KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JIEKAPCTBEHHA IMTPOAYKT
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Excabnok 30 mg ¢puamupanu TabdieTku

Exablok 30 mg film-coated tablets Paspewenue

anne. 7233527 180 M

Excabnok 60 mg duamupanu tadbnetku
iOf?Gu*? IO IW osoiisiisansibisaisnaiad onss
Exablok 60 mg film-coated tablets e e
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Z. KAYECTBEH U KOJIMUECTBEH CbCTAB

Excabnok 15 mg dunmupanu TabjieTKu
Besika punmupana tabsieTka cbabpxka eagokcadan Tozunat MoHoxuapart (edoxaban tosilate monohydrate),

eKkBUBaJieHTeH Ha 15 mg enokcaban (edoxaban).

[omowno eewgecmaso ¢ uzgecmuo oeucmeue.
Beska dunmupana rabnerka cbabpka 63,69 mg nakrosa (Karo MOHOXH/paAT)

Excabnok 30 mg duamupanu TadaeTku
Besaka punmupana tabneTka cbabpika eokcadan Tozunar MoHoxuapar (edoxaban tosilate monohydrate),

ekBuBaJieHTeH Ha 30 mg enokcadan (edoxaban).

Iomowno eewgecmso ¢ u3ecmuo oeucmeaue.
Beska punmupana tabnerka cpabpka 127,39 mg nakro3a (KaTo MOHOXH/ApAT)

Excadbnok 60 mg duamMupanu TabJIeTKH
Besika ¢punmupana tabnerka cbabpika eaokcadan to3unat MoHoxuapar (edoxaban tosilate monohydrate),

ekBHBajieHTeH Ha 60 mg enokcadban (edoxaban).

[Tomowno eewyecmao ¢ u3Becmuo oeucmaeue.
Bceska punmupana rabnerka cbabpka 254,77 mg nakro3a (KaTo MOHOXH/Ipar)

3a NBbJIHUA CMHCHK Ha NOMOLIIHUTE BelllecTBA BUKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

®unmupana tabaeTka

Excabnok 15 mg duamupanu tabdieTku
CBeT/ioOpaHkKeBH, KpbIyK (pUIAMHpaHH TabneTKH (¢ anaMeTbp npubausurento 6,4 mm) ¢ BAILOHATO

penedHo o3HayeHue "15" OT eAHATa CTpaHa M r1aJku OT JApyrara cTpaHa.

Excabnok 30 mg ¢uamMupanu TabneTku

Po3oBH, kpbriu puamMupanu TadneTku (¢ AHaMeTbp NpuOAH3HTENHO 8,5 mm) ¢ BB H@i\? x";x
e " . \
o3HadyeHue “307 OT eaHaTa CTpaHa U ¢ JIeJIMTE/IHA YepTa OT Apyrara cTpaHa. / » Ry 2\
Jlenutennara yepra e npejHasHayeHa Ja pasjenu tabserkara Ha 1B€ paBHH J03H. ;«;;*#ﬁ"%‘ ¥ L |
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Excabnok 60 mg ¢puamupany rabnerky
XKbaTH, KpbIH dhHIMHpaHH TabneTku (¢ AnaMersp npubnusutento 10,5 mm) ¢ BanbOHaTO penedHo

Oo3HaueHue “60” oT eaHaTa CTpaHa H I'MaJKHA OT Apyrara CTpaHa.

4. KJUHHUYHH JAHHHA
4.1 TepaneBTHYHH NOKA3AHHS

Excabiok € nokasas 3a NpogHNakTHKa Ha MHCYNT B CUCTEMHA eMOOIHA NPH BB3PACTHH MAUHEHTH C
HeknanHo npeacspaHo MuxaeHe (HKTIM), ¢ eauH nay noseve puckoBH GakTopy Karo 3acrolina
CbpJEeYHAa HEIOCTaTHYHOCT, XUNEPTOHNS, BB3pacT > 75 roJuHH, 3aXapeH Anader, npealecTBaIl HHCYIT
HJIM TPaH3UTOpHA HCXeMUYHa ataka (THA). |

Excabnok e nokasaH 3a JeueHne Ha qpn6oka BeHozHa TpoMbo3a (IIBT), 6enoapobna embonns (bE) m 3a
npopunaktika Ha peunansupauin JIBT u BE npu se3pacTuu (BX. Touka 4.4 3a XeMOAHHAMHYHO
HecTabunHu nauueHTH ¢ bE).

4.2 [Jo3HpOBKA H HAYHH HA NPHI0KEHHRE

O3HPOBKA

Tpogunaxmuxa na uncyam u cucmemna eméonusn
[TpenoppunTenHara ao3a ¢ 60 mg enoxcadaH BEAHDLX JHEBHO.
Jleyenuero ¢ enoxkcaban npu nauneHTH ¢ HKIIM 1psibpa aa Obae NpoabmHKHTENHO.

Jevenue na BT, aevenue na BE u npogruraxmuxa na peyuousupawu /IBT u bE (8enosna
mpomboembonusn, BTE)

[TpenopwrunTEnHaTa A03a € 60 mg eaokcabaH BEAHbK JHEBHO C/le/l TbPBOHAYANHA ynoTpeda Ha
mapeHTepaleH aHTUKOAryJIaHT 3a MoHe 5 AHH (BK. Touka 3.1). Enokcaban u TbPBOHAYANHHAT
mapeHTepaneH aHTUKOAryJaHT He TpA0Ba Aa ce mpuiaraT e AHOBPEMEHHO.

[MpoasmkUTENHOCTTA Ha TepanuaTa 3a neyeHue Ha JIBT u BE (BTE) 1 3a npodunakTika Ha
peanauBHpania BTE, Tpabea na Obae onpeneneHa HHAWBHAYAIHO Cjie]l BHUMATETHA MPELICHKA Ha
Nnon3aTa OT JEYEHHETO CPAMO PHCKA OT KbpBeHe (Bxk. Touka 4.4). KpaTtkaTa NpoIb/DKHTENHOCT HA
TepanusaTa (Haii-manko 3 Meceua) TpabBa Na ce OCHOBABA HA PEXOAHHU PUCKOBH (PaKTOpH (HAnp.
CKOPOLIHA XHPYPru4yHa HamMeca, TpaBMa, UMODHITH3MpaHe), a 10-ToJ1IMaTa POabKHTENHOCT TpAOBa Ja
ce OCHOBaBa Ha MOCTOSHHH pHCKOBH dakTopu Unu uaknonatnyHd JABT unu BE.

3a HKIIM u BTE npenopwuutennara ao3a ¢ 30 mg eqokcadbad BeAHLK NHEBHO NPH NMALHEHTH C €ANH
HJIH NTOBEYE OT CJICAHHTE KIHHHUHH (PAaKTODH:

. yMEpeHa MM TeXKa cTeneH Ha Op6peuro yspexaane (kpeatHHHHOB KIMpBHC (CrCL)
15-50 ml/min)
. HHCKO TenecHo terno < 60 kg
. eqHOBpeMeHHa ynoTpeba Ha cieaHuTe HHXHOHTOPH Ha P-raukonporenH (P-gp): uMknocnopns,

JPOHENAPOH, EPUTPOMHULIUH. HIH KETOKOHA30JI.
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Taﬁ.mmal 1: O60061menne Ha ao3upokarta npu HKIIM » BTE (IBT n bE)

[penopbunTenHa A03a _ 50 mg enokcabaH BEIHbXK JHEBHO

" OGoSuiens NACOKE 32 AOINpaNe

[penoprKa 3a N03ATA 34 NAUMEHTH ¢ ¢IHH HH TIOBeYe OT CHSAHNTE KIMHHYHY aKTopH:

bpOpevHo yBpexnaHe

YMeperno mexcko unu mexcko
WCrCL 15-50 mi/min)

Hucko TenecHo Terjno

<60kg | 0 mg enoxcabaH BeHbK JHEBHO

-I;I-Hxﬂﬁu'mpﬁa P-gp

[ {uxnocnopun, OpoHeoapoH,
lepumpoMUYUH, KEMOKOHA30A

IIponycnama o0osa

AKo ce TIpornycHe a03a eaokcaban, njo3ata TpsaOBa na ce npHeMe He3abaBHO W CNIEA TOBA HA CleABaIlKA
ACH Ja ce MPOABIKH ¢ eHOKpAaTEH JHEBEH NMPHEM, KakTo ce nmpenopbyea. [auueHTsT HE TpAOBa A2
npyHema ABoHiHA Ha NpeANnUcaHaTa 1033 B €IMH H Cblll JeH, 3a 1a HABaKca MpomycHara Ao3a.

IIpemunasane xem u om eooxcaban
[IpoasaxaBaHeTO Ha AHTHKOAryJlaHTHaTa Tepanus € BaxHo npy naunentu ¢ HKIIM u BTE. Moxe na
MMa CJiyuaH, KOMTO Halarat NpoMsHa Ha aHTHKoarylaHTHaTa Tepanus (Tabnuua 2).

Ta6auna 2: [Ipomsna na anTakoaryaanTHaTa repanaaTa npn HKIIM u BTE (BT n BE)

T T R |

Or Ha IIpenopuka
AHTAroHHCT Ha Enoxcaban Ja ce cnipe ABK u aa ce sanoune eaokcaban, koraro
suTamMiH K (ABK) MEeXAYy HApOAHOTO HOPMANTU3MPaHO ChOTHOLIEHHE
| _ (INR)e<2,5.

[1epopanuu

AHTHKOAryJaHTH, Ha ce cripe naburaTtpas, puapokcadan unn anukcadax

paznuynyn ot ABK | Enokcaban H [Ia ce 3an0o4He €10KkcabaH mo BpeMeTo 3a cieaBailara

* naburarpan 1034 OT NMepopaJHHA AaHTHKOAryJIaHT (BX. TO4Ka 5.1).

* puBapokcadaH

* anukcadaH | _ | L _
Tesn nekapcTBEHHU NMPOAYKTH HE TpAOBA Aa ce NpUiarart
¢IHOBPEMEHHO,
[ToAKOXEH AaHTUKOATYTAHT (HaMp. XeNAPHH C HHCKO

[lapenTepanHu monekynapro terno (HMTX), ponaanapuHykc):

AHTHKOAr'y 1aHTH Enoxcaban Jla ce cnpe NOAKOKHUAT aHTUKOAryIaHT U Ad ce

3anouyHe efokcabaH no BpeMeTo 3a clieasalara

NIaHHPaHa 1032 NTOJKOXKEH AHTHKOATYIaHT.
MUnTpaBeHo3eH Heppakunouupad xenapuH (HOX):
Ila ce cnpe nHdy3MATa K Aa ce 3anoyHe enokcadan
4 yaca no-KbCHO.

IIpemMunanade oT eaoxcaban N -
O Ha IIpenopnKa m
— — - -\ il
ChbillecTBYBa Bb3MOXCHOCT 38 HeaeKBaTHa e
aHTHKOATYJIALIHA N0 BpeMe Ha NpeMHHaBaH¢] o] QLS PR 7 \ O
3 R W o | 2% |
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enokcabad Ha ABK. Tpabea na ce ocurypu
NMPOABLJDKUTENHA aZleKBaTHA AHTHKOArynawlui 1o
BpEME Ha KaKBOTO M Aa € NPEMHHABaHe KbM
aJITEPHATUBEH aHTHKOAryJaHT.

! Bvamoocnocm 3a nepopaino nevexue; 3a MalUeHTHTE
IOHacToALEM ¢ n03a oT 60 mg, Ja ce npunara no3a
efokcadban 30 mg BeAHDBXK AHEBHO 3a€AHO C

| noaxoaawa ao3a ABK.

3a nalUeHTH NOHacToAILEM HA Jo3a oT 30 mg (3a
€HH MY NOBeYe OT CACAHUTE KIUHHYHH (PAaKTOpPH:
yMepeHo 10 Texko 6b6peuno yspexkaane (CrCL

15 — 50 ml/min), HUCKO TEXECHO TEINIO UK yRnoTpeba
Ha onpeAcneHn HHXUoHTOpH Ha P-gp), 1a ce npunara
eqokcaban B 103a 15 mg BeAHDBLK AHEBHO, 3a€AHO C
noaxoadiua go3a ABK.

[TanHeHTHTE He TPAOBA 1a NpPHEeMAaT HAaTOBAPBAlLA

| AHTaromucT Ha 103a oT ABK, 3a ga ce noctirye He3abasHo cTabunHo

| BuTamuH K (ABK) | INR Mexay 2 u 3. [IpenopbuBa ce aa ce HMa NpeaBUJ

1 _ noaabpkaiwnara 1o03a ABK v aany naunueHTsT €
npueman ABK npeau uin pa ce w3nonssa sanuaeH

anropuThbM 3a nedeHne ¢ ABK, 00ycnoseH ot INR, B

CbOTBETCTBHE C MECTHATA NMPAKTHKA.

Enokcatan

Cnen kato ce nocTurie INR > 2.0 enokcaban tpabsa
na ce crnpe. [Toseuero mauuenTn (85%) Tpadbea nacas
cheTogHue Aa moctHrHat INR > 2,0 B paMkuTe Ha

14 NHH OT €HOBPEMEHHOTO NPUJIOKEHHUE Ha
enokcaban 1 ABK. Cnezn 14 gHH ce npenopbyea
enokcabaH aa ce cnpe, a Tutpupasero Ha ABK na ce
MpOABJKH, 3a Aa ce nocturde INR mexay 2 u 3.

[NpenopbuBa ce npe3 mbpBHTE 14 OHHU OT |
eAHOBpPEeMEHHOTO JeueHHe, INR na ce n3Mepsa noHe
3 MBTH HETTOCPEACTBEHO NPEAH NTPUEeMaHe Ha
exeJHeBHaTa 103a OT eaokcadan, 3a xa ce ceeae 1o
MHHHMYM BIIUSHUETO Ha ¢a0kcadaH BBpPXY

‘ usMepeHHTe CTOHHOCTH Ha INR. EaHoBpemenHo
npunaranute enokcaban v ABK morar na ysenuuar
INR cnea nosara epokcaban no 46%.

Bvamoxcrnocm 3a napenmepanro nevenue: [a ce cnpe

eAokcadaH M Ja ce NpUJarat napeHTepalieH

anTUkoaryiaHt 1 ABK no BpeMero 3a cneasaijara

l naaHupaHa ao3a eaokcadai. Cnea xaro ce NOCTHIHE l
| ctabunno INR ot > 2,0, napeHTepanHHAT aHTHKOArynaHT

P | | Tpa6Ba nace cnpe u na ce npoavaxu ABK.
Mepopannu Ila ce cnpe enoxcabaH M ja c€ 3aN04YHE AHTHKO? /,rf Mg
Enokcaban AHTUKOATYJIAHTH, KONTO He € AaHTArOHUCT Ha BUTAMUH K, 1o BpeMe &m 0 \
pa3lH4YHH OT cjeABalaTa NaaHKHPaHa A03a oT exoxcaban. / i3 R 44
ABK | I [ BT R
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Te3u nexapcTBeHH NPOAYKTH He TpAOBA Aa ce nmpuaarar
- [lapeHTepanHu eHOBpeMeHHO. [[a ce cripe eqokcabaH H Ja ce 3anouHe
AHTHKOATYNAHTH | MapeHTepajieH aHTHKOATYJIaHT MO BPEMETO 3a

cJie/iBalliaTa NJaHHupaHa 1034 oT enokcabaH. _

Enokcaban

Cneyuannu nonyigyuu
llonyaayus 8 cmapyecka ev3pacm
He e HeoOXxoouMo moHmKaBaHe Ha J103aTa (BXK. TOUYKa 5.2).

bvbpeyno yapexcoane:

brOpeunara ¢pyHkIHA TpaOBa Na ce OLIEHH MPH BCHYKH NALHCHTH, KATO C& H3YUCITH KPEATHHHHOBHS
knupbHe (CrCL) npeau 3anouBaHe Ha JICUEHHETO ¢ €A0KCadaH, 3a Ja ce HIKIOUAT NalHEHTHTE C
TepMHHaiaHa 6b0petna HeaoctaTbuHOCT (T.€. CrCL < 15 ml/min), Aa ¢e n3non3sa npasuniHaTa A03a
enokcaban npu naunentr ¢ CrCL 15-50 ml/min (30 mg Beannxk aneBHo), npu nauueHTH ¢ CrCL

> 50 ml/min (60 mg BeANBXK THEBHO) ¥ KOraTo ce B3eMa pelleHHe 3a H3NMON3BaHeTO Ha efoKcabaH npu
MAlHEHTH C NOBHUIICH KPECATHHHHOB KIHPBHC (BXK. To4Ka 4.4).

bu6peunara ¢pyHkuna TpAOBa Ja ce OLIEHH M KOTATO C€ NOoA03Mpa NpoMsana B 6b0peuHara pyHkUrs No
BpeMeE Ha JleMeHHeTo (Hanp. XHITOBONEMHUA, IeXuapaTalis U B caydall Ha eIHOBPEMEHHO H3MO/3BAHE Ha
HAKOU JIEKAPCTBEHH MTPOAYKTH ).

MeTtoAbT, U3MONI3BaH 3a oLeHKa Ha ObOpeuHara ¢yskums (CrCL B ml/min) no BpeMe Ha KJIIMHUYHOTO
paspaboTBane Ha enokcaban, e meroxbT Ha Cockcroft-Gault. @opMmynarta e cneaHara:

. 3a KpeaTHHKR B umol/l:
1,23 % (140-u3pacT [roauuu}) x Terno [kg] (x 0,85 3a xeHH)
cepyMeH kpeaTtuHHH [pmol/l]

. 3a kpeaTHHMH B mg/dl:
| (140-pp3pact [roaunu]) x Terno [kg] (x0,85 3a keHn)
72 x cepyMed kpeaTHHHH [mg/dl]

MeToabT ce npenopbuBa, koraro ce oueHApa CrCL Ha nauMeHTHTE NpeaH H N0 BPEME Ha JICUEHHETO ¢
egokcadaH.

[Tpyu nauMenTH ¢ neKa crenel Ha 6u6pevHo yspexaane (CrCL > 50-80 mi/min) npenopbunTtentara go3a
e 60 mg esokcabaH BEHBX AHEBHO.

ITpu nauyeHTH C YMEPEHO TEXKa MK TexXKa crened Ha 6p0peuno yspexaane (CrCL 15-50 ml/min)
npenoppruntTenHara 203a € 30 mg enoxcadan BeiHbXK AHEBHO {BX. TO4Ka 5.2).

[Tpu naunenT! ¢ TepMunanHa 6x0peusa HeaoctarbdHOCT (TBH) (CrCL < 15 ml/min) uan Ha ananin3a He
ce npenopbypa ynorpedara Ha eqokcadaH (BK. Toukn 4.4 1 3.2).

Yeproopobuo yspexcoane
EnoxcabaH € npOTUBONOKA3aH NpH NaLMEHTH ¢ YepHoApoOHO 3abonsBaHe, CRBP3aHO C KoaryJonaTua u

PHCK OT KNIUHHYHO 3HAYUMO KbpBeHE (BXK. TOUKa 4.3).

Enoxcabax He ce npenopbyBa fMpy NALMEHTH ¢ TeXKa CTENeH Ha 4epHOAPoOHO yBpexaaHe (Bx. Touku 4.4
H5.2).
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[Ipn nauMeHTH C 1eka X0 YMEPEHO TEXKKA CTENEH Ha YepHOAPOOHO yBpexAaHe, NpenopbUHTENHATA 1034 €
60 mg engokcabaH BeAHDbXK JAHeBHO (BXK. TouKa 5.2). Eaokcaban TpaOBa aa ce npunara ¢ MOBHILIEHO
BHHMaHHe NIPY MalKEeHTH ¢ JIEKa 10 YMepeHa cTeneH Ha 4epHoApoOHO yBpexaaHe (BxK. Touka 4.4).

[TauueHTHTE C MOBHILIEHH YEPHOAPOOHH €H3HMH (anaHuH aMuHoTpaHcdepasza (ALT) unu acnaprar
amurorpaHcepasa (AST) >2 x 'TH (ropuaara rpansua Ha HopMata)) HnH ool Ounupyoun >1,5 x I'TH ca
M3KIIOUEHH B KIHHHYHHTE H3nHTBaHuda. CinegosarenHo eaokcabdban Tpadpa aa ce H3non3ea ¢ NOBULLIEHO

. BHHMaHHe NpH Tasu nonynauua (ex. Touku 4.4 u 5.2). [Ipean na ce zanouHe enokcabax, Tpadbea na ce
H3BBpLIAT H3CJAEABAHNA Ha YepHOApOoOHAaTa QYHKIIHS,

Tenecno meeao
3a nauHeHTH ¢ TenecHo Terno < 60 kg npenopbunTenHara no3a € 30 mg enokcadan BeHbXK JHEBHO (BXK.

TOuKa 3.2).

Ifon
He e HeoOX0aMMO NOHMXKABAHE HA A03aTa (BX. TOUKa 5.2).

