA 30HA/OpraH (BbTPEOUHO), 8 APYTOTO I'oNdMO KbPBEHE € BbTPEMYCKYJIHO. OT
3-Te cnyyas Ha rofIAMO KbpBeHE B Tpyrnara Ha epokcadan 75 mg 2 cnyyas Bb3HHKBAT B KPHTHYHA
30Ha/opraH (BbTpeMO3b4HO/ | ¢ nertaneH usxon), a 1 NpeacTapiaBa KbPBEHE B NrOPHATA YacT Ha
cromatuHo-4ypeBHUR (CH) TpakTt (;)kuBoTO3acTpawasailo). MMa cbino 1 9 (3%) cnyyas Ha KIMHUYHO
3HauuMo Heronamo kbpeeHe (CRNM) B rpynara Ha eqokcaban 60 mg v 7 (2,3%) cnyuas va CRNM
KbpBeHe B rpynara Ha eaokcabaH 75 mg.

Ocpen kinHnyHOTO H3nKuTBave £E314 B 10 eBponeficky CTpaHH € NPOBEAEHO €1HO MPOCNEKTHBHO,
MHOIMOHALHOHAIIHO, MHOT'OLIEHTPOBO, 0OCEpBALMORHO MOCTMAPKETHHIOBO npoy4BaHe (ETNA-AF), koeto
BAOYBa 13 980 yuacTHuuy. B pamkuTe Ha Tasu nonynauus 1 826 umar CrCl > 100 ml/min n nonyvabar
eaokcaban 60 mg B CHLOTBETCTBHE C KPHTEPHHUTE 3a npunarane, npeactaseHu B KXI1. ['oautuHuTe
YECTOTH HA CbCTABHATA OT HCXEMHYEH UHCYNT HIM cucTeMHa eMbonua ca 0,39%/ron, a ¢cxOnTHS Ha

- roJIaMo KbpBeHe Bb3HHKBaT npu 0,73%/rox.
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i Bucok CrCl, nexkyBanu ¢ efiokcaban 60 mg, A2 UMaT rOAUILHA YECTOTA HA HCXEMHYEH HHCYNT/CHCTEMHA
emboHa < 1%. He ce oyakBa noBruiaBaHeTo Ha no3ara Hag 60 mg npu nauventTn ¢ HKIIM ¢ Bucok CrCl
(> 100 m{/min) aa ocurypu no-nodpa 3ammTa CpeLly HHCYNT H MOXKE 3 C€ aCOLMHUPA C MOBEYE HEXKENaHH
crouTHs. [Topanu ToBa cxeMara eaokcaban 60 mg BeAHDbK JHEBHO CE NPENOPbYBA NPH TAKKBA NALIHEHTH
cjie]l BHUMATENHA OLEeHKa Ha HHAWBHAYAHHUS PUCK OT TPOMOOEeMOONHUYHH CEONTHA 1 KbPBEHE (BXK.

Touka 4.4).

Hayuenmu, npu xoumo ce npeonpuema Kapouoeepcus

[poBeeH0 € MHOFOUEHTPOBO, MPOCNEKTHBHO, PAHAOMH3UPAHO, OTKPHTO MPOYUBaHE CbC 3aCHENEHO
oueHsiBaHe Ha Kpalinute Toukn (ENSURE-AF), B koeto ca panaoMusnpanu 2 199 yuacTHuum (KOUTO He
ca npHeMalu NepopajiHi aHTHKOAryJaHTH agocera ¥ TakuBa, nekysaHu npean tosa) ¢ HKIIM, nnawnpann
3a KApAWOBEPCHA, 32 Aa ce cpaBHu eaokcabad 60 mg BeAHBK AHEBHO C eHOKcanapHH/Bap@apHH, Taka ye
na ce noaabpxka tepaneeTudHO INR ot 2,0-3,0 (panaomusupanu 1:1), cpensoro TTR 3a Bapdapnn ¢
70,8%. O6wo 2 149 yuacTHUUM ca nexyBaHH Wi ¢ eaokcaban (N = 1067), unm ¢
enokcanapui/sapdapun (N = 1 082). YuacTHiLMTe B rpynara 3a je4yeHne ¢ eaokcaban nosyuasar 30 mg

BEAHDBXK JHEBHO, aK0O ca HAIMLIE €AHH WK MOBeYe OT ClAeJHUTE KIHHHYHH PaKTOpH: yMepeHo OnbpevuHo
yapex aade (CrCl 30 — 50 ml/min), Hucko TenecHo terno (< 60 kg) unu cenbTCTRaLIaTa ynotpeda Ha
crieuuyunn UHXUOUTOPH Ha P-gp. IpH MHO3WHCTBOTO OT YYaCTHHLINTE B rPYNUTE Ha eJokcabaH u
Bap(apHH € HIBbpLICHA KapAHOBepcHA (CbOTBETHO 83,7% U 78,9%) nnn Te ca npeThprent CNoHTaHHA
KouBepcHs (ChoTBeTHO 6,6% 1 8,6%). U3non3eana e xkapanosepcus, HacousaHa oT TEE (B pamkure Ha
3 IHHK OT HAYaNoOTO) HIH KOMBEHLNOHANHA KapauoBepcnd (Hall-Manko 21 ¢iien npeaBapuTENHOTO
nevenne). YYacTHULMTE ca NPOABLIDKHITH 1a IPHEMAT fle4eHHeTo 3a 28 AHU CNeR KapAHOBEPCUATA.

