KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1. UME HA JIEKAPCTBEHMWS ITPOLYKT = . =
1N/ VHWTETIHA AfEHUAR N0 NEKAP
%’@meW - Mpusoxenue 1

CTBATA

Kumbek 15 mg ¢punmupann tadnerku
Kumbek 30 mg pnamupanu TabneTku
Kumbek 60 mg ¢puamupann TabneTku | KoM Pez. Ne

Kymbek 15 mg film-coated tablets l s
Kymbek 30 mg film-coated tablets BG/MA/MP = coevvussseemmssses
Kymbek 60 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Kumbek 15 mg duamupanm tadineTku
Besika punmupana Tabnerka ot 15 mg ebabpka 15 mg enokcadan (edoxaban) (kamo
MO3WIam MOHOXUOpam,).

Kumobek MHUpaHHu TadaeTKH
Besika puamupana tabnetka ot 30 mg cbabpika 30 mg enokcadban (edoxaban) (kamo
MO3UNAN MOHOXUOPAM,).

Kumbek 60 WIMMpPAHKU TabneTKH
Besika dpunmupana Tabnerka ot 60 mg ebabpixa 60 mg enoxcadan (edoxaban) (kamo

moswnam moHoxuopam,).

[TomorHo(H) BeuecTro(a) ¢ U3BECTHO JeHCTBHE:
[ 110K03a MOHOXMApAT

3a MbJHUSA CITUCHK HA MTOMOUIHHTE BellecTBa BMKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA
Dunmupana tadserka.
KumoOek 15 mg duamupanu tadsieTku:

OpaHxkeBH, Kpbrian puaMupanu TabneTku, ¢ BUIbOHaTo pejedHo o3HayeHue “157 or eaHara
CTpaHa M IJ1aAKH OT Apyrara crpaHa, ¢ avaMmersp 6,6 mm + 5%.

Kumbek 30 mg dunmupann Tabnerku:

Po3osu, kpbriu Guamupann tTabnerku, ¢ BabOHaTO penedro oznauenune “30” or enHaTa
CTpaHa M IJ1aIKu OT Apyrara ctpaHa, ¢ amamersp 8,4 mm + 5%.

Kumbek 60 mg duamupann Tabnerku:

Kuntu, kperau puamupanu TabiaeTku, ¢ BAAbLOHATO penedHo o3HaveHue “60™ or eaHaTa
CTpaHa M MaaKH OT Apyrara crtpaHa, ¢ amamersp 10,4 mm + 5%.

4. KJIUHUYHU JAHHH

4.1 TepaneBTHUYHH MOKA3AHMS




Kumbek e noxazan 3a npoduiakTUKa Ha MHCYJAT M CUCTEMHAa eMOO/IMA MpPpH Bb3PaCTHM
MaLMEHTH ¢ HEKJIANHO npeachpanHo mbxaeHe (HKITM), ¢ eann win noseue pucKoBH (hakTopH
KaTO 3acTOlHa Chp/eUHa HEJIOCTATBYHOCT, XMITEPTOHMS, Bb3pacT =75 roAnHu, 3axapeH amaoer,
Npe/ALlecTBalll MHCYIT WK TPaH3UTOpHA nexemuyuHa araka (THA).

Kumbek e nokaszaH 3a JieueHue Ha J1bibdoka Bero3Ha rpombosa (JIBT) u 6enoapobua emOosus
(BE) u 3a npodunakruka Ha peunausupaiind JIBT u BE npu Bb3pactHu (BK. Touka 4.4 3a

XEMOJAMHAMHYHO HEeCTAaOM/IHU NMALIMEHTH ).

4.2 JIO3MPOBKA H HAYMUH HA PUIOKEHHE

Jlo3upoBka

lpodhunakmuxa na uncyam u cucmemna emoous
[TpenopbunTentara no3a e 60 mg eanokcadaH BeAHbXK AHEBHO.
Jleuenuero ¢ enokcaban npu nauneHtn ¢ HKITM TpsidBa 1a € npoabIKHUTEHO.

Jlewenue na JIBT, aevenue na BE u npoghurakmuxa na peyuousupawu /{BT u bE (BTE)
[TpenopbuMTennara no3a e 60 mg eaokcaban BeAHBK JIHEBHO CJI€J HavyajlHa /03a
MapeHTepaleH AaHTUKOoary/laHT 3a Hai-manko S auu (Bk. Touka S5.1). Enokcaban u
MbPBOHAYAIHUAT NApEHTEPaAIeH aHTHKOAI'YJIaHT He TpsiOBa J1a ce rpuiaratr eIHOBPEMEHHO.
[Tpoabmkurentoctra Ha tepanusta npu JIBT u BE (Benoszna tpombGoemOonus (BTE)) u
npounakTukara Ha peunansupaiia BTE, Tpabsa na Obaar onpeaeneHn HHARBUIYATHO Clle/l
BHUMATE/IHA MpeLleHKa Ha 1os3ara OT JIeYEHHETO CIPSAMO PUCKA OT KbpBeHE (BXK. TOUKa 4.4).
KpaTkaTa npoab/uKMTEIHOCT Ha TepanusTa (Hail-manko 3 meceua) Tpadsa j1a ce OCHOBaBa Ha
NpexoaHu puckoBu  (akTopu (Hanp. CKOpOLIHA XUPYprdyHa Hameca, Tpasma,
UMOOMIM3HMpaHe), a Mo-rojisiMaTa NnpoaAbIKMTENHOCT TpsOBa 1a c€ OCHOBAaBa Ha NMOCTOAHHH
puckoBH (haktopu uian nanonaruudu JABT nan bE.

3a HKIIM u BTE npenopbuntennara ao3a e 30 mg eaokcadaH BEeAHbXK AHEBHO MPH MaLMEHTH
C €AMH WJIM MOBEYEe OT CJACAHUTE KIMHUYHHU (PaKTOPH:

« YMepeHa MM TexkKa crereH Ha ObOpeuHo yBpex/1aHe

(kpeaTHHHHOB KJIMpbHC (CrCl) 15-50 mL/min)

* Hucko TenecHo rerno <60 kg

 ComnbrerBama ynorpeba Ha cieaHure HHXUMOMTOpH Ha P-rimkonporedH  (P-gp):
LIMKJIOCNIOPHH, APOHEAAPOH, EPUTPOMHULIMH HJIM KETOKOHA30J1.

Tabauua 1: O606menune na nosuposkara npu HKIIM u BTE (/IBT u bE)

O6061menn HACOKH 32 103HpaHe
[IpenopbumTesHa 60 mg enokcadau
Jl103a BE/IHbK JIHEBHO
[IpenopbKa 3a 103aTa 3a NAUMEHTH C €AMH MJIH MOBeYE OT CIASAHHUTE KIMHUYHH (PaKTOpH:
bbOpeuHo Vayepeno wiu mexcko (CrCl 15-50 mL/min) |
| YBpeKlaHe 30 mg enokcaba
Hucko TenecHo <60 kg BE/IHbK AHEBHO
TErJ10
Uuxuburopu P-gp | Lurxrocnopun, oponedapon, epumpomuiin,
KeMOKOHA301 i

IIponycnama odosa
AKO ce npormnycHe 103a eaokcabaH, n1o3ata TpsOBa 1a ce npueme He3adaBHO U clie
MPOABLJIKH Ha CIIe/1BALLIUSA JIEH C €/IHOKPATEH IHEBEH IMPUEM, KAKTO C€ Mpernopbyuna




He TpaOBa @ npueMa JABOIHA Ha MNpearucaHara j103a B €/MH M CblL JIEH, 3a Jla HaBakca
ponycHara /103a.

[Ipemunasane na u om edoxkcaban
[TpoabikaBaHeTO HA @HTHKOAryJlaHTHaTa Tepanus € BaxxHo npu nauvenTn ¢ HKIIM u BTE.

Moske 1a uMa clIyuam, KOMTO HajlaraT npomsiHa Ha aHTHKoarysaHTHara tepanus (Tabnuua 2).

Ta6auua 2: Mpomsina na antukoaryjaanruara tepanusi npu HKIIM u BTE (JIBT » bE)

IMTpemunaBane Ha eaokcaban |
OT Ha [Ipenopbka

AHTaroHUCT Ha Enokcaban Jla ce cnpe ABK u na ce 3anoune eaokcadaH, |
BUTaMuH K KOrato  MEeXKJIAYHapOJAHOTO  HOpMajM3upaHO |
(ABK) choTHOLEeHHe (INR) e <2.5.
[lepopasiiu Enokcaban Jla ce cnpe naburatpaH, puBapokcadaH Wi
AHTUKOAryJIaHTH, anukcabaH M ja ce 3anoyHe eaokcabaH no
pa3nnyuu 0T ABK BPEMETO 3a ciejaBaulara a03a OT NepopajHus
* jaburarpan aHTHUKOAryJaHT (Bxk. Touka 5.1).
* puBapokcabaH

» anukcabaH

[TapenTepanuu Enokcaban Te3u JeKapCTBEHM MPOAYKTH He TpsdBa na ce |
AHTUKOAI'YJIAaHTH [puaraTt ¢IHOBPEMEHHO.
[lonkoxkeH aHTUKOAryjaHt (T.e. XenapuH C |
HUCKO MOJIEKYJTHO TErsao (XHMT), |

donaanapuHykc): Jla ce crnpe MNOAKOKHHUAT |
AHTHKOArYJIAaHT M Jla ce 3arnoyHe eaokcadaH no
BPEMETO 3a cJjie/Baliara rJiaHupaHa 7103a
NOJAKOKEH aHTHKOAI'YJIaHT.

MutpaBeHo3deH  HedpakUMOHUpAH  Xernapu
(HOX):
Jla ce cnpe wuHdy3usTa M jga ce 3anovHe

ejokcadad 4 yaca rno-KbCHO.

IIpemunaBane ot eaokcadan

Or Ha [Ipenopbka
Enokcaban ABK CobuiecTByBa Bb3MOXKHOCT 332  HeaJleKBaTHa
aHTHKOAryJalms no BpeMe Ha NpeMHHaBaHeTO OT
enokcaban Ha ABK. TpsaOsa na ce ocurypu
NPOABL/IKMTEIHA a/IeKBaTHA aHTHKOAryJ/auu1s no
BpeMe Ha KakBOTO M Ja € [peMHHaBaHe Ha
ajNTepHATHUBEH AHTHKOArYJIaHT.

BB3MOKHOCT 3a MepopajHo  JedeHue: 3a |
NnauMeHTUTe ¢ Hacroswa ao3a or 60 mg, aa ce
npunara 103a eaokcadad 30 mg BEAHbK JIHEBHO
3aeHO ¢ noaxoasiua no3a ABK.

3a nauneHTH ¢ Hactosiua ao3a 30 mg (3a eauH
WM MOBEYEe OT CJEAHMUTE KJIMHHUYHM (pakTopH:
YMEPEHO TekKKa CTEeNeH /0 TexkKa CTEeNneH Ha
ObOpeuno yspexzaane (CrCl 15-50 mliag
HUCKO TEJECHO Terjao MM  yrnor

‘onpeiaeseHd  HMHXHMOMTOpH Ha P-g

————




npunara eaokcaban ¢ no3a 15 mg BeaHBX
NHEBHO, 3aeaHOo ¢ noaxoasua n103a ABK.

[MTaunentute He TpabBa na  npueMar
HaToBapeawla no3a ABK, 3a aga ce nocTurHe
HezabaBHo ctabunHo INR mexay 2 wu 3.
[lpennopbyBa ¢ce jga ce uUMa NpeasHa
noaaspxauara ao3a ABK v npanu naumesrsr €
npueman ABK npean unuv ga ce ninonssa
BasiMAeH anropuTbM 3a neuerne ¢ ABK,
obycnoeeH ot INR, B CLOTBETCTBHE C MECTHATA
NMpaKTHKa.

Cnen kato ce nocturiHe INR >2.0, enokcabaH
TpabBa aa ce cnpe. [loseuero nauneHTH (85%)
TpabBa Oa c¢a B CuLCTOsHME Aa nocturHat INR
>2.0 B paMkuTe Ha 14 AHKM OT CBNBTCTBALLOTO
npunoxeHue Ha eaokcadan ¥ ABK. Cnex 14 aun
ce rnpernopbyBa eaokcaban pna ce cnpe, a
THTpUpaHeTo Ha ABK na ce npoabaxku, 3a na ce
nocturHe INR mexay 2 v 3.

[lpenioprusa ce mnpe3l nupBuUTe 14 aAHU OT
CBMBTCTBAWMOTO fieveHne, INR na ce uamepsa
MoHe 3 MbTU HENOCPEACTBEHO Npean NMPUEMAHE
Ha e)xeaHeBHaTa 1032 edokcadaH, 3a aa ce cBeae
A0 MHWHKWMYM BJIMAHUETO Ha eaokcadaH BbpXY
HaMepeHuTe croitHocT Ha INR. CwnbTeTBaiuo
npunaraHute egoxcabaH M ABK Morar na
yeenuyat INR cnien no3ara eaokcadban no 46%.

Bb3MOXHOCT 3a nmapeHTepanHO nedeHue: [la ce
cnipe eaoxcaban H aa ce npunarat napeHTepanex
aHTukoarynant ¥ ABK no sBpemero 3a
clenBaulata nnasMpaHa jo3a eaokcabaH. Cnen
KaTo ce mnocturHe crabunHo INR ot >2,0,
fIapeHTepaTHUAT aHTHKoarynaHt TpabBa na ce
Cripe ¥ J1a ce npoabiku ABK.

EnokcabaH [lepopanuu
AHTUKOATrYNaHTH,
Pa3IUYHY OT

Ja ce cnpe eaoxkcabaH M ga ce 3anouHe
aHTUKOAryaHT, KOATO HEe € aHTarOHUCT Ha
euTaMHH K, no Bpemeto 3a c¢neaBauarta

ABK nnaHyupaHa Jo3ia ot eaokcadaH.
Enoxcaban [TapenTepanym Te3n nexapcTBesW npoiykTH He TpsibBa na ce
aHTHKOAryNaHTH | npunarat efHOBpeMeHHo. Jla ce cnpe epoxcabax

U Ja Ce 3anO4He NapeHTepalieH aHTUKOarynaHT
Nno BpPEMETO 3a cneaBalliaTa NAaHWpaHa [o3a
enokcadaH.

CneuuanHy nonynaumy

Cmapuecka ev3pacm

He ce niuckBa MOHM@XEHUE HA no3aTta (BXK. Touka 3.2).

bvbpeuno yapescoare




"l-

bubpeuna dyHkina TPpaOBa 1@ ce OUEHH NTPHU BCHUKH NauMeHTH, kato ce u3uucau CrCl npeau
3aMOYBAHE Ha NeYeHneTo ¢ efokcabaH., 3a Aa ce H3KAKYAT MAUWCHTHTE C TEPMHUHAIHA
6vOpeura HemoctatbuHocT (T.6. CrCl <15 mL/min), aa ce u3nonssa npasuiHaTa A03a
enoxcabad npu naureHTH ¢ CrCl 15-50 mL/min (30 mg BeaHbX AHEBHO), NIPH NAUUEHTH C
CrCl >50 mL/min (60 mg BeAHBX IHEBHO) U KOTaTo C€ B3EMa PELUEHNE 33 H3NOM3BAHETO Ha
enokcaban npu naumeHTn ¢ nosutueH CrCl (Bx. Touka 4.4).

brOpeuHaTta ¢yHkuus Tpabea 1a ce OLEHH M KOrato ce noaociupa npomsHa B OnOpeuHara
GYHKLHA MO BpPEME Ha JieyeHHETO (Hanp. XMNOBONEMHMR, Aexuapatalius ¥ B Cly4yad Ha
CBLITbTCTBRALLATA yRoTpeda Ha HAKOU J1IEKAPCTBEHU NPOAYKTH).

MeTtombT, M3N0a3BaH 3a oueHkd Ha OnOpeunata dyHkuma (CrCl 8 mL/min) no speme Ha
KAHHUYHOTO pa3paboTsaHe Ha eaokcabaH, e meroasnT Ha Cockcroft-Gault. ®opmynara e
cieaHara:

« 3a KpeaTHKH B umol/L:
1,23 x (140-sB3pacT [roanHu]) x Terno [kg] (x 0,85 3a xenu)
cepyMeH KpeaTWHUH [umol/L]

 3a kpeaTHHUH B mg/dL:
140-Bu3pacT [roausu]} x Terno [kg] (x 0,85 3a xenu
72 x cepyMeH KpeaTHHHH [mg/dL]

MeToawsT ce npenopbuka, korato ce oueHaBa CrCl npu nauueHTUTE Npeau W MO BPEME Ha
neyeHKeTo ¢ eaokcaba.

lMpu naumeHTH ¢ Jeka crerneH Ha OwOGpeuno yepexnane (CrCl >50-80 mL/min)
rpenopbuKuTenHarta ao3a e 60 mg enokcaban BeAHBK AHEBHO.

[Tpu NnaLMEHTH C YMEPEHO TEXKA MM TexKa cTeneH Ha OLOpeyHo yBpex1aHe
(CrCl 15--50 mL/min) npenopburrenHara Ao3a e 30 mg enokcadbaH BeAHBXK AHEBHO (BX. TO4KA
5.2).

[Tpu naunenTy ¢ TepmuHanHa 6u0peuHa HepoctatsuHocT (TBH) (CrCl <15 mL/min) unu na
AKanM3a He ce npernopbuBa ynorpebara Ha efokcabaH (Bx. ToukH 4.4 n 5.2).

Yeprnodpobro yapexcoare
EnokcabaH e mpoTvBONOKAa3aH NpM nalMeHTH ¢ uepHoapobHO 3abonsBaHe, CBBPIAHO C
KOAary/onaTusi M PHCK OT KIIMHHHYHO 3HaYMMO KbpPBeHe (Bx. ToYkKa 4.3).

EnoxcabaH He ce npenopnyra Npy NALMEHTH € TEXKA CTEIEH HA YEPHOAPOOHO yBpex aaHe (BXK.
TO4KkH 4.4 u 5.2).

[Mlpy nauMeHTH C fexa N0 YMEPEHO TeXKAa CTeneH Ha HepHoApoOHO yBpeXxiaHe,
npenopbuuTenHara no3a € 60 mg enokcabaH BeaHbX AHEBHO (Bx. Todka 5.2). Enokcaban
TpsaOBa Aa ce npunara peana3uBo NpY NaLUKEeHTH C NeKa A0 yMepeHa CTENEH Ha 4epHoApobHO
yBpexaaHe (8. Touka 4.4).

[TauMeHTHTE ¢ NOBUUIEHU HepHOAPOOHM en3uMMM (anaHuH amuHorpaHcdepasza (ALT) wan
acriaprar amuMHorpaHcgepaza (AST) >2 x ropHara rpaHuua Ha HopMmata (ULN)) van obul
bunupybun >1,5 x ULN ca HU3KNIOYEHUW OT KAMHHUYHUTE npoyusakus. (CneaosareiiHo
enokcabaH Tpabea ga ce ¥3nos3Ba NpeanasnyBo Npu Tasu nonynauma (BXx. Touxku 4.4

GYHKLHA.

Tenecno meano




3a nauueHTH ¢ TenecHo terno <60 kg npenopbuvTenHara go3a € 30 mg enoxcabaH BEAHBXK
AHEBHO {BX. To4Ka 5.2).

[Ton
He e HeoOx0anmO nOHIMKEHWE Ha Ao3aTa (B¥. Touka 5.2).

Counememaauia ynompeba wa Kumbex ¢ unxubumopu na P-eruxonpomeuna (P-gp)

[Tpr nauueHTH, npueMawM cbnbreTBawo Kumbek n caeauure uHxubutopu Ha P-gp:
LMKNOCNOPHH, APOHENAPOH, €PUTPOMMLUMH HAM KETOKOHAa30J, MpenopbyMTE/iHATA [03a €
30 mg Kumbex BenHbK AHEBHO (BXK. TOUka 4.5).

He e HeoBGX0A1MMO MOHWXEHHE Ha 103aTa [PHU CbITbTCTBALA ynoTpeda Ha aMUOaapOH, XMHHIUH
WK Bepanamun {Bx. Touka 4.5).

He e npoyupaHa ynoTtpefaTta Ha egoxcabaH ¢ Apyrd HHxuOWTOpH Ha P-gp. Biountendo HIV
NPOTE€a3HN UHXUOUTOPH.