Eonospemenna ynompeba na Excabnok ¢ unxubumopu na P-2nuxonpomeuna (P-gp)

[Mpx naumeHTH, KOUTO NPHEMAT €AHOBPEMEHHO eokcabaH U cneaHuTe HHXUOUTOPH Ha P-gp:
LIHKJIOCTIOPHH, APOHEeAaPOH, EPUTPOMHLUMH HIH KETOKOHA30, MpenopbhyKTentara go3a ¢ 30 mg .
enokcabaH BeJHBX AHEBHO (BX. Touka 4.5). He e HeoOX0aUMO NOHWXKaBaHe Ha A03aTa 33 eJHOBpEeMEHHA
ynotpe6a Ha aMHOJAPOH, XHHUAKH HITH BepanaMun (Bx. To4ka 4.5).

He e npoyusaHa ynotpefaTa Ha eaokcabaH ¢ aApyru uHxuburopu Ha P-gp, sxmodurendo HIV nporeasnu
UHXHOUTODH. -

[ayuenmu, npu Kxoumo ce npeonpuema Kapouoeepcus

NMpuemMbT Ha efokcabaH MOXe Aa 3an04YHe WY Aa NPOABIKHM NIPH MNALMENTH, NPH KOUTO MOXKE Ja HMa
HYX1a oT Kapauosepcua. [1pu kapanoeepcHs, HacouBaHa OT TpaHcelogareanHa exokapaHorpadua (TEE)
Npy nalxHeHTH, KOWTO NpeAH TOBA HE €A IEKYBAHH C 8HTHKOAryJIaHTH, TeYeHHeTo ¢ eaokcabaH Tpsabea na
ce 3amoyHe Hall-Mako 2 4aca npeaH KapIHOBEPCHATA, 3a a ¢€ rapaHTHpa MoAXOAAILA aHTHKOAry aLHs
(Bx. Toukn 5.1 u 5.2). Kapauopepcusara tpadpa 1a ce U3BbPUIN HE MO-KbCHO OT 12 yaca cnea go3ara
efgokcabaH B IeHA HA Npolielypara. |

3a BCHUKH NANHEHTH, IPA KORTO c¢ NpeanpHeMa Kapanosepcusn: [Ipeay kapanosepcHaTa Tpabsa na
ce NMoHCKa NMOTRBPKACHHE, Y€ NALUUEHTDT € NpHeN eaokcabaH cnopen npeanucaHneTo. PelreHusTa 3a
3aN04YBAHE M NMPOABIKHTEIHOCT Ha NEUEHHETO TPAOBa a cneaBaT YCTAHOBEHHTE yKa3aHHA 3a
AHTUKOAryJaHTHO JeYeHHEe NPH NAUHEHTH, TIPH KOHTO C€ NpeanpHeMa KapAHOBEpPCHS,

ITeduampuuna nonyrayus

Enokcaban He ce npenopnyea 3a ynorpeda rnpu Aeua ¥ 10HOWIM OT paxaaHeTo A0 18-roauimHa Bp3pacT ¢
norsbepaeHa BTE (I1E nw/unu ABT), Tb# kaTo epukacHocTTa HE € ycTaHOBeHAa. HannuuuTe nasnn npu
naiuenTyd ¢ BTE ca onucauu B Touxkn 4.8, 5.1 u 5.2.

HauuH Ha NPHAOKEHHE
3a nepopanHoO NpUNOXKEHUE,
EnokcabaH Moxe Ja ce npHeMa cbe Wiy He3 xpaHa (BK. Touka 5.2).

3a nauHeHTHTE, KOMTO HE MOTAT Jia I'bATAT Lieay Tabnetkn, TabneTkure eaokcabaH MOXE Aa ce pa3Tpoluar
H CMECAT ¢ BOAA UM AOBIKOBO NOpe U He3abaBHO Aa ¢ NPUNOKAT NEPpOPaNHO (BXK. TOUKA 5.2).

Jlpyra Bb3MOxHOCT e TabneTkute Excalbnok a ce pa3Tpowmar ¥ cycnenaAMpar B MaJIKO KOJIUY

20BAKOBO MIOpe 10 4 4yaca.
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4.3 IIpoTHBONOKA3AHHA

CBpBbXYYBCTBUTENHOCT KBM AKTHBHOTO BELIECTRO WU HAKOE OT NNOMOLLUHHTE BELIECTRa, H30POSeHH B
TO4YKa 6.1.

KAHHHYHO 3HaYHMO aKTUBHO KbPBEHE.
Uepuoapobro 3abongeaHe, CBbP3aHO € KOAryonaTHa ¥ pHCK OT KJIHHHYHO 3HaYHMO KbpPBEHE.

Jle3us uau CHCTOAHHE, aKo ObJe cCYeTeHO, Ye NPeACTABIABA 3HAYUM PUCK OT rojISMO KbpBeHe. ToBa MoXe
J1a BKJTIOYBA HACTOALLA WK CKOPOLIIHA raCTPOMHTECTHRAJIHA A3Ba, HATHYHEe Ha 3JIOKAMECTBEHH HEOoN1a3MH
C BHCOK PHCK OT KbPBEHE, CKOPOILIHO HapaHsBaHe Ha INIABHHA WIH rpbOHAYHHA MO3BK, CKOPOIIHA
onepalns Ha rJIaBHUA MO3BK, FPbOHAYHHA MO3BLK WJIH OYHTE, CKOPOIIHA BhTpEeUepenHa XxeMoparus,
H3BECTHU WIIH CYCNEKTHH e30(arealHn BapulH, apTEPHOBEHO3HH ManGOpPMalLlHH, ChAOBH aHEBPHU3IMH HIIH
rojieMH HHTPaCNWHAIHU HJIH HHTpalepeOpasHi CbAOBH aHOMAJHH.

HCKOHTPOJIHpaHa TCKEKA XHIICPTOHHA.

EAHOBpEMEHHO AeYeHHEe C APYrd aHTHKOArYJaHTH, Hanp. HedpakUuuoHupaH xenapuH (HDX),
HUCKOMOJIEKYTHH XeNapHHH {eHOKCanapuH, JaJTENAPHH H AP.), NPOH3BOAHH Ha XenapHHa
(poHaanapuHYKC U Ap.), NEpOpPaNHy AHTHKoAry1aHTH (BapdapHH, naburarpaH eTekcunar, pupapoxcaba,
anukcabaH U Ap.), ocBeH NpH crneuHPpUUHH 0OCTOATENCTBA 338 CMAHA Ha IEYEHHUETO ¢ NEPOPANICH
aHTHKoaryjaaHT (Bx. Touka 4.2) nnu korato HOX ce npunara B 1034, He0OOX0AHMH 3a NIOATBPXKAHETO Ha
NPOXOIHM LUCHTPAJICH BEHO3EH KM apTepralieH KaTeTbp (BXK. TOUKA 4.5).

bpeMeHHOCT H KbpMeHe (BXK. ToUuKa 4.6).
4.4 ChneunBaann npeaynpexieHHs H NPEANAIHA MEPKH OpH ynoTpeba

Enokcaban 15 mg He € nokasaH KaTOo MOHOTEpanHA, Tbil KATO MOXe Ja A0BeJe N0 HaMalleHa epHKACHOCT.
Toii e nokasad caMo B npolieca Ha peMKHaBaHe oT eaokcabaH 30 mg (naiMenTy ¢ ealH HIY NOBEYE
KIHHUYHKY GaKTOpH 3a NOBHIIEHA eKcno3uling, Bx. Tabauua 1) Ha ABK, 3aeaHo ¢ noaxoasiua noza ABK
(Bx. Tabauna 2, Touxka 4.2).

Puck OT xeMoparus

Enoxkcaban nmoBuiliaBa puCKa OT KbPBEHE U MOXKE /1a NPHYHHH CEPUO3HO, MOTEHLUHANHO (aTalHO KbPBEHE.
[IpenopbuBa ce exoxcabaH, noaoOHO HA APYrH aHTHKOArYJIaHTH, Aa ¢e H3NO0J/3Ba C NOBULLIEHO BHUMaHHE
NpH NalMEeHTH ¢ MOBHUIIEH PUCK OT KbpBeHe, [Ipunoxennero Ha eqokcabaH TpaOra a ce npeycTaHOBH
Npy NOSBa HA TeXkKa XeMoparus (Bx. To4ku 4.8 n 4.9).

B KIMHUYHUTE TPOYUYBAHHSA, THTABHYHO KbpBEHE (HAMNp. €NMHUCTAKCHC, CTOMAWHO-YPEBHO HITH
YPOTEHHTAJIHO) H aHEMHS ¢e HaDJTI0aBaT NO-4eCTO NPH NPOTbIKHUTEIHO IeYeHHE C eokcabaH B
cpaBHeHHe ¢ NedenneTo ¢ ABK. 1o Ta3u nprunHa, B JOMBIHEHHE KbM aI€KBATHOTO KITHHHYHO
HabnmoaeH e, nabopaTopHO H3CNeABAHE HA XeMOornobnHa/xemaTokpuTa OH Morno aa Obae oT noa3a 3a
OTKPHMBaHE HA OKYJITHO KbpPBEHE, aKO C€ MPELEHH e € NOAXOAALLO.

HAKONKO MOArpyny NanMeHTH, ONUCAHH NOAPOOHO MO-A0NY, ¢a ¢ NOBHLUIEH PUCK OT KbPBEHE. Te3y

NauueHTH creasa Aa ObAaT BHUMATEAHO HabMoAaBaHK 3a NPU3HALM H CHMIITOMH Ha CBbP3aHH C KbpBEHe
YCJIOXKHEHHA H aHeMH4 CJieq 3ao4yBaHe Ha JeueHHeTo (Bx. Touka 4.8). Bceky HeoDsAscHHUM cn
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AHTHKOATYJIAHTHHAT e(peKT Ha eokcabaH He MOXKE Jia C€ POCHEeAsBa HAAEKIHO ChC CTAHAapTHH
naGopatopHu n3cneaBaHua. Hama cnelnanio cpeacTBO 3a aHTAaroHH3WpaHe Ha aHTHKOAry/IaHTHOTO

neficTBHe Ha efokcabaH (BX. To4uka 4.9).
Xemoauanuzata He JONMPHHACA B 3HAYHMa CTETEH 3a KIUpBHCa Ha eaokcabaH (BX. Touka 3.2).

Crapuecka BL3pacT
EnHoBpeMeHHOTO NpuiIoxkeHue Ha enokcabal v aueruncaimuunosa kucenusa (ACK) npn nauvenTh B

cTapyecka Bh3pacT TpadBa Aa cTaBa MpPEANalIMBO 110PaiH NOTEHUHANHO NOBHUICHHA PHCK OT KbPBEHE
(Bx. TOUKa 4.5). -

brOpeuHo yBpeXxaaHe

[Mnomra noa kpuBaTa rnazMeHa koHueHrpauua/epeMme (AUC) npn naumwent ¢ nexa (CrCL >

50-80 ml/min), ymepeno Texka (CrCL 30-50 ml/min) u texka crenel (CrCL < 30 ml/min, Ho He Ha
aHanu3a) Ha OpOPEeUYHO YBpeXKAaHe € NOBHLIEeHa CbC CHOTBETHO 32%, 74% u 72%, cnipaMo niHua ¢
HopMaiHa 6b6peyHa GyHxuna (BX. Touka 4.2 3a NOHWKEHHE Ha A034aTa).

Excabiok He ce npenopbyBa NpH NalLMEeHTH ¢ TepMHHAIHA ObOpeyHa HeNOCTATHYHOCT MIIM Ha JHANH3a
(BXx. Touka 4.2 n 5.2).

bvopeuna gynxyus npu HKITM

Habnionasa ce TeHACHIIMA KbM HAMANABAHE Ha e(PHKACHOCTTA C YBEANYABAHECTO HA KPEATHHHHOBHS
KIHPBHC 3a eokcabaH B cpaBHeHMe ¢ 100pe KOHTpoaHpaH BapdapuH (BX. To4YKka 3.1 3a npoy4BaHeTo
ENGAGE AF-TIMI 48 u gonmbaruTenHY aaHHK OT npoyuBaHeTo E314 u ETNA-AF).

Enoxcaban TpabBa na ce usnonsea npH naiueHTd ¢ HKIIM n BHCOK KpeaTHHHHOB KNHPBHC CaMO clen
BHHMATEJIHA OLIEHKA HAa HHAHBHIAYA/NHHA PHCK 32 TpoMOoeMOoNna U KbpBEHE.

Ouenka Ha 6n6peunara ¢pyHkuus: CrCL TpabBa na ce HabnroaaBa B HAHANOTO Ha NIEYEHHETO NPH BCHYKH
NaLMeHTH U clIe[ TOBA, KOraTo € KTHHHYHO noka3aHo (Bx. Touka 4.2).

YepuoapoObHO yBpexaaHe

EnoxcabaH He ce npenopbyBa [MPH NAUXUEHTH ¢ TEKKA CTENEH Ha YepHoAPOOHO yBpexaaHe (BXK. TOYKH 4.2
H 5.2).

EnokcabaH Tpa6Ba na ce H3N013Ba C MOBHIIEHO BHHMAHHE NPH NALKUEHTH C J1eka HIIH YMepeHa CTeNneH Ha
yepHOAPOOHO yBpexkaaHe (BX. Touka 4.2).

[TauueHTHuTe ¢ nopuieHy yepHoApodOHK eH3UMH (ALT/AST >2 x I'TH) unu ob1y 6unupybdbnn 21,5 x I'TH
ca H3KMIOYMEeHH B KIMHUYHUTE H3nuTBaHuA. [1o Tasn npuunHa exokcadbad TpsaOBa aa ce u3non3gac
NOBHINEHO BHUMAHHE NMPH Ta3H nonyjauds (Bx. Touxu 4.2 ¥ 5.2). [lpean na Ce 3arnoyHe egokcaban,
TpAOBA Aa C€ H3BBLPLUIAT H3CEABAHUA 32 YepHOnpoOHaTa PyHKLMA. -

3a nallMeHTHTE Ha JeyeHHe ¢ eaokcabaH noBeue OoT 1 roguHa ce rpenopbUBa NepHOAHYHO HAOMIOAEHHE
Ha YepHoapoOHaTa PyHKLHA.

CnvpaHe nopany XHpypruyHa HaMeca U ApYrH HHTEPBEHUHUH
AKO aHTHKOaryJlaHTHaTa Tepanus TpabdBa Aa ce NPeKpaTH, 3a [a ce MOHHXKH PHCKA OT KbpBeHe NpH

XHPYPruyHH MIIH ApYyrH npoLeaypH, egqokcaban Tpabsa na ce cnpe Bb3MOXHO Hal-CKOpO H 32
NpeAnovYHTane noHe 24 yaca npeax npoleaypara.

[1pn B3eMane Ha pellleHHe Jany npoueaypara tpadpa aa ce oTnoXH A0 24 yaca ciel no
Ha eaokcabaH, TpabBa fa ce npeLeHH CbOTHOLUEHHETO Ha MOBHLICHHAT PHCK OT KbPBE
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CNELIHOCTTAa Ha HHTepBeHMATA. [IpHeMbT Ha egokcaban TpabBa na ce Bb30OHOBH Cnel XHPYPrHYHHTE
HJH ApYTHY NPOLEAYPH BEAHAra Clell KaTo € NOCTHrHaTa aJlekBaTHa XeMOCTa3a, KaTo Ce HMa NpeABHL, e
BpEMETO 10 HaYaIOTO Ha aHTHKOAary/laHTHHA TepanesTu4eH edexT Ha exokcaban e 1-2 yaca. Ako no
BpeME Ha HJIH Clle XMPYpPruyHaTa HHTEPBEHLHS HE MOTAT JIa Ce NIPHEMAT NEPOPATHH IEKapCTBEHH
NpoAYKTH, TpAOBa Aa ce B3eMe fIpeJBHA NPUICKEHHETO Ha MapeHTEpaIicH aHTHKOAryJIaHT ¥ CAeA TOBa Ja
ce IpEMUHE Ha NEepOpPaJICH NPUEM Ha efjokcadaH BeAHbX AHEBHO (BXK. TOUKa 4.2).

B3auMonelicTBus ¢ APYTH NEKaPCTBEHH NMPOAYKTH, 3aCATalllH XeMOoCcTa3aTa

EqnoBpeMeHHaTa ynotpeba Ha JIeKapeTBa, NOBNHABALIH XeMOCTa3aTa, MOXKe Ja MOBHUIK PHCKA OT
kbpBeHe. Te Bousar aueruncanuuunora kucenuna (ACK), P2Y 2 rpombouutHr HHXHOHTODH, Apyry
AHTHTPOMOOTHYHH CPpeACTBa, PUOpNHONUTHYHA TepanHa B XpOHHYHA YNoTpeda Ha HECTEPONAHH
npoTHBoBb3nanuTeNnHy cpeactea (HCINBC) (k. Touka 4.5).

ChbpeYyHH KNanHH NPOTE3H H YMEpPeHa 0 Tekka MHTpanHa CTeH03a

EnokcabaH He € Npoy4BaH NPH NALHEHTH CbC CHPACYHH KJIAIHH MPOTE3H, [IPH NALHEHTH NpeE3 MbPBHTE
3 Mecena ciell UMILTAHTHPaHE Ha ChpAevHa KianHha Ononporesa, ¢be vwin 63 npeacbpaHa pubOpunanus,
WJIH NIPH NMAalMEHTH ¢ YMEpeHa J0 TeXKa MUTpanHa creHo3a. [lopagu Topa ynorpebara Ha enoxcaban He
ce MpenopbyBa MPH Te3H NaLHEHTH,

XeMoauHaMHRUHO HecTaOuiHM nanuedTy ¢ BE Wi nauueHTH, Npu KOKWTO € Heodxoanma TpoMOBonn3a nau
GenoapobHa eMO0NIeKTOMUA

Enokcaban He ce Mpenopb4YBa KaTo aNTepHATHBA HA HeppaKLIHOKKPAH XeNnapuH NPpH MALUEHTH C
GenonpobHa emOonus, KOUTO ca XeMOAHHAMKYHO HECTAOMIHK HIIM MOTaT Ja MOJyuaTr TpoMOOIH3a HIH
GenoapobHa eMOOIEKTOMHNA, Thi KaTO He30NMacHOCTTa U eUKACHOCTTA Ha €10KCa0aH HE Ca YCTaHOBEHH

NMPpH TE3H KJIMHAYHH CHTYALHH.

[JallHeHTH ¢ AKTUBEH pak

EdnxacHocTra B 6e3onacHocTTa Ha egokcabaH 3a neueHHeTo H/unu npopunaxkrukata Ha BTE nipu
NaiiHeHTH ¢ aKTHBEH PaK HE ¢a YCTAHOBEHHM.

[MannenTy ¢ anTHdOCHONUNHAESH CHHAPOM

JupeKTHH nepopanHu aHTukoarynaHTi ([II1A), BkmountenHo egokcaban, He ce NPenopbUBaT MPH

nauMeHTH ¢ aHaMHe3a 3a TpomD03a, KOMTO €A AHATHOCTHUHPAHH ¢ aHTHoCcPoaunHAeH cUHApoM. [lo-
CHIELIHANHO 34 NALHEHTH, KOUTO ca TPOHHO NOMOKHUTENHH (34 JIYNYCEH aHTHKOATYIaHT,
aHTHKapAWOJHINIMHOBH aHTHTENA M aHTHTENa cpeLly beTa-2-rnukonporexH 1), neuenueto ¢ JI1A Moxe aa
Obae CBLP3aHO C MOBHIIEHA HECTOTA HAa PEUHAMBHPALIH TPOMOOTHUHH ChOHTHS B CPaBHEHHE C TEpanuATa

C AHTATOHHCT Ha BUTaMHuH K.

JlabopaTopHH KoarynauMoOHHH MapaMeTpH

Bbnpeku ue neuyeHueTo ¢ eaokcabaH He H3HCKBA PYTHHHO MOHHTOPHPaHE, ePEKTLT BbPXY
AHTHKOAryTalMaTa MOXKeE Ja CE ONPEAeNH NOCPEeACTBOM KaTMOpHpaH TECT 3a KONHYECTBEHO ONpeJensiHe
Ha aHTH(akTop Xa, KOeTo MOXE Aa NOMOFHE 3a B3€MaHe Ha HHPOPMUPAHH KIKHHYHH PELeHHs B
ONpEAENeH: CHTYaUHH KaTO HanpuMep NpeAo3HpaHe H ClIeLIHA XHPYPruyHa HaMeca (BX. ChlLO

Touxa 5.2). | Jp—

EnoxcabaH yabmkaBa CTaHARPTHHTE MOKA3aTENH Ha KPbBOCBCHPBAHETO KATO NpoTpoMb
(PT), INR n axtuBHpano napunantio tpomdbonnactHroso Bpeme (aPTT), B pesynrar Ha
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dakrop Xa (FXa). [lpomennTe, Habmoaapany NpH TE3H NMOKa3aTeNH 3a KPBBOCCHPBAHE NPU OYaKBaHaTa
TepaneBTH4HA 034, 00aue ca MaJiki H J0 rofiiMa CTENEH BAPHPAT, H HE €A MOJIE3HH 32 NPOCNCAABAHE HA
aHTHKOAryNaHTHHA eeKT Ha exoxcadaH.