[1pBUYHMAT pe3ynTaT 3a epukacHOCT npeacrasisaBa chetaBHa o1 vHCyaT, CE, MK n CC cMBpTHOCT.
O6wwo 5 (0,5%, 95% AN 0,15%-1,06%) cbOMTHA BB3HUKBAT NPY YYaCTHHULIH B rpynaTa Ha enokcabaH
(N=1095)u 11 (1,0%, 95% 1N 0,50%-1,78%) cubuta B rpynara Ha sappapn (N = 1104);
chOoTHOLIEHHe Ha waHcoete (Odds Ratio, OR) 0,46 (95% AU 0,12 - 1,43); ITT nabop 3a aHanu3 npes
LeJIUA NMEPHOA HA MPOYYBAHETO CbC CPEAHA MPOABLIKHTETHOCT 66 NHH.

[TbpBHYHUAT pe3ynTar 3a 6€30MacCHOCT € ChCTaBHA OT 3HAYHTENHO ¥ KNTHHWYHO 3HaYHMO HErONAMO
kbpeene (K3HK). O6wo 16 (1,5%, 95% U 0,86% - 2,42%) cbOHTHA BL3IHHKBAT NIPH YHAaCTHHLH B
rpynata Ha egokcadan (N = 1067) n 11 (1,0%, 95% AN 0,51% - 1,81%) cuOuTHa B rpynaTa Ha BaphapHH
(N = 1082); cboTHouleHue Ha uiancoserte 1,48 (95% J1H 0,64 - 3,55); nabop 3a asanu3 3a 6e30nacHOCT
Nnpe3 Nepruoa Ha NEUYEHHE.

ToBa eKCNOPaTOPHO NPOYYBaHE MOKAa3Ba HUCKH HECTOTH Ha ronamo kbpeeHe H K3HK u
TpoMOoeMOONHA B ABETE MPYNH 3a JIEYEHHUE NPY YCIOBHATA Ha KapAHOBEPCHA,

[leanaTpruba nonyjauug

Be3zonacHocTTa, ehUKacHOCTTa, PapMaKoKHHeTHKaTa H apMakoAHHaMHKaTa Ha eaokcadaH npu
MeJHaTPHUHH YYaCTHULM OT paxaadeTo 10 |8-roauuma suipacT ¢ BTE v chpaeunn 3abonaBakns ¢ pHCK
OT TpOMOOTHUHH CbOUTHA ca OlieHeHH B ABe npoy4Baxud Ppasza 3, Hokusai VTE PEDIATRICS u
ENNOBLE-ATE (Bx. To4ka 4.2). OCHOBHOTO neauaTpHyHo npoyusane, Hokusai VTE

PEDIATRICS, e onucano no-gony.

OcxosHoTto npoyuBane (Hokusai VIE PEDIATRICS) e orkpuTo, paHaoMH3HPaHO, MHOTOUEHTPOBO,
KOHTPOJIHpaHo a3a 3 npoyyBaHe 3a OlEHKa Ha apMaKOKHHETHKaATa H papMaKkoJHHAMHKAaTa Ha
enokcaban ¥ 3a cpaBHeHHe Ha e(UKACHOCTTa M Be30NacHOCTTa Ha €/10kcabaH Che CTaHAApTHA
(KOHTPONHA rpyna) aHTUKOAry NAaUKMOHHA TEpAIHUs NPK NeAWaTPHYHH YYACTHHLUH OT PAXKIAHETO 10 MOA
18-rogHwiHa BBL3pacT ¢ NOTBLPAEHA BeHO3Ha Tpomboembonws (BTE). =
‘(.S\M Mo
[TwpsyuHaTa KpaliHa Touka 32 e MKaCHOCT € ChCTABHATA KpaHHa TOYKa — CHMNTOMAaTH 0.31*
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peLiMAMBHpaLLo BeHO3HO TpomboembonuuHo 3abonsBane, cMbpT B pesyatar oT BTE v 6e3 npoMaHa nau
yBelMYyaBaHe Ha TPOMOOTHUHUS TOBAp MO BPEME Ha ITbPBHA 3-MeCEUCH NEPHOJ (MIaHy BaHaTa
NPOABLIKUTENHOCT Ha JIEYEHHETO € oT 6 10 12 ceAMULIM 32 NeJHATPHYHH NAUHEHTH OT POXKAAHETO A0 NOA
6-MeceuHa BB3pAacT).

HNosute epokcadau, nanureaHy B npoyysaHeTo Hokusai VTE PEDIATRICS, ca onpenenenu cnopea

Bb3pACTTa M TeroTo. [loHHXkaBaHe Ha A03UTE Ce NMPEnophYBa Ha DaszaTa HA KIMHHYHY QaAKTOPH,
BKJIIOYHTENHO OB0peyHa GpyHKLHA U CbIbTCTBRALLA YNoTpeba Ha HHXubUTOpU Ha P-gp (Tabnuua 12).

Tab6auna 12: M3nnTeauu 1031 eqokcadan B npoyunareto Hokusai VTE PEDIATRICS

Bn3pacT KM AaTaTa TenecHo Terno Ho3a Ho3a (cycnen3us)® | HonsxaBane ua
HA CLIVIACHE (tabaerka)® nosarta®
12 no <18 roa. >60 kg 60 mg NA 45 mg
>30 u <60 kg 45 mg NA 30 mg
<5-4 nepceHTu 3a 30 mg NA NA
Bb3pacT
6 10 <12 ron. <60 kg; nozarae NA 1,2 mg/kg 0,8 mg/kg
onpeneaeHa Ha Oasa (MakcuMyM 45 mg) | (MakcHMYM 45 mg)
mg/kg
2 10 <6 ro. Ho3ara e onpeaenena | NA 1,4 mg/kg 0,7 mg/kg
Ha Oa3a mg/kg (MakcHuMyM 45 mg) | (MakcCHMyM 24 mg)
6 Meceuna ao <2 roa. Ho3zara e onpeaenena | NA 1,5 mg/kg 0,75 mg/kg
Ha 6aza mg/kg (MakcuMyMm 45 mg) | (MakcHuMyM 24 mg)
>28 nHu ao <6 meceua | Jlozara e onpeaencHa | NA 0,8 mg/kg 0,4 mg/kg
Ha Oaza mg/kg (MakcHMyM 12 mg) | (MakchmyM 6 mg)
Ot paxpaneTo Jo3ara e onpeaencHa j NA 0.4 mg/kg 0,4 mg/kg
(38 recraulHOHHH Ha 6aza mg/kg (MakcuMyMm 6 mg) (MakCUMyM 6 mg)
CEAMHILN) A0 <28 OHU