[ayuenwmu, npy KOumMo ce Npeonpuema KApouaeepIo

IMpuemsbT Ha KKMOeK MOXe 1a 3anodHe MK Aa NPOAB/KM PU NAUKEHTH, NP KOUTO MOXKE aa
HMa Hy»JIa OT Kapauosep3uo. [IpM KapaAHOBEP3WO, HacouBaHa OT TpaHcezodareanHa
exokapauorpabus (TEE) npu nauuedHTH, KOWTO npean TOBA HE Cca JIEKYBaHM C
aHTHKOAry/IaHTH, NeyeHHeTo ¢ enokcabad TpadBa na ce 3anoyHe Hal- Manko 2 4aca npeau
KapAuOBEP3WO, 3a Aa CE€ rapaHTHpa MOAXOoaAla aHTHkoarynauus (Bx. Touku 3.1 u 5.2).
Kapanosep3no Tpabea na ce M3BbPLUK He NO-KbCHO OT 12 yaca cnea no3ata Kumbek B neHs Ha
MpoLenypara.

3a BCHYMKU NMALMEHTH, IPH KOUTO ce npeanpuemMa Kapauosep3uo: [Ipeay kapauoBep3Ho
TpAGBa 2 ce NoucKa NOTBbPMXIAECHHUE, Ye MaUMEHTLT € npuen Kumbex cnopesl npeanuCcaHHeTo.
PeweHyaTa 3a 3anouyBaHe W MPOABKHTENHOCT Ha neuweHuero Tpsadea na cneapat
YCTAHOBEHUTE YKa3zaHWA 33 aHTHKOarylnaHTHO NEYeHHe MNpy NauMUeHTH, NP KOHUTO Ce
npeanp1emMa KapanoBep3Iuo.

[leduampuvna nonyrayun

EnokcabaH He ce npenopbuba 3a yrioTpeba npu Aeua X FOHOLLK OT paaaHeTo Ao 18-roaMuuHa
pbapact ¢ notebpaeHo BTE (BE w/nnu JABT) cnburve, Tbid karo edukacHOCTTa HE €
ycTaHoBena. HanuuuuTe nannu npu naunenty ¢ BTE ca nanexu 8 Touku 4.8, 5.1 1 5.2

HadyuH Ha npuhoxeHue

3a nepopanHo NpUIOKEHHE.
Enokcaban Moxe na ce npuema ¢ unu He3 xpaHa (Bx. Touka 5.2).

3a nauKMeHTUTE, KOUTO HE MOraT 1a r'bATaT uenu tadbnetku, tabnetkure Kumbek Moxe na ce
Pa3TPOLLIAT ¥ CMECAT ¢ Boaa MK A0bAKOBO NIOpe ¢ He3abaBHO Aa ce MPUcKAT MEPOPAHO (BX,
TOuKa 35.2).

Jlpyra Bb3MoxHocT € Tabnerkure Kumbexk na ce paszrpowlart U CYCNEHAKPAT B MAIKO
KOJIMYECTBO BOJA M Jla C€ NPpUNo¥ar HezadaBHO MOCPEACTBOM HAa3zoracTpanHa COHOa WM
racTpaniHa COH/A 3a XpaHeHe, cnea KoeTo T8 TpAbBa Aa ce NpoMKe ¢ Boaa (Bx. Touka 5.2). 3a
NPHIOKEHUE Npe3 eHTepatHa COoHAa, BK. Touka 6.6. PaiTpowenuTe Tabnetkn Knumbek ca
ctabuntmn 8bB BoAA M A0bAKOBO mope 10 4 yaca,

4,3 [IHporuBonokaiaHus

CBpBLXYYBCTBUTENHOCT KbM aKTHBHOTO BELUECTBO MJIK KbM HAKOE OT NMOMOLLHH
136poeHu B TOUKa 6.1.

KnHHUYHO 3HAYHMO aKTHUBHO KbpBCHC.



YepHoapoGHo 3abonaBaHe, CBbP3aHO € KOAryJ0NaTHa H PUCK OT KIHHHUUYHO 3HAYUMO KbpPBEHE.

Jle3us UK CbCTOsHHME, ako ObAe cHeTeHO, e NPEACTaBNsBa 3Ha4YUM PHCK OT rofIiMO KbPBEHE.
ToBa MOXe 12 BKIIOYBA HACTORIUA WJIM CKOPOUIHA FacTPOMHTECTHHANHA A3Ba, HAlM4KE Ha
3710Ka4YeCTBEHH HEOMIA3MU C BHCOK PHCK OT KbpPBEHE, CKOPOLHO HapaHsBaHE HA FTMAaBHUA MM
rpbOHAYHHR MO3bK, CKOpOLLHA ONepauns Ha MMaBHUA MO3bK, MPbOHAUYHNA MO3bK WM OUHTE,
CKOPOLUHA BbTPEUEpPENnHA XeMOparus, HM3BECTHW HIH CYCNEKTHH e3o(arcaiHd BapHuM,
apTePUOBEHO3HM MandopMaunM, CbAOBM AHEBPU3IMH MM IONEMU WHTPACMUHANHH UM

WHTpauepebpanHy CbAOBH aHOMAITHH.
HekoHTpOnHpaHa TeXxKa XHNEPTOHHA.

CbNBTCTBAWIO NiedeHHe C© APYTY aHTukoarynautd, Hanp. H®X, XHMT (eHokcanapwH,
jantenapuMH W Ap.), MPOM3BOAHM Ha xenapuvHa ((OHIANAapUHYKC W Ap.), NepopanHu
aHTHKoarynauTh (BappapyH. naburarpad eTekcHaar, pusapokcaban, anukcabdbas 1 ap.), OCBeH
npy cneuHanHy oOCTOATENCTBA HA CMAHA HA JIEYEHHETO C MEPOpaNieH aHTHKOAryNaHT (Bx.
Touka 4.2) unu xorato HOX ce npunara 8 1034, HEOOX0AUMH 33 NOJABPKAHETO HA OTBOPEH
LeHTpaned BEHO3EH MK apTepuaneH KaTeTwbp (BX. Touka 4.3),

BpemeHHOCT M KbpMeHe (Bx. TOuKa 4.6).
4.4 CneuxanHu npeayrnpexaeHusi U Npeana3Hy MepKH npu ynorpeba

Enokcaban 15 mg He e moka3aH KaTO MOHOTEpanus, Thil KATO MOX€ Aa J0BE[e 10 HamaneHa
edukacHocT. Toll € mokazaH camo B rpolieca Ha npeMuHanaHe oT eaokcaban 30 mg (nauKeHTH
C eAMH WM NOBEYE KJIMHWYHHU (AKTOPH 3a NOBKHLIEHA eKcno3uuus, Bx. Tabanua 1) Ha ABK,
3aeH0 ¢ noaxonswa noza ABK (ex. tabimua 2, Touka 4.2).

PUCK OT XeMOparus

EnokcafaH noBMlLIABA PUCKA OT KBLPBEHE M MOXE Ja NPHYUHKM CEPHO3HO, MOTEHLIMANHO
netanHo kbpBeHe. [IpenopbuBa ce enokcabaH, nOAOOHO Ha APYrH aHTHKOArynaHTH, Oa ce
M3MOJ3Ba NPEAnalnnBo [Py MALWEHTH C MOBULIEH PUCK OT KbpBEHE. [1pMNOKEHHETO Ha
enokcaban TpsOBa Aa ce NpeycTaHOBH NPH NOABA HAa TEXKa XeMoparusa (Bx. Toukn 4.8 1 4.9).

B KNAMHUYHKTE TPOYYBAHHUA JIMFABHUHO KbpBeHe (T.€. OT HOCa, BEHLMUTE, CTOMALIHO-YPEBHUS
TPaKT, NHUKOUYO-NIONOBUS TPakT) M aHemus ce HalJilonaBaT MO-4€CTO NPHU MPOABAKUTENHO
neueHue ¢ eflokcadban B cpaBHeHMe ¢ neuerneto ¢ ABK. To Ta3n nprurHa, 8 AONBJIHEHHE KbM
AEKBATHOTO KIHHHUYHO rnpocneassaHe, nadopaTopHO H3icneaBaHe Ha
xemornobrHa/xemarokpura OM mMorno aa Onae OT nNon3a 3a OTKPUBAHE HA OKY./ITHO KbpPBEHE,
1o NpeueHxa cnopea ciyuas.

HstkoNKO NOArpynuy NauyeHTH, ONKMcaHHu noapobHO Mo-10y, ¢a C NMOBULIEH PHCK OT KbPBEHE.
Te3u naudveHTH cieapa 2a ObLAAT BHMMATENIHO NPOCAEAEHH 3a MPU3HAUHX M CHMMTOMH Ha
CBBDP3AHU C KbpBeHE YCIIOKHEHHR U aHEMUsl clel 3afloyBaHe Ha JeyeHueTo (BX. Touka 4.8).
BesikakbB HeobacHeH cnajg B XxemornodbuHa UM KPBBHOTO HanArale ciaeasa fAa BOAM NO
ThPCEHE Ha MACTO Ha KbPBEHE.

AHTHKOArynauTHuaT edekT Ha ejokcabaH He MOXe na ce Npoc/easBa HAOeXKAHO Che
cTaHZapTHU nabopatopHu uicienpaHua. HaMa cneunanHo cpeacTBO 3a aHTaroHW3upaHe Ha

aHTHKOArynaHTHOTO JeficTBue Ha exokcadaH {Bx. Touka 4.9).

Xemoananu3laTta He 10NpHHACA B 3HAYMMa CTENEH 32 KIMpbHca Ha eqokcabaH (B

Crapuecka Bb3pacT




EnHOBPEMEHHOTO NPUIOKEHHE Ha efokcabaH M auerwicannuunoba xucenmua (ACK) npu
NMalLMEHTH B CTapdecka Bb3pacT Tpsbea na crasa MNpeanasnuBo nopaav NOTEHLHANHO
NOBULLIEHUA PUCK OT KbpBeHe (BX. TouKa 4.5).

buOpeuHo yBpexaane
Inowa noa Kpusara f1asmena kosuentpauus-speme (AUC) npu naurenTn ¢ neka (CrCl

>50-80 mL/min), ymepeHro texka (CrCl 30 — 50 mL/min) u Texka crenen (CrCl <30 mL/min,
HO He Ha nWani3a) Ha 6bOpeuno yspekjaaHe e NOBULUIEHa ¢be CLoTBETHO 32%, 74% u 72%,
CNPAMO NHLia ¢ HopMaiHa 6bOpeuHa dyHKUMS (BX. TOUKa 4.2 3@ NOHMKEHHE HA 103aTA).

Kumbex He ce npenopbusa Npu NaUuKeHTH ¢ TepMHHAIHA OBOpeUHa HEAOCTATHHHOCT UK Ha
aunanmaa (Bx. ToukH 4.2 1 5.2).

bvbpeuna gpyuxyus npu HKIIM

HabnionaBa ce TeHAEHUMA KbM HaMansBaHe Ha edHkacHocTTa ¢ yBennuyaeaseto Ha CrCl 3a
enoxcabaH B cpaBHerWe ¢ n06pe KouTpoaupaH BapdapuH (Bx. Touka 5.1 3a ENGAGE AF-
TIMI 48 u nonbauuTenyure nadHy ot E314 ¥ ETNA-AF).

EnoxcabaH Tpsbsa na ce uanonisa eanHcTBeHo npH nauueHtd ¢ HKIM u Bucok CrCl crexn
BHHMATE/IHA OLIEHKA HA MHAWBHAYa HHUA pUCK 3a TpomboemMbonnsa U KbpBEHE.

Ouenka Ha 6bOpeunara pyHkuma: CrCl Tpadsa na ce Habnonasa B HAYAIOTO HA JIEYEHHUETO
pY BCHYKH MALMEHTH M C/Ie TOBA, KOraTo € KJAMHMYHO noxalaHo (BX. Touka 4.2).

YeproapobHo yBpexaaHe
EnoxcafaH He ce npenopbUBa Npy NaUMEHTH € TEXKA CTENEH Ba YepHOAPOOHO yBpexaaHe (BX.

TOukK 4.2 1 5.2).

EnoxcaGan TpabBa n1a ce H3NON3Ba NpeanasiMBO MNP NMAUUEHTH C 1eKa WK YMEPEHa CTeleH
Ha yepHoApoOHO yBpexaaHe (Bx. TO4Yka 4.2).

[TaureHTHUTE € NOBHLEHHW yepHoapobuu eHznmu (ALT/AST >2 x ULN) niau obiy 6unnpyboun
>1,5 x ULN ca u3kiioueHu 8 KIHHUYHKHTe npoyusaHud. [1o Ta3y npuuuna enoxcadad tpsidpa
[1a C€ M3MO3Ba NPeana3irnBo NpH Tady rnonynauus (Bx. Touxu 4.2 u 5.2). [lpean na ce 3anoune
enokcabaH, TpaOBa 1a ce H3BLPLIAT U3cneABaHHR 3a yepHoapoOHaTa PyHKUMS. 32 NALUHEHTHTE
Ha neyeHHne ¢ enokcaban nopeve OT | roivHa c€ NpENnops»YBa NEpHoAUYHO HabnoaeHue Ha
(hyHKUHATA Ha YEpHUS apod.

CniupaHe nopaaqd XUpypryuyiHa Hameca ¥ ApYTrH HHTEpBEHUUH
AKO aHTHKOarynaHTHaTa Tepanus TpsadBa na ce cnpe, 3a Aa ¢e NOHKWKU PUCKDBT OT KbPBEHE NPH

XHPYPruuHY WK JpYry npoueaypu, eaokcabaH tpabsa na ce cripe KONKOTO € Bb3IMOXHO Mno-
CKOpO M 33 NpeanouyuTaHe noHe 24 yaca npeau npoueanypara.

[Tpy B3emaHe Ha pelleHWe Aanu npouenypata tpabea na ce omnoxu Ao 24 wyaca cnen
nocnesHarta 103a eaokcabaH, NOBUIUEHHAT PUCK OT KbPBEHE TpAOBa [a Ce NpeueHn CnpaMo
CriellHOCTTa Ha MHTepBeHuusTa. [lpuembT Ha enokxcabaH Tpabea na ce BB3OOHOBM chell
XMPYPrHYyHUTE UK APYrY NPOLEAYPH BejJHara cjel KaTo € NOCTUrHaTa aJeKBaTHa XeMoCTasa,
KaTo Ce UMa NpeABH[I, Y€ BPEMETO A0 HAa4aloTO Ha aHTUKOAryAaHTHHUS TEPANEBTHYEH €QPEKT
Ha egokcalaH € 1 — 2 yaca, AKO NO BpeME Ha WIH CNel XUPYpruiHara MHTEpPBEHUUA HE MoTaT
Ja Ce npHemMar MnepopanH¥ NeKapcTBEHUH NpoAykTH, Tpsadsa na ce B3eMe npeaBua
MPUAOKEHUETO HA NApPEHTEpaNieH aHTUKOAryJaKT M Cliell TOBa Aa ce NMpeMHHe Ha ne
NpueM Ha egokcabaH BeOHDBXK AHEBHO (B. TOuka 4.2).

BaavimoaeficTBHE ¢ APpYTrd JEKapCTBEHH NPOAYKTH, NOBIHUABALILIH XEMOCTA3dTd




B4

CounbTeTBallaTa ynorpeba Ha NeKapcTBEHM NPOAYKTH, NOBAHABALLM X€MOCTazara, MOXe na
MOBUILK PUCKA OT KbhpeeHe. Te BkmouBaT ASA, P2Y: TpomboumtHr HHxubHTOPH, ApYrH
AHTUTPOMOOUMTHM cpelcTBa, (PUOPUHONUTHUYHE Tepanus, CENeKTUBHW WHXUOMTOpPH Ha
o0paTHOTO 3axBaluaHe Ha cepoToHKHa (SSRI) vnu WHXKUOMTOPH HA OOPaTHOTO 3axBaillaHe Ha
cepoTOHHH u HopaapeHanuH (SNRI) u npoabmkutenHa ynotpeba Ha HECTEPOMIAHH
npotuBoBb3nanuTenyu cpeacrtea (HCIIBC) (Bx. Touxa 4.5).

Chpledsy Knaniy npoTe3y U YMepeHa A0 TEXKa MHTpasHa CTEHO3a

EnoxcabaH He € NnpoyuBaH MpH NaUMEeHTH CbC CbPAEUHU KNAMHH NPOTE3N, NPH HALMEHTH Npe3
MLPBUTE 3 Meceua cnea MMNNAHTMpaHe Ha cbpaevHa knanda 6uonporesa, ¢ wan Oe3
NPeaChPAHO MBXKIAEHE, WM NP NAUMEHTH C yMEpEeHa 10 TexKa MHUTpanHa cTeHo3a. 3atosa
ynorpebara Ha eaokcabaH He Ce MpenopsLUYsa Npy Te3U NaUUEHTH.

XemoauHaMuuHo HecTabujiHM nauueHTd ¢ BE WM mauuwenTty, npu xonto e Heobxoauma
Tpombonuia niun benogpobHa embonekTomus

Enokcaban He ce npenopbuBa karo anrepHarva Ha HOX npu nauveHtu ¢ bGenoapobHa
eMO0NHUsA, KOUTO €& XeMOAMHaMHYHO HecTabMNHK WM MoraTt Ja nonyuart TpomOonula uiu
6enoapobHa emGonekTomMus, Thbit kaTo GesonacHocTta v epUkacHOCTTa Ha eaokcaban He ca
YCTAHOBEHM TMPHU TE3U KITMHHUHY CUTYALHH.

[laumMeHTH C aKTHBEH pakK
EdukacHocTTa ¥ He3onacHocTTa Ha efokcaban 3a neveHHeTo WK npodunaktikara Ha BTE
NPY MaUUEHTH C aKTHBEH PaK HE Ca YCTAHOBEHM.

[TaumeHTH ¢ aHTUDOCPOONUTNUAEH CHHAPOM

JvipexTHO aeficTsaluy nepopantu aHThkoarynauty (DOAC), sknountenHo enokcabaH, He ce
MpenopbyYBaT NPM NAaUMEHTH C aHaMmHe3a 3a TpomOO3a, KOMTO €2 AHAarHOCTHUHPaHH ¢
anTHbochonunuaed cuHapom. [lo-cneunanyo nNpH TPORHONOIUTHBRU NALHEHTH (32 Nynycer
AHTHUKOAryNaHT, aHTHKAPAKONHNUHOBH @aHTKHTENA K aHTHTENA cpelly Dera-2-raukonpoTenH |)
neyeHueto ¢ DOAC moxe aa Obae ¢BbP3aHO € MMOBHIIEHA YECTOTAa HA MOBTAPAMIM Ce
TpOMOOTHUYHU CLOUTHUS B CpaBHEHKWE C TEPaNMATa C AHTArOHWUCT HA BUTAMHUH K.

J1aGopaTOpHHU KoarynaunoHHH napaMeTpH

Brnpekn ue neueHueTo ¢ eaokcadaH He U3UCKBA PYTHHHO NPOCNEASBAHE, aHTUKOArY IAHTHUAT
edexT MOXKeE 1a ce ornpeaeny nocpeacTBoM KanruOpHupaH TecT 3a KOMUYECTBEHO ONpeae/sHe Ha
auTHdakTop Xa (aHTu-FXa), KoeTo MOXe Aa NOMOTHE 3a B3¢MaHe Ha HHPOPMHUPAHH KIUHHYHY
pelIeHHUs B ONpeleNleHH CHTYyaUuWuH KaTo Hanpumep rnpeaoc3vpaHe W CneliHa XHpYpruuHa
Hameca {BXK. ChL1O TOYKA 5.2).

EnokcabaH yavmkaga CTaH/AApPTHUTE IOKa3aTeny 3a KPbBOCHCUPBaHE KAaTO MpoTpoMOHHOBO
speme (PT), INR u aktHBHpaHo napunaiHo TpomBonnactuHoBo speme (aPTT). B pesyarar Ha
nHxnbupaneTo Ha daxktop Xa (FXa). [IpoMennTte. HabnionapaHu npy Te3M noxasarenu 3a
KPBbBOCHCHPBAHE NPH OYAKBaHAaTa TepanesTHyHa nola, obaye, ca MaIKy W 10 roiama Crenex
BAPHUPAT, U HE Ca MOJIE3HM 33 NPOCNeAABaHE HAa aHTUKOArynanTHUR edekt Ha eaoKcadaH.