JlakTO32a |
[TaumenTy ¢ peaku HacneacTBeHH NpodieMH Ha HEMOHOCHMOCT KbM TalaKTo3a, NbJIEH JIAKTa3€H JedruuT

HJIM TIIOKO030-TalakTo3Ha Manabcopbuus He TpabBa aa npueMar TOBa JIEKapCTBO.

Hatpu#i
To3u neKapcTBeH NPOAYKT ChabpXa no-Manko ot | mmol Hatpu#i (23 mg) Ha no03a, 1.. MOXKE Aa Ce Kaxe,

Yye NpaKTHYECKH He ChAbPXKA HATPHH.
4.5 Baaamope#icTBRe ¢ APYIH JeKaPCTBeHR NPOAYKTH H Apyra popMH Ha B3aUMoAeHCTBHE
Enokcabai ce abcopOupa npeAUMHO B FTOPHHTE OTAENH Ha racTpouHTecTHHaNHUa (') tpakr. [lo taiu

NPUHHHA NEKApCTBa HIH 3a00NABaHIA, KOHTO YCKOPABAT U3MpPA3BAHETO Ha CTOMAXa H YPeRHHUA
MOTHJIMTET, MMAT NOTEHUHKA a HAMAIAT pa3TBapaHeTo H abcopbumsaTa Ha efokcaban.

Huxubutopy Ha P-gp

Enoxcaban e cyGerpar Ha edaykcHua TpaHcnopreH 6entbk P-gp. [Ipn papmakoxkunerdyudH (DK)
MpOy4YBaHHA €JHOBPEMEHHOTO NMPUJIOXKEHHE HA enokcaban ¢ HHXHOHTOpHUTE Ha P-gp LHKIOCIIOPHH,
APOHENAPOH, EPHTPOMHLIUH, KETOKOHA30JI, XHHHAHH HIH BepanaMHJi, BOAW A0 NMOBUILCHH ILNA3MECHH
KOHLICHTpALHH Ha efokcabad. EAHOBPEMEHHOTO NMPHIIOKEHHE HA eA0KCa0aH ¢ HHKJIOCTIOPHH,
APOHENAPOH, EPHTPOMUUMH UM KETOKOHA30J Halara NMoHHXKaBaHe Ha jo3ara 4o 30 mg BeaHbX
aHeBHO. EAHOBpeMEHHOTO NpUNOXKEHHEe Ha elokcabaH ¢ XHHHAKH, BepanaMuJl HIIH aMHOAApOH HE
Hanara rnoHM»KaBaHe Ha N03aTa Bb3 OCHOBA Ha KJIMHWYHUTE JAaHHH (BX. TOouka 4.2).

He e npoyuBaso npunoxeHueTo Ha enokcabaH ¢ Apyrd HHxubuTopu Ha P-gp, Bkmounrtenno HIV
NpoTea3Hy KHHXHOUTOPH.

Enokcaban 30 mg BenHbxk qHEBHO TpAOBa Ja ce npuwiara eAHOBPEMEHHO ChC CAEJAHUTE HHXHOWTOPH Ha

P-gp:

. Luxnocnopun: e AHOBPEMEHHOTO NPHIMKEHHE HA €AMHHYHA J03a uHKIocnopuH 500 mg ¢
eJIuHHUHA go3a eqokcaban 60 mg nosuiiaa AUC u MakCcHManHaTta njia3MeHa KOHLICHTpaLH 4
(Cmax) Ha €10Kca0aH CHOTBETHO CBC 73% u 74%.

e  [poneoapon: apoHenapoH 400 mg ABa bTH AHEBHO 3a 7 QHH C €AWHHYHA CBITBTCTBAINA 1032
enokcaban 60 mg Ha aeH 5 nosruiapa AUC o Cyax Ha eaokcabaH cbe chOTBETHO 85% u 46%.

. Epumpomuyun: eputpoMuLiHH 500 mg yeTHpH bTH AHEBHO 34 8 IHH ¢ eJUHHYHA CHIIBTCTBALLA
no3a egokcaban 60 mg na nex 7 nopuinaBa AUC u Ca, Ha efokcaban cboTBETHO € 85% u 68%.

* Kemoxonazon: xetokonason 400 mg BeAHbK AHEBHO 3a 7 IHH C EANHHYHA ChIIbTCTBALLA A034
egoxcaban 60 mg Ha AeH 4 nosrwaea AUC U Crax Ha e10Kkcadad ¢hOTBETHO ¢ 87% u 89%.

Enoxcaban 60 mg BeIHbX JHEBHO C€ Mpenopbyea 3a ynorpeba 3aeaHo CbC CIEAHHUTE HRXHONTOPH

Ha P-gp: '

. Xunudun: xvunane 300 mg BeJHBK JAHEBHE Ha AeH | H 4 ¥ TPH MbTH NHEBHO HAa J€H 2 U 3 C
eAWHHYHA CBHIBTCTBALLA Jo3a eqokcaban 60 mg Ha neH 3 nouwasa AUC Ha enokcabaH 2a
24 uyaca cbC ChOTBETHO 77% N Cmax ¢ 85%.

. Bepanamun; Bepanamun 240 mg BeaHBX AHEBHO 3a 11 AHW ¢ eAWHHYHA CRITLTCTBANIA 032
enokcaban 60 mg Ha aed 10 nosuiraBa AUC u Crpax Ha efokcaban ¢ npubausurento 53%.
L Amuooapon: eNHOBPEMEHHOTO IPHAOKEHHE Ha aMuoaapoH 400 mg BeAHBX IHEBHO C €

60 mg BeaHbX) AHeBHO noBHIlaBa AUC ¢ 40% U Cpax ¢ 66%. ToBa He ce cunTa 3a
snauumo. [Tpu npoyusaneto ENGAGE AF-TIMI 48 npn HKIIM edukacnoctra ¥
ca CXO/IHH 3a NalUEHTH CbC M 6€3 ChIMBTCTBALLIO NPHIOKEHHE Ha AMHOJAPOH.
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° Krapumpomuyun: xnapurpoMuntii (500 mg aBa IMbTH AHEBHO) B NpoAbkeHHe Ha 10 anu ¢
eAMHHYHA CHITBTCTBALLA N03a enokcaban 60 mg Ha Aen 9 nopuurasa AUC u Cmax Ha egokcaban
CBHOTBETHO ¢ npubansutento 53% u 27%.

Hurykropu na P-gp

EnnoBpeMeHHOTO NpHIoKeHHe Ha efokcabad ¢ HHAYKTOpa Ha P-gp puaMnuluH BOAM A0 NOHHKABAHE
na cpeadara AUC u cpkpareH nmonykHBoT 3a efokcabaH, ¢ Bb3MOXKHO OTC/IabBaHe Ha
dapmakoguHaMHuHKTE MY edexTn. EnHoBpeMennara ynorpefa Ha efokcabaH ¢ Apyrd HHAYKTOPH Ha
P- gp (nanp. ¢penuronH, kapbamasenuH, gpenodapdbrran HAH XBJIT KAHTAPHOH) MOXKE 3 AOBEAE 0

. HaMaJieHH I1a3MeHH KOHLIEHTpauuu Ha eaokcaban. Enoxcaban Tpabsa na ce H3noa3sa ¢ NOBHIIEHO
BHHMAaHHe, KOTAaTo ¢¢ NpHaara eAHOBPEeMEHHO ¢ P-gp HHAYKTOPH.

CybcTpaTy Ha P-gp

Huzoxcun: Eqokcaban 60 mg BegHbX AHEBHO HAa AHHU | K0 14 ¢ eHOBPEMEHHO NPHIIOKEHHE Ha
MHOTOKPATHH JHEBHH 103W aurokckH 0,2 mg apa bty AHEBHO (AHKM 8 1 9) 1 0,25 mg BeAHDXK AHEBHO
(anu 10 po 14) nosuwasar Crex Ha eqokcadan cbe 17% 6e3 3HaunM edext Bepxy AUC unn 6b0peunus
KJIMPBHC B CTALMOHAPHO CheTosHHE. KoraTo ca u3cneaBaHH cbllio edekTute Ha eJokcaban pupxy DK
Ha IUroKcHH, Cmax Ha AUTOKCHH Ce nosuilaea ¢ npubansurenno 28%, a AUC cvc 7%. Tosa He ce
MpHEMa 3a KIHMHHYHO 3HauuMo. He ca HeoOXoaumH NpoMeHH Ha 103aTa, Korato eA0KcadaH ce npunara ¢

AHTFOKCHH.

AHTHKOArY1aHTH, auTuTpoMmGoTnunn cpeactea, HCIIBC u SSRIs/SNRIs

Anmuxoazyranmu: EfHOBpEMEHHOTO NPUIOKEHHE HA efoKcabaH ¢ Apyry aHTHKOAryaHTH €
MPOTHBOIIOKA3aHO NOPaAH NOBULUECHUSA PHCK OT KbpBEHE (BXK. TouKa 4.3).

Ayemurcanuyunrosa xuceauna (ACK): Exnospemennoto npunoxexue Ha ACK (100 mg unn 325 mg)
enokcaban yabmkapa BpeMETO Ha KbPBEHE B CPaBHEHHE ¢ ABETE JICKAPCTBa NOOTAEHO.
EanospemenHoTO npunoxkenue Ha Bucoka ao3a ACK (325 mg) nosninaBa Cuax # AUC Ha etokcabaH B
CTRLHOHAPHO CHCTOAHHNE CbC CHOTBETHO 35% n 32%. EnHOBpeMEHHOTO NPOABAKHUTENHO [TPHNOKEHHE
Ha Bucoka ao3a ACK (325 mg) ¢ enokcabaH He ce npenopb4sa. EfHOBpEeMEHHOTO NpHIOXKeHHe Ha A03H
ACK nan 100 mg Tpabsa 1a ce H3BBPLIBA SAHHCTBEHO MO MEAHUHHCKO HabmoaeHue.

B KIMHHYHH H3MHTBaHHKA € pa3pelleHo eAHOBpeMeHHoTO npuaoxenne Ha ACK (HHcka no3a

< 100 mg/nen), Apyru aHTUTPOMOOTHYHH CPEICTBA H THEHONUPUAWHH, U BOAH A0 NPHONUIHTENIHO
2- KpaTHO NOBKUIEHHE HA FOJIEMHUTE KPbBOH3NIMBH B CPABHEHHE CbC Cy4yaHTe 6e3 ChIbTCTRAllA
ynorpeba, BLIIPEKH Ye B rPynNuUTE Ha eaokcaban ¥ pap@apHH CTENEHTa € CXO/IHa (BXK. TOYKa 4.4).
EnsospemMeHHOTO npuioxeHne Ha HUHcKa f03a ACK (< 100 mg) He nosiHaBa MaKCHMaNHaTa WM
ob1aTa eKcno3uumsa Ha eaokcaban HUTO clle] eAMHHYHA 1034, HUTO B CTal{HOHAPHO ChCTORHHE.
Enoxcaban Moxce Aa ce npunara 3aeaHo ¢ Hucka 103a ACK (< 100 mg/nen).

Huxubumopu na mpomboyumnama azpezayus: [1pn npoyusanero ENGAGE AF-TIMI 48 e
paspeilleHo eAHOBPEMEHHOTO NPUIOXKEHHE Ha MOHOTEPANHS ¢ THEHONHPHAHHHK (Hanp.
KINOMHAOTPEN) H BOAU 10 NOBHLIEHHE HA KIHHHYHO 3HAYHMOTO KbpBEHE, HO € NO-HUCBK PHCK
OT KbpBEHE IMPH NleyeHue ¢ efokcabaH B cpaBreHHe ¢ BapdapHH (BX. Touka 4.4).

Hma MHOTO OrpadHyeH ONUT C IPUIIOXKEHHETO Ha efokcabad ¢ ABoiiHa aHTHTPOMOOTHYHA Tepanus
HIH GUOPHHONHTHYHH CPEeACTBa.

Fod

HCIIBC: ERHOBpEMEHHOTO NPHIOXKEHHE HAa HATIPOKCEH H €10KCaldaH yAb/DKaBa BpeMeTo
CpaBHEHHE C ABETE JiekapeTBa nooTaenHo. Hanpokcen HaMa edekT BopXy Cuax H AUC Ha
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[Ipu kIUHWYHMTE MpoyyBaHHa eAHOBpeMeHHOTO npuiokense ¢ HCIIBC Boau 1o noBHIIEHO KIHHHYHO
3HaYMMO KbpBeHe. He ce npenoprysa xpoHuynoto npunoxerue Ha HCIIBC ¢ egoxcaban.

SSRIs/SNRIs: KakTo npH ApYyruTe aHTHKOArynaHTH, MOXe J1a ChLUECTBYBA Bb3MOKHOCT MALIHEHTHTE Aa
ca HITOXKEHHK Ha MOBHILEH PHCK OT KbPBEHE NPH eaHOoBpeMenHa ynotpeda cbe SSRIs unu SNRIs
nopaaH JOKNaJBaHHA UM edeKT BbpXY TPoMOOUHTHTE (BX. Touka 4.4).

EdexT na enokcabaH BbpXy ApyrH ekapcrsa

Enokcaban noBuinasa Cmax Ha MPHAAraHuA CbBMECTHO ¢ Hero JMrokcuH ¢ 28%, Ho AUC He ce
nosnuaBa. Enoxcadan Hama edekt BbpXy Cmax H AUC Ha XHHHAMH.

Enokcaban noHHxaBa Cmax 4 AUC Ha npunaranug €eAHOBPEMEHHO C Hero BepanaMui CbOTBeTHO ¢ 14%
u 16%.

4.6 DepTHAETET, GPEMEHHOCT H KbPMEHE

XKeHy ¢ 1eTepoaeH NOTCHUHA

YKenu ¢ aereponeH noTeHuHan Tpadea 4a u3bArsat 3abpeMeHABaHE MO BPEME Ha JIEHeHHE ¢ efoKcabaH.

bpeMeHHOCT
be30onacHOCTTA H eclmxacnema Ha eagoxcadaH npH 5PEMEHHH ’KEHH HE ca YCTaHOBeHH. IIpoyuBaHHATa

BBbPXY XHBOTHH NOKA3BAT PENPOLYKTHUBHA TOKCHYHOCT (BX. TOUKa 5.3). Excabnok e npoTtuBonokasaH 3a
ynotpeda o BpemMe Ha OpEeMEeHHOCT NopaiH MOTEHLHAIIHATA PENPOAYKTHBHA TOKCHYHOCT, NPHCHIUMA
PUCK OT KbPBEHE H JaHHHUTE, MOKA3BallH, Ye eAokcabaH npeMuHaBa npe3 IUlaleHTaTa (BX. Touka 4.3).

KspmMmene |
BesonacHocTTa M €pHKacHOCTTa Ha eaA0Kcabad He ca yCTaHOBEHH NPH KbpMayvkH. JJaHHHTE NpH XKUBOTHH

MOKAa3BaT, ue eJokcabaH ce ekcKkpeTHpa B kbpMarta. [1o tasu npuynHa Excabnok e npoTuBONokasaH B 3a
ynotpeba no BpemMe Ha KbpMeHe (BxK. Touka 4.3). TpsabBa a ce B3eMe peleHye Aany Aa ce NpeyCTaHOBH
KbPMEHETO MJIH 1a Ce NPeyCTaHOBH/Aa He ce MPUITOXKH TEpaNHATa.

DepTUAHTET
He ca npoBexaaHu cnieliianHyA IpOy4BaHKA ¢ €40KcadaH NMPH X0pa 3a OLICHKA HA Bb3AEHCTBHETO BBPXY
depTunnTeTa. B €aHO Npoy4BaHe HA MBXKKHA H )KEHCKUS QEPTHNANTET NPH IIBXOBE HE ca HabmoaaBaHH

edexTn (BXK. TOYKa 3.3).

4,7 EdexTn BLpXYy cnocofnocTTa 33 Iodnpane H pabora ¢ MALIHHH
Excabiok He noBNKMABa HJIH MOBNHABA NpeHedpexnMo cnocobHocTTa 3a WwodupaHe 1 pabora ¢ MALIUHH.
4.8 HexenanH JeKapPCTBCHH PeaKnHH

Q0ob1neHHe Ha 1 una Ha 0e30nacHOCT

[TpoduneT Ha GesonacHocT Ha eaokcabaH ce basupa BbpXy ABe npoyysaHus ¢asza 3 (21 105 nauuenTH ¢
HKIIM u 8 292 naumentt ¢ BTE (JIBT u BE)) u Ha nocTMapKeTHHIrOBHS ONHUT.
Haii-uecto ¢cboOlIaBaHHTE HEXENAHH PEaKUHH, CEbP3aHU ¢ JICYEHHETO ¢ €1okcabaH, ca ENUCTAKCHC

(7,7%), xemaTtypusa (6,9%) u anemus (5,3%).

KbpBeHe MoXe 1a Bb3HHKHE HAa BCAKO MACTO H MOe Aa 6b€e TexKO U 1opH daTanHo (
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TabnHueH CNHCHK HA HEXETAHHTE PeaKlHH

Tabnuua 3 npeacTass CNIHCHKA Ha HEXENAHUTE PEaKkiiMy OT ABE OCHOBHH (pa3a 3 npoy4BaHHA NpH
nauuentd ¢ BTE u HKIIM, xoMOuHHpatu 3a NBeTe HHAHKALNA H HEXENAHH PeakUMH, HAEHTUPHLHPaHH
no BpeME Ha NOCTMAapKETHHIOBUS onuT. HexenanuTe peakiuy ca KIaCHPHLHPaHH 0 CHCTEMO-OPraHeH
knac n dectota no MedDRA, kaTo € H3noiI3Bada ciegHaTa KOHBEHUHA: MHOro YecTH (='1/10), yectn
(=1/100 no < 1/10), neuectn (> 1/1 000 no < 1/100), peaxu (= 1/10 000 no < 1/1 000), MHOTO peaku
(<1/10 000), ¢ Heu3BecTHA MecTOTa (OT HANMYHHTE NaHHH He MOXe Ja Oblic HanpaBeHa OLEHKa).

Tabauna 3: Cnuchbk HA HexenanuTe peaknuu 33 HKIIM s BTE

Cucremo-opranen kaac - | Yecrors
Hapymesra Ha KPbLBTa H JAMPHBATA CHCTEMA -

 Anemus ' Yectu
Tpomauumne};m— o | Heuectn

HapymenHs A2 HMYRHATA CHCTEMA

CBpBbXYYBCTBHTETHOCT Heuecrn
AHajHnakTHYHa peaKLus Penxn
AJIepruveH OToK Penku

HapyllleHnA Ha HEPBHATA CHCTEMA

| CeeToBbpTEXK Yectu
FnasoGonne B

BnTpeuepeneH kpopeou3inus (BUK)

CybapaxHoujalieH KPbLBOH3ITHB

Hapynienns na o9nTE

KOoHIOHKTHBATHH/CKJICPA/IHH KPbBOU3NHBH He4vectn
—— — — ———— }

BbTpeoyHH KPHBOHININBH HeuecTH

ChpaevuHH HapYIIeHES I

[lepHkapAHHU KPHOH3INHBH Penku

- Chb10BH HAPYIUCHASA
I JApyru xeMoparut HeuecTH

PecnupaTOpHH, TPLAHH K MEAHACTHHAJIHA HAPYILICHASA

EnucTakcue | YecTu
XeMonTH3a HevectH

CTOMAIIHO-PEBHH HAPYINCHEASN

KopeMHa Honka | | YectH
Kpbeou3aus ot aonHute oraeny Ha [ M tpakr Yectn
KpbBou3nus ot ropHuTte otaesH Ha [ U Tpakt YecTH

OpaneH/papuHreaneH KpbBOU3IHE

["aneHe

PetponepuToHeaieH KpLBOH3IIHB

Xena'roﬁun;apnn HapyUIeHHS
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MoBuLIeH OunHpyOMH B KpLBTA Yecth
[osuiena rauarny*ramumpaﬂccbel.aasa | Yectn
[MoBHILIEHa anKaHa docdarasa B KpbBTa | Heuecrn
[ToBMilIEHH TpAaHCAMHHA3H | | Heuectn
Hapyl;lﬂll&lﬂ HA KOXKATA B MOAKOXKHATA THKAH 1
KOXHH MEKOTBKAHHH XEMOparuu o | Yectu.