NA = HenpUJIOKUMO; rojl. = TOAHHH

® YyacTHAUNTE Ca HHCTPYKTHPAHU Aa npreMart eaokcaban (TabneTky WiM rpaHy/in) nepopanHo BeAHDBK
JIHEBHO, MO €AHO H CHIIO BPeME BCEKH AEH, ¢bC MK 0e3 XpaHa. TabnetkuTe TpsOBa Aa ce NOMTBILAT €
yauia BOJA.

® Ha 6azata Ha kidHHUHH GaKTOpH, BKIIOUNTENIHO ObOpeuHa hyHkUHa (yMepeHO-TeXKO ObOpeuHo
yBpEXKAAHE ¢ H3UHCNEHA CKOpOCT Ha rnomepyiiHa ¢untpauus (eGFR) 10-20, 20-35,

30-50 ml/min/1,73 m? 3a y4yacTHHLIH Ha Bb3pacT >4 # <8 ceamutn, >8 ceaAMuuM u <2 roinHy, >2 ¢

<12 roannn; eGFR 35-55 ml/min/1,73 m? 3a momuera >12 u <18 roaunu; n eGFR 30-50 ml/min/1,73 m?
32 MoMH4eTa >12 1 <18 roannn) u cenbTCTBaLA ynoTpeba Ha HHXHOHUTOPH Ha P-gp (Hanp.
LMKNOCTIOPHH, APOHEAAPOH, EPUTPOMUIIMH, KETOKOHA30I).

O06io 290 yuacTHHHH ca paHIOMH3UPAaHHK B Npoy4yeaHeto: 147 B rpynata Ha eiokcabad n 143 B
KOHTPOJIHATA IPyNa Ha CTaHJapPTHO JiedeHke, OT kONTo 286 yuacTHULIM NIpUeMaT Hal-Manko eAHa J03a OT
nexapctoTo no npoyusaHero (mITT); 145 yyacTHuuy B rpynata Ha epokcaban v 141 yyacTHAuK B
KOHTpoJiHaTa rpyna. [lpubnu3znrenHo nojsoBUHATa OT BCHYKH YYaCTHHLK ca MbXke (52,4 %) u
MHO3HHCTBOTO JIEKYBaHU YUacCTHUUH ca oT 64narta paca (177 [61,9 %] yuacTHuLM ). CpeaHoTo Terno ¢
45,35 kg, a CpeIHNAT MHAEKC Ha TenecHata Maca (BMI) e 20,4 kg/m’. O6wo 167 (58,4 %) yyacTHnuu ca
B koxoptaTta o1 12 10 <18 roaunu, 44 (15,4 %) yuacTHruM ca B KoxopTaTa oT 6 10 <12 roanuu,

31 (10,8 %) nauneHTH ca B KoXopTtaTa oT 2 10 <6 roauHu, 28 (9,8 %) yyacTHHLH ca B KOXOpTara oT

6 Meceua Ao <2 roauHy U 16 (5,6 %) yuyacTHUUM ca B Koxoprara ot 0 10 <6 mecewna. Obumo 28 (19,3 %)
Jeua B rpynara Ha eokcabaun 1 31 (22,0 %) aeua B KOHTpOAHATA rpyna UMAT aHAMHE3a 3a Heonn
BuasT Ha uHReKCHOTO cbOuTHE € JIBT ¢be unn 6e3 BE npu 125 (86,2 %) ot 145 aeua ot rpyn
eqoxkcaban n 121 (85,8 %) ot 141 geua B KOHTpoNAHATA rpynia, AOKATO NPH OCTAHANINTE CllyY
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(13,8%) B rpyitaTta Ha eaokcaban u 20 (14,2 %) B kontponnara rpyna — € bE 6e3 JIBT. Cnyuaure Ha IBT
Hali-yecTo ca Jiokanu3upaHu B aonkuTte kpaldHuuy (50 (34,5%) n 44 (31,2%) cnyyad B rpynure
ChOTBETHO Ha eaoKkcabaH W KOHTPOJIHATA rpyna), ropuuTe KpafiHuuu (22(15,2%) cnpamo 24 (17,0%)) n
nepeOpainus BeHoseH cuHyc (27 (18,6%) cnipsamo 21 (14,9%)).