HudopMauns OTHOCHO NOMOLIHKWTE BELIECTBE

Kumbex chabpia HaTpHi
To3u nekapcTBeH NPOAYKT Chabpxa no-manko oT | mmol rarpuit (23 mg) Ha Tabnetxa, T.€.
MO ChUWECTBO HE ChABPXKA HATPHH.

Kumbek chabpxa rioko3a
[launeHTH ¢ psiaka rooKoO30-ranakTo3Ha manabcopbuuns He Tpsabea na npuemar

nexapcTao.




4.5 BiaumoaeiicTBHE ¢ APYTrH JeKAPCTBEHH NPOAYKTH H ApYry ¢OpMH Ha
B3aumogelcTane

Enokcaban ce abcopbrpa OCHOBHO B ropHUTE OTAEAH Ha racTpouHTecTHHANHUSA (I W) TpakT.
3aTOBa NEKAPCTBEHH NPOAYKTH HAH 3aDONaBaHUA. KOUTO 3aCuiBaT M3Npa3BaHETO HA YepBara
W UPEBHUA MOTHIIMTET, MMAT MOTEHIIMA 33 NOHMMKABAHE HA pa3TBapaHETO U abcopOumMaTa Ha

enokcabaH.

Unxuburopu Ha P-gp

Enokcaban e cyberpat Ha ednykcHus Tpancnoprep P-gp. [pu dapmakokunernunn (OK)
NPOyYBaHWA CbITLTCTBALLOTO NpHAOXKeHHe Ha eaokcabaH ¢ wuHxubutopute Ha P-gp
LKKIOCTIOPHH, IPOHEapOH, EPUTPOMULMH, KETOKOHA30/, XHHHAWH WKW BepanaMun BOAM 1O
MOBHIUEHH MNA3MEHU KOHUEHTpauWH Ha enokcadbadH. CbMbTCTBALWLOTO MNPHIAMKEHHE HA
enokcabaH ¢ LIMKAOCNOPHH, APOHEAAPOH, EPUTPOMULIMH UJIK KETOKOHA30/1 Halara noHuxapaHe
Ha f103aTa A0 30 mg BeaHbxk aHeBHO. ChNBTCTBAILOTO NPUIIOKEHNE HA eA0KcabaH ¢ XHHHUAMH,
BEpanaMul WU aMUONapOH He Hanara NOHMXKABAHE HA 103aTa Bb3 OCHOBA HA KIIMHUYHHTE
AaHHK (BX. Touka 4.2). He e npoyusaHo npunoxeHuero Ha eaokcabaH ¢ Apyrv HHXUOUTOPH
Ha P-gp, BKAIOUUTENHO NPOTEa3HH HHXUOUTOPH Ha HOBELIKUA MMyHOnEeDHUNTEH BUpYC (HIV).

Enokcaban 30 mg BeaHnk AHEBHO Tpsibpa nAa ce Apunara o BpemMe Ha CbNBLTCTBAUIOTO
NPUIOKEHHE CLC ClIEAHKUTE HHXHOUTOPH Ha P-gp:

o [Jurrocnopun: ENROBpEMEHHOTO NIPUIIOKEHKE HA €AHHMYHA 1033 LKMKIocnopul 500 mg
¢ envHHuHa no3a enokcaban 60 mg nosuiuasa AUC 4 MakcHmaiHaTa cepyMHa
kKoHUeHTpaUHA (Crex) Ha enokcabas cbC cbOTBETHO 73% U 74%.

« Hpornedapon: [lponenapod 400 mg nsa ibTH IHEBHO 34 7 JAHH C €EAMHHUYHA CHNTBTCTRALIA
no3a epokcabaH 60 mg Ha gew S noewwasa AUC M Cyua Ha eaokcabaH Cobe
¢boTBETHO 85% U 46%.

« Epumpovuyun: Eputpomuunr 500 mg yetupy nbTH AHEBHO 32 8§ AHM ¢ €AMHHYHA
ChIIbTCTBALLE N034d enokcaban 60 mg Ha aeH 7 nosutasd AUC # Cigx Ha eaokcaban
CbC CHOTBETHO 85% 1 68%.

o Kemoxonazon: Kerokorazon 400 mg BeaHbX OHEBHO 3a 7 AHM € €AMHHYHA
CBITBTCTBANLA 21032 enokcabaH 60 mg Ha aeH 4 nosywana AUC n Cy,« Ha egokcaban
CbC CLOTBETHO 87% 1 89%.

Enokcaban 60 mg BeaHbXK AHEBHO CE€ NPENopbuBa N0 BPEME Ha ChbTCTBALLOTO NPHAOKEHHE
CbC cnenHuTe HHXuOuTOpH Ha P-gp.

o Xunudun: Xuunand 300 mg BeAHBXK AHEBHO Ha IeH | ¥ 4 U TPH NBTH LHEBHO Ha AeH 2
W 3 C eAMHHYHA CBIILTCTBALLA 032 eokcaban 60 mg Ha ged 3, nosuwasa AUC Ha
enokcabaH 3a 24 yaca ¢bC CbOTBETHO 77% U Cinax ¢bC 85%.

« Bepanamun: Bepanamun 240 mg BeaHbx AHEBHO 3a || AHM ¢ €AHHKYHA CBNBTCTBALLA
noza enokcaban 60mg Ha nen 10 nosuwasa AUC u Chne Ha enokcadban ¢
npubnusnutenHo 53%.

o Amuodapon: EQHOBpEMEHHOTO npunoxeHHe Ha amuonapoH 400 mg BeAHBXK AHEBHO ¢
enokcabaH 60 mg Beanbx aAHeBHO nosuwasa AUC ¢ 40% u Cinax ¢ 66%. ToBa He ce
CMATA 3a KTHHUUHO 3Hauumo. [pu npoyusanHero ENGAGE AF-TIMI 48 npu NVAF
edukacHocTTa 1 O€30NMacHOCTTa ca CXOAHH 332 YyYacTHWUHW € ¥ 6e3 ChrbTCTBALLO
NPHIOKEHHE HA AMUOIAPOH.

o Kaapumposmuyun: KnaputpomyuuH (500 mg aoBa mbTH AHEBHO) 32 10 AHM ¢ eAMHHUYHA
CLITbTCTBALLA A03a exokcabar 60 mg Ha aeH 9 nosmiuasa AUC v Cec Ha €10
CBOTBETHO € NpHO.UanTenHo 53% u 27%.

HHaykTopu Ha P-gp




ENHOBPEMEHHOTO NpUNOkeHWe Ha eaokcabaH ¢ MHAyxTOpa Ha P-gp pudamiivuve Boau 4o
noHWxaeaHe Ha cpeanara AUC W cbkpaTeH nosnyHMBOT Ha enoxcabaH, ¢ BB3IMOXKHO
HamassBaHe Ha hapMakoauHaMuyHuTe My edpektn. CornbrcTBaltara ynorpeba Ha eqokcadan ¢
Apyrd WHAyKTOpH Ha P-gp (Hanp. deHuTouH, kapbamaszenud, geHobapbutan uny Xwvart
KAHTAPUOH) MOXE Ja [OBEAE A0 HAMAJCHM NJIa3MEHW KOHLUEHTpaUMH Ha enokcadaH.
Enokcaban Tpabsa 1a ce M3MON3BA IPEANas3NyMBO, KOraTo ce npunara egHospeMeHHo ¢ P-gp

HHIRYKTOPH.

CvOcTpar Ha P-gp

Jucoxcun:

Enokcaban 60 mg BeaHbx AHeBHO Ha AHW | no 14 ¢ enHOBpEMEHHO NPUIOXKEHHE Ha
MHOIOKPaTHY AHEBHU 103K aurokcrH 0,25 mg nsa nbty AHeBHO (aHU 8 U 9) 1 0,25 mg BeaHbxK
axeBHo (aHM 10 1o 14) nosuiasatr Ca Ha efokcabaH cue 1 7% 6e3 3naunm edpext sbpxy AUC
Uy 6LOPEeUHNA KNHPBHC B CTALHMOHAPHO cbeTogHKe. Korato ca u3cneaBaHy Cblllo ehekTHTe
Ha eqokcabaH BbpXy OK Ha ANTOKCHH Cmax H2 IHFOKCUH C€ NOBHLLABA € NpUbAN3NTETHO 28%,
a AUC c 7%. Tosa He ce npuema 3a KIMHHYHO 3HaYuMo. He ca HeoOXoAHMMH NpOMEHH Ha
n03aTa, KOraro eaokcabdad ce npunara ¢ AMrokcuH.

AHTukoarynaHTti, antutpoMboruynu cpeacraa, HCIIBC u SSRI/SNRI
Anmuroazynanmu.
EnHOBpEMEHHOTO ApHUAOKEHHWE Ha ea0okcabaH ¢ Apyry aHTUKOArYJIaHTH € MPOTHBOMOKA3aHO

nopagd NOBHIIEHHA PUCK OT KbpBeHE (BX. TOuka 4.3).

ACK:

EnnospemenHoTto npunoxeHwe Ha ACK (100 mg mnn 325 mg) n enoxcabaH yammxara
BPEMETO HA KbpBEHE B CpasHeHWe C OBaTa JIEKAPCTBEHU TNPOAYKTd MOOTIAENHO.
EAHOBpEMEHHOTO npuioxkeHue Ha Bucoka ao3a ACK (325 mg) nosuwasa Cpa M AUC Ha
enokcabal B CTAUHOHAPHO CBLCTOAHWE ChCe CbvOTBETHO 35% M 32%. CobnwreTBalyoTo
NPOIBIXKUTENHO IPUNOKeRYe Ha BUcoka A03a ACK (325 mg) ¢ enokcaban He ce npenopbusa.
CunbreTBawloto npunoxenue Ra ao3vw ACK nazn 100 mg ASA Ttpabsa na ce W3Bbpuipa
EAUWHCTBEHO Nod MeAHUMHCKO Habmonenue.

[Tpu xTUHUYHKUTE NTPOYUBAHUSA ChITLTCTBALOTO NphaokeHue Ha ACK (HUcka go3a

<100 mg/nen), apyru aHTUTPOMOOTHYHHU CPEACTBA H THEHONMPHAWHH € pa3pelileHa U BOAN 10
NpHUONU3UTENHO 2-KpaTHO NOBULLIEHHE HA MONEMUTE KPbBOW3NHBH B CPaBHEHHE CbC CNYYANTE
Oe3 ¢cpnbTCTBALLA ynoTpeda, BLIPEKH Ue TOBA € B CXOAHA CTENeH B IPYNHTE Ha eaoxcabaH M
BapdapuH (Bx. Touka 4.4). EnHoBpemMeHHOTO npunoxkeHue Ha HUCKa no3za ACK (<100 mg) ne
noBfiusiza nukosaTa Wau odmara excnoznuus Ha ejoxkcaban HUTO ciiell eIMHUUHA 1033, HUTO
B CTALIMOHAPHO CHheTOAHME. Enokcaban Moxe na ce npunara 3aeaHo ¢ Hueka goza ACK

(2100 mg/nen).

Huxubumopu na mpostboyumnama azpe;ayus.

[Mpy npoyuranetro ENGAGE AF-TIMI 48 cbnbTeTBalioTo NPUNOKEHUE Ha MOHOTEpanus ¢
TUEHONUPUAWHY (HaNp. KAONUAOrpeN) € pa3peuieHd ¥ BOAM A0 NOBULIEHUE HA KIMHWUYHO
3HAYUMOTO KbPBEHE, HO C NMO-HUCHK PUCK OT KbPBEHE NPH Ne4eHue ¢ eaoxcadaH B CpaBHEHUE
c BaphapuH (Bx. Touka 4.4),

Mma MHOro orpaHvuyeH OMHUT C MPHAOKEHHETO Ha eaokcabaH ¢ ABOHHA aHTHTpoMOOTHUHA
Tepanus HIH PUOPHHOAWTHUHH CPEaCTBa.

HCHBC:
EaHOBpeMEHHOTO NPUAOKEHHE HA HANPOKCEH U eaokcabaH yAbIkaBa BPEeMETO Ha
CpaBHEHWE C ABATA JEKAPCTBEHM NPOAYKTA NOOTALAHO. HanpokceH HAMa edekT
AUC na enokcaban. [Tpy kKNMMHUYHKATE NPOYUBAHUS €IHOBPEMEHHOTO IIPUIIQKE




BOAM [0 MOBMILEHO KJIKHHYHO 3HAUUMO KbpeeHe. He ce npenopbuBa MpoaLAXHUTEIHOTO
npunoxenre Ha HCTIBC ¢ enokcabaH.

SSRI/SNRI:
KakTto npy opyrure aHTHKOAryjlaHTH, MOXKE A3 CbLUECTBYBAa Bb3MOXHOCT NMALUWEHTHTE 1a Ca
W3NIOWEHN Ha NOBUILEH PHCK OT KbpBeHe npu cbibTeTBala ynorpeda cbe SSRI uan SNRI,

nopan choblueHue 3a ePeKT BbPXy TpOMOOUMTHTE (BX. TOUKA 4.4).

EEbCKT Hd EQDKCEGQH BbPXY APYTIH JICKAPCTBEHH NPOOYKTH

Enokcaban nopuiiasa Cmax Ha NpUnaraiHua CbMbTCTBALLO ¢ HEro AWrOKCUH ¢ 28%, Ho AUC
He ce nosauaBa. Enokcaban Hama edekt Bbpxy Cmax u AUC Ha xuHUAKH.

Enoxcaban nounicasa Cmax v AUC Ha npunaradus CbIbTCTBALLO C HErO BepanaMun
¢bOTBETHO € 14% 1 16%.

4.6 @epTHauTeT, OpEeMEHHOCT H KbpMeHe
XKenu ¢ gereponeH noTeHLHan

XKeuure ¢ nerepoaeH noteHuuan Tpadbea na n3barsat HPEMEHHOCT MO BpEME Ha JIEYEHUETO ¢
enokcabaH.

bpeMEHHOCT

bBezonacHocTTa M edukacHOCTTa Ha enokcalan npH OpeMEHHM MEHM He ca YCTaHOBEHH.
[TpoyuBaHUATA NPY XKUBOTHYU NOKA3BAT PENPOAYKTHBHA TOKCHUHOCT (BX. Touka 5.3). [lopanu
MOTEHUKANHATA PENPOAYKTHBHA TOKCUYHOCT, MPUCBUIHA PHCK OT KbPBEHE W OAHHHTE,
noKalpauy, ve eqokcaban npemuHasa npes nuauedrtata, Kumbex e NpoTHBONOKAa3aH Mo BpeMe
Ha DpeMeHHOCT (B, Touka 4.3).

Kbpmehe

belonacHocTTa U epukacHOCTTA Ha eaokcabaH He ca YCTaHOBEHH NpU KbpMauky. JlaHHHUTE NpU
KUBOTHW TIOKa3BaT, ye enokcaban ce exckpervpa B MaaxoTo. [lo tasnm npuunHa Kumbek e
MPOTHBONOKA3aH B MepHoja Ha xepMmeRe (Bxk. Touka 4.3). Tpabea na ce B3eMe pelueHne aany
N2 CE MPeYCTAHOBU KbPMEHETO WY a C€ NPEeyCTAaHOBW/1a HE CE NPUNOKH TeEpanuATa.

DepTUNHTET

He ca npoBexuaHH CrieuManHUM npoyysaHUs ¢ eaokcabaH npyd XxXopa 32 OUEHKa Ha
Bb3AEACTBHETO BLpXY depTunuTeta. B e1HO npoyuBaHe 3a QEPTUAUTETA NPU MBXKH U KEHCKM
NABLXOBE He ca HabnoaaBaHM HUKAKBHU Bb3AEACTBHA (BX. Touka 3.3).

4.7 EdexTr Bbpxy cnocobuocTTa 38 twopupane H pabora ¢ MAIHHA

Enokcaban He noBAMABa MW NOBIUABE NpeHeOpeKUMO cnocolOHOCTTA 3a WodMpanHe 1
paboTa C MallHHH.

4.8 HexenaHn NeKapCcTBEHH peaKuHH

O6obienune Ha apoguaa Ha HezonacHocT
[TpodunbT Ha 6e30nacHOCT Ha egokcabad ce OcHoBaBa Ha aBe (raza 3 npoyuBaHua (21 105
naureHTH ¢ HKIIM u 8 292 nauuwenty ¢ BTE (JIBT u BE)) n Ha nOCTMapKEeTHHIOBUA ONMUT.

Hait-uecto cbOOlaBaHUTE HEXENaHW peakUuny, CBBP3BAHM € JIEHEHMETO ¢ eaokcabaH, ¢
enuctakcue (7,7%), xematypus (6,9%) v anemusn (5,3%).

KbpBeHeTO MOXe Aa Bb3HMKHE HAa BCAKO MACTO MU MOXe aa Oble TeXKO U A0pH
Tovka 4.4).




TaGiuuyeH CrUCHK HA HEXKEJIaHU PeaKllMu

TaGnuua 3 npeacTass CIUCbKA HA HEXKEJIAaHUTE Peakiliu OT J1Be OCHOBHM (a3za 3 npoyuBaHMs
npu naumeHTn ¢ BTE n HKTIM, komOuHHpanu 3a 1BeTe MHIMKALIMHK, W HeXKEIaHH JIEKAPCTBEHH
pEaKLMK, YCTAHOBEHH B [OCTMAPKETHHIOBM  YCJI0BMA. Hexenanure peakumn ca
knacuduuupanu no cucremo-opraven knac (COK) u yecrora cnopes MedDRA ¢ u3nonssaie
Ha c/leiHaTa KOHBEHLMsA: MHOro yect (>1/10), yectu (=1/100 no <1/10), newectu (=1/1 000
10 <1/100), peaxu (=1/10 000 1o <1/1 000), muoro peaku (<1/10 000) 1 ¢ HeH3BeCTHA YecTOTA
(OT HAJTMYHMUTE J1laHHU HEe MOXKe j1a Ob/1e HarpaBeHa OleHKa).

Tabauua 3: Cnucbk Ha Hexeaanurte peakunu 3a HKIIM u BTE

CHeTeMO-0OpratieH KJaac YecrToTa
Hapywenus na KpbBTa H JHMpHATA CHCTEMA
AHEMHUS YecTn
TpomOGoOUUTONEHUA Heuectu
Hapyuwienust Ha HMYHHATA CHCTEMA
CBpbXHYBCTBHTEIHOCT HeuectH
AHaduaKTHYHA peakLims Penku
AnepruyeH ejem Penku
Hapywenus Ha HepBHATA CHCTEMA
3aMasiHOCT YectH
['naBobosne YecTu
Bburpeuepenna xemoparus (BYX) HeuecTH
CybapaxHouiHa xeMoparus Peiku
Hapyuwienus Ha ouuTre
KOHIOHKTHBa/IHA/CKJIEpaJiHa XeMoparus HeuecTH
Bbrpeouna xemoparus HeuectH |
CobpaeyuHu HapyueHus
[ lepukapaHa xemoparus Pejikn
CbaoBu HapyweHusl
Jlpyra xemoparus Heuectn
PecnupaTopHu, rpb/AHH U MEAHACTHHAJIHH HAPYLLIEHHS ‘
Enucrakcuc Yecru |
XeMornTH3a Heuectn |
CromMamHo-4peBHH HAPYLICHHS |
Kopemna 0osika YecTH
Xemoparus OT A0aHuTe otaeau Ha 'Y tpakr YecTH
Xemoparusi oT ropuure oraeau Ha ['M tpakr YectH
Opanna/apuHreasiHa xemoparus YecTH
[‘anene Yeceru
PeTponepuroHeaiHa XxeMoparus Pejiku
XenatoOHJMApPHH HADYLUEHHSI |
[ToBuien OuanpyOuH B KpbBTA YectH
[ToBuiueHa rama-riyramuiarpancepasa B KpbBTa Yecty |
[Tosuinena ankanHa gocdaraza B KpbBTaA HeuecTH
[ToBulIEHW TpaHCAMHHA3H Heuectu
Hapymienusi Ha KOKaTa H 110/1IKOKHATA ThKAH
KoxHa MexkoTbKaHHa Xxemoparus YecrH
OOpus Yectu
[lpypuryc Yecru
Yprukapus HeuectH




Hapylienns Ha MYCKYAHO-CKEJIE€THATA CHCTEMA H
CHLEeAHHHTE/IHATA ThKAH

HMuTpaMyckynHa xemoparus (6e3 komnapTHMEHTEH Penxu
CHHOPOM)

BvTpecraBHa xemoparus PeaxH
Hapywenns na 6u6peunte H NHKOYHHTE NHTHILA

Maxpockoncka xemMaTypHust/ypeTpaitHa XxeMoparns HecTu
Cebp3aHa c aHTHKOaryJ1anT Hedponarus C Hen3BeCTHA YECTOTa
Hapyinenus Ha Bb3IIPOHIBOANTENHATA CHCTEMA W

rbLpaara

Barunania xemoparus' YecTH
O6iun Hapyuwiednst H edpexTH Ha MACTOTO Ha

MPpHIOKEHHE

XeMoparus Ha MACTOTO Ha [MYHKTHpaHe YecTH
H3caensanus

OTk0HEHNa B HepHOAPOOHHTE QYyHKUHOHANHK nokasarean | Yectn
HapanaBaHusi, OTpaBAHHRA H YCIOKHEHHS, BbIHUKHAH

B pe3yJITAT HA HHTEPBEHUHH

XeMoparus Ha MACTOTO Ha XMPYPrHyHaTa HaMeca HeuectH
CybiypanHa xeMoparus Peaku
XeMmoparus BbB Bpb3Ka ¢ npoueaypa Peaku

' ChobluasaniiTe 4YECTOTH €€ OCHOBABAT HA XEHCKATA NONy NauHs B KIHHHUHKTE poyyeania. Cnyvai Ha
BArHHAMHO KBpPBEHE ce CHOOLIABAT HECTO NpPH MeHIt HA BBL3pacT nod 50 roauHM, HO He ca YECTH MTPH XKEHH Ha
gbapact Hat 50 roaMHu.