{ OﬁpHB_ - YecTH
prpu'ryc_ o YectH
Ypmlcapml_ o o HeuvecTn

- - N R —
HapyimeHHs Ha MYCKYJHO-CKEJETHATA CHCTEMA H CheJHHHTEIHATA

ThKaH |
HuTtpaMyckynnn xeMoparuu (6e3 KOMIIapTMEHTEH CHHAPOM) Peaxu
. BobTpecTaBHu XxeMoparus Penku

Hapymienns nHa 6n0pennTe H DHKOYHHATE ILTHILA

Makpockoncka XeMaTypus/ypeTpanii XeMoparud Yectu
CBbp3aHa ¢ aHTHKOAryJaHT HedponaTus C Heu3BecTHa

l YECTOTa

Hapyienss Ba .anpomnonu'reuﬂwa CHCTeMA H I'bpPAATA

BarunaneH KpbBOH3IHE' Yectu

O6mn HAPYILEHHA B ¢eKTH HA MACTOTO HA NPHJIOXKEeHHE

XeMOparuu Ha MACTOTO Ha NYHKUHUATA YecTu
Hichenpanus N

OTKHOHEHH;?‘IEPHDIIPOﬁHHTe O YHKLIHOHANHH noKasaTeny | Yecn
Hapaﬂ_ﬂna HHSH, OTPABAHHA H yCJIOEItHEHlIﬂ;I:SHHRHSJIH B pe3yJTaT Ha -
HHT¢PBEHIHR

XeMoparmyd Ha MACTOTO Ha XHpyprudyHara HaMeca Heuectn
CyOaypaieH KPbBOH3IIHB | Peaxn

KpbBOH3MHB, CBBP3aH C NpoUEAYpa | ‘ Penxn

' ChobmmaBaHUTE YECTOTH C€ OCHOBABAT Ha JEHCKATa NONynalus B KIHHUYHATE H3nuTBaHuA. Clyyan
Ha BarHHAJIHO KbpPBEHE Ce ChOOLUABAT YECTO NPH XKEHH HA Bb3pacT noAa 5O roanHH, HO HE ¢a YEeCTH NpH
’KEHH Ha Bb3pacT Haj 50 roJuHH. "

Onucanpue Ha M30paHH HexeNaHH peaKUHH
Xemopazuuna anemun

INopaam ¢papMakoNOrHyHHi My MEXaHH3BM Ha ACHCTBHE, ynoTpebara Ha efokcabaH Moxe aa Obae
CBbP3aHa ¢ MOBHLIEH PHCK OT OKYJITHO MJIH SBHO KbPBEHE OT BCAKA ThKaH HJIH OpraH, koetro 61 Morno aa
AoBeRe A0 NOCTXeMopardiyHa aHeMus. [[pu3HaluTe, CHMOITOMUTE U TEXECTTA (BIIOUHATENHO paTaneH
H3XO0J) 1lie BAPUPAT B 3aBUCHMOCT OT JIOKATTH3ALHATA K CTEMEHTA WIH 00€Ma HA KbPBEHETO H/HJIH
aHeMuATa (BK. Touka 4.9). B KNMHHYHHTE NpOYyYBAHHA JIMFaBUYHO KbpBeHe (Hanp. eNnUCTakCHUC,
racTPOMHTECTHHAIHO, FEHHTOYPETPAJIHO) H aHEMHMA ce HabNoAAaBaT NMO-YECTO NPH NPOABLIKHUTENHO
NeyeHHe ¢ enokcaban B cpaBHenue ¢ neyeHrueto ¢ ABK. Ilo Ta3u npuynHa, B JOMBJIHEHHE
aZlckBaTHOTO KJIMHH4YHO HabnioieHne, 1abopaTOpHO H3CIICABAHE HA XeMOortobnHa/xeMar

MOIJI0 A4 G‘bﬂe OT 1107133 33 OTKPHBAHEC HA OKYJITHO KbPBCHE, aKO € NPEUCHH Y€ € [I0AX0 7 \
€ PHCKBT OT KbPBEHE Ja Objie NOBHLUEH NTPH OnpeAeNieHH rpyNH NauKHeHTH, HallpuMep @ - E \‘[
14 = 75
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HEKOHTPONMPAHA TeKKa apTepHaiHa XHIIEPTOHKA W/ WIHN HA ChITHTCTBALLA TEPanHs, KOATO NOBIHABA
XeMOCTa3aTa (BX. Touka 4.4). Bb3MOXHO € MEHCTPYATHOTO KbPBEHE /12 € NO-CHAHO H/HIIH no-
MPOAB/DKHUTENHO, XeMOparHuHUTE YCIIOKHEHNA MOTaT Ja ¢e MPoABAT KaTo ¢1abocT, Oneanocr,
3aMafsHOCT, rnasofoue WiH HeoOACHUMH OTOLH, AHCHHESR H HEODACHUM LLOK.

HMa choOileHHS 3a H3BECTHH YCIO0XKHEHHS B pe3yJITaT HA TEXKKO KbpPBEHE, KATO KOMNAPTHMEHTEH
cuHApOM H Ob0pevHa HeoCTaTBYHOCT B PpE3y/ITaT Ha XHnonepdy3ns WAH CBbpP3aHa ¢ aHTHKOArylaHT
HedponaTHA NpH u3non3BaHe Ha eaokcabaH. [1o Ta3u NpUYHHA BEPOATHOCTTA OT KbpBeHe TpabBa za ce
¥Ma NPEABHA NPH NPELEeHKAaTa Ha CbCTOAHHETO HA BCEKH NMALHEHT, KOHTO € MOJIOKEH Ha
AHTHKOATryJIaHTHO JICUEHHE.

[leapnarpyuuHa NONYAAINS
BesonacHocTTra Ha eaokcaban e oueHeHa B aBe npoy4saHus- ¢aza 3 (Hokusai VTE PEDIATRICS u

ENNOBLE-ATE) npu neaaTpuyHi NauMeHTH OT paxaaHero Ao nox 18-roanumxa swapact ¢ BTE

(286 naupenTn, 145 nauMeHTH, 1IEKyBaHH ¢ €AokcabaH) W ChpAeUHH 3a00N4BaHHA C PHCK OT
TpoMBGoTHYKK cHOMTHA (167 nauuenTy, 109 naumeHTH, NexyBanH ¢ enokcaban). Karo usno npodgunst Ha
fe30nacHOCT TIpH Jelia e noaodeH HA TO3H NPH MOMyJIalMATa Bb3PacTHH NMauHenTH (BXK. Tabnuua 3).
060 16,6% oT neaHaTPHUYHHTE NAUMEHTH, N1eKyBaHH ¢ efokcaban 3a BTE, ca nonyuunn Hexenanu

peaklHH.

CrobijaBaHe Ha 0OA03MPAHH HEKENTAHH PEaKLIHK
Cro61aBaHeTo Ha MOAO3HPAHU HEXKEeNaHU peaxluH clel paspeluaBsaHe 3a ynorpeda Ha JieKapCTBeHHA

NPOAYKT € BakHO. TOBa Mo3BoNsABa Aa NPoAbJxkH HAabIIOACHHETO HAa CHOTHOMIEHHETO MOJI3a/PHCK 3
NleKapcTBEHHS NpoAYKT. OT MEIHLIMHCKHTE CTIeLHaTHCTH CE H3HCKBA Aa cboOLIaBaT BCsAKa Noao3vpaHa
HexenaHa peaxius ypes M3nbnHnTenHa areHuus no nekapcreara, yi. ,Jlamsan ['pyes” Ne 8. 1303 Codmns,
ten.: 02 8903417, yebcaliT: www.bda.bg.

4.9 [Ilpeno3npane

[Tpeno3upanero ¢ enokcaban Moxe aa JoBeae 10 Xemoparusa. ONUTHT CbC C/IyuaH Ha NPeAO3UpaHe €
MHOIO0 OFpaHHYEH.

He cuiuecTByBa aHTHAOT cpelly ¢apMakoguHaMU4HHA eekT Ha eaokcabaH.

B cnyuati Ha npeaosupane Ha eaokcaban MoXe Aa ce UMa NpeABH PAHHO NPUIOKEHHE HA aKTABEH
BbIJIEH 3a HaMansaBaHe Ha abcopObuusaTa. Tasu npenopbka ce OCHOBaBa HA CTAHAAPTHO JIEYCHHE HA
Mpeno3upaHeTo ¥ HATHYHHTE AaHHHM 3a noAoOHN CheAMHEHHA, Thit KaTo ynoTpebaTa Ha aKTHBEH BBIJIEH

3a HamMansBaKe Ha abcopbumaTa Ha eaokcadbal HeE € IpoyUBaHa clelHallHO B KIMHHYHATA MporpaMa 3a
enokcaba. |

OsnagaBaHe Ha KbpBEHE

AKO NPH NAaLHEHT Ha JieueHHe ¢ eJokcabaH BbIHUKHE YCI0XKHEHHE, CBBLP3aHO C KbPBEHE, CAEABAIIHAT
IpHEM Ha efokcaban TpaGBa Aa ce OTJIOKH HIIH JIeYeHHETO TPAOBa a ce MpeKkpaTH, ako € HeobXoaHMO.
Enoxcaban uma noayxueor oxono 10 no 14 yaca (Bx. Touka 5.2). Jleuenuero tpsadpa aa e
WHAMBUHAYATH3IHPAHO B 3aBUCHMOCT OT TEXECTTA U JIOKAJIM3aluATa Ha KpbBousnuea. [lpn HeoOxoaumocT
MOJX€E Aa Ce M3IM0J3Ba NOAXOAALI0 CHMITOMATHYHO JIEYCHHE, KATO MEXAHHYHA KOMNpecHs (Hanp. npH
TEXBbK EMUCTAKCHC), XHPYPrHYHA XeMOCTa3a ¢ NpoueaAypH 3a KOHTPON HaJ KbPBEHETO, 3aMECTBAHE Ha
obeMa U MEPKH 3a NoASbpKaHe Ha XEMORHHAMHKATA, NPEJIHBaHe HAa KPBBHH NPOAYKTH (€PHTPOLHTEH
KOHLEHTPAT HJIK PACHO 3aMpaseHa Nna3mMa B 3aBHCHMOCT OT aCOLIHHpaHaTa aHEMHS HIH KOAryJIonaThA )

HJIH TPOMOOLIHTH.

[TpH xKMBOTO3aCTpAlIABALIO KbPBEHE, KOETO He MOXe na ObJe OBNaJsiHO ¢ MEPKH KaTo
XEMOCTa3a, HMa JaHHH, He NPUI0KEHHETO Ha 4-GaKTopeH KOHUEHTPAT Ha MpOTpOMOK
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(KIK) npu 50 [U/kg obpbiua edexTute Ha epokcaban 30 MUHYTH crel 3apbpliBaHe HA HHQY3HATA.

Moske Oa ce HMa npeapHA cbiuo pekoMOuHanTHHAT axtop Vila (r-FVlla). Uma obaue orpanunueH
KJIMHHYEH OMUT ¢ ynotpebara Ha TO3W NPOAYKT MPH AKLA, NOJy4aBalll eRokcadaH.

B 3aBUCHMOCT OT Bb3MOXKHOCTTA Ha MACTO, B CIy4aH Ha FONSIMO KbpBeHe, Tpsabra na ce 0OMuUCIH
KOHCYJITALIHA ChC CIELMANUCT N0 KOArylallHOHHH HapyLLIEHHS.

He ce oyakBa nporaMuH cyiadaT W BUTaMHH K Jia MOBIHAAT aHTHKOAryJlaHTHaTa aKkTHBHOCT Ha
enoxcabaH.

Hama onuT ¢ aHTUGUOPHHOMUTHYHHN CpeACTBA (TPAHCKCAMOBA KHCENHHA, AMHHOKANpOHOBA KHCETHHA)
NpH HHAKMBUAM, NIOJyuaBally eaokcaban. HaMa HUTO HayuHH 10KA3ATENCTBA 33 ONAronpHATHO
NOBJIHABAHE, HUTO OMHUT OT H3M0J3BAHETO HA CHCTEMHH XEMOCTATHLH (Je3MONPECHH, AMPOTHHHH) NPH
nauHeHTH, nony4vasawu eaokcaban. Ilopaan BUCOKaTa CTENEeH HA CBbp3BaHe ¢ NJIa3SMEHHTE NNPOTEHHH HE

ce oyakBa eqoxcabaH fa Moxe Ja Obje oTAeNeH upes AHanuaa.

5. GAPMAKOJIO'NYHHU CBONUCTBA

5.1 dapmakoanHEAMHYEE cBOHicTBA

(bapmakoTepaneBTHYHA rpyna: AHTUTPOMOOTHYHH CpeaCcTBa, AMPEKTHH HHXHOUTOPH Ha (hakTop Xa;
ATC xon: BO1AF03 |

MexaHU3bM HA aelicTBHE

EnoxcabaH e BHCOKOCENEKTHBEH, AMPEKTEeH H oOpaTuM HHXHOKTOD Ha pakrop Xa, cepuHnpoTeasara,
KOATO y4yacTBa B kpalinus oOul nbT Ha KoarynaluMoHHarta kackaja. Enoxcaban unxubupa ceobonnus

taxTop Xa ¥ aKTHBHOCTTA HA NpoTpoMOHHa3HuA komILiekc. Mnxubupanero Ha dakrop Xa B
KOaryalHOHHATa KacKa/a NoHHxkaBea o6palyBaHeTo Ha TPOMOKH, yABb/bKkaBa BPEMETO Ha ChCHPBAHE H
MOHHXKaBa pHCcKa oT 0OpasypaHe Ha TPOMO.

dapmakoanHAMHYHH edeKTH

Enokcaban HMa Obp30 Haualio Ha papMakoJAHHAaMHUHUTE €PEKTH B paMKUTE Ha 1-2 Yaca, KoeTo
CBLOTBETCTBA HA MAaKCHManHa eKCno3HLHaA Ha enokcaban (Cpax). PapMakoauHaMHUHHTE eeKTH,
Onpene/IeHN 4pe3 TeCT 3a aHTH(PaKTOp Xa, ca NpeACKa3yeMH ¥ KOpEnHpar ¢ A03aTa H KOHLUEHTpaUuMATa Ha
enokcabaH. B pesyarar Ha nHxubupaneto Ha FXa, eqokcadban ¢blI0 yABKABA BPEMETO HA ChCHPBaHE
NpH TecToBe KaTto npoTpoMOnHOBO BpeMe (PT) 1 akTHBUpaHO maplHalHO TPOMOOILIACTHHOBO BpEME
(aPTT). [TpoMeHuTe, HabnroJaBaHH NPH TE3M TECTOBE 3a ChCHPBaHe, Ce O4aKBa fia ce Haboaaear npH
TepaneBTHYHATA 1033, HO T€3H NPOMEHH Ca HEZHAYMTENHH, [IPH TOJIAMa CTENEH Ha BApHAOHIHOCT, U He
ca MONE3HH 3a NpocieaaBaHe Ha aHTUKOoarylanHoHHUA e(eKT Ha eaokcadaH.

Egdhexmu evpxy xoazynayuonnume Mapkepu npu npeMunaeane om 1evenue ¢ pusapoxcaban, oabucampan
wiu anuxcaban Ha neyenue ¢ edoxcaban |
[Tpy kTHHHYHO-(PApMAKONOrHYHHTE NPOY4BAHHA, 3APaBH JIHLA ca [onyyasayiu pusapokcadban 20 mg
BEAHDBXK JHEeBHO, AaburaTpad 150 mg aBa mbTH AHEBHO UK anukcabaH 5 mg ABa MLTH AHERHO,
nocAeiBaHH OT eJHOKpaTHa Jo3a efgokcaban 60 mg na aex 4. OnpeneneH e edpeKTbT BLPXY
npoTpoMOHHOBOTO BpeMe (PT) M Apyru koarynaunoHHy Onomapkepu (Hanp. auti-FXa, aPTT).
Caen npeMHHABaHETO Ha ieueHe ¢ efokcadan Ha neH 4, PT e exBuBaieHTHO Ha JieH 3 HA
1 anukcabau. 3a naburaTpaH ce Habnoaasa no-Bucoxka akTUBHoCT Ha aPTT cnen npuno
enokcabau ¢ npeJluecTBaLLO Ae4eHHE ¢ JaburaTpaH, B CpaBHEHHE C Ta3y Clel JICUCHH
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enokcaban. [Ipnema ce, ue ToBa € nopaau edexra Ha NpeHacsHEe OT JeyeHHeTo ¢ JaburarpauH, HO TOBa He

BOAH J0 yAbJKaBaHC Ha BpEMETO Ha KbPBCHC.
B1®3 0CHOBA Ha TE3H JaHHH, KOraToO C€ NMpeMHHAaBa OT JICYCHHE C TC3H ARTHKOAryJIaHTH Ha JICYEHHE C

enokcabaH, mbpBaTa J03a Ha efokcabaH MoXe 1a ce 3arnoyHe No BPEMETO 3a Clie/BallaTa njaHipaHa
J03a OT NpeAlIecTBAlllMA AHTHKOArYIaHT (BXK. To4ka 4.2).

Knunnuna epuKacHOCT ¥ 6€30MacHoCT

ITpodunaxmuxa na uncyam u cucmemna emooaun

Knnanunara nporpama 3a eqokcabaH 3a NpeAChPAHO MBXKICHE € IUIaHHPaHa, 3a Aa ce JoKaxe
edrkacHoCT H 6€30NacHOCT Ha ABE JO30BH IpynH Ha eaokcabaH B cpaBHeHHE ¢ BapdapuH 3a
npodHNaKTUKA Ha UHCYJIT H CHCTEMHA eMOO0HA MPH MALMEHTH ¢ HEKIaNHO NPeACHPAHO MBKACHE H B
yMEpEH A0 BHCOK PHCK OT HHCYJNIT ¥ CbOHTHA Ha cHcTeMHa embonua (systemic embolic events, SEE).

Mpu rnasioto ENGAGE AF-TIMI 48 npoyuBaHne (HanpasngBaHo OT cbOHTHATA, da3a 3, MHOTOLEHTPOBO,
palAOMH3HPaHo, ABORHOCIANO, ABOHHOMACKHpaHO, NapaieHO-rpynoso npoy4sane) 21 105 naumenTu
ChC CPEJIEH CKOp 3a 3aCTOHHA ChpAevHA HeJOCTaThYHOCT, XHIIEPTOHHSA, Bb3PacT = 75 roJHHH, 3aXapeH
auaber, uucynr (CHADS?2) or 2,8 ca paHnomMu3npaHu Wis B ne4eOHa rpyna Ha eaokcadban 30 mg seaAnbxk
AHEBHO, HNH B NeyeOHa rpyna Ha egokcaban 60 mg BeJHBXK AHEBHO,-MNN Ha BapdapuH. [lo3ara Ha
Yy4YacTHHLMTE H B JBeTe JieueOHM rpynH Ha enokcabaH € HaMalleHa HanoJIOBHHA NPH HAJIMYKE HA e1HH HITH
noBeye OT CIAEAHUTE KIHHHYHH (aKTOpH: YMEPEHO TexkKa cTened Ha 6b0peuHo yspexaane (Cr(l

30-50 ml/min), #Hucko TenecHo Terho (< 60 kg) unu CHIBTCTRALLO NPHIIOKEHHE HA celHGUUHH
nHxuOuTOpH Ha P-gp (BepanaMui, XHHHAHH, ZPOHENAPOH).

[TbpBHYHATA KpaiiHa To4kKa 33 €PUKACHOCT € cbeTaBHATa oT MHCYAT B SEE. Bropuunnte kpaiHm
TOYKY 3a e(PHKACHOCT BKJIKOYBAT: CbCTABHA OT HHCYAT, SEE U chpaeunocsaosa (CC) CMBPTHOCT,
roJIAMO HEXeNaHo ChPpAeYHOCHAOBO chOUTHE (major adverse cardiovascular event, MACE), koeto e
cbeTaBeHo ot Hedataned MU, Hedatanen uncynt, Hedatanna SEE u cmbpt o1 CC npHyuHHa Uiy
KBbPBEHE; CbCTaBHA OT MHCYNT, SEE H CMBPT OT BCHYKH NPHYHHH.

MennaHaTa Ha €KCNO3HLUMATA HA 1eKapCTBOTO NPH NPOYUYBAHETO € 2,5 roAMHH H 3a ABeTe 1euyedHH
rpyny Ha eqokcaban 60 mg u 30 mg. Meananara Ha npoceasBaHe TIPY NPOYYBAHETO € 2,8 rOAHHH 32
asere neueOHH rpyny Ha eaokcaban 60 mg n 30 mg. Meananara Ha eKCNO3ULIMATA B NALUHEHTOrOIMHY €

15471 n 15 840 cvoTBeTHO 3a rpynuTe Ha nevexue ¢ 60 mg u 30 mg, a Meauaxarta Ha NPOCIEAABAHETO
B nalHeHTOorogMHu € 19 191 u 19 216 choTBeTHO 3a rpynuTe Ha JeveHue ¢ 60 mg u 30 mg.

B rpynara Ha BapdapHH, MeHaHaTa Ha BpeMe B TCpaneBTHYHUTE rpaHiliy (time in therapeutic range,
TTR; INR 2,0 no 3,0) ¢ 68,4%.