KP 3a rpynaTa Ha eaokcalaH cnpaMo KOHTpOJIHATa rpyna Ha ctauaapTHo aededue € 1,01 (95 % [AN: 0,59
no 1,72). F'opnara rpannua Ha 95 %-ua AN (1,72) HanBHiliaBa NpeABAPUTENHO ONPE/EEHATa MPAHNLA 34
He mo-Masika euKacHocT ot 1,5, cieposateNHO He no-Mankara eUkacHOCT Ha enokcaban cnpamo
CTAHAAPTHO JIeYEHUE He € NoTBbpAcHa (Bx. Tabanua 13). ‘

TaGauna 13: Mpenenena KoOMOHHHPAHA NMbPBHYHA KpaiiHa TouKa 32 epukacHocT — OcHoBeH
nepuoa Ha JedeHue (Habop 3a anaan3 na miTT)

Ezoxkcalan Cranaaprna rpuxa
(N =145) (N = 141)
Y4yacTHULM cbC cbOnTHA (N, %) 26 (17,9) 31(22,0)
CumnroMaruuna peunausupauwa BTE (n, %) 534 2(1,4)
BE che nnn 6e3 [ABT (n, %) 0 1(0,7)
Jletanna BE (n, %) 0 0
Heneranua bE (n, %) 0 1(0,7)
Camo IBT (n, %) 5(3,4) 1(0,7)
Jletanna [IBT (n, %) 0 0
Heneranuna JIBT (n, %) 4(2,8) 0
HeobacHuma cMBPT, NpU KOATO HE MOXKE 12 1(0,7) 1(0,7)
ce n3kaoud BTE (n, %)
be3 npoMaHa HIH YBEIHYaBaHE HA 21 (14,5) 29 (20,6)
TpoMBOTHUHRA TOBAD Ha Oa3zaTta Ha
obpasHu yicaeasadua (n, %)
KoeduuneHT Ha pUck® 1,01 -
2-ctpaHed 95% JIU 3a koedpuumMenta Ha pUcKa (0,59, 1,72) -

IIN = noseputenen untepean; [IBT = ppnboka BeHoszHa TpoMbo3a; mITT = moauduuupauna ITT
nonyhauus; BE = 6enogpobua embonusa; BTE = Beno3na Tpomboembonus.

* KoedHLMEHT HA PHCK eJ0KcabaH cnpaAMOo CTaHAapTHO JICYEHHE.

Benexka: OueHeHaTa CbCTaBHA IIbPBHYHA KpaliHa TOYKa 32 ePHKACHOCT BKJIIOYBA CHMIITOMATHYHA
peunaueupama BTE, cmbpt B pesyatat ot BTE 1 6e3 npomsaHa HIlH yBenH4aBaHe Ha TPOMOOTHYUHNAS
ToBap Ha 6azaTa Ha oOpa3HH H3Cc/ieABAHUA.

Benexka: OcHOBeH NEpHOL Ha ledyeHHe ce AehUHNpa KaTO NepHoaa oT paHaoMu3auuaTa 1o Busnrara Ha
Meceu 3 + 3 aun. 3

[TLpBHYHaTa KpaliHa To4Ka 3a 6e30nacHOCT € koMOHHaLKNA OT ronamo kbpeeHe 1 CRNM cuOnTHa Ha
KbpBEHE, Bb3HHKBALM N0 BpeMe Ha OCHOBHHA NEPHOJ Ha JieueHne (3 Meceua + 3 ahu).

Pesynratute 3a 6e30NacHOCT ca CPaBHUMH MEX Y MPYNUTE Ha e10KCabaH U Ha CTAHAAPTHO JIEHEHHE,
O6uio 3 (2,1 %) yuacTHHLH B rpynara Ha eaokcadan H 5 (3,5 %) y4acTHULM B rpynara Ha CTaHJapTHO
NeveHue noayyasar Hai-Manko | oueHeH NnoTBbpAeH enu3o Ha rojsimo kbpeeHe 1 CRNM cubutue no
BpEME Ha OCHOBHMA NEPHOJ Ha JleueHHe U B xoJa Ha aeueHueto [KP (95 % JIN): 0,60 (0,139; 2,597)].

5.2 dapMaKOKHHETHMHH cBOHCTBA

Abcopbums
EnokcaGaH ce aGcopbupa ¢ MaxCHManHH Na3MeHH KOHUEHTPaUrMK B paMKHTe Ha 1-2 vaca crel

NepopanHo npuiokeHue Ha eaokcadban Tabnerku. AbGconoTHaTa GHOHATHYHOCT € NPUOAHIWTENHO 6
Xpanara yseaHuaBa MaKCHMAJIHATa €KCMO3HLNA B Pa3MUHa CTENEH, HO MMA MUHHMAJNIEH edekT
obwara exkcnosuuma. Enokcaban e npunaras ¢be unu 6e3 xpava npu npoyusanuata ENGAGE
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48 u Hokusai-VTE, kakto 1 B neaHaTpAHHHUTE NPOYyUBAHHUAT 3a euKacHOCT U Be3onacHocT. Exokcaban e
¢ HHcKa pa3TBopuMocT npH pH ot 6,0 unu no-sucoko. EAHOBpeMEHHOTO NpHIIOKEHHE ¢ HHXHOHTOPH Ha
IPOTOHHATA MIOMNA HAMA 3HAYMMO BIIHAHHE BbpXY €KCMO3HIMATA HA €0KCabaH. |

B eaxo npoyusaue ¢ 30 3apaBn nobpoeonun ctofiHocTUTe M Ha cpeaHata AUC, u Ha Cmax npu
nepopaiHo npunoxeHue Ha 60 mg enoxcaban noa popmara Ha pasTpolieHa Tabnerka, CMeceH ¢
sOBIKOBO NMIOPE, UK MOCPEACTBOM Ha3oracTpanHa COHJIa, CYCNEHAMPaH BbB BOAA, NOKAa3BaT
OMOEKBUBANIEHTHOCT ¢ HHTakTHATa Tabnetka. Imaiiky npensua npeiBHRHMHA, TPONOPLIHOHANIECH Ha
no3ara GpapMaKkokUHeTHYEH Mpogun Ha eaokcadal, pe3yITaTHTE 3a ONOHANMYHOCT OT TOBa NPOYy4YBaHe
BEPOATHO 1€ Ca NPUIOKHUMH H TIPH NMO-HHMCKH AO3H e0KcabaH.