OnucaHye Ha W30paHW HeXeJaH peakuuy

XeMopazuyHa anemMus

[MTopaou dapmakonoruuius My MexaHnism Ha jefictaue, ynotpebara Ha enoxcaban moxe aa
Obae ¢BbLP3aHa ¢ NOBUIUEH PUCK OT OKYNTHO M/IHW ABHO KbPBEHE OT BCAKA TbKaH WM Opra,
KoeTo Ou Morno na AoBeae A0 nocTxemoparuyHa aHemua. [lpu3nHauuTe, CMMNITOMUTE M
TeXeCTTa (BK/IIOMMTENHO NETANEH M3X0A) Wie BapypaT 8 3aBUCMMOCT OT JIOKaau3auuata M
cTeneHTa Mnyd obema Ha KbpBEHETO W/MAM aHeMmuaTta (Bx. Touka 4.9). B kauununute
MPOYy4YBaHWs JIMraBU4HO KbpBeHE (T.€. OT HOCA, CTOMAIHO-4YPEBHHA TPAKT, THKOYHO-NOROBHS
TPaKT) U aHeMHA ce HaG/ogaBaT Mo-HeCTO MPH NPOABLAKMUTEIHO neveHue ¢ enokcadaH B
cpaBHeHHe ¢ eyeHueTo ¢ ABK. [1o Tasu npyunHa, B AONBAHEHHE KbM 3AEKBATHOTO KNIMHUUYHO
HabnoaeHue, nabopaTopHO KU3CneaBaHe Ha Xxemornoduda/xemarokpura 64 Morno aa 6svae or
1105132 38 OTKPHUBAHE HA OKYNTHO KbpBEHE, 10 NpeLeHKa cnopea cny4qas. Bu3MOXKHO € PUCKBT
OT KbpBeHe jJa Obie NOBUILEH [PH ONpeaeNeHH IPYNH NAUWEHTH, HANPUMED NMALMEHTH C
HEKOHTPOJMpAHA TeXKa apTepHanHa XWNEepTOHWA W/HMAM Ha CbMBLTCTBALLA TEpanus, KOATO
NOBAMARA XemocTraszaTa (Bx. Touka 4.4). BbaMOKHO € MEHCTPYATHOTO KbPBEHE Na € NO-CUITHO
W/ UK NO-NPOABLIMHUTENIHO. XEMOparuyHUTE YCIOKHEHWS MOraT Aa ¢ NPOfBAT KaTo ¢1adocT,
O1€RHOCT, 3aMasgHOCT, rl1aBodoNue MK HEODRCHUMHU OTOUM, AUCNHES H HEOOACHHUM LWOK.
Mma cbo0lueHHs 3a HM3BECTHU YCIOMHEHMS B pe3yjTaT Ha TEeXKO KbPBEHE, KaTo
KOMNApTHMEHTEH CHHAPOM K OBLOpeyHa HeAOCTAaTBLYHOCT B pe3ynTaT Ha XUNonepdysus MM
CBbP3aHa C aHTHUKOarynaut Hedponartus npu uanon3saHe Ha eaokcabad. [lo Tazy npuuunHa
BEPOATHOCTTA OT xemoparvs TpadBa na ce ¥Ma nMpeiABUid rMpy OUEHKATa HAa ChCTOSHUETO Ha
BCEKM NAUHEHT, KOHTO € IoAN0XKeH HA aHTHKOAryJJIaHTHO JIEYEHHE.

[leanaTpuuHa nonynauns
beszonacHocTTa Ha enokcabaH e oueHeHa B aBe npoyusBaHus ¢aza 3 (Ho

PEDIATRICS u ENNOBLE-ATE) npu neavaTpuuHy nauMeHTH OT pasaaHeT
roguiHa ebapact ¢ BTE (286 naunenTH, 145 nauneHTH, nexyBaHy ¢ eaokcad
3ab0NABaHKUA, C PUCK OT TPOMOOTHYHH CcbOuTHA (167 nauneHTn, 109 nauunen



epoxcaban). Kato usano npodunbt Ha GezonacHocT npu feua € nonobeH Ha TO3M Mpu
nofynaunsTa OT Bb3pacTHW nauneHTn (Bx. Tabnuua 3). O6wo 16,6 % oT neauarpuuHuTe
MauMeHTH, N1eKyBaHH ¢ eqokcadaHn 3a BTE, nonyuaeaT HeXenaHy peakuHu.

CrofulaBaHe Ha NOAO3NPAHH HEXENAHK PEAKLNK

ChobLaBaHeTo Ha MNOJAO3MPAHM HexenaHu peakuuu chel paspeiuasaHe 3a ynorpeba Ha
feKapcTBeHus NPORYKT € BaxHO. ToBa no3poasABa Ja NPOABLMKH HalNIOHEHHMETO HA
ChOTHOLUEHHUETO TMOA3A/PUCK 33 NEKAPCTBERUA NPOAYKT. OT MEIHUMHCKHUTE CMELMHATUCTH CE
U3MCKBA Aa cboDLUABAT BCAKA NOAO3IMPAHA HEXKETaHa PeaKLMs Ypes HauyoHanHara cMCTeMa 3a
cbobuwapaHe kbM M3nbaHHTENHA areHuvs 1o nekapcrsarta yn. ,JamsH ['pyes” Ne 8, 1303
Codus, Ten.: +35 928903417, yebcaiir: www.bda.bg.

4.9 TIlpeno3npane

[Npeno3vipaHero ¢ enokcabaH Moxe fa aoseae 40 xemoparua. OnUTLT Cbhe Cllydan Ha
fipeao3WpaHe € MHOTO OrpaHHYeH.

He coluecTsysa aHTHIOT cpelly papmaxkoarHaMuuHua edekT Ha eqoxcadaH.

B cnyuail Ha npeao3vpaHe Ha egokcabaH MOXe Aa ce MMd Npeasull paHHO NPUIOKEHHUE Ha
aKTHBEH BLINIEH 3a HamasisBaHe Ha abcopbuusTa. Taiu npenopbka ce OCHOBABa Ha CTAHAAPTHO
neyeHne Ha NpPefO3WPaHeTO Ha NeKAPCTBEH NPOAYKT KW HAJMYHHTE [AAaHHM 32 NOAO0OHM
ChEJMHEHHSA, Tbt KaTO ynorpedara Ha akTHBEH BbIJIEH 3a HamansBave Ha abcopbuusarta Ha
efokcabaH He € NnpoyuBaHa CrieLHMaTHO B KTHHUYHATA Nporpama 3a eaokcaban.

[loBeaeHre Npu KbLPBEHE

AKO Npy NauWeHT Ha ne4deHue ¢ eaokcabaH ce paiBve CBLP3aHO C KbpPBEHE YCJIOXKHEHME,
creaBalLUMAT npueM Ha enokcabad TpsabBa na ce OTNOXKM HNH nedeHuero TpsbBa ga ce
npexpaTH, ako e Heobxoaumo. EaoxkcabaH uma nonyxusoT oxkono 10 no 14 vaca (BX. TouKa
5.2). TloBepeHneto TpabBa 1a € HHAMBUAYAJIUIMPAHO B 3aBUCHUMOCT OT Texecrra H
NOKann3auusaTa Ha xemoparusta. Moxe a ce H3non3iea NoAXoAfLUO CUMNTOMATUYHO JIEYEHHE,
KaTO HanpuMep MexaHW4HA KOMnpecus (Hanp. Ipy TEWbK EINUCTAKCUC), XHPYpPryiuHa
XeMOCTa3a ¢ MPOUELYpPH 3a KOHTPON Hald KbPBEHETO, 3aMecTBaHe Ha obema ¥ MepKH 3a
NOAAbpXKAHE HA XEMOAMHAMUKATA, IMpeNuMBaHE HA KPBLBHH TMpPOAYKTH (EpUTPOLMTEH
KOHUEGHTPAT MMM NPACHC 3aMpa3seHa M.1aiMa B 3aBHCMMOCT OT acoudHpaHara aHEMHH WJIH
KOarynonarus) v TpoMOOLUTH.

[Tpy %MBOTO3acTpallaBalll0 KbpBEHe, KOETO He Moxe Aa Obac OBNaAaHO C MEpPKH Karo
TpaHCy3nsA WM XEMOCTa3a, ¥MA NAaHHM, Ye NPUJIOKEHHETO Ha 4-(akTOpeH KOHLEHTPAT Ha
nporpoMOrHorus koMruieke (KITK) npu 50 1U/kg o6pbita edexrrre Ha eqokcabad 30 MuHy ™
clesl 3aBbPILIBAHE Ha HHOY3MATA.

Moxe na ce ¥Ma npeasusl CblIo pekoMOMHAHTHHAT daktop Vila (r-FVila). Mma obaue
OrpaHW4eH KNIMHUUEH OMMUT ¢ ynoTpebara Ha TO3k NPOAYKT NpH AKLa, NONy4aBaliy eaokcadaH.

B 3aBUCHMMOCT OT BBLIMOXHOCTTA HA MJACTQ, B CJlly4aH Ha TI'OJAMO KbPBCHE, TpﬂﬁBﬂ da C¢
oOMHCH KOHCYNTAUKWA CBbC CNIELHANIHUCT MO KOATYNALLHOHHH HAapPYILICHHA.

He ce oyakBa nporaMuH cyndar ¥ BUTaMUH K 12 NOBNHAAT aHTUKOAryl1aHTHATa aKTUBHOCT Ha
enokcabaH.

Hsama onut ¢ aHTHGUOPUHONNTHYHK cpeacTBa (TpaHEKCaMOBa KMCEIWMHA, dMHMHO
KHCENKHA) Npy nauMeHTH, nonyuaraliv eaokcadaH, HAMa HMTO HAayuHU JOK
6naronpHATHO MOBAKMABAHE, HWTO OMHT OT H3NOJ3BAHETO Ha CHCTEMHH

cpeAcTBa {IE€3MOTIPECUH, anpoOTHHHH) TMpPH MNaUMEHTH, MOJy4aBallyd EeIoKC



BMCOKATA CTENEH Ha CBbLpP3BaHe ¢ MIa3MEHUTE NPOTEHHM He Ce oyakBa eaokcadaH aa Moxe na
6bae oTaeneH upel AMANH3A.

8, GDAPMAKOJOIM'MYHU CBONCTBA

5.1 ®apmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTUTPOMOOTHYHM CpPEACTBA, AMPEKTHU WHXHOMTOPH Ha
¢aktop Xa; ATC kon: BOIAFO3

MexaHu3bM Ha AeHCTBHE
EnokcabaH e BUCOKOCENEKTHUBEH, AupexTeH ¥ obpaTtum nHxnbuTop Ha F Xa, cepurnporeasara,

KOSITO yyacTBa B KpahHust oful I'bT Ha koarynauuoHHaTa kackana. Eanoxcaban nhxubupa
csoboanug FXa u akrtusHOCTTa HA npoTpoMOuHaszHua xommnekc. MHxubupaueto Ha FXa B
KoarynauMOHHaTa Kackaaa noHWxapa oOpa3zyBaHEeTO Ha TPOMOMH, yAbmxaBa BpPEMETO Ha
CbCHpBaHe ¥ NMOHWXKABA pyUcKa OT 0OpasysaHe Ha TPOMD.

dapmMakoaAHWHAMHYHU ePEeKTH

EnoxcafaH vma 6bp30 Hauaso Ha hapmakoauHamuuuuTe edekTy B pamkuTe Ha |-2 vaca, KoeTo
CHLOTBETCTBA Ha NUKoBa eKkcro3vuua Ha enokcabad (Crmax). PapMakogMHAMHUHNUTE €(EKTH,
onpegeneHy upe3 TecT 3a aHTH FXa, ca nporHo3uMpyemd U KOpenupar ¢ ao3aTta M
KOHUEHTpauuATa Ha enokcabaH. B pesyntar Ha vHxubupaseto Ha FXa, enokcabaH cbvlio
yabXaBa BPEMETO Ha chbeupBaHe npu TectoBe karo PT u aPTT. IlpomenunTe, Habnroaasanu
[pH TE€3W TECTOBE 3a ChCHPBAHE, C€ O4aKBa Aa ce Habnoaaeart nNpu TepaneBTUYHATA /1034, HO
Te3W NPOMEHHM Ca HE3RAYHMTENHM, NPHU Iro/AMa CTENEH Ha BapyabUITHOCT, ¥ HE €A NOJAE3HM 32
NpOCieaABaHe Ha aHTUKOAry1aHTHHUA edeKT Ha enoxcadaH.

Eghexmu 8vpxy KOA2YAQUUOHHUME MAPKEPU NPU APEMUHABAHE Om 1e4eHue ¢ pusapoxcabad,
dabuzampar unu anuxkcaban na revenue ¢ edoxcaban

[py kNMHUYHO-PAPMaKONOrMUHHTE NPOYYBAHMS, 3ApaBH JiKLA ca noayyasany pusapokcadbaH
20 mg BeaHbX AHEBHO, naburaTpad 150 mg asa NbTH AHEBHO WAM anukcabaH 5 mg ABa NbTH
AHEBHO, NOCNEABAHY OT eaAMHHYHA Ao3a eaokcabaH 60 mg Ha aeH 4. OnpeneneH e ePexTsbT
pepxy PT w gpyru koarynauvwonuu ©Ouomapxepu (Hanp. aHTH-FXa, aPTT). Cnen
MPeMUHABAHETO HAa neuyeHue ¢ eaokcabad Ha AeH 4, PT e exBMBaneHTHO Ha noeH 3 Ha
puBapokcabaH 1 anukcabaH. 3a nadburatpaH ce HabnonaBa No-BHCOKa akTUBHOCT Ha aPTT
Clleq NpHIOKeHHe Ha eJoKcabaH ¢ NpeaLecTBallo JedeHre ¢ AaduraTpaH, B CPaBHEHHE C Ta3u
cnen neveHue camo ¢ enokcabaH. [Ipuema ce, ue TOBa € nopanu eexra Ha NpeHacsiHe OT
NevYeHueTo ¢ naburaTpaH, HO TOBa HE BOAMW A0 YAB/DKABAHE HA BPEMETO HA KbPBEHE.

Bt3 OCHOB2 HA Te3W AaHHM, KOraTo ce€ NpemMHHaBa OT JIGYEHHWE ¢ Te3M AHTHUKOAryjaHTH Ha
neyeHue ¢ eaoxcadaH, NbpBara 103a HA eaokcabaH MOXKE [a Ce 3afoyHe Mo BpeMeTo 3a
cneaBalliaTa NaHupaHa A03a OT NPeAlleCTBalMA aHTUKOarynaHT (Bx. Touka 4.2).

KnuuuyHa eduxacHocT v HezonacHOCT

IIpoghuraxmuxa Ha uncyam u cucmemna emboIuR

KnuuuuHaTa nporpama 3a egokcabaH 3a NpeACHPAHO MBXKICHE € NIAHUPaHa, 3a Aa C€ N0KaKe
edrkacHOCT U 6e30NacHOCT NPy ABe OO30BM IpyNH HA egokcabaH B cpaBHeHue ¢ Bapdapuy 3a
NpoQHuNaKTUKA RA MHCYNT W cucTemHa embonus npu yuacTHnuu ¢ HKIIM u B ymepen a0 Bucox
PUCK OT MHCYNT M cBOMTHA HA cucTeMHa emBonus (systemic embolic events, SEE).

[Tpu rnasHoto ENGAGE AF-TIMI 48 npoyueaHe (HarnpasnsasaHo OT CbOUTHUAT
MHOTOLIEHTPOBO, PaHAOMHU3IHpPAHO, HBOMHO-C/ANO, ABOHHO-MACKMpaHO, napane
npoyuyBade) 21 105 naumneHTH cbec cpeaeH CKOpP 3a 3acTOMHaA cbhpAeyHa HE
XHNEPTOHHA, Bb3pacT =75 roauHwn, 3axapeH axaber, uncynt (CHAD




paHAOMM3HpaHK WK B JeyeOHa rpyna Ha eaokcaban 30 mg BeHBXK JAHEBHO, MM B JieueOHa
rpyna Ha efokcaban 60 mg Be/HbK AHEBHO. WM HA BapdapuH. Jlo3ata HA yYaCTHUUMTE H B
jBere seyeOHM rpynu Ha eaokcadaH € HamasleHa HaroJIOBMHA [PU HAJIMYHE HA €AMH WIIH
[1OBEYE OT CJEJAHUTE KJIMHUUHM (GAaKTOPU: YMEPEHO TeKKa crerneH Ha ObOpeuHO yBpexkiiaHe
(CrCl 30 — 50 mL/min), Hucko TenecHo terso (<60 kg) wiu ChITbTCTBALLO NPHIIOKEHHE HA
crieunpuuHu HHXUOUTOPH Ha P-gp (BepanaMuil, XMHWIKH, JIPOHEIapOH).

[IbpBHuHaTa KpaiiHa TOYKa 3a e(PMKACHOCT € CheTaBHa OT MHCYAT U SEE. BropuunnTe KpanHu
TOUKM 3a ePUKACHOCT BKJIOUBAT: cbcTaBHa oT uHcyat, SEE wu cwvpaeunocwaosa (CC)
CMBPTHOCT; FOJISIMO HEXKeNaHO ChpaeuHOCHA0BO cbOuTHe (major adverse cardiovascular event,
MACE), KoeTo € CbCTaBeHO OT HesleTaneH muokapaeH uHpapkr (MH), HeneTaneH HHCYIIT,
nesneranna SEE u emspt no CC npuunHa M KbpBeHe; chbCTaBHa OT MHCYAT, SEE u cMBbpT OT

BCHYKH MPHYHHH.

MeanaHara Ha eKCro3uLIMATA Ha JIEKAPCTBEHUS MPOJAYKT MPH NMpoyyBaHeTO € 2,5 rOJAMHHU U 3a
aBere jsieueOHM rpynu Ha eaokcadan 60 mg u 30 mg. Meaunanara Ha npocjeasiBaHe rpu
rnpoyuBaHeTo € 2,8 roaunu 3a asere seyeOHu rpynu Ha eaqokcadan 60 mg u 30 mg. Meauanara
Ha exkcrno3uumsaTa B naumeHToroanHu e 15 471 u 15 840 cbOTBETHO 3a rpyrnuTe Ha JIeYeHHe C
60 mg 1 30 mg, a MeanaHara Ha npocieasBaHeTo B nauveHtoroauHu e 19 191 u 19 216
CBOTBETHO 3a rpynute Ha eyeHue ¢ 60 mg u 30 mg.

B rpynara Ha Bapdaput, Me/inaHaTa Ha BpeMe B TepareBTuyHuTe rpaHuuy (time in therapeutic
range, TTR; INR 2,0 10 3,0) e 68.4.