OCHOBHHMAT aHANK3 Ha e(PHKACHOCTTA HMa 3a LieJ1 Jia TIOK&Xe He M0-MankKara epHUKacHOCT Ha eJokcadan
cnpamMo BapdapuH Npy MepBK UHCYIT UAK SEE, Bb3HHKBALIH NO BpeMe Ha IEYEHHETO WIH B DAMKHTE
Ha 3 JHM Cled NOCNeNHaTa 03a, NpHera B rpynara ¢ MoaugruupaHo HaMepeHue 3a jeuenue (modified
intention-to-treat, mITT). Enokcaban 60 mg ¢ ¢ He no-Manka epHKacHOCT OT BaphapHH 3a MbpBHYHATA
Kpaliua Touka 3a epUKaCHOCT NPH HHCYAT HIH cBOMTHE Ha cucTeMHa eMbonus (Systemic Embohic
Event, SEE) (ropnara rpanuua Ha 97,5% nopepurteneH unrepsai (JI1) na xoeduument na pucka (KP)
cnpaMo Bap(apyH € NnoJ NpeABapHTENIHO ONpeAeicHaTa MPaHnLA 3a He No-Mallka epuKacHocT oT 1,38)
(Tabnnua 4).
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Ta6auna 4: HHcyaTn u cb0HTHS Ha cucTeMHa emboans B npoyuBaneTo ENGAGE AF-TIMI 48
(mITT, B nepHoaa Ha JIeYEeHHETO)

Enokcatan 60 mg Bapdapun
[IbpBHYHA KpaliHA TOYKA (30 mg noHHKeHAa 1032) (N=7012)
(N=7012) |.
[IbpBu uucyaT/SEE?
n 182 232
YecToTa Ha chOuTHaTA (Yo/rOoN)° 1,18 | 1,50
KP (97,5% 1) 0,79 (0,63, 0,99)
P-CTOIHOCT 3a He M0-MaJjiKa <(,0001
| eukacHocT" . |
[IbpBH HCXEMHYEH HHCYJIT
n 135 ‘ 144
Yectora Ha chouTHaTa (%/ron) 0,87 0,93
KP (95% JIN) ' 0,94 (0,75, 1,19) |
[TbpBH XeMOparu4eH HHCYAT |
n | 40 ' 76 |
YectoTa Ha chbuTHsTa (%/roa)° _ 0,26 ; 0,49
KP (95% J1N) 0,53 (0,36, 0,78) | ,
[Iupea SEE
n (%/ron)? & (0,05) 13 (0,08)
KP (95% JIN) 0,62 (0,26, 1,50)

Cokpawenus: KP = Koeduuuent Ha pucka cnpsamo Baphapus, JIM = JloBepurenen nurepsal, n = Opoii
Ha ceouTusaTa, mITT = moauduunpHo Hamepenue 3a neyenue, N = Opoit Ha naunenTure B rpynara mlTT,
SEE = I1posiBa Ha cucteMHa eMOO0JIHs, ro/l = ro/InHa.

* [TauMeHTHT MOXKE J1a € NPEeJACTABEH B HAKOJIKO pejia.

b YecTtoTaTa Ha chOuTHATA (%/rOn) € u3uKcieHa kato Oposi Ha CbOMTHATA/TAUMEHTONOAHHH €KCIO3HLIUS.
¢ JIBycTpaHHaTa p-CTOMHOCT c€ OCHOBaBa Ha rpaHMLIa 3a He no-majka edukacHoct ot 1,38.

[To Bpeme Ha uenus nepuoa Ha nedenuero B rpynara ITT (Habop 3a aHain3 3a 1I€MOHCTPHPAHE Ha
NPeBb3X0/ACTBO), olleHeHH uHcynT unn SEE nactensar npu 296 nauvenTy B 1eyeOHaTa rpyna Ha
enokcadban 60 mg (1.57% roauno) v npu 337 naunenTtn B rpynara Ha Bapgapus (1,80% roanmno). B
cpaBHeHHe ¢ JieKyBaHuTe ¢ Bappaput nauuedt, KP B rpynara Ha enokcadban 60 mg e 0,87 (99% JIN:
0,71, 1,07, p = 0,08 3a npeAUMCTBO).

[Tpy nmoaArpynoBHTE aHaJIM3M 3a NauMeHTUHTe B ieyeOHarta rpyna Ha 60 mg, KOHTO ca HMaIi MOHHKEHHE
Ha no3ara a0 30 mg npu npoyuBaneto ENGAGE AF-TIMI 48 (nopanu tenecHo terno < 60 kg,
yMEpEeHO TeXkKa cTeneH Ha 0bOpeyHo yBpek/1aHe WiH CbIbTCTBALLA ynoTpeda Ha HHXHOHTOPH Ha
P-gp). yectorara Ha cbOUTHATA € 2,29% roauIHO 3a MbpBHYHATA KpalHa TOYKa B CPaBHEHHE C
yecToTa Ha CbOUTHATA OT 2,66% roMIIHO 3a ChOTBETHUTE NALMEHTH B rpynara Ha Bapdapux [KP

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

PesynratuTte 3a eMKacHOCT 3a NpeABApHTETHO ONpPe/Ie/IEHHTE OCHOBHH MOATrPYIH (C NOHHKEHHE Ha
7103aTa NpH HYk/1a), BKIKOYUTEIHO Bb3PacCT, TeJECHO Terio, noJ, CbCTosHue Ha ObOpeynara ¢y

pe3yJTaTHTE 3a MbpBHYHATA KpaiiHa TOYKa 3a €(PUKACHOCT 3a uﬂnaTa rpyna, u3cjiejBaHa
NPOY4YBaHETO.

= |
18 S\l e 5
SE/H/2522/001-003/I1B/004+IA/005 \\-*:i- \ e /L)
N /&
L Y e .
\":"T'.j.a-,t ,. i W\
\Hh‘_' MKA



KoeduumentbT Ha prcka (eaokcaban 60 mg cnp. BapdapuH) 3a mbpBHYHATaA KpaiiHa TOYKa B LIEHTPOBETE
¢ no-Hucko cpeaHo Bpeme Ha INR B ueneBus auanason (INR TTR) 3a Bapdapun e 0,73-0,80 3a Haii-
nuckure 3 kBaptiia (INR TTR < 57,7% no <73,9%). Toii e 1,07 B uentposere ¢ Haii-100bp KOHTPOJI Ha
TepanuaTa ¢ Bappaput (4™ kBaptun > 73,9% ot INR cToiiHOCTHTE B TepaneBTHYHHS IHANA30H).

MMa craTUCTHYECKH 3HAYMMO B3aumoeidcTBue Mex1y edekra Ha egokcadban cnpsaMo BappapHH BbpXy
pe3yJiTata 0T OCHOBHOTO npoyuBaHe (MHcynT/SEE) n 6b0peunara ynkuus (p-croitnoct 0,0042;

mITT, uenus nepuoj Ha NpOy4YBaHETO).

Tabnuua 5 nokassa ucxeMuuun HHCYATH/SEE no kareropus KpeaTHHHHOB KJIHPBHC MPH MALHEHTH C
HKIIM B ENGAGE AF-TIMI 48. Hanuue e namansBsaiila 4yectora Ha CbOMTHATA NPH yBeIH4YaBalll ce

CrCL u B 1BETE IpyIH 3a JIEHEHHE.

Ta6anna 5: Bpoii nexemuunn uucyaTn/SEE no kareropus kpeatnnnHoB KiaupbsHC B ENGAGE
AF-TIMI 48, mITT naGop 3a anajin3 npe3 ueJHd NEPHOJA HA NPOYYBAHETO

CrCL Enokcaban 60 mg Bapgapun
noArpyna (N =7012) (N =17012)
(mV/min)
n | bpoii Ha |Yecrorama| n | bpoii Ha | Yecrortama | KP (95% JIN)
CHOHTHATA | o, GuTHSATA BOHTHATA | ¢,GuTHATA
(%/ronuna) (%o/ronuna)

> 30 no <50 1302 63 1,89 1305 67 2,05 0,93 (0,66, 1,31)
> 50 no <70 2093 85 .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)
> 90 1o <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 (0,57, 2,85)
> 130 462 10 0,78 418 3 0,25 o

Cobkpamenus: CrCl = kpearuHnHOB KinpbHC; N = Opoit Ha naunenTuTe B mlT T nonynauusita npes
eaus nepuoa Ha npoyusaHero; mlTT = MoauduuHpaHo HamepeHHe 3a JieyeHue: n = Opoil Ha
naumenTute B noarpyna; KP = koedmunent Ha puck cnpsimo Bappapun; /I = nosepurenen nurepsail.
*KP He ce u3uucnaBa, ako OposT Ha cbOMTHATA < 5 B €/1HA rpyna Ha JieYeHHe,

B noarpynure 3a 6b0peunara gyHkuus, pe3yaTaTHTE 3a BTOPHYHHUTE KPaiHHU TOYKH 3@ €(PUKACHOCT Ca B
CbOTBETCTBHE C T€3H 3a MbpPBHYHATA KpaiiHa TOYKa.

U3cnenBaHeTo 3a NpeBb3XoACTBO € U3BbpLueHO BbpXY ITT nonynauusTa 3a neaus nepuoa Ha

MpOYy4YBAHETO.

HMucynr n SEE HacTbnBar np no-Majko naiMeHTH B jieyeOHara rpyna Ha eokcadan 60 mg, OTKOJIKOTO
B rpynara Ha BapgapuH (cboTBeTHO 1,57% 1 1,80% roanmno), ¢ KP ot 0,87 (99% JIU: 0,71, 1,07, p =
0,0807 3a npeAUMCTBO).

[IpenBapuTeHO ONpEAEIEHNTE CbCTABHH KpailHU TOYKH 3a CPAaBHEHHETO Ha JieyedHara rpyna Ha
enokcaban 60 mg ¢ Bapdapu 3a uucynt, SEE u KP 3a CC cmbpTHOCT (99% JIN) € 0,87 (0,76, 0,99),
MACE 0,89 (0,78, 1,00), a uncyat, SEE u cmbpTHOCT OT BCHUKH npuyrHu — 0,90 (0,80, 1,01).

PesynratuTe 3a CMBPTHOCT OT BCHYKH NPUYUHH (OLICHEHH CMBPTHH ciay4dau) npu npoyusaHeto ENGAGE
AF-TIMI 48 ca 769 (3,99% roauiinHo) 3a yyacTHHLMTE, npuemallu eaokcadban 60 mg (noH# _

PesyiTaTi 3a CMBPTHOCT OT BCHYKH NMPHYUHH (OL€HEHH CMBPTHH cllyyan) 3a ObOpeuH
(enokcadban cnpsamo Bapdapun): CrCL 30 a0 < 50 ml/min [KP (95% J1H): 0,81 (0,68,
> 50 no < 80 ml/min [KP (95% J1W): 0,87 (0,75, 1,02)]; CrCL = 80 ml/min [KP (95%
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1,40)].

Enokcaban 60 mg (nonnxkena ao3a 30 mg) BoAH 10 M0-HUCKA YE€CTOTA HA ChbPAEYHOCH/10BA CMbPTHOCT
B cpaBHeHue ¢ Bapdapux [KP (95% J1H): 0,86 (0,77, 0,97)].

OueHeHnTe JaHHH 3a e(pHUKACHOCT MO OTHOLUIEHHE HA ChbPAEYHOCH0BAa CMBPTHOCT MPH ObOpeUHHTE
noarpynu (enokcaban cnpsimo Bapdaput): CrCL 30 o < 50 ml/min [KP (95% JIN): 0,80 (0,65. 0,99)];
CrCL > 50 o < 80 ml/min [KP (95% JIN): 0,75 (0.62, 0.90)]; CrCL > 80 ml/min [KP (95% J1H1): 1,16
(0,92, 1,46)].

[IbpBHYHaTa KpaiiHa ToYka 3a 0€30MacHOCT € roJiIAMO KbpBEHE.

MUmMa 3Ha4uMO NOHWKEHHE HAa PUCKA B 10J13a Ha eyeOHaTa rpyna Ha efokcadad 60 mg B cpaBHEHHE C
rpynara Ha BapgapHH no OTHOLIEHHE Ha royisMo KbpBeHe (CboTBeTHO 2,75% 1 3,43% roauwno) [KP
(95% JIN): 0.80 (0,71, 0.91): p = 0,0009], BUK (cborBeTHO 0,39% 1 0,85% roauuno) [KP (95% JIN):
0.47 (0.34, 0.63); p <0.0001] u apyru Buaose kbpseHe (Tabnuua 6).

[ToHnkenueTo Ha aTalHUTE CllydaH Ha KbPBEHE CbhLLO € 3HaYMMO 3a JieyeOHara rpyna Ha eokcadaH
60 mg B cpaBHeHue ¢ rpynata Ha Bapdapun (0,21% u 0.38%) [KP (95% [IN): 0,55 (0,36, 0,84):

p = 0,0059 3a npeINMCTBO |, OCHOBHO MOPa/JiM NMOHUKEHHETO HAa Opos Ha (paTaHK ClIy4yan Ha
ppTpedepentu Kpbouznueu (BUK) [KP (95% J1H): 0,58 (0,35, 0,95); p= 0,0312].

Ta6auna 6: CuLOuTHA HA KbpBeHe npH npoyuBaneto ENGAGE AF-TIMI 48 — Anasin3 Ha
0€30NaCHOCTTA HA MANHEHTHTE HA JIeYEeHHe

Enokca6Gan 60 mg Bapdpapun
(monnzkeHa no3a Ha 30 mg) (N=7012)
" (N=7012)
['0151IMO KbpBeHe
n 418 524
YecTora Ha chOuTHsATA (Y%/TON)? 2,75 343
KP (95% JIN) 0,80 (0,71, 0,91)
[P-CTOHHOCT 0.0009
BUK" _
n 61 132
YectoTa Ha chOuTHATa (%/ron)’ 0,39 0,85
KP (95% JIN) 0,47 (0,34, 0,63)
DaTajJIHH CJY4YAH HA KbPBeHe
n 32 59
Yectora Ha crOuTusTa (%/ron)* 0,21 0,38
KP (95% [1H) 0,55 (0,36, 0,84)
CRNM kbpBene
n 1214 1 396
YectoTta Ha chOuTHaTa (%/ron)? 8,67 10,15
KP (95% 1) 0,86 (0,80, 0,93)
Besiko MOTBLPAEHO KbpPBeHe"
n | 865 2114
Yectora Ha cpOuTHsTa (%/roa)’ 14,15 16,40
KP (95% JIN) 0,87 (0,82, 0,92)

Cokpauienus: BUK = Borpeuepenen kpbBon3ius, KP = KoeduumneHnT Ha pucka crpsimo
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Jlosepurenen uatepsasi, CRNM = KnnHHYHO 3HaYHMO HEroisMo, n = Opoii Ha NalMEeHTHTE CbC ChbONTHS,
N = Opoii Ha nauMeHTUTe B rpynara 3a aHaju3 Ha 0e30MmacHoOCTTa, roa = roJiuHa.

* YecToTaTa Ha chOuTHATA (%/r0/1) € H3unceHa Kato OposT Ha CbOMTHATA/NALIMEHTOrOAHHA
€KCIO3HIHA. |

® BYK BKIIOYBA MbPBHYEH XEMOpPArn4yeH HHCYIIT, CyOapXHOHAA/IeH KPbBOU3IIMB, €NH-/Cy01ypasieH
KPbBOHM3JIHB M HCXEMHYEH MHCYJIT € rojiimMa Xxemoparuyna kousepcus. Benuku BUK, chobuienn B
OueHeHHTe eJIEKTPOHHH KapTH Ha MalMEeHTUTE 3a MO3bYHO-CBJA0BO H HEBBTPEYEPENHO KbPBEHE,
MOTBBP/AECHH OT OLIEHHTEJINTE, ca BKIOYEeHH B Opos Ha BUK.

¢ . Bcsiko noTBBp/IEHO KbpBEHE' BKJIKOYBA TE€3W Cly4au, KOMTO ca JIePUHHPAHH OT OLEHHUTE] KaTo
KJIHHHYHO H3ABEHH.

3abenexka: EaMH nalMeHT Moxe aa Objie BKJIKOYEH B HAKOJKO M0JAKaTerop1H, ako TOH/Ta ca HMaJlH
cbOUTHE OT Te3u Kareropuu. [I1pBOTO CHOMTHE OT BCSIKA KATErOpHs € BKJIKOYEHO B aHaJIM3a.
Tadnuum 7, 8 U 9 noka3Bar pecneKTHBHO rojiiMo, (paTaJIHO U BbTPEUYEPEINHO KbPBEHE M0 KaTeropms
kpearuHHHOB KaupbHe npu naunedTd ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e HamansBauia
yecTtoTa Ha cbOMTHATA NpH yBenuyasall ce CrCL v B iBeTe rpynH 3a JieYeHHe.

TaGauna 7: Bpoii enu301H HA roJiIMO KbpBeHe 10 KaTeropusi KpeatTHHHHOB KIHPbHC B ENGAGE
AF-TIMI 48, ananin3 Ha 6e30NaCHOCTTA B IEPHOAA HA JIeYeHHETO"

CrCL Enoxkcaban 60 mg Bapdapun
noarpyna (N =7012) (N =7012)
(ml/min) _
n | bpoiima |Yecrorama| n | bpoii Ha | Yecrora KP (95% JIN)
CHOMTHATA | oy GHTHATS CLOHTHATA Ha
(%/roanna) CHLOHTHATA
(%/roaunna)

> 30 10 <50 | 1302 96 3,91 1305 128 5,23 0,75 (0,58, 0,98)
> 50 10 <70 | 2093 148 3,31 2106 171 3,417 0,88 (0,71, 1,10)
> 70 no <90 | 1661 108 2,88 1703 119 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 g0 < 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)

Ta6auua 8: Bpoii enu3oan Ha GpaTaIHO KbpPBeHe 110 KATErOPpHS KPEeaTHHHHOB KJIHPBLHC B
ENGAGE AF-TIMI 48, anaan3 Ha 6e30nacHOCTTA B NePHOAA HA JIeYeHHETO"

CrCL Enoxcatan 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(ml/min) -
n | bpoiina |Yecrorama | n | bpoii Ha |Yecrorama | KP (95% JIN)
CHOHTHATA | ¢ GuTHATA CHOMTHATA | ey GuTHsTA
(Yo/ronnua) (Yo/ropuna)
P> 30 10<50 | 1302 9 0,36 1305 18 0,72 0,51 (0,23, 1,14)
> 50 n0 <70 | 2093 8 0,18 2106 23 0,50 0,35 (0,16, 0,79)
> 70 no <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 S 0.44 --‘
< 130
> 130 462 2 0,18 418 0 0,00
21
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Ta6auua 9: Bpoii ¢cbOHTHSA Ha BbTpedYepenHO KbpPBeHE N0 KATEropHsl KPeaTHHHHOB KJIHPBHC B
ENGAGE AF-TIMI 48, ana.in3 Ha 6e30nacHOCTTA B NePHOAA HA JIeYeHHETO"

CrCL Enokcaban 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(ml/min) -
n Bbpoii Ha | YecToTa Ha n bpoii Ha |Yecrora na | KP (95% CI)
CbOHTHATA | CHLOHTHATA CHOHTHATA | CHOHTHATA
(%/roanna) (%/ronnna)
>3010<50 | 1302 16 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50n10<70 | 2093 19 0,42 2106 51 1,10 0,38 (0,22, 0,64)
>T7010<90 | 1661 17 0,44 1703 35 0,89 0,50 (0,28, 0,89)
>90n0<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
> 130 462 I 0,09 418 l 0,10 -

Cobkpauenus: N = Opoii Ha naunenTure B mlTT nonynaumsTa npe3 ueaus nepuoz Ha Npoy4BaHeTo:
mITT = moauduLKMpaHo HaMepeHHe 3a JieyeHue; n = Opoii nauuenTn B noarpyna; KP = koepuumneHT Ha
puck cnpsmo BappapuH; JIM = nosepureneH HHTepBall.

*KP He ce u3uucnsba, ako OposT Ha cbOMTHATA < 5 B €1HA rpyna 3a JieYeHHe.

“Tlepuon Ha neyeHuero: Bpemero ot mbpBarta 103a OT NpOYyYBaHHA JIEKAPCTBEH NPOAYKT 10 Mocjae/1HaTa
103a IIKC 3 AHHU

[Tpu noarpynoBUTe aHaJIM3H 3a NalMeHTHTE B ieyedHara rpyna Ha 60 mg, 4YuATO 1032 € NOHWKEHA Ha

30 mg npu npoyuBanero ENGAGE AF-TIMI 48 nopaau TenecHo terno < 60 kg, yMEpeHO TexKa CTeneH
Ha ObOpeYHO YBpekKaaHe MK CbIbTCTBaLA ynoTpeda Ha uHXuouTopu Ha P-gp, 104 (3,05% roanumxo) ot
NalMeHTHTE ¢ MOHMWXKeHa J103a ejokcadan Ha 30 mg n 166 (4,85% roaMuiHO) OT NALHEHTHTE C MOHHIKEHA
1103a Ha BapdapuH umar cayudaii Ha ronsmo kepBete [KP (95% J1IW): 0,63 (0,50, 0,81)].