PasnpeaencHue

Paanpenenenunero e apyda3opo. O6eMbT Ha pasnpedenenue e 107 (19,9) | [cpeano (cTanaapTho
oTknoHenue, CO)]. Crpp3saHeTo € TUIA3MEHHTE MPOTEHHH In vitro € npubansnrento 55%. Hama HukakBo
KUIMHUYHO 3HAYMMO KYMYJiHpaHe Ha eqokcabaH (OTHOLIEHME Ha KyMynupaHe |,14) npy npunoxeHue

BeIHBX JHEBHO. KOHLEHTpaunnTe B CTALMOHAPHO CHCTORHUE C€ JOCTHIAT B paMKHTE Ha 3 HH.

Bnotpancdopmauus

HenpoMenennsaT eiokcabaH e ocHoBHaTa ¢opmMa B miamara. Enokcaban ce metabonusupa upes
Xxuaponusa (Meauupana ot kapbokcunectepasa 1), kontorupane uiu okuciaenne ot CYP3A4/5 (< 10%).
Enokcaban WMa TpH akTHBHH MeTabonuTta, ocHoBHHAT MeTabonut (M-4), obpazyBaH upe3 XHAPOIH3a, €
aKTUBEH M Joctura no-mManko ot 10% oT ekcno3vuMsaTa Ha H3X0AHOTO BEINECTBO NPH 3/1paBH JTHLA.
Excno3uiuuaTa Ha ocTaHannte MeTtabonuTh e no-Manko ot 5%. Exokcaban e cyberpar 3a euiykcHus
TpaHcnopTeH OenTbk P-rnukonportens (P-gp), HO He e cyOCTparT 3a 3axBailalliiTe TPAHCTIOPTHH NPOTEHHH
KaTO TPAaHCMOPTHUA NOMUNENTH] 3a oprarnudy auuoHd OATPIBI, tpancnoprepuTe 3a opraHuyHK
aunonn OAT1 win OAT3 wiu TpancnopTepa 3a opranudiy kaTHoHH OCT2. HeroBuaT akTuBeH

meTabonur e cyberpar 3a OATPIBI.

EnuMuHKpaHe -
[Tpu 3apaByn nHua OOLIMAT KIHPBHC ¢ U3uHcnaBa Ha 22 (+ 3) l/uac karo 50% ce ouncTsar npes

onopeunTe (11 I/vac). Ha 6n0peununa kiupsHe ce nagat npubansutendo 35% ot npunoxenara aosa. Ha
mMetabonu3Ma u GunnapHara/MHTECTHHANHATA eXCKPELHs ce Naja OCTaHANNAT KIUPBHC. by, 38
nepopanHoto npunoxerue ¢ 10-14 yaca.

JlnHeliHOCT/HENHHERHOCT
Enokcaban nokassa npubnu3uTeNHO NPONOPLHOHAHA HA 103aTa (papMaKOKHHETHKA B JO30B AHana3oH

oT 15 mg no 60 mg npu 3apaBH nHLA.

CneunanHu nonyaauuu
Cmapuecka ev3pacm

Cnepn kaTo ce B3eMar npeasua 6ubpeutarta pyHKUHS H TENECHOTO TETN0, BL3PacTTa HAMa HHKAKLB
JOMBJIHATENECH KIHHHYHO 3HAYMM eeKT Bbpxy GapMaKkoKMHeTHKaTa Ha egokcaban npH nonynalHoHEH
dapMakoKHHETHUEH aHaNKu3 Ha oCHOBHOTO (a3a 3 npoyusade npy HKIIM (ENGAGE AF-TIMI 48).

bvopeuno yapeoicoane
[Mnazmennte AUC 32 yuacthuum ¢ nexa (CrCL > 50-80 ml/min), ymepeno texka (CrCL 30-50 ml/min) u
Texka creneH (CrCL < 30 ml/min, Ho He Ha nHanu3a) Ha 6bOpevYHO YBpEKAaHe ce NMOBHLIABAT ChC
cbOTBETHO 32%, 74% u 72% cnpamo nuua ¢ Hopmaika 6s0pevna gynkuus. [pn naumeHTH ¢ 6B6peuHo
yBpexaHe MeTaboJUTHHAT Npodu ce NpoMeHs N ce 00pa3yBa No-roiaaMo KOJIHYECTBO akKTH

MeTaDONUTH.

ChluecTByBa JHHEIHO CbOTHOWIEHHE MEX Y NJla3MeHaTa KOHLEHTPALHA Ha eRoKcad
aKTHBHOCTTA He3aBMCHMO OT ObOpeyHaTa (hyHKLHA.
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[TaunentuTe ¢ TEH Ha neputoneanna ananuza umat 93% no-BHcoka o0L1a €KCNO3ULUHA B CPABHEHHE ChC

3JIpaBH JIHLA.

[Tonynaunonnoro MK MoaenupaHe nokassa, 4e eKCro3uuuara npuﬁmﬁnTenHD ce yJ1IBOsiBa IpH

naMeHTH ¢ Texko 6bopeuno yspexaane (CrCl 15-29 ml/min) B cpaBHeHHE € NAUWEHTH C HOPMaJiHa

ObOpeuHa pyHKIHS.

Tabnuua 14 no-nony nokassa aHTu-pakTop Xa akTHBHOCTTA Ha efokcaban no kareropus CrCL 3a Besako

MOoKa3aHHe.