OCHOBHHUAT aHa/IM3 HA epUKACHOCTTA MMa 3a LIeJ] J1a NOKaKe He [10-Majikara eUKacHOCT Ha
enokcabaH cnpsMo BaphapuH npu nbpBH MHCYAT uiaM SEE, Bb3HHMKBalM 110 BpeMe Ha
JICYEHHETO MJIM B paMKMTE Ha 3 JHM Cje/ nocjeaHara jlo3a, npudera B Moryjauusara ¢
moauuumrpaHo Hamepenue 3a neuenune (modified intention-to-treat, mITT). Enokcaban 60 mg
€ C He no-mMajka edukacHocT oT BappapuH 3a MbpBUYHATA KpalHa TOYKa 3a €(PUKACHOCT —
MHCYNIT unu cuctemed emOonu3bm (Systemic Embolic Event, SEE) (ropHara rpasuua Ha
97.5% noseputenen unrepsan (JIM) na koedpuunenra Ha puck (KP) cnpsamo Bapdapux e noa
[peBapyTeNIHO OMpe/iesieHaTa rpaHulia 3a He no-majka epukacsoct ot 1,38) (Tabnauua 4).

Tabauua 4: Uucyaru u SEE B npoyusanero ENGAGE AF-TIMI 48 - mITT, B nepuona
HA JIeYeHHeTo

[MbpBHuHA KpaliHa TOYKA Enokcaban 60 mg Bapgapuu

(30 mg nounzkeHa 103a) (N=7012)
(N=7012)

[MTbpBu uucyaT/SEE?

n |82 232

Yectora Ha cbOuTHsTA 1,18 1,50

(%o/ron)®

KP (97,5% JIN) 0,79 (0,63: 0,99)

p-CTOHHOCT 3a He 1o-maJjika <0.0001

ecpukacHoct”
ITbpBH HCXEMHYEH HHCYAT

n 135 144
YecroTra Ha ¢cbOMTHATA 0,87 0.93
(%/ron)° B - ) -

KP (95% J1N) 0,94 (0,75; 1,19)

[TbpBH Xxemoparunuen

HHCYJIT

n 40




YectoTa Ha cbOUTHATA 0.26 0,49
(%/ron)°

KP (95% JIN) 0,53 (0,36: 0,78)

[Mupsa SEE

n (%/roa)" 8 (0.05) 13 (0,08)
KP (95% JIH) 0,62 (0,26; 1,50)

Coukpauienus: KP = koeduument na puck cnpamo sappapun, JIH = nosepurened unrepsai, n = Opoit Ha cuOuTusTa, mITT =
MOAHMHUMPAHO Hamepenue 3a nevenne, N = Opoii Ha yuacTHuumte B nonyaaunsta miTT, SEE = cbOurue na cucremua embonuns,

roa = rolHHa

" TTauMeHTHT MOKE J1a € NMPEe/ACTABEH B HAKOJIKO pejia.

6 Yecrorara Ha cuOuTHsaTa (%/ros) € uzuncieHa karo 6pos Ha CbOMTHATA/ IALMEHTOTOAMHI CKCITO3HIIM.
» JIBycTpaHHara p-cToiiHOCT ce OCHOBABA HA I'PAHMLIA 3a HEe no-manka edukacHocr ot 1,38

[To Bpeme Ha wueiWs Nepuoj Ha jedyeHuero B nomy/taumsra ['TT (naGop 3a anann3 3a
JeMOHCTPHPAHE HA NPEBBL3IXOACTBO), olleHeHn uHcyaT nin SEE Hactbisar npu 296 yyacTHHLM
B neyeOHara rpyna Ha eaokcabad 60 mg (1,57% roanuino) v npu 337 y4aCTHHUM B rpynara
na sapdapuu (1,80% roauino). B cpaBHenne ¢ exyBaHute ¢ Bapdapun yuacruuuu, KP B
rpynara Ha egokcaban 60 mg e 0,87 (99% JIW: 0,71, 1,07, p = 0,08 3a npeBb3XOACTBO).

[Tpu nmoaArpynoBuTe aHaaM3M 3a yyaCTHUUMTE B JieyeOHaTa rpyna Ha 60 mg, KOMTO ca HMallH
nouuxkenue Ha jaozara 10 30 mg npu npoyusavero ENGAGE AF-TIMI 48 (nopaau TesecHo
rerno <60 kg, ymepeHo Texka creneH Ha Ob0peuHO yBpexk/aHe MK CbITbTCTBaLIA yroTpeda
Ha HHXMOUTOpH Ha P-gp). yectorara Ha cbOUTHATA € 2,29% roaniiHo 3a MbpBUYHATA KpaitHa

TOYKA B CPaBHEHME C yecToTa Ha chOuTHATa 2,66% roAMUIHO 38 CbOTBETHHUTE YHACTHHULIM B
rpynara Ha Bappapun [KP (95% JIHN): 0,86 (0,66, 1,13)].

Pesynrature 3a epUKACHOCT 3a MpPEABAPHUTESIHO OMNPEAENEHUTE OCHOBHH MOArpynu (c
MOHMIKEHHUE Ha J103aTa MPH HYKAA), BKJIOUUTEIHO BB3PACT, TEJIECHO TErJIo, 110J1, CbCTOAHHE Ha
ObOpeunara GyHKumMs, npeawectsaut uucynt wid TUA, aunaber nian nuuxudburopu Ha P-gp, 1o
NPUHLMI CHOTBETCTBAT Ha pe3y/ITaTMTe 3a MbpBUYHATA KpaifiHa Touka 3a e(UKACHOCT 3a
LsiaTa rpyrna, u3cjeBaHa npm rnpoyuBaHeTo.

KP (enokcaban 60 mg cnp. BapdapuH) 3a nbpBHUHATA KpaiiHa TOYKA B LIEHTPOBETE C [10-HUCKO
cpesHo Bpeme Ha INR B Tepanesruunus auanasod (INR TTR) 3a sapdapun e 0,73-0,80 3a
Haii-Huckure 3 kBapruna (INR TTR <57.7% no <73,9%). Toit e 1,07 B uenrposere ¢ Hak-
100bp KOHTpOJI Ha Tepanusita ¢ Bapdapu (4tn kBaprun >73,9% or INR croiHocTure B
TepaneBTHYHHUS Hana3oH).

MMma craTucTHUeCKH 3HAYMMO B3aumozaeiicTsue Mexiay edekra Ha ejgokcadaH Crpsamo
BapdapuH BLPXY pesy/raTta OT OCHOBHOTO npoyusaHe (MHcynT/SEE) n 6n0peunara dyHKums
(p-cToitHocT 0,0042; mITT, uenus nepuoa Ha NpoyuBaHETO).

Tabnuua 5 nokassa ucxemmunu HHCYATH/ SEE no kareropus Ha CrCl npu naumentr ¢ HKIIM
B ENGAGE AF-TIMI 48. Hanuue e HamansBaula yectora Ha ChbOMTHATA NPpH yBeMUaBsalll ce
CrCl u B aBeTe rpyrnu 3a JieueHHe.

Tabauua 5: Bpoit ucxemuunn uncyatw/SEE no kareropust CrCl 8 ENGAGE AF-TIMI
48, mITT nadop 3a anaju3 npe3 ueaHs NEPHOI HA NPOYUBAHETO

CrCl EaokcaGan 60 mg Bapdapun

noarpyna (N=7012 (N=7012)

(mL/min) n bpoii na KP (95% n bpoii na Yecrorana | KP (95% J1H)

chOuTHRTA JLH) cubuTusra | cubuTHATA
(Yo/ronnua)

>30 10 <50 | 1302 63 1,89 1305 67 2.05

>50 10 <70 | 2093 85 1:51 2106 95 1.70

>70 10 <90 | 1661 45 10,99 1703 50 1,08




>90 no 927 27 1,08 960 26 0,98 1,10 (0,64; 1,89)
<110

>110 no | 497 14 1,01 469 10 0,78 1,27 (037 £,83)
<130 '

>130 462 10 0,78 418 3 0,25 --*

Cokpamenus: CrCl = kpearunnnos kaupbic; N = Gpoii na ywacriunre B miTT nonysauusra npes Lems neprol
na npoyusarero, mITT = moanduumpano HamepeHue 3a jaeueHne; n = Opoil Ha NAUMEHTUTE B NOArpyna. KP =
KoeduieHT Ha puck cnpamo saphapus. JIM = josepurenen uurepsan.

*KP ne ce u3umcasna, ako OposT Ha cuOMTHATA <5 B €1HA rPyI1a HA JICHEHHE

B noarpynurte 3a ObOpeuHara QyHKUMS, pe3yNTaTHTE 3a BTOPHYHMTE KPaHHHM TOUKH 3a
e(hMKaCHOCT ca B CbOTBETCTBHE C TE€3M 3a MbpBUYHATA KpaiiHa TOUKA.

M3cnieiBaHeTo 3a NpeBb3XOACTBO € U3BbplueHO BupXY I'TT nonynaumsra 3a ueaus nepuoa Ha
[POYUBAHETO.

UncynT u SEE HacTbnBaT npu rno-majiko yyactHuum B seyebHara rpyna Ha eaokcadan 60 mg,
OTKOJIKOTO B rpynara Ha sapgaput (cborsetHo 1,57% u 1,80% roanuno), ¢ KP or 0,87 (99%
JIU: 0,71, 1,07, p = 0,0807 3a npeBb3IXOACTBO).

[TpeBapUTEIHO ONpejieieHHTe ChCTABHU KPaiiHH TOUKH 3a CPAaBHEHHETO Ha jieyeOHaTa rpyna
Ha enokcaban 60 mg ¢ Bapdapun 3a uucyar, SEE u KP 3a CC embprHOCcT (99% JIN) € 0,87
(0,76, 0,99), MACE 0,89 (0,78, 1,00), a uucyar, SEE u embprHOCT 10 BCHUKH npHintn — 0,90
(0,80, 1,01).

PesyaraTuTe 3a CMBPTHOCT 110 BCHUKH NPUUUHM (OLIEHEHH CMBPTHH CJly4an) rpu npoy4BaHeTo
ENGAGE AF-TIMI 48 ca 769 (3,99% roauiiHo) 3a y4yacTHULMTE, npuemMally eaokcadan 60
mg (noHwxkeHa a03a Ha 30 mg), B cpaBHeHue ¢ 836 (4,35% roauiino) 3a sapdapun [KP (95%
JIN): 0,91 (0,83, 1.01)].

PesynraTi 3a CMBPTHOCT 10 BCHYKH INPHYMHM (OLIEHEHHW CMBPTHH Cilyvau) 3a MOArpyrnure
cniopen 6u0peunns craryc (eaokcaban cnpsmo Bapdapun): CrCl 30 a0 <50 ml/min [KP (95%
JIN): 0,81 (0,68, 0,97)]; CrCl >50 o <80 ml/min [KP (95% JI1): 0.87 (0,75, 1.02)]:

CrCl >80 ml/min [KP (95% J1A): 1,15 (0,95, 1,40)].

Enokcaban 60 mg (nonmxkena ao3a 30 mg) BojAM J10 MO-HUCKA YECTOTA HA ChP/ACYHOCHA0BA
cMBPTHOCT B cpaBHenue ¢ Baphapun [KP (95% J1H): 0,86 (0,77, 0,97)].

OueHeHuTe JaHHM 3a e(pMKACHOCT 10 OTHOUIEHHE Ha CbP/IAEYHOCHI0OBA CMBPTHOCT 3a
noarpynure crnopea ObOpeunus craryc (eaoxcaban cnpsmo Bappapun): CrCl 30 no
<50 mL/min [KP (95% JIH): 0.80 (0,65, 0,99)]; CrCl >50 no <80 mL/min [KP (95% JIW1): 0.75
(0,62, 0,90)]; CrCl >80 mL/min [KP (95% J11): 1,16 (0,92, 1,46)].

[TbpBHYHAaTa KpaiiHa TO4YKa 3a O€30MaCHOCT € TeXKKa XeMoparus.

Mma 3HauMMO MOHMWIKEHUE Ha pUcKa B jieueOHarTa rpyna Ha eaokcadad 60 mg B cpaBHEHHE C
rpynata Ha BapdapuH Mo OTHOLUEHHME Ha rojsMO KbpBeHe (cbOoTBETHO 2,75% un 3.43%
roauHo) [KP (95% J1X): 0,80 (0,71, 0.91): p = 0,0009], BUX (cvorBerHo 0.39% u 0.85%
roauiiHo) [KP (95% JIHU): 0,47 (0,34, 0.63); p <0,0001] u apyru suaose kbpseHe (Tadiauua 6).

[TOHMKEHHETO MPH JIeTAIHUTE Clyyau Ha KbpPBEHE ChLIO € 3HAYMMO 3a JieyedHara rpyrna Ha
eiokcaban 60 mg B cpaBHenue ¢ rpynara Ha Bapdaput (0,21% u 0,38%) [KP (95% JIH): 0,55
(0,36, 0.84); p = 0,0059 3a npeBbL3XOACTBO|, OCHOBHO TOpPaAH MOHUKEHMETO Ha Opos Ha
nerajuu cayuan Ha BUX [KP (95% JIW): 0,58 (0,35, 0,95); p = 0,0312].

0e30nacHoCcTTa B nepHoaa Ha JEHEHHETO

Enoxkcaban 60 mg




(nounxena n03a Ha 30 mg) (N=7012)
(N=7012)

["'0/15iM0 KbpBeEHe
n 418 524
Yecrora Ha cuOuTHsITA Lodo) 3.43
(%/ron)*
KP (95% JIH) 0.80 (0.71: 0.91)
pP-CTOHHOCT 0.0009
BYX’
n 6| 132
Yecrora Ha chOUTHSTA 0,39 0,85
(%/ron)*
KP (95% J1H) 0.47 (0.34: 0.63)
JleTanHu cay4au Ha
KbpBeHe
n 32 59
Yecrora Ha chOUTHSITA 0,21 0,38
(%/ron)*
KP (95% J1H) 0,55 (0.36: 0.84)
CRNM kbpBeHe
n 1214 1396
YecroTa HA chOUTHSITA 8.67 10,15
(%/ron)*
KP (95% J1N) 0.86 (0.80; 0,93)
Besiko noTBbpaeHo
KbpBeHe"
N 1865 2114
YecToTa HA CLOUTHATA 14,15 16,40
(%/ron)*
KP (95% JIH) 0.87 (0,82: 0,92)

Coxpawenus: BUX = prrpevepenna xemoparnsi, KP = koeuument Ha puck crnpsamo sapapm,

JAA = nosepurened uurepnat, CRNM = KIHHHYHO 3HAYHMO HEroasMo, N = Opoil Ha YHACTHHULIMTE ChC CHOMTHA,

N = Opoit Ha yqacTHHULIMTE B rpyrnara 3a aHaiu3 Ha 6e30nacHocTTa, roa = rojaMHa

*Yecrora Ha cuOutusTa (%/roa) e n3uuciaeHa kato Opost Ha CLOMTHATA/NMALMEHTOr 0IMHA EKCITO3ULIMS .

O BUX BKIIOUBA ITbPBHYCH XEMOparuyueH MHCyIT, cybapaxHomaHa xemoparus, enu-/cybaypaiHa xemoparus
HCXEMHYEH HHCYJIT ChC 3HAUMTEIHA XemoparuyHa kousepeus. Benukn BUX, cholbuieHn B OLCHEHNTE €JICKTPOHHM
kapT Ha nauneHTure (eCRF) 3a MO3IBYHO-CHAOBO M HEBBLTPEUEPEITHO KbPBEHE, MOTBBLPACHH OT OLEHHUTEINTE, Ca
BKJIHOMEHH B Opos Ha BUX.

" BCsako noTebpACHO KhpBEHe™ BKIKOUBA TE3N ClyUan, KOMTO ca JAe(pHHUPAHH 0T OLEHHUTE/ KATO KIHHHYMHO
H3ABEHH.

3abenexka: EAMH naumeHT Moxke 1a Ob/e BKIIOYEH B HAKOJIKO MOAKATErOpUM, ako TOW/Ts ca
MMaJI CbOUTHE OT TE3M KaTEropHH.
[TbpBOTO CLOMTHE OT BCAKA KATErOpUs € BKIKOYEHO B aHAIM3a.

Tabamun 7. 8 1 9 nokaspar pecrieKTHBHO roJisiMO, JIETAJIHO M BbTPEUEPEINHO KbpPBEHE I10
kareropus CrCl npu naument ¢ HKIIM B ENGAGE AF-TIMI 48. Hanuue e Hamanssaua

yecrora Ha cbOuTHsATa npu yBeanuanail ce CrCl u B 1BeTe rpynu 3a Je4yeHue.

Tabauua 7: bBpoii enuzonun na roasimo kbpsene no kareropusi CrCl B ENGAGE AF-
TIMI 48, ananu3 Ha 6e30nacHOCTTA B NEPHO/1A HA JIeHEHHETO"

CrCl EaokcaGan 60 mg
noarpyna (N=7012)

Bapdapun
(N=7012)




(mL/min) n bpoii na Yecrorana | n bpoii na Yecrora na KP (95% /IH)
cuOuTuara | cubuTHaTA cuOurunra | enluTnara
(%/roanna) (%o/roanna)
>30 g0 <50 1302 06 | 3,91 1305 128 523 0,75 (0,58, 0,98)
>50 no <70 2093 |48 2§ 2106 171 3,77 0,88 (0,71: 1,10)
=70 no <90 1661 | 08 2. 88 1703 119 3,08 0,93 (0,72; 1,21)
>90 10 <110 927 29 | 1,33 960 56 2,48 0,54 (0,34; 0,84)
>110 20 <130 | 497 20 f 1,70 469 24 2.14 0,79 (0,44 1,42)
>130 462 13 | 1.8 418 21 2,08 0,58 (0,29; 1,15)

Ta6auua 8: bpoii enuzoan Ha aeranno kepsene no kareropusi CrCl B ENGAGE AF-
TIMI 48, anasau3 Ha 6e30nacHOCTTA B NEPHOIA HA JIeYEeHHETO"

CrCl Eaokcaban 60 mg Bapdapun
noarpyna (N=7012) (N=7012)
(mL/min) n bpoii na Yecrora na n bpoii na Yecrora na KP (95% /1H)

culOnrTunral cnburunra cuOnTuara | eubnruara

(%Yo/roanna) (%o/roanna)

>30 no <50 1302 9 0.36 1305 I8 0,72 0,51 (0,23; 1,14)
>50 no <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 10 <110 927 2 0,09 960 3 0,13 --*
>110 no <130 497 I 0,08 469 5 0,44 -t
>130 462 2 0,18 418 0 0,00 -4

Tabamua 9: Bpoii enu3oau Ha Bbrpetepento Kbpsene 1o kareropusi CrCl B ENGAGE
AF-TIMI 48, anaan3 na 6e30nacHoOCTTa B 11EPHO/1a HA JIeHeHHETO!

CrCl Eaokcaban 60 mg Bappapun
noarpyna (N=7012 (N=17012)
(mL/min) n bpoii na Yecrorama | n bpoii na Yecrora na KP (95% /IH)

cuOuruara | cubuTHATA chOurunra | enbnrnsara

(%o/roanna) (%/roanna)

>30 10 <50 1302 16 0,64 1305 35 1,40 0,45 (0,25, 0,81)
>50 5o <70 2093 19 0,42 2106 51 1,10 0,38 (0,22, 0,64)
>70 a0 <90 1661 ¥ 0,44 1703 35 0.89 0,50 (0,28; 0,89)
>90 no <110 927 h) 0,23 960 6 0,26 0,87 (0,27; 2,86)
>110 po <130 497 2 0,17 469 3 0,26 --*
>130 462 | 0,09 418 | 0,10 --*

Cokpawtenns: N = Opoit va naunenture 8 mITT nonynaunsra npes ueaus nepuoa Ha npoyusavero, mlTT =
MOJAM(DHLMPAHO HAMEPEHHe 3a JedeHne; n = Opoil Ha yuacTHuuMTe B noarpyna, KP = koeduumeHT Ha pHck

crnipsimo Baphapun, JIM = nosepurenen nurepsan
*KP ne ce u3uncasna, ako Opoar Ha cbOUTHATA <5 B eaHA rpyna 3a JeueHue.
" [Tepunoa Ha sevenuero: Bpemero o1 mbpBata 103a 0T POy BaHUs JEKAPCTBEH MPOAYKT /10 [10C/IeHaTa /103a

MJIHOC 3 JIHK.