[Tpn npoyuaretro ENGAGE AF-TIMI 48 uma 3HaunMo nojo0peHne Ha HETHHS KJIMHHYEH pe3yTaT
(mbpBU UHCYAT, SEE, roisiMo KbpBeHe MJIH CMBbPTHOCT NOpaaAH BCHYKH npuyuHH; nonyaauus mlTT,
LleJIHs IEPHO/1 HA MpOoYyYBaHeTo) B nosiza Ha eaokcadan: KP (95% JIW): 0,89 (0,83, 0,96); p = 0,0024,
korato JeyeOHara rpyna Ha eaokcaban 60 mg e cpaBHeHa ¢ Bap(dapHH.

Jlewenue na JIBT, nevenue na BE u npogurakmuxa na peyuousupaw /{BT u BE (BTE)

KinnnunaTa nporpama 3a eokcaban 3a BeHoszna Tpomboembonns (BTE) e niianupana, 3a ja ce
neMoHcTpHpa epukacHoCTTa M Oe3onacHocTTa Ha ejlokcabau npu neuenue Ha JIBT u BE n npodunakruka
Ha peunauBupauy IBT u bE.

[Tpu ocHoBHoTO npoyyBane Hokusai-VTE 8 292 nauueHTn ca paHA10MH3HPaHH J1a 110Jy4aBaT HavyajiHa
Tepanus ¢ XernapuH (eHoKcanapuH Wi He)paKkUMOHHPAH XenapuH ), nocje/Bata ot elokcaban 60 mg
BEJIHBK JHEBHO WJIH CPABHUTEIHOTO JeyeHue. B paMoTo Ha CPaBHUTEIIHOTO JIeYEHHE NalHEeHTHTE
noJiyyaBaT HayajiHa Tepanus ¢ XenapHH 3aeiHo ¢ BapdapuH, Tutpupan 1o tapretio INR ot 2.0 1o 3,0,
MocJieABaHo OT JieueHHe camo ¢ BapdapuH. [Tpoab/IKUTENHOCTTA HA JICYEHHETO € OT 3 Mecela 10

12 Mecena, onpezeneHa OT W3ciaea0BaTes Bb3 OCHOBA HA KJIMHHYHHUTE XapaKTEPUCTHKH Ha NalyeHTa.

MHO3HHCTBOTO OT JIEKYBaHHUTE ¢ e/lokcabaH nauueHTH ca ot Osnara (69,6%) u asnarckara paca (21,0%),
3.8% ca yepHOkO0XH, 5,3% ca KaTeropusMpaHu Karo ,.Jipyra paca .

[TpoabiKHTENHOCTTA HA TepanusTa e noHe 3 meceua 3a 3 718 (91,6%) naunenTu Ha el Qﬁ& __‘_h 2. :b
3727 (91 4%) nmalMeHTH Ha BapdapuH, noHe 6 meceua 3a 3 495 (86,1%) naureHTH Ha g&oﬁﬁamul.pﬂm‘ Q}k.
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| 659 (40,4%) nauueHTH Ha BapdapuH.

[TbpBHyHaTa KpaiiHa To4Ka 3a e(pMKACHOCT € MoBTOpHATa nposisa Ha cumnroMatuyeH BTE, ne¢punupan
KaTo ChbCTaBHA OT cUMNTOMaTHyHa peurausupawa ABT, cumnromatiuna HedartanHa bE u garanna bE
MPH NaLKMeHTUTE Mo BpeMe Ha 12-mMece4yHus nepuo/l Ha npoy4yBaHeTo. BropuuHuTe pesyJirarH 3a
e(puKacHOCT BKJIFOYBAT CbCTABHHUSA KJIMHHYEH pe3yiTar oT peunauBupaiia BTE v cMbpTHOCT OT BCHYKH
MPHYHHH.

Enokcaban 30 mg BeAHbK IHEBHO C€ M3M0J13Ba MNPH NAUHEHTH ¢ €IHH HJIH NOBEYE OT CAEHHTE
KJIMHUYHM (PaKTOpH: yMepeHo Texka cteneH Ha Ob0peuno yBpexaane (CrCL 30 — 50 ml/min), TrenecHo
terso < 60 kg. cbnbTCTBALLA YoTpeda Ha cneundHYHH HHXHOHTOPH Ha P-gp.

[Tpu npoyuBaneTo Hokusai-VTE (tabauua 10) e qoka3zano, 4ye ejokcaban e ¢ He no-manka e(puKacHOCT
oT Bap(dapHH No OTHOLIEHHE HA MbPBHYHMSA pe3yJiTar 3a epukacHocT, peunauBupail BTE, koiiTo
Hactena npu 130 ot 4 118 nauuenTtu (3,2%) B rpynara Ha eaokcadban cnpsiMo 146 or 4 122 naumeHTH
(3.5%) B rpynara Ha Bapdapus [KP (95% JIW): 0,89 (0,70, 1,13): p < 0,0001 3a He no- manka
epukacHoct]. B rpynara Ha Bapdapun meanadata Ha TTR (Bpeme B TepaneBTHYHHU rpaHuui, INR 2,0 1o
3.0) e 65.6%. 3a naunenture ¢ BE (cbe unu 6e3 JIBT), 47 (2.8%) Ha enokcadan u 65 (3,9%)

oT nauueHTute Ha Bapdapud umar peunausupail BTE [KP (95% J1A): 0,73 (0,50, 1,06)].

Tabauna 10: PesyaraTn 3a epukacHoct or npoyuBanero Hokusai-VTE — rpyna mITT, neans
NePHO/A HA JIEYEHHETO

[IbpBHYHA KpaHHAa TOYKa" Enokcaban 60 mg Enokcadan cnpsamo
(nonnkeHna no3a 30 mg)|(Bapdapun BapdpapHH
(N =4118) (N=4122)|  KP(95% n)"
p-cTOiHOCT®

BCcHYKH nNauMeHTH CbC 130 (3,2) 146 (3.5) 0,89 (0,70, 1,13)
ICHMNITOMATHYHA peUHIHBHpalLLa p-ctoiiHoCcT < 0,0001 (He
BTE.“n (%) no-mMaJjika e(pMKacHoOCT)
bE ¢ unu 06e3 JIBT 73 (1,8) 83 (2,0)

aranHa bE nimn cMbpT, KOraro bE 24 (0,6) 24 (0.6) ‘
HEe MOYE J1a Ce M3KJIIOYH

edaranHa bE 49 (1,2) 59 (1,4)
Camo JIBT 57 (1,4) 63 (1,5 |

Cokpawenus: JIU = Jlosepurenen uurepsan; [IBT = apndoka BeHo3Ha TpoMmOo3a; mITT =
moau¢upano Hamepenue 3a JevyeHue; KP = KoeduuueHTt Ha pucka cnpaMo BapdapuH; n = Opoii Ha
nauMeHTHTe cbC CbOMTHA; N = Opoii Ha naunenTuTe B mITT rpynara; BE = 6enoapodna embonusa; BTE =
cJly4ad Ha BEHO3Ha TpoMOoemOonus.

* II'bpBHYHATa KpaiiHa TOYKa 3a €UKACHOCT € OLleHEH CUMIITOMaTHyHa peunausipaia BTE (T.e.
cbcTaBHaTta Kpaiina Touka ot JIBT, nedaranua BE u daranna bE)

® KP, nyctpanuusat I ce 6asupar Ha perpecuorHus mojien Ha Cox 3a nponopuHOHAJIHUTE PHCKOBE,
BKJIIOYBALIL JIeYEHHE U clieAHUTe (paKkTOpH 3a cTpaTH(PULIMPAHE NPH paH0MH3allHA KAaTO KOBAPHATH:
npeacrapsaiy auardosa (bE ¢ mamn 6e3 JIBT, camo JIBT), H3xoaHn puckoBH (pakTopH (BpEMEHHH
¢akTOpH, BCHUKH OcTaHa)IM) KU HYxkaata oT 30 mg enokcaban/enokcadan niauedo npu paHaoMU3aLUaTa
(na/ue).

“p- CTOMHOCTTA € 3a NpeJABAPUTEIHO ONpe/ieieHa rpaHuLa 3a He no-manka epukacHoct ot 1,5

OT nauMeHTHTE, KOUTO Ca OMJIM ¢ NMOHMKeHa a03a 10 30 mg (OCHOBHO NOPAaAH HHCKO TeJeC
ObOpeuna ¢pyukuus), 15 (2,1%) na enokcaban u 22 (3.1%) naunentu Ha BappapuH umar

l'[ﬂﬂr”ﬂﬂmuﬂ N u\ .
BTE [KP (95% JIHN): 0,69 (0,36, 1,34)]. Py
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BropuuHnara cbcTaBHa KpaiiHa Touka ot peunauBupaiia BTE v ¢cMBbpTHOCT OT BCHUKH NPHYMHU HACTBIIBA
npu 138 naunenTu (3,4%) B rpynara Ha ejokcadan v 158 nauuenTu (3,9%) B rpynara Ha Bapdapun [KP

(95% JTA): 0,87 (0,70, 1,10)].

Pe3sysnraTuTe 3a CMbPTHOCTTA OT BCHYKH NPHYHHH (OLLCHEHH CMBbPTHH CJIy4au) MpH NMPOY4YBAHETO
Hokusai-VTE ca 136 (3,3%) 3a naunenTuTe, npueMaiud eaokcabdbad 60 mg (nonuxkena no3a 30 mg),

cnpsamo 130 (3,2%) 3a BapdapuH.

[Ipu npeaBapuTtesiHO onpeaeseHus noArpynoB aHanus Ha nauuenTute ¢ bE 447 (30,6%) u 483 (32,2%)
OT JIEKYBAHUTE CbOTBETHO € €10KcadaH U BapdapHH NaLHEHTH ca onpeaeneHu karo umaium bE u NT-
proBNP > 500 pg/ml. I1epBruuHusT pesynrart 3a epukacHoct HacTbnBa npu 14 (3,1%) u 30 (6,2%) ot
NalUeHTHTE, JIEKYBAHH CbOTBETHO ¢ efnokcadan v Bapdapux [KP (95% JIN): 0,50 (0,26, 0,94)].

Pe'By.f'[TElTHTE 34 E[I]HK&CHDCT Ha NMPCABAPHTCIIHO ONPCAC/ICHHTC OCHOBHH MOAIPYIIH (C [MOHHKCHHEC Ha
A034aTa IMNpH H}’}Kﬂ,ﬂ), BKJIOYBAUIH BB3PACT, TCJICCHO TCIJ1O, 110J1 H CbCTOAHHE HA 6']::6])&"—]HBT& CDYHI{LIHH.
CbOTBETCTBAT HA INMbPBHYHHUTE PE3YJITATH 34 Ed)HKEiCH'DCT 3a usdjiaTta rpyna, u3cji€iBaHa 1npH npoy4BaHEToO.

n']:pBHl-lHﬂTﬂ xpaﬁﬁa TOYKa 3a 0e30MaCHOCT € KJIMHUYHO 3HAYUMO KbPBCHC (roJisMo UJIH KJIHHHYHO

3HA4YHUMO HET(}HHMD).

Tabnauua 11 060O11aBa OLlEHEHHTE C/IyYan HAa KbpPBEHE 3a rpynara 3a aHajiu3 Ha 0e30MmacHOCTTa B epHoja

Ha JICHCHHC.

ChluecTByBa 3HAYMTEIHO HAMAJIEHHE HA PUCKA B 110J13a Ha e/10kcabaH B cpaBHEeHHe ¢ Bap(apHH 3a
MbpBUYHATA KpaiiHa TOYKa 3a 0€30MacHOCT 3a KJIMHHYHO 3HAYMMO KbpPBEHE, CbCTaBHATa OT MOJIAMO
KbpBEHE WJIH KIIMHHYHO 3Ha4YuMO Herosisimo kbpBeHe (CRNM), koeto HacTenBa npu 349 or4 118

nauueHTH (8,5%) B rpynara Ha eokcadan v npu 423 ot 4 122 naunenTtH (10,3%) B rpynara Ha Bapdapux
[KP (95% JIA): 0,81 (0,71, 0,94); p = 0,004 3a npeaumcTBO].

Tabanua 11: Cayyan Ha kbpBene npu npoyuBaHero Hokusai-VTE — Anann3 nHa 6e3onacHocrra

npes3 nepHoAa Ha jJeyeHue”

- —

Enokcaban 60 mg Bapgapun
(namaJsiena go3a 30 mg) (N=4122)
(N=4118) |
KJIHHHYHO 3HAYHMO KbpBeHe
(roaamo n CRNM).” n (%)
n 349 (8,5) 423 (10,3)
KP (95% JIN) 0,81 (0,71, 0,94)
[P-CTOHHOCT 0,004 (3a npeaAMMCTBO)
t‘mnuo KbpBeHe n (%) T
' | 56 (1,4) 66 (1,6)
KP (95% J1A) 0,84 (0,59, 1,21)
BYK ¢aranna 0 6 (0,1)
BYK nedaranna 5(0,1) 12 (0,3)
(CRNM KbpBeHe
n 298 (7,2) 368 (8,9)
KP (95% JIN) 0,80 (0,68, 0,93) =T i:L;LH -
BeHuKH BHAOBE KbpBeHe —I2\\
n 895 (21,7) 1 056 (25 | F’E*’;“ﬁ : ft-’;:-fn
KP (95% /M) 0.82 (0,75, 0.90) ERRTSr | G |
24 \\ = ‘\Kh@,‘;i’;'?}f“&’ / S

SE/H/2522/001-003/I1B/004+IA/005

e g 1 i —



Cunkpamenie: BUK = Brrpeuepenen kpbBou3nus, KP = Koedguuunent Ha pucka cnpamo sapdaput; [N =
nopepuTeneH uHTepBan; N = Opoii Ha NaLMEHTUTE B rpynara 3a oleHKa Ha Oe3onacHocTTa; n = Opoii Ha
cpOuTuaTa; CRNM = KNHHHYHO 3HAYUMO HEFOJIAMO

"[lepnon Ha neyeHnue: BpeMmeTo oT mbpBarTa 4032 OT AEKAPCTBOTO MO NPOYYBAHETO O NOCJIEAHATA 1032

UIIOC 3 JHH.
[Tnper4HA KpaliHa Touka 3a 6e3onacHocT: KIMHYYHO 3HAYHMO KbpPBEHE (CLCTAaBHA OT roNIAMO H

KITHHHYHO 3HAYMMO HEFOJAMO KbPBEHE).

[Tpyu noArpynoBuUTE aHAMN3H 33 NALHEHTHTE, KOUTO Ca MMAIH NOHMXKEHHE Ha no3aTta 10 30 mg B
npoyuBaHeTo Hokusai-VTE nopaau tenecro terno < 60 xr, yMepeHo TexkKa CcTeneH Ha Ou0peuHo
YBpeXJaHe UK ChIbTCTBALa ynoTpeba Ha nuxubuTopu Ha P-gp, 58 (7,9%) oT nauneHTHTE C NOMKKEHA
no3a Ha egokcaban ot 30 mg n 92 (12,8%) oT nauMeHTHTE Ha BapdapHH Ca UMY NOJAAMO KbPBEHE WIIH
CRNM cubuthe [KP (95%): 0,62 (0,44, 0,86)].

[pu npoyusaHeto Hokusai-VTE HeTHHAT knuHHYeH pe3ynTaT (peunauBupaina BTE, ronsamo kepeene
HJIH CMBPTHOCT OT BCHUYKH NpuurHH; nonyaauus mITT, uenans neprdon Ha npoyusaHero) KP (95% JIW) e
1,00 (0,85, 1,18), xoraTo eaoxcabaH e cpaBHEH ¢ BapdapHH.

Ilpounaxmuxa na uncyam u cucmemna emborus npu nayuewmu ¢ HKIIM ¢ eucox Cr(l

(CrCl> 100 ml/min)

[TpoBeaeHo e cneunanHo, paHIOMH3HPaHo, ABofiHocasano uinuteane (E314) npu 607 nauventn ¢ HKITM
¢ sucok CrCl (CrCl > 100 ml/min, usmepen no ¢opmynara Ha Cockcroft-Gault) ¢ ocHoBHaTa Hen aa ce
oueHd OK/PJ] Ha enokcaban 60 mg BeAHBX) AHEBHO cnp. ¢xeémara 75 mg BeaHbX AHEBHO. OCBeH
MbPBUYHATA Kpaiina Touka 3a ©@K/D]] H3MUTRaHETO BKINOYBA OLEHKA HA KITMHHYHUTE KPaHHH TOUYKH
MHCY/T ¥ KbPBEHE B paMKHTE Ha 12-MecedeH NepHol Ha JIeUeHHe.

Ho3ara exokcaban 75 mg Beaubx AxeBHO B noArpynara ¢ Bucok CrCl (> 100 ml/min) soau ao ~25%
MOBHIIEHHE Ha eKCNO3HLHATA B CpaBHEHHE ¢ fo3aTa eqokcaban 60 mg BeIHDBXK JHEBHO, KAKTO €
MPOTHO3HPAHO. |

BpoAaT Ha YYaCTHHIIHNTE, JOCTHI ALK YTRbPAECHATA CHCTABHA KpaiHa To4Yka Ha chbOMTHATA 32 ePUKACHOCT
HHCYT/TpaH3uTOpHA HcxeMuuHa ataka (THA)/ coOuTHe Ha cucteMHa eMOonns (SEE), e orpannyen u
BKJIIOYBA 2 CLOMTHSA HAa HHCYNT B rpynara Ha epoxcaban 60 mg (0,7%; 95% JIH: 0,1% a0 2,4%) u

3 cpbuTHA Ha HHCYAT B rpynara Ha eaokcaban 75 mg (1%; 95% JH: 0,2% no 2,9%).

[ToTBBpAEHO CHOMTHE HA NrOAAMO KbpBEHE Bb3HKMKBA NpH 2-Ma (0,7%; 95% AU: 0,1% a0 2,4%) or
y4aCTHULMTE B rpynara Ha eaokcaban 60 mg B cpaBHeHHe ¢ 3-Ma (1,0%; 95% JU: 0,2% no 2,9%)
YYacTHHLIM B rpynara Ha eaokcabaH 75 mg. Ot 2-Ta ciyvas Ha roisMo KbpBEHeE B I'pynara Ha eAokcabaH
60 mg eJHHHUAT € B KPHTHYHA 30HA/0praH (BbTPEOYHO), a APYTroTO NoJIAMO KbpPBEHE € BbTPEMYCKYAHO. OT
3-Te cly4as Ha roliiMO KbpPBEHE B rpynara Ha efokcaban 75 mg 2 cnyuyas Bb3HHKBAT B KPHTHYHA
30Ha/opraH (BbTPeMO3bUHO/ | ¢ NeTaneH u3xon), a | npeacrapiaBa KbpBEHE B rOpHATa HacT Ha
cromaiHo-upeBHHna (CY) tpakT (kuBoTO3acTpawasaino). Mma ceio u 9 (3%) cnydas Ha KIMHHYHO
sHauuMo Heroasmo kbpeeHe (CRNM) B rpynara Ha enokcaban 60 mg u 7 (2,3%) cnyyasa Ha CRNM
KbpBEHE B rpynara Ha eaokcabax 75 mg.

OcBeH KIHHHYHOTO H3nhuTBaKHe E314 B 10 eBponelicki CTpaHH € NPOBEAEHO €AHO NPOCNEKTHBHO,
MHOTOHALIHOHATHO, MHOTOLIEHTPOBO, 00cepBallHOHHO NOCTMAapkeTHHIoBo npoyusane (ETNA-AF), koeto
BK104Ba 13 980 yyactHuum. B pamkute Ha Ta3u nonysauus | 826 umar CrCl > 100 ml/min n nonyuasar
eqokcaban 60 mg B CLOTBETCTBHE ¢ KPHTEPHUTE 3a Npunarae, npeacraseHy B KXII. lNoaumHuTe
4YE€CTOTH HA ChCTABHATA OT HCXEMHYEH HHCYJIT KN CHCTeMHa eMbonua ca 0,39%/roa, a cuOuT
rojiasMo KbpBeHe Bh3HUKBRAT npu 0,73%/ron.