Tabaunna 14: AuTn-Xa aKTHBHOCT HA ¢10KCA0aH M0 KPEATHHHHOB KJIHPBHC

Jlo3a enokcadan

CrCL
(ml/min)

AHTH-FXa aKTHBHOCT HA
e10KCcaA0aAH cJ1e1 103aTa

AHTH-FXa aKTHBHOCT HA
eI0KCADaAH npe/H 103aTa

(IU/ml)’ (IU/ml)?
Menuana [ananazon 2,5 — 97,5%]
[TpodunakTuka Ha MHCYAT U cHcTeMHa emOonus: HKITM
30 mg BeaHBbx) JAHeBHO > 30 10 <50 2,92 0,53
[0,33 — 5,88] [0,11 — 2,06]
60 mg BeJHbK JHEBHO > 50 1o < 70 452 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 1o <110 3,82 0,60
[0,36 — 7,39] 0,14 — 3,57]
> 110 no < 130 3,16 0,41
[0,28 — 6,71] [0,15-1,51]
> 130 2,76 0.45
[0,12 — 6,10] [0,00 — 3,10]

Jleuenue Ha JIBT, nevyenue Ha bE u npodunakruka va peunausupain BT n bE (BTE)

30 mg BeaHbx) AHEBHO P 30 10 < 50 2,21 0,22
0,14 — 4,47] 10,00 — 1,09]

60 mg BeaHBXK AHEBHO P> 50 10 < 70 342 0.34
[0,19 — 6,13] 10,00 — 3,10]

> 70 1o <90 2,97 0,24
[0,24 — 5,82] [0,00 - 1,77]

> 090 n0<110 2,82 0,20
(0,14 — 5,31] [0,00 —2,52]

> 110 no < 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]

‘TlonnkaBane Ha jo3arta 10 30 mg 3a HUCKO TellecHO Tero < 60 kg uiu cneundpuyHmu e THOBPEMEHHO

npujaaraii HHXHoOuTopu Ha P-rnukonporenH (P-gp)
' .Cnen no3ara™ e ekBuBaeHTHO Ha Cpa (MpoOuTe 3a ,.clien no3ara™ ca B3eTH | — 3 yaca cien

[MPUJIOKEHUETO HA €10KcadaH )
> Jlpenn noszara™ e ekBuBaneHTHO Ha Cpip

Bbrpekn ve jeyeHneTo ¢ e1okcabal He H3HCKBA Py THHHO HaOJIK0IeHHE, €(PEKTBT BbPXY '"“\\
r Y
AHTHKOAryJjauuara MOXKe J1a C€ Oonpee]ii nmocpeacrtsomM K::’LI]HD[JH[JHH TECT 34 KOJIHHECTBECH peﬂt‘:ﬂﬂi{e, 3
Ha aHTH(AKTOP Xa, KOETO MOJKE /1a € MO0Je3HO B H3BbHPEAHHU CHTYALIMH, KOraTo th]mpMa fa}aq A s -g.-:;.i,&_ N
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EKCTNO3HUHATA Ha €A0kcabaH Moxe Aa MOMOrHe 3a B3eMaHe Ha HHPOPMHUPAHH KIHHHYHHU pellieHuA,
HanpuMep NPeAO3NPAHE U CNeLHa XHPYPruyHa HHTEPBEHLMA (BXK. CbILO TOYKA 4.4).

Enna 4-4yacora xeMoaHaIu3Ha ceCHS NOHHXKaBa OOLNTE eXCNO3HUHY Ha e10Kca0daH ¢ Mo-Mako oT 9%.

Yepnoopobno yspedcoarne
[laureHTHTE C JIEKA UIIH YMEPEHO TEXKA CTENEH Ha YepHOAPOOHO yBpexKAaHe NOKA3BaT CPABHUMH
hapMakOKHHETHKA H HapMAKOAWHAMHKA CbC CHOTBETHATA KM KOHTPO/HA IPyNa ChC 3APaBH A00POBOIILIH.
Enokcaban He e Mpoy4yBaH NPpH NALUEHTH C TEXKA CTEMEH Ha 4epHOApoOHO yBpexaaHe (Bx. Touka 4.2).

f
Ilon
Cnen kaTo ce HMa NPeABHA TENECHOTO Tero, NOIbT HAMA JOMbAHHTENEH KIHHHYHO 3HAYUM eeKT BLPXY
dapMaKoKUHETHKATa Ha eaokcabaH npu nonynauydoHeH gapMakoKHHETHYEH aHaKu3 Ha ¢aza 3
npoyuBaneTo npu HKIIM (ENGAGE AF-TIMI 48).

Emuuvyecrxu npousxoo
[lpu nonynauuoHeH ¢papmakoknHeTH4eH aHanus B npoyuBaHero ENGAGE AF-TIMI, 48 Mmakcumannara
B 0011aTa eKCMO3ULUA NPH MALKEHTH OT a3HATCKH K HE-a3UATCKHU NPOX3X0] ¢a CpaBHHMH.