[Tpu noarpynoBuTe aHaJM3M 3a NalUMEHTUTE B rpyrnara Ha jevyeHue ¢ 60 mg, yusTO 103a €
nouuxkeHa Ha 30 mg npu npoyuBaHero ENGAGE AF-TIMI 48 nopaau tenecHo terno <60 kg,
YMEPEHO TexKa cTeneH Ha ObOpeuHOo yBpekaaHe MK ChibTCTBalla ynorpeda Ha MHXHOUTOPH
Ha P-gp, 104 (3,05% roamuHo) OT nauMeHTHTE € NOHUKEHA /103a eaokcadan Ha 30 mg u 166
(4,85% roaMiIHO) OT NMAaUMEHTUTE C NMOHMXKEHA j103a Ha BapdapuH UMaT ciy4yail Ha rojsaMo

kbpBeHe [KP (95% JIH): 0,63 (0,50, 0,81)].

[Tpu npoyuBanero ENGAGE AF-TIMI 48 uma 3HayuMo 1ojgo0peHne Ha HETHUS KJIMHUYEH
pe3yarar (mbpBH HHCYAT, SEE, rossiMo KbpBeHe MJIM CMBPTHOCT MOpaJAd BCHUYKH MPHUYHHM,
nonynauus mITT, uenus nepuoa Ha npoyuBaHeTo) B nossa Ha eaokcadan: KP (95% JIA): 0,89
(0,83,0.,96): p= 0,0024, korato neueOHara rpyna Ha eagokcadan 60 mg e cpaBHeHa ¢ Bap(apuH.




Knunuunara nporpama 3a eaokcadban 3a seHoszHa TpomboemObonus (BTE) e nianupana, 3a n1a
ce JieMoHcTpupa eukacHocTTa M 6ezonacHocTTa Ha eaokcadaH npu neyenue Ha JIBT u bE ¢
npodunaxrTuka Ha peunausupauim JIBT n bE.

[Tpn ocHoBHOTO npoyusare Hokusal-VTE 8 292 nauuenTy ca paHjioMU3Mpanin aa rnojydasar
Haua/lHa Teparnus ¢ XenapuH (eHokcanapuH Hjin HepakUUMOHMPAH XeNapHuH), rnoc/ie/iBaHa oT
eslokcaban 60 mg BeJIHbK AHEBHO MM CPABHUTEJIHOTO JieyeHHe. B paMOTO Ha CpaBHUTEIHOTO
JleYeHHe NalueHTHTE NoJy4yaBaT HavyalHa Tepanus ¢ XernapuH 3ae/iHo ¢ Bap(apuH, THTPUPAH
no taprerHo INR or 2,0 no 3.0, nocneaBaHo OT JieueHMe camMo ¢ BapgapHH.
[TpoabikuTesHOCTTAa Ha JeyeHuero € or 3 meceua no |2 meceua, onpeneseHa oOT
M3CJ1e/I0BaTE/ 1Sl Bb3 OCHOBA HA KJIMHUYMHHUTE XapaKTEPUCTHUKH Ha MalMeHTa.

MHO3MHCTBOTO OT JIEKYBaHUTE ¢ e10kcadaH nauueHTH ca or 0snara (69,6%) u azmarckara paca
(21,0%), 3.8% ca uepHOKOXkH, a 5,3% ca kareropuszupaHu karo .,Jpyra paca”.

[TpoabmkHTEIHOCTTA HA TepanuaTa e nowe 3 meceua 3a 3 718 (91,6%) nauneHTH Ha e1l0kcabaH
cnipsimo 3 727 (91,4%) naunenTu Ha BapgapuH, noxe 6 meceua 3a 3 495 (86,1%) naumeHrTu Ha
enoxcaban crnpsimo 3 491 (85,6%) naumeHtn Ha BaphapuH M 12 meceua 3a 1 643 (40.5%)
nauMeHTH Ha ejokcaban cnpsmo 1 659 (40.4%) naumeHTH Ha BapdapHH.

[TbpBuuHaTa KpaitHa Touka 3a €(UKACHOCT € MOBTOpHATA IposBa Ha cumrromaruyHa BTE,
neuHMpaH Karo chbCcTaBHa OT MoBTopHa cumnromaruuna JIBT, cumnromaTruuHa HeseTaiHa
BE u neranna BE npu nauneHTure no Bpeme Ha |2-MeceyHHs MEpHOJ HA MPOYHBAHETO.
Bropuunure pesyiarard 3a e(UKACHOCT BKJIKOYBAT CBHCTABHHUS KIMHWYEH pe3y/rar oT
peunansupainia BTE u cMBbPTHOCT N0 BCHUKH MPHUHHM.

Enokcaban 30 mg BeIHbK JIHEBHO CE€ M3I10J13Ba [P MALIMEHTH € €JIMH HJIK MOBEYE OT CJICAHHTE
KJIMHUYHM (haKTOPU: yMepeHo TexKa crerneH Ha 6b0peuno yBpexsane (CrCl 30 - 50 ml/min),
TenecHo terso <60 kg, chrrpreTBalla ynorpeda Ha cneuMpruuHu HHXHOMTOPH Ha P-gp.

[Tpu npoyusanero Hokusal-VTE (Tabiuua 10) e nokazano, ye eaokcadaH € ¢ He 110-majika
edbukacHocT OT BapdapuH N0 OTHOLIEHME HA MbPBUYHMSA pe3yaTaT 3a e(UKaCHOCT,
peunauBupaumia BTE, kosato nactensa npu 130 or 4118 naumentu (3,2%) B rpynara Ha
enokcabau cripsamo 146 o1 4122 naumentu (3,5%) B rpynara Ha Bapcapus [KP (95% JIHU): 0,89
(0,70, 1.13): p <0,0001 3a He no-manka edukacHoct]. B rpynara Ha BapdapuH MeanaHara Ha
TTR (INR 2,0 1o 3.0) e 65.6%. 3a naunenrure ¢ BE (c unu 6e3 JIBT), 47 (2,8%) Ha expokcabdban
u 65 (3,9%) ot naunenrure Ha Baphapud umar peunausupaita BTE [KP (95% JIH): 0,73 (0,50,
1.06)].

Ta6anua 10: Pesyararu 3a epuxkacuocer or npoyuBanero Hokusai-VTE — rpyna mITT,
e/ THS1 IEPHO/1 HA JICHEHHETO

IMupBuuna kpaitna | Eaoxcaban 60 mg Bapdapun Eaokcaban cnp.
TouKa" (nonuxkena nosza 30 (N =4122) Bapdapun
mg) KP (95% JAN)°

(N =4118) p-cToiinoct”
Bcuuku naumeHTH | 130 (3,2) 146 (3.5) 0,89 (0,70; 1,13)
CbC CUMNTOMATHYEH p-croitHocT <0,0001
pelranBupatia (HE no-maJjka
BTE", n (%) B — — e(hrKacHOCT) {
BE ¢ wau 6e3 JIBT | 73 (1,8) 83 (2.,0)
Jleranna BE nau | 24 (0.6) 24 (0.6)

CMbLPT, Korato bE He
MOJKE /1a C€ U3KJIKOYHM

Heneranua bE L 49 (1,2) 59 (1,4)




Camo JIBT | 57 (1,4) 63 (1.5) |

Cokpamenns: JIM = nposepurenen uurepsan; JIBT = awnGoka senoina tpombosza. mITT = moanduimpano
HaMEPEHHE 3a JICUECHHE,
KP = koeduumenT Ha puck crnipsmo Bapdapun; n = 6poit Ha naumeHTHTe Cbe ChOMTHA, N = Opoil Ha nauMeHTHTE B

mITT nonyaauusra, BE = 6enoapobua emboaus, BTE = cayuan na senosna tpomboem00.1ms

 [IspBuuHaTa KpaitHa TOMKa 3a e(PHKACHOCT € OLECHEH CHMITTOMatnyHa pewwmsupama BIE (r.e. ¢herashara
Kpaitna rouka ot /IBT, neneranna bE u neranua bE)

° KP, apycrpaunusat /1M ce Gazupar Ha perpecuoHHus moae1 Ha Cox 3a NpOonopuHOHAIHOCT HA PHCKA, BK/IKOYBALL
NeUeHHE U caeaHuTe (hakTopy 3a cTparHMUMpaHe NpH paHJI0MH3aLis KaTto koBapuarn: no anartosa (bE ¢ uan 6e3
JIBT, camo JIBT), u3X0/HM PUCKOBH (pakTopu (BpemeHHM (PaKTOPH, BCHUKM OCTaHauu) u Hyxaara ot 30 mg
eaokcaban/esokcaban naauebo npu pangomMusanms (1a/xHe).

® p-CTOHOCTTA € 3a NpeABapHTEeIHO ONpeeieHara rpaHiiia 3a He no-maika epuxacHoct ot 1,5

OT nauMeHTHUTe, KOUTO ca OuamM ¢ noHmKeHa 103a J1o 30 mg (OCHOBHO Mopan HUCKO TEJIECHO
Terno uinu ou0peuna pyukums), 15 (2.1%) Ha eaokcadan n 22 (3,1%) nauneHTu Ha BappapHH
umar peunamsupaiia BTE [KP (95% JIA): 0,69 (0.36, 1,34)].

BropuuHaTa cbcTaBHa KpaiiHa Touka — petnausupaiia BTE u cMBPTHOCT 10 BCHUKH TPUUHHM,
HacTbnea npu 138 naunenTtu (3,4%) B rpynara Ha eaokcadan v 158 nauuneHtn (3,9%) B
rpynara Ha Bapdapun [KP (95% JIHU): 0,87 (0,70, 1,10)].

Pesysnraturte 3a CMBPTHOCTTA 1O BCHYKH MPHYUHM (OLEHEHH CMBPTHH ClIy4dau) IIpH
npoyusadeto Hokusai-VTE ca 136 (3,3%) 3a nauvenrture, npuemaiin enokcadban 60 mg
(nouunxena no3a 30 mg), cnpsmo 130 (3,2%) 3a BapdapuH.

[Tpu npeaBapuTeIHO ONpeaeeHus NoArpynoB aHaau3 Ha nauneHTure ¢ bE 447 (30,6%) u 483
(32,2%) OT NleKyBaHUTE CbOTBETHO C e10KcadaH U BapdapHH NaLMEHTH ca ONpee/IeHH Karo
umauin BE u N-tepmunanen npo-B-tun natpuypernuen nentua (NT-proBNP) =500 pg/mL.
[TbpBHYHUAT pe3yaTaT 3a epukacHocT HacTbnBa npu 14 (3,1%) u 30 (6.2%) OT naumeHTUTe,
JieKyBaHU ChOTBETHO ¢ eanokcaban v Baphapuu [KP (95% JIM): 0.50 (0,26, 0,94)].

Pesynrature 3a epMKACHOCT 3a NpeABAPUTEIHO ONpeAe/IeHUTE OCHOBHM TMOArpyrnu (¢
NMOHMIKEHHUE Ha J103aTa [PU HYXk/1a), BKJIIIOUBALLM Bb3PacT, TEJIECHO TEIJI0, MOJ1 U CbCTOSAHHUE Ha
ObOpeuHaTa (yHKUMS, CbOTBETCTBAT HA MMbPBMYHHUTE pe3y]TaTH 3a eUKACHOCT 3a LiijaaTa
rpyna, U3cjeaBaHa rnpu rnpoy4BaHeTo.

n'prHl{HaTﬂ KpaﬁHa TOYyKa 3a 0e30MnacHOCT € KJIMHHYHO 3HAYMMO KbPBCHC (ros1siMo MM
KJIMHHUYHO 3HAYHUMO HEIroJIaMO).

Tabnunua 11 obobuiaBa oueHeHHTE C/lyyan Ha KbpPBEHE 3a rpynara 3a aHaiau3 Ha 0e3onacHocTTa
B MepHoaa Ha JIeHUEeHHe,

ChbllleCcTBYBa 3HAYMTE/IHO HAMAJIEHUME HA pUCKa B rpynara Ha ejaokcabaH B cpaBHEHHE C
BapdapHH 3a nMbpBHYHATA KpaiHa TOuka 3a 0€30MacHOCT 3a KJIMHHYHO 3HAYUMO KbpBEHE,
CbCTABHATA OT IOJSIMO KbPBEHE WJIM KJIMHUYHO 3HAUYUMO Herossmo kbpBeHe (CRNM), koeto
HacTbiBa npu 349 or 4 118 naumentu (8,5%) B rpynara Ha eanoxkcadban W npu 423 ot 4 122
nauneHTH (10,3%) B rpynara Ha Bapdapun [KP (95% JIHU): 0.81 (0,71, 0.94); p = 0,004 3a
NPeBb3XOACTBO|.

Tabuamnua 11: Cayuaun Ha kppsede npu npoyusanero Hokusai-VTE — ananins Ha
0€e30nacHOCTTA Nnpe3 nepuoaa Ha Jjevyenue”
Enokcaban 60 mg Bapdgapun
(namaJgiena no3a 30 mg) (N =4122)
(N=4118)

KAHHHYHO 3HAYHUMO
KbpBeHe
(Tonsimo 1 CRNM)®, n (%)




N 349 (8.,5) 423 (10,3)
KP (95% JIN) 0,81 (0,71; 0,94)

P-CTOHHOCT 0,004 (3a npeBbL3XO/ICTBO)

Noasimo kbpBene n (%)

n 56 (1.4) 66 (1.6)
KP (95% JIW) 0,84 (0.59: 1.21)

BYX neranHa 0 6 (0,1)
BUX Henerasita 5(0,1) 12 (0,3)
CRNM kbpBeHe

n 298 (7,2) 368 (8.9)
KP (95% J1H) 0,80 (0,68; 0,93)

BcHukH BHAOBE KbpBeHe

n 895 (21,7) 1056 (25,6)
KP (95% JIH) 0,82 (0,75; 0,90)

Cokpawenns: BUX = pprpeuepenna xemoparus, KP = koeduument Ha puck cnp. sappapun; JIM = nosepureneH
uarepsas, N = 6poil Ha yyacTHHUMTE B rpynara 3a ouenka na 6ezonacHoctra, n = Opoit Ha chOuTuaTa, CRNM =
KAHHHYHO 3HAYHMO HErOJISIMO

* [Tepnoa Ha neyeHHe: BPEMETO OT IThPBATA J103d OT NMPOYYBAHMA JICKAPCTBEH MPOJAYKT 10 NMOC/eHaTa 1032 M0C
3 2Hu,

O [Tepauuna kpaiina Touka 3a 6e30MaCHOCT: KAMHHYHO 3HAYMMO KbPBEHE (CHCTABHA OT IOIAMO M KJIHHHYHO
JHAYMMO HEroJIAMO KbPBEHE).

[Tpy noArpyrnoBUTe aHaJM3M MPU YHACTHULIMTE, KOUTO ca MMaju NMOHWMKEHHE Ha J103aTa J10
30 mg npoyuBaHero Hokusai-VTE nopaau tenecHo Tersno <60 kg, ymepeHo TeKKa cTeneH Ha
ObOpeuHO yBpexaaHe WM CbIIbTCTBaWA ynorpeda Ha MHXHOMTOpH Ha P-gp, 58 (7.9%) ot
yYaCTHULIMTE C MNOHMXKEeHa j03a Ha ejaokcaband or 30 mg n 92 (12.8%) or yyacTHHUM Ha
BapdapuH ca umanu roasamo kbpseHe uin CRNM cuoutne [KP (95%): 0,62 (0,44, 0,86)].

[Tpu npoyuBaneTo Hokusai-VTE HeTHMST KaMHMYeH pe3yarar (peunausupaiia BTE, roasmo
KbpBEHE MJIM CMBPTHOCT MO BCHYKH nNpuuMHM; nonyaauus mlTT, uenus nepuoa Ha
npoyusanero) KP (95% JIH1) e 1,00 (0,85, 1,18), xoraro enokcabaH e cpaBHEH ¢ BaphapHH.

Ilpopurakmura na uncyam u cucmemmna embonus npu nayuenmu ¢ HKIIM ¢ sucox CrCl
(CrCl =100 mL/min)

[IpoBesieHO € cneuMasHo, paHAOMH3MpAHO, ABOIHO-casno usnurBaHe (E314) npu 607
nauneHT ¢ HKI'IM ¢ Bucok CrCl (CrCl =100 ml/min, uamepen no ¢popmynara Ha Cockcroft-
Gault) ¢ ocHoBHa ues jaa ce oueHn MK/MJ] na eanokcadan 60 mg BeAHBLAK AHEBHO CIPAMO
cxemara 75 mg BeaHbXkK AHeBHO. OcBeH mbpBHUHATa KpaiiHa Touka 3a OK/M/] u3nursanero
BKJIIOYBA OLIEHKA HA KJIMHHYHUTE KPaHHU TOYKM MHCYJIT U KbpPBEHE B paMKHTE Ha |2-MeceueH
MEPHO/L Ha JIeUEHHE.

Jlo3aTta enokcabaH 75 mg BeiHbk AHeBHO B nojarpynara ¢ Bucok CrCl (=100 ml/min) Boau 10
~25% noBuLIEHUE HA EKCIO3MLIMATA B CPaBHEHME € j103aTa e10kcadad 60 mg BeAHBXK JAHEBHO,
KaKTO € [POrHO3upaHo.

bposT Ha yyacTHMUMTE, NOCTHUralllM YTBbpP/EHATa CbCTaBHA KpaiiHa ToYykKa Ha cbOMTHATA 34
e(hmkacHOCT MHCYAT/TpaH3uTOpHa ucxemuyHa araka (THA)/cbOuTne Ha cucremua emOosms
(SEE), e orpannuen u BktouBa 2 cbOMTHA HAa MHCY/IT B rpynara Ha eaokcadan 60 mg (0,7%:
95% JAU: 0,1% no 2.4%) u 3 ¢cbOuTHs HA MHCYAT B rpynara Ha egokcadand 75 mg (1%: 95%
HH: 0,2% no 2,9%).

[TorBbpaeHO cbOUTHE HA FONAMO KbpBeHE Bb3HUKBA 1pH 2-ma (0,7%: 95% JIH: 0,1%
OT y4aCTHUUMUTE B rpynara Ha ejokcaban 60 mg B cpaBHenue ¢ 3-ma (1,0%: 95%
2,9%) yyacTHHUM B rpynara Ha eaokcabanH 75 mg. Ot 2-ta ciyuyast Ha roJs
rpynata Ha ejaoxcaban 60 mg eAMHMAT € B KpUTHUHA 30Ha/opran (BbTpeoy




ronsMo KbpBEHE € BbTpeMyckynHo. OT 3-Te cnyudas Ha roaAiMoO KbpBEHE B rpynara Ha
enokcaban 75 mg 2 cyvas Bb3HHKBAT B KPUTHuYHA 30HA/OpraH (BbTPEMO3bUHO/l C netaneH
uixon), a | npeacTaBnsBa xbpBEHe B ropHaTa yacT Ha cToMaluHo-upeBHus {CH) TpakTt
(>xuBoTO3acTpawasawo). Mma couwo M 9 (3%) cnyuas Ha KIMHUYHO 3HAYMMO HEronsMo
kbpeeHe (CRNM) B rpynara Ha enoxcabax 60 mg n 7 (2,3%) cnyyas sa CRNM xnpseHe B
rpynara Ha eaokcabad 75 mg.

OcBeH knvHWYHOTO #H3anuTBaHe E314 B 10 eBponefickW CTpaHH € NPOBEACHO E€OHO
NPOCHEKTHBHO, MHOrOHaLMOKaNHO, MHOTOLEHTPOBO, 00CEPBAUUOHHO ITOCTMAPKETUHIOBO
npoyusane (ETNA-AF), koeto Bkmousa 13 980 yyacTHHUK. B pamkuTe Ha Ta3u nonynaius |
826 umar CrCl >100 ml/min u nonyuasar eaokcaban 60 mg B CLOTBETCTBHE C KPUTEPHHUTE 3a
npunaraxe, npeacraseny B KXIT. ['oaMIHHTE HECTOTH HA CHCTABHATA OT UCXEMHMUEH WHCYNT
nnu cucremHa embonus ca 0.39%/roa., a cbOUTHA Ha TONAMO KbpPBE€HE Bb3HWKBAT NpH
0,73%/roa.

Umaiixu npeasua obuio nauuute or ENGAGE AF, E314 u ETNA-AF, ce ouakea nauneHTuTe
¢ HKIIM ¢ Bucox CrCl, nexyesaHu c¢ eagoxcaban 60 mg, na UMaT roauiiHa 4ecrora Ha
MCXEMMUEH MHCYNT/cHCTeMHA emBonua <1%. He ce oyakBa nmoBriasaHeTo Ha ao3ara Haa 60
mg rpy nauuenty ¢ HKIM c sucox CrCl (>100 ml/min) za ocurypu no-100pa 3alumnra cpeuty
MHCYAT W MOXE Aa Ce acourHpa ¢ noseye Hexenanu cnbutus. llopanu ToBa cxemarta
enokcaban 60 mg BeAHBX AHEBHO Ce NPENOpPBUYBA NPH TaKWMBa NALMEHTH C/led BHUMATEHa
OLIEHKE HA UHAMBUIYATHHA PHUCK OT TpomboemBonuuHu cbbUTHE U KbpBeHE (BX. TOuKa 4.4.).