Umaiixn npeaeua oo aaHaure ot ENGAGE AF, E314 u ETNA-AF, ce oyaksa nauue
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un Bucok CrCl, nexysanu ¢ efokcaban 60 mg, 1a HMaT roAHLIHA YeCTOTa Ha HCXEMHUYEH HHCYAT/CHCTEMHA
embosHa < 1%. He ce oyakpa noBrilnaBaHeTo Ha Ac3aTa Haa 60 mg npu nauxentd ¢ HKIIM ¢ Bucok CrCl
(> 100 ml/min) Aa ocurypH no-nodpa 3aUlyuTa Cpelly HHCYJIT H MOXE Aa CE aCOLHHPa C NoBeYe HeXKENaHH
cpbuTHA. [Topanu ToBa cxeMara enoxcaban 60 mg BeaAHBX AHEBHO C€ NPENOPBLYBA NPH TAKMBA NALHEHTH
clel BHMMATENHA OLIEHKA HAa HHAHBHAYAIHHA PUCK OT TpoMboeMOOIHYHH ¢bONTHR U KbpBEHe (BX.

Touyka 4.4).

THayuenmu, npu Koumo ce npeonpuema Kapouoeepcun

[IpoBenero € MHOMOLEHTPOBO, NPOCTIEKTHBHO, PaHAOMH3HPAHO, OTKPHTO NpOYyYBaHe ChC 3aC/IENeHO
oueHaBane Ha kpalinurte Toukn (ENSURE-AF), B koeTo ca paHAOMH3HpaHH 2 199 yqacTHHUH (KOUTO HE
ca mpHeMaly NepopaiHyd AaHTHKOAryJaHTH J0Cera v TaKMBa, NeKyBaHH NMpeau Tora) ¢ HKIIM, nnaunpauu
3a KapAHOBEPCHA, 33 Aa ce cpaBHH eAokcabaH 60 mg BeAHBXK AHEBHO ¢ eHOKCanapuu/BaphapuH, Taka 4e
na ce noanbpxa repanebTHYHO INR ot 2,0-3,0 (panaomusnpanu 1:1), cpeanoro TTR 3a Bapgapuu €
70,8%. O61mo 2 149 yyacTHHLM ca JeKyBaHH WK ¢ erokcadban (N = 1067), unu ¢
enokcanapui/sapdapun (N = 1 082). YyacTHULUTE B rpynara 3a nedyenue ¢ eqokcadban nonyyqasar 30 mg
BEAHBX JHEBHO, aKO Ca HallHLE €/IUH WK MOBEYE OT CICAHUTE KIHHUYHHU $aKTOpH: yMepeHo ObOpedno
yepexxaane (CrCl 30 — 50 ml/min), nucko tenecHo terno (< 60 kg) win cebTcTBAlATa YRioTpeba Ha
crietGUYHH HHXHOUTOPU Ha P-gp. [pn MHO3HHCTBOTO OT YMAaCTHHLIMTE B IPYNHTE Ha eaokcabaH n
BapdapHH € H3BbPLICHA kapanoBepcus (ChoTBeTHO 83,7% H 78,9%) Hin Te ca npeTbpneaH CNOHTAHHA
xkoHBepcHs (CbOTBeTHO 6,6% u 8,6%). U3nonseana e kapanosepcua, Hacoysana oT TEE (B paMkuTe Ha

3 AHH OT HAYAJIOTO) MJIH KOHBEHLIMOHAIHA KapAHOBepcHs (Hak-mManko 21 crnea npeaBapyTeIHOTO
neyeHue). YYaCTHHLHTE ca NPOABIDKKHIH Ja MPHEMAT JICYEHHETO 32 28 AHM cllea KapAHOBEpCHATA.

[TopBHYHHUAT pe3ynTaT 3a epHKacHOCT npeacTasngsa cbetaBHa ot uucynrt, CE, MH u CC cmbpTHOCT.
O61wwo 5 (0,5%, 95% JH 0,15%-1,06%) crOHTHA BE3HUKBAT NPU YYAaCTHULM B rpynara Ha eaoxkcabaH
(N =1095)u 11 (1,0%, 95% AU 0,50%-1,78%) cxOutns B rpynara Ha sapdapun (N = 1104);
choTHOLEeHHe Ha wiaHcosete (Odds Ratio, OR) 0,46 (95% JIU 0,12 - 1,43); ITT nabop 3a ananus npes
e U NTEpPHO HAa NPOYUBAHETO ChC CpeaAHa NPOABIHKHTEIHOCT 66 JHH.

[ThpBHUHHAT PE3yNTaT 33 6¢30MaCHOCT € ChCTaBHA OT 3HAYHUTE/IHO H KIHHHYHO 3HaYHMO HEroJIiMo
kbpeene (K3HK). O6wo 16 (1,5%, 95% U 0,86% - 2,42%) cuOuTHA BB3HMKBAT NPH YYaCTHHUH B
rpynata Ha eaokcaban (N = 1067) u 11 (1,0%, 95% U 0,51% - 1,81%) cu6nTHA B rpynara Ha BapgapHH
(N = 1082); cvoTHoLIeHHe Ha waHcoBeTe 1,48 (95% U 0,64 - 3,55); Habop 3a aHanu3 3a He3onacHOCT
npe3 Nepuoa Ha Je4eHHE. |

ToBa eKCIUIOPATOPHO MPOYYBAaHE NOKAa3Ba HUCKH YeCTOTH Ha rojnaMo kepseHe H K3HK n
TpoMOoeMOOI1A B IBETE Py N 32 NEYEHHE TNIPH YCIIOBHATA Ha KapaIHOBEPCHA.

[MeanaTpuyHa nONyNauus

Be3zonacHocTTa, epukacHOCTTa, hapMaKkOKMHEeTHKaTa ¥ papmMakoaHHAMHKaTa Ha eaokcabaH npu
neJHaTPHYHH YHaCTHULM OT pakaaHeto a0 18-roavurna se3pact ¢ BTE u cepacyHu 3abonsBanus ¢ pucK
ot TpoMOOTHUYHHK CHOHTHS ca oLleHeHH B ABe npoyuBanus ¢asa 3, Hokusai VTE PEDIATRICS u
ENNOBLE-ATE (Bx. Touka 4.2). OCHOBHOTO NeauaTpuyHo npoyusaHe, Hokusai VTE

PEDIATRICS, e onucano no-aony.

Ocunosnoro npoyusane (Hokusai VTE PEDIATRICS) e oTkpHuTo, panoMHU3HpaHO, MHOTOLIEHTPOBO,
KOHTpoAHpaHo ¢asa 3 npoyusahe 3a OlleHKa Ha apMakOKHHEeTHKaTa 1 ¢apMakoIWHAMHKATA Ha
enokcabaH U 3a cpaBHeHue Ha edukacHocTTa M He30nacHOCTTa Ha eaoKcadaH Che CTaHaapTHa

18-roauiliHa BBL3pACT ¢ NOTBBPACHA BeHO3Ha Tpomboembonns (BTE).

MspBHuHaTa KpaliHa TouKa 32 e(HKACHOCT € ChCTaBRHATA KpaiiHa TOYKa — CHMITTOMATHYH
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peLHIUBHPAILO BeHO3HO TpoMOoeMOon4HO 3abonaBaHe, CMBPT B pe3yntar oT BTE u 0e3 npomana Hiv
yBE/H4aBaHE HAa TPOMBOTHUHMSA TOBAD 110 BPEMeE Ha ITPBHA 3-MeceueH nepno] (miaHyBaHaTa
NPOABIKHTENHOCT Ha JieYeHHeTo € oT 6 1o 12 ceAMHUUH 3a NeAHaTPHYBH NALUHEHTH OT paXJaHeTo A0 104
6-Mece4yHa Bh3pacT).

Hosute enokcadaH, u3anuTeaHu B npoyysadero Hokusai VTE PEDIATRICS, ca onpenenenu cnopent
Bb3pacTTa H Ternoto. [loHHkaBaHe Ha J03UTE Ce MPenopLyYBa Ha 0a3aTa Ha KIMHHYHH (PaKTOpH,
BIUIIOUNTENHO ObOpeuHa ¢pyHKuHA U ¢bIBTCTRALULE YNIOTPeOa Ha uHXHOuTOPH Ha P-gp (Tabnuua 12).

Ta6anua 12: HanaTBann no38 eaoxcaban B npoyusaneTo Hokusai VTE PEDIATRICS

BnapacT KbM XaTATA TeaecHo Ternao Jo3a Ho3a (cycnen3ns)® | ITlonHxkaBaHe Ha
HAa ChLIJIACHE (rabaerxa)® - nozarta®
12 no <18 rox. >60 kg 60 mg NA 45 mg
| 230 u <60 kg 45 mg | NA 30 mg
<5-H nepceHTHN 34 30 mg | NA NA
Bb3pacT _ '

6 no <12 rogn. <60 kg; noszara € NA 1,2 mg/kg 0,8 mg/kg
onpeaeneHa Ha 6asza (MakcuMyMm 45 mg) | (makcumMyM 45 mg)
mg/kg

2 no <6 rog. Jlo3ara e onpepeneHa | NA 1,4 mg/kg 0,7 mg/kg
Ha Oa3a mg/'kg (MakcHMyM 45 mg) | (MakCHMYM 24 mg)

6 Meceua 1o <2 rox. Ho3ata e onpeneneHa | NA 1,5 mg/kg 0,75 mg/kg

| Ha Da3a mg/kg (MakcuMyM 45 mg) | (makcumyMm 24 mg) |
>28 nuu ao <6 Mecena | Jlozarta e onpeneneda | NA 0,8 mg/kg 0,4 mg/kg
| Ha ba3za mg/kg (MakcuMyM 12 mg) | (MakcumyM 6 mg)

Ot paxaaHero Ho3ara e onpeaeneHa | NA 0,4 mg/kg 0,4 mg/kg

(38 recTanlHOHHH Ha 6aza mg/kg (MakcHMyM 6 mg) | (MakcHMyM 6 mg)

CeAMHULH) A0 <28 AHH

NA = HENPHIIOKHUMO; rojl. = F'OANHH

* Y4acTHHLUKMTE Ca MHCTPYKTHPAHHU Ja npHeMar eaokcaban (TabneTky Win rpaHyJiH) NepopanHo BEAHBX
JIHEBHO, MO €AHO H CHLIO BpeMe BCEKH A€H, CbC Hau 6e3 xpana. Tabnetkure TpadBa Ja ce NoribLuar ¢
yala Boja.

5 Ha 6a3zaTa Ha KTHHHWYHH $HaKTOPH, BKIIOYUTENHO ObOpevHa GyHKLHMA (YMePEHO-TEXKO OBOpeUHO
yBpeXJaaHe C H3UUCIEHA CKOPOCT Ha rnoMepynHa ¢puntpauns (eGFR) 10-20, 20-35, |

30-50 mlI/min/1,73 m? 3a yuacTHHLM Ha BB3pacT >4 n <8 ceaqmuuu, >8 ceAMUIM B <2 rOAHHH, >2 H

<12 roauuu; eGFR 35-55 ml/min/1,73 m? 3a momuera >12 u <18 roguan; u eGFR 30-50 ml/min/1,73 m?
3a MOMHYeTa >12 u <18 roauun) ¥ CpIbTCTBALLA YNIOTPeOa Ha HHXHOMWTOPH Ha P-gp (Hanp.
LIUKJIOCTIOPHH, IPOHEAAPOH, EPHTPOMHLMH, KETOKOHA30JI).

O61mo 290 yyacTHHIIM ca paHAOMH3UPAaHHU B Npoy4YBaHeTo: 147 B rpynara Ha eqokcabaH u 143 B
KOHTpPOJIHATa rpyna Ha CTaHAApPTHO JieueHHe, OT KOMTO 286 yyacTHHIIM NTpHeMaT Hal-Manko eHa 103a OT
nexkapctBoTo no npoyupanero (mITT); 145 yyacTHuum B rpynata Ha enokcaban v 141 yyacTHHUM B
KOHTponHarta rpyna. [IpubansuresHo NoNoBHHATA OT BCHYKH YYaCTHHUHM ca Mbxe (52,4 %) n
MHO3HHCTBOTO JIEKYBaHH Y4acTHHLM ca oT Osnara paca (177 [61,9 %] yyacTHuuy ). CpeaHOTO TErno €
45,35 kg, a cpeAHUAT UHAEKC Ha TenecHaTta Maca (BMI) e 20,4 kg/m?. O6wo 167 (58,4 %) yyacTHHUM ca
B KoXoptaTa oT 12 no <18 roaunn, 44 (15,4 %) yyacTHniiy ca B Koxoprara ot 6 20 <12 roauHm,

31 (10,8 %) nauneHTH ca B KoxopTara oT 2 A0 <6 roauxu, 28 (9,8 %) yyacTHHLIM ca B KOXOpTaTa OT

6 Mecena A0 <2 roanHHU 1 16 (5,6 %) yyacTHHLM ca B koxopTtarta ot 0 g0 <6 Meceuna. O6mo 28 (19,3 %)
neua B rpynara Ha efokcadan u 31 (22,0 %) aeua B KOHTpOAHATA rpyna HMAT aHAMHE3a 34 H

NS
BuabT Ha BHAEKCHOTO CbOHTHE e JIBT cue unu 6e3 BE npu 125 (86,2 %) ot 145 nena ot ﬂfi?__;:‘\}\
enokcadban u 121 (85,8 %) ot 141 neua B KOHTPONHATA rpyna, AOKATO MPH OCTAHATHTE C O NF, N\,
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(13,8%) B rpynarta Ha enokcaban 1 20 (14,2 %) B konTponHata rpyna — e BE 6e3 JIBT. Cnyyaute na IBT
Hai-4eCTo Ca IOKaJn3upaHy B JoJHUTE KpaiHHLM (50 (34,5%) u 44 (31,2%) cnyvas B rpynuTe

ChOTBETHO Ha elokcabaH W KOHTpOJIHATa rpyna), ropuure kpaitHuim (22(15,2%) cnpamo 24 (17,0%)) u
nepebpanHusg BeHo3er cHHYC (27 (18,6%) cnpamo 21 (14,9%)).

KP 3a rpynara na egoxcabaH crnipamMo KOHTpOJIHaTa rpyna Ha cTauaaptHo aeuvenue e 1,01 (95 % JIU: 0,59
no 1,72). I'opHata rpanstia Ha 95 %-usa JIU (1,72) HaaBHILABa NpeABapHTENTHO ONpEAC/IEHATAa MPaHHLA 3a
He Mo-Majika epHKacHOCT OT 1,5, ClIe0BaTEIHO He TO-MaIKaTa eQHKaCHOCT HA eJoKcabaH cnpsaMo
CTAHAAPTHO JIEYeHHe He € NOTRbpAeHa (BX. Tabnnna 13).

Tabauna 13: Ilpenenena koMONEEpAHA NHPPAYHA KpaliHa TouKa 32 edmmcuoc"r — OcnoBen
nepHoA Ha Jedyenne (HabGop 3a apaan3 Ha mITT)

Enoxcaban Cranaaprua rpuxa
(N = 145) (N =141)
YyacTHHIH CbC ChOUTHS (0, %) i 26 (17,9) 31 (22,0)
CumntomarHuna peuyausupaiila BTE (n, %) 3 (3,4) 1 2(1.4)
bE cke nau 6e3 BT (n, %) 0 1(0,7)
Jleranna BE (n, %) 0 0
Heneranua BE (n, %) 0 1(0,7)
Camo JIBT (n, %) 534 1(0,7)
Jleranua IBT (n, %) 0 0
Henetanna JIBT (n, %) 4(2,8) 0
HeobstcHUMa CMBpT, MTPH KOATO HE MOXE A2 1 (0,7) 1 (0,7
ce uaknwum BTE (n, %)
be3 npoMsiHa WA yBenH4YaBaHe Ha 21 (14.5) 29 (20,6)
TpoMOOTHYHISA TOBap Ha Oa3ara Ha
oOpa3Hu u3caeasanus (n, %)
KoedHuMEHT Ha pUCK® 1,01 -
2-cTpaneH 95% JIH 3a koedHuuenTa Ha pucka (0,59, 1,72) -

/AN = nosepurenen untepsan; IBT = aenboka peHo3Ha TpoM6bo3a; mITT = moaudunupana ITT
nonynauus; bE = benoapobua embonusa; BTE = BeHo3Ha TpoMboeMGonns.

" KoeduuueHT Ha pHck enokcabaH cnpaMO CTAHZAPTHO JIEUEHHE.

benexka: OueneHara cbcTaBHa NbPBHYHA KpaiiHa TOUKa 33 ePHKaCHOCT BKAKOYBA CHMNTOMATHYHA
peunausupaiia BTE, cMepT B pesynrar ot BTE u 6e3 npoMaHa HIH yBenu4asaHe Ha TpOMOOTHUHMS
TOoBap Ha 0a3arta Ha oOpasHK H3caenBaHUA.

benexka: OCHOBEH nepHoJ Ha NeyeHue ce AeHHUPA KATO NEPHOIA OT PaHIOMHU3allMATa 10 Br3ntara Ha
Mecen 3 + 3 anm.

[I'spBHuHaTa KpaliHa To4ka 3a 6€30MacHOCT € KOMOHWHALKMA OT roasMo KbpBeHe H CRNM cbOuTHS Ha
KbpBEHE, Bb3HHKBAIIH N0 BPEME HA OCHOBHHUA NEPHOA Ha JeueHHe (3 meceuna + 3 aHn).

Pesyntarure 3a 6€30MacHOCT ca CpaBHHMH MeXIy IPYNHTe Ha eaokcabaH H Ha CTAHAAPTHO JICHEHHE.
Obwo 3 (2,1 %) yyacTHHuu B rpynarta Ha enokcaban u 5 (3,5 %) yuacTHHLIM B IpynaTa Ha CTAHAAPTHO
JICYEHHE NMOJy4aBaT Hali-Manko | olieHeH NOTELPASH enu3oa Ha rofaMo KkepeeHe H CRNM cubuTHe o
BpEMe Ha OCHOBHHSA TNEPHO] Ha JleveHHe 1 B Xoaa Ha neueHneto [KP (95 % J{H): 0,60 (0,139; 2,597))].

5.2 @DapMaKOKRHETHYHH cBolicTBa

Abcopbuus
Enokcaban ce abcopbupa ¢ MakCHMaNHH N1a3MEHH KOHUEHTPALMH B PAMKMTE Ha 1-2 4
[epopanHo NpUAOKeHHe Ha enokcabaH TabneTku. AGcontoTHaTa GHOHANHYHOCT € np
XpaHaTa yBRe/IH4aBa MAKCHMAJTHATA EKCNO3HUHS B PA3/IHHHA CTENEH, HO UMa MHHHM
obuiata ekcriosvuus. Enokcaban e npunarad cbc uiam 63 XxpaHa npu npoyuBaHHs
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48 u Hokusai-VTE, kakTo 1 B leAHaTPHYHHTE NpOyUBaHHUAT 3a eduKacHOCT H Oe3omacHocT. Enokcaban e
¢ HHCKa pasTBopuMocT npu pH ot 6,0 unu no-sucoko. EAHOBpEMEHHOTO NMPHIIOKEHHE ¢ HHXHOHTOPH Ha
NPOTOHHATA MOMIIA HAMA 3HAYUMO BIAMAHHE BbPXY €KCIIO3HUHMATA HA €10KCabaH.

B eano npoyuane ¢ 30 3apasu gobpoeonun crofinoctute W Ha cpeanata AUC, u Ha Cmax npH

nepopanHo npunoxeHne Ha 60 mg eaqokcaban noa ¢popmara Ha pasTpolueHa TabneTka, CMeceH ¢
10BIKOBO TIOPE, UK NMOCPEACTBOM HA30racTpajnHa COHAA, CYCIIEHANPAH BbB BOJa, OKa3BaT
OHOEKBUBAJIEHTHOCT ¢ MHTaKTHATa TabneTka. MMaliku npeasun npeXBUAMMKA, [IPONOPLIKOHANEH Ha
no3ata papMakokuHeTHueH npodun Ha eqokcadan, pe3ynTaTure 3a OHOHATHYHOCT OT TOBA NPOYyUBaHe
BEPOSTHO 1€ CA NPHJIOXKHUMH W NPH MO-HHCKK A03H en0oKcabaH.

PasnpeaeneHue

Pasnpenenennero e asydazopo. OGembT Ha pasnpenenenue e 107 (19,9) 1 [cpeano (cTanaaprHo
otknoHenne, CO)]. CBbp3BaneTo ¢ MIa3MEHUTE NPOTEHHH 1n vitro e nphbausutento 55%. Hama HuKakBo
KJIHHUYHO 3HAYHMO KyMYyJIHpaHe Ha efaokcabaH (OTHOLIGHHE Ha KyMynupase 1,14) npu npunoxexnue
BeHBbXK AHEeBHO. KOHLEHTpaLHuUTE B CTALIHOHAPHO CBCTOAHHE C€ AOCTHIaT B PAMKHTE Ha 3 JHM,

buorparcpopmauus
HenpomeHeHHAT eokcabal e ochoBHaTa popMa B nnasmarta. EnoxcabaH ce Merabonusupa upes

XHaposiu3a (MeaMupana ot kapbokcHnecrepasa 1), koHiorupade uind okucneHue oT CYP3A4/5 (< 10%).
EnokcaGaH nMa TpH akTHBHH MeTabonuta, OCHOBHHAT MeTabout (M-4), obpasyBaH upes XxuaAponH3a, €
aKTHBeH H aocTHra no-mManko ot 10% oT ekcno3viuuaTa Ha U3XOAHOTO BEUISCTRO NPH 3APaBy T4ua.
Excno3uunaTa Ha ocTaHannTe MeTaboMuTH € no-manko ot 5%. Eaokcaban e cyberpar 3a ediyKCHHA
TpaHcropTeH OenTeK P-rovkonporent (P-gp), HO He € cyOcTpar 3a 3axBaialiMTe TPAHCAOPTHH MPOTEHHH
KATO TPAHCIOPTHHUA NOJHNENTHA 3a opraHnyHi anHnoHH OATP1B1, tpasncnopTepHTe 3a OpraHH4YHH
aHoHH OATI1 unn OAT3 unn Tpancnoprepa 3a opraHidHi kaTHoHH OCT2. HeroBuaT akTUBEH
meTaboauT e cyberpat 3a OATPIBI.