Ieduampuuna nonyaayus

dapmakoknHeTHKaTa Ha ef1okcabaH e oueHeHa npu 208 neaAWaTpUYHH YUYaCTHHLH B 3 KIMHWYHY
npoyusanua (Hokusai VTE PEDIATRICS, ENNOBLE-ATE u ®K/QJ] npoyuBane ¢ eaMHHYHA N034),
KaToO € U3N0J3BaH nonyinaunoHeH gapmakoknnerHued (PopPK) mMoaen. @apMakOKUHETHYHHTE RAHHK OT
141 negnarpuunn yvactHuum B Hokusai VTE PEDIATRICS u ENNOBLE-ATE ca Bkitouenn B PopPK
aHanu3a. Excno3uuuaTa Ha enokcabal npy neauaTpUUHUTE YUYACTHULIM € 001140 B3ETO B AWaANa3oHa Ha
eKCNo3UuliuuTe, HAabMKAABAHH NPH Bb3PAaCTHH NMauneHTH, HO uma 20-30 % no-HUCKa eKCNo3ULLUA NPH
FOHOILIM Ha Bb3pacT oT 12 go <18 roauHu B CpaBHEHHUE C BL3PACTHH, KOUTO MOyyaBar €10kcaban
tabnetkn ot 60 mg. B Hokusai VTE PEDIATRICS n ENNOBLE-ATE nabniopasanuTe cpeaHo
reOMeTPHYHH Hall-HHCKH €KCNO3HLMK Ha eaokcadaH B neauarpHyHara nonynauus ca 7,8 ng/ml npu
YHacTHHIK Ha BB3pacT oT ( 1o <6 meceua (N = 10), 8,6 ng/ml npn y4acTHNLM Ha BB3pacT OT 6 Mecela 10
<2 roandu (N = 19), 7,4 ng/ml npu yyactHuu Ha Bb3pacT ot 2 10 <6 roaunu (N = 37), 13,7 ng/ml npw
YYACTHHIM Ha Bb3pacT OT 6 Jio <I2 roauHu (N = 37) u 10,8 ng/ml npu yuacTHULUM Ha BB3pacT oT 12 no
<18 roogunu (N = 39).

Tenecno meano
[Ipu monynaunoHeH gapmMakoknHeTH4eH aHanu3 Ha npoy4BaHeTo ENGAGE AF-TIMI 48 npu HKIIM

Cmax U AUC npu nauyeHTHTe ¢ MeIMaHa Ha HUCKO TEeNeCHO Terno (55 kg) ca noBHILEHH CbC CbOTBETHO
40% n 13% B CpaBHEHHE C NALUEHTHTE ¢ MeAHaHa Ha BHCOKO TesiecHO Terno (84 xg). [lpu ¢asza 3
KNHHHYHBTe npoy4uBaHHua (kakto npu nokasanue HKIIM, taka u npu BTE) nauHeHTHTE ¢ TenecHo Terno
< 60 kg umat 50% noHvxeHHe Ha no3aTa Ha efokcadaH M MMAT CX0AHA ePHKACHOCT .M MO-MAJIKO Cly4aH
Ha KbpPBEHE B CpPABHECHHE C BapdapHH.

Bpb3ka(K) dapMakokHHeTHKA-hapMaKoAUHAMKUKA

[Tokazatenute PT, INR, aPTT u antu-FXa kopenupar JnHelHO ¢ KOHUEHTpaLUKUHTEe Ha eaokcaban npH
Bb3pacTHU. HabmonasaHa e cbill0o NMHEHHA Kopenauud Mex1y aHTH-FXa akTHBHOCTTa Y NJIa3MEHUTE
KOHUEHTpaLKHi Ha eaokcabaH NpH neauaTpUYHH NAUHEHTH OT paXkaaHeTo 4o | 8-roanwHa Bb3pacT.
Kato usano spb3xute GPK-OJI ca noaobun Mexay NeAHATPHYHHTE MAUHEHTH OT PAXKAAHETO J0
18-roguuina Bo3pacT M Bu3pacTHHTE nauueHTd ¢ BTE. Bapuabunnocrra Ha @] obaue nopaxna
3HAUHTEIHA HECUTI'YPHOCT NPH OLICHKATA HA Ta3d Bpb3Ka.

5.3 TlpeaKAHHHYTHH JaHHH 33 He300aCHOCT

HeknuHHuyHHTE JaHHM HE MOKa3BaT 0CO0EH PUCK 3a XopaTa Ha §a3aTa Ha KOHBEHLHOHA
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papMakoNOrH4HH APOYUuBaHUA 3a 6€30NaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPUIOKEHHE,
reHOTOKCHYHOCT, KAPUHWHOTEHEH NOTEHUHAN UITH GOTOTOKCHYHOCT.

Penpodykmuena moxCcukonroous _
EnoxcabaH noka3Ba BarMHanHu X€MOparuy NpH no-BUCOKH 03H NPH MIbXOBE H 3aillH, HO HAMA HUKAKBH
epekTH BbPXY PEMPOAYKTHBHHTE CMOCOOHOCTH HA BB3PACTHHTE IIbXOBE.

[Tpu nibXxoBe He ce HabmoAaBaT HHKAKBH €PEKTH BbPXY MBIKKHA W KEHCKHS PEPTHIHTET.

B penpoayKTHBHHTE NPOYUBAHUA BbPXY XKHBOTHH, 3alilMTE NOKA3BAT MOBHILEHA Y€CTOTA HA BapHaliMM Ha
KNBYHHA Mexyp B aozuposka oT 200 mg/kg, koATo € NpudAN3UTENHO 65 NbTH MAKCHMANHATA
npenopbpuHTenHa aoza npu xopa (MIJIX) or 60 mg/aeH 813 ocHOBa Ha 0oOIAaTa TeNnecHa NOBbPXHOCT B
mg/m’. HabmoJaga ce NoBHILEHA YECTOTA HA MOCTUMIINIAHTALMOHHH 3aryOH, CbOTBETHO MPH NITbXOBE
npu noza 300 mg/kg/nen (npudausurento 49 nvtu MITAX) n npu 3ailum npy go3a 200 mg/kg/nex
(npubausurenHo 65 nvty MIIX).

EnoxcabaH ce eKCKpeTHpa B KbpMaTa Ha JakTHPALLH MIbXOBe.