ITayuenmu, npu Koumo ce npeonpuema Kapouoeep3uo

[1poBeNEHO € MHOrQLEHTPOBO, MPOCNEKTHBHO, PaHIOMH3IMPEHO, OTKPHUTO MpOyuBaHE CbC
jacneneHo oueHsBsane Ha xpaiinuTe Toukn (ENSURE-AF), B koeTo ca paHaoMu3upanu 2199
YUYACTHUUMW (KOUTO HE ca NPHUEMANH NEPOPAIHK aHTHKOArynaHTH A0cera ¥ Takupa, N¢KyBaHH
npean tosa) ¢ HKIM, nnakupaHu 3a xapaAMOBEpP3HO, 3a Aa ce cpaBHHM enokcaban 60 mg
BEOHBX /NHEBHO C eHOKcanapuu/BapdaprH, Taka e aa ce noaabpxa TepaneBTHuHO INR ot
2.0-3,0 (panaomuzupann 1:1), cpeanoto TTR 3a sapdapun € 70,8%. O6u1o 2149 yyacTHHUMH
ca nexysaHu und ¢ enokcaban (N = 1067), wau ¢ eHokcanapuH/sapdapur (N = 1082).
YyacTHHUWTE B rpynara 3a neueHue ¢ enokcabad nonyuaeat 30 mg BeaHbXK AHEBHO, ako ca
HAJIMUE eaMH WM NOBede OT CISAHWTE KNHHHUUHK (aKTOpPH: yMEpeHO OhOpeUHO yBpexaaHe
(CrCl 30 — 50 ml/min), Hucko TenecHo terno (60 kg) wnm cembreTBauiata ynorpeda Ha
cnetunpuuHy WHXHOWTOpH Ha P-gp. [p# MHO3MHCTBOTO OT YUYACTHHLMTE B TPYRNHTE Ha
eaokcabaH W BapgapyH € H3BbLPLIEHO Kapavorep3no (cbvoTBeTHO 83,7% u 78,9%) unu te ca
NpeTbpneny CNOHTaHHA KOHBEPCHA (CLOTBETHO 6,6% n 8,6%). M3non3eano e kapanosep3uo,
HacoysaHo oT TEE (B pamkuTe Ha 3 AHM OT HA4anoOTO) UNH KOHBEHLHOHANHO KapiAHXOBEP3HO
(Ha#i-manko 21 cnea npeaBapUTENHOTO eHeHUue). Y YaCTHHUMTE € NPOLL/KHIIH Oa npuemMar
nevyeHHeTo 3a 28 aHM cnel KapaUOBEp3HO.

[MbpBUYHUAT pe3ynTar 3a eQUKacHOCT npeactaensasa c¢beTapHa oT uHeyaT, CE, MW w CC
cMbpTHOCT. O6wo 5 (0,5%, 95% JiH 0,15%-1,06%) cbOMTHA Bb3HMKBAT NPH YUACTHHLH B
rpynara Ha egokcaban (N = 1095) v 11 (1,0%, 95% 1M 0,50%-1,78%) cuOurus B rpynara Ha
sappapuH (N = 1104); crorHoweHue Ha waHcosete (Odds Ratio, OR) 0.46 (95% 1M 0,12 -
1,43); ITT wabop 3a aHanu3 npe3 uUeNus MNEpUOA HA NPOYYBAHETO CbC CpeaHa
NPOALIKUTENHOCT 66 AHK.

[TepBUUHUAT pe3ynTaT 3a 6e30MacHOCT € ChCTaBHAa OT 3HAYWUTENHO W KJIWHHUYHO 3HAYKMO
neronaMo kbpeeHe (K3HK). O6wo 16 (1,5%, 95% AU 0,86% - 2,42%) cb0OnTHA BL3HUKBAT
npy yuacTHWuM B rpynata Ha eaokcaban (N = 1067) n 11 (1,0%, 95% 1M 0,51%




ToBa eKCropaTopHO MpOy4BaHe MOKAa3Ba HUCKM 4ecTOTH Ha roisMo kbpseHe u K3HK u
TpomboemOOIMs B IBETE IPYIH 3a JIEeUeHHE NPH YCJIOBUATA HA KapAHOBEP3HO.

[leanarpuyHa rnornyJianms

besonacHocTTa, edukacHocTTa, (hapMakoKMHeTHKara ¥ (apMakoAMHaMUKaTa Ha ejokcabaH
Npu NeJAHaTpUYHM yYacTHHUM OT pakaaHero a0 |8-roauiusa Bb3pact ¢ BTE u cbpaeunu
3a00718BaHUs C PUCK OT TPOMOOTHUHM CHOUTHS ¢ca OlIeHEeHH B /1Be npoyuBaHus (asa 3, Hokusai
VTE PEDIATRICS u ENNOBLE-ATE (Bx. Touka 4.2). OCHOBHOTO NeAHaTPHYHO POYUBaHE,
Hokusai VTE PEDIATRICS, e onucaso no-aony.

OcHoBHoTo npoyuBaHe (Hokusai VTE PEDIATRICS) e oTkputO, paHAOMHU3MPAHO,
MHOIOLIEHTPOBO, KOHTPO/JIMpaHo (asza 3 npoyupaHe 3a OLEHKAa Ha (papMakOKMHETHKATa M
papmakoamHaMuKaTa Ha ejlokcaban M 3a cpaBHeHMe Ha eduKacHOCTTa M Oe30rmacHoOCTTa Ha
e/l0kcabaH cbc cranaaprHa (KOHTPOJIHA rpyna) aHTHKOAryJlaHTHa Tepanus rnpu rneadarpuiHu
YHACTHULIM OT pak1aHeTo 10 1o | 8-roauniiHa Bb3pacT ¢ NOTBbpAeHa BEHO3HA TPOMO0eMOO 11
(BTE).

[TbpBHMuHaTa KpaiiHa TOYKa 3a eMKACHOCT € CbhCTaBHATa KpaiiHa TOYKa — CHMITOMATHYHO
PeLMAMBHPALLO BEHO3HO TpomboemOoinuno 3abonseave, cMbpT B pesysarar ot BTE n 6e3
MPOMSIHA WJIM yBeJIHYABaHe Ha TPOMOOTHUYHHUS TOBAP MO BPEME Ha [TbPBUS 3-MeCeyeH Mnepuol
(ru1aHyBaHaTa MpOAbJKHUTEIHOCT Ha JieueHHeTo € oT 6 10 |2 ceamMuum 3a neamarpuyHH
MalMeHTH OT pa)<J1aHeTo J0 Nnoja 6-MeceyHa Bbh3pacr).

Jlo3uTe enokcaban, u3nuranu B npoyusaHero Hokusai VTE PEDIATRICS, ca onpenesienu
criopen Bb3pacrra u TernoTo. [loHnkasane Ha 103uTe ce npenopbysa Ha 0asara Ha KJIMHUYHK
dakropu, BraounTeHo ObOpeuHa GyHKIUMS M ChITbTCTBaLLA ynoTpedba Ha HHXHOMTOpH Ha P-
gp (Tabauua 12).

Tabauya 12: Hznumeanu 003u edokcaban 6 npoyusanemo Hokusai VTE PEDIATRICS

Bu3pacr kbm | Tesecho rerno Jlosa Jlo3za (cycnensus)” [TonnxaBane Ha
AATATA HA (tabaerka)’ nosara®
chrjacHe
12 10 <18 roa. | =260 kg 60 mg NA 45 mg
>30 n <60 kg 45 mg NA 30 mg
<5-TH NepceHTH1 3a 30 mg NA NA
Bh3pacT
6 10 <12 roa. | <60kg: 103ara e NA 1.2 mg/kg 0.8 mg/kg
ornpejesneHa Ha daza (MaKCUMyMm 45 mg) (Makcumym 45 mg)
mg/kg
2 10 <6 roa. Jlosara e onpenenesa | NA 1.4 mg/kg 0.7 mg/kg
Ha Oaza mg/kg (MakCHMym 435 mg) (Mmakcumym: 24 mg)
6 meceua 10 JlozaTa e onpenenena | NA 1.5 mg/kg 0,75 mg/Kg
<2 roa. Ha Oaza mg/kg (MAKCHMYM 45 mg) (Makcumy™m: 24 mg)
>28 auu j10 Jlozata e onpenenena | NA 0.8 mg/kg 0.4 mg/kg
<6 mecella Ha Gaza mg/kg (Makcumym 12 mg) (MakcumMym 6 mg)
Ot paxaanero | Jlozara e onpeaesieHa NA 0.4 mg/kg 0,4 mg/kg
(38 Ha Daza mg/kg (Makcumym 6 mg) (MakCUMyMm 6 mg)
recTauHOHHH
CE/IMHLIH) /10
<28 aHu

NA = HENPHIOKHUMO, IO/ = rO/IMHH

* YYacTHHUMTE Ca HHCTPYKTHPaHH aa npueMar eokcaban (TabneTku Man rpadyiu) nepopait
€/IHO M CBILO BPEME BCEKM JleH, ¢ nan 6e3 xpana. Tabaerkure TpsOBa j1a ce rnorirbliar ¢ yaima 8




® Ha Gasara Ha KAMHHUHK daxToOpH, BKIIOUHTEAHO GhOpeyHa (pyHKLMs (yMEPEHO-TEKKO OLOpEeUHO yBpexaane ¢
H3YHCIEHA CKOPOCT Ha riaomepyana dguarpauns (eGFR) 10-20, 20-35, 30-50 mL/min/1,73 m* 3a yuactuuuu Ha
pbipact >4 u <8 ceamuun, >8 ceamuun u <2 roaunu, >2 1 <12 roaunn; eGFR 35-55 mL/min/1,73 m? 3a MoMueTa
>12 u <18 roauuu; 1 ¢GFR 30-50 mL/min/1,73 m?® 3a momuuera >12 u <8 roamun) u cuirbrerBaia ynorpeba Ha
HHXHOUTOPH Ha P-gp (Hanp. . LHKJAOCTOPHH, JIPOHE/IAPOH, EPHTPOMHLIMH, KETOKOHA301).

061110 290 yyacTHHIM Ca paHJAOMH3HpaHK B npoyuBaneTo: 147 B rpynara Ha ejiokcadaH u 143
B KOHTPOJIHATA I'Pyra Ha CTAHAapTHO Je4yeHHe, OT KOUTO 286 y4acTHULH MpUemMaT Hai-mMasiko
e/lHa 7103a OT JIEKapcTBOTO 10 rpoyusadeTo (mITT); 145 yuacTHuum B rpynara Ha ejiokcadaH
u 141 yyacTHHUM B KOHTpoJiHaTa rpyna. [IpuOan3nTeHO 1nosoBUHATA OT BCHYKH YHACTHHLIM
ca Mbxe (52,4 %) ¥ MHO3MHCTBOTO JIEKYBaHHM yvacTHUUM ca or Osutata paca (177 [61,9 %]
yyacTHuuM). Cpeanoro Terso e 45,35 kg, a cpeaHuaT MHAEKC Ha TesecHata maca (BMI) e
20,4 kg/m?, O6wo 167 (58,4%) yuacTHuuu ca B koxoprata ot 12 10 <18 roaunu, 44 (15,4%)
YHACTHHUIM ca B Koxoprara oT 6 /10 <12 roanuu, 31 (10,8%) naunenru ca B koxoprara ot 2 J10
<6 roanuu, 28 (9,8%) yuacTHuuu ca B Koxoprara ot 6 meceua 10 <2 roaMHu U 16 (5,6%)
y4yacTHHILIM ca B koxopTaTa o1 0 10 <6 meceua. O6uio 28 (19.3%) neua B rpynara Ha ejjokcadan
u31(22,0%) geua B KOHTpOJIHATA rpyna KMAaT aHamHe3a 3a Heonjasmu. BUbT Ha MHACKCHOTO
crourue e JIBT ¢ uaun 6e3 BE npu 125 (86,2%) ot 145 neua or rpynara Ha eaokcadan u 121
(85.8%) ot 141 neua B KOHTpOJHATA Ipyra, J0KaTo npu ocraHaiute cayuau - 20 (13,8%) B
rpynara Ha eaokcaban n 20 (14,2%) B konTposinata rpyna — e bE 6e3 JIBT. Ciyuanre na JIBT
HaMi-4ecTo ca JoKalu3upaHu B 1osHuTe KpaitHuum (50 (34,5 %) u 44 (31,2%) cayuas B rpynure
ChOTBETHO Ha eaokcadaH ¥ KOHTpoJiHaTa rpyna), ropuure kpaiHuum (22 (15,2%) cnpsamo 24
(17,0 %)) u uepeGpannus BeHoseH cuuyc (27 (18.6 %) cnpsimo 21 (14,9 %)).

KP 3a rpynara Ha eaokcabaH cripsMoO KOHTpOJIHAaTa rpyna Ha cranaaprtHo aevedue e 1,01 (95
% JIU: 0.59 no 1,72). 'opHara rpanuua Ha 95 %-us AW (1,72) nansuiiaBa npeaBapuTesHO
ofnpejiesieHaTa rpaHuua 3a He no-masika edukacHoct ot 1,5, crnenoBaTesIHO HE M0-majkara
ehuKkacHOCT Ha ejokcadaH CrpsAaMO CTAHAAPTHO Jie4eHne He € noTBbp/eHa (BxK. Tabnuua 13).

Tabauya 13: Ouenena cvcmaena NvpeuYHa Kpauna moyuka 3a epukacrnocm — Ocnoesen
nepuoo na aevenue (mlTT epyna 3a anaaus)

Enokcaban CranaaprHo JeueHue
(N = 145) (N =141)
YyactHHUK ¢bC CbOUTHA (n. %) 26 (17.9) 31(22,0)
Cumnromatuuna peunausupaiia BTE 5(3.4) 2(1.4)
(n, %)
bE ¢ wau 6e3 J1BT (n. %) 0 1 (0.7)
Jleranua bE (n. %) 0 0
Heneranua bl (n, %) 0 1(0,7)
Camo JIBT (n, %) 5(3.4) | (0.7)
Jleranua JIBT (n. %) 0 0
Heneranuna JIBT (n, %) 4(2.8) 0
HeoOsicHuMma cMBbpT, 11pH 1 (0.7) 1 (0,7)
KOATO HE MOXKE Ja c¢
nikmoun BTE (n.,
%)
bes npomsiHa MK yBE/IMUABAHE HA 21 (14,5)
TPOMOOTHUHHMSA TOBAp Ha Oazara Ha
oOpa3Hu n3caeasBanus (n, %)
KoepuumueHr na puck” 1.01




2-cTpateH 95% JIY 1a xoeduumeHT (0.59; 1,72) -
Ha PHCK
JU = nopepurenen uxrepsan, JIBT = awaboka senoina tpombo3a, mITT = moanpuunpaso Hamepenue 3a
neyenue; BE = G6enoapobua emGonua; BTE = seHosna rpomboembong

® KoeduumenT Ha puck exokcaban cnpamMo CTaHAAPTHO JICHEHNE,

Benexka: QueHeHara CbCTaBHA MLPBHYHA KpailHa TONKE 34 ¢)MKACHOCT BKNIOYBA CHMITTOMATHYHA peLHAXBKPALILA
BTE, cmupT B pesyatar ot BTE 1 6e3 npomsaHa une ysesnuasate Ha TpomboTHuHKg ToBap Ha GalaTa Ha obpaiiu
H3cneaBaHHA.

Benexka: OCHOBEH NepHOI Ha fedeHHe ce AeHHHMpa K4To NepHO/a 0T paHaoMinaumsTa 2o Busurara va Meceu 3 + 3

AHH.

[TbpBuuHaTa xpaiina Touxa 3a GezonacHocT € koMOMHauWa oT ronamo kbpsede ¥ CRNM
cbOUTHSA Ha KbpBEHE, Bb3HUKBALUY NO BpeMe Ha OCHOBHUA NEpUOA Ha nedeHue (3 meceua +
3 oHU).

PesynraTuTe 32 6€30NaCHOCT Ca CPaBHUMM MEXULY TPynUTe Ha eaokcabaH M Ha CTAHAAPTHO
neyernne, O6wo 3 (2,1%) yuacTHHUHM B rpynaTa Ha egokcaban ¥ 5 (3,5%) yuacTHHUM B rpynara
Ha CT2HIAApTHO NeYeHHE [10y4aBaT Hai-Manko | oueHeH NOTBbPAEH €MU30A Ha ronsMo
xbpBeHe 1 CRNM cubuTHe no BpeMe Ha OCHOBHMS NEPUOLL Ha JIEYEHHE U B XOAA HA JIEUEHHETO
[KP (95% J1H): 0,60 (0,139; 2,597)].

5.2 (dapMaKoKHHeTHYHH CBOHCTBA

Ab6copbums

Enokcabax ce abcopOupa ¢ NMKOBK MIa3MeHu KOHLEKTpAlLKuY B paMKuTe Ha | - 2 4aca cnen
nepopanto npunoxeHwe Ha enokcaban tabnerxu. AOconoTHaTta OMOHANMYHOCT €
npubnuzurenuo 62%. XpaHaTa yBenHyaBa NMUKOBAaTa €KCNO3MLUKMA Ha enokcabaH TabneTky B
pa3nMuHa CTefeH, HO MMa MHUHUMaeH edexT BuLpxy ofuiara excnosuuus. Enokcaban ce
rnpunara ¢ uau 6e3 xpaxa npu npoyusanvata ENGAGE AF-TIMI 48 v Hokusai-VTE, a ¢nwo
¥ [pu NMeaMaTpuuHy TNpoyyBaHus 3a eduxacHoct W HelonacHoct. EgokcabaH e © HucKa
pasteopumoct npu pH 6,0 wnu no-sucoko. EAHOBpEMEHHOTO NpUNOKEHHE ¢ HHXUOHTOPH Ha
NPOTOHHATA NOMMNA HAMA 3HAYMMO BIIMAHUE BbPXY EKCO3ULMATA HA eaoKcabaH.

B eaHo npoyusake ¢ 30 3apasu nobpoeonun ctoiHocTHTE W Ha cpeadata AUC, u Ha Cyux NpH
nepopanHo npunoxkenue Ha 60 mg enoxcabaH noa popmara Ha pasTpolueHa TabneTka, CMeceH
¢ A0BIKOBO NIOpPeE, MK NOCPEACTBOM Ha30racTpanHa COHjJla, CYCneHANpaH BLB BOAA, NOKA3BAT
OnoexkBuBaneHTHOCT ¢  MHTakTHata Ttabnerka. Wmailku npeasua npeaBuaAMMMUA,
NPONOpUMOHANEH HAa ao3ara ¢apMakokuHeTHdeH npotun Ha eaokcabaH, pesy.araTure 3a
GUOoHANHYHOCT OT ToBA NPOYYBAHE BEPOATHO UIE €a NPHIOKHMH U NPU [MO-HUCKH 103M
enokcabaH.

PasnpeneneHue

Paznpenenenuero € aBydazopo. ObemnT Ha painpeaeneHue € 107 (19,9) L (cpeaHo (8D)).
CBBpP3BAHETO ¢ NAAIMEHUTE MPOTEHHKW in vitro € npubanzutenHo 55%. Hama KNuHHUYHO
IHAYMMO KYMYJMpaHe Ha enokcabaH (koeduuueHT Ha Kymynupane 1,14) npu no3upaxe
BEAHBX AHEBHO. KOHUEHTpaUWHTE B CTAUMOHAPHO ChCTOSHME C€ NOCTHraT B paMKHTE Ha 3
JHH.

buorpanchopmarma

HenpomMeHeHuaT eaoxcabaH € OocHoBHaTa dopma B nnaimara. Enoxcaban ce merabonnsupa
ype3 xuaponuza (MeauupaHa ot kapbokcunecrepaza 1), KOHIOrMPaHe WJIM OKUCINEHHE uype3
CYP3A4/5 (<10%). EnokcabaHn WMa TpH akTUBHH MeTabonTa, OCHOBHUAT MeTados

M3XOLHOTO BELIECTBO NpH 3apasByu nuua. ExcnodvumaTa Ha OCTaHAMMTE MET
manko ot 5%. EnokcabaH e cybcTpaT Ha ednykcHua TpaHcnoprep P-gp, HO H
BOTERK TPAHCIIOPTEPH KaTO NOJIMNENTHAA, TPAHCNOPTEP HA OPraHWYHU aH




TpaHcrnoprepure Ha oprainydy aHuoun OATI] uan OAT3 mau TpaHcrnopTepa Ha OpraHu4HH
katuoun OCT?2. HerosusiT akTuBen meradbosut e cyderpar 3a OATPIBI.