EnuMHUHHpaHe
[Tpy 3npaByn nuLA OOWIHAT KNIHPBHC ce HRYUcnaBa Ha 22 (+ 3) l/yac xato 50% ce ouMcTBar npes

O0BOpeunte (11 1/4ac). Ha 6u0peynuns kinpbHC ce nagatr npubansutenno 35% ot npuinoxenara no3a. Ha
meTabonu3Ma i OHIHapHaTa/HHTECTHHANTHATA EKCKPELMA C€ Naja OCTAHANUAT KIHPBHC. ty;, 3a
nepopasHOTO mpunoxenue ¢ 10-14 yaca.

JHunellHOCT/HEMHHEHHOCT
EnokcabaH nokaspa npuOAKH3UTEIHO NPONOPUHOHANTHA Ha J03aTa (apMaKOKHHETHKA B A030B JHaNa3oH

ot 15 mg a0 60 mg npu 3apasy auLa.

CneuuanHy nonyjaayuus

Cmapuecka sv3pacm

Cnen kaTo ce B3eMar npeaBu ObOpevHaTa PyHKLUHA U TENECHOTO TErJIO, Bh3pacTTa HAMa HUKAKbB
JOIBIHUTENEH KITHHHYHO 3HAYNM edekT BbpXY dapMakoKHHETHKaTa Ha eJokcabaH npy nonynalUOHEH
dapMaKkOKHHETHUYCH aHAIM3 Ha OCHOBHOTO daza 3 npoyusaHe npu HKIIM (ENGAGE AF-TIMI 48).

bvbpeuno yspesicoane
[TnasmenuTe AUC 3a yuactHHuu ¢ neka (CrCL > 50-80 mi/min), ymepeno texxka (CrCL 30-50 ml/min) u
texka crerneH (CrCL < 30 ml/min, Ho He Ha AHanu3a) Ha 6BOpEeYHO yBpeXkKaaHe ce MOBHLIABAT ChC
CLOTBETHO 32%, 74% u 72% cnpsiMo nauua ¢ HopmanHa O0bOpeyuna pyuxuus. [Ipy nauneHT ¢ 6L6peuso
yBpexaaHe MeTabOMUTHHAT NpoPHN ce MPOMEHS H ce 00pa3yBa No-roAIMo KOJHYECTBO AKTHBHH

MeTaODONTHTH.

CoiuecTByBa NHHEHRHO CHOTHOLIEHME MEXKIY TJIa3MEHaTa KOHLEHTpaLnsa Ha eqokcabay
aKTHBHOCTTA HE3aBHCHMO OT ObOpeyHaTa pyHKLHS.
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[Taunentute ¢ TBH Ha nepuToHeanHa auanu3a umat 93% no-BHcoka 00111a eKCo3HilHs B CPaBHEHHE CbC

3JIpaBH JIMLLA.
[Tonynauuonsoro ®K mMoaenupaHe nokassa, 4e €KCro3HLHATAa NPUOJIH3UTEIIHO Ce Y/ABOABA MPH
nauMeHTH ¢ Texko 0bopeuno yBpexaane (CrCl 15-29 ml/min) B cpaBHeHHE ¢ NALMEHTH ¢ HOpMaJlHa

ObOpeuHa pyHKLMS.

Ta6nuua 14 no-noay nokassa anTH-pakTop Xa akTHBHOCTTa Ha efokcaban no kareropust CrCL 3a Besko
MnokKa3aHHe.

Ta6anua 14: AnTH-Xa AKTHBHOCT HA ¢10KCA0aH N0 KPEeaTHHHHOB KJIHPBLHC

Jlo3a eqokcaban CrCL AuTH-FXa akTHBHOCT Ha| AHTH-FXa akTHBHOCT Ha
(ml/min) enoKkcabaH cael A03aTa | efokcabaH npeaH 103aTa
(IU/ml)’ (IU/ml)*

Meauana [nuana3on 2,5 — 97,5%]
IMpodunakTika Ha HHCYAT W cucTeMHa embonus: HKIIM

30 mg Beaubxk AHeBHO P 30 10 < 50 2,92 0,53
10,33 — 5,88] (0,11 - 2,06]
60 mg BeaHbk AHeBHO P> 50 10 < 70 4,52 0,83
(0,38 — 7,64] (0,16 - 2,61
> 70 1o <90 4,12 0,68
(0,19 - 7,55) 0,05 — 2,33]
> 90 10<110 3,82 0,60
(0,36 — 7,39] (0,14 — 3,57
> 110 1o <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]
Uleuenne Ha JIBT, neuenne Ha BE u npopunaktuka Ha peunansupain IBT v BE (BTE)
30 mg Beaubk aAHeBHO P 30 10 < 50 2,21 0,22
0,14 — 4,47] (0,00 — 1,09]
60 mg BeaHbxk AHeBHO P 50 10 <70 3,42 0,34
10,19 - 6,13] (0,00 — 3,10]
> 70 1o <90 2,97 0,24
10,24 — 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]

W
[TonmxaBaHe Ha ao3arta 10 30 mg 3a HUCKO TehecHo Tero < 60 kg uiu cnetupuyHH eJHOBPEMEHHO

npuJaraHd MHXHOUTOpH Ha P-riukonporenH (P-gp)
| Cnen no3zara“ e ekBHBaJ€HTHO Ha Cmax (MpoOuTe 3a ,,c1ea ao3aTta™ ca B3eTH | — 3 yaca ciej
MPUI0KEHHETO Ha eJlokcadaH)

? Jlpenu no3ata™ e ekBUBaeHTHO Ha C iy

Bbnpeku ye neyeHHeTo ¢ eokcabaH He H3HCKBA PYTHHHO HabJi01ieHHe, ePeKThT BbPXY ""ﬁg?‘ s _"\:? & \\
aHTHKOAryJalusaTa MOXe Jia ce ONnpe/enH NocpeCTBOM KaauOpHpaH TECT 3a KOJIHYECTB é'ony _' N %o
Ha aHTH(aKTOp Xa, KOeTO MOXe J1a € M0JIe3HO B W3BBHPEAHH CHTYalHH, KOrato HHpOp aﬁgdﬂfé’ :‘ﬁh ) s
30 2\ g | 5
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€KCIO3HLHATA Ha enokcafaH MOXKe 1a NOMOTHE 33 B3eMaHe Ha HHGOPMHUPAHH KNHHHYHH pelleHHS,
HaMpHUMEP NPEA03UpaHe H CIIEIHA XHPYPriyHa HHTEPBSHIHS (BX. ChLUO TOUKa 4.4).

Eaxa 4-4yacopa xeMoaHaANH3HA CECHS MOHMXaBa O0LUHTE eKCO3KHUMH Ha enokcadaH ¢ no-manko ot 9%.

Yeproopobro yepescoare

[TaLiHeHTHTE ¢ 1eka WM YMEPEHO TEeXKa CTENEH Ha YEpHOAPOOHO yBpexXAaHe MOKa3BaT CPABHHMH
¢apMakOKHHETHKA H papMaKkOAHHAMHUKA CbC ChOTBETHATa HM KOHTPO/HA Ipyna ¢bC 34paBH J0OPOBOLIH.
Enoxcaban He e npoy4BaH NpH NalMEHTH C TEXKA CTENeH Ha YepHoApoOHO yBpexaaHe (BXK. Touka 4.2).

Hon
Cnea kaTo ce HMa NIpeaBHJ TEJIECHOTO TErNIO, NOJbT HAMA JAOMBIHUTENEH KIIHHHYHO 3HAaYHM e(eKT BbPXY

(apMakoKHHETHKaTa Ha eaokcabaH Npy nomynauuoHeH papMakKOKHHETHUYEH aHanu3 Ha dasa 3
npoy4ueaHeto npid HKIIM (ENGAGE AF-TIMI 48).

Emuuyecrku npousxod
[Ipu monmynaunoHeH papMakokuHeTHYEH aHanu3 B npoyuBadetro ENGAGE AF-TIMI, 48 Mmakcumanuara

H o011aTa eKCIo3HLHA [MPH MAIHCHTH OT a3HATCKH H HC-a3HATCKH NPOH3X0J €& CPABHUMH,

Ieduampuuna nonyaayus

dapMakoKHHETHKATa Ha eaokcabaH e oleHeHa npu 208 neauaTpHyHK Y4aCTHHIM B 3 KIHHHYHH
npoy4saHua (Hokusai VTE PEDIATRICS, ENNOBLE-ATE u ®K/®]] npoyuBaHe c eqMHH4HA 03a),
KaTo € H3NON3BaH nonyJjaunoHeH dapmakokudeTnueH (PopPK) Moaen. dapMakoKHHETHYHHTE JAHHH OT
141 neanarpuuny yyacTHHUH B Hokusai VTE PEDIATRICS u ENNOBLE-ATE ca Bkmouenn B PopPK
aHanu3a. ExcnosnuusaTa Ha eqokcabaH npH neaHaTPHYHHTE YYACTHHLH € OOLIO B3eTO B AMANa3soHa Ha
€KCIO3HLHKTE, HaOM0JaBaHH NpPH Bb3PACTHH NALMEHTH, HO HMa 20-30 % no-HHCKa eKCNo3HLHS NPH
IOHOIIHW Ha Bb3pacT oT 12 no <18 roMHH B CpaBHEHHE C BL3PACTHH, KOWTO NOJyYaBaT eqokcabaH
tabnerkn or 60 mg. B Hokusai VTE PEDIATRICS u ENNOBLE-ATE HabmoaBauuTe cpeaHo
reoMeTpHYHH HaR-HHCKH EeKCTTO3HIIHH Ha eokcabaH B neAHaTpHuHaTa nomyJauus ca 7,8 ng/ml npu
y4acTHHLM Ha Bb3pacT oT 0 10 <6 mecena (N = 10), 8,6 ng/ml npH y4acTHUMLIH Ha BB3PACT OT 6 Meceua Ao
<2 roanHyd (N = 19), 7,4 ng/ml npu y4acTHHUH Ha Bb3pacT oT 2 Ao <6 roaunuu (N = 37), 13,7 ng/ml npu
yYaCTHHLH Ha Bb3pacT oT 6 10 <12 rogunu (N = 37) u 10,8 ng/ml npu yuactHuuuM Ha Bb3pacT ot 12 a0
<18 roguun (N = 39).

Tenecno mezno
[Tpu nonynauMoxex papMakokuHeTH4eH aHanu3 Ha npoy4saHeto ENGAGE AF-TIMI 48 npu HKIM

Crax ¥ AUC npy nauueHTuTe ¢ MEJHaHa Ha HICKO TENECHO Terio (55 Kg) ¢a NOBHIIEHH CbC CBOTBETHO
40% n 13% B cpaBHEHHe ¢ NaUMEHTHTE ¢ MEAMAHA Ha BHCOKO TenecHo Terno {84 xg). [pu dasza 3
KIIHHHYHHUTE Npoy4BaHus (kakTo npH noxa3anue HKIIM, taka u npu BTE) naunenTHTE ¢ TenecHo Terno
< 60 kg umat 50% noumxenre Ha n03ara Ha efokcabaH U MIMaT cXOHA e(PHUKACHOCT U MO-MANKO CIyYaH

Ha KbpBEHE B CpaBHEHHe C BapdapHH.

Bpb3ka(u) dapmakoknHeTHKa-hapmMakogHHaMyKa
[lokasarenute PT, INR, aPTT u anth-FXa xopenupat nuHeiiHO ¢ KOHUEHTpaLMKuTe Ha efokcaban npu
Bb3pacTHH. HabnopasaHa e cbl0 NTHHelHA Kopenauus Mexay anTH-FXa akTHBHOCTTa U Nna3MeHuTe
KOHUEHTpALKMK Ha eaokcadbaH NpH NeJHaTPHYHH NALHEHTH OT paxkaaHeTo 10 18-roguiuHa Be3pacr.
Karo uano sprikute ®K-O/] ca nonobun Mexay neanaTpUUHHTE NALMEHTH OT PAXAAHETO A0
18-roaniHa Be3pacT v Be3pacTHHTE NauueHTH ¢ BTE. Bapuabunnocrra Ha O] o6ade nopaxna
3HAYHTEJIHE HECHTYPHOCT NPH OLIEHKATa Ha Ta3H BPb3Ka.

5.3 IlpeaknnHAYRHA .ualm‘a 38 0€30MACHOCT

HexiHHHYHUTE JaHHH He MOKa3BaT 0co0eH PHCK 3a XOpaTa Ha ba3aTa Ha KOHBCHILIHOHAJTHH
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dapMakoNOruuHy NpoyuBaHHs 3a 6€30MacHOCT, TOKCHYHOCT NIPH MHOIOKPAaTHO NPHJIOKEHHE,
reHOTOKCHYHOCT, KapLIHHOTeHeH MOTEHLHAN WK POTOTOKCHUHOCT.

Penpodyxmuena moxcuxono2us
Enoxca®aH nmoka3Ba BardHaJlHd XeMOparuy npH no-BUCOKH A03M MpH ILUIbXOBE H 3alllH, HO HAMA HUKAKBH

edeKTH BLPXY penpoayKTHBHHTE CIOCOOHOCTH Ha Bb3PACTHHTE TLIBXOBE.
[Tpy nabXxoBe He ce HabMOAABAT HUKAKBH €(PEKTH BbPXY MBKKHA H KECHCKHA QEPTUNHTET.

B penpoAyKXTHBHHTE NpOYyYBaHHS BbPXY XKHBOTHHU, 3aliliuTe MOKa3BAT NOBHILEHA YECTOTA HA BapHallUl Ha
’KTHYHUA Mexyp B Ko3uposka oT 200 mg/kg, koaTo € npudbAH3HTENHO 65 MBTH MaKCHMaNHaTa
npenopbyYuTeNHa go3a npu xopa (MITIX) ot 60 mg/aeH Bb3 0CHOBA Ha obulaTa TelecHa NOBbPXHOCT B
mg/m?. HabntoaaBa ce NOBHLICHA Y€CTOTa HA MOCTHMILIAHTALMOKHH 3ary0OH, CbOTBETHO NPH NABXOBE
npH ao3a 300 mg/kg/nen (npubnusurenyo 49 noth MIJAX) 1 npn 3akiun npu nosza 200 mg/kg/nen
(npubansurenno 65 met MITJX). :

EnokcabaH ce ekckpeTHpa B KbpMaTa Ha JIAKTHPALIH RAbXOBE.

Ouenka Ha exonornyanga puck (OEP) |
AKTHBHOTO BELIECTBO €0KkcabaH TO3MJIAT NIEPCHCTHAPA B OKONHATA Cpeaa (3a YKa3aHHA 3a U3XBBPIISHE BXK.

TouKa 6.6).

6. GOAPMAILEBTHYHHA JAHHH

6.1 CnEchbX HA NOMOIIHHTE BeIIeCTBA

S apo Ha TabaeTkara:
JlakT03a MOHOXHAPAT

KpockapMmenosa HaTpHH
XHJAPOKCHNPOMUILENY 1034
Marue3neB cTeapar

POUIMOBO MOKPHTUE:

Excabaok 15 mg ¢punMupaHy TabieTky
Xunpomenosa (E464)

Kanunesn kapbouart (E170)

Makporosx (MW 8000) (E1521)

Tank (E553b)

XKbat xenesed okcun (E172)

YepreH xeneseH okcua (E172)

Ekcabaok 30 mg ¢punmMupanu Tabnerkn
Xunpomenosa (E464)

Kamiues kapboHart (E170)

Maxkporon (MW 8000) (E1521)

Tank (E553b)

YepeeH xenesen okeun (E172)

Exkcabnox 60 mg dbnimupann tabnetku
Xunpomenosa (E464)

Kanuunes xapbonat (E170)

Makporon (MW 8000) (E1521)
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Tank (E553b)
XKpat xkeneszeH okcua (E172)

6.2 HecnrBMeCTHMOCTR

Henpunoxumo

6.3 Cpok na rogsocrt

2 roauHu

6.4 CnennanHR yCA0BHS HA ChXPaHCHHE

TO3U N1eKapCTBEH MPOAYKT HE H3UCKBA CIELHATHH YCIOBHA HA ChbXPAHCHHE
6.5 Buauchabnpkande HA ONAKOBKATA

Excabnox 15 mg dunmupasn tabnerku

- PVC/PVDC anymunuii nnn OPA/anyMuuuit//PVC/anymunnli O1HCTEpH B KAPTOHEHH OMMAKOBKH IO
10 punMupanu tabnerky.

- PVC/PVDC anymuunii unu OPA/anymunntt//PVC/anymMunuit nepdopupany OIHCTEpH ¢ eAHHHUHH
034 B KapToHenH KyTuH ¢ 10 x 1 ¢punmupanu tabnerky.

- HDPE 6yTuaku ¢b¢ 3amureHa ot aeua PP kanavka Ha BHHT, chabppxawia 100 pnnmupann tabnetku.

Excabnok 30 mg ¢uamupany tabneTku
- PVC/PVDC anymunniit unu OPA/anymMmunani/PVC/anyMunuit Onnucrep B KapTOHEHH onakoBky o 10,

28, 30, 100 n 105 dbunMupann Tabnetku.

- PVC/PVDC anymunuii nnn OPA/anymunnit//PVC/anymunnit nepbopupatn GnHCTEPH ¢ eqUHHYHH
71034 B KapToHeHH kKyTun ¢ 10x 1,28 x 1, 30 x 1, 98 x 1 ¢punmupann tabnertku.

- HDPE OyTunku cbe 3ammreHa ot jgeua PP kanauxa Ha BuHT, chabpkawia 100 u 120 punmupani
TabneTKH.

Excabnok 60 mg ¢ouiamupanu tabnetku
- PVC/PVDC anymunnii unu OPA/anymunnit//PVC/anymunnit 611ctepu B KApTOHEHH onakosku no 10,

28, 30, 100 n 105 dpunmupann TabneTkn.

- PVC/PVDC anymunuii unn OPA/anymunuii//PVC/anyMunuit nepdopupanu 6nucrepu ¢ eTHHNYHH
2034 B KapToHeHH KyTHH ¢ 10 x 1,28 x 1, 30 x |, 98 x | punmupanu tabnetxH.

- HDPE 6yTunku cbe 3aumureHa ot gelia PP kanauka Ha BUHT, ceabpkaiia 100 u 120 dunmupann
TabNeTKH.

He BcuukM BHLAOBE ONAaKOBKH MorarT ja ObJaT nycHaTH Ha nasapa.
6.6 CunenHanss npeaAna3HA MepKH IPH HIXBLPASHE A paboTa

Heu3non3BaHHAT IEKAPCTBEH MPOAYKT HITH OTHAABYHHTE MaTepHaIH OT HEro TPAOBA Ja Ce H3IXBLPIAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHHA.

ExTepanHo XpaHeHe
Excabnok Moxe Ja ce HaTpoilin u cycnienaupa B 60 ml Boaa u aa ce npunoxu npes Ha3orac
HJIH COHZ1a 32 CTOMALIIHO XpaHeHe (CUIMKOHOBA, NMONUYPETAHOBA WM NOJTHBHHHIXJIOPH/IHA
muHuMaiieH pasMep 8Fr). Cnen Tosa connara TpabBa aa ce npoMue Tpu bTH ¢ 30 ml BoA
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7. TPATEXATEJ HA PAJPELIEHHETO 3A YIIOTPEBA
Tesa dapma EAJ]

yJ. Jlio6a Beanuxkoa®™ Ne 9

1407 Codus,

bsarapus

8. HOMEMA) HA PASPELIIEHHUETO 3A YIIOTPEBA
Excabnok 15 mg Per. Ne 20250077

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

9. JATA HA IIBPBO PAZPELLIABAHE/MMOJHOBSIBAHE HA PAZPELHIEHHETO 3A
YIIOTPEBA |

JlaTa Ha mbpeO paspeiiaBane: 28.02.2025 r

10. JATA HA AKTYAJINIUPAHE HA TEKCTA
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