QueHka Ha ekosoruyHug puck (OEP)
AKTHBHOTO BEILIECTBO eJokcabaH TO3uNaT nepcucTHpa B OKOJIHATA cpeia (33 yKa3aHUs 34 U3XBbPIIHE BX.

To4ka 6.6).

6. OAPMALLEBTHYHH JAHHH
6.1 ChnuchbK HA NOMOLIIHHTE BelleCTBA

Aapo va Tabnerkara:
Jlakro3a MOHOXHApAT
Kpockapmesnosa HaTpui
XHApOKCHNIPONKHIILENY103a
Marydesuen creapar

OUIMOBO NOKPUTHE:

Exkcabnok 15 mg duamupany TabreTku
Xnunpomenosa (E464)

Kanuuer kapbonar (E170)

Makporon (MW 8000) (E1521)

Tank (ES53b)

Xbar xeneszen okcun (E172)

UepseH xeneseH okcua (E172)

Excabnok 30 mg ¢punmupanu tabnerTku
Xunpomenosa (E464)

Kanuues kapbounar (E170)

Makporon (MW 8000) (E1521)

Tank (E5353b)

Yepaen xenesen okena (E172)

Excabnok 60 mg ¢puaMupany tabneTku —
XunpomMmenosa (E464)

Kanuues kapbonat (E170)
Maxkporon (MW 8000) (E1521)
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Tank (E553b)
Xbar xeneszed okcua (E172)

6.2 HechLBMECTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHocT

2 roAUHH

6.4 Chnenus/HH yC10BHS HA CHXPaHeHHe

To3u nekapcTBeH MPOAYKT HE H3UCKBA CIIEUHANHH YCIOBHA Ha CbXPAaHEHHE

6.5 Bunau cbAbLpKaHHE HA ONAKOBKATA

Excabnox 15 mg dunamMupann 1abnerky

- PVC/PVDC anymunnii unu OPA/anymuuuit//PVC/anyMuHuii bnucrepu B KApTOHEHH OMaKOBKH MO
10 dpuamupany TabneTku.

- PVC/PVDC anymuunii unu OPA/anymuuuit//PVC/anyMunuii nepopupanu O1UcTEpH ¢ CAMHUYHY
J1034 B KapToHeHH KyTHH ¢ 10 x |1 ¢unmMupann Tabnetkn.

- HDPE 6yThnku cbe 3aimTeHa ot aeua PP kanauka Ha BUHT, ceabpxawa 100 dunmupanu tabaetku.

Excabnok 30 mg duamupanu rabaerTky

- PVC/PVDC anymuunii unu OPA/anymuunii/PVC/anymuauii Gnuctepy B KapTOHEHH onakoexy no 10,
28, 30, 100 n 105 punamupanun TadneTKH.

- PVC/PVDC anymuunit unu OPA/anyMmuuuil//PVC/anymunnii nepdopupany 6anctepy ¢ eAMHHYHM
1034 B kapToHeHH KyTHH ¢ 10 x 1,28 x 1, 30 x 1, 98 x 1 ¢uamupanu tabnetku.

- HDPE 6yTHaky cbe 3atiuTeHa ot aeua PP kanayka #Ha BHHT, cbabpxaiua 100 u 120 punmupaHu
TabIeTKH.

Excabnok 60 mg duamupany tabaetky

- PVC/PVDC anymuunii unu OPA/anymuunit//PVC/anymMuunit O1ucTepy B KApTOHEHH 0oNakoBkK no 10,
28, 30, 100 n 105 dnamupanu tabneTky.

- PVC/PVDC anymnuuit unu OPA/anymMnauit//PVC/anymuuukii nepdoprpaHy OMUCTEpH ¢ €ANHKYHH
no34 B kapToHenu Kyt ¢ 10 x 1,28 x 1, 30x 1, 98 x 1 puamupanu Tabnerku.

- HDPE OyTuiku cbe 3aiutena ot aeua PP kanauka Ha BUHT, coabpxaia 100 v 120 punmupann
TabNeTKH.

He BcHuky BHAOBE OMNAKOBKH Morar Aa ObjaT NyCcHATH Ha na3apa.

6.6 ChnenHalHH nNpeaANa3HH MePKH NPH HIXBLP.AAHE H pabora

HensnonisaHuaT NekapcTBEH NPOAYKT HIW OTNAABYHHTE MaTepHali OT Hero TpadBa f4a ce U3XBbPIAT B
CbOTBETCTBHE C MECTHHTE H3UCKBAHMNA.

EHTEpaJHO XpaHeHe
Exkcabnok Moxe 71a ce HaTpoluH ¥ cycnenanpa B 60 ml Boaa W aa ce NpunoXu npe3 HazoracTpaiHa COHAA
HIM COHAA 33 CTOMALLHO XpaHere (CUIIMKOHOBA, NOJNYPETAHOBA HITH NOJHBHHHAXIIOPHAHA TPBO
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7. NPUTEXATEJI HA PASPEUIEHUETO 3A YIIOTPEBA
Tesa ®apma EAJ]
ya. Jlroba Bennukosa™ Ne 9

1407 Codus,
bbarapus

8. HOMEP(A) HA PAZPEILEHHETO 3A YIIOTPEBA
Excabnok 15 mg Per. Ne 20250077

Excabnok 30 mg Per. Ne 20250078
Excabnok 60 mg Per. Ne 20250079

9. JATA HA ITBPBO PAZPELUABAHE/TIOJHOBABAHE HA PAZPEIIIEHHETO 3A
YIIOTPEDBA

JlaTa Ha nbpBO paspewasane: 28.02.2025 r

10, JATA HA AKTYAJIN3UPAHE HA TEKCTA
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