EauMuHupase

[Tpu 3apaBu nuua oOWMAT KIMPbHC ce u3uucassa Ha 22 (£3) L/yac; 50% ce ouncrsar upes
6bopeunte (11 L/yac). Upe3 ObOpeueH KAMpPBHC ce €IMMHHMpAT npudinsuresHo 35% ot
npujiokeHara a03a. Jlpyrure nbTHUW@ HAa  eIMMMHMpaHe ca  meraloiM3bM M
OusMapHa/MHTECTHHAIHA EKCKPELMSL. by, [TPH nepopasiHo npuioxenue ¢ 10 — 14 yaca.

JIMHEeHHOCT/HEJIMHEHHOCT
Enokcaban nokassa npubIM3UTEIHO MPONOPLHOHAIHA Ha /103aTa (hapMAaKOKHHETHKA 3a J103UTe

ot 15 mg a0 60 mg npu 3apasu juLa.

CrieuMajiHm nonyaaumu

Cmapuecka gv3pacm

Cnen karto ce B3eMar rnpeasua ObOpeuHaTa yHKUMSA W TEJIECHOTO TErJ10, Bb3pacTra HiMa
JOITbJIHUTENIEH KIMHHYHO 3HaunuM edekT BbpXy papMakokMHeTHKara Ha eaokcadaH npu
rnonyJauuoHeH (hapMakOKMHETHYEH aHa/IM3 HAa OCHOBHOTO (pa3za 3 npoyusaHe npu HKIIM
(ENGAGE AF-TIMI 48).

bvopeuno yspeosicoane

[Tnazmenute AUC 3a yyactHuum ¢ neka (CrCl >50 — 80 mL/min), ymepeno texka (CrCl 30 —
50 mL/min) u texkka crenex (CrCl <30 mL/min. HO He Ha auain3a) Ha OLOpPEYHO yBpeKkaaHe
ce MoBUILABAT ChC ChOTBETHO 32%, 74% u 72% cnpsamo nuua ¢ HopmaiHa Ob0peuHa QyHKLHS.
[Tpu naumeHTn ¢ 6bLOpeuHo yBpexaaHe MeTaboaMTHUAT npodul ce npoMeHs U ce odpa3sysa
MO-rojIAMO KOJIMYECTBO aKTHBHHM MeTalboauTH. ChllecTBYBa JIMHEHHO CbOTHOLIEHHE MEXKILY
riazMeHata KOHLeHTpauus Ha enokcaban W aHtu-FXa akTHUBHOCTTA HE3aBUCHMMO OT
O6bOpeunara ¢pyHkums. YuactHuumure ¢ ThbH Ha nepuroHeanHa avanusa umat 93% no-sucoka
o0111a eKCro3uiIMs B CpaBHEHHUE CbC 31paBH JiMlia.

[Tonynaunonnoro MK mozaenumpaHe nokassa, 4e €KCrno3uuusTa nNpuOIM3HTEIIHO CE YABOSBA
Mpu naumeHTH ¢ Texxko 60bOpeuno yppexaane (CrCl 15 — 29 mL/min) cnpsiMo naumeHTHTe ¢
HOopMmasHa ObOpeuHa pyHKUMS.

Tabnuua 14 no-nony nokaspa anTH-FXa akruBHoctTa Ha enokcaban no kareropust CrCl 3a
BCAKO [OKa3aHue.

Tabauua 14: Auru-FXa akrusuoct Ha eaqoxkcadan no CrCl

Jlo3za CrCl Antu-FXa AnTn-FXa
enokcaban (mL/min) AKTHBHOCT AKTHBHOCT
Ha eo0kcaban Ha eHaoKkcadan
cJiea1 103aTa npeau ao3ara
(IU/mL)' (IU/mL)?
Menuana [auana3sou: 2,5 — 97,5%] |
[Tpodnnakruka Ha MHCY AT M cucTeMHa emOonus: HKTIM
30 mg BeaAHBbK >30 no <50 2,92 0,53
JIHEBHO (0,33 — 5,88] 0,11 —2,06]
60 mg BeaHDbK >50 no <70 4,52 0.83
JIHEBHO * (0,38 — 7.64] 0,16-2,61]
>70 no <90 4,12 0.68
(0,19 — 7,55]
>90 no <110 3,82
[0,36 — 7,39]

>110 no <130 3,16




(0,28 — 6,71] [0.15 - 1.81]
>130 2,76 0.45
(0,12 — 6,10] (0,00 — 3,10]
Jleuenue Ha JIBT, neuenne Ha BE n npodunakruka va peunansupaim JIBT u BE (BTE)
30 mg BeAHBK >30 no <50 2.1 0,22
JIHEBHO (0,14 — 4,47] [0,00 - 1,09]
60 mg BeAHDBK >50 no <70 3,42 0.34
JIHEBHO * [0,19 — 6,13 (0,00 - 3,10]
>70 no <90 2,97 0,24
(0,24 — 5,82] [0,00 — 1,77]
>90 no <110 2,82 0,20
0,14 - 5.31] [0,00 — 2,52]
>110 1o <130 2,64 0.17
10,13 —5,57] (0,00 - 1,86
>130 2,39 0,13 |
0,10 — 4,92 (0,00 — 2,43]
*[Touuxkasane Ha jgo03ara 710 30 mg 3a HUCKO TeaecHo Tero < 60 Kg uan cneunuiHr CbIrbTCTBALILO NMPHIIAraHH
HHXHOUTOPH Ha P-gp
I, Caen nosara™ ¢ eksuBaneHTHO Ha Cmax (npobure 3a ,cea go3ara™ ca pieru | — 3 yaca cnejt npuUaOKEHHETO Ha
es10kcaban)

2 Tlpenu no3ara” e ekBuBaIeHTHO HA Coun

Bbnpeku ye neyeHHeTo ¢ enokcabad He M3MCKBA PYTHHHO HAO/IIO1@HHE, AHTHKOArY TaHTHUAT
eeKT MOXKe J1a ce ONpe/Ieu 11OCPeICTBOM KauOpHupaH TecT 3a KOJMYECTBEHO Onpe/le/isiHe Ha
aHTh-FXa, Koero MoXke Ja € r0oJie3HO B M3BbHPEAHH CUTyaluH, Korato MHpopmaumsTa 3a
eKCMO3MUMATA Ha ejgokcabaH MOKe Ja NMOMOrHe 3a B3emaHe Ha MH(MOPMHUPAHHM KIMHHYHM
PELLUEHMS, HAIIPUMEp MpeIo3upaHe U CrelHa XUpYpPruyHa HHTEPBEeHIHA (BXK. CbLIO TOUKa 4.4).

Enxa 4-yacoBa xeMoO/JMaJIM3Ha CecHs INOoHM)KaBa OOLIMTE €KCNO3MILMM Ha enokcadbaH ¢ rno-
MaJIKO OT 9%.

Heproopobno yepescoane

[laumeHTHTE C JIeKa MJIM YMEPEHO TeXKa CTEeNeH Ha 4epHOJApOOHO YBpEekKaaHe I10Ka3Bar
CpaBHHMH (papMaKOKMHETHKAa M (papMakoJAMHAMHKA CbC CbOTBETHATA MM KOHTPOJIHA rpyna
3ipaBu  A00poBosud. Ejnokcaban He € npoyuBaH [Mpu NauMEHTH € TEKKa CTeneH Ha
4epHOAPOOHO yBpex1aHe (BxK. TOUKa 4.2).

[lon

KaTto ce uma npeasyua TCJACCHOTO TErJ10, NMNOJbT HAMA JOMBJIAHHUTEICH KJIHHHYHO 3HAY UM ECbEI{T
BbpXY (hapMakOKMHeTHKaTa Ha eaokcabaH npu nomnyjaaudoHeH papMaKOKMHETHYEH aHalIn3 Ha
¢aza 3 npoyusanero npu HKI'IM (ENGAGE AF-TIMI 48).

Emnuvwecku npousxoo

[Tpn nonynaunoHen ¢apmakokuHeTHueH asHaau3 B npoyusBaHeto ENGAGE AF-TIMI 48
MUKoBata M odulara €KCrno3uuUMs MpH MAUMEHTH OT a3MaTCKM M Hea3HaTCKH MpOM3X0/1 ca
CPaBHHUMH.

leouampuuna nonyaayus
(dDapMmakokMHeTHKaTa Ha ejokcabaH e oueHeHa npu 208 neaHaTpUyHM  yYacTHHLM B
3 kauiuuHu  npoyuBaHus (Hokusai VTE PEDIATRICS, ENNOBLE-ATE u @

mozes. PapMakOKMHETHYHUTE JlaHHW OT 141 neauMarpHyHu ydyacTHULM B
PEDIATRICS u ENNOBLE-ATE ca Bkmouenu B PopPK ananuza. Ex
e/lokcadaH Npu neauaTpuMuHUTE y4yacTHULM € OOLLO B3eTO B JMana3oHa Ha




HabIFOAaBAKM TPH BH3PacTHH NaureHTH, HO UMa 20-30 % no-Hucka eKCNO3HLUKA NPH FOHOLIN
Ha Bb3pacT oT 12 no <18 roAWHH B CpaBHEHHE C BbL3PACTHH, KOMTO MOJy4aBat eaokcabaH
tabnetkn or 60 mg. B Hokusai VTE PEDIATRICS n ENNOBLE-ATE Habmoaasanure
CPEeaHO FEOMETPUUHK Hail-HUCKM EKCrIO3MUMK Ha efokcabaH B neanaTpuuHaTa nomyiauma ca
7,8 ng/mL npu yuacTHnuu Ha Bb3pacT ot 0 ao <6 meceua (N = 9), 8,6 ng/mL npy y4acTHULH
Ha Bb3pacT oT 6 Meceua 1o <2 roausn (N = 19), 7,4 ng/mL npy y4acTHAUM HA BB3PACT OT 2 10
<6 roansk (N = 36), 13,7 ng/mL npu yuacTHUUM Ha Bv3pacT ot 6 a0 <12 roaunn (N = 38) u
10,8 ng/mL npy y4acTHHuN Ha Bb3pacT ot 12 ao <18 roaunu (N = 39).

TerecHo meano

[Npy nonynaunoHen dapMakokuHeTyuueH aHanus Ha npoyusaHero ENGAGE AF-TIMI 48 npu
HKMM Cmax 1 AUC npu nauMeHTHTe ¢ MeauaHa Ha HUCKO TenecHo terno (55 kg) ca
MOBHILEHH ¢be ¢bOTBETHO 40% MW 13% B cpaBHEHME € NaUHEHTHTE ¢ MEAMaHA Ha BHCOKO
renecho Terno (84 kg). Mpu pa3za 3 knuHUuHuTE NpoyuBaHus (kaxTo npu nokaladneto HKIIM,
taka U npy BTE) nauvenTtute ¢ tenecuo terno <60 kg nmart 50% noxnxeHue Ha 103aTa Ha
enoxkcabaH M MMaT cxoAHa edHKACHOCT M NO-MaJKO Cnyyad Ha KbpBEHE B CpaBHEKHE C

sapgapuH.

Bpbika(n) dapmakoKHHETHKE-(DapMAKOAUHAMHKA

[Mokazatenure PT, INR, aPTT u autu-FXa kopenupar JHHERHO ¢ KOHLEHTpauuuTe Ha
eqokcabaH npu Bb3pacTHu. HabniopasaHa e cbllo nuHeiiHa kopenauust mexay aHTtu-FXa
AKTMBHOCTTA M MIAIMEHUTE KOHUEHTpauuy Ha enokcabaH npu neavaTpyuuHH NaUUEHTH OT
paxxpaHeTo Ao |8-roguiHa Bb3pactT. Karo usno Bpb3kute GK-OJ] ca noaodbHu mexay
neJMaTpRUHUTE MalMeHTH OT paXaaHeTo 10 18-roauiHa 8-3pacT U Bb3PaCTHUTE NaUUEHTH C
BTE. Bapuabunnoctra Ha ]| obaue noparkaa 3HauMTeNnHa HECUIYPHOCT IPH OLEHKATa Ha
Ta3y BPL3KA.

5.3 IlpeaknauHn4yHu AaHHH 32 6e3onacHoOCT

HeknuMHWYHKUTE OaHHW HE MoKa3saT ocoOeH pucK 3a xopa Ha 0azata Ha KOHBEHUHOHANHHTE
(hapMaKoNoOrvuHH poyusaHus 3a 6e30NacHOCT, MPOy4BaHHA 38 TOKCHYHOCT NpH MHOTOKPAaTHO
npunaraHe, FeHOTOKCHUHOCT, KAHILEPOreHEH NOTEHUHAN WK (POTOTOKCHUHOCT.

PenpodykmugHa mokcuko10cus
EnokcabaH noka3pa BarMHanHa XemMoparus npd no-BHCOKM 034 MPU MABXOBE M 3aAUM, HO
HAME e(DEKTH BEPXY PENPORAYKTUBHUTE CIIOCOOHOCTH HA Bb3PACTHUTE MILXOBE.

[Mpy nnbxose He ce Habnonasar epekTH BLPXY PEPTUNUTETA NMPH MBIKKUTE U KEHCKHUTE.

B penpoaykTHBHM NpOYyUBAHUA NPH MUBOTHH, NpH 3aiunTe ce Hab/oaaBa NOBULIEHA YECTOTa
Ha BApHALMM HA WNBUYHHS Mexyp npu ao3a 200 mg/kg, xorTo € npuban3uTenHo 65 NbTH Han
MaKCUMaHaTa npenopbuuTenHa ao3a npu xopa (MINAX) 60 mg/nex Bb3 ocHOBa Ha obutara
TeNecHa ROBbPXHOCT B mg/m?. Habaionasa ce moBulieHa YECTOTa HA MOCTHMIIAHTALUOHHH
3aryBu, ChOTBETHO NpH nabXxose B no3a 300 mg/kg/aen (npubnniurento 49 nvtu MILIX) K
np# 3aiiuu B 1032 200 mg/kg/ned (npubnusnrenHo 65 nutu Han MINIIX).

EnokcabaH ce ekckpeTHpa B MJISKOTO Ha MJTbXOBE B [1EPUOA HA JaKTALLKA.
Ouenka Ha pHcka 3a oxonHara cpeda (ERA)

AKTHBHOTO BellecTBo eaokcabaH TOIMNAT nepcucTHpa B OKOJHaTa cpeaa (3a ykasa
U3XBBbpJIAHE BX. TOUka 6.6).

6. GOAPMALIEBTHYHHA JAHHH




6.1 ChnMcbK HA NOMOUIHHTE BelllecTBa

CbpueBnHa Ha Tabsierkara

Mauurton (E421)

Xuapokcunponuiauenynosa (E463)
Kpocnosuaon (E1202)

Huwecre, npexeaTMHU3IMPAHO (LLAPEeBHYHO)
CumumeB AHMOoKeu, kosouaeH 6e3sonen (ES51)
Marnesues creapar (E470b)

Kumbek 15 mg punamupanu tabneTku
[TokpurHe Ha TabsieTkara

Kapmeno3sa Hatpuii (E466)
MasiIToAeKCTPHH

[ 110K03a MOHOXMApAT

Jleuntun (coes) (E322)

Kanuues kapbonar (E170)

Kenesen okcua, Kbt (E172)
Kenesen okeua, uepseH (E172)

Kumbek 30 mg ¢punmupanmn tabnerku
[TokpuTHe Ha TabneTkaTa

Kapmeno3sa Harpuii (E466)
ManrtoaekcTpuH

[ 110K03a MOHOXHAPAT

JleumtuH (coes) (E322)

Kanuues kapbounar (E170)

Keneszen okcua, uepsen (E172)

Kumbek 60 mg punamupanu Tabnetku
[TokpuTHe Ha TabneTkara

Kapmenosa natpuii (E466)
ManroaeKkcTpuH

['110K03a MOHOXHApAT

JleuutuH (coes) (E322)

Kanuues kapoounar (E170)

Kenesen oxkeun, xbuat (E172)

6.2 HecbBMeECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHocr

2 rOAHHH

6.4 ChneuHajJHH YCJOBHS HA ChbXPAHEHHE

To3u JIEKAPCTBCH MPOJAYKT HC H3HCKBA CrCHHAIHH YCJIOBHA HA CbXPAHCHHEC,

6.5 Bua v cbabpkRaHue HA ONAKOBKATA '

{Hﬂ H,gq:e 3}

KumOek ce npeanara B OiMcTepHu OnakoBku Uiau OyTuiaku. [1pospautu, 6e3ul
oT anyMuHui-PVC/PE/PVDC unu B OyTUIKH OT NOJMETHIIEH C BUCOKA [TBT



baucrepHHu ONMakoBKMU:

3a Kumoek 15 mg, 30 mg 1 60 mg duamupanu TabaeTku:
Bceska onakoBka Kumbek cwabpxka 10, 14, 28, 30, 56, 60, 84, 90, 98 naun 100 puamupann

TabneTku B npo3paunu, 6GesuserHu Gauctepn ot anymunuii-PVC/PE/PVDC.
Beska onakoska KumGek cbhabpka 10 x 1, 50 x 1 wan 100 x 1 duamupanu tabretkn B
nepopupaHu eHOA030BH npo3paunn, GesusetHu Ganucrepn ot anymuunii-PVC/PE/PVDC.

BYTHUIKU:

3a Kumbek 15mg, 30 mg 1 60 mg ¢puamupanu TabieTkH:

- Bsana Gyrunka ot noauerwaed c¢ Bucoka nuabTHocT (HDPE), ¢ Gsna kanauka oOT
noaunponuiaex (PP), 3aiuTena cpelly orapsHe OT jeua, chabpxkawa 90 ¢uamupann
TabJIETKH.

He BCHYKHM BHAOBE ONAKOBKKW MOrar jla Obaar nycHaTH Ha rasapa.
6.6 ChneuuajHu npeanasHi MEpKH NPH H3XBLPJIsiHe U padora

Hen3non3BaHUAT JIeKAPCTBEH MPOAYKT HJIM OTNAJAbYHUTE Marepuald OT Hero TpsdOBa aa ce
U3XBBPJAT B CbOTBETCTBHUE C MECTHUTE U3UCKBAHMUS.

[TpunaraHeTo ype3 eHTepaiHa COH/IA € Bb3MOKHO C NMOMOLITA HA EHTEPAJIHW COHIHM C pasmep
10 12Fr u awmkuna o 125 om. Enna tabnerka enokcaban TpsOBa aa Objae HaTpolleHa,
pa3TBOpeHa B 75 MJ1 BOJIa M npuIiokKeHa He3abaBHO upe3 eHTepasiHa CoHJla, ciie/l KoeTo Tpsadsa
na Obae npoMuTa € 3 X 55 M1 BoAa M3IUIaKBAHE HA XaBaH4eTO W necruka. [lpu npunaraHeTo
TpsiOBa na ce M3nos3sa camo Boja. He ce u3McKkBar crnieunajsHd [peiarnasHd MepKH 3a
OOJIHOrNIe1IaYUTe U MEJIMLIMHCKHTE ClIELIMAIUCTH,

7 [MPUTEXATEJI HA PABPEIIEHHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
| 106 Budapest, Kereszturi ut 30-38.
YHrapus

8. HOMEP(A) HA PABPEILUEHHUETO 3A YIIOTPEBA

KumOex 15 mg punmupanu tabnerku: Per. Ne:
Kumbek 30 mg ¢puamupann tabnerku: Per. Ne:
Kumbek 60 mg ¢punmupanmn Tabnerku: Per. Ne:

9. JATA HA IIbPBO PASPELLIABAHE/TTO/IHOBSIBAHE HA PASPEIUEHUETO
3A YIIOTPEBA

JlaTa Ha bpBO pa3pellaBaHe:
Jlata Ha NOcCJIe1HO MOIHOBSIBAHE !

10. JIATA HA AKTYAJIM3BUPAHE HA TEKCTA
OxkTomepH, 2024 r